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L. —Fiiil s G55 7, I & B 4G 0L M) -viil) (5.
1) A AR 2 AR S KII T IR 0T 5T 2 A 28— Oht I SR S DA M 5 4k
W d 2 AR B R RO LB U 2 R 1 88 0BT 88 505
1) A A e 2 AR I KA R0 754 I 2 M B — O I S 5 W DA S o B 4k
Wb 2 AR E R R 02 U 2 M 1 58 OB 88 5705
111) WA IR A H I R W OT5 U M S — 0P g8 A DA S 2
IR A A RIGAT IR0ABU A 28 0Dt 515
iv) A A e A AR 1 KT R 0754 2 WM B — O IR S 5 W DA S o B 4k
Wb 2 AR I R R 06 B U 2 M 1 58 0BT 88 5705
v) F 5 A R 2 AR B A R RIS R 075 2 B 26 — 0P 85 W A Mt 2 3
Wit b 2 AR E R O 153U Z MV 58 0Pt 84545
vi) B R B AR A I KR0S B U 2 28 — 0 U S8 A M B8 3L
Wb 2 AR E R RO 16T I Z MV 58 0Pt 84545
vii) A AR 2 RS BN KBTI 0T 5 TR 2 28 — Ot SRS A S B2
R A B KB RO 18T 2 I 55 0B U 545 ok
viii) A A R A AR S R B OT 5 BT 20 58— O U 8 A DA M B 2%
R AR B KT PR 0250 I 20V 28 —0F T 84545
Hrh 5 R AR 26— A28 0P S5 Wl & AR L K I AT R B 2 0801
075.02:075.04:075.06:075.015:075.016:075.5%018: 075/ H L M1 : 2+ 10% sl R IHHT
PR 2025 : 075 H R B N1 :1210% .
2. — Pl A G 7Tk, IR e S ts
BB N R 2 AR B R RO LB U 2 A 18— OB U 2R 505
BB AN R 2 AR B R 02U 2 A 1 55 0T 28 5705
BB AN R 2 AR B R 04 U 2 A 1 58 — O U 28 505
BB AN R 2 AR B R 06 B 2 A 1 SR PHO U R 5105
BB AN R 2 AR 1 I RIAHT PO 15T I MM 28 T OB 26 55
BB AN 1 A AR I I RIAHT PO 16T I 2 MHIT) 25 /S0P U 26 55
BB AN R A AR I R PR O 18I 2T SE L OB U S 55
A AN T 2 AR 1 I KA T B 0250 i 221 28/ \ OB U 28 5 s A M.
BB AN 1 A AR B R B OT 5T Z M) 5B LOBT 85
BN R SRS E (R NS TR%Y RN - iy 1IN 5 TR AN i - VAN 1 = Sy 2 )
25 A AR R U 22801 :02:04:06:015:016:018:025: 075 Fife bk Jyl: 1
1:1:1:1:1:2:2+10%
3. WU R 2R i 5 ik, Hor
(1) RO 2 5 R0 1AM 254 -
[—»3)-a-L-Rgap-(1—>3)—(1-L-Rhap-(1—r3)-[3-L-Rhap-(1—>4)—B-D-GICpNAc-(1—>]n
1

1
B-D-ManpNAc

J

J

J

J
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(i1) LK 024705 A (0 2 021 4544 -
[—3)-a-L-Rhap-(1—2)-a-L-Rhap-(1—3)-p-L-Rhap-(1-4)-B-D-GlcpNAc-(1-],,
?
a-D-FJcp3NAc
(111) Z RN 045U 220 005 5 004-Gl e+ 4544 -

a-D-Glcp
1
!

3
[—=2)-a-L-Rhap-(1-6)-a-D-Glcp-(1—3)-0-L-FucpNAc-(1—3)-B-D-GlcpNAc-(1—],
(iv) KRN 064U 2 £ 5 OB AR 2544 -
[—4)-a-D-GalpNAc-(1->3)-B-D-Manp-(1—>4)-B-D-Manp-(1—3)-a-D-GlcpNAc-(1-]

2

1
1

B-D-Glcp
) K RO L5H U 2 B 501511 4544 «
[—2) -B-D-Galp- (1—=3) -a-L-FucpNAc- (1—=3) -B-D-GlcpNAc- (1—] ,
(vi) ZRIH 0165 240 (0 2 R016 /1) 544 -
[—»2)—[3—D-Galf—(1—>6)—a—D-GIcp—(1—rS)ﬂ—L—Rgap—U—>3)—a—D-GIcpNAc-(1—>]n

1
Ac

(vii) Z RN 0 18Tt 2 A0 2 O 18AT 454 -
[+2)-a-L-Rhap-(1—6)-a-D-Glcp-(1—4)-a-D-Galp-(1—3)-a-D-GlcpNAc-(1—]
3

1
1
B-D-GlcpNAc :
(viii) KN 02540 20 05 2L025B 4544 -
B-D-Glcp
1
!
6
[—+4)-a-D-Glcp-(1—3)-a-L-Rhap-(1—3)--D-GlcpNAc-(1—], It H
3 2
t t
1 Ac
a-L-Rhap

(i) 2RI R 07 54U A 05 X075 S5 -
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B-D-Manp
1
\

4
[3)-0.-D-Galp-(1-4)-a-L-Rhap-(1-33)-p-D-GlcpNAc-(1-],,

ARt HOH 1 5 100113848

4 QUSRI SR BT AR 1) 5 1, FH R n o Hh 35 5011 #8448

5. QIR R BT 1) 5 1, LR A n ity 8 5 5 4011 HE 48

6. QAR R BT 1) )5 1, LR A n ity 8 5 %5 3011 4848

T QAR SR AR R W 7 1, o TR A A0 2 25mM tri s2% b /KpH7 . 4, 137mM
NaCLF/12.7mM KC1.

8 . WA R EER AR AR I 5 1 , FLrh AT 40 5480 9 10mM =+ 10 % KH, PO, /Na, HPO, 2% i1 pH
7.0110% 5% (w/v) =10% L1 B0 . 10mM =+ 10 % I 258 DL &0, 02% (w/v) £10% Z& 11
FUREHS0.

9. QAR ER AR 0 7 1, Forh ATl 20 5960 25 41 10mM == 10 % KH, PO, /Na, HPO, 2% 17
pH7.0£10% 8% (w/v) £10% pERE . ImM+10%EDTALL K 0.02% (w/v) +=10% 2 111 2L fig
80.

10 QAR SR AT AR IR )5 1 A TR 4 St 20 f o 511
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[0001]  AHAIE R HITE H 2021459 A17H « 155 8202180049038 . 6« & HH 25K “Z M)
R A S M & R R s 0 K S .

BEEEAR

[0002]  JAANEURIE KA (ExPEC) 5 A K IIHHT B Rk — el i e A i e 1
W JE A= - SR 1T, ExPECERIAR AT HERA T E R AN Rt SN I 1T 520 2 A T 4=
VRPN R 1A X R D B R ST 2 N3 ] (2 WA, Johnson®E A, J
Lab Clin Med.[524% % 5k KRB 2245120025139 (3) : 155-162;Kohler®: A, Int J Med
Microbiol . [[EPFRE Y 44d12011;301(8) :642-647 ;Foxman,Am | Med. [FE[E =
245720025 1138 1A:5S-13S; VL M RussoZE A ,Microbes Infect. [flA=4i&H]2003;5
(5) :449-456) - ExPECIRIPRZ PRIFESAL (UTT) [ 5 DL AL AT T2 T AR R M A=
JURIEE 2 B IR 2= (Johnson A, 2002;Russo A, 2003) , 5 JIEEBAZE R I G LA M B= e
SRIFIENG R AT 5 ARIRIA TS S A INES , B e 4 4 e Al 2R AN TS Fir A ixX
B R YL #B ] R S A EXPECE IIAE (RussoZE A, 2003) o 57245 )L Z AT LD e
BRI 5~ BIEXPECIR R , fu iR 28 VEEXPECYH (1ED) .

[0003]  AHERDGH0AE 2RI 2R 2 X P an s ) = B, - 0.2 251 2514 (MDR) K%
FF R BRI R 1 E AR 1 e i s (DL, SchitoZ: A, 2009, Int.J.Antimicrob.Agents[]H
bR A 2575 24 5134 (5) :407-413; DL fPitoutZ A ,2012,Expert
Rev.Anti.Infect.Ther. [FUEAIETT L2110 (10) :1165-1176) ExPECIT 4112541131
(ST131) [ H LA PR e BRAL R B AR A2 M 251 (B35 20 251 2514) H5 i == B2 Bl [N 2
(Johnson®: A\ ,Antimicrob Agents Chemother. [FifiiEW 2577 512797 71412010554 (1) :
546-550;Rogers®: A\ ,J Antimicrob Chemother. [FifiZEY) 2575 5157 1E44 12011 ;66
(1) :1-14) Z5elEAFAE T Fr AT ExPECIE PR 43 BEPRIN12. 5% 530 % H , 42 BRI H ifn 75 2
025B: H4 , I 15 7~ H vm 7KV 1 SO T 2428 , X ad 3 11 Pl Al eI /i fle FHE I i 2491
AR TR KA TR 2R I 25 PR B - NI (Rogers®E A, 2011, LA M Baner jeeSF A,
Antimicrob Agents Chemother. [Hii:= 2577 5457741201458 (9) : 4997-5004)
[0004]  OPUF TG AYEL O L MR 1L 454 , Z0 L2 Bt e S 2 IR FAYE AN T R £
B (LPS) RIANBSAS T « E 24 1 1k L8OMPIILIE S URs I KA OBt (Stenutz 5
FEMS Microbial Rev.[FEMSTH/E¥#1P1£12006530:382-403) , R 46 A £ KUEXPECSY B Rk
BVAIAEA BN 20 FhOPT I M5 2 H o 4 KR IAAT R OBl S 2R Ty By 2 28] o B (RSP I LP S
DGR ZI10ZE 25 T A MR TTALRR, 551419359 B R 5 A E e Cb A fadid R 7 b Zm s P T
IS A A 0P IR 2R A e, LR b mT DA ok 8 N < e Ak sl i A 2 2 Sk (B 1m0 I 2 My
B o X BB i 7 A R A R 2 B EAAN R BB P A R 3 28 A 8 on 1
MG ZREE RS 0B T S Ml 1) JE YR A T e e fk b0 fbojie 2 A, I HLAE FhL
TEOL T X BRI T IR I G R A

[0005]  ExPEC/EHY AT FHATART I 75 1 5| o SV ExPECIE A Hh B 1 75 U O LE il i, (EoR
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H ExPEC) B PRI R 10 2T SR R HAH Y KPR A  iX (152551310 2 Al 1 EXPEC
PE T KA BRAEME (Russo: A, Vaccine. [BE1H]2007;25: 3859-3870) o 1fii H., F-2E041
AT BB e I R 2 o b AN, AR T 2 BR B 45 A RE W 9T, 24 22 i s 2 m] 5 B
P LA (90 Qs 0 S A b R 2R RN 0 255 T 2R 7 e /K e B8 AT RE 2Kk
L DR Aol A R 7 PR 8 R BB S A Mg sz i vh R B 8 i s PR 486 DA
S FH AR I 205 | R s , B 2 G e i 0 25 R s R B R I 2R )
oI5 T THSCRANEE LIS L 5 LA S L S DR (Lipsiteh,Emerging Infectious
Diseases [HT A4 151999, 5:336-345) o FRAEHY 52 1 W fc KPR 1 A 4% HLAE TRy Hh 2
B A A I 2R 5 R A5 9 TR AE 2 A [RTEN ol AT i i oLy 2R 8 3 i 5 [ 1)
TSGR I S e/ Mo

[0006]  JT &9 i DA ExPECIE AL 1 5 1 G AR O U 2SR 51 I o il SR RN 4110
PR SRRV S 28 5 2 LR ak R P e b (Pseudomonas aeruginosa) hiZRA, Gk
T 120U g5 Al A LI RO S Fh Ul T e PR M e i (Cross®F A,
J.Infect.Dis. [{EGYpZE] (1994) SE 1704, 2834 -40T1) o X FPEESRE 1 M AIRAF I AR
FVFA] o Bt FE R TR & T — AR & &2 g, Horh Z R A AR AE RN
GO, B e o S R RSP e 1B (— Fh A2 KB #TF B v 3%k 19 25 1% &5 il AT 1
(Campylobacter jejuni) ) TG MELERING & (Wacker: A ,Proc.Nat.Acad.Sci. [ZE[H
FE 5 BB Hl] (2006) 8510345 , ZE7088-93T1) o X FINZEFE 1 EE 11 TSR L R ZehENS S %
P WAL R Bk B b, W T DA A 5B T I 5 sk aliie 50 -

[0007]  A=Wp28 A s Dt FH 2B R AT R U0 OB U eadedis i 10465 224 (Poolman ]
Wacker,J.Infect.Dis. L4924 d:] (2016) 55213 (1) %, 556-13T1) 2K, i THIEXPECHES
AT & T 2 SIS, H HAFEXPEC BRIV B P A7 g — 25 0Bt B M 7 o
JEIL ARSI AUBIRLPS Y 70 B PR TR H T it — 2B OBk - IEAN , R 52k B 2 Mg 2410
P P M A AP S 7 22 R BR RIS L 1T o PRl , AR Fp 2375 B TN ExPECIT %
o R, TP TR 2 EXPECH 11 , 1295 1 7] T TR LN EXPEC 07511752
FNEXPECH -3 4771 1) F AL LIS B AT S B R

ZBAE

[0008] A AT &I, 24 LAOBUI (5% 1 S A v LA AH R BE P b 2 HA OB
WGP EREE AN 25 ) IR EYIE R TIININ , KIAT 07540 AT EE HiAh
KIGFFR OB (54,01, 02F106) ¥ G e I 1k SEAR o FHAn T S Wtk A TR e e it 1 %1
SEXPEC 075175 AUFN—Fhik Z FhASNEXPEC O S B R S S0 B B8 2 W &5
B WAL 2R ) R R 07 55U R S W LA M — Pk 2 Mt S b K AT i O i 1) 25
EEVR

[0009]  [AIHE, 75 58— T, ASCER A T 4159, 415 WA S KIBHFF01.02.04,
015.016.018.025.075H106471)5 24 , HL A BR AU 22 Moy kg e 2 A& B L T H
HrR075 /102547057 2B I — PRIk FEARXTT-01.02.04.,015.,016 . 018FH06 4T 2 il Hh
(B PRI o M N -

[oot0] R BLEESC B, 075 B 2 M iy 11 5501.02.04,015. 016 018106 /T Ak rh

6
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YRR PRI AL E 201 .5: 15 £2.5: 1.

[oot] RS BI, 075 B 2 M sy 11 5501.02,04,015., 016 018106 5T Ak rh
(R PR A L S 292 1.

[0012] 58 —AS— Ry T, AR T 450, Z A G & KB 01.02.04.015,
016.018.025.075 106U 24 , FLrh ARl 2 oo i B ks 1, JF B R
075U ZHE 501 L0271/ BR06 H U A IR FEAUE L N 291 . 5: 1 294 1 et , H 075
YU 2501 0271/ 06 FFIR FEAN R LE 2921 1.

[0013]  fp HubsiE b, 07550 220 504,015,016 F11/501 8H 0 2Bk BEA R by
231 .5: 1582494 1 AR Y, 07550 24 504,015, 0161/ 5501 8H U5 S M Ik BEA R L £
2:1,

[0014]  FE58 = AS— Ry T, AR T 45, 2 G & KB 01.02.04.015,
016.018.025.075 106U 24 , FLrh ARl 2 oo i e ks 1, JF B R
07510254705 2 W R A — Ak FE AN T-01.02.,04.015.016 .0 1810647t )i 22 b (145
— AR ST B, b 075 BT 205010271/ 5k 06 U5 22 MR JE AL H o) £
1.5: 1294 1 fiehh, 07551 2 M 501, 0281/ 506 5T I MR AN E L 29211,
[0015]  PRAEREAR S 58 AN = AR Tl R 2L S it A

[0016] e i, 415 W h 0754t I 2 M 5 025U It 2 MR BEACE LE 2910 1.
[0017]  ZFKEEeszitil , K AT PR 2 801:02:04:06:015:016:018: 025 : 07513k &
AEFE M1 1:1:1:1:1:2:2,

[0018]  fF FLebshitafirh, 0147t/ 0 1A, 04 AHEELALIT) , 065705 J06A, 018151 h018A,
JF 025415 0258, Hor

[0019] () KIHFTFIRO1 TR 24 (2 R PRI (014) U454,

[0020]  (ii) KPP 2R SR RIIE (02) 454 : shown in Table 1,
[0021]  (iii) KIGFFEROAPTR ZHEE & R IR (04-Glet) 45,

[0022]  (iv) KT IRO06H U Z Hi G & R IR (064) [NE5H,

[0023]  (v) KIGFFRO16H U Z B & R IR (015) [NE5H,

[0024]  (vi) KT IROL64THE 2SRRI (016) 1454,

[0025]  (vii) KIGFTFERO18HUH M SR IRz (018A) 454,

[0026]  (viii) KIZHFRIO25PTH ZHEE AR TR (025B) 194549, I H.

[0027]  (ix) KT ROT5HUHE 2 E 2 R AR (075) 454,

[0028]  FLrh RS 00 1A 1009 HE AL, Lk 32550, 4 45 540, k5 %30, pilan7 =
25, {54102 20,

[0029]  FERELES NG, 075 H U M IR o 208 % 2)64ng/mL , L1k 28 % £)50ug/mL
k2125 2)40ug/mL, 162016 2 £)32ug /mL , (1062428 £ £36pg /mL, {85 2] 32ug/mL .
[0030] 7 HEsessfilh , 2SR AL I R IR OB Ui 2 B 01.02.,04.015.,016,018
0250751064 1% -

[0031] R Hsestyilrh , 2 St 2 /D — P e 2 dlAR B B BN KT
PR 2, it oz 2 D— RN K I b 20 & B R LR 2t (08) 1108
PR b, Horhin 2 1 £ 10098848, (0063 250, 452240, {165 4230, 4l 4n7 5225, 4104

7
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20,
[0032] 7 FEO s firh , AR P e HLR R R N 1A 25 R R A (EPA) 5k CRM, o, , TI12EEPA
Pedett, HAE A 12200, 11 2100 k2 =4 HAASEQ 1D NO: 1S AR 7 41 ik 2
A A, B EATSEQ 1D NO: 2R 2 351 3 A I AT Fr o1l o SR sk b, 2ddds e 5 1
MR I Pl e ideth, AP a1 22052 B0 SEQ ID NO: 3[1 2 IR 7 41 [EPA .
[0033] - HEe syl KT M i 2 i AR & sl (2 S8 S e B 2
R, R KB R PUR 2 i A A i e 2 ks o R 2 e =
PR ER I OB A S R Asn R L

[0034] {1 % — s, Feftt 1A 2l i s SN RIBAT B 2 1A 40 B0 1 K H 1#
(ExPEC) [ N 11 T 1k 1205 1 AR %A ol e A A I AL 50

[0035] 71 Y5 —J i, B ftt 1A 2l s SN RIBAT B A2 1A 40 B0 1 K H 1#
(ExPEC) P TRSRE N B (15 15 %7 P A A2 32 il e AT 380 1 K14 101 ,.02.,04,015
016.018.025.075F106 505 24 H 1) 4T, LRt i 20 ity b A e 1o 2 A A i
1, 075 F1025 50 24 H A — A A 3 ARG 1-01.02,04,015,016 018106415 £
B — PR A R AT OB

[0036]  FEARHEA A T ik e S B, AR 0755 2 B PL 501.02,04.015,
016018 F06HTIH Z Ml R — P HIoh 291 .5: 122292 .5 1 e 292 LA E L it
iR

[0037]  FEAR P AL I 7 A1 e S (5 vh , A7 SR 0758t 2 4 VL 5501 . 0211/ 50647
RS B 291 .5 1R 294 1 ik 202 1A EE i, dE—2B o desth, Horp o 20
0755 2L 50255 T A AT LE A 21 : U 1]

[0038] {1 Yy — Uy, feftt 1A 2l s SN RIBAT B e 1A 40 B0 1 K H 1#
(ExPEC) P TRIRE N B (15 15 207 T A Im 2 s il e AT 380 1 K 14T 101 ,.02.,04,015
016.018.025.075F106 5705 24 H 1) 4T, LRt it 20 ity b A e 1o 2 A A i
F L, AR 0758 2 DL 501 0281/ 5065t I 2 Ak o1 . 6 128 294 1A LL
T - A 3R 0T 55T 28 AT DL e i DA S5 025 5T 22 W10 201 - LA LE Jie - (e
ARCEMI0T5PTH Z ML 5501 028/ 50655 Z My o 292 - 1A LE e ] .

(00391 NOCHRME A A HHATATT T3 725 T 1R LA

[0040]  FEAR P AL HH 5 A1 SR S (9 b, e B B PR ) 1 52 i Fh A 22 R ExPECYA
(= EE VR TR 1255 , Pt FOHR 2= 28 M ExPECHS B AE K SR AN/ Sl R I

[0041]  FE AR AL A7 ik 1 28 S0 (51, O1HT I S0 1A, 04 A B AL 11, 064 Iy
06A,018%1)i H018A, F HO254T 5 0258 Lk, 01A. 02 Fij 3L {104, 06A.015.016
018A,025BHI075H U 2K B0 & ansR LH R (01A) | (02) « (04-Gle+) « (064) « (015) -
(016)  (018A) - (025B) F1(075) )&k, FHLFR AR S0t 38 128 1001 FE 48, J00e3 4250 , il
57240, L5230, a7 25, il i1102 20, H 0755 Z 0506 Ht I 2 A LE S 29
1.5: 182541, H{LkZ)2: 1.

[0042]  FEARBEA K A5 itk SR S B, 1a) 524835 T T I KT B 0Pl 2 M 011
02.04,015.016.018.025.075F10641 /%«

[0043]  FEARPEA LTS R e STE IR, a2 5 i I KT s OBt I 2 it — 20

8
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BE TR ISMEINK NG RO 2, B — P e = ks O .

[0044]  FEARPEA LI T i FEE S, S22 A K (EEEXPEC) Jikie I
Vet 22 VEEXPECHIR 2l AT XA

[0045] AR HEAC A B T3 ik i R St b, R e T, Tt 18 - 16pug Ltk £ 16pg(1
07547/ Z 8 -

[0046]  FEARPEA AW 7 L FE S b, it FH I A 38R I KR U 26501 : 02
04:06:015:016:018:025:075 P 1:1:1:1:1:1:1:2: 2/ E EL e »

B &1 352 AR

(00471 4455 B T BE BN, K5 B I PR T Ak A R AR B R A TRk o I AR ) 2
A AP B s HH ) v Aff ST A5«

[0048] P14 /s AE BT PG =2 1 S Hh HEXPECTOVEE i 5 I DU R 3F « Zh¥ e 32 UL N
ExPECLOVA sz ak AEHHER K, [RIBF2 F e FH « ExPECTOVHEE 1 ASFASFIIR Pt FH (2H1 « il
22 HhAEFIE, DLSATS ARG, 3611) AR 2 AR 2R K (414,0.9% (w/v) AL BN
) AEEEOK (BB EFITD) LA EE14. 27142k (Bt b a) il ELTSATM Sk .
o UM EE (EC5035 ) A1 L[~ F 2975 )& (GMT) £95% CI.fii A /R e A (Wilcoxon) Fk
5 53594 2 e (Bonferroni) KAESATE BELLEL CKHEFEXPECIOVIZIY) (4H1.2H13) 5
AEFEER KON R (2H4) A TEHEES o %p<<0. 05, 5p<<0. 01 ; #sekp<<0. 001 ; *sekkp<<0.0001 . LOD : }
TIBEL o

[0049] K125 7~ FHEXPECLOV ST I HUIAR B o 81 P8 % 1 e #2523 JJLIN ExPEC1 0V 9 3%
(105. 6pg /S ZHH) 50 9 % w/vEALANIA IR OF IR o AEER 1R (RBEAT , n =20 /4) \EE31 K
(T, n=201/41) FEE50 K (Fafisfi,n=101/41) , Wi ELTSAIIAE TgGifg 5 o /N
T IR AT AT T UART S 404 & 95 % E A5 DX TR] o (o TR A LR LU A B8 1R Tob 1 LR 43 A7
ExPECTOVAIN R AL 2 [RI 19T g Gl B 25 3¢ o PIH << 0. 058 I W /2 2 #5110 o %P << 0. 05, stk P <
0.0001.

[0050]  [&I3A- 3B /< AE AR H i FHEXPECTOVEE P AT 1/ 2a il ARG 1) S AT I8 4
T BBA G REEAL LI SRR FT T, 3B R TR 21 AR I T8 T o 1 WL S4BT

(00511 [¥|4\ 7R/ EBACTOO Iy RS HH AL RIS B8 16 R IR I 5 OF U S MEp LRk i
P RRER G 10) MEHEIG N2 D25 Z 58 a4 b G SA9I7) o it B TECLIY) el
SETENE OB R I S ORI

[0052] 15455 75 AEBACLOO LI PR 1S H A8 e P 28 15 P I T IR A I 1 S0 A g
FEERZR B 1R MISHEIE N 2= /D252 5 E I A b GF W SA1T) o 1 MOP AT & iff 775 1
PRASEN DRI o

[0053] €16 i /s A1 87 Y == [ S i AR R ExPECHS 1 24H &5 W05 S I L TS Aok~ (L
1gG) o 1 UL S8 o 45 /INEL S/ AN AT (EC507 5 AN LASE3477 E (GMT) =95 % A IX ]
A PR LEAS S 1 Tob i AN ¥ 20 55 AR 3R /KON B 2 TR LU B A T G ik 2794l
T T2 2 TR F 3 T2 L plE <0. 058 A B it 15 b 35 1 o stk p<< 0. 0001 ,
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BRI R

[0054] 75 S AEEA B AT HR ST kiR 17 & B M)  SCEERNE HI 5 i B 22 3Gk
R 5| A2 SO NS o AR A UL A A FR N SCPE TR S M RE R il
ST H THREACR RO 500 H I e XA SHE AR INEAT sl Fir A X e R IUE pli o T
FITA i ol SR ORGP AT AR A BRI ERAT BRI — 5547

[0055] [k S ANiE S, 75 WA T T A R A R E B A AR B i JE S5 ) 11
FORN Dl i PR AR IR 25 S o 15 0, A5 IR SR RS HAT Qi B A5 FR R 1R 75 3o
R BRI SCRANHBRRLE , 75 WA BT B AR R A5 Fh pir i, SR B0 —
A/ —Fp (a/an)” 1“2 AFE L BER R~ -

[0056] [k S ANERA, 75 WAL — R ANEE 00 1 RS 5 /07 N A Fr12 A R )R
— AR,

[0057]  MEEEEC AT I, KRB “2” 4R S TN £ 10% (Blan 58k +1%) N
(AROpIE

[0058] AT AN DURF A TR 21 sl GRSl 7 R0 S5 56 3 e A SRk R A BH R R
TE IHEBIIIVT 25553800 o X S S B A B AR AE A L B

[0059] B ZF A B A5 AT LA B ALR ZE5Rk, BrAE B R SO A ok, A5 ) oE “f &
(comprise)” AR AEIE 0“0 (comprises) ” FI“E 7% (comprising) " K HRMF AP U
FEFTRAR A R Ak 2D Bk — 2 B ARl 2 R (AN HERR AT AT At Al 0 PRl AT AT At 21 3%
PRk IR o YA A R N, RIS “A02; (comprising) ” Al ABEARIE “& 4 (containing)”
ol “BFE (including) " B YAEAS N A I 3 ARE “BAT (having) " K.

[0060] MR AL NG, “H - B AN LR ARA AR EOR R R E AT AT R
BREUN 7 o MAE AR I, “FEAC by A7 HEASHEBR AN 2 ST s i AR 252
SKIFEATUH BRI L 28 B o JCIS AT I ASCAEA A B B — AN T3 T ek S he 11 T S
i FHIN, TR ARGE “B92 (comprising) ™\ “& 4 (containing) ” « “f4E (including) ” A1 “H.
A (having) ” HRAE—FhA] DAge R GE “pl - 41 (consisting of) 7ok “FEAC g4
i AR PABCE A 5 N 2 (TE

[0061] QAR T, 245 IS 32 2 TRl E B RS “F/ 5 I PR A ol o5 B )
A TILE BN BT, M PTFREE 2 N/l e, 2B — R DU R/ 1A 58 BT
BN SR NE FE « 5F e U R SR — R s O N A R M B =
PEHUE TR S8 —EZMNEE B 2 il FIVE o« X B T b (R A — PR e PR A R P N1 75
PN, PRI JE AR SCRIT R ARGE: “F1/ 8k BB K o X Se 8 I P ) 22 T-— s AT 5 R PE A
PRI R i Nz SN, PRI R AR TE “F /B 1K

[0062]  YACSCRTH, RAE “0Z K" L “0Bi (0-antigen)” . “OF)i (0-antigen)” \ “OHi/i %
B OZMHURT LA 4R S “OPS” e Hi i 22 ERBHYE R 0BT , B AE IR 20 (LPS) Hy4H 47,
FF EN 2 G BAME B 10— R g A sk i ) A R = opt il & — =64
FFRIERH S BT (RU) o WSO H, RUB A E S5 T A1)~ H1 55 BT (BRU) o BRUHHIA 170
U IHIRU, A EAEARN G o AFILTE LA KT B B A R O o £ KT v, 2
S0htR AR A RN P e b RE DR % i o B4 B S A A L 75 A S R 24 12 M Ot )i
ZHHIN, IR HR B A RIHAT B 175 B O3 20 M FATATT A I g 2R, 54, 42 f
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OLPT 2 MR, FL AT DU A AT M5 I 401A 01A1 L0 1BERO 1 CIIOT it 224 , [ 02547 it
L] DL FE025AEK025BHT i 2 HHE W0 2020/039359 Gifiast 5| T AT [l 261 rhifit
TVFZ KIBFF BRI AT 2 DL LB 2 IIRU G343 8549 B0 T0) HIAHRN £544
[0063]  GUASCRTH, “rfbfe” Ml “r FoIE N7 S Fadmd B8 S A0 H T AL 45 A I FRFATL 1
EE PRI o RTEr £ AT LA AR Ol AW il , LA e M2 5ok FIRAT R AT T
J& (Escherichia) FRALE KNG B ISR 7

[0064] QA SCRT I, KGR “01A7 J2 48 KIAHF R0 LA ORBEAT B I B0 LI I 375 I
) o R “02” R HERIBFT R I02P T ORI R M 102) «AKGE 047 SEFR KT R 19044
I ORI RIS 1104) o« KT “06A” 245 AT BRI 06 AT ORI AT B IfLiTs 06 14 L7 I
) o R “08” ZHE K IBHT A 08H U ORI R NI AL08) « Aih “015”7 & 45 KMaHT 1015
P R RIS 015) . AKIE 0167 SEH8 KB B H016 B CRIAH B 242016) « K
T “018A” JEFR K IHHT B ITI018AFT I CRIZAT B LI 018 LB I AY) o Kih “025B JE 7k
H KA 0025B 5 CRAZAT B I ZL025 A LB Y o« ARGE “075” 48 K AgA TR 1075
U ORI RIS B2075) o« QARSI R “HolEEEA04” | “Hy i S 10047 . “04 Gle+”
F1“GLe+04” OIS 48 FoA i AR KB TFE 04 0%l ORIBFT A IS 21004) |, If “IEAY
FEEA047 €04 Gle-" Fl1“Glc-04” & H8 1A I AL 1044 i -

[0065]  ACHAGSHEE S I SRR BT R OB TR 2 M G540 4 P 3R 1R o s T AR R T
OB Z I AT T

[0066] &1 : KT RIOBU 2 M 4544

11
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[0067]

8/153 T
KBATH O R | EHREAKHEH'
EZ
OlA Sk 5% ["3)‘“'L'R';"’F"(1 —3)-a-L-Rhap-(1->3)--L-Rhap-(1->4)-B-D-GlcpNAc-(1-],
(O1A) I
B-D-ManpNAc
02 #./8 % #2(02) | [+3)-a-L-Rhap-(1->2)-a-L-Rhap-(1->3)-p-L-Rhap-(1->4)-B-D-GlcpNAc-(1-],
!
a-D-Fucp3NAc
Ik #) 48 2L 04 4t | [-2)-a-L-Rhap-(1->6)-a-D-Glep-(1-3)-a-L-FucpNAc-(1-3)-p-D-GlepNAc-(1-],
B %48 (04-Glc-)
4 AL 04 R a-D-Glop
% # (04-Gle+) 3

[-2)-a-L-Rhap-(1->6)-a-D-Glcp-(1->3)-a-L-FucpNAc-(1->3)-B-D-GlcpNAc-(1-+]

O6A W7 % 4# [—4)-a-D-GalpNAc-(1 —-3]-&-0—Mgnp—(1—-4)-fs-D-Manp-(1—-3)-u-D-GIcpNAc-{1—-]n
(06A) i
B-D-Glcp
08 #/z % #5(08) | a-D-Manp3Me-(1—[3)-p-D-Manp-(1—2)-a-D-Manp-(1-2)-a-D-Manp-(1—],

O15 #R % 4%
(015)

[-2)-B-D-Galp-(1—-3)-a-L-FucpNAc-(1-3)-3-D-GlcpNAc-(1-],

016 #L./7 % #& [-2)--D-Galf-(1->6)-ct-D-Glcp-(1—3)-a-L-Rhap-(1—3)-a-D-GlcpNAc-(1-] ,
2
t
(016) A
OI18A #i 2 % 4% | [~2)-a-L-Rhap-(1->6)-a-D-Glcp-(1—4)-a-D-Galp-(1->3)-a-D-GlcpNAc-(1—],,
3
(O18A) I
B-D-GlcpNAc

12
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025B # R % #& B-D-Glcp
1
(025B) |
6
[—=4)-a-D-Glep-(1—3)-a-L-Rhap-(1—3)-B-D-GlcpNAc-(1—],
3 2
| 1
[0068] 1 Ac
a-L-Rhap
O75 #L/7 % 4% B-D-Manp
1
(075) {
4
[>3)-a-D-Galp-(1—4)-0-L-Rhap-(1-3)-B-D-GlcpNAc-(1-],,

[0069] A gty M h 1 E 1001 25, 451411 -50.1-40.1-30.1-20F11-10.3-50.3-40.5-
30, fdn=s D5, fans-40, BI4n7 - 30, a7 4225, Blan10 520 , (HAE—2LE 5L F AT DLEL -2,
[0070] AR I FIT A O ELAG AT 2 IR e AT I FHS S Bopi ] DL Dk LAY
A QN ARRFRE DKL , TUPHE s PR A FLAT DAY o B s ARt R A Sl 2 RRE I 46 5 36
o BN, GLe 2 FE ) 250 s D-GLe 2 48D - A 4 ; - HL-GLe B 4RL - i 4b o b Fofh i I
24 "5 CUFE : Rha, 24 ; G1eNAc , N- S AR ; GalNAc ,N- e - FURH I s Fuc , 75 %28 ; Man,
H b s Man3Me , 3-0- FH 3L - HE#0i; Gal , =3B ; FueNAc ,N- S et % ; LA R1b , A2k
IEE U EUNL L e Qo s =llidl sy

(00711 & TF-0hu i I AIGE “RU” . “HEHE BT (repeat unitfllrepeating unit)”2F50
YU A Y5542 5ot (BRU) |, A BB AR AR PN it 40 AT (3, WAL RZI) & i - 0
PUSIRUE R AT DR E L3S 2 A fb , I HAR AL I 5L fo) vp A ) 291 - 100RUAR
0, e 291 2 50RU, 1401 -50MRU 1-40RUL 1-30/RUL 1-204NRUFITL - 104NRU, - H FE AR
Y65 /D3RUL E/D4RUL £ /D5NRU, 4514013 -50PRU, P65 -40RU, {E 1265 - 301>RU, 451 4117 -
25/RU, F14010-20/NRU SR 1T, 22515 00T, OB FIRUECR AT DAE 1 -2 ARSI R A
FEAOBUR IS5 B S A —ARU, A FRRUECR DA & “n” AEA L IHIN A8
YIRS 0PI 2o b, nophr Mk 1- 10019 #8584 411-50.1-40,1-30,1-20,1-10, {15t
Z/D3, R /D5, l3-50, L5 -40 (1 415.6.7.8.9.10.11.12,13.,14.,15.,16,17. 18,
19.20.21.22.23.24.25.26.27.28.29.30.31.32.33.34.35.36.37.38.39540) , B {:14k5-
30, HAE—BEI5 A0 N ATUUE L -2 /E—20 S0, nfdar o 297 - 251 355, 5l an£y10-20.
DB T PAAE A SN S0P 28 2 A2 b, BAEASCOHE S E e, B, 4
RS PIAE A SR R S H A T 5 - 4000 38 n , MNZ S & A R B
5-40HF FIT 0T 24 (HA rT BB — 2 B /D15 sl il 40 EE B FRL T 0%t
[0072] AT, RGE “SBA 107 AN “BHEE G SEAaiioiche it (il an, SR 20 -5
W), B )y — M2, % ) — e ) B a4 B AR -85 1 5T K TR 5
T HHER G DA 25, B anam o 2 1 SRR sl U A (G Rl 8  RTE SR
EYE BT S Y.

13
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[0073]  pACSCRT A ARG AR WS Bl 5 kv i) 52 10 e FHO DU 5 5 1, K0
HRRT SRR R MEZ A B B R B LA A O P A e A 2
SBEHIT, “A580” SE AR R ME S T A e B NN A 23 ol TR S — Rl 2 R T
TEFHROTTL & : (1) TRBTEXPECIEGE i 12 2 MEEXPECEH 5 HARSCHIEIR I A e Bk
AR (1) PFTEXPECIEH A 14612 2 MEEXPECHOR 5k 5 HAH S ORER IO & & 5 (111) Hi
ExPECIEHE L1t 1= 22 VEEXPECHIN 8 5 HARSCRMIEIR , B AR sl s Ho™ bk 5 (v) Jib
ExPECIEA b A= 2 EEXPECHN BL 5 HARSCAYAEIR IR RN [A] 5 (v) TR EXPECIEEL Lk
RVEEXPECHIA a5 HARSCHIEIR AV 5 (vi) 5IEEExPECIESA B S5 HARN S AR A TH
1B (vii) TR D SEXPECIESANDC R B T; (viil) BB A EXPECER A 2 i (E
BERI P REMEEINER ; (1x) D A ExPECIR AL Sk # A BN TA] 5 (o) I EAT ExPECHK
G AR EEXPECHIR I S AT 5 (xi) THEREXPECIEG L e fR 28 EEXPECHI 5
(xi 1) $PAf e/ DEXPECK il s A1/ 5 (xd 1) SERELEE o S5 — i 7 ik i) — Rl 2 R i M it
TR

[0074]  “A 35 E™ W] LIRS 22 R0 A 2RI AR 1L, A0 sl i) SH AR U0 AR (B REREIR D
& e, RS B A BT AL S, dn FAROGU s HAb LR e I R 0f it 472
T s A MR B T IRIREE B » A OPUUIANT 8 5 2 AR I, U T2 W 109
IS 2T o R SEOTUR A 20 » ANASC TR ISR S (A AR ) IOPT A IR S
FIEE BT R Wh OB 2R A i Bt oH 5, M AT ER 5 RO B AR TR
FECEE R BRAR A BT 40, Jit T 6pe R e A= s S 0 s P e IR AE R S 6
T 16pg R E 0BT 20, 5 AR S sk a2 A O AN AR Az 28 X0, dnR i 4
EYEETER N2 TR A ILERARIBIIOTUR 2 &4, MR A S, B T4
EHIOFUR A &, A5 SRS B I EL R, SRS HOOTT R AR IR R B e e 2%
EIOFU 22 WHBA Ml BRI o

(00751 G AR RO “IR=VERBINEUR VE R (ExPEC) B (TED) ™ &—Fh 5 4
YR AT A7 I S VDO , Hoa i ML 7RGl H i b 6 S AR Az rh o e RIS E K
P BB MR R ZRVEBON (8 5 RAEMNERSAIE (STRS) S AE B IS AE IR 7)) A
ALK EL A A AT S SRR (825 1 PR o B AN T KT R R AR A )~
o AT, TEDSE— M5 4 B TR IES A7 0 S Epom , ol (1) A At
M ISR AL 53 BRI KA T, saiad (1) A T-18 F0H i PR A/ 5 55
ARG A5 B ISR B B SR H A 1 K A ai e B DO REREAS I HL 50 HA AT 2 )k e
TR SR BRI 73 B RN TE KA R R A= ) 7 e 5

[0076]  TED P LACIARAHA—E B F IR R &AL (UTT) T AREB LIRS R Al 7 s J e it
RVERER I AR KA B IMUE A5 UGS B B R BT IR A ARSI (s
LB R 51 ST IR 2E R S [TRUS - PNBIAHSCIEAY) PRI BHE I fBE 48 L SN 28 L JIH 45
R BURAE JRENLR s 58 IR PN 2 AP E FR R R L 532 8 OB R L
PR DI LA AR R (U EANPR T S 4 Ve T 21 iR % [ABP]) o

[0077]  fEFLELPE e S, TED AL IR MR « £ SELL U i St 9, TEDE0 475 A 1L
IE o AE TS SR, AR BR B 1T 3000 Hh R A B 5 S IR RE PR A A B O 4
B AT I B AR BB 1 B3 A iR 5 R A TR I AR A& B

14
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HEW.

[0078]  Rift “FF& MR EAEFRIEN TEDFAR” 3o —FPTEDY 5, ARG -1 0 L B
B EA G M AER A E DA ub s« SR 7 B 2 B =l oF (Sequential
Organ Failure Assessment,SOFA) ELifsr MIEER N5 Bl = i 2RI AL (L, I TEDJ (91173
G IR EHEAREI TR AN AR & T TED o AE WL S (5 vh AL ISR T F TR 7 S M BE PR
HEM TEDIAR IR A KL B L5 9 o« USRI R “FRIREIE” S FR I I PR A8 M/ B,
VR A B T AL 5 R I B

[0079]  JR3E “GIMLAE LED” 52— MR IEDR 1, F A ML Fh 43 S A T8 R HT Bl o AE 2
S AL BHER AL T F T TR R I TEDFAR A A B A 50

[0080] AT I, WU B AL S I T2 N B ok TR N & e R i A JE
SZHUR B S AR DU AR/ sk AR e B N 2

[0081]  GASCHT I, B35 % T—Fh RGBT TR 2080 “HE W7 v DS AR — 2 &
Yrb B8 2 T — R DU 200 B — 29 AL 50, B R 2 S S 2
T MR E PR Z R 2 T — M A A SRS AR S BI, A5 E 5
— WG AT TR RIAT W I TRI N A T T, B8 2 T — P KT R DU 2 6
1 “HEY BRLLE S 2 T— PRI B DU 2000 5 — 29 A & Wi T A s 22 52 ik
L, w2 A S A ST T30 AR She I 1) 2 Tt T R — 25
SYIEEREE YIS

[0082] QAT I, £ 1A 52 e T Al BE 22 Fhod I sk 40 Sty o b, KB “H a7
o o AT AP ) A2 e T OB T sl 20 ST o 51 a0, oI LALE [A) 52 1 2 e ]
A2 AT (B, 5B 1553 813053 Bl 4553 B LN L 27N AZNF L 678 L1278
B o 167N 247N L 487INBF L 7278 96 /N8 L 15 2585 W3 F5 V4 F 5 6 5 8 5 . sk 12 5 2.
A0 RIS Bz e (a0, 5538 155381 3053 B 4553 B L/INIF 27N V47N V67N L 1278
BV 167N L 247N V487N L T2/ N W96/ N 1R 2 5 W 3 5] V4 5 L 5 6 55 .8 Bk 125 2 =)
T T E8— A5 W o Attty , A | [FIIS AFI A E A% AR T 53 BN a2 1 Tt T P Rl B %
FROBTIR , I H B e 1ok [N e FH 22 0 PR 2 5 SR [ I e FH R sl BE 22 BHOFTT D, i
e a2 b o e ) 6 2 P sl BE 22 RO P R R — 20 5

[0083]  GnASCHTH, “ s Bk ) Sl i AR A A& BRI St I AT iR 11 5 Tk ek 40 A
YA TR P ATAT Z0 , CET LB , i iade A o QAR AR R “TT LS i nk
AU FL B W FL B I S B T AN T2 5 3F 58 0 00~ /N B s AR
W N5, Bede N o KRB SR A1 B AR ASOR] T A5 il 1]

[0084]  RiE “EH 43kl (%) P AN A1 5 “ 9% [F]— P fiak 1 ok BE 2428 o 11 2 2
FR 7 A1) 55 4 ik B0 2 B R 7 A1 1) R A B 1) S S IR R B BSURH L 1 75 A R 1) Sl SR R YO DT
(™) Ze s, (0 EEXS , N PN S BE 2N 771, 2 8 T s KON R (i AR 45
S HI 20 PE RS AT I ) 36 P A2 TR BRTEE R, B84 T ZhEeos AN HAAS 251, 7]
DURE A RN 24 IR 7 35 190 5 29 B (B0, 90 % 95 % 97 % 8K 98 % [F]—14) « i EL s DA
7 AIE PR P41 R AT DA ZE S TR I — N el 2 AU — D a2 I ek — N ek 24~
BRIC o T EEX 2R A BUF A 18R e AR E R A LRI - & BT 2 A o b 7
H) A — P n] A0 AL 7 @iCLUSTALW . Clustal Omega FASTA=EBLASTRAME , 1 4N FH

15
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NCBT BLASTHE7E (Altschul SF%EA (1997) ,Nucleic Acids Res. [#ZE&HF57]125:3389-
3402) .

[00851 {54, % T2 Bl Fr A1, AT DA (5 AR A 2 AR HEBOR L sl 46 25 R
Fe AT — 1A/ SR AT id BOR AR E AR LA N : SmithAIWaterman, 1981,
Adv.Appl Math. [NV HECF 3R] 2 48211 a4 ] —E 57k s Need 1 eman fllWunsch, 1970,
J.Mol.Biol. 4 FAW=24 148 4431 A [A]— M Fb 5 557 s Pearson 1L i pman , 1988,
Proc.Nat.Acad.Sci.U.S.A. [EEEZRBFH i85 : 2444 AMUTES 2207 1 X BRIk
T EATU SR (800 =2 AL 2 4 - U H ROGAP \BESTF I T \FASTARITFASTA , it &7 1+ FAIL
L (Genetics Computer Group) , & EE E M 2L # T Bl K 575%5 (575Science
Drive,Madison,Wis.)) ;Devereux®F A ,1984,Nucl.Acid Res. [#ZF&hF5T]12:387- 3954 1A
LG AR (s B FHER AR D o AR S S5 irh , 32D M S8 FastDBIf
BT LI e AVCRETT 1L 2362 5193 L5 28RN 43 0. 335 LA A5 & 51193430,
“Current Methods in Sequence Comparison and Analysis[JFAEGESRI AT R M4m0 /T
%17 ,Macromolecule Sequencing and Synthesis[ K4 MFAEG L], Selected
Methods and Applications £ EAIN AT, 56127-14971 (1988) ,Alan R.LissZ\A].

[0086] A5 AT IEN) Iy — > S BJEBLASTHL L , ok T : Altschul % A, 1990,
J.Mol.Biol. [ AW+ 4%t]1215:403-410;A1tschul A, 1997 ,Nucleic Acids Res.
[R5t 25: 3389-3402; MlKarin®: A, 1993, Proc .Natl.Acad.Sci.U.S.A. [SE[H[E R E
ZBeBiF1190:5873-5787 . — AR AT FHUBLASTAE J7 /& WU-BLAST- 22 /7, HAK F Al tschul
2N, 1996 ,Methods in Enzymology [~ /5741266 :460-480.WU-BLAST-21# HA4 14 &2
BB R Z B0 N ERIME .

[0087] %A —Fhg FHIOSTEEE AT tschul 55 A, 1993, Nucl . Acids Res. [ZfRIF57]25:
3389-34024 i 45\ BLAST o

[0088] /AT IRIOHT)iT

[0089]  FEAC LA NI A B, 75 Z Mt Al b  AEARR I 2R 1 SR 5 =
AR A R 075 BT L 28 5 2 AUAER R A KA IR 0Bt (3114, 014,02,
04.06A.015.01641018A) HAT BEARAY e i 1 o iX — A I T Bt — 2B 70 KB B 07 54t
[FIE A Z PR i H 2% AR I IR OB I R LD, NITIIT A T 3T KA 0Bt 240
RERRE 5 1, ABE i R 075 ML R A A ExPEC I/ ) S e i 55

[0090] 7K & B SIE 510 M 5 K AHT B 07540 2 Al — ik 22 i N K 4T B8 070 iR
EZ LiEPNNEERE /Y DS RrAN  vovivs: UM I e 4% LHE R N O SR e Ao N 7 e 1 1197 v
Bk o AT AR IR 2R R PR U ) S5 91 G FEAE AN T K144 PR101.02.,04.06
08.015.016.018F1025%/T)i o I HEL, H AW ] 4% 2 T — PN KIS 05t , 4
N 1t N i AN 4 T e e R ey o VT s e W L S B4 NI 7 R L A e
PR T RIHH RO0T5 IS LA S NA S 22 R A IR I L e e R o £ — 25Tt
FINE IR OBTE I 1 K BHFTI101.02.04.06,015.016, 01810254707 2H () 4 o £
PCIEI S , BN KN 0BT 6 H FHO1A. 02 ik FE K04 . 06A 015,016 . 018AR]
025BZH 1) 2H el , 2H S (Ah 4 FSI 0 1AL 02 VA B £ £ 04 . 064,015,016 . 018 AR
025B KA OB o AF —MEE LB, KGR OB U G & R U R 8549, Horbn
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1% 100 B o AF— L I B, n 37 50IMREEL, (a5 %5 40, Hi15 % 30, 451407 %25, 45140
10520,

[0091]  FF—AsLhEflrh , A% B S0 2 KB 075 AI06 it 248, Hrh A i
R W R E AR, I B I 075 HR 2 5 06T 2k B 201,211
81 IR .5: 152494 1, HALIEL2: 1, Flan21:5:1.1.6:1.1.7:1.1.8:1.1.9:1,
2.0:1.2.1:1.2.2:1.2.3:1.2.4: 18k2.5: L fE— 2505, A5t — P B 5 — i 2
B AL B KA 01.02.04.015.016 018 025475 220 , Horp R MU 20 M a7
R R AR 1 o b, 014 N0 1A, 04 AR AL, 0675 2 06A, 01845T)5
018A, 1 H 0255151 0258,

[0092]  H] FH-A & W ) KT PR OB AT LA ok ARS5ua i 2 RN T TR 5 T A s N 2
e BN, EATTAT LA F gaf AR 7 CSest Ui T 0BTt i AR Bl ) B 20 4 )i o 23 DL 48
4,W0 2006/119987.WO 2009/104074 . [E Fr% A Hi 1 5 PCT/EP2015/053739. ThssenZE A,
2010,Microbial Cell Factories[fHA=¥4ulfa T.) 19,6171 3T TRt mOb A9
R IAZIR BB 1 0T 1 R A AR 7 T SR IO AH O i PR 25, SR B SR I 43 s TA) 75 o
51 FHPAR TN

[0093]  #ZALEH

[0094]  ARHAL IR S E ], B R IAFTF BRI OB U AN &5 5 2 Ak e [, (e i b g
I o ST A i PN 25, AT DA FHAS ST 2 AT AT AR 2R 1 o B M AR B S (AN PR
FRELIE A BT (P aeruginosa) [ 2:9h 4 22A (BPA) <CRM, ,, S IAHTHIMEEAE 11 (F110) %
LG (MBP)  AMRR R R XK S R S R KA (S. aureus) [ LA
FABEEEIN A BESE BRI R AT 1A 55 21 KT RS T U1 5 21 1 2 R AR 1A
FERLE RBILE (CTB) JEEALR R VEALS RN A ST KIS wSat & KT RSat &
P11 %% 2 45 M3 i A8 55 BRI (Streptococcus pneumoniae) JA I 2% (Pneumolysin) < £AFLIE
MEEH KLH) SRR EPerV kR 2 25 Bh i (Neisseria meningitidis) R4NEE H
(OMPC) LA KK A AT 73 U350k 1ML 1A] (Haemophilus influenzae) [ D CLE8HHA T
& TR A1 1) & S R s B AR &, X SR AT DA T R AR
fb L Fhis a5t (& WA, Wo 06/119987.W0 2015/124769.W0 2015/158403.WO 2015/
82571.W0 2017/216286F1W0 2017/67964 , —# ~H T 2 Ak Th T 248 10 3k i
) .

[0095]  fF FLeestj it , N it e T80 , Bl an AR B TS PRI/ SO B
SRR T AT B o A — NREE SHEBI , WA T HA S A T, (5
SO PSR L HPORE AL A S BOR R KA, X AR 0 e e i 41 51 CRe )
S AR S PIE D) TR PR 1 B B B A

[0096] [t , £ FEELSCTE R, W ARSI B AR A T LA G g Lo 3 55 AR
2GS R F 2 1.2.3.4.5.6.7.8. 9 10D sl B 2/ ALt (Blan, A T 5 52
FLRIR/ ESK BBy A= 07 RS I B AR AR DR A S B0 o B A7 RS TN
B B T DAl B B AT e AR A S RSSO AT A7 R SRR, i
[ 28 1 B — S A AN T ) S S PR (A 52 Rl S o bR IR e, sl o 5842 85
JoT IR A ) S B IR SR P AR MR AN R o AR AU Il R AR ORI S, T DA ARSI 2
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R 5 1k (A0an , gk gm i &5 (1 T AL IR Fe AN A T MR R 4 5 1) & 2 M B i a5 1 o)
RRR T A AT E RSB FI R A e A1) 5 | N Aas B e DX, B0 A o
(2T 454« 25 1 BTN Bk C oA A1/ it 2 1 SRS ERIT RS O PRH o 7E — 285 it
B R A1 ] LS IR IS s FREL SR R LS B RS L o

[0097]  RI AN = A T8k a1 A R 20 3 7 A0 s B S5 B ff Asn - X - Ser
(Thr) (SEQ ID NO:1) , HrArXR NERProPAANKIARAT S AL s 7 HLAR2%EAsp (Glu) -X-Asn-Z-
Ser (Thr) (SEQ 1D NO:2) ,FLAnXFIZahr Hiide FERProl A YNTITA 24 55 o

[0098]  FE—uesjfilrh , KT R OBUR 2 e 2 A 1 R I R AT (Asn) 7%
S N-EE) |, Horp AsnFRIEAAAE T A S BRI PR A R A R iz (et
AFPH HASEQ 1D NO: 1, et L ATSEQ 1D NO: 2. HMUHh  Heficts B 5 1- 10 Hi A
(L k2 - AR, T e A RS A A, BN T - 10 WAk 2 -4 I HL A fl k4
ALY 5 BB AT S04 HAGSEQ TD NO: 1S LRe P41 AL 0ESEQ ID NO: 2
SR T AR I A A1

[0099]  ZEEFEMSTHEEI, Bk (R HEk B i 25 290 AN TEPA, SR L&
1 BTAR PR B A SRR AT 1 R I HL AT DU E SR 8 1 o 00, AR Pl ukac % A, 1988,
Infect Immun[J&45 %551 ,56:3095-30980A MHo%: A\, 2006,Hum Vaccin[ AZSEEH ], 2:
89-98, AJ DA - i fit b A S5 7R FE L5 52V A E55 32848 Mk 2k Sk 5T 25 75 A A ST 11,
“EPA” JE AR B M B A5 /NG A AL AR ER FUONEPAI IR S5, KT R bt 2
BT 565 FASEQ ID NO: TR A P I RS A S i Asn 7R A &2, IF HL
Ut 582 HAASEQ 1D NO: 2/ AT A A, S FP ) Asn B RSN 4 452 A1
el EPAZR RS A5 1 - 10 WA 05, P de2 - AR 0, e a4 AN A
BT - 104 A2 - 44 I H AR e AR A A, B MR S B 5 A 'SEQ 1D NO:
LIS ILRL 41 B 1ESEQ 1D NO: 21K B e A oL v o e 4l

[0100]  ZF e il b EPARAAER 105 DU/ MR AL, B R S B S
JEHFA, BantE & 3 A SEQ ID NO: 2/ IE A 2 S A7 05 o AnASCRIT H , “EPA-
ABAREE 7 RN EPA-47 & PR A S DU KR AL S 0 VB ERBR B s R AR A
FAPELAL S A HAASEQ 1D NO: 2/ L Fr 4] EPA - 48 A8 A R s B T ase 52
BRI ESEQ 1D NO: 3 E IR 4 IIEPAT A 1 .«

[0101] R REees i EPAG AR 7] LS55 7 81 (WK IBFT RIDsbA « K IHHT B AN
AL A (OmpA) KGR 22 s &8 11 MalE) S S0 —i /a4, %5 5 4 i
AR ) k2 R B T A 2 4R o B2 1) o EPA RS (1 B AT DA A O B
B SR 43 RN/ B AR T N 2 SR T 41 o

[0102] W] A FAC & B R FIEPAZ SR 1 AT DAH ik ARSTs Fh L RIS R T AR R P Aok
HEpE S BN, N Thssen®E A, 2010, Microbial Cell Factories[fM/EMgiiaT) 19,
61LA W0 2006/119987.W0 2009/104074FIWO 2015/124769F KA 52 PN 27, X e
R4 2 PN Al 5 | DAL SO F AR

[0103]  {r H M ST, 2 A FECRM, o, o CRM, o 8 I — PO RE U MR 5 25 (HAE
TR S AR R ICEX 9 o CRM o, FHAE = S B AR B 197" R UL 1 (3 W AT B

e el

(Corynebacterium diphtheriae) f=4:, AR = 2iME B ARB 197 F = dE M IRAT BRI I el 4B
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TS EEI A AR 7 4E (UchidaZE: A (1971)Nature New Biology[ H#R-#rA:Wy+1233:8-
11) o CRM, o, 25 1 AT 5 M 5 AR 40 1 & (05 EME S R A A 2 AL e T g5 B
(R AMREE AR b (B EERS AR S RIEERS) o X BRI AR (b 2 S B AER 11 BT P R e R Y
R CH 2R B A 2R BT TR 22 220 23 o CRM, o 2 F1E — R AR &2 2 A 2 T
ANAARRE 2  CRM, o B8 A I B SE IR 7 41 7 T-SEQ 1D NO: 20HH1 o & T-CRM, o ML A= =1 B
Z AN T DA AN S5 % R 55, 614, 382rh R B o A — NS E Al rh Ak B 0PI 24 4%
£ ZCRM, o 5 FIECRM, o [ASE (3 DLCN 103495161) o E—PShEBIh , A% HI0PUR £ 4
R A AL EE A RN R R AR AT CRM, o [IA%BE (22 LCN 103495161) o /1 —/NSKi
Bilvh , A% BHOBTR 2054 [ s Hh26 5 28 CRM, o, o FE— NS T, A2 B TR 047015 22 0
- EROT ISR 5 % CRM, o [P AR -

[0104] gg/g%

[0105]  RIE WSS & TR0 E AN S5t RS 4l B 1E L4 (B an K Ia T i 2=
A1) HR A AR 1 BT (I An AR e 1) SR ORI (B an SR 20 2 RIIZ &4, 3
s EARE LR DU E B B BT (B0, N-2E 88 o edetth, RiE AW 507 2 4aleiE
T Serh i & R0 BT (BN k2 ) S0ht s KA R 0Pl (f514n, 01A.02.
04.06A.08.015.016.018A.025B.075%5) > [AIfKIZ5-& , o i - 4nfab L Pt 22
15T (40 N-2582) « RO AEMS G P e 15 S 4ned L e 18 E4nie il s 1, ir A
FEE A T A S b R Bl s AN T 1 AR S v] DAAE FE 417 B4 h
5, X L fE = 4nf TR PAFRR & 0Pt RN/ slofr 0P it i B 2 0 e (1 P T i
il QAT , AR S A A Tl 5 R 28 A CHLrp i AN R gn i B ik I
W i 5 A A2 ABIDO 1A RIARRIE , 9140, A=W 28 G e il s Fh 7 BB /D g A il o
BAF P A e 215 T IN—30, 0 B A RO S A SRR B, RS 28k E )
Sl A A S IR BIARI OB U B IS (28 5 2 AR B U — M8 K H 2 I . AR,
SliflJRIBTA L & AL A2 A 1 P e S 3R A 252 DU e BT RN R 5 1 2 M T S e S
FEA o A T AR 5 5 MR S M m] DL T IR Al b R 2 B8 R BB PR A o LI, 7 i
I SEREI , AR S AN L T A PR R S S ek 1

[0106]  EFESesTjm ol g =4 AT LAF=AE KB B OB U FIEPAZ AR 11, I HLAE O
M E5G BEPAR RS (I LUE A AT T AL B A S50 - 2 WA AN, 451 4N Ths sen %
A,2010,Microbial Cell Factories[{ftZE¥4tfifa T) 19,6100 &W0 2006/119987.WO0
2009/104074FW0 2015/124769 - FIAH I i PN 25 , KX BESCHR AR i N 25 o) 5 | DA
EXFFNAIL

[0107]  fE—ANEEE SChEBI T, B it AN- 8 2 A T AL I KA B 04 it o 441
W1, B R B O i e B2 22 R B 1 O S AL 7 A1 P Asn Bk 3L 12035 (b P 471 A sn - X -
Ser (Thr) (SEQ ID NO:2) , HAXA] DUEERProlASNIATAT 24 550G , JEEAsp (Glu) -X-Asn-Z-
Ser (Thr) (SEQ ID NO:3) , HrfiXFNZAh 7 e [ BaProl A YN A KAR A KERR -

[0108] R HE , WHEE G4 T (b 25 Bl 25, BAE 8 SE AN sh (RAD) il g% - il , A
SRR KA B0 (5140, 07550 R DA FIARGIBS B B3 LRI T3 28 5 2 ik
A, BRI A 20/ DA A AR TS A SO A BE P 2 DL A, Paw L owsk i 5
A.,2000,Vaccine [&F 1], 18:1873-1885; fllRobbinsZE A, 2009,Proc Natl Acad Sci USA
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FEERRFGEBERI , 106:7974-7978 , FxX B8 SCHR IO ik N Al ik 5| FHIF NS 26
J7 B MRS E 4N rh SR BT 20 / S, Al X B8 2 0/ SR, (S X B 2 H / 5
Wi, - HLSE i B8 200/ BESR  E BUAR R 1. W0 2020/039359H AR T 53 AE A1)
8 A ok )2 5 AR VA 1 KT B OB RS S i g 1k, DA M 0 35 I 2ot
YR EY.

(01091 {541, W] DA FICDAPAY 2 ) 25 28 5 W o A1 IX BE S HEFI PR, K5 200 1 - 2 -4 - —
FHEL S L E 8465 PU SR 6 (CDAP) 1S AW DATE BN SRR R « AR e RS AL I 2 W L ek &2 Hh [H PR
- (Be2k) B S8Rz 1 (B, EPASKCRM, o) I IS5 PIIRIRE . B4, TRIF 1] LU DR
ol A S A 208 2 B 2o W T LA 28 F 5 ) SR Jie i A i 2 1 (il
T TIN- [y - Skl e | e ] BRIAMD el (GMBS) ) sl i R AL I ik a1 (9l an,
1 FH AL TR0 e N - BRI i 3500 IR TS (SBA; STB) WN- BRI i3t (4- it 2 L) 53k
IR HIRRTE (SIAB) JERALBRIAMED it (4- Bt A A0 S R R TR (T - STAB) WN-BRFAMED
[ FL R BT (STA) Bk BRFAMENL L3 - TR Ol 3L ] INFRTE (SBAP) ) SR Jm A4 P i ik ek
IDET 5 A o A2t b, Ky SRR (R e il CDAPIL i £%) 52 sl & R 1k
JI}F (ADH) 1B B¢ , 5 EL4 Fi R — 0 Jie (91401, EDACEK EDC) X277k 28 B A 38 ik b IR LA
SIATAENIPEER & 2 B B (B0, EPASKCRM, ) o M 2888 S 0401 40k T-WO 93/15760.
WO 95/08348F1W0 96/129094F1

[0110] At S (LR SHRAE AR — 0% T S I S S B e W SRR FHR N - PRk
BEFAME 2 - S-NHS \EDC\ TSTU . Z FPEE SRR TWO 98/42721H0 S5 M HELS M FdE
Sk, FHEORT DA e B i 29 SR L M S5 CDT S (2 WBethe 1155 A (1979) 1.Biol . Chern. [4E
Yk 71254:2572-2574 ;Hearn®: A (1981) J.Chromatogr. [f2i524:51218:509-518) IR i
S5E AR NIE A E3E IR ER S I E %« 12X 7] GBI M AR BE I AT 1) s B2 S A AR i (1 38
B AL AT e OR3P/ PR 3P AR R L AT 55 CDT S N T i CD T 2 25 FHPR iR Hh TR DA M
FFCDT It IR TS P (R S5 28 1 o b s BB AR

01111 A H A SEEGI, A A dil &AW o b I AL G A B, (1) 281
A, @) IR RS AR R LU B S - A S5 2 1T, 2R e s 7Kg m]
PR MU AL 277K v DA T O T oK i

[0112] S PR RT DATE K 5 R Sh i SR o Y AR BHIG H I, ROE “m iR 17 B 45
R RIR ER AN R 3 5 AR AR R s AR SR (10,) RIIR ek (10,°) FF HAHR %
T AR Eh (910, = AR AN S AR ) o £E — N SR, A = R ER A AE B LA
RN (NaT0,) 74 N A TR o A8 53— A, 78 s R Eh A7 AE B e qE
AR D A T B

[0113]  AE—ahEfir, SIS ARE B A B s i 3L S AL B & , AR IE -N- S A
ST -N- S A S, A2 S AR DR S AL (W0 2014/097099FH i) o
TERTAR S SR, S2bR BT SRR ER T N - B Eh A — 5 10, iR Fa e i il B R sl i
R R A YR RIE -N-SE L sl b -N- S S W A — 5 T B R e e RO Rl e 3 ek
EFE AP S A TEMPO (2,2,6,6 - P FH3E - 1-WRiE 2L 58 35) B PROXYL (2,2,5,5-P4H
Fe-1-ME LRSI 3857 o A — T 1], TR RSUE AN e 3L S ML &5 W52 TEMPOBK AT A4
LE—J5 10, i B LE HAN- AR 1953 - o AE—J5 T, Bk S8 72k F DA N 4Lkt
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2H : N- U DR A N - BARTR IR e WN- WA A e — S IR < 1,3,5- =
A-1,3,5-=1%EE-2,4,6- =i, B EUIRER . 1,3,5- =01 -1,3,5- =I&k¢-2,4,6- =i, —
W SUIRER AN, 3,5 —Mi-1,3,5- =WRKE-2,4,6- i et , irad = b 2N - SR e
Pl o
[0114] (T35, 10 sk PN VAR K FRRIR K B ST o PR R I AP R 1, 2- S BE I L 0k
B2 A IDEH IR AR B R 2 Eh 2 R R  fh Il AR S8R A AR IR &R I R Eh
RBERR ER SO SRR (i O N -1, 2- g T -1, 2- Tigak -2, 3- TR VHUAM
R .
[0115]  YEZ WM AN LT 5, 2R O IR I I BLAE N SOh R sl “Th i 2
B o TR 2R B AR 1 AT AR B (3 B ) l—i2 AR T) R T G R T oA —
SIS 2N AR SR LR T AR AR TR R A AN R
BT
01161 FE— SR, PR TAEARR RS A E R e T, TR A A IR 0 475 R b L T
B A0 7o A= A RN T T R LR Ao b .
[0117] 55t BRI o8 2 (0 R IR s A B 2 AN AR 1 LUE R & (Pl
(IR A o 51 (R iR ) Co iR SRR U P (A BH & TR st S A AE R
FENAN = OB ARSI B A A A E I A ) S elibe Cannte e e« 2 - PR 2Rt
e 2,6- Bl - AR . - B  t - BuMe ' PrN—BH, . i - BH, k5 - £ 5k - 2- I REnE i
%% (PEMB) ) BAN A M SSATAING o AE— S BIFR 18 i 1) SRR U B
[0118] A — N SHAdIrh , 1 J5T SN A 7K 7 711 (4, 146 [ PBS \MES \HEPES \Bis-tris.
ADA.PIPES.MOPSO.BES MOPS.DIPS0.MOBS \HEPPSO.POPSO. TEAEPPS.BicineskHEPB, pH{E
6.0H18.5.7.0MI8.0.57. 07 . 52 [H]) FREAT s 75 53— DSl b, 12 S N AE E B -1
AT o A — BN R, 18 B SN AEDMSO ( FEATEAA) sl DMF (3L FE e i) 7 A P adE A T e
DMSOBEDME 7771 A] FH- T E AL L i T BT A 2 AN A A 1
(01191 FEik i SR 25 DRI, FTREAT A SRR B A OR BA (R SR S, X BB RE AT AT DLl
B A TR  AE— N SEBEI , 123 S AU 8 (NaBH,)
[0120]  EHAthSTHEIH, 4w 2014/027302H T , i FHe TECEK 5 K il 25 24 54 - Firaidk i
ZaWt it — Ak AN e TECIHIPE A48 5 2 FUAR SR VO, FLAopi i o S 5 FHER TS
BRI A 2 e TECIAIFR1-, I H I rh A B e BN 28 5 2 e TECTHI PR 1 A4S
R e TECERIIHS Sy n] X (D £

(D

(@]

it O
[0121] 3
Q /ll\\_/\\/s\)J\\' [ #kEa |
H H

(01221 FLrp  #g e e TECTHIFR I - S e FR v

[0123]  eTECIHIPE 1 fu4d-£/ N (B}, —C (0) NH (CH,) ,SCH,C (0) —) , HAEMHAI /A
12 [HER BEASUE RO Bk SR e B e TECHE R UMHER S W & O BB TS (L R B B M
T FRbE BE ) (4, IR e I e sl L2 PR S SRR T SR, 55 B i 2 Bk FH R R e
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DABRHLIRBE AR . — A 2 N St B P 1 AR @ 1l Sk R SO B s A I Rt B
WK SR o T A R A I A S A S A S Rt A — e Mo AL
JE LTS A B AR R SR 7 A Bk e DA S5, FCrp a8 fdcds ol IR e g e &2
eTECIA]BE 1~

[0124]  ASCAARWEE ST LAE R AU 2 FU T2l 28 1 s AT s A3 T2l
AN, ki (N, B s ik S B - ik R e i i M RS A
TEE) VO 22 A AR R il o T T2 8 B BT H A bR E R R Tk - = W)
i1, SaraswatE A ,2013,Biomed.Res. Int. [[EFRAEYL 0571 1D#312709 (BB 1-1810) 518
Z WO 2009/104074HFriR 75 1 « H TSl R e S5 I AP SRR o0 B 5
TR (A, e A e E A = AE) VLK A AE 28 A W B Ay g /K PR Bl s /K R
R 22, I HOA ARSI SR 1 2 W

[0125]  fE L4

[0126]  ASCHEARRE BB L KA AT B OB U AN AL 5 b 26 KA AT i OB U I AR 5
(7 =40, A% A 2 4 o ettt , ASCRT R (1) 1 = A e A8 v DA B 2 (B, 1 2
R TR — el 2 gt 11726 KT BR 0P U 28R / sk A= 88 5 Wi e = 4 ALl
(an, BEESHL L) IR .

[0127] ARG E AN SLEHAEAT g =40 ] 3 7= A SR B KT B 0B 2 8
(B, KGR 075 Z4) FEL 2 ASCHTIR R OB 2 M A4 & (Blan, K
FFEROTS U Z I LS5 )) i e T AN A3 o 40 el A2 A =B 4 RN A% 4 = 40
J o AE— R SE AR, 1 = A2 A qE R AN o AT T 7 AR A AT R (R R AT BRI 0
U Z AN EL 2 A S HTIR R AHT B 0P 2 B A 2 S W s VR A e = i (o 45
(AR THRA AT B YA GE S B (Shigella) Y. Foih & (Klebsiel la) fifi,
7 PR R B (Xhantomonas) )8 701 JEC TR & (Salmonella) ¥yt HE/RAREC R & (Yersinia)
YiFi FLEK R JE (Lactococcus) ¥R FLAT# & (Lactobacillus) ¥ {F 5 I b &
(Pseudomonas) ¥R R )& (Corynebacterium) ¥ 425 # J& (Streptomyces) ¥,
BEBKIA )& (Streptococcus) ¥ #) & BR# J& (Staphylococcus) il ZF T i &
(Bacillus) ¥t B & (Clostridium) ¥pfi.

[0128]  fr—AMREE S, T AR AT R [ K NAFT R 045 2048 A 60 5 A S Tk
IR R OB I AE R S W 4 B2 42 B A e R i, P e KT AT

[0129] R Be s Fl b, T 7 A A SCHTIR 1 K AT e OB U AN A= 458 5 1 v =2
gl TR AR S AR , A9, 52 BT 5 0BT I 7 R A r £ b SE PRI ) S AR 4 hid
— R 2 A AR 1/ SO R R ) S SR o A — R S B , nT LK gt 2 5
WAL &R (AN, IEAZ AN/ s U AZME R 12) 18R 1 BT ) S e Cb 3L PRURT Bl S AR 5 |
NASCHTiR )4 240 o I SRAZTR P VA b (0 45 {H AN PR T SR L R B A/ alob R RS T
M E .

[0130]  ASCHAR 1 gt S AL RS 25 Ak DRURE DR J3o 41, X S B e RSl v T
1l 2% T 20 A AN, X 2 F 20 A 2 4 B an T e R AT IR OB 2 0 M ARS8 &
W) o AT RN DURFEEAR , Tt L i i i e, AR &R T I8 1 BT LA
ZIAFIIAZIR i o IR, AT AR SRR , A SR OAZIRAE VAL M AN [A] T AC

22
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SRR A5 2SO , 1A s FZAZ TR Gm i ) 85 [ T O S S IR 7 41

[0131] AR 1 T4 KT 075U 24 L O1ASUI 20 . 02 i 2 i AL b
AR (L 04T 20 B L 06 A BT 22 00 . O8 BT 2200 . O 15T 24 . 016515 22 B . 018APT
IR 2k 025 B P i 22 1 A MR S 010 4 =40 (B, B4 s E4nit) o ASCRT R 45 3
AN A B gt BRI A K AT IR OB U 22 W (910, W AER) IOASRR « A SO 14
F AN AT PLRSRFR BRI A2 H ODTH IAZTIR , sl v] DA A 32 4RI B XA IAS TR « £
e AZIEON T8 E AN S S IR L ARSI R s S e L 5N
T 40 AN, FT LA ok B RARAE (B, 75— sk 2 A ok b ek L stk 138 5 2
T AN R A ) Bz 5N Je £ 4l ( WA, WO 2014/037585.W0 2014/057109.W0
2015/052344) .

[0132]  ASGARIAR T REE ™Ak 53R B M E RN KA R01A .02 A B b ol A4
FEEEL04.06A.08.015.016,018A,025BEk07 55T ) A=W 28 5 Wi 4 - 4mie (Bl g,
A5 AN o 25 TE 4 (BN, B 20 E ) 4085 0TI ML A e SR 1 r Fh e A
IR R 51 o v £ R 7 AT DAY A= TR KA B Rk Fh 20 28, A — A e B 4iiE N 54
WS RESLAL AL (I, Pg1B) FNAARE [ (N, EPA) FUREIRES 7 , LAARAG = A H I R HT
R OB Bl HL A=W 6 5 ) B 20 E A o 490, W DA S 41 7ok TR L e 254 = 4ni
DLES S —Fhek 22 FPJE0kT , 3 FAIIW0 2015/124769.W0 2014/037585.W0 2009/104074F1WO0
2009/089396 HH FTik [ AE ISR S HOK , 1% —Fhl 2 P BURL B B £ 3L R e  Sp L R R (191
1, PglB) FE A 1 (15140, EPA) o et e E A £ 5 88 5 2 L A e £ 2L A
LEHEEE ST, Zit S L RO AR I IAZIR , 8 TS O Do etrSEEI, g
G B E AR SE R AL D o AR e s, Sk R R g tr ARNg tr BIE [ 4845 1 45 12
it} 0} 9P SPNEA SN EI

[0133] WO 2015/124769FW0 2017/03518 1 EEANHHA T 01A.02.06AFI025BH T (1A=
REWINHIES . Tguchi A% A ,DNA Research[DNA#H5T],2014,1-70L A DebRoy C% A ,PL0S
One. [ANFERIAAEA0TE » 25546712016, 11 (1) 101474343 1F :Plos One. [N RIS & A50E o

25712016, 11 (4) : e0154551HHAR T8 KIGHF R OB U 7= 91 B PR % (e £ 2K PR E)
r OISR Fr S AN Fh iy 1 2 1 T 2 R e A1t T DAAE 23 3k 22 (WnGenBank)
B ] T 5 A B n i s 2 2 U 1 AE S S W A R AR R Y e £ R A
VEFFSIBAESEQ 1D NO: 9MILL-19rp g it IRt , 0 FIREE R T A5 52 A 5, RTKEAT
R b 5N E4Ii, DL B 25 S0P R B r Fb e DA M &8 4 L 72
AN AR I IO RR I 1E E40E o T BT AR R P, e = 42 S 4 E AN,
JE R I B S A AR BRRIRFAE I B , QR IAAT Bl 5256 =5 IR AR ko A P PR, B ok
FFRK1 28k K I IRIBL2 155 o e, v £ 116 SE Al = 2 S IR0, 2t 5 INFE 340
AT AR, 5 FAR e 3 A B LI 2H o 0 e, a0 SR 5T 4 b BE RIS A2 AE T 44k
A, 0 E e S ARl B 0T R i FhIE N e e, LARRAE = A H IOODUR I AR &
Yo et , S B RN T4 A 52 IR, T HAE RS S E b, gnAax Bl
WSS ISR B B LA ng SE R 4l

[0134] AR (OATAR 75 = 4R (B4, B54H 5 -4, 10358 B 4R R 78 40 ) 05 4
B 25 1 BTN - B HR A T MR R B NBR O AZ IR, , (811 an, A SRR 14 =4 vl —20
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B Y ERL LR AR B S b H R R AR -
[0135] AR (i = 40 it SR b A 25 i A S L RO IORLTIR « b 2SR R A RIS
RITTE BN SN R 72 21 A SN A AT 2 e T 2R 2 IR (1 R el R 2L | o Gt Sh
SRS AL T 40T 5 AT LU RARIN , sl AT DAGE Tt 1% 75 5 5 INAg 41
FEICLER S, S AL LR T8 LA i & e F IR« K R R 5 5
WHILFERERE , DR an S R A B R PETE L4 A=A B A1, W S IR L AL R g
A HEIX RN 4R rh Bl L TRE S INJG o T A R N 2, S FE g ]
PLK AU L R T A SR
[0136] - HsesThrh, vl DL 2 as b B S A DR AT e A1 45 il T AN -
WHEL RO VE MO SEREE AL RO AW , Qno- M6 RERE, 1 ANt FERRHIVE S flPg 1L,
AEIEIWO 2016/82597HIW0 2020/120569H flrids o HABHELFE LR (4n0 - WAL A20) At
AT YRR A A B M S S R R
[0137] R se e ety S, SR LRSI ok H 25 Hh AT P& (Campy lobacter) [ 55
WHELEE DM 5140, A2 — >S5 B , SR R T ok 23 105 Hh A bl 1 S L e B iy
(BH, pglB; & WA, Wacker®: A, 2002,Science [£}5]298:1790-1793; 142 WASI 40 ,NCBI
FEINID: 3231775, UniProt ¥ 5% 5086154) o £F U5 — NS , SRR AL ST ok F 21 WERS
AT B (Campylobacter lari) [N ENIREFEFEME (D45 40, NCBT LA TD : 7410986) .
[0138] {5 NS FIF , SRR L R ok H 25 s AT 1R 1 Pg 1 BIRAI SL 46 A2 , L
FUFE AR (B A0 25 1 BTk 2844, 4owo - 2016/107818FIWO 2016/107819H Fira [ 3B
86 Pg1 BRI LUK AR B R O AL B LA Fr1ISEQ D NO: 1HISEQ ID NO: 2HH R R AT %
FRAE b AT E M eI, Po1BIERRL FEIE £ 5 SEQ 1D NO: 6 ol AR A o 71 K28 55t 151]
W B AP g 1BH ) — AN e 2 N TR A A 1 L 28 A Ak S Pe 1B B2 AL, 151
W5 AN 34QISEQ 1D NO: 6.3 F T ASCER B 21 5 F= 4l Fh AR (kP g 1 BRA L s
Tl LI E 45 HATSEQ 1D NO:6[1Pgl BIRMIL LR , 74 SEQ 1D NO: 65 2/ D— ik
FHN311V.K482R.D483H.A669V.Y77H.S80R.Q287PAIK289RZH Al [ 2 I 947 o AF— /M iE St
B, AP g1 BRI L ROl H AT (0 5 58AEN311VISEQ ID NO: 6. 7F I3 —MRHE Sl
AP B L AL R (0 5 28 AFYTTHAINS L IVAUSEQ 1D NO: 6. £F 73—/ 18 St 5]
A (AP g | BEA AL SR ELAG (025 284N3 11V K482R . DA83HAIA669VIISEQ ID NO: 6. 7E
— MR LN, A kPg 1 BEEMHEL AL AT £ 5 2848 Y T7TH, S80R Q28 7P K289RFIIN3 11V
HJSEQ ID NO:6.7F20204E3 H 18 HFEAZPCT/US20/23415H1 &I HHHiA F, T sepo 1 Bk
S RIS AT RS 8 175 1 K AT W O AR 8 S i A r = v 2 A g =y 777
o X T 45 8 KA BR 0PI PR sk i sl de (O Pg I BAE (AR AN R FIFE o EATIHE , A K BHAE
SEECTT A A TE T TS E 1P g 1 BAR AR N B EL R AR ™ AR E KA PO 1 4=
WEa-& Wi ) i . 5SSEQ ID NO: 6 % /080% 85% <90 % 91 % 92 % 93 % 94 % 95 % -
96 % 97 % 98 % + 99 % [F]—VE I HATL B AT S L L AT 1F L e A A S AL A W i 1)
FeE o (BIANT7Y.80S.287Q. 289K 31 1N 482K . 483D 669A; 5k 311V; 5k 311V.482R . 483H.
669V; ok 77H.80R\287P.289R.311V; 5K 77H.311V;%5) | A A ek 2 A EE 2 LRI Pg 1B
A A A T P2 A A S
[0139]  fr—AMREE B, Befg A 5 3R L B B KB IR 07 55T 2 B
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RS IS AN (B, FE 4l s E 4 P S gtk 5 2 1 thAT 1 Pg 1B
WL R IOAZ IR T4, 1% Pg I BEE R L A2 HATSEQ ID NO: 6l 2 28 AEN3 11V
SEQ ID NO: 65 ERR -4 o

[0140] 7 FHAWERE N SHEEIH , BRI A 5 s A 8 KA RI01A . 06AEK 015
YU Z M A8 rrE - 4nie (Flan, S s E AN dE— P aE gk 3 2 s Hht
IR P g1 BN L L R 1A% H IR 7 4, 14 Pg I B M BL AL A5 LA SEQ 1D NO: 6l it 2
JEAEN3 11V K4A82R \D483HFIAG69VIISEQ ID NO: 6[1) 4 LR 741

[0141]  fr—AMEEE e B, BB AE 5 3 B OB KA a2 044
2RI AR S e SR AN (A, B2 45 2 40t dF—P S gmit ok H 23 s th AT R )
Pg1BIFMH I R IMIAZ IR [77 4] , 1P I BIEMH L FE ARSI L ATSEQ 1D NO: 6k ik fu 5584
N311V[JSEQ ID NO:63k Lk fu 284 YTTHAINS L IVIISEQ ID NO: 6[R 5 LR T 41 . 1 1k
o, T 774 S s A O E B KT B AR L 04U 2 1 AE R S P 4 p
F At S A AR ARG L SN 7 41 DA K 2t 43 A FLATSEQ 1D NO: T8I &
B A (S B 5 SEQ 1D NO: 7RIS AT 27080 % 85% 90 % 91 % 92 % 93 % -
94 % 95 % 96 % 97 % 98 % 99 % [Fi] — P [ B LR J3 A AR AAR) I FRG tr AR AL 72
FEGtrBIAZ HR 741 % AL G trS LA SEQ 1D NO: 4f S AL 741 (Bk 5 SEQ 1D
NO: 4 A ZE/D80% 85% 90 % 91 % 92 % <93 % 94 % 95 % 96 % 97 % 98 % 99 % [F]—14
(AR - H BB R A Z R AB 1 KA B 0AB U LA A= K AT e A B2 (.04
PR, FLA A s BB L (v 40 brl i B 1 2 1 A 40, O ELREL e RS Mg R g A i (b 4n
R R o o8 T 77 AR S AR A B 1 KT R A E AR AL 04 I 2 B R AE 28 51
AT E g AGLtrS \GtrARIGtrBER I 28741 . /52020473 H 18 HEEAZ [IPCT/US20/
23404 CRIHE N 51 LA SO RSO Hfiih 768 DN KIAFT 0445 2 i diphi 25 1L
HARE Gt r SR ™ A 5 2 AR R I i B 1 K AT I AR B L 04 I 2 W1 AR
W&

[0142]  fr—AMREE BT , el A 5 3R L E B KB IR 01630 2 BT
WSS AN (B, FE 4 s E 4 P S gt ok 5 2 1 tAT 1 Pg 1BE:
WAL SIS AZ IR 41, %P I BIRR L A6 A2 HLATSEQ 1D NO: 6l ik 0 55 584 YT 7H,
S80R.Q287P K289RFIN311VIJSEQ ID NO: 6/ 5 ILe P4«

[0143]  fr—AMEEE SLEfd , BRIk 5 ik B SR KHHT 108 . 018A 025B Lk
02570 Z WA S-S A =4 (B, S 4l s E4ni) dt— P S gmis ok B 2 1m
FF IR P 1 BIAE S L B A% R 7 4], 1P g I B AL L F2 I FLAASEQ 1D NO: 61 2 2R
FEA, e - L SEQ ID NO: 645 (7 F77.80.287.289.311.482.483F16694 A 11 25 2 Kk
[0144]  /F—2E5TfE B AR AT 1 =2 4 A S g A A 11 (1A, s = 4nie
FEELAHILI 7 AE 1 — Fhik 2 MOFT I 200 P (G T3 FLUB AR S M & B ) 1%
PR o S T A BRIV A, 1 AN T 0 & bl AT R R B E R EATT A2 A AR L 1%
R H B EAIR TSR M 2 5N E A (EPA) KT E & H (F11i0)
CRM197. ZZZFMHE 545 (MBP) MRS & I N R& R S O IR AR R
AVEESEIR F-AVBESE A 1B KT AN I 85 31 KA IR AS T Pl 8 2210 LA iR Vi
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ELEZBAL (CTB) ERLE R VEALS RN EFLIR KT Sat & H KBTI Sat & A
(R 282 25 R 3 T 8 A BR LRI VA L 2R - AL 26 1 (KLH) AR B PV R 56 2558
[IANELE FI (OMPC) DA KR FIAN AT 43 B S AT B 2R D

[0145]  FEARski sy, g = it — 0 S gu i Ak (i s i B 25 /85 25 A (EPA) 119
TR o A et EPAZRAARER (1 (05 1- LONBERAL AV, a2 -4 B L A, e e e i
PO, BIANL - 104> R E2 - 44 I LR ARG A BB A, R MR A7 5 0 2 LA SEQ
ID NO: I[FE LR 40 E ALk HAGSEQ ID NO: 2[5 L8 54 b et e 40 o fF—A
R SITEAI , 18 LAt P A 4RSS SEQ 1D NO: 3fHJEPA - 425 4AZE (I IIAZIR -

[0146]  FERLECST B , 280 1 A SRR 11 L AR = A A S b i PR AR A
BB BRZE” BSR40 B RN/ B T8 3 AR A R B ERR I P 1 o 3140, S A2 U8 I 1 A
AR T A ZE G R At Sz AR AN S5 - 7T AR
BIPEPRZS U FEEARBR T4 2R (HIS) FRZS (B AN, /S S FRPRZS 5k 6XHi shras) FLAGHRZS Al
HARRES o FE R L STHEBI , A SR PRS2 AT LRI, — HON B2 e A ], B ande & A i
Eaifb 2 , Bl i R s 5 22 bk o A M SR 91 b, Bt B SR

s
o

[0147] U fflh , AR A S A S E S T4, 26 5 PR Z a8k E H
B ) R 12 AR T RO R AU R R B2 ] o A — MR E SRE B, 55 A1k A KT
R DsbA KT B AN AL AR A (OmpA) KBTI 22 2 piSE A5 1 (MalE) VHE N BORRRSC
[CHE (Erwinia carotovorans) SR S4fENG (PelB) JFlgl JNikABk S kT 5 B2 A AR M N
VIR (XynA) AN RN B 275 R LT b 2E AT o B AR S N VIS X yn Al Ko R HEE
& (FlglD) oAE— B, 55 /A SEQ ID NO: 10 /585 H itz v 2 e 55
FrA AT DA DI , DRI T BEAS AR T EM R S i A 3R B 1

[0148]  fp HuesEfflrh, ] DL EINIIE 5 N (9140, 458 F] H 40 E0R) ARk (17 ==
Y BIAN, G TE % Rl RE Tk T PRt 72 (B, S5 sk TP — PPk 2 FhEE 41 5]\
i AN A 2 SRR T IR DR 188 AR B e R gz (B, JE) mT
PAETE FAnM Ty 5 GERAD) LU JE / Dhae St s gk sl g v (B, wie s /&
WIS AR AN GRS DIRE &5 1) o AE FEE ST FI | 2 MASCER A 1 = 4 L R 41
FRERIAZIRI , AT T By B2 e 1) (lan, A 3= AL OB 2 Wil L AE W88 S i e 1)
Bt

[0149]  WTPAE R Enfiwrhiph e OF BAE 281500 &, 9 AT B ROASTR 3 A1 400 (17
(B L PRl B PR e G A v R A 2 S B IR A & i P 2R PR sl 3L R , Wiwaall (2 045140,
Feldman®F A ,2005,PNAS USA [ZE[EI[E S BB 111102:3016-3021) g BIAZ A5 K
e (waa) A-FUMEE (gal) SRR (ara) VG5 AR (we)  FERZ W7 il - pAE W)
H R (B0, uppSuppP) wund -PRAGIAEL A S G2 HTRIE A & A
AL AT (eca) DA IR BRAAROH U E 1% (WgtrABSHE Bk HLIXI5) o AF—MFFE 58
T ASCHTIR A AU 1 A EA A AEER B A SRR O 2208 (14 , A
RO4PTH Z ) DAANIETOT I 28 .

[0150] A —AMRriE B, WASCERHR I 45 = 4n it (9, B4 4 £ i) [ R 4
B dewaal FL A Bk i Dh RIS « RIE “waal” Ml “waal ZL A" S Fagm i IR &5 Gk GHLyE A7 m
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A2 BT 10 P i 2 B B 3L TR . BT g 0 1 B R S S T — RO B R RE TR
(undecaprenylphosphate,UPP) [IOFTFERE RN NE BIARZ o, JE IS 220 o Sk A Bl A PN Il
waal R (121, A waaLl PR BEEA T OG0 A IEBTARYE61% , T H ] DL AR o 045 A )
—HWor o (ERE B TS .

[0151] 55— ARpE eI, WASCRR B 1 A2 1 =8 A i i A 2 PR 21 Fhih S waa L&
JgtrAFLR gt rBIREIA] L gt rSEL R FlIr o RE R % Fh i — ek A el L T AR SR

[0152]  AE—AShB il , A R 18 = 4l sd R IHFT AR iR L 044 i 20 0
MLEMZE S, Forh W JE = g i S R ] ik dewaa L BE PR al il L DD fg 20 , IF FLIEA K
AR R 0AHU Z M FAA R R g t v SEEA o AE MR 04 0PI AR S ) A Bk
(e STE B, K A 5 SEQ 1D NO: 4547 5 /080 % J7 41 [l — PRI A i R A 1 g t 'S
SERFR N SR A R PR g tr SEER A7 L, DU 93 SR04 U TR A LA IO B R iz AR
PRPRFR g tr ST o X T A BRPRIT) — AN S BIE KA IR K - 12 PRW3110. gt rAFIg t rBAE[A]
ST RIT 5 AT PO FRRY , s AT X Se 3L PR P () — A B A TS AR BRI S
ATV IR o S, 5 gt v SELPRIANF]AE , iX 2o gt AR g t r BEERNT OB U S5 44 1 AT 5 5
Yo

[0153]  ASGARAR il F 4l L AN )5 ik o sl il ST (1) 5 17 AR IR 2 A 32 4T
N m] T2 A R I B OB O AR 5 W) o iX 5 T A — bk 22 P AR 43 -5 |
AN DA™ A= 4 fe R 4 o SR, B AAZTR 70 -2 IR o S T A N A, ARG
FIIAEAR] 5 3240 R] T4 B AUAZRR 431 5N 24l o AT DA ARSI S d B R 1L
AEAT T 7 , BT 28 AL A2 A 1B PR« SRR S P A S ANZE 5, 3 TR 2 A%
R 5 I NASSC TR I 1 R 4N o A2 57 1 St B b A T BORTE B ZHAZ IR 5 | AAS ST iR 1 1
F AN AN, AR AT DA i ok (1, Feakim #A) 7818 E i 3Rk o A8 S —
SE B A A NS R 5 R R S DR AER 5 N AR SCHT iR 11 18 = 4i i, ansl anwo
2014/037585.W0 2014/0571095kW0 2015/052344 113k .

[0154] {545 AW vh i T E T B A0 R AT BT IR PR AT 81 Q78 R 28 S it 451
o R 2 A0 21 A o FERR ) Ve SE B HE K BT IR K L2 Ak (B4, 4nw1485.W2637 .
W3110.MG1655.DH1 \DH5a.DH10%5) \BEEFk (5140, BL-21 \REL606%5) | R HR Bk WA #k - 7E—>
FEE eI, 1 R PRI SR AR RRW3 11045140, 12 AR AT DA R 1 K AT 1 gt
IR s (B.coli Genetic Stock Center) K15 A I KINZFT R E L5 B, 155
BlinEcoliwiki.neto

[0155] /2L , AR 4 i nl =B 8 B RS FOM R K
Wk TR OB U 2 W LE W88 5 o fil T i =5 i 7 2R e 28 B W88 5 W) T Tk e AR e L A
(1o 2 DB, WO 2003/074687HIWO 2006/ 119987 o X AL Iy AU FELE = A A8 S W 4
PE N FRASC T AR AR AT E 41 A AN o S T AR e PN A, T DA TSI, L AT ArT
A AN B o TR/ sk el A8 50 o 51N, AW 884 vl DATE o AR 4ok
Fh LRI Tl 2 A 5 kA T Al , i, sl ek (AN, B A8tk I
B R te Sk R EEE A RS o B i k) VB O 2 AR ekl T alifb
1 AT H A PR AE R R T2l - 2 WFI 4, WO 2009/ 10407 4R BT [R5 1k o IEAN, ZE
ZEYR LS IR KRG LM kel o T alifb s AR S i SR S 0
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HOE T3 A A8 S O H FEL AT B KA/ R KSR IR 2, I S T AU AR 5
Bt W 2 W, WO 2015/124769F1W0 2017/0351817%1AR T 01A.02.06AF1025B(1
eI 25 DA S A B B LE MR S e i A5

[0156]  JAHRML [l AR 5 7, BRI FHASC TR (R F 4 e - An i = AR I A28 &
P

[0157]  fr—SLsefilrh, 65 55 3 B A E B KT R 0PI 0 A 85
7 A4S : (D) SRt d 40 R0, A AN S (a) OhTE 28 r (b RE PR 1A%
HIRIT A5 (b) Gk 1 IR REPATAZ TR 7 41 12 3k B 5 2 /D — B A
LR DRSS HAASEQ ID NO: 1. EESEQ ID NO: 2 AT 741, I
H e, 12 288 VB S U SRS, R R A S B 5 FLAA'SEQ 1D NO: 213
AT M (c) GRhs RS , Bl inPe | BENHL My ol AR H TR T 71 .

[0158] 1KLL sy lrh , K R0 AL E B MR E W 20 584 A kb % (w/w)
HMN 56 RS 1 A N 855 2 AR 1 1L E & T ObT i 2R B b R
RO “Bi/ £ 1 bl 7 Bk “Zo b/ 5 1 bk 27wl “PS /8 i bb &7 o AE— SRS 51, 0t
BRZHHPAZI1: 20320 1 el : 1010 1\ BEsE 1 : 323 LIS & 1 BT (w/w) BbR LA
56 R HIRE B ALASCT R W A28 S I e ERR PR S b, JbE /88 1 BiE R
£30.1%0.5,%10.1.0.15.0.2.0.25.0.3.0.35.0.4.0.455%0. 5. ZE 2545, b £
MO EEEE N1 1058 1:2,U01:10.1:9.,1:8.1:7.1:6.1:5.1:4.1:38k1:2, XHUH
THREE OB I Y o A H e st i, S/ 85 1 B R o 290 . 1658 290 . 45 10, 1K
MIOPTIA 20 S 2 R & P SR B/ 5 1 B bb 2R e iy, PROMAE — 2015 00 1, K i B
BRSO T I BEAD R i B/ 8 1 BTbb KA B 3R R B LU AE MR &
ERG TIPS, RN PR FF AR B I AR R, O T 2 M S48, J
HZ A SR S 2 FIILTS AL, a0, B8k | 2 D ARIAE 0P /DS R Rl R 0t
IR\ E DO RIARIOHU 2 D THAEOHT I 2 D8FIA R 0BT 2 /D IFA[F R0t
JI D TOFIAFIR 0PI S R A SR S A 510 o

(01591  FRAF AL WML 5 W01 TN /25 11 BT bl 3 AT DL IE 1o A e 6 11 Jo e R SRR & SR A
TE o [ 5 P DA I 280nmAL (R UVIR EE (A280) SKAfiiE o M & ] LA T- 542 H e
i (514, 32 1081 Man M58 1 LA SR BTG L eNAC) 114 B - 8 1 ik 2 5248 7% (1C-PAD)
W, X2 e, AT E A B e G5 A A R T S R . (a0, O 1A B4 T R /R o
i M845Da, —EE/R I BT A% — BE/RGLeNAe, I 4G LeNAc1 & i i IC- PADTE
Ny, AT RS SRR D o

[0160]  fr—LESTjE I, QAR 5 3 B O E R KA R 025BH T 2 41
WS WILEL -ROBHI A i 240 BAT —ERREE I Ot . (R S5 025BH U 24 1)
0- LAV R B I 2030 % , Ik /050 % , 077050 % .55 % 60 % 65 % ~70% 75 % «
80% 85% 90 % 95 % 5100 % .

[0161] Uit , CEWn) S5 Wrh KIBHTFBR016 5l ZH0- AR C R Lt 2D 30% ,
T D50% , 417750 % 55% 60 % +65% 7T0% 75 % 80 % 85 % 90 % 95 % 5100 % «
[0162] 5 STt Bi , 0TI M A28 S 7 14 B R L EE 4 g T2 41,
1Z A E E AN R S R A S AL SR R € Pe | BEILAE R R ol AR AR AR
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B, X EEA P I 0P 2 A 2R 5 W o R A2 O SR RE L A A 1A T e SN 1 3 4 e
PRI AR R o SR PR B 2 S A R RE AR S IR AR BT AR =
R Ui, N T 5 T UM A A S S I 2 A A & e R B

[0163]  fE—MRFE SN, HOTTEUN0TSHU AN, Pe 1 BINHEL LM (0 5 s IR
FAENSLLY, HH S BERR ST 2 AR - HATSEQ 1D NO: 6[R) 2 LR - A1 Y AR P 1BIf
o

[0164] £ —/MRFE S BI, 20HTEZ01A 06AEO 15T 24N , Pe 1 BERNHSL A Rofiiy
105 S FL R S AENS 11V K482R (D48 3HAIA669V , Ho b G FLFR 24T JE AN 1L 45 SEQ 1D NO: 6
ZAILIR P A1 S LR AP 1 BI = Y o

[0165] £ —/MRFE S BI, H0BT U IR 044705 2N, Pe 1 BIFME AL A2 0
B BRSNSV B B R S Y TTHAINS 11V, H AR S B R S8 JE AN T- A 'SEQ 1D
NO: 611 A LR Fr- A1 (U AE AP 1B 5 Y o

[0166]  fE 5 —AMRFE S BIHT, HOHU 016 T 2N, Pel BIEMIL A R il (19 2 5
MR RAZYTTH.SSOR \Q287P \K289RANIN3 11V, FLrh & BLFR R AT AN T HLASEQ 1D NO: 6[1%4
FER Fr- S B AE AP 1BIf 5 Y o

[o167] £ —/MRFE ShEBI, 2405 908 018A.025BE 02T Z M , Pg 1 BILMHIL
TR 5 SEQ 1D NO: 6/ 5L R 741, HoHiSEQ 1D NO: 6760/ B 77.80.287.289.311.482,

483 F66IAEA 5 2 TR R AL AL H IS B, Pe 1BENHAAL AN (05 SEQ 1D NO: 611
SAEERT A o

[0168] {1 —BLsfEffrh , AR SR 0P/ Pg 1 BIRAH AL AL AEME RN, Fh g bt S Bk
SERERS I HE A 15 = 40 AR IO ODU M I AR S IRt B A — Pk 2 P A SO TR 1
Pede e, BIanSm /& B s bb M/ s 2R AR S F N B ot

[0169] A5l

[0170]  ASCHRfE TGS, XA S E B KT 075106 FT I 2 0, =
FR RO 2B i A e AR 1, O AT et — P — Pl 2 P e 4
HRAI AT 01.02.04.015.016,018 025407 24 , Horh A it 22 My Ay i =8
B OB 2 S (B &) A & AT A& 2 & (B Rk 2
OB Z Wk S 1 (BIAnA= s 50 A S A TR — A &

[0171] AR S A2 & v a7 Aiph sz sl (a0, AN 2852 1803 R
RS, PLE D B A= 22 R EXPECH o 71— L8 S BIrH , AH50e Jess li R 40 51 AL
T, “Spe iR S AR A e A S e el sl F i 5 R e N A A S
HEMMGRA VA AP ] DAdE—20 5 255 b AT B2 R A o AASCRIT T, RO “25% |
AR 17 T AB R FRIBURT sl MBSO S A5 FTAGAZE HE , 5l H T S8 B 258, sl e 5
JF H SRR A N 2 el PR At DA AT 1) 25 b o QAR SOl 1, A 252 b AT ez () 2
RIS N RE R 2 18 S WA S — it AR RS A2 7 BB s« £
IR TRANA eI TR A K H syt AT DA PRI A A, AR5 B2 0 AT SR 55
it MR A O FETE K 200  FURE SRR R S 2 2F O TS 1 2 VRE RS SRR H
PRI IHE i S BEIE ks I P « B K OB S A It 1Y 2o A ) 55
BIFEATE . W. Martinft) “Remington’ sPharmaceutical Sciences [FHIA®Z5%57]” .
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[0172]  fr— A frh , AL A S S Tris2g i Eh/K (TBS) pH 7.4 (B, & 47
45331 25mM 137mMAN2 . TmMIF] Tris NaCl1FIKCT) PR Qi AT i) CEW) S8 5. £ 5
fth S B, AR B S E 5 2 £910mM KH, PO, /Na,HPO, 2% MR (pH W Z97.0) <295 % (w/
v) LLI RS 29 10mM B S8R DL K 290,02 % (w/v) SR LU RSSO rh iy an A S Ffr ik i (A )
A AL HADSEGI , AL A S S E£)10mM KH,PO, /Na,HPO, 2% i (pHo W2y
7.0) \218% (w/v) FERE.Z1mM EDTADL K £50.02% (w/v) 28 11 BLELEESOF 1 dnA ST iR 1
(A=) 85 Ce AT S EPARR R B 1 R 456 10 K I IR OB I ) A= 4 S Wi 5 1 22 o
W, 2 WAFIAIW0 2018/077853) o 7E HA STHE I H , AL B AL ¥ B0 5 A1 20 SmMBE FHRR 26/
0.9% NaCl (pH 6.0) FRIUIASCRT AR (W) 255

[0173]  ASCHEILLE Y (BN, 259l RN/ sk e e I AL 5 ) 2 259,
T O U SRS B, 2N SRS 2 T MU (R 0D S
GRS AR E RIS RERIR , AR 2 M A S S KGR 075 %
W LE S A K IAFT B 06 AP ZHEI AE MR W) o AE— RSB , A SR 2
HEWS 2 D— RN B A= S .

[0174] AU AL ARG PRl LAE IS DA 5 sOR i &« B el B 0PIt 2o Wiy
HER B AE B (FIaE s 28 A B AR S TR WA S TR (AR R I AT 20
PUR 2RI BAREEE 54, SR PLANASCRInAR (R R P 3R S X SE R 28 S P DASRAS
TRIEA AN A S

[0175]  YE—ANShwflh, 5% BN, 2B SR/ s e B A 5 W) 208 5K
SRR AR A AN R R I T B 07 51U 22 RN 2 D—Rh AN UR I 2 450
[0176] LSl , BN PR DU 20, B E KT R Ot 20, 401
02.04.06.08.015.016,018F1025f11.i75 44 S F1f1 375 0 2R Hp (1) — il 22 A0 K AT B 0Bt
e 5 1 PR & R R 1, Horp S A LIS T A 28 A B A — el B i 7 [A)
AT PAARIET SR T DA o A0t , B0 2 IR 075 2051 (V=) S8 S 20 40 & dt—4
£17501.02,04.06.015.016018F1025 {11775 2 sl 3 11375 72 Fh ) d— A KT R 0Pt -
{E—LE S AI , AEFVEIN R IAHT IR OB Z S S X M AE KIHT B OB 2 0
FE R 2 — MW )oT, s (A K RS , e e s A 1, (9 amidsd AL A ik
SR T 1 AR ST I, BRI AT IR O 2 A28 59, Hh o £
WHE L 75 AN AL B 22 oA s A e B = ik s 1 o AR e s i, 200
AP E08 MG R KA OB, it ERHE S W ik =& ST .
FEFEESTE G AR A S YT LA 1 - 20 FhEI NSRS , SRS K IAAT B 0Pt
R LR A2 S8, AR I PR O PR 2201191 .2.3.4.5.6.7.8.9.10.11.12.13.14.15,
16,1718 198k 20 RS NIIRESE 5 Pk L e A28 51 o HAth oI ik 85 1 Bl Is b
JREE) A DA AR A SRR I A 5

[0177]  YE—Sesjm it AW (BN, 2o &R/ s i IR EH A1) 5 K
075U M (CEVD) SR KBTI 0600 22 W10 (W) 85 DA K /D — T
FHUA N 4L L Z MU 200 KT B0 L BT 0 R AT B 0280 20 R B 1
A0 2 . KA R 08T 2 . KIAHT RO L5 H U 24 K IIHHT 016475 20 4
KGR OL8HUH LA KT B 02550 2, Ptk 2 /D KIGHF IR 015 2 08 KT I
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02570 Z R IAFT R 025 P T 20 , BEA 2k 2 /D K I R 0L Bt 2 0 K AT i 02 i 25
B KNG B 0255 U 28 KT IR 04 U 20 KT IR0 164 2208 . K JIAAT R 016405
ZHA KT 0184 20 L et , O1H U 2 E O 1A 2, 06505 Z M2 06 A% i
2, 04T Z WS ML L 04U 20k, 018H U ZMZ018AH U 228, I HLO254 )i 2 Hi
SEO25BHTIH M o ALttt , REFMVEINY 0P T 2 WA 8 = AR B 1, O A RN 0t
REZ i T wvin: hraa s YL Sk U

[0178] LSl , G E 2 KGR 075 0L M K JIHHT R 01 . 028806505 Z B 1
Z /DR s KA 01 5k06 5T Z 8 (1) 2 /D, B 2 o A4
B R E T, HIHE AP OT5 5T 20 501, 0281/ 5k 06 Ht I 2 Bk BE L 201 .2: 158 298
L2091 .5: 18294 1, B 292: 1, 1an291.5:1.1.6:1.1.7:1.1.8:1.1.9:1.2.0: 1.
2.1:1,2.2:1.2.3:1.2.4: 1852 5: LA RE N S b, &Pt P S e 2 2l
P A KT R 0254 I 208, e KIAFT IRI025BH T 24, I HILFh025641 ) 285 501
021/ 8k 06 Uil 2RI L 291 . 5: 18294 1, (k292 1 AR S BT, fE 202591
[ S 507550 IR E L N 22 1R 4011, 0401 .5: 1, EAR A1 : 1. /F Hdtue s
JEFI , 02541 Z Wi S5 025U IR B LL N 204 1 2 292 1 AE FEE S, 5Pt
SR IBFFR075.01.02, 06 F10255¢ )5 280 , s i r01 .06 F10255T 5 22443 51 /2 01A . 06A
F025BZ 4 , H AR PR 2 oo g8 2 ks B F B U 2 85075: 01 :
02:06: 025/ FELL M Z92: 1: 1 1: 2 AE FEEESTEGI OBl A48 5 e 45 2 i Ak
A, PIANER N ket 1 2 A I Asngk AL o AE RSB, 20 S 07535
R N 28-64ng/mL, (L2916 -32ug/mL , 51562928 - 36pg/mL, I U12)32ug /mL o £E 5
SO HE I, 4G dt— 2P B S — Rk 2 e 4 K AT 04,015,016 ,018F 1) %
B, Crp AR U i o E e B A S O ik I 042 Ak ey, F HO018
PUEUE018A A KL St , 4 Gt — 20 0 B A e 5 2R B B I KT R 084t it
L H A LSBT B 224075 04:015:016: 018 : 08 (£E X e g4 — P47 4E T-41
AW SN ) IR N 202: 1:1: 121 L AE BANP S BT , A AT DLA S —Fhak,
Z A KRIAFT R OB 2 0, b Ao 2o S e m A E .

[0179]  fE—ASHEEI  KO1hT R 20 (BN, 257 EIE N aEA R S e &)
H—3553) T ASGREA ST (B, 5075508 2hisk AR S WAS) AE—1
@SB HI , O1H i 2 hi 0 ane L AT s 2 (014) IZ5 4y, Hon 1 - 100f- 3858, 2583 -
50, il4115-40, L E5- 30, B AN7 25, B U110 5 20 ey, 01T 2 M AL 4 A i) —48
I HI R B AR (1 (BIANEPABRCRM, o)  AEFEEC St , 2145 W rh A/ sl jite I 52
A 075 : 1P 2 b 2 IR ELAE 21 . 2: 118 12 0], flLide i AE 201 .5 1F14: 1.2 [1],
B2 1, n291.5:1.1.6:1.1.7:1.1.8:1.1.9:1.2.0:1.2.1:1.2.2:1.2.3:1.2.4:1
a2.5:1,

[0180]  fr—ANSTHEMBIF , K024t/ 20 (N, 257 e N EEA MR S e &)
H—3553) T ASGREA ST (B, 5075508 2his AR S AE—4
FrE S B, 025t 20 5 ansR LR Rt = (02) 14549, Horbin oy 1- 100019 3845, 11263 -
50, il4115-40, L e5- 30, B aN7 525, Bl U110 5 20 Ly, 0251 2 M A= A I —48
I HI R S AR (1 (BIANEPABRCRM, o)  AEFEEC St , 2145 W rh A/ sl ite I 52
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A MI0T5: 025 I 20k 2 AR B AE 201 . 2: 1F18 1.2 [h) e HiAE 291 .5 LRI : 12 [1],
HEAREL2: 1, nZ91.5:1.1.6:1.1.7:1.1.8:1.1.9:1.2.0:1.2.1:1.2.2:1.2.3:1.2.4:1
552.5:1,

[0181]  fE—NSCHEEIF , K04t 20 (N, 257 e N aEA R S LE MR &)
—3553) T ASHR LA &b (Ban, 5075807 2k RAEMZ EMA ) AF—"
FRE SREFI , 049 i 20 & f MR 04t I 20 , - HLAE—/MRE e S vk, a5 anss
LA ZRIF R (04-Gle) IO g5EH , Horpin A 1- 1007 F8 48, fe k3 - 50, 41 4n5-40 , {26530, 41417
F25,Ba110 %20 (i, 04U Z W AE MR S — 200 )F H AL EH: 2 A s
(FIANEPABKCRM, o) o £EHEEE S, 2 SRR/ sl 132 1 1075 : 048U 24 2 ]
MR EEAE 291 . 2: 18 12 R e M/ 201 . 5: LRN4: 1.2 [A], BEAR s 292: 1, an2y1.5: 1.
1.6:1.1.7:1.1.8:1.1.9:1.2.0:1.2.1:1.2.2:1.2.3:1.2.4:18k2.5:1,

[0182]  fE—ANSLHEEI , KrO64T I 20 (N, 257 ZEIE N a M E AR S e &)
—3553) T ASR LA &b (Ban, 5075817 2k RAEMZEMA ) AA—"
FEE SHEFI , 0615 2 Hi (0 2 ane L AT s 2 (06A) FZ5 4, Hodn 1 - 100f- 3848, {2583 -
50, il4115-40, L E5- 30, B AN7 25, B U110 5 20 oy, 06 5T 2 Wi A= M4 A i) —48
O H MR B AR (FIANEPABRCRM, ) o FEREEE S BIrN , 415 AN/ slie 12
A MI075: 065 20k 2 MR E 201 . 2: 1F18: 1.2 [h) s i AE 291 .52 LRI : 12 [1],
B2 1, n291.5:1.1.6:1.1.7:1.1.8:1.1.9:1.2.0:1.2.1:1.2.2:1.2.3:1.2.4:1
52.5: 1,

[0183]  fE— NSRBI, KO8HTIH 20 (N, 257 e N a M E AR Sk e &)
—3553) T ASR LA &b (Ban, 5075807 2k RAEMS EMA ) AA—"
K eI, 08H TR 2 & R LRI (08) U4, HoFhinhy 1- 100119 %k, k3 -
50, il4115-40, L E5- 30, N7 525, Bl U110 5 20 o b, 08F U 2 Wit A4 A i) —48
O H IR B AR 1 (FIQNEPABRCRM, ) o FEREEE S BIrD , 41 A/ sl ie 1%
A 075 08P 20k 2 A B AE 201 . 2: 1F18 1.2 [h) e i AE 291 .52 LRI : 12 [1],
B2 1, nZ91.5:1.1.6:1.1.7:1.1.8:1.1.9:1.2.0:1.2.1:1.2.2:1.2.3:1.2.4:1
52.5:1,

[0184]  AE—AShE B, Kr016PT I 20 (BIAN, 20 B e SNk E R S ek A8 &
WY —&543) M ASCERR B A S Yrh (B, 5075 2 sk LA S &) /E—
AREE SCHEFI, 016 I 20 & an =R LA R 20 (015) 4548, Forn 2y 1- 100119 3858, 1
1£3-50, f91415-40, 526530, I AN7 225, il dn10 2 20 Lt , 015U 2 W LEMZ S
(1503 I AN VB2 AR TR (1 (FIANEPABICRM, o) o 7E FEBE S, 4G b A/ sl
32380 19075 : 0155 T 20 2 A R PEAE 291 . 2: 1F18 : 12 1] L s iAE 291 . 5: 1814
L2 Ja], e 292: 1, an91 .5:1.1.6:1.1.7:1.1.8:1.1.9:1.2.0:1.2.1:1.2.2:1.2.3:
1.2.4:1852.5:1,

[0185]  fE—AShE B, K016 Puh 20 (BN, 20 BE Nk E R S ek A28 &
WY —&543) M ASCERR B A Sk (B, 5075 A sk LA S &) fE—
AREE SCHEFI , 016 i 200 & an =R LA R 20 (016) 4548, oy 1- 10011 3858, 1
18350, f91415-40, f52E5- 30, I AN7 225, il d110 25 20 L ide it , 016U Z W E LM S
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(3393 AN B2 22 3R ER (1 (BUANEPABKCRM, o) o £E RSB, 459 bR/ ekt
3210 19075 : 016 I 2 b 2 I LU AR 291 . 2 LRS- 12 A et i /E 291 .5 TRI4:
L2 Ja], e 292: 1, n91.5:1.1.6:1.1.7:1.1.8:1.1.9:1.2.0:1.2.1:1.2.2:1.2.3:
1.2.4:18%2.5:1.

[0186]  fE—AShE B, KF018PUA 20 (B, 2 B e SNk E R S ek A8 &
WY —&043) M ASCERR B A S Yrh (B, 5075 2 sk LA S &) /E—
AR SLTE I, 018H Ul 24 B 2 anaR LA/~ =X (018A) [ £5 4, Horbn 1 - 1001144, f
1£3-50, f91415-40, 526530, FIAN7 225, il d110 25 20 L et , 018F U Z Wi E LM S5
(3893 AN B2 22 AR ER B (BUANEPABKCRM, o) o £E 52T, L5 Fh RN/ ekt
T2 10075 : 018H i 2 bk 2 AR L AEZY1 . 2: LRI8: 1 2 A e i AE 291 .5 114
L2 Ja], e 292: 1, n91 .5:1.1.6:1.1.7:1.1.8:1.1.9:1.2.0:1.2.1:1.2.2:1.2.3:
1.2.4:18%2.5:1.

[0187]  fE—AShE B, Kr025PT I 20 (BN, 20 BE SNk E R S sk A28 &
P —&543) M ASCERR B A G b (B, 5075t 2 sk LA S &) ofE—
AR SLTE I, 0255l 24 F 2 025BH U 20, HAE —MRrE S i, Ha s anskl
FIr7sit) =t (025B) 4L, Horin 1 - 100199848, fidt3-50, 51415 - 40, fL2E5- 30, Al 4n7 %25,
FIAn10ZE 20 . it , 025F U ZWiE LEM R ST — o H B e = s 1 (Bl an
EPABKCRM, ) o £F BT, 20 S rh A/ sl 1 321025 1075 : 02530 220 2 TRI AL
HEAE A1 AN 0.5 27 8] AR /e 291 2801 : 1.2 6], AR E 291 - 1, N 1:1.5.1:1. 4,
1:1.3.1:1.2,1:1.1,1:1.0.1:0.9.,1:0.8.1:0.7.1:0.68%1:0.5.

[0188] {1 J—Aahpirh , S (B, 25 G/ sk e ikl &) = 0885
FARE AR A R IBFTF R 075.01.02.04, 06 1025517 220, fide 05 5 3k & 1 (B an
EPABKCRM, o) HA 4211075, 01A. 02 I HEEL (1,04 . 06ARI025BH LI 2 W11 AEM 4R &7 (R,
/DN HED) A BI, A A/ e T 52 19075:01:02:04:06: 025
PR 20 RIAGELE N 292:1:1:1:1: 2,

[0189]  FE—/MLienyShEBl, 415 W (BN, 2o AL 5/ s ek it &) 201
S SRR AR AT 01.02.04.06.015.016 .018 025 K107 547 i S0 , {Lide £ 25
SR A (BIANEPABRCRM, ) HAAZERZ01A .02 i HESE(K04.06A,015.016.,018A ,025B 1
075U 2R s S (B, =DM AL EW) oA — e FIrh , AL5 YA/ el 111
SARF075:01:02:04:06:015:016:018: 0254151 b 2 IR M Z)2:1:1:1:1:1:1:
1:2,

[0190] 71 S — AL She it , a4 (Ban, 25 S/ sz it 59 /0
AE SRS AR S TR HFFE01.02.04.06.08.015.016,018 025 107545 2045 , 11k
Mot SRR 1 (FIENEPAKCRM, ) FEAN IR0 1A, 02 A HEEE 104, 064.08.015.016,
018A.025BFN07 55Ul A A S (B, 2=/ D10 L5 W) o AE— NS, 59
/e T2 35 19075 :01:02: 04:06:08:015: 016 : 018 : 02545705 24 [RI AN EE Ly 2
2:1:1:1:1:1:1:1:1:2,

[0191]  ASGRMER T N ALEY), XL S PTEGe bt — 30 8% B A K AT B 17 2
HEINODTI (B, 2oy BB, B E R S sl AL M E S —543) o AE— L8 S5
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i) (BN, 29 R sl e e R MRS ) /DA S R RIe 9t B 104
HEW, HF AP EE LR ISFEINO KGR 20, 411.2.3.4.5.6.7.8.9.,10. 11
12,13 148 15 MNP R U 20, o S5 8k 1 (BIZREPAEKCRM, o) A 4211
YU Z B CED) S5  AE TEEE ST A, 40 1 BTk 64 . 9 sk Lo A S W A B & ok
IR U A5, B, IE R S B 456 . 9ul L OFMEAE4E B 2 PR T 141
YU 20, X B by 2o b0 S et S 25 o A S S g TE 2 IR, — S St )
SRR AW Z A SR SIS, Rl KT #01.02.04,06.015.016.,018.025
MOTSHUR 20 5 A A8, e S AR 1 (PIZNEPAERCRM, o) FEAN 21014024
B 04.06A.015.016.018A025BHI0754t i M A8 S0 (BP, ot Al 54) |, 7F Haz
HEWAAEE SR E B O EEN RIHIT OB 2 BN EIINE S8 . R, 53— 55
BLE IR S, Z A S S 1O S, Kl e KT 01.02.04.06.,08.015.016
018,025 075 24 5 AR F B, ik SRS B (BIAIEPALCRM, o) FLHERET
01A.02. #HE (104 .06A.08.015.016,018A025BFI075H U S M1 A2 &1 (I, 104141
G I HAZ A S AR 5 AR E B A I K IGT WOPU I 2 EINE S -
[0192]  fr—Befideiy ST Bl , BAMY KT 01.02,04.06.,015.016 01871/ 550254
IR 22 A — R e 2 AR 1 - OPL I 220 AT DA b 2 sl At 5 il 1k 5 2k
B EEE, O 2R AT LU A S I — 3557, B 2 LE R S —5B93 o A
EHE, B A0 AR SR I RE LTS S OB £ B B 55 Al A F DG, B A S dir e 1 s Y
(VR MEE S ak A28 S P mT DA TR & BRI A L B A S b 2 i = A o 0 T4
GV RS S YIS AE SR S, B B AT DA S AR 5 ko R RO T
—BE R ERIN R IHAT R OB, A T LAAS AL, B a0 AS ] i 2L R OF ot T DA S5 AN
AR RS S T A N A, AT AR e R ATAT At o A i R A SR
A FEEH PR TSR A i g 255590 85 2 A (BPA) KT A IEE & A (F1iC) (CRM197 . 22 2F
sh G BP)  AMER R R NS &R S O A KL A ML R A RSN 1A
BELETA B KA WA A 5 25 KIS Pl 8 22 10 2 540 R L & ZZ B A
(CTB) VAL R VAL RN AT KB HSat & H KIS R Sat 8 AN & 4514
3 T A B BR R TA L 2= S A UBRIM S 25 1 (KLH) SERERER R R Per VI 8 25 BE TR O A M
1 (OMPC) LA Kk FIAS R 4 B Jesvg I A PRITY) 25 1A Do L, AR 1 2 EPABRCRM . o
[0193] 25l FANP KIAFTF R 01 (A) 02 (RjHEEE{LI1) 04,06 (A) \015.016
018 (A) F1/5%025 (B) it 2 Wi b — i, R BE M A A ) — 350 I, e B2
TR IR (Asn) FREL , Horp Asn A TR S B L AT 7 A Asn-X-Ser
(Thr) (SEQ ID NO: 1) [FpREEAL A7 pirh, FErh XA D2 ERPro AANIATAT 2 2508 , Pk Mo H v
AsnZEHATAE TS L G 4 Asp (Glu) -X-Asn-Z-Ser (Thr) (SEQ 1D NO:2) fkEstit
Az, FFRXZ T H g FERProbASNII AR 2 38R « AR &5 11 AT LA 1 - L0 L A
R 2 AN A S, AT AT A B R S S U S R I B
Al AE— N E SEHEBI , 2R I EEPA- 42 8s A, I ANE0 3 SEQ 1D NO: 3[R 741
[FEPA-4ZRAAREE ]

[0194]  YE—ARrE e FI ARSI T 450 (B, 25 & A/ sl o ke R PR &
) iz G A (1) 5HESEQ 1D NO: SHUHSK R I L &/ 5 ZAF A E H (EPA-4
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AR ) HAN B KT IR 075U A AE R S, Forp R AT R 0753 i 2 4
2 (075) (W E5H 5 (11) SHEPA-438 ks A HMER I KIIHIT W OLAD U Z B AR S,
KB RO01IASUH 24 (755X (018) [N E5HS 5 (111) SEPA-43 ks B K IHT
B 025U 2RI A S, Horh KA B 028U 220 0 55X (02) 194544 5 (iv) SSEPA-4%%
P A BRI K IAHT IR 06 AU ZAE I AE SR 51 , FLFh KT B O6AT U 224 B3 25 5
(06A) M &549 5 (v) HEPA- 4354t A AN B2 R AT IR 01640 2 I A &, Hoh
KIGFFE 015 24 (025X (015) A5 (vi) SSEPA-48 ks AL ER R KB ER016
PURZHEN AEZE G, Horb R 016 5T 200 520 (016) [N 45445 (vii) SHEPA-4%%
P A ER I KB IR 018APU 2 M A A, Horh KT IR0 18AB U 24 B3 25
7 (018A) (M 454y 5 (viii) SHEPA- 43Rk I E N KT R 026BY I A I AE 2R &
Yy, o T B 025BH i 2 b0 55X (025B) [ 4 H4; DL M (ix) S5EPA- 48544 A A i
HIR I B RS 04 LI 22 A8 5 , Horh KA R A S A 04 It 2o Wi 252X
(04-Gle+) ghAy, Horp & AR Uit S ELN T2, a7 o0 122 10070 2858, 151
W50, L3550, il 45540, fLk5- 30, Bil4n7 %25, (Al 41107 20,

[0195]  fr—AMREE SLha B, Brk 4l & (9an, 2o S/ sl iz I R 40 50)) odf—
S (x) SEPA- 4GRS B KA 08T 2 AE R 51, Hob R HT
R O8HTIH Z W B AR LR (08) A, FLFR B RZ S5 , nol 12 1001 #8489 4n1
#50, L3550, a15%40, L5 - 30, 51407 %25, 4110520,

[0196] S filrh , AR B A AW B S KT W05 2R S M &
DI B 0635 22 08 AR 1B 06 AT 228 &4 , Hdh KT 07 55U 2R 59
DAL S AT AE I 06 B 2 B BT v 291 . 238 845, B AN 292 2 A6% , A 1. 3.1 .4,
1.5.1.6.1.7.1.8.1.9.2.0.2.1.2.2.2.3.2.4.2.5.3.4.5.6 . TE8fZ IR AL T 415
o (AT IR YT ORUR 2R T &) ki, 2 S 7 AE I K AT I 07 5T 2 B
W AT 06 b 2RI B9 552 54%, 411.5.1.6.1.7.1.8.1.9.2.0.2.1.
2.2.2.3.2.452 5%,

[0197]  FERFE MBI, 5P a2 KIBFFRI01A .02 A FiEE (.04, 06A, 015,016,018
025BFN07 5415 A A W28 &), Horh01A: 02 #liE{04:06A:015:016:018:025B:075
MAMZEPi1:1:1:1:1:1:1:2:2.0:1:1:1:1:1:1:2:1.5.2:1:1:2:1:1:1:4:3.2:1:1:
2:1:1:1:4:4.2:1:2:2:2:2:2:4: 4 A% Z01:1:1:1:1:1:1:2: 209002 (B0 220
) .

[0198]  {EHE ST BIT , AW & PR 01A. 02 A ki 3E1.04 . 06A . 08,015,016
018A.025BFI0T5HUI LRI A2 &5, HorhO1A : 02 : ki3 {1.04: 06A: 08:015:016: 018A:
025B: 075/ S l1:1:1:1:1:1:1:1:2:2.2:1:2:2:2:2:2:2:4:4.2:1:1:2:1:1:1:
1:4:35%2:1:1:2:1:1:1:1:4: 4 21 1:1:1:1:1:1:1:2: 20900 3% (RO S0 i
) .

[0199]  fr—SEsE il , ASCHR BE A S B S KT 0753 i 2 I A=W 2 S W DA
K2 DRI 06 DU Z A A S , Forh R AT R 075U 2 M A28 S A 298
2 2)50ug/mL, L2125 2)40pg/mL, 1L )16 £ £932ug/mL, 4116.18.20.22.24.26 28,
30uk32ug/mL, L2y 32ug/mLIIR FEAFAE T A5 o KIGFFERIOT5 5L 2 LE M 5
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IR B L e L 20 5 P A AR 06 A= 2 S IR B = 291 . 2 R 29865, il 202 2 445
WiE1.5.2.3.4.5.6.75k8%%

[0200]  fE—ANEEE ShEEI 520t T2 S 2 A S e

[0201] (i) HEPA- 4R MR B R B OLABUR 2 AE M S , 2R
220 k2 16pg/mL;

[0202]  (ii) SSEPA-43RPRER AN B KGR 025U 2 AE MRS , 2 ik
2520 k2 16pg/mL;

[0203]  (iii) SGEPA-AZRER I ER I R R 04T 2RI AE M S, 2R S
N2)12720 k29 16pg/mL;

[0204]  (iv) HEPA-4#fits MBI KB BO6APUR Z M AEMS A1, 2R
NZY12720 k4 16pg/mL;

[0205]  (v) HEPA- A&k MR B R B O15HUR 2 AE M S , 2 ik
N2 20 k2 16pg/mL;

[0206]  (vi) HEPA-4#fits (MBI KIBHT BRO16 TR Z M AEMS A1, 2R S
N2Y12720 k49 16pg/mL;

[0207]  (vii) SSEPA-AZRER BRI R IR O18APUR Z M LE WIS &1, ZHk
JE 212520 {20 16ug/mL;

[0208]  (viii) GEPA-4ZARE PN B KT IR 025BH U I LE MR & , 20
MR 2288 36 1% £ 32ug/mL; DA K

[0209]  (ix) HEPA-4#fits (MBI KIGHT RO PR M AE M A1, 2R
N2)28% 36 4 32ug/mL;

[0210]  JLHHEPA-435ks A2 SEQ ID NO: 3[R 741, I H.

[0211]  01A.02.04.06A.015.016.018A.025BF1075H i 22445 B0 & an 58 LA o X
(01A) . (02) . (04-Glc+) « (06A) « (015) « (016) + (018A) « (025B) F11 (075) F&5H , HohdgPnyh
SR 1 EE 100fR 3, e 3550, FlaN5 540, BEALE5 230, Bl i7 225, 411074 20.

[0212] e X Rl S ppdt— b

[0213]  (x) FEPA- 4k M B B R IAAT BOT5HUR 2 AE M S , 2 ik
2520 k2 16pg/mL;

[0214]  HA0SHUR Z MU S a1 A iyt (08) FUZEH , Horhin 15 10011 34, {13 &
50, fFan52£ 40, B 0E5 230, BI4NT 525, Al 41104220,

[0215]  fF—ASpw b, S35t TS, 2 A WS S8R E A E R K GT
OT5HUR 2 W LEMS A1 , Forp 075 hU I 2R o0 %2 /D 203208 /mL.

[0216]  FE—ANShEfi, 224t T A6, A5 mES:

[0217] (i) 53R B N R0 KT O LADUR 240 A g 5, Hod K IHFT 3
OLAUH ZHH 25X (01A) 45445

[0218]  (ii) SR IO ERN KIGHT B 02 A A28 51 , Forh KT R 02
P 2 pH 520 (02) 14515

[0219]  (ii1) S5&E A IMER IR R L 0Ab U 2 AE s &, ok
KIGIT AR 044 20 1 755X (04-Glet) IR E5H 5
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[0220]  (iv) S pRER B AL MER I KT B O6ADTR 2 AE I ZR S, Forh KT A
06ADTIH A 125X (06A) 45445

[0221]  (v) 58k E A ERZ O RGO 158U Z R A &9, Kb KIgH
0154 ZHH E 25X (015) 45445

[0222]  (vi) SR ER AL MER I KA R O16 T 2 AE I ZR S, Forh KT A
01640 ZHH E 25X (016) 45445

[0223]  (vii) 5aRE FAMME RN KIIT R 01 8AT U A A4 & , Hh KT
HOL18APL Z Wit 52 (018A) 45445

[0224]  (viii) 53k A IOERIRIHIT B 026BHUR 2 M A &, b KT
R 025BHTH 2 Wit 52 (025B) 454 5 LA K&

[0225]  (ix) S pRER AL MER I KIGHT WOT5HT I 2RI AE R S, Forh KT A
0754 ZHH 25X (075) I E5#4) 5

[0226]  Hri5k (01A) « (02) « (04-Glc+) « (06A) « (015) « (016)  (018A) « (025B) F11(075) [
SER AN, FE AR n gy O 12 1009 240, (3 2250, il an5 2240, AL %5530,
BT 25, Bilan10420,

[0227]  HAPH SRR KR H PR 28 01A.02.04-Gle+.06A.015.016,018A.
025BFN0T54L i« YLl , A 2 SR S I 1A 25 259 E 32A (EPA-4) |, BE{L Uit EPA-4
FASEQ 1D NO: 3R SAREFR 741 o A 3 b, 075 P T 220 5 01A 0211/ BRO6AFTI 22 Bk IK Ik &
FboZ01.2: 18298 1, 0201 . 5: 158204 1, AR Z)2: L AR, 4H &M A IO R FT
FHUR 2R ) 1:1:1:1:1:1:1:2:2[01A.02.04-Gle+.06A.015.016.018A,025B7
0752 il

[0228] > 1], ASCHR ML T RS KT R 075 FI06 Sl 24 41 &, Forh g fil
PR M B R e O, T B FR0T5 P 24 S 064t I 2 B Ik FELE 2
1.2: 158298 1 Lk 2)1.5: 122941 Rk 291.5: 18 292.5: 1, ik 2)2: 1,

[0229] - HEesTy ik, 2 St e 5 —Fhak 2 M Ak 23 KA AT 11010204
015.016.018. 0255 Z 0, Horh ol 2o i e m A=

[0230]  fiLcdth L HO1PTNO1A, 04 AR AL, 06515 2 06A, 018415 H018A, I H.
0253751 0258,

[0231] W65,

[0232]  RIGAFIROLIPTH 2 & R LR (01A) [HE5H

[0233] KT R02P T 2 HH 5 R IR (02) 1454,

[0234] KT R04PTH 2 W5 R I RN (04-Glet) NS5,

[0235] KT R06TTH 206 & R LT~ (06A) [HZ5H

[0236] KT IROL16HTIH A B2 LRI (015) 4544,

[0237]  RIAFRO164 T A B2 R IR (016) 1454,

[0238] KR0S A B 2 LI F Rt (018A) [H£54

[0239] KT IR02564 T A A2 R PRI (025B) [N E5 4, I H.

[0240] KT IROTEHUH A B2 LA (075) U454,

[0241]  Frh RS 0 12 1009 HE 4L, Lk 3 %50, 4405 540, k5 %30, filan7 =
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25, lUn10%20.

[0242]  fF H-BesziE ), KGR PR 2 8#01:02:04:06:015:016: 018 :025: 075[{AY T
Fbobl:1:1:1:1:1:1:2:2,

[0243] - HEESTE G, 0755 T 2 NI T A 2)8 5 2)50ug/mL, Lk 125 40pg/mL , 4]
16-32pg/mL, L6 £)32ug/mL .

[0244]  fr HECSTEpIh , 2G5 a5 D — P g 8 2 AR S B BN KT
GEDEES B

[0245]  fr—AMREE G, 20— BN RIGHF R DU 28 2 B AT R AR
(08) FIO8HTI 24, Horhin oy 1 22 100F FE AL, A 83 5250, a5 2540, fE e 525 30, (Al 4n7 %2 25,
HIA110% 20,

[0246]  fEHUCS eI b, AERT AR (AR s 5 A DA T LA A ARSI i B 5 5
N5 ZEA (EPA) KT E S [ (F11C) WCRM197 . 222 WsE &2 1 OBP) « (M2 85 25 ik
PRS2 S O AR A I ZA JRESE R AV BEEE N B KA B A7 25
o KT AT PR R0 LA R EEBL S B A (CTB) VHERLR R VERL R RN A5
R KGR Sat 8 1 R HT BT Sat 85 [ 1 30 S5 Ae dak i 28 5 R bl v 1 2% - A FLBf i
B (KLH) EZR R I m Per VIR A 25 BRI I ANELE 1 (OMPC) LA KR FAS T 43 g Jik
W I A B T 2R D

[0247]  fE— AR SBEEI, 2 s S BB R A 229 h & A (EPA) BRCRM197 .
[0248] LS EIh, HAE A A12204, W1 10 k224N HASEQ ID NO: 11
LRG| MR A e 8, e de LA SEQ 1D NO: 200 % R e A I A e 41, el ik
Hh, Bkt A S TU MRS E RS

[0249]  fr—/MREE SEGIH , RERT AR 5 A SEQ 1D NO: 3 AERR 7 71 YJEPA.
[0250]  fr HEe sy, KT M i 2 il AR & sl o (5228 5 S ik e Ak
e A A T DA FE R b 221k (RAC) VHm g 5 (2- (2R it
R O HEHERRR (eTEC) [RIF&-1WEE5 i Pk A FHADHIA]BE 11 Uk -7k (CNBr .
CDAP) Hstfik At~k G H R i /IR LA 5K) BREDC-N- 3B Bl e 4K
2.

[0251] s S filrh , KT T 2l o A S e e m dliA s A L ik %
B 2 A R R I Asn R 2L

[0252]  fE458— 5T, ARt TG, 2GS SHSR IR L& h S RA
(EPA-4) B8R M E B KB RO LA U 2 I AR 28 5, HorpiZ KB IR0 1AL
IR Z M A2 (01A) [ Z5 4 ;

[0253]  S5EPA- 44k PO IE R KIS R 029t I 2 W AE M 5, Horhaz Kght
2P 2 52 (02) 4515

[0254]  SEPA- 445 E A E B0 KT I #0204 Pt I A I AR 5 ,
ZRIHIT RAT L0445 2060 755X (04-Glet) [R5 ;

[0255]  SEPA-4# A A R0 K I TR 06AST IR 2 M A28 51, Hodz K gt
FROBASTIH A E1 25X (06A) 45445

[0256]  HEPA-4#i R M B RIBFT RO M A8 54 , HdiZ K IBHT
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FHO163T I A E 25 (015) 145445

[0257]  5EPA-4# R M B RIBFT IR0 16T M A8 54, H Az K IBHT
HO164T I A E 25 (016) 45445

[0258]  SEPA- 438 AN E BN KT R 0 18A U A A4 & , iz K
FFEO018ABTI 20 £ 252X (018A) [ 4544 ;

[0259]  SEPA- 438 AN B KT R 025BH U A A4 & , iz K
FF P 025BH T 24 B 255X (025B) [ 549 5 LA K

[0260]  5EPA-4# ik A M EFL I R IBH TR OT5 PR A A= 45 , HodiZ K IghT
075 A A2 5 (075) 45445

[0261]  JLFHIZEPA-460 5 SEQ 1D NO: 3[R 741,

[0262]  Hrhzk (014) . (02) « (04-Gle+) « (06A) « (015) « (016) « (018A) . (025B) F11(075) [ %
SER AN, FE AR n gy O 12 1009 B0, (3 2250, il an5 2240, AL %5530,
Blan7=25, 514010220, I H.

[0263]  TLrHO75H T Z M 506 AGT I Z BRI RN 201 . 2: 18298 1, k291 .5: 1 £ 24
1, Bk 2y2: 1,

[0264] (R REEesThEfr, APt — 2 S 1 R 15 FENG KGR DU 208, B R
R A E R R A

[0265] - HEesTyilrh , 20 S B2 S A S B E B KT AT L 04T 2
BN AEMSEE W, A KIHF A B L 045U 2 5 R RIT N (04-Glet) (454,
g3z 50113848, 5540, P52 30, Bl an7 225, Bl an102 20, Horh 5 g ks 1 3
W B R R AR AL 04T I 2 BN A S M AL R R 4l b 72 A 2 K FT
PR AT 2

[0266] (1) KIGFTFIROATUHZMER r C bR R A% H R 741 5

[0267]  (ii) 45 SEQ 1D NO:4HAG % /D80% Ak 2090 % Ltk % /D095 % Fr 4| Al —1E
(AR I AZ A R 3 41, FCrp R S e RO B B AB 1 IO AT IR 0440 20 DA A=K
WA R AR 04T i 220 5

[0268]  (iii) Zwh4y Al 55SEQ ID NO: 7THI8 HAT /D80 % Lk %90 % ik /D 95% 7
ANE] VA S AT S A RS EOAZ R e 21, PR R 7 TR 8 A 40T o s o 1) 4
Wi, I BB SR RS A S (L 4 PR S 5

[0269]  (iv) gtz iAss AL R T4 5 LA K

[0270]  (v) 4whYREE B I T 1R AT ML (L 04t i 2008 5 a ki A e e b (1) S L 6 S
M RZ IR P A1, Pl i Fp S R R R A ok A S S AT AT P8 1B

[0271] R Be Sl , ASCHTAR 40 S AN S B, AoRAT AE AR o £ —A>
W58 STRE I AR [ 254 S 270,001 % 20 01 % f iR « 76 ot ShE i, A
TR 2 S AL 5B JEE o

[0272]  (EREEESTEB AR A5 (BN, R e i LA a4 51, sk S5 5
HETiE - T SASCHTR R 4 Sl & e AR AT DAL e ik 4l & 2 i (ilan, £
T2/ NN 48/ INIRF L 247N L 127N L 67N 2/NIF L 1/NIRE L 10438 ) [Ty <5k i (g, e 72
NI A8/INI L 24/ NI 127N 6/ NI 2/ NI /NI L 1023 BTN it P o AE— 28 5B 5, R
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P G Y AT IR N S &5 ok A E o 3033 T I, B  H RN/ sl it b A=
WIS T N AR iz M A SO TN I AN A A S W o e i 5
ISP o FE— B SREI 44 750 P2 A AR S WK ) e 5 N 2 LA = A0 sk HoAth,
AN SN o AR AT ARt J LR LA MG G i 55, i e L] G4 ) Anipk 2 A i S 5 B/ 1k
TN R LA B R AN 1 R o AE R e i S i rh , BRI S AN , A SCRIT ik
AP ELEAL T, TN/ SR A AW PAIN A ST iR I A0 S A S48 7 240 5T T (A
SRS Y B S —SE A G e AR, X e 200, FH H A X e St b, B AN
NRAEFAD

[0273] S e I S A0 FREORBR T30 4R (AR (nZ A b iR B RR B0  BRER FR AN AL
BB A FE A S IR I AR ok K B AN, (nanoalum) FC fl ) FRSBA %S | B Rk IS J5TA (MPL)
3 - i - O - WA, Bk fIS JETA (3D-MPL) (2 LI 4n, GB 2220211 .EP 0971739.EP 1194166.US
6491919) \ASO1.AS02.ASO3FIASO4 (42K H 55 24 2K 1 vi /o] (GlaxoSmithKline) 5 Xf T
AS04,Z: WAIUNEP 1126876.US 7357936 %1 1-AS02, % WA UIEP 0671948.EP 0761231.US
5750110) MF59 (i8N 7] (Novartis) ) JWRERIFFIEIE L5 (B DIW0 2007/109812) kM FH-
NI G4 (S DUW0 2007/109813) 8- 4983~ STINGIE AL A B PR IR A H R (91 4
US20150056224) IR 5 R IR LS (BIAIUS 6676958) LA S (WQui 1AF
QS21 (W4, Zhu DAIW Tuo,2016,Nat Prod Chem Res[ RIRFZWIMLFMF5T]3:e113) -
Matrix M.Iscoms.Iscomatrix®s, {2 5QS7T4 G (& IlKensilZE A\, T-Vaccine Design:
The Subunit and Adjuvant Approach g%t : YW AEAMET 151 ] (Powel 1 FlINewmanZ
#%,Plenum Press[{32libtH a1, 2120, 1995) 5 56H % F|55,057,540) ) o fF—EE 52t
Blrb e FDE IR (Gl 5E4) « A FE K E AL (i idai e A=) A
EIBZH S TR RO, W g TR PTA (3 DlStoute® A, N.Engl. J . Med. DT 0EAg 2P 2
51336,86-91(1997)) o 75— B FECpG o 1 I HAR S BT 25 A T2 i G MPLANQS 21
HIRE B, anZEASOTEFRIASO1BHT (514, US2011/0206758) o A 1)1 LA 512451 2 Ik s I s b
(Anik s R FIR848) o 2 WAAIAN , Reed G4 A ,2013,Nature Med [ [44kEE2#],19:1597-
1608 o 7 LS HEFIH , 775154 to L LAESZ R4 (TLR4A) 277« TLRAJE B 771 38 A4 Hh s
i, Z Wl inTreton GCHISG Reed,2013,Expert Rev Vaccines[BEi Z X 8 ]112:793-
807 o £ HEE S5, 422 40 5 TLRAT N 71, 14 TLRAFA S 740 & fg B A sk H 2R P ek AT A
¥, 4IMPL . 3D-MPLRC529 (4] 41EP1385541) \PET- IEJBTAGLA (Wb LS 2= 751, — Rk
[ R NIE 5 1 4nUS 20100310602, US8722064) L SLA (4541, Carter D% A,2016,Clin
Transl Immunology [IfiIK 54k 057 15: €108 (doi:10.1038/cti.2016.63) , FAfik T
T AL IO TLRAFC A 45 7 - ThRE 5 1) JPHAD (B FR IV 1Y /STeEE ) L 3D-PHAD (JL4%5
M S5GLA &5 F9ARNA]) 3D- (6-tdL) -PHAD (3D (6A) -PHAD) (PHAD.3D-PHADAII3D (6A) PHADSE &5
WIAS AL A, 2 Wl dllavantilipids . com/divisions/ad juvants, HiAf 4t [ ix e+
[I45#4) JE6020 (CASHH 5287180-63-6) LONO4007 . OM-174%

[0274]  fE e i rh  ASCAT R A S AN B B ), sl N S AL i H -

[0275]  fp FLes e il b B A ST IR R 4 S P BC i) i e T sz T s 1 )
W AR H S ] DA S ST 5 B 1298 FUR 2 N2 B2 S5 11 B IR B
MBI o AE— R SEHEBI R, 25l S0 vl LAREBCHI T ik IR IR BN L &
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WS NV B VLN R3S B A 228 B ki e o A8 R0 St il b, i UL PN 73 59 2K i
A TR A A

[0276] AR ECSTRE G, A ST R 4 S MBI & —Fhok 2 B b, Bl anTri s2& i
ERIK AR Eh 2% PR TR AR h A R SR % A

[0277] B fflrh , ASCAT R A AN & — Pk Z Fhah, Bl Tris - EhER & -
SR FAES A RN Y =R — BN R AR (BN, S SR VB TR R AN (R 6
B B 2SR AR TR S )

[0278]  ASCHTARRIA SRS T gl B 35— e fi e S B sl Bid e
[0279] W PAE il T i A ST IR AL E9 , BIan , 590 ] AV Bt A7 (BN, 729 -20
CHAELY-T0°C) s AR T (BN, 72 294°C) s BAFEE =0 T s

[0280]  fr—J5 1], AL HHIA TR 1 Il AR IR A A B A S J5 1 X 28 5 T B Ah T
TR0 EE G0 (9140, 1l AR ATl il X 28, AR 25 TER) | IR eI
A BRI L= A0/ R A VORI AL B A& (510, 200 KT IR e 8l JE ExPECHS 1 41
G, AR 25 .

[0281] SR N E Ty ik

[0282] AR AW S S n] e s E s S50 KT 0B U 4t
i, B S E BT R IAAF BR TE o AT IR A 2 s S R N A 1 T 55
B2 e i AR EEXPECER R CROBUAFAAE T — Pk 2 Al 59 1OI&Ge 24 fii 1]
0PI AN, A& B 1 75 T v] PATS S0 FAA AR I 1 53— FhO B i I 2R 1) e o7
B o SR MBI 2[RI 28 SO , i, JHO25BHu I it A T ie 75 1 1R 31025BA1025A
MIFA0-LPSIPTAR , - H AR L 043E TR s F 1 IR B AR AL 04 E R R (b
0417 M A0-LPSI BT, AE H A LB, th rT DO A AR 0P EAE BT 2544 H5 A
B AEBUMAR 1A At 1 7 R R A TR S e (B, R I 3 A LT 0 B T R B A X
) o

[0283]  /E—BEsfE M, 2l B N AL — 2 I, 2 S A ExPECIR AL iR 2
PEEXPECHI ok A7 B L U

[0284] {1 —LESTjE I, 4252 ExPECHER CUFE IR 55T - /£ — L8 S I , 1R 22 ExPECHE
S AR A IMTE o £F— B S lp , 12 28 M ExXPECHIR AU R DL R — ik 20 . PREG IR G L T AR
(7S RS e S R I 2 P A MBS 4R A IR ERE « B IURE 45 e B o %
i 78 RS 8 JIHAS 98 IR ZPURe IR MR IL 28 BRSO 28 IR PN 48 AR IR HHR IR %
SR VORI YIRS o

[0285] (R REEESThEBI, 78 A SR A G n A8 2 s S 10 e e N ARl T
SR HUR R VEEXPECHR ™ BBk TR 12550 o £ — S, S2 S e N R
ARG (B0, EXPEC) &AL o AE— M ILe iy Sl , S22 e I A BB K AT i
({54, ExPEC) 4t

[0286] LB, A1 e A S TR B S P a AR SR B T i S 1 e B B e e
EZE/D30% AL 2 /040 % W2 /050 % 1 HNZ AL 5 P11 21l Hi A 3Bl sl 2 i
ExPECIEAY 5 IIAEK « EXPECIE AL FE IR i LARR B &AL P B A2 4, I B T LA s HAS
PR T - HEPRIATME RTS8 0 I R IR 59 ~ B 7300 ~ HE VR INACT « & B % R/ ek
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R (B, £ A FREXPECS [ A PR ER RS S22 1) 5 e SR~ P8I0 8 S
TR AT WG HEE 1/ s CRUR (14, 71 BB A B EXPECE [RE OIS A 1 32185 H) 5 A D
Bl IR SR bR PR H 0D I/ N 2S0si D R PR PRI R S L/ BI C D e S
(Bilan, 75 AT HHEXPECH [ IR SHERI S E ) -

[0287]  fEREes il , At A SOk AL S I A 521 Hh s S I R N B T A 28
PR AT ExPECIEAI SR e i AT BRI o A — 2o s lrp , A8 e FIASCIr R A 5 W e
FESREH T SRR P A IR A ExPECIRG Y S (B R 2R TR

[0288]  fEREAE St , AL B AL G Wb TR B AloE y 1 P R R PEEXPECHTHR
(TED) , BUARPRIRHEAE « IR IALAE WK 22 55 o AE LS St PR, B B e e 1 T sl B A1k
BRI R A k™ EE AR o AF RS, TEDRT DU R ek A1 , (9 Q04 28 73 WA IR A= 51
/BT AR LA R AR e S, TED AJ DL S5 Bd 7 PRAEAHDC , I E RS2 1 5 —
FRRAERIBST T PRI B, Blange i DV 2 S5 AR B e i s TR 0K
WTB R I RIS o A1 S EE S B HR , TED ] DL Ak XGRAS , Bl A0 Sl 15 A1 5
i T RS R

[0289]  fE—285jita it , £ 52 1 Fh S SN BUR TR AR (ExPEC) 1 G i
(05 A ) SR Tt AR A 54

[0290] eS8 5jita it , £ 52 1 Th S SN BUR TR IAH IR (BxPEC) 1 G5
R 5 A A 17 52 1 Tt FH 28 — A SR T IR 0TS Ui 22 RN 58— A 20 ) KR 06
DU 20, ELrp e M 2 e R A B P LR S — ARG S5

BRI N1 . 2: 1822981 621 .5: 154941, 1291.5:1.1.6:1.1.7:1.1.8:1,
1.9:1.2.0:1.2.1:1.2.2:1.2.3:1.2.4:1.2.5: 1, L 492 1 AF B85 ih S i, %4

R 2 A A0T SHU B A AN 1 e 2 A 06U RN — Rl 59
T o A — B AR ST B, B L B 2 A B 1 10 TSP U SR AN e e 28 e R B
065U Z M E o R A S i A G e ]

[0291]  AE—Be5hE I, 78 528 s S5 A N0 KA B (ExPEC) [ 90 Re N 2
(15 it — 20 A4 1) 2 3 it ] — Pk 22 0 L RS e 4 30 I KA1 1#101.02.,.04 015,016
018.025F Tl 2o, PRI 2o A M fe 22 R R 1 - e b, O 1T 014,
044U N HIHE AL 04 BT 2 0, 060D 06A, 018415 H018A, I HO254 15 0258 1k
H,01.02.04.06.015.016.018.025F1075%¢ )543 B A W2 1~ (01A) « (02) . (04-
Glct) « (06A) « (015) + (016)  (018A) « (025B) 1 (075) HIZE# , FHrb AR N ndday Hi o 1210011
B L3550, Bl 5240, fLtb 230, Bl an7 225, B an10 2 20 ARPE AL I, 07551 IH %
PFES06 5T ZRIILE R 291 . 2: 1828 1, i 201 . 5: 1 2294 1, AR 2)2: 1o fF—2E 5
I, 25 et — 2 R ) SR T L 2 15 RN K R U 200, B P 20
SR R 2 AR 1 AR B ST, M RN KT B DU 5 08P 24,
HAedt A R 1 st =X (08) &, Hoin g 122 10011 54k, Lk 3 4250, 45415 %40,
5230, 1an7 225, ilan10 220 L e, HeA i b 2 s A R R R bR 2
WSS AL — 2SRRI, X L W ZE S W E N — Fh L5 Wit H o £E — 28 S 451
X BE A WS S AR R Rk B 22 R i 4 2 S ) A T T o IS a2 B ) R A FH P 2k
3, R e et il A5 R sl e BB DU B — 25
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[0292] A Sfita 2 e F T35 50 KA S L e SN B0 PE Rt aT (ExPEC)
B RN E AL SR T, o L 05 5 AR A R B R 0755 £
W LE PSS Y, I I 075 T 2 Bk B % /D 1 6pg /7

[0293] #4285t , £ 52 1 Fh S SN BUR TR AR (BxPEC) 1 G i
R 5 A A 17 52 0 Tt FH 28 — A SR AT IR 0TS Ui 2 RN 58— A 20 ) K F R 01
DU 20, ELrp i M 2 e R A B P LR S — AR 55

BRI R 2: 188 L2 0], i AE 201 . 5: 18 294 12 ], BlanZy1.5:1.1.6: 1,
1.7:1.1.8:1.1.9:1.2.0:1.2.1:1.2.2:1.2.3:1.2.4:1.2.5: 1, {292 1 JE—EE{t 1%k

HISEE B, B L 2 2 AR TR0 75 PUIR AL b 2 AR B 01 Ui 2o 0
VER— M S W] o AF— e AR ST (I, S LM e 2 2R 07 5l A AN
PG R R E A MOLHUR 2R E DA S AL G i o A5 — 20 s firh , %05 thdt—2
B 17 375 T T — ek 2 A e 2 5B K g HT 1020406 ,015,016 .018. 0255 T %
B, FH RO R A e 2 AR 1 o Ui, 0145 JH01A, 044t i At
L0435t 208 , 06375 06A, 01851 018A, Jf H 025415 0258 st ih, 01.02.04.06
015.016.018.025F1075F0 )543 B 2 A W 1R (014) « (02) « (04-Glc+)  (06A)
(015) + (016)  (018A) « (025B) #1(075) [&5H4 , FHrh ARz o 1 2 100/ 48, i3 =
50, an52E40, L1525 30, AN 225, il i1 02 20 ARIEA A B, 075U 2 HH 501 HTIH £
BRI RN 201 . 2: 12298 1, e 291 . 5: 12 294 1, HRE 292 1 A — L5 filrh 1205 1k
E— 20 A A 32U e 11 2 L5 RSN K IAFT IR P i 220 , ARt My e i
R HARE D AL S GI , RN I U B 208U 20 , ettt H oAy
WMFAFTRII (08) 9454, Hbn 1 ZE 100193458, 563250, U5 240, {51652 30, 31
725, FIAN10 5 20 Pudett , Feph i 2 dlik i A IR RGP 2 e e &
Mo AE—BE SR, X A= W28 S W E DD — MR S e T o £ — S8 S D, 1X B A= 28
EE D PR el B 22 Bl et ) 25 W 25 e o D0 e B i) B ekt FH g ek &5, PRI A e 1
o T 5 RS Bl BB DU ) B — 25

[0294] A/ —BCShE A, 78528 s S S A SN0 I R IGAT B (ExPEC) [ G0 Re N 2
(15 2 B A A 52 B e T 28— SR I KT IR 0754 220 28 A3 St 1 KT 1102
PR, oA e i e ik o P AR — A R

BRI N1 . 2: 122981 L6291 .5: 15494 1,1 1291.5:1.1.6:1.1.7:1.1.8:1,
1.9:1.2.0:1.2.1:1.2.2:1.2.3:1.2.4:1.2.5: 1, LR 492 1 AF B85 i S i, %

R A A0T SHUR R AN 1 B 2 A R 024U 2R — PRl 59
T o A — B AR ST B, B L B 2 A B 1 10 TSP U SN A e 2 e R B
025U 2 E A SR A G T « AE— 2L 506, 1205 ikt — D B3 ) i E e
ek 2 bl A e 45810 KA R 01.04.06,015.016 ,018 0253t i 24 , I gl i
2N A 2 AR AU, O LB O 1A, 04F T A L AL 044U 22 4, 06
FH06A, 0184705 H018A, I H02541 )5 0258 L ide i, 01.02.04.06.015.016.018.025
MOT5HE A M B A IR LRI (014) « (02) « (04-Gle+)  (06A) « (015) « (016) « (018A) «
(025B) F11(075) R4k , Ferh A gy 12 10011 284, (e 2250, Al 4n5 4240, {15 4
30, BAN7 %25, 5140107 20 ARSEA L W, 07640 Z M 025U 2 LL Z N )1 . 2: 15 4y
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8:1, Lk 2y1.5: 18294 1, AR E 292 1 AL — 2SI 1205 1t — 20 ik 1 32 i
L IS FESNA KA R DU 200, BT 2 o e e 5 2 a1 - o ettt
R 2 AE AN R W DUR 202 SRS A — S S, 1IX 849
B WINE R — PRSP o AE— 2L S, X EE AL W28 5 A E Dl P Al BE 22 b e it )
AW Tt o D2t B 1 5 e P R 2 8, PRI B e e b A T 5 B 90 el 4B i 1)
5,

[0295]  /E—BCShE A, 78528 s S S A INEOR I K I B (ExPEC) [ G0 Re N 2
(15 1 B4 1) 2 U T ] 56— 350 1 K AT IR 07 S HUI 22 BN 28 A7 380 I R AT 1A
0259t 2, Hrh MU e I 2 dlk E o A S — AR 55
AR TR A ARIZ1:0.5, e 291 : 201 : 1, AR 201 : 1, BlanZ1:1.5.1:1.4.1:
1.3.1:1.2.1:1.1.1:1.0.1:0.9.1:0.8.1:0.7.1:0.65K1:0.5. &S0k (1) St fol b,
Fephe s 2 A A N0T5HT I 2R 2 AR 025 I 2N — Pl &
Wit FH o A — e AR MR S E D B AN B 2 R R A 07 5 U 22 MR 1242 2 A
025 P A M E AL AW A A e o A — 28 S hE IR, 125 Pkt — 2D iR m 2l
T — Pk 22 Fh st 4551 KA T 01 .02.04.06 .015.016 . 018% i 24, Horh R Aol
2 WIS A A AR L U, O LB O 1A, 04F T A L AL 044U 22 3, 06
FH06A, 0184705 018A, I HO2541 )5 0258 L ide i, 01.02.04.06.015.016.018.025
MOT5H A W B A IR LRI (014) « (02) « (04-Gle+)  (06A) « (015) « (016) « (018A) «
(025B) F11(075) R4k , Ferh A gy 12 10011 284, (L 0e3 2250, Al 4n5 4240, 1 1%k5 4
30, a7 525, 1 4n10 % 20 AR AL I, 0755 24 S5 025 U ML % 21 : 45 2
1:0.5, /e 201 : 228 1 L2 [A], BEARE 291« 1 o AE— B S0 , 12 7 Tt — 20 A A 320k
T LI MEENA KNG U 20, AR 2 pohar e e ks A A
BB SR, I 2R ES N KT B DR 05 08Tl 200, FLA et LA ank 1 Al st X (08)
M4, Hrhn 1 2 10013288, e 3250, 91 415540, k52230, Bl an7 25, Bl 4110 %
20 ot , HeAfr e 35 2 2SR 1 AR I B DU 20 2 A S S W) o £F — LR ST 151
XS R S N — R S it ] o AE — RS HE G X B AR S E R Ak R
2 PR S I AL Tt P o G a2 B ) R A P P R B8, AT 0 e e P 0 5 s 40
PRI R — A5,

[0296] A RBesThE B, A DLK A STk 4159 A5 FIAEM 25 Wit T 152 1 E VA
PP RPN SN B ARG T Ao, s B A ARSI VRO BT AT DAGE A&
FEARN A FIIER (BN, JoBe e il B0 TUHE ) K B 2B bupk.

[0297]  FTRAl AR STUISER A 51 R Sl A ST AT AR T 72 R P PA A STk ) A= 4
WA AW SR E T A o RN B RE T o AE— 2L S, LEW R S WA i
R AR R N IR R 0 T LA B FHASC AT (W A4 S W s 52 8 (B, /N KB
Tl ) B S22 I LR IR (5140, PBS) G A AN S22 (14, /INER R Sl i)
ol S AR o B e T VAT EXPECIHOR 52 5l il & 41, I H. AT DA @ ExPECAE 21t
Fol A E A RS (10, UTT B UE sk HAREER) 1UHE T« ARTBEE AR G AR
B, n 5 PR G B 10 2R B2 4 FHExPECIUR f FR AT 1590 , (E R A SRl i g —Fep
AR Gk A S T 1) 32 Bl i AR R koA 0, Wz A28 &
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MIRERE A SR T LR O L o AP [ — Pk 2 P A28 S sl A S 075 R ok
H ExPECIH OB & A 28 SUS N IR BT R RE 1 T LAIE L an S ie M E i (HELISA) (B
%141, Van den DobbelsteenZ A ,2016,Vaccine [ 15134:4152-4160) sk 3ET-ECLIT el
TE LR o

[02981 {54, AL AR 5 A S AR e s B B R e 0 AT DA FH LT 255 1
D (SBA) sl PRSI AS 5 (OPKIME , BROPKA) Sk il , HARK O e 2 1 7 ik, B
T 3RAF 3 TSR S IR B I o IXAE I I E e AR A, O B, W 5 2, s
I )2 E B, SR KRB S0 T 5 R DURIAE A sk AR o3 2 0 B 4
FR (I, Ot 2205 , 9140, KIGAF R OT5H T 208 IBTAN P B e , BT R 41 PR e
ARt DA B 75 AR oAl a0, AT AR MA R K - BT 5E - g Fh Mk 4R AT N 8%
FRATPIEIAHE (B, ARSI 2L KRIAH B |, LASAIE BTk 25 50/ o A4
AR T, B AN EE IR AESAE 25 1 o 0 T R R A28 5 e 1 (R OP K S 1 5491
Z DN, Abbanat®: A\ ,2017,Clin.Vaccine Immunol. [IfqPR 05~ 55 o ps¥]24
e00123- 17 OPKill & GELA PR HE ki 2 B JE A AT, Horh Z2 3002 (4, [l U 22 B i 248
SRR TR « 25 BEOPKI E A I A A H B PR “MOPA” .

[02991  fr¥FE e FIH, Horh A R IR AL 4 S 8 KIBH w0754t I 2 HM A=)
BAYINE D KGR OBAD U Z A AE MR S , KGR O0T58T A Z A e th 4 &
WP AT AT HAth A MR S IR B v 20 1. 28 84% , B 202 28 44, A1 . 52,3 .4
526 TER 8T  AEULZESE B , RIHHFTF BRI 0T 50 22 Wi G &0 9l A it FH 205 % 18pg
QR T5.6.7.8.9.10.11.12.13.14.15.16,1718pg . 0eHh , 15056 [T 298 - 16pg[1)075
GEZ R

[0300]  fF KLEesj i, 1h) Sl e AT AR 240 i 5 — Pk 2 MoRC (b 7 7 (9lan,
PRI I BT %) AR o — Pk 2 FE At 7 75 AT LU 26 TR T B i ExPECHE
G, 5 AT AGE S EXPECIEAA S AE R Sl o 78— 28 S i, —Fhak 2 F E My 7 7
SR AR B 25 o A1 e S E B, ARRR D543 Bl s AHRE DT 1 e X ey ok A4
SERN ST HBATEATHTA 5] (B, $iAE 2) WL S AR A S & i .

[0301]  fp HEse s filrh, ) 52 135 T AR SR A A B 1 AE W28 S W sl A S W — IR o AR L2
S, 17 SR A 1 — e AR I A R B A8 S Wl a1 590, B, AR - s,
T 5 AT FEC TG , e T 2 RIS TR 2= DR & D —A H B2 DA H & b=
NHEDAN AV E D B DI B D HAR B DR E D A A AR, U
AT DA B e AR B A I ARS8 S el 21 S ke o A ST EE ) S i I 2 o A e s
JEfH, Blan A R e R E T

[0302] AR AL S AT T 2 TR s SN KR OB bk, 20521k
BRI R & AN B0 P R AT IR (ExPEC) R « ANASCRT I, “S2iA 37
RLHER A L T sk 2 28 AR [ A S W sl A S AT 2, A L s
WA FHRATE “Ti 7L Sh ™ 6 2 AT TR L B4 « TR FL B W ) S B B A E AR T4 L ) L4
T FE A N IRER KB AR AR KRB (NHP) (sl « A 2855 o AE R Ee 55
Bilrh, 2R E B A A E AT DAL T — 508 AR e S (0, 2 il R 29 I &2
2918 NN, BN S 185 A FEE Sl rh , 21l E 2 2D 18N A e i ffi
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ZARE 1550 N, PIAn182:45% , 2052408 A HEE S, 521 2 BN A
FEE SR, SR EE LN AEFEE S IR, 32l BN A S I, %
HERE D502 .2 /D55%  2D60% /D65 DA AT B, 2 S AT
1002 A 95% AHIE 908 AN IE 855 AL 800 B ANEIL 7550 [N o AL 5
Bilrh, 2l R 20605 HA 85 DN o AL S, S22 (8RR LA E 1
N AEFEE S, St S HEBER DU E U ZE /D 60% HAVHE I 855 [IAAF N o AR5
s, 52 A R e (UTT, BIRIE JBEIDE i PR RN/ 2 B () 20 B e s £ —
BESI IR IX AR B A B ) S B s ) — A oA i D RUT DR A o A0
Lo n IR P P ey dhU it i Ty N ) FRU/ANNES 7 SO 1 Rt =) e S =
AUTTA SN o AR S, S22 A 5 PR N AT UT T S N o £ RE RS ST 51
H, el e B S R VEUTTR S A 2850180, BIE NS AN I 2D PRRUT Tl —4F
WA 2D =IRUTTAETEE S, 523 e A KPR N B B A PEUT T SRR
AR AEFEE S, 2l F R BEROUE Y60 5 B LA EIN AT S i, 52
WHEAE T EPIENAUTTIN Y602 B A RN ARSI, St # 2 A i L PIAF
NAUTR D605 H/ANF 755 YN AR 5B , Sl & R A i LA UTT
RN T5 S B YA S A R S I, Sk R R T B I PR A R
TR/ SRR TA B4, L E = 51 A R0/ R R (TRUS-PNB) ) )R - fE LS
Sl firh, 2 R HA NP A (ERMEARR T 2N AT SR K (ABP) , BT AR
AN ES) 3 SR B — A= (B e 0+ U\ B R T DY = Tl
H) A =D — TSR Rk A

[0303]  fELIEHISEHEMIN , AL G W S B N A BRI AL IR U5 5 S B N T
TR BRI R Dk . C 2 RWI S Sk s B =m0 KA = 0 2
FEZH Y (B, KA OB OREEE A9 T A AR X M2 B DhRe PEpUA , JF
HE RPN TUA T SARNANEZ05 ,  B2e X AL AT AR - KA i i

[0304] & 55— 5, AR B T AE IR Th s S KIBH TR LIS B I KT
(ExPEC) [RGB i 5 (1 5 1k 127 AR Az 2 ol 38 e FH AN A IrR i 21 590 o

[0305] £ 53— 5, ASCEEME 1 OS2 il B PR KT AT LI s N BUm VR I
(ExPEC) AL I 51 , 125 TR AR A2 32 10 Jite FH AN A SO Tk (L ) o AE 28 5 T,
SR T AASO TR AL S W, H TSN IR  E G EXPECHIPTA » £E 528 5T,
SR USRI A 51, H T3 e X KAl U B ExPECHIRE B o AE LA Ty
], ASSCERE AL T An ARk AL A4 F T s AR sl This S5 I 1A 1
ExPECHITTIRA Z5WI IR o £E R8T, ASCER M 1 AnASC R AL 5 F il HI o
AR BB KNG IR L e EXPECHURE M ) 2591 FHi& -

[0306]  AERELE 5, AR 1 USRI AL &9, A2 TP AR
AT B A2 A SN M R A 1T (BxPEC) [ 082 B B 1R 73 T T P o A JE 8 T3 1, AN HR
T T ARASC T R AL S WA T Sl T e KA e I8 MO 1
FHEA (BxPEC) RS B B 1 25 iR i e o

[0307] 55— 5, AR B T AE IR Th A SN KIBH IR LIS I KT
(ExPEC) [ G BN B I 1, 1207 AR A2 il 3 i H 26— A R AR 07 541
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ZHHRIEE — A R0 I KT B 06 0 220 , Ho b A o It 2o s vyt o e 22 3k i
L H AR AR S ABORINIE RN AL .2: 182498 1 k21 .5: 1582941, 8
ekz2: 1,

[0308]  YEIECSHE I, o fae N R T 2108 TR 22 M EXPECHRA ™ EE PR sk TR 1
2T o

[0309] {1 e STHE I 42 22 ExPECES (O Ik 2 e AN/ ok B IMLE -

[0310]  FEHECSThEB , 1207 i — 20t dE ) 2l i — Ak 22 i AT 108 435810 K
FFE01.02.04.015.016.018.02540 it 224 , FLr AR T 22 Mgy AN 2 32 22 2k 5
H,

[0311]  flceity, 01t/ HO1A, 04 ik EE AL 11, 06415 y06A, 01841/ 0184, 7 H.02547
J51h025B,

[0312]  BE{ydetth, Horho1A. 02 4Rk 04.06A.015.016 .018A . 025BAI07 535 2 M 4 ]
A E mZR TR (01A)  (02) « (04-Gle+) « (06A) + (015) « (016)  (018A) « (025B) Fil
(075) Hy&5#) , HAEE Al Hoh 1 2 10019 9858, (e 350, B an5 2540, L ie5 4 30, 451 407
25, U110%20,

[0313]  Jf HILH075HU I 2 HE H06T I 2N R 21 . 2: 1 2)8: 1 ik 21 .5: 15 4y
4:1, B kZ2: 1.

[0314] oS filrh , 120y Pkt — 20 s ) 52l e T 1 2 1L N K AT B s
S0, AR 2o I E R R AR A

[0315]  fr—MREE SHEFI , A S 5 SEQ 1D NO: 3[R 741 .

[0316] R sustyE b, 52108 d AT KD  (JCEEXPEC) AL e 42 22 M EXPECYE
gk A B U .

[0317] AR BEBE s @, AR5 ], it 298 - 16ug i 29 16pg 0754t I 2 4
(03181  FrIEseszpw i, i I A DU 2 HE01:02:04:06:015:016:018:025: 075
WAL M1:1:1:1:1:1:1:2:2,

[0319] R Ee s ilrh , L 042 S5 it A BB KT A 221 044 i
LR ARG, b KIS 04 BT I 2 2 R LA R 19X (04-Gle+) (1945
g, Horin g3 ZE 500 EKL, BIUN5 540, (065530, FI U7 %25, 110420,

[0320]  JHrp 55 A E AN R B 10 K AT o R A 04 I B A= 88 5 EAE K
Wk g Az Z R A

[0321] (1) KIGFTFIRO0AT U ZME r Cb R R A% H R 741 5

[0322]  (ii) 4% 5SEQ ID NO:4H A % /D80 % w5 /090 % sk 25 2095 % JFF 41 [l
(AR I I AZ A TR 3 41, O R S e RO BRI AB 1 KA IR 044 i 2 M LA A2 K
WA R AR 04T i 220 5

[0323]  (iii) Zwh54 A 5SEQ ID NO: 7AI8 A % /D80 % Ltk /090 % e % /D95 %
ANE] VAL AT S A RS A% R e 21, S PR 7 TR 8 A 5 40T o s e 2 1) 4
B, I BB SR RS AR S (L 4 bR 5 5

[0324]  (iv) Ztda iR IR HTR T4 LA K

[0325]  (v) 4ahbREfS B I T 1R AT ML (L 04t i 2008 5 a ki (A e e b (1) Sl L 6 S
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BRI R A1 , Dt F rh S L A2 ok 5 S i ES Hh AT R 1 Pg 1B,

[0326]  fE—J5i, AR THEWY, ZHEWEE KT RE01.02.04.06.015,
016.018.025F10750 ) 20 (3 B HLA @ EsHaRE M Frfe i g5 8) , Hh &R £
W R 2 AR A, I 2 YA S T 5 2 A A I A AT e
Pl 2 (B, O A5 W) 45125 THIR) L S (il , 2R 2 EPA . 76127 T Y HoAth 52
T, BRAARER R CRM, o, o 715127 TR L8 S, A BEIDCR A 2 SRS T 45 2R o 71 HAh
SEEBIAR, FBEIROR AE MR A I 5 R o £59%7 TH I R STt A, 2 fAc a1 /2 CRM, o I HL
AN IR AR AT A5 SR A2 12T T A S RE 1, A s F S EPATE ELLHY SIS A4
WA TS R A5 1%y TH R S h |, 501,028k 06515 2 8AELL , (e 501 . 025106
HUR 2R A —FHEL , 45 Y00 S 3 I i R T BRI 075 hi i 2008, (e e N 241 . 5-
405 AR N2 s

[0327]  SZJEfA)

[0328]  SZHEBIL & — ML EW, ZH G E KT 075 U 2 MDA M /D —Fhde H
01.02.04.06.015.016F1018H S I LA SN K NAHT B 0PI 22 , FLrp R R i 22 sk
AR A E A, I P07 8 20 5 BAMO0TUR Z Mk L 291 .2: 1%
2981, 1L 41 .5: 184941 k41 .5: 158492 .5: 1, k42 1.

[0329]  SZjfEdhllasd Qs EE B AT 459, oz 2 D—Fhishopu i 2 8201, 4
PEO1A.

[0330]  SZhEdlal & qnsE el lafrak 4 54, Hrh07 5t 2 i 5 0151 22810k FE L
HN2: 1,

[0331] S b WS L TR (A4 , iz 2 D— RSN 0BT 2 Hi202.,
[0332]  SZhEHBI1b1E Qs EFILbITR 4H G 4 , Hrh07 5t 2 b 5 0151 2810k FE L
HN2: 1.

[0333]  SZftEhl 1 c o qnsE e B T 459, Hobz 2= D—Fhish 0 2 8204, £
DRI 04,

[0334]  SZhEHI1c e Qs EfIL c Tk 4 5 , Hrh 075t 2 0 5 0441 R 22010 FE L
HN2: 1,

[0335]  SiZftEdfl1d i ansEpE B 259, Hodbz 2=/ D—Fhish 0pu i 2 8206, £
YEOBA

[0336]  SZhEBI1dLE Qs EFILdFTR 4 5, H 075t 2 0 5 06 51 2281k FE L
HN2: 1.

[0337]  SZjtthll e st WS AR 00 &9, Hob iz 2 D— oMY 0BT R 2 ki 2015,
[0338]  Sijtfflle Lt WnahE il e TR 04L&, Hrh 07541 2 b 5 0 155U 20 A 1) Ik i
Fboh2:1,

[0339] S £ A2 WSl AR 4l &9, Hob iz 2 D— oMY 0BT 2 ki 2016,
[0340] Sl L £ LS W ie i1 £ AT R 4 A4, Hrh 07541 2 0 5 016 U5 22 A 1) Ik i
Fboh2:1,

[0341] ST g A hE Bl TR L&, Hodnz 2 D—FhEoNT 0PI 242018, 1
PEO18A.,
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[0342] {511 g 1A WKL g ik 40 &, 075305 2 0 S5 0 18T 2 1) ik i
Fboh2:1,

[0343] S Lhyd an sk i Bl L AR A 51, 1220 S Wt — 20 S A v e = 2
PR 1 025H T 20 , L6 10254705 0258,

[0344] S5 Lh 1 QLB L h ATk 40 &4, 0753505 2 0 S5 025 T I 2 1 i i
Fbobi:1,

[0345] S22 AN e Tk AR 5, Bz S0 & K R 0755 2 0 DA
S Pl BE 22 Bl AL s 4B KT ER01,02.,04.06,,015.016 018, 02545 4, H A Bg
JUR M M AN 4 2 BAR R 1, PLE0 14t M0 1A, 04 A HEEAL IV, 065U 0h06A,
018Ft)i H018A, I H 025415 A025B.

[0346]  SJe {532 AN faI2 TR ) 2H S5, Hor

[0347] (i) i KIAFF BROLHT Z A (025K (01A) [R5 «

B ‘ a a B
. —_— |- —» | -Rha —» D-GIcNAc
- LRITa 13 L-Rha 13 14 n1

[0348] 8l 2

D-ManNAc
[0349]  (ii) Z KB ERO02P T ZME 055X (02) 54

B ‘ a a B
- —_— - —— [ -Rha —» D-GIcNAc

- L-Rha 12 L-Rha 13 14 p
aTZ

[0350] n
D-Fuc3NAc
[0351]  (iii) IZ KRBT IR O0ABTIR 200 520 (04-Glet) 45 .
a-D-Glcp
1
0352 !
[ ] 3

[—2)-a-L-Rhap-(1—6)-a-D-Glcp-(1—3)-a-L-FucpNAc-(1—3)-B-D-GlcpNAc-(1-],

[0353]  (iv) iIZ KR 06 LI M £ 55X (06A) FUZEHS -

o o B B
D-GalNAc ——» D- ——» D-Man ——» D-GIcNAc
1,4‘ Tl kT 13 |1

[0354] n
Bl1,2
D-Glc

[0355] (V) 1% KT RO ZME £ 755X (015) UG5«
[0356]  [—2) -B-D-Galp- (1—3) -a-L-FucpNAc- (1—3) -B-D-GlepNAc- (1—] ,
[0357]  (vi) Z KT ROL6HT A 26 52 (016) (1454 :
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[=2)-B-D-Galf-(1—6)-0-D-Glcp-(1—3)-o-L-Rhap-(1—3)-a-D-GlcpNAc-(1—]
2

[0358] ?
Ac

[0359]  (vii) ZKJHHROLISHTH 25X (018A) [45HS «
[=2)-a-L-Rhap-(1—6)-a-D-Glcp-(1—4)-a-D-Galp-(1—3)-a-D-GlcpNAc-(1-] ,
3

[0360] 1
B-D-GlcpNACc :
[0361]  (viii) Z KT R 025PT I 26 52 (025B) 14544 :
D-Glc
B|6

B o a
- - ——» D-GIcNA j
[0362] T[—'D Glc TL Rha2Ac 13 GIcNAc n1 HH
aTS
L-Rha

(03631 (ix) Z A 0755 TR 24t 53K (075) (R4
B-D-Manp
1

[0364] v
4

[3)-a-D-Galp-(1->4)-a-L-Rhap-(1-3)-B-D-GlcpNAc-(1-] ,
[0365]  HCrdg A ndlar g 1 = 100 B AR, U3 2250, B a5 5240, fELE5 230, HIANT 5
25, 4110420,
[0366]  STJEIAE WSR2k SAr R I AL 5 , FHrh X B8 K I HT I U 2401 : 02: 04
06:015:016:018:025: 075/ AN L M1:1:1:1:1:1:1:2:2,
[0367] S5 2 WL - 4P T — TR A 54, Horiz 0754t i 2Rk 298
F2950pg/mL, k124 40pg/mL , FlU116-32ug/mL, {15226 -38ug/mL , L1 2)32ug/mL .
[0368]  SiEfhl6 & AN hE Il - SHAE— IR AL 5 iz Gt P 2D i —
FA T A B BN WU 20
[03691 S5 7 & WS I6 AR (R 2H 54, Horiz b — PNt Rt i 24 E 2
HA7(08) [H08HTI 24 «
[0370]  @-D-Manp3Me- (1—[3) -B-D-Manp- (1—2) -a-D-Manp- (1—2) -a-D-Manp- (1-] ,
[03711  Horhin g1 % 10003845, L3250, Bilan5 4240, fLe5 530, 1407 525, A1 40104
20,
[0372]  SCJHEAISE WSS foI L - THIAT— T FT iR R 259 , R AR B | 7 gk F
DA U4 BN 2 55155 2 (PN) KIAFFRIMEEEE 1 (FLEC) JCRN, 23l
S5 (MBP) MR 2R VIR NS B 3R B (i A BRI 11 25 5 vA I 2R A B SRR 1A
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BELEIAB KA WA A 5 22 KIS PUs 8 22 10 2 540 Pk L & ZZ B A
(CTB) VAL R VAL RN AT KB R Sat & H KIS I Sat 8 A N & 4514
1 T A B BR B TA L 2= S AR S 25 1 (KLH) SHRERER A R Per VI 2 25 BE TR O M
71 (OMPC) LA KK FIAS R 43 TR0 Jove I F BT 25 1 D

[0373] 7192 QI SK IS TR AL G4, Hoiz ik & H S Bark B i e 55 =
A(EPA) ECRM, g o

[0374]  ShE45110 & N eI - OrhAE— T AT 451, HorpiZ ik sE A 5122201,
W10 k2 =4 HATSEQ ID NO: TSR - A BRI A 81, 4 AG'SEQ 1D NO:
2B E R A e, e e, AR s LA S PTUA MR I T 41

[0375]  S7h@E4511 15 an Bl - LOHE—T TR R 4054 , Hoh AR Rl R 25 1 e (9 5 SEQ
ID NO: 3% SR Fr HI JEPA .

[0376]  ShEM1 242 Qe - 1L AR —TRRTIR AL 59 , Hoh X e R o i 22 pinim
W AR S ST Pk Ak (RAC)  FRm Sk (2- ((2-5REED) it
) 5D TR (eTEC) [HIfE -4 St 2 ah s 1 .

(03771 ShE1 32 A hE il 2R B AL 51, Horh X e R A B Bl 2 S A28
IR HARE D , Lz 2 AN B 2 AR 1 PP A S Asn gk AL

[0378]  SljEH14 e — MG, 2GS

[0379] (i) SHISH B pe 2o 5 ZA (EPA-4) B8R M B KR 01 AB i
SRS, A Z R IR0 1A 28 10520 (01A) 1454495

[0380]  (ii) SEPA-44 s A A& BN KB R 025 T Z N AR S W), Hdizok
AFT P02 20 B 252X (02) (1 454 5

[0381]  (ii1) SFEPA-AZMARER I ER I R R AL 04t IR 2RI AE M S
HAZ R AR 04U 20 (055K (04-Gle+) [ Z5H 5

[0382]  (iv) SEPA- 43RS N E R R R 06 AT 22 A S, Horpiz ok
AT B06ATTI Z M 60 252X (06A) 1454 5

[0383]  (v) SGEPA- 445 AR MBI KGR 015 BT 2N AR &1, Hdizok
IHFTBRO015PT I Z M6 52X (015) (R 454 5

[0384]  (vi) SSEPA- 43RS AN BN R R O016 DT 2 I A S, HoHpZok
AT BRO016PT I Z M6 52X (016) [R5 5

[0385]  (vii) SJEPA-4# S H R KA RO 18AH U Z A AE MR 5 , bz
KIGFTRO018AHTIH 24 155X (0184) [N 45495

[0386]  (viii) GEPA-4ZIAER M ER I KT R 025BH U Z M A4 54 , Hoh
KB R 025BH T 24 E1 255X (025B) [N 549 5 LA K

[0387]  (ix) SSEPA- 43RS AN BN RIAT R0T5H U 2 M A S, HoHpZok
AT BRO075PT I Z M6 52X (075) (R 454 5

[0388]  JLFHIZEPA-4t0 5 SEQ 1D NO: 3[R 741,

[0389]  Hrhzt (014) . (02) « (04-Gle+) - (06A) « (015) « (016) « (018A) . (025B) F11 (075) [ %
SERI N2 Lo, He R n o o 1 5 1000 340, (03 %250, 1 4n5 4240 , A 65 4230,
N7 25, Blan10420, 7 H.
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[0390]  TLrHO75H T Z M 506 AT Z BRI RN 201 . 2: 18298 1, k291 .5: 1 £ 24
1, Bk 2y2: 1,

[0391] {51 1558 AN HE I LART R A G, % St — 0 f 5 12 15 MM R
FFEHUR 20, SRR 2 Rohar i E R R A E

[0392]  SCiEf16 2 WisL 2 - 15F AR —B TR 4l &4, F Az (048 5 8k
FEAN A B R R AR L 04T I 2 M A A, HHZ KT I A R (044
IR REE O R RN (04-Glet) [OE5H, Firhn g 3% 501 4L, Bl d15 %540, fE2k5 %30,
BT 25, Bilan10420,

[0393]  JHrp 55 A as A R B 10 K AT o # A A 04 I B A 8 S 2 AE K
Wk g A Z R A

[0394] (1) 1Z KIAFT IR 0440 I r EhBE PR AL IR 3 411 5

[0395]  (ii) 4w 5SEQ 1D NO:4HA5 % /D80% Ak /090 % ALk % /095 % Fr 4| Al —E
(AR I I AZ A R 3 41, FH i S S AR RS 1 KA T IR 044t I 2 W LA A=
KIGHFT AL 044 I 20 5

[0396]  (iii) Zwh54 A 5SEQ ID NO: 7RIS H A % /D80 % Ltk /090 % e % /D95 %
ANE]— VA AT S AL AR A% R - 21, Pz e (S i B LB v 4T Bl i B i e 1 A
g, O HAZ A AR AR I A S L AT R B B 5

[0397]  (iv) gtz AR IR 215 LA M

[0398]  (v) 4whbAES B I T 1R AT ML (L 04t i 2008 5 a ks (A e e R (1) Sl L 6 S
M RZ IR P4, Pl e I FRZ ST L R Aok H S s AT I 11 Pg 1B,

[0399] S5 1 7 52— FhAE 52 1 s T B0 KBTI (P 8 12 A8 BU PE K IH AT AT
ExPEC) [ N B 1) 7 1 127 1 B AE Az s ol 8 e FH an St il L - 16— Wi prR i 4 &
LB

[0400]  SCJHEAL Tasd ANSE L TR 5 1, HH iz s 1l T ATk T B 55

[0401] St 511 8 52 — P AL 52 1 s T B0 KB 1 (P 28 12 A8 BUR PE K IHAT AT
ExPEC) [W SRR BN 5 1k 1207 T B AEIZ  E Tie T 28— A = W R 0754t £
BRI A 80 0 KT 06 Pt I 20 , b i 2 o S A e e ks 1
H HILP S —F %0 558 A0 R N 2: 122981 k21 .5: 122941, AL
e22: 1,

[0402]  SJHEA1 8ast WNSE B L 8RR 1) 7 1, HH iz S 1l T B AT T e B 55

[0403] S92 WIS 7 - 18arF— T IR i 5 s , HE Az e e B B ) 1 s
HR S MEEXPECHSR ™ BB TR 112530 «

[0404]  SCJE(20 2 AN E UL OFTIR 5 7 , HEHIZ AR 22 R EXPECHSA EL G IR SR A/ 5 AT
IMAE

[0405]  SCJEAI20a e A SEBI20 TR 1) 75 1, FHZ AR 2 M ExPECH B AE MK BT -

[0406]  SZJHEAI20b 2 ASTEBI20 TR 1) 75 1 , FHZ AR 22 1 ExPECHH B4 AT 1T -

[0407]  STHERGI21 2 WS 18 - 20 AR — AT iR i 75 72 , 1205 Pt — D B iz sz il
T ] — Ak 2 A e e 451901 .02,04,015.,016 ,018 . 025515 22 , HL R Rl 22 fih
A ER R SR,

52



CN 119454928 A W OB P 49/153 7

[0408]  ftdetth, 014t/ 2H01A, 04 M ATHHEALIT , 065 T)5 J06A, 01841/ 018A, - H.0254)
JiH/50258,

[04091  BH{lydeih,01A. 02 AL L 04.06A.015.016.018A.025BF107 545 24 (1 —
P S anZR 1 Aot (014) < (02)  (04-Gle+) « (064) .« (015) . (016)  (018A) « (025B) il
(075) Hy&5#) , HA Al Hoh 1 2 10079 4858, (e 350, B Un5 2540, L ie5 %2 30, 451 407
F25, 514010720, Jf HIHAH075 5T 20 506 Ht I 2RI L 2N 291 . 2: 1 22981 1, Lk %
1.5: 182941, Bk 2)2: 1,

[0410]  STREI22 /2 WS 18- 2L i AR — AT iR ) 75 72 , 1205 Pt — D B dE iz sz il
T 12 15 BV NE KT U 20, ARt 2t e e k=

[0411] (512352 AN e 18 - 22 AT — T pirak 1) 5 72, L AR Rl kB 1 R & SEQ 1D
NO: 3 SR T 41

[0412]  STREI24 /2 WS 7 - 23 AR — AT IR 0 7 72, iz sz il & A KT
({L1EEXPEC) Jg Lk 15 22 MR EXPECH ak A tE XS A

[0413]  SCJiE 5125 2 ANSE (1 7 - 24 Hp T — T pITak 1) 75 1, FCHR BN RO ], T JT1 28 16
ng Lt 2 16pgtI075H T 28 .

[0414]  STHEI26 & AL 21 - 26 AR — T AT iR 19 75 725 , e 10 K BT B b i 2 0
01:02:04:06:015:016:018:025: 075 L Ay1:1:1:1:1:1:1:2:2,

[0415]  SCJEf5127 52 AN Tiefil2 ] - 26 AT — T ATk (15 i, FErhz i b 042 5 ik
FAN A B R R A B L 04T I 2 M A A1, HHzZ KT I AR (044
IR E R TR (04-Gle+) OG5, Hohin 32 50093845, il 5% 40, k5 %30,
BT 25, Bilan10420,

[0416]  JHrp 55 A as A R B 10 K AT I R A 04 D U B A= 8 5 2 AE K
Wk g A Z R A

04171 (1) 1Z KIGFTF R 0440 I r b BE PR AL IR 3 41 5

[0418]  (ii) 4 5SEQ ID NO:4H A5 % /080% N5/ 90 % ik % 7095 % 741 [ — 1k
(AR I I AZ A R 3 41, FH i L S AT R S 1 A AT IR 044t I 2 W LA A=
KNG B AR 044 I 28 5

[0419]  (iii) Zwh4y B 5SEQ ID NO: 7THIBHAT /D80 % Lk %090 % ik /0 95% 7
ANE]— VS AT S AL AR A% R - 21, Pz e (S i B LB s v 4T Bl i B i e 1 A
g, O HAZ A AR AR AR LA AT R B e 5

[0420]  (iv) etz A HTR 7415 DA K

[0421]  (v) 4B BEASIL R NHHT TR AT R 04470 IR 220 5 3 AR (A AN R ) SL 62
M RZ IR P4, Pl b I FRZ ST L R Aok H S s AT I 11 Pg 1B,

[0422]  STjEf27 2 sl - 16 AR —T TR il &9, H e s e s S et
KBTI (LA INSomtE KT |, ExPEC) [R50 3 B 2 1 5 1k FR A

[0423] 577615128 52 AN TE {911 - 16 HRAT— J Fir kYO 2 S A il T A i3S Fh o5 551
SRR (e AN E KNz AT BT, ExPEC) [958 N B 29 i i FH i

[0424] 71292 55— A U= M AT IR 0750 I 2 AN EE A 380 [ K AT B 06415
ZRNAS, R T S SN KIBHT L s hEus e KT 1A (ExPEC) 1)
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FPEERL T R, bR RO 2o i R A A, O Iz A —
AR SIZE ARSI N1 . 2: 1R 48 1 k21 .5: 15E 494 1, Ttk Z2: 1.
[0425] S f5129a 2 AN KB 29FTIR M 4H &, FEHIZ B8 — AT Ut A 2 AT R0 A [l —
Ay

[0426]  StEfFI29b 2 NS HEBI2OFT IR I A 75, L iz B — A RO NZ AR — A 3R AR i
IDEERERZIR

[0427]  SZjita {29 J2 ANt thl29 - 29b AT — TR M A1 &, HoHiZ a2 i 5 75 BT i T e
N

[0428] S fAiI30 2 NS itafi29 - 29 T — BTk (41 , Horhiz e N B IR 132 13
HR 2R EEXPECHIA ™ BB I 1% -

[0429] St I3 L2 AN IB0FTIR AL, FL P iZAR SR EEXPECHN (A Mk s fiE A/ 5 0A
IMAE o

[0430] S fB32 /2 AN 529 - 31 HE— BT RN &  ZH A — P o —Fhak 2 M.
(e ide 4B AT ORI R A T1#101.,02.04.015.,016 018 02547 U i 2 8, H A i 22 4
ST AN E R T A AR 1, 01 TR 0 1A, 04 AL AL, 0655 06A , 018 hy
018A, 7 H.025471i 40258, L 2601A 02 FHHEEL04.06A.015.016.,018A,025BA07541 )i £
YR — R B SR LRI (01A) & (02)  (04-Glc+) « (06A) « (015) . (016) .
(018A) « (025B) FI1(075) [RI&5 4 , Hrh AR iy #2128 10093858, L 0E 32250, (Al 4n5 4240,
{l1E5 % 30, BIANTZE 25, BIEN107E 20, 1 H I rhOT5 3R 2 B 506U 2 REIEL RN 1. 2:1
A8 1,1 .5 184941, ik Z)2: 1,

[0431] S I33 AN SLTE 29 - 32 E—BIT RN A &  ZH G — P U S ARGEILE
IS PPN KA T IR DU 20 , SRRt 2 s e R Bk E A

[0432] SR A3 4.2 QNS 5129 - 33HE—TIATAR A &, B MR EE 11 e 97 SEQ 1D
NO: 3[R Z LR 741 o

[0433]  SZJ 35,2 NS 129 - 34 HAE—TIT R (2 7, FEHZ sl 202 IR RIBAT A
({ 6EXPEC) [ AR F2 M EXPECHI 5 A I RS I o

[0434] S 536 /2 AN ST 5129 - 35 AL — I TR A 5, FErh 075U 2 W IAT 20+ 2
8-16pg, Lifs%16pg.

[0435] S B3 72 2 — A7 AU R R AT I 07 ST 22 B AN 2 — A 80t Y KA T i 06 7t it
MG AR T 52 s S RIS N HE R HT 12T (ExPEC)
[ e N () 2y, o R RO 2o i A i e e Bk i 1, O H s —f
R 2 AR LR N A1 . 2 1 B8 1, kL1 .5: 1 8404 1, Ak Z)2: 1.

[0436]  SjEBISTa e ANSTHEBISTHT AR A & , HHZ S il T B R RN 2

[0437] SR8, AN SEHE A3 Tk 3Taffr R 2R 75, FLrP iz e B B T 32 1 a2
PEEXPECHIA Y EEVE STy T 1259 o

[0438] S fhI39 2 dnsi B384 & , HoHh iz 4= 2R ExPECHA AU Fh Mk #E AN/ i
IMAE o

[0439] S fB40 2 NS 37 - 39 E— BT RN &  ZH A — P o —Fhak 2 M.
e BRI AT 2RI R IAFFR01.02.,04.015.016..018 0254715 204 , £t fillits 2 , Ho v
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TR Z e 1 2 AR A, PLk0 1 TUNO01A, 048 AL IV, 064t/
06A, 01845151 h018A, I H 025415 0258, JLE01A .02 i 3L {k04.06A.015.016.018A
025BAN07 540 2 H g EE—Fh o B0 & ansR L AT =X (014)  (02) « (04-Glc+) « (064)
(015) + (016)  (018A) « (025B) F1(075) 4544 , FHrh RS ndar o 1 2 10010 FE 48, i3 =
50, B AN5 540, L5230, a7 225, 4 4n10%520, 3 HIL 0755 205 0650 i 28 1)
FE2oh291.2: 18298 1 A6 2)1.5: 1822941, Btk 4921,

[0440]  Sjitf4 L& AN S tff37 - 40P AE— I ATk 4, e il 2arh iz a1 50—t
ORI LR LS ENI KT R DU 208, BRI 2 oy M R = ks A .
(04411 S7JEf514 252 AN eI 7 - 41 AR — i praR AL &, FH ARl k8 B 1 5 SEQ 1D
NO: 32 SR T 41

[0442] 5771514352 AN TE(FI3 T - 42— T T IR A &, FoFhizsz il 2 A KB
({L1EEXPEC) Jg Lk 15 22 PR EXPECH ak A B XS T

[0443]  S7JE{5144 ¢ NS TE(F137 - 43— T T IR AL &, Forb ) 2l & e T i — A
FIE 0TS 2 A 3= N 2)8- 16ug , ik 2] 16ug.

[0444] 5245

[0445] ST KIAFT RS T B

[0446] Sy T HASE 5 RS A IMAE IO R AT A0 MIE Y4347 , BEAT 1 Bk I AT 7% . 201 1 4F &
20174 TA) , ACSEIN RN S HBIX ARG SEIM I A e =60 27 /B Hillcdle 13200
PRARSZAT B L3R 53 B o i TR LB S ORI T 7 MR 0L R 43 R A BT R R 19 0
JRIMEA 20 T 582,

(04471 3 Afr 43 S N ILARCRE S A RE L Hoos Bk 1) S 403 S e AE R o0 A A
FES IR B 2 B bk I MALDT - TOF MSZ&iiE K AT B S 4« 15 B3 TPl s 1 vt
SIS KA B o0 S ket AT 7k — 25404, DA E 0Bt i is 28 (DebRoy 55 A (2011)
Animal health research reviews/Conference of Research Workers in Animal
Diseases [ 7S/ SVttt TAES 218112, 169-185) o il 4L K4
TRl BT TR oy U a3 BRI A T 28 o AT, R BT OIS AR R wzy Fllwz x B
A3 T0FE R 43 11

[0448] 352 . Bt Tl BELEIEA TRYOIMLIGE 3 BN ekl i e S o0 R ) 70 B MR OB (R 43
AU, ok FH 201 1428 201 T4F [R] A BRI S 1 32 1 TR ML 40 I PRIV B & 1 e i DL R IUEAHSS K1
FFEROMLIE U 3 A o SR AE LA PSRBT SR INEE R AR A B PG D] )] | pa Pt
RS- | I i BN NS ) N SEN N A EE S7

(04491 [ " s AT (%)
025 737(22.9%)
02 268 (8.3%)
06 261(8.1%)
01 255(7.9%)
075 145(4.5%)
015 110(3.4%)
08 104 (3.2%)
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016 103(3.2%)
04 96(3.0%)
018 91(2.8%)

[0450] SOV R IMLAEAH S KT BRI () 4 BREE S IO MBI B 0B A T3 2 07, BT LOFhOIfL i 2R 1
AT S BTG, R IX L0 E A2 K 5 51 R I I K BAE <1 32 220 175
H,

[0451]  {r i IMUEAH S 22 FE i 25 K AT i 20 2k (n=345) (B, % 2 /D = il PRAH <t
WA 2o B S E AR 2 EREE S, BT LOFHOI IS I A T2 N 75.4% o

[0452]  Kiok B imATIR o AT T B S B A KA , X 10 A 3= ZEO MM i 24 vl DA7E 554 1
60 % -80 % [ KT BRAR Il USRS s o 1A T 43 BRI

[0453] 48 55 KR53 5 S B IIE ) R IAAT BRIILIE R 2 s iR s A T R, 2 )
O AR I T OB U Z e 1 R Aot 25 o X B i i) A R T 22 28 Sl Ak
MG AR

[0454] 5452 . KJHHT B OPT I AEMI SRS W A= AR e AR A8 S i o

[0455]  p=A: 1+ (10) A S, 3G KIGHF R 01A-EPAZE SR 51 . 02- EPALEIZE
). 04-Gle+-EPALEMIZR W) (N SCHFRH04-EPA, BIAEDL T 5245l , 04470 2 B AL M4 &5
Pt FLrh 04 AR A A, LA RPN FE S (04-Glet) 520204F3 H18 HEERS
[IPCT/US20/ 23404 EANER L T FTIETI 1S5 o I ARARAE IR A AR RN A A L ARG t S
P Z AR IR  Z AR AL R tr SRENE A 1 N DA A Wi R e HEB T KA T B 0430
IR 2RV A K AT R AR R AL 04 i, Kl i 5T AARSD) J06A-EPAZEMIZE A
08-EPAZEMIZR &1 015-EPAA 45 51 016 - EPALE W28 A5 . 018A - EPAAE W28 45 . 025B-
EPAZEW SR 5 W RN0T5 - EPALEWNZE 51 o X B8 A W IR SRR S5 44 v LAAE R 1 2545k
D2 5 X LOFAEM S P A S WAL AR SRR ExPECIOV o f1 757 01A-EPAL02-EPA .
06A-EPAFI025B - EPAA=WZE SV EH SRl “ExPECAV” OFf HLH e itk T-Bilwo 2015/
124769F1W0 2017/035181H1) o X T HFZEMEE S 2L 77 DA S GX BE LE W2 S W) s PR A
FEBERREANIA T-20204F:3 F 18 HAZ A IPCT/US20/ 234041 , 03854 5 | FHFEAA S
[0456]  KJFFIEIW31103E A kL

[0457] KRR E KT K L2 ARW3 110 A ERY BEAT A IR A= B AR I S5 A Ak K1)
FFREKL2B8 PRW3 1103645 FH Ko I 8 PR o0y (Coli Genetic Stock Center) (HB#EK
S (New Haven) (FEFEZKASEMN (CT)) , L, 775 gn 5 CGSCH4474) e T HAHS
FLA CRPZFF W3 110, F- A~ IN (rrnD-rrnE) 1.rph-1) , 3 H A AT 7 HEL K4 5]
(Hayashi K% A ,2006,Mol.Syst.Biol. 41 &% EMF]12006.0007 (doi:10.1038/
msb4100049) ) o W KA W31 1O PR A TEE B 1, DAE L BRI A = iX B R AT B 0Bt
APl GR3) .

[0458]  A=WpZR 5 P PR

[0459]  “ExPEC4V” A11“ExPEC10V” 415340082k B AHIR A= = k102 - EPAFII025B - EPAE
MR . “ExPECAV” 40023k [ s tGVXNA411 5 s tLMTB 1021 7AE P2 MR I0 1A - EPALE W)
S5, T “ExPECLOV” 204 M4 3K [ s tLMTB102 1 74E P2 B KR IO 1A - EPALE W48 54
“ExPECAV” 415040 25 3K [ stGVXNA 11 24 P2 R Rk T 06 A - EPAEMNER 45 , T “ExPEC10V” 4145
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Pl 52k H stLMTB109234: P~ R PRIT06A - EPALEMIZE S« LS, “ExPECLOV” AW B 2%
H AT “ExPECAV” A4 P2 B Bk I04 -EPA (B (04-Glc+) -EPA) L08-EPA.015-EPA.016-EPA.
018A-EPAMIOT5 - EPAZEMIZE 551« 41 B T , AN AR P2 R R AT T Pk EPABSAAER R/ 5K
FRESLL RGP g 1 I BTk T T AT REAN] o N3 T LA s AR P2 R RO -
[0460] 3. JfIT-ExPEC4VHIEXPECLOVHEE [ 2H &I 0P A4 S Wi K AT 1l A7 1A
PREGEER TR A

‘ ERARE Bk
RFE | WHEAR
rfb X B & waal | gtrABS | pgiB epa
Ol1A
stGVXN4 Arfb::Ol1AF GVXN | pGVX
(ExP /o o Awaal . P ;
411 upecGVXN_032 970 N1076
EC4V)
[0461]
Ol1A
(ExP
stLMTB1 Arfb::O1A rfb GVXN | pGVX
EC4V; - ) Awaal - e 5
0217 upecGVXN 032 1221 NI1076
ExPEC
10V)
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stGVXN4 Arfb::02 rfb pGVXN | pGVX
02 Awaal -
906 upecGVXN_116 971 N1076
BVEC-L- Arfb::04 rfb AgtrS::gt | pGVXN | pGVX
04 _ Awaal
00684 CCUG11450 rS 04 1217 | N1076
O6A pGVX
tGVXN4 Arfb::O6A rfb GVXN
Exp |° b L (PR SR N659
112 CCUG11309 114
EC4V)
O6A pGVX
(ExP | StLMTBI1 | Arfb::06A rfb pGVXN | N1076
Awaal -
EC10V 0923 CCUGI11309 1221
)
[0462] stLMTBI pGVXN | pGVX
08 Arfb::0O8 rfb E2420 | Awaal | AgtrABS
1734 970 N1076
stLMTBI Arfb::015 rfb pGVXN | pGVX
015 Awaal. | AgtrABS
1738 0C24891 1221 | N1076
stLMTB1 Arfb::016 rfb pGVXN | pGVX
016 Awaal | AgtrABS
1739 0C24208 2381 | N1076
BVEC-L- |  Arfb::O18A /b pGVXN | pGVX
OI8A Awaal | AgtrABS
00559 0C24255 970 N1076
stGVXN4 | Arfb::025B rfb pGVXN | pGVX
025B Awaal | AgtrABS
459 upecGVXN_138 970 N1076
stLMTBI1 Arfb::O75 rfb pGVXN | pGVX
075 Awaal | AgtrABS
1737 CCUG31 1217 | N1076
[0463]  iidfilles 1AL P MR T — 2 A s 5 W AT A A &

Wit = R B R B RHIE A ) B

[0464]
[0465]

OFU AW B (rfb) REPR 7%
FEFIT A I R R O LA P bR Y, ROR AT A H KA IRIW3 110 LA 21016 - -

IS5- Ut A= M ik (rfb) BER ok H U 52 35 LRI AT BT R BR AL S O i R 512
Wt i (B REAE LT AOSTIR 45A Cif T X ECOBU £54 , 2 31D ) g A0 AT 1A
MY B RREA T A RER A A i, el A 1A £b7 . EAE BRI 4 e
SEBLTSW3L10 016:: 1S5 rEbRENE CHLAOBU AW 5 A7 A BRPE) 1) 15 e £EO 161
O18Ar I AEMIIF L T, FEARDNAZE F 3 (1 gnd Frm L CARE DN fu FE AL, i HLAR R AR AT £ b2
PR L8 B M3 ) gnd Flga I FEEIA i 541, SEQ 1D NO: 9FN11- 19744 T A Pk rhr bty

58



CN 119454928 A W OB P 55/153 T

F51l,

[0466]  OFTIHZEHLTHF (waal) FE[A]

[0467] RT3 KIHHT B OB U A= AR A7 Fwaal ZE R 4wt 1 KA AT RIW3 1 1035 R 41045
IRE RN 5 I NFIBRAC A A waal B PR, OB UL M HE AR RE AR, 17 51 204t it
M AR R AR e i

[0468]  OFUlUMHELA. (gtrABS) FE[A

[0469]  {E R JZFTEH08.015.016,018A,025BFN0754: 7 kK1, 157016 OPtJUMHEEAIT) K
KT RIW3 110 R 2H g t r ABSEE A L ik 2 o« AR AN AL Fh R g tr AR g t e BEE R FLAT =
[ JEPEFITAT B 3k | (H gt r SEEPN R A 28 I3 TLO P BB AL RE I o 76 KA BRIW3 110+,
GtrSH LUK 48 (Gle) ZRIEFEFE B KT R 016 03T/ o -L-Rha- (1—3) --d-GlcNAckE
G cNACHH |- o ZE K IAFT B 01A 02106 A P Rk rh , 1% & 2 g t rABSEE IR (R ke 55
i X EEOFT e Da-L-Rha- (1—3) -d-GleNAcKE 7, iZ 3L T 12 KB RI016 gtrSHRIRIK
Yo 75 K IR 04 P2 BRI PR T, W3110 g trSEE LB KA IR04 gtrSEEP e, DAIE R K
JAFFER04 OB AL Y FRSE L CRABAF IR 04 gtr SEERI I 4RAS A AEA S R E SEQ 1D
NO: 5HEHE, F H AT IRO04 GtrSER NSRRI AEASCHENSEQ 1D NO: 4524t i85
DL an20204E3 H18 HEEAZIPCT/US20/23404) o

[0470]  FLHEILEEFSMPS1B

(04711 Fir 5 KA BR OBl A = Bk 24 3 18 25 128 U AT B RS E AL RSP g 1 BRUAR A, 200
S NP g 1B ] LIE N - B 0P U A Bl ik i B 1 I &SRR AT 741 | Pg1BH
A IZERPR B AL T AR, H 6 T U A MO R S Pg 1 BAR
PRI ZE P bk, X S B = mde mn (S WA, W0 2016/107818.W0 2016/107819) o ff
pglBIELN B T ks ISP AER-d -1 - FURI b (IPTG) S A E s F 2 a . M
HIZAZNH T FRBURI RS I Pg 1 BAE (A , ixX 2 Uk 1A =41k iRExPECAVAIEXPEC1OVET £
I A= 25 S Wi R T Bl OB A P BRIk o AE da A B 21 e ZHuibmic fn/ sl Bk
Pgl1BAE A7 T HA A 7 A SRt E Tl LA T S A7

[0472] 4. KA R O AL B PR ) Pg IBAEPA TR

59



CN 119454928 A W OB P 56/153 T

V222 S ¥ k!
pGVXN114 | pglB ZE WATH 4T R SpR
pGVXN970 | pglB RACHY K AT 2 #4545 Bl ; SpR
pGVXNO71 | pglBN>34Q HALE K AT H F 4L -F1£ B ; PgIB 49
RANE R ERKFER; SpR
pGVXN1217 | pgIBN311Y HALEY K AT B AT A R4k
[0473] 49 PgIB; SpR

pGVXNI1221 | pgIBNIV-RSIRDISSHASOV | gt o K AT W B4 -F 12 W A
1 éy PglB; SpR
pGVXN2381 | pgiBYTHSSORQITRKIORNIIIV | 1 1h 64 K WA W SF 45 F A& s JRADAE

. ay PglB; SpR
pGVXN659 | EPA-4 A A WAL A 4% %8 EPA; AmpR
pGVXN1076 | EPA-4 A AN LA % 542 509 EPA; KanR

[04741  'SpRHWZA 2P s AmpR, S0 55 2PN s KanR, b 2 btk

[0475]  riAE 1 4120204F:3 18 HAZAZPCT/US20/234 15 B 3F 43R 11, WiE T
ExPEC10VH+F K I i OBUs 1 AR A 048 S i dc P 1 BAR f ¥ e 51 DA A4
XIHFANARL .

[0476]  #fkeE T (EPA)

(04771 Ty KB B OB AL = BRI R )3k — bt (% s s O Ak (5 R MO BT ADP - AZopi S
Felifi2sas & (BPA) 1ENOHUR AU 84 4E 1 . EPAZE 5 % 5 IF AR UEPAR: 2 AU AR 2 A7 T A
FeAk : Leubb 28 KA Val Jf HG1ub53 (TEfEfL 853k ) i I o Pmdial , G1ubb 3k m] i,
FIARENE R T AN, IR BIN TP/ (BPA-4) HAN- WL A7 S 5 o B epadit IR
Tk EROL-BT R AR (Ara) 5 SRR S 2 ha (%4) o RAR T H T 1R “ExPEC4AV” FlI
“ExPEC10V” -5 Hr AR S I A P PR R 1 BTRE o AR 12 B 2R PUAE R puEbrd
A1/ BREPAL R 5 T H A, BlanfE G N- L A7 S5 (B H A A X FR 3L
EPA-2) B%CE T TS [R] R JBOR R 8 e St A T AE 28 5 A7

[0478]  S453 . AU SR AL DA A KA R OB U A S o

(04791 W DA 846 25 s A o L RS P g | BR S B A S A P i e i A
¥, XA DA H 0P S EPAGR A 1 1IN - BB A0 B0 A5 R0l e FE o o o 7E T A = R 1
FEEAL04 (04-Glet) OBUR W A= W28 SV R BRI R bR R, B T X AT AL Sl I 7
A TR AR ST e A (04-Gle+) R EPg1BAE K

[0480]  FEIXHPTT ik, K B A EPAZG IR UKL 04 - Gl e +OP it 2o Wi A P iRk FH 22 AP AN [R] 1
Pg1BFIE TR LAY, TPl B IE TR 7 Pg 1 BER 11 FH & A ANl R Sl R R AR, iX e Ay TG
Yie I  FE1508 He R e 5286 v AR IR K Pl B AN TRR O A= 28 S A e /KSR O
FHEA 104Gl e +RF P B e B oA B 4 HL Pk S s i i ) J S e e A T8

60




CN 119454928 A W OB P 57/153 T

[0481] GBI EAINSLIVE SRR NP1 BAS k=~ — B 54 iy T # L L04 a8 &
Pol¥o =¥t (Z WPCT/US20/23415, 1-20204F3 JTI8 HHEAS , K Had i 5 LA RSO F N
A3

[0482] ¥t — LN 11V PglBARfRRHE— L e, YT THEC IR IR — D4
04-Gle+HER e &, I DR 5N311V PglBASAAALL , — ML AN = (b it 7K
SR, L R A SR o P sl PR AT SRE (2 ILPCT /US20/23415, 1
202073 JT18 H A , K Laim st 51 AL 4 I NSO - [UkzpLMTB4008 (SpR) Zbih (It (11
KIGHF B 1T (04-Gle+) JIHD A S8R Y TTHRIN3 1LV Pg 1 BAE A .

[0483] 52840 HRAKIPg1B-N31IVAR(AAALL , K BAT04-Gle+0Bi 20 HAA (AL IR
R AR TR AR (wt) 23 s A RO R S i P 1B AN LIVANY T THEA LR I 1
PeIB R SEHOINE N AR Gt

[0484]  2SDlHb , (5 175358 , 36 41 X EXPECTOVAL A rh H LR P IILIS R K A T R 0ol A
WIS G WA E T e B Pg1BAZ R, 2 LI 1202043 H18 H 24 [FJPCT/US20/
23415 K Hai i 5| ARSI AASE.

[0485] X FLAF01A.06AEk015HT 5 Z A AR 1, KA A 2 LR ZSAEN3 1LV,
K482R . D483HIA669VI1IPg 1 BHE fHipe i)/ it o

[0486] X1 H4702.08.018A=k025B Ui Z AU A= MER S 1, Y A= 2UP 1B (BY, #1407 1

77.80.287.289.311.482. 48316694015 S FMRIEAR) Fefitinermi /™t .

[0487] ST FLATOL6HUI A (K LE M2 & W, e B LAT S SRR S8 28 Y TTH . S8OR Q28 7P
K289RHMIN311VIIPg1BHE e i ™ 5t o

(o488] X T-HAOTSHUS & BRI A, K I A SRR TSNS 1 1VIIPg 1 BIR Bty
)=

[0489]  JXULLRAEH], N T AFOFUR , e tEPe 1 BEMOE AR, H T 24
JEOTUR 2 A2 S W e P g 1 B PRS2 AN P T o

[0490]  Sffil4 - >R H 1OMURIAHT IR LR AU A OB O A R S o e 1

(04911 FAROTULIIO0- SRAESSLAL G5 12 2R, I LAY M AR i d i B e R RS
MiFP g IBIY RS SR AR AN 5 SRR AR A A O - BRI, i e R Frds o it I I (Bildn, 2 s 2%
i/ A LR ISR B0 — LA Bl MR AN TR L T55 - Pg 1 BRIEPAZ (A 25 1
MIERRAL S P 1 B ] R MR A R il L e Pe I RIS R A, 2k 1 AT
U PR AEMDER 5 o R R B R A A AR TR R i T PR A B — il 2 o
JUAEMER S A B A — T PR — A Sl B T e N, RO AR R R R Bk A T e
SRR T IRERIX IR, e H AR S/ A L RS S I R T
ExPECIOVEZ f, JT & 1 HA 2/ DT BRI (5 e i 2 11 T e U ExPECAVEE i AH
L) AL R A S o

[0492]  J WA A0 1 , il A AW R (LOLA/ B 200LARRR) 7 & 75
AN (54912, 3423) FF AR LM G Wk 50 )7 A AR ) o 3 I 240 A O A A B o 41
AP RE R IEORE 2, DA A A AR 25 B AL L A 22 R0 IO A= D8R S W) AR i TP TG A
BRI RLAFRRE S 7 A5 S AN o 1 22 e R e R e i b A AR IR e s 7 M rh A ) A o
HT B AR S X LORMAE R SR I R — R A Tzt 72

61



CN 119454928 A W OB P 58/153 T

[0493] b il es I KT IR OB A4 5 W ExPECTOVAIEXPECAV I UL 2 (DS) |, i
TR s T R I (1) T 2ZAHSCA R QE L RP-HPLCIED) =51-95% , (2) 24/ &
F BT EE RV A 290, 1-0. 52 0], K4 £E0 . 15H10. 4527 7], (3) 45 N 25 2 (W 24
2.2.3(Ph.Eur.2.2.3)) /NT-0.5EU/ug 24 o RS A I~V M R AF 24910~ 20 2
T 2 [R] (=70 PR SDS - PAGEI i) .

[0494]  Zo4 5 T S5 A9 g uE S GE 28 A1 GERE I sk iR Es I BIH AL 1) ETTNMR
FIMS/MS) SRy 1 FRAH R I 5 2R 1) & AR S50, Fir A T A8 i 2 52 _EaREXPECTOV
HEPIIDS,

[0495]  ExPEC10VZ59)r= i (DP) 408 Lk RN DSHITR 4«

[0496] 524515 . ExPECIOVEE 1 [ B3 Y

[0497]  {i FHEXPECIOVAEMEVENZW SR Hr B4 T 1 B 5 B sl B MR A RS RIS MR 58 (FEEGLP) o
—4 (n=2) B LN (M) 75 (FEEE0R) X I (EFEERIK) L 28 41 (n=4) B3 IMF4$105. 6
ng S HE (PS) /A (9.6:9.6:9.6:9.6:9.6:9.6:9.6:9.6:19.2:9.6ug PS/F&, 5 BT
OIf1 75 201A.02.04.06A.08.015.016.018A,025BF11075) [HJEXPEC10V, {ii 110 6mL (176pg PS/
mL) AR ARAR  AESE 2 R TR

[0498] VAL RISLT o LA, 7RI R EE (BI45 1 TIDraize vF43 (R S A 5EM) 44
YA AR 5 AT 12 5% BB A2 o A8 ZH 20 B b A P A 5 5 [
(B&) IRED 5 AR 25 2] 55 8 A S AR o AE 2R RE BRI VT A shp b ) — g 2 e A %
HOOTE BN IS DN (BB 2°K) |, iX 2 AR 52 R S RO 1 A E e B 2 o BV 55, 6T
HEPE SR B T R K I RV EXPECT OV it I 52 12 R 4«

[04991 5456 : ExPEC1 OV 5L il it AF S b ) s i e

[0500]  ExPECAVHE Y (03 KA RI01A. 02 06 AFIO25BI I AU ¥ AE ISR 75 1) Sfe il Cp ik
W50 B S AT A 28 P A X DU A 7 28 B s e (3 D040, WO 2015/124769;W0
2017/035181;Huttner® A ,2017,Lancet Infect Dis[MPIFJI{E4H5] , http://
dx.doi.org/10.1016/S1473-3099 (17) 30108-1;RW Frenck JrZ: A ,2019,Lancet Infect
Dis (A JAE 45119 (6) :631-640,http://dx.doi.org/10.1016/S1473-3099 (18) 30803 -
X) o RIZGFF A LG 104 -G1u+. 08,015,016 018AFI0T5 [ LM S A G R B 1E N A E A
[FJEPA-2) 71 Bt CERAPY) it TR BN 0 S e I e i S S8 AR R S b i g — Pt B
TSR I, RN ELTSAZSU e BH X B8 A= W28 S b I AE— A8 il LA S | A = 7K K AT 10
PURF R EDUAR CRIEAR) o

[0501] A T & iR LOFhAEMZE S M T A I Lo i 1R S 28 Pk BT P 24
(NZW) G (B , 12-16 J55%) 45252 3URJULINEXPECTOV g5 sk AR BRER K, TR 2 Tt ] (35 7128
0 LAFN2T R T]) o BV E X BE 55 il ] EXPECT OV 1 H 1 — 343 T 10 R 20 5 5 A7 4
AL SR EE FHEPA (EPA-4) 285 o LASFIANA A S B il iz i - 401 (i 7 ) < 8u
g/FIETI01A.02.06A.04.08.015.016.018F1075, DL M 16pg/FIE 10258 2412 ( ‘His 7|
) s4pg/FIE02.04.08.015.016.018F1075, 8ug/FITR IO LAFIO6A , DA K 16pg/FIH 1)
025B; 243 (fIKF1IE ) ;0. 4pg/ 7 102.04.08.015.016.018F1075, 0. 8ug/ 7 & K01 AF
06A, DL K1 . 6pg/FE 10258 3 EA IR (4H4) I shW {32 A1 R 7K (0.9 % Gw/v) S A4
) (5&5) o

62



CN 119454928 A W OB P 59/153 T

[0502]  {EE50K (FBEmh) DA M S RE i 514 2T A4 RAPAE LA N 5 o P v A0 2 A A
A=WS S MR AR ER FEPAYS SIS FiA K-Vl ELTSA (ELTeG) M, (i AT E 282U
LPSYE IRt PUARTR LR & ECS0MH , 2 TASHOP AR L IR BR rh 22l ¥ 1220
T E A B, FON R 205 KA R0 - DURENE PR FHOPKAAE -

[0503] 35 S AR -

los04] | REda HE (ug/PS) o

O1A:02:06A:025B:04:08:
015: 016 : O18A : O75

a1 (JHE) 8:8:8:16:8:8:8:8:8:8 7
28 2

[0505] (%) 8:4:8:16:4:4:4:4:4:4 7
3 08:04:08:1.6:04:04:04:0.4: .
(&7 &) 0.4:0.4
414 (3 R2) 0.9% (w/v) RALHIEIR 7

[0506] R AR I R ERR6
[0507] 556 ExPECTOVAENZW G H s S B AT BRI O3t VR S PR LA 5 ) R4

ExPEC10V B GEMG H 14 RAGRARRE S
F & OlA | 02 | O6A | 025B 04 08 015" 016 | OI8A | O75
[0508] & * kK koK * kK ns kK % * ns
B * Kk * ok *k *k ns Kk ok ns ns
A%, * #* # * * ns o Ll ns ns
ExPEC10V T B G § 27 R AR B
& OlA | O2 | O6A | O25B 04 08 015" | 016 | OI8A | O75
[0509] & k% % sk ¥k k% * *% sk dk ®%
S * %k Kk *k Kk * ok * * %k ok * *%
4% ok ok *k ok Hok * ok ok ok %
ExPEC10V AT G F 42 KGR %
& OlA | 02 | O6A | O25B 04 08 015" 016 | O18A | O75
[0510] r‘g:j 3k % ek *k ok %%k *%k sk *k *k
S *k *% * ok Kk *k Kk *k ok Kk %k
ik *k * % *ok ok *k ok ok ok ok ok

[0511] R rrpff A Fevh 50 VR E s P TR N 2 2 S R S L Fhp A
H Gk 10 Z RO IS LA R B8 Jns o (i F SRR 7 AR (Wi Leoxon) BAISES 5
542 Je Bonferroni) K IFIHATZ FLE AL K HEMPEXPECIOVIY Zh (411, 27H13) 5 A= FiER /K
SR (2H4) BETEE B #p<<0. 05, %xp<<0. 01 PIA/E MR IRZE FPlE g 3 35 s LA e i
WFNE @UENESHT) -

[0512]  501A.02.04.06A.016.018AF1025B1) A= FHEL /KW ALY , 5 75 & I EXPEC1OV (4H

63



CN 119454928 A W OB P 60/153 71

D) FERF SR AT B I 0], (e I 56 14 2TFI42K) 5 540 25 B s i Te G oK (812, 556) .
RPN BB 2T AN TR 42K, WEL ) S5 AR R K HAHEL , FHO8FNI0T5ZE 510175 I HL (A
B (K1, 366) .

[0513]  501A.02.04.06A.016F1025B[F A= FHEEE 7K G HRAALL , Fh 25 FIHE EXPEC 1OV (4H2) Fi1
RFE (A 3) LTI BT AN TR S (T I 5514, 27 142K V55 i 2 38 el bk oF (|1,
F6) AL T EE2T AN EEA2 K, WL B 5 A B ER 7K FRATLL , FHO8 . 018ARNI0T528 51175 S
ATV 2 25 5 v, X SR I R P R DB ) e 3 B 1 R 0 s B B 2 (1, 556) o
[0514]  XFT-015Z8 5, MW HR AL rh 3 5 i s I BUE M E s A I, A e fm 58 14,27
42, 5 A PRER K IARLL , FT B = AN S I EXPECLOVRE 1 Y75 S HpR by 2 i 25 Hg in (B
1,%6) .

[0515]  FEBFFRIT R I TR GE14.27F142°K) 6+ Frlilis i =N 5 & [ ExPECTOV (15
FRAERIMIG) |, 2R 2 FIEPAS S RO P IAR  25 = T AR R /K AR TR G AR 4 R I EPAS LA B (1A
1)

[0516]  FliElbi ORior) R, fERE R B MG 28 145, SRR IR Z BRI 59
(01A.02.04.06A.015.016.018AF1025B) #LL , =5 7 EH 1 EXPEC 10V S I 25 B 2 [ ik S,
2 ST EI01A.02.04 . 018A.025BFN075AHEL, , 4555 fUEXPECIOVH A S5 [ i & B =
PR R 25 o 3T T-08ZR 51y , £EH i e A 55 14K, ExPEC 1OV R A5 =R ) i Y4155 SAT L
VIS BSEARLN

[0517]  501A.02.04.016,025BF107 525 5 W11 v Frb 25 7 5 ExPEC LOVAHLE , (R 11
ExPEC1OVAERE M # M 242 (FE ) 50 770 B NP K DNas 57 ) 5 S hUiAR B 2 (k25 36 Do 1
SO G 5 A5 G R A 98— B0, AN, AE B Fh i 28 BR B 45 SR i 22 ) L i A M 2|
AR P BT N R 2 Rl IO 3R (Poolman JT4% AExpert Rev Vaccines.
[ L 506 12013,12(12) : 1379-94) o

[0518]  X}T-06A.08FN01528 5, £E3 i Ee b S5 42 RN = I == [V EXPEC10V Z [A]
B WA 22T AT T018AZ W, SR EM G 5B 42 KR & AHEL , A EXPEC10V
BT T B EEIDUARNE .

[0519] X T4k £5  (EPA) , SR B Ml 28 1A R AR F s AR BE , v T 25 50 s 1
ExPECLOVIS S 1 2 B =y TR DU RN 5 o S5 W B i B 42 R AR AHLL , Al 13
WS 702 mHURRN &

[0520] 7 7EEE0. 14 27 R& WL 53 T 5E I EXPECTOVIY = FPc il it (5 FR &R
1) fefurh B e i

[0521] 124 1k, BV R AR G 2R 5 S IO RE 8 25 S8 K A BT BR vk i ShRE M 4t
1A, FLIMIE 7 401A.02.04.,06A.015.016F10258B.

[0522]  Yp Y — /S8 (R &R 2E I T — 3043, il 48 T GMPHER JEXPECTIOVEE 1 O
TP, B W SCI4) TR L S RINZW G GRT) o AE XTI FT R, NZW G (R A
B30I ST (0. 6mL) ExPECLOVEES | (851 15F129°K) , W HRZHH:520.9% (w/v) SAVENTA
W CEFRERIK) & HT01A.02.04.06A.08.015.016.018AFI075IMIE A , AN FI R R
9.6pgZ W (PS) , I H AN 025BIMIE A, 544 19. 2ug PS,iX AR 1105 6pgsiPS (176pg 5 PS/
mL) F1382. 8ug SiEPA (638ug EPA/mL) o X O A AR AAES 1 (EPA) (19 TG B FH 7 T AL 1]

64



CN 119454928 A W OB P 61/153 71

GELR) VA = 58 31 RN 28 50 R R AL A

[0523]  E5{\ 4 52 2E B AR KON FEALAH L  AE R B MR B8 3L R EE 60K, fEHe 2
ExPECLOVI 4 H WEE 2 516 B O A a8 H EPAFR TR 35 i 2 4 0 (12, 38) o %
TOLAIMTE MY, MR B O 2 5 0 BRI TEE RN AR 2B 1R (GE2R) g2 2 B2 P 5
IPTIARR B  iX BB 25 SR, — S T Zt e T KA Bk FAT S5 01A - LPS & AR A8 SURC R
EREATZN

[0524] 257 UG ALRINZW G FR 4 FH I EXPECTOVFHI & .

| P34 & L ] 2 (A X)) | BE (B50X)
[0525] H (AR b/ ) (/P )

1 B, 0 1, 15, 29| 10 10

2 ExPECIOV | 105.6 ugPS™ |1, 15, 29| 10 10

[0526] 4T 1175 280014, 02.04.06A.08.015.016.018A.025B.075 , &4 5l (0. 6mLE45 25
AR 2> 45499.6:9.6:9.6:9.6:9.6:9.6:9.6:9.6:19.2:9.6pgZHi (PS) (176pg i PS/
mL) o FF NS4 382. 8ug EPAZE 1 (638pugEPA/mL) o

[0527]  3R8.ExPECIOVA/ENZWORH I S I Ik , 17 s PR BT — 057

2k 32 T EANE P 14 RO FUIRE &
ExPECI0V | OlA | O2 0O6A | 025B 04 08 015 | Ol6 | OIBA | O75
[0528] %31 £ sk | ddkokok | kKR Mok | dlokok | ok | kdkolok | odokkk | kdkokok | kokokk
% 50 i ok s ek s sk Hesfe sk e ek Hesesk Hesfe sk e Hesfe s sk Heoop sk

[0529]  ExPECLOVIESFIUPUIARN o K- 5500 FEAHEL A28 i A S Z BTy 25 . 25 B N
MG RS F0R R HDALEAS S Tob it  ##xP<<0. 0001

[0530] 5457 . ExPECLOVEE i E A1/ 2a i EG .

[0531]  H [T, 5 1] FHARE i K85 TED o 6 P s ExPECTOVEE IS 7 (01A.02.04
06A.08.015.016.018A.025BF1075) 2 fiF ik F R 2 850 R AH ICEXPECTH PR 5 S 142 28 9
i, XL BRR AR 5 R HUMCE I TEDIR K 2 BUEXPEC /) bk ((0FEST131) o 108 ML AR
F5 B I R TR A TIEXPEC OIS , 1 FLE A 2970 % (1 HEXPECH | 2 1)
IMIFVREAR M I A

[0532] Py T~ 4559 M AR TS AR 22 s Jy T P E AL oA 25 52 Bl B A R EALS)
52, DA AR (S EXPECLOVEE 1 T4 BECR Ot Fr H 251 AN 258040 1A . 02, 04, 06A
08.015.016.018A.025BF1075 {11775 L 5| EL I TED.

[0533] iAo T ExPECAVIMI IR L , e — M R s Rty , 8 2t /EExPEC10VH
&I PR AT R OB 25 554 (01A.02 . 06AK1025B) [ 1-8 o FLT-PUA T 52 ik s R T
5T (A LI ST AN 23000 70) IO E5 SR i 2 55 35 M ExPECAVI &2 Mk R 4F , - HLAE I =
k16pg 2k (PS) /1 (01A.02.06AF1025B) N AXEL B B AR L4 5 5 o K EN
R 3 F (A) 12 An2gh AR/ D it 390 AE o & AR i i AR IUEXPECAV N WIZE BIIR k75 & 1
JEBBAE (Bt E M EB 5 KA TR IIAE) o fEREIIFFTHY  ExPECAVES 1 ) i s H e I M, X 6
HIEE Y O I 5 S SRR, T HL OB VR e P e e B 11 G (TgG) TR FE RGN, i o Pk e
GFo WS 2 (ELTSA) ATl 1) o fif FHEXPECAV LA R A 54750 (OPKA) UEHH T Hufdk
[ NRETE M - ELTSARIOPKAI {45 SR I Rl 4 A 2 BH , i e 7 i 35 2 TAIFEAE AN (FE2 1]
I Rk 56 [T T4V -BAC2001] H, 2530 K A5 360 K [ B2 ZR AR AR SE R 5045 B =0. 61 F1=

65



CN 119454928 A W OB P 62/153 71

0.48) , X UuF 5 ] il FHELTSAYE N ExPECAVE AT & 110 3 B i J I T h e PE B ORI TS P o
P IR I 23 A 2B, T 058 B 2 O R A PT BT 27 B FREXPECAV 5 1) = 4R PN « BRLAE 16 W 2%
F, 2k H R T ExPECAV H A = i FE IR e 10 AR e ME DA AL , 2w 2h 58
FFii 5 H1025BER02 L5 2L 1 K Bt e B kb4 T IR N BRI/ N, BRI SR PN fR
P, X IR ST BE R A AT B B % 43 (CFU) 1 S5 25 0D i uE BH 1 (B oK i
) o K, ExPECAVR S PR BRI A DU SR AN R0, X 5 M 25 S — 3K,
EHA LSRR SR O RS S 5 S S AN A5 AR E Do o /E
[

[0534]  ExPEC10V/S L Audf-Fhufn i 2L, I AE4E #2605 M LA e A b FHEXPECS [
) L0 S AL 1) 78 5 2950 % (ExPECAV) BEINE K 2970 % o S5 FExPECAVIIG R 56 DA M DA
SIS R EXPECTOVII PR AT £ , PiHEXPECTOVAE A S H e FH K S KT
B IMIEA01A,02.,04.06A.08.015.016.018A025BH107 5] Fu s b7 25 . FEFHOHT IR 2 4 (PS) 1
B s T A S AR UK F RSB R IR S5 25 A (EPA) 1% 25
FIER, HAEPOAE PO T THIR .04 PSRRI MLIER,, B R 1HR (04-Gle+) 11y
S5

[0535]  YEAF#46085% @ FRIR AU E I AT T — iR I EE 5 ik IR K
W1/ 25T, PAREAl = BIAS ) S I EXPECLOVERE 1 110 2 4V SN I R e Bt ik (52
10V-BAC1001) o IZMF 70 THEuFh2 ML  S824 0 5 55 S N Tzt 7T, T4 1P 40444
I =605 <859 JHBERMFAE NS 5% (100445 5% /ExPECIOVHIE) , FE4H 2 A T 4h
KZJ420 248 =602 SEREIRIURUE Ed 55 A UT L S 53 (ExPECIOVAL A
2808 HLARI I 1404) (el RIFERF4L2rh 3560082 53  (HAN 5 St T
— BB AEWT TR N D B K £9420) o

[0536]  HAIL A

[0537]  JH411-1/2alIMEE BN S bR K IR 15 B (N=404) .

[0538] I iz L | xa I

66



CN 119454928 A iﬂ' HH :I:; 63/153 11

. WA 60 £<85 F A HH FREAM |- RHEME 14X (£ 1 REF 15 R)
¥ 84 EXPECLOV 944 fo B Rk AR Bk R B SRR FH (AE)
MR AT G 2R GHEMNE 29 X
(%1 X2 % 30 R) EMIEHFLNE AE
MR GELEF 18] Rl ay
PEREEMH (SAE)
. EAE>60 £<85 FHAEHFTAF 15 |- EXPECI0V f9 kil B, il id X T %
A ExPECI0V 49 | & 4% #it i 72 R TEAF LA (ECL) 69 AMZ 4% TR
#AEMZ (MOPA) &% 15 Pl & 6

[0539]

rE
. WHEES 1S REAT S E ECL 89 RAM | - ExPECI0V 894Uk &, il i X T %

& (EAUIR) il il B A2 MOPA (ShRE4E4UIR) | & ECL 69 .78 M) & 4= MOPA £ % 15 X Byl
o IR B 2 18] A4 AR K & 64

. iPEA>60 £2<85 Fi9 5 HEEF AT 30 |- ExPECI0V &5k &, il it £ F %
AAe 181 X ExPEC10V &9 H FR# 1 28R | ¥ ECL 8 %0 & A= MOPA /£ % 30 KA
e 181 X Al & &

B & #Ha
. W A>60 £<85 FaahHE P, KA |- AF 182 REEARLLE RKE M 55T

K7 (LTFU) B, X F 5% 30 K&y & 947 | 558 RAF AL F M X &9 SAE
I FEATH— DI R K ExPECIOV ##49
Gt

« VAR LTFU 90, AT % 30 Xéymd |« ExPECIOV 894kl &, il it X T %
AT k4R AT — 05 R FF K 69 ExPECIOV | & ECL 49 M & 4= MOPA £ % 1 5 (5
7l 69 IR R 366 &) % 24F (5 731 R) #% 3F (&
1096 X) Pl & &)

[0540]

[0541]  F2H2- ACE S5 KRGV I (N=1420) .
B # | %K

[0542]

ik

67



CN 119454928 A iﬂ' HH :F; 64/153 11

H&) #_k
AR E R 4 EXPECIOV £>60 % it |« BwEMNE 14K (F1 RBFE 15 K)

£ 5FNA UTI mEtd A SH P ayacbdf i | 695 AN AN4=2H AE
K2R . MR A ERGEMNE 29 X
(F 1 X35 30 %) MENIEF A AE
MARFRIHEEGELES 181 Rlckdy
SAE
4 ik & ¥ 69 ExPECIOV £>60 ¥ . it | » ExPECI0V t9 3 &, il it X F %
ESFAAUTIREGALH P LR 30 o9& | £ ECL 69 %M & 4= MOPA /£ % 30 Ryl
(05431 | sy e %
VS 3

WREA>60 ¥ A S FAH UTI AL |- ExPECI0V #55if &, 4ol it KT %
AhE¥, EF 30 RAKT S E ECL AN | € ECL ) &M% f= MOPA /£ % 30 XFr
& (EBRAR) fifid B A MOPA (B HEIAER) | £ 8h
oo 7 T R 1R 69 AR K
. W5k 2 F) 49 ExPECLOV ££260 % . i | ExPEC10V #94uikili &, il id X T %
ES5FAAUTIREH AR FAR 15 XAF | € ECL HRBARAEF 15 XA 5 181 KA

181 R &4 & Rk Bl it MOPA £ 181 X Pl &
B& % i

. 454 LTFU d908], &2 HF4y . H 182 R B AT T4 RME 89 B A7
EXPECIOV £>60 % . it £ 5 F XA UTlmE | A G R AL 0% 4 SAE
A HH PR

WA LTFU A, &2 K Eay . ExPECIOV #94ikiA &, oillid & T %
ExPECIOV #£>60 % . id% 5 F M4 UTLHm¥E | £ ECL #9 &M Efo MOPA £ % 1 F (%
85 b 8 R R 366 ). 2 (5 731 R)(FiE AT MOPA)

[0544] A2 3 F (51096 &) B2 &4

Ly X3
. il it % B 40 47 K iR 45 EXPECIOV 3 | « ROk REE TR EREHGE
fpi (£42) tA4hmeyaa A B LAiE4E ExPECI0V A T 893%mm

I JRAR (f5] 4w, A3 A% B (Clostridium
difficile)) 1285 oA B F a9 AT
ExPECI10V i A& i 14 # 6%

AT

(05451 itk it
[0546] i3 E—THL. ZHbL0s T HIRERT S, COAANEAL,
[0547)  TRELLL, RFFRMEEE Bk IR IR , B 0404 & AP I =60 <

68



CN 119454928 A W OB P 65/153 71

855 HHEIRDUAE A B A UT D SE 2 55 A LT O e B =AM i
K28 KM 0], I E 25 E 1A I8 LR BT Y (£ 28 LRI T ), LA S B8 182 K52
FIEE R RERNE3E (5510965 I BUPRZSLTFURA (B13A) « A 2K I ExPEC10V i & 7 ZH 1
Z 53 (KZ100425%) FI2E HPrevnar 134155 H I E BILTFUM  FEH 1 024 S e i
Ja—#2 55T (GE1096°K)

[0548] X THFLH 2, IR ADBCE &R AN s vl, S A R 2420 4R =604
(A EEARIUAE L 2B AE N UT L SE RIS 53 o AR 52 L/ 2a IR 3 A AR [ BFEH 11
ExPECIOVHI S BT , TR T80  BRH 2 TS o B 2 — NI s R K28 K i i
RS 181KV (FE 28 L RIHA TR HER) | LA EE 182 K e 45 25 W Pl m 34 (551096
R) FIBUELTFU (B3B) o HE2H 2R T 2 5 2 B0k e BILTRUM AP 48 i g 2 b i e
— S HEMEIFET CE1096K) .

(05491  FH£H1: 13

[0550]  FEFFZH 11, HAg 84442 5 2 d IR B 0 I Rt s MRy A A BE 5 1A kAT T %5
10, HAE MNP IRGEN N — PR 2 finad YA T 1 e v il & e N U
W2 712> (Data Review Committee,DRC) Hi ¥ iX 8444 1S 5 F I AHAS Ay Zth GLZEA
PR FEZR N e v AN i e iim LR 1 e VE RO (B RS & 1 el A4 S AE (R
U5 ACMEAE L SAE I RIS S IR ANAE Ay ARAE) o AEIX M 7S IIFR , 2 5 B NI FREALS) 2]
A P

[0551]  SDBRL. UL FIIE 2 5 E R ANNTFREN L I s ExPECLOVIGA R A 4 2 5 45
(#11) ,ExPEC4VZH FIPrevnar 13 &G —%5 573,

[0552]  DRR2. —HDUS S 5 EPANNTFHENL T I s EXPECLOVAG R 4Hh 5 184 2 544
(%11) ,ExPECAVZH FPrevnar 134 &G =45 5%.

[0553]  SDER3: PU T2 55 B AN A TR L s ExPECLOVIR AR 2H T A P 4 2 5 5
(#11) ,ExPEC4VZH FIPrevnar 13 &G —%5 573,

[0554]  2DER4: DU S S E BN TN s ExPECLOVIR A5l iR 2H A 18 4 2 4%
(%11) ,ExPECAVZH FPrevnar 134h &G =45 5%.

[0555]  SDOR5. DU FIIH 2 5 E R ANNTFREN L I s ExPECLOV S fl i H A I 4 2 5 45
(#11) ,ExPECAVEH FIPrevnar 13X A —42 5%,

[0556]  2DER6: — VUS55 EPANNTFHNL T I s EXPECLOV S e 2P 18 2 544
(%11) ,ExPECAVZH FPrevnar 134h &G =45 5%.

[0557]  ARYEFEERINFTCRE RN, Fir 3 2 5 10 5 L R B2 ExPEC1OV (3 i i) 1
A7) JExPEC4AVEPrevnar I3[ (IM) 35 o A5 Heh2 4/ NN, 1l FE e &
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RS2 2SN B (L VA AT 2 IR LA T AT 17 5 EL A 7 B A R0 (A 1)
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[0626]
12.70
%15 23 |9.48 (7.955; |[10.09 (8.389; |12.46 (10.686; 1.01 (0.952;
GM FI! (9.383;
i1 X 11.306) 12.132) 14.516) 1.067)
17.196)
93.0% 93.8% 99.0% 90.0% 0.0%
& 15 &5
02 & 2 (86.11%; (86.89%; (94.45%; (78.19%:; (0.00%;
i1 &
97.14%) 97.67%) 99.97%) 96.67%) 7.40%)
83.0% R4.4% 92.9% 82.0% 0.0%
# 15 £
% 4 f% 2 (74.18%; (75.54%: (85.84%; (68.56%: (0.00%;:
F 1 X
89.77%) 90.98%) 97.08%) 01.42%) 7.40%)
[0627]  |j5%N04
#®R
¢ B i) ExPEC10V ExPEC10V | ExPEC10V
95% ExPEC4V Prevnar
K3 150 & PENE S RE
CI)
461135.6 492816.2 449573.2 462018.9 429691.9
GMT %1% (394351.8; (420242.9; (396266.8; | (378746.2; | (352681.9;
539229.2) 577922.5) 510050.4) 563600.3) | 523517.5)
2876992.7 2776953.7 4135064.0 479974.7 556386.8
GMT | % 15 % | (2312781.5; | (2271070.8; | (3466612.3; | (389335.0: | (418115.4;
[0628] 3578845.2) 3395522.4) 4932410.4) | 591716.0) | 740384.7)
1 F 15 £3F |6.26 (5.080; |[5.52 (4.543; |[9.15 (7.568; |1.06 (1.006: |1.29 (1.085;
GM Fl1
E 1 X 7.716) 6.717) 11.063) 1.124) 1.524)
77.0% 81.3% 90.8% 2.0% 10.4%
%15 3¢
%% 2 4& 2 2 (67.51%: (72.00%; (83.28%:; (0.05%:; (3.47%:
2 S 3
84.83%) 88.49%) 95.71%) 10.65%) 22.66%)
64.0% 63.5% 79.6% 0.0% 4.2%
%15 23
0% 4 4% 2 (53.79%; (53.09%; (70.26%: (0.00%; (0.51%:;
i1 X
73.36%) 73.13%) 87.07%) 7.11%) 14.25%)

76




CN 119454928 A W OB P 73/153 T
[0629]  [f757H06A
-1
B A ExPEC10V | ExPEC10V | ExPEC10V
(95% ExPEC4V Prevnar
F-4 ERE TEHNE & ¥
Cn)
1220500.4 1143877.4 1127737.5 1178385.6 | 943745.8
GMT %1 £ (1060415.0; | (965179.1; (987356.6; | (934832.4; | (776652.7;
1404753.0) 1355660.9) 1288077.7)  |1485392.0) |1146788.3)
4314596.8 5145946.5 5839456.8 4930272.7 | 1012716.0
[0630] GMT | % 15 % | (3748795.9; | (4369752.3; | (5126873.3; | (3947184.1 | (821125.5;
4965793.3) 6060015.3) 6651082.1) |; 6158210.2) |1249009.7)
1 15 Z&F |3.55 (3.033:; [4.45 (3.691; [5.06 (4.355; [4.38 (3.407; [1.04 (0.986;
GM FI
1 X 4,145) 5.370) 5.869) 5.618) 1.088)
72.0% 77.1% 85.7% 78.0% 0.0%
15 &t
0% 2 4% 2 (62.13%; (67.39%; (77.19%; (64.04%; (0.00%;
1 S I3
80.52%) 85.05%) 91.96%) 88.47%) 7.40%)
[0631]  [Mi5HU08
43.0% 52.1% 65.3% 52.0% 0.0%
%15 3¢
[0632] 0 4 4 2 (33.14%: (41.64%:; (55.02%; (37.42%: (0.00%:
1 B
53.29%) 62.39%) 74.64%) 66.34%) 7.40%)
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CN 119454928 A W OB P 74/153 T
®R
( i ) ExPEC10V | ExPEC10V | ExPEC10V
95% ExPEC4V Prevnar
& 1&N & TEHNE L2k 3
Cn
1534906.4 1732564.1 1535536.4 1537793.8 | 1339640.3
GMT #1E (1315284.3; | (1488898.1; | (1319371.4; | (1250768.0 | (1061371.9
1791200.5) 2016107.4) 1787117.9)  |; 1890686.4) |: 1690864.7)
5052165.0 5600945.1 6178848.4 1709293.2 | 1374269.5
GMT | % 15 £ | (4405019.0; | (4902756.3; | (5511236.6; | (1392733.5 | (1075143.6
[0633] 5794383.9) 6398561.1) 6927332.3)  |; 2097805.0) |: 1756617.9)
1 # 15 23t |3.35 (2.896: [3.26 (2.777: [3.94 (3.381: |[1.07 (1.034; [1.05 (0.994;
GM FI
1 X 3.871) 3.832) 4.584) 1.116) 1.111)
73.0% 72.9% 73.5% 0.0% 2.1%
15 x At
02 4% 2 (63.20%: (62.89%; (63.59%: (0.00%: (0.05%:
1 S I3
81.39%) 81.48%) 81.88%) 7.11%) 11.07%)
42.0% 39.6% 52.0% 0.0% 0.0%
15 &£
% 4 4 2 (32.20%; (29.75%; (41.71%: (0.00%: (0.00%:;
1 &
52.29%) 50.08%) 62.24%) 7.11%) 7.40%)
[0634] (7571015
3
B 7] EXPEC10V | ExPEC10V | ExPEC10V
(95% ExPEC4V Prevnar
-4 A& & TEHNE E 2k o
Cn
871316.5 865326.5 869436.4 847989.9 839725.1
[0635] GMT 1% (728072.4; (733883.5; (742857.9; | (659076.0; | (668057.1;
1042743.2) 1020311.8) 1017583.0)  |[1091053.0) |1055505.9)
5145327.6 4658173.1 5502286.9 859569.9 | 1208928.4
GMT | % 15 % | (4381397.1; | (3991308.2; | (4828131.0; | (666001.9; | (882681.8;
6042455.2) 5436457.2) 6270575.8)  [1109397.0) |1655758.5)
. # 15 A3 593 (4.945; [5.37 (4.496; [6.24 (5.276; |1.01 (0.973; [1.48 (1.227;
GM FI
¥ BE 7.100) 6.408) 7.391) 1.055) 1.797)
88.0% 83.3% 87.8% 0.0% 22.9%
& 15 &
%2 4% 2 (79.98%; (74.35%; (79.59%; (0.00%; (12.03%;
1 &
[0636] 93.64%) 90.16%) 93.51%) 7.11%) 37.31%)
61.0% 63.5% 68.4% 0.0% 10.4%
F 15 £
% 4 4% 2 (50.73%; (53.09%; (58.20%: (0.00%: (3.47%:
E 1 R
70.60%) 73.13%) 77.39%) 7.11%) 22.66%)
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CN 119454928 A W OB P 75/153 Hi
[0637] (5016
®R
c B ) ExPEC10V | ExPEC10V | ExPEC10V
95% ExPEC4V Prevnar
F A& & TEHNE L2k 3
Cn)
860263.7 853674.6 803233.9 675579.3 706903.3
GMT %1% (725964.5; (740655.4; (691840.6; | (572649.9; | (568193.4;
1019407.5) 983939.8) 932562.7) 797009.5) | 879475.6)
4265641.1 3973364.4 5630267.2 750895.2 7444873
GMT | % 15 £ | (3633602.0; | (3373538.4; | (4906785.0; | (615148.2; | (588274.4;
[0638] 5007618.8) 4679841.3) 6460423.5) | 916598.0) | 942181.5)
] ¥ 15 £3F |5.00 (4.262; |4.56 (3.794; |6.93 (5.817; |[1.11 (0.991; [1.08 (1.002;
GM FI
1 X 5.870) 5.489) 8.249) 1.247) 1.154)
86.0% 77.1% 87.8% 2.0% 2.1%
15 £
02 4% 2 (77.63%; (67.39%; (79.59%; (0.05%; (0.05%:
1 S I3
92.13%) 85.05%) 93.51%) 10.65%) 11.07%)
63.0% 57.3% 72.4% 2.0% 0.0%
15 &£
% 4 42 2 (52.76%: (46.78%; (62.50%: (0.05%; (0.00%:;
1 &
72.44%) 67.34%) 80.99%) 10.65%) 7.40%)
[0639]  [f757H1018A
® &
( By 18] ExPEC10V ExPEC10V ExPEC10V
95% ExPEC4V Prevnar
Ccn
GMT %1% 934049.6 963410.7 923828.6 948044.5 979084.2
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CN 119454928 A 15’5 EH 3 76/153 71
(819694.2; (838467.8; (816988.8; | (795966.9; | (788765.0;
1064358.5) 1106971.8) 1044640.1)  |1129178.2) |1215325.0)
3517970.2 3585716.9 4539608.6 972430.2 1087640.8
GMT | % 15 % | (2948912.8; | (3003087.3; | (3893880.0: | (803752.4: | (828956.9;
4196839.6) 4281382.5) 5292419.4) |1176507.2) |1427049.5)
1 F 15 23 |3.79 (3.219; [3.62 (3.020; |4.85 (4.130; |1.04 (0.996: |1.14 (1.029;
GM Fl1
[0641] 1 £ 4.470) 4.341) 5.702) 1.086) 1.256)
72.0% 70.8% 83.7% 0.0% 4.2%
# 15 &t
0% 2 & 2 (62.13%:; (60.67%: (74.84%: (0.00%: (0.51%:
e 1 R
80.52%) 79.67%) 90.37%) 7.11%) 14.25%)
49.0% 41.7% 61.2% 0.0% 2.1%
15 &
04 4 4% 2 (38.86%: (31.68%: (50.85%; (0.00%; (0.05%;
E 1A
59.20%) 52.18%) 70.90%) 7.11%) 11.07%)
[0642]  [1757110258
3%
( B[] ExPEC10V | ExPEC10V | ExPEC10V
95% ExPEC4V Prevnar
A 1&H ¥ TENE LR 3
Cn)
246235.1 240586.0 243305.0 189072.4 267582.0
GMT %1% (205202.9; (200618.4; (204854.9; | (149829.5; | (207517.9;
205472.1) 288515.9) 288972.0) 238593.9) | 345031.0)
1413686.1 2275453.1 2047161.5 2026104.2 | 270695.3
GMT | # 15 % | (1100919.7; | (1768282.1; | (1617468.8; | (1428854.6 | (202827.4;
1815308.2) 2028088.7) 2591005.3) |5 2872999.1) | 361272.4)
[0643]
5.78 (4.732; |9.61 (7.509; |8.19 (6.474; 10.36 1.03 (0.929;
15 £
GM FI' 7.054) 12.298) 10.363) (7.430; 1.136)
1 &
14.445)
82.0% 87.5% 83.7% 86.0% 4.2%
15 £
02 & 2 (73.05%; (79.18%:; (74.84%; (73.26%; (0.51%;
¥ I
88.97%) 93.37%) 90.37%) 94.18%) 14.25%)
58.0% 76.0% 69.4% 76.0% 2.1%
15 £
%4 4% 2 (47.71%; (66.25%; (59.26%; (61.83%:; (0.05%;
E 1 R
67.80%) 84.17%) 78.30%) 86.94%) 11.07%)
[0644]  |f1357H1075
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CN 119454928 A W OB P 77/153 TL
%8
B ExPEC10V ExPEC10V | ExPEC10V
(95% ExPEC4V Prevnar
& %k 3 PERNE &
Ccn
1258387.9 1329257.4 1284187.5 1107038.5 | 1373337.6
GMT %1% | (1054541.9; | (1126527.2: | (1101597.2; | (902508.7: | (1061821.6
1501637.9) 1568471.0) 1497042.2)  |1357919.5) |; 1776245.9)
2952821.0 3102330.4 3923938.0 1317142.3 | 1368220.0
GMT | # 15 £ | (2468576.2; | (2620338.5; | (3410142.4; | (1048701.5 | (1042053.0
[0645] 3532057.1) 3672981.2) | 4515145.6) |; 1654297.0) |; 1796478.7)
1 %15 31 (234 (2.019; [2.36 (2.039; [3.01 (2.579; [1.14 (1.023; [1.04 (0.942;
GM FI
g1 £ 2.715) 2.734) 3.510) 1.260) 1.139)
51.0% 49.0% 67.3% 6.0% 2.1%
% 15 2t
0% 2 4% 2 (40.80%: (38.61%: (57.13%: (1.25%:; (0.05%:;
14 B3
61.14%) 59.37%) 76.48%) 16.55%) 11.07%)
21.0% 25.0% 32.7% 4.0% 2.1%
F 15 2 &
% 4 4% 2 (13.49%; (16.72%; (23.52%; (0.49%:; (0.05%:;
7%
30.29%) 34.88%) 42.87%) 13.71%) 11.07%)
[0646]  FELHL . WL 0 M HH
[0647] "= 3Ll (551 1) FIfKGM
[0648]  *= [ 3ELk (B 1R) SIS 5H M 4 H
[0649]  CI="E{5IX[R];GM= JLfT~F-I{E , GMT = ) L{r] ~F- 2490 i s F T = 34 N5 AU GMTAIGM FT

[1195% CIHIFE T4

[0650]  fifi FiClopper-Pearson /5 R IFHE A 25 ARSI I 2 5 E5 0 b 95 % Cl.
(06511  MEdHs (B44) FTLLE H, 5 DRI e i HA AL , B3 075 2 i i 5

LgGN AR (o, A EE B 1K, ARS8 15 K &2 /DI I 5 19321508 o LR X2 — 14
NP E R B o, A E 075 2 A i g in (B, A9 & 8pg X Lh A
AT S5 i FAng) 3400 T 4075 2 MU SO e e N &

[0652]  IMifHTiRTIREN: (MOPA)

[0653] &R Edm R AL IMOPA S AT o 21418 7 T 58 15 K AEMOPAGMT /3 Afr A Fi 1 2
SEE R R BRI TP HEXPEC IOV SO TR B ThReE , B AE e BB
A RS, AT S5 R AL

[0654] 214 MOPAGMTZr#TH iR S S # B0
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CN 119454928 A W OB P 78/153 T

Ao 7R &3] & THFMNE LRl 3 ExPEC4V Prevnar
ETT & 4 100 96 98 50 48
025B 93 (93%) 94 (98%) 93 (95%) 48 (96%) 46 (96%)
06A 98 (98%) 94 (98%) 97 (99%) 48 (96%) 48 (100%)
02 59 (59%) 54 (56%) 44 (45%) 24 (48%) 45 (94%)
O1A 92 (92%) 94 (98%) 88 (90%) 40 (80%) 46 (96%)
(06551 o4 08 (98%) 93 (97%) 97 (99%) 50 (100%) 47 (98%)
08 99 (98%) 94 (98%) 96 (98%) 50 (100%) 46 (96%)
015 85 (85%) 90 (94%) 92 (94%) 49 (98%) 45 (94%)
016 100 (100%) 94 (98%) 96 (98%) 50 (100%) 48 (100%)
O18A 89 (89%) 87 (91%) 92 (94%) 45 (90%) 43 (90%)
075 95 (95%) 92 (96%) 89 (91%) 47 (94%) 46 (96%)

[0656] 1k MOP AU it (1A FHE /e P F oAk 11 7K 15 0l e 36T ECLI) S 2 0 22 I & 1R O F e i
FESEMERUAR (5 16) BI7KFREA S AR AT A MR 4L, B0 FHEXPEC 1OV
[ URIAE 5515 R EE 2 DhRe DA 3G N (B15)

[0657]  SHABEXPEC1OVIfILIE BUARLL , 6T IMIE 08 , A& IIMOPAI & JCik i R e S5 1Rk
FTEXPECIOVHE iy Bl S A1 85 16 KB A TRy DhRg MEHU A i (B5) |, R e 2.5 108
S TG EERS I0 (B4) o Ja B 78 PAX 431 S A% I I 2 A2 75 JCiEAS I DR T O8Fri Ak o il i fift
FHBGH FRIMOPAIE LA K 55 1 R AN SR 16 KM T 24 71 5556 A DU i 7= 25 15 R D AR PR oA i
TofFE 2 BdEAR R X EIAEXPECIOVEE 1 3Br S 1 MG A0S ThAEMEHiik.
XFIGRTT &, BGIE 108 MOPAXKE 35 2 E 3 A 122 A S 7 AR DA S FE s R A A
X EAR A ], AR E SRR TAN U 5 08 ST AR P 4 S RO IT & o SR 1T, B I
(g v AT DA IS A Y, LOMTExPECEE A A Wb MOS8 A Wt S 55 1 &1 KW
FFEOSIMIE AL THBEME DT, R X i AE 28 S 1R T AR s Sh B NI A S8 ks 11
JUM B S .

[0658] X TIfILIBAL02 , W& B fie e 7K F O PR BRI U 5 95 % PO B A i 2B v 1Y
SARE ARG 28 15 R L s R HrO2 R BT BEEBE N2 £% 5l BE 22 . HEBROSIILIE 1Y, X T
L 0 E ST AR A I 2 DhEEMEHTA KA PR s AT 15 20075 , YA P ST K i
15 36 % [ s I 2R 1 1 S AR5 B PG 28 15 K B s R Bt0 7 5 IR B 44 R B
hn2f ek 3 2 o IRt , 075 117 U FIMOPA A 15 1 iR Z i i B I ECLE s — B, X Uk s 5 414
P AR B ) LR ZE S (9140, KT IR 06 .01 5k0228 5 7)) AHLL , KIBFTFIRI0754T
IR 2RI AP T B AN B ARG o IEA , A5 4% Prevnar sk EXxPEC4V (T4 EEXPECAVIIL
TR (21 2 2H HP o B M A 1R B 20 15 ROMTI R NS, (BE5) | iX B W ASTAE T84
R SR P I A TR -

[0659] S} T~ 1OFp 75 2R rb (s EMOPA R ) J LA S 2430 B2 (GMT)  J LArT SE 3Bt iz 4
(GMR FI) LA K A ZEL 2Rz D25 Raf G I 2 535 A Lb S g5 3K 16 .

[0660]  £515.BAC1001F4H 1[IMOPAZ IR

[0661]  [75/101A
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CN 119454928 A W R P 79/153 T
83
g 1 ExPEC10V | ExPECI0V | ExPECI0V
95% ExPEC4V Prevnar
F-3 1&) & ¥ H* & 7 &
CI)
221.5 (179.7; |154.8 (125.5; (1713 (136.7; 255.1 201.1
GMT | %1% 272.9) 190.8) 214.8) (179.2; (154.1;
363.2) 262.5)
[0662] 606.2 (469.6; [748.5 (584.4: (9959 (738.1; 974.5 2263
GMT | %15 % 782.5) 958.8) 1343.7) (620.4; (167.0;
1530.7) 306.7)
| B 15 KAt (2.67 (2.068: 441 (3473: [5.63 (4.102; [4.29 (2.868: [1.12 (0.895;
GM FI
E1E 3.455) 5.589) 7.739) 6.406) 1.413)
% 15 £t 48.9% 72.5% 72.0% 72.5% 13.3%
0,2 4%
wg 1 £ | (38.05%: (62.17%: (60.94%: (56.11%: (5.05%:
59.75%) 81.37%) 81.32%) 85.40%) 26.79%)
- 28.4% 48.4% 51.2% 47.5% 2.2%
§ 15 £ %
[0663] |y, 4 42 (19.30%: (37.74%: (39.92%: | (31.51%: | (0.06%:
wH 1R
39.02%) 59.07%) 62.42%) 63.87%) 11.77%)
[0664]  [757H102
#® 5
g0 ExPECIOV | ExPECI0V | ExPECIOV
(95% ExPEC4V Prevnar
F-3 1535 & PENE E 2k 3
CI)
370.7 (298.5: [305.7 (239.5; 3852 (312.2: 403.5 370.0
GMT | #1% 460.4) 390.2) 475.3) (287.3: (272.5;
566.6) 502.5)
1951.9 1535.4 34558 2810.9 349.6
GMT | %15 % (1436.3; (1116.0; (2424.9: (1502.2: (261.6;
[0665] 2652.5) 2112.5) 4925.1) 5259.6) 467.2)
| # 15 Rt |5.77 (4.283; 638 (4.434; |11.18 (7.676: [8.28 (3.432: [1.05 (0.901;
GM FI
RE 1R 7.778) 9.172) 16.272) 19.966) 1.212)
83.9% 75.5% 95.2% 71.4% 9.1%
%15 2
% 2 fi 2 (71.67%; (61.72%: (83.84%; (47.82%: (2.53%:
E 1A
92.38%) 86.24%) 99.42%) 88.72%) 21.67%)
62.5% 60.4% 76.2% 57.1% 0.0%
% 15 =3¢
% 4 f 2 (48.55%; (46.00%: (60.55%; (34.02%: (0.00%:
E 1R
75.08%) 73.55%) 87.95%) 78.18%) 8.04%)
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CN 119454928 A " O B 80/153 T
[0666]  [f1 75704
8®R
( L) ExPEC10V | ExPECI0V | ExPECI10V
95% ExPEC4V Prevnar
.3 A& & Lk Sk 3 2k 3
cn
[0667] 116.4 (96.5; |82.1 (66.8: |89.8 (77.2; |101.6 (73.2;: [93.8 (72.9;
GMT F1R
140.4) 100.9) 104.4) 141.0) 120.8)
359.7 (269.3; [296.9 (222.6; 458.3 (350.9; [104.1 (75.4; [98.4 (75.1;
GMT | # 15X
480.5) 395.8) 598.5) 143.8) 129.0)
. %15 Rt [3.22 (2.526; |3.20 (2.557: |4.96 (3.915; [1.00 (0.874: |1.09 (0.916;
GM FI
1R 4.114) 3.993) 6.283) 1.140) 1.294)
59.2% 59.1% 73.2% 4.0% 12.8%
%15 X _
%2 45 2 (48.79%:; (48.46%:; (63.24%; (0.49%; (4.83%:;
H 1 X
[0668] 69.01%) 69.23%) 81.68%) 13.71%) 25.74%)
35.7% 37.6% 55.7% 2.0% 4.3%
15 £ _
%4 4% * (26.29%: (27.79%: (45.23%; (0.05%; (0.52%;
1 X
46.03%) 48.28%) 65.76%) 10.65%) 14.54%)
[0669]  [f7E706A
®R
( 2] ExPECI10V | ExPECI0V | ExPEC10V
95% ExPEC4V Prevnar
E.3 A& & +THFMNE EE0b 3
cn
632.8 (489.5; |559.0 (431.0; |628.0 (505.0; 495.8 623.6
GMT F 1K 218.0) 724.9) 781.0) (338.8; (458.6;
725.6) 848.1)
1454.0 2146.6 22279 1984.9 695.0
GMT | # 15X (1109.3; (1651.0; (1685.7; (1335.8; (489.5;
[0670] 1905.8) 2791.0) 2944.7) 2949.3) 986.7)
1 15 Rt |2.24 (1.833; |3.74 (2.764; |3.59 (2.798; [4.11 (2.773; |1.20 (1.023;
GM FI
2% I 2.733) 5.069) 4.597) 6.084) 1.397)
46.9% 54.3% 62.9% 66.7% 10.4%
%15 3t
%2 4% 2 (36.78%:; (43.66%:; (52.48%: (51.59%; (3.47%;
1 I
57.29%) 64.58%) 72.48%) 79.60%) 22.66%)
23.5% 41.5% 41.2% 39.6% 2.1%
%15 £
% 4 42 2 (15.50%; (31.41%; (31.33%; (25.77%: (0.05%:;
1 X
33.11%) 52.12%) 51.69%) 54.73%) 11.07%)
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(06711  If 757108
R
( L] ExPEC10V | ExPECI0V | ExPEC10V
95% ExPEC4V Prevnar
[0672] & L3k 3 ¥R E # &
CcIn)
GMT 1R [967.6 (764.2; [699.2 (538.5; [896.3 (714.1; 710.0 891.8
1225.1) 907.9) 1125.1) (535.1; (684.4;
941.9) 1162.1)
1205.4 (945.7; [859.9 (657.8; [937.3 (748.9; 758.4 930.0
GMT | # 15 % 1536.5) 1124.2) 1173.0) (558.5; (698.3:
1029.9) 1238.6)
1 %15 Rt [1.22 (1.055; |1.22 (1.102; |1.09 (0.961; [1.04 (0.845: |1.03 (0.846;
GM FI
[0673] E 1R 1.422) 1.346) 1.226) 1.271) 1.242)
Rk 18.4% 12.9% (6.85%:; [8.3% (3.67%: 8.2% 10.9%
%15 Rt
%2 4&° (11.26%: 21.45%) 15.76%) (2.27%: (3.62%:
E 1R
27.47%) 19.60%) 23.57%)
4.1% (1.12%; 3.2% (0.67%; [3.1% (0.65%:; 4.1% 2.2%
ERLES |
% 4 4 2 o 10.12%) 9.14%) 8.86%) (0.50%: | (0.06%:
1A
13.98%) 11.53%)
[0674] 7571015
#k
: gl ExPECI0V | ExPECI10V | ExPECI0V
95% ExPEC4V Prevnar
A A& & THEME &
cn
579.8 (443.0; |440.5 (322.1; |517.6 (394.8; 720.2 528.0
GMT | #1 % 758.7) 602.5) 678.6) (472.1; (370.3;
1098.6) 752.9)
2509.1 2747.1 3355.7 641.2 777.6
GMT | # 15 % (1742.6; (1887.8: (2272.3; (432.6; (498.7;
[0675] 3612.8) 3997.5) 4955.5) 950.4) 1212.6)
| %15 K3t [4.30 (2.989: [6.40 (4.355: [6.70 (4.508: [0.96 (0.697: [1.54 (1.077;
GM F1
wEH 1 E 6.199) 9.408) 9.948) 1.331) 2.206)
57.3% 69.3% 70.3% 13.0% 25.6%
%15 £3¢
0,2 4% 2 (45.91%; (58.58%: (59.84%:; (4.94%; (13.52%:
g1 A
68.18%) 78.71%) 79.45%) 26.26%) 41.17%)
39.0% 54.5% 56.0% 8.7% 14.0%
# 15 &4t
v, 4 43 (28.44%; (43.58%:; (45.25%: (2.42%; (5.30%;
i1 A
50.43%) 65.20%) 66.44%) 20.79%) 27.93%)
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[0676]  Ify571016
L4
¢ B ) ExPEC10V | ExPEC10V | ExPEC10V
95% ExPEC4V Prevnar
& A& & TEHNE 2Tk 3
Cn)
215.7 (170.2; |186.7 (149.3; [173.0 (139.4; 227.6 189.2
GMT | %1% 273.4) 233.6) 214.6) (164.3; (146.1;
315.4) 244.9)
1367.2 942.6 (697.1; 1591.7 217.7 175.7
GMT | # 15K (1005.3; 1274.4) (1190.4; (150.4; (130.1;
[0677] 1859.5) 2128.3) 315.2) 237.3)
] § 15 £3F |5.90 (4.428: |5.00 (3.655; [9.12 (6.807: [0.92 €0.778: [0.99 (0.832:
GM FI
E 1 £ 7.852) 6.845) 12.223) 1.092) 1.175)
76.0% 71.0% 84.4% 8.2% 8.3%
%15 £
% 2 4 2 (66.43%; (60.64%: (75.54%:; (2.27%:; (2.32%:
E 1R
83.98%) 79.92%) 90.98%) 19.60%) 19.98%)
55.0% 50.5% 75.0% 2.0% 4.2%
5 15 £
% 4 43 2 (44.73%: (39.97%: (65.12%: (0.05%; (0.51%:
1 R
64.97%) 61.07%) 83.28%) 10.85%) 14.25%)
[0678]  [f757H1018A
*!ﬁ
( B i) ExPEC10V | ExPEC10V | ExPEC10V
95% ExPEC4V Prevnar
F3 A& & TEHNE LR 3
Cn
65.6 (513; |51.8 (39.0; |[527 (42.1; [63.6 (42.2; |52.8 (39.4;
GMT 1K
83.9) 68.9) 66.1) 95.8) 70.8)
251.0 (180.9; [248.8 (184.9: [310.0 (221.7; |68.3 (45.2; [62.4 (40.1:
[0679] GMT | # 15 %
348.1) 334.7) 433.4) 103.4) 97.1)
] %15 23+ (391 (2.946; |4.52 (3.259; |5.65 (4.190; [1.10 €0.930: [1.24 (0.961;
GM FI
E 1 £ 5.193) 6.256) 7.624) 1.309) 1.609)
66.3% 65.4% 76.4% 7.1% 9.5%
15 £
% 2 4 2 (55.28%; (54.04%: (66.22%:; (1.50%: (2.66%:
g 1 R
76.12%) 75.66%) 84.76%) 19.48%) 22.62%)
44.2% 46.9% 55.1% 4.8% 7.1%
%15 £
[0680] |4 137 " (33.48%: (35.73%; (44.14%; (0.58%: (1.50%;
{1 E
55.30%) 58.33%) 65.62%) 16.16%) 19.48%)
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[0681]  [fij5 240258

2393
( B ) ExPEC10V | ExPEC10V | ExPEC10V
95% ExPEC4V Prevnar
& &N ¥ v FRE o &
CI)
157.9 (121.4; [145.0 €(109.6; [149.8 (117.6; 147.1 162.2(115.8;
GMT F1 % 205.3) 191.8) 191.0) (105.5; 2272)
204.9)
399.1 (303.8; [497.4 (375.7; [387.9 (295.5; 460.1 245.0
GMT | #15% 524.2) 658.4) 509.2) (32.1; (154.5;
[0682] 678.3) 388.6)
] %15 & |2.23 (1.792: [2.70 (2.117; |2.28 (1.833: [2.83 (1.932: [1.42 (1.004:
GM FI
L1 £ 2.768) 3.453) 2.826) 4.143) 2.015)
45.7% 48.9% 46.2% 52.2% 15.2%
%15 &3¢
%2 4% 2 (35.22%: (38.34%; (35.64%; (36.95%: (6.34%;
v
56.37%) 59.56%) 56.92%) 67.11%) 28.87%)
23.9% 31.5% 26.4% 39.1% 4.3%
% 15 &3¢
0% 4 4% 2 (15.63%; (22.23%; (17.69%; (25.09%; (0.53%;
1 R
33.94%) 42.04%) 36.65%) 54.63%) 14.84%)

[0683]  [f7571075

#®R
By 1] ExPEC10V | ExPEC10V | ExPEC10V
(95% ExPEC4V | Prevnar
-3 4630 & TERNE 2k 3
CI)
<LLOQ <LLOQ <LLOQ <LLOQ <LLOQ
[0684] GMT %1% (<LLOQ; (<LLOQ: (<LLOQ; (<LLOQ; | (<LLOQ;
39.3) <LLOQ) <LLOQ) 37.2) 40.1)
77.1 (60.6; 55.6 (44.6; 71.0 (53.9; <LLOQ <LLOQ
GMT | #15% 08.1) 69.4) 93.7) (<LLOQ; | (<LLOQ:;

37.2) 44.0)
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] % 15 £3F |1.88 (1.548; [1.65 (1.404; [2.10 (1.700; [1.04 €0.944; [1.04 (0.945;
GM FI
H 1 £ 2.275) 1.941) 2.596) 1.147) 1.156)
33.7% 27.5% 36.0% 2.3% 4.4%
¥ 15 £
% 2 42 2 (24.17%; (18.63%: (25.97%: (0.06%: (0.54%;
E 1A
[0685] % 44.30%) 37.83%) 47.12%) 12.02%) 15.15%)
15.2% (8.58%: |15.4% (8.67%: 22.1% 2.3% 0.0%
%15 &2
%4 f& 2 24.21%) 24.46%) (13.86%; (0.06%; (0.00%;
F 1R
32.33%) 12.02%) 7.87%)
[0686]  FHELH 1. ¥ 0 BT HH
[0687] "= [JJELk (551°K) FIfHGM
[0688] *=[13Lek (1K) SN S 5N E
[0689]  CT="Ef5[X[A];GM=J LA V- 35, GMT = J LAl V- Y2030 B s FT = B4 DI A5 EXGMTHIGM FT

1995 % CT LTt A

[0690]  fifi f]Clopper-Pearson /5 iR - H A 25 ARG I 2 55 1 0 b 95 % Cl .
(06911  FlE et
[0692] 2z R BN AfrEE (PPTFIFAS) AN A E (ECLAIMOPA) , T4l 4 MLk

FNHE15 K Log 1O A EW) - HIEL 1 o e S MR 7 B b B R IR e 1zl ge [ 4 211
ExPEC10V 57 .

[0693] S} T-Ifi5EH02.04.015.016F1018A , £k B Rl i, 55 5 42 FHEXPEC 10V & AH
Lb L i 7 i 41 E AT B I GMT W GMR DA M B8 15 R 2 (5 AR5 HE I 2 5 A o b T ig
025B, {E3MExPECLOV 7 g 4, FR 5 7] v 2 — i FLAT BE S OGMT L GMR A e 2 F% R4 £ 58 )
Z5E F o b AT E Y, A SRS EXPEC 1OV & 2H 9T 25 1 04 i 77 2 AR AT 1 (16p
g) AT M5 MO TAFIO6 AP 21 , 25 SRAT =y A &5 5 i 2 [RITE & o AR TS ZLOT5 R, FAAE ST
ExPECLOV 71 &t 1) A I &t ) DHREVEDTAR N 25 o W1 1 i , 75516 75 081K &4 Ml 1 Fh A
I 2 AT I R DD BEE AR R 2 o £EJEEXPECAV IS U i, 75 24N PR HE Fh S 22 21 441
D REVED AN 2 5 DA 5K A T CAAE TR , AT RE W5 IR 3 o 2k X B 4G
R, BACI00 LIl R IG R H 200686 1 A I EXPEC10V,

[0694] 4530
[0695]  ExPECLOVEE 5T T om AU PUAR 2, 53R T (G5 1K) ALl , 7ERE B A 28

15 RMER B E1 W AT 558 W AR S ILTE B A OB ke S VR IS Bopk B I« 7254 IMOPA R, 1)
T & B AR IS Y (S THO8BRAN) , A EIEXPEC10VE S 1A S R AT I AR 0
TE R DhaEVED AR T ITE 2108, 45 G2 OMOPAREA TN Je St o il ) T DRk Bk
N EF AT R YA, 4ng H18ug FFI 075 N 2 B AR F] 71 vt i oAb It i R SR 5, X 2 i f
FEII— A2 N0 BAS AT PR & T 32 w00 2B S W S0 A R AT
PR O75 I U BN 2, A7 1], A BHI I 1 5 807545 22 B 77 i, 491 dnns n 2
— B At S A R 291 . 22845, 51 4 iz — S At il i 2 (4n06sk01) 71 29
L. 52 AR5, BlNZy1 . 552 565% , BIANZ9265% , I s izs 291 6pg , 125 & Tl =AM AH
A THIILIE L0 1A 02F106 A1 i, - HL 5 1M i 2 025BH Ui S F AR AL o (B A
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&, EF IR 26 R (S DIz SR 1Lk PN AR SSAI5 A6 , BIAE AR AT A S B = 1)
ExPECLOVEE W I AR 2 1), 0750 24 1 71 i 25 22 5 01A L 02FN06 A4t i 20 W (1) 771 &
— ke, 58 R bAE e st 4 v A FLO TARIOB AR 2 IR % , B 2 LH 025BHT i 2 0
R2E AR5 AL 2 R AEA L BHRO S 75T, 5010251/ 50617 HAHEL , 075/ 7 5B |-
W

[0696] P42 M RE I MRS, R

[0697]  fEaziftsEffd 2, SR 2420 45504 =602 (EREIROUETE 1 Ze64E N A UTT
WIS S ERANANTTLL2 : LN LR BT 4 O A T 52 B 45 R i 1R B 4%
ExPEC10V (7l &) R 278442 G E ML AN 13842 545) .

[0698] 241

[0699] KA & , ExPECTOVEE it S2 Ve R 41 o SO N PR 188 5 5 R4 1 il FH P S5 e
FIEEXPECTOVARZE B 45 FAH Y o i DL IR Rl s A VAR 2B/ Fodig , e i Al i Sk
AESE UG  SRI AR 55 o T8 IS 1 B AN 2 e i W AR A P A (BRI R IS TR
BRI E 50 o A N A H A vr AT AR  ExPECTOVIR SR PR 25 A2
AN o

[0700]  fp it

[0701] 1 3Lek (R B B 28 1K) FIEE My B P 58 16 AN S 30K, 50 I & AR S L i 22
MIHPTAR (5 186) K R3ET- 2 HEECLIN Ao ME R A2 1 15 S I PR R 2 o

[0702]  Hl R MRS BUAZKF (ECL, S 1% BB 15 R MIEE30K)

[0703]  JLF-GMT.GMT FILAM M EELIREISE15KRFE AL 2 D252 5 E h ot
(38 DIME , ExPECTOVHEE W BT A7 ILIS A AT o B ik o MEB 15 R B BE 30K, AT iX — /M
FERAAC AR N

[0704]  XZLEN 5 I 10204 015F1016 TR R B e i , 227080 % [HFE P T ExPEC1OV
155 E RO PN 58 15 RN 30 K /R PR R 7 38 IO A% 5k 5E 22 o 6 T I RO 1A
06AMI025B, %/ 70% 2 535 WoRHUAR RN ZFHG I 5 ok 32 22, I HOW - 15 008 F1018A,

Z/060% 12585 WoRBUARN Z 3 DI % 5 5E 22 WL B 16 LIS L0751 HT AR B IR,

SRIMAE 2 /D50 % 1S 55 TS BT R R U A 180N T P kB 2 AR B2 2R A
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[0705] KL T-ECLI S5 U E FR I LA P340 B (GMT) GMT FI O L[ ~F- 33 B 5450

DL FBEER 2/ D2AS ARG B N2 53 H o L S 8 AE P16

[0706]  516.BACLO0LFFEH 2MMECLEUE (B 1R VS 15 R ANEE30°K) I H01A
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2% 3
(95% CI) W& ExPEC10V SR
GMT %1 R 1466300.6 (1309861.4; 1714154.2 (1463104.9;
[0707] 1641423.6) 2008280.3)
GMT 15 % 6474621.3 (5996773.2; 1696032.9 (1445852.1;
6990546.4) 1989503.3)
GMT %30 R 6363928.5 (5918207.5; 1773323.4 (1515713.5;
6843218.4) 2074716.7)
L F 3
(95% CI) Wi & ExPEC10V BN
GM FI' 15 Rt 4.38 (3.908; 4.902) 0.99 (0.966: 1.023)
1 X
GM FI' 530 Rtk 5 435 (3.915; 4.843) 1.02 (0.954; 1.094)
1 X
[o708] 2%#7  FISRME 759% (70.13%; 81.03%) 0.0% (0.00%;: 2.84%)
1 X
% 2 4% * F30 R 77.6% (72.04%; 82.46%) 1.5% (0.19%; 5.45%)
1 X
%a44E?  FISKME 545% (48.19%; 60.79%) 0.0% (0.00%;: 2.84%)
1 X
%a44E?  FI0RMILE 544% (48.14%; 60.50%) 0.8% (0.02%; 4.21%)
1 X
[0709]  [fMj571102
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%R
(95% CI) B & ExPEC10V SN
GMT F1X 739313.9 (659799.6; 768325.6 (648274.3;
828410.8) 910608.6)
GMT 15 % 6001149.0 (5522390.3; 759366.1 (637561.8;
6521413.2) 904440.8)
07101 GMT 530 & 5995886.9 (5530975.6; 747487.9 (627602.8;
6499876.9) 890273.4)
GM FI' F15 £k % 8.02 (7.105; 9.043) 1.00 (0.933; 1.061)
1 &
GM FI' 530 3tk % 8.16 (7.244; 9.182) 0.98 (0.910; 1.054)
1 X
%24E*  FISEMILFE 88.9% (84.40%: 92.52%) 0.8% (0.02%; 4.28%)
1 &
%8
(95% CI) B & ExPEC10V BN
%24E2  FI0XRMILFE 89.4% (84.98%:; 92.81%) 1.5% (0.19%; 5.45%)
1 X
7] g a2 GisEMLE 787% (73.09%; 83.54%)  0.8% (0.02%: 4.28%)
1 &
%A4iE?  FI0RME 77.6% (72.04%; 82.46%) 1.5% (0.19%; 5.45%)
1 &
[0712]  [fj5M04
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8B
(95% CI) Bk ExPEC10V SR
GMT 1% 678578.0 (616370.1; 744119.6(646038.0;857092.0)
747064.4)
GMT 15 & 3746755.5 (3336959.5; 760274.2 (652833.0;
4206876.5) 885397.7)
GMT %30 & 3570627.3 (3188275.4; 806768.3 (691960.6;
3998832.6) 940624.6)
GM FI' F15 k3% 560 (4.965; 6.309) 1.03 €0.992; 1.067)
1 X
7131 Gapr 30 KAt d 531 (4.743; 5.955) 1.09 (1.014; 1.166)
1 X
% 2 4% 2 F15 R E  82.6% (77.37%; 87.07%) 1.6% (0.19%; 5.53%)
1 &
% 2 4% 2 F30 R E  81.7% (76.54%; 86.23%) 2.3% (0.48%; 6.60%)
1 X
% 4 4% 2 F15 F3 % 62.1% (55.77%: 68.06%) 0.8% (0.02%: 4.28%)
1 X
% 4 4% 2 §30 KA 5 58.9% (52.73%; 64.94%) 1.5% €0.19%; 5.45%)
1 X

[0714] | i57L06A
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[0715]

[0716]

[0717]

89/153 T
%R
(95% C1) Bk ExPEC10V EX:3
GMT F1 % 1491643.9 (1353036.8; 1836907.8 (1582827.3;
1644450.1) 2131774.0)
GMT F15 % 5624986.5 (5131740.4; 1881936.5 (1613534.0;
6165641.6) 2194986.4)
GMT 30 & 5516879.9 (5049584.3; 1934121.0 (1657028.0;
6027419.7) 2257550.3)
GM FI' 15 Rtk 5 3.92 (3.548; 4.339) 1.03 (0.991; 1.073)
1 £
GM FI' 530 A3t it 3.64 (3.295; 4.026) 1.06 (0.991; 1.135)
1 £
%2 4% 2 F 15 R F 74.7% (68.88%: 79.94%) 0.8% (0.02%; 4.28%)
1 £
% 2 4% 2 F30 Rt 73.0% (67.21%; 78.27%) 2.3% (0.48%; 6.60%)
1 £
%4 4& 2 F15 KR F 50.2% (43.87%: 56.52%) 0.0% (0.00%; 2.84%)
1 £
% 4 4% 2 F30 Rt F 44.5% (38.38%; 50.72%) 0.8% (0.02%; 4.21%)
1 £
1752408
%R
(95% CI) B & ExPEC10V eS|
GMT %1% 2145103.2 (1937289.9; 2335274.5 (2038224.0;
2375208.6) 2675617.0)
GMT F15 & 6281926.9 (5810107.0; 2380959.0 (2063441.9;
6792061.6) 2747334.9)
GMT 530 & 6286969.0 (5832409.6; 2303456.2 (2002524.6;

6776955.4)
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[0718]

[0719]

[0720]

3

(95% CI) B &

ExPEC10V

REH

GM FI' F 15 R 5 2.95 (2.669; 3.253) 1.03 (0.992; 1.073)
1 X
GM FI' 530 Rtk 5 2.94 (2.676; 3.239) 1.01 €0.965; 1.058)
1 X
%24E2  FISKME 62.8% (56.57%; 68.82%) 1.6% (€0.19%: 5.53%)
1 X
% 2 4% * F30 A3t F 64.6% (58.53%; 70.41%) 1.5% (0.19%; 5.45%)
1 X
%a4iE?  FISEIE 37.5% (31.56%; 43.83%) 1.6% (€0.19%; 5.53%)
1 X
% A44E?  FI0RME 384% (32.50%; 44.58%) 1.5% (0.19%; 5.45%)
1 X
1754015
3
(95% CI) B & ExPEC10V SN
GMT %1% 1178299.6 (1056703.9; 1188287.9 (1014882.9;
1313887.4) 1391321.1)
GMT $15 & 5790439.7 (5353107.3; 1198106.9 (1021376.8;
6263500.7) 1405416.7)
GMT 530 & 5728512.6 (5308296.8; 1204454.0 (1026963.7;
6181993.5) 1412620.0)
GM FI' F15 K5I E 497 (4.461; 5.545) 1.02 (0.974; 1.070)
1 X
GM FI' %30 Ratib % 4.98 (4.477; 5.544) 1.02 (0.961; 1.075)
1 &
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&% 5
(95% CI) B & ExPEC10V SRR
%242 FHISRMHLFE 82.6% (77.37%: 87.07%) 0.8% (0.02%: 4.28%)
[ X
%247 HI0ORMLE 84.0% (79.03%: 88.24%) 1.5% €0.19%; 5.45%)
[0721] 12

% 4 4% 2 F 15 K3 H 59.3% (52.96%; 65.40%) 0.8% (0.02%: 4.28%)

1 X
%4tk FI0XRMILFE 58.6% (52.34%: 64.57%) 0.8% (0.02%: 4.21%)
1 X
[0722]  [fj5%U016
%k
(95% CI) ®iE & ExPEC10V E X3
GMT #1X 1040760.3 (957123.1; 1089930.0 (964478.4;
1131706.2) 1231699.4)
GMT 15 & 5395867.2 (4945129.5; 1068317.6 (948255.2;
5887688.6) 1203581.7)
GMT 530 & 5148889.9 (4731805.0; 1119689.3 (994125.9;
5602738.7) 1261112.1)
[0723]
GM FI' FH15 R F 5.20 (4.673; 5.785) 1.03 (0.987; 1.083)
1 X
GM FI' 530 Rt % 5.03 (4.565; 5.539) 1.06 (0.992; 1.124)
1 &
%24&2  H15K3ILE  86.6% (81.73%: 90.51%) 0.8% (0.02%; 4.28%)
1 K
% 2 4% 2 F30 A3 F 86.3% (81.56%: 90.23%) 1.5% (0.19%; 5.45%)
1 X
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%8
(95% CI) Wi & ExPEC10V BN
%aitE?  FISEMFE 632% (56.97%; 69.19%) 0.8% (0.02%;: 4.28%)
[0724] (=
%4152 HI0ORME 62.0% (55.81%: 67.87%) 1.5% (0.19%; 5.45%)
1 &
[0725]  [fJ57H1018A
®x
(95% B 7]
Cn) -3 ExPEC10V . 3
GMT F1 R 1190203.0 (1087258.8; 1302260.8 (1143295.8;
1302894.3) 1483328.6)
GMT %15 X 4279941.4 (3862457.1; 1343837.5 (1178013.2;
4742550.6) 1533004.1)
GMT 530 R 4072329.3 (3684419.9; 1356020.6 (1188694.1;
4501079.2) 1546900.9)
GM FI' %15 Rt i 3.65 (3.282; 4.058) 1.06 (1.025; 1.097)
1 X
o726} GM FI' % 30 R 3.41 (3.095; 3.758) 1.07 (1.014; 1.128)
1 X
%24E2  FISRAFE 69.2% (63.08%; 74.80%) 0.8% (0.02%; 4.28%)
1 X
%24E2  FI0RMHFE 69.2% (63.24%; 74.73%) 1.5% (0.19%; 5.45%)
1 X
%41E2  FISERIFE 47.8% (41.53%; 54.17%) 0.0% (0.00%; 2.84%)
1 &
%44k FI0RMIFE 43.0% (36.90%; 49.19%) 0.8% (0.02%; 4.21%)
1 R
(07271  |fn75%1025B
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[0728]

[0729]

[0730]

93/153 L
R it ]
(95% CI) & ExPEC10V ZRER
GMT %1% 386797.7 (340192.1; 374962.9 (316641.9;
439788.2) 444025.8)
GMT 515 & 2214631.7 (1915515.0; 362651.4 (304024.4;
2560457.0) 432583.7)
GMT %30 & 21241582 (1851850.8; 372616.7 (314118.4;
2436507.4) 442009.2)
GM FI' %15 R ® 596 (5.129; 6.937) 1.02 €0.965; 1.073)
1 £
GM FI' %30 £ s 557 (4.851; 6.389) 1.04 (0.963; 1.114)
1 X
%24E2  FISRALE 77.9% (72.24%; 82.83%) 0.8% (0.02%; 4.28%)
1 X
%242 H30ERME 77.9% (72.44%; 82.81%) 2.3% (0.48%; 6.60%)
1 £
%42 FHI15SEMILE 58.9% (52.56%; 65.02%) 0.8% (0.02%; 4.28%)
1 £
%44E?  FI0RMILE 56.7% (50.43%; 62.73%) 1.5% (0.19%; 5.45%)
1 X
175075
-3
(95% CI) i & ExPEC10V SRR
GMT F1X 1610037.7 (1463566.9; 1522567.0 (1323219.9;
1771167.0) 1751946.3)
GMT %15 X 38742359 (3529397.7; 1527849.3 (1311522.5;
4252766.2) 1779857.8)

97



" BB B

CN 119454928 A 94/153 T
%"k
(95% CI) B & ExPEC10V RN
GMT %30 & 3753012.6 (3419195.0; 1572632.2 (1362470.9;
4119421.0) 1815211.0)
GM FI' 15 K3t 244 (2.236; 2.671) 1.02 (0.977; 1.073)
1 X
GM FI' %30 X3tk 5 232 (2.136; 2.526) 1.04 (0.979; 1.109)
1 X
[0731]
% 2 4% 2 F15 Rtk ¥ 53.0% (46.61%; 59.25%) 1.6% (0.19%; 5.53%)
1 X
% 2 4% 2 30 K3tk § 51.0% (44.74%; 57.14%) 2.3% (0.48%; 6.60%)
1 X
% 4 4% 2 15 Ratb § 253% (20.06%; 31.12%) 1.6% (0.19%: 5.53%)
1 R
% 4 4% 2 %30 Rtk § 23.6% (18.58%; 29.18%) 2.3% (0.48%; 6.60%)
1 X
[0732]  #FeH2: W /v bk h
[0733] 1= ALZk (1R FIfHGM
[0734] 2= RLLk CE1R) MAEHE NS 5EM A5t
[0735]  CI=E{FIXH]; GM=) Ui~V 24{f , GMT = J LA~ 235 BT s FT =19 s £
[0736]  GMTAHIGM FI[YJ95% CIHAdETFt4040
[0737]  fifi ffiClopper-Pearson J5 ik K45 A AT 25 A4S E NI 2 545 A T Eb95% Cl.
[0738]  XFTRFAT IS AL, 55 15 RN B B (OMT) AEFFAH DRIRFE 2 2 [RLE AR -
[0739] 5438 . T RUEXPECLH 5 Ao o i oo e Ik
[0740] it | —HUHTST , H A FREXPECAL i 2P B 20 5 (ExPECIV afilb, #K17)

RSB FR A 18 WA B ) o 1 s I PR BG5BT LIS 08 A 34 I T R id
MIGAY0751) 2 05 & (ExPECOV b) , [RIRFERK H Phl/2alls ARG 1O HEA 13- 7504 TR
MZL B B P AR T M o A E NS0 E R S0 0 PR TR 1A% T EXPECIOVAH 54
AR PR ER KO PR ORI 4D)
AR EAR R, 5 AR EXPECTOVAHEL %588 B 415 g As v, (0822 i) 4+
BN R A1, 07 SEUIET 2 A 7 B3 D) A2 75 e 1 75 S O o B I 25 A AT AT 5] o e A1 b
H B2 e S BInZNs S e Sl G I R B 06 Bl 2RO 28 S W AHEL , BE IR

[0741]
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JHFT PR OT S Z M IR 5 1 F a2 15 A S BRI = 0 T 775 207 5 KA BT 1) e e i
% WIS B A B R T T 2 ) e B 2 BE A St s D, 7 3 i i 1
BVE % E g (NZW) 1B PRI R BT Hr el T FHEXPECHS i (AN R ALl it 75 S Ak
N &,

[0742] 524Gt

[0743] P4 2% G (NZW, 5T TTURIN 13 R4 252 3T HILIN EXPECHE i 1A [R] B il it 7
7z (500uL/ 71 41) sk AR ER /K, R F@2 5 e ) GR1T) i 7e 8 &4 A4l (GR18) 411
(ExPEC10V) #2257 8pg/ 71014, 02.06A.04.08.015.016 018 F10750A % 16pg/ 7110258
(B, 0. 5mLIg4H A, Hofu 25 16pg/mLIHJ01A.02.06A.04-G1lc+.08.015.016.018AFI0754T 5
Z MR — A K 32pg/mLIO25BH I 24 , BRI 2070 Bl SEPAZR g 1 A= W28
&, WPL F S 402 (ExPECOV a) £2578ug/ 55 101A.02.06A.04.015.016.018AF1075
DA M1 6pg/ 7510258 (B, 0. 5mLi 20 &4, HA1 25 16pg/mLI*J01A,02.06A.04-G1lc+.015,
016 018AFN07 547t )i 200 HH (1) B — M A K 32pe/mLIYJ026BH UL 28 , BRI 2 0855 ) 55
EPAZS AR (A LEMIZE &, 2 DDA 32fhl) 203 (ExPECOV b) $5528ug/FIHER01A.02.06A.04
015.016F11018ADL M 16pg/FIH 0075410258 (B, 0. 5mLig2H &4, A2 16pg/mLIg01A. 02,
06A.04-Glc+.015.016F1018AGT I 24 15— DA & 32ug/mLIK025BHI07 5T I £ 40, 15
FHTIR 2450 B SEPAR AT A AR &, 2 WA 1 5545)) .

[0744]  F TS5 A2E M2 456. 19mM KH2P04.3.81mM Na2HPO4 .5 % [ AU (w/w)
1omMH R 242 . 0. 02% PS80 (w/w) ,pH 7.0,k FIXN R4 (414) (Nahinie s AR /K (0.9%
(w/v) FACENIETRD) o BRS040 B2 10 L BhW - A2 o ey (BROK) Mty (5514284142
R P E A ELTSAMIER (I 5 Bk K F (R 1g6)

[0745] K17 AFIZ M EXPECEE T 2H 50

ExPEC10V ExPEC9V a ExPEC9V b
L% x
Ol1A 8 8 8
02 8 8 8
04 8 8 8
06A 8 8 8
[0746] 08 8 0 0
015 8 8 8
016 8 8 8
O18A 8 8 8
025B 16 16 16
075 8 8 16
& PS (pg) 88 80 88

[0747]  3£18.52564 .
[0748] [ b 25 H Shoe
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1 ExPEC10V 0,14,28 10
2 ExPECOV a (1:1E631075:06) 0,14,28 10
3 ExPECOV b (2:1F%1075:06) 0,14,28 10
4 HETRER K 0,14,28 10

[0749]  FERFRES 2900 NS 25 H 4 20 K26/ W DA B S e Rk (Rl 7 K ]
Draizell5y & G bl ] BRIV ST EBAT SN o W AR E% Z195 (5173 S BB A7 (1 s ), WA S K
WL, BRI A M0,

[0750]  (EACFEFTEG S FR R (DAVETh) — IR BRRES 29l R — IR (FFE23R) L It
JE B SR — IR AR /D S — R BB T A R I AN R 25 25 H | 1245 25T
FIALER 5 Z6h (55 7 S5 A 25 [N A8 25 ZhHA AE R IR SN o 7 45 25 11T B IR 45 25 ) 6h
F24h, i FH B A8 i B T R AR 0 5% o 400 B HH e E Y 38 °C - 40 °C N, R R
PEATESNPII G, B AR R B B E AN .

[0751]  Zh¥p4s2 3WK JJLIAEXPEC10V . EXxPECOV a.ExPECOV bfprak A-FHER /K, [RIBE2 i i
FHAEEE0R (BER AT DAL A 14,28 F142 K% (BE PP ) 1l it ELTSAMI R A /K F
[0752] @I ELISAME TGen SEXLE/3 AT i A0 5 AEEXPECHEE i 241 S b IR AR RO I U5 51
MIEHUAIK-  fEASE (4PL) AEZR VR [RABIR Fh 23 A1 450nmAb [1I0D o 21 F5 11 1 2287 7
LGN PR 2 U R G 250 (EC50) ol 25 IR 3 s WECH 09

[0753]  SSPNZWh U RS S P I T oA B 1 v 2R B, 5 2R B ER /KOG FEARLE , i By
HExPECES i 4145 (ExPEC10V.ExPECOV aflIEXPECOV b) 7E5s MM 514 . 28 F142 K415
SE AT RS DU PR N 2 B2 B0 (B6) o M AT A ExPECHE B 4L S W10 258 5 &
W T HUIARRN R, W i RS S BE 1K B 28 R R ME oA 2 1 5 3 P
[ o 5 T G A5, 55— 30 F U EXPECIE 1 11033 — 5 hnam s S 2 HH fe

[0754]  O75H U 1) LA FHTAR B (GMT) [ 5 075 20 Wikik B 138 I 38 n (1%16) 5406
“r8ug 0752 MHMEXPECIV aFIExPECIOVAL S WIARLL , (0 &Ik FE 1 It 2 85075 (16pg) 1Y
ExPECOV b2H & WAr B M 5514 28 F142 K% S HE =075 GMTRIGMT I I s (#619) .
[0755] 3519 . 3P AR EXPECEE 1 240 &S M0 T5 TR N 25

RE  orsHEERE . AGBHEEEE
$0X  Fl14R F28% : F42%
ExPECIOV = . GMT 38 ..288 .5322  G....15052
G.......95%C1 267-53.2 = 115.0-720.4 = 2430.2-11653.4  7569.2-29930.8
GMT 3 m 43 3 na : 7.6 141.2 : 399.4
[0756] EXPECOV a GMT 41 192 5 7116 ' 20798
... 95%C 20.1-845  83.9-4396 ~ 3769.1-134364  16368.0-26425.8
GMT 3 o4& # na 47 17257 ; 504.7 '
EXPEC9V b . GMT 42 585 20303 ' 30269
. 95%Cl 267-65.2 264.3-1296.6 9403.1-43836.5 = 20294.9-45146.3
GMT 3 fm & 3 na 14.0 : 486.9 : 726.0

[0757]  n.a.: ANIEH; GMT : JLAT-F 3P0 R CT: BRI IR S ER0K (B B R f 5%
28) AL, GMTHE IIf5 45

[0758] WA H AARTRANE S AL SR DAL R, I Fir A1 ExPECES i 21 5 W& s
R it 52 BURA R -
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[0759] 2, MM AT A EXPECHES 1 4G M SENZW S Hp B A o ie I P, 55 AR B R /O it
AAEL , AR B 5 14 28 F142 KW EE B P U e P I Pro A 5 i 2 389 o i B A
ExPECHE i 41 S W) e M Z e e VR DU N 2 o BN, A BT A7 ExPECYEE 1 240 S8R
SR I 52, A S BRI AESCI A R i RS, S A BARIKE 075 24
(45 (ExPECIVaRIEXPECIOV) AHEL , & Ak FEHG NN 075 2 HlIEXPECIV b A1 5
E 0T SHUARR 2 (GMTAIGMTHE IN% %50 - AL, EXPECOV b4 A 075 B IR 77 42 55
FERTOT5 M B TR N, IR X AP 50 T EREXPECOV b AW 25 LI 2R ) S e o 5
AT

[0760]  SAB9 . {i T EXPECOVAH AWtk A T I ARSI Lh3st g o

[07611 i F AT A FE I N0 7 ST Z M 9W ExPECEE 1 4 A Wt A T AR DD 7T - 4
W FEIPREUE : “ TP B FIEXPECOVAE IR 602 M VA I i F 24 PN A7 PRI ALS S IR Bk
N2 AN P R AT R HR A M S e PE RN B I PRI REATL OB 2B 511
X Z U3 , I HASCH R BAC3001 #F5T.

[0762]  ExPECOV &— AT A& o matze i, 1602 & DA F sl N =221
SNSRI K ZFT B (ExPEC) 95355 (IED) « ExPECOV 4331 5 78 i B 13 A= W28 5 O EXPECITL i
H101A.02.04.06A.015.016.018A.025BFN075[10%¢)51 2245 (PS) 2H 3k , 1% A5 11 S5 H 46
SRR N L LB A& 2 A (BPA) |, Gnmi T SEAIFR - 4R R 11 « ExPECOVHEE 1 i o5
O 8 [ A AT B LIRS 2, 36 1 35 700 S EXPECI B A TOIMIS 28, S 30 TEDII 2965 % .
[0763]  HJFIZ L,

A & ®R

[0764]

EX 3
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[0765]

B &

*lﬁ

. EH) 5 R A ALk, ExPECOV 5 #K
IED B4 F 693 3, Mabrik, AL 312 Rk
HAT A E I, ZF Hd ExPECOV O ik A
OlA. 02. 04, 06A. O15. 016. OI8A. 025B
A2 Q75 342

. WK IED F4, Mabrik., FLHH
{2 B R IATH A A F AN, Z S
ExPEC9V O f2:5%! O1A, 02, 04, O6A.
015. 016. OI8A. 025B #= 075 3|42

. T B ac B A Ak, ExPECOV &7 1% 82
IED F 4+ &9 3 2, Mo i 3 St 4 T 8 30 4% 8E 47 i
A A ERIN, Z B d ExPECOV O i Al 5] A

. ok IED B4, Mo R LA L H 3
{2 BT A dh AN, i F4Hd ExPECOV
O s Al 5] A2

bE 3

. JEA BasE | Aa b, ExPECOV £k &
ExPECOV O s iF# 5| A2 69 P A IED (8L 4 %4
B ¥69 %4 IED) + #95hk

. W ExPECOV O ik % 5| A2 69 AT A
IED (8364 44 54 65 %4 IED)

. I BB AR, ExPECOV &1 F5 &
ExPECOV O fo A 5| 4269 W kA2 1% IED F 4+ 49
3

. & EXPECOV O xR 5| 42 08 % ok (E
% IED 44

. JEB 5 B | 4k, ExPECOV & 7115 f 4
) EXPECOV O sz A 5] 42 a9 Bk & 95 47 /8 69 1k
IED 3 44+ & o 3¢

. FE 4 EXPECOV O iy 2 4] A2 89 Bk
AR 0 H ok TED B4

. JEH 5o E R Aak, ExPECOV 1275 &
ExPECOV O i M | 2698k i bt (BP, M
AT A FAIN) TED F 4 ddshak

. & EXPECOV O s iF R 5| A2 ey 48
Stk IED F 4

. WM 5 R4k, ExPECOV £ &
EXPECOV O s i A jl et ah B 2N R EFHday
Hh

. W ExPECOV O sz i B! 5142 69 0K K-
HHREH

. JEA B Az EFAak, ExPECOV £k &
ExPECOV O i 5142658 4 UTI F 4 o s 2

. # EXPECOV O sz i & 5] A2 69 B 4
UTI $ 4

. JEH Bz A Ank, ExPECOV £ d
ExPECOV O £ A 54289 BT A UTI (8365 4 %
#6558 UTD Pagshk

. W ExPECOV O fz 58 5| 42 6y Fr 47
UTI (83444 5469 %4 UTD

. IEBR 54 R F a1k, ExPECOV & #1554+
1T ExPEC O &% 3] #2695k [ED F 4 6935 %

. WAL{T EXPEC O 2 iF A 5] 269 8k
IED
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[0766]

B &

*lﬁ

R Haz B Ak, ExPECOV £ 5 i 4£
{7 EXPEC O e iF A 5l ety ok B 2R R EH T8y
ik 4

. B AEAT ExPEC O s i & 51 A28 H ok
LR S s

. JEBA B4 B4Rk, ExPECOV & #1155 d4E
fiT ExPEC O $uif# 3| 42 6982k UTI T4+ th3h 4%

. WAL 4T ExPEC O Suif &1 3] A2 69 &0k
UTI 54

4% ExPECOV 4 %78 BT 5 F 69 28R

. R SRET S oP AT O i AL
BREFAHR, Bl 2 TFSEOLRFRL

(ECL) & S8l % Ao % & ML B A< A5 )
& (MOPA) £% 30 X, # 181 X, % 1
Fo B2 FA R 3 AR Y

W 4& ExPECOV 694 A 4n B R P

. HRME A e Y AE (2 HT

EPAFABEMNEG 14 X[AFE 1 RIF LS
K& ay)

. AR AE (EFMAAEETAE

A 29 K[AH 1 KB F 30 Xk
&)

. WA A 5% 69 = €1 R F 4 (SAE)

W46 Ha R ARk, ExPECOV 34 B KA
Fofd AKX A FRE (HRQoL) &9fk#HFA, v
it i1 Short Form-36 (SF-36) i & 4= 5 2L EuroQol 5
# P A (EQ-5D-5L) #4if £ LZAril &4

i1 8 EXPECOV O S iF & 3] 42 65 IED 3t &
W Ao B4R HRQoL 89 % #h, Jwili it SF-36 A7)
g 4
. it d ExXPECOV O sniF & 514289 UTI 34 &
O e AR HRQoL #9%e@, 4eiflif SF-36 Al
b4

. SF-36 #= EQ-5D-5L F£ 71 5 6 1] & A
)2

&35 ExPECOV 3 &R A 55 £
A&, H1F. F2F. § 3 F4IED a9 £ 55
iy

. BRI RLAER, F 15, F2
. B3 FMIED W EHETAE
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[0767]

B &

*lﬁ

5 8 AE4T ExPEC O & 5] #2485 [ED 4o
UTI B 469 E 55 TR A1 A

. IED ¥ 4 69 [E 77 % %A1 A

. UTI ¥4 (RRARMTE) ol
MBI E (ABP) F4 (LA RHE
FTH) EFTHEFA

. [ED. UTI & ABP ¥ {46942 [z Ao [2
ot

2 5 1ED M 6mtF

. IED #0 % fo 4 B T %

HE®

i1k G A A F] 4 rk, ExPECOV &£ 71 1% o 5>
1. 22 40> 3 Fhdu A& B A ik 69 ExPECOV O
FHA B A2 0 H 0k IED S 4 dh sk

. ¥ ExPECOV O s & A 4] 42 698 Kk
IED B4 2 At A 4hiE Fai>1.>2 42> 3
AR A E LA Rk

e B A Ak, ExPECOV Ak d
ExPECOV O A iF R 5|4 hy Hok A A 0E. A 4H
Fo 3 KM UTI B4 69 50 3

. # ExPECOV O fe i 2! 542 69 Bk L
H K6 UTI F 4

. # ExPEC9V O Al A2 69 H ok £
et UTI F4+

. # EXPECOV O i 5| 42 69 ok £
A UTI GUTD $F4

. # ExPEC9V O f Al A28 H ok £
Aot R K JE UTL F 44

. WiE Bac E A Ak, ExPECOV £ &
ExPECOV O s iF# 3] 42498 2k ABP 4Py
#*

. # ExPECOV O sz ik # 2] A2 b9 5k
ABP % 4+

. EA4EEA IED 695 B F 4T & O dif
73R AR

. ExPECOV #fuikid &, 7 &4 IED
A5 PEEATSEECLALANR
#o MOPA R & ATl € &9, o do 7 4275 B
i 52404 IED B35 7%

W4& IED 89 = F42 5

. B4 IED 895 54 F 1IED (F A0k
FREAREREREL) HEERE

104



CN 119454928 A W OB P 101/153

B4 L3
B ENFEERGABAMRGRIARL |- ExPECOV #94uikil &, £ 54 ¥ &
By Ry A K %k, @EAT % EF ECL 8RN Ao

MOPA M & £ 55 | RAEFFT, 5 30 RLA
B AL IED (Fr A A 54) wF& UTI
R ABP B4 (L AEBREFE) 6l E
g

[0768]

s A AaEk, ExPECOV £ hA | - RSB 5 AR B E B
GRERE IR ETARENEREST LM | HEH
R NRE UTL P 6 3h ik . BB IE UTI 4

[0769] {1t

[0770] X S2—TBENL B LRI I ATAL 2 i 0 T E 3T, 40 K 2918,

556 A AFI4 =60 H AT 1L 2 24F N A UT T SRR 1B ASUE I B AR A 2EA T

[0771]  Frfi & 5EBIBANNTEUAL LRI LL R BEN VAT 20 il R ExPECOVER 2l , 261

REESZZA TR (0. 5mLILNTES AN ) o« MAERF TR IS 27208 1 5 AU TED 34

N, R iIRE G — %2 5 A TR M 36 A, 2E47 58—~ 3 2245 ONIiR
HATC B A BRI A THEE M 0N B2 T« M — A LI Borngih 5 3%

@HT PA93 277 s EE A 2 B2 QN i sl A T RS A A T A= ) o 4T

S A LN NI A B A TR A ) IR Zo T , DTN EAR Y 5

TS R 53R IS T TED 4 ExPECOVEE 1 4H W10 2 16ug/mLI01A . 02, 06A |

04-Glc+.015.016 M1018AP LI 24l Fh A —FhPA S 32ug/mLIF)025BAI07 5T 24 , ARl

IR 2055 B S EPARS AR 1 AEMISE S, 2 ILLA B 58 (B, i 55 DA _F SABI8 1) e e s 41 3

@ﬂ%ﬁﬁéﬂ/\%ﬂﬂﬂ I 55 54517 BACT00 L 7T HA il T ExPECTOVEE i iR [RAHIAD)
ZRSFNIE0. 9% w/vE AN

[0772]  “ZeVEvtAil

[0773] k2 VAN B I SAE L ARAAS 5 RN A AR AE b AN, Oy “2e 13 (B, ok

H e E TS R 294, 000442 535, A IHEREAL 0 A TRIOMTAY 2 T 461 RIS ]

B RIS EIC R TR RN B AR R AR K AR

[0774] Sl VeVl

[0775] g T 3P4t G s It , ik 5T 22 FRECL T 28 0 5 00 ik ph 46 T O Pws i o 375 73 v

(R PRI AR SR [ EPAREE 1 5| AT LeGHUATKAY- , ik MOP AT R 2 I 75 2 Bhise Mt

PR BB VT2 (B, Sk A @ A K 21, 200442 538, Al e R Lo 4304 T

BN I VEPEAL 2 B g T RIS RS ) s 53 N A2 IEDSB A & 5

L PAROS o 1S LA UT Lk A R4 VERT SRR %6 (ABP) RIS B A T il

YESTHT o

(07761  IhHvAh

[0777]  FFH P U] S5 28 AL , ExPECOVEE T FHEXPECIILIE H01A.02.04 . 06A

015.016-018A025BF1075 5 |2 [ T Uk TEDEA: 1) Thal . 28 BEANRFSTIUIA] (1, 096K 5 34E) |
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WERFT A 2 5 E XN LED UTT sk ABPI R4 o AE A TR U IR, Q2R 2 535 HHIRUT Tk
ABPIEATAARNESIGRE LR , e QR AR THI I P 5 R 2 B AL 5 L AT 3T A oS E R
NMIA RS 5E Rl A 7= . LU, BT 2 538 gt Rl 25 i B sk b= 4, X
SRR BB AEUTT W ABPER T AE R TED, I HLAL 5 A M ifigRax e ik o W S TED (Flr 5 5
575) FIUT Tk ABP (X 3 i - 52) ARSI B T8 AR S D7 e R R S o fiff FH
BE AL R (PRO) T R ffy v (i FEAH DG A= 30 Uit « SF - 36 WA 2ANIEQ - 5D - 5L« b4, i H
SPPBAIE 9948500l FE 59 -

[0778]  Gufel i e VT

[07791 g T APAG G S M , 2 1k BE 1 22 BEECLAY S0 3 I i I ph 1k 9 s P O nfi 15 F
(RSP R I EPAREE 1 5| AT TeGHUATKAY , ik MOP AT R 2 I 75 M Bhise 4t
PR GBI TEE” (B, R A @ WS K21, 200442 58, AT e R L9 404 T
BNVl 2 T LS TR FE ) s 545 0 B A2 IEDRTA & 54, VA
SO e - S BATUT Tk ABPERA (12 5 i T e i Vo i « WFT A 2 55U S 56
LRANEE 30K e I e I IR i o

[0780]  “ZA vl

(07811 Sk 2 A VE AL T FH SAE ARARAS: 25 FNA- d ARAE o b AN, Ry “2e 1487 (B, ok
H e E M R 294, 000442 535, A e IR LA TRIONTAY 2 T 46T RIS ]
) IS5 EICR TR MR 4E S AELL AR K AR .

[0782] I M

[0783]  XJEE—AN L LGSR G THERFS )7 S 03 (per protocol efficacy,
PPE) A\JfHh, 5224 , 7RI MRS 1 (EXPECOV) 2Hrh B AR W B e &2 /D29 K & 1B
[ FHEXPECIL i 001402, 04.06A.015.016.018A.025BF1075 5 [ 1 2 /D LUK IED i 105 5
TR B A R ELOT I AT G T AEPPE AR, SR AL, AETE TR
(ExPECOV) 41 AR M 22 /029K (MEB30KL) & /ERI FEXPECIILIE/L01A. 02,
04.06A.015.016.018A.025BF10755 ;LAY % /D 1R TEDEEA (£ My sk b JC BRI BBz T
AEPIEEAAIN 02 5 EF R SO TR 2 e e N T A TEDSAR 2 538, B DN [A]
W e SO BE R BN S 1 RS B AR 2 AR ] 6 T TEDSRAF I S 53 B R e e bl
Sia— ki (o fm— I R R Z T2 538 Z RN TR W EEVE> 20 % [ 4R
Bk, MRAVE< 20 % [ R4 -

[0784] 34453 Beoy MR B I T-PA N 2805

[0785]  Hf,
[0786] P YRTED, IR HLA G TR B A2 sl BRI TR AE 74 A, IHEXPECOVOIfTL i 2 5
&

[0787] - YR IED, MM At JC B B A TR~ 4fA , ExPECOV OIfiis AL 5[5
[0788] R,

[0789]  -FHEXPECOV OIS LR A TED (R IEE %2 55 T Z FHIED)

[0790] - FHExPECOV OIfILiE A 5 iy B R BE TEDSF

[0791]  -FF{5 FHEXPEC OIS 5 L MK BRERRIER B K TEDSEAF

[0792] - FHEXPECOV Oy Y5 [ i1 vk B [ e TED S

106



CN 119454928 A W OB P 103/153 7

[0793] - FEXPECOV Oy 25 [ iy 1 oK B o B 4 -

[0794] - HEXPECOV O AL 5 [ iy ik UTT

[0795] - FHEXPECOV OIfLis M5 [ MATAUTT (RIEE# 2 5E L FIUTD)

[0796] - FH{TAAEXPEC OMLIE Y5 I YR TEDFA):

[0797] - {EATEXPEC OIfI i HY 5 S A B vk B a5 % 4

[0798] - FH{F{TEXPEC OIfLiE M 5 Ry ¥R UTT

[0799]  FE AR TRIG A2 8 —A B R Ge 7 g R A AR — A Rk
Ro B E LU TR T2 B G2 WA PRI, U 58 A 3 BT O sl =
fthIC R A TIAE ) A T o i , S IR B SR D 1534 W B
A FEELGA T, YR8 A LGS E SOMEE R 53 B i I I A TEDER AR, AT
S LN A BT EAN , SO X S T LS AR R HE Fe v h e 2 N
SN IR B E o BB R LS B TR AR e i (PPE) i 2/ 29 K B 2 il o5
SN R AEIIHTAEXPECOV TEDFHA-,

[0800] 4 SRy /& DA T A it FF F s 2 S FE 22 14 (independent endpoint
adjudication committee, IEAC) BN, M= 5 EF w40 BB TED,

[0801]  #iZWT A IEDIAAES 5 AT A LA MRHIE S 55

[0802] o A ERVEANER IR A AR AERIREIR , B A7 AE UL N AT —Fi i «

[0803] -} JE<36.0°C (96.8°F) 5k>38.0°C (100.4°F) ,

[0804]  -,'EhdiE (HR) >90bpm,

[0805] IR 2kt (RR) >207K WK, /43, mk;

[0806]  -WBCII%<4mk>12x 10°/LEk10% [FA A3 (54 JE X,

(08071 DI N

[0808] ey EFFRLA PR TN «

[0809] - [fn R ek AFAr A TC RIS A (914, f i [CSFT i) Fh s Kot i

[0810]  #1/mk

(08111 - ORI (RTETE K B /mL = 10°) , A UTTRAE /FEHR , 15 Hofth il iR )
BIRGLEAT , F H ) B R B R ua {1 (SOFA) EPEA A 1 34k = 245 R IZIAs o

[0812] S} T BEANK L, 0T FHATATEXPECOV OIffi5 Y (B101A.02.04.06A.015.016.
018A.025Bu075) 5| IED, Ol 5 53 BLwAZ00 7] T, I H AN TED 2 01A,02.04 . 06A |
015.016.018A.025BEk075H: I o X T SAEATEXPEC OIfi s BUAHDC IR BE L5, AN AEEAE0
I35 53 AR PR TEACH FIWT , an 2R 4 B PR AASBR A A T KT i, RS e R A %
T IR (s A 2 £ T T2 Bl Rk B2 LA TR s Ir Rk ELAFAE R BT B 19 ) 0 1
FEBUBPE M

[0813] ISR 5 IUT TR RERIDER T At AT BRI/ sl o 4, WIAE i 2 DA T
FRIEF A7 TEACHHIA A B 525 2R IS Ol 1 L %2 58 0E O A FEREUT L

[0814] A5 SCHTRAOMIR (400 (WBC) 1145 =10/ 4affo/mm®) 18 i 1 2 bRl T i K
FEBEEAT T2 il (ST RS =10°/mL) HAEAG DL ARAEREIR 19 E X 11
YN

[0815] o X TICHf AAERIUTT, A5 DA MANEEGEIR i 2 D2
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[0816]  -HEJRIAIXE,

(08171 - R,

[0818] -JR&, 1k

(08191  -HibiE Fii.

[0820] e S} T4 ZEUTT (cUTI) .

(08211 - FHLL MAAESSEIR I Z D 2R

[0822] ol K RAHICHIFENR (chills) JEHI (rigors) Bk (warmth) (40, fAiH =38.0
C),

[0823]  oHEJRIAIXE. R IR S,

[0824]  o/NIERE FY 7, B

[0825] oA, ChllIX I,

[0826] DLM

(08271 - FHUL M A FHE D1

[0828]  ofRiffi i st (S 55 ,

[0829] o H i BE B TR,

[0830]  ofH ZEME IR , 5E

[0831]  of RAMTARIIM DIRE - sle i) 7 o

[0832] < X T B R CLibIRIER S AR ) , AL MERH D2,

[0833] - 5y A loe AHO 1 F€ Ak SRk e (14, AR =38.0°C) , ik

(08341 - (A& AS 75 I JUIAE 18 IR A sl e, Bk

[0835] -0k H:

[0836] o I T4 A MEUTI (xUTT) -

(08371 - PLad K754 HINPRUT TR G & JC I ACRE A/ 5 2 PR UTT , Bk

[0838] - PURRAFE % /D = RUTTIMIZRE A JCH ACAE A/ 5 2 EUTT .

[0839] Wb YR B, i H{TTEXPECOV O1ff i %Y (BJ01A.02.04.06A.015.016.018A.
025Bi075) SEIUTT, OIfis 43 AL ] Y, H A B UT T 01A.,02,04,06A,015.,016
018A.025BEk075RHIEN o X T SAEATEXPEC OISR LS, AR Ao IE 707
B gt b HAT 2 i [l ELAEAE KT R 9 AN 25 R T TR B2 25 o i R (31 B0 4 7
BUE S BT

[0840]  VENRZEMEL S, PR , e IR TED ORMgHT B A=A ) BRUTT &
SUE EUTTRIIE LT, g R RESS SRS B T (CEUTTITS L N, VA FE A B A =10°/
mL) S REPEINZ 53 A 53 701 FH 2 R b sl i e B I R UT L5 | S (A= S M0 o I
X AR B R A T I 43 2 o HAR TR S S A HL A A AR B R A A R T T4
REVEZA A

[0841]  EABPIUFR R MEDIRG 2 i, s T FHEXPECIIIE 101A.02.04.06A.015.016.
018A.025BFN0755 g

[0842]  GniRZ: 5555 A ABPHOARAEAIAESRIBC A MBAT TR Ui AN/ sl oo b, WA e L AR
HERITEOL N, 122 5 800 SO B IEIR EABP.

[0843] A7 SCHFAT MR AR (WBCHT4= 1040l /mm”) F38 1 15 77 BRI P A B P B A T
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THAE RN (TS TEREAA =107 /nLl) FAEA ZEANDL N 2t LR AE A ;

[0844] o FIBIMEHERIEIR :

[0845]  offf JRIAIME,

[0846]  ofR¥ii,

[0847] ok, Bk

[0848] o [HIEVEHEIRIEIR

[0849]  -HEJRILTEE,

[0850] - f5EafEIK,

[0851] - JHHEIR,

[0852] - JRyman, LA K

[0853]  « QI | E Az & R -

[0854]  ARGUHF AN G RAE , fE AR B A A W) 2 2 WA Bt o 1, RTLO Fak
SEGIIEAT ISR o PRI, B Y B, AR BHANBI T I 4% s R R ST 191, 172 15 7 T i FH AR
WEHH AR E (R A A BH RS A AT N B P

[0855] 74

[0856]  SEQ ID NO:1 (hkLfv g F41)

[0857]  Asn-X-Ser (Thr) , HLriXa] DLIE & Prol A SN s LR

[0858]  SEQ ID NO:2 ({LbikidL v LA e o)

[0859]  Asp(Glu) -X-Asn-Z-Ser (Thr) , FrRXFNZMy Hb1%E HERPro b ASMNI LA 2 FL R

[0860]  SEQ ID NO:3 (fu 4 MR A A EPAE AT 1 (EPA-4))
[0861] G SGGGDENATG SGGGKLAEEA FDLWNECAKA CVLDLKDGVR SSRMSVDPAI ADTNGQGVLH

YSMVLEGGND ALKLAIDNAL SITSDGLTIR LEGGVEPNKP VRYSYTRQAR GSWSLNWLVP IGHEKPSNIK
VEFIHELNAGN QLSHMSPIYT IEMGDELLAK LARDATFFVR AHESNEMQPT LAISHAGVSV VMAQAQPRRE
KRWSEWASGE VLCLLDPLDG VYNYLAQQORC NLDDTWEGKI YRVLAGNPAK HDLDIKDNNN STPTVISHRL
HEFPEGGSLALZ LTAHQACHLP LEAFTRHERQFP RGWEQLEQCG YPVQRLVALY LAARLSWNQV DOVIRNALAS

[0862] PGSGGDLGEA IREQPEQARL ALTLAAAESE RIVRQGTGND EAGAASADVYV SLTCPVAKDQ NRTKGECAGP
ADSGDALLER NYPTGAEFLG DGGDVSFSTR GTONWTVERL LOAHRQLEER GYVEVGYHGT FLEAAQSIVE
GGVRARSQDL DAIWRGEYIA GDPALAYGYZA QDQEPDARGR IRNGALLRVY VPRWSLPGEY RTGLTLAAPE
AAGEVERLIG HPLFLRLDAI TGPEEEGGRV TILGWPLAER TVVIPSAIPT DPRNVGGDLD PSSIPDEEQLA
ISALPDYASQ PGKPPREDLK LQEEQEDQNA T

[0863]  SEQ ID NO:4(04 GtrSZ LR T4)

[0864]  MNNLIMNNWCKLSIFIIAFILLWLRRPDILTNAQFWAEDSVFWYKDAYENGFLSSLTTPRNGYFQTVST

FIVGLTALLNPDYAPFVSNFFGIMIRSVIIWFLEFTERFNFLTLTTRIFLSIYFLCMPGLDEVHANI TNAHWYLSLYV

SMILIARNPSSKSWRFHDIFFILLSGLSGPFIIFILAASCFKFINNCKDHISVRSFINFYLRQPYALMIVCALIQGT

SIILTFNGTRSSAPLGFSFDVISSIISSNIFLFTFVPWDIAKAGWDNLLLSYFLSVSILSCAAFVFVKGTWRMKVFA

TLPLLIIIFSMAKPQLTDSAPQLPTLINGQGSRYFVNIHIAIFSLLCVYLLECVRGKVATLFSKIYLTILLFVMGCL

NFVITPLPNMNWREGATLINNAKTGDVISIQVLPPGLTLELRKK

[0865]  SEQ ID NO:5(04 gtrSEIR 4 524)

[0866]  ATGAATAATTTAATTATGAATAACTGGTGTAAATTATCTATATTTATTATTGCATTTATTTTGCTATGG

CTTAGAAGGCCGGATATACTCACAAACGCACAATTTTGGGCAGAAGATTCCGTTTTCTGGTATAAGGACGCCTATGA
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GAACGGATTCTTAAGTTCACTAACAACGCCTAGGAATGGGTATTTCCAGACTGTTTCTACATTTATAGTTGGTCTGA
CTGCTTTATTAAATCCAGATTATGCACCTTTTGTTTCTAATTTTTTTGGCATAATGATTCGCTCAGTAATTATATGG
TTTTTATTTACAGAAAGATTCAACTTCCTCACATTGACTACTAGGATTTTCTTATCTATTTATTTTCTATGCATGCC
TGGATTGGATGAAGTTCATGCAAATATAACAAATGCACATTGGTATTTGTCATTATATGTATCAATGATCCTGATAG
CTCGCAATCCAAGTTCAAAATCATGGAGGTTTCATGATATATTCTTTATCTTGCTATCCGGGCTCAGTGGCCCATTT
ATAATTTTCATTTTAGCAGCTTCATGCTTTAAATTTATAAATAATTGTAAAGATCATATTAGTGTAAGATCTTTCAT
AAATTTCTACTTGCGTCAGCCATACGCATTAATGATTGTTTGCGCTTTAATTCAAGGAACTTCTATAATTCTAACTT
TCAATGGCACACGTTCCTCAGCACCGCTAGGATTCAGTTTTGATGTGATTTCGTCTATTATATCATCGAATATTTTT
TTATTTACATTTGTCCCATGGGATATTGCAAAGGCTGGGTGGGATAATTTACTGTTATCTTATTTTTTGTCTGTTTC
GATTTTGTCGTGTGCGGCCTTTGTTTTTGTTAAAGGTACGTGGCGAATGAAAGTATTTGCAACTTTACCATTGCTAA
TTATAATATTTTCAATGGCAAAACCACAATTGACAGACTCGGCACCTCAATTGCCAACACTTATTAATGGGCAAGGT
TCAAGATACTTCGTAAATATACATATTGCGATATTCTCTTTGCTATGTGTTTACTTACTTGAGTGCGTCAGGGGGAA
AGTGGCAACTTTATTTTCCAAAATATACTTAACAATTTTGCTATTCGTGATGGGATGTTTGAATTTTGTTATCACCC
CACTCCCAAACATGAACTGGAGGGAAGGTGCTACTTTGATTAATAATGCAAAAACTGGTGATGTCATTTCGATTCAA
GTGCTACCACCTGGCCTAACACTTGAACTAAGGAAAAAATAA

[0867]  SEQ ID NO:6 (PglBfAI5fhl ( HpAAY )

[0868]  MLKKEYLKNPYLVLFAMIILAYVESVECREYWVWWASEFNEYFFNNQLMIISNDGYAFAEGARDMIAGE
HQPNDLSYYGSSLSALTYWLYKITPFSFESTILYMSTFLSSLVVIPTILLANEYKRPLMGFVAALLASTANSYYNRT
MSGYYDTDMLVIVLPMF TLFFMVRMILKKDFFSLIALPLFIGIYLWWYPSSYTLNVALIGLFLIYTLIFHRKEKIFY
TAVILSSLTLSNIAWFYQSATTVILFALFALEQKRLNFMITGILGSATLIFLILSGGVDPILYQLKFY IFRSDESAN
LTQGFMYFNVNQT IQEVENVDLSEFMRRISGSETVFLFSLFGFVWLLRKHKSMIMALPILVLGFLALKGGLRFTIYS
VPVMALGFGFLLSEFKATMVKKYSQLTSNVCIVFATILTLAPVE THIYNYKAPTVFSQNEASLLNQLKNTANREDYV
VTWWDYGYPYRYYSDVKTLVDGGKHLGKDNFFPSFALSKDEQAAANMARLSVEY TEKSFYAPQNDILKTDTLQAMMK
DYNQSNVDLFLASLSKPDFKIDTPKTRDIYLYMPARMSLIFSTVASFSFINLDTGVLDKPFTESTAYPLDVKNGETY
LSNGVVLSDDFRSFKIGDNVVSVNSTVEINSTKQGEYKITPIDDKAQFY IFYLKDSATPYAQF TLMDKTMENSAYVQ
MFFLGNYDKNLFDLV INSRDAKVFKLKT

[0869]  SEQ ID NO:7 (gtrASdEfR 41545 ; KJHFF EIW3110yfdG, GenBank : BAA16209. 1)
[0870]  MLKLFAKYTSIGVLNTLIHWVVFGVCIYVAHTNQALANFAGFVVAVSFSFFANAKFTFKASTTTMRYML
YVGFMGTLSATVGWAADRCALPPMITLVTFSATSLVCGEVYSKFIVFRDAK

[0871]  SEQ ID NO:8 (gtrBEUALHE /T4 S-S MHFFRIW3110yfdH, GenBank : BAA16210. 1)
[0872]  MKISLVVPVFNEEEAIPIFYKTVREFEELKSYEVEIVEINDGSKDATESTINALAVSDPLVVPLSFTRN
FGKEPALFAGLDHATGDATIPIDVDLQDPIEVIPHLIEKWQAGADMVLAKRSDRSTDGRLKRKTAEWEYKLHNK TSN
PKTEENVGDFRLMSRDVVENTKLMPERNLEMKGILSWVGGKTDIVEYVRAERTAGDTKFNGWKLWNLALEGITSFST
FPLRIWTYIGLVVASVAFTYGAWMILDTIIFGNAVRGYPSLLVSILFLGGIQMIGIGVLGEYIGRTYIETKKRPKYT
TKRVKK

[0873]  SEQ ID NO:9 (04rfbhk R AsE R 7 41 52151 - 04 - EPALE P BRI FEBVEC-L- 00684 f)
[0874]  ATGACGAATTTAAAAGCAGTTATTCCTGTAGCGGGTCTCGGGATGCATATGTTGCCTGCCACTAAGGCG
ATACCCAAAGAGATGCTACCAATCGTCGACAAGCCAATGATTCAGTACATTGTTGACGAGATTGTGGCTGCAGGGAT
CAAAGAAATCCTCCTGGTAACTCACGCGTCCAAGAACGCGGTCGAAAACCACTTCGACACCTCTTATGAGTTAGAAT
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CACTCCTTGAGCAGCGCGTGAAGCGTCAACTGCTGGCGGAAGTACAGTCCATCTGTCCGCCGGGCGTGACCATTATG
AACGTGCGTCAGGGCGAACCTTTAGGTTTAGGCCACTCCATTTTGTGTGCGCGACCTGCCATTGGTGACAACCCATT
TGTCGTGGTACTGCCAGACGTTGTGATCGACGATGCCAGCGCCGACCCGCTACGTTACAACCTTGCTGCCATGATTG
CACGTTTCAACGAAACGGGCCGCAGCCAGGTGCTGGCAAAACGTATGCCGGGTGACCTCTCTGAATACTCCGTCATC
CAGACTAAAGAGCCGCTGGACCGTGAGGGTAAAGTCAGCCGCATTGTTGAATTTATCGAAAAACCGGATCAGCCGCA
GACGCTGGACTCAGACATCATGGCCGTAGGTCGCTATGTGCTTTCTGCCGATATTTGGCCGGAACTGGAACGTACTC
AGCCTGGTGCATGGGGACGTATTCAGCTGACTGATGCTATTGCCGAGCTGGCGAAAAAACAATCCGTTGATGCAATG
CTGATGACCGGCGACAGTTACGACTGCGGCAAAAAAATGGGCTATATGCAGGCGTTTGTGAAGTATGGCCTACGCAA
CCTGAAAGAAGGGGCGAAGTTCCGTAAAGGTATTGAGAAGCTGTTAAGCGAATAATGAAAATCTGACCGGATGTAAC
GGTTGATAAGAAAATTATAACGGCAGTGAAAATTCGCAGCAAAAGTAATTTGTTGCGAATCTTCCTGCCGTTGTTTT
ATATAAACCATCAGAATAACAACGAGTTAGCAGTAGGGTTTTATTCAAAGTTTTCCAGGATTTTCCTTGTTTCCAGA
GCGGATTGGTAAGACAATTAGCGTTTGAATTTTTCGGGTTTAGCGCGAGTGGGTAACGCTCGTCACATCATAGGCAT
GCATGCAGTGCTCTGGTAGCTGTAAAGCCAGGGGCGGTAGCGTGCATTAATACCTCTATTAATCAAACTGAGAGCCG
CTTATTTCACAGCATGCTCTGAAGTAATATGGAATAAATTAAGTGAAAATACTTGTTACTGGTGGCGCAGGATTTAT
TGGTTCAGCTGTAGTTCGTCACATTATAAATAATACGCAGGATAGTGTTGTTAATGTCGATAAATTAACGTACGCCG
GAAACCGGGAATCACTTGCTGATGTTTCTGATTCTGAACGCTATGTTTTTGAACATGCGGATATTTGCGATGCACCT
GCAATGGCACGGATTTTTGCTCAGCATCAGCCGGATGCAGTGATGCACCTGGCTGCTGAAAGCCATGTTGACCGTTC
AATTACAGGCCCTGCGGCATTTATTGAAACCAATATTGTTGGTACTTATGTCCTTTTGGAAGCCGCTCGCAATTACT
GGTCTGCTCTTGATAGCGACAAGAAAAATAGCTTCCGTTTTCATCATATTTCTACTGACGAAGTATATGGTGATTTG
CCTCATCCTGACGAGGTAAATAATACAGAAGAATTACCCTTATTTACTGAGACAACAGCTTACGCGCCAAGCAGCCC
TTATTCCGCATCCAAAGCATCCAGCGATCATTTAGTCCGCGCGTGGAAACGTACCTATGGTTTACCGACCATTGTGA
CTAATTGCTCTAACAATTATGGTCCTTATCATTTCCCGGAAAAATTGATTCCATTGGTTATTCTCAATGCTCTGGAA
GGTAAAGCATTACCTATTTATGGTAAAGGGGATCAAATTCGCGACTGGCTGTATGTTGAAGATCATGCGCGTGCGTT
ATATACCGTCGTAACCGAAGGTAAAGCGGGTGAAACTTATAACATTGGTGGGCACAACGAAAAGAAAAACATAGATG
TAGTGCTCACTATTTGTGATTTGCTGGATGAGATTGTACCGAAAGAGAAATCTTATCGTGAGCAAATCACTTATGTT
GCCGATCGTCCGGGACACGATCGCCGTTATGCGATTGATGCTGAGAATATTGGTCGCGAATTGGGATGGAAACCACA
GGAAACGTTTGAGAGCGGGATTCGGAAGACAGTGGAATGGTATCTGTCCAATACAAAATGGGTTGATAATGTGAAAA
GTGGTGCCTATCAATCGTGGATTGAAGAGAACTATGAGGGCCGCCAGTAATGAATATCCTCCTTTTTGGCAAAACAG
GGCAGGTAGGTTGGGAACTACAGCGTGCTCTGGCACCTCTGGGTAACTTGATTGCTCTTGATGTTCATTCCACTGAT
TATTGTGGCGATTTCAGTAACCCCGAAGGTGTGGCTGAAACCGTCAAAAAAATTCGCCCAGATGTTATTGTTAATGC
TGCTGCTCATACCGCGGTAGATAAGGCTGAGTCAGAACCAGAATTTGCACAATTACTCAATGCGACCAGCGTTGAAG
CAATTGCAAAAGCGGCTAATGAAGTTGGGGCTTGGGTAATTCATTACTCAACTGACTACGTCTTCCCTGGAAATGGC
GACATGCCATGGCTCGAGACTGATGTAACCGCTCCGCTCAATGTTTATGGCAAAACCAAATTGGCTGGAGAAAGAGC
ATTACAAGAACATTGCGCAAAGCATCTTATTTTCCGTACCAGCTGGGTATATGCAGGTAAAGGAAATAACTTTGCCA
AAACAATGTTACGTCTGGCAAAAGAGCGCGAAGAACTGGCTGTGATAAACGATCAGTTTGGCGCACCAACAGGTGCT
GAATTGCTGGCTGATTGCACCGCTCATGCCATTCGCGTGGCATTAAAAAAACCAGAAGTTGCTGGCTTGTACCATCT
GGTAGCAAATGGCACAACAACCTGGCACGATTACGCCGCGCTAGTATTCGAAGAAGCCCGTAAAGCAGGGATTGACC
TTGCACTTAACAAACTCAACGCCGTACCAACAACGGCTTATCCTACTCCAGCCCGCCGTCCTCATAATTCTCGCCTC
AATACCGAAAAGTTTCAGCAGAACTTTGCGCTTGTCTTGCCTGACTGGCAGGTGGGCGTGAAACGTATGCTCAACGA
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ATTATTTACGACTACGGCAATTTAACAAATTTTTGCATCTCGCTCATGATGCCAGAGCGGGATGAATTAAAAGGAAT
GGTGAAATGAAAACGCGTAAAGGTATTATTCTGGCTGGTGGTTCCGGCACTCGTCTTTATCCTGTGACGATGGCAGT
GAGTAAACAACTGCTGCCGATTTATGATAAGCCGATGATTTATTATCCGCTTTCAACGCTTATGTTAGCGGGTATTC
GCGATATTCTTATTATCAGTACGCCACAGGATACACCGCGTTTCCAACAATTGTTGGGGGACGGGAGTCAGTGGGGG
CTTAATCTACAGTATAAAGTACAACCGAGTCCGGATGGCCTGGCGCAAGCGTTTATTATTGGTGAAGACTTTATTGG
TGGTGATGATTGTGCACTCGTACTTGGCGATAATATCTTCTATGGACACGACTTGCCGAAATTAATGGAAGCTGCTG
TTAACAAAGAAATCGGTGCAACGGTATTTGCTTATCACGTCAATGATCCTGAACGTTATGGTGTCGTGGAGTTTGAT
AATAACGGTACTGCAATTAGCCTGGAAGAAAAACCGCTGGAACCAAAAAGTAACTATGCGGTTACTGGGCTTTATTT
CTATGACAATGATGTTGTAGAAATGGCGAAAAACCTTAAGCCTTCTGCCCGTGGCGAACTGGAAATTACCGATATTA
ACCGTATTTATATGGAGCAGGGACGTTTGTCTGTCGCTATGATGGGGCGTGGTTATGCCTGGTTGGATACTGGTACA
CATCAAAGTCTTATTGAAGCAAGTAACTTCATTGCCACCATTGAAGAGCGTCAGGGATTAAAGGTATCTTGCCCGGA
AGAGATTGCTTACCGTAAAGGGTTTATTGATGCTGAGCAGGTGAAAGTATTAGCCGAACCGCTGAAGAAAAATGATT
ATGGTCAGTATCTGCTAAAAATGATTAAAGGTTATTAATAAAATGAACGTAATTAAAACTGAAATTCCTGATGTGCT
GATTTTTGAACCAAAAGTTTTTGGTGATGAACGTGGCTTCTTTTTTGAGAGTTTTAACCAGAAAGTATTTGAAGAAG
CTGTAGGACGGAAGGTTGAATTTGTTCAGGATAACCATTCTAAGTCTAAAATAAATGTATTGCGTGGGATGCATTAT
CAAACACAAAATACTCAAGGAAAACTGGTTCGGGTAATTTCTGGTTCAGTATATGATGTTGCCGTAGATTTAAGAGA
AAAATCAAAGACATTTGGCAAATGGGTGGGTGTAGAATTATCTGGGAATAATAAAAGACAATTGTGGATCCCCGAAG
GTTTTGCCCATGGTTTTTATGTGTTGGAGGAGAATACCGAATTTGTTTATAAATGTACCGATACTTATAACCCTGCT
CATGAACACACATTGCTATGGAATGATCCAACTATCAATATAAGTTGGCCAATCATACAAAACTGCAAGCCAATTAT
TTCTGAAAAAGATGCTAATGGACATCTTTTTTCACATAAAACCTATTTCTGAAATGCAATATTATGAGTTTAATTAG
AAACAGTTTCTATAATATTGCTGGTTTTGCTGTGCCGACATTAGTTGCAGTCCCTGCTTTGGGGATTCTTGCCAGGC
TGCTTGGACCGGAGAATTTTGGACTTTTCACACTAGCATTCGCTTTGATAGGATATGCAAGTATTTTCGACGCCGGG
ATTAGTCGAGCTGTAATCAGAGAAATCGCTCTTTATCGAGAAAGTGAAAAAGAGCAAATACAAATTATTTCGACAGC
AAGTGTAATCGTACTATTCTTAGGGGTGGTTGCAGCTTTGTTACTTTATTTTAGTAGTAATAAAGTTGTTGAGTTAT
TGAATGTTAGTTCCGTTTATATTGAAACAGCAGTGCGTGCATTCTCTGTTATTTCATTTATAATACCTGTGTATCTG
ATTAACCAGATTTGGCTTGGTTATCTGGAAGGGCTAGAAAAATTTGCAAATATAAATGTTCAGAGAATGATTTCTAG
CACAAGCTTGGCTATATTACCAGTGATATTTTGTTATTACAATCCCTCGTTGCTTTATGCTATGTATGGGTTGGTGG
TTGGGCGTGTGATTTCATTTTTGATTAGCGCAATAATTTGTCGAGATATTATTCTTAAAAGTAAACTTTACTTTAAT
GTGGCAACTTGCAATCGTCTTATCTCTTTTGGTGGATGGATAACAGTTAGTAATATCATAAGCCCAATCATGGCATA
TTTCGACCGCTTTATCATCTCTCATATTATGGGGGCTTCGAGAATTGCATTTTATACAGCGCCCTCAGAGGGTGTAT
CAAGGTTAATTAATATCCCATATGCTTTGGCAAGAGCTCTATTTCCTAAATTGGCATATAGCAATAATGATGATGAA
CGAAAAAAATTACAACTACAGAGCTACGCAATTATAAGCATTGTATGTCTACCCATAGTTGTTATTGGTGTCATTTT
TGCCTCATTCATAATGACAACATGGATGGGACCTGATTATGCCTTAGAAGCAGCAACTATCATGAAAATACTTCTTG
CTGGTTTTTTCTTTAACTCTTTAGCGCAAATACCTTATGCATACTTGCAATCTATCGGAAAGTCAAAAATTACCGCA
TTTGTGCATCTCATAGAACTTGCGCCATACTTATTATTATTGTATTACTTCACAATGCATTTCGGCATAATTGGCAC
GGCAATCGCTTGGTCACTTAGAACATTTTGTGATTTTGTTATACTACTTTCGATATCGAGAAGAAAATGATTGCGGT
TGATATTGCGCTTGCAACCTACAATGGTGCTAATTTTATTCGGCAACAGATTGAATCTATCCAGAAACAAACTTATA
GAAATTGGCGTCTTATAATAAGTGATGATAACTCGAGTGATGATACTGTTGATATTATTAAGGATATGATGTCTAAC
GACAGTCGTATCTATTTGGTAGGAAATAAAAGACAAGGAGGGGTTATTCAGAACTTTAATTATGCTCTTTCACAAAC
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TACATCTGAAATTGTGTTACTATGTGACCAGGATGACATTTGGCCGGAGGAGCGTCTGGAAATTCTTATAGATAAAT
TTAAGGCCTTGCAGCGTAATGATTTTGTTCCGGCAATGATGTTTACTGATTTGAAATTAGTAGACGAAAATAATTGT
TTGATTGCAGAAAGTTTTTATCGAACGAATAATATTAATCCACAAGATAATCTGAAAAATAATAATCTTCTCTGGCG
TTCAACGGTATATGGCTGTACTTGCATCATGAATAAGAAACTTGTTGATATTGCATTGCCTATACCTACATATGCAC
ATATGCATGATCAATGGTTGGCATTATTAGCGAAGCAATATGGTAACATTTTTTATTTCGACTATGCGTCTGTTCGT
TATAGGCAACATTCTACAAATGTTGTTGGTGGTAGAAATAAAACGCCATTTCAAAAATTTAATTCCATACAAAAAAA
CCTAAAAAGGATTAATTTGCTAGTGGATAGAACTGTTGCTTTAATTAAATCAAATAACGATTTCTATCCAGGGAATA
AAATGGAAAATAAAATTGATTACTTAAAATTTGGAGTGAATGAAGTATTACCTTATCTTTTTAAAGGAAACAAGAAA
GTTTTTTCACTTTGTGTATTAATTAGTTTGGCATTACAAAAATGATATATTTATTATTTTTTTTTGCACTGTTTATG
ATCTGTACGTTTTTAACACACAGGCGACAGGCATTATATGTTGTATCTGCGTTAGTATTTCTTTTTTTGGCTTTAAC
CTATCCATCAGGAGGGGACTGGATAGGTTATTTTCTCCATTATGACTGCATGGTTAATGAGCAGTGTAATAATGGTT
TTATAATGTTTGAACCTGGATATGAATTAATTGTTTCCTTATTTGGATATTTGGGATTTCAGACAATTATTATTTTT
ATAGCCGCTGTAAATGTAATTCTAATATTAAATTTTGCAAAGCATTTTGAAAACGGAAGTTTTGTTATTGTTGCGAT
AATGTGCATGTTCCTTTGGAGTGTTTATGTTGAGGCGATTAGACAGGCTCTGGCCTTATCTATAGTTATATTTGGGA
TTCATTCTCTTTTTTTGGGTAGAAAAAGGAAATTTATAACATTAGTATTATTTGCGTCAACTTTCCATATAACTGCT
TTGATTTGTTTTCTTCTAATGACTCCTCTATTTTCAAAGAAATTAAGCAAGATAATAAGTTATAGCCTATTAATTTT
CAGTAGCTTCTTTTTCGCTTTTTCTGAAACCATATTAAGTGCACTCCTTGCAATTTTGCCAGAAGGATCCATTGCCA
GTGAAAAATTAAGTTTTTACTTAGCAACCGAGCAATACAGGCCACAGTTATCTATTGGGAGTGGCACTATTCTTGAC
ATTATACTTATTTTTCTGATATGTGTAAGTTTTAAACGAATAAAGAAATATATGCTCGCTAATTATAATGCTGCAAA
TGAGATATTGCTTATTGGTTGCTGTCTTTATATTTCTTTCGGTATTTTTATCGGGAAAATGATGCCAGTTATGACTC
GCATTGGTTGGTATGGTTTTCCATTTGTTATAGTACTTCTTTATATTAACTTGGGTTATTCAGAATATTTTAAGAGG
TATATAAATAAAAGAGGGTGTGGGTATAGCAAATTATTAATTGCTTTTTATTTTTTGCTACAAATTTTGCGACCATT
AACATATGATTATAGCTATTATAATATAATGCACCAGGATACTTTGCTGAATAGGTTTGATGCATTAGATGATGCAT
CATTAAGACAATCAGCGAAGAGAAAATGTTTCGATTTGGGAAAGATAGGATATGGTTTCTTATGTAGTATATAATAT
CCTGCATTCATTCGGATAATTTCCTATGGAAGTGTCCTTTGCTCTGTCTGTCCTCATTTGTTGAAATTTTATGTTAA
TAAGAAGCTTTAGATAACCACTTAGGAACTGTATGTTTGATCTGTCCAAAAATTATATTATTGTAAGTGCGACGGCG
CTGGCTTCCGGAGGTGCATTAACTATATTAAAGCAATTTATAAAACATGCATCACAAAATTCAAATGACTATATTAT
GTTTGTATCTGCGGGATTGGAGTTGCCGGTCTGTGATAACATCATTTACATAGAAAACACACCAAAAGGATGGTTGA
AAAGAATATATTGGGATTGGTTCGGTTGTCGGAAGTTTATCTCGGAACATAAGATTAACGTTAAGAAAGTAATTTCT
CTACAAAATTCCAGTTTGAATGTTCCTTACGAACAGATTATTTACTTGCACCAGCCAATTCCTTTTAGTAAAGTTGA
TTCTTTTTTAAAAAATATCACATCCGATAACGTAAAGCTTTTTTTATATAAAAAGTTTTATTCCTATTTTATATTTA
AATATGTGAATGCCAATACAACCATCGTAGTGCAAACGAATTGGATGAAAAAAGGAGTGCTGGAGCAATGTGATAAA
ATTAGTACCGAAAGGGTCCTTGTTATAAAACCTGATATCAAAGCATTTAATAATACTAATTTTGATGTAGATATGGA
TGTATCTGCAAAAACACTCTTATATCCAGCGACACCACTTACCTATAAAAATCATTTGGTCATTCTGAAGGCGTTGG
TTATTTTAAAGAAAAAGTATTTTATAGATGATCTGAAATTCCAAGTGACTTTTGAAAAGAATAGGTACAAAAATTTT
GATAAGTTTGTGCAATTAAATAACTTAAGCAAAAACGTTGATTATCTCGGCGTTCTTTCATACTCGAACTTGCAAAA
AAAATATATGGCGGCATCTTTAATCGTTTTTCCTAGCTATATCGAATCATATGGGTTACCACTCATCGAAGCTGCTA
GTTTAGGAAAAAAAATCATTAGTAGTGATCTTCCTTATGCCCGGGATGTTTTAAAGGATTATAGCGGCGTAGATTTT
GTAATTTACAATAATGAAGATGGCTGGGCTAAGGCGTTGTTTAATGTTTTAAATGGCAATTCGAAGCTCAATTTTAG
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GCCTTATGAAAAAGATAGTCGTTCATCTTGGCCACAGTTCTTCTCTATTTTGAAATAAGGTGTATTATGTTTAATGG
TAAAATATTGTTAATTACTGGTGGTACGGGGTCTTTCGGTAATGCTGTTCTAAGACGTTTTCTTGACACTGATATCA
AAGAAATACGTATTTTTTCCCGGGATGAAAAAAAACAAGATGACATGAGGAAAAAATATAATAATCCGAAACTTAAG
TTCTATATAGGTGATGTTCGCGACTATTCGAGTATCCTCAATGCTTCTCGAGGTGTTGATTTTATTTATCATGCTGC
AGCTCTGAAGCAAGTACCTTCCTGCGAATTCCACCCAATGGAAGCTGTAAAAACGAATGTTTTAGGTACGGAAAACG
TACTGGAAGCGGCAATAGCTAATGGAGTTAGGCGAATTGTATGTTTGAGTACAGATAAAGCTGTATATCCTATCAAT
GCAATGGGTATTTCCAAAGCGATGATGGAAAAAGTAATGGTAGCAAAATCGCGCAATGTTGACTGCTCTAAAACGGT
TATTTGCGGTACACGTTATGGCAATGTAATGGCATCTCGTGGTTCAGTTATCCCATTATTTGTCGATCTGATTAAAT
CAGGTAGACCAATGACGATAACAGACCCTAATATGACTCGTTTCATGATGACTCTCGAAGACGCTGTTGATTTGGTT
CTTTACGCATTTGAACATGGCAATAATGGTGATATTTTTGTCCAAAAGGCACCTGCGGCTACCATCGAAACGTTGGC
TATTGCACTCAAAGAATTACTTAATGTAAACCAACACCCTGTAAATATAATCGGCACCCGACACGGGGAAAAACTGT
ACGAAGCGTTATTGAGCCGAGAGGAAATGATTGCAGCGGAGGATATGGGTGATTATTATCGTGTTCCACCAGATCTC
CGCGATTTGAACTATGGAAAATATGTGGAACATGGTGACCGTCGTATCTCGGAAGTGGAAGATTATAACTCTCATAA
TACTGATAGGTTAGATGTTGAGGGAATGAAAAAATTACTGCTAAAACTTCCTTTTATCCGGGCACTTCGGTCTGGTG
AAGATTATGAGTTGGATTCATAATATGAAAATTTTAGTTACTGGCGCTGCAGGGTTTATCGGTCGAAATTTGGTATT
CCGGCTTAAGGAAGCTGGATATAACGAACTCATTACGATAGATCGTAACTCTTCTTTGGCGGATTTAGAGCAGGGAC
TTAAGCAGGCAGATTTTATTTTTCACCTTGCTGGGGTAAATCGTCCCGTGAAGGAGTGTGAATTTGAAGAGGGAAAT
AGTAATCTAACTCAACAGATTGTTGATATCCTGAAAAAAAACAATAAAAATACTCCTATCATGCTGAGTTCTTCCAT
CCAGGCTGAATGTGATAACGCTTATGGAAAGAGTAAAGCAGCTGCGGAAAAAATCATTCAGCAGTATGGGGAAACGA
CAAACGCTAAATATTATATTTATCGCTTGCCGAATGTATTCGGTAAGTGGTGTCGACCAAATTATAACTCCTTTATA
GCAACTTTCTGCCATCGCATTGCAAATGATGAAGCTATTACAATTAATGATCCTTCAGCAGTTGTAAATCTGGTGTA
TATAGATGACTTTTGTTCTGACATATTAAAGCTATTAGAAGGAGCGAACGAAACTGGTTACAGGACATTTGGTCCAA
TTTATTCTGTTACTGTTGGTGAAGTGGCACAATTAATTTACCGGTTTAAAGAAAGTCGCCAAACATTAATCACCGAA
GATGTAGGTAATGGATTTACACGTGCATTGTACTCAACATGGTTAAGTTACCTGTCTCCTGAACAGTTTGCGTATAC
GGTTCCTTCTTATAGTGATGACAGAGGGGTATTCTGTGAAGTATTGAAAACGAAAAACGCGGGCCAGTTTTCGTTCT
TTACTGCGCATCCAGGAATTACTCGGGGTGGTCATTATCATCATTCCAAAAATGAGAAATTTATTGTCATCCGAGGA
AGTGCTTGTTTCAAATTTGAAAATATTGTCACGAGTGAACGATATGAACTTAATGTTTCCTCTGATGATTTTAAAAT
TGTTGAAACAGTTCCGGGATGGACGCATAACATTACTAATAATGGCTCGGATGAGCTAGTTGTTATGCTTTGGGCAA
ATGAAATATTTAATCGTTCTGAACCAGATACTATAGCGAGAGTTTTATCGTGAAAAAATTGAAAGTCATGTCGGTTG
TTGGGACTCGTCCAGAAATTATTCGACTCTCGCGTGTCCTTGCAAAATTAGATGAATATTGTGACCACCTTATTGTT
CATACCGGGCAAAACTACGATTATGAACTGAATGAAGTTTTTTTCAAAGATTTGGGTGTTCGCAAACCTGATTATTT
TCTTAATGCCGCAGGTAAAAATGCAGCAGAGACTATTGGACAAGTTATCATTAAAGTTGATGAGGTCCTTGAACAGG
AAAAACCAGAAGCCATGTTAGTACTTGGCGATACTAACTCCTGTATTTCAGCAATACCAGCAAAGCGTCGAAGAATT
CCGATCTTCCATATGGAGGCTGGGAATCGTTGTTTTGACCAACGCGTACCGGAAGAAACTAACAGAAAAATAGTTGA
TCATACCGCTGATATCAATATGACATATAGTGATATCGCGCGTGAATATCTTCTGGCTGAAGGTGTACCAGCCGATA
GAATTATTAAAACCGGTAGCCCAATGTTTGAAGTACTCACTCATTATATGCCGCAGATTGATGGTTCCGATGTACTT
TCTCGCCTGAATTTAACACCTGGGAATTTCTTTGTGGTAAGTGCCCACAGAGAAGAAAATGTTGATACCCCTAAACA
ACTTGTGAAACTGGCGAATATACTTAATACCGTGGCTGAAAAATATGATGTCCCGGTAGTTGTTTCTACTCATCCTC
GCACTCGTAACCGCATCAACGAAAACGGTATTCAATTCCATAAAAATATCTTGCTTCTTAAGCCATTAGGATTTCAC
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GATTACAACCATCTGCAAAAAAATGCACGTGCTGTTTTATCGGATAGTGGGACTATTACAGAAGAGTCCTCCATTAT
GAACTTCCCTGCACTCAATATACGAGAAGCGCACGAACGCCCGGAAGGCTTCGAAGAAGGGGCAGTAATGATGGTCG
GTCTTGAATCTGATCGCGTTTTACAGGCATTAGAAATTATTGCAACACAGCCTCGTGGAGAAGTACGCTTACTTCGT
CAGGTTAGTGACTATAGCATGCCAAATGTTTCAGATAAAGTTCTGCGTATTATCCATTCATATACTGACTACGTTAA
ACGGGTTGTCTGGAAGCAATACTAATGAAACTTGCATTAATCATTGATGATTATTTGCCCCATAGCACACGCGTTGG
GGCTAAAATGTTTCATGAGTTAGGCCTTGAATTACTGAGCAGAGGCCATGATGTAACTGTAATTACGCCTGACATCT
CATTACAAGCAATTTATTCTATTAGTATGATTGATGGTATAAAGGTTTGGCGTTTCAAAAGTGGACCTTTAAAGGAT
GTAGGTAAGGCTAAACGTGCCATAAATGAAACTCTTTTATCTTTTCGCGCATGGCGCGCATTTAAGCACCTCATTCA
ACATGATACATTTGATGGTATCGTTTATTATTCCCCCTCTATTTTTTGGGGCGACTTGGTTAAAAAAATAAAACAAC
GATGCCAGTGCCCAAGCTATCTGATCCTAAGGGATATGTTTCCACAGTGGGTCATTGATGCAGGTATGTTGAAAGCC
GGTTCACCAATTGAAAAATATTTTAGGTATTTTGAAAAAAAGTCATATCAGCAGGCTGGCCGGATAGGGGTAATGTC
TGATAAGAATCTTGAGATATTTCGCCAGACCAATAAAGGTTATCCGTGTGAAGTTTTACGTAATTGGGCCTCAATGA
CTCCTGTGTCTGCCAGCGATGATTATCATTCACTTCGTCAAAAATACGATCTAAAAGATAAAGTCATTTTTTTCTAT
GGCGGTAATATTGGGCATGCTCAGGATATGGCAAACTTAATGCGCCTTGCGCGTAATATGATGCGTTATCATGATGC
TCATTTCCTGTTTATAGGGCAGGGTGATGAAGTTGAGCTGATAAAATCTCTTGCTGCAGAATGGAATTTAACTAATT
TCACTCATCTACCTTCAGTGAACCAGGAAGAGTTTAAATTAATTTTATCTGAAGTTGATGTCGGCCTGTTCTCCCTT
TCATCTCGCCATTCTTCACATAATTTCCCCGGAAAATTACTAGGGTATATGGTTCAATCAATCCCGATCCTTGGGAG
TGTGAATGGCGGCAATGATTTAATGGATGTAATTAATAAGCACAGAGCCGGTTTCATTCATGTTAATGGTGAAGATG
ATAAACTGTTTGAATCTGCACAATTGCTTCTTAGTGATTCAGTTTTAAGAAAACAGCTAGGTCAGAACGCTAATGTG
TTGTTAAAGTCTCAATTTTCGGTTGAATCGGCGGCACATACTATCGAAGTCCGACTGGAGGCTGGAGAATGCGTTTA
GTTGATGACAATATTCTGGATGAACTTTTTCGCACTGCAGCAAATTCTGAACGTTTGCGCGCTCATTATTTATTGCA
CGCATCTCATCAGGAGAAGGTTCAACGTTTACTTATTGCATTTGTACGCGACAGCTATGTTGAACCCCATTGGCATG
AGTTACCGCATCAGTGGGAAATGTTTGTCGTCATGCAAGGGCAATTAGAAGTTTGTTTGTATGAGCAAAATGGTGAG
ATCCAAAAACAGTTTGTTGTTGGAGACGGTACGGGAATAAGCGTCGTGGAATTTTCCCCAGGAGATATACATAGTGT
CAAATGCCTGTCACCAAAAGCCCTTATGTTGGAGATAAAGGAGGGGCCATTTGACCCACTCAAAGCTAAGGCTTTTT
CTAAGTGGTTATAGGGCGATACACCACCGTTTATTCTTCTATCTTATTCTATACATGCTGGGTTACCATCTTAGCTT
CTTCAAGCCGCGCAACCCCGCGGTGACCACCCCTGACAGGAGTAGCTAGCATTTGACCACCCCTGACAGGATTAGCT
AGCATATGAGCTCGAGGATATCTACTGTGGGTACCCGGGATCCGTGTAGGCTGGAGCTGCTTCGAAGTTCCTATACT
TTCTAGAGAATAGGAACTTCGGAATAGGAACTAAGGAGGATATTCATAT

[0875]  SEQ ID NO:10 (EPAZAEE FANY1E 5 41 54

[0876]  MKKIWLALAG LVLAFSASA

[0877]1  SEQ ID NO:11 (01ArfbILR AL TR 741 5245 - 01A - EPAZE P2 Rk s t GVXN44 11 F11
stLMTB10217)

[0878]  ATGACGAATTTAAAAGCAGTTATTCCTGTAGCGGGTCTCGGGATGCATATGTTGCCTGCCACTAAGGCG
ATACCCAAAGAGATGCTACCAATCGTCGACAAGCCAATGATTCAGTACATTGTTGACGAGATTGTGGCTGCAGGGAT
CAAAGAAATCCTCCTGGTAACTCACGCGTCCAAGAACGCGGTCGAAAACCACTTCGACACCTCTTATGAGTTAGAAT
CACTCCTTGAGCAGCGCGTGAAGCGTCAACTGCTGGCGGAAGTACAGTCCATCTGTCCGCCGGGCGTGACCATTATG
AACGTGCGTCAGGGCGAACCTTTAGGTTTAGGCCACTCCATTTTGTGTGCGCGACCTGCCATTGGTGACAACCCATT
TGTCGTGGTACTGCCAGACGTTGTGATCGACGATGCCAGCGCCGACCCGCTACGTTACAACCTTGCTGCCATGATTG
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CACGTTTCAACGAAACGGGCCGCAGCCAGGTGCTGGCAAAACGTATGCCGGGTGACCTCTCTGAATACTCCGTCATC
CAGACTAAAGAGCCGCTGGACCGTGAGGGTAAAGTCAGCCGCATTGTTGAATTTATCGAAAAACCGGATCAGCCGCA
GACGCTGGACTCAGACATCATGGCCGTAGGTCGCTATGTGCTTTCTGCCGATATTTGGCCGGAACTGGAACGTACTC
AGCCTGGTGCATGGGGACGTATTCAGCTGACTGATGCTATTGCCGAGCTGGCGAAAAAACAATCCGTTGATGCAATG
CTGATGACCGGCGACAGTTACGACTGCGGCAAAAAAATGGGCTATATGCAGGCGTTTGTGAAGTATGGCCTACGCAA
CCTGAAAGAAGGGGCGAAGTTCCGTAAAGGTATTGAGAAGCTGTTAAGCGAATAATGAAAATCTGACCGGATGTAAC
GGTTGATAAGAAAATTATAACGGCAGTGAAAATTCGCAGCAAAAGTAATTTGTTGCGAATCTTCCTGCCGTTGTTTT
ATATAAACCATCAGAATAACAACGAGTTAGCAGTAGGGTTTTATTCAAAGTTTTCCAGGATTTTCCTTGTTTCCAGA
GCGGATTGGTAAGACAATTAGCGTTTGAATTTTTCGGGTTTAGCGCGAGTGGGTAACGCTCGTCACATCATAGGCAT
GCATGCAGTGCTCTGGTAGCTGTAAAGCCAGGGGCGGTAGCGTGCATTAATACCTCTATTAATCAAACTGAGAGCCG
CTTATTTCACAGCATGCTCTGAAGTAATATGGAATAAATTAAGCTAGCGTGAAGATACTTGTTACTAGGGGCGCAGG
ATTTATTGGTTCTGCTGTAGTTCGTCACATTATAAATAATACGCAGGATAGTGTTGTTAATGTCGATAAATTAACGT
ACGCCGGAAACCTGGAATCACTTGCTGATGTTTCTGACTCTGAACGCTATGTTTTTGAACATGCGGATATTTGCGAT
GCTGCTGCAATGGCGCGGATTTTTGCTCAGCATCAGCCGGATGCAGTGATGCACCTGGCTGCTGAAAGCCATGTGGA
TCGTTCAATTACAGGCCCTGCGGCATTTATTGAAACCAATATTGTTGGTACTTATGTCCTTTTGGAAGCGGCTCGCA
ATTACTGGTCTGCTCTTGATGGCGACAAGAAAAATAGCTTCCGTTTTCATCATATTTCTACTGACGAAGTCTATGGT
GATTTGCCTCATCCTGACGAAGTAAATAATAAAGAACAATTACCCCTCTTTACTGAGACGACAGCTTACGCGCCTAG
TAGTCCTTATTCCGCATCAAAAGCATCCAGCGATCATTTAGTCCGCGCGTGGAAACGTACCTATGGTTTACCGACTA
TTGTGACTAACTGTTCGAATAACTACGGTCCTTATCACTTTCCGGAAAAATTGATTCCACTAGTAATTCTTAATGCT
CTGGAAGGTAAGGCATTACCTATTTATGGCAAAGGGGATCAAATTCGTGACTGGCTGTATGTTGAAGATCATGCGCG
TGCGTTATATACCGTAGTTACTGAAGGTCAAGCGGGTGAAACCTATAACATTGGCGGACACAACGAAAAGAAAAACA
TCGATGTTGTGCTGACTATTTGTGATTTGTTGGACGAGATAGTCCCGAAAGAGAAATCTTATCGTGAGCAAATTACT
TATGTTGCTGATCGCCCAGGGCATGATCGCCGTTATGCGATTGATGCTGAGAAGATTGGTCGCGAATTGGGATGGAA
ACCACAGGAAACGTTTGAGAGTGGGATTCGTAAAACGGTGGAATGGTATTTGGCTAATGCAAAATGGGTTGATAATG
TGAAAAGTGGTGCCTATCAATCGTGGATTGAACAGAACTATGAGGGCCGCCAGTAATGAATATCCTCCTTTTTGGCA
AAACAGGGCAGGTAGGTTGGGAACTACAGCGTGCTCTGGCACCTCTGGGTAATTTGATTGCTCTTGATGTTCACTCC
ACTGATTACTGTGGTGATTTTAGTAACCCTGAAGGTGTGGCTGAAACAGTCAAAAGAATTCGACCTGATGTTATTGT
TAATGCTGCGGCTCACACCGCAGTAGATAAGGCTGAGTCAGAACCCGAATTTGCACAATTACTCAATGCGACTAGCG
TTGAATCAATTGCAAAAGCGGCAAATGAAGTTGGGGCTTGGGTAATTCATTACTCAACTGACTACGTATTCCCTGGA
AATGGCGACACGCCATGGCTGGAGATGGATGCAACCGCACCGCTAAATGTTTACGGTGAAACCAAGTTAGCTGGAGA
AAAAGCATTACAAGAGCATTGTGCGAAGCACCTAATTTTCCGTACCAGCTGGGTCTATGCAGGTAAAGGAAATAATT
TCGCCAAAACGATGTTGCGTCTGGCAAAAGAGCGTGAAGAACTAGCCGTTATTAATGATCAGTTTGGTGCGCCAACA
GGTGCTGAACTGCTGGCTGATTGTACGGCACATGCCATTCGTGTCGCACTGAATAAACCGGATGTCGCAGGCTTGTA
CCATTTGGTAGCCAGTGGTACCACAACCTGGTACGATTATGCTGCGCTGGTTTTTGAAGAGGCGCGCAATGCAGGCA
TTCCTCTTGCACTCAACAAGCTCAACGCAGTACCAACAACTGCCTATCCTACACCAGCTCGTCGTCCACATAACTCT
CGCCTTAATACAGAAAAATTTCAGCAGAATTTTGCGCTTGTATTGCCTGACTGGCAGGTTGGTGTGAAACGCATGCT
CAACGAATTATTTACGACTACAGCAATTTAATAGTTTTTGCATCTTGTTCGTGATGGTGGAGCAAGATGAATTAAAA
GGAATGATGAAATGAAAACGCGTAAAGGTATTATTTTAGCGGGTGGTTCTGGTACTCGTCTTTATCCTGTGACTATG
GTCGTCAGTAAACAGCTATTACCTATATATGATAAACCGATGATCTATTATCCGCTTTCTACACTGATGTTAGCGGG
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TATTCGCGATATTCTGATTATTAGTACGCCACAGGATACTCCTCGTTTTCAACAACTGCTGGGTGACGGTAGCCAGT
GGGGCCTGAATCTTCAGTACAAAGTGCAACCGAGTCCGGATGGTCTTGCGCAGGCATTTATTATCGGTGAAGAGTTT
ATTGGTGGTGATGATTGTGCTTTGGTACTTGGTGATAATATCTTCTACGGTCACGACCTGCCTAAGTTAATGGATGC
CGCTGTTAACAAAGAAAGTGGTGCAACGGTATTTGCCTATCACGTTAATGATCCTGAACGCTATGGTGTCGTTGAGT
TTGATAAAAACGGTACGGCGATCAGCCTGGAAGAAAAACCGCTACAACCAAAAAGTAATTATGCGGTAACCGGGCTT
TATTTTTATGATAACGACGTTGTCGAAATGGCGAAAAATCTTAAGCCTTCTGCCCGCGGTGAACTGGAAATTACCGA
TATTAACCGTATCTATATGGAACAAGGGCGTTTATCTGTTGCCATGATGGGGCGTGGTTATGCGTGGTTAGACACGG
GGACACATCAGAGCCTGATTGAGGCAAGCAACTTTATTGCAACAATTGAAGAGCGTCAGGGGCTGAAAGTTTCCTGC
CCGGAAGAAATTGCTTACCGTAAAGGGTTTGTTGATGCTGAGCAGGTGAAAGTATTAGCTGAACCTCTGAAAAAAAA
TGCTTATGGTCAGTATCTGCTGAAAATGATTAAAGGTTATTAATAAAATGAACGTAATTAAAACAGAAATTCCTGAT
GTACTGATTTTTGAACCGAAAGTTTTTGGTGATGAGCGTGGTTTCTTTTTTGAGAGCTTTAACCAGAAGGTTTTTGA
GGAAGCTGTAGGCCGCAAAGTTGAATTTGTTCAGGATAACCATTCGAAGTCTAGTAAAGGTGTTTTACGCGGGCTGC
ATTATCAGTTGGAACCTTATGCACAAGGAAAATTGGTGCGTTGCGTTGTCGGTGAAGTTTTTGACGTAGCTGTTGAT
ATTCGTAAATCGTCATCGACTTTTGGCAAATGGGTTGGGGTGAATTTATCTGCTGAGAATAAGCGGCAATTGTGGAT
TCCTGAGGGATTTGCACATGGTTTTTTAGTGCTGAGTGAGACGGCGGAGTTTTTGTATAAGACGACAAATTATTATC
ATCCTCAGAGTGATAGAGGAATAAAATGGGATGATCCAAGCATCAATATTTCATGGCCAGTCGATTCACAAGTGCTG
CTATCAGCTAAAGATAATAAGCATCCTCCATTAACAAAGATTGAAATGTATAGTTAAGATCACGATAAATCTTGGAA
GGGTTGCAAAATTGAATAAAATAGTGAGCAAAAGTGAAATAAGGAACGTAATCCACAATGCTGGCTATATGATGATT
ACTCAGATAGCTTTATATGTTGCACCATTATTTATACTGAGTTATCTGTTAAAAACACTGGGGGTTGCACAGTTTGG
TAATTATGCCTTAATACTATCAATCGTTGCATATTTACAGATTATAACGGATTATGGTTTTTCTTTTAGTGCAAGTC
GTGCGATCTCACAGAATAGAGAGGACAAAGAATATATATCAAAAATTTATCTGTCAACTATGACTATCAAGTTGGCG
ATATGCGCTTTCTTATTCTTATTGCTCATGCTATTTTTAAATCTTTTGCCTGTGCAAGCTGAATTAAAACAAGGAAT
ATTATATGGATATCTTCTTGTAATAGGAAATACTTTCCAACCACAATGGTTTTTCCAAGGTATCGAAAAATTAAAAA
TCATAGCCCTTTCTAATGTTATATCAAGATGCGCCGCGTGTTTACTTGTATTTATCTATGTGAGGAATAGCGAGGAT
TTACAAAAAGCACTTTTAGTACAGTCACTTCCATTAGTAATTTCTGCGATTGGATTAAATATATTTATATTGAAATA
TATCAATATTATTTTTCCGGAAAAAAAATTATTTAAGGTAATTTTAAAAGAAGGTAAGGATTTTTTTCTTGCATCAC
TTTATTCTGTTATTCTCAATAATAGTGGCATTTTTCTATTAGGGATTTTTACTAATCCTGTTATTGTTGGTGTATAT
GCCGCCGCTGAAAAGATAGTCAAGGCCGTATTGTCGCTATTTACACCACTGACGCAAGCTATATATCCTTATAATTG
TCGTAAGTTTTCACTATCCGTATTTGACGGCATTGAGGCAGCAAAAAAAACTGGTATACCAATTATAATTTTAGCAT
TTATAGCTGCTGTTATCGTTGCAATTACCTTACCTGTTGCAATCGACTATCTTAATTTTCCAAAAGAAACAATTTTT
GTAGGTCAAATATTAAGTGCATGGATCTTTTTTGGTGTTCTTAATAATGTATTCGGCATTCAGATATTGAGTGCATC
AGGAAGAAGTAAAATATATAGTAGGATGGTATTCGTATCAGCGCTTATAACATTACTTTTGATTACTCTATTATTGC
AGTTTTGTAACGCCACTGGAGTGGCATGTGCAATATTATTGGGTGAAATGTTCTTATCAATATTGTTACTTAAGCGA
TATAAAAAAATAATTTAAGGAATAGTTATGAAGAAGTTATTATTAGTGTTCGGTACTAGGCCTGAAGCAATAAAGAT
GGCCTCTATCATTGAATTATTAAAAAAAGATTGTAGATTCGAATATAAAATATGTGTGACAGGCCAACATAAAGAGA
TGCTTGATCAAGTTATGCAAGTATTTGATGTTAAACCTGATTATAATTTACGGATTATGCAGCCTGGGCAAACATTA
GTATCTATAGCAACAAATATACTCTCACGGTTAAGTGAAGTTTTAATTATAGAAAAGCCAGATATTATACTTGTGCA
TGGGGATACAACGACTACCCTTGCTGCTACTTTAGCTGGGTATTACCACCAAATAAAAGTTTGTCATGTGGAAGCAG
GATTAAGAACAGGGGATATTTACTCTCCTTGGCCTGAAGAGGGCAATCGTAAAGTTACAGGGGCATTAGCATGTATT
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CATTTCGCCCCAACAGAGAGATCAAAAGATAATCTCCTGAGGGAGGGGGTCAAAGTAAATAATATATTTGTAACGGG
TAATACCGTCATCGACTCTTTATTTATTGCAAAAGATATCATAGATAATGACCCTAATATAAAGAACGCTTTACATA
ATAAATTTAATTTTCTTGATAAAAGCCGACGAGTAGTACTTATAACAGGTCATCGAAGAGAAAATTTCGGGAAAGGT
TTTGAAGATATATGCTTTGCAATAAAGGAATTAGCTTTCATTTATCCTAATGTAGATTTTATTTATCCGGTGCATCT
TAATCCCAATGTAATGGAACCAGTACATCGTATATTAGATAATATATGTAATATTTACCTTATTGAGCCCTTGGATT
ATTTGCCTTTTGTTTATTTAATGAATGAGTCATATTTAATATTGACTGATTCAGGGGGGATACAAGAAGAAGCGCCT
TCGTTAGGTAAACCGGTTTTGGTTATGCGTGATACTACTGAACGCCCTGAGGCGGTTGAGGCTGGTACTGTTGTATT
AGTGGGGACTTCTAAGATAAAAATAGTAAATAAAGTAACGGAGCTATTAAACAATGCTGATATCTACAATGCTATGT
CTCTGTTACATAATCCATATGGCGATGGAACAGCTGCTCAAAAAATTCTTAATGTGCTCGCCCAAGAGCTAATTTAA
TTTAAGCTAAAAATATGTTATTAATTATTGCTGATTATCCAAACGAAATGAATATGCGCGAGGGAGCTATGCAACGA
ATAGATGCGATAGACTCTCTCATTCGAGATCGCAAGCGAGTGTATTTGAATATTTCATTCAAAAAGCATCTAGTTCG
CTCAAATAGTTCCTTTAATAATGTTATAGTTGAAAATCTAAATGCAATTATTCACAGAAACATCATAAAACAGTACA
TGCAAAAATCAACAACTATATATGTTCATTCTGTTTATAATTTATTAAAGGTTATAACGCTCATTGATCTAAAAAAA
ACAATTCTTGATATACATGGTGTTGTACCGGAAGAACTTTTGGCAGATAATAAAAAATTACTTAGTAAAGTATATAA
CATGGTGGAAAAAAAAGGTGTCCTTGGATGCAAAAAATTAATACACGTCAGTACAGAAATGCAAAAACACTATGAAG
CAAAATATGGAGTAAACTTGGCTGAAAGGTCAATAGTGCTCCCGATTTTTGAATATAAAAATATAACCCAATCGCAA
AACAAATGGACAGAAAATAAAATACGAAGTATCTATCTTGGAGGATTACAAACATGGCAAAATATTGATAAAATGAT
TCAAGTTTGTGATGACACAGTGATAAACAATGAAGCAGGTAAGTATGAATTCAACTTTTTCATCCCACAGAGTAACT
TGGAAGGGTTTATAGATAAATATTCGTTAAAATTACATAATATCAATGCTAATGCATCTACGCTATCACGTGATGAA
GTAATTCCCTTTCTAAAAGAATGTCATATTGGTTTTGTATTGCGCGATGATATAATAGTAAACAGAGTTGCGTGCCC
TACAAAATTGGTTGAATATTTAGAGTGTGGTGTCGTTCCAGTTGTGCTCTCCCCACTTATAGGTGATTTTTATTCGA
TGGGATATCAATACATTACTACAGAGGAAATGGCTAACAGAAGTATAAGTTTGTTGGATCTTGAAAAAATGGCTGCA
CATAATTTACAAATTTTGACTTCTTATCAGAAGAGAACCTACAAGGCACAGAAAGAACTTATTGCTCAACTGTGCTG
AATTTTTTACATATATAAAATTATGTAAGCATATCGCGGGTCAGGTAATTGTATGCGTATCAAATATAAAGATAACG
GTTATATATTATGTTTTCTATTATGTTTCATTTTGAGCTACTTAGTTTTACTCAAATCTGACTACTTTCCTGCTGAT
TTTCTGCCATATACAGAAATATACGATGGGACATACGGAGAAATCAATAATATTGAGCCTGCCTTTTTATATTTAAC
ACGGTTGTTTCATTATTTAAATTTCCCCTATATATTTTTTGCAATGTTAGTTTGTGCCTTATGTTTAAGTTGGAAAA
TAAAATATGCAAGAAAAATAATTAAAGATAGTTATATATATTTGTTCTTGTATGTATATGTATCATTTTATGTGTTT
TTGCATGAAATGACTCAATTGCGCATAGCAATTGCAGTCACTATGTGCTATGTGTCGGTTTATTATTACTTTTATAA
AAATTGTATTAAACATGCACTGCCATGGATGGTGTTGGCTATTTTGTTTCATTACAGCGCCTTGCTTTTATTTATGT
CATTATTTATATACAGTTATAGGAGGTTATTAATAGTAATTATAGGGTTTGTAATATGTATGAGCTTTTTAAACGTG
TATGCAGATACAATTGCACTATATTTGCCAAATGAAAAAATAGTAAATTATTTATATAGTATTTCATCATCATTAGA
CAATAGAAATGATTTGGCAATATTCAACCTGAATAATATAATATTTTTATCAATATTTATTTTGATCTTTTATCTTA
GCCGATATATAAAATTAAATGATAATGAGGCGAAGTTTATTAAGTATGTGCAATGTTCAGGAATATTAGCCTTTTGT
ATTTTCTTTCTGGCTAGTGGAGTCCCGGTCATTGCTTATCGAACTGCAGAGTTGCTGCGAATATTTTATCCGATGGC
TTTAGTATTAATCCTTTCGCATATAAAAAATAATAATATGCGTTATTTTATTGCAGTCATTATAGTTATCCTTTCAG
GCTTAATGTTGTTTATAACACTAAGGGCTGTATCAATAGTTGGTCAAGGATTATAAAATGAATGTTGCTATTTTGTT
GTCTACGTATAATGGCGAAAAATATTTAGAGGAACAACTGGATTCATTGCTGCTTCAAAGTTATCAGGATTTTGTAG
TGTATATCCGTGATGACGGATCATCTGATAGAACTGTAAATATAATAAACCAATACGTAATGAAAGATAACAGATTT
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ATTAACGTGGGTAATTCAGAAAATCTTGGTTGTGCTGCTTCGTTTATTAATTTATTAAGAAATGCTTCAGCCGATAT
TTATATGTTTTGTGACCAAGATGATTATTGGCTTCCGAATAAATTACAGCGTGCTGTGGATTATTTTTCGGCTATTG
ATCCTTTACAACCTACCTTGTATCATTGCGATCTAAGCGTTGTTGATGAAAAACTTAATATTATACAAAATTCATTT
TTGCAGCATCAGAAAATGTCAGCGTATGATTCAATGAGAAAAAATAATCTTTTCATACAAAATTTTGTTGTTGGTTG
TTCATGTGCTGTTAATGCTTCACTTGCGGAATTTGTTCTTTCGCGAATTGGAGAGCAGCATGTAAAAATGATAGCTA
TGCATGACTGGTGGTTAGCCGTGACTGCAAAACTTTTTGGTCGAATCCATTTTGATAATACTCAAACGATTCTTTAT
CGACAACATCAGGGCAATGTATTAGGTGCAAAATCATCAGGTATGATGCGTTTTATTCGATTAGGATTAAATGGGCA
AGGGATTTCGCGAGTAGTATCTTTTAGAAAAAAAGTTTGTGCGCAAAATAAGCTTCTTTTAGATGTCTATGATAAAG
ATTTAAATCTTGAGCAAAAAAAATCTATCAGGCTTGTAATTGAGGGCCTTAAAGAGAACTCTTCAATTGCTGACCTT
TTAAAATGTTTCTATCATGGTAGCTATATGCAAGGTTTTAAACGTAATCTTGCCTTAATATATTCAGTTCTTTACAC
AAAAAAAAGAAGATAGTGTATCCTTATGAAAAAAATTGCTATTATCGGTACTGTTGGCATACCAGCATCATATGGCG
GATTTGAAACATTAGTTGAAAATTTAACAAGATACAATTCCTCGGGAGTTGAATATAATGTTTTTTGTTCATCGTTT
CACTACAAATCCCACCAAAAAAAACATAATGGGGCCCGTTTAATTTATATTCCGCTTAAAGCCAATGGATGGCAGAG
CATTGCGTATGACATAATTTCGTTAGCATATTCTATTTTTTTGAAGCCTGATGTGATTCTGATTTTAGGGGTTTCTG
GTTGTTCATTTTTGCCTTTCTTCAAACTCTTAACACGCGCTAAGTTTATTACTAATATTGATGGCCTGGAATGGCGA
AGAGATAAATGGAATTCAAAAGTGAAACGTTTCTTAAAATTTTCAGAAAAAATCGCAGTTCAATATTCGGATGTCGT
TATTACGGATAATGAGGCAATTTCTGAGTACGTTTTTAACGAGTATAATAAAGATAGCCGAGTTATTGCCTATGGAG
GGGATCATGCATGGTTAAATACTGAGGATGTATTTACAACAAGAAATTATAAAAGCGATTACTACCTTTCTGTATGT
CGTATCGAACCCGAAAACAATGTAGAATTAATTTTAAAAACATTTTCAAAGCTAAAATATAAAATAAAATTTATTGG
AAATTGGAATGGCAGCGAGTTTGGAAAGAAACTTAGGCTGCATTATTCTAACTATCCAAATATTGAAATGATTGATC
CGATTTATGATCTTCAACAATTATTTCACTTACGAAATAATTGCATAGGATATATACATGGTCATTCGGCTGGAGGA
ACAAACCCTTCTTTAGTCGAGGCAATGCATTTTAGTAAACCTATATTTGCATATGATTGTAAGTTTAATAGGTACAC
TACTGAAAATGAAGCATGTTATTTTTCTAATGAATCTGACCTCGCAGAGAAAATCATAATGCATTGTGAGCTATCAT
TAGGTGTCTCTGGCACGAAAATGAAAGAAATTGCTAACCAGAAATACACTTGGAGACGAATAGCAGAAATGTATGAG
GATTGCTATTAACTCTGTTAAACTTCAAATCTTTTACAATATATGGCATGACTATAAGCGCATTAATTGTTTTTCAA
GCCGCTCTCGCGGTGACCACCCCCTGACAGGGGATCCGTGTAGGCTGGAGCTGCTTCGAAGTTCCTATACTTTCTAG
AGAATAGGAACTTCGGAATAGGAACTAAGGAGGATATTCATATGGATAAAGCCGTAAGCATATAAGCATGGATAAGC
TATTTATACTTTAATAAGTACTTTGTATACTTATTTGCGAACATTCCAGGCCGCGAGCATTCAGCGCGGTGATCACA
CCTGACAGGAGTATGTAATGTCCAAGCAACAGATCGGCGTAGTCGGTATGGCAGTGATGGGACGCAACCTTGCGCTC
AACATCGAAAGCCGTGGTTATACCGTCTCTATTTTCAACCGTTCCCGTGAGAAGACGGAAGAAGTGATTGCCGAAAA
TCCAGGCAAGAAACTGGTTCCTTACTATACGGTGAAAGAGTTTGTCGAATCTCTGGAAACGCCTCGTCGCATCCTGT
TAATGGTGAAAGCAGGTGCAGGCACGGATGCTGCTATTGATTCCCTCAAACCATATCTCGATAAAGGAGACATCATC
ATTGATGGTGGTAACACCTTCTTCCAGGACACTATTCGTCGTAATCGTGAGCTTTCAGCAGAGGGCTTTAACTTCAT
CGGTACCGGTGTTTCTGGCGGTGAAGAGGGGGCGCTGAAAGGTCCTTCTATTATGCCTGGTGGCCAGAAAGAAGCCT
ATGAATTGGTAGCACCGATCCTGACCAAAATCGCCGCCGTAGCTGAAGACGGTGAACCATGCGTTACCTATATTGGT
GCCGATGGCGCAGGTCACTATGTGAAGATGGTTCACAACGGTATTGAATACGGCGATATGCAGCTGATTGCTGAAGC
CTATTCTCTGCTTAAAGGTGGCCTGAACCTCACCAACGAAGAACTGGCGCAGACCTTTACCGAGTGGAATAACGGTG
AACTGAGCAGTTACCTGATCGACATCACCAAAGATATCTTCACCAAAAAAGATGAAGACGGTAACTACCTGGTTGAT
GTGATCCTGGATGAAGCGGCTAACAAAGGTACCGGTAAATGGACCAGCCAGAGCGCGCTGGATCTCGGCGAACCGCT
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GTCGCTGATTACCGAGTCTGTGTTTGCACGTTATATCTCTTCTCTGAAAGATCAGCGTGTTGCCGCATCTAAAGTTC
TCTCTGGTCCGCAAGCACAGCCAGCAGGCGACAAGGCTGAGTTCATCGAAAAAGTTCGTCGTGCGCTGTATCTGGGC
AAAATCGTTTCTTACGCCCAGGGCTTCTCTCAGCTGCGTGCTGCGTCTGAAGAGTACAACTGGGATCTGAACTACGG
CGAAATCGCGAAGATTTTCCGTGCTGGCTGCATCATCCGTGCGCAGTTCCTGCAGAAAATCACCGATGCTTATGCCG
AAAATCCACAGATCGCTAACCTGTTGCTGGCTCCGTACTTCAAGCAAATTGCCGATGACTACCAGCAGGCGCTGCGT
GATGTCGTTGCTTATGCAGTACAGAACGGTATTCCGGTTCCGACCTTCTCCGCAGCGGTTGCCTATTACGACAGCTA
CCGTGCTGCTGTTCTGCCTGCGAACCTGATCCAGGCACAGCGTGACTATTTTGGTGCGCATACTTATAAGCGTATCG
ATAAAGAAGGTGTGTTCCATACCGAATGGCTGGATTAA

[0879]  SEQ ID NO:12 (02 rfbIE Ntz R 41 52451 - 02 - EPAZE P2 Bk s t GVXN4906)
[0880]  ATGACGAATTTAAAAGCAGTTATTCCTGTAGCGGGTCTCGGGATGCATATGTTGCCTGCCACTAAGGCG
ATACCCAAAGAGATGCTACCAATCGTCGACAAGCCAATGATTCAGTACATTGTTGACGAGATTGTGGCTGCAGGGAT
CAAAGAAATCCTCCTGGTAACTCACGCGTCCAAGAACGCGGTCGAAAACCACTTCGACACCTCTTATGAGTTAGAAT
CACTCCTTGAGCAGCGCGTGAAGCGTCAACTGCTGGCGGAAGTACAGTCCATCTGTCCGCCGGGCGTGACCATTATG
AACGTGCGTCAGGGCGAACCTTTAGGTTTAGGCCACTCCATTTTGTGTGCGCGACCTGCCATTGGTGACAACCCATT
TGTCGTGGTACTGCCAGACGTTGTGATCGACGATGCCAGCGCCGACCCGCTACGTTACAACCTTGCTGCCATGATTG
CACGTTTCAACGAAACGGGCCGCAGCCAGGTGCTGGCAAAACGTATGCCGGGTGACCTCTCTGAATACTCCGTCATC
CAGACTAAAGAGCCGCTGGACCGTGAGGGTAAAGTCAGCCGCATTGTTGAATTTATCGAAAAACCGGATCAGCCGCA
GACGCTGGACTCAGACATCATGGCCGTAGGTCGCTATGTGCTTTCTGCCGATATTTGGCCGGAACTGGAACGTACTC
AGCCTGGTGCATGGGGACGTATTCAGCTGACTGATGCTATTGCCGAGCTGGCGAAAAAACAATCCGTTGATGCAATG
CTGATGACCGGCGACAGTTACGACTGCGGCAAAAAAATGGGCTATATGCAGGCGTTTGTGAAGTATGGCCTACGCAA
CCTGAAAGAAGGGGCGAAGTTCCGTAAAGGTATTGAGAAGCTGTTAAGCGAATAATGAAAATCTGACCGGATGTAAC
GGTTGATAAGAAAATTATAACGGCAGTGAAAATTCGCAGCAAAAGTAATTTGTTGCGAATCTTCCTGCCGTTGTTTT
ATATAAACCATCAGAATAACAACGAGTTAGCAGTAGGGTTTTATTCAAAGTTTTCCAGGATTTTCCTTGTTTCCAGA
GCGGATTGGTAAGACAATTAGCGTTTGAATTTTTCGGGTTTAGCGCGAGTGGGTAACGCTCGTCACATCATAGGCAT
GCATGCAGTGCTCTGGTAGCTGTAAAGCCAGGGGCGGTAGCGTGCATTAATACCTCTATTAATCAAACTGAGAGCCG
CTTATTTCACAGCATGCTCTGAAGTAATATGGAATAAATTAAGTGAAAATACTTGTTACTGGTGGCGCAGGATTTAT
TGGTTCAGCTGTAGTTCGTCACATTATAAATAATACGCAGGATAGTGTTGTTAATGTCGATAAATTAACGTACGCCG
GAAACCGGGAATCACTTGCTGATGTTTCTGATTCTGAACGCTATGTTTTTGAACATGCGGATATTTGCGATGCACCT
GCAATGGCACGGATTTTTGCTCAGCATCAGCCGGATGCAGTGATGCACCTGGCTGCTGAAAGCCATGTTGACCGTTC
AATTACAGGCCCTGCGGCATTTATTGAAACCAATATTGTTGGTACTTATGTCCTTTTGGAAGCCGCTCGCAATTACT
GGTCTGCTCTTGATAGCGACAAGAAAAATAGCTTCCGTTTTCATCATATTTCTACTGACGAAGTCTATGGTGATTTG
CCTCATCCAGATGAAGTAAATAATACAGAAGAATTACCCTTATTTACTGAGACGACAGCTTACGCGCCAAGCAGCCC
TTATTCCGCATCCAAAGCATCCAGCGATCATTTAGTCCGCGCATGGAAACGTACGTATGGTTTACCGACCATTGTGA
CTAATTGCTCGAACAACTATGGTCCGTATCACTTCCCGGAAAAGCTTATTCCATTGGTTATTCTTAATGCACTGGAA
GGTAAGGCATTACCTATTTATGGCAAAGGGGATCAAATTCGCGACTGGTTGTATGTAGAGGATCATGCTCGTGCGTT
ATATACCGTCGTAACCGAAGGTAAAGCGGGTGAAACTTATAACATTGGCGGACACAACGAAAAGAAAAACATCGATG
TTGTGCTGACTATTTGTGATTTGTTGGATGAGATTGTACCGAAAGAGAAATCTTATCGTGAGCAAATTACTTATGTT
GCTGATCGCCCAGGGCATGATCGCCGTTATGCAATTGATGCCGATAAAATTAGCCGCGAATTGGGCTGGAAACCACA
GGAAACGTTTGAGAGCGGGATTCGCAAAACGGTGGAATGGTATCTGGCTAATACAAATTGGGTTGAGAATGTGAAAA
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GCGGTGCTTATCAGTCATGGATCGAACAAAACTATGAGGGCCGTCAGTAATGAATATCCTGCTTTTCGGCAAAACAG
GGCAGGTGGGTTGGGAACTGCAGCGTGCTCTGGCGCCGCTGGGTAATCTGATCGCTCTTGATGTTCACTCCACTAAT
TATTGTGGAGATTTCAGCAACCCCGAAGGTGTGGCAGAAACCGTCAAAAAAATTCGTCCTGACGTTATTGTTAATGC
TGCTGCTCACACTGCAGTAGATAAAGCAGAATCAGAACCGGATTTCGCACAATTACTTAACGCGACAAGCGTCGAAG
CGATTGCAAAAGCTGCTAATGAAGTCGGGGCCTGGGTTATACACTACTCTACTGATTATGTTTTCCCAGGCAGTGGT
GACGCGCCATGGCTGGAAACGGATGCAACAGCACCGCTAAATGTTTACGGTGAAACAAAATTAGCTGGGGAAAAGGC
ATTACAAGAACATTGCGCAAAGCATCTTATTTTCCGTACCAGCTGGGTATACGCTGGTAAAGGAAATAACTTTGCTA
AAACGATGTTGCGTTTGGCAAAAGAACGCGAAGAACTGGCTGTGATAAACGATCAGTTTGGCGCACCAACAGGTGCT
GAATTGCTGGCTGATTGCACCGCTCATGCCATTCGCGTGGCATTAAAAAAACCAGAAGTCGCTGGCTTGTACCATCT
GGTAGCAAGTGGCACAACAACCTGGCACGATTATGCTGCGCTGGTTTTTGAAGAGGCGCGCAAAGCAGGGATTAATC
TTGCACTTAACAAACTTAACGCCGTGCCAACAACGGCCTATCCCACACCAGCCCGTCGACCCCATAACTCTCGCCTC
AATACAGAAAAGTTTCAGCAGAACTTTGCGCTTGTCTTGCCTGACTGGCAGGTGGGCGTGAAACGTATGCTCAACGA
ATTATTTACGACTACGGCAATTTAACAAATTTTTGCATCTCGCTCATGATGCCAGAGCGGGATGAATTAAAAGGAAT
GGTGAAATGAAAACGCGTAAAGGTATTATTCTGGCTGGTGGTTCCGGCACTCGTCTTTATCCTGTGACGATGGCAGT
GAGTAAACAATTGCTGCCGATTTATGATAAGCCGATGATTTATTATCCGCTTTCAACGCTTATGTTAGCGGGTATTC
GCGATATTCTTATTATTAGTACGCCACAGGATACACCGCGTTTCCAACAATTATTGGGGGACGGGAGCCAGTGGGGT
CTTAATCTACAGTATAAAGTACAACCGAGTCCGGATGGCCTGGCGCAAGCGTTTATTATTGGCGAAGACTTTATTGG
TGGTGATGATTGTGCACTCGTACTTGGCGATAATATCTTCTATGGACACGACTTGCCGAAATTGATGGAAGCTGCTG
TTAACAAAGAAAGCGGTGCAACGGTATTTGCTTATCACGTTAATGATCCTGAACGCTATGGTGTCGTGGAGTTTGAT
AATAACGGTACGGCAATTAGCCTGGAAGAAAAACCGCTGGAGCCAAAAAGCAACTATGCGGTTACTGGGCTTTATTT
CTATGACAATGACGTTGTGGAAATGGCTAAAAACCTTAAGCCTTCTGCCCGTGGCGAACTGGAAATTACCGATATTA
ACCGTATTTATATGGAACAAGGACGTTTGTCTGTAGCCATGATGGGGCGTGGCTATGCATGGTTGGATACAGGGACG
CATCAAAGCCTTATTGAAGCAAGTAACTTCATTGCAACAATTGAAGAGCGTCAGGGATTAAAGGTATCTTGCCCGGA
AGAGATTGCTTACCGTAAAGGGTTTATTGATGCCGAGCAGGTGAAAGTATTAGCCGAACCGCTTATCAAGAATCAAT
ATGGTCAATATTTGCTGAAAATGATCAGCGAATAGTATATGGGAACTCAATGATGGATATTAAATTAATCTCTTTGC
AAAAACATGGGGATGAGCGCGGTGCATTAATTGCTCTTGAAGAGCAACGAAATATACCTTTCGAAGTCAAAAGAATA
TATTACATACTTGAGACTCTTAATGGAGTAAGACGCGGATTTCATGCGCACAAGGTTACTCGTCAGTTAGCTATTGT
AGTCAAGGGAGCTTGTAAATTTCATCTGGATAATGGTAAAGAAACAAAGCAGGTGGAACTTAATGATCCAACAATTG
CGTTGCTGATAGAACCCTATATATGGCATGAAATGTATGATTTTAGTGATGATTGTGTGCTGCTTGTAATTGCGGAT
GATTTCTATAAAGAGTCTGATTATATCCGCAATTATGATGATTTTATTAGAAGAGTAAATTCAATTGAGAATTCATA
AGCTAAGTGACGTCCAGACAACATCAATTGGTGATGGAACAACTATCTGGCAGTTTGTTGTGATACTAAAAGGTGCT
GTAATTGGTAATAATTGCAACATCTGTGCAAATACCTTAATTGAAAATAACGTTGTAATTGGTAACAATGTCACAGT
CAAAAGCGGTGTGTATATTTGGGATGGCGTTAAAATAGAGGATAATGTTTTTATTGGTCCTTGTGTAGCATTTACAA
ATGATAAGTATCCTCGCTCTAAAGTCTATCCTGATGAATTTTTGCAAACAATAATACGCAAAGGAGCATCAATAGGT
GCTAACGCAACCATCCTGCCAGGAATTGAAATTGGTGAAAAAGCAATCGTTGGTGCGGGGAGTGTTGTAACCAAAAA
TGTACCGCCATGCGCAATAGTAGTAGGTAATCCAGCTCGATTTATTAAATGGGTAGAGGATAATGAATAAAATTGAT
TTTTTAGATCTTTTTGCAATTAACCAGCGACAGCACAAAGAATTAGTCTCTGCGTTTAGTAGGGTGCTAGATTCTGG
TTGGTATATCATGGGCGAAGAACTTGAGCAGTTCGAGAAAGAGTTCGCAGAATACTGTGGAGTTAAGTATTGCATTG
GTGTAGCAAATGGCCTTGATGCGTTGATACTAGTATTGAGGGCATGGAAAGAACTTGGCTATCTTGAAGACGGTGAC
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GAGGTATTAGTACCGGCAAATACATATATTGCTTCTATTCTTGCTATAACAGAGAACAAACTTGTTCCTGTTCTTGT
TGAACCAGATATAGAAACTTATAATATTAATCCTGCTTTAATTGAAAATTACATTACGGAAAAAACTAAAGCAATAT
TACCGGTTCACTTATATGGTCTATTGTGCAATATGCCAGAAATTAGTGCAATCGCCAGAAAATATAATCTGTTGATT
CTTGAAGATTGTGCACAAGCACATGGTGCAATACGTGATGGTCGCAAAGCTGGAGCTTGGGGGGATGCTGCAGGATT
TAGTTTTTATCCAGGAAAAAACCTTGGAGCTTTGGGGGATGCGGGAGCTGTTACTACAAATAATGCAGAATTATCCT
CAACTATAAAAGCTTTGCGAAATTATGGGTCACATAAGAAATATGAAAATATTTATCAGGGATTGAATAGTCGATTG
GATGAACTGCAAGCAGCCTTATTGCGTGTAAAAATCCATACATTACCGGAAGATACTGCGATTCGGCAAAGGATTGC
TGAAAAATATATTCGTGAAATAAAAAACCCTGCGATTACGTTACCAGTGTACGAAGGCCAAGGTGCGCATGTTTGGC
ATTTATTTGTAGTAAGAATCGCTAATCGTGAAAAATTCCAGTCATACTTATTAGAGAAGGGTATCAAAACCTTAATT
CACTATCCATTACCACCCCATAAGCAGCAAGCATATCAAAATATGTCTAGCCTTAGCCTTCCAATTACTGAGCAAAT
TCATGATGAAGTCATTTCTTTACCTATAAGTCCGGTAATGAGTGAAGATGATGTCAATTATGTAATCAAAATGGTCA
ATGATTACAAGTAATGAAAAAATTTCTTCAGGTAACTATATTATCCGCTATCTATACATTCATTAAAATGATTGCGG
GTTTTATCATCGGTAAGGTAGTAGCAATTTATACAGGGCCATCAGGGGTAGCAATGCTTGGCCAAGTGCAAAGTTTA
ATCACAATAGTTGCAGGTACTACCTCTGCACCTGTAAGCACAGGCCTTGTTCGATATACTGCGGAAAATTGGCAAGA
AGGACAAGAAGCATGCGCGCCATGGTGGCGCGCATGCTTAAGGGTTACTCTGTTTTTATTCTTGCTTATTATTCCCG
TTGTTATTATATTGTCGAAAAATATTAGTGAGTTACTTTTTAGCGATGGACAATACACATGGTTAATCATTTTCGCA
TGTTGTATATTGCCATTCTCCATTATAAATACATTGATCGCTTCAGTTTTAAATGGTCAACAATTTTATAAGCAATA
TATATTGGTTGGGATGTTTTCTGTATTCATTTCTACTATGTTTATGATTTTGTTGATTGTAGCTTATAATCTTAAAG
GTGCATTGATTGCCACAGCTATAAATAGTGCTATTGCTGGTCTTGTATTGGTTTTATTTTGTCTCAATAAATCTTGG
TTTAGATTTAAATATTGGTGGGGTAAAACGGATAAAGACAAAATTATAAAAATTATTCATTATACTCTGATGGCTCT
GGTTTCTGTTATCTCCATGCCTACAGCATTGATGTGTATTAGAAAAATATTGATTGCTAAAACTGGTTGGGAGGATG
CAGGGCAATGGCAGGCCGTATGGAAGATATCTGAGGTTTATCTTGGTGTTGTGACAATTGCTTTGTCAACATATTTC
TTACCAAGATTGACAATTATAAAAACAAGTTTCCTTATAAAAAAAGAAGTAAATAGTACTATATTATACATAATATC
TATTACTTCATTCATGGCGTTGAGTATCTATTTATTCCGCGATTTGGTAATAACAGTTTTATTTACTGAACAGTTTC
GCTCAGCTCGTGAATTATTTTTATTACAACTTATAGGGGATGTAATAAAAATTGCTGGGTTTCTTTATGCATACCCT
CTTCAAAGTCAGGGGCATACTAAACTATTCATCAGTTCAGAAGTGATTTTTTCTATGCTCTTTATCATTACCACCTA
TATTTTTGTTGTAAATTATGGAGTACATGGTGCTAACATAAGTTATGTCATTACATATAGTTTATATTTTGTGTTTG
CATTTGTGTTTACTAATTTTATTAATGTTAGAAGAAATAATTAAAAACAGAGGTTGAATTTTGAAAATAATTATACC
TGTCTTAGGATTTGGCAGGGCTGGTGGTGAAAGAGTTCTTTCTAAGCTGGCAACTGAATTGATGAATTATGGACATG
ATGTAAGTTTTGTTGTTCCAGATAATAGAACTAATCCATATTATGCTACCACAGCAAAAATTGTCACGAGTAAATCT
AGTCAAAACCGTGTAAAAATATTGAGAATCATTAAAAATTACTATAATCTGTGGCGTAAATGCATAGAGTTAAATCC
TGATGCTGTAGTTGCTAGTTTTCATTTGACTGCCTATCTTGTCGCATTATTACCAATCACCCGTCGTAAGAAATATT
ATTATATTCAGGCGTATGAAGTTAATTTTTTTGATAATATAATATGGAAATTAATAGCGGGTTTAACATATTATTTA
CCGCTTAAAAAAATACTAAATAGTCCTAATTTGCTTCCTCATAAACATGATGATTTTATAGGAGTAGTTCCTGCAGG
AGTAGATTTAAACGTTTTCTATCCGAAACCATCAAATAGGTTATTAAATGGTCACACATCAATAGGGATTATTGGTA
GAAAAGAGAAGCACAAAGGAACTAGCGAAATTATTTCAGTATTGTGTTCACTGGAAAATAAAGCTGGAATTATAATC
AATATTGCGATCTATCTTGAAGAAGTTGATAAGCAGCGTTTAATCGCTGCCGGGTTTCAGGTTAATTTTTTTCCGAT
TACTTCTGATTTAGAATTGGCATCCTTTTATCGAAGCAATGACATCATGATTGCTGTTGGGTTAATTGAAGATGGCG
CTTTCCATTATCCTTGTGCTGAATCAATGGCTTGTGGTTGTCTTGTTATTTCAAATTATGCGCCACTTACTGAAACT
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AACAGTGTACTTAAATTAGTCAAGTTTGATGCTTGCAAACTTGGTGAAGCAATTAATCTTTGTCTCAATCTTGACCT
AGAAGAAAAAAGCAAAGAAATCCAATCTAATATTTCTGTGTTGAATAAATATGACTGGAAAATTGTTGGTGAAACTT
TCAATAGTTTATTGTTAGATGCAAATAAATAGTATACGTTGATGGGGAAAATATGAATATTGTTAAAACTGATATTC
CAGATCTGATCGTTCTTGAACCAAAAGTGTTTAGTGATGAACGCGGCTTTTTTATGGAGAGTTATAATCAGATTGAA
TTTGAGAAGGCAATAGGAAGGCACGTAAATTTTGTTCAGGATAATCATTCAAAATCTAGTAAAGGCGTACTACGTGG
GTTGCATTATCAATTAGCACCGTATGCACAGGCTAAATTAGTTCGATGTGTTGTAGGTCAGGTATTTGATGTTGCTG
TTGATCTTAGAAAAAATTCACCAACGTTCAAAAAATGGTTTGGAATAACCCTTTCCGCAGAAAATAAACGACAATTA
TGGATACCCGAAGGATTTGCTCATGGTTTCTTGGTGACCAGTGATGAAGCTGAGTTCATTTATAAGACAACTAACTA
CTATGCTCCTGGTCATCAGCAAGCAATTATTTACAATGATCCTATTTTAAACATCGATTGGCCTTTCTGCAGTAGTG
CTCTGTCATTATCACAAAAAGATCAAGAAGCAAAATTATTTTCAGAATTATTGGACAGTGAACTGTTCTAATAAAGT
GTGCCACCTTATCCGTCTGAAGGATAGGTGGTTGCTTATATTTTTTTGAGTATGTTTGTATAATGACAGAAAATAGT
CCGAAATATAAACACGATAAAAGCTTAATAAGTTTTATCTACTTATTTTTTATATTTACACTTATTGTAGGCTTTAT
TATCGCAAATACCCAGTTTTTGGGGCGAAGTAGAGACTATGATAATTATATACAGATCTTTTCTGGTAAAGAAGGGG
AGGGGGTTCTTGAATTATTTTATCGCGGATTGATGTTAATAACGACCAGCTATGAAACTATCATTTTTATAATTTTA
ACATGTTCTTTTTTTATAAAGGCAAGGTTTCTCGCTAACTATTCGCGTAATTTTTCAGGCTTGACCTTATTCTTTAT
TTATTATGCAAGCGTTGCACTTTGGGTTTTAGATTATACTCAATTCAGAAATGGTCTATGTATTTCCATTTTAATGT
TTTCCGTATACTATTTATTTATAAATAAACCGACTTATTTTTATTTCTCGGTATTATGTGCAATTGCAACTCATTGG
TCTGCTTTGCCTTTTTTGCTTTTATATCCTTTTGTCTATTCAACAAAAATAAGACGCCTTGGTTATTTTTGTTTCAG
TATTCTTGTTTTGATTGCGATCTCAGGAGAAGGAAAAGAGATCATATCTTTTATAAGAAATTTTGGAGTGGGACAAA
AAATAGGAAATGAAGCTGGTGTAAATTTAATAAATTCATTATCCCTTACCGCTATTTCCTGGTTTATTATTAGTTAC
ATATCAAGCATTGGAAATGAAAGGAGAAATTTAAGGCTTTTCTTTTGTTATGGTGTCATGCAATACGTGACTTTTAG
CCTTTTCTCTCTACCTGTTATGGCTTTCCGTATTTTGGAAATGTATTTTTTCCTTATGCTAACCATTGGGGTGTTTA
TTAAGCAAAAAAAGAATTATTATTTTATTTTTTGCAAAGTGTTAATTTTATTGTATCTAACATACTATTATCATATG
GTCTTTGGAGTGATTAATGTGTAAGGCTAAGGTGTTGGCTATAATTGTTACTTACAACCCGGAAATTATTCGATTGA
CGGAATGTATTAACTCTTTAGCCCCACAAGTTGAGAGAATAATTCTTGTAGATAATGGCTCAAATAATAGTGATTTG
ATAAAAAATATCAGTATTAATAACCTTGAAATTATTTTACTTTCGGAAAACAAAGGCATTGCATTTGCTCAGAACCA
TGGTGTTAAGAAGGGCCTGGAAGCAAAAGAGTTTGACTATTTATTTTTCTCAGATCAGGATACTTGCTTTCCTAGCG
ATGTTATTGAAAAACTTAAGAGTACATTTACGAAAAATAATAAAAAAGGTAAAAATGTTGCTTGTGCTTCTCCTTTT
TTTAAAGACCATCGTTCAAATTATATGCATCCGTCAGTCAGCCTAAATATTTTTACGAGTACAAAAGTTATATGTAG
TGAAGTAGACGATGATCTTTATCCCTCGCATGTTATTGCTTCTGGGATGTTAATGTCTCGTGAAGCATGGCGCGTCG
TCGGACCATTTTGTGAAAAACTCTTTATAGACTGGGTTGATACAGAATGGTGTTGGCGTGCATTAGCTAATAATATG
ATTATTGTTCAGACACCATCAGTCATCATTTCTCATGAACTTGGGTATGGGCAGAAAATTTTTGCTGGTCGATCTGT
TACAATACATAATTCTTTCAGAAATTTTTATAAAATACGCAATGCAATATACTTAATGCTGCATTCAAATTATAGCT
TCAAGTATCGTTATCATGCTTTTTTTCATGCGACAAAGAATGTTGTATTTGAAATTTTATATTCGAAAGAAAAATTA
AATTCACTGAAGGTTTGTTTTAAAGCTGTACGTGATGGTATGTTCAATAATTTTTAATACGAAAATAGTTAGGCTCA
AGGTGTTTAAATGGAAGAAAATAATATGAAGACGGTCGCTGTAGTTGGCACAGTGGGTGTTCCTGCTTGTTATGGTG
GGTTCGAATCACTTGTTCAGAATCTAATTGATTATCAATCTGATGGTATACAATATCAGATATTTTGCTCTTCAAAA
AAATATGATAAAAAATTTAAAAATTATAAAAATGCAGAATTAATCTATTTGCCGATAAATGCCAATGGCGTCTCTAG
CATAATTTATGATATTATGTGTTTAATTATTTGTTTATTCAAAAGGCCAGATGTTGTTTTAATATTGGGGGTGTCTG
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GTTGTTTATTTCTACCAATTTATAAACTATTTTCAAAATCAAAGATTATTGTCAATATTGATGGGCTTGAATGGCGT
AGAAATAAATGGGGAACGTTTGCTAAGAAATTTCTTAAAATATCTGAGGCGATATCTATTAGAATAGCTGATATTAT
CATTTCAGATAATCAAGCAATAGCTGATTATGTGGAAAATAAGTACAAGAAAAAAAGTGTAGTTATAGCTTATGGCG
GAGATCATGCCACTAATCTTAGTACACCGATAGACAATGATCAAAAAAAAGAAGGTTATTATTTGGGGCTTTGTAGG
ATAGAGCCTGAGAATAATATAGAAATGATTCTGAATGCCTTCATTAATACAGATAAAAAAATTAAATTTATGGGTAA
TTGGGATAACAGCGAGTATGGACGCCAGCTAAAAAAATATTATTCAAACTATCCAAATATCACCCTACTAGAACCTA
ACTATAATATTGAAGAGCTTTATAAACTAAGAAAAAATTGTCTTGCATACATTCATGGACACTCGGCTGGTGGAACA
AACCCTTCTTTAGTTGAAGCGATGCATTTTAATATTCCTATTTTTGCTTTCGATTGTGACTTTAATCGTTACACAAC
TAACAATTTAGCTCATTACTTTAATGATTCTGAACAACTTAGCTTATTAGCAGAAAGTTTGTCTTTTGGAAATCTTA
AATGTCGAGTATTAGATTTAAAAAATTATGCTGAAGATATGTATAACTGGAGGCATATAGCTGCTATGTATGAATCT
ATTTATTAAACGCATTAACAATAATATAATTGACCTTATATAGCAGGGAAAGATCACGTAACGCTGCGGCGCGCCGA
TCCCCATATGAATATCCTCCTTAGTTCCTATTCCGAAGTTCCTATTCTTTCTAGAGAATAGGAACTTCGGAATAGGA
ACTAAGGAGGATATTCATATGGATAAAGCCGTAAGCATATAAGCATGGATAAGCTATTTATACTTTAATAAGTACTT
TGTATACTTATTTGCGAACATTCCAGGCCGCGAGCATTCAGCGCGGTGATCACACCTGACAGGAGTATGTAATGTCC
AAGCAACAGATCGGCGTAGTCGGTATGGCAGTGATGGGACGCAACCTTGCGCTCAACATCGAAAGCCGTGGTTATAC
CGTCTCTATTTTCAACCGTTCCCGTGAGAAGACGGAAGAAGTGATTGCCGAAAATCCAGGCAAGAAACTGGTTCCTT
ACTATACGGTGAAAGAGTTTGTCGAATCTCTGGAAACGCCTCGTCGCATCCTGTTAATGGTGAAAGCAGGTGCAGGC
ACGGATGCTGCTATTGATTCCCTCAAACCATATCTCGATAAAGGAGACATCATCATTGATGGTGGTAACACCTTCTT
CCAGGACACTATTCGTCGTAATCGTGAGCTTTCAGCAGAGGGCTTTAACTTCATCGGTACCGGTGTTTCTGGCGGTG
AAGAGGGGGCGCTGAAAGGTCCTTCTATTATGCCTGGTGGCCAGAAAGAAGCCTATGAATTGGTAGCACCGATCCTG
ACCAAAATCGCCGCCGTAGCTGAAGACGGTGAACCATGCGTTACCTATATTGGTGCCGATGGCGCAGGTCACTATGT
GAAGATGGTTCACAACGGTATTGAATACGGCGATATGCAGCTGATTGCTGAAGCCTATTCTCTGCTTAAAGGTGGCC
TGAACCTCACCAACGAAGAACTGGCGCAGACCTTTACCGAGTGGAATAACGGTGAACTGAGCAGTTACCTGATCGAC
ATCACCAAAGATATCTTCACCAAAAAAGATGAAGACGGTAACTACCTGGTTGATGTGATCCTGGATGAAGCGGCTAA
CAAAGGTACCGGTAAATGGACCAGCCAGAGCGCGCTGGATCTCGGCGAACCGCTGTCGCTGATTACCGAGTCTGTGT
TTGCACGTTATATCTCTTCTCTGAAAGATCAGCGTGTTGCCGCATCTAAAGTTCTCTCTGGTCCGCAAGCACAGCCA
GCAGGCGACAAGGCTGAGTTCATCGAAAAAGTTCGTCGTGCGCTGTATCTGGGCAAAATCGTTTCTTACGCCCAGGG
CTTCTCTCAGCTGCGTGCTGCGTCTGAAGAGTACAACTGGGATCTGAACTACGGCGAAATCGCGAAGATTTTCCGTG
CTGGCTGCATCATCCGTGCGCAGTTCCTGCAGAAAATCACCGATGCTTATGCCGAAAATCCACAGATCGCTAACCTG
TTGCTGGCTCCGTACTTCAAGCAAATTGCCGATGACTACCAGCAGGCGCTGCGTGATGTCGTTGCTTATGCAGTACA
GAACGGTATTCCGGTTCCGACCTTCTCCGCAGCGGTTGCCTATTACGACAGCTACCGTGCTGCTGTTCTGCCTGCGA
ACCTGATCCAGGCACAGCGTGACTATTTTGGTGCGCATACTTATAAGCGTATCGATAAAGAAGGTGTGTTCCATACC
GAATGGCTGGATTAA

[0881]  SEQ ID NO:13 (06ArfbIL[A AR TR 41 5451 - 06 A - EPAA P2 A Mk s t GVXN4 11 2F]]
stLMTB10923)

[0882]  ATGACGAATTTAAAAGCAGTTATTCCTGTAGCGGGTCTCGGGATGCATATGTTGCCTGCCACTAAGGCG
ATACCCAAAGAGATGCTACCAATCGTCGACAAGCCAATGATTCAGTACATTGTTGACGAGATTGTGGCTGCAGGGAT
CAAAGAAATCCTCCTGGTAACTCACGCGTCCAAGAACGCGGTCGAAAACCACTTCGACACCTCTTATGAGTTAGAAT
CACTCCTTGAGCAGCGCGTGAAGCGTCAACTGCTGGCGGAAGTACAGTCCATTTGCCCGCCGGGCGTGACAATTATG
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AACGTGCGTCAGGGCGAACCTTTAGGTTTGGGCCACTCCATTTTATGTGCACGACCTGCCATTGGTGACAATCCATT
TGTCGTGGTGCTGCCAGACGTTGTGATCGACGACGCCAGCGCCGACCCGCTGCGCTACAACCTTGCTGCCATGATTG
CGCGCTTCAACGAAACGGGCCGCAGCCAGGTGCTGGCAAAACGTATGCCGGGTGACCTCTCTGAATACTCTGTCATC
CAGACCAAAGAGCCGCTGGACCGCGAAGGTAAAGTCAGCCGCATTGTTGAATTCATCGAAAAACCGGATCAGCCGCA
GACGCTGGACTCAGACATCATGGCCGTTGGTCGCTATGTGCTTTCTGCCGATATTTGGCCGGAACTTGAACGCACTC
AGCCTGGTGCATGGGGGCGTATTCAGCTGACTGATGCCATTGCCGAACTGGCGAAAAAACAGTCCGTTGATGCCATG
CTGATGACCGGCGACAGCTACGACTGCGGTAAAAAAATGGGTTATATGCAAGCGTTCGTGAAGTATGGACTACGCAA
CCTCAAAGAAGGGGCGAAGTTCCGTAAAGGGATTGAGAAGCTGTTAAGCGAATAATGAAAATCTGACCGGATGTAAC
GGTTGATAAGAAAATTATAACGGCAGTGAAGATTAGCGGCGAAAGTAATTTGTTGCGAATTTTCCTGCCGTTGTTTT
ATATAAACAATCAGAATAACAACGACTTAGCAATAGGATTTTCGTCAAAGTTTTCCAGGATTTTCCTTGTTTCCAGA
GCGGATTGGTAAGACAATTAGCATTTGAATTTTACGGGTTTAGCGCGAGTGGGTAACGCTCGTCACATCGTAGACAT
GCATGCAGTGCTCTGGTAGCTGTAAAGCCAGGGGCGGTAGCGTGCTGAAATTATAAAGTCATTCTTATAGAACATCG
CATTTCAATAATATAATTACACCTAAATGAATAGGATACAACGTGTGCACAATTATTTAAGGCTTAAAGATAAAATA
AAAAACGTATTTTTAGGGTTGTATATATTGCAGTTATTTAATTATATCGCGCCATTGGTAATTATCCCTATCCTGAT
AAAATATATTGGGTTGGGGGAATATGGGGAATTGGTCTATATTACATCTATTTATCAAATAGTGGCTTTGATTATTG
ATTTTGGCTTTACTTACACAGGACCTGTGGTTGCTGCGAGACATAGATGTGAGACCCAAAATTTACAGCGCTATTAC
TCAATAGTTGTTCTTTTAAAATCATTGCTTTTTATAATTGCATTAACATGTGTATTTTTATTGTGCAGATTAAATAT
AGTCCACTTGTCATTTTTTGGGTTTTTGTCAATTTTTCTATGCACTATTGGTAATATATTATCGCCCAATTGGTTTT
TGCAGGGGATTGGTGATTTTAAAAAACTTTCATACTCACAAGTAATAGTGAGAATAACATTGTTTATCATACTTCTT
GTTTATGTCTGTAGTGGCGGAGATAATGTTTTTATCCTAAGTTTTTTGCAAAATGCAACATTACTCATATGCTGTAT
ATACTTATGGCCAAATATTCATATTAGCCATGTTGTTCATCTTAAACCTAATGAATGCATTGTGGAATTTAAGAAGG
CAGGAAATGTTTTTATTGGCGTAATAGGTACGATTGGTTACAATGGTCTAATTCCTGTGTTAATTGGAAACCTTTGC
GGTAATACGAGTCTTGGTGTTTTTTCAATCGTTCAAAAAATGACAACAGCATGTCAAAGTCTAATTAATCCAATATC
ACAGTATATGTTATCTCAAGTTTCAGAAATTAAACCTCAAGATAAACTGTTTTATTATAGAATTAAAAAAAGTTTTT
TTGTGCATTTAACAATTAGCATAATTGCATGTTTATGTTATATGGGGTTAGGGCAATATGTGGCGACTTTTATAGGT
AAAGTTGACGTTTCATTTGTTATTATTTTATTTGCGTCAATAATTACCATTTTTTCATCTTTAAATAATGTCCTTGG
TATACAGTTTCTTATACCGACAGATAATGTAAAAATACTACGAAGTATAAATGTTATGGCGGGAATTATTGTTGTTA
GTTTGTCCTGGCTGTTAATATCACGCTTTGACATTCTGGGGGGGGTTTTATTAAACCTAATTGGTGAGTTTCTTGTA
TTCAGTATGCTAGCTTTTATTGCCCATCGAAAGTGGGGAGCGAGAGTATAATGAAAGTGAAGGCGGTTCCTGCTATT
ACATTCTATTTAAGTTTAATGCTGACAATTTTAGTGTTACTGTTTGGTAATGAACCAAATAAATCACAATATATCCT
TGTTATAGCAACGATAACAGTTTTTTATATCGCATATATCACTAATAAAATAACTTCTCCGGCCAGCCTTCTCGTTA
TATCATCTTTTGTGTTTTTAGGTTGTCGCCCTTTATTATCTTTGTTTGCAAACTATGATTATAGGATTGCCGATTGG
TTTATTGAAGGATATATGGATGACGATGTGATTTTGGCTAACTATGCTATAACACTAATGTATTATGGTTATACATT
GGGACTAATTCTATGCAAAAATACTGAAAAATTTTATCCGCATGGTCCTTATCCTGAAAAACAATTGCTAAAAATAA
AGTTTCTTTTGACTTTATTTTTTCTGGGTTCGATAGGTATGGTTGTAAAAGGGATATTCTTTTTTAACTTTATAGAA
TCTAATAGTTATGTTGATATTTATCAATCAAATATAACAACGCCAATAGGTTATGATTTTCTATCTTATTTATTTTA
TTGTTCTTTTTTCCTTATATGTGCGTTTCATATACAGTTCAGAACAAATAAAAAATTTCTTTTTATTGCGATATGCA
TTGCTGCATTTAGCACCTTGAAGGGTAGTCGTAGTGAAGCTATAACGTTTCTTTTAACGGTTACATGTATATATTTT
AATGAAGTAAAGACAAGAAACTTACGTCTGCTGATTACAATGATTTTTGTTTTTAGCGTCATTTTTGTGATTAGTGA
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ATTTATCTCAATGTGGCGCACTGGAGGGAGTTTTTTTCAATTAATGCAGGGTAATAATCCTGTTATAAACTTTGTAT
ACGGCATGGGAGTATCATATCTTTCCATTTATCAATCAGTAAAACTACAACTATTGTCAGGGGGATATAATGTTACC
TATCTATTCAGCCAGTTAATAATAACTTGCTCGTCAATATTTAATGTCAAATTGAGCTTGCCGGAAATAAGCTATAG
CCATTTGGCCTCATACACAGCAAACCCAGAACTATATAATCTTGGGTTCGGACTTGGGGGGAGTTATTTAGCAGAAT
CGTTTTTAGCATTTGGTCTGATTGGATGTTTCATTATACCCTTTTTACTTTTACTTAATTTAAATGTATTGGAAAAA
TATACAAAAAACAAACCAATTATATATTTTGTTTATTATAGTGTGTTGCCACCTATATTATTCACACCAAGAGAGAC
TTTGTTCTATTTCTTCCCCTATCTTGTCAAAAGTATATTTGTTGCTTTTTTAGTTACATTATACATCCAGTATAAAA
AGGATTGACCAAAATGTCAGAAAAAAATGTCAGCATAATAATCCCAAGTTATAACAGGGCTCATATTCTTAAGGAGG
TCATACCAAGTTATTTTCAGGATGAGACTTTAGAGGTTATAGTTATCAATGATGGATCAACAGATAATACAAATAGT
GTATTAGCTGAACTGAAGGAAAAATATTCTCAGTTAGTTATTTTAGAAAATGAAACGAATAAAAAACAGATGTATTC
TAAAAACCGAGGGATTGAAATAGCCAAAGGGAAATATATTTTTTTTGGTGATGATGACTCTTACCTCTTACCCGGTG
TTATATCTCGGTTATTGGCTACAAAATATGAGACAGGCGCTGATGTAATCGGCGCAAGAATACTTTATATGAATAAT
AACGAGAAAACAATTGAAGATTGCATAAATCGACATAAAAAAGAGGGGCGTTTTGTTAGTGATCTAAATAGATTGGA
TTTTAGTTATACATGTGATTTGGACCATCCGATTGAATGTTTTTATGCACAGCCTTTTGTTCTAGCTGAAAGGGAAC
TAATATCGAAATATCGATTTGATATATCTTATACGGGAAACTGCTATCGTGAGGAAACTGATTTCATGCTATCTCTA
TTTATTAAAAATAAAAAATTTATATATGATTCAAAGGCTTTGTTAATAAATTTACCTCCAAGAAAAGCGACGGGAGG
GGCAAGAACAGCTAATCGATTAAAATATCATTACGAAAGTTGCATAAATAATTATAGATTTTTAAAAAAATATAATG
ATAATTTGAATCTTCTTTCAGGACAAAAGCATGCTATATTTTACCGACAGTGTCAATTCGTTCTGCTAAAAATGAAG
TCGTTTATCGGGAAGTTTTTAAAATGATTATATATATCGCCGCGTATAATGGTTCAGGAGGGCAAGGTGGGGTGGAA
AGGGTTGTTGCCCAACAATGTAACATTCTTAAAAATTTGGGGGTTAAAGTCATTATACTTGATAAAACATACTTCAA
AATTTCTAACAAAATTCGTAACAAAAAAATACAAGTAGCACTTTATCCAATATTAGTTTCTCTTTATTTAACCTTAC
AAAAATTACGTGGCGTGACGTTTAAAGTTATTGCACATGGCTATTGTTCTCCTTTTTATAGGAATGACATCTTAATA
GCTCATGGCAATATGAAATGTTATTTTCAAACAGTCATGAATAAAAAACCTAATCGGTTGTCTGGCAGTGGTCTTTT
ATCTTTCTATGAGCGTTGGGCTGGAGCATTTTCAAAAAATATCTGGGCTGTTTCAAATAAGGTTAAAAGTGAATGGA
ATGAGCTTTACAATATTAATTCACATAAAATCAAAGTTGTTCGAAATTTTATAAATCTTGCACAATTTGATTACACT
GATGTTAATGAAGCAGAATATGTGACATTTGTCGGGCGATTGGAAAAAGGAAAAGGAATAGATGATCTGTATTACAT
ATGTAAAAATCTGCCAGATACTTCCTTCCATTTAGTTTCAAGTATTCCCGCCCCACAAAATTTTGCTTCGCTAAATA
ATGTTCTGACCAGCATTGCTGTCCCCTATGCGAAAATGCCAGAAATATTTAAGAAATCCAGAGTACTTATTTTACCG
TCCTATTATGAAGGATATGAGCTGGTTACTATTGAAGCGCTATGCTGTGGTTGCCCTGTGATAGGCTATAATGTTGG
TGCAATTAGAGAGTTGTATGCAGAAAGTTTTCCTGGCGTATTTATTGCCAATAATAAAGAAGATTTAGCACAAGTAG
CCTACAAATTAATTAGTCTTGATAATGAAAAATATTATCATTTGAGACAAACTATTTATAGCAAGCGTGAGCTTTTT
TCTGAAGAGAGATATGCGGAAATTTTAACGGCGGCATTTAATGAAAAAAAATAAGAAACTCTGTCTCATTTCAATTA
ACTCATATAATGAACTTACCGGAGGAGGAGTATATTTACGTACGCTTGTTAGTTTTCTACAAAAACAGAATGTTAAT
TTAACACTTATTGATAAAAAATCCTCAGGTAAACTATTCGAAGACAATACTTTTCAACATATATCATTTATTAAAGG
TAAACGTCAGGATATAATATCCAGGCTTTTTTTTATACCATCATTTTATGTCCCTTATATTTTCTCAATAATTAAAA
TTTTACGGAAGCAAGATATTCTTGCTTTTCACAACTCTCGGCTTGGATTGTTATGTCTGCTTTTTAGAATACTCATG
CCCCACAAAAAGATCATATTGTTTACGGATAACTTCGAATATGACTTAATAAGACAAAAAGATAAAAACATAACTAC
TTTTATTGAAAAATTAATTGTTTATCTCAATGAATTTATCGGGCTTAAGAATTCAGATTTAGTTAGCTATATTACCC
GGCAAGATAAAAATGCAATGGATAAATTTTATGGGATTAAAAAAAGCAGAAATTTAATTCTCCCTGTGATATTTAGT
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AGAGAAAAACCAACTGATGTATTGTCAGCTCACTTTATTAATGAGTATAATCGATTGAATAATGATAATAGGAAAAA
AGTAGTATTTACTGCATCTTTTGATTTTTTTCCAAATATAGATGCTGCCAACTATGTTTTAAATGCAGCAAAGTCTA
ATAATGATTATTGCTATATTTTGGCAGGTAGGAAAAGTACTACTTTGAATCTTCCTGATTTGGATAATTTATTTTTT
TTCGATAATCTATCTAATAGTGAAATGTCATATTTATTATCTGCTTGTGATGTTTTTTATTCTCCTATAGTTTTAGG
AAGTGGAATGAAAACAAAAATTGCAGAAGCACTATCATATGGATTATATATTTATGCGACAGAGCATTCCTTAATCG
GCTATGATGAAATTATACACAATAAGGAGTGTGTTAAAAAAATCTCACATTTGGATGAGGAATTTCCTAAAGATTTC
AAGATGAAAAGTATCAATAAACAGCTAATAATGTCTTATCAGCAAAAATATTATTCACATTATCGGTTTAATGGCCA
TGAACTTGATATAATAAATTTTGACGATTAGTTAGTGGAGATATAATATGAACATATTAGTAACTGGTGGTGCTGGA
TATATCGGATCTCATACGGCTATTGAATTACTGAATGCAGGTCATGAGATTATCGTTCTGGACAATTTCAGTAATGC
TTCATACAAGTGTATCGAAAAAATAAAAGAAATTACTCGACGTGATTTTATAACAATTACTGGAGATGCTGGGTGTA
GGAAGACACTCTCCGCTATTTTCGAGAAACACGCCATAGATATAGTTATTCATTTTGCTGGCTTTAAATCTGTTTCA
GAGTCTAAAAGTGAACCCTTAAAGTATTACCAGAATAATGTTGGAGTGACCATTACTTTATTACAGGTAATGGAAGA
GTACAGAATTAAAAAATTTATCTTTAGTTCATCTGCGACAGTCTATGGTGAACCAGAGATAATTCCAATTCCAGAAA
CAGCTAAAATTGGAGGAACTACGAATCCATATGGCACATCGAAGTATTTTGTTGAAAAAATTCTAGAGGATGTTAGT
TCCACGGGAAAACTGGATATAATTTGCTTGAGATATTTTAATCCTGTCGGTGCTCATTCTAGTGGTAAAATAGGTGA
GGCTCCATCTGGTATCCCTAATAATCTTGTTCCTTATTTATTGGATGTTGCGAGTGGTAAACGTGATAAATTATTTA
TTTATGGCAATGATTACCCTACTAATGATGGAACAGGTGTAAGGGATTTTATTCATGTTGTTGACTTAGCGAAAGGT
CATTTGGCTGCAATGAATTATTTAAGTATCAATTCGGGATATAATATCTTTAATCTTGGTACAGGAAAAGGTTATTC
GGTACTTGAATTAATCACTACATTTGAAAAATTAACAAACATTAAGGTCAATAAATCTTTTATAGAGAGAAGGGCAG
GGGATGTTGCGTCTTGTTGGGCTGATGCAGATAAAGCTAATTCTTTATTGGACTGGCAAGCCGAACAAACTCTAGAA
CAGATGTTATTGGACTCGTGGCGTTGGAAAAAAAATTATCCAGACGGATTCTGAATATAAAAGGTTTCAGTTTTATG
AATCAATCAGAGCAGAGAAAAAAAATACTGGTTCTTACACCTCGCTTTCCCTACCCTGTCATTGGAGGGGATAGATT
AAGAGTCTATATGTTATGTAAAGAACTTTCCAAAAAATATGATCTTATTCTTCTGAGCTTATGTGATCAACCACTAG
AACTTGAAATAAATATAAATGACTCGGTCTTCAAAGAAATTCATCGTGTCTATCTACCAAAATATAAATCATATTAT
AATGTATTAAAAGCTTTGGTTACGCAAAAACCGTTGCAAATTGCTTATTATCAATCGGACACATTTAAGAATAAATA
CAATAAATTAATTAAACAATGCGATGCAGTATTTTGTCATCTGATAAGAGTTGCTGATTATGTTAAGGATACAGACA
AGTTCAAAATTCTTGATATGACAGATGCAATATCTTTGAATTACAGTCGCGTTAAAAAATTAGCAAGTAAAAAAAGT
TTGCGTGCAATTATTTATTCTCTGGAACAAAAAAGATTAGAATCATATGAACGTTCTGTGGCGAATCTTTTTGATTT
GACCACTTTTATTTCATCCGTAGACCGTGACTATCTCTACCCTAATCTGGGCAGTAATATCCATATAGTCAATAATG
GGGTTGATACATCAGCCTTGAGATATATAAAAAGAGAAATAAAAATCGATAAGCCTGTGGAACTTATATTTATCGGA
AATATGTATTCTTTACAAAATATGGATGCTGCAAAACATTTTGCTAAGAATATTTTACCTTGCTTGTATGATGAGTT
TAATATTATTTTTAAAGTGATTGGTAAGATCTCAGAAACTAATAAAAATATATTAAATTCATTTAAAAATACAATTG
CTTTAGGTACTGTTGATGATATCAATTCTTCCGCTTCTACAGGGCATATAGGTATATGTCCTGTTCGTCTTGGAGCA
GGCGTACAAAATAAAATTCTTGAATACATGGCTTTAGGTTTACCATGTATTACATCTAGCATTGGTTATGAAGGTAT
TAATGCAAAATCAGGTAGCGAAATTTTTGTTGCAGATACAGTAGAGCAATATAAAAACGTACTAAGAGAAATAATTT
ACGATTATAATCGTTATACTGAAGTGGCTGAAAATGCCCGTAGTTTTGTAGAAAATAATTTTTCTTGGGAATCAAAA
GTTGCCAATTTAATGAATACATTAGATGAGAAATTATATGAACAATAATAAAATTATTACACCTATCATTATGGCTG
GTGGTTCAGGCAGTCGGTTGTGGCCACTATCAAGAATTCTCTATCCGAAACAATTTCTTAGCCTAATCGGTAGTCAT
ACCATGCTTCAAACAACGGCTAATCGTCTGGATGGTTTGGATTGTACCAACCCTTATGTCATTTGTAATGAACAATA
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CCGCTTTATAGTTGCTGAACAGCTTAGAAAAATCGATAGATTGACTTCAAAGAATATCATCCTTGAGCCTGTTGGGC
GTAACACTGCCCCTGCAATTGCATTAGCGGCGTTGCTGATGTCTAAGTCTGATAAAAGTGCAGATGATCTTATGCTC
GTACTGGCTGCAGATCACGTTATACACGATGAAGAAAAATTTTGTAACGCTGTTAGATCGGCAATTCCATACGCTGC
TGATGGGAAATTGGTAACATTTGGTATAATTCCAGACAAAGCAGAAACTGGTTATGGTTATATACATCGAGGACAAT
ATATTAATCAGGAAGATTCGGATGCATTTATAGTGTCATCATTTGTTGAAAAGCCAAATCATGAGACAGCCACTAAA
TATCTTGCTTCCGGTGAGTATTATTGGAATAGCGGTATGTTTTTGTTTAGTGCAAATCGTTATATAGAGGAACTTAA
ACAATTTCGGCCTGATATTTTATCCGCTTGTGAAAAAGCAATTGCTTCAGCGAACTTTGACCTTGATTTTGTGCGTT
TAGATGAAAGTTCTTTCTCTAAGTGCCCTGAAGAATCAATTGATTACGCTGTAATGGAAAAAACAAAAGACGCAATT
GTTATTCCAATGGATGCTGGCTGGAGTGATGTCGGTTCATGGTCTTCTCTTTGGGAAATTAATGATAAAGACTCAGA
CGGCAACGTAATAGTTGGGGATATTTTCTCTCATGAAACAAAGAATTCTTTCATATATGCCGAATCGGGAATTGTTG
CTACAGTTGGAGTGGAAAATTTAGTTGTTGTCCAAACAAAGGATGCTGTTCTTGTCTCAGAGAGAAATAAAGTTCAG
GATGTAAAGAAAATAGTAGAACAAATTAAAAATTCAGGTCGTAGCGAGCATTATGTTCATCGCGAAGTATATCGTCC
TTGGGGTAAATATGATTCCATTGACACAGGGGAGCGTTATCAGGTCAAACGTATAACAGTAAATCCTGGTGAAGGAC
TTTCTTTACAAATGCACCATCATAGGGCAGAACATTGGATCATAGTTTCTGGAACTGCAAGGGTGACTATAGGTTCT
GAAACTAAGATTCTTAGCGAAAATGAATCTGTTTACATACCTCTTGGTGTAATACACTGCTTGGAAAATCCAGGGAA
AATTCCTCTTGATTTAATTGAAGTTCGTTCTGGATCTTATTTAGAAGAAGACGATGTTATCCGTTTTCAGGACCGAT
ATGGTCGTAGCTAAATTTTTGATAATGTAACGTTAGTAGAAGAGCGCTAATATTTTTAGTTAATCTGTAATAAGTAT
TATTTGTTTAAGGTATATCATGTCGAGTTTACCCTGCTTTAAAGCCTATGATATTCGCGGGAAATTAGGCGAAGAAC
TGAATGAAGATATTGCCTGGCGCATTGGTCGCGCTTATGGCGAATTTCTCAAACCGAAAACCATTGTGTTAGGCGGT
GACGTCCGACTCACCAGCGAAACCTTAAAACTGGCGCTGGCGAAGGGGTTACAGGATGCGGGCGTCGATGTGCTGGA
TATTGGCATGTCCGGCACCGAAGAGATCTATTTCGCCACGTTCCATCTCGGCGTGGATGGCGGCATCGAAGTTACCG
CCAGCCATAACCCGATGGATTACAACGGCATGAAACTGGTGCGCGAAGGGGCTCGCCCGATCAGCGGTGATACCGGA
CTGCGCGACATCCAGCGTCTGGCAGAAGCCAACGACTTTCCTCCCGTTGATGAAACCAAACGCGGTCGCTATCAGCA
AATCAATCTGCGTGACGCTTACGTTGATCACCTGTTCGGTTATATCAACGTCAAAAACCTCACGCCGCTCAAGCTGG
TGATTAACTCCGGGAACGGCGCGGCGGGTCCGGTGGTGGACGCCATTGAAGCCCGCTTTAAAGCCCTCGGCGCACCC
GTGGAATTAATCAAAGTGCACAACACGCCGGACGGCAATTTCCCCAACGGTATTCCTAACCCGCTACTGCCGGAATG
TCGCGACGACACCCGCAATGCGGTCATCAAACACGGCGCGGATATGGGCATTGCCTTTGATGGCGATTTTGACCGCT
GTTTCCTGTTTGACGAAAAAGGGCAGTTTATTGAGGGCTACTACATTGTCGGCCTGCTGGCAGAAGCGTTCCTCGAA
AAAAATCCCGGCGCGAAGATCATCCACGATCCACGTCTCTCCTGGAACACCGTTGATGTGGTGACTGCCGCAGGCGG
CACCCCGGTAATGTCGAAAACCGGACACGCCTTTATTAAAGAACGTATGCGCAAGGAAGACGCTATCTACGGTGGCG
AAATGAGCGCCCACCATTACTTCCGTGATTTCGCTTACTGCGACAGCGGCATGATCCCGTGGCTGCTGGTCGCCGAA
CTGGTGTGCCTGAAAGGAAAAACGCTGGGCGAACTGGTGCGCGACCGGATGGCAGCGTTTCCGGCAAGCGGTGAGAT
CAACAGCAAACTGGCACACCCCGTTGAGGCGATTAACCGCGTGGAACAGCACTTTAGCCGCGAGGCGCTGGCGGTGG
ATCGCACCGATGGCATCAGCATGACCTTTGCCGACTGGCGCTTTAACCTGCGCTCCTCTAACACCGAACCGGTGGTG
CGGTTGAATGTGGAATCGCGCGGCGATGTACCGCTGATGGAAGAAAAGACAAAACTTATCCTTGAGTTACTGAACAA
GTAATTCAGTAATTTCATATAAATGGGTTTTAAAAAACGGAAAAGATGAGATATCCGGTGTGGTATATCCAAGGTAA
TGCTATTCAGTATCTCTATGAGTGAGTTAACATCTATACCACATTTAAGCCGCACACTTCGGGATCCCCATATGAAT
ATCCTCCTTAGTTCCTATTCCGAAGTTCCTATTCTTTCTAGAGAATAGGAACTTCGGAATAGGAACTAAGGAGGATA
TTCATATGGATAAAGCCGTAAGCATATAAGCATGGATAAGCTATTTATACTTTAATAAGTACTTTGTATACTTATTT
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GCGAACATTCCAGGCCGCGAGCATTCAGCGCGGTGATCACACCTGACAGGAGTATGTAATGTCCAAGCAACAGATCG
GCGTAGTCGGTATGGCAGTGATGGGACGCAACCTTGCGCTCAACATCGAAAGCCGTGGTTATACCGTCTCTATTTTC
AACCGTTCCCGTGAGAAGACGGAAGAAGTGATTGCCGAAAATCCAGGCAAGAAACTGGTTCCTTACTATACGGTGAA
AGAGTTTGTCGAATCTCTGGAAACGCCTCGTCGCATCCTGTTAATGGTGAAAGCAGGTGCAGGCACGGATGCTGCTA
TTGATTCCCTCAAACCATATCTCGATAAAGGAGACATCATCATTGATGGTGGTAACACCTTCTTCCAGGACACTATT
CGTCGTAATCGTGAGCTTTCAGCAGAGGGCTTTAACTTCATCGGTACCGGTGTTTCTGGCGGTGAAGAGGGGGCGCT
GAAAGGTCCTTCTATTATGCCTGGTGGCCAGAAAGAAGCCTATGAATTGGTAGCACCGATCCTGACCAAAATCGCCG
CCGTAGCTGAAGACGGTGAACCATGCGTTACCTATATTGGTGCCGATGGCGCAGGTCACTATGTGAAGATGGTTCAC
AACGGTATTGAATACGGCGATATGCAGCTGATTGCTGAAGCCTATTCTCTGCTTAAAGGTGGCCTGAACCTCACCAA
CGAAGAACTGGCGCAGACCTTTACCGAGTGGAATAACGGTGAACTGAGCAGTTACCTGATCGACATCACCAAAGATA
TCTTCACCAAAAAAGATGAAGACGGTAACTACCTGGTTGATGTGATCCTGGATGAAGCGGCTAACAAAGGTACCGGT
AAATGGACCAGCCAGAGCGCGCTGGATCTCGGCGAACCGCTGTCGCTGATTACCGAGTCTGTGTTTGCACGTTATAT
CTCTTCTCTGAAAGATCAGCGTGTTGCCGCATCTAAAGTTCTCTCTGGTCCGCAAGCACAGCCAGCAGGCGACAAGG
CTGAGTTCATCGAAAAAGTTCGTCGTGCGCTGTATCTGGGCAAAATCGTTTCTTACGCCCAGGGCTTCTCTCAGCTG
CGTGCTGCGTCTGAAGAGTACAACTGGGATCTGAACTACGGCGAAATCGCGAAGATTTTCCGTGCTGGCTGCATCAT
CCGTGCGCAGTTCCTGCAGAAAATCACCGATGCTTATGCCGAAAATCCACAGATCGCTAACCTGTTGCTGGCTCCGT
ACTTCAAGCAAATTGCCGATGACTACCAGCAGGCGCTGCGTGATGTCGTTGCTTATGCAGTACAGAACGGTATTCCG
GTTCCGACCTTCTCCGCAGCGGTTGCCTATTACGACAGCTACCGTGCTGCTGTTCTGCCTGCGAACCTGATCCAGGC
ACAGCGTGACTATTTTGGTGCGCATACTTATAAGCGTATCGATAAAGAAGGTGTGTTCCATACCGAATGGCTGGATT
AA

[0883]  SEQ ID NO: 14 (08rfbFLA Az 118 Fr A 52451 - 08 - EPAAE P2 TR Mk s tLMTB11734)
[0884]  ATGACGAATTTAAAAGCAGTTATTCCTGTAGCGGGTCTCGGGATGCATATGTTGCCTGCCACTAAGGCG
ATACCCAAAGAGATGCTACCAATCGTCGACAAGCCAATGATTCAGTACATTGTTGACGAGATTGTGGCTGCAGGGAT
CAAAGAAATCCTCCTGGTAACTCACGCGTCCAAGAACGCGGTCGAAAACCACTTCGACACCTCTTATGAGTTAGAAT
CACTCCTTGAGCAGCGCGTGAAGCGTCAACTGCTGGCGGAAGTACAGTCCATCTGTCCGCCGGGCGTGACCATTATG
AACGTGCGTCAGGGCGAACCTTTAGGTTTAGGCCACTCCATTTTGTGTGCGCGACCTGCCATTGGTGACAACCCATT
TGTCGTGGTACTGCCAGACGTTGTGATCGACGATGCCAGCGCCGACCCGCTACGTTACAACCTTGCTGCCATGATTG
CACGTTTCAACGAAACGGGCCGCAGCCAGGTGCTGGCAAAACGTATGCCGGGTGACCTCTCTGAATACTCCGTCATC
CAGACTAAAGAGCCGCTGGACCGTGAGGGTAAAGTCAGCCGCATTGTTGAATTTATCGAAAAACCGGATCAGCCGCA
GACGCTGGACTCAGACATCATGGCCGTAGGTCGCTATGTGCTTTCTGCCGATATTTGGCCGGAACTGGAACGTACTC
AGCCTGGTGCATGGGGACGTATTCAGCTGACTGATGCTATTGCCGAGCTGGCGAAAAAACAATCCGTTGATGCAATG
CTGATGACCGGCGACAGTTACGACTGCGGCAAAAAAATGGGCTATATGCAGGCGTTTGTGAAGTATGGCCTACGCAA
CCTGAAAGAAGGGGCGAAGTTCCGTAAAGGTATTGAGAAGCTGTTAAGCGAATAATGAAAATCTGACCGGATGTAAC
GGTTGATAAGAAAATTATAACGGCAGTGAAAATTCGCAGCAAAAGTAATTTGTTGCGAATCTTCCTGCCGTTGTTTT
ATATAAACCATCAGAATAACAACGAGTTAGCAGTAGGGTTTTATTCAAAGTTTTCCAGGATTTTCCTTGTTTCCAGA
GCGGATTGGTAAGACAATTAGCGTTTGAATTTTTCGGGTTTAGCGCGAGTGGGTAACGCTCGTCACATCATAGGCAT
GCATGCAGTGCTCTGGTAGCTGTAAAGCCAGGGGCGGTAGCGTGCATTAATACCTCTATTAATCAAACTGAGAGCCG
CTTATTTCACAGCATGCTCTGAAGTAATATGGAATAAATTAAGCTAGCGATCGCTTAAGATCTAGGATTTCATTATG
TTACTTCCTGTAATTATGGCTGGTGGTACCGGCAGTCGTCTCTGGCCGATGTCACGCGAGCTTTATCCGAAACAGTT
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CCTCCGCCTGTTCGGGCAGAACTCCATGCTGCAGGAAACCATCACCCGACTCTCGGGCCTTGAAATCCATGAACCGA
TGGTCATCTGTAACGAAGAGCACCGCTTCCTGGTGGCTGAACAGCTACGCCAGCTCAATAAGCTGTCGAATAATATT
ATTCTTGAGCCGGTCGGGCGCAACACCGCCCCGGCCATCGCCCTGGCAGCCCTTCAGGCCACCCGCGACGGCGACGA
CCCGCTGATGCTGGTTCTCGCCGCTGACCATATCATCAATAACCAGTCGGCCTTCCACGACGCCATCCGGGTCGCCG
AGCAGTATGCTGATGAAGGTCATCTGGTCACCTTCGGTATCGTGCCGAATGCCCCGGAAACTGGCTACGGTTACATT
CAGCGCGGCGTGGCGCTCACCGATAGTGCCCATTCCGCGTACCAGGTGGCCCGCTTTGTGGAGAAGCCGGATCGCGA
GCGCGCCGAGGCTTACCTCGCCTCCGGGGAGTACTACTGGAACAGCGGCATGTTTATGTTCCGCGCCAAGAAATACC
TCATCGAGCTGGCCAAATACCGTCCGGATATCCTGGAAGCCTGCCAGGCTGCGGTGAATGCCGCCGATAATGGCAGC
GATTTCATCAATATCCCGCATGATATTTTCTGCGAGTGCCCGGATGAGTCCGTGGACTATGCCGTTATGGAGAAAAC
CGCCGATGCGGTGGTGGTCGGTCTCGATGCTGACTGGAGCGACGTCGGCTCCTGGTCCGCACTATGGGAGGTCAGCC
CGAAAGACGAGCAGGGCAATGTCCTCAGCGGTGACGCGTGGGTACACAACAGCGAAAACTGCTACATCAACAGCGAC
GAGAAGCTAGTGGCGGCCATTGGCGTAGAGAATCTGGTGATTGTCAGCACTAAGGACGCCGTGCTGGTGATGAATCG
CGAGCGTTCCCAGGACGTGAAGAAGGCGGTCGAGTTCCTCAAGCAGAACCAGCGCAGCGAGTACAAGCGCCACCGTG
AGATTTACCGCCCCTGGGGCCGTTGCGACGTAGTGGTCCAGACCCCGCGCTTCAACGTCAACCGCATCACGGTGAAA
CCAGGCGGTGCCTTCTCGATGCAGATGCACCACCATCGCGCCGAGCATTGGGTTATTCTCGCCGGCACCGGTCAGGT
GACTGTCAACGGTAAGCAGTTCCTGTTGTCCGAGAACCAGTCCACCTTTATTCCGATTGGCGCCGAGCACTGCCTGG
AAAACCCTGGCTGTATTCCGCTGGAAGTGCTGGAGATCCAGTCGGGGGCGTACCTTGGCGAGGACGACATTATTCGT
ATTAAAGACCAGTATGGTCGTTGCTAATTATTTTCGGGACAAGACGCAGAATGACACAGTTAACTTGTTTTAAAGCT
TATGACATCCGTGGTGAACTGGGTGAGGAACTGAACGAGGACATCGCCTACCGTATCGGTCGCGCCTACGGCGAATT
TCTGAAACCCGGGAAGATAGTGGTGGGGGGCGATGTGCGCCTCACAAGCGAGTCGCTGAAGCTGGCGCTGGCCCGCG
GGTTAATGGACGCCGGTACCGACGTGCTGGACATCGGCCTGAGCGGTACCGAAGAGATTTACTTTGCCACCTTCCAC
CTTGGGGTAGATGGTGGCATCGAGGTGACCGCGAGCCACAATCCTATGAACTACAACGGCATGAAGCTGGTGCGCGA
GAATGCGAAGCCCATCAGCGGCGACACCGGCCTGCGGGATATCCAGCGCCTGGCGGAGGAAAACCAGTTCCCGCCAG
TGGACCCGGCGCGTCGCGGGACCCTGAGCAAGATATCGGTACTGAAGGAGTATGTTGACCATCTGATGAGCTACGTG
GACTTCTCGAACTTCACCCGTCCACTGAAGTTGGTGGTGAACTCCGGAAACGGGGCTGCGGGGCACGTGATTGATGA
GGTGGAGAAACGCTTCGCGGCGGCTGGGGTGCCGGTAACCTTTATCAAGGTGCATCACCAGCCGGATGGCCATTTCC
CTAACGGTATCCCGAATCCGCTGCTGCCGGAGTGCCGCCAGGATACCGCCGACGCGGTGCGCGAGCATCAGGCCGAC
ATGGGGATTGCCTTTGACGGCGACTTCGATCGCTGCTTCCTGTTCGATGACGAAGCTTCGTTTATCGAGGGGTATTA
CATTGTCGGCCTGCTGGCTGAGGCGTTCCTGCAGAAGCAGCCGGGAGCGAAAATCATTCACGACCCGCGCTTGACGT
GGAACACGGTAGACATCGTGACCCGCAACGGCGGCCAGCCGGTGATGTCGAAGACGGGGCATGCGTTCATCAAGGAG
CGGATGCGTCAGGAAGACGCTATCTACGGCGGGGAGATGAGTGCGCACCATTACTTCCGCGATTTCGCCTACTGCGA
TAGCGGGATGATCCCGTGGCTGCTGGTGGCGGAGCTGCTGTGTCTGAAGAACAGCTCGCTGAAATCGCTGGTGGCGG
ACCGCCAGAAGGCGTTCCCTGCGTCGGGAGAGATCAACCGCAAGCTAAGTAATGCTGCTGAGGCGATCGCCCGCATC
CGGGCGCAGTATGAGCCGGCGGCTGCACACATCGACACAACGGACGGGATCAGTATTGAATACCCTGAATGGCGCTT
TAACCTGCGCACGTCTAACACCGAGCCGGTGGTGCGTCTGAACGTTGAGTCCAGAGCTGATGTGGCGCTTATGAATG
AAAAAACGACCGAGCTGTTACACCTGTTAAGCGGGGAATAAGGTGAGAGATTTACTAACGACGATTTATCGTTATCG
GGGATTTATCTGGAGCAGTGTTAAACGTGATTTTCAGGCACGCTATCAAACTAGTATGCTGGGCGCACTATGGCTCG
TTTTACAACCGCTCTCTATGATTCTGGTCTATACCCTGGTTTTTTCCGAGGTGATGAAGGCAAGAATGCCCGATAAT
ACCGGGTCGTTTGCCTATAGTATTTATCTCTGTTCCGGGGTACTGACCTGGGGATTATTTACTGAGATGCTGGATAA
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AGGTCAGAGCGTATTTATTAACAATGCTAATCTGATCAAGAAACTCAGTTTTCCGAAAATCTGTCTGCCGATCATCG
TGACGTTATCGGCGGTGCTAAATTTCGCGATTATTTTCAGTCTGTTTCTAATTTTTATCATTGTCACCGGTAACTTC
CCCGGCTGGCTCTTTCTCTCGGTGATACCGGTCCTGCTTTTGCAGATCCTGTTTGCCGGTGGGCTGGGGATGATCCT
TGGTGTCATGAACGTCTTTTTCAGGGATGTGGGGCAACTGGTTGGCGTTGCGCTGCAATTCTGGTTTTGGTTCACAC
CCATTGTTTATGTACTGAATTCATTACCTGCATGGGCAAAAAATCTGATGATGTATAACCCGATGACTCGGATCATG
CAATCTTATCAGTCCATCTTCGCCTATCATCTGGCCCCCAACTGGTATTCGCTATGGCCAGTATTGGCTCTCGCCAT
TATTTTCTGCGTCATCGGTTTCAGGATGTTCCGCAAGCATGCGGCGGATATGGTGGATGAATTATAATGAGTTATAT
CAGAGTAAATAATGTCGGTAAGGCGTATCGCCAGTATCACTCAAAGACCGGGAGACTGATCGAATGGTTATCCCCTC
TGAATACCAAACGCCATAATTTGAAATGGATCCTCCGCGATATTAATTTCGAAGTCGCTCCGGGCGAGGCTGTCGGT
ATTATCGGTATCAACGGTGCAGGCAAGAGTACCCTGCTTAAACTCATAACCGGGACGTCCAGGCCGACGACTGGAGA
AATTGAAATCTCCGGACGTGTCGCTGCATTACTCGAATTGGGGATGGGGTTTCATTCTGATTTCACTGGTCGGCAGA
ATGTTTATATGTCTGGGCAACTGTTGGGGTTATCGTCAGAGAAAATAACTGAACTGATGCCGCAAATTGAAGAGTTT
GCTGAGATTGGGGACTATATCGATCAACCTGTGCGCGTCTACTCCAGTGGGATGCAAGTTCGATTAGCTTTTAGTGT
AGCGACGGCTATCCGTCCTGATGTGCTAATTATCGATGAGGCATTATCTGTTGGGGATGCATATTTCCAGCATAAAA
GCTTTGAGCGTATTCGAAAATTTCGTCAGGAAGGGACCACGCTGTTGCTGGTATCCCATGATAAACAAGCGATCCAA
AGCATTTGCGACCGGGCCATTTTATTGAATAAAGGCCAAATTGAAATGGAAGGTGAACCTGAAGCAGTGATGGATTA
TTACAATGCTCTTCTGGCCGATAAACAAAATCAGTCCATTAAACAAGTTGAGCATAATGGTAAAACGCAAACTGTTT
CAGGCACTGGTGAGGTGACTATCTCTGAGGTTCATCTTCTCGATGAACAGGGCAATGTGACTGAATTTGTTTCGGTA
GGGCATCGTGTCAGCTTGCAGGTCAACGTTGAGGTCAAGGACGATATTCCTGAGCTTGTTGTCGGATATATGATTAA
GGATCGACTTGGGCAGCCGATTTTCGGGACCAATACGTACCATCTCAATCAGACACTCACCTCCCTGAAAAAAGGAG
AAAAGCGTTCGTTCTTATTTTCTTTCGATGCGAGATTGGGGGTTGGCTCCTATTCTGTCGCTGTCGCGTTGCATACT
TCCAGTACGCACCTCGGCAAAAACTATGAATGGCGCGATCTGGCCGTGGTATTCAACGTCGTTAACACGGAACAACA
AGAGTTTGTCGGCGTGTCCTGGTTGCCGCCTGAACTGGAGATTTCTTAATGGGTTCGTCGTTTTATCGTTCATTTGA
AGAACGACACAGAGGTTCGGTTGAAGAAATCAAGCGCCGCTTGAGTTTTTATTTACCTTTTCTTGCAGGTCTGAAGG
ACATTTATCCTGATGGCGTGATTGCGGATATTGGTTGCGGACGTGGCGAATGGTTGGAGATCCTGACTGAAAATGGC
ATTGCGAACATCGGCGTCGATCTCGATGATGGCATGCTGGCGCGCGCCAGGGAGGCCGGACTGAATGTGCAGAAAAT
GGATTGTCTGCAGTTTTTGCAAAGTCAGGCGGATCAGAGCCTGATAGCGTTGACCGGTTTTCATATTGCTGAGCATT
TGCCGTTTGAGGTCCTGCAGCAACTCGCCATGCATACCCTACGGGTGCTGAAACCAGGTGGTTTGCTGATCCTCGAA
ACGCCGAACCCGGAGAATGTAAGCGTCGGCACCTGTTCATTTTATATGGATCCAACGCATAATCATCCTCTGCCACC
GCCACTGCTTGAGTTTTTACCTATTCATTATGGTTTTACCCGAGCAATTACCGTTCGTCTGCAGGAAAAAGAGGTTC
TTCAATCTCCGGATGCAGCCGTTAATTTGGTCGATGTACTCAAAGGGGTGAGCCCCGACTACAGCATCATTGCTCAG
AAAGCAGCGCCAACAGATATTCTTGAACGCTTTGACACCCTGTTTACCCAGCAGTACGGTCTGACGCTGGATGCTCT
GAGCAACCGTTACGATGCGATTTTGCGCCAACAGTTTTCGTCCGTTGTCTCACGGCTGGAGACGTTGAACCAAACCT
ATATGCAACAGATAAGCCAAATGTCAGAGACTATTCAGACGTTGCAAGGTGAGGTTGACGATCTGAGTCATGTCATC
GATCAGAACCATCAGCTTCATCAGCAAATGGCGGATTTACATAACAGTCGTTCATGGCGTATTACTCAACCACTACG
CTGGTTGTCTTTGCAACGTCAATTATTACGTCAGGAAGGGGCTAAAGTGCGAGCCCGTAGGGCTGGGAAAAAAATAT
TGCGCAAAGGGATGGCGCTCTCGCTGGTCTTTTTCCATCGTTACCCTAAGTCTAAGGTTTATCTGTTTAAGGTTCTG
AGAAAAACTGGCTGCTATACATTGCTACAACGTTTGTTCCAACGCGTAATGCTGGTGCAATCTGACACGATGATGAT
GCAGTCCAGAAGATATGATGTGGGTACTGAAGAAATGACAAGTCGCGCGATGAGTATTTATAACGAATTAAAAAATA
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AAAATACGGAGAAATAACGATGCGTATTGTCATAGATTTACAAGGCGCACAGACGGAAAGCCGCTTTCGTGGCATCG
GTCGTTATAGTATCGCAATCGCCAGAGGCATAATCAGAAATAACAGCCGGCATGAGATTTTCATCGCGCTATCCGCC
ATGCTGGATGAGTCGATTGCAAATATTAAGGCGCAATTTGCCGATCTCCTGCCGGCAGAAAATATAGTCGTATGGCA
TGCCGTAGGCCCTGTTCGTGCGATGGACCAAGGTAATGAATGGCGTCGGGAGAGCGCAGAACTGATTCGGGAAGCGT
TTCTTGAATCATTGTGTCCAGATGTCGTTTTCATTACGAGTTTGTTTGAAGGTCATGTCGACGATGCGGCTACATCG
GTACACAAATTTAGTCGTCAGTATAAAGTAGCCGTACTGCACCACGATCTTATCCCCCTCGTGCAGGCGGAAACCTA
TCTGCAGGACGATGTATACAAACCCTACTATTTACAGAAAGTTGAGTGGTTAAAAAACGCTGACCTTTTGTTGACTA
ACTCTGCTTATACCGCACAGGAAGCGATCGAGCATCTGCATTTACAGGGCGATCATGTGCAGAATATTGCAGCCGCA
GTCGATTCTCAGTTTTGTATGGCGGAGGTGGCAGCGAGCGAAAAAGAGACCGTCCTTGGCCATTACGGTATTCAGCG
CGAGTTCATGTTGTATGCGCCCGGAGGATTTGACTCAAGGAAAAACTTTAAACGGTTGATTGAGGCCTATGCCGGGC
TCAGTGATGCCTTACGTCGCAGTCATCAACTGGTCATCGTCAGTAAGCTTTCCATCGGTGATCGTCAGTATCTGGAA
TCCCTTGCGTCAGGTAATGGTTTACAGCAGGGCGAACTGGTACTCACTGGTTATGTGCCGGAAGATGAGCTGATCCA
GCTCTATCGCCTATGTAAGCTGTTCATCTTTGCTTCACTACATGAAGGTTTTGGGTTGCCGGTTCTGGAAGCAATGT
CGTGCGGTGCGCCGGTGATTGGCTCAAATGTCACCAGTATTCCTGAAGTCATCGGTAATCCTGAGGCATTATTCGAC
CCGTATTCTGTCTCTTCCATGAGGGATAAGATCGCGCAATGTTTGACTGATGATACCTTCCTCGCGCGTCTGAAAGA
AATGGCGCAGCAGCAAGCGCGTAATTTCTCTTGGGATAAAGCTGCGGTGACTGCTCTGGAAGCTTTCGAAAAGATCG
CGGTAGAAGACACCGGTACTGCGCAGGTTTTGCCTGAAGCTTTGATTCAGAAGATCCTTGCTATCTCACAAGGGCAG
CCAGATGACCGCGATCTGCGCTTGTGCGCAACGGCCATTGATTACAATCTGAAAACGGCAGAACTTTATCAAATCGA
CGATAAATCGCTGAACTGGCGTGTGGAAGGCCCATTCGATAGCTCATATAGTCTGGCGTTGGTCAACCGCGAATTTG
CCCGGGCACTCTCAGCCGATGGTGTAGAGGTTTTATTGCATTCCACTGAAGGACCAGGTGATTTTGCCCCAGATGCC
TCGTTTATGGCACAGTCGGAAAATAGTGATCTTCTGGCATTTTATAATCAATGTCAGACCCGCAAGAGTAACGAAAA
GATAGATATTATTAGCAGAAATATCTATCCACCGCGGGTTACCAAAATGGATGCCAAAGTAAAATTCCTTCATTGTT
ATGCTTGGGAAGAAACGGGCTTTCCGCAACCGTGGATCAATGAATTTAATCGGGAACTTGACGGAGTGCTGTGTACT
TCGGAACATGTTCGTAAAATACTGATTGATAACGGACTGAATGTGCCCGCATTTGTTGTTGGCAATGGCTGTGACCA
TTGGCTCAATATCCCAGCCGAGACGACAAAAGATGTGGATCACGGAACATTCCGTTTCCTGCACGTCTCTTCTTGTT
TCCCACGCAAAGGGATACAGGCAATGCTTCAGGCTTGGGGGAAGGCGTTCACTCGTCGTGACAATGTTATCTTAATC
ATTAAGACTTTTAACAATCCGCACAATGAAATTGACGCATGGCTGGCTCAGGCCCAGGCTCAATTCATAGACTATCC
CAAAGTTGAAGTGATCAAAGAGGATATGTCAGCCACCGAGCTTAAAGGGCTTTATGAAAGCTGTGATGTTTTGGTTG
CTCCAGGTTGCGCTGAAGGCTTTGGTTTACCTATTGCTGAAGCAATGCTGAGTGGGCTACCGGCTATCGTCACCAAT
TGGAGCGGGCAACTTGATTTTGTTAATTCACAAAATTCATGGCTGGTTGACTATCAGTTCACTCGGGTAAAAACGCA
CTTTGGTCTGTTTTCCTCAGCCTGGGCCAGTGTGGATATTGACAACTTAACAGATGCATTAAAAGCGGCAGCCTCAA
CCGATAAATCAGTGCTGCGTGACATGGCCAATGCTGGTCGCGAGCTTCTTCTGCAGCAGTTTACCTGGAAAGCGGTG
GCTGATCGTTCTTGCCAGGCGGTCAAGACTCTGCGTGCGCATATTGATATTGCACAGCATCGGGCGCGCATTGGCTG
GGTGACGACCTGGAACACGAAATGTGGGATCGCAACCTATTCCCAGCATCTGGTGGAAAGCGCACCTCATGGCGCGG
ATGTTGTTTTTGCTCCCCAGGTCAGCGCTGGCGATCTTGTGTGTGCAGACGAAGAGTTTGTACTTCGCAACTGGATT
GTAGGTAAAGAGAGCAACTATCTGGAAAACCTCCAGCCACACATTGATGCTCTGAGACTCGATGTCATTGTGATCCA
ATTCAACTATGGATTCTTTAATCATCGAGAACTGTCGGCGTTTATTCGTCGCCAGCATGACGCCGGTCGTTCAGTTG
TTATGACGATGCACTCAACTGTGGATCCGCTGGAAAAAGAGCCGAGCTGGAATTTCCGTCTTGCTGAAATGAAAGAG
GCGCTGGCACTTTGCGACCGGTTGTTGGTGCATTCGATTGCCGATATGAACCGCCTTAAAGATTTAGGCTTAACTGC
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GAATGTTGCTTTATTCCCGCACGGTGTTATCAACTACTCCGCAGCGAGCGTCACACGTCAACAGCAGTCTTTACCGC
TAATTGCGAGCTATGGCTTCTGCTTACCGCATAAGGGCCTGATGGAACTAGTAGAATCCGTCCATAGACTCAAGCAA
GCCGGTAAACCGGTTCGTTTACGACTGGTGAACGCAGAGTATCCTGTTGGGGAGTCACGCGATCTGGTGGCAGAGCT
TAAAGCTGCTGCTCAGCGGTTAGGTGTTACCGATCTGATTGAGATGCATAATGATTTCCTACCTGATGCGGAGAGTC
TGCGGTTGCTTTCAGAAGCCGATCTTCTGATTTTTGCTTATCAGAATACTGGGGAGTCTGCTAGCGGGGCGGTACGT
TATGGTATGGCGACTCAAAAACCTGTTGCGGTAACGCCCCTGGCGATATTTGATGATTTGGACGATGCCGTCTTTAA
ATTTGATGGATGCAGCGTCGATGATATCAGTCAGGGGATTGACCGGATCCTGAATTCCATCCGTGAACAGAACTCTT
GGGCAACCAGGACTCAACAACGTGCCGATGCATGGCGGGAACAACATGATTATCAAGCTGTTTCACGCCGTCTGGTT
AATATGTGTCAAGGCTTAGCTAAAGCTAAATATTTTAAATAAAAATATCTCTCTTGTATTTTTTGCCTTTGAATACA
AGAGGGGTTAGATAATGTGTCATTTATTATGAAAATTATTTTTGCTACTGAGCCAATTAAATACCCATTAACGGGCA
TCGGTCGGTATTCCCTGGAGCTGGTTAAGCGGCTGGCGGTCGCCCGCGAAATTGAAGAATTAAAGCTATTTCACGGT
GCGTCGTTTATAGAACAGATCCCTTTGGTGGAGAATAAAAGCGATACCAAAGCCAGCAATCATGGTCGTCTGTCGGC
GTTTCTACGCCGACAGACGCTGTTGATTGAGGCTTATCGCTTGCTGCATCCGCGGCGCCAGGCGTGGGCATTGCGCG
ACTATAAGGATTATATCTACCATGGCCCCAATTTTTATCTGCCGCATAAACTGGAACGCGCCGTGACCACGTTTCAT
GACATATCCATTTTTACCTGCCCGGAATATCATCCAAAAGATCGGGTTCGCTATATGGAGAAGTCCCTGCATGAGAG
TCTGGATTCGGCAAAGCTGATCCTGACCGTTTCTGATTTCTCGCGCAGTGAAATTATCCGCTTGTTCAACTATCCGG
CGGAGCGGATCGTAACCACCAAGCTAGCCTGCAGCAGTGACTATATCCCACGCAGCCCGGCAGAGTGTCTGCCGGTA
CTGCAGAAATATCAGCTGGCGTGGCAGGCCTACGCGCTATATATCGGCACTATGGAGCCACGTAAAAATATCCGAGG
CCTGCTGCATGCCTATCAGCTGCTACCGATGGAGATCCGCATGCGCTATCCGCTAATCCTTAGCGGCTATCGCGGCT
GGGAAGACGATGTGCTGTGGCAGTTAGTCGAGCGCGGTACTCGGGAAGGCTGGATCCGTTACCTCGGATATGTTCCG
GATGAAGACCTGCCGTATCTGTACGCAGCGGCCAGAGTCTTTGTTTATCCCTCCTTCTACGAGGGATTCGGTTTACC
TATTCTTGAAGCGATGTCTTGCGGTGTGCCGGTAGTATGCTCCAATGTCACCTCTTTGCCTGAGGTTGTTGGCGATG
CCGGCCTCGTTGCCGATCCTAATGATATAGACGCGATTAGCGCGCAAATTTTGCAGAGCCTGCAAGATGATAGCTGG
CGGGAAATCGCCACCGCGCGCGGTCTTGCTCAGGCGAAACAGTTTTCGTGGGAGAACTGTGCGACACAGACCATTAA
CGCCTATAAATTACTCTAAGGGTGTCAGTTGAGAGTTCTACACGTCTATAAGACTTACTATCCCGATACCTACGGCG
GTATTGAGCAGGTCATTTATCAGCTAAGTCAGGGCTGCGCCCGCCGGGGAATCGCAGCCGATGTTTTCACTTTTAGC
CCGGACAAAGATACAGGTCCTGTCGCTTACGAAGATCATCGGGTCATTTATAATAAACAGCTTTTTGAAATTGCCTC
CACGCCGTTTTCGCTGAAAGCGTTAAAGCGTTTTAAGCTGATTAAAGATGACTACGATATCATCAACTACCATTTTC
CGTTTCCCTTTATGGATATGCTGCATCTTTCGGCGCGGCCTGACGCCAGGACTGTGGTGACCTATCACTCTGATATA
GTGAAACAAAAACGGTTAATGAAGCTGTACCAGCCGCTGCAGGAGCGATTTCTCAGCGGCGTAGATTGCATCGTTGC
CTCGTCGCCCAATTACGTGGCTTCCAGCCAGACCCTGAAAAAATATCTGGATAAAACGGTGGTGATCCCGTTTGGTC
TGGAGCAGCAGGACGTGCAGCACGATCCGCAGAGGGTCGCGCACTGGCGGGAAACTGTCGGCGATAAGTTCTTTCTC
TTCGTCGGCACTTTCCGCTACTACAAAGGGCTGCATATTCTGATGGATGCCGCTGAGCGTAGCCGACTGCCAGTGGT
GGTTGTAGGGGGCGGGCCGCTGGAATCGGAAGTGCGGCGTGAAGCGCAGCAGCGCGGGCTGAGCAATGTGATGTTTA
CCGGCATGCTCAACGACGAAGATAAGTACATTCTCTTCCAGCTCTGCCGGGGCGTGGTATTCCCCTCGCATCTGCGC
TCTGAGGCGTTTGGCATTACGTTATTGGAAGGCGCACGCTTTGCAAGGCCGCTGATCTCTTGCGAGATCGGTACAGG
TACCTCTTTCATTAACCAGGACAAAGTGAGTGGTTGCGTGATTCCGCCGAATGATAGCCAGGCGCTGGTGGAGGCGA
TGAATGAGCTCTGGAATAACGAGGAAACCTCCAACCGCTATGGCGAAAACTCGCGTCGTCGTTTTGAAGAGATGTTT
ACTGCCGACCATATGATTGACGCCTATGTCAATCTCTACACTACATTGCTGGAAAGCAAATCCTGAGCGGCCGCGAG
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CTCGTCGACTCGAGGATCCGTGTAGGCTGGAGCTGCTTCGAAGTTCCTATACTTTCTAGAGAATAGGAACTTCGGAA
TAGGAACTAAGGAGGATATTCATATGGATAAAGCCGTAAGCATATAAGCATGGATAAGCTATTTATACTTTAATAAG
TACTTTGTATACTTATTTGCGAACATTCCAGGCCGCGAGCATTCAGCGCGGTGATCACACCTGACAGGAGTATGTAA
TGTCCAAGCAACAGATCGGCGTAGTCGGTATGGCAGTGATGGGACGCAACCTTGCGCTCAACATCGAAAGCCGTGGT
TATACCGTCTCTATTTTCAACCGTTCCCGTGAGAAGACGGAAGAAGTGATTGCCGAAAATCCAGGCAAGAAACTGGT
TCCTTACTATACGGTGAAAGAGTTTGTCGAATCTCTGGAAACGCCTCGTCGCATCCTGTTAATGGTGAAAGCAGGTG
CAGGCACGGATGCTGCTATTGATTCCCTCAAACCATATCTCGATAAAGGAGACATCATCATTGATGGTGGTAACACC
TTCTTCCAGGACACTATTCGTCGTAATCGTGAGCTTTCAGCAGAGGGCTTTAACTTCATCGGTACCGGTGTTTCTGG
CGGTGAAGAGGGGGCGCTGAAAGGTCCTTCTATTATGCCTGGTGGCCAGAAAGAAGCCTATGAATTGGTAGCACCGA
TCCTGACCAAAATCGCCGCCGTAGCTGAAGACGGTGAACCATGCGTTACCTATATTGGTGCCGATGGCGCAGGTCAC
TATGTGAAGATGGTTCACAACGGTATTGAATACGGCGATATGCAGCTGATTGCTGAAGCCTATTCTCTGCTTAAAGG
TGGCCTGAACCTCACCAACGAAGAACTGGCGCAGACCTTTACCGAGTGGAATAACGGTGAACTGAGCAGTTACCTGA
TCGACATCACCAAAGATATCTTCACCAAAAAAGATGAAGACGGTAACTACCTGGTTGATGTGATCCTGGATGAAGCG
GCTAACAAAGGTACCGGTAAATGGACCAGCCAGAGCGCGCTGGATCTCGGCGAACCGCTGTCGCTGATTACCGAGTC
TGTGTTTGCACGTTATATCTCTTCTCTGAAAGATCAGCGTGTTGCCGCATCTAAAGTTCTCTCTGGTCCGCAAGCAC
AGCCAGCAGGCGACAAGGCTGAGTTCATCGAAAAAGTTCGTCGTGCGCTGTATCTGGGCAAAATCGTTTCTTACGCC
CAGGGCTTCTCTCAGCTGCGTGCTGCGTCTGAAGAGTACAACTGGGATCTGAACTACGGCGAAATCGCGAAGATTTT
CCGTGCTGGCTGCATCATCCGTGCGCAGTTCCTGCAGAAAATCACCGATGCTTATGCCGAAAATCCACAGATCGCTA
ACCTGTTGCTGGCTCCGTACTTCAAGCAAATTGCCGATGACTACCAGCAGGCGCTGCGTGATGTCGTTGCTTATGCA
GTACAGAACGGTATTCCGGTTCCGACCTTCTCCGCAGCGGTTGCCTATTACGACAGCTACCGTGCTGCTGTTCTGCC
TGCGAACCTGATCCAGGCACAGCGTGACTATTTTGGTGCGCATACTTATAAGCGTATTGATAAAGAAGGTGTGTTCC
ATACCGAATGGCTGGATTAA

[0885]  SEQ ID NO:15(015 rfbik N Ak R 41 52451 -015 - EPAAE P2 FE st LMTB11738)
[0886]  ATGACGAATTTAAAAGCAGTTATTCCTGTAGCGGGTCTCGGGATGCATATGTTGCCTGCCACTAAGGCG
ATACCCAAAGAGATGCTACCAATCGTCGACAAGCCAATGATTCAGTACATTGTTGACGAGATTGTGGCTGCAGGGAT
CAAAGAAATCCTCCTGGTAACTCACGCGTCCAAGAACGCGGTCGAAAACCACTTCGACACCTCTTATGAGTTAGAAT
CACTCCTTGAGCAGCGCGTGAAGCGTCAACTGCTGGCGGAAGTACAGTCCATCTGTCCGCCGGGCGTGACCATTATG
AACGTGCGTCAGGGCGAACCTTTAGGTTTAGGCCACTCCATTTTGTGTGCGCGACCTGCCATTGGTGACAACCCATT
TGTCGTGGTACTGCCAGACGTTGTGATCGACGATGCCAGCGCCGACCCGCTACGTTACAACCTTGCTGCCATGATTG
CACGTTTCAACGAAACGGGCCGCAGCCAGGTGCTGGCAAAACGTATGCCGGGTGACCTCTCTGAATACTCCGTCATC
CAGACTAAAGAGCCGCTGGACCGTGAGGGTAAAGTCAGCCGCATTGTTGAATTTATCGAAAAACCGGATCAGCCGCA
GACGCTGGACTCAGACATCATGGCCGTAGGTCGCTATGTGCTTTCTGCCGATATTTGGCCGGAACTGGAACGTACTC
AGCCTGGTGCATGGGGACGTATTCAGCTGACTGATGCTATTGCCGAGCTGGCGAAAAAACAATCCGTTGATGCAATG
CTGATGACCGGCGACAGTTACGACTGCGGCAAAAAAATGGGCTATATGCAGGCGTTTGTGAAGTATGGCCTACGCAA
CCTGAAAGAAGGGGCGAAGTTCCGTAAAGGTATTGAGAAGCTGTTAAGCGAATAATGAAAATCTGACCGGATGTAAC
GGTTGATAAGAAAATTATAACGGCAGTGAAAATTCGCAGCAAAAGTAATTTGTTGCGAATCTTCCTGCCGTTGTTTT
ATATAAACCATCAGAATAACAACGAGTTAGCAGTAGGGTTTTATTCAAAGTTTTCCAGGATTTTCCTTGTTTCCAGA
GCGGATTGGTAAGACAATTAGCGTTTGAATTTTTCGGGTTTAGCGCGAGTGGGTAACGCTCGTCACATCATAGGCAT
GCATGCAGTGCTCTGGTAGCTGTAAAGCCAGGGGCGGTAGCGTGCATTAATACCTCTATTAATCAAACTGAGAGCCG
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CTTATTTCACAGCATGCTCTGAAGTAATATGGAATAAATTAAGCTAGCATGAGCAAAACTAAACTAAATGTTCTTTA
CCTTGCAATAAGTCAGGGTGCCAATTACCTACTGCCATTATTAATTTTTCCTTATCTTGTTAGAGTCATTGGTGTAT
CGAATTTTGGTGATCTGAGTTTTTCATTGATAACTATACAAGTGTTGTTAATGGTTGTTGAATATGGTTTTGGATAT
AGTGGGACAAGAGAAATAGCACTAAATAACGATAAAAAATACCATTCTGAATTTTTTTGCGGTGTGGTGCTTGCTCG
TTTTATATTAATGCTAATTGCAGCTATAATACTCATAATACTCTGTTTTTTTTATGTTTTTAACGACGTTAAGTCTT
TGTTATGTGTTGGTTTTCTGTCCGTAATTGCAGGTGTTTTCAATCCAAATTGGTTTTTGCAAGGTAAGGAAATGATG
AGTGTGATGGCTGTGCTGTCACTATTTTCACGAGGCATAGCAGTCGTTGCAGTTTATCTAATTATAAAACCCGCAAC
GCCGATGTACATCAGTGCCTTATTATTGAGCATGCCATATATTTTGTATTCATTCTGTGGCGTTGCCTACTTACTTA
TTATCAAGGAGATTTTTTTATGTAGGCCACCGATAAAGAAAATTCAAGTAATTTTAAAAAATGGATTTCATTTTTTT
TGTTCAACACTTGCGACTAGTGCATACACAATGTTGACCCCTCTTGTATTGGGTGGCGTATCTGGAAAGTTTGATGT
AGGCATCTTTAACTCAGCTAACATGATCAAACAAGGTTTGGCTGGACTTGCATCACCATTAGTCCAAGCTTTTTATC
CAAGAATTAACATTTTGCAAAGAGAGAATCCATATATTGCAAACTTAAAATCTAGAATGATTCTTAAATACTTGCTT
GTTTTTTACATGGCTTTAGCAATACCATTTTTACTTTTTGCCAACCAATTATCATTATTAATATTCGGCATGAAAGG
TGAAGTAATTGCAGGTGCAATGCAATTAATGACATTGCTTCCTATATTCATAGGTTTTAATACAGTTGTCGGGTTAC
TTGTATTAGTACCTAATGGGATGCAAAAACAGTATTTCAAATCTATTTTCCTAGGAACTATTACTTGTTTAAGCATA
GTTTATCCAGCATGTAAATATTATGGAGCAACGGGTGCGATTGTGAGTCTTATTGTAGCTGAAATTTTCGTTGGCAT
GGGAATGCTTAAACAATTCATTAAAGTAAATAAAACCGTATGTAGGCCTCATAAATTATGAATATCTCGGTAATAAT
ATCTGTTTGGAAACGCCCAGTTCAATTAGAATTGATTCTCTCTGAGCTCGATTCTCAGGCTAAAGACAATAGTCTAC
ACCTAGAAGTAATTGTTTCCGATAGTCATAGTGGTAAAGAAATTGATGATGTAGTTGCTGATAATATTCATAAAAAG
AAAAATATTAATATTATCCATCAACATACTAAAAATATACTCTCCGCTAAGCGCAATTTCGGAGCATCCCTAGCCCA
TGGGGATTATTTAATATTTCTTGATGATGATTGTATACCCGCAAGTGGATATATATCATCGTTGCTGAACTATTTAA
AAAAAATGAATAGTAAAAGCGTTTTATGTGGGGAAGTTAGATTCGAAAATGAACTCATTGAGACCAGCAATTACTAT
CGCTACAGGAACTCTTTACACCCTAAGTTTAGTGATAGTCCTGATATCTCTATGAATGCCTGGACTTTTGTCGCAAT
GAATTGTGTTCTTGATAGAAAGGCATTTTCATCAGGTATAGTTTCATATAATGAAAATTTTATTGGTTATGGTTGTG
AAGATCATGAGTTTGGGTGGCAACTTGAAAAAAATGACTTCAAAATTATTTTTGCTGATTTTAAAATATTACATCAC
GAATACAGTGGCGATATAGAAGGATATACAAAAAAAATTCGTGCTACAGCACGTGATGGTATGAATGTATTAAGCAA
AGTAAGGCCTGAAATGTTTTCTACTAATAAAAAATTATTCCTAGTTGAGAAAATATTTAGTAAACACAAAACGTTTA
GTAAAATATGCCAATCAATATTTTTCAATAAATTTATTTTTAAAAAAATAATACAATTTTTAAAAAAAACAGATGCA
AATAAAAAACTCTATTTCCCAATTCTTTACAGATATGTGTTGATTTCGGCATATATACATGGTATTGGAGAGCGTGG
CACCTCAAAAACAGATGATTTGCTTAAGAACTGGTATATATAGATGATGCTATCTTCATTTATTAAGACATTTGTAT
GGAAGGTAAAAAACAATGAAGTATAATGCATTGATGGCTTTTTTATTATTTTTTGTTGTTTTTTTTAGATTGTCGCT
GATAATACCTTTCTTATATTTGGCATTTATTCCTGCATTTTTTGGTATTATGTATTTAGTGCGTAATTTTATGATTA
CTATGGGCAATGGATTGGTATCTATAGATCGTAAAAATTTGTTGCTGTTATCTATATTCATAATTATTTTTTTATTT
TGTTTGGTTTTCGATTTGTTTCAAAAAAGCCATTCTTTTCAAAGTTATTTTACCGTTAGATTATTTATGTTGTTTTT
ATTTTCATTTGTTCCTGCGTATTATTTAGTAAATAGATTCATAAAGGGTGACTTGAAATTAATGGAGCGAATATTAG
TGTATTCTCTCTGGGTTCAAATAGTTATTTTTTTTGGTATGTATATAAGTCCAGAGTTAAAAAGATTGTTATATACT
TTCTTTGGTATGTCTGACTCTGTTAATCTTTGGGAACAAAATGCTAAAGTAAGAGGATTTGGGTTGTCGGGTGAAAT
AAATTTCATGACACCATTTTTGATGATCTATATGTCATTTTTTATGATGAAAAGGCGTTATGCTTTAATTACTTTAA
TTTGTCTGACTCAAATCGTAAATTCTAACATGGCTGTGATTGCAGCCATTATTGGTATCGGTTGCTCTAGACTTAAT
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ATTAATATAAAAATTGCAACAGTATTGATTTTGGGAGTTTTAGTTTATAGCTTAGGAGCGGTGTTCTTTCCTCGATT
TTATGATGAGTTCGTTTCTGGAGATGGCACAAGAACTCTGGATATCTTATTACAGCAACATGTGTTTGTTGTAGGTA
ATTTAGATTTTTTTAATATTATATTTGGATTACAGCAAAACATATCTTCATCAATCCCCGATATTAAACAAAGTTCG
GATATGGGCTGGGTTATACTGTTTAATTACGGTGGGTTAACATTTATTACACTCTTTTTATTTTTAATCTTTACTAT
TTCTATTGCGACATTTGGAATGACATATCAAGCAATTATATGGATGTTAATTGGGATAATTTTCAATACCAAAGGTT
TAGTTTTAGGATCTAACGGCTATTTCTTTCTATCTTTTATATATATGTTTTTGAATAGAGTAACACTTAGTGGACAG
AGTTCAATTACTAATAAGTTAGGTCAAGTAAGTAAATAGCTTCCAGAGTATATTTGTCAATGATTTGAGGTTCGGTT
ATTATGTTTTCATCTAAAACACTGTTAATTACTGGTGGTACTGGCTCTTTCGGGAATGCTGTATTAAATAGATTTCT
TGATACAGATATTGCAGAAATCCGTATATTTAGTCGTGATGAAAAAAAACAAGATGATATGCGGAAAAAATACAATA
ATCAAAAATTAAAGTTCTATATTGGTGATGTCAGAGATTACCGTAGTATTTTGAATGCGACTCGCGGTGTTGATTTT
ATATATCATGCAGCGGCACTTAAGCAAGTTCCATCATGTGAATTTCATCCTATGGAAGCCGTTAAAACTAATATCCT
TGGTACGGAAAATGTTCTTGAAGCAGCTATAGCGAATGAAGTGAAGAGGGTTGTATGCCTAAGTACTGATAAAGCTG
TATACCCGATTAACGCAATGGGTATTTCAAAAGCTATGATGGAAAAGGTCATGGTCGCGAAATCCCGTAATGTTGAT
CGCAATAAAACAGTAATATGTGGTACCCGTTATGGGAATGTTATGGCATCTCGCGGTTCAGTTATTCCATTATTTGT
TGATCTTATTAGAGCGGGCAAGCCACTCACAATAACTGATCCTAATATGACCCGCTTTATGATGACTCTTGAGGATG
CGGTAGATTTAGTTCTTTATGCGTTTGAACATGGTAATAATGGTGATATCTTTGTGCAAAAAGCACCTGCAGCAACT
ATTGACACATTAGCTATTGCTTTAAAGGAATTACTAAATGTTCCTGACCATCCGGTAAATGTCATTGGAACGCGTCA
TGGCGAGAAATTATATGAAGCTCTACTTAGTCGTGAGGAAATGATCGCTGCTATAGATATGGGCGATTATTACCGTG
TCCCGCCAGATCTTCGTGACCTTAATTATGGCAAATATGTTGAGCAAGGTGATAGCCGAATATCTGAAATAGAAGAT
TATAACTCTCATAATACTCAACGGTTAGATGTTGAAGGCATGAAAGAGCTCTTGCTAAAATTAGCCTTTATTCGAGC
AATTCGTGCTGGTGAAAAATATAATCTGGATTCATGATATGAAAATATTAGTTACTGGTGCAAATGGTTTTATTGGT
CGTAATTTATGTTTGAGGCTTGAGGAACTTGGTTATAAAGATCTTATTAGAATTGATCGAGAATCAACGAAGCAAGA
TCTTGAACAAGGCTTACAGGATGCCGATTTTATTTATCACTTAGCTGGTATCAATAGACCTAAGACTGATGATGAGT
TTATTTCTGGAAACAGTGATTTAACAAAGCATATAGTTGAGTATCTCCTTTCTATTGGTAAGAATACACCAATTATG
CTAAGTTCTTCGATACAAGCTGAACTTAATAATGCTTATGGGGTTAGCAAAGCTGTAGCTGAAAGCTATGTCGAAAA
ATATGCTGCTGCTAGTGGTTCTTCGTATTATATTTTCAGATATCCAAACGTTTTTGGTAAATGGTGTAAGCCAAACT
ATAATTCTTTTATAGCAACTTTTTGCTACAATATTTCCAATGATATTGAGATTACTATCAATGATGCAGCAGCGCCA
GTCAATCTGGTCTATATTGATGATGTTTGTACTGATGCTATAGCTCTTCTCTCTGGGACGGTTGAAAGTGGATATAA
AGTTGTTGCACCAATTTATTCAACAACAGTTGGTGAAGTTGCAGAATTAATTTATAGCTTCAAAAATAGCCGTTCCA
CCCTGATCACAGAGGCTGTCGGGGCGGGATTTACCCGTGCATTGTATTCTACATGGCTGAGTTATTTACCAGCAGAG
AAGTTTGCGTACAAGGTACCTTTTTATGGGGATGCCCGCGGAGTCTTTTGTGAGATGTTGAAAACGCCTTCAGCGGG
GCAGTTTTCATTTTTTACTGCTCACCCTGGTATTACGCGTGGCGGACATTACCATCACAGTAAAAATGAGAAGTTTT
TGGTCATTCGAGGTCAGGCATGCTTTAAATTTGAACATGTGATTACCGGTGAGCGATATGAACTGAAAGTTTCATCG
GGTGAGTTTAAGATTGTTGAAACAGTTCCTGGTTGGACACATGACATTACAAATATTGGAACTGATGAATTAATAGT
CATGCTCTGGGCAAATGAAATTTTCAACCGTGATGAGCCCGATACTATTGCGAGACCTCTATAATGAAAAAATTAAA
AGTTATGTCTGTTGTTGGAACCCGTCCTGAGATTATCCGTTTGTCGAGGGTTCTTGCTAAGTTTGATGAATACTGCG
AGCATATTATTGTCCATACTGGTCAAAATTATGATTACGAATTAAATGAAGTGTTCTTCAATGACTTGGGTGTTCGA
AAACCTGATTATTTTTTAAATGCAGCGGGTAAAAATGCGGCGGAAACCATTGGTCAGGTTATTATTAAGGTAGATGA
AGTATTAGAAATCGAAAAACCTGAAGCAATACTGGTATTGGGCGATACGAATTCATGTATTTCTGCCATTCCGGCCA
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AACGCCGTAAAGTGCCTATATTTCATATGGAAGCAGGTAACCGTTGTTTCGATCAACGCGTGCCTGAAGAAACCAAC
AGACGTATTGTTGACCATACGGCTGATATCAATATGACCTACAGTGATATTGCTCGTGAATATCTCTTGGCTGAAGG
TATCCCAGCTGATCGGATCATAAAAACTGGTAGCCCTATGTTTGAGGTTCTTTCATATTATATGCCCCAAATTGATG
GTTCAGATGTGCTATCGCGTTTGAATCTACAGTCTGGTGAGTTTTTTGTAGTAAGTGCGCATCGTGAAGAGAATGTT
GATTCTCCAAAACAGCTCGTAAAGCTTGCGAACATTCTAAATACTGTTGCTGAAAAATATAATCTTCCAGTTATTGT
CTCCACACACCCAAGGACACGTAACCGAATCCGTGAGCAAGGAATTGAATTTCATTCAAATATAAATCTACTGAAAC
CATTGGGTTTCCATGATTATAACCACTTGCAGAAGAACTCACGAGCTGTGCTTTCAGATAGCGGTACTATCACTGAA
GAGTCATCCATCATGAATTTCCCAGCGGTAAACATCCGGGAAGCGCATGAGCGTCCGGAAGGCTTTGAGGAAGCATC
CGTCATGATGGTGGGGTTAGAGTGTGAACGCGTATTACAAGCGCTGGATATTCTGGCAACACAACCGCGAGGTGAAG
TCCGTCTTTTACGTCAGGTTAGTGATTACAGCATGCCAAATGTGTCGGATAAAGTTGTCAGAATTGTTCACTCTTAC
ACAGATTATGTTAAGAGAGTCGTCTGGAAAGAATATTGATGAAACTTGCTTTAATCATAGATGATTACCTGCCCAAC
AGTACTCGTGTTGGTGCAAAAATGTTTCATGAACTTGCTCAAGAATTTATCCAGCGTGGGCACGATGTTACGGTAAT
TACTCCTGGTACGGGCATGCAAGAAGAGATTTCTTTTGATACCTTTCAGGGGGTAAAAACATGGCGTTTTAAAAGCG
GGCCGCTCAAGGATGTAAGTAAAATTCAGCGAGCGGTCAATGAAACGCTTTTGTCCTATCGGGCGTGGAAAGCCATC
AAAAAATGGGTAAAAAAAGAGACCTTTGAGGGGGTGATTTATTATTCACCTTCCATATTCTGGGGGCCTTTAGTTAA
AAAAATTAAAGCTCGTTGCCAATGTCCTGCTTATCTTATTTTAAGAGATATGTTTCCACAATGGGTAATTGATGCAG
GAATGCTTAATGCTGGTTCCCCAATAGAACGCTACTTTCGTCTTTTTGAAAAAATATCTTATCGTCAGGCAAATCGT
ATTGGACTTATGTCTGATAAGAATCTTGATGTTTTTCGGAAAGATAATAAAGGCTATCCGTGCGAAGTTTTGCGTAA
TTGGGCATCCCTAACACCAACGATCATACCCAAGGATTATATACCACTACGTAAGCGACTTGGCCTAGAGGATAAAA
CCATTTTCTTCTATGGTGGAAACATAGGTCATGCACAGGACATGACAAACTTGATGCGACTTGTGAGAAACATGGCA
GCATATCCTCAAGCTCATTTCCTATTTATTGGCCAGGGGGATGAAGTTGAATTAATTAATTCATTAGCATCTGAGTG
GGCATTGACGAATTTCACCTATTTGCCCTCGGTTAACCAAGATGAATTTAAGTTCATTTTGTCGGAAATGGATATCG
GCTTGTTTTCTCTTTCCGCTAGACACTCTTCCCATAATTTTCCTGGTAAGTTATTAGGCTATATGGTTCAGTCGCTA
CCTATTTTAGGTAGCGTAAATGCCGGAAATGATTTGCTCGACATTGTCAATCAAAATAATGCGGGATTAATCCATGT
CAATGGTGAGGACGATAAATTATGTCAATCTGCGCTATTAATGTTGCATGATATTGATGTGCGCCGGCAACTTGGTT
CGGGGGCGAATATATTGTTGAAAGAACAATTCTCCGTTGAGTCTGCGGCACAGACGATAGAAATGAGGTTGGAGGCA
TGCAATGCGATTAATTGATAATGACCAACTCGACGAATTATATGATCAAGCCGGGCAATCGGAACGTTTACGTTCCC
ACCTTATGATGCACGGCTCGCATCAAGAAAAGGTACAGCGTTTACTTATTGCATTAGTAAAGGGCAGCTATGTTGAA
CCGCATTATCACGAACTTCCTCATCAGTGGGAAATGTTCATTGTTATGGAGGGGCAACTTCAGGTTTGTTTGTATGG
TAGAAATGGTGAGGTTATAAAGCAATTTATAGCAGGAGATAATACTGGAATGAGCATTGTGGAGTTTTCTCCGGGCG
ATATACACAGTGTCGAATGCCTATCTCCGCGTGCTCTTATGGTGGAAGTTAAGGAGGGGCCATTTGACCCTTCTTTT
GCAAAATCGTTCGTGTGAGCGGCCGCGAGCTCGTCGACTCGAGGATCCGTGTAGGCTGGAGCTGCTTCGAAGTTCCT
ATACTTTCTAGAGAATAGGAACTTCGGAATAGGAACTAAGGAGGATATTCATATGGATAAAGCCGTAAGCATATAAG
CATGGATAAGCTATTTATACTTTAATAAGTACTTTGTATACTTATTTGCGAACATTCCAGGCCGCGAGCATTCAGCG
CGGTGATCACACCTGACAGGAGTATGTAATGTCCAAGCAACAGATCGGCGTAGTCGGTATGGCAGTGATGGGACGCA
ACCTTGCGCTCAACATCGAAAGCCGTGGTTATACCGTCTCTATTTTCAACCGTTCCCGTGAGAAGACGGAAGAAGTG
ATTGCCGAAAATCCAGGCAAGAAACTGGTTCCTTACTATACGGTGAAAGAGTTTGTCGAATCTCTGGAAACGCCTCG
TCGCATCCTGTTAATGGTGAAAGCAGGTGCAGGCACGGATGCTGCTATTGATTCCCTCAAACCATATCTCGATAAAG
GAGACATCATCATTGATGGTGGTAACACCTTCTTCCAGGACACTATTCGTCGTAATCGTGAGCTTTCAGCAGAGGGC
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TTTAACTTCATCGGTACCGGTGTTTCTGGCGGTGAAGAGGGGGCGCTGAAAGGTCCTTCTATTATGCCTGGTGGCCA
GAAAGAAGCCTATGAATTGGTAGCACCGATCCTGACCAAAATCGCCGCCGTAGCTGAAGACGGTGAACCATGCGTTA
CCTATATTGGTGCCGATGGCGCAGGTCACTATGTGAAGATGGTTCACAACGGTATTGAATACGGCGATATGCAGCTG
ATTGCTGAAGCCTATTCTCTGCTTAAAGGTGGCCTGAACCTCACCAACGAAGAACTGGCGCAGACCTTTACCGAGTG
GAATAACGGTGAACTGAGCAGTTACCTGATCGACATCACCAAAGATATCTTCACCAAAAAAGATGAAGACGGTAACT
ACCTGGTTGATGTGATCCTGGATGAAGCGGCTAACAAAGGTACCGGTAAATGGACCAGCCAGAGCGCGCTGGATCTC
GGCGAACCGCTGTCGCTGATTACCGAGTCTGTGTTTGCACGTTATATCTCTTCTCTGAAAGATCAGCGTGTTGCCGC
ATCTAAAGTTCTCTCTGGTCCGCAAGCACAGCCAGCAGGCGACAAGGCTGAGTTCATCGAAAAAGTTCGTCGTGCGC
TGTATCTGGGCAAAATCGTTTCTTACGCCCAGGGCTTCTCTCAGCTGCGTGCTGCGTCTGAAGAGTACAACTGGGAT
CTGAACTACGGCGAAATCGCGAAGATTTTCCGTGCTGGCTGCATCATCCGTGCGCAGTTCCTGCAGAAAATCACCGA
TGCTTATGCCGAAAATCCACAGATCGCTAACCTGTTGCTGGCTCCGTACTTCAAGCAAATTGCCGATGACTACCAGC
AGGCGCTGCGTGATGTCGTTGCTTATGCAGTACAGAACGGTATTCCGGTTCCGACCTTCTCCGCAGCGGTTGCCTAT
TACGACAGCTACCGTGCTGCTGTTCTGCCTGCGAACCTGATCCAGGCACAGCGTGACTATTTTGGTGCGCATACTTA
TAAGCGTATTGATAAAGAAGGTGTGTTCCATACCGAATGGCTGGATTAA

[0887]  SEQ ID NO: 16 (016rfbIk PR Az 111 o 41 52451 -016 - EPAZE P2 MR s t LMTB11739)
[0888]  ATGACGAATTTAAAAGCAGTTATTCCTGTAGCGGGTCTCGGGATGCATATGTTGCCTGCCACTAAGGCG
ATACCCAAAGAGATGCTACCAATCGTCGACAAGCCAATGATTCAGTACATTGTTGACGAGATTGTGGCTGCAGGGAT
CAAAGAAATCCTCCTGGTAACTCACGCGTCCAAGAACGCGGTCGAAAACCACTTCGACACCTCTTATGAGTTAGAAT
CACTCCTTGAGCAGCGCGTGAAGCGTCAACTGCTGGCGGAAGTACAGTCCATCTGTCCGCCGGGCGTGACCATTATG
AACGTGCGTCAGGGCGAACCTTTAGGTTTAGGCCACTCCATTTTGTGTGCGCGACCTGCCATTGGTGACAACCCATT
TGTCGTGGTACTGCCAGACGTTGTGATCGACGATGCCAGCGCCGACCCGCTACGTTACAACCTTGCTGCCATGATTG
CACGTTTCAACGAAACGGGCCGCAGCCAGGTGCTGGCAAAACGTATGCCGGGTGACCTCTCTGAATACTCCGTCATC
CAGACTAAAGAGCCGCTGGACCGTGAGGGTAAAGTCAGCCGCATTGTTGAATTTATCGAAAAACCGGATCAGCCGCA
GACGCTGGACTCAGACATCATGGCCGTAGGTCGCTATGTGCTTTCTGCCGATATTTGGCCGGAACTGGAACGTACTC
AGCCTGGTGCATGGGGACGTATTCAGCTGACTGATGCTATTGCCGAGCTGGCGAAAAAACAATCCGTTGATGCAATG
CTGATGACCGGCGACAGTTACGACTGCGGCAAAAAAATGGGCTATATGCAGGCGTTTGTGAAGTATGGCCTACGCAA
CCTGAAAGAAGGGGCGAAGTTCCGTAAAGGTATTGAGAAGCTGTTAAGCGAATAATGAAAATCTGACCGGATGTAAC
GGTTGATAAGAAAATTATAACGGCAGTGAAAATTCGCAGCAAAAGTAATTTGTTGCGAATCTTCCTGCCGTTGTTTT
ATATAAACCATCAGAATAACAACGAGTTAGCAGTAGGGTTTTATTCAAAGTTTTCCAGGATTTTCCTTGTTTCCAGA
GCGGATTGGTAAGACAATTAGCGTTTGAATTTTTCGGGTTTAGCGCGAGTGGGTAACGCTCGTCACATCATAGGCAT
GCATGCAGTGCTCTGGTAGCTGTAAAGCCAGGGGCGGTAGCGTGCATTAATACCTCTATTAATCAAACTGAGAGCCG
CTTATTTCACAGCATGCTCTGAAGTAATATGGAATAAATTAAGTGAAAATACTTGTTACTGGTGGCGCAGGATTTAT
TGGTTCAGCTGTAGTTCGTCACATTATAAATAATACGCAGGATAGTGTTGTTAATGTCGATAAATTAACGTACGCCG
GAAACCGGGAATCACTTGCTGATGTTTCTGATTCTGAACGCTATGTTTTTGAACATGCGGATATTTGCGATGCACCT
GCAATGGCACGGATTTTTGCTCAGCATCAGCCGGATGCAGTGATGCACCTGGCTGCTGAAAGCCATGTTGACCGTTC
AATTACAGGCCCTGCGGCATTTATTGAAACCAATATTGTTGGTACTTATGTCCTTTTGGAAGCCGCTCGCAATTACT
GGTCTGCTCTTGATAGCGACAAGAAAAATAGCTTCCGTTTTCATCATATTTCTACTGACGAAGTCTATGGTGATTTG
CCTCATCCAGATGAAGTAAATAATACAGAAGAATTACCCTTATTTACTGAGACGACAGCTTACGCGCCAAGCAGCCC
TTATTCCGCATCCAAAGCATCCAGCGATCATTTAGTCCGCGCGTGGAAACGTACATATGGTTTACCGACAATTGTGA
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CTAATTGCTCGAACAACTATGGTCCTTATCATTTCCCGGAAAAGCTTATTCCACTGGTTATTCTTAATGCACTGGAA
GGTAAGGCATTACCTATTTATGGCAAAGGAGATCAGATCCGCGACTGGTTGTATGTTGAAGATCATGCGCGTGCGTT
ATATACCGTCGTAACCGAAGGTAAAGCGGGTGAAACTTATAACATTGGTGGGCACAACGAAAAGAAAAACATCGATG
TAGTGCTCACTATTTGTGATTTGCTGGATGAGATTGTACCGAAAGAGAAATCTTATCGTGAGCAAATCACTTATGTT
GCTGATCGTCCGGGACACGATCGCCGCTATGCTATTGATGCTGAGAAGATTGGTCGCGCATTGGGATGGAAACCACA
GGAAACGTTTGAGAGCGGGATTCGTAAAACGGTGGAATGGTACCTGTCCAATACAAAATGGGTTGATAATGTGAAAA
GTGGTGCCTATCAATCGTGGATTGAACAGAACTATGAGGGCCGCCAGTAATGAATATCCTCCTTTTTGGCAAAACAG
GGCAGGTAGGTTGGGAACTACAGCGTGCTCTGGCACCTTTGGGTAATTTGATTGCTTTTGATGTTCACTCTACTGAT
TATTGCGGTGATTTTAGTAATCCTGAAGGTGTAGCTGAAACCGTAAGAAGCATTCGGCCGGATATTATTGTCAATGC
AGCCGCTCACACCGCAGTAGACAAAGCAGAATCAGAACCGGAGTTTGCACAATTAATTAACGCAACAAGTGTCGAAG
CGATTGCGAAAGCAGCAAATGAAGTTGGAGCCTGGGTTATCCATTACTCGACTGATTACGTCTTCCCTGGAAATGGC
GATATGCCATGGCTGGAGACGGATGCAACCGCACCACTAAATGTTTACGGTGAAACCAAGTTAGCCGGAGAAAAAGC
GTTACAGGAATATTGCGCGAAGCATCTTATTTTCCGGACCAGCTGGGTCTATGCAGGAAAAGGAAATAACTTCGCCA
AAACGATGTTACGTCTGGCAAAAGAGCGTGAAGAATTAGCGGTTATTAACGATCAGTTTGGTGCGCCAACAGGTGCT
GAACTGCTGGCTGATTGTACAGCACATGCCATTCGTGTCGCACTGAATAAACCGGATGTCGCAGGCTTGTACCATTT
GGTAGCCAGTGGTACCACAACCTGGTACGATTATGCTGCGCTGGTTTTTGAAGAGGCGCGCAAAGCAGGCATTCCCC
TTGCACTCAACAAGCTCAACGCAGTACCAACAACAGCCTATCCTACACCAGCTCGTCGTCCACATAACTCTCGCCTT
AATACAGAAAAATTTCAGCAGAACTTTGCGCTTGTCTTGCCTGACTGGCAGGTTGGCGTGAAACGAATGCTCAATGA
ATTATTTACGACTACAGCAATTTAATAGTTTTTGCATCTTGTTCGTGATGGTGGAGCAAGATGAATTAAAAGGAATG
ATGAAATGAAAATGCGTAAAGGTATTATTTTAGCGGGTGGTTCTGGTACACGTCTTTATCCTGTGACTATGGCTGTC
AGTAAACAGCTATTACCTATTTATGATAAACCGATGATCTATTACCCGCTCTCTACACTGATGTTGGCGGGTATTCG
CGATATTTTGATTATCAGTACACCTCAGGATACTCCTCGTTTTCAACAATTGCTGGGTGACGGTAGCCAGTGGGGCC
TGAATCTTCAGTACAAAGTGCAACCTAGCCCAGATGGCCTCGCGCAGGCATTTATCATCGGTGAAGAGTTTATTGGT
GGTGATGATTGTGCTTTGGTTCTTGGTGATAATATCTTTTACGGTCACGATCTGCCGAAGCTAATGGAGGCCGCTGT
TAACAAAGAAAGTGGTGCAACGGTATTTGCCTATCACGTTAATGATCCAGAACGCTATGGTGTCGTTGAGTTTGATA
AAAACGGTACGGCAATCAGTCTGGAAGAAAAACCGTTAGAACCAAAGAGTAATTACGCCGTTACAGGTCTGTACTTT
TATGATAACGACGTGGTTCAGATGGCGAAAAACTTGAAGCCGTCTGCACGTGGTGAGTTAGAAATTACAGATATTAA
CCGTATTTATCTTGAGCAGGGACGTCTGTCTGTCGCGATGATGGGGCGTGGCTACGCGTGGCTGGACACGGGGACTC
ATCAGAGTCTGATAGAAGCAAGTAATTTTATTGCGACAATTGAAGAGCGCCAGGGATTGAAGGTTTCCTGTCCTGAA
GAGATTGCATTTCGTAAAGGTTTTATTGATGTTGAGCAAGTAAGAAAATTAGCTGTACCACTAATAAAGAATAATTA
TGGGCAGTATCTTTATAAAATGACGAAGGATTCAAATTAATGAATGTGATTAGAACTGAAATTGAAGATGTGCTAAT
TCTGGAGCCAAGAGTATTTGGTGATGATAGAGGTTTCTTTTATGAGAGCTTTAATCAATCAGCATTTGAACATATTC
TAGGCTATCCGGTCAGCTTTGTTCAAGACAATCACTCACGTTCATCAAAAAATGTACTCAGAGGCCTTCACTTTCAA
CGCGGCGAGTACGCACAAGATAAACTTGTACGCTGCACTCATGGAGCAGTTTTTGATGTTGCTGTTGATATTCGACC
CAATTCGGTATCCTTTGGTAAATGGGTTGGTGTTCTGCTTTCAGCTGATAATAAGCAGCAGTTGTGGATACCAAAAG
GGTTTGCTCATGGCTTTTTGGTTCTGTCTGATATCGCTGAATTTCAATATAAAACTACAAACTATTATCATCCTGAA
AGCGATTGTGGAATATGTTGGAATGATGAACGCATTGCAATTGATTGGCCCCAAACATCAGGGTTAATCCTTTCGCC
AAAAGATGAAAGGCTCTTTACGTTAGATGAGCTTATCAGATTAAAATTAATTGCATGAATACGAATAAATTATCTTT
AAGAAGAAACGTTATATATCTGGCTGTCGTTCAAGGTAGCAATTATCTTTTACCATTGCTTACATTTCCATATCTTG
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TAAGAACACTTGGTCCTGAAAATTTCGGTATATTCGGTTTTTGCCAAGCGACTATGCTATATATGATAATGTTTGTT
GAATATGGTTTCAATCTCACAGCAACTCAGAGTATTGCCAAAGCAGCAGATAGTAAAGATAAAGTAACGTCTATTTT
TTGGGCGGTGATATTTTCAAAAATAGTTCTTATCGTCATTACATTGATTTTCTTAACGTCGATGACCTTGCTTGTTC
CTGAATATAACAAGCATGCCGTAATTATATGGTCGTTTGTTCCTGCATTAGTCGGGAATTTAATCTACCCTATCTGG
CTGTTTCAGGGAAAAGAAAAAATGAAATGGCTGACTTTAAGTAGTATTTTATCCCGCTTGGCTATTATCCCTCTAAC
ATTTATTTTTGTGAACACAAAGTCAGATATAGCAATTGCCGGTTTTATTCAGTCAAGTGCAAATCTGGTTGCTGGAA
TTATTGCACTAGCTATCGTTGTTCATGAAGGTTGGATTGGTAAAGTTACGCTATCATTACATAATGTGCGTCGATCT
TTAGCAGACGGTTTTCATGTTTTTATTTCCACATCTGCTATTAGTTTATATTCTACGGGAATAGTTATTATCCTGGG
ATTTATATCTGGACCAACGTCCGTAGGGAATTTTAATGCGGCCAATACTATAAGAAACGCGCTTCAAGGGCTATTAA
ATCCTATCACCCAAGCAATATACCCAAGAATATCAAGTACGCTTGTTCTTAATCGTGTGAAGGGTGTGATTTTAATT
AAAAAATCATTGACCTGCTTGAGTTTGATTGGTGGTGCTTTTTCATTAATTCTGCTCTTGGGTGCATCTATACTAGT
AAAAATAAGTATAGGGCCGGGATATGATAATGCAGTGATTGTGCTAATGATTATATCGCCTCTGCCTTTTCTTATTT
CATTAAGTAATGTCTATGGCATTCAAGTTATGCTGACCCATAATTATAAGAAAGAATTCAGTAAGATTTTAATCGCT
GCGGGTTTGTTGAGTTTGTTGTTGATTTTTCCGCTAACAACTCTTTTTAAAGAGATTGGTGCAGCAATAACATTGCT
TGCAACAGAGTGCTTAGTTACGTCACTCATGCTGATGTTCGTAAGAAATAATAAATTACTGGTTTGCTGAGGATTTT
ATGTACGATTATATCATTGTTGGTTCTGGTTTGTTTGGTGCCGTTTGTGCGAATGAGTTAAAAAAGCTAAACAAAAA
AGTTTTAGTGATTGAGAAAAGAAATCATATCGGTGGAAATGCGTACACAGAGGACTGTGAGGGTATCCAGATTCATA
AATATGGTGCACATATTTTTCATACCAATGATAAATATATATGGGATTACGTTAATGATTTAGTAGAATTTAATCGT
TTTACTAATTCTCCACTGGCGATTTATAAAGACAAATTATTCAACCTTCCTTTTAATATGAATACTTTCCACCAAAT
GTGGGGAGTTAAAGATCCTCAAGAAGCTCAAAATATCATTAATGCTCAGAAAAAAAAGTATGGTGACAAGGTACCTG
AAAATTTGGAGGAGCAGGCGATTTCATTAGTTGGGGAGGACTTATACCAAGCATTGATAAAGGGTTATACGGAGAAG
CAGTGGGGAAGAAGTGCAAAAGAATTGCCTGCATTTATTATTAAGCGAATCCCAGTGAGATTTACGTTTGATAACAA
TTATTTTTCCGATCGCTATCAAGGTATTCCGGTGGGAGGCTACACTAAGCTTATTGAAAAAATGCTTGAAGGTGTGG
ACGTAAAATTAGGCATTGATTTTTTGAAAGACAAAGATTCTCTAGCGAGTAAAGCCCATAGAATCATCTACACTGGA
CCCATTGATCAGTACTTCGACTATAGGTTTGGAGCGTTAGAATATCGCTCTTTAAAATTTGAGACGGAACGCCATGA
ATTTCCAAACTTCCAAGGGAATGCAGTAATAAATTTCACTGATGCTAATGTACCATATACCAGAATAATTGAGCATA
AACATTTTGACTATGTTGAGACAAAGCATACGGTTGTTACAAAAGAATATCCATTAGAGTGGAAAGTTGGCGACGAA
CCCTACTATCCAGTTAATGATAATAAAAACATGGAGCTTTTTAAGAAATATAGAGAGTTAGCTAGCAGAGAAGACAA
GGTTATATTTGGCGGGCGTTTGGCCGAGTATAAATATTATGATATGCATCAAGTGATATCTGCCGCTCTTTATCAAG
TGAAAAATATAATGAGTACGGATTAATGATCTATCTTGTAATTAGTGTCTTTCTCATTACAGCATTTATCTGTTTAT
ATCTTAAGAAGGATATATTTTATCCAGCCGTATGCGTTAATATCATCTTCGCACTGGTCTTATTGGGATATGAAATA
ACGTCAGATATATATGCTTTTCAGTTAAATGACGCTACGTTGATTTTTCTACTTTGCAATGTTTTGACATTTACCCT
GTCATGTTTATTGACGGAAAGTGTATTAGATCTAAATATCAGAAAAGTCAATAATGCTATTTATAGCATACCATCGA
AGAAAGTGCATAATGTAGGCTTGTTAGTTATTTCTTTTTCGATGATATATATATGCATGAGGTTAAGTAACTACCAG
TTCGGGACTAGCTTACTTAGCTATATGAATTTGATAAGAGATGCTGATGTTGAAGACACATCAAGAAATTTCTCAGC
ATACATGCAGCCAATCATTCTAACTACTTTTGCTTTATTTATTTGGTCTAAAAAATTTACTAATACAAAGGTAAGTA
AAACATTTACTTTACTTGTTTTTATTGTATTCATCTTTGCAATTATACTGAATACTGGTAAGCAAATTGTCTTTATG
GTTATCATCTCTTATGCATTCATCGTAGGTGTTAATAGAGTAAAACATTATGTTTATCTTATTACAGCTGTAGGTGT
TCTATTCTCCTTGTATATGCTCTTTTTACGTGGACTGCCTGGGGGGATGGCATATTATCTATCCATGTATTTGGTCA
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GCCCTATAATCGCGTTTCAGGAGTTTTATTTTCAGCAAGTATCTAACTCTGCCAGTTCTCATGTCTTTTGGTTTTTT
GAAAGGCTGATGGGGCTATTAACAGGTGGAGTCTCTATGTCGTTGCATAAAGAATTTGTGTGGGTGGGTTTGCCAAC
AAATGTTTATACTGCTTTTTCGGATTATGTTTATATTTCCGCGGAGCTAAGCTATTTGATGATGGTTATTCATGGCT
GTATTTCAGGTGTTTTATGGAGATTGTCTCGAAATTACATATCTGTGAAAATATTTTATTCATATTTTATTTATACC
TTTTCTTTCATTTTTTATCATGAAAGCTTCATGACTAATATTAGCAGTTGGATACAAATAACTCTTTGTATCATAGT
ATTCTCTCAATTTCTTAAGGCCCAGAAAATAAAGTGAAAATGTATTTTTTGAATGATTTAAATTTCTCTAGACGCGA
TGCTGGATTTAAAGCAAGAAAAGATGCACTGGACATTGCTTCAGATTATGAAAACATTTCTGTTGTTAACATTCCTC
TATGGGGTGGAGTAGTCCAGAGAATTATTAGTTCTGTTAAGCTTAGTACATTTCTCTGCGGTCTTGAAAATAAAGAT
GTTTTAATTTTCAATTTCCCGATGGCCAAACCATTTTGGCATATATTGTCATTCTTTCACCGCCTTCTAAAATTTAG
AATAGTACCTCTGATTCATGATATTGATGAATTAAGAGGAGGAGGGGGTAGTGATTCTGTGCGGCTTGCTACCTGTG
ATATGGTCATAAGTCACAATCCACAAATGACAAAGTACCTTAGTAAATATATGTCTCAGGATAAAATCAAAGACATA
AAAATATTTGATTACCTCGTCTCATCTGATGTGGAGCATCGAGATGTTACGGATAAGCAACGAGGGGTCATATATGC
TGGCAACCTTTCTAGGCATAAATGTTCTTTCATATATACTGAAGGATGCGATTTTACTCTCTTTGGTGTCAACTATG
AAAATAAAGATAATCCTAAATATCTTGGAAGTTTTGATGCTCAATCTCCGGAAAAGATTAACCTCCCAGGCATGCAA
TTTGGACTCATTTGGGATGGAGATTCTGTCGAAACCTGTAGTGGTGCCTTTGGCGACTATTTAAAGTTTAATAACCC
TCATAAGACATCTCTTTATCTTTCAATGGAACTTCCAGTATTTATATGGGATAAAGCCGCCCTTGCGGATTTCATTG
TAGATAATAGAATAGGATATGCAGTGGGATCAATCAAAGAAATGCAAGAGATTGTTGACTCCATGACAATAGAAACT
TATAAGCAAATTAGTGAGAATACAAAAATTATTTCTCAGAAAATTCGAACAGGAAGTTACTTCAGGGATGTTCTTGA
AGAGGTGATCGATGATCTTAAAACTCGCTAAACGATATGGTCTCTGTGGTTTTATTCGGCTTGTTAGAGATGTCTTA
TTGACTCGTGTATTTTACCGGAACTGTAGAATTATTCGATTTCCCTGCTATATTCGCAATGATGGTAGCATTAATTT
TGGTGAAAATTTCACAAGTGGAGTCGGTCTCAGGCTGGATGCATTTGGACGTGGCGTGATTTTTTTTTCCGATAATG
TGCAAGTTAACGACTATGTTCATATCGCCTCAATTGAGAGCGTTACGATAGGTCGGGATACGCTTATTGCAAGTAAA
GTATTTATTACCGATCATAATCACGGTTCCTTTAAGCACTCTGATCCAATGAGTTCGCCAAATATACCTCCAGACAT
GCGCACGTTGGAATCTTCAGCTGTTGTAATTGGCCAGAGGGTTTGGTTGGGTGAGAATGTGACGGTTTTGCCTGGAA
CAATTATTGGTAATGGAGTCGTAGTCGGCGCCAATTCTGTTGTTAGAGGTTCTATTCCCGAAAATACTGTCATTGCG
GGAGTACCAGCAAAAATCATAAAGAAATACAATCATGAGACCAAATTATGGGAAAAAGCATAGTCGTTGTTTCTGCG
GTCAATTTTACCACTGGCGGTCCATTTACCATTTTGAAAAAATTTTTGGCAGCAACTAATAATAAAGAAAATGTCAG
TTTTATCGCATTAGTCCATTCTGCTAAAGAGTTAAAAGAAAGTTATCCATGGGTTAAATTCATTGAGTTTCCTGAGG
TTAAAGGGTCGTGGCTAAAACGTTTGCACTTTGAATATGTAGTTTGTAAAAAACTTTCAAAAGAGCTGAATGCTACG
CATTGGATTTGTCTGCATGATATTACGGCCAATGTCGTCACTAAAAAAAGATATGTGTATTGTCATAACCCTGCCCC
TTTTTATAAAGGAATTTTATTCCGTGAAATTCTTATGGAGCCTAGCTTTTTCTTATTTAAAATGCTATACGGGCTGA
TATATAAAATAAACATTAAAAAAAATACTGCAGTGTTTGTTCAACAATTCTGGATGAAAGAAAAATTTATCAAGAAA
TATTCTATAAATAACATCATTGTCAGTCGGCCAGAAATTAAATTATCTGATAAAAGCCAACTTACTGATGATGATTC
TCAATTTAAGAATAACCCTTCTGAGTTGACAATATTTTACCCTGCTGTTCCACGAGTATTTAAAAATTACGAGCTTA
TTATTAGTGCAGCAAGGAAATTGAAAGAACAATCCAATATTAAATTTCTGCTTACTATCAGTGGTACAGAAAATGCG
TATGCAAAATATATTATCAGTCTTGCAGAAGGACTGGATAATGTTCATTTCCTCGGGTACTTGGATAAAGAAAAAAT
CGATCATTGTTATAATATTTCAGATATAGTTTGTTTTCCCTCTAGGTTAGAAACATGGGGATTGCCGTTGTCTGAGG
CTAAAGAGCGAGGTAAGTGGGTATTAGCATCAGATTTCCCATTTACTAGAGAAACTCTTGGTAGTTATGAAAAGAAA
GCTTTTTTTGATTCTAATAACGATGACATGTTAGTTAAACTTATTATTGACTTCAAAAAAGGTAACCTCAAAAAAGA
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TATCTCTGATGCAAATTTCATTTATCGTAATGAAAATGTATTAGTTGGGTTTGATGAACTAGTTAATTTTATTACTG
AAGAACATTGAAATGGTATATATAATAATCGTTTCCCACGGACATGAAGACTACATCAAAAAATTACTCGAAAATCT
TAATGCTGACGATGAGCACTACAAGATTATCGTACGCGACAACAAAGACTCTCTATTATTGAAACAAATATGCCAGC
ATTATGCAGGCCTGGACTATATTAGTGGAGGTGTATACGGCTTTGGTCATAATAATAATATTGCGGTGGCGTATGTA
AAGGