202345910
‘I.'\m (1) FERBAFEMER

/l F (2% BA3RNAZ NMA  AD2M%G%K 1 TW 202345910 A

Intellectual

e 43)2 B : FHERE1122023)4£12 A 01 8

Q1)# %5 ¢ 112107379 (2)¥38 : PHERE 112(2023) % 03 4 01 B
(51)Int. CL. : AGIK48/00 (2006.01) A61K31/713 (2006.01)
A61P3/00  (2006.01) AG6IP9/00  (2006.01)

(30ME 448 © 2022/03/01 £ 63/315,372

2022/04/18 £ 63/332,234

2022/06/16 £ 63/352,747

2022/10/21 £ 63/380,557
(T3 A - 3%EBCR 1 S P R%EZA 3 (3%4) CRISPR THERAPEUTICS AG  (CH)

wt

(72)% 8 A : & 143 CHEN, YI-SHAN (US) : %R #&ib ¥ SONI, SANDEEP (US) ; &4
%4 SERWER, LAURA (US) ; &34 #%#i14 TERRETT, JONATHAN (US) ; &
B2 ## KULMAN, JOHN (US)

(THRIEA AR ER]

FPHEREE £ THEALEBEAK - 49F BAHK:33 #5001 B

(54) % 4%
B EnEERES (ANGPTL 3) HMBAZF ER AR
(5T &

AEBHNE G AR GEGHR AT ERF I(ANGPTLI) A8 2B T ik ~ AR A E
4 o

The present disclosure relates to methods, compositions and kits for treating conditions that are related
with angiopoietin-like 3 (ANGPTL3) by gene editing.
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The present disclosure relates to methods, compositions and kits for treating conditions

that are related with angiopoietin-like 3 (ANGPTL3) by gene editing.
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[0001])] AHFFEERNR2022F3IH 1H H 5F 2 = B R
I 25K H O35 25 P 9% 55 63/315,3725% ~ R 20224 4 18H H &
< F B H A H S FE P95 63/332,2345% ~ jR20224E 6 H
16 H 1 35 ~ = B BRI 5 A 35 & P 9% 565 63/352,7475% - K
F22022F 10H 21 H H 3 2 =B B H M H 5B £ P RS
63/380,5575f X Bt - MWEHFEZL2HANTEILLU 2
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[0003] 4 8 8 k50 E RN 2 T 47 & 6 45 4 A 4 65
PELE L A E

[ %t A % fig ]
[FH R +% i <5 5% 8% BA

[0004] %1 & 4 B 2 3(ANGPTL3) 4 77 b A+ 2 18
MEAKRERELKRE - HEZEREASH O EEMLEFFE
o ANGPTL3%E = | fill A5 & & F5 BB (LPL) &k N K¢ 4l A S 1§
(EL)Z fE’EM > iEEakRMEL =% M 2 K% -
N R 4B R B K 2 = % B BE & 5 (HDL) Bk AF E -
ANGPTL3 8 % 1 55 bl BA Bt > B & Bs B Q3 % e (B 20 = A
1 fiE ) e

[ 0005] f£ A CRISPR(1K % M 2 6] b &4 [0 > & 18 7 71
(Clustered Regularly Interspaced Short Palindromic Repeats))
-Cas(CRISPREA B ) & 4 < RNAG[ & - DNAH F [ B #J DNA
Z L E B Bz i o CRISPR-Cas % &% 1] 77 p — #H
FIFAZGERA L HECasEDEBE 2B EEWHEIE - FIII
M~ R B IVAICRISPR-Cas & &%) > i 5 280 R 4 5% A B —
CastE HE (FEWFE A ~ 5 VHE - K% VIE CRISPR-Cas %
H) o AN EIACRISPR-CasZ R E i EH N ERH R
98 - WA E A 5] B AY 5] E RNA(gRNA) 5[ H 7 Cas % fik ¢
HER R MET 4R EINDNAREE -

[ 0006] 7 Z 5d % M i* )8 % ANGPTL3 M Bf = 9% K& IR
iE < %% kH B EEL -
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[#HANE]

[ 0007] A X e~ & B H ¥ /8 B ANGPTL3 A B
FEREEE Z A ~ HEKY - REH - £ — % H 8B E Y
o AR B B ANGPTL3 M B W SR E < /7 & B & 1 {#
B (140 2 & E B8 )& T Bl (a)# E ANGPTL3 & N £ 5] &
RNA(gRNA)S 45 15 3% eRNAZ £ g ~ K (b)4F 5 RNAS| & ~
tz B N VI B 2t B 1R G RV 1 B SR oK kL 0 1 1T OB R (AR
Z ANGPTL3M B E R KK E - It — L BB E ol & - A
B TERER KL F _RFELZR - £ — % H8F
o THRESRETFRF LB - RGHROIE - 20 - K
KSE - AE—HLAEBEHENF » —HEZRETHZ2EHE
REMERY2AZL4E - —HEBERNS  EHER
KM FHUERETL0.01ES5 meg/kgr Bl & (48 % 8 (1
41 ANGPTL3 gRNA & Cas9 mRNAZ ZA M) H £H)% F £ ®
B > £ $£ 0.01 mg/kg -~ 0.05 mg/kg ~ 0.1 mg/kg ~ 0.2
mg/kg ~ 0.3 mg/kg ~ 0.4 mg/kg ~ 0.5 mg/kg ~ 0.6 mg/kg ~ 0.7
mg/kg ~ 0.8 mg/kg -~ 0.9 mg/kg ~ 1 mg/kg ~ 1.1 mg/kg ~ 1.2
mg/kg ~ 1.3 mg/kg ~ 1.4 mg/kg ~ 1.5 mg/kg ~ 1.6 mg/kg ~ 1.7
mg/kg ~ 1.8 mg/kg ~ 1.9 mg/kg ~ 2 mg/kg ~ 2.1 mg/kg ~ 2.2
mg/kg ~ 2.3 mg/kg ~ 2.4 mg/kg ~ 2.5 mg/kg ~ 2.6 mg/kg ~ 2.7
mg/kg ~ 2.8 mg/kg ~ 2.9 mg/kg -+ 3 mg/kg + 3.5 mg/kg - 4
mg/kg ~ 4.5 mg/kg ~ S5 mg/kg ~ AR FEPE B ZH
W e E - ff— S BREHN T - & BE LT &
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LA H & - Y THZEERTEMEE © 0.1 mg/kg
0.3 mg/kg ~ 0.5 mg/kg ~ 0.6 mg/kg ~ 1 mg/kg ~ 1.5 mg/kg -
2 mg/kgs 3 mg/kg(ff ANGPTL3 gRNAK SpCas9 mRNA 7 44
1 # E ) o

[0008] fL#& F 2 & » (@88 2 ANGPTL3 3% I (] 41
ANGPTL3 A [ % # 20 ANGPTL3E 0 H R B )W EE f 401 =
H20% ~ EH30% - B 4A0% - EH50% - EH60% - K E
b70% - AL T 2 1% 0 H 88 ANGPTL3E H H 2 & & (4
0 AE {8 8 < MR Bk 4% ) ] A e D 20% 0 £ D
30% ~ £ /040% ~ £/ 50% - £ 60% ~ HEDTO% o K
(& BT 5 M B 7Y ()78 % 7 18 808 &= ok he 7 A 72 (@ 88 2 i 4% +
~ ANGPTL3HEH K ANGPTL3E A8 Z = E ; (b){f — K %
&l R & 8 B < {# #8 <~ ANGPTL3 %% 3 5 ANGPTL3E 0 &
ZORTE 5 R/ (3) @ B A8 2 ANGPTL3 R Bl 2 2 % K 3¢ 5
ANGPTL3ZE H B 2 A E -

[0009) i P 22 W IIFEHEEREAD (F
HDL)AE & H 2 — 2 % 3 Z /K 7 (1] 40 1 3% K 5 ) o] F i = /b
20% ~ £ /030% -~ £/H40% - £ 50% - EH60% ~ B E D
70% - JFHDLAE E 2 — X F o[ G =B ol s - A%
EHEZE O (VLDL) - (K% E A ZE J(LDL) » A HHEG - £ —
B EMA S - JFHDLAKF Z FEMAGHEE RN (L’ TE
B(E 2= ok A F AT AC {E B8 2 M AF 2 JEHDL/K F 5 (b)ff — 5
ZHARKER (@B 2 IEHDLAK T 5 K /= (3) 1L & 5 (E
#8222 %F JEHDLAK S o

895221 54 H > 4169 H(FHHHHE)
112107379 FERLE A0202 1123180726-0



202345910

[0010) fE—SEMEROIF » £/ T 2% - £ # B
ZMmiEh ZlEEHILBApeB)Y EEEZRE GEKZE D
20% ~ E2/040% -~ KENVTO% - £ — L EBEEHH + >
EEHEAEHR@OER TESMES RN T ATEMES 2 mAEf 2
ApoBE HE 2 BE 5 ()ff — 2 & #l R &L )5 K < # & F
ApoBEHBE Z BT © R/EG)ERE M 2 ApoBEHE 2 &
2 2% KT o

[oo11] £ -~ EBEHEOGF - £ F &
ANGPTI3EHRHE X RE ~ e % E A E QO (JEHDL)E E H
L—HEHEZKY -~ RIHNApoBEEHHEH ZBE ZFEE G2
H20% ~ £ /H40% ~ RE/NDTOR=H - MWE - AA - —(H
A-~Z@#A - -Z@AF  WEAH - - AZA@HA - NEA - £ @
A-~A@#AH - "A@A -+@A - +—H8H - - +Z@H - =
EXA - ff—SEBRBERAF > £/ T 2% ANGPTL3E
AECZRE -FEHEREOGEHDLBEE P 2 —H % F
Z K~ RIApoBEHE ZRBEEV20% - £/30% - &
' 40% ~ EVS50% - BH60% - E/HTO% ~ FE N 80% - I
SHE2F_EBEC2EANBEFXREBCEFERGHFRE=ZH -
A-fnBA-—@A - _@#H--=Z=@AH - -U@EA - AZ@EAH -
NEA @A AW®BA @A @A F—@A -
@A+ AEH S ZF=FWE - AF - NFE
tFE - NE - ALFE - TFE 128 0 I5F 2058 - EX -

[0012)] E—EEBMEROF r AFEZWHMBEARZ
PR150 mg/dly =B H MBE K - E—EBEEBERHIF - H
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FEZMEEEA ZHR300 mg/dLZ = T HEEKFE - 2R
160 mg/dL” JE 5 % & A5 & & (HDL)’K *FF ~ KX * 100 mg/dL
< &% % A5 & o g & B (LDL-C)KF ~ % 72 100 mg/dL 2
ApoB/K - ~ st HE & - HAMBE L& TAT ~ BIE -~ K/
32 & A & 8 #&& F < ANGPTL3 ~ ApoB ~ =& t i fig - &
k% ¥ is & 0 (VLDL) ~ (K % & f5 & & (LDL) - LDL-C -~
HDL ~ K IFHDLEEE F 2 — 2 % & 2 1| K o J5 %A fl
a1 i e AFEERZME -

[0013]) £ — £ H 8 &F it ¥ &+ - ANGPTL3 M B £ %
NFEGRNHAEER - LM EER  BEA#HER  =H
He - H—EHEERO 4 - 8488 2 ANGPTL3 M B & K
R E o — 2% il E IR K fE R B & % o ANGPTL3HH B
B BN E < R PR &M B e O B RS BE B - MR W - B AR 56
i e - RE mMAEE - oK B IR0 MR - JF B AE 1M He W RF
% (non-alcoholic fatty liver disease, NAFLD) ~ & 5 iy % i
it (hyperfattyacidemia) ~ A MHIEEEF - KHHESG - BE
MAEETHSEME  MOSEBREREME - =88’
MmE ~HWERE - £F—ELBHEBEA T > ANGPTL3
AERNFEGREEESEERERELNE  XE®REEMHSAE
m fE ~ x® K M A OB M oM M E E B BF (familial
chylomicronemia syndrome) ~ % [N + ¥ BE ol fi I fiE i {5 BF
(multifactorial chylomicronemia syndrome) - ¥ &=
Lp(a) ~ B¢ H 4H & - NAFLD o] {4 if A5 A7 2 M = A5 B M BF
X MRIFITGE2HMBRFNFARTE MABE 2 F 28 8
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RIF - e — S BBEH O+ - = [T ®E B M=K T
FEEEEMABERE - CODERRE - BLOmMESHMHEHE ZET

[0014] fe —ELE HERE P - ®IBERNASIE Z K
N Ul BE 2 % B % % RNASIH 2 12 B N U B Z mRNA - RNA
51 E % W N VS T % 6 20 Cas9i% e A U E§ o Cas9i% g2 A
U B < JEIR M M E K P B FEREIREKBE (S

.

pyogenes)Cas9 -~ & = & % &5 K EH (S. aureus)Cas9 ~ [ & R

=

= B K (N. meningitides)Cas9 ~ & Zh §# I (S.
thermophilus)Cas9 ~ B . §# Bk B 3 Cas9 - g I5 & 12 jF 8 (T.
denticola)Cas9 ~ J H % & o
[0015] gRNAH {% ] 41 & 5] H RNA(sgRNA) « ff — L&
ERmEMH T - gRNAK F ANGPTL3E R Z /8B F1 - 1L
—EHEEE MM T > gRNAE & SEQ ID NO: 329k SEQ ID
NO: 20& 26 £ — & Z MR P 5 o £ — 4 5 88 F i il
gRNAZ 4R gRNAZ % - RRNAG| B B HRBLEERN
Fokbr o - R FIGNBEBEER KL F « £ —4&
ERERmNG:  FERGEEHER - £ — % 5B EHKH
oo @ AE A AN -
[0016) fE—SHBEROIF » HEE—-—FEIME
{88 § = ()N B B8 B8 B B (ALT) ~ R 4 B2 B8 ¥ % 1§ (AST) »
v-% BB BB (GGT) ~ fE4L & - i M 5% B2 I8 (Alk Phos)
kKABEAHRZ K% EZAKF D ()5 M FEE™EEPT) -
Ko /B (idi) &f o> KE 0BG BF B (PTT) - MIE A A ER T Z

895221 57 H > 4169 H(FHHHE)
112107379 FERLE A0202 1123180726-0



202345910
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Al ~fEfRR T 2%~ AR THE - EEMHEGs - £ — &
Ae B B ) o M E B & A BT BCHY B 48 B 1 H O E (8 Ae

Z (1)~ () R /EED— K > ZRK > Z R UR - HES
o Blan > M E AT E G KT Z&AE G) > (i) K /G
—REFBRUME—-REFFSTR > H14K - F21K ~ $28

K~ FE3ISK -~ FA2K - FB49K ~ F56K - FO63K - ff— L&
BEREHKOS  WNEBSERTZ2EEXR - BH - HEHM
AHEMEF 20 d)R/EGDEPVIEA ~ £/ 6H
A-~z2P 1278 - ft —SELERBEKH+F - & BERKRF
% L& 0.1 mg/kg ~ 0.3 mg/kg ~ 0.5 mg/kg ~ 0.6 mg/kg ~ 1
mg/kg ~ 1.5 mg/kg ~ 2.0 mg/kg ~ 2.5 mg/kg ~ 3.0 mg/kgHy
ZEB@OROZEXRBEER T 2FEE -

[0017] APt nEBERERNRERARTZ ZME
ANGPTL3H M BER NWIEZ 15 > HPZ T EEEULY
0.1 mg/kg ~ 0.3 mg/kg ~ 0.5 mg/kg ~ 0.6 mg/kg ~ 1 mg/kg -
1.5 mg/kg ~ 2.0 mg/kg ~ 2.5 mg/kgzk 3.0 mg/kgty % 5 (a) &
(b) 2 B XKl & = & 88 % T B (a) ¥ E ANGPTL3 & K
gRNA(ANGPTL3 gRNA) K (b)Cas9 mRNAW & Y & & (H =
kK F o 7T 6 9 (E BE > ANGPTL3 A BE 5 9% 500K I

[0018] A — S EBMEMMI T » AFfan 2 T AR

ZEMEBERETERE Ry - 100 ft—ELEEBH
Mo F s EHERAEFHGREERETRUATIZHEE
RN P Z2HRIEHRTE2ME - 0.5 mg/kg ~ 0.6 mg/kg ~ 1
mg/kg ~ 1.5 mg/kg ~ 2.0 mg/kg ~ 2.5 mg/kg ~ 3.0 mg/kgHy
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(a)§ F ANGPTL3E [H 2 5] B RNA(gRNA)E 45 5 gRNA . %
B ~ K (b)4m #5 RNAG| & Z % B N U B (B 40 Cas9) Z #% & HY
RNAEZE - F— B HBEMP T - gRNAFE & SEQ ID NO:
3+ SEQ ID NO: 208, SEQ ID NO: 127 i [fg FE ¥l - {£ — it &
B 2 i 5] > gRNAML & SEQ ID NO: 105, SEQ ID NO: 13~
Al - E— S BREROF - B XA E0YE MR KT
% 81 (a)4y 1.5 mg/mL” ANGPTL3 gRNA -~ & (b)%J0.5 mg/mL
Z Cas9 mRNA#® & « £ — S H @G FhE @l - B2 RXHE E /Y&
B[z ok ok F % 4958.2 mg/mL -
[0019]) 7t — & H & F i ) &+ - (& #8 &% T I E
o —HLERBEHEAF > BFINAREBEB SR T HKEHEE
A ~ FLHIFLAH SR - BiH2IE K - KEEMHEEG - £
— 5 B S E R AT 1F = AR & T E B R oK kAT~ B
Z AR VNI ~ 2/NEF ~ 3UNERE o~ 4/NEF o~ SUNERE ~ 6/NEF ~ TUN
BF ~ 8/NBE ~ O/NEE ~ 10/8NBF ~ T1/NHE ~ 12/08NBF ~ 13/NEF
14/NBE ~ 15/NBF ~ 16/NBF ~ 17/NBF ~ 18/NHE ~ 19/NEF ~ 20
INEE ~ 21/NEE - 22/NEE  23/8NEFE 1R 22K 3R - 4K -
SK-6K -~ 1H - REAKEIIGERLTEMEE - £ — =&
BEREHH T - BINEEREBRERKN F&HRERET -
[0020)] AP RENBIEHENKY - ft —EERBE
W B o Y B E B (a) 8 E ANGPTL3 & N Z 5] &
RNA(gRNA)(ANGPTL3 gRNA) « K (b)4R HE Cas9fx e N 1) G
< mRNAE & 0y 8 & # == oKk fir + - H 9 2% ¢gRNAE & SEQ
ID NO: 3+ SEQID NO: 20 -~ 8 SEQ ID NO: 127 i[5 F % -
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fEF— LB EFAF - gRNAE & SEQ ID NO: 105(SEQ ID
NO: 1325 - f£ — L BB E A+ > CasOx B W U] B 4
FEMR IR CasO B N UG - ff — BB E RO F » B
f %5 ok ok F 2 B B {4 49 58.2 mg/mL - H {4 Bl 44 4k 492
mg/mL{J (a) ANGPTL3 gRNA K (b)Cas9 mRNA % s # & -
fE—SEBEREHAF  BEEERKNFZ2RBEHZRLSS2
mg/mL > H {4 ¥l (a)%y 1.5 mg/mL. > ANGPTL3 gRNA - } (b)
430.5 mg/mL” Cas9 mRNAH & -

[0021] ff —® HBEE P + > Cas9 mRNAT &
SEQID NO: 16 - ff — . HE E M # > Cas9 mRNA 2 g %
nE B OE o OB E & # & NI-H K R KR F (NI-
methylpseudouridine) « ff — & 5 8% & i 5 F > Cas9 mRNA
B & SEQ ID NO: 182 F %] - £t — & A & i # F - Cas9
mRNAM 4 SEQ ID NO: 19 F 5 -

[0022] A FiE mEBERERNRERARTZ ZME
ANGPTL3M BHE R W E 2 % - £ — %= B 8 F Y
Foo A E G (R T B () E ANGPTL3 & A 2 51 &
RNA(gRNA)(ANGPTL3 gRNA)E 4F 5 %2 eRNA Z 2 E& -~ K
(b)Cas9 mRNA¥ & Ay B A Sk + > R a%EME >~
ANGPTL3HH B % % 5 % i H 1 3% ANGPTL3 gRNAGE &
SEQ ID NO: 20 % FF %l » # Cas9 mRNAH & SEQ ID NO:
16 2 Fp 51l - A& SC P #8 or & iR At A 1Y U6 % ANGPTL3 M B 5
WEIRIE <Ay -t — S BAREHEMNF - Al B a8
(a) 8@ % ANGPTL3 & [ .~ 2| # RNA(gRNA)(ANGPTL3
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gRNA)E 45 15 5% eRNAZ % B -~ F (b)Cas9 mRNAH & HY &
gz ok ok 7 > Hd 3% ANGPTL3 gRNAfL & SEQ ID NO: 20
Z e F % 0 #% Cas9 mRNAR & SEQ ID NO: 16 7 7 4l - 1L
— b B e il 7 > ANGPTL3 gRNAA & SEQ ID NO: 12~
R - fEF— S ABERA F » ANGPTL3 gRNA{RH 5]
B RNA(sgRNA) » I & & SEQ ID NO: 132 F %] - Cas9
mRNA Z fR W OE 58 B 1 2 B & (| ] % 4K 2 6 < PR W BE
WA PIONI-HERRKE - £ - AR EFHH F > Cas9
mRNAS, & SEQ ID NO: 182 Fp 4l » {f — £ B 85 & i ¢ &
5 E A S BL40.1 me/keg ~ 0.3 meg/kg ~ 0.6 me/kg ~ B 1.0
mg/kgHy (a) f (b) 2 B B < B XA & = # f2 1& 7 & B =

ke F - fE—EBEBERBEROAST > £H T2% > HETF
ANGPTL3 Y R H G EMK £ D0 20% - £ 7 2% - ##E <1M
WP ANGPTI3E HEH L B EGEMK £V 20% - Sl & F
B - fF—SBREHHN T - FEEEHEHE R Q@ERTE M
ok M+ AT AE 8 B8 ~ M 3% 1 2 ANGPTL3 % 3 8¢ ANGPTL3
EHHZRE G O -—HNZBEREER ZMEEF Z
ANGPTL3%E IH & ANGPTL3IEHE 2 EE  K/2(3)& FE
B8 < ANGPTL3 % H ~ £ %5 /K 'V 8 ANGPTL3 & 0 H Z &
BofE—LAEEERENT  ERTE—-MEA > EiE M
HHANGPTI3EHE L REZEREGBEDVTO% - ff — & H
REREA T R T 2% M ZLIES % EEE- (non-
HDL)fE B F1 & — B £ & & 1 4 K 1 (& & (& 20% ° £ —
LB EMM T > JEHDLEEE f 2 — N % & % = & T i
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B - i {K % E A5 & 83 (VLDL) ~ (€% Z i5 & 5 (LDL) » = K
He - L —EEBERERPA T > JEHDLAK V- Z & & HH R
(a)f£ #& T & 8 @ == >k fL 5 A7 £ (# 88 2 M 4% o 2 JE HDLK
P (b — B R &L JE R ZE RS T ZJEHDLAK S KR/
B fEFEME#EF 22 FIJEHDLAKF « £ — 2 B8 &' i 6l
TR TZIE—EA - Z@#A - =@EH - NEH - RKE
AT ZmMBE = HHEKTZEEEZED3I0% - 1
—EHERBERA T AR TZIER > EFEREBZIME T ZHEE
HILB(ApoB)EHE ZBREHREMKE D 20% - f£ — & H &
B B o B AR (RO BN () fE & T8 B 2R OR R T AT A (A
fg 2 MAE o Z ApoBEHE ZRE © (b)ff — =20 % R &4
2 HAE T ApoBEHE ZRE © K/ (3)f FE H 48 Z ApoB
EHEZREZLSH KT - AR Z A HEKRYE
HeERA&KT R OFEELUE > Z@EA - NEA - —
FE CAF - THE CNKNER-A-EABEEN T
AREZMEERAZHN300 mg/dL 2 = B H H B K ¥ -

By 160 mg/dL 2 JE /& % J€ fg 8 B (HDL) K *f ~ K JY 100
mg/dL Z {& % & 5 & B g & i (LDL-C) /K *F ~ % 12 100
mg/dL.Z ApoB/K - ~ B H 4 & - ANGPTL3M B ¥y 20K fiE
A HEOREERERR s DM ERK - BE RS ERR - H
HE - E—EHEBEPG > ANGPTL3MH B & W 2% E
AR - BERA - Bk EER - & MAEE - &k Ik
O B W - JEE RS 1 AR B BT R (NAFLD) ~ & e B Bk M fiE - X
i PEE R - HEEE - E—EHERBEROT - HEAES
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AESEXETFTEREMER KT - £ - E8E KA+
H B E W E M E KA+ % B (a) ANGPTL3 gRNA K
(b)Cas9 mRNALL2.0 mg/mLZARNAY EEWE & - f — i H
Be 2 5 ) B > 48 RNAE & (a)4y 1.5 mg/mL 2 ANGPTL3
gRNAK (b)%0.5 mg/mL > Cas9 mRNA - {f — & H 5 & i ¥

foREERANTEE R EFMNERE TEWGREE
HEETEEE HERE - kECGYHZEZIEE  A£—%A

mERM T  BEBERARELTEEERBRRE - 2B L2 (PEG)
FE Bl E -

[ & = & &k ]

[0023] [ 1148 /w JF R &1 M B = £ JF A ZE & % (NHP)
b 7% 8 Et e

[ 0024 ] [ 2114 B~ 4£ 55 140 K 26 34 NHPoff 2 i 4%
ANGPTI3EHEHERE Z O oEE ey HE -

[0025] [E3AIZ[E3BlE ~m =B H Mz WEH -
& 3A % B or A pa B AT 1R £ 5% 140 7 2 NHP 2 [ 4% = B2 H i
Be 7K P HYIE - B 3BA B n £ 56 14 o 2 NHP.Z (fn 4% = i &
HHAEKFEERGE 2O LB E -

[0026] [HE4A1% (B 4B14% o~ 81 i 4% = B £ 'l fis K °F
M B 2 JE IR & B R ME B o B 4A (R BR AL fd B AT 1R L SR
3¢ Z NHPZ M 4% = B2 H M A5 K V- /Y [E - & 4B {4 B o~ £
FIHPF ZNHPZ M= H M KTVFEERE Z OO
FALAYE -

895221 513 B o+ 169 H (ZAEEE)
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[0027] [ 5A1% [[E 5D14 /~ 81 = F H i Bs K 7 4 78
Z FE PR M B R M B o B SAZ B SB& B R 1L 5B 140 (E
SA)R 34 (B 5SB)F X NHP Y M = H W KF 2 &K
Bt #Ar FE - ESCEESDHBE RS L4 (B 5C) K&
F3H(ESDIEF36KREF 2 M = T HEKF¥EEEIE
ZHSEELE -

[0028]) [E6AIZE [BE6DIGE R FEBSEHBF 2
ANGPTL3E K 45 8 S E 0V & -

[0029]) [HE 7114 B~ 7E 55 140 R 56 34H NHP 2 BF JF #8 4H
Ul R FANGPTL3E R 2 H LW E -

[ 0030] [ 8A1 % [E SE]1 {4 & '/~ W M % # B
(ALT)([E 8A) ~ s 14 % % B (ALP)([E 8B) - K & F& B ¥4 fe My
(AST)(E 8C) ~ H & B M (ALB)( & 8D) ~ K IE 4
(TBIL)([E 8E) A oy fe Al &t 1Y [& -

[0031]) [ 9148 '~ JE IR & M 6 ' M NHPHF 58 &% &t -

[0032] [ 10A]1% [[B 10D]{% & = 4 H 0.5 mg/kg([E
10A) ~ 1.5 mg/kg([E 10B) 3.0 mg/kg CTX3100: /5 ([ 10C)
B NHPZ A [E 28 B 4H 4 - ANGPTL3IE R R #E 2 15 77 it
Ay E - B 10D RAER TERYIMEH 2% MH0.5 mg/kg ~ 1.5
mg/kg ~ 3.0 mg/kg CTX3100 5 B 2 NHP R [H £ 5
4t ANGPTL3IE R 4Ri#E 2 5 77 tb -

[0033] [ 11114 8~ /£ F§ 0.5 mg/kg ~ 1.5 mg/kg &
3.0 mg/kg CTX310f /5 & ¥ 2 NHP~ §F 40 it # ANGPTL3 %
R 4miEs 2 oo tE v E -

g &

NH

895221 5514 H >+ 169 H (ZFEREE)
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[0034]) [[E 12A1% [[B 12E148 -1 ¥4 i 4 ANGPTL3 /K
MO R 8E - BEI2ABR B FEAMEE - F=ZEF
F % & #Y CTX3 10/ 77 (0.5~ 1.5/ 3.0 mg/kg)f F - & & 5
&~ % ANGPTL3ZE 0 EH /K F WY E - B 12BE /w B ¥ B2 4H
Mt > A =ZMAHE®B=Z87CTX3108 5 (0.5 ~ 1.5 K% 3.0
mg/kg) ik B 2 & % i 2 I 4% ANGPTL3E 9 & K F M ¥ i
EH2H o HEBELAE - BI12CHERECTX310E B 2 1%
EI3TKR - BEEE 2 MAFANGPTI3E OB B E G 2 H
LAY E o B 12D 8 ox /£ CTX310/E ¥ 2 1% - &
ANGPTL3E 0 H 2 0 /vt L6V E - B 12E& 8 R 1F
CTX310E H %243 B > M4 ANGPTL3E A 'H ~ 7 47 b &
LBy & -

[0035]) [ 13A1% [H 131148 '~ B = & T i 85 /K -7 M
B Bl R BB - B 13AE B 13CHE R A =K E H
EHCTX310fC 77 ¢ 0.5 mg/kg([E 13A) ~ 1.5 mg/kg([E 13B)
K 3.0 mg/kg(B13C)mH 2 & - BERE M E =84
KPP (EEEEREL)ZO L ELNE - B I3DE KT
CTX310m B 2 % ¥ 37K - e B E 2 4 =% t H i K
THESEZHHEL - B I3EGBETRAECTX3108H H 2
—WA ME=MHTHEKFEESL T LELD
- [& 13F% [& 13H& /~ £ = 1 K [ & £ /Ay CTX310f0 77 -
0.5 mg/kg([&E 13F) ~ 1.5 mg/kg([& 13G) & 3.0 mg/kg([E 13H)
MY = B HOHBs K 2 81k (B fiz & mg/dL) - B 13114
BRECTX3I0EH 2N EIEHA - & E 2 M4 =8

895221 5515 B - # 169 EH (ZAEAEE)
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HomEEKVFrEESGE 2oL B8LayE -

[0036] [B 14A1% [B 14B14%g x B i B /K °F B & N 4R
i IRV BB 2 B - B 14AG B R L = B Tl IS
b % B AL BF o 2 ANGPTL3E A 45 88 11 4 tb 2 8 A9 B Bk 1k A9
© & 14B {4 B n £ ANGPTL3 & 0 & [ (& B £ if & =~
ANGPTL3IE N8 1 /7 tb Z 6 AV AH Bl 1 HY & -

[0037] B 15A1 2 [B 15C14 B~ HEFEE /DR
ANGPTL3 A A 2 — #& ] 51 M 5 & 2= 2k R F (RIV-000005 &
RIV-000006) & ¥ =~ ¥ 4 % (WT) -~ LDLR*- /N & (Het) &
LDLR""/N g (Hom) # 2 Bf o1 2 45 8 % %% (B 15A) ~ Angptl3
EHEKY(EI15B) - & =8 H Ml K (EI5C)H E -
ns @ NEHE -

[0038] [E 16A]1% [[B 16H]% '~ B LDLRER € MH B &
Pl 8 - Bl6AZEI16DF R k@~ HAEARE
/N B ANGPTL3 A R 2 gRNAZ = 1& # /= 1 Bg & &= oK fr +
(RIV-000004 ~ RIV-000005 & RIV-000006) & # > ¥ 4 7
(WT) ~ LDLR*"/]n B (Het) &z LDLR"/]\ B (Hom) H 2 ff 2 2
4% 45 2R (B 16A) ~ Angptl3&E B E K (E 16B) ~ &k =
A BE K P (B 16C) R LDL/AK - (E 16D)AY E - [E 16EX [E 16H
4 o~ 1 & T RIV-000005 2 % — {f§ H LDLRZE & /N @& ~ ¥
B M REHEZHB/NE > {£RIV-000005% H 2 % {F
W R TR AH W E R 0 B 16Eg oI 2 dREE 0 B 16FE R
ANGPTL3ZE HE KF 2 E(K » RIE 16GE R M & TGHKF -
16H 4G 7~ fH B 7 B I8 1 B > 76 F RIV-000005%& T 2 i B

895221 5516 B o+ 169 EH (ZAEEE)
112107379 FERLE A0202 1123180726-0



202345910

T &= P LDL 2 3 & R /b > {HAE & T RIV-000005 2 J# B
K A E AR R E -

[0039] [ 17158 /r $F ¥ A SCAT ML Z ANGPTL3 A A 4R
g R OR R 7 (Pl 0 CTX310) o 2 — B0 % & /iy 1H] % & 1 K
ZMEEERFE > RO ER IR Z&RKHAEZE S HE
& 2 201 % PR T 5T /Y JE IR & 1 B or M B E

[0040] [ 1815 /r $F ¥ A SC AT Ml Z ANGPTL3 A A 4
g R OR R 7 (Pl 0 CTX310) o 2 — B0 % & /iy 1H] % & 1 K
ZMEEERFE > RO ER IR Z&RKHAEZE S HE
& 2 201 % PR T 5T /Y JE IR & 1 B or M B E

[0041] B 191 R ENR B E RN &R PI@ > f£8F
o HEF)ZIEMRBIMEM R EERRVT T2 E E R -

[0042] [HE 20A]1% [ 20B14g = B1JE (B B & b = # (F
AEL(GLP)Z LW T M B 2 B s M B dg - B 20AH AT m B
EFRAENHEREER TRIUIMA ZFHY T ZASTK
Vo BE20BF AR B ENHEREER TRYIMMEA &
B LML R KT -

[0043] [E21AT£ B 21B14E < BB B & = # (F A
# (GLP) MM ZPIm BB > HBE AR HE 2B
V) 2 AST(E 21A) ) g &L = (B 21B)/K % - Hn it & T &
KJEBIOK Z B g -

[ 0044] [ 22A1% [ 22B1% '~ fe N 4 8 (B 22A) &
#% Yh bt 58 (B 22B) Z EC901H -

[0045] [H 23148 7~ JE PR &1 M % PR 520 B bt 52 5% 51 -

¥

895221 517 H > # 169 H (ZAEEE)
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[0046] [ 241% m IE R &l M 0 = M8 8B - HE R
BFHXEGAMEE®R ~ %N FANGPTL3 MM # & B & (ng/mL) 2
R - N=4{E B ¥ /40 - B~ K FHERSD-

[0047]) [BI251 @ " AR EZAHBEBEZBEN T MU
ANGPTI3MEEEHE X2 H o LB LEEE ~E24F fH H
B &R -  N=4FEHY/HE - B RFHEEKSD-

[0048]) [B 261 " T HR2MA 2 &E - B LA
WA TEEE BN FANGPTL3IM A E 0 S ~ [F & - N=4
& B % /40 - o~ B P {E & SD -

[0049] [EI271 " & T R2EA 2B - B A
NEHFEBEE BN T ANGPTL3 M #F E 98 2 % (& (& fir
P EH L) - N=4@E¥/#H - Ex B FIHERSD -

[ 0050]) [ 2814 /w THA % PR o B % 5t =~ Bl R M m B

[0051] [ 291% '~ £ JE A B & % (NHP) B 5% 3¢ 51
Z CTX31018 B & B = % (F M & (GLP)& M 2 Ik IR &l ¥ #l 7=
HrEE -

[0052]) [E 3018 = £ 7 CTX3107% > ANGPTL34%
4% & 85 E 2 K 8 (& MR A2 JER & MG R EE - B
B Ding/mLEE R - O 1{fl H * 8% 10{H NHP/4H - 1% 6§
H ¢ 5{H NHP/¢H » B xR P 15SD e

[0053] B3N T OB (EE RKEEIOZEHE -
O 1{l H : 8% 10{8 NHP/2H - 1 £ 68 A * S{f NHP/&H : &
T~ 15 SD o

895221 5518 B o+ 169 H (AEAEE)
112107379 FERLE A0202 1123180726-0



202345910

[0054]) M 321 R E312 1{H B2 - 8% 10(H
NHP/4H » B~ F ¥ SD -

[0055) [ 331/ x[E 31> 68 B 0% B - 5(8 NHP/
4 BEomF g SD -

[ =550 ]

[0056] #: TR T » & 2 F Pk H — &8 77 7Y
by B - fEE T - MO GR —KEHKECOHES - FRIEE
TXmASHE - LML - Bor - RERKEFAHLZ
A ERERNAERE /RS - A EFHEACHED Z
AV R BB T TAHEMERERS - H
A HE L - BESHE > ABHEZERE AR
e HEBSTHF)TUIZIASENAEEERRE -
B e > o REE > HATA Y E R AR
SR B Ry A S e BR 2 — E oy

[0057] 2K &5 GenBank#y Fr 5 & # Z& - 2 B #Y & A H
AR Ht AR E - R - RARE KR Z LM ERES
W A BRI fla oy B & 0SB A e

[0058] #B 1M & & ik 3= 3(ANGPTL3)&E H & % 77 b &
EHE HEMPEREARBEB AN LZAEBERE T Z=
B Hf W Bs Ko Wi Be B 2 /K BF K EH 2 48 A5 B K P - 42 AR
1> ANGPTL3 {4 & % [ 5 & & (HDL) #E @& & K 7 Bl & JE
HDL/K - 58 40 & % A5 & 5 (LDL)IE B fF - = B2 H M5 -
ket AR AR £ B (VLDL)FE B B2 2 7R Z W & - ANGPTL3

895221 519 B > # 169 H (ZFHEE)
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P REBREREANRH I RFLFERB  SHOREMA
fiE ~ K PHE & B M fiE (hypobetalipoproteinemia) ~ = I [ B
MiE S=BHHBME - = ME - KRSk RE
A o ANGPTL3H] gt 4 /& # &% f ANGPTL3RA Bt & W K W IE
LB BFEBEE -

[0059) AR m&RIEMHKEREME W 0% K
B)Z ANGPTL3MH B BRW R IEZ H A -~ dHk REE -
HE—EHERBERMNT > LA AFELBERBMEE R
T Bl (a)# % ANGPTL3A [N Z 5/ Z RNA(gRNA)E 45 5 gRNA
LB~ R MGHRNASIE 2B AV 2 ZKESH
B ROk 3 > e FEE R B M A Z ANGPTL3H B

[0060) WWALATERM - firsE ' &Y (about) , & 45 AT 2
HEEZFEHASS -

[0061]) MWALHEM - flsE " RNASIH Z % B AT
M (RNA-guided endonuclease) | {4 1§ & %9 45 & RNA(fI @0
gRNA) DL Bl 88 7] 7 22 P DNAF F1 (B 40 i H R DNAH ) 2

Gy 2K - RNAG[E 2 %8k N VI 2 JE R & 1% E 5 G
% Cas % ik (fl 40 Castz & N I Bg > 58 40 Cas9x Bk W V) B ) -
S BRBERA T > WA Z RNASIE ZZ 8 AV
Mg M L& & Z RNAS T [m £ H IR DNAS 2 fF &2
DNAFF Al - 8% RNASr 7 0 & #F B f£ H 2R DNAW Z H £ 7 5l

895221 5520 H o+ 169 H (ZAEEE)
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Gl MALER 2R NI AsTFREs 2 FREE
FAAAHEDNAN Z FFREMEAE -

[ 0062 ] @1 A BT fE H > flr 58 " 5] & RNA(guide
RNA) ; 2 " gRNA |, {4 5 fu B 2 M ¥ F RNA(site-
specific targeting RNA) » H A &5 & RNAG| H 7 1% B 1 V] 1§
LI B E &% > I & #% 45 & iV RNAS H 2 &% B N U BE (58
WCastZBENUMEFEEERIBEERKBEN R EZMNBE
Fe il o 5l ERNAT G — = £ RNAS + o

[0063) W ACHT(ERN » B o7 (B WRNAR & -
2 gRNA) 2 T 2 & &5 1% (secondary structure) ; {4 #5 £ &% B
TFNZBERHEZGER -

[ 0064]) W A X P EM » fld 5 " H £ DNA(target
DNA), s BE+E " BEME , " BHEFF , ZDNA-
AR ERZMsE T B EFF Y (target sequence) ; {515 17
fE A H fEDNAH » gRNA Y DNASE E Fp 5l 508 B CK LR 1
B IERBFOOITEHZETOERERFY > RIREFMEREH
M Xk - W £ HEDNAW Z HERJ S -
GAGCATATC-3"14 HI RNAFF 71| 5°-GAUAUGCUC-3" # 7 (&
AE %0 Bl gz RNAFF A 528 ~ UL Z RNAF F] G ) - gRNAZ
DNA# E ¢ 51 B¢ ## Ez B2 B A% F7 51 2 f6] /Y 5 32 0] 1) 40 & 7Y B
A -%¢ 17 3¢ (Watson-Crick) g £ fic ¥ 1 A - H 5 DNARE E 7
FIEC#E B BE A A w2 - B4 > H 5% 5 eRNAZ DNAH E
Fe 51 B 8 B DL A o] B A2 51 5 AT o

[0065] s A SR {EM - gsE " Castk Bk N U] B (Cas

895221 521 H >+ 169 H (AEEE)
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endonuclease) ; B( " Casf% [ ¥ (Cas nuclease) | {4 5§ i
CRISPR ## fE ¥ % & % % (CRISPR adaptive immunity
system)[f it < RNAS| & ~ DNA#Z % N V) B -

[0066]) BRIESS A » & Al " Bl & " BN
Uil ) EAX oG ER - RIEEAYH 2 XERKUE
Z W U #% T B% (endonucleolytic) fE (L& M Z B -

[0067] @1 A XFT{E M - fld 58 eRNAZ " F 0] & &
(invariable region) ; {515 BARNAG| & ~ i N B &F & &
gRNAWZ HBERFY - it —SE BB E P+ > eRNAGE &
crRNA K ## 7 {£ crRNA(tracrRNA) » H 7 ¢crRNA K tracrRNA
BT UA R - £ — S HBEE A J - crRNATE
5’38 & EMEF Y K& &/ CRISPRE & F 5] (minimum
CRISPR repeat sequence)( A L /5% B " crRNAZE B F %
(crRNA repeat sequence) ; ) ; [ tractrRNAE & B 3% £ /h
CRISPRE & F ¥ 4 1 Z & /) tracrRNA F# 51] (K 3L I8 1% B
"tracrRNARK 5 7& F¢ %l (tractrRNA anti-repeat sequence) | )
J 3’tracrRNAFF H] » ff — 2 B 88 5 i ) + - gRNAZ & 1]
% & (% f§ crRNA Z & /N CRISPRE & F %] Z & 77 K
tractrRNA -

[ 0068] 0 A L P (M - g s " At # & i (donor
template) ; BfES AN EMEFEYENZERK - o & L5
A BN (B 40 % i [E )R E | {2 18 (homology directed
repair)) P L E AR M EHEEHEY H 2 £ € B & (targeted
integration) - f£f — S BB E A > EEEKL T AR A H

895221 5522 B o+ 169 EH (AEAEE)
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DNAH ¥ Efr BEER 2 & H o] /¢ H & iz B 2 U] 5] 1% #5
NHEJ {{ & 14 K i # & (NHEJ-dependent end joining) 7 %
& oo B fH IR 7T A DNABCRNA -~ B sy » H 7 2 &M
ECERAR T 51 A B4 A -

[0069] i 58 " % #% H B4 (polynucleotide) ; K ' % B&
(nucleic acid) , fEA X gwEN - HREENEE 2
REBRERERFEREXEZERBEZTFR)Z AP - 2RH
B o (% BE B - BB - B0 % B DNAEB(RNA - B [F 44 DNA -
cDNA - DNA-RNAZ & #8 /= & 12 Jig (triple helices) - (&
FE IR IS Ro mE UE g A B H Mt R AW - (B2 E A (LR B
By~ FFRAK HTELRETFEBEZTZSY -

[0070) AP » #iisE " 45 & (binding) , (k15
EES F2EWOEESERZE 2 BHIELER GF
BBk LEETEFERAZRET  EoTFHBEET&S
(associated) ;, B © % & {E A (interacting) ;, = 4 &
(binding) , (Bl E 77 FXWMWER > FYXEEMAE > H
B FXUELXEZ A AB Y FYESG) G XEFH
R ER R T B(KD) > FIKdE ~ BECKAd/NFA 10 M -
107 M~ 108 M~ 10° M~ 10" M~ 10" M~ 10'2 M -
100 M~ 10 M~ 10" M~ HEREEFE - F BN
FECH E o KA HUAEWRIREMRME > PIOpHEEE - "
77 (affinity) , BiESE G2 WE > B M2 &4 %M =
& KdA M G B & -

[0071]) WA EM - iftsE " # 5 (hybridizing/

N

895221 55 23 B o+ 169 EH (AHAEE)
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hybridize) ; (R#EHE A~ H 7 T+ WNEHEH LG 4L f %
Bz Fe 5] 2 BC - BC AR i o 6 R B R S AR R e B e
HERE LEMA s mOIFIZEUPREIESY Z
ERBEENR - "X, JEBEEETTFEMURE S TN
Z(ZHE) THNE&EBEBIO(ZE) _REFE) - £ EHEE
gAT  EForEftaeskEasr T 2B RNDEERE
WIS T2 TWNEENWRE - A8 T #Ho57%8
MEaREar TZHERNWpHEBEEZERDKE Y T 20 1
NEBBpH B TR ZHB » & _#HZEF I HNFIZ
o Ez 2 /D 80%HY [ A e & Mk Ao 0 A (E % BE B 5 B
FHlz @GR "TEELE/MHN, c - HAERBEHA G
g M B % F B (splint oligonucleotide) fy 51 B2 &€ 5% 51 p & 1
N\ 2 ERMBIAORNARE)FT Z—F B FZRG50%
/— - BN /mE sHEAX T IEE T #E
(segment) ; » HEZ FHEEHE F80%E KAy E —M - Al
ZEEEGEE LM -

(0072] flr&& " & f# £ (complementarity) ; K& " & fi
(complementary) ; & 5§ ] & J0 F ¢ L &£ -5 17 w0 % A fd ¥
A RTEL 55 — B P B (2 (H) S 88 Z B > JRED - BR IR IS (A)
B Hg fig vz o (U)EC ¥ & & I 0% (G)#E j mg B (CO)FC ¥ - & i M
o Ry 58 R (P40 58 & B f ME ) B 58 = (P40 & o & )
Y o St R 2 E MR K28 —#ZBEREEHR
W RL A - 07 be B R e B B # B 55— KA P 1T K BR R Y1)
ZHERATHREE - BoamiEErsRiA —EO TR

895221 5524 B >+ 169 H (ZFEAEE)
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7 B B %1 2 i AE A W] B 55— 7[R P AT i BR P B M ] B
BELHBERAPHRELEE -RIInmERLY £ -EBERE
W gl Gtk E D T70% - 80% ~ 90% ~ 100% B {E It
FEFE_BLHONBFNEE - £ -EHERBEREHF -
HMHmseEN > AE100% - Fl40 - 5 & E 5 5 R
B B8 PP HI $E BR 56 R b B > 5% O e B e A0 AT (R A RL A
-8 I7 5e e A e B AR A B (5 8 R Y1 8 B A G

[0073) SO AR fEM » fiisE " B (nucleic acid) |
K U %1% 3 B (polynucleotide) ; & 7] & &y H % 15 {E 1]
Be > Mam kB _EMESEEH BB ENKR  &ZF
MIEE < BB E OB =  HEBEE  ¥ak - RE
B~ REHER - 8k BHEBRKRE - Wl - & 2EE
Mz HE (bridged phosphoramidate) ~ #& f# o H 2 B B F5
(bridged methylene phosphonate) - f& % g 5 o B A5 - 18 7%
B B v Be e - AR WA BB - U BR BE - W Wk BR
Be ~ b fUBE B B ~ A8 2 b Qb B2 B 5K 6= Y B (sultone) i
o RIEER CHEG o sl T B, KT ERER K
ERefliRioiBEYELFANRE(RER - BIE
Mo~ B BR EUE - B MR NE KRR WEUE ) Z S Y R A TR R 2 %
Bz -

[0074] WOACHTEM - fir 58 " ¥ 4% (transfection) |
g "Rk F (infection) , G RKZ B SI AR E EH S - 38
90 KE R A AT B AR SCRT A 2 AR B R B R OR KL T (B 0 AR B
Aok )R\ -

T

895221 5525 B - # 169 EH (ZAERAEE)
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[0075) s0ASCHrfERA » " )G 5% (treatment) 5 {& 5 [
ErHEBRRBELNEBT TR EZRKF - WEREHF
MM ET ZEK T - AR Z HEEREHE AR EARZ K
FEECTE DS BRIA - ROE ~ BUR O M R ECE AR 2 R4 B
b RIKER - RBE > W2 &R - " BFE ) hiEAE
& 1% Ja B & TH U5 M (prophylactic/preventative) f§ Jit 7 Z —
HHWE o AFEEEZMEERED 2 &R EUREE IE AT
MAEHRE N 2B R - DL H o B FED R IE BOR AE BCIF BT &K
ZHEBEENAE -

[ 00761 WAL HTfEM - fls & " A % E (effective
amount) ; B¢ " B # H %7 &= (pharmaceutically effective
amount) ; B T & & H x = (therapeutically effective
amount) ; {RiE B DLEEH o AT A 2 A& W) K /ECER IR & &
ZE e

[0077]) $0 A SCPTfE M < flosB © B 28 L n] B 2 2 1K P
7 (pharmaceutically acceptable excipient) ;| f& %5 £ £ B #
KRB 2 (VL EY T &0 2 B8 a2 2 &
Mo B RN RN ENYE - e L he 2
WP P R e TR R BE AR LW BE 2 Z MG ORE R - B AR LW B2
ORI s R B A BE B 2O I E

[0078] WA LR fEA - " {88 (subject) ; 4415 F &
HHEETZEH - 5K > NFEEZNVEY - £ — L EEE Y
T HlEGHATY  WAXHFERZ " HAHY
(mammal) ; {4 5 B8 i W 7L 44 (class Mammalia)#y (# 38 H &

895221 5526 B o+ 169 H (ZAEAEE)
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FEHARNRAR ZXBELKES  SIVESHY  EBRED
MY WAV ZIERGEERAEENE > KE S &R
ZRCREOGMFCLFECF L CBEREHY >
miE - BIEE - KR KFENS  AEH - £ —EEBEEE
T WAV GERS - £ S HEBEHEH - WA
MYEBANE - - EABEEMNT  WABWAZEZAE -
— KT - MR KEE B ANGPTL3 R I &k I8

% B
-
=

[0079] A SCAE 3 v 2 LN X fr {8 A £ flo 5B T o 4%
KF (plasma level) ; faiEr + Z R EHE > Hl 40 (£45 & i
mRMmE T FAEZ T THEHBNES -

[0080)] ANGPTL3: b EBHEH - H&E M EL EHE
ECEMEANKAEERE T =T HEkEREE 2K
MR IOHH PE I A AR B K - ANGPTL3H ) K #E s & B €
i ZRIAKRWERMBE > EFUREFMmMAAERE - €KBEEH M
E-mBLDE - S=BHHBEDE - LEREMESEB R D
E o DARFENAL —BRTERESHENREERMKBIMT® T
ANGPTL3ZE H H kA58 (# 20 §E & ¥ - HDL ~ LDL ~ = &
H M~ R IEHDL).Z /K- B sk A # B ANGPTL3ZE H B K
T2 ANERBELE ABERERESONVEREE AR
HEHKRY kEH > HEHEEEANGPTLIERN N HE K
A K A M FEARANGPTLIE N Z RH ~ g sliim - £ — &%
BERERO S - ASCRI 2 5k~ HEY ~ & EH AR
FANGPTL3EHE K PFREZEDTOPNE X - £~ A K
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BHA T > EETZ AR BEH KW O=8HTHE)
A [ (& %2 40 mg/dLE AR - ASCHT (£ A Z gRNAF 5 8 |
HEt s MR ENIEZHERHAER  NEREERE T
(genotoxicity) Z B b - ASCHT Al 2 578 ~ kY ~ R EWH
al R BY e B E BS Z ANGPTL3RH B 2= 9% 20K IE -

& 4 B & 3(ANGPTL3)

[0081] AVRHREBFEANFEARERGA F &
ANGPTL3 A R B¢ % 88 DL 38 65 () 20 )& /D )4 B ANGPTL3
ERZRE - e - OEUESE - @k - 7k RE
SR ASCHTHL 2 BAR Y > A REHEATFEDR AKX
o fEAR MK 1 2 ANGPTL3ZE HE ~ ApoBEHE - REE
EEERERERE - =t HE - LDL - HDL - F /30 H fifl JF
HDL >~ 7K 3 ifi %5 3 A F 7% 74 % ANGPTL3 B i 5 % 20 R iE
MW EEMAERE - KPEEOME - REMWESE B BE @
E-m_BUtHBELE  KEMEGESELE - REME
FBE R I E RE {2 BE - R B A FLOBE R MORE E % B -

[ 0082] ANGPTL3E [N 47 5 ANGPTL3ZE H H & H %
EMEAKRFTEERAONTBETEBEZRBEZLKRKE « 2T
g R 2 ANGPTI3EHE B B HENREKFF - N
Uiy B IE 45 B S (TR BT P Bk X OBG B0 = B 88 ¥l 42 E (coiled-
coil)&h 1 ) R Clii Bk /R 4 4k & O [7 [B J5 &5 # 5% o 5% Nl & ff
02 e & &% i |] 2 M A RS AR B AR BB i (B UE ME oK 2 B i AR
=EHHEE KT o ZBEE 4% E QO (fibrinogen-like) 45 1 1

895221 5528 B -+ 169 EH (AHAEE)
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HESRovpIZRE Sl B E &k - £ N Bl Clii 45
H o ENEEE FEMERN BB MRE OV E LB - 1£ 2
1% > ANGPTL3$E E R WiéH &% R AL W > H 5 (L A5 B & #
FERT - WANE R AR ER B B RN =0 &
FFEEOREBAER WHNEa="FKRbtHEZEES -

[0083] ANGPTL3 % & 5 & & A5 B (LPL) & N K2 4 B
FEMEL EETAFBFACHKERME=M T M K%
EREOODLERER ks % EREO (HDLIEERE 2 A
WHE R - REREBETCEHEIIEANGPTLIIER T A A
Iy BE @k 45 AU 28 8% (loss-of-function mutation)dy {H 8% 2 % &
M SR & M K S M0 %E (familial combined hypolipidemia) &
2 HHRFEERPHENZAZSFXRE0NME®E > BFEQ T
B lEEH TAIREMB  EEO W UBEHERESD -
LDLE HDL)Z K P fk « WEHFEFEEZF rERZRLIOESE
fF - {8 ANGPTL3 B By [ .0 B B by~ = 2 & H 2 H
fE o

[ 0084 ) ANGPTL3I A N (JN H B ANL3 -~ ANG-5 -
FHBL2 &t ANGPTSH I e B E 2 {7 B K/ 1p31.3 - H % & WA
BE{Z f&% 1£ A A B (forward strand) E 2 Fr @ gg 1. F » L &
62,597,520-62,606,313 8 - ANGPTL3 ” #% H I FF 7| |5 £
NCBIZ ik DL NCBI: £ %l ¢ NC_000001.114#% %] - USP11%
ANGPTL37E B [al B b >~ b B R i ATG4C{4 ANGPTL3TE i
B B B2 TR R o DOCKT{Rfir ¥ B ANGPTLIM ¥ 2 K
| B R By E K o ANGPTL3 NCBIX R 1D B 27329 » Uniprot
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ID & Q9YS5C1 K Ensembl £ ID & ENSG00000132855 -
ANGPTL3 H 73 2l SNP ~ 9{f N & T K 12{& 4/ B + - BA 70
ANGPTL3IZE N Z B E > BFEIET - WE T RINE T
e /&% R B - DL R ANGPTLIE N Z # ¢ A B & 5l 15
af 4l 7 AL Fr WO2018154387F » H AN F LIS A 77 & fF A K
SCH e

B &

[0085) ARt W IEHEBANGPTLIERN 2 )55 ~ W
W) e EH 0 fE T RER S T ANGPTL3E H H Z & 3| K
F(HI A ANGPTL3IZE A EH 2 M4 R E ) - ApoBE H H 2 K
(Bl ApoBE H'E 2 M AE R E) ~ KHEE K (Bla@ - =
=Bt HME - LDL - HDLK JEHDLZE) - BN 4 #H (8 & &
N 4H 4% %8 )% — T8 £ DNAR 51t (58 40 f& $2 € 4 B < £ A 4H
TOEAT(ZEHIZEF B /(Z EHZBEE&E A ~ MR - & /ECH
WEETLEEY HEAANGEESELECdR AR
() 40 £ 8 2 £ A 3 8 £ DNAR 51 ) 2 7H 2 (i B i 0Y 4
A~ M BR R /ERE R By R RE o & B A0 RE (2 EDH R F &
N(EEHZEE @A - MR - R/ KEBEBNRER 2
AR Be2ZB8 2RI ANREERNTERNRZFIZ
i 2 1fi 5l B (knocked-out) B¢ J& 55 (knocked-down) - [A [t -
WEREBIHNEBANFEARFTH o " #E B & (targeted
integration) ; % ¥5 A K {F f& A {ir B & £ W E & 71 # B 52+
Wbr BN TR — R EIREREANBRE - &2 HI
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BRERNZBEEERFLER  THECERNGEELELECE

D,
=

[0086] # % 4% ¥8 0] 48 48 1% BZ B JE (R ®E M 5 /& ~ 2
BRI TEER - B IEREM AT o E
JHOE M R BB B MR 2 B E KR (enzymatic
machinery) > {5 5] AFWNIRF P 298 HE M % %
HEAEIRFEIKSIE - SMNF L =T BTN EFP P F 5
AT MR - @ ARER -
[0087]) & U » ZEEMBIRME M AT R EZ2MEZE
8 V) & #% B; B (specific rare-cutting nuclease) ({5 40 #% B W
U W) AR R R ME 5] A EE R B 3 (DSB) 2K EE B B = AR R AT B
E 4w ¥R - b RE Z B B IR OE MRS E 4R B N Al H DNAE 18 1%
® o B %0 B fE Y DSB i % 4 Ay JE [E K K I # & (non-
homologous end joining, NHEJ) - NHEJ.” DNA(& {8 48 &
BNEWNWNIEZ T B < B8 %S A 2O BR (indel) © ¥ tE NHEJ
w2 B8 - EE I A h[EE E ® & 18 (homology directed
repair, HDR)[m & £ - B & A # {0 # — H E FHE 2 I FH &
HYEREBERFEAER - o % h HDRE SN EE EH Y E 5
AFIEREG  HEFIINFEEYVE I HEEES -
[0088] At %9 5] A fF M K E DSB2 1] H #% & N U]
B fEE ARPN & E XK (ZFN) ~ HE sk 56 H 30 E
V) #% B B (TALEN) ~ K RNA 5[ H ~ CRISPR-Cas9 % B% H
(CRISPR/Cas9 5 pk #% # £ [E % 5 B X = 8 F % B B

NN

9(Clustered Regular Interspaced Short Palindromic Repeats
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Associated 9)) - 5 4y - F] B phiC31 K Bxbl # & fif
DICE(%E 22 & i & =2 #2 (dual integrase cassette exchange)) %
MAATHRNEEES -

[ 0089] ZFN {4 & & 1 #% f§ DNA & & &5 1 ) (zinc
finger DNA binding domain, ZFBD) gl & ~ % B i 0Y &2 E 1%
Bl > sz SF TEDNAE &G LRI EM 2 7 2B

—HEZHFERFEE SDNANZINE R - FEGEHEE &
SR A Q30 ERNEEER  HEBRBAFET
FocfrmigE - 8 2 E e ¥ & #F B A R i C2H28¢¥ 5 -~ C3H
FETE - RC4FFTE - et 2 RBE B GAE E AR T F 7141+
s ZEBBOLF/aEETESCHENE £ >
iz o B4R A4 a0 jE R AR Rl R & IS AR E R oK R B F
WAZFPHR T RECBREBZENNEHEEGT 2ER - 2 R
Bl 40 = Bl F A % 6,140,081 58 5 55 6,453,242 5% K %
6,534,2615% ; WO 98/53058 ; WO 98/53059 ; WO 98/53060 -~
WO 02/016536 & WO 03/016496 - H N E Dl £ X 5] H H = Bf
AR H - B Y &R GRAE B AR TR % H A&
> ZEBENWELEETEDRE R T EAEL  BURER
B on ~ X 5 {E M B B (interaction trap) 3¢ 7 52 = # #
(hybrid selection) - ZFN E ¥ 40 3 & 2 7 = B F # 5
7,888,1215% & 5 7,972,8545% 1 - ZFN 2 iz 24 58 1Y & Jit B 14
Foklf% ;B Bl f¥ fE DNAG S I M & Y -

[0090] TALENf& & & BI TALKJE ¥ DNAK & &5 15 3K
e REBHWEEZER - " HERELEFREY

895221 5532 B o+ 169 EH (ZAEAEE)
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DNAGG &4/, ~ " TALWEY DNAG & & ik, ~
" TALE DNA& & &M | (8 5 TALXW fEE 0 H BIDNA
ZEEHTALRIEESE Z X RE R - TALUEEHE
% = B fl & /B (genus Xanthomonas)tl V)% i #& 1L BV 2% B
MR MW - MEEOEEAEYHEZZ > & HHDNAK
BB G e M EY R R M (effector-specific) DNAF 71 »
A & /B H K E (b &5 5 3 (transactivation domain) & b I
SR ERBE G - TALKE Y DNAK & & o 2 M HL
RN A EENMEREERERRFI S WIEY A2 HE » &
EERFIVBEEEBE EE®ERILER L ZHENE  BHEE
# 1] % — J8 E (repeat variable-diresidues, RVD) « {f & B &
M2 2011/01459405% 4 5 &% 4fl ff 4t TALEN - 1£ P J& £ flo <H
s - TALEN X f 2% 50 #Y B K B (% Fok 1% % B B1 TAL R JiEe
P)DNAG & B 2 f & % ik -

[0091]) @A A0 A TR it 2 S E BRI < SO B
Wi B {2 R PR 7 Bxbl -~ phiC31 - R4 - PhiBTI - &
WR/SPBc/TP901-1 » i & [ Bl ih 2 S 4H &t fE H - & &%
Bl o HMIERH M E RO BERAFALAN K EEZKE
M - {1 40 CRISPR/Cas9 ~ [R & M 1% B N U By ~ K &0 & % B&
B 8% & % B N ¥ B8 (meganuclease homing endonuclease)

LLfB

CRISPR-Cas% [H 4 # % % R RNAZ| % 2 & 8
[0092) f — £ 5 8 B 5 1 o+ A< L7 il 2 BL B8 - 4

—
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ks A REHTHNREREE 244G F (500
CRISPR-Cas B R 4R 88 L 4 F ) » DL IE F 45 8§ ANGPTL3 &
o fl 41 » CRISPR-Cas9 & & (L R i £ F KA F (L HY
iEH > P ERAS W ERANRAFESEANEREE 2
RNAS| 2 >~ DNAH & ¥ & o CRISPR-Cas9 % % ik %8 /X DNA
% B W§ Cas9 ~ K — f# JE 45 5 RNA-crisprRNA(crRNA) K& 2
7 -7& {E RNA(tracrRNA) K 8 E DNA Y U] H - crRNAME i —
iz £ H BE DNAH BL 208 % H B (nt) Fp 5 Y BL 4 -3¢ 17 52 fig &
e #f 2K B 8 CRISPR-CasO® & ¥) 2 7l & hll R s 1% - &
B F 5 # &5 €0 " DNAE 7 (B A F I NGG) (1 & Aif i
I§ & %I fH 48 B % (protospacer adjacent motif, PAM) » HI
CRISPR-Cas9 #f & ¥ # 4§ & & A ¥l crRNA -~ H 5[ &
RNA(sgRNA)_ 2 Fi[ 20 ntJ7 %] T i iy DNAFF 51 o tracrRNAEl
crRNAZ 3" R Ui #E X LA s RNA-BERG B & 18 > sx e S &
M CasOZ BN T B & & LLIP i B A (L JE M Z CRISPR-
CasOE & » EFZEEYW U & HIEDNA - — H
CRISPR-Cas9# & ¥ 4 B & fir &5 i Bl DNA4%E & > {£ Cas9fE
2N 2 B I Y B B BE & R K & B £ PAMAL BE B F U E
DNAR 2 —%& > B T %M Er 2 (DSB) » Rk DNAZ [
DAt A ¥ (80 Ui )#¢ 1 - CRISPR-Cas9® &M EH 2 B E
fir Bh 2 BIDNAGE G [P R BEFF R DSB8 - T — {E A
it TR EEDSB - AMEN — 1 £ EDNABE KK KE
8 DSB * JE [ JH oK Ui -# & (NHEJ) & [6] Jf & | & 8 (HDR) °
fE— S B E M & - CRISPR-CasO BN &F HE A 4 &
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RNAG| & 7 #% B B & ¥ E —
HRNA -
[0093] WA CHrat » RNASIEH Z 1% B N U B A & R

RIFABIERRTFMALN - RNAG[E 2 % BN U 2 JE R &
M: & b B & F5 Casl ~ CaslB ~ Cas2 ~ Cas3 ~ Cas4 ~ Cas5s »

SE‘L

ZEEHEAERNT — =N Z S

Cas6 -~ Cas7 -~ Cas8 -~ Cas9( /8 ¥ & Csnl F Csx12)

Cas100 ~ Csyl ~ Csy2 ~ Csy3 ~ Csel ~ Cse2 ~ Cscl ~ Csc2
Csa5 »~ Csn2 ~ Csm2 ~ Csm3 ~ Csm4 ~ Csm5 ~ Csmb6 -
Cmrl ~ Cmr3 ~ Cmr4 ~ Cmr5 ~ Cmr6 ~ Csbl -~ Csb2 -
Csb3 ~ Csx17 » Csx14 ~ Csx10 ~ Csx16 ~ CsaX ~ Csx3 -
Csx1 ~ Csx15 ~ Csfl ~ Csf2 ~ Csf3 ~ Csf4 -~ K CpflfZ B AN
Ul ~ RENEMTAEY - £ —%FE R T > RNAGIE X &
B N V) BG % CasO BE N UJ B - Cas9ix Bk N U Bk 0] 2K B {91 40
M B #8 2K B (Streptococcus pyogenes)(SpyCas9) ~ H 7 & &
Bk B (Staphylococcus lugdunensis)(SluCas9) ~ & & = & %

B

% Bk & (Staphylococcus aureus)(SaCas9) o £
Pl > RNAGIE Z iz NV B % Cas9Z 288 > ®BfEHEH AR
Y /N Cas9 ~ %F Cas9(dCas9) ~ K CasoPj O fig - fFf — it B #&
B Bl o > Castx i B§ H] & & RuvCE( H RuvCiZ BE B &5 5 35K
(B 40 Cpfl) f /e8¢ HNHE 28 HNH % B% B 45 1 35 (61 20 Cas9) -
fE— S BB E M T - CasoOx B WU BE (% BE IR # 5K &
Cas9 ~ &= 0 ] & BK i/ Cas9 ~ & BE % 78 B X & Cas9 ~ IF 2
# BK B Cas9 ~ UE 20 g BR & 3 Cas9 ~ B IR % 8 g #2 Cas9 ~ B¢

|
|5
Jm
il

i
&

=

ey
H=

o
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[0094] RNAG|E ~ Z & N VB 7] {2 /NRNAG[H ~ %
B NVIBS - /NRNAG|E Z Z B N UIES o] A RNAS[ & ~ % %
NUIBES 28 7 TREWE » ZRNAS[E 2B ANVUETT£H
A ST At R Bt B R fin SH B 2R R T RNAS2E 2 % B N
U Bs - NRNAG|ZH 2 & B N U B 0] % # 0 / Castz g N V)
B o £ —&F N T » NRNAGIEH Z Z BB 4 51N & 1,100
& o A 2 & -

[ 0095] RNAG|EH ~ &% B N U B 7] 4 28 8 Y RNAG[ &
> ¥ % P ¥ B (mutant RNA-guided endonuclease) « i 41 -
RNAG|EH 2 B NVUIEE ] B RXAFMLARNAGIE 2 & BE AN
VB < EE - HERRXKAGFLARNAGE 2 AN
B » ZEHYRNAG|E X B ANVBA G AEANXEEED
HEANRNAGE Z ZEBEANUIBE > 0 EXE AN DB EME
(BT ERLAEE FEHEDNAZEESHMN N 2B N Tl
BECHRDNAK B N UIERE M) « WM Eaf o] ReFEER
RNAG[H 7 % B N V) B 2 2 8 8% 58 67 (F 20 & (b = FH #1) &
HOVE R 2MDNAE ;s HG#EHHEL - AHE
2Bt ECHBILsEBEHMEECE B - B
Feflr <H B 2 51 HY DNAS & K /E(DNAEEi & 0 5 £ £ 7
Hitfzdl - £ — L HEEFROIF - EEHYRNAGIE 2 K&
AN VI B A B A DNARZ BE N U B & 14 -

[0096] RNAG|E B AN VIB ] 4 U OB - U FH
HEDNAZ G EE VU E HEDNAZJE LG ik Z 8 71 %
& > HUEEEDNAZIE G R HE U E HEDNAZ 5 #
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B Z e JIfEME - E— L BABEP F > RNAG[E ZZ &N
VIl ¥ U E HEDNAZ 5 i ie fo JE O e W & 2 A 7 [
& -

[0097] 7£ — £
B WU BE 2 2 B 1%
a1 A2 S ek e

‘Iﬂﬂ
il
il
=
=
_E_.
ft\%

W RNASIH Z 1%
o E— L HABERMA T - KB
— & B E A - DL S
#% < J7 2 4 B RNA AT (ZE ¥ BH B ORNARR SN ¥ 5% 2
fic £ ™ H RNAE & g HEEcYEE S MEDNABER -
ZEZEFRBECY I GEIIERESY (AVT-mix) Z — &

—EHBEHEM T - RNAF G %HT7 RNAF o

=
= N =
[1

ER(
B o
s
)4

¥

¥
&£
A

Nop

S
=

[0098] A RNARHNE &% 2 & H B IR &Y 1] 8140 i
SHUTHERLLEEM o EMH, - £ % BB & KJ
T HMRRNABNERNRIEZHFREESYBINEEY
T & E B 2 B)A 4 E W RNAR F & £ 1L (& 1k
NTPE &%) o L 7 75 20 7% 5 -0 WO2015/188933 1 - ff
—EEREEN T  BEOEHKRELCNTPESY 28 %
B/ Z RNAWY R BUAE I 2 & R % M8 AR -

[0099]) E —EEBEERMNT r MEBESY %
(B2 E)RKEH 2 ZEZT =W B E (NTP)GTP - ATP -
CTPR UTPHT R - fE — S B R E M F - # S8 8% o] &
i 7 A 2/ — 18 LY (cap analog) > FlAME 1= % T &
W8 ELY) ~ m7G(57)ppp(57)(2°OMeA)pG ~ BEcm7G(57)ppp(57)
(2°0OMeG)pG » m7G(5")ppp(5°)(2°OMeA)pG ~ Hrn7(3°OMeG)
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(57)ppP(5°)(2°OMeA)pG £ — t E B8 5 Wi ff & > 5718 &5
6 (% &5 0 08 B% 2% (capping enzyme)(fil 401 5 98 9% % 0 08 B
RIS ME W M 20-0- OB B B ) & B E I 0 e
(enzymatic capping) ¥ B¢ » LA 4 bl i OB% 1 1 3¢ 5 245 € - 5
2 %5 i (18 0% 18 )75 T7 5 F B {6 f0 0 B % R /3 1 i 1
2°-0-H1 75 5 {5 I B WO2016/193226 % 7 §8 1 2 7 3% &
FERR - E-EABERAT > B0 —EEERE=
WM MR ANE R T S B ESR  —
BERBEMN T LN BT S RBED S R

(w) > NI-HE PR H (ml y) ~ 5-H EABEIEE « 5¢05-H & &
RE H£—SEBEEMNT ERFRECY T ZKEKE
2 H BE o RO H (w) R /EONL-H A R B (ml y) & (5 2
B 5E &= i) o DLIE S K2 B £ RNA - ff — & H 58 F i §
o EEB2EBH R HFRABRRKR T (v) » £ — L& H g fl

oo KR BH 2T BANI-HE/BE T (mly) - f£— 5%
BERERNT ZEREScYES O AZIRNAG Z E /D —
HZzEREANED—FAZEFRBAOYRZETFROIEY -

plan - MARSCRT E R ZEBE L% H KBS E KD
Ve en o Bl A X #EAE AR - BE S e B e A B e o 9 (2
CIRCR=SCRE S 7S Ay 34 RN vh=-N - DR -
fEain B e TR ZMAV(CE2Ea - LI BEAEE TR
eRERZIBESTOEE2EE - £ ETXd > HEHFR
B e & 6 o] B & 3 A 8 ek K /B0 = 2 % BR A (D
Vo E—EHEBERANT EREGVESZ2DLD MK
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e < ZEBR/NEV—HEBH o ZEFRBALDY - &
e o mERBEUD GES THEESE 2T K - e
IEZEBR/INBEEBHN ZER > NHEMHES -
[0100] AT HALFEAZHFRESY T IL6HF AZRNAF
gz kR TR T AR P ETES - Gl -
EEODEHEAFN " HSE, KT ARE ) AE
e E®R - " ®HE L, -2CEEEBEHEKY EEA

PR B fE | & 7 | & (-OR > Il 40 R=H ~ 5 & -~ 8] %
B oG E - T RE - T EEME) D B L (PEG) >
-O(CH,CH»9)nCH,CH,OR ; " $8 |, #% ¥ (LNA) » H d12° & &
{51 40 FE M 52 BHOBL R B B B B OB Z 400 0 R BE B (-O-
c Ho A fale ElE - D ERE - BBEE - A
ReA s O EREE MY EEE WM ERE - 22
B BEEEEEREE - LR E BHiEERES
B AR (BT AONH: - GeAk A ~ Bl E - MIBRE > TEK
B Doy AEE - T ERE - G ERE - HEE
Bz): senl @B ERE TINEE MR ER  HPEETH
Z2R37FC- N> ROFZ—HZE  HEEBIFITESH—HZ

(B Blrz M HIERREAHR IR LEEREUEAKR - R -
K HET < RNAS T 8] |5 & 3 O 40 B 1L {5 8 08 B i 2 %
Bz -

[O0101] BBl T v AL B8 < H kR ZH K #
—FEH > ZFEEH T TR ST R
BeEY AL AR LB 28N gk Z RNAG » F §## ~ fh
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MEEEJEODHAANRAREER - EARETKE
gfi o BEAN B 2 E R E B BRSO A SR T 2
Kegio Bl 2BERREBE < BBELRD - & B
Z W % B A B 2 F e BB FE B S PR B R AW B Bis - £ R
i s (phosphoroselenate) ~ B {5 7% 2 fis (borano phosphate) -
i 5t t B% B (borano phosphate ester) ~ & i #% 5 (hydrogen
phosphonate) - %% fi B B5 (phosphoroamidate) - ¥ & =¢ 75 &
BBz lE iR =P o WM EERERA W[ IJEEE RS
e BB R - bk B B B RE N 0] R i BE Y | A R (6B B
Wk B B BE ) bR OFB B B A W BE B ) R O (1B Wb o2 WA TR IR B
(bridged methylene-phosphonates)) & # % {5 &f -

[0102]) WA SRt 2 #% 5 B o] £ #% i A &0 {0 & 17 8
gfi o £ RNA & I 0y 1% s & 2 F 5 # & % 8 A~ R AR E
i~ BIEN - B UE KPR WENE o fI40 0 R SCRT L 2 % EH KR
#% 5 B "] /£ K /8 H (major groove face) E # (T (L 2 B & - 1E
EERERM T - RBEEC2EH 6 fEEE - mEE -
e B~ B A -

[0103]) £ — & H B E GO+ - &5 Bk 8E U Y/

SRMBEH-S-ZwEE - 2-F AR -

5

I

[

i :

LA - R 2R AR S MR - 2R
oSS BB - 2 - BT S-S BB EE - 20-0-HI Bl T
SRR - AT RS S B - SR N
oS-SR SBERNERT-S-SHBE - SR
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KHE-2-BE-_ERTF - 2-mE-Zaf&RKHF
=

H 228
REAME-RHE - 4-HaRE-BRERE

5- 8 gk - B I
(pseudoisocytidine) ~ 3-H E -f £ - N4-7 fif &
B M - N4-F R - 5o

B £F 0L 0% 9 B EF - 0L U I - BB -

jEl‘
ﬁﬁ%-5-Eﬁ%-H@ﬁ‘4ﬁﬂL fEX%H@ P‘4E)ZIKL

HBAWEH - 4-mi A-1-HE-1I-L85-BEWREETE -~ 1-

4
e £ f

B -1-HOE -

HE-1-% &

B B FREF - R A6 R (zebularine) » 5% 0% 4 HL bR - 5-

S HLAR S-S R -2-B AR R HL AR

bh o~ 2B BB - 2-H S L -S-H A FTEF -
BRI RA-HEE--HE-BRERYT - 2L

it B -JE Am U
4-H F & -

IS~ 2,6-

TR EE . 7L E-RIEE - 7oL -8R RS T
FE 2B AR 7oL R -S-E - A . 7o -

2,6- 7 B B IS 7o G -8- L B -2,6- B A 05

BRE ~ N6-FH AR H ~ N6-2 M E IR

I BB - 2-FH B & -N6-(IF -5 & E L% E )R H - No-

=
A
JE
s
(&)
H
ﬁH

-EH 6 E-T-LEE-BH - 6-0i & -7-L F

895221 5542 B >+ 169 H (ZAEAEE)
112107379 FERLE A0202

it BL B8 £ (glycinylcarbamoyladenosine) - N6-
it 2 BF &F (threonylcarbamoyladenosine) ~ 2-
BB AL -NO6-2F B Bl A B BRI B - N6, N6- - H A g 3 ~
B it B - - R 2-H | A
ALE -~ I-FH E-LE - ®# H (wyosine) - H
(wybutosine) ~ 7-EH-BEH ~ 7T-L & -8-A -5 FH - 6-Ii &
=

- R I B

T

1123180726-0
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SH - T-HEAH - 6-

5+ - N2,N2- " H A
E-8-fEE-BH - 1-H E-6-
2,N2-" H A -6-Ti
E-BH > 57-0-(1-b X b B2 B5)-BR T ~ 5°-O-(1-Hi X &% &
BE)-AgH ~ 57-0-(1-t U BE 5 )- & H ~ 57-0-(1-bi {C bk &
BE)-FRH ~ 5°-0-(1-tn (A & Bs) - IR T ~ 6-F FE-BEH ~ 2-
Bi Z-BEE - o-BEA-BEE - R-2B-EF - S-HEBKBAE-K
H o~ S-#i-FREF - NI-HE-KRREREF ~ 5.6- 2@ RH ~ o-Bi 5 -
SH - 4-mE-REF - 6-RFE-KE > S-KE-REF - L&E-I
HS-HE-REF > M HF-TUE - ILH > ol E-5H - 6-
HE-SH  S-HE-BTF -S-[&EE-FFHF - 7T-Z&5-FH -

St
g
Fl
H
Z
t
H
[F
{3\
Mt R
Fl
H
X
Z

NI-H & - 8~ 2-f & -6-R -0 ~ No-H A -2-fig A -1
e~ BR-E-EEH -~ 6-F-TEK - N6-B B - H - o-Bi 2 -7

H8-BRAE-BEF HT-ZFE-BRF -
[0104] 2/ —HE B <X EHFBKR /22D —-EZ
HB®AUY T2 I-FERT - 2-HERT - N6-H A7
Rk

HEEERT 2-FE-No-#F i B HEERT - N6
HA-No-sr e AR HIBART - N6-KREFHEKEE K
HH fit B: B 7 (hydroxynorvalylcarbamoyladenosine) ~ 2-H &f
E-No-REAETFTHEHRMARNFRAERYE - IlFHE > 3-FEM
H ~2-O-HEAMRET ~2-mEHEHE  N-ZBEEHRE - 1L

895221 5543 B >+ 169 H (ZAEAEE)
112107379 FERLE A0202 1123180726-0
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BE (lysidine) ~ 1-HEBH ~ 7T-HEEBH -~ 2°-0-HEBH »
7 -

i

B-7-LAa8H T-BHEFRE-T-ZE8ETF  BEREF - 21
FRE ~S-HERT - 27-O-FERH ~ 2-Hi & RKHF - 4-0i &
FRE ~S-HE-2-MAERT »~3-CG-FE-3-HENER
H - S5-BERET S-WEERHT  RKRHES-REL8E - KH
S-RELBWER - S-BAERE-2-MAERT - S-HERE
HEMRARE-2-WERT ~S-HEEEHE

g
= b
=

A

:

&

o
=

R H (selenouridine) ~ 5-3 & H B W &
M A HE-2-O-HERYT - S-BEHEREHE-

5-(£ T W A B & H H

)-2-W Ak PR H - BCS- (2 M A e B A )-2°-0-

i &

£ St ofn

fmfﬂﬂtﬁ
A
JI‘.H'

Al
"
T

[o105] E —&HBERAF - EEEHE s RE

H NI-HEMKREKRH ~NI-ZERRKRHF ~ 2-iERF - 47-0
ERH ~S-HEMRmE - S-HERHT ~ 2-MA&-1-FHE-1-X%
A-RERH ~2-mA-1-HE-BRERHF > 2-f&-5-5%-&K

"
T

C2-mA-CERERE 2-mME-ZERHE > 2-MEA-HRK
AR E-2-EA-RRE - 4-HEE-BRERE - 48 E-
I-HE-REREF - 4-WE-BRERETF -5
H - S-HAaEREF ~ 22°-O-FERH -

[0106] ft —EL B EH B T > fEO AT E &K Z G
Yt 2 100%8Y PRuESE A A A (L2 Ed - £ — % HE
BT L2 HBUINKRER Z5-LE - £ % H

"
T

895221 5544 B > 169 H (ZFERAEE)
112107379 FERLE A0202 1123180726-0
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is E hE ) 4 > £ RNAZ 45 15 7 51 (cds) ™ 2 100% HY FR U BE
A BEAEEE - O A R RERE LS - BEAV(LEE
Bfi - T HMEBEBA T > fLedsh 2 E /D 10% - 20% -
30% ~ 40% ~ 50% ~ 60% ~ 70% ~ 80% ~ B 90% Y R W% Ug H
HIEE2EH  MOTLRZFEFREEZER 25 - B/
B - BB ] EEE S XM 2 E RS 2R GE &
NETEaHEEEBE 2 FBRARNAZE) -

[0107] Fr /& &5 flo <H 3 B A 88 5 83 & R 58 0 K B R
WAL MM " cds ) B " 4B F F (coding
sequence) ; B¢ ' 4F W5 & (coding region) ; H @140 1] (% 5 1]
MEZFRNMNESENHEZER =K ZF 5 - RNAZ
cdsmfE a2l —HE&EHi s Tl Hbzze)b—-EKL
fE e 2 % 5B EERKE (v) > NI-FHE/KKF (mly) -
S-HEMmRE - RS-HEARE -

[0108) WA X FPRfEM » flrdE " EEH &K EH K
(modified nucleotide) ;, 3¢ " &K & 2 & &f 2 &% H &
(chemically modified nucleotide) ; T {4 5§ RNA # 1 & #
(building block)(BI#Z M&Z HEMHK A~ G~ C~ KUK A EAE
KA EIE R AL EZEHEf -

[0109]) fESHEEBRERO & > R E K IE T 2
ZEREaYBESEHEOY W £ —5% HEE G
T 18 B ALY R cap0 ~ capl ~ cap2 ~ K2 i L cap0B &K (&
Bfi < cap LY ~ BCa0 Tt Z caplHBL Y -

[0110]) @A LR M g & " 18 EBUY (cap

895221 5545 B >+ 169 H (ZAEEE)
112107379 FERLE A0202 1123180726-0
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analog) ; B¢ " 5°-f8 & ## (57-cap structure) ; H {% 5§ fiL £
RNA(H 20 mRNA) 2 5°-Ui fir B fi BV RNAZ S &5 18 - 5 5 &
SELZER £ -EEBERBEREMT  S-IBEEHEGEE
5°-5 - iR BEE M B BE ERNA - E — B HBEK M+
CS-iEEERE ) T EEMY , PR AR T KB &
Hl, R "&EELE2EH o ZER, T HEEBEAS-IEE
BEEEOCGE — i i A& 8y H &t - #l 0 m7GpppN) ~ 18
1(m7GpppN 2 #H #8 #% H B < =% ## 8y 80 40 H E (L) - 18
2(m7GpppN T i 56 2@ % H B2 < % f 6y & A0 B E (k) ~ 18
3(m7GpppN T i 5 3 M % H B2 < % f 6y &S0 B E (L) ~ 18
4(m7GpppN T iff 565 4l =% H B 2 = M 2 8040 H E (b)) -
ARCA( 1 &= | 8 3 Pl ¥ (anti-reverse cap analogue)) -
mod ARCA (@] 41 & &7 X W B2 B5 & 6f < ARCA) ~ AL H - NI-
HE-EHF  2-8-BFHF - 7T-R&-8FH S-M&EF-FFH
2-lE-SH - LNA-BRH ~ R2-25E&-BH -

[Oo111] 5°-08 (W8 0BCME )45 % a] £ (b B2 RNA & B 1 f#
o B &= - BAE RNAJE J 5 gk (3L [B] 8 2% 008 ) oF (&£ A 18
BUER - OKXHERZMmE " EHRMUY (cap
analog) , W AE R AEEMEN AT E o R EHRK N =
ZEMK  HEE@EZNE T - K/E M RNAZ S - k& §f
ARFTHPFRNAZ I8 - Ao R o EfE&EHUYFE T
S-RKimEEffF A > REHABRAS =6 KA - BRI &EERS
F A AR (K B8 M BX & B (B 40 DNA{R #8 7 RNAZE & By )£ 375
m B R oo MBI LY Z B e Pl 75 m7GpppG ~ m7GpppA

895221 5546 B o+ 169 H (ZAEEE)
112107379 FERLE A0202 1123180726-0
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m7GpppC ; R H E LB H U Y (H 40 GpppG) » — B A (L 1§
MY (F @0 m2,7GpppG) -~ = B E (L 18 H O % (# @
m2,2,7GpppG) ~ = H E (b B W B B O ¥ (# W
m7Gpppm7G) ~ B Hi & = M8 B ¥ ( # W ARCA
m7.,2°0meGpppG ~ m7,2°dGpppG -~ m7,3’OmeGpppG
m7,3°dGpppG f H VU BE B Bs 07 £ ) o 5o A B2 6 ik + g
oL o I W W02008/016473 ~ WO02008/157688
W02009/149253 ~ WO02011/015347 ~ K& WO02013/059475 -
7S S S S A i -l = < O 1= = N (D 7/ 17 O R 1
WO02017/066793 ~ WO02017/066781 ~ WO02017/066791
WO02017/066789 -~ WO02017/053297 ~ W02017/066782
WO02018/075827 % W0O2017/066797 » H o B 1 UL 9

B T A K SCF o

(o112)] EF—ELERBEROF - BIEEMELAORN
W02017/053297 ~ WO02017/066793 ~ WO02017/066781
W02017/066791 ~ WO02017/066789 ~ WO02017/066782
W02018/075827 F WO2017/066797 % f 8 7~ 2~ = #% & & 18
MO AR - flm - o874 5 W02017/053297 2 3F K IH 1
Z S5 P8 N 2 &5 Y (E AT 08 B LY 1 ol R R 2 [E i g
ERIE ISR - £ — L EBE RN F - 90T E B
WO2018/075827 H fy it 2 &5 & 7Y {F ol 18 B Bl ¥ #5977 8 A 7°
L E e ERRIEI4EE A —LERBEROF  BIEOY
GEIZ=ZEBREEDY - £ - BAREHH+F - &8I H
#% < RNA Z M8 14 & % H = &% H B B 8 09

895221 5547 H >+ 169 H (ZAEEE)
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(m7G(57)ppp(57)(2°OMeA)pGEm7G(5”)ppp(57)(2°OMeG)pG)
(LA E sk Ot P R - £ — S B HE A+ - 18 1 (D
Y1 m7G(57)ppp(5°)(2°OMeA)pG -

[0113] 7£ — 2 H 88 & jt # & > RNA(H] 40 mRNA)
5 -ME&ERE > PIEISERE £ - SBBFE/MF - 5718
GiE T L ZE mRNAZ BB E M R /EHRH - @& mRNAZ 1E 1
GBS E S ES)E A BEA AR 8E N INnE
ENRREBERERHEERERELRFAZNH - £ — L BB EIE
Bl > B ESGE CRNABEED —-FEEH 2D —EIKEE
HEZHWEFI - £ —HEBEBEHMF - & O EHRNAS|
BoBBEANVIE - {f—SHBEKI T - RNAGIE 2 %
A V) B (5 Cas9s K174 9 -

[ 0114 ] A #5 & & #t & o5 & R # X H (S
pyogenes)Cas9fz B W U] B ( " SpCas9 mRNA , ) Z # £ 1k
mRNA » A EHRFEH OFELEEH oK ERE > ZF K
LEEH & T H’E B — 5% gRNA— % 7 057 ft %
BEMAEERA NN ERERESE - £ -2 B8 F o+
K tg e R mRNA > H A& ()5’ JFE#E 3= & (UTR) 5 (i) B X
B EE fE 22 (ORF) » H & & 45 15 fir B & = &% B W V) B8 (site-
directed endonuclease) ” % H & F %] 5 K& (iii)3° JF # = &
(UTR) - {£ — 4 B 88 & i § - fir B € =) &% B2 N U] B8 {4 Cas
s o L — S BB EHP F - Castx £ BE (5 Cas9% fik -
fE— i BB ERG T > Cas9O% Ik 4 B BB E T4 >
Cas9(SpCas9) % ik - ft —L BB E i f#l + - ORF& — 3 &

EE} \\

l\?

EE}

895221 5548 B > 169 H (ZAEEE)
112107379 FERLE A0202 1123180726-0
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& — 2 % ([ 45 1% % € {iz 21 9% (nuclear localization signal) (¥
MANFREBI) ZRZEFRFY - £ — L HE8E KO+
ORFE & 4 5 fir B & [ & Be N V) B (55 0 SpCas9% ik ) 2 &
HMBFI EED-—ENLS(HAZEEOQE R/EHSV40
NLS) - ft —4 BB F Ji §l F - ORFE & 45 b5 0] 45 F i 23 #%
2 fir B E ) % B A V) B8 (3 41 SpCas9 % ik ) 2 NOR I & /= C
RIENLS M EHEBFY - £ — L EBERM+F > ORFE &
4 B T MR OF M B U BEE m Bk N V) 8 (35 W0 SpCas9 %
)~ NK Bii SV40 NLS ~ J 5 # {8 i 3 8 &£ {7 B6 € | &% B2
A U) Bg (3% 41 SpCas9 % ik ) 2 CAR Ui % H H H B NLS Z %
B /7 %1 e

[0115]) f£— 4 B H il + » A # 5 #Z # mRNA -
HE&MSEQ ID NO: 1T ZEFRFEI £ /DV85%EE % (#]
M 86% - 87% - 88% ~ 89% ~ 90% ~ 91% ~ 92% ~ 93% -
94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99% ~ 100%)[E — iV 1% & &
ol E—SBABEMAIF > AEHZREMEmRNA HE S
B1SEQ ID NO: 172 H B FFF100%HE — 89 &% & & F 51 -
fE— 8 BB EH A T - mRNAG & %W+ & £ F 7
@& B SEQ ID NO: 172 HEFFI £/V85%F % (f 40
86% - 87% ~ 88% ~ 89% ~ 90% ~ 91% ~ 92% ~ 93% ~ 94% -
95% ~ 96% ~ 97% ~ 98% ~ 99% ~ 100%)[E — I % & B &

Hlf o

[0116) I — S H B EH O+ > A5 E £t mRNA >
HE & BSEQ ID NO: 162 HEF A £ /D85%5 F % (f
895221 5549 B > # 169 H (ZAEAEE)

112107379 FEHESE A0202 1123180726-0
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W 86% ~ 87% ~ 88% - 89% ~ 90% ~ 91% ~ 92% ~ 93% -
94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99% ~ 100%)[E] — MY #% &
FFol - E—EEBEHAF - Ak ERE MK mRN
PLSEQ ID NO: 16 2 #% & B 7 5 100%[E — 0y #% & & F¢ 51 -
(0117] E—E£EBERP F > mRNATT @& £
MELELREMH L RE L/ XNZEFR - £ & R8T K
oo EitR2 eI EREIRRERE  NI-HEARKRKREH -
KS-HEERE - £ EEBHERM P > LEFE
FHNI-HEREKEF@OI-HERRKE) - £ £ 58
fl# > mRNAF Z 2 /D &y80%E BE % (fl 1&J85% ~ 90% -
91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99%)
MERBFENI-HERREFEHINESR - £ & BB EF P
T > mRNAH Z 100%#7 R 5 (B 20 PR W& 0E ) &€ N 1- B & fiz /R
HEMNER £ —-—EHBEREMF - K& EREH
mRNA » H f & B SEQ ID NO: 162 % H M & 5 £ /b 85% =X

>
i

B (] 4186% ~ 87% - 88% ~ 89% ~ 90% ~ 91% ~ 92% -~
93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99% ~ 100%)[E — fy
%EMF Y - H & mRNAZ 100%HY R # ¢ R w5 g 48 N1-H
EBRERTEMNESR £ -SLHEHBERHANF » ZNE XM
(Bl#m2-~3-~4-~5~6~7~8~9-~10~ 111213~ 14~
15~ 16~ 17~ 18~ 19~ 20~ 21 ~ 22~ 23~ 24~ 25~ 26 -
27 ~ 28~ 2930~ 31~ 32~ 3334353637 38~
39~ 40 ~ 41 ~ 42 - 43 ~ 44 -~ 45~ 46 ~ 47 ~ 48 ~ 49 ~ 50 -
51~ 52~ 53-~54-55+~56>57-~58>59-60- 61> 62-

895221 5550 B -+ 169 H (ZAEAEE)
112107379 FERLE A0202 1123180726-0
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63 -~
75 »~
87 »
99 -

{6 )Y PR H B¢ PR W BE 72 & (A N1-H & R PR -

H A& BLSEQ ID NO: 187 #%

64 ~ 65~ 66
76 ~ 77 ~ 78 ~
88 ~ 89 ~ 90 »
100 ~ 200 -~

67 ~ 68~ 69 ~ 70
79 ~ 80 ~ 81 ~ 82 »
91 ~ 92 -~ 93 ~ 94 -
300 ~ 400 ~ 500 ~ 600 ~

.74 -
. 86 -
. 08 -
0~ 8008 &# %

[0118]) = — £ HE@E N B+ > A FE I mRNA >

W 86% ~ 87% ~ 88% ~ 89% ~ 90% -~

7 41 o
B1 SEQ ID NO:

ENE {5

100% [5] —

H A1 & BISEQ ID NO:

~95% > 96% -
TS HEHE
BrxZzEBREFINER—# -
O ~ KA EEENRERFY - £ &£ B8 E

= e EmRNA - H 18 2 1% H

97% ~ 98% ~ 99% -
I SN

W 86% ~ 87% ~ 88% ~ 89% ~ 90% -~

94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99% -
ol - fE—SLBERBEMAF > AEE
BLSEQ ID NO: 192 FH®RFIEA—M -
U@~ B 7 B B BY % BE R A e
A8 Rt mRNA » H A & B SEQ ID NO:
100% [6] — Y #% T B F 1] -

[0120)] fE—S B EHHM F » A5

895221
112107379

FEHESE A0202

5551 F > # 169 H (ZAEEE)

HEBFIE VISP FE X

100%)[E] —

2 fE it mRNA >

& B SEQ ID NO:
W% H & A
(0119)] E—~ & BB+ » ABE

192 ERFIEDVESBHE %

100%)[E] —

2 fE it mRNA >

f£— i £ g8

(1

~ 93% ~

2 2 it mRNA >

(1

~ 93% ~

2 2 it mRNA >

1123180726-0
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Hf&BSEQ ID NO: 162 & H M Fr 71 100%[5] — #Y #% T B&
Fe %l » H i 3% mRNAZ 100%HY R 1 (@ 40 FR 0% BE )48 N1- H
ERREEHMNER - £ LEBEREFHO T ABERE
mRNA - H f1 & SEQ ID NO: 18 % & Bt /7 5l =t H Py 48
o fE—EARERO T > AEERMENRNA HE S
SEQ ID NO: 192 H M Eh KRk - f£f — L AE
B > mRNAR # — 0 /& 5°018 » 30K A& -
S BERERM T > STIEHIE-0 18-1 - RI5-24 1 -
SEQ ID NO: 174% JE [R i 1 #1 7= 14 ¥ A Cas9 mRNA Y 41 -
SEQ ID NO: 18 ;2 1914 1 4= H ¥ A& Cas9 mRNA Z % i + & (&
fE R %] > HAESEQ ID No: 18 195 » — b ufsk N1-H & fi fr

e

5| ERNA(gRNA)

(o121] £ — & HBERAF - AN EERFHE
ANGPTL3E [N Z CRISPR/Cas#: /1 Z N 8B 2 B 2 &
A GH #E 7 % B () 40 51 HE RNA) - H 0] % RNAS[ & 2 % B N
Uil 2 G E R ZEALANGPTLIE RN 2/ £ B EFF -
S5IERNAG S 2/ —HEFY - HBEREK 2 HIEZEF
5 7 22 ~ & CRISPRE t# ¢ 5l - gRNA T {4 B 77 7 5] &
RNA(sgRNA)E & 73 7 5]/ E RNA - RNAG| H % #& N V) kg
o & P a0 Castx B& N DB - H A5 CasOfx B W UJB§ - Cas9
% B N VB8 W] % $ 20 SpyCas9 ~ SaCas9 ~ B SluCas9f% & N
Uil - /e —S BB EH O > RNA-Z B N UIBE (4 Cas9 &

895221 5552 B >+ 169 EH (ZAEAEE)
112107379 FERLE A0202 1123180726-0
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fe o fE— S BB E M f - RNASIEH 2 & BN T % /)
RNAGIH BNV - £ - BAEFKG +F » RNA[E
Z % B W U B % /)N Castz B N T B -

[0122] FE — L B R EF A+ > gRNARRS £3° 8 &
ctrRNA J tracrRNA » H 1 crRNA B tracrRNA % Bk B
B cE L ABREFERM T - cRNAB S EAEE B EZK
(B 40 & K 4 DNAy )9 2 B 12 F2 57 /Y ] [% 7 5 & crRNA
BEEFY o AEF— L BEBEMHE F - tracrRNAF & tracrRNA
B &R &3 tractRNAFR A - f£ — & B 8 & i 6 & >
crRNAE # 5] 2 3 U ] 40 #& /i VU B2 7 B2 £ tracrRNAZ &
BV Z S50 0 B J1 crRNAE € FF ] K tractrRNAK & & FF
FIKE ST B sgRNA » ff — 2 B 88 T i 1 > sgRNAES £

Z R Y ~ crRNAE #® F 4] ~ TUE - tracrfRNAK B
&R Y - K3 tracrRNAF H] » £ — & B & F 5 f &
sgRNASL & 5 [E g i {1 & 5] (5 spacer extension sequence) °
fF—S BB EA F > sgRNAGE & 3 tractrRNAJE i 7 41 (3°
tractfRNA extension sequence)  3° tracrRNAT & & — = %
B ZEBm— o~ 2 =[ - SCPU(E&E) - =8k &t
2H B e

[0123] £ — L B8 F i # + - sgRNAZ f 0] & = {
£ & GUUUUAGAGCUAGAAAUAGCAAGUUAAAAUAAGG
CUAGUCCGUUAUCAACUUGAAAAAGUGGCACCGAGUCG
GUGCUUUU(SEQ ID NO: ) #% H B Fr 51 ~ =t ¥ i SEQ
IDNO:1EAFE%1~2~3-4~5-~6~7-~8-~9- 5 10{F#%

895221 55 53 B > + 169 EH (ZAHAEE)
112107379 FERLE A0202 1123180726-0
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HRME  SA SRR ZEERRF - £ % BEEEIE
fl g - sgRNAFL SpyCasOfz B W VI lg —lE B H -
[0124] A Fr %~ £ 51 ERNAHA & d1 crRNA 1 7 ]
b B2 71 82 € (£ T BL B B 2 Fp 31 o gRNA 2 g 7 51 & E
HEEM > BEER I WANGPTLIER )2 H E F 5 (#40
DNAH B - sEWE RN HERFVDEY R H) (B 4020 1E %
HBEEIN) £ HBEM T - BEEF I %152 30
ZEKR&@E -0 BEFEINAE G- a7&EY - q7&kE
Do~ B %10 15~ 16 17~ 18~ 19~ 29~ 21~ 22 -
4 0~ =1t Itk F B
FE—-—F2EHNBFHGBEAZETRE £ - LHERBE K
prer > BRI & H20ZER - £ - SHEBFHRKE T
gRNASFE %y Bl H 2 dsDNA ~ 7 7] fg (forward strand) 5 3¢ o {E
— S EHEE NP T > ¢RNAJE % 81 H £ dsDNA Y K A g

(reverse strand)fE 3T o

/

\S

23~ 24~ 2526~ 27~ 28~ 29~ 30 -~

[ 0125]) g 5& " B = #% B (target nucleic acid) |
" B fE A B (target site) ; ~ " HE 7 5 (target sequence)
fE S H A Gk fE R H AT (R 5 AT @A SCRT A Z gRNAFF 3]
HEZEMZERFY - E—-EBERBEEMNT - " HERF
A, R AL BEPAMF P M A0 2 H IR B A 7 H {4 2 # RNAS[ &
ZZEB (B mCas g 25 - " BHERF L HE T H
bk, TSI PAMEE F > ZEHEZEK KBS HPAME K
A IEPAME: 2 B ie 7y T - T B M EER T B A EE A
k& no ek =) > gRNAF PR A1 B L N R E 8 2 B IR K &

895221 5554 B >+ 169 H (ZAHAEE)
112107379 FERLE A0202 1123180726-0
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JEPAMAE 1 2 G i 7 7 FE %< - [N IE > ¢RNAFM B8 F7 5l & H
fZ 5 2 RNAZE LY - gRNAZ B [F F 45 B 5 38 (5 B g &
FCH)H)L RS B 2 5 a0 B B 2 H 1R % B K & fF
Ao Wb > R T 25 B PECE P B 2 B R %R
L HBERAmMmER H-EHBERMNT > ANGPTLIE R
< HBEFRIBAAEANGPTLIERN ZSMET1-2-3-4-5-6
HTW - fE—EHBER AT - ANGPTLIE N Z HE F ¥
HBALANGPTL3IE RN ZHNE T 1N - E—E BB E KA+ >
gRNA ] fg F ¥1 fir /£ chrl: 62597719 % 62597738(-)('2 H
PAM)EL fir ££ chrl: 625977162 62597738(-)(H A PAM) R
HERFS G /e

[0126] 1£ A SCHT{£ ) Z CRISPR/CasZ 48 F > H %
IRt i Bl AR B Z E R ZC > &2 B L 7Y AT 2 i% R &
AT F >~ Cas9F: & 3 Bl AYPAM > 5° « [ Fg T & 1 5 1Z % %)
TEEMICI T HEAHSE - &Cas9fFEE A H L HIEDNA
3K Bl BT FF 2 PAMPR S - B A0 o BE IR S BK E £ H IR % B o
kAl B & 7 F05°-NRG-3"Fy PAM » H P REL & ABG > H N
GEMZHFBRANZRAOERFIAMEE Z B REZEF Y
237

(0127] e~ B ER A+ > BEZERFY A 720
HZzERE A£—EABEENT  HEZEBRFIAEAFD
HZzERE £S5 RERMNT  HEEREAZ

o o
-] -]
i —
@

"

T
s
wm
Rt

|

I
pu
i
L
&
=
_E_.

 HERZBER=E

1% 5 10 ~ 15 16 ~ 17~ 18 ~ 19 ~ 20 ~ 21 ~ 22 ~ 23 ~
895221 55 55 B » # 169 E (ZAHAEE)
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2425 30K EXHZEFRE S ERBERMA T - H
EZzMEEAEx% 510~ 1516~ 17~ 18~ 19 ~ 20 -~
2122232425 30K EX R ER K - £ —EH &
gHA T HEZERFIEAF20EE8,E > HEMPAM L S
— @ ZEKE 25 - P - £ &5 -NNNNNNNNNNNNNN
NNNNNNNRG-3* 7 Fp 5l i - 3% H % % B8 9] (& ¥ B i NsHY
Fe Al > oo NA] (% (o] #% 5 B& > 1o I 48 Z NRGF 71 (R4
GECA)AREIRHEIKEPAM - ff —E BEREHH T - £ X
Ba < SH R W) ke 5 A o H E #¢ SpCas9a 1l Z Fr 5 By PAMFE %]
HNGG > HfFNaJfRA - T CHG -

[0128] At —EL BB E I B & - w5 8 5 1R =% B
ZHEEaEmOalk®xy 2L 208 5 E | DL
30% ~ 40% ~ 50% ~ 60% ~ 65% ~ 70% ~ 75% ~ 80% ~ 85% -~

IF"

$}
=

90% ~ 95% ~ 97% ~ 98% ~ 99% ~ 5, 100% - £+ — &L B8 B
e - 5| ERNAZ Hfm 5 Kk HIEEERT Z H R ZE &%
100% 5 f - /£ — L EREHM T - EEFI 8 EEXR
ZHEEEM OB REZREZ L fMik s BIERFIIE N @
S -/ K (S -most) i H M b 4 100% - f£ — £& A 45 & Jif
@)oo fE B R AN B B AR R BR Z ) HY A M E oy B AE &9 20(E =
EzEREBHBED60% - /£ H M BB EH P T - 51 HERNA
<ZHBFINRBEBEERNT ZEHERI AT &H 2 2 10| 35
i > PIMEZZI EX8 2FXT 26 £EX5 £FX4 -
£2%3 2X2 NEZUHFHR -

[0129] £~ & B EH A & > gRNAE & # 5 SEQ

>

N
I\

[T

895221 5556 B -+ 169 H (ZAERAEE)
112107379 FERLE A0202 1123180726-0
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ID NO: 3£ 9K SEQ ID NO: 20% 2648y [E & Fr 51 » F1jt %& 1
e fE—EHEBRERA T - gRNAB S B EF IR RI
F1 2 SEQ ID NO: 3% 91 f 1| 5 3 #Y [6] [% 7 %1 5¢ #1 #E 5 SEQ
ID NO: 32 90y 7l & & #Y F# 1] o

®1: PURHEEREFA

5% RNA SRR E A *SEQID NO: | PAM
ANGPTL3 T10 | TAAGACCATGTCCCAACTGA 3,20 AGG
ANGPTL3_Té6 GCCAATGGCCTCCTTCAGTT 4,21 GGG
ANGPTL3 T1 TATATTGGTCTTCCACGGTC 5,22 TGG
ANGPTL3_T7 CCAGAAAAGGTAAGGTTGGT 6,23 AGG
ANGPTL3 T3 GGTCTTCCACGGTCTGGAGA 7,24 AGG
ANGPTL3 T9 GGCCTCCTTCAGTTGGGACA 8,25 TGG
A4 TTACTAAAGGAACAACAAAA 9,26

*SEQ ID NO: 3Z2H4DNASEQ ID NO: 2058 26{4RNA

[0130]) 7t — & BB & i ) = - gRNAHE & %K H SEQ
ID NO: 3£ 9K SEQ ID NO: 20%F 269 {F — 3 5¢ H & ¥ 19 [
bR % 0 %% % EEBISEQ ID NO: 3% 9% SEQ ID NO: 20%
26 E—HMREFEAY 2D - 20 &80% - 85% -
90% ~ 95% ~ 97% ~ 98% ~ 99% ~ B 100%[5] J§ - ff — b H 2
EH > gRNAE 4 SEQ ID NO: 3% 9K SEQ ID NO: 20%
20 fEF—FZHEBFI o £ — LB BBEHP P - gRNAK
sgRNA - ff — i B BB F J ¢ F > ¢RNAE & 2k H SEQ ID
NO: 3% 9K SEQ ID NO: 20& 26 {+ — & B¢ H & B 1Y [ [% ¢
Fl > % BE A SEQ ID NO: 3F 9K SEQ ID NO: 20%
26 fEF—FEH AR X PR 3EBE -

[0131) E— & EEBEMMAF - = 48R EE S
ANGPLT3IE N 2 HEF %] 5 #8Y [ g+ 8y = #E gRNA - {f
— L HEEERMF - ZZFRNAG S EHH MIIATHEK Z
895221 5557 H o+ 169 H (ZAEEE)
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FEAHM B R 70y —FE gRNA : SEQ ID NO: 3£ 9K SEQ 1D
NO: 20% 26 ~ s B SEQ ID NO: 3% 9 SEQ ID NO: 20% 26
BARE2/DV8S%EFHHER - NHENSEQ ID NO: 329K
SEQID NO: 2026 —FEEA AL N3EEECH E B -

[0132] £ —® AR E i & > gRNAA & SEQ 1D
NO: 45¢SEQ ID NO: 215 H & 5 ay fE % FF oyl - &% B K 1
SEQ ID NO: 45 SEQ ID NO: 21§ FEALY - £/ - &
/D #180% ~ 85% ~ 90% ~ 95% ~ 97% ~ 98% ~ 99% ~ T 100%
FEIR - £ — LB RERA T > gRNAR & SEQ ID NO: 45
SEQ ID NO: 215 H BB ay H[FFF 5l » & & 8 & ® SEQ
ID NO: 45(SEQ ID NO: 21EH A XL R3EER - £ & &R
B 2 4 5 > gRNAM 4 SEQ ID NO: 45 SEQ ID NO: 21~
[ F& e A

[0133] £ — & BB E ¥ + » gRNAR & SEQ ID
NO: 35¢SEQ ID NO: 20 H & 55 0y fE [% Fr 5 - &% B 5 1
SEQID NO: 3= SEQID NO: 20 R FE ALY ~ &/ - =&
2/ 4980% ~ 85% ~ 90% ~ 95% ~ 97% ~ 98% ~ 99% ~ I
100%[E Jf « ff — 4 B2 i > gRNAG & SEQ ID NO:
38 SEQ ID NO: 20=¢ H#2 @ayE g F s - Z 28 HERN
SEQ ID NO: 3= SEQ ID NO: 20E A F % A 3@ s5 fic - 4L —
b H B2 2 M 1 0 gRNAM & SEQ ID NO: 35 SEQ ID NO:
207 RS - e — S BB EME F > gRNA{RsgRNA -

[0134)] fE — S A EH A+ - 3% F ¢RNAG & 5 —
gRNA » H f1 4 SEQ ID NO: 35 SEQ ID NO: 20(E ¥l SEQ ID

895221 55 58 B > + 169 EH (AHAEE)
112107379 FERLE A0202 1123180726-0
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NO: 35, SEQ ID NO: 205 HF 4 ~ £ /b ~ 5t & /b 4985%[a] J&
ER)ZHEMFY K% - gRNA» H A& &SEQ ID NO: 45
SEQ ID NO: 21(5 #1SEQ ID NO: 45 SEQ ID NO: 218 %
& ~FB2DHE2PLSSREFNEBERIZEBRFI - ZF
sRNAT i — % 14 — =5 % f B 7 SEQ ID NO: 5% 8% SEQ
ID NO: 2225 —FNEBR CHEREFI > ZF 28K H
SEQ ID NO: 5%E 8 SEQ ID NO: 22 259 {T — & B H 4 -
2/~ e /DE8S%E IR -

[0135]) £ — & H B & 0 & - gRNA &K (L 2 & df
< gRNA - o] f% & ffi 25 20 1Y RNAZ &fi 5] A 2 gRNAH DL I 58
BEM BERLEXMERBERIE ZATREMENREE -~ K/
R A BT B I flo SH MR Pt 2 HOM B M o AR SCRT M 2 gRNA
AEes N EHaEZTREER - T miEg A - K
W - AE— S BAREwA T - EeitHLE & A
TalEEISAMLgRNAZ Rk - KB B KE A
R 2 B i B 8o~ Y WO02013/052523 9 - K EHi 2 X %K £
& B JR #% 3t B> Verma E Eckstein, Annual Review of
Biochemistry, vol. 76, 99-134(1998)r -

[0136]) £ — (L H & & & - & (L2 E i &~ gRNA
B & 1L gRNA Z 37 I Fe 5° Ui i 2 Wi X 0% B8 Bs (L 2°-O-H & &
HE  E£—SLEBERBERAI T » LLEEE < eRNAR & 1E
gRNAZ 3 Ui i < B AW Bt B (L2 -O-FH A H B - £ — &
BERERM S » £LEEE < eRNAR & £ gRNAZ 57 i i@
WA BEL2-O-FHAKETFR - /£t —® B8 & fl

895221 5559 B - # 169 EH (ZAEAEE)
112107379 FERLE A0202 1123180726-0
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o AL 2 EH < gRNAGE & £ gRNA Z 3° Ui 2 By = {H 2¢ P
(& o X 05 B BR (L 2°-O- B BE % 1 B K /305 Ui B Y = {[E = Y
@ o Bk e BE(L2-O-H A ERK - £ — % B 8EF K
1> 12 SEQ ID NO: 39 SEQ ID NO: 20%E 269 £ — #
Z gRNAH 7 {F — & 0] & (L 22 & & DL A{E % eRNAZ 37U B A
o AR LBk B FR (L 2°-O-H A H B /RIS K B A =
{7 A W B BE(L2°-O-FH B H g -

[0137) A MEERH B ERMUEITAMEL -
f£— % B ' f 4 5% % B 07 AC BE gRNAZ 57U Y 56
(f B ff ~ 5 “MEE=(1  F=(BFUME - 5 {H
BT E - BAMBEENME - FNEBEE M- F L H A
FOAME - FB)AEAEAENME2HE - BRAEXE+E - KFE
WAL E - £ —%EEE AT - % 8% o] £ EgRNAZ S’
i B —(E B T - B @B S =M - B =68
-~ FU@EMREAME - FAMEMAENE-- FEANEHRELC
&~ Mg E - B[ EEIEZE - 5 IS
T - EEAUE

[0138]) 7t — & B &8 & i ¢ F - &% & 8B & O Y/ &

F2-RE-C-RBEI M E -5 -Z BB - 2-5 B IE IS -
21

895221 560 H o+ 169 H (ZAEEE)
112107379 FERLE A0202 1123180726-0
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-5 -=BfEbE - 5-2ERTF-5-ZWE - 5-R-2-5 %
fHE-S-=Wi Ml - 5-B-2-RERF-S-=6KEE - 5-ul
B E-S-=wi Bl - S-M-2°-REMEF-S-=Zw Kl - S5-ul
FRE-S-=W Ml ~ S-i-2°- KR REF-5S>-=6 B fg - 5-H
EMRE-S-=Z6EE - S-HARYT =Bl - S-WHRE
-LRBEHF-S-ZWmERE - S-WREA-2-EERKRT-S-=
BEBEEE ~ 6-REME-S-=ZW Ml - 6-RMRT -5 -= 6B
fg ~6-AEBSZEF-S-=wmMKlE - 7-R8BF-5-=6K
fE~7T-R8BEH-S-ZWEE  S-ARE-S-=6#E
AR EF-S-ZW B - RS- T-5-=WK%
s ~NI-HERTF-S-=Z=mBEE  N-FEEBEHF-S-=Z6K
Bs ~ No-H AR ETF-5-=m Bl - O6-HERBH-S-=WK
s - BRE-5>-ZWBE - N =-S5 -=Zm Bl - =R
Iz E-S>-=HRE  BEBH I ZERITESS-HEN
H-5-=6BEE - 7T-AABHF-S-=ZwEEE - S-RIET-S5-
=l RBREF-S-=ZwKbE - tie-4-FA&ZEZF -
S-BME-PRE - 2-MRA-S-RM-RE - 2-MART - 4-00 5 -
BRPRF ~2-EA&-BRREF ~5-BRERET - 3-HERT -~ 5-#
EHE-REF 1-REAHE-BREKET - S-WHRA-RHF - 1I-A
RE-BRRE - S-TREEHFERT - I-TEBEHE-RER
H o~ S5-FhE e HOE-2-FA-RE - - B A4 AR
H-S-HE-REE - I-HE-BRRF - 4-mA-1-HE-BK
H o~ 2-MiA&-1-FHE-BRRHF - 1-HE-1-X5-BRF - 2-ti
E-1-HE-1-L5-BRHF > —aEaRF > —aE€BmRE - 2-h
895221 561 H - £ 169 H(ZHHATE)
112107379 FELRL A0202 1123180726-0



202345910

PR
2 A

%
L2

7-5 A

895221
112107379

~ 2.,6- "
7 >~ 1- ix

RE - -2-TE-—EBRREF -
-FRE - A-HEE-BRRE
-fEH - REBEHRE - 3-H
B - N4-H R E
s O ME GE -BEE - MEUR H-REMH
S-HE AT - 4 E-BERIT - 4-
A E-I-HEL-LE-RER
o~ EAAA - S-FFE-FE A AL
5-F %k -2- SR M AL PR - 2- B B -
S5 E - E - 4-H
-REEE - 2-F A

2 T-LE-8-EK

5-¥%8 A

)lL

AR

-l 2B E

¢ W

5562 H o+ 169 H (ZAEAEE)

FEHESE A0202 1123180726-0
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T-HES-HEE-BH - I-HE-6-HEA-BH - N2-H & -6-
Wi & -RH - RN2N2-ZHE-6-FZ&-KH - 57-0-(1-5 f{
W % BE - E > 57-O-(1-Fi X Bk Bk B )-BE H - 57-O0-(1-81 X
WElEBE)-SH > 57-0-(1-F AU Bk BE B5)-FR H ~ 57-0-(1-81 f{
R )-RRE - 6-EME-EE - 2-MA-E - o5 £ -
HoBR-2-BEF  S-BEBNE-RE - S-#-RHF - NI-H
E-BRE - S6-_ERE - o-HEA-BH - 4-WME-RE
6C-EFE-RE CS-KE-RE - LE-BEH - S-HE-RHF - M
B -EE E - oME-BRE - 6-HE-BH - 5-H A
H S WMEAE-BFH -7

H-6-F - - N6-H A -2-f & -l - R-E-ful - 6-F -
E s N6-HE-RH ~ oo EZ-BEF - 8SBEAE-BE - K
T-LE-BRE -

(0139)] 2V —HEEBa X EHFBKR /22D —-EZ
2-H

W

+

'I:

HREUY T & 1-H AR T BB H - N6-H A iR
H - 2-O-HERT - 2-FHAEME-N-H ERT - N6-£ X
WA T - 2-H A -N6-RE2 KM AR T - No-& i g &
B AL B HF ~ 2-H il B -NO6-&f e B A b FBE A IR T - N6-
HOE: -N6-#f B Bl 2 B AR A MR 37 - No-5 X A IF 48 e i &
HI ff £t f7 £F (hydroxynorvalylcarbamoyladenosine) ~ 2-Hl Ff
BE-No-R A FHEMAERFBRAERT - ILE - 3-H & i

H ~2-O-HEAMRET ~2-mEHEHE  N-ZBEEHRE - 1L
BE (lysidine) ~ 1-HEBH ~ 7T-HEEBH -~ 2°-0-HEBH »

Q% & (queuosine) ~ IR & £ Qf%Z H (epoxyqueuosine) ~ 7-&

J]IH

895221 5563 B o+ 169 H (ZAERAEE)
112107379 FERLE A0202 1123180726-0
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1
+

liy

i

i
I

1
+

liy

1
+

liy
i
I

1
+

liy
i

&

1
+

%

-2-fii FR & (selenouridine)

i
i

1

i
i

&

1
+

liy

-27-0-H A&

i
i

1

i
i

&

B )-27-0-H &

g

1

g

©ECS-(R T

B )-2-bi & PR

H
o

N 4’_]:‘[)2’5L

N

=

%

B B & R

AL
=

N Z'EJIL;_—%)?(

BEREhsF - (b2
* NI-Z B RRE

b

[0140]) £ —

© NI1-BE R PR H

N

=

%

B -5-F R - IR

~ 2-hi ;_-% '1E§ ﬁ'(

1

2 -1

E-1-HE-BRRRE

a R EF -

=
i Y

1

2-

- R E

iy
I®

Z-E)IL ;_% -

-

~ 2-FR

= B PR

=
i Y

CS-ERE-RE

v 4-bi AR PR

1-HE R PR

”,
I8

el
o

/
A\

Al

N

&
1123180726-0

° 1E

2-0-H A A
2 2-0O-HEE

€12 & < % B2

WL

4
ey i 2 0oLt

Y

W

» 3£ 169 H(ZHIRATE)

2°-0-H E I 5 (2°0OMe-rA) ~
$64H

bt B 0 gRNAZY T

FEHESE A0202

=

& &8 = 2-0-H & R 5 (2°0Me-rU) -
=

[0141] gRNAT & & (£ A & & #Y

/\ﬁ%

b

£ (2°0OMe-rG)

(2°0OMe-rC)
— I
895221

=a

112107379
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Ak ~ w2 D m k&~ 2o R £ D4 gRNARF F] 2
1% ~ 2% ~ 3% ~ 4% ~ 5% ~ 6% ~ 7% ~ 8% ~ 9% ~ 10% -
11% ~ 12% ~ 13% ~ 14% ~ 15% ~ 16% ~ 17% ~ 18% ~ 19% -~
20% ~ 21% ~ 22% ~ 23% ~ 24% ~ 25% ~ 26% ~ 27% ~ 28% -~
29% ~ 30% ~ 31% ~ 32% ~ 33% ~ 34% ~ 35% ~ 36% ~ 37% -~
38% ~ 39% ~ 40% ~ 41% ~ 42% ~ 43% ~ 44% ~ 45% ~ 46% -~
47% ~ 48% ~ 49% ~ 50% ~ 51% ~ 52% ~ 53% ~ 54% ~ 55% -~
56% ~ 57% ~ 58% ~ 59% ~ 60% ~ 61% ~ 62% ~ 63% ~ 64% -~
65% ~ 66% ~ 67% ~ 68% ~ 69% ~ 70% ~ 71% ~ 72% ~ 73% -~
74% ~ 8.75% -

[0142] #40 > SEQ ID NO: 204 & {k 22 & & &
"u*a*a* GAC CAU GUC CCA ACU GA ; (SEQ ID NO:
I2)TEH HEU) » H Fu=2"0Me-rU ; a=2"0Me-rA ; *=§;i £
{& % BZ fis (Thiolated Phosphate) °

[0143] £ — & B & F i 61 & > gRNA® & SEQ ID
NO: 102 74 » HRNAFFZ H] & & & & -

5’-u*a*a* GAC CAU GUC CCA ACU GAG UUU UAG

Agc uvag aaa uag cAA GUU AAA AUA AGG CUA GUC CGU
UAU Caa cuu gaa aaa gug gca ccg agu cgg ugc u*u*u*u-
3°(SEQ ID NO: 13)HH & » u=2"0OMe-rU ; a=2"OMe-rA ;
c=2"0Me-rC ; g=2"0OMe-rG; *=FH A (LB H A - ME&K Z
Fe 5 ¥ fE R [E b T e

[0144]) £ 55 —EH 4 - SEQ ID NO: 9.2 gRNATFH %
FEHl a8 L2 &k © T u*u*a* CUA AAG GAA CAA CAA

895221 5565 B o+ 169 H (ZAEEE)
112107379 FERLE A0202 1123180726-0
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AA | (SEQ ID NO: 14 (T#E #a gk U) » H fFu=2"0Me-rU ;
a=2"0OMe-rA ; *=5i (L BEEE 5 -
[0145] #f — % EL B 2 ¥ § & > ¢RNAf & SEQ ID
O: 11 F4 » A& EahR :
5’-u*u*a* CUA AAG GAA CAA CAA AAG UUU UAG

Agc uag aaa uag cAA GUU AAA AUA AGG CUA GUC CGU
UAU CAa cuu gaa aaa gug gca ccg agu cgg ugc u*u*u* u-
3°(SEQ ID NO:15) » H dr » u=2"0OMe-rU ; a=2"OMe-rA ;
c=2"0Me-rC ; g=2"OMe-rG; * =5 E (b - MEKK Z
Fr 51 & HE S R FE e
[0146] ff —H ERMEWH F » 9T Z N — 15 &
RNABL CRISPR/CastZ & Il 2 48 — 2 (E A - & 51 HERNAT &
AARE/HEERFY > (£ CRISPR/Cas R & U] &l % 1 — &Y
HiEZE £ — S ERERA+ » £ Cas9 RNPEEY N -
— B % fE 5| M RNAT B H A E =R F Ay M 5h W& M B
BEM  EEHEMHZN —HES ERNAK - & 5[ ZRNAT {E
5 2R F Ay H AR Em S o
[(0147]) ft — & ERE O F » KL Prill 2 gRNAT
MR EEAVTD) s Rl R/REESK T E -~ HAES
E £ o WA FH B ZIVT(enzymatic IVT) ~ E4H ~ KM - 4
a e A&~ /NE G B (small region synthesis) ~ K #& J5
AR —HEE - A —EEBEHEAF > gRNAGHERHIVT
BMESMRTEES BHOIVIEGSEZRER 2 B EGBE
Fefig SH B 2R AV HO§E i Y WO2013/1516665 - H (i B %

895221 5566 B ot 169 H (ZAEAEE)
112107379 FERLE A0202 1123180726-0



202345910

2 HOBL W SR A K RS B O B Bk A SCAT AL 2 gRNA -

WEANGPTL3 =2 77 %

[0148] A FiE Mt B HEEMRERNMERE > 3 W&
A AE < B R o)A M Bl Br S RANGPTL3E R 2 3R 82K
WEANGPTL3Z Fik - & A HAREEME » IO EF
ANGPTL3R] It W 2w It < B & -

[0149] AXXFEMEEREANEREATE ZHE
(B 40 % & {88 ) 2 ANGPTL3MH B % W SR E < /7 & © 1&
—EHEREEM T > FEAEGRBRAMEBR THG@EE
ANGPTL3 A [N 2 5] ERNA(gRNA)E &5 # gRNAZ % B ~
(b)4m H5 RNAS| H Z 2 8 A V) iy 2 &% B 8 & 1Y 8 8 [ 2= ok
ML 5 > fEim 4% A 8 & B8 B8 Z ANGPTL3 M B & I/ = I
iE o (B fS o] & Bl SRR T/ T 2 5E 2 (B 40 /W X))
LT BH - HER Z 2 KRR 7 & T 1 8 h & 88 K
HEERAE - £ —-EH HRBERAT > cEHORHEEEG - 2k
—H# - _H#H-=#H -UHA- -A"#  N#E £# - B
=#HA ~mWEA - ZEA - NEA s —F s ZF s =ZF
HEA - L —EHBERA T > ZHEZRETF LR
HHERY B E2Q20 A - PIa0&348 - £ — & H 88 E 56
o DHREZSRRE TR ZIERGBHREGY 2B 2 492
H > Pl &35 o ff = R & T ZE & 8k E A B AE 5
CRETZEN G EEEEMEBRAR - £ S ERE
o - HEEE SRR 7 R L8 K& T&0.01%5 mg/kg > fl

895221 5567 H o+ 169 H(ZAEEE)
112107379 FERLE A0202 1123180726-0
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WO0.0522 mg/kg ~ 0.52£3 mg/kgek 0.1 1 mg/kg” & & #
TEMER £ —ELHBEE T - ANGPTL3 gRNAE( 4t
ANGPTL3 gRNAZZ #Z B & LLEH XE T0.01E5 mg/kg s 5
= ~ %470.0125 mg/kg > BFl#10.12 1 mg/kg gRNA Y T &
T Eefie £ —-LEBERAT > FERNAGIE Z KK
NUIH B ELERKETO01£5 mg/kegZ B E ~ 2(40.1
%5 mg/kg > Hl00.523 mg/kget 0.3%22 mg/kg” B & #% F
ZAE - HHEELEXETIEE o] (HMEE A E -
[0150) A — S E B EHM I > gRNAH EF ANGPTL3

. N

ENPLEHERIARENET - £ -8B+
gRNABE E ANGPTL3 AW Z 12 /N8 T F 2 — & WY P
Bl - £ — L AR E M B > gRNAR E £ ANGPTLIE N 2
SSETINWRFS - £ - E BB ERM T > gRNAHE &
ANGPTL3IE N Z VB T 1N HY [ 5l - gRNAT @1 & Bl 7E
ANGPTL3E N 2 SN T 1NE B &R 5 4 6 E W5l -
E-EAERBERMNF  (EEE TR ANGPTLIE N 2
M T IN R LB fEEHLL 234567
8+9-10-15-~20-25+30-35-40-45-50" 55~ 60"
65+ 70~ 75~ 80 8590~ 95 1002k & % {# g 2% F 2 T
—HMNNEIEM - £ EABERM T > gRNAZ [H[F
T B fir #£ chrl: 62597719 % 62597738(-)(3% 5 PAM) = fir #¢
chrl: 62597716% 62597738(-)(E A PAM)E ~ B F 7 &
&S a - eRNAZEE T HANGPTLIERN T 2 HREFF Z
WM rEe R AERE - E—EHEBERA T >

895221 5568 B o+ 169 H (ZAEEE)
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MM HEEDLTO%R - 80% ~ 90% ~ 100% = AT I 55 B & £
CECHENBTFREE - LS ERERO T - BTG
TEER  JREI100% -

[0151]) /e — s BB EEf + > gRNAR & # 5 SEQ
ID NO: 3£ 9K SEQ ID NO: 20% 265 H & 8 1y [ [F 5 ¥
2% # BB SEQ ID NO: 329K SEQ ID NO: 20% 269 {f —
M FERLY -2 - Z/H&80% -~ 85% ~ 90% ~ 95% -
97% ~ 98% ~ 99% ~ B 100%[E J5i - {F — 4k B B 2§ ] &
gRNAfL & % 5 SEQ ID NO: 3£ 9% SEQ ID NO: 20% 265 H
SRAERREY > ZEERMEKNSEQ ID NO: 3% 9k SEQ
ID NO: 20826 —F B AR ZN3EHE - £ —EERE
B 1 > gRNAM & % 5 SEQ ID NO: 38 9F SEQ ID NO:

22009 RFY - it —H BB ERD F - gRNAG &
SEQ ID NO: 12 [ [& F 71 2¢ 1 5 A 41 k-

[0152) fE —S ERMEMI T » LA HEFHERZ
gRNAT @& 5 F £ figRNA » £ % 88 & B ANGPLT3E
A BHERY G Y EREF (F10SEQ ID NO: 3£ 9K SEQ
ID NO: 208 26F {f — % ~ H BISEQ ID No: 3% 9% SEQ ID
NO: 20267 (EF—F EH £/ 85%[F Ay H & - 2L
FASEQ ID NO: 3%Z 9% SEQ ID NO: 20E 26 E 7 K % 1A 3{A &5
o oy #88) -

[0153) e~ BEREMA + > 5| HF 5 & &SEQ ID
NO: 45 SEQ ID NO: 215t KBl oy H % 5 » &% 8% 8
SEQID NO: 45 SEQID NO: 21> [ FEBEHN - &2V - &

895221 5569 B o+ 169 H (ZAEEE)
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/D #T80% ~ 85% ~ 90% ~ 95% ~ 97% ~ 98% ~ 99% ~ = 100%
B R - fE—f: E B E KM b - S % FF 56 & SEQ ID NO: 4
% SEQ ID NO: 21 i fg 5 51 -

[0154) fF — % 5 88 8 js I =f > 5| 2 £ 5] & & SEQ ID
NO: 3 SEQ ID NO: 20 » 3¢ 1L 5 88 1y fi] 5 5 51] » 3% 5 58 o1
SEQ ID NO: 35, SEQ ID NO: 20> M F A AL - £/ - &
/D #T80% ~ 85% ~ 90% ~ 95% ~ 97% ~ 98% ~ 99% ~ = 100%
B JE - fE—t: E B EHE Kb > S % FF A & SEQ ID NO: 3
% SEQ ID NO: 20~ I [f FF 5l - 1 — ¢ HL B8 8 5 ] o > 3|
8 7 5 6 & SEQ ID NO: 12 [ [ 5 91 8% iy 2L 7 48 B 7
B EL BB MGG b o 5] 37 5614 SEQ ID NO: 108 &
B2 B 0 3 %S HISEQ ID NO: 10X FF AHL « &
s B2/ 80% - 85% ~ 90% ~ 95% ~ 97% ~ 98% ~ 99% -~
W 100% [ Ji - 1F — t ELBS B HE I b o 3] % 5 5 B & SEQ
ID NO: 102 5l - 4~ HBF il b o ol ZFilaa
SEQ ID NO: 13 i % f¥ 51 3¢ i 2L 7 48 ok -

[ 0155 4 32 A F§ 2 gRNA T 8 % {¢ # F 1 (on-
target activity) [ B B 2 % (€ 0% 15 49 R 82 %4 JE (JF B 1€ W%
ANGPTL3 % = 51 9 9F it £ fr B 0 V) &0 % 5 44 DNA) « 7£
—EERE  RBEESREELY - F LR E D LH80% -
85% ~ 90% ~ 95% ~ 98% ~ 99% ~ B, 100% -

[0156] & — &5 E B8 8 i §il = - DNAR B 1 1) 06 f A
SR I B T B A B B & 2 CaskiBE N H) B ¢ CasiX B
N BT R AFERERAGFEN PO EEBREA

i

895221 570 B o+ 169 H (ZAEEE)
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ZE) AL ERBEHPM T > DNAZBK AU N A EE M
T F| BT 4H B¢ 2 Bf 4H : Casl ~ CaslB -~ Cas2 ~ Cas3 -~ Cas4 »
Cas5 ~ Cas6 ~ Cas7 ~ Cas8 ~ Cas9(/J) 4 £ Csnl &z Csx12) ~
Casl00 ~ Csyl ~ Csy2 ~ Csy3 ~ Csel ~ Cse2 ~ Cscl ~ Csc2 ~
Csa5 »~ Csn2 ~ Csm2 ~ Csm3 ~ Csm4 ~ Csm5 ~ Csmb6 -
Cmrl ~ Cmr3 ~ Cmr4 ~ Cmr5 » Cmr6 ~ Csbl ~ Csb2 ~ Csb3 -~
Csx17 ~ Csxl14 ~ Csx10 » Csxl6 ~ CsaX ~ Csx3 ~ Csxl -
Csx15 ~ Csfl ~ Csf2 ~ Csf3 ~ Csf4 ~ s Cpfliz 2 N UJ B ~ (¢
HOge o EY - £ —SEHEBERMO T > DNAZE N T8
HCasO B NUIBE s K28 - £ —EFH P F > CasOK
A U] B (& 2K 5 BE IR 88 K & (SpyCas9) » {£ — & A 8 5 it f
o CasOfz B& W UI Mg (% 2K B & = & & & 3K [ (SluCas9) -
[0157) HE— S EREMP F - ANGPTLIEN Z & #
EeF B ERB GBI AOMAEY - NHP - N E@EE )+ 2 M3
ANGPTL3EHE - M4 ApoBEHH ~ K/ 5 E K F (F
M=FHTHBEKPFPEERER £ -SHBRBERHNT > @
# ANGPTL3&E H B K F[E(K20% ~ 21% ~ 22% ~ 23% -~
24% ~ 25% ~ 26% ~ 27% ~ 28% ~ 29% ~ 30% ~ 31% ~ 32% -~
33% ~ 34% ~ 35% ~ 36% ~ 37% ~ 38% ~ 39% ~ 40% ~ 41% -~
42% ~ 43% ~ 44% ~ 45% ~ 46% ~ 47% ~ 48% ~ 49% ~ 50% -~
51% ~ 52% ~ 53% ~ 54% ~ 55% ~ 56% ~ 57% ~ 58% ~ 59% -~
60% ~ 61% ~ 62% ~ 63% ~ 64% ~ 65% ~ 66% ~ 67% ~ 68% -~
69% ~ 70% ~ 7T1% ~ 72% ~ 73% ~ 74% ~ 75% ~ 76% ~ 77% -~
78% ~ 79% ~ 80% ~ 81% ~ 82% ~ 83% ~ 84% ~ 85% ~ 86% -~

895221 571 H o+ 169 H(ZAEEE)
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87% -~
96% -~

88% -~
97% -~

89% -~
98% -~

90% -~
99% -~

91% -~

92% -~

93% -~

94 % -~

95% -~

100%EC AL I FE T E & ZH

B Fe(#EHE £ —EERBE
U 4% ANGPTL3E 9 '8 /K F b & -

51% -~
60% -~
69% -~
78% ~
87% -~
96% -~

52% -~
61% -~
70% -~
79% -~
88% -~
97% -~

53% ~
62% -~
71% -~
80% -~
89% -~
98% -~

B 7 E -

f& i 2
7K (1 40 48 BE [ AR
HDLFs 8 )8 Z & (& - ff —

[0158] /£t — &£ &

54% -~
63% -~
712% -~
81% -~
90% -~
99% -~

55% -
64%
73% -
82% -
91% -
100% 2 1L I FE F & =& L H

56% -~
65% -~
74% ~
83% -~
92% -~

2AE e (P20 AL By ¥ - NHP -
* HDL + LDL ~ R H i JE

= B H h s
% B

57T% ~ 58% -~
66% ~ 67% -~
75% ~ 76% -~
84% ~ 85% ~
93% ~ 94% -~

BEY R > ANGPTL3E

= R SR N & 1| Ay I
b &350% -

59% -~
68% -~
77% ~
86% -~
95% -~

R 2 8 H
ANEEB)F ZBE

| i L S N 5 i |

BN 4 98 5 & W % JE HDLAs & /K (§ 20 LDL ~ VDL ~ K/

=T HEE)REE20% -
26% - 29% -
35% -
44% -
53% -
62% -
71% -

80% -~

895221

112107379

27% -~
36% -~
45% -~
54% -~
63% -~
712% -~
81% -~

FEHESE A0202

28% ~
37% ~
46 % -~
55% ~
64% -~
73% -~
82% -~

38% -~
47 % -~
56% -~
65% -~
74 % -~
83% -~

F72H

21% ~
30% -~
39% -~
48% -~
57% -~
66% -~
75% -~
84 % -~

$t 169 H(EVIRAE)

22% ~
31% -~
40% -~
49% -~
58% -~
67% -~
76% -
85% -~

23% ~
32% ~
41% -~
50% -~
59% -~
68% -~
77% ~
86% -~

24% -~
33% ~
42% -~
51% ~
60% -~
69% -~
78% -~
87% -~

25% ~
34% -~
43% -~
52% ~
61% -~
70% -~
79% -~
88% ~

1123180726-0
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89% -~
98% -~

90% -~
99% -~

E - - HABE
£/ E

56% -~
65% -~
74% ~
83% -~
92% -~

(E:

57% -~
66% -~
75% -~
84% -~
93% -~

ApoB&E H H /K P [F & 20% ~

25% -~
34% -~
43% -~
52% -~
61% -~
70% ~
79% -~
88% -~

26% -~
35% -~
44% -~
53% -~
62% -~
T1% -~
80% -~
89% -~

91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97 % ~
100% 2 A£ It 5 E 7 £ = & Z [ By 8 F = &
I S 1 Ry & a=: =1 N O YR
& 50% ~ 51% ~ 52% ~ 53% ~ 54% ~ 55% -
58% ~ 59% ~ 60% ~ 61% ~ 62% ~ 63% ~ 64% -
67% ~ 68% ~ 69% ~ 70% ~ 71% ~ 72% ~ 73% ~
76% ~ 77% ~ 18% ~ 19% ~ 80% ~ 81% ~ 82% ~
85% ~ 86% ~ 87% ~ 88% ~ 89% ~ 90% ~ 91% -
94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99% ~ 100%
AL M FAE TR S L A BT B E
(0159 fE —~ & ABEP F » ANGPTLIERNRW 2 #H &
HEERE WO AEY - NHP - A 88)+F =~ 4%
ApoBEHEH K FEERGE - £ L HABHEKH+F
21% ~ 22% ~ 23% ~ 24% -
27% ~ 28% ~ 29% ~ 30% ~ 31% ~ 32% ~ 33% ~
36% ~ 37% ~ 38% ~ 39% ~ 40% ~ 41% ~ 42% ~
45% ~ 46% ~ 47% ~ 48% ~ 49% ~ 50% ~ 51% ~
54% ~ 55% ~ 56% ~ 57% ~ 58% ~ 59% ~ 60% -
63% ~ 64% ~ 65% ~ 66% ~ 67% ~ 68% ~ 69% -
72% ~ 73% ~ 14% ~ 15% ~ 76% ~ 77% ~ 18% ~
81% ~ 82% ~ 83% ~ 84% ~ 85% ~ 86% ~ 87% ~
90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~
99% ~ 100% LML FEFET B ZLHEONEF

97 % -~

98% -~

EE - fE—EHEE

895221
112107379

FEHESE A0202

5573 FH o+ 169 H (AEEE)

R R NI 5 i I Ay I I S a1

1123180726-0
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ApoBE HE K P REMKLY ~ 2D HE

52% ~ 53% ~ 54% ~ 55% ~ 56% ~ 57% -~
61% ~ 62% ~ 63% ~ 64% ~ 65% ~ 66% -

T70% ~ 7T1% ~ 72% ~ 73% ~ 74% ~ 75% ~
79% ~ 80% ~ 81% ~ 82% ~ 83% ~ 84% -~
88% ~ 89% ~ 90% ~ 91% ~ 92% ~ 93 % -~

b &350% -
58% -
67%
76% ~
85% -
94% -

59% -~
68% -~
77% ~
86% -~
95% -~

51% -~
60% -~
69% -~
78% -~
87% -~
96 % -~

97% ~ 98% ~ 99% ~ 100% K E M FHPTE - F ZLHVEF

2 & [H e

[0160] 4 — %5 B 8% B 5 ] = - 40 8 & b % e 19 o &
ATy CEBEEN ARG Oy

NHP - N #E &) % £ 1M 4% ANGPTL3IE H H -

+ K /EBCJEHDLAE B K1 (B 40 = B H W Bs) (k&9

INFAHI20% ~ 21% ~ 22% ~ 23% ~ 24% -
28% ~ 29% ~ 30% ~ 31% ~ 32% ~ 33% -
37% ~ 38% ~ 39% ~ 40% ~ 41% ~ 42% -
46% ~ 47% ~ 48% ~ 49% ~ 50% ~ 51% -
55% ~ 56% ~ 57% ~ 58% ~ 59% - 60% -
64% ~ 65% ~ 66% ~ 67% - 68% - 69% -
73% ~ 74% ~ 75% ~ 76% ~ 77% ~ 78% -
82% - 83% ~ 84% ~ 85% ~ 86% ~ 87 % -
91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% -

5, 100% -

25% -~
34% -~
43% -~
52% ~
61% -~
70% -~
79% -~
88% ~
97 % ~

26%
35% -
449%
53% -
62%
71%
80% -
89% -
98% -

[0161] fe —E BB F > f£K T &=
HA-n@#-—M®H @A -=@AF  WEA - ZEA

895221 5574 H > 169 H(ZAEEE)
112107379 FERLE A0202

ApoB &E H
/N TR B

27% -~
36% -~
45% -~
54% -~
63% -~
72% -~
81% -~
90% -~
99% -~

s

1123180726-0
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NEA @A - A@EH - LER - +@EH - +—@H
+ @A - KEA o @GRS Y - NHP - A M (H
B5) ANGPTL3E 5 8 > /¥ - JE % % % §5 B & (JEHDL)
fS B > — %% 2 KT - R/ ApoBE EHE 2 B &
(6 1% % 0 20% « %2 /0 40% - 5% A T0% - £ — 4 B 58 i
Blek » ERFrE= WHE- - A8 —@B8 - —@A -
=@EA -@EE - AMEA - NEA - E@®A - A@®A - K
mH - +M@®A - +—@®@HF -+ _-@H - E X
ANGPTL3EHE X ¥ - FE % EEE S (JEHDL)FE & &
Y — W% H 2 KT~ R/ ApoBE HE 2 BE 2 IE (K % E
B20% ~ 2/040% ~ 52 /DT70% o

[0162) 4 — %6 B B8 5 i 0 o+ 4% S0 Ff 18 71 2 0% 1
T B M RSB (B0 FE 6 fF BB ) BLEE ¢ fE B B 2 A E B
% JE HDL-C>160 mg/dl ~ = fig T i fs >300 mg/dL ~ R /5
ApoB>100 meg/dL > H 3% 7 3% 2 & 5 {4 i1 Ml 8 JE HDL-C (44
B BB -HDL) S B G 2 # (k- =@t i 8 & gE e
{b - R /2t ApoB & % 4 #l > 8 {k A< ¥ & - 3 HDL /K F 4
LDL~ [ 30mg/dL3JE HDL=LDL -~ VLDL ~ IDL & Lp(a) > f£
BB E G P o (AR E A %300 mg/dLY = 8 H M
BKT - %1160 mg/dLr 9k & % E BS B 5 (HDL)K T - X
7100 mg/dL > {8 % [ B B & B B B (LDL-C) K T ~ % It
100 mg/dL > ApoBK T « s( M & « & 0 f & 4 1% T
BT - WIRS - RS0 %% 8 B (B8 2 ANGPTL3 « ApoB » =
o Ml - BIE % EREES (VLDL) - E% EEE A

895221 5575 FH o+ 169 H (ZAEEE)
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(LDL) ~ LDL-C ~ HDL ~ R JEHDLEE t ~» — &% % & >~
K IK S e

[0163]) £ — L ERE MG - 88 £ BEr £/ 12
B — (AT ARSOCHEE & (B HEKIFEZ KA
(ezetimibe) fz /2, PCSKOHI il K ) B A a1 - £ —
8 B g 0 3% 2 iR X B 1 (Evinacumab) g & > R 2= TG R
MHEHERE < B & 2 JEHDLIE & & o] 22 & M 48 Al /Y
HoFH{H #& 0] # =2 )8 % - (& #8 5] A& 7t A £ <2 i PCSKIH] #
Blak - S BBEFEMO S - 5 S K% ZPCSKI

”“‘I ZA

HI

|5

B =

“”E

SEHMY R EFEIEN

[0164] KA ZFTIABERANRETAXRB R Z
AN BEAEAKRY o —EAEAKY  HUTAEHE =% E
gRNA - RNAG| & 7 % B A U) 1§ B0 4R W5 A SC P it 2 RNAS|
BoBBENTB L ZEERFY - A —SBERBEROF - 4@
R — S ALANGPTLIE R F1 DL g2 B A AT
WRZ AW EEE A 2 % T B (P g s R

[0165]) {£ — & A & @l » — 2% i gRNAK H
B & BLIE ANGPTLI B R 2 F fof 4b B 1 4 30 H K 25 (1] 40 A%
JEE1~2-3~4-5-6~7-~8-~9-~10- 1520+ 25-
30~ 3540~ 4550~ 55~ 60~ 6570~ 75~ 80 - 85 -
90 ~ 95~ 1008 B 2% i g A 2 £ — & NI E W4 5 A
MR BE oo fE — 2 B B8 HE M B > gRNA E 1F

895221 5576 H o+ 169 H(ZAEEE)
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ANGPTL3

A Z N+ 1N Al - gRNAR & & B
A B+ 1AW B E PG ey E el e
ff— 2 BEREEFG F - egRNAG & SEQ ID NO: 3% 9K SEQ
ID NO: 20& 26 (£ — & 2 H S 3 i E by 7 71 0 oz & 2 g 7
SEQ ID NO: 3£ 9K SEQ ID NO: 20& 261 {F — H W H[§ %
B A 2 /D8S%E R - £ EBEMG T > gRNAGE &
SEQ ID NO: 3= SEQ ID NO: 20z H S R H 5 1 » &% & 5B
#1 B 45 SEQ ID NO: 35X SEQ ID NO: 207 ¥ 1N 5 T B A
E/L85%EE - /£ L HEEEM+ - gRNAGE 3 SEQ ID
NO: 42 SEQ ID NO: 21 - sk K2R HEHIE I~ Z2 K HEA
4 SEQ ID NO: 45X SEQ ID NO: 21> ¥k + B A &/
85%[FE Jf - {f — L B E G f > ¢eRNAG & %+
b 8 = SEQ ID NO: 122 Fphl s H AT 4l ik - {£ —£&
ERE MM+ » gRNAB % SEQ ID NO: 103 H & B 1V fF
F > % SR BISEQ ID NO: 102 Al E A £ /0 85%FH K - {F

- H B B iE 91 - gRNAML 4 SEQ ID NO: 137 fF %l 5%

e
ANGPTL3 %k

l\?

)

=
E‘,EE
=

[0166] /£ — S HB/EH I > RNAGIH & A V)
lif {4 Casl ~ CaslB -~ Cas2 -~ Cas3 -~ Cas4 -~ Cas5 -~ Cas6 -~
Cas7 ~ Cas8 ~ Cas9(J)r f & Csnl jz Csx12) ~ Casl00 ~ Csyl »
Csy2 ~ Csy3 ~ Csel ~ Cse2 ~ Cscl ~ Csc2 ~ Csa5 ~ Csn2 ~
Csm2 -~ Csm3 ~ Csm4 ~ CsmS5 ~ Csm6 ~ Cmrl ~ Cmr3 -
Cmr4 -~ Cmr5 ~ Cmr6 ~ Csbl ~ Csb2 ~ Csb3 ~ Csxl17
Csx14 ~ CsxI0 ~ Csx16 ~ CsaX -~ Csx3 ~ Csxl ~ Csx15 »

895221 577 H o+ 169 H (ZAEEE)

112107379 FEHESE A0202 1123180726-0
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Csfl ~ Csf2 ~ Csf3 ~ Csf4 -~ B Cpflix e N ¥ B§ ~ 3¢ H 1)) &
Mo aY -t —EBERBEEG+ - DNAZ K A U BB &
Cas9 » £ — &5 jii 1l & - Cas9 Bt N V) G (% 2K B B R o 2K
B (SpyCas9) o & — & B 88 & i #l & > CasofZ Bt N U] & (%
KB = & BKE (SluCas9) - £ — L AR E O - &
% B¢ 4R T DN AL B2 N U B§ Y DNAFF 71 (5 & % 05 F i = (b -
fE— S BEBERA T > {IEDNAKE N T 2 &% B (f 4
mRNA)f & 5° 18 45 # & 3% AR & (polyA tail) - 1 — it H
B E M B > RESDNARZ BN U IR 2 % B (5 & 2L (H o
£ £ gRNA -

[0167] it —SEREHAI F » —H L HEAZEF T
RIZZROEHENRBRENERELIEE RS AER
B AR X2 T  ZREEXAGBOERFEER R
B R EBAAVER  KERFEERE  RBFFEHE B
ChREEE  BFEER BRERLKNEF  ERE - HEDNAK
T ER - -MER - WEE - &% 4% (encapsulated
cell technology)%§ o

[0168] ft —( ERMEMA F » AXFrfEr~ ZHKY
B9 1t & % (] 40 ANGPTL3 gRNAGE 45 #5 ANGPTL3 gRNA~
il - REWERNASIE 2 B A UM 2 %8 ) 38 80 As

ERNBEERAK LT - E—SBEREROF - HKZ
fb& %% 38 8 s E &= ok b 7 (lipid nanoparticle, LNP)
1o LNPAIER TR X 24 - H K Z i< 2ith HA iR

EHESEWOH)F - flazE " BEE R OK K F (ipid

i

895221 5578 H o+ 169 H (AHAEE)
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nanoparticle) , G H EAURKHUNE 2 R~ (Hla@1E
5,000 nm)HY 5 B AT HE B 2 SRR &Rt + » 1 — & B 88 F Ji
b BEERER AR TR 2BEEEEG M TFREE R/N
AEEFLEiEE FBRNHERFTEN RN EENE -
EE K/ EE L E B A AR B R K eRNA K Cas
tz B N U IE IR X 2 B R AV LNPH o BIORMERG B 7 BB S
—HNEWEEAEEGRE £ —EEREHEHF - 5k
FREE & B Ay - (8 H 5 HUA R pHIM BL 3 IE & 2
FUFEL A —HERBEHIT  BERKEF BT
FEE B & 08 T b = 4k B B8 Ui & (tertiary amine head
group) > HAiE{EpHT B RIE&ER - l5E &Kk + 7 # —
e —NLEF MRS B O SR A RS
(DSPC) ~ 1,2- 3@ i & -sn-H S -3-85 i& 6 (DOPC) ~ 1,2-_
A RE B A -sn-H W -3-8% £ B2 B (DMPE) ~ 1,2-— f% i
-sn-H Ol -3-WE iR B £ M B (DPPE)E(E HEi B A B ) ~
w8 - HERE - REEVHSLEE - £ — ST d
F LNPAI LS HEER - £ — &L BB EHH + - LNPH &
eH L B (PEG)EE -

[0169] lEEFm KL FHEEAERENERAEER -
E—EEBERE/RNT  ERER AN F2@BE + 9 8+
LHREBZEHEDLEGY 20 208 §EZHEZL
30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65% ~ 70% ~
NAALZFESRE _F2HENBRFHEHE - £ - HABEK
i el ERA N FHR AT EREE 2 EZH T oLt

%

E‘Ef

Hﬁ%
il

895221 579 H o+ 169 EH (ZAEEE)
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J40E 70% 2 [E 0y G5 B N (F] 20 &9 60%) - £ — L& B 8 &
R S I RS Ny A R - =2 W B Bs 2 (1 -0 DSPC) »
E B s B (B 0 BE & BF ) - & PEGHs B =t i5s ' PEG# &
Vo E—EHEBERAT AREERKETTEHBEERZ
EHEHDEBYSPE20%(H 0 4910.5%) > EEEEZHE
HETHEBRGI0%2E40%(H 0 &) 21%) » R PEGHEEE £ & H
HalEHG0.5%E 10% (610 498.5%)

[0170] LNPH I ls EH LE-BRHE EREH 28
(ApoE-LDLR)ECN-Z B B -D-F- ALl M/ LR EEH 2
A2 B& € (GalNAc-ASGPR)Fr # 7 ifi #& A BF &l 2 & (Sato et
al., 2020, Journal of Controlled Release, 322, 217-226.) o
fE— S BRBE A T > ASCHT L A R R gRNAK Cast ik N
U B Ak 25 £ AL B 2 LNPA] &€ 3 fic 5k & ApoE-LDLR# HY &
T - AL —EHBER O & > ASCAHT I A R R gRNA K
CastZz Bz W U B 2 % 2 4l g o 2 LNPa] & 38 e B & GalNAc-
ASGPRIFEHUBE B #ET - £ — BB B O - AT 2
LNPEC S A B R E R HEHE EREEBH (LDLR) 26K &
Wy R G T 8 (HeFH) 2 A & 7 2 (HoFH) HY #& /4 2¢ /A fE HY
{2 -

(0171] e~ BABEHM + > BEE =KL T 8 & N-
LW &P FL B BE (GalNAc) > H{x—fE-F A M Z AT £
Vo A~ EHBEPA T > GalNAcRL LY ~ 20 -~ 2/
o~ % s e 1.0% > 1.5% >~ 2.0% ~ 2.5% ~ 3.0% -
3.5% ~ 4.0% ~ 4.5% ~ 5.0% ~ 5.5% ~ #,6.0% 2 &= H [ 47 &

895221 5580 B - 169 H (AEAEE)
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FAL R LNPH o ff — 2 B 3B i Il F > GalNActh LL&Y2.5%
ZEHY oW FAALRLNPH o

[0172]) e — S ERE B+ > £ A X8R 2 4 B
Vi ROk R+ 2 R E (4 4958.2 mg/mL(B 40 48 A5 B) S
Rk F B B 48 L 492 mg/mLAY (a)ANGPTL3 gRNA K (b)Cas9
mRNAZ W ES - £ — S EREKMNF - & B ==K
T Z B E 44582 mg/mL > H &Kk 7% HE(@&L1.5
mg/mL > ANGPTL3 gRNA - & (b) 4] 0.5 mg/mL 2 Cas9
mRNAKE & -

[0173) fe A A EREKMF - £ K+ +F &8
RNA((a)ANGPTL3 gRNAEY 45 7§ ¥ i ANGPTL3 % [K iy gRNA
B RMBMEBRNAGIE B ANV ZE)R &R
BZMEBETHAEL - fl@0 - RREFITEAFLIS:0
16:1 ~ 17:1 ~ 18:1 ~ 19:1 ~ 20:1 ~ 21:1 ~ 22:1 ~ 23:1 -

28:1~29:1~ 5 30:12 EE LW
EAEE RYGRNA- f—SBEREHOT - Ak FITERA
X30:1 2 BEELLAYAE AR E K4 RNA - {f — & B 88 7 ji 0
oo ZEok ok B E A 4£30:1 > 31:1 ~ 32:1 ~ 33:1 - 34:1 -
35:1 ~ 36:1 ~ 37:1 ~ 38:1 ~ 39:1 ~ 40:1 ~ 41:1 - 42:1 -

24:1 ~ 25:1 ~ 26:1 ~ 27:1 »

43:1 ~ 44:1 ~ 45:1 ~ 46:1 ~ 47:1 ~ 48:1 ~ 49:15(50:1 2 HE H
FERV SR E R A RNA - £ — & BB E KO+ - =Kk 59
BAH#40:1 2 L HELAY 4 HE E & %8 RNA -

(0174] e — & BB ERK O+ - KAXHTiE R ZHKY)
FAMFZREMBOUREE RN - 2L - 208 &

895221 5581 H -+ 169 H (ZAEEE)
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SR S~ 23~ 4-5-6~T~8-~9-~10~ 11~ 12 -
13~ 14~ 15~16 ~ 17~ 18 ~ 19 ~ 20~ 21 ~ 22 ~ 23 ~ 24 -
25 ~ 26~ 27~ 28~ 29~ 30~ 31~ 32~ 33~ 34~ 35~ 36~
37 ~ 38~ 39~ 40~ 41 ~ 42 ~ 43 ~ 44 ~ 45 ~ 46 ~ 47 ~ 48 -~
49 ~ 50 ~ 51 ~ 52 ~ 53 ~ 54~ 55~ 56~ 57~ 58~ 59~ 60 -
61~ 62~ 63~ 64~ 65~ 66~ 67>~ 68~69~~70~71~>72-
73 ~ 74 ~ 75~ 76 ~ 77~ 78~ 79~ 80~ 81 ~ 82 -~ 83 ~ 84 -~
85 -~ 86~ 87~ 88 >~89-~90~91~92-~93-~94 -~ 95~ 96 ~
97 ~ 98~ 99~ 100 mg/mL ~ A I FH T E & ZH B &
FeiEE o A -SBAEBERO T > £RKA T 5 ZRNAK
L&~z 208 - &% > HxFELS0- 75 100 -
200 ~ 400 ~ 600 ~ 800 ~ 1000 ~ 1100 ~ 1200 ~ 1300 ~ 1400 -~
1500 ~ 1600 ~ 1700 ~ 1800 ~ 1900 ~ 2000 pg/ml=k £ It & H
TE LAY B B H B YR E

[0175) fE= KL+ Z & (H 41 (a)ANGPTL3 gRNA
B 45 1S HY E ANGPTL3E R AV gRNAZ #Z B - X (D)% 5 RNA
Sl E 2 ZBE AV 2 ZBEE (B4 CasE HH Z mRNA(H]
40 Cas9 mRNA) Z tH¥ &) 0] A &1L - fla0 > =Kk 5 9
BEH1:5~1:4~1:3~1:2~1:1~2:1~ 3:1>~4:1~ 585:1E =&
(LE B Z B RNAGI H Z B WU B 2 =% B (840
SpCas9 mRNA) &z ANGPTL3 gRNA - ff — & H 88 & i
T RmAKRNFHEAINIERCLEESTS)ZHBERNAGH
%z BN VB < % B2 &2 ANGPTL3 gRNA -

[0176] #£ — %% H &S &5 # & - 18 B == K fL 7 1% LA

895221 5582 B o+ 169 H (AHAEE)
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R F40.01%E5 mg/kg( 48 #% B (# 40 ANGPTL3 gRNA
k. Cas9 mRNAZ@ADHH E)Z R ER T E2EE - P40 - &
TE2EBE 2 ERME IR -8 XA & 5% K E 7] %8
0.01 mg/kg ~ 0.05 mg/kg ~ 0.1 mg/kg ~ 0.2 mg/kg ~ 0.3
mg/kg ~ 0.4 mg/kg ~ 0.5 mg/kg ~ 0.6 mg/kg ~ 0.7 mg/kg ~ 0.8
mg/kg ~ 0.9 mg/kg~ 1 mg/kg~ 1.1 mg/kg ~ 1.2 mg/kg ~ 1.3
mg/kg ~ 1.4 mg/kg ~ 1.5 mg/kg ~ 1.6 mg/kg ~ 1.7 mg/kg ~ 1.8
mg/kg ~ 1.9 mg/kg ~ 2 mg/kg ~ 2.1 mg/kg ~ 2.2 mg/kg ~ 2.3
mg/kg ~ 2.4 mg/kg ~ 2.5 mg/kg ~ 2.6 mg/kg ~ 2.7 mg/kg ~ 2.8
mg/kg ~ 2.9 mg/kg ~ 3 mg/kg ~ 3.5 mg/kg ~ 4 mg/kg ~ 4.5
mg/kg ~ B(5 mg/kg ~ AL L FEH T E ZF L H Y BF B
B /Y 44 RNA(f] 40 ANGPTL3 gRNAJK Cas9 mRNA” 44 /1 )&
Bl ERRL T - £ - BB ER O - 8 B (E =R T %
LLFAZHE ~ R T ZHERTEMAE * 0.1 mg/kg
0.3 mg/kg ~ 0.5 mg/kg ~ 0.6 mg/kg ~ 1 mg/kg ~ 1.5 mg/kg ~
2.0 mg/kg ~ 2.5 mg/kgz 3 mg/kg(fH ANGPTL3 gRNA K&
SpCas9 mRNA Z 44 A1 H#H E) °

[0177)] A X B BFEHERY - £ — % H & EH PG
7o H Y E & B () 8 E ANGPTL3 B N Z 5| &
RNA(gRNA)(ANGPTL3 gRNA) - kK (b)4g 15 Cas9fz i N V] lig
< mRNAW & By 8 8 7= oK #L 5 > H o #% eRNAE & SEQ
ID NO: 3+ SEQ ID NO: 202, SEQ ID NO: 127 [ [ F ¥ -
E—SEREBEHMT - gRNAGE S SEQ ID NO: 108, SEQ ID
NO: 13Z 5l - Cas9#% Bz N V) B o] (% fiE B2 4 2K & Cas9% B2

895221 5583 B o+ 169 EH (AHAEE)
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NUIEE - ff —EBEBERAF - EEERKE F 2 BE G
#758.2 mg/mL > H Bl 48 H 472 mg/mLAY (a)ANGPTL3 gRNA
K (b)Cas9 mRNAZ B EEG - f —EEBEHIF - B
# == kL 7 2 )R B (% 49 58.2 mg/mL » H {& ¥ (a)4y 1.5

mg/mL 2 ANGPTL3 gRNA - K (b)% 0.5 mg/mL 2 Cas9

i

X

&

\

mRNA® & -

[0178] 4 F 29 #2 it A X Fr 8 o~ < 40 gk ¥ (B 40 B2
ANGPTL3 gRNA = 4% #f ANGPTL3 gRNA ” &% g ~ K 4 1%
RNAS[HE B ANU M o ZEES ZIRE R KL F)Z A
ERWMANIFRHEERL  BEGAOBEI KL FES Z

ANGPTL3 gRNA K Cas9 mRNA 2 48 1 #] & -
22 : ANGPTL3E| &R

& (mg/kg) BEmE (kg | HXME (mg) BEH
0.1 80 8 3
0.3 80 24 3
0.6 80 48 3
1 80 80 3

(0179 K —®H HABERA T  BEERAKKLFIT AR
2L -E2LE - /mPHNEZ P30 nom > 40 nm > 50
nm*> 60 nm> 70 nm ~» 80 nm > 90 nm~ 100 nm >~ 110 nm -~
120 nm ~ 130 nm ~ 140 nm ~ 150 nm ~ K S EH FF—F
JHEHNEBEFRGEENTVFHER - £ S HBERAT > B&
BRI FACGERLYS0E£L 100 nm~» ECE K T0E L
90 nm ~ B H R &S558 4J95 nm -

[0180) /£ — S A EH Ot » A AT Z dH W) 2

teEVrBEaBERER AN FZBEEA > NEHRREEHE=R

895221 5584 B - 169 EH (AHAEE)
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kit F 2 — S AERER T EREZKMEZERF -
e E HoEE HWEHRE £ -LABHEK
Bl BBER/NZKGEE2NEE LEE W 0KRKKI0%
Y RNA)E B5 B =Rk 5 -

[(0181]) fE—SLBEREMO F » APl 2 —N%E
&) ke 4k E o s JE L F i Bl B e s s 8 =Rk &
Wa o AE—EHEBERMT  HEKWF 2EMAMLEY TR
B —EEERERNBEE /R4 -

[0182]) L4l pk ) o] i — 0 B FH — 5 % 1 20 7h 3l
R SR DU R = B T IS I S ) = 2
H sl ABI A 2 & A~ kg EAl - IR A
WIHE R - WHRIRNAZ I - B 5 DNARG I E £ Z K
ZHAE - RN ER 2 EE TS &EHA T HRBEE &R -
HiREEN  MEBEEEMNE - £ SERBERO D - HK
Yy R W] ELFE - 30 % A Y e A B0 HE 52 DN AR IR N T g
£ $8 &5 & (on-target binding) = UJ # ~ ool &= 8 @ ZFF £ 1E
41 71 -

[0183] {f g B0 R R AR Y 2 A e 4E
HEdE Lk e cMPRBOERD - A/ - RBEem - &
Al MR LI  EAUARKE TR EBA KA o {F
— b BB H i ] 0 5 Z RNAKH B Y) i &8 38 Ao A B2 ik
AHMAENPH H & pH 324 pH 11 2% & - &pH 3%
XpH 7 HEUARE T R& T 2B - /£ 5 E 5T

fr > pH& S E1 £ &JpH 5.0% 4y pH 8.2 #i [& -

il

895221 5585 B -+ 169 H (ZAHAEE)
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[0184] &EEEVER A T REM OB 71+ > HEHE
REy > UHEEBES T sBOEBHE ~ I > EAK -
RIBR  FollER BHERLEEY  kEEMHRSE
(VARSI O 114K 1 I AN - 2 [ SV i 7 = ol L I P 1 R (E R N K 3 T 7
Wmik) GBI aEFRKEDTA) ~ &R KAE & %) (f 40
BARRKMSGE BREEHEHER  RKREEEHE&ER)
WHER - KREWOEAFRRM - K> 28K HH RS
f2) > HAREIHANLHE - pHEEYEF -

(01851 A M F A] iy 52 2 &k Bl (% A1 J8 52 iy 98 38 o % P
Ay - Plontt ksl AiEE KER  HAEsHRKRTE
Ml 7 ROAKSNEI I E - e F&EH > g0 & HpHE T
e FHEEOKEWE HUWMBREKERE K-
KSR AT E2H R - EE®EE > LIRKE (GEO E b K
) Al - FEL_BERHEMFE - KEHEKY IR
AR T ORIV R BERRKEY IR A o A SN R Z R
BN =~ HYWEORT I~ KoKl E - 7 RE R
FrERESHAAAEERYTmERZEELELEYZE
ieF B PR B R E B O < MEE 0 HoA] M AR AR R PR B o I E -

[0186] @0 A fEM £ figsE " 18 & (stable) ; =
B8 E Mk (stability) , W R A SCAT L Z AL & W) (6] 20 RNA
Sl B 2 BN U B B 85 RNAST B Z g N VI BE 2 = 1 K
/B gRNA) L L & BY B [ Bz N 4 5 76 58 o) 380 (B 40 B 3 B K
ooy RFEAEYENE /R EAALZ S BEBIET - K
P 2 A & ) (B RNAS| & 2 % g A U] B§ 20 4R 15 RNA

895221 5586 B -+ 169 EH (AERAEE)
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518 2tz N U 2 BB Je /3 gRNA ~ R smofRfi 1) 2 —
i EREE A H2E ~ I5K - 16K ~ 17K ~ 18K ~ 19
K~ 20K ~ 3 -~ 22k ~ 23K ~ 24K ~ 25K ~ 26Kk ~ 27
R ~28KR 290K ~30K ~31 KR~ 1@ A ~2A ~3@H - 4
@A ~5SEA~6A ~7MH ~8@EA ~9@H ~ 10(H -
1LE A ~ 15 ~ 13 A ~ 14 F ~ 15 F ~ 16{6 A ~ 17
A~ 18 A ~ 19 H ~ 20 A3 ~ 21{& A ~ 22{ H - 23{H
A ~2% 38 - XKZN3FE - FHERETFHAEL - H
W FEEREATR S ATHRLGY - AxrE2D Tk E2d
) -80C ~ -65C ~ -20C -~ 5C ~ AR EE T E & ZMH
B BHd & o A — 25 BB T E O o o &% 1F R T R R B
FH-65T -

[0187] A b & 288 VE AT &8 m Ml &= E A 85 )
(G20 A 85 2 B » (£~ BB EEA T - 7T H
AP CTX3104E £ B0y H A - s bR T 8 H A
HE (1 40 Hep3B AT Al Al &) .2 & #8 - 77 A0 3 70 B2 M 3 I (R B
ECTX3IO)AME REBE T oL - £ B HEEBHEEH T
K CTX310.Z & & ¥ I NGSE( 5% #% M F¢ (sanger sequencing)
A 2 HE E o teER - 4840028885 DA RS
Jrdh g - A Z BRIt 2 FREEGTE -

(0188]) f£ — & H#G & i 4] b > sH i ¥y 2 A SCHr a2
e (P RNAS| E 2 &% ik N V) I 28R 5 RNAS] B 2 %
B N VLB 2 2 BE K /B g RNA)FT &8 o 5 2% 38 7k - o 40 o B 45
W - DEAE-AeHE 28 Bl TEEE N ZHE

895221 5587 H o+ 169 H (AEEE)
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~ B8 1% ¥ Wy (electrical nuclear transport) - {f £
% E - B E - f§ & Mg (Lipofectamine) #t /i 2 ¥ 3 -
Effectene#f /i < ¥ 4 ~ A5 H &R AL + (LNP)# /2 ¥ F
HEMBEE £ -LERBEHROF - AW EREESR
kb FEMRBEEE N 2 E5 AFHEMEF -
[0189]) WA XM ZHKRYETERETE 2 @B
LLJG % ANGPTL3RH i s L« IRt - A8 88 7R 18 it & W 08
L HFEMSEME 2 ANGPTLIE H K )6 % [ & >~
ANGPTL3RH B A W - it — S BB EH O+ » Z EHEH
AR RAERE T HBMEMB BN WO ERE
T HYANGPTLIE A - B #& (1 40 I+ )MH BR 4 Bg <~ ANGPTL3
ERGERALHL 2 YMERGTERE ZFVWE R E
ff I RNASI & 2 % B N V) Bg (58 40 Cas9) B £ A 41 7k A St il
fx ~ A - - EEXRERBERFIEEANREREI
fE 1M oh g6 M A Br ANGPTL3E A - Jth 0] 42 Bt 75 7k X dh [ &
Mm&®+ ANGPTL3ZE H'E ~ ApoBEHE ~ klFE FE W =&
H o fs - LDL - VLDL ~ g8 g & - HDL - JEHDL ~ K /=
EC i B B s BE E ) 2 K P 2Kk A VG R ANGPTL3 R B s I -
WA M <8 &k ~HIE H (H 40 ANGPTL3 & % % /K
) fin & T BA W (associated) ; Ron L IH H Z B B B &
75— @ IE H (B @ ANGPTL3E B E K V)2 &L LB S —
HEBWWEREIHEN 2 #E  ZRHGEBEEARPER
B 1% S B B M IR - R B (& e
[0190]) WA M » £ — S BBEHKH +F > Bl(a)s]

895221 5588 B -+ 169 EH (AHAHE)
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E RNA(gRNA)S 45 % 88 72 ANGPTL3 A [H By gRNA % fig -
K (b)4m i RNASI & 2 B N V) BE < #% B (B 21 Cas9 mRNA)
wHEea Rk FWOEE T FEREE ZLNP)ZREHIV
WMERTEARAZFEZMEE {"THGOOERXREE - 50
BE S RER - ROk 7 8 Bl a0tk A 2 B E R 2
B Bxokfu+olE AEB AR @Ia - &N EF
Ayd - EF—SLEBEREFHRMNF - &R T8 b E K
% (ionizable lipid disruption)d] T B &K kr F - &1 B &
R F o B4R B RNAGI B 2 B W U i 2 % B& () 40
Cas9 mRNA) « 0 & p RNAG[ & 2 #Z B A Ul B (5] 40 Cas9) iz
Rtz B N U B -gRNA RNPIE &) DL Bkl & N &R 88 © £ —
e 588 F i f F  EE SR R R i B & (NHED) 2 N R M
DNAZ 18 & 2 f & A K il Bk (indel) 51 A £l ANGPTL3 %
o EECRN Ik EE 4 U A M ANGPTL3E O 8 By IE 1 28 & -
WMANFE  MRHAXHREZ A - kY - 2% KEH
HOAE fi Bl B 4w BB 2 1B W T fE & Y £ 4% 8 ANGPTL3 A
o

[0191]) £ — £ B %8 F i ) = - J& & ANGPTL3d (A
IR EIRE L AE & WA FEZEE B 0% R EES)
& 7 Bl (a) #1 F ANGPTL3 & H ~ 5] & RNA(gRNA) = 4 15
gRNAZ B ~ K ()4 RNAS|H 2 % 8 N U B 2 &% B 18
EHEEMEE R F > i EERBEMEEZANGPTLS
M B PR R 2 O -

[0192] ANGPTL3M Bf £ 9% & W iE & 7 B A~ R % 8

895221 5589 B - 169 EH (AHAHE)
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AR (L ~ ByARSSEE(L ~ O M BER - 5 AR AR O R
PR A - HRE - FRERNRBHEMERRE  BHH - =58
EZE - SEIDE - S=B0HEME - - ®PEEAQ M
iE - XIE - BREERME - ABER - B ODxEMNE
BoBREARSBFET  BROBKE Z¥mBT - HE %
BEX ~ & =% I f B5 M fE (Hypotriglyceridemia) ~ B 7 2k =
4 UE fE {& Bf (Opitz trigonocephaly syndrome) ~ &k [ M =
B~ & = B B W B I E 4 & (Hypertriglyceridemia
result) ~ F & M {& BAE & B [ JiF 2(Hypobetalipoproteinemia
Familial 2) - R EMHEPEE O M E - K&k %K mE =
b o ERARSC M 2 AR E — FE G E ANGPTL3 A [H 1]
ARER - AP R/EE MK R 2 %R IR ENIE
N

[0193])] fi —S ERMEMM T » ERHACFLZ )y
% R 4H B DLOEE ok A MR BE AR % F ANGPTL3ZE 0 E K
FEH(GGEWEERE - =8 Ml - LDL - HDL ~ R/ X
it JFHDL) 2 K F R AR FEMBLT - KPEEA ME - X
HEEERDEEERS TR EESE B EMDE
(homozygous familial hypercholesterolemia, HoFH) &z 2 &
F R R R M S IE B7 1M fAE (heterozygous familial
hypercholesterolemia, HeFH)) » & =B H M s M &E - % &
MHRGMSEME - FEMAEMNMEEEE - 2RTF
FOBE BRI fE OfE 2 B - R MR & M= A fE (familial
combined hyperlipidemia, FCHL) -~ ft #f 1 5 % B

895221 5590 B - # 169 H (FEAEE)
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(metabolic syndrome, MetS) ~ JE B ¥ ¥ 5 Bi B I8
(NAFLD) - AEZBEEO (R BEREERE - £ L ABE K
Bl > KRB R FEZEEHBERITHEHERE - #
40 > 4} ¥ HoFH % /5t HeFH - o] %f LDLr ~ APOBJ;, PCSK9 ¥
L — W% E AT B H A B o #f W FCS K /EMCS - o #H
LPL -~ Apo CII ~ Apo V~ LMF-1 -~ } GPIHBPIH 7 — 5 % &
HATEEE S - SR EBERAF > BRI
ANGPTI3E R GHE GRK L HAB TR TR GHEMC & B HE
% Ef B - Bl 40 ¢+ B LDLr ~ APOBR PCSK9H 7 — 5 % & HY
H {E &G BE (B0 A 7Y JE ¥R HoFH R /= HeFH) - B¢ #f ¥ LPL -
Apo CII~ Apo V ~ LMF-1 -~ J GPIHBPI£ R # th » — 5 %
& HY B (E AR (B A R B B FCS R /EMCS) - ff — & H #§
B+ - A8 F~%AHLPLES - GPIHBP12E 2 - = H 4
- HEE T EAEAR - RER XL EARBFF -
[0194]) fE—SL BB ER O » ASCATH 2 J77% -

R REHTRANEGEREEMEE - 2% MAFE G — &EH
BEHER HEHBCPOLEFASZEEKTY  ZHASZ
EEKTFRMKEEZE - #B@ERMEFEWL) - HERE

BEMFEEEE =BROHE Ns%EREAQD - 2F¥M
FEEW oo AR &/ - PR - RHMBEREEZ B - B
MM EREBEREEE TR > BN ESHREKEEIELRME
AEREEEYGEOIMIT) - M TRERESEHEY | FEE
fiz 2% F% & (bile acid sequestrant) ~ BE [ BF 0 Y2 00 &0 & ~ [
G FARENSEGEEMDE 2 Y - B HE(fibrates) ~ F5

895221 591 B - # 169 H (ZAEEE)
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g B - o-3BE M KR/ B E M o B BEIHEE IUAR R
RAEERE RBESAHANEERFEELE - BFEHE
FEREMY N BEB(LREMLIET  HREREREZX

R # R E AR

[0195] e —E BB EH O = > AR Z 504 »
Y kEETHREFEBEES MIE - KBHEE B M IE A
—HEEEEERRERrEeREN) > HEE 257 1/1000H
1/30000y A - KBlE EEHME 2 H REMRBEEREST 7
fir LDLIEEBEXBEEQ B2 MM KFE - LHTZFEBK
Wk EERENG A ET  HUERGAEFESME - MmERE -
sEMMERE - AT ZBEMEEERMEBAIBEGEM) - &
HEEZEEREST o M AR E M A A E RIE TR R (B
BEAE) - HAETH B E B M E £ 8 & & FfF & # i5 i B &
BIRG AT RIS Dl EBEIRUY - £E2 7 KBEEA
M fiE /Y B2 5 > JE BT g e = B8 Bl BS (medium-chain
triglyceride) 1] e A % » H E 4 F & U & H DL & % i &
e AReaREPEESMEL S — B2 HAR TEHED
AEREDITHD &M F S8 E - B Ui > 35 B Mg IR 05
e RN ML R KA E Al e dE £ R AC10,000 % 25,000
1U/d)A] g2 3 5 -

[0196] At —EL BB EH B = > AR Z 504 »
kYR EHATARGERXEYESEBRELRE - REMESIE
EEEME(" FH, G —BEXERED 2 H&MEHIE -

Br U I B WA B 4R B B R K P 2R 0T S R R 3 e IR B Ak

895221 5592 B o+ 169 H (AEAEE)
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LR~ = BB - &% =1 & R (LDLR - APOB K PCSK9)
FTHE—-FLEEGENE AR BEMEFH-

[0197) 7~ BB T O F > APt & J5% -
Rk EHTAREGES =BT HEME - 5 = 8t Hibs
MEEESMBRFTREEN=ZRTHERE - S =Bt HiE
MEMEE Eaf (R EMRERN - FEdtes =8 HEn
EhEEEEEEER =BT HERFLHA ER - E3
MERGEXRMMEER S0 sEHEE ~ EM - BERKE -
HORBR D sE & T ~ R F g f & o

[0198]) £~ B E MG - APl 2 2H k¥ &
HEABBEBGHES £ -ELBERFRM S - A AT
ZAH R K5 AWy B IR 4R & BF 4 RE -

[0199]) fE—S ERE MG F - HEZEHNY ] i
REBERX &SMWRIEX  BREEREZX BBEZX  OBEIE
=~ R EIE &£ -~ B/ 88 & £ (local delivery) ~ 4 H & £
(topical delivery) ~ H& M N & X ~ BE B N IR 1% - OO IR 3B
Ao HLNES ~ BARNESN KT ESH - ENEHN - ERE
NES ~BENESN - R/ENEHN - HEMHES -
HrutESHESR2EE - 25U TEEBEAREB S I
Ty HE—-HLEBRBEROFT  TERHEZN -XROKET UL
sEERSHGIOEXR S8 B#H - N&F)ENMA
APy AR KE -

[0200] HEBEHNYTUBHEAENERLRTEAERE
Z H #& - WA LR EMNZlE T B R WE

895221 5593 B - 169 EH (AHAEE)
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(pharmaceutically effective amount) | E 5 H | 2H % - %
o BYRABE R AE R RE R/EEY 2R K E
NEHEENRY 2B - T HEEMA ZANGPTLIE R 2 &
WK > MR T ATA 2 ANGPTL3E 5B K EE (1
=M - BB /SR B s E ) Z KPR -
[0201] E— & H B E O F - & 4 & T8I E
BB ERFRBE R THREEBERRE « UHIHHE&KE - 1
H2PidH @ ~ sREHEMEE - - ABERO T > £
(& fe 1% 7 8 B = ok ok + A LN B~ 2/ EF ~ 3/NVER ~ 4U)
B ~ 5/NBE ~ 6/NHF ~ 7/NBF ~ 8/NBEF ~ O/NEF ~ 10/0NHE ~ 11
INBE s 12/NBF ~ 13/08NBF > 140N ~ 15/0NEF ~ 16/0NHF ~ 17/
BE ~ 18/NBF ~ 19/NBF ~ 20/NBF ~ 21/ ~ 22/ 0% ~ 23 /)
i~ 1R ~2K 3K ~4K 5K -~6K 1 -~ EAFKFH
haREETEME - £ —SHBBERO T > FIIEER BRI
e THEBME R KR FRIRZ 2 NRIRTEMERE - £ % H
Ae B OB O o0 AN IE R R R B (E R OR KL T AR BRI e
[0202] £ — S HEEH G & - NGRS kBT EE
) (K R &1 & (silymarin) ~ % /& W A5 BZ BE @8 (polyene
phosphatidylcholine) -~ #& IE [ (bicyclol) ~ H H &
(Glycyrrhizin acid)# B -~ N-Z fg (b L-2F Bt Bz B (NAC) & %%
B B BK (GSH))  #1 & /1 2 75 %2 % (Anticholeestatic drug) (&
% & BB B (Ursodeoxycholic acid) -~ S-J§ # H Wi F& B8 (S-
adenosylmethionine) ~ $5 JE B ) & 2 & #Il & B (B &2 'EH &) »
FIiiAs £ SEBEREHANT @& EaEEsW

895221 5594 B >+ 169 EH (AEAEE)
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% #7 )T (acrivastine) -~ & & #7 )T (azelastine) ~ # & H7 )7
(emadastine) ~ fX UC Hf JT (epinastine) ~ & 2K A &
(brompheniramine) - & [L ) BH (carbinoxamine) ~ 7§ & F| &
(cetirizine) ~ & Z& F 8 (chlorpheniramine) ~ & K #H7 J7T
(clamastine) ~ & FF BE (cyproheptadine) ~ i & F i &

(desloratidine) -~ 7 & #iI B (diphenhydramine) -

P
HE
5

(naphazoline) ~ 3JE & JE A ZE (fexofenadine)

IS
it
AR

L
=
Bt

(hydroxyzine) ~ 1 % & 7% (ketotifen) -~ /7

e
S
—a
T~
frl

(levociterizine) ~ & ¥ f % (loratadine)
(olopatadine) ~ R/ HE & o7z 28 - f— S HEF
A YEFHEEBEESYEHEEREE > SHOaEMN

(hydrocortisone) ~ F& X - 22 &3 /& (hydroxyl-triamcinolone)

lilg

~ o-H E -# 32 K £ (alpha-methyl dexamethasone) ~ % fig #f
E R Y N B & K (beclomethasone dipropionate) »
% EE & Ml & (clobetasol valerate) ~ #7 2= {# (desonide) ~ 4
A kK ZE f4 (desoxymethasone) ~ 2 B £ & &K B F

(desoxycorticosterone acetate) ~ i ZE K 2 -~ Z & I

=)

(dichlorisone) ~ — / [ — & $I #& (diflorasone diacetate) -
% B — & 1T #HE (diflucortolone valerate) -~ & % FE
(fluadrenolone) ~ & & % 7 W B &£ & ¥ (fluclorolone
acetonide) - & = O] & M (fludrocortisone) ~ 3 & B8 & >k &
(flumethasone pivalate) - & B £ N i {&£ & ¥ (fluosinolone
acetonide) ~ /. [ & # £2 (fluocinonide) -~ & o & T B
(flucortine butylester) ~ % 5] #E (fluocortolone) -~ 2 [ & %

895221 5595 B -+ 169 EH (ZAHAEE)
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[E X (fluprednidene/fluprednylidene acetate) -~ & & %4 I
(flurandrenolone) - & & £F # (halcinonide) ~ 2 & & (& o] £&
FA (hydrocortisone acetate) ~ ] [ &€ b 7 B 0%
(hydrocortisone butyrate) -~ H £ 7% J© 5 (methylprednisolone)
- B Z S =N R & % (triamcinolone acetonide) ~ T g2 M
~ ® ¥ % & (cortodoxone) ~ @ N B £ & ¥ (flucetonide) -
# & T B ) (fludrocortisone) ~ — Z B — & &
(difluorosone diacetate) ~ & & & ¥E (fluradrenolone) - &, &
o] #2 f» (fludrocortisone) ~ — /2 [ — & I 2 (diflurosone
diacetate) ~ @& & H B W B B & % (fluradrenolone
acetonide) ~ H & FA (medrysone) ~ Z 7§ JE % (amcinafel) ~
Z #% JF #F (amcinafide)({Z fi 5K f2 (betamethasone) &z H g ~
S #1 % (the balance of its ester) ~ & 2 JE %
(chloroprednisone) ~ /2 [ & % JE M (chlorprednisone
acetate) ~ & O] ¥ 5E (clocortelone) ~ T & P4 5E (clescinolone)
+ & Fa (dichlorisone) ~ - & J& fg (diflurprednate) - &
— & & (flucloronide) ~ &, JE %8 & (flunisolide) ~ & K F
(fluoromethalone) -~ #& ¥ FE (fluperolone) ~ & 3 & HE
(fluprednisolone) ~ KB KL B -~ ST RMBEBILNH
% Bg (hydrocortisone cyclopentylpropionate) ~ & H i fg
(hydrocortamate) -~ H % & f4 (meprednisone) ~ 4 #7 2K 4
(paramethasone) - 3 JE A ¥ (prednisolone) ~ # JE M
(prednisone) ~ _ N B & & K f° (beclomethasone
dipropionate) - % F & - NELEMiE S - —EHEE

895221 5596 B -+ 169 H (AHAEE)
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WG R OB E B o ZEOR L - fE — BB E A
MAESBEBETERBFBLE WBEAME - EEZT
(famotidine) ~ = H (£ /] ¢H & -

[ 0203] %A 5078 & (B 20 k7 & B & BE R /30 $0 4H 4% Bz )]
Ok ~ LA - BEARAN - 2T~ RHEFMESGHET - £ — L&
BERgmiy  HEHAEBRERMESEEZETRRGSE
- - ERERAF - KESERERNESKKE LT
REHBHEBEN - HERBEHENS - FEHERGUL
o2 HEmBI0 mgZ B EFKANKET - £ — % H 8
B E o %LL10 mgE E /D (W10-9-8-7~6-5-4-
21805 mgH AL FEFPME B 2B EF N &
By HERT £ —LEBERMNS - LEHERER
A~ F2D - HERESELN60 mg(PlWES5- 6~ 7~ 8-
9~ 10~ 11~ 12~ 13~ 14+ 15+ 16~ 17 ~ 18 ~ 19 ~ 20 -

2

21~ 2223+ 24+~25+26~27+28~29+ 30 31 - 32 -
33~ 34~ 3536~ 37~ 38>~39-40- 41~ 42 - 43 -~ 44 -
45 ~ 46 ~ 47 ~ 48 ~ 49 ~ 50 ~ 51 ~ 52~ 53~ 54 -~ 55~ 56 -~
57~ 585960 mgel £ FE T (£ =& L BB B F 20 #
By HERT H£—HHEBEHEM T - BB/ HLLI0 mgZ
B £ 7% Ak N & T #h ZOR R o

[0204] £ — & H B &M G F > §u s & kg (% LL&Y 10
mg ~ 2920 mg ~ B &J50 mg(FlW& 10~ 11~ 12~ 13~ 14 ~
I5~16~17~ 18~ 19~ 20~ 21 ~ 22 ~ 23 ~ 24 ~ 25~ 26 ~
27 ~ 28~ 29~ 30~ 31~ 32~33-34-~35-36~ 37~ 38~

895221 5597 H > # 169 H (ZAEEE)
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39~ 40~ 41~ 42~ 43 -~ 44~ 45~ 46~ 47 -~ 48~ 49 ~ 50 mg
RAERZEESRE _FELHENBRFXAEGER)ZHER T - £
— S ERE RO T o #R(5 T HL-5T 4H 4% B R H2-51 41 4%
R E2b—F AL —HBEEREEA T - HI-H 4 & I &
KFHH - HEBEHOS - FEBUHGLLLYS0 mg
CHERMKAKRT - LERBERO P - HI-H 4 &%k
GHEBEMEAESEMEGRLLGI0 mg2 B EORKE T - £
— W EHBERA T H2-EBBEGEEET - £ % E
RERA T - EEET G20 mgz B & Ok 205 Ik N 1%
T e

[0205)] fE — S ERMEHAIF > AFEERK ZHEER
H = B ANGPTL3 & H 5 (f %0 1 %% ANGPTL3 & H H ) K
¥ oo BEH & ANGPTL3K - Z @88 7T & - 0B A%
N NBIEE RS = B ANGPTL3 K Z il 88 - {f — £ A 8B &
Bl o B8 B H ANGPTL3RE B 2 % 209 0 Z SEAR © 1
— L ERBERM S > H82H ANGPTL3RH B 5 % 2%
ZHEMR o E— L EBERMA S - @B ENIETEE
ANGPTL3RBH BF IR w2 BB 1 - £ — & B 8 F i
oo BS e B B H BCIE L % B ANGPTL3 B B %2 9% =R
Mt e

&

[0206)] E — & B BEHMF >  HEBAEAFEFE
ApoBEHE (Mm% ApoBE G E)KF - £ —H HEEF
e Bl 5 o {H A B A #8 #8100 mg/dL 2 i 4% ApoBIK - (38 41 #
i#% 47100 mg/dL ~ 110 mg/dL + 120 mg/dL ~ 130 mg/dL ~ 140

895221 5598 B - 169 H (AHRAEE)
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mg/dL ~ 150 mg/dL ~ 160 mg/dL ~ 180 mg/dL ~ 200 mg/dL -~
250 mg/dL ~ 300 mg/dL ~ 350 mg/dL - 400 mg/dL -~ 500
mg/dL ~ 750mg/dL ~ 1000 mg/dLHf (£ —F &k & 5 ) °

(0207) E—EERERIT  HEBEAEENEE
(Plan G2 HE & B -~ HDL ~ =& i fis -~ LDL ~ VLDL ~ R K
fitt JE HDL) 7K 3P » o] (17 58 40 I & & R R & B = Hl &l 2 2
Er s LM ERREKY - —EHEBEREHFT > HEREH
w200 mg/dL .2 48 BE & BF K P (58 40 #8 48 €9 225 mg/dL »
250 mg/dL ~ 300 mg/dL ~ 350 mg/dL - 400 mg/dL -~ 500

mg/dL ~ 750mg/dL ~ 1000 mg/dLF (F —FHF 5) - £ — L&
BEREgmT > (HiEEAEBEBELIS0 mg/dLZ M 4% = f&
HOES K P (3£ 40 i@ %9 160 me/dL -~ 180 me/dL ~ 200
mg/dL ~ 250 mg/dL ~ 300 mg/dL ~ 350 mg/dL ~ 400 mg/dL -~
500 mg/dL ~ 750mg/dL ~ 1000 mg/dLF{F —F X F 5) - £
—HEHEERAT > iR ABELY60 mg/dLZ 4 HDL
K S (24 #4465 mg/dL ~ 70 mg/dL -~ 80 mg/dL - 90
mg/dL ~ 100 mg/dL ~ 150 mg/dL= & 5) - ff — &£ H &£ E Jf
fl g - B2 B 49 48 48 4930 mg/dL.Z [ 4% VLDL/K - (38 40 &
% 49 35 mg/dL ~ 40 mg/dL -~ 50 mg/dL - 60 mg/dL -~ 70
mg/dL ~ 80 mg/dL ~ 90 mg/dL ~ 100 mg/dLE F 5 ) - {f — &
BERERAT MR A EBIELS0 mg/dLZ M 4% LDLAK
(70 #8 #2960 mg/dL ~ 70 mg/dL ~ 75 mg/dL ~ 80 mg/dL -
90 mg/dL ~ 100 mg/dL ~ 130 mg/dL ~ 150 mg/dL -~ 200

mg/dL ~ NE &) - L~ EHABERH T > (@8 HEFEB

895221 5599 B - # 169 H (ZAHAEE)
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100 mg/dL 2~ [f1 #F LDL-C/K Y (35 40 #8 3% 49 100 mg/dL ~ 110
mg/dL ~ 120 mg/dL ~ 130 mg/dL + 140 mg/dL + 150 mg/dL -
160 mg/dL - 180 mg/dL ~ 200 mg/dL - 250 mg/dL ~ 300
mg/dL ~ 350 mg/dL + 400 mg/dL ~ 500 mg/dL + 750mg/dL -
1000 mg/dLf £ —FHEF) - £ —ELBEBEF A+ - @
fe H A # &9 50 mg/dL 2 (i 8% Lp(a) /K °F (55 40 # 8 &9 60
mg/dL + 70 mg/dL - 80 mg/dL + 90 mg/dL ~ 100 mg/dL + 125
mg/dL ~ 150 mg/dLECHE &) - £ — S BB EWH + > lBE
(%0 = @ T M fis R LDL) Z K P& AEE 2 MK K - £ —
EEERERMF > BE (W =8 Hf X LDL) 2 K- %
58 A K .

[0208]) 7t — & E @& & e & + - & &% £ N JH M
ANGPTL3EA N HFEEFIIF EAH — 2 EEFE K W
WM BR - fE A - R/ECZEEE) - 15 ANGPTL3E 0 E 2 /& M
BEREKPERIEE)EERES - &F @8 K iE Y
mefE—SHBEREHEMNT > MEALHEBEENEES H
(WO FXEESERREME) EFXHEHEHBALERFREA

—HNEZHEEREES L -EHEEROF - 6EEGH AL
Yy o fE— L EBEROF - #EHANE -

[0209) EF—HERBEHMF r AFEZEEEAE
IR 8 Ak f5 £ 0 (b .0 [ & £ J% (atherosclerotic cardiovascular
disease, ASCVD) - BE [EASCVDW EE B E R 2 5 =k H

RO lEH - DM EER - FER - NEBEIHRERZEE -
EF— S EHBERY S > EFASCVDY HEEAAS 2 =8
895221 55100 B - £ 169 EH(3FH:RAFE)

112107379 FEHESE A0202 1123180726-0
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Homls M /2RLDLIEREBE K - AL BERERMNF - A
ASCVD » EF A5 2 = T M B & /5C LDLJE & fF K - Z
A2 B HEB28BRRE - BMHEER - K/ECHENZE M
(P40 JF T K5 M RE B R IR ) -

[0210) EF—EEHEBEHEH+F »r AFFEZFHEBEH
WeBD BN BS S RNEBEHN5.0% 5.5% - 6.0% -
6.5% > 7.0% ~ 7.5% ~ 8.0% ~ 8.5% ~ 9.0% ~ 9.5% ~ 10.0% -
10.5% ~ 11%5 £ W FEF(E—F < B8y 8 F =& E Y
MEARKPF(PIOMaZAIC HHEREFEMES ML ERN
AmBKMAE G ) - EF—EERBEHOF  AFEZ
HEEALN 20208  FZHEZEL50 60 70 -
80 ~ 90 ~ 100 ~ 110~ 120 ~ 130 ~ 140 ~ 150 ~ 160 ~ 170 -
180 ~ 190 ~ 200 ~ 210 ~ 220 ~ 230 ~ 240 ~ 250 ~ 275 ~ 300 -
325~ 350 mg/dLEGAE I F(H F{F — & 2 B8 B =& & /Y
st FamEKPE H£—EBEEREIFT  AZFEZEE
HAEFMMEKFE HF—-—EHAEEHMNF  AEZEZLFEE
BAMRFAANHERE A —EEBEEEHENF  AFEE
ZHEBAREALYSTPE E6.4% 2 & B N HY M4 & AIC - {F
— L HEEERAIT  AZEZEZMEBEALY6SDEHE S HYIM
4 ALC

[0211)] - HEBEHEHF »r AFEZFHEEBEH
4B ELN RERRSHI0 125 145 16 18 -
20~ 222426283032~ 3436 38 405 £ It %
EFFE—FLHENBEFN@BENEEE EHE B (BMI) - {£

895221 101 B > 3£ 169 H (4H:RAH =)
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— G EREEMNT  AREEZMABEARERE > BMIE
WIBSEL249 @ EN - E—HBEBERI D - AEE
< B EBE  BMIFELN2SEH299ZHEN - £ — L&
EmEked AREZEARBBAEMN  BMISBLI0HE
=
[o212] £ AEBRERHN T  FEEZEEBEA
HZF2L 2D B HEFPBEI0 1520 25 30
3540~ 45~ 50~ 55+ 60~ 65~ 70~ 75~ 80~ 85~ 90 -
95~ 100~ 105~ 110~ 115~ 120 - RE W EE F £ — & >~
MRS FREEN ST ESRBIER - £ — £ B8 EE
o FREZMEBEAMGC0E 90 & BN Y {51 5 4Bk
BWRONBMEETIEEL) - £ - EEBEFEMIT - AF
ZefBEAREZETE - PEEZ2EE -  XEEFTFIURERE
Ko pl o AREZ(MERAEROOZ M E KB IE
oo EAEASES9 30844~ 15E 29 NP IS @B -
[0213] E—S®EBEHEINT  AREZFERBEAR
Hi BT 9 BCCRT B RGOS MR o EC B AR H A5 1 BT R R 3R T RS M AR Al
fEm - E—EEBREREMNT  HENHFNEE  AEFZEZ
EHRBEAN Z2LHEDHSP 6% T% -~ 8% ~ 9% 10%
ZRHFRER - MEmMAS ZFBERAKTY BTN - WILIRE
# (MRDE IS B & & & (CTie f) ~ AT £t 2k 2 B (A B8 &
H 5 B BF R -
[0214)] FE—SL BB EHEOI T - ERTZ AR (@
B8 b 2 M4 ANGPTL3IE B H K P REELY ~ 20 ED Y

895221 55102 B » 3 169 H (4H:RAF =)
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50% ~ 60% ~ 70% ~ 80% ~ 90% ~ 95% ~ 98% ~ 99% ~ =X AL It
FEFET - FZHEONBTHGEE - -LEABFEKEHNF
fEHEATZ A% > (M8 2 Mm% ANGPTL3E H H K [#
& ~ ELHEDLYTIS% ~ 80% ~ 90% ~ 95% ~ 98% -
99% ~ B HE % -

(0215 E—~EEBERM T - HETZ T AR > #
2P 2 miEApoBEHH KPFREMELY - 2EPHEDLIS0%
60% ~ 70% ~ 80% ~ 90% ~ 95% ~ 98% ~ 99% ~ =X & It % &
FE-BLEWETHREE - £ -EEREHA T 0 EE
T A E®R EEF2MPFApOBEOE KFLRHMELY - &
> E D& T5% ~ 80% ~ 90% ~ 95% ~ 98% ~ 99% ~ Bk F

"/

\\\

o

Ny

[0216) fE —SEREMOIF » KUK ZHANKRY K
FAETMEREWHET BLMEER 2 BB R TN =8 T H
s K H ff JEHDLH 2 & B B & & [ (K -

[0217) fE— S EREmMUF » FETH HER @
M=% HEEKFREMLEL150 mg/dLE E & (F]
Mey ~ B % - W %4 145 mg/dL -~ 140 mg/dL - 130
mg/dL ~ 120 mg/dL ~ 110 mg/dL ~ 100 mg/dL ~ 90 mg/dL -
80 mg/dL ~ 70mg/dL - 60 mg/dL ~ 50 mg/dL - 40 mg/dL - 30
mg/dL ~ 20 mg/dL ~ B E (&) o 1 — £ B8 H i 6 - {0
T8z /A% > (M 2 M4 =8l E KT REEE &40
mg/dLE A& « /£ — L B E 0l - £ 1T & J7 A%
&l #8 & 2 1 4% = B o f s K P B 2 4930 mg/dLE; 5 fK -

895221 55103 B - 3 169 H(3FH:RAFE)
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e M=K T HEBEKVFREREY 2L EDEH3I0% -
35% > 40% > 50% ~ 60% ~ 70% ~ 80% ~ 90% ~ 95% ~ 98% -~
9% ~ KAFEMFEFE—EFZHNERFHNEE - £ — L E
RERA S fEEITEZ TAR > [T 2 =8
KIFFEMELY ~ 2L DET5% ~ 80% ~ 90% ~ 95% -
98% ~ 99% ~ B FH % o

[0219) fEf —S HEWEHA & - £E&ITZ T EAE - M
fe 2 MmALDL/K P REMRELN -~ &% > Bk 2 4130
mg/dL ~ 100 mg/dL ~ 70 mg/dL ~ 50 mg/dL ~ B fF It & H &
EF—BLHEOBFXNEGE - EHBERO T > £ET
Z k% MES 2 mMELDL-CKIEREEY &% - =&
&= % 490 mg/dL ~ 80 mg/dL -~ 70 mg/dL ~ 60 mg/dL -~ 50
mg/dLEHE I FEFE B 2HEONHEFEE - £ — L H
RERA S EETEZ S AR - HE T 2 VLDLAK P
fE R 28~ &% > 2Kk % &30 mg/dL ~ 25 mg/dL ~ 20
mg/dL ~ 10 mg/dL » AL FE £ — & Z B Y 8 ¥ =0 &
cAE—EBRERO T FEITZ AR BT 2 4E
EEEKPFREREZLY &%~ Nk 24200 mg/dL > 175
mg/dL ~ 150 mg/dL -~ 100 mg/dL -~ 75 mg/dL ~ = F It & E
TRE—FB2HEHNEFHEE -

[0220) E —S HEWEHO & - £E&ITZ T EAE - H

895221 55104 B > 3£ 169 H (34H:RAF =)
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A2 2 MmALDLAKFEMELY ~ 2D HEDIS0% > 60% -
70% - 80% ~ 90% ~ 95% ~ 98% ~ 99% ~ =K £ It H {E T F —
HLEWBTFREE - - EAREHMT > EETZS
Bk o HREH ZMmELDL-CRPERFEME/LY ~ 2DV EHE DL
50% ~ 60% ~ 70% ~ 80% ~ 90% ~ 95% ~ 98% ~ 99% ~ =X AL It
FEFET - FZHEONBTHGEE - -LEABFEKEHNF
FEHET G A% Mg 23 VLDLK VP E/L -~ £/

s ZE /> 450% ~ 60% ~ 70% ~ 80% - 90% - 95% ~ 98% -
9% - KA KLFEFTE B LENETFTHREE - £— & A

RERAIF > EETZGTARK @R+ 2GR EEKFRE

& ~ 2L HEDLYS0% ~ 60% - 70% - 80% ~ 90% -
95% ~ 98% ~ 99% ~ BAL ML FE B £ — & Z FH Ay B F =&
°

[0221] 7 — b B 88 & 5 51 & - £ A3 BR PR B 598 2K 2
KRILPT 2 BSEER R 22 RI - TR
MATBERREM T AR ELON2 R T XERHAS) - £ — L
ERMERAS  SAEATEELTHZ —HEH

[0222]) I.{E A& (/0 W FE e 188170 Ay A B (E &8 -
HE XREEFAEIHEI00 kg -

[0223) 2. M HREETENFERES -

[ 0224] 3.{F 88 48 B 22 F3 B8 IR ) A 585 & 8 (£ 0 M & 9%
% (ASCVD) » H B H KH200 mg/dl.z & TGK ¥ R /8 KA
100 mg/dl.2 = LDL/K 3 - Bff 98 B %8 & 18 B A o iR 8 Ak 0 B
woLMEER  FR HEFRHMERE ZEE -

895221 55105 H - £ 169 EH(3FH:RAFE)
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[0225]) 4.3 2 fth )T & (8 B8 JE 8% IE #% <2 T 0T 2 &
RifzHE - HBERZHBHEHM)TMZAE > BEEZSH
“REAEEMETRE S ERESMNZ AR -

IR AN B H B o B AR SN 1T IR A R (SOC) A
B (EmKFERERA ~ PCSKOIHI FI ZF)E H & B L -

-$E A2 B A T MK B OR B 2 (A A8 AL BF BE 2 AT JE 2 2
fREE E>30K - HALW 5 2 B H 2 A 5t & % A 28 5CR
=¥ e

[0226] SERAEBEBE N ZHEB(WER - ER<SET
EkEDL-NE > HEERAMIFE)REYE L0y B LM
fe o ZH [F B B A R B S OE (Pl A0 CTX310% 1) 2 1& £/
6fF H 55 o] 8 2 0y (% M )& 22 5 0% -

[0227] 6. MAEE M E W AEMBIREIF ERNVITH G - BFES
gl - EHR=EANR  #E2EE - KREMHARER -

[0228] 7.1 A8 B8 & 1£ 5¢ Bl b b 3¢ 2 & 2 B30 Jh & 1]
I 4% 1B Hit (long-term follow-up)#f 3¢ -

[0229])] FEPRERI T RFELL FRA T Z -2 FH - £
—HHBRERMT  EHFEEABERKITROVER  #HE 4
5 m e LU B H1 2 AE ] B bR 2B A -

[0230] L.{6 & B A B & #Y & MK iE 5 -

(0231 2 MBI RABZER > EHEHA AT ER’
Bt 7E &5 R BCE (B 1 T U SR ) g T K LS R B B (E A R
REE M ER PR A S - A REBEEE RN - HE%EY B
s FlREMELRGERERRE S BARER EBAE ZREE N

§

895221 55106 B - £ 169 EH(3FHRAFE)
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NEMLER FEE 2 REE BB MR E - R IEMNEEE
fiE fi% BF 52 -

[0232] 3.{8 #8 B A £ {7 & Fi 20 & A T M BE B =05 88
WMAMKRENEE ZREN2RIE -

[0233] 4G EALHEZ AE e FERIEESE
[ BE fmiE < B #F -

[0234] 5. #& A A LT & MM & % (complete blood
count, CBC) : IE & H I B &4H i (WBC) /N 2 2,500 (& 4H A
/mcL ~ [l 4T & (Hb)/N 2 11g/dL(5 M) R 10g/dL (2 1) ~ 1
/N ET B/ 52 100,000/melLl o

[0235) 6 (A EHMHIHIK  EEF P (QOKRXHEE
i B (AST) ~ N BE ¥ B B8 (ALT) R P IEE E R (ULN)HY
3{% - B{ H $% HE 4T £ & (direct bilirubin value) X ¥ ULNY 2
& > B0 (b) B 4 & Im B8 & FF B (B B &= % {6tk &
(International Normalized Ratio)[INR])A /X ULNEJ 1.5(%
o (c) AF BE B 52 o

[0236) 7.8 EF R LEE @ HEERF/NN40%Z
O B 75 L BF I 4 B (left ventricular ejection fraction,
LVEF) ©

[0237) 8 (A BEALXEN S ME ~ TN LEAR
B2 EH L0 Mg (NYHA)SE 1T - B I1K FE IV L =
i% (heart failure, HF) -

[0238) OB AEF IR 224 BN H A = MoK E AR
fiE % B & (4 -

895221 55107 B » 3£ 169 H (4H:RAH =)
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202345910

[0239] 10.(ARAEBIRZ24BENERH T M & R,
(CNS) o &, -

[0240) 11.{EH# H A /N 60 mL/min/1.73 m? 2 B 48 {f
BT B AREKBEE R -

[0241] 12.f %8 Jc gl £ H & N B A /& E E s K
wE

[0242]) 1I3.(HAEH ABEREF £JF F -1HIV-1)E A
M &~ &9 % -2(HIV-2) ~ BAIAF X " & (HBV)(B A ff %
% (s 1 B8 (Hepatitis B core antibody)[HBcAb]Ek % B Ml 54
(nuclei acid testing)[NAT]) ~ 3¢ CH AT 3% 5 & (HCV)(NAT)
-4 R

[0243] 14.{# %5 H A7 IE 4£ £ A AL E S 1R Z365K
NEHBEMFABEESIRNARKN EZEZEZ TR 7T -

[0244] 15.{f#8 H AT IEAL E A AL EE SR 1R Z90R A
{5 FH #8 {E {77 B Pk AbJa

[ 0245] 16.{F %8 £ & B < 30K A 20 4£ /b J° B 52 48 ¥
ZSEAr =N (ETER IR E /E)S BB 5 — U 5T 48

Yyl E fn < BE PR B 5 e

[0246] 17 %% #¢ bt 52 & 5F € & £ H & AR L & 1 il
Z b TR Y E RS e

[0247] 1811 7% & € 22 = m 7L 8 20tk

[0248] 19.11 7% & 3 JE & 85 1% A5 B M AT R (NASH) -

[0249] APl 2 775 ~ %4 - EHREAKY TH
REBEEBEA TIERKFT Z—ZHHFERE - KRB &

895221 55108 H - 3 169 H(3FH:RAFE)
112107379 FERLE A0202 1123180726-0
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(L0 M E R W (ASCVD) ~ [H & 7 8 5 ik 11 & IE B BF M E
(HoFH) ~ £ & 7 B K % & IE & ¥ @ £ (HeFH) ~ R &
FLOBE B ML M ORE E 5 B (FCS) ~ 2 N 1 #L BE i M i ORE I % B
(MCS) ~ EME & M e s M fE (FCHECFCHL) ~ U &#f M iE
fez B¥ (MetS) ~ 55 280 FR 9% (T2D) ~ ke JF /B 5 1 5 A5 AT W
(NAFLD) - HoFH K FCS{R % R R w - £ — & B 58 & Jt §
F o 5% 7 AR BMEAKLDL - {& 108 B X R M S IE & B M E
(FH) - fr —S B R E MO > 3% % &5 ASCVD K il &
= & H W B (TG)/K - R /=& K % & s & B8 BE & B¥ (LDL-C)
KOFRY(E Re > HOB R B H AT A By B R B B e M (B
BB T~ & & B (Inclisiran) ~ {ROFFOR A ~ K ET M7
b2 — B % R JE O HY LT (8 A e

[0250)] AXFriHBREBERNRETAHAHERZ
FAEAWEE  EHTEBEERAL EZ BP0 EE
ANGPTL3 B [N Z gRNA) &k RNAG| & 7 #% B N V) B (1 40
CasHHGmHERNAS| HE 2 BN UM 2l - £ L XEH
T ZEFHT o B ATE Ba A LE B AT 2 s
{8 2 6 1Y 20 A2 07 B& (B 20 BE G AR ) - B A 2 4 o AT i AE B
W R HESGEE -Fad -

(0251]) bt (ol &8 "] — 2 B4 — 5% fE 204 5l
ml o HEE&ER - R R IR E B sl A E AR T
Z&EEM o R EEE - WRHEARNN - WRERE - WK
RNAZ 1 - AN EDNABIE XK 28 - B E
Pl E e @A REBCKEN > BEEKEE - W

895221 55109 B - 3 169 EH(3FH:RAFE)
112107379 FERLE A0202 1123180726-0



202345910

BeEHE - s/ 8- L E T AR R E S &
DNA#H #Z e N VI EE /2 ¥E 45 & B ) &~ B =8 2 2
4 53 -

[0252] ft— 4 BB H i § & - =40 77 — 20 6 55
HZEAZH T RKREBAXMM Z FANSHAE - AR E
BZE A iR ASEELSKCaENEIH N E L - f
W M E TR AEEMGEORRBEE)E - SREHA
FEEBENHTFANRENH T  FEREBHRNEA D 2 F &
FERT P EERTEERE)E - WHET 2R
7Y & 0y B T 58 /Y & 7 8 (B W CD-ROM ~ w4 /7~ R
ABEE s SE) P 2B TFRHFEBBEER £ —8ELT &
RSB ELAGFAARESH S - H M A L8 & b oK
(Pl Mm@ ESRHE T 2 A - EEBE RV 2
— B A REH AR Mk o Ho w % 8 E R /8]
HZM@Eu THEHAEE - 0 EE % HUEGSSHES
Z e 7 AT A Bk A &Y A b o

g he Bl
(0253) DL EmEtm B A —ERERAETIE
B B o — 2 A B on o Bl JE PUAE A 5 20E B R & A 15
Fa < #iH -

" hE B 1
AF Al AL JE N E R B (NHP)F Z ANGPTL3E [N 45 8 3 K

895221 55110 H - £ 169 EH(3FH:RAFE)
112107379 FERLE A0202 1123180726-0
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[ 0254 ] [t & i 6 #& (1 0l & )& % Al %8 ANGPTL3 & O
H K R = B T e K P 2K BY Al A JE AN ZE K& B (NHP) (1 40
BEREW BT Z ANGPTLIE R 4 88 50 % -

[ 0255]) & 5F £ &F % CRISPR-Cas9/gRNAZH & - il {E
NHP 88 ORI & B £ ANGPTL3E H 1 & H = M B %8R B iR
ol E B E b (K HY St B BC 5 (lead formulation) o f# & &
SEQ ID NO: 4(#]#41 SEQ ID NO: 21)” gRNA% + K Cas9
mRNA Z 5 8 ok f + 01 5 FINHPH - W AE & EE % FE — K
NE/NGRRBE TR ZHREKTEREDFEREAL -

[0256]) W1 E3FFrw - B E 12T & T HE)
Y QEEY /AR IS 2 EE N2 AR3IZEE—F) -
pran > 18 Z NHPCR)EF IR S — Bl (B 402 mg/kg)
BHORAEE22R A E2E (P12 meg/kg)m B - fEFE 4K ~ F 8
R~FBISK -~ F22KR ~ FRIORKBI36RPEMFER AL -
II2H Z NHP(RDEFIRERNE B RHE - f£5F4K - $38
RCBISKREF2L2REEMBEHEAR - f HANGPTLIE H
B0k BE R B &S 0 WM A 2 R (ELISA) 2K {5 | A U
2 Mm% $ ANGPTL3E 0 H 2 &8 £ Ii {f F§ EasyRA 73 #7 5K
SR A 2 BE 8 % (lipid profile) -

895221 5111 B > 3£ 169 H (EH:RF =)
112107379 FERLE A0202 1123180726-0
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R3 : JERFESISENHPHT FERET

4 #
-l K% s | PSR
HEAG B4R B-10K - PURERER)
: ) FM-1746C 6925939304 | | : 4K - FBK - HISK -
(T6.02/RNA097) 6076075382 RRUFIREGEEAD) ~ F2OK - FIOK
e F-14R Q) - F-10KQ4D) -
) 5 FM-1796A 0113322743 | | BIRE#A
(T39.02/RNA010)|8101164842 SBIE EAK - 8K~ SBISK ~ PBNK
3 5 FM-1796C 7084909232 |, |86 1 14K - 10K - BIRE A
(T6.02/RNA010) |8956929929 SBEE AR 8K FISK - EnX
G E-14K0248H) - FE-10R(24H) -
4 5 FM-1746B 4796156004 | | i hamnn)
(T4.01/RNAQ97) (9427798992 SO AR - E8K C HISK C HE0R
5 2 FM-1796B 3434257266 1 HIE B4R - -10F - 1RGSR
(T4.01/RNAO010) 3539408714 B L AR B8R PISK C BnX

112107379

[0257]) B 21 8 /n /£ 5 140 NHP K 5 34H NHP = 2 [
WANGPTI3E N HAEGRE 2O EBLE - SR %
H5 > ff FJ M F AL ANGPTL3 % [ #J Cas9 mRNA K gRNA >
NHP 42 ANGPTL3/K - 8 & & /> - K2 k- {£ NHPH #] £
FHEGERDLYTONE 0% - Fl 40 > {F 5140 F 8 22 7
ANGPTL3E HHE B E G R FEMKTIPRI0% -

[0258]) B 3AGE ~A{E B B AT (& /£ 5 14 2 NHPZ
M= T HEKFNE - B3BGERSEIHS 2 NHPZ
M= EHE K FEEGEZTSILELIE - B4A%
BRI A& £ 534 F 2 NHP 2 fu 4% = & H i f5 K °F
M [E o B 4B{% 8 o~ L 340 7 2 NHP 2 [ 42 = g H h Bs K
THEGE OB LNE - BSAZESBGHE R EI]
48 (B SA) K 5 340 (B 5B)H 2 NHP ~ [ 4% = % H M 5 K F =2

895221 5112 B > 3£ 169 H (F4H:RAF =)

FEHESE A0202

1123180726-0
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BRE AN (B - ESCE ESDGE T EF 36K
¥ 46 55 140 (B 5C) R % 341 (B 5D) & 1 % = B f 3 5 K T
RGWE Y ESEEEN [E - EFE36FE > £%5 14+
BRI B R KT AR SEEEGS0%RTO% 153
4 ob 1 22 B IR K £931% -

[0259] % % % » ff F # % /£ ANGPTL3%: | £ Cas9
mRNA K gRNA » ANGPTL3E & B & [ % = § tf i fs K ¥
EF-E SR

" It 5 2
A Al AL BT R Hofth 25 B 41 4k h 2 ANGPTL3A R 4R 8 2 %

[0260) £ bt & HE B - L HF R H M8 E (& #E M| -
B~ B - B R ZE AT M 2 ANGPTL3E R 4 88 %1 & (] 40
A R B 4R 88 or BB o

[0261] HINHPHYZS E T £ > BERYE & B i
AT - B0 E A 24 B8 DNA - UG #E i fE A TIDES
o3 A B E HR A R M BR AR =R KR B A HE U BB R -

[ 0262] [E 6A%E [E 6DRE n /& A F 25 B 4H &% F =
ANGPTLIE: R 4w 88 A R AV E - 45 R KR » ANGPTLIE R &
EBRERAEAFFTEHEESNAEALMSEEAS T - £4E B H 2
NHPZ HF 48 BE & - i A K M B 55 = 1L &9 30% £ 65% 2 &8
> AfEHMSEME T RAEE LRIV A KM B AR
(Bl AE 0% 2 10% 2 [d) - [& 714 8~ AL % 140 & 55 11140 NHP
~ BF 4B B ANGPTL3E R 48 2 L E -

895221 5113 H - £ 169 H(3FH:RAFE)
112107379 FERLE A0202 1123180726-0
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[ 02631 1£ /& A & JK # 17 BT o) g2 0 5 BL 12 Bt 5 B
NHPHJ FF AV AR B8 & 3R - B 8A X [E SE{4 B n N i Tk ¥ 7
(ALT) (I8 8A) ~ g 1% o f& B8 (ALP)([& 8B) ~ KR X i ik 5 fig
(AST)([E 8C) ~ B & & 1 (ALB)([& 8D) k& & &L = (TBIL)([&
8E) Z AT T e Al &l Y B - fTEANGPTL3IEN{HE 2 & © RH
AMEIRF T A 2 BB E -

&

&

" it 1 3
ANGPTL3 gRNAFC J7 Z & LW 52

[0264]) FEMLE W ) » fENHPHF E T FEMHFE - &
£ 7 SEQ ID NO: 3(ANGPTL3_TI10 » #fl4#41 SEQ ID NO: 20).~
gRNA%r F K Cas9 mRNAZ A5 & Z&= Rk + 38 fC ik ANGPTL3
gRNAFL /5 - T & " CTX310, - f£5 — K& CTX310fc /5
LL0.5 mg/kg ~ 1.5 mg/kg ~ K 3.0 mg/kg” B & /K F & [ 60-
oy IVEE = DLE XE & 2 77 2 0 5l % 7 2 = 4 89 NHP(f]
WEEWBE))T - &40 NHPE & /U (F i M R 0o (@ g &
B o MEBEIFMRIHERTWREMLERELR - £5
3TRSNAT A F BE#S &l f i £ B 103 R T & HIBE RS H g -

[0265] K ECTX3I0ERMEEMH AT ERS X HE
BLoR B i B 1 F 41T 2 ANGPTL3 NHPH 58 B 8 — i &

N

895221 55114 B > 3£ 169 H (EH:RAF =)
112107379 FERLE A0202 1123180726-0
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x4 CTX10EBRUEFHEMFRLER

ANGPTL3#§.2 558 CTX310E Bt B s

AEF [ B syl 1 H 13 1{HH
B &K 2 mg/kg 0.5 mg/kg 1.5 mg/kg 3 mg/kg
[ 1 3 8 3
%ﬁggm 76 + 9 % 56 + 16 % 84 + 13 % 89 +5 %

7
Eﬂ%%ﬁgﬁﬁ) 53411 % 41.18 + 15.09% (64.76 £11.02 % [71.35 + 1.80%
g‘ﬁf/gﬁﬁﬁ 47 +21 % D6 +27 % 58+ 11 % 52 + 15 %
FEE R EHE 22 +4 mg/dL 39+ 11 mg/dL. 23+ 9 mg/dl. P25 +7 mg/dL
LDL(8{L%) FEEHE (NHPZELD)
B ¢ Sy {E+ SD

[0266) MAEMACTX3I0OEE Y EBERWBE+FERE
M (2 RO WE 10AEE 10D) - 44 & HEIVE
E = fE R E Bl & 8y CTX310 @ 0.5 mg/kg( & 10A) -~ 1.5
mg/kg([E 10B) 5 3.0 mg/kg([E 10C) « £ 5 37K # & i B 4H
o U EEFRSE - U EAEHSY B EA MR ERF
(next-generation sequencing) Ml & B #8 J & £ A | =~ 45 &8 /A
oo BAEFEITREFO0.5 ~ 1.5 3 mg/kgpk B B 7 7Y B8 77 7l
BoR A E 10A - B 10B -~ RE10CH - B EH L V5 E
+SEM - B 1I0DBE R $t W S G BEH L TR I3E A B E
R4miE W R BT - &SR RHE - ANGPTLIE R 45 8 20 3 1 #F
FEESNAEHLMBEHSZF - 1EHH Z&KBE QR (ER10A)
K3 A ZHmE R GERIOB)RETRWT -

895221 55115 H - £ 169 EH(3FH:RAFE)
112107379 FERLE A0202 1123180726-0
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RI10A * JRECEVE 2 $Ha% e AR R -118 H 251

4H % SHE4H CTX310 0.5 mg/kg | CTX310 1.5 mg/kg | CTX310 3.0 mg/kg
i | SD |¥HE | SD FHE | SD FgfE | SD
HF 0.06 0.01141.18 15.09 64.76 11.02 71.35 1.80
i 0.04 0.01 | 1.87 2.52 7.19 2.99 9.42 2.14
= [ 0.05 0.02 | 0.47 0.70 0.44 0.18 2.02 0.79
L] 0.09 0.05 | 0.09 0.04 0.10 0.04 0.18 0.14
g 0.04 0.01 | 0.09 0.03 0.12 0.03 0.23 0.03
= 0.07 0.02 ] 0.11 0.03 0.36 0.21 0.76 0.53
fifi 0.06 0.01 | 0.05 0.01 0.14 0.10 0.12 0.05
FsE 0.08 0.0310.19 0.20 0.09 0.02 0.18 0.10
SN, 0.05 0.0110.11 0.03 0.32 0.16 0.25 NA
PEE=S 0.06 0.02 ] 0.13 0.08 0.23 0.12 0.81 0.20

R10B - HREESTE 2 4HAK R AR R -3 H 21

e THE |SD |¥HEE |SD | %&E | SD | F5E | SD
iF 007 1002|4189 1637|6443 |546|63.46 |3.85
i 009 10081062 1006 1302 T[12 (779 |2.18
014 J012]0.16 1002 (051 014|222 |136
=g
i 052 023|012 |008 [015 1003|028 |022
O 007 10031023 [018 [026 016|020 0.5
2 006 10021015 |01 051 033|083 |043
B 011 0031007 1003 [009 [004]025 |01
i 007 10021038 1001 024 [013]036 | 003
= 004 0011016 1003 (036 021103 0.03
T 029 1035009 1005 1008 1003|068 |082

[0267) B 11 R FESERAAEMOS - 1.5F3 me/kg
CTX310E H ~» & B FE Ay I 40 Bl 7 ANGPTL3 B H 4R 48 ~
Hoaotk - ZRAFFT Z2HFINESE - B 118~ {LNHPH B &

KA R EXT70% -
%5 1 PR ANGPTL3ER i~ FH53LL

0.5 1.5 3
mg/kg | mg/kg | mg/kg
31 66 73
51 49 69
26 72 71
57 73 72

[0268] FoKIE 12AB ~BL B IRAEMIE - A=A [

895221 55116 H - £ 169 EH(3FH:RAFE)
112107379 FERLE A0202 1123180726-0
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Bl & By CTX310(0.5 ~ 1.5k 3.0 mg/kg) e H 2 & & i 1&g &
ANGPTL3ZE G E 2 MK - £TRE 12BEE R CTX310%
M BBEEANGPTIIE O HMHFEKFHEHGEZH
THEL BRESGEEMT=Z=XRGE-13R)E TR (E-10
RIKE 1R (4 &A1) ANGPTL3ZE 1 E K FE W FHE -

%6 : ANGPTL3 /482 [5'8 /KE(NG/ML)

S BERT R B
F-13K F-10K B ESK | BISK | F29K | FITX
HEgH 56 50 76 80 54 62 62
0.5 mg/kg 60 50 72 39 33 29 27
1.5 mg/kg 60 50 47 11 7 7 8
3 mg/kg 45 32 35 5 4 3 4

71 ANGPTLIMAEE O H/KFHAGEZ T L8 (b

F8R | ISR | F29K | FITKR
palietaE] 40 -9 5 7
0.5 mg/kg -34 -46 -52 -56
1.5 mg/kg -79 -88 -87 -84
3 mg/kg -85 -90 -92 -89

[0269) [B 12A% 12B# %= B 7£ CTX31045 # ~ 7% » [
HANGPTI3IE O H S BRI EREMHERFE MK - £ FH 0.5 mg/kg
CTX310/ B .~ & % fi J# & ] % | ANGPTL3E 0 8 8 £ 4
R 4956% » HAEFI 1.5 me/kg 3 me/kg CTX3 105 B >~
BEEWMEFTE ZIANGPTLIE O HEHEREFREI84%E
89% (% R [E 12B) o [H 12C {4 8 7= /£ CTX3 10 B > 1% 5 37
X BEWMEFE L MBANGPTI3IE O EHEGE 2 0 2tk
B E - B 12D& 8~ M )5 ANGPTL3E B8 2 1 47 b &
fbeyE » HFRHFEMmME ANGPTL3ZE 0 H FE & 90% - [& 12E
HERACTX3I0E M 223 A » 8 E W E 2 m 4

895221 117 B > 3£ 169 H (H:RF =)
112107379 FERLE A0202 1123180726-0
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ANGPTL3E O EHEHEG L 2 H oL BV E -
[0270] B 13AZE B 13CH BN =1 F BB &
0.5 mg/kg(lE 13A) ~ 1.5 mg/kg([E 13B) k& 3.0 mg/kg([E 13C)
Y CTX3105 B 2 & - & 8 % 2 i 4% = B & d 85 K7 (8
EGEEL UL BLENE - ZESGLEEREAT X
(B-10R)H)Z =ZBHHEBEKVERAEFSIRGER ) Z BT
MBS KSFRY I E - RS8R IE 13D /R /£ CTX3105 B ~ 1%
F3R > BEWRMBoMBF=MOHEKFEEEL 2T
tE# (b - fE5H 37K > £ A 1.5 mg/kghk 3 mg/kg CTX310fC J5
R NHPH B £ 2 = M B K F 8 & & i fF K88
50% - B 13E4 B ~AECTX310FE B 2 % — [ H » M5 =&
THEKFEEGE 2O ELNE > HERHILE—EAH
i F =0 H W EE® 2 FE&>50% - B 13F% [& 13H4 = {F
A= AFAE : 0.5 mg/kg([E 13F) ~ 1.5 mg/kg([E 13G) K
3.0 mg/kg(B 13H)AICTX310E H ~ 1% > BEWE 2 M4 =
B H H B /K 7 (mg/dL) - [ 1314 B R £ CTX310F ¥ 2 1% 3
A =Z=BHHEBEKTEEGEZ 2BV E -
%8 1 =R HH R R E Y E A

& 2%
i 0.2
0.5 mg/kg -26.1
1.5 mg/kg -57.7
3 mg/kg -51.5

[0271] B 4AGE ~E =BT HBEFEKBELFF 2
ANGPTL3RENFE O ot 2 MY B e M/ [E - B 14B{% &4
N AE ANGPTL3E H & [F K B 4L fiF 7 Z ANGPTL3 A N 4 ¥

895221 5118 H - £ 169 H(3FH:RAFE)
112107379 FERLE A0202 1123180726-0
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Hotb BB HBEMENE  ZFE&REH > £ F 2
ANGPTL3E: N 45 48 3 R ¥ = B O 1 B /K °F & ANGPTL3 &
HE K 2 fEEEEMERB -

[ 0272]) 1£ 06 & AU & 75 & 17 BF 2 88 A1 &L DL 2 it F B
NHPHY FF HY AR B8 & 3 - BB 5 R CTX3105[#2 ALT ~ AST »
ALPRIBEAZ 2B EMBUHENREE A - £% T 2 %& 4
FER T 2% 14K) - REHE )2 B NIEE(E20A2
E 21B) - E20AELE20BF i 2 BB G K E FERE B
FRFEHGBGLBEYEWN R (2R TXX) ME2NAZEH
21Bf4% 2K B GLPHE Y 22 bt JE 1Y B % -

[0273] # {7 CTX310” JE GLPHE & | & & & 5 M 0 3¢
(dose range finding toxicity study) o [t iff 5 1 #% 2% & M 8¢
HE HE - ET3IEANEEREHENRT - U EE
REERCTX3I0E B EREF 2 F W% (FGEGLP > F11) - [
HAZKBLEERER BRHEEZ (MEZ - @WFEL

’%‘&;%%ml) H:\L/H\ECG &Zﬂéﬁ&/ﬂo
FA1 - Tl e = o i S e

SR e A AR S FE AR IR

HEAKE  |[(CH) (1238)

WRAME (meke)  [HEE (WM e WEME 6

bl 0 2 2 2 2

CTX310 (0.5 2 2 2 2 BRI ~ B - e -
15 D D 2 D IME(LER ~ B ~ HEAHARER

L EE

3.0 2 2 2 2

[0274]) HEWFFRIZ A S INRISL T - 2 F B &K 5|
CTX3IOM B EFBERE R B EEL - WE20A% [E20B
Fon > LA 1.5E3.0 mg/kgfy CTX310m M Z gy - & &

895221 5119 B - £ 169 EH(3FH:RAFE)
112107379 FERLE A0202 1123180726-0
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IR (bl - RSN - Wik EE)
EMEMREN Z A BEREN - LFEEMALEBIRZERIE
B > AEESREM oMK > WAHBISKKEZEZRKT - IE
ALEKTVEASO mg/kgdl T & - HAEFISKRGEZH K -
TG/RKFAEFHIRAE3.0 meg/kgdl 7 Z 2{H &) ¥+ = &% I >
BAFSSRAEIFKL - LT A HCTX310@ B 2 #Y) F
KIPERBEEBEBEKPFEHEREMWRBEE 2 BV - 2AE
fof I iR 52 B ¢ M 2 8 < CTX310MH B & (L -

[0275] #£ 7 fE 1] 55 -6 K H [ i FL ECG#| Bl [E — =
ARERAEB28REM — K KAEBTIRBE — K - LA FE T
et <M ALCEBEEM R EE EHAEBERE - £EM
BlIE/KFTFTHRSHGENEKPEERY  LBEHERLEE
FEHTZSE -6 R B M K A2 &5 BE 1R S5 28 R R S T9RHY V- 35 E B ¥
R 2t - EEMHEKRKTFT  HREREINHLELZ
CTX310MH B &£ & -

[ 02761 1t 8 o ke &% Hi BE 2 ¥ 1w 5 39 U0 SR 4H &% > 19
E o UifERHEESEE - EARMEI1I2ZBVFE T > £ KiEBRKHE
£l (gross pathology) S &ss BE EE HFEI AR B H 2 R % % H -
AEHEEHEEHREWNETFLERNVESG R TEARRE

(minimal mixed inflammatory cell infiltration) ” B — F& ¥

mEH SR R EEE3 mg/kgll T Z ARG (5 H A
TH VAR g Y > 3 mg/kgdl A 4/4R B P o HE 3% 3R B
MR AR > HREWE RMER - HERZEFEREK
BEMEAE—MAR=ZHANREREIBPTHL - £K T 2%

895221 55120 B - 3 169 EH(3FH:RAFE)
112107379 FERLE A0202 1123180726-0
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7T LNPR AP Z W5t B 3R > KRE 7 WY LNPAE & 7 2 178
N E E R IR

" i Bl 4
LDLZ ¥ EER AL FEN 2228

[0277]) 4 - LNPH A M40 A = 7] i B5 & & JC E-fi&
# [R5 & 3 *Z f2 (ApoE-LDLR)E( N-Z g & -D--1 7L g M /4%
g R B B 8 2 fS BE 1€ (GalNAc-ASGPR) # 4 © ApoE-
LDLR % 1€ & 2 /&t H 12 i 48 B k 7% /£ LDLR il GalNAc-
ASGPRE % 7 B {F 45 B 2 LNP | £ 1£ GalNAc - [t % §§ K #
FEMESEEEME ERLNP GRS EE - R B
EHEEFBEZEE —BRYLDLRZBEAER BE S T A
(HeFH)=( [F & + & (HoFH) - {f i dl iz £ 4£ LDLR-A fF {£ &
BT HBFEEHFTREMEETERLNPZIBE - BN
#, o B ¥ GalNAcHf A FILNPH » L & [ GalNAc-ASGPREX
& ¢ ff LDLR#R [ B 28 & 2 #& I -

[0278) fELEMFI+ > HEEHE/NEANGPTLIE
A~ gRNAHY & B LNP# 7 2 /) B LLH E & & LNPIE ix £ B
% B 3 7 LDLZ B8 - #% B¢ — f LNP(RIV-000005 & RIV-
000006) DL 75 GalNAc-ASGPR & i ¢ ® » — f £ B A
GalNAc(RIV-000005) i 5 — f B 5 2.5% GalNAc(RIV-
000006) - % = fE LNP(RIV-000004){4 F§ ALN-369/DSPC/ &
2 /DMPE-PEG ¥ it - RIV-000004 & %I & {& ApoE-LDLR
MmN EKAEHEGAEEARAE S FRLDLRE A Z /NEF A E

895221 121 B > 3£ 169 H(EH:RF =)
112107379 FERLE A0202 1123180726-0
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AW - T A =MLNPEHE & KAl 2 8 E /N ANGPTL3
BN Z 0 F gRNA K SpCas9 RNA - {1t It 5 jit § F =¥ & fc /5
RIV-000004 ~ RIV-000005 % RIV-000006~ ff & 4R &5 37 2 ~
im#% ANGPTL3&E 5 & KV ~ K4 E K -

[0279]) HE M FHAFR T EHELTIE - 4258k -
B fE208 25g 2 IR MEME /NEE - 21 & CSTBL/6J B B 4= AT /)N
B (JFE 7 95 000664) ~ 258 B6.129S7-Ldlr'™'Her/J8 LDLR KO
/IN B (LDLR-/-)(J&E F 3% 002207) ~ Kk 25 LDLRE & + #
(LDLR+/-)/N & B ¥ H The Jackson Laboratory(Bar Harbor,
ME) - LDLRE & F # /N & {4 H The Jackson Laboratory(Bar
Harbor, ME) % B (b 7T W& Il #& 1 & CSTBL/6J B B A& W & &
A LDLR KO/N B 32 X fic ¥ A 2 & -

[0280])] s N E ek st & R RIF -

895221 55122 B > 3 169 H (EH:RAF =)
112107379 FERLE A0202 1123180726-0



202345910

R WA

Bl skl B
AR IJEAA LNP fit 55 : RIV-000004, RIV-000005 & RIV-000006
4H T A w5l - BRI R T2 me/kg
i R /NErm A BEAEE m)
RIV-000005 WT 3
LDLR™ 5
LDLR"" 5
RIV-000006 WT 3
LDLR™” 5
LDLR*" 5
#fig (PBS) WT 3
LDLR” 3
LDLR* 3
W52« FEIRAIRE T 1 mg/kg
M /NEh AR M)
RIV-000004 WT 3
LDLR” 3
LDLR*" 3
RIV-000005 WT 3
LDLR” 3
LDLR* 3
RIV-000006 WT 3
LDLR™ 3
LDLR" 3
$ (PBS) WT 3
LDLR™" 3
LDLR*" 3
G Tap EasyRA[MAE5717 : LDL%ZEE?H‘)‘EEH‘@KSIZ
TIDES AT : FFHh 2 SiEsacs
mANGPTL3 ELISA : fEEEmANGPTL3%E '8 KF

[0281] fEWFZE 1(2 R FIMRZL))F > 47 F 4 A
K. LDLR&E [A A /N BB 2 mg/kghY RIV-0000055 RIV-000006 -
4 BE1R 96/NBF o K BUR SE o FR SR 1R 07 B U B AT R 1 #E DA
N E 4% 45 W R~ R mANGPTL3/K 7 K = B H M Bs -

[0282] [E ISAZE [E I5CHh &8~ EA®EE /DR
ANGPTL3 A A 2 gRAN 2 _#E #l /m M B B & oKk i + (RIV-
000005 & RIV-000006) & ¥ >~ ¥ 4 # (WT) & LDLR" /N &
(Hom) F 2 Bf 1 2 45 #5 % & (E 15A) - Angpt13&E 5 & KT
(B 15B) ~ R =BT HEKF@EISORE - fFd 2482

895221 55128 H - 3 169 EH(3FHRAFE)

112107379 FEHESE A0202 1123180726-0
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R (% fE 4 B2 1% 96 /N BF 35 (B TIDE JH| & ([& 15A) - fi§ 8
mANGPTL3 & [ & /K F {4 # H ELISALE A7 Ut % 2 M 32 & A
dOH E (B 15B) o (i #F = B T Od B A& e P U B 2 i AR FE
F EasyRAM & (& 15C) -

[ 0283]) £ 4 T RIV-0000053% RIV-000006.> B 4 #I }
LDLRiF A 2 /N B 2 8 22 3] o] A3 L A9 4R 48 20 3 (B 15A) -
PlRE N R -2 > HEPRARERE ZH K > /63 mANGPTL3
E OB R4 =8 E LNP-45 2 2 /)& o 15 (& (K (B
15B% [E 15C) -

[0284] MMMl fEHFE2F » &8 T8 AW K
LDLR&: % 2 /N . 1 mg/kghy RIV-0000058 RIV-000006 - ¥
— F S By WT R LDLR R f& B /)N B BT 58 4H 45 T R1V-000004
LNP o fE45 85 2 2 96/NIF » & & B B 56 < B SE & 77 B U %
B R i 2% DLOADGE 45 88 20 % - 7§ BB mANGPTL3/K ¢ ~ =
M FBg K LDL -

[0285] [E 16A % [E 16Ct4% 8~ /£ I B A # & /)&
ANGPTL3 A A 2 gRAN 2 = HE #l /m M B5 B & 2Kk fL + (RIV-
000004 ~ RIV-000005F RIV-000006)F M > ¥ 4 # (WT) &
LDLR/\ B (Hom) H 2 B #1245 8 % 3 ([& 16A) - Angptl3
& 0 HEKF(E16B) ~ & =B tf h fis K F (B 16C))AY & - AF
o 4R R R R4S BE R 96/ 5 I TIDEH & - 18 I8
mANGPTL3%&E H & KV (% # h ELISAE Fr U & & 1 5% £ A
O E o i B = B B OM BR G fE P U B 2 AE h EEf
EasyRAH £ - 1F F§ RIV-000005 & RIV-000006 & ~ ¥ 4

895221 55124 B > 3£ 169 H(FAH:RAFE)
112107379 FERLE A0202 1123180726-0
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A B LDLR & B B /N B B HN B 0V R B8 30 R 2 A 2 2 (F
16A) - #ZATfi » £ 4 T RIV-000004 >~ LDLR[E & F # /N & &
FE EFEE > TR ILLNPALDLRA F £ 2 &M T X
# & B - 18 3 mANGPTL3 & [ 4% = B8 H i fis > [ (K 821 45 45
BiE— (B 16BE [E 16C) -

[ 0286]) 7l & W 3¢ 28) ¥ ~ (i #% LDL /K F 3ff 8 o~ 7?
16D+ o LDLK ¥ {4 ff F§ EasyRA M & - 4L & & & L &
EasyRA¥f LDL Y {5 | #& [R 6mg/dL -

[0287] E 16EX [E I6HE ~ L 1l A 2 & A~ A
WM 2 LDLRE & F+ & /NE F 2 4 8 % F (B 16E) »
ANGPTL3/K - ([E 16F) ~ =B T M Bs K 7 (B 16G) ~ ; LDL
K (B 16H) B 48 -

[0288] % A4 A /NE £ K HAK/KFAYLDL - H ¥ 4
BNE 2 LDLEI 2 E GEMEE L N (BB RE ) - LDL
ZE G TR 4 LDLE A E B S E M E > i oK
MAGBDLEMENEEEHE 2 HWER - LDLRZE & F
B dk e BB A LDL/K SE B B 3 fim - A RIV-000005F: 3 2
e FRNBEARZMBEKEEEREEMNHEBLLT - A
RIV-000006F ¥ ~» = &€ /NEHH ~ & HA M4 LDLKF
FEEREEMERLT  H—-E/NEEH ZLDLAKF B K &
HMoyE&aGFHNE—2 - EEXE - HASLDLKF Z/NE
BE AR ZLDLAKFA/NE ZEREOE &SR - H
4 B BUPE — B 0 RIV-000004% B 2 [ & F & /) B 8 s i 342

LDLZR [# (& (& 16D) -

895221 55125 H - # 169 EH(3FH:RAFE)
112107379 FERLE A0202 1123180726-0
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[ 0289]) & & Pyl > £ W (& B 58 & > A A SCRT it ~
LNPHC /5 a ¥ 2 % 4 A /)N B ;2 LDLRE f& BN B B8 o o]
EE B9 BF " mANGPTL3 45 #8 - H i 5% GalNAcE & F £ > 18 &
NEANGPTI3EHE R =BT HESREK - IkFH
B 45~ > F8 BC B B 18 GalNAc-ASGPRI HY B 18 Z LNPA{E 2
a T KEE 72 LDLRE: B AR E fH A% - HEER
il GalNAc - fi 58 fc Bk & 7§ ApoE-LDLR# HU #% € 2 LNPAE B
A E & F 8 LDLR&E & Z /N B 1 i & o

" it 15
11 B PR B 58 o 2 B o= MR & A R HE Br 2 A
[0290]) It & jir f#5 i W B Rl B B & 2 9 A K HE R
Y JF BR i 1 B s R 2B Rl - DUl E AR SCRT il 2 B BB 57 2
Z &M R IR -
[0291) gy A BRI AT EEUL TEAF 2 —KZH - 1F
— S B BEHAF - EE AN E A LT & A 8 4

B2 BRBERTEHER
[0292] 1.5 ik >185% R <75p% : 2. R S 1B Bt F | A &
AES  3EZHAEBEAFEUMEFLEEZME - M

= TG/K F (>300mg/dL) & /5 & LDL-C /K SF (>100mg/dL) (¥
7 ASCVD B >70mg/dL) & 5 JF HDL /K - >160 mg/dL & /5
ApoB/KF>100 mg/dL” A0 & 52 AT & & © 4.9 2 W fth )T 2 (&
B ER N ERB ELESIOR AEEER £/ 26F 0 A
HEBEHERREITHIEZELGFREER(BEBEMWRER

895221 55126 H - 169 EH(3FHRAFE)
112107379 FERLE A0202 1123180726-0
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R H R /2 Bk B2 (bempedoic acid) & /B PCSK9 ([ F] 28 i
B P (alirocumab) B¢ {X X Z & H #1 (evolocumab)) K / =
ANGPTL3I({R R BEH) Bk fi I E H & )6 5 5.# 22 PCSK9
HE TFHERNARKEZ(RSY B2 BAHE & F & MEE &M E
T EEL AT EMNE VISRV EEHEASH LN 5 6.
TR AREEEERELSBERMT  WREBERKHE - K/
B¢ H K i B K /B PCSKY K /8 ANGPTL 3 i %l ) AY ([ #2 1 &
BEHT 0 H TR E 4 B >30K H AR 5T 2 B 08 H 5T E M A
EEEEMN: TEREEB N 2B (W &R > HRTE
FTEREDV-WHE  REZKEFRIFOREYE EHFH M
FRE AR EEEEFCTX3108H )X 2 & £ /D 1F M H 0K
ErFmER LT H#2ZN(ZE)RZ L 8. E I f: %4 &
REPHFENF A - BFTHE - Bzl B2HEM - RHE
s @ ROBEAE TR TR L BRSEEZISE L
=W R @& B -

[0293] R EAMRENER  AREABGBKELT
FRAl 2 AER PEBRER © 1LERA M2 b8 H M EKRNLPLK
GPIHBPI1ZE & “ FCSE & ; 2. £ M 5 ¥ (CBC) : IE% H [
Bk 4 g (WBC)<2,5001E 4 At /mcL ~ [l 4T % (Hb)<11 g/dL(5
M) Fe 10 g/dL(ZL M) ~ /) i) 51 B/l 72 <100,000/meL 5 3.1F
W@ E TELh REXAEBEEKE - N KK RE>IE
® FR(ULN)R2fF » 484l ZE>ULNRY 2 > 5 @ B
e B PR B RS (B MR AR (L L E)>ULN®Y 1565 » 308 4 L
77 % (Fibrosis score)>2(NAFLDJE M 7 B) : 4. H Al £ A (fk

895221 55127 B > 3£ 169 H(FEH:RAF =)
112107379 FERLE A0202 1123180726-0
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& BRAMECAE BE S 1R 2 365K N A B (F 7T BT 4 A B
Z/MNFERNAKEBEEZHR T ° 5. H A A (KR EE
B M AEEERED - UREERRARAESE 1K 290
RWNE A BIERBEERGE AT 5 6. (£ & 230K AN =D
R EY ZSEFrEHNEGERLLIBRERRE BE)S BB
SMREY/ELERIER  THEODEZTRLEBE > L
B A0 E BT I 9 B <50% 5 8. HEAY & R B R E Y LR
BIOOESIR24BANR LT DR B IRIE R > 8AEFH 1
R AT24H N % £ CNSH E ; 104835 1 XAl 128 N % 4 =M
BE i R 5 11. 24 (H s B 45 Bk 8 J8E 3 <60 mL/min/1.73 m?
2.2 B & B WO 2 B B R ORI A AR RO R & B FR >2+ 5 13,
M PR & R E 0 BEAL M 40 & (HbA1C)>10% 5 1478 I %
HEABERNREYREHN S A ABTFERZ ) I5.EEN M
WIESE 5 16K RERZHRBER S 172 EEN
mF & F W ur #l #] % (selective serotonin reuptake
inhibitor) i} 22 =0 18 M = 5 1 & 'E 4 & BF & J& (chronic
systemic corticosteroid therapy)/GE M EF ; 18. 5 AH H
BEREEZ/IGEEL GRS 19.8 /i H T 2 EEE KF
WER B @B REBEEREE L > HEE/E1EH
EIAA>30KRARE ;- 208 NBERE R 2K F-1HIV-1)
B HIV-2 ~ B B 2 % & (B B R #% 0 §1 88 =0 &% BE A &
[NAT]) ~ sCCHIBF R 95 8 (NAT)E B 25 1 © 21 & o
RANBZER > AU RE RS FE BT 5 sE
V) g oK R AN B B B9 fE R BR R BCCME ] BR PR R M S e G HT BE

895221 55128 H - 169 H(3FHRAFE)
112107379 FERLE A0202 1123180726-0
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BIEEARK - HBEEYE S P E & RS (CNS)E
R BEABRKREBEEZZREELNFLABR EEE 2R
BEOE Bk MO S~ B R MR RE RE 85 BE S 0 22.{F {7 5k
AIECE RN EMEBERE AN REXRBEE 22 EF £
WIE - 23 2 Eem ALH ot 24 iR B RFE B N E AL
R Rl (A ) i = o - R [

" it 1 6
LH B 5% 3% 51

[ 0294] [E 17k B 18581/~ $F H A LRt Z ANGPTL3 %
N 4w #H R KL+ (P CTX310)H 2 — = % & 0y 1B 22 £
Ko 52 M BE R B FE - R fal B THIOE 5 2 48 /AR H & 2
o M 2 2HIER PR B 78 Ay JE IR &l M B R M s st o AEE 1T R
B 18F » fE2H T EERNEEEIZ4RBENIZ48FEH A
R 7Y ¢ BR PR B Bk 585 5 18 L0 I B &= 9% (ASCVD) ~ [ & F &
xR M BE B R ORE (HoFH) ~ R & 7 Al 2 ik Mk = IE & B M
it (HeFH) ~ 2 i M ¥ BE fit A 1 fE IE 1% BF (FCS) ~ £ H T 5
FE KL 9 O 18 BE (MCS) ~ 5 1% 3R & 1 % FS 0 K (FCH=
FCHL) ~ R U &#f 1M iE & B (MetS) ~ H fin (5 2 81 ¥ fk /%
(T2D) ~ JE B & M A5 B i 9% (NAFLD)) - HoFH & FCS{& & F
R - FEISETIS(EfE) > B HEEMAERE > &%E # <2
mAMZHENTHEREEE  SBKEFEHTRNEIE
BEHEACCRAHATE M ER L MWE L FWFEME & KT
Y TG & /=% Ji HDL-C[f 5 LDL ~ VLDL - IDL + & Lp(a)] &/

895221 55129 H - 3 169 EH(3FHRAFE)
112107379 FERLE A0202 1123180726-0
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s ApoB /K - 0y (H 8 ()5 (1 FF A2) - % R AV HeFHZE & u] &
#& LDLR ~ ApoB ~ PCSK9F, LDLRAPI -

(0295] e~ ERBEHM+ > HEBEIT - FFE
LNP {8 fd ~ CRISPR- 5| & RNA-Cas9 % & Mg /£ A + Z

ANGPTL3 Z 8 W 4 B8 & %

b~ ERE ZEEMEWRE

LU 7L % 28 0 38 2 & (& 4 ¥ 22 B & (optimal biological
dose, OBD) = & K M % B = (maximum tolerated dose,
MTD) - K #& M1 &F ff ANGPTL3/K 2 5 o tE (& K iEE £
Hoot FREKFFEEN - PR EEREE AN T
K130 - E23F B ORIEMRAMEHA T sEE -

213 T IR E R R ARG

TEHE

T

FHE ERRI I ERY CTX310 /B F#EA
PERE MASEFA TS Z TG /KFR/ETT
=< 3E HDL-C 7K R /2182 ApoB 7K
SV Fe/8% LDL-C 7 ERg o 2 2 M e i =2
PE -

AE > %4 % » fu$E TEAE ~ AESI ~ & DLT
ERR 8 2 2= R

KEHE

KL,

iFE CTX310 Z R

TR ER SR - 1E 26 & 52 #HF TG - ApoB ~ JE
HDL-C [£1#% LDL ~ VLDL ~ IDL ~ } Lp(a)] *
S HDL-C 2R 7 b1k

#FE CTX310 2 PK

LNP 7 |fi## /K - Cas9 & HE 2 MAKF

#FE CTX310 2 PD

ANGPTL3 JRE bt MR AN B4R Z H 7
LEE1L

DLT - MIERHIMEEME -

AE A RS TEAE > JERF 2~ RS - AESD FialEEEER T+ RS0

[0296] w0 [ 23 Fyom - A $2 it {8 48 O fg 23 & B2 R /
B P 4H &% B o O i 3H [E B Ko /EC P 4 &% B {5 A IS LNPEE BC &
2 4] Tx (Onpatro, NTLA-2001% Verve 101)DL 4 & % ¥ &£ &
(IR) R LFT Z f2 8% « N FEEHE - L T % 128 H

895221 55130 H - 3 169 H(3FH:RAFE)

112107379 FEHESE A0202

1123180726-0
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HEHESEUEEZZAREZEHAE - R EEEZ NERFF
(AESD) ~ Rl E2H w2 - RN RAFEEH - &
FREALLISEEHBREENMAT S -

[0297]) #£ — & E W T » CTX310 2 18 % & ¥ K iy &2
ME B 72 5 A B A B PR B AR 59 5 68 b0 & = 9" (ASCVD) K
W =B H R B (TG) /K K/ 5 iy & & E 5 & & IE [
BE(LDL-C)KF » Bl H AR E A &#H G 2 B &+ 17 (E
17) - EBIRASCVD#i E R B2 B ok #AkO iR - O
MEFER - FE - NEEHRERREE - Pla - BFA
E 7 TG>200 mg/dL » LDL-C>100 mg/dL -~ = W & 3£ 5 - £
BHAAEIBETORE LM - £ —HFMN T » CTX310Z 1% &
MEEMZEHRRGEBEAHEEMEETORELT  FfAASZ
KA KI8T & 2 ApoBIK *F R /BT m £ JFHDLK P 2 B &
FHEATELIS - flw s F—®FERT BEHREA  NFE
E # 9k HDL-C>160 mg/dL - TG>300 mg/dL - ApoB=>100
mg/dL - B H 4 & -

[0298)] #HMMERLEESE T - ZELOEBE - KB
M2 2giEmE 0 R LDL-C» ApoB K JEHDLf& it &
CVDJE fr (B K V30 « 2 o DL N AE T & 149 B om A S 4
ANZEIEE - #1EE®EE ° TG/K>300 mg/dL k& /= LDL-
C>100mg/dL) (=% % 5 ASCVD & >70mg/dL) & /= JE HDL K
>160 mg/dL} /5 -ApoB7/K £ >100 mg/dL -

895221 55131 B » 3£ 169 H (FEAH:RAF =)
112107379 FERLE A0202 1123180726-0
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112107379

%14 : APOB K JEHDL-CJis{H 4%

LDL-C LDL-C JE-HDL- | JE-HDL- | apoB apoB apoB (g/L)
(nmol/L) (mg/dL) C (nmol/L) | C (mg/dL) | (nmol/L) (mg/dL)
1.8 70 2.4 93 1.8 70 0.7
2.6 100 4.1 160 2.6 100 1
3.5 135 4.2 162 2.7 105 1.05
5 193 *5.8 224 3.7 145 *1.45
* FrEEE Y (E (REFREREIT H12021 CCS FHISFEFT & 2 BSEE 2L -
BUTREBIEMT T ZERRELDL-CE SR E T4 -
LATHR AR TAABILE -
[ 0299]) IFE & TG/K F {4 <150mg/dL(1.7mml/L) - &
=5 KFEFH1502 199 » 5 £200% 5000 500 JE & o ¥ A
HoFH > TG/K = >30010 ¥f A HeFH » TG/K F 8] {4 >130 -
[0300) ff—&FX T BEHIMT - REZ KA
K I8¢ PCSKOHI f Kl ~ — s X M e gl G E KB - /£ — L&
BT &R > BFECEZIMT - RFEEZHRA K/

st PCSKOHI & & >~ — =5 %

T

895221

>30K H 7 & #E Al

Z PR AR R IR & (B

FEHESE A0202

2 /263

R:

2t s M

A W JH B
T AT

AgmEaREDVIZHE - £ — %%
EEBRAHEAMEFMERE - £ —®FEXT
i T2 @R HEZHMT 2 RARMZE
By ¥ M ML0T W 2 A B
FMAMENFWZ AR -
EFHEEMRATH KA
BEREE KT Z@EE -
[0301]) 2 #r )T = (8 /S 4£ &f 2 i 20 7H 12 &€
M E R PR IR EE o] A

it %2

I & - 205 B #50
iz [ fe B ¥ A A 5 B At T BT 2
EE A A E T A
FZHERERX T RZEZINEZRNH

8K

Z/\ zaz

fie 2 & Ok H R /8 AR
Mz Ko /2¢ PCSKO(PT A 28 JE B §i 3¢ ik R & &8 B 1) & /5K
ANGPTL3({{ % B8

iR B A e

5132 F » 4 169 H(HHHRHE)

o

1123180726-0
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[0302] # ZPCSKIE E FHERNAFE EZ(IR Y )2 &
AEE&F S E D E 2 @A 0 AT E A2 /D365K
WERIAHZBEEEFEHENE

[0303] fE A A FE o » 1T B KA &= & 0 3+3 - & %
ZHEEKPERPRER2T - EPRERKRKMERMES M
3mg/kg& A E & KRB ZE F £ B K fE /K ¥ (no-observed-
adverse-effect level, NOAEL) o & 3mg/kg{4 % GLPH#f ¢
2~ FH W] NOAELHF - 3 M & A9 1/3 /0 F 1/1009 % & {4 &
=0.1mg/kg# {6 B & - E 1 &% GLPHF 58 & Hl & <« NOAEL %
Img/kghf > 1/3 % ## £ fZ (allometric scaling)$# 2 B ~3{Z 1y
Z 2 HEB=0.1mg/kgiL A I &

[0304)] B v ZeMEHNREMEER - £ H30K87 Al
8 R & 1% %5 1£ (dose-limiting toxicity, DLT) = % 35 1% & M
Wi LLAE 38 = F — (i & & /K °F (DL) - It i fr LFTHE # 17 T —
(& % /DLE] Tk 18 2 B & K - o] 2 5k 1 28 Al & 7 B 1%
BE 1 gE 28 AU 2k ok Br (8 88 - f£ &6 2& I ALT/AST>IE # B[R
(ULN)HY 2% » BCHE 4L = B >ULNAY 245 » B0 E: 43 5% 1 18 IR 0%
A OB BE M % {b EE {8 )>ULNAY 1.5 /% » B0 4 4 (b & &
>2(NAFLDJE ¥ 7 8 ) - 1£ & 5% & 05 8] B 0% 85 B LFT K A
M- FamEl 234K F1-2-3H; F30K: RFE
2~3~6~9 RI2{8H - {¢ & A8 A HEP M HEE R K5
A AEMBE WEHEARERLFTZ & -

[0305]) 1HIHT 78 & — 20 % (i BY &% 3BE o] (% 6 {f 5 4% &b
(3@ H ~4H ~5@H ~7HEA ~8FEH ~ 9 H ~ 10{#

895221 55133 F - 3 169 H(3FHRAFE)
112107379 FERLE A0202 1123180726-0
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A~ 11 A - sC12{f A 4% Bh) » #l 0 LDL-C/K P 2 4% Bh &
K% 70 mg/dL o f£ — & {F N T > LDL-C/KF 2 & B (% K
% ¥ 80 mg/dL - 75 mg/dL - 65 mg/dL - 60 mg/dL -~ 55
mg/dL ~ 2,50 mg/dL o £ — 4 B #5 & i ] H - JE HDLZ 4%
BEHAAELDLAKY 2 E4 ~ £/ ~ £ /D420 mg/dL ~ 25
mg/dL ~ 30 mg/dL -~ 35 mg/dL ~ 540 mg/dL - {Ff — & & ¢
Yo EBEHEAREZE=-M@EAH WEAA--A@BA - NEAH -t
@A~ @A @A --+@EF - +—@EH - +Z@EAH -
A BEZIFEM -

[0306]) [E 19+ & or & 5\ Bl £ & W & R (00 128 %
o H)z Bl o~ M2l B & BEAg -

5 i 17
2 [N 4 &g #5215

[0307)] A ERER H EKFECTX3105] A JE
HMEZEAERENB(ERID) 2B - EHERMKREE R 2ENH
%H (genome-wide) [F] J5 JF ¢ 58 14 7 A 1R % B A 55 E CTX310
sgRNARG S 4Rol B DAV ERE B - E B THERE
REEER AEPHH(E &R M E )RR ERE KE
FREBENHPH R F EBNBEZIEEZLEFEE 2 H
& > FE R CTX3104R B H o0 < JE E M & 55 ) 2 i it 25 Y o
P EAEME FEEABE A RMBRELK - EENZE - 5
XHEEFERBENECREGEE  BEAXAFTEEALALZ
ANGPTL3E HEFEM& - MMEFEEF H = 2 W 2 85

895221 55134 B > 3 169 H (FEH:RAH =)
112107379 FERLE A0202 1123180726-0
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WHEIEMSE - HAEEBE A LR RE M A B DL

ERNHELTH ZBEYERELTmES 2R 28R
iFE 2 e

[0308] BACTX3104mEERANE ~ QR EHHBH2EL

MR ERE T HREHRS I EE ZdIPCR ~ K AR REK
Y 48 A K Br 2 & 88 BUE P (long-read sequencing) - ¥ A
gt H B2 AH B 2 CTX310% & i ¥ 2 PHH 2 31 it 58 #f X #h 17
F g o NRI2FEORATEFE 2 A N 05T &R i

%12 B R FTER A

oo AT TR P CTX310

Uwiie 7 SRR
S5 DR R IR ME AR ML GERTARIE(PHH) ~ W) CHREARAE -
A BT RS E PR IR FE R iR ST E O R AR
Fi PacBio RAEHUE 7 HI4E1E 855 2 (£ 4REH

P PHH

H ddPCR e H[FEA M Z ST ER - PHH

[0309]) R BB E F 2B ANGRENGTEEBINGE
ERM > HbmAELHEE R IE(E22A2E22B) - LB N
iR R LA Z 1 meg/kgZ fx & 2 5 CTX310%] & /K P 1Y 3(&

REMRMOTE LR T L3 mg/kgHI B - i & 48 df ¢ 21
BMANREREF T Z3ECTX310H 8) K& & /4R 18 3 (48
PHHt 88 7 Z CTX310K E R E )& - B A K Tt &
ECO0 fr®PHHft R F v & & - fHERNEREBEFTHEE
= Al F (scale factor)c » DL ECO0FH B 2= AT Ak ik £ © ¢=(3
mg/kg)/ EC90=2.7 - o] & E £ KN F cfg i £ # 4P EC90 - L)
74 EC90 x ¢ R4 BB /N CTX310E & (0.43 ng/pL) o

895221 55135 F - 3 169 H(3FHRAFE)
112107379 FERLE A0202 1123180726-0
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[0310)] WHEH A &S E R 2 H & ETHRLEREEFE -
EEMEEH KT ERECTXBI0E A& L 2B (2 A H
10A%£ B 10D % 10A% & 10B) - fEPHH ~ & ¢] {CHI HE ~ K
BERORARFTFERLEHEE - HRBEEE ERAMN
ST EMEEFAGEREBALS mg/kgBlE 2R T HAEZE
FRPFHEERNEEFER - EARTHAELEREE ZH&
B A & B 4 o8 I fE -

(0311] B r# B BARLEHEE A NEMTE > &
A ER AR RE M R JE KRB ME 5 AW & o B [E R KRR I I RS
& % (nomination) > & = A\ $ & [N 4H ¥1 sgRNAH 1% 7 5
L fir Bh o AR 2 % 44F 25 BC 2 (5] 5 BE B & NGG R 71{# JE
H AT PAM o #f F0 [E R JE /R %8 1M iz Bh 32 & 0 A Digenome-seq
<A ERRNE RSB E VA LB - k=30
BEBMUBEARFENEMAMESEE - EHHKE 3% R4t
& 2~ DNA -

[0312] RN FFEREERE - ETRINGFGEHFE - &
PR dmEE - (A O R 4 Ag (PHH) R 2k B B R B BR
G g A - B PHH > 7 400 (88 & & gt 58 2 3 £ ig
wEl > MBI 2 REEHE - FHEEER N KA TR
Y CTX310 LNPfiRfF TR B AE S B M 2 & EHE - H RN
NGSFFE > il B L MEMUBRTHHEE > #EHEE
ERF  fHEANEETEGEGRIEREE ZCHE = 02%4H
i BB OR R B BV thg BR (t-tes R B E HY > RIEERE B AR
o 4w 45 -

895221 55136 H - 3 169 EH(3FHRAFE)
112107379 FERLE A0202 1123180726-0
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[0313] MEFEEEER RO RERRE - BRI
R > RS AEBERALEEREDS  HNEIHIR
8 - PHH4H AU (% A CTX310LLEC90 x ¢ B E REE - % H %
et REFEMSTE - BT L@l ER - H ddPCRig
EEEMRKRSMURQEYE) - H I F #8248 HEE
BE > (EH A HEM B 2 ~10 kb#E B + 4y PacBio®E 7 » LA
FE EHYH B R KL BRI A KM BR -

5 it 1 8
Ff M BT 52
[ 0314] & & i ¢ & # # 5% {5 [ 5% &+ ANGPTL3 & H
HOR59 < FF M (ELISA) K 5F %€ BF 4H 8% 7 2 ANGPTL3 B 5
CUFEHRY B FE - £ — L BB E G 7 - A& SCH il /£ B8 X 1%
T CTX310( ] 41 & & Cas9 7 % K M #* #8 & ANGPTL3 Z
gRNAFJLNP)R2{EH H 2 &R - ff — L HBERO F - B &
THERRER/ESEETHEREE - T RISERAK A
Atz R M ST e

R 1S T FFAMERFTER AL

ZH /)N WIE/KE [ANGPTL3 ELISA ANGPTL3 448
CTX310-FE T8 FHd DO0mgkg R -14FK-~21KR- [12{EF - 18{@F -
CTX310-Fape s (2 G+ P8 K~ 63 83 - P4 {EP-HEHT
2 (M) 1038~ 1238 -~ 5@ A
(4 EEZ 24 @F)

[0315] T 16 B R A MEBE 5T & 45 %8 R 48 B - 4f —
LEHEERMT > AL THERR - FBUH  REER
THETHEHR £ —-EHEBERA S+ > £LLNPER T Z A7 —

895221 55137 B » 3£ 169 H (4AH:RAF =)
112107379 FERLE A0202 1123180726-0
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KT 1 mg/kg ZE R fr ~ 0.5 mg/kg/AEE T - K5 mg/kg
KBFHH > ABELNPEE T 2 HI302 6008 FH RE&ET -

R 16 @ FFAVERFTER -4 4%
“H pa & e g0 s

(mg/kg) |HEME HEM:
1 CTX310% P D D EEE g ¢ 2 4F
Ef 12 e 18 (A H
D CTX310 |2 D D 175 (b5
PD A
BV M BN 1T R

R THRR IR EE » LAY ¢ 5 mglkg AIBHIH © Img/kg RE GRS
0.5 mg/kg JEEET

W72 B &

[0316] ft —S ERMEMA T » APl ZHFZH £
% H R E ANGPTL3 R 55 < FF A M R F G B E KF 2

[0317) fe — S BE@|E O F - £ T CTX310{& 8
ZIELFT(HWMASTHF & RY—H » AWML 1E 2% KT

BEE2EG L —SLEBEROF » % 7T CTX310H F (£
HTHRIZSHGEREREREAKFY - =T HEAKFE - RHDLK
T > 2D 40% -

[ 0318] 40 [ 24 % B 277 '~ > {& % T CTX3101%
ANGPTL3 K Pk b - ZWIEGREZELN > REKL TEE
A RBEMEZAEEDENHRB > B ANGPTL3IK P2 H
FEM e - AHESEREBREZHEREBCTX3102F
MHR2ATE - 2mg/kghy B £ H 2 1 52 ANGPTL3ZE H H K
TR E90% - 45 T ¥ W # E 2 LNPHY NHP4H A fF th &2

v

;\}

&

895221 55138 H - 3 169 H(3FHRAFE)
112107379 FERLE A0202 1123180726-0
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H e

" it 51 9
1 ot THA 3 B AR A2

[0319]) A th 7 /M & e 4 5 £2 it A 7% 0 5 A S0 P 48
TN EREANUEEHEREEMRE 2 EBOHKY
RAEZZDURZ2EAH REBERABHREEEE
28) o

[ 0320)] CTX310{4 CRISPR-Cas9(k 5% # 2 i [% 45 [0
S E 8 Fp 5 -CRISPR-F Bk & H E 9)4H 53 Z LNPHC 77 » H A
NEANEEBEERANGPTL - it — S BB E M+ - #H
REYELBEZEANI-FERBREFZ2MBREER TR L
H f% T Cas9 mRNA K 8 % B H 8 ~ & R Ay 1008 % ¥ & &
Z B 5[ HRNA - CTX3104K 5% 5+ LA #| FJ CRISPR-Cas9#¥ 5 Af
2 NBIANGPTL3Z SME T 1 » HE{ANGPTL3E 0 & K

=W N

[0321] LM EEIK(CVDIM ARG E2REIERZ £ H
FR G BRERFOLEREZEERDAGCYVDEBG ZEAG - BE
B0 B g (AHA) R 20218 i & > H 20152 2018 EEH A
38%HY B A (93908 ) B H ~ 48 M & BF K - 2200 mg/dL - £
g A = 2 k% E A & 9 g & B K P (LDL-C ;5 =130
mg/dL) > £ 20132 20164 ~ i # & B29%8Y ik AN - B & FH

895221 55139 H - 3 169 H(3FHRAFE)
112107379 FERLE A0202 1123180726-0
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= ZLDL-C(SEEEME) =BT HEB(TG: 5 =%t
H B M iE [HTGD) ~ B0 & K P oY 2 5 M A5 e € ik CVD R
BAE b EREE2MBERE - BMER - RIEEE MR
BFm - A EREREFEFRREREMABERB » ZF0TG
B BT = e o R OB R < BB e

[0322] fImZ R~ @M - BN - REBELEHEZ2HE
B BT Y R RE SR I 0 2 3k = % RS 2R O BB [E BE (3F HDL-C)
K Hs % B 7L B(ApoB){E ¥ i CVD 2 B\ b )y m Y fE A » 1
& LDL-C X TG - JE HDL}E [& BF (7~ B 4% f& [& % -HDL-C) {4
LDL - 1% FE s & & (IDL) ~ M {K % & f5 & & (VLDL) ~ &
B 2 & (a)(Lp(a) ME B ~ #® & % - ApoB(f & VLDL -
IDL » LDL-C~ RElp(a)f 2 T HEBEOBE BN HLFY -
BHENEELECERE FPRER > G s E
B0 B Bk 55 & £ 2 B & H (atherogenic lipoprotein) o f# & £
it H CVD R 7 By LDL-CHE ApoB 2 ] — fix 7 1£ B 47 Bf It 1%
BAERG20%(FEPF » ZHFE2E22H 2 HEFAALN—F -
At > JE HDL-C(fH # ) K ApoB(H # )2 fit ¥ 2 8 Ik 35 £ 1t
MF o EBRENERENE  THAERSTGREE T - &
JEZEEEAT RAEEAFELDL-CEER @R+ - 20214 10
ERLMEZ G EMHIEHDL-CE ApoBfE & B Iz &F &
TS 8 - ApoBRE JEHDL-C ke HEED & it
SHEMEIAARATEE  DEHBORTERAER 2 W
B Wy LDL-C #§ [[@ 8y & 73 fu % % fE (same percentile
equivalents)(¥ N F 17 Fy #)3i ££ I 0 58 & 45 A JE HDL-C

895221 55140 H - £ 169 H(3FH:RAFE)
112107379 FERLE A0202 1123180726-0
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& ApoB -
217 : APOB K JEHDL-CH{E ##=
LDL-C JE-HDL-C ApoB

mmol/L mg/dL mmol/L mg/dL mmol/L mg/dL g/L
1.8 70 2.4 93 1.8 70 0.7
2.0 78 2.6 101 2.1 80 0.8
3.5 135 4.2 162 2.7 105 1.05

5 193 5.8 224 3.7 145 1.45

ApoB : 5T LB ; CCS : IEALIMESEE ; HDL-C | SFEEEOIEER |
LDL-C : iK% & A5 8 1 R [ B
W4 EH2021 CCSHSFR] »

[0323] B ARE
B EEEEETAEERMT
AMELOEILERMEE AR R/ MNE
subtilisin/kexin type 9, PCSKO9) ]l &l %] - E

mAEfE 2 B & — fix B I BB LA
EELRH -~ RFEIH
(proprotein convertase
TR AE © K RNA
il ERERATH ZEN T) -
B EHASRH B EE S B AHAK =
T HZE

il 7 k2 ANGPTL3H#
EEMA T A
B0 B2 B (ACO)fa M AT @R Z HIR s B K7
EROMESEFZEREBEFEESHNES -

[0324] K P #5782 7% B 15 Al FH CRISPR-Cas9%f
RV E KB BEANGPTLIN & N 4% 48 5% 75 © ANGPTL3 4
BT ERZEESR# 2FHG FHEKREBA RSN
REMBEZLEENGHEHBHE - ANGPTL3E &/~ Ml &l f5
EOREROCPLHFE2HESTCRRER Z/KEH X & E
Z)EME KWK REREEL L KEHDLEEE) > HRN I
WINTG Kk K fih i 8 2 K - E B/ ANGPTL3/K Vg b g
IR E S W LPLEY » WETGZ K P [EME - ANGPTL3 Il
il JR w] &€ i 42 LDLAZ %8 (LDLR) JE &K & 14 #% & o7 EL 2 & {b

895221 55141 B > 3£ 169 H(IH:RAF =)

112107379 FEHESE A0202 1123180726-0
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& 2 H %K B VLDLfr + » & % LDL-C ~ JEHDL-C ~ K
ApoB/K - Z [EAK -

[0325] ANGPTL3E # 3% Bl & R & MR & M & Bs M fiE
Z AR ZIRE LR LN K 2 RE M2 TGK 7 KA
LDL-C & HDL-C /K *F - N 8 2 K # # & # i 5% 8 =
ANGPTL3 2 Uy gE ik 4 U 6 38 B A {K TG X LDL-C/K ¥ » i
/D 8 Bk 55 B% 88 B 0 B R W (ASCVD) Z E b o 5 4L > 3 ¥
ANGPTL3Z BE L FNERA R BB EFTE X H KRR
B ARCEFEARARERPANEREMERE 2 BEFF
HE BH [ R M A2 LDL-C R TGAK F Z I % -

[0326] % T )& bx & % { VLDL & LDL(JF HDL)E [& iz
K TGLLAM » ANGPTL3HI il € & k[ & T ApoB/K F » HE
BN B R /0 CVDRE B - & & Pt - EEWH KB R
ANGPTL3 4B EAEEMRBEL BB (ZFEEMHB A
AR MIEER KA B2 EEKRTY - BOHARR
= CVDE & o) 2 1 4% JE HDL-C ~ ApoB ~ K TG/K V- HJ A %%
AR BEE -

[0327)] R ABRBENHPH R T » HRXE EH
CTX310B E TGK VPR B EWEM A EHEZRFENE
& » BHAE/NEBELDLRHIBRHER F » CTX310Z /NE R EY) &H
FLDL-CZ B E AR - & & frat - b % A K JF B KRR Al
B LA CTX310/F By — RMEE B E A - DL R 28 Ak
LA E 2 KF o

895221 55142 B > 3£ 169 H (FEAH:RAF =)
112107379 FERLE A0202 1123180726-0
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& T 5 =0
[0328] f — L HE & & e #1 & > M 5% #% 2 B2 F Ik W
(IV)EE £ -

bt 7 BF A8

[0329]) ZHZEBERBEO TIHMEBEREAK : F& 182
TO(EFEIK  BAREMAEE  BEE2Z & KM ZEEDY
AHERGERE - e k4EEHABIENEAIEACCK AHA
T EE CWE L ERFEMN S KV TG K/ JE HDL-
C(H ¥ LDL -~ VLDL ~ IDL ~ K Lp(a)) - K /= ApoB (£ % 4
FEAE) IE—SBERERMO T o AP 2 1THI R A E R
ALUTEERNZERN  FHNAHEHFASCVDZ #61 %
EMAEENMERS  ZFHEMNRE M BEWS HTG K /5
= M E B M ORE RE f2 B o X R ME R OBE Rz M fE RE (% BE
(FCS) - ZRFHAFEMNMEEREE B FUEREMES
EEEME R FHEREESEBRMDE - & HM-F A
i A HTG/ & fE [ B% i e it {2 5%

[0330] i i* % E K& E M E KHTGY & B AT

UG REZBEEECFARBEASZERT R - BERNE
FERAREECVDER Fmx @B CMuK - BEAFHRE
HzBEEAESHEEILITEELNER - EREWELRE
BEEAXRPHUMEEHEEE RN LEGERERNE LI EE
FICTX3I0 . Z A m WIECRAIZK BEREBE HE)E | -

895221 55143 F - 169 EH(3FHRAFE)
112107379 FERLE A0202 1123180726-0
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202345910

{88 2 B 2 &5 &

[0331] feadlBrh > M AMEEH IR UE N L2
Mo~z M~ BEY B U7 B2 (PK) ~ ZE R E) ) E2 (PD)RJE 121H
He-FAMEBHEERMLCERIE H/FTER®RSH—EHE
Y & 3 55 & B Ht BT 5T -

EQLRNSEINESS
TEHME Eds

m&ﬁ% wEME ST CTX310 4F B A %
erREMBEEEE S 2 TG R/ IE

HDL-C F7/5¢ ApoB J:/8{ LDL-C /K. [# 4=

(ERe T 2 MRt - MO R
2 2 HIEIE -

AE 7 #4% » fIf5 TEAE ~ AESI~ )2 DLT ; k&
R LB S Bia=sinba ity RERR BB 57
AR -

KEHE

PESS

GFE CTX310 £ NFR{ERS  Z W18

TG - ApoB - JE HDL-C(fu#% LDL ~ VLDL
IDL ~ J Lp(a)) ~ F HDL-C JREFEIS S fHER
R oy BB L

SFE CTX310 2 PK LNP 27 % 7J<:|:
Cas9 tEEHE #HEK I

#FE CTX310 2 PD ANGPTL3 5)%@]%5%&“%%%%1‘@@75@ HEEZH7EE
L

R AT PR ARG

ﬁ/‘:ﬂé\i CTX310 Bl 2 8L > 3% HE 21 L [FFA /KBRS R A N B4R 2 B o7 BB L

REFE NERTENERIR S TE ~ R
iféz\‘fﬂi * B¢ PD 1

ST 221
CTX310 > SRV GEHTRE - BB ERART
(L4513 LNP & Cas9 2 ADA)

ADA © JLEEYTRe  AE ¢

RS AESI:

Rl E . ~ RS0 0 ALC-0159 :

CTX310 > HEs 2 PEG 5405y 5 ALC-0307 : CTX310 > f#: K, PEG H5E4H ﬁ
ANGPTL3 : &R 3 + ApoB : f5&EH T B + Cas9 : CRISPR BB EHE

CRISPR : GRS R SCEEFY
SEEHEEEEGEER » IDL - hEERFEH  LDL-C - (REEHEE LB
LNP : J5EZKkk T 5 Lpa) * fE&EH () 5
BRI A EES TG

HDL-C :

B 752 5 TEAE : )

DLT : HIE[RHM:5: 5 FFA : 5B§%&H§HEE§ ;

PD : S5y @h /)5 PEG : B Z g 5 PK : 489

— & H MBS - VLDL : iK% EHEEY -

B 7 3% 3t

[0332] A 3¢ #4 it B &

895221
FEHESE A0202

- BE AR H >

55144 1 > 3t 169 EH(BHRHE)
1123180726-0
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REEWNIHHE  ZWMHRBE 2 L2410 > FEHI8ET0
o BARE MAEE RN TG(>300 mg/dL) K /5. LDL-
C(>100 mg/dL : ASCVD % >70 mg/dL) K /5% JE HDL-C(>160
mg/dL) k% /8 ApoB(>100 mg/dL)/K - Hy (E #& - % ZF [ &£ &
B KA EREAEFEEN

[0333)] £ &R B EKFHEE =2 AL {# & + £ LNPH
A 0.1~0.3~0.6 K1 mg/kgly&ARNA - & I (# £2 35 ##
B RXIVE 28y CTX310H /£ — & B8 & M 0+ » £
CTX310 & 2 B (EFR & DVI2/NF(REEM AR NS E
it B2 oK Rl B ) AE 30K = M & & MR fh 11 B % U B ORI
WmETRE TR AMERGMEEZME(DLT)Z A B HEF (AE) - 1F
— L BB E WO+ - BT [ AE B 2 CTX310/] 5 # 2 |
H M B BR K fu 4 & B (HI R H2 [H Br Al ) < 7H W %8
(premedication) e

[0334] £ CTX310%g )% 2 & » {8 88 8 T K 12{8 H #
v HBEkmA  EHERB=EIMG KRHBAEZFTE EKY
ANGPTL3IFR B K IEEHE 2 % E - L0k 2% i A
& 88 R 2 BLE L% 2 £ 15F 2 55 & 0 7 & B it b
FoAESHIEKTT > TAAEEERHEREEG A RE

HEABSINE R AT ~ B 2 EhmE2t 5588
(SROE# - ~HEWB BBEB LA ERABE > £HE

B EKVFTFTEEHEE3IZ6I EXHMHEBUEIELEMNR
PO JE (RERE MEBE R ) - BB H &2 TIEE © (1)E
B 68 > (2)CTX3108 £ (55 1 R) & & 1 % 2 M5 5F (5 ] (i

895221 55145 F - £ 169 EH(3FH:RAFE)
112107379 FERLE A0202 1123180726-0



202345910

ERIOKR) > OFEEH - WAL 12066 A &G WM&
{f #2 < AE ~ AESI ~ K ¥l E 2 8 2 g - & (7 52 8 A
EZISFZLEBRNFEERMT R TUETRINFEIE

=
# 7 CTX310

[0335) A —HLEHBEHP - - HEAALSIRFEZAI]
NI BB N 2 B R IVEg o > H AR AR ¥ B (inpatient
hospitalization)Hl Bl F B 2 B & & F -

By F B BE S 05 K

[0336]) 1% THAREY I L £ 2NN - K30 INEF
WMENERTEMESR £ —EERBEHOFT  ZHEHT
FIFT4H B+ TVER [ B2 (61 40 3 28 oK R 10 meg B HE ) 5 1V
H 1 &7 7 (F] 40 2% )8 fi 39 50 mg = 55 34 )8 O iR H1[H B &
(B0 pe 2 FlBE 10 mgel 5 50 %)) 0 KR IVEC T ik H2RH Er &l (4
WEEE T 20 mgelF 5 Y) -

CTX3108y .+ & &2 H

[0337] feoe k& T & > £ —EHEREHO + - (65
ERARBEBRT2NEIEACGEE AR KRS E I
BR) - E—EHBEROT > AT LZ2MERERER=E

REfE o W EMRBRRERBERETPKS N - £ — & B
895221 55146 H - 169 H(3FHRATE)

112107379 FEHESE A0202 1123180726-0
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%BE@HEP DB%?AE&/\G:F)EHZEOAK%%%%E%?@)FE%%
T & e

W EmE G - BEE - FiF - REMF

[0338] CTX310&Y) & & (H 40 A1 & 8 & ANGPTL3 ~
gRNA K &t Cas9 Z mRNARY 25 K fir + )% fF B h 7° bk B B0
% B B Kt 2 300 mMEE o FT 4H B 2 2 R R S i 7 1R o
HERE K2.0(£0.4)mg/mLiy &8 RNA - £ — £ B 58 F i
F o CTX310 ZHAE<-60C T2 K F NI /Nl + H E
fEREE Rk - H&BAERSEFE ~ B - L AE % 7 A1 17 B 55
fc -

[0339]) £ — & E @& fF - 1F w7 F CTX3102 A
0OKFBREFEFIRZEZLOOR BIEAE TS E - £ —
EEEERA S  FEHECTX3I0ZmI4RKFABREFIE1
RZ1#BI14KR B b AT ek 7o dE T i2 P -

[ 0340] %= 1£ B 3¢ 8 12 ] ] 81 22 ¥ A5 '8 (LDL-CE( TG)
B E AR - JR B HE 8 KPR 2 B &K K P (1 20 LDL<70
mg/dL + TG<150 mg/dL ~ 5% JE HDL-C<160 mg/dL) > Hi & #
THEMHBEHERMRK > BEMOERF ZHER - Hit £ — & &
RREMA T - ZEmEE L ERE R ERD KRBT RER 2
st El Rt H B EEE AL HEARHEHREERE 2K
fe ~ BAEARY - RARKLIMESEH ZBERFHNFE

Wt 7E i 7

895221 55147 B > 3£ 169 H(IH:RAF =)
112107379 FERLE A0202 1123180726-0
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[0341] DATMIRMEWIFRERF ZM AL » Br 7 At 2
RFELLAN > IR BEEMHFERETER > HITALEERRK
AR TAEHHNFE RIEERBEMRABZER
E NG N H BT — Xk 2 R R R OR 22 AT I AL B SR
SRR AL B A ZE o A A E B A S A E R PR E I
AR A E BT - LEZ BT - 358 85 45 R
waLs bR EREHE PLUEE - HRNEEEZH > 2
HEOXR - AWNFHHBEBMEAESRERNSLIRER
CTX310% % H Hi K st & -

g 2 K 78 F

[0342] e —EL EREH O+ > & or & P A B AL (@R
FAKRFEZHEMFRZHEE - £ —E BB GO J - &5
HIEERE R FENERES (ICHZ HHAEG - I & & 2 5
mo ] Z AU ESE AT RE —HEGHNERES
f£— 5 B8 G O o o R B (A 1T R Sk DL A BE P 5T 1] A2
Mt S BBRE A T o BT A e R E e (R % E
ICFZ 42K A5k - B2EMNETFE a2l XHa
TS mRGmE®R EHUEIFERBFSHENER -

W

=112

ch

CTX3102 Bt

(0343 S HBEWH T >  TAEEHEEZHEE
B ERWIFEHE @O LA - & E S ERECTX310{8
M e A30KR - £30K &M% 2 A

895221 55148 H - 169 H(3FH:RAFE)
112107379 FERLE A0202 1123180726-0
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& > W HFERETEHIIIIEA Y ER - £ — 5% 558880
oo fl #E AL S 12{ H 58 B B 5T &5 3K (end of study, EOS)Fj 4
ZEBMHEHBETRYTFE - AE—EERERMO T > FIFREE
CEERRE L ERECKRE 12 B BV H - #H1 B KL
FFEENR  fMbEEE  NAETWEHE - £ —-SBBEK
pleg > HEREMHEFEERTERNELEZLZEZREXK/E
F o0 BT A 2 CTX310 2 B 0% A6 o 1k 52 58 B I B 58 2 {Fl &8
o EOK 2 Bl xR £ 2 ISF Y B & B 4 B He b T
LIFFERMIZ &M - FAM  RELIDEEFH ZUE -

ot 7 7F E K
[0344] AU &E A D FEetEE > BREEHM -
Ao~ FEHR - KRR - BEEAEEERERZSCE S KEZE
H W B 06 5 2 R IERY R 52 o I8 A JE 1500 Bl ke T s o ]
B BEBF > AL S 30REF ~ K AL W 5T &5 R (EOS)#5 4 B #h 1T
TENESERE > HEE —MKIIE - LE - SE0 - BEE
IREE ~ H4 > &7 > WoE - O - B - BB - HMESE - M
B > R &g > WAL BES R o AL BT H B 5T EG R AT
HITLUERBER GBS RBRE - 9 FF H & ERNTZ
ETHENELLHK HSAE T EREE - £ — £ H
RERAT > HEEMMRERFESSS - SREES
B RE/EL -
[0345] e —EEHBERO T > £ &
1 JE& I 0

E'j ﬂ:j'bnE¥EE B
M me DU EEME - L% -

SN
o~ Ak A

o

895221 55149 H - 3 169 H(3FH:RAFE)
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BHE MARE - kR T —EHBEBERAIF - 1T
ek  nEHEEEHEFLETESEGRE R T - £
— S HEBEMHF - FLETLLT KGR F AT &2 & ZE B3N

o AT & #E B 7] 34 1T BF FibroScan®{ MRE(HY & F° 0] R 14 )L
AEHEREANERFEEBREELER —H2EE (2 A
HE B 2 Al - ¢ &f 88 & EOSEH i B 1] 4 1T i MRI-'&B F % &
Ha W7 73 B (MRI-proton density fat fraction) sl & & ) (57 & f5
iR /B &M o v 48 (f € #l R (CRE))N UL 5 B & I B5 Al
NERFEEMHE 2 EE28L . HBBER EEE ZRFHA
180 & By L B¢ AE o

[ 0346 ] W #h 17 — B £ X My gy & & % O &) H
(transthoracic echocardiogram)( B 2 3 & Z& 0 % & 1 %
By " ESHIINEBET R LOEE - £ — 8% HEEFKY
oo R Z(12)-E B ECG - H ECGHl E &K IE &~ QT
(QTc) K QRSTE ] - F] JE B ZA S HYECG -

[0347) A E W T EREZHEA - EBEFEINN
NFR21 R F22F -
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R 21 EHE R

AL ALT(SGPT) ~ AST(SGOT) ~ HEALZR(HENELL R S EFFIELL ) ~ #EH
B~ HEH - M iens - iR - BUN ~ 55 - & JILET -
eGFR ~ &&ME ~ # - B ~ §7 - 4 - HbAlc - C REEHE

FROHTIE LEE -~ pH ~ &&HE ~ EEE ~ UK ~ BE ~ JBLLE - FRIERIFE ~ wi
BEEE - HIMBKERANS - BRI E CEIMUREE HE 5 F)

il PT ~ PTT ~ G 2EH [

AR RS | hCG

il

CBC = # MMARLE ~ METE ~ dDmPREH R - GimEkETE - BEPPEER - HERK - B

EGEL FZEK ~ R PEER ~ BERRVEER ~ M/ IMRGETE - RSP YRR HET R

HHARBR LI RE T3 - T4 - TSH

REMEE HIV-1 ~ HIV-2 ~ HCV 142 &z RNA ~ HBV EHEPIFE ~ HBV LA PL
fiz ~ HBV 2.0 pihe

ALT © i RLHENZ S - AST @ RAHZIEEHZHS - BUN : [IfREFE  CBC @ ZMETE

eGFR : fhETE4REKEIESE ¢ HbAlc @ BELIMALE 5 HBV : B BIF3RJiE 5 hCG @ A

ERREVAE - HCV @ C TR © HIV » AR /e PT @ SRRk

el ; PTT = B oraeimlighsfa] © SGOT : SN FARSRETS el © SGPT © MIUFEkME PEARL

Thahl 0 T3 * —RARRERE ) T4 © BURERER  TSH : (e HARERE -

22 ¢ VA

B DA HoFH/HeFH : LDLR ~ APOB ~ PCSK9
FCS/MCS : LPL ~ APOC2 ~ APOAS ~ LMF-1 ~ GP1HBPI
HE'E4H HHMEEINE - =% HEs - 3E-HDL-C ~ LDL-C ~ VLDL - ApoB -
ApoC-III ~ f5%& H (a)'?

APOAS © HSZE G 7T A5 5 ApoB 8 APOB : Hs& G 7T B ; APOC2 : JEEH 5T C2 5 ApoC-
I : & 7T C-IIT 5 FCS : ZEME ISRV MTEE R © GPIHBPI : WEABHEEENEE
HE S ZEEEHSESEHE 1(glycosylphosphatidylinositol anchored high-density
lipoprotein binding protein 1) ; HDL @ 5% EH54£EH  HoFH/HeFH : [G& RIS S
e B I iE/ S T AR M S B E R ME » LDL-C : [R%EHEE S EEEE 5 LDLR : &
TREHEEH RS | LMF-1 : J5I§25%5[K 1~ 1(lipase maturation factor 1) ; LPL : H5ZEH A5
B s MCS : Z[R 7 ZLEERU MEE R - PCSK9 © 55 9 RURIE Y LEE EOF E /R
2 ; VLDL : K& EAEEH -

VR Bk S BT (ERSFERZ AR AT 5 R A EUEHEE /K AR A (IER o Bl it & K 22 ik
TR TR AR AT) -

A BB A A ZEHEIRRE TR T »

[ 0348] CTX31014 /1 #% & 7 £ LNPH ~ 45 #% SpCas9
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< mRNA K 88 € B B g 2 B R (f] 20 ANGPTL3) 2 sgRNAFf
R - E—EHBEEMT  EAFE > AIWEILG#FD
R A DL B R A TE AL /Y R R L RF 2 (3t B LNP K Cas9 2
mEYPLRE) -

CTX3102 1) &) 77 22 7 7

[0349) fE—SERE MO+ » BTl HE 2 MR & AR
HMATEKMN F RCas9OEHHE ZPKy T - £ — S EBEH
Bl > EEIREBOFRIST N - KA K CTX3108H F
Z®1-2 RINEBWERELR - BARBEWHIF > H
NPT A RGO U R — A

ANGPTL3
[0350) HE— S BB E O+ > &S MM H KA LLE HE
ANGPTL3E E -

HEEMEYFEZ T

(0351] e~ ERER A T > JETHERRELED IR
RN ENE - U - R/ RNEBEREWES
ZEEAYERLITHE IR TENERZE - it 220
PDJE M ~ R/BCGHE RS o A - B E KA AU

gl > B EHESFECKAEBERUREEARREREH
22 o

[0352])] "M E & EWES &I £ KL FFK
895221 55152 B » 3£ 169 H (34AH:RAH =)
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PAXgene®® (PreAnalytiX GmbH, Hombrechtikon, Switzerland)
o REEHZ2OREAGEHERER - BEMERE AL
EHBERMEEEL W DM E) -

o % B B
LU EETAD
(0353 16— & B 8 B0 > & & BE B B I8 35 2

Rt~ EBODLTHEE MG RN X2 U FEEE G
(SRO)G FHEFA TR 2% & W BIE - U & ¥ # W0 A
BRM KB AE c GREHNBEENT  CHPHED
Wb LA BB E R 2 E O o AL BLSRCH B % 0 T AR
b SE E & A B K T TR0 34 4 B R 0O (R BB (K106 E B 6
fir (B8 ) LA U 95 48 4h 22 4 PE B U8 - SRCYE I & IF 44 3 4
RS X Y E

(0354 45 BLSRCH 5 (& » o] 55 30 8 10 808 % % 1 %
M % B @ (DSMB)R 7 B & % % Pk 898 - U 37 5 2 DLT3#
AU B %5 {4 BB R 2 B A 5T - A B TEE T 00 2 0 R
¥ E 0 SRCT/E ¥ 5% & A it 2 B & (MTD) 2 A 4% Ik Bl &
i’ 5 -

REZZHENZRT

[0355] Aot iaths > (R M EAEEMNE KEE
HEF#E L 2/ 3 B ED & VAL &8 51 5 K A 41 ik < 38 11 B
ZeMENZEg((DSMB) HHEHA G KB HEALDSMBE &

\
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THEA - ERMEHFFTF 0 DSMBEFE&E K E B & IEH 2

=Mk ERMEEE IR AEERE 2B E
(recommended Phase 2 dose, RP2D) - {f — & E £ & jiEg #
T > DSMB& & % B 7* BL CTX3104H B < £ {7 9] B¢ ~ & 45 -
BEFAfRREZES -

B LR E E KR E R

[ 03561 & f£ 78 B Z 418 5t & M & & 28 3 K 7
AEfE T RIOFA R ZUTHIE » Hf &K E KDL& D
30 ke fx % 6 AT &F ffi A8 o & K A #H (first-in-human) it 47
FEGENRNNHPERER=ZRERG L2 R EFEENRE
TR A E 2 R E F A B K E K (NOAEL) #E H H -
CTX310.20.1 mg/kgZ Flr L i Bl & A E ERNAKI & - H
AR 1 mg/kgZ THIWINOAEL - N B & 48 R @ > NHP¥
NBZ=Z20 -~ ERERKERZEHE3 > 742 HO0.1
mg/kgZ I E B o B H IR B &= 5 M0k LNPRE B R & 2
KRB BELREEEZ 2R E - ZRIFEBRKATE  ENTE
AMARBA B AER 26t Z - REUBENNEZ2GE - LB E
KIPFPZEEHRPAIZ2EZFENR T HIEREWHEEHO0.1
#ATE <1 mg/kg - f£— &L HBE O T - B EEWELE K
Bt E RSRC—EENBERAOVZ =M ~ 2% - KIEMHT
BB -
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%19 1 CTX310 Z HSiE

AT BRI 8 (mg/kg)
1 0.1
2 0.3
3 0.6
4 1@

DL : FE /K

' CTX310 ZHIBAIEFTTE T2 44 RNA Z 8 » HGEATREY 54 RNAHE RNA 1)
CE BN E R w2 M EEZ B gEE DL3 ZEEREIE® - (£ DL4 TTHERE 0.7 £<1
mg/kg 7 FENAVRIE -

1F F 8 K F B N < 45 &5

[0357]) 7 & 4k &4 (% (5 A IR & 3+350 st w17 » H W
ANDLTZ A1 E - £ Z B EKF T EE3IZOLFHAE -

[ 0358] A A NHP#F 38 » £ 4 T CTX310 2 1% B 2 fie
ME(LFT) 2 BERF A S 14 RANHR - RAEBRENANZ &M
f 7 2B GEXBUNGFERDVARZEBEESEREFE
BEEBEBLFHCRKEZ2 <2BEEFHNIEE KFEIL - L
i RE - B —FE XM GGl B2y - Al
Bzl F 2 N —ufiEssE  EnmEmEERERF 2
A& % K& —fEELC%EK230K%Z 2T
i HFTAGBERZBEEEZBEKY T2 EBELE2MEE
THE TN EE o JETHERERY - O — %
B A& 5 + i SRCHT H & -

2 & R #H 1 # M FFE
[ 0359) {E B 0 H# 2 CTX310LL 5F (& DLT - & DLTTH
#F f& (DLT-evaluable){f #8 (/8 Bl 22 & ¥ CTX310 > A & 5% %
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30X DLTRY f& BA 0y #2 ) E A B /£ DLT Z B Z B E AR - Al
DLTHH IR BEHAEER2ELLER  MAHFEE S
DLTZ g T 0 & AR R - & 8 5 F &E & /D 3z o] 5F {4
{# #S - f£ {88 IE ££ $ U < & AU [% A5 08 % (UK Bl 5 &k Ii 88 K/
B 1 &) B RNAJE L) BLCTX3 108 % 2 8 £ A 8 & [E % DL &
TEHEMEESE o  KEDLT [ 8 & & & 7 3¢ (& - # 2
CTX310Z AW BB GEZ2EsMEL D

[0360] A& Ik W (MR 8 2L T HABAT + (1) 3L &
B AOERBLMEDLT  AIEN 2 T — @K 2 KF >
=3 (E RS A 14 (M 88 & FEDLT - Al & B A &l 8 7K 7 #2 1
£ 6fir # #8 - (3)% 6f # #& & A L i #8 & B DLT » A & 1
£ TN —{EKHEKF > (4)FAALDL2 ~ 3~ B4 - 6f {# 5
A >21r @ A8 & B DLT » RIIE B 2 5¢ A/ Bl & K F > 2035 611
HRCEAEA B ERKPFTITHAB  AEELAMBEIEES
MTD > (5)% #£DL2 ~ 3~ B4 - 3{r (H f8 & A =21 {# 48 &
FEDLT > AIER £ Bl & KF > K564 82 &L 1E 5k
A Al &K TAE® > RIE & Al Bl & KMTD > (6))2H
EHET R E R mE E EAR E RS (2 A LA
2 KF&R) -

[0361] A RELKLE 2 5t » H & RP2D 5 MTDE
FEMTDZ T ~ BRI ERZFIMTID > AlEE /HRELEY
Fl& - [fEEFERP2D A » 2V AU E Loy [ A LA &
KPP ZCTX310(ER MR T - £ — L B R E i H 4
# 4B AEDLTRY fH B 2 4h » & ¥ E BB CTX310M B 2 it A
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Z f% AEJ; Bl DSMBET 3 -

B & R #) M & M5 R IR R E A

[0362] A CF{f A 2 DLTE & 4 H CTX310 2~ JF b
R - KE %K ZLNPEE » B X CRISPR-Cas-9 2 B R
HEBEREEZZERECRBFSH E - PICTX3102H & H K
R BBV AER # ( /S DLT - DLTR IR B R B & (4 A 7 55
# H] (Common Terminology Criteria for Adverse Events,
CTCAE)S.ORR 77 4k R a0 &L - 1L 45 8 2 (2 Al 30K 2 % 4 Bf M
B DLTZ AERYRF E BRI G FELLT « (DB VR EY HEE 2
£ il CTCAEZE 4 =307 AE » (2)%f @ =7 K H Bt 58 25 ¥) 4 BA
JERCTCAESE R3INERERE > G HEMREYHN
Ef CTCAEE AN ER ERE -

bt 72 w1 <2 5l M
A EH

[0363] Ry i BT E2 BRI ER > #H 85
Ame TAIMAMAALZN - (DEXZBANERE SR EEK
Fz18 k<105t DEHERSTHEHABEEST @ Q&2 H
BREAFEUMEFDEE  EOASZZRBRGEER - £
i Bk 47 B iy A7 ))TG(>300 mg/dL) &z /8 LDL-C(>100 mg/dL ;
¥ B H ASCVD ~ {E #8 & >70 mg/dL) & /8¢ JE HDL-C(>160
mg/dL) k. /2 ApoB(>100 mg/dL)/K V- AT & £ & (4) [ 2 1 &f
ERrE /D20 AN AW EBEBEHEBEREEZRE S L TH ZE £
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aFEEER I RARNZHEREASGE  ZFREBEFER
R B AT REECRA - R/ECAIRH B -
hI&EBE B - Kt ¥ PCSKO 2 B £ il 88 (I 7 28 & 5 #i 5¢
fic IR 28 B B fi )2 B ANGPTL3 ~ BEE PR fi 88 (K (R B H1) + (5)
£ Z PCSKORL E T+ BRNAB ARV B Z B AR TR
WM e B BR MmO 2 AS 0h ZH fF BR BE AT £ /D 365 KR HY R FR
W B A et o (6)f 2 o R &G B I8 & (B & Hr
o R EE R A~ R /ECH IR # B K /2 PCSKI K/ E
ANGPTL3HI i A ) & {E 58 2 78 1 &f B8 2 Al #% 2 | K =2 &
e ER E>30K - HAEWFR 2 B ERA &% E
s (7)) 2 mOBEK o3 B il Z ® B A B B AT £ /0 1278 JE 5% IR
FREENEFHAR HEMIRSBEPERZASEHEHERE
B Oz ERELABMEERBOERTFEZ LHED
HE 120 BELE > H2AHME 2R RN @ 2R
£t Bf BE BT 2 /0 Ul H R E 2 T = DI ER g~ B oD B U] B
flr ~ R /BCERIONE U] BR o) 0 (9)H [F = 2 CTX310# '+
Z & 1208 A BT A B E R 2 EE M #2208 82
HAEBHRLZMEHEFNIERSEERAREZLTE > OREF
FTER (IO E L EMELFENHH - GFETE - &
BmE M - #AER - RHEMVRERER - (TDFEE L5 K

MR ZEBSHREZSISEZRAFEBH IR -

b7 E A
[0364] RITGEAMFTHER - HEAGTHRELLT
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ol M PEbrEA - (DEAHEHELZRNLPLEGPIHBPI
Ze B 2 WS B R A Ay FCSE 88 5 (2)FF W &8 8 (B 40 K &
M i R By - NAE B B R B8 >E 8 R IR (ULN)AY 265 > (4R JE
4L £ E>ULNRY 265 - 3¢ & 48 5 o i 5 05 [ (B0 PR A & (b I
B )>ULNHY 1.5% - =% FibroScan 2 BF 58 4 5 & Hl & (liver
elastography measurement) % >7.5 kPa={ i 4k #F 3 M 5k & >~
FRBE M & & >4.15 kPa) » (3)& M &t ¥ © B M #K <2,500
{&l 48 B /pL 5 Mm&L & » F M <11 g/dL > ZZ M <10 g/dL ;5 [ /)
2 &F B <100,000/uL 5 (4) B & {5 5 B & K @ & & <60
mL/min/1.73 m*> - WM #E H HE R E R &K B E E 52 KX
(Modification of Diet in Renal Disease equation)l]| & ; (5)
2 B BB RIEER SR S e B & & R >2+ 5 (6)f K
WER AN E > KMl aE>9% (I % HE A BB
BCEEY) R M O H N BT REAR S (8B E Y B I W E R (9)
KRB R Z HARBE E R (€ H R B 5 & <0.1 mIU/LE
>10 mIU/L) 5 (10)#5 b &8 = %0 &) & 0 b 20 = 8 M 7o
B <50% 5 (11)[H & k7 M S 680 E K <90% 5 (1)K B =
m B - & £ &V H .04 E>160 mmHg [ & 5 B >90
mmHg ; (13)12-F §i .0 & B (ECG) % | KR B - 4 40 &F 28

FEMEQTce >450 ms H 2L QTc>470 ms J /3 b 78 & &8 By b IR
FEZEZEMEMECGHEH - (IHEFIRAI24EANA & M
R B AR OE E R  (ISHEF IRA24BE N A & &R 4
(CNSYF E ; (1) fEFIRAI2BN A HERERX 5 (1TE
Al fF FH ECRE 55 LR HE 365K N (3 A 8 (F fof AF 4 A 85 2 /N + 18
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RNABCK EFEZ T B T TURY BRI+ (18)H AT £ H =
BEREIREORNEHNBEMERIEBEFUKRERH
i~ MZEREED - AR EH R D (W1 & 2 Z 30K W
AL R ZSEIrEMN(EERDLERE HE)IS
L5 — W sEY) E S 2 WBIR BT 52 © (20)H AU £ A 2 #1E
78 & M W& A -~ 18 M5 M EEEERERE - E
B (21)H A7 (£ By B 7S 7 e B & e Bl s 3 2 ) = &
o HEE/EXRESHEA>0RARBE TR EREEK
Q)R ERBER/EEELERSR  QHHFAHR
A 2 E TR (HIV-DECHIV-2 ~ BRIAF % K 22 (BRI AT % #%
O PR B B M S [INATI) ~ BCCHEL AT % 9% 2 (NAT) E M &
BBE S CHREBEMRABZER > AUEEEFEHTER
BC¥ [ A% % T U 5T EE Y g T 2K AT A R B Y (E ] R W BCAE ]
B PR 9 0 52 e IR A AE B FE B R PR B AH BE 25 ) i s

FRIFE  BABEREEZZAEBENYNFERKR EEE Z
OB RE R S BB MR R ORE RE i BE L 0 (25)fE Sk
AIECE RN EMEBERE AN REXRBEE 22 EF £
WE * COEREFB N Z XM WER > HAZETER
20 —0WE > HEZFMEEELSJmIE) 0 I B2 (27)
W RBEFERFABRAERETHMEL LA REFFERE -

&t A
[ 0365] W 5E f& ) #8 & K &9 2411 (& A8 DL 2 fi CTX310
ZHE 2 RBER AT o CTX310 2 % & M K it 2 M
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B AE 2 £ M oM & F 8 I M % & (descriptive
summaries)7F & ° #F H CTX310 2 & Hl & K F Kk % i 2 it
AE ~ AEST -~ BB IR & Bp = B g ~ R H fih @ A 0y % & 1 18§
(BFIMECG) 45 - f—EBEBREHHF - AEZ BETE
fEia T H B Z AE(TEAE) » TEAEZ # 4 KRG IR 295 E
J A (system organ class) K ¥ (& fif 5% (preferred term) ~ #i 2
MEZBEMS S - RECTX310 2 HHB ML - JF 484
DLT @ EFREEM - RAESIZ & 4£ R - HUEHEK TR =
1% B R R B E M AR ST R /AR BR E B R BEE 2
ERE2HBEEGECBL WEERLTEZCERE R
BERHMER FEE X2 EEREE (P WECG) 2 3 4
_}_72\_'_{0

[0366] CTX310 2 ] 20 B3 4 AL & 70 1 & £ H
SR E o BEE B (B TG ~ ApoB ~ JEHDL-C [f
fii LDL ~ VLDL ~ IDL ~ K Lp(a)] -~ & HDL-C)[ i [ # & 18
3 P A 5 s vl - i A Sl = N s M =y o
oo MREMEENEERER(BHEEREZRE20H KB
2B )2 W E B LB Ry oy S A4S o PKE PDEIE (& DL A 1
RIEFEMEENGNER)ETTHE -

of 75 H 1ER K 7

(0367) E—EEREMA T  ETEHEGRFMEEX
FIEHENCTX3IOEE R HEMEEFMBEEMSEAE S Z
TG Kz /8¢ JE HDL-C }z /8¢ LDL-C k7 /8¢ ApoB/K ‘- 2 # & b ~
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Z 2 K 2 M o W E RP2D - fE — £ B i & i f
REHEGEF ECTX310Z 4125 2 -~ PK~ K PD - ;27
17 1E U HY i S35 &t -

G 55 48 2

[0368]) fr — L B 88 & ji 9l - £ & B A 55
ZEER > HAHEBEEFR HIEZF R FEH (TEAE) -
AEST - DLT; BRIR FEEZE Y EBEZEE 3 KEBERLEZEF
REE@mERE -

[0369] fi — S ERMEHAI T > REREQAHEE S
TG - ApoB - Jf HDL-C( & # LDL - VLDL - IDL - K
Lp(a)) - RHDL-CREER W H B HEB N EH 2 Y 77t &
b-fE—SEREWO S REEYE HE/ENH T E
MELE E C LNPZ M E /K ~ Cas9E HE 2 M3 KT - K
ANGPTI3RE I EHEHE N ES 2O oEE L -

[0370) e — L EREHMOF »r FRERMUEKEEE
FFAK P BERF I EBHERNEG 2T ot EL - BRI
Z1b - RCTX310Z ®EFEMEGNH FE - fF A ES
$T ¥ LNP K, Cas9 > $ 29 i £ ) -

77T =

(0371] e —EE BB A+ > fF &L T o &L A
REEBEZER - £ —EEBERM T - & 5 % (enrolled
seBEIE BN BFEEST Lme WA/EREE Z A (@
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e o E—EEBEREREAT 2o EGEZEZT
£ HEEMEZCTX310H LM - Z2MeFE Z o

ZatothtE  HEZe2EothES 2 @8 %L EZ
KFgH - -HE—SEHERBERO T - £ 0
tTathEL % HEFHEZCTX310H +
IXREGREEFEXRERE P IEZFEE - B
7> M R B S FASSA T - AL FASH 2 {il 5% & DL 2 2 Z CTX310
B & /K oy # e

=Y 4
[0372] Wi3E 2 15 A B fq K&y24 5% -

2 F 7 Hr

[0373] £t — &£ H R E e #l & > /2 A 5+ & 18 =0 A B 2%
W oth EMRNEAEFEEELZ2ERBERNBEILE
AN 1B AR AN G B 5 2 B AR f28

-%4-\
—,
W
=111
|
i
BB
e
=111'g

i1 E1F 7 97 0 A

(0374] e~ ERERA T > TESMEFELNHA
{# A% B 58 B £ CTX3108 )X Z R Y26 By 7 @ B He s & F
Fik Z & o B AT A (A B 58 Bk BB W BT T By 1T R & o A e
S ERBERMT > stHBENEE - ADHT - &
B RZEESBEAERRE - 1A BB EERS
th o PRIEZ HSR W -
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VS

[0375) K& o MM EFASHERBI L oM E - BE
B E (H £ TG ~ ApoB -~ JE HDL-C[ & # LDL - VLDL -
IDL ~ K Lp(a)l~ RHDL-CO)fE R A ERB H B R £ & 2 0 7
b 88 (b By 9% A 4% BE R 08 A & B & K7 2 18 1 4 5T 41 4 -
REEANEES LS 2 BT MEE (EEE20H K ES2
BOHY o7 AR -

=T

[0376]1 Z2 Mo GHTZ2E T ERT - 2+ H
CTX310Z & Hl & K kB2 EIEMAE - AESI ~ /KR & g =
BE - KHEME AT %SRBI OECG) Z G - £ —
EERERAT  AEZRBEEEMLTEAE > E&R & £
CTX3 108 /£ Ky B¢ 2 1& B 46 B8 (L BV AE » AE{A 1R 2 CTCAE
v5.00 & - TEAEZ 8 & R (AR Z K &5 B 5l K & & i
ng > FH O RBECTX3I0Z HBEAM @G - 7 il R&E TEAELZ
A i 7 % - & 5 DLT -~ AESI ~ 238 #y AE ~ MH B AE ~ K
SAE - i ~EEREHM T > AERREREZBREEFE
HEZMMEESET R/RAERETHREE ZERE 2
BHEAESE Z2ZBL HEERLBEZ2ERERE RER L
BEZEFEMEBERIBER - HEMH  THEEHMER
FEZZZ MR EE BIWECG) -

l

il
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Y B T E R FEE) T EE T T

[0377] f{£ H i I 1 & 51 48 45 LNP &k Cas9& H 'H [ I
E e A K P o B s 1T & B A AV PRKEE AL 2 R R
Sy A o {E FH Ot ME 4% 5T 48 45 ANGPTL3E [ 5 05 6 #E 2 8
mREEK 2Ok EL -

£ P FEE 7T

[0378] ZSHV R R A WIES &G40 - FFAK
T (OB FREERL - REFE)RERERL > HH
W o] A o AL R i AR g 5T 4R AR -

H e 510
ANGPTL3 GLPH MW M4 & B & K F
[0379]) It & i 61 5 8 it =~ B8 8 on 75 fF F A S fp ot
T HERERY (B WCTX3I0E Y EF » HAE & E
ANGPTL3 ” sgRNAR R Cas9 M BI)EE ~ JEF A EEE
F1 2 ANGPTL3 I 4% & 5 & KF T & -
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<?xml version="1.0" encoding="UTF-8"7>
<!DOCTYPE ST26SequenceListing PUBLIC "-//WIPO//DTD Sequence Listing 1.3//EN"
"ST26SequenceListing V1_3.dtd">
<ST26SequenceListing originalFreeTextLanguageCode="en"
nonEnglishFreeTextLanguageCode="zh" dtdVersion="V1_3" fileName="895221 ¥ # & %] %k
.xml" softwareName="WIPO Sequence" softwareVersion="2.2.0" productionDate="2023-
03-27">
<{Applicationldentification>
<IPOfficeCode>TW</IPOfficeCode>
<ApplicationNumberText>112107379</ApplicationNumberText>
<FilingDate>2023-03-01</FilingDate>
</Applicationldentification>
<{ApplicantFileReference>80EM-341711-TW</ApplicantFileReference>
<EarliestPriorityApplicationldentification>
<IPOfficeCode>US</IPOfficeCode>
<ApplicationNumberText>63/315, 372</ApplicationNumberText>
<FilingDate>2022-03-01</FilingDate>
</EarliestPriorityApplicationldentification>
<ApplicantName languageCode="zh">#+# CR I S P R &% 3 </ApplicantName>
<ApplicantNameLatin>CRISPR THERAPEUTICS AG</ApplicantNameLatin>
<InventionTitle languageCode="zh">4% %42 RE3 (ANGPTL 3) BHBERL
Z F ik B </ InventionTitle>
<{InventionTitle languageCode="en">Methods and compositions for treating
angiopoietin-like 3 (ANGPTL3) related conditions</InventionTitle>
<SequenceTotalQuantity>26</SequenceTotalQuantity>
<{SequenceData sequencelDNumber="1">
<INSDSeq>
<INSDSeq_length>80</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>misc_feature</INSDFeature_key>
<INSDFeature_location>1. . 80</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>Synthetic nucleotide</INSDQualifier_value>
<NonEnglishQualifier_value>& s 4% # 8 </NonEnglishQualifier_value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 80</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q2">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>gttttagagctagaaatagcaagttaaaataaggctagtccgttatcaacttgaaaaagtgg
caccgagtcggtgctttt</INSDSeq_ sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="2">
<INSDSeq>
<INSDSeq_length/>
<INSDSeq_mol type/>
<INSDSeq_division/>
<INSDSeq_sequence>000</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="3">
<INSDSeq>
<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>DNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>misc_feature</INSDFeature_key>
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<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="g6">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>Synthetic nucleotide</INSDQualifier_value>
<NonEnglishQualifier_value>& s 4% # 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other DNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q7">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>taagaccatgtcccaactga</INSDSeq sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="4">
<INSDSeq>
<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>DNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>misc_feature</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="g8">
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<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>Synthetic nucleotide</INSDQualifier_value>
<NonEnglishQualifier_value>& s 4% # 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other DNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q9">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>gccaatggcctecttcagtt</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="5">
<INSDSeq>
<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>DNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>misc_feature</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql0">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>Synthetic nucleotide</INSDQualifier_value>
<NonEnglishQualifier_value>& s 4% # 8 </NonEnglishQualifier_value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other DNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qll">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>tatattggtcttccacggtc</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="6">
<INSDSeq>
<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>DNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>misc_feature</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql2">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>Synthetic nucleotide</INSDQualifier_value>
<NonEnglishQualifier_value>& s 4% # 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other DNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql3">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ccagaaaaggtaaggttggt</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="7">
<INSDSeq>
<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>DNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>misc_feature</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql4">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>Synthetic nucleotide</INSDQualifier_value>
<NonEnglishQualifier_value>& s 4% # 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other DNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql5">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ggtcttccacggtctggaga</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="8">
<INSDSeq>
<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>DNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>misc_feature</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql6">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>Synthetic nucleotide</INSDQualifier_value>
<NonEnglishQualifier_value>& s 4% # 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
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<INSDQualifier_value>other DNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql7">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ggcctecttcagttgggaca</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="9">
<INSDSeq>
<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>DNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>misc_feature</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql8">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>Synthetic polynucleotide</INSDQualifier_ value>
<NonEnglishQualifier_value>4 sk % # # 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other DNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql9">
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<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ttactaaaggaacaacaaaa</INSDSeq sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="10">
<INSDSeq>
<INSDSeq_length>100</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>misc_feature</INSDFeature_key>
<INSDFeature_location>1. . 100</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q20">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>Synthetic polynucleotide</INSDQualifier_ value>
<NonEnglishQualifier_value>4 sk % # # 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 100</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q21">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>taagaccatgtcccaactgagttttagagctagaaatagcaagttaaaataaggectagtecg
ttatcaacttgaaaaagtggcaccgagtcggtgctttt</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="11">
<INSDSeq>
<INSDSeq_length>100</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>misc_feature</INSDFeature_key>
<INSDFeature_location>1. . 100</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q22">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>Synthetic polynucleotide</INSDQualifier_ value>
<NonEnglishQualifier_value>4 sk % # # 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 100</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q23">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ttactaaaggaacaacaaaagttttagagctagaaatagcaagttaaaataaggctagtccg
ttatcaacttgaaaaagtggcaccgagtcggtgctttt</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="12">
<INSDSeq>
<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q24">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>1 2</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg25">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q26">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2" 3</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q27">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
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<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q28">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3 4</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q29">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>taagaccatgtcccaactga</INSDSeq sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="13">
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<INSDSeq>
<INSDSeq_length>100</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 100</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q30">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1 2</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q3l">
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<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg32">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2" 3</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg33">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg34">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3 4</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg35">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>29</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>30</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>cm</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>31</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>32</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q36">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>33</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>34. . 36</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q37">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>37</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>38</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q38">
<INSDQualifier_name>note</INSDQualifier_name>
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<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>39</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>40</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>cm</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>68. . 69</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="g39">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>70</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>cm</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>7l.. 72</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>73</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>74. . 78</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
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<INSDQualifier id="qg40">
<INSDQualifier_name>note</INSDQualifier_name>

<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>

</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>79</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>80</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>8l. . 82</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>83</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>cm</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>84</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q4l">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>85. . 86</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>cm</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>87</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>88</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q42">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>90</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>91</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>cm</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>92. . 93</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>94</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>95</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>96</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>cm</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>97</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>97 98</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q43">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>98</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>98 99</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q44">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>99</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>99" 100</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg45">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>100</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>89</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qb67">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>taagaccatgtcccaactgagttttagagctagaaatagcaagttaaaataaggectagtecg
ttatcaacttgaaaaagtggcaccgagtcggtgctttt</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="14">
<INSDSeq>
<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>

112107379 FEH5E A0202 8278 - H2658(FIE) 1123180726-0



202345910

<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="g68">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1 2</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="g69">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2" 3</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q70">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q71">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3 4</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q72">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ttactaaaggaacaacaaaa</INSDSeq sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="15">
<INSDSeq>
<INSDSeq_length>100</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 100</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q73">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>1</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1 2</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q74">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2" 3</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q75">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q76">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3 4</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q77">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>29</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>30</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>cm</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>31</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>32</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q78">
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<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>33</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>34. . 36</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q79">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>37</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>38</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q80">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>39</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>40</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>cm</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>69</INSDFeature_location>

<INSDFeature_quals>

<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>

<INSDQualifier id="q81">
<INSDQualifier_name>note</INSDQualifier_name>

<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>

</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>70</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>cm</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>7l.. 72</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>73</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>74. . 78</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q82">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>79</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>80</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>8l. . 82</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>83</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>cm</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>84</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q83">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>85. . 86</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>cm</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>87</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>88</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q84">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>89</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>90</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>91</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>cm</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>92. . 93</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>94</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>95</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>96</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>cm</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>97</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>97 98</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="g85">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>98</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>98 99</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="g86">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>99</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>99" 100</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q87">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_ value>phosphorothioate linkage</INSDQualifier_ value>
<NonEnglishQualifier value>#i X% 8% &5 42 B¢ </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>100</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>um</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ttactaaaggaacaacaaaagttttagagctagaaatagcaagttaaaataaggctagtccg
ttatcaacttgaaaaagtggcaccgagtcggtgctttt</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="16">
<INSDSeq>
<INSDSeq_length>4506</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
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<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>misc_feature</INSDFeature_key>
<INSDFeature_location>1. . 4506</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q88">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>Synthetic</INSDQualifier_ value>
<{NonEnglishQualifier value>&-m</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 4506</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q89">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>agaggaaataagagagaaaagaagagtaagaagaaatataagagccaccatggeccctaaga
agaagagaaaagtcggaattcacggagtcceecgecgecgacaaaaagtactecattggecttgatattggaaccaactee
gtgggttgggccgtgatcactgacgagtacaaggtgeccgteccaagaagttcaaggtgetggggaacactgaceggeacte
aattaagaagaacctgattggggcgectgetgttcgacteeggagaaaccgeggaggetaccegectgaageggactgecce
ggcggagatacacgecgcaggaagaaccggatttgetaccteccaagaaatcticagecaacgaaatggcaaaggtggacgat
teettettecategectggaagagagettectggtggaagaggacaagaagecacgaaagacacccgatttteggeaacat
cgtggatgaggtcgcataccacgaaaagtaccccaccatctatcatettcggaagaagetggtegacteccaccgataagg
ccgatctgegectgatctacttggegetggetcacatgattaagttcagaggacactttectgatagagggegacctcaat
cccgataactcegacgtggataagetgttecatccaactggtgcagacgtacaaccaactgtttgaagagaatccaatcaa
cgccageggggtggacgecaaggecatectgtecgeeceggetgtcaaagtecagacgectggagaatetecategegeaac
tcectggegaaaaaaagaacggactettegggaatetgattgetetgtecectggggetecactecgaacttcaagtegaac
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ttcgacctggeggaggacgetaagetgeagetgteccaaggacacctacgatgacgatetggataaccttetggeccagat
cggggatcaatacgecgatctettectggecgcaaagaacttgteggatgetattetgetgagegacattetgegggtea
atactgaaatcaccaaggcgecectgteggecagecatgatcaagegetacgacgaacaccaccaagacctgactetgetg
aaggccctegtgegecagecagetgectgaaaagtacaaggagattttettcgaccagteccaagaacggatacgeeggata
cattgacggaggggccageccaggaggaattttacaaattcatcaageccattctegagaaaatggacggaaccgaagagt
tgctegtgaagetgaacagagaggatectectecggaageageggaccttegacaacggttecateccgeaccaaateecac
ctgggcgaattgecacgecatectecggeggeaggaagatttectacececattettgaaggacaatecgegaaaagatecgaaaa
gatcttgactttccgeatcecegtactacgtgggeectetggecegeggeaacteeegettegettggatgacacggaagt
ccgaggaaaccattacgecctggaacttecgaggaagtggtggacaagggggcgtecgeccagagettecategaacgeatg
accaatttcgacaagaacctccegaacgaaaaagtgetgecaaagecactegetectetacgaatacttcaccgtgtacaa
cgagctgactaaggtcaaatacgtgactgagggaatgeggaageecggecttectgtegggagagecagaagaaggecatag
tggacttgcttttcaagactaaccggaaggtcactgtgaagcaactcaaggaggactacttcaagaagatcgagtgtttce
gactcggtggagatctegggtgtecgaggacecgettcaacgectecctgggaacttaccacgatetgetgaagatecatcaa
ggacaaggacttcctcgataacgaagaaaatgaggacatectegaggatategtgetgaccectgaccttgttcgaggata
gggagatgatcgaggagecggctcaagacctacgeccacctgtttgacgacaaagtgatgaagcaactgaaacggeggagg
tataccggetggggtecggetgtececgecaagetgatcaacgggatcagggacaageagtecggaaagaccatectegactt
ccttaagtccgacggattcgegaaccgecaacttcatgecaacttateccacgacgactegetgacattcaaggaagatatece
agaaggcccaggtgtceccggacagggggactegettcatgagecacategetaacctggecggateeeccgecataaaaaag
ggcattctgcagaccgtcaaagtggtggatgagetggtcaaggtcatgggecggecataagecggaaaacategteatega
gatggcccgegagaaccagactacgcagaagggccagaagaacteeegggageggatgaageggattgaagagggecatea
aggagctcggcagecagattctgaaggaacateccgtggaaaacacccagetgcaaaacgaaaagetectatttgtactat
ctgcaaaacggacgcgatatgtacgtggatcaggagetggacattaacagactgagegactatgacgtggatcacattgt
gcctcaaagettcctcaaggacgactcaattgacaacaaggtecctgaccagaagecgacaagaacagaggaaagteggata
atgtgccgtccgaagaagtggtcaagaagatgaagaattactggagacagetcctgaatgegaagetecattacecagegg
aagttcgataacctgaccaaggecgaaaggggtggactgtecgaactcgacaaagetggettcatcaagegecaactggt
cgaaaccaggcagatcaccaagcacgtcgeccagattetggacageegeatgaacactaagtacgacgagaacgataage
tgatccgegaagtgaaggtcatcaccectgaagtccaagetegtgtecgacttteggaaggatttccagttttacaaggte
cgcgagatcaacaactaccatcacgeccacgacgegtaccttaacgecagtegtgggaacggetettatcaagaagtaccece
aaagctggagtcggaatttgtgtacggagactacaaagtgtacgacgtgcgcaagatgatcgecaaatctgagecaagaga
tcgggaaggcaaccgecaaatacttettetactcaaacattatgaattttttcaaaactgagattaccectggetaacgga
gaaattcggaagcgecccctgattgaaaccaacggagaaactggagaaattgtgtgggacaagggacgggacttcgecac
cgtcegeaaggtectetcaatgecccaagtcaacatecgtgaaaaagaccgaagtgcaaaccggeggettctcaaaggagt
ccatcctgectaagegcaacagegacaagetgattgecaggaagaaggactgggaccegaagaagtacggaggatttgat
tceectaccgtggectactecgtgetegtggtggecaaagtggaaaaggggaaatccaagaagetgaagtcggtgaagga
gettttgggtatcaccatcatggaacgectectegttecgaaaagaacccaategatttectggaagetaagggttataagg
aagtgaaaaaggacctgattatcaagctgcccaagtactcactgttcgagetggaaaacggtcggaaaaggatgetggec
agcgcecggagaactccagaagggaaacgaactggecactgecgteccaaatacgtcaacttectetaccttgeateccatta
cgaaaaactcaagggatcgecggaggacaacgagecagaagcagettttegtggagcaacacaagecattacttggacgaga
tcatcgagcagatttccgagttctcaaagegegtgatectggeegacgcaaatectggacaaggtectgtecgegtacaat
aagcatcgggacaagcctateccgegaacaggecgagaacatcatecatetgttcactetgacaaacctgggegeacceege
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cgcgttcaagtactttgacaccaccatcgataggaagegatacacctcaactaaggaagtgttggacgegacecttatece
atcagtcgatcaccgggctgtacgaaacacggatcgacctcagecagttgggaggcgacaagegeectgeggetaccaag
aaggccggacaggcecaagaagaagaaatgageggecgettaattaagetgecttetgeggggettgecttetggecatge
ccttectteteteccttgeacctgtacctettggtetttgaataaagectgagtaggaagtctagaaaaaaaaaaaaaaaa
aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa
aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa</INSDSeq sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="17">
<INSDSeq>
<INSDSeq_length>4444</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>misc_feature</INSDFeature_key>
<INSDFeature_location>1. . 4444</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q90">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>Synthetic</INSDQualifier_ value>
<{NonEnglishQualifier value>&-m</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 4444</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q91">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>aggaaataagagagaaaagaagagtaagaagaaatataagagccaccatggccccaaagaag
aagcggaaggtcggtatccacggagtcccageagecgacaagaagtacageateggectggacateggeaccaactetgt
gggctgggccgtgatcaccgacgagtacaaggtgecccagecaagaaattcaaggtgctgggcaacaccgaccggeacagea
tcaagaagaacctgatcggagecctgetgticgacageggecgaaacagecgaggecacceggetgaagagaaccgecaga
agaagatacaccagacggaagaaccggatctgctatctgecaagagatcttcagcaacgagatggecaaggtggacgacag
cttcttccacagactggaagagtectteectggtggaagaggacaagaagcacgagagacaccecatetteggeaacateg
tggacgaggtggecctaccacgagaagtacceccaccatcectaccacctgagaaagaaactggtggacagecaccgacaaggece
gacctgagactgatctacctggecctggeccacatgatcaagttcagaggecacttectgategagggegacetgaaccece
cgacaacagcgacgtggacaagetgttcatccagetggtgcagacectacaaccagetgttcgaggaaaaceecatcaacg
ccagcggegtggacgccaaggetatectgtetgecagactgagecaagagcagaaggetggaaaatetgategeccagetg
cccggegagaagaagaacggectgtteggeaacctgattgecctgagectgggectgacceeccaacttcaagageaactt
cgacctggecgaggatgeccaaactgecagetgagcaaggacacctacgacgacgacctggacaacctgetggeccagateg
gcgaccagtacgeegacctgttectggecgecaagaacctgtetgacgecatectgetgagegacatectgagagtgaac
accgagatcaccaaggceccccctgagegectetatgatcaagagatacgacgageaccaccaggacctgaccctgetgaa
agctctegtgeggcageagetgectgagaagtacaaagaaatettecttegaccagagecaagaacggetacgeeggetaca
tcgatggeggegetagecaggaagagttcetacaagttcatcaageccatectggaaaagatggacggecacegaggaactg
ctcgtgaagctgaacagagaggacctgetgagaaagcagagaaccttcecgacaacggeageateecccaccagatecacct
gggagagctgcacgetatecctgagaaggcaggaagatttttacccattectgaaggacaaccgggaaaagatcgagaaga
tcetgaccttecaggatecectactacgtgggecceetggecagaggecaacageagattegectggatgaccagaaagage
gaggaaaccatcaccccctggaacttcgaggaagtggtggacaagggegecagegeccagagettecatecgagagaatgac
aaacttcgataagaacctgecccaacgagaaggtgctgeccaagecacagectgetgtacgagtacttcaccgtgtacaacg
agctgaccaaagtgaaatacgtgaccgagggaatgagaaageccgecttectgageggegagecagaaaaaggeecategtg
gacctgctgttcaagaccaacagaaaagtgaccgtgaagecagetgaaagaggactacttcaagaaaatcgagtgetticga
ctcegtggaaatetecggegtggaagatagattcaacgecteecectgggeacataccacgatetgetgaaaattatcaagg
acaaggacttcctggataacgaagagaacgaggacattctggaagatatcgtgetgaccectgacactgtttgaggaccge
gagatgatcgaggaaaggctgaaaacctacgetcacctgttcgacgacaaagtgatgaagcagectgaagagaaggeggta
caccggctggggcaggctgagecagaaagetgatcaacggeatcagagacaagecagageggcaagacaatectggatttece
tgaagtccgacggettegecaaccggaacttcatgeagetgateccacgacgacagectgacattcaaagaggacateecag
aaagcccaggtgteceggecagggegactetetgecacgageatategetaacctggeeggeageeeegetatcaagaaggg
catcctgcagacagtgaaggtggtggacgagetcgtgaaagtgatgggcagacacaageccgagaacategtgategaga
tggctagagagaaccagaccacccagaagggacagaagaactccegegagaggatgaagagaatcgaagagggeatcaaa
gagctgggcageccagatcectgaaagaacaccecgtggaaaacacccagetgecagaacgagaagetgtacctgtactacct
gcagaatggecgggatatgtacgtggaccaggaactggacatcaacagactgtecgactacgatgtggaccatategtge
ctcagagctttctgaaggacgactccatcgataacaaagtgetgacteggagegacaagaacagaggcaagagegacaac
gtgceetecgaagaggtegtgaagaagatgaagaactactggegacagetgetgaacgecaagetgattacccagaggaa
gttcgataacctgaccaaggeccgagagaggeggectgagegagetggataaggecggettcatcaagaggecagetggtgg
aaaccagacagatcacaaagcacgtggcacagatcctggacteeecggatgaacactaagtacgacgaaaacgataagetg
atccgggaagtgaaagtgatcaccctgaagtcecaagetggtgtecgatttecggaaggatttccagttttacaaagtgeg
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cgagatcaacaactaccaccacgceccacgacgectacctgaacgeegtegtgggaaccgecctgatcaaaaagtacecta
agctggaaagcgagttcgtgtacggegactacaaggtgtacgacgtgcggaagatgatecgecaagagegageaggaaate
ggcaaggctaccgecaagtacttettctacagecaacatcatgaactttttcaagaccgaaatcacectggecaacggega
gatcagaaagcgccctetgatcgagacaaacggegaaaccggggagategtgtgggataagggcagagacttegecacag
tgcgaaaggtgctgagecatgecccaagtgaatategtgaaaaagaccgaggtgcagacaggeggcttcagecaaagagtet
atcctgcccaagaggaacagegacaagetgatecgecagaaagaaggactgggacceccaagaagtacggeggettegacag
ccctaccgtggectactetgtgetggtggtggctaaggtggaaaagggcaagtccaagaaactgaagagtgtgaaagage
tgctggggatcaccatcatggaaagaagcagetttgagaagaacectatecgactttctggaagecaagggetacaaagaa
gtgaaaaaggacctgatcatcaagectgectaagtacteceetgttegagetggaaaacggcagaaagagaatgetggecte
tgccggecgaactgcagaagggaaacgagetggecctgectagecaaatatgtgaacttectgtacctggecteccactatg
agaagctgaagggcageccctgaggacaacgaacagaaacagetgtttgtggaacageataagecactacctggacgagatce
atcgagcagatcagegagttctccaagagagtgatecectggecgacgecaatetggacaaggtgetgtetgectacaacaa
gcacagggacaagcctatcagagagecaggecgagaatatcatecacctgttcaccectgacaaacctgggegetectgecg
ccttcaagtactttgacaccaccatcgaccggaagaggtacaccageaccaaagaggtgctggacgecaccctgatecac
cagagcatcaccggcectgtacgagacaagaatcgacctgtetcagetgggaggegacaagagacctgecgecactaagaa
ggccggacaggccaaaaagaagaagtgageggecgettaattaagetgecttetgeggggettgecttctggecatgecece
ttcttcteteccttgeacctgtacctettggtetttgaataaagectgagtaggaagtctagaaaaaaaaaaaaaaaaaa
aaaaaaaaaaaaaaaaaaaaaaaaaaaaaasaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa</ INSDSeq sequence
>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="18">
<INSDSeq>
<INSDSeq_length>4506</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>misc_feature</INSDFeature_key>
<INSDFeature_location>1. . 4506</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q92">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>Synthetic</INSDQualifier_ value>
<{NonEnglishQualifier value>&-m</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 4506</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q93">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>misc_feature</INSDFeature_key>
<INSDFeature_location>1. . 4506</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q9%4">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>For every position there is a t/u, it is substituted
with an Nl-methylpseudouridine. </INSDQualifier_value>
<NonEnglishQualifier value>4t¥t-8 EAF t/uzir & » H&N1-F F B 5k HF B
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>agaggaaataagagagaaaagaagagtaagaagaaatataagagccaccatggeccctaaga
agaagagaaaagtcggaattcacggagtcceecgecgecgacaaaaagtactecattggecttgatattggaaccaactee
gtgggttgggccgtgatcactgacgagtacaaggtgeccgteccaagaagttcaaggtgetggggaacactgaceggeacte
aattaagaagaacctgattggggcgectgetgttcgacteeggagaaaccgeggaggetaccegectgaageggactgecce
ggcggagatacacgecgcaggaagaaccggatttgetaccteccaagaaatcticagecaacgaaatggcaaaggtggacgat
teettettecategectggaagagagettectggtggaagaggacaagaagecacgaaagacacccgatttteggeaacat
cgtggatgaggtcgcataccacgaaaagtaccccaccatctatcatettcggaagaagetggtegacteccaccgataagg
ccgatctgegectgatctacttggegetggetcacatgattaagttcagaggacactttectgatagagggegacctcaat
cccgataactcegacgtggataagetgttecatccaactggtgcagacgtacaaccaactgtttgaagagaatccaatcaa
cgccageggggtggacgecaaggecatectgtecgeeceggetgtcaaagtecagacgectggagaatetecategegeaac
tcectggegaaaaaaagaacggactettegggaatetgattgetetgtecectggggetecactecgaacttcaagtegaac
ttcgacctggeggaggacgetaagetgeagetgteccaaggacacctacgatgacgatetggataaccttetggeccagat
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cggggatcaatacgecgatctettectggecgcaaagaacttgteggatgetattetgetgagegacattetgegggtea
atactgaaatcaccaaggcgecectgteggecagecatgatcaagegetacgacgaacaccaccaagacctgactetgetg
aaggccctegtgegecagecagetgectgaaaagtacaaggagattttettcgaccagteccaagaacggatacgeeggata
cattgacggaggggccageccaggaggaattttacaaattcatcaageccattctegagaaaatggacggaaccgaagagt
tgctegtgaagetgaacagagaggatectectecggaageageggaccttegacaacggttecateccgeaccaaateecac
ctgggcgaattgecacgecatectecggeggeaggaagatttectacececattettgaaggacaatecgegaaaagatecgaaaa
gatcttgactttccgeatcecegtactacgtgggeectetggecegeggeaacteeegettegettggatgacacggaagt
ccgaggaaaccattacgecctggaacttecgaggaagtggtggacaagggggcgtecgeccagagettecategaacgeatg
accaatttcgacaagaacctccegaacgaaaaagtgetgecaaagecactegetectetacgaatacttcaccgtgtacaa
cgagctgactaaggtcaaatacgtgactgagggaatgeggaageecggecttectgtegggagagecagaagaaggecatag
tggacttgcttttcaagactaaccggaaggtcactgtgaagcaactcaaggaggactacttcaagaagatcgagtgtttce
gactcggtggagatctegggtgtecgaggacecgettcaacgectecctgggaacttaccacgatetgetgaagatecatcaa
ggacaaggacttcctcgataacgaagaaaatgaggacatectegaggatategtgetgaccectgaccttgttcgaggata
gggagatgatcgaggagecggctcaagacctacgeccacctgtttgacgacaaagtgatgaagcaactgaaacggeggagg
tataccggetggggtecggetgtececgecaagetgatcaacgggatcagggacaageagtecggaaagaccatectegactt
ccttaagtccgacggattcgegaaccgecaacttcatgecaacttateccacgacgactegetgacattcaaggaagatatece
agaaggcccaggtgtceccggacagggggactegettcatgagecacategetaacctggecggateeeccgecataaaaaag
ggcattctgcagaccgtcaaagtggtggatgagetggtcaaggtcatgggecggecataagecggaaaacategteatega
gatggcccgegagaaccagactacgcagaagggccagaagaacteeegggageggatgaageggattgaagagggecatea
aggagctcggcagecagattctgaaggaacateccgtggaaaacacccagetgcaaaacgaaaagetectatttgtactat
ctgcaaaacggacgcgatatgtacgtggatcaggagetggacattaacagactgagegactatgacgtggatcacattgt
gcctcaaagettcctcaaggacgactcaattgacaacaaggtecctgaccagaagecgacaagaacagaggaaagteggata
atgtgccgtccgaagaagtggtcaagaagatgaagaattactggagacagetcctgaatgegaagetecattacecagegg
aagttcgataacctgaccaaggecgaaaggggtggactgtecgaactcgacaaagetggettcatcaagegecaactggt
cgaaaccaggcagatcaccaagcacgtcgeccagattetggacageegeatgaacactaagtacgacgagaacgataage
tgatccgegaagtgaaggtcatcaccectgaagtccaagetegtgtecgacttteggaaggatttccagttttacaaggte
cgcgagatcaacaactaccatcacgeccacgacgegtaccttaacgecagtegtgggaacggetettatcaagaagtaccece
aaagctggagtcggaatttgtgtacggagactacaaagtgtacgacgtgcgcaagatgatcgecaaatctgagecaagaga
tcgggaaggcaaccgecaaatacttettetactcaaacattatgaattttttcaaaactgagattaccectggetaacgga
gaaattcggaagcgecccctgattgaaaccaacggagaaactggagaaattgtgtgggacaagggacgggacttcgecac
cgtcegeaaggtectetcaatgecccaagtcaacatecgtgaaaaagaccgaagtgcaaaccggeggettctcaaaggagt
ccatcctgectaagegcaacagegacaagetgattgecaggaagaaggactgggaccegaagaagtacggaggatttgat
tceectaccgtggectactecgtgetegtggtggecaaagtggaaaaggggaaatccaagaagetgaagtcggtgaagga
gettttgggtatcaccatcatggaacgectectegttecgaaaagaacccaategatttectggaagetaagggttataagg
aagtgaaaaaggacctgattatcaagctgcccaagtactcactgttcgagetggaaaacggtcggaaaaggatgetggec
agcgcecggagaactccagaagggaaacgaactggecactgecgteccaaatacgtcaacttectetaccttgeateccatta
cgaaaaactcaagggatcgecggaggacaacgagecagaagcagettttegtggagcaacacaagecattacttggacgaga
tcatcgagcagatttccgagttctcaaagegegtgatectggeegacgcaaatectggacaaggtectgtecgegtacaat
aagcatcgggacaagcctateccgegaacaggecgagaacatcatecatetgttcactetgacaaacctgggegeacceege
cgcgttcaagtactttgacaccaccatcgataggaagegatacacctcaactaaggaagtgttggacgegacecttatece
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atcagtcgatcaccgggctgtacgaaacacggatcgacctcagecagttgggaggcgacaagegeectgeggetaccaag
aaggccggacaggcecaagaagaagaaatgageggecgettaattaagetgecttetgeggggettgecttetggecatge
ccttectteteteccttgeacctgtacctettggtetttgaataaagectgagtaggaagtctagaaaaaaaaaaaaaaaa
aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa
aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa</INSDSeq sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="19">
<INSDSeq>
<INSDSeq_length>4506</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>misc_feature</INSDFeature_key>
<INSDFeature_location>1. . 4506</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q95">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>Synthetic</INSDQualifier_ value>
<{NonEnglishQualifier value>&-m</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 4506</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q96">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>9</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>27</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>37</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>39</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b1</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b8</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>75</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>81</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>82</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>90</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>110</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>113</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>117</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>118</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>123</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>124</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>127</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>129</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>130</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>140</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>144</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>148</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>149</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>156</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>159</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>163</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>170</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>177</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>182</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>191</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>192</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>198</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>201</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>211</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>221</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>22b</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>226</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>237</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>240</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>241</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>249</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>252</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>254</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>25b</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>260</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>280</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>288</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>298</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>311</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>333</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>334</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>33b</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>338</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>342</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>351</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>353</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>354</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>366</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>375</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>382</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>383</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>386</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>387</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>389</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>390</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>394</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>399</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>410</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>411</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>414</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>417</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>450</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>451</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>452</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>453</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>462</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>465</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>469</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>474</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>479</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>491</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b01</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b03</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b0b</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b08</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b10</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b22</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b2b</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b30</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b38</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b47</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b49</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b5hb</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b58</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b60</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b63</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b64</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b70</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b74</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b79</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b82</INSDFeature_location>
<INSDFeature_quals>

112107379 FEH5E A0202 B778 - H2655(FIE) 1123180726-0



202345910

<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b83</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b87</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b88</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b99</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>600</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>601</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>603</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>606</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>618</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>622</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>628</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>632</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>639</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>643</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>648</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>650</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>651</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>654</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>660</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>663</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>671</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>681</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>683</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>

112107379 FEH5E A0202 #83H - H2658(FIIE) 1123180726-0



202345910

</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>684</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>685</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>694</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>699</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>714</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>729</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>732</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>734</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>744</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>746</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>752</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>762</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>769</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>771</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>774</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>783</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>787</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>807</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>809</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>810</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>817</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>819</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>822</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>823</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>826</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>828</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>830</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>834</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>840</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>844</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>851</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>852</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>857</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>863</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>864</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>870</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>883</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>888</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>894</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>896</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>908</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>913</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>919</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>921</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>92b</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>930</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>931</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>933</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>942</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>949</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>953</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>961</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>963</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>965</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>966</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>969</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>983</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>984</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>986</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>991</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>994</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>996</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>997</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>999</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1002</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1011</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1012</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1014</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1020</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1024</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1027</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1032</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1047</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1049</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1059</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1062</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1070</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1092</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1096</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1098</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1101</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1110</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1113</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1125</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1129</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1136</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1146</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1147</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1148</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1149</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1151</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1152</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1160</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1172</INSDFeature_location>
<INSDFeature_quals>

112107379 FEH5E A0202 £1078 - #2658(F3%) 1123180726-0



202345910

<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1181</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1185</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1186</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1211</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1212</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1213</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1214</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>1220</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1221</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1224</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1233</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1234</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1236</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1245</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1262</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>

112107379 FEH5E A0202 1118 - #2658(F3%) 1123180726-0



202345910

<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1263</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1266</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1269</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1275</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1288</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1290</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1293</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1310</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1311</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1321</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1322</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1326</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1338</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1344</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1352</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1353</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1362</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1365</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1381</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1382</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1383</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1385</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1391</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1392</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1394</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1395</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1405</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1416</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1425</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1427</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1428</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>1432</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1433</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1434</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1440</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1445</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1448</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1452</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1459</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1461</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1475</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1481</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1482</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1486</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1487</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1491</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1502</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1515</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1516</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1523</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1529</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1530</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1539</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1542</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1556</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1568</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1569</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1572</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1581</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1588</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1589</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1590</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1602</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1617</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1620</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1631</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1635</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1638</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1640</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1646</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>1649</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1650</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1656</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1658</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1668</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1672</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1677</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1682</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1686</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1690</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1698</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1712</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1713</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1716</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1718</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1740</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1743</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1748</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1749</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1752</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1753</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1754</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1755</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1762</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1773</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1777</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1779</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1788</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1799</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1802</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1803</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1812</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1817</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1819</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1820</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1821</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1826</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1830</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1836</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>1838</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1843</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1845</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1856</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1857</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1865</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1869</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1876</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1877</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1885</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1887</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1890</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1896</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1899</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1913</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1914</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1917</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1921</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1933</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1941</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1944</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1951</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1953</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1956</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1959</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1965</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1970</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1971</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1973</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1974</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1981</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1989</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1992</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2004</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2012</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2022</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2024</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2025</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2026</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>2037</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2040</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2049</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2063</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2065</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2072</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2077</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2082</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2084</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2094</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2097</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2106</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2120</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2133</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2136</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2141</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>

112107379 FEH5E A0202 #1538 - #2658H(F3%) 1123180726-0



202345910

</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2142</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2145</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2146</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2150</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2159</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2160</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2174</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2175</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2178</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2184</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2185</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2187</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2198</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2202</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2207</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2208</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2218</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2220</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2235</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2237</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2252</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2256</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2257</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>2260</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2268</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2272</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2277</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2285</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2295</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2307</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2308</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2310</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2319</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2325</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2328</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2332</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2337</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2340</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2346</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2349</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2359</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2373</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2376</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2379</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2385</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2404</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2426</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>

112107379 FEH5E A0202 £1658 - #2658H(F3%H) 1123180726-0



202345910

<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2439</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2448</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2449</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2460</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2469</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2481</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2482</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2484</INSDFeature_location>
<INSDFeature_quals>

112107379 FEH5E A0202 £1678 - #265B(F3RH) 1123180726-0



202345910

<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2494</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2499</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2514</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2529</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2531</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2533</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2534</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>2535</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2537</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2540</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2542</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2544</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2560</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2562</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2564</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2568</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2572</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2580</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2586</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2587</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2595</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2603</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2605</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2610</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2614</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2619</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2620</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2622</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2626</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2633</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2634</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2637</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2648</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2652</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2653</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2664</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2667</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2696</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2701</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2704</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2706</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2711</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2721</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2724</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2733</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2740</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>2741</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2744</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2754</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2757</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2761</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2769</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2772</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2773</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2786</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2787</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2791</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2796</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2815</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2820</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2822</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2829</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2839</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2843</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2844</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2847</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2859</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2862</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2877</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2889</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2898</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2899</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2901</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2913</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2920</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2924</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2938</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2943</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2946</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2955</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2961</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2964</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2970</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2975</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2982</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>2985</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2987</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2993</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2994</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2995</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3004</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3005</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3006</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3011</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3012</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3013</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3014</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3021</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3030</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3038</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3043</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>

112107379 FEH5E A0202 #1938 - #2658H(F3%H) 1123180726-0



202345910

</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3059</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3063</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3064</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3072</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3075</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3085</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3087</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3088</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3090</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3098</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3108</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3113</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3119</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3120</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3121</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3123</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3125</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3134</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3141</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3143</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3150</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3159</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3162</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>3170</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3172</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3183</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3203</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3206</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3207</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3209</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3210</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3212</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3215</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3222</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3223</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3225</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3229</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3230</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3231</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3232</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3233</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3234</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3241</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3246</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3247</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3252</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3256</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3267</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3268</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3282</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3285</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3286</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3304</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3312</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3313</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3315</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3317</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3335</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3336</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3345</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>33b4</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3357</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>3359</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3363</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3372</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3378</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3381</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3396</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3410</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3411</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3413</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3422</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3426</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3429</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3433</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3453</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3456</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3457</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3473</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3488</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3497</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3498</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3499</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3502</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3503</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3508</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3513</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3518</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3521</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3525</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3528</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3531</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3534</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3543</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>35b7</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3567</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3572</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3576</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3585</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3586</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3587</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>3588</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3592</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3594</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3600</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3603</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3611</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3614</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3617</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3618</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3633</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3637</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3638</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3639</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3642</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3649</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3655</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3656</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3658</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3666</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3678</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3681</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3682</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3684</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3690</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3698</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3701</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3705</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3707</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3708</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3714</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3724</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3735</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3738</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3756</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3774</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3780</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3785</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3791</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3795</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>3800</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3801</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3804</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3806</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3810</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3811</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3815</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3820</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3821</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3831</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3839</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3867</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3868</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3869</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3870</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3873</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3889</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3890</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3893</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3894</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3903</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3906</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3915</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3916</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3917</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3923</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3924</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3926</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3936</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3939</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3942</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3955</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3957</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3966</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3969</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3971</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3977</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3982</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3988</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>4000</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4002</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4023</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4026</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4030</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4032</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4034</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4035</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4039</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4041</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4050</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4067</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4068</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4073</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4076</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4077</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4078</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4089</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4093</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4103</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4109</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4114</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4122</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4124</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4125</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4137</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4138</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4140</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4144</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4148</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4152</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4161</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4163</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4176</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4182</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4190</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4191</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4210</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4216</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
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<INSDFeature_location>4250</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4261</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4262</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4265</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4266</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4271</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4275</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4276</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
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<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4278</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4286</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4287</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4291</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4292</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4294</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4300</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4305</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4306</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4308</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4309</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4311</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4313</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4317</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4318</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4324</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
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<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4326</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4330</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4332</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4333</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4336</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4338</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4339</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4340</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4344</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4351</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4355</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4362</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4364</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mlf</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>agaggaaataagagagaaaagaagagtaagaagaaatataagagccaccatggeccctaaga
agaagagaaaagtcggaattcacggagtcceecgecgecgacaaaaagtactecattggecttgatattggaaccaactee
gtgggttgggccgtgatcactgacgagtacaaggtgeccgteccaagaagttcaaggtgetggggaacactgaceggeacte
aattaagaagaacctgattggggcgectgetgttcgacteeggagaaaccgeggaggetaccegectgaageggactgecce
ggcggagatacacgecgcaggaagaaccggatttgetaccteccaagaaatcticagecaacgaaatggcaaaggtggacgat
teettettecategectggaagagagettectggtggaagaggacaagaagecacgaaagacacccgatttteggeaacat
cgtggatgaggtcgcataccacgaaaagtaccccaccatctatcatettcggaagaagetggtegacteccaccgataagg
ccgatctgegectgatctacttggegetggetcacatgattaagttcagaggacactttectgatagagggegacctcaat
cccgataactcegacgtggataagetgttecatccaactggtgcagacgtacaaccaactgtttgaagagaatccaatcaa
cgccageggggtggacgecaaggecatectgtecgeeceggetgtcaaagtecagacgectggagaatetecategegeaac
tcectggegaaaaaaagaacggactettegggaatetgattgetetgtecectggggetecactecgaacttcaagtegaac
ttcgacctggeggaggacgetaagetgeagetgteccaaggacacctacgatgacgatetggataaccttetggeccagat
cggggatcaatacgecgatctettectggecgcaaagaacttgteggatgetattetgetgagegacattetgegggtea
atactgaaatcaccaaggcgecectgteggecagecatgatcaagegetacgacgaacaccaccaagacctgactetgetg
aaggccctegtgegecagecagetgectgaaaagtacaaggagattttettcgaccagteccaagaacggatacgeeggata
cattgacggaggggccageccaggaggaattttacaaattcatcaageccattctegagaaaatggacggaaccgaagagt
tgctegtgaagetgaacagagaggatectectecggaageageggaccttegacaacggttecateccgeaccaaateecac
ctgggcgaattgecacgecatectecggeggeaggaagatttectacececattettgaaggacaatecgegaaaagatecgaaaa
gatcttgactttccgeatcecegtactacgtgggeectetggecegeggeaacteeegettegettggatgacacggaagt
ccgaggaaaccattacgecctggaacttecgaggaagtggtggacaagggggcgtecgeccagagettecategaacgeatg
accaatttcgacaagaacctccegaacgaaaaagtgetgecaaagecactegetectetacgaatacttcaccgtgtacaa
cgagctgactaaggtcaaatacgtgactgagggaatgeggaageecggecttectgtegggagagecagaagaaggecatag
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tggacttgcttttcaagactaaccggaaggtcactgtgaagcaactcaaggaggactacttcaagaagatcgagtgtttce
gactcggtggagatctegggtgtecgaggacecgettcaacgectecctgggaacttaccacgatetgetgaagatecatcaa
ggacaaggacttcctcgataacgaagaaaatgaggacatectegaggatategtgetgaccectgaccttgttcgaggata
gggagatgatcgaggagecggctcaagacctacgeccacctgtttgacgacaaagtgatgaagcaactgaaacggeggagg
tataccggetggggtecggetgtececgecaagetgatcaacgggatcagggacaageagtecggaaagaccatectegactt
ccttaagtccgacggattcgegaaccgecaacttcatgecaacttateccacgacgactegetgacattcaaggaagatatece
agaaggcccaggtgtceccggacagggggactegettcatgagecacategetaacctggecggateeeccgecataaaaaag
ggcattctgcagaccgtcaaagtggtggatgagetggtcaaggtcatgggecggecataagecggaaaacategteatega
gatggcccgegagaaccagactacgcagaagggccagaagaacteeegggageggatgaageggattgaagagggecatea
aggagctcggcagecagattctgaaggaacateccgtggaaaacacccagetgcaaaacgaaaagetectatttgtactat
ctgcaaaacggacgcgatatgtacgtggatcaggagetggacattaacagactgagegactatgacgtggatcacattgt
gcctcaaagettcctcaaggacgactcaattgacaacaaggtecctgaccagaagecgacaagaacagaggaaagteggata
atgtgccgtccgaagaagtggtcaagaagatgaagaattactggagacagetcctgaatgegaagetecattacecagegg
aagttcgataacctgaccaaggecgaaaggggtggactgtecgaactcgacaaagetggettcatcaagegecaactggt
cgaaaccaggcagatcaccaagcacgtcgeccagattetggacageegeatgaacactaagtacgacgagaacgataage
tgatccgegaagtgaaggtcatcaccectgaagtccaagetegtgtecgacttteggaaggatttccagttttacaaggte
cgcgagatcaacaactaccatcacgeccacgacgegtaccttaacgecagtegtgggaacggetettatcaagaagtaccece
aaagctggagtcggaatttgtgtacggagactacaaagtgtacgacgtgcgcaagatgatcgecaaatctgagecaagaga
tcgggaaggcaaccgecaaatacttettetactcaaacattatgaattttttcaaaactgagattaccectggetaacgga
gaaattcggaagcgecccctgattgaaaccaacggagaaactggagaaattgtgtgggacaagggacgggacttcgecac
cgtcegeaaggtectetcaatgecccaagtcaacatecgtgaaaaagaccgaagtgcaaaccggeggettctcaaaggagt
ccatcctgectaagegcaacagegacaagetgattgecaggaagaaggactgggaccegaagaagtacggaggatttgat
tceectaccgtggectactecgtgetegtggtggecaaagtggaaaaggggaaatccaagaagetgaagtcggtgaagga
gettttgggtatcaccatcatggaacgectectegttecgaaaagaacccaategatttectggaagetaagggttataagg
aagtgaaaaaggacctgattatcaagctgcccaagtactcactgttcgagetggaaaacggtcggaaaaggatgetggec
agcgcecggagaactccagaagggaaacgaactggecactgecgteccaaatacgtcaacttectetaccttgeateccatta
cgaaaaactcaagggatcgecggaggacaacgagecagaagcagettttegtggagcaacacaagecattacttggacgaga
tcatcgagcagatttccgagttctcaaagegegtgatectggeegacgcaaatectggacaaggtectgtecgegtacaat
aagcatcgggacaagcctateccgegaacaggecgagaacatcatecatetgttcactetgacaaacctgggegeacceege
cgcgttcaagtactttgacaccaccatcgataggaagegatacacctcaactaaggaagtgttggacgegacecttatece
atcagtcgatcaccgggctgtacgaaacacggatcgacctcagecagttgggaggcgacaagegeectgeggetaccaag
aaggccggacaggcecaagaagaagaaatgageggecgettaattaagetgecttetgeggggettgecttetggecatge
ccttectteteteccttgeacctgtacctettggtetttgaataaagectgagtaggaagtctagaaaaaaaaaaaaaaaa
aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa
aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa</INSDSeq sequence>

</INSDSeq>

</SequenceData>

<{SequenceData sequencelDNumber="20">

<INSDSeq>
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<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql00">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>taagaccatgtcccaactga</INSDSeq sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="21">
<INSDSeq>
<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql02">
<INSDQualifier_ name>organism</INSDQualifier_ name>
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<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>gccaatggcctecttcagtt</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="22">
<INSDSeq>
<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql04">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>tatattggtcttccacggtc</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="23">
<INSDSeq>
<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
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<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql06">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ccagaaaaggtaaggttggt</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="24">
<INSDSeq>
<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql08">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ggtcttccacggtctggaga</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="25">
<INSDSeq>
<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qll0">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ggcctecttcagttgggaca</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="26">
<INSDSeq>
<INSDSeq_length>20</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
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<INSDFeature_location>1. . 20</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qll2">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ttactaaaggaacaacaaaa</INSDSeq sequence>
</INSDSeq>
</SequenceData>
</ST26SequenceListing>
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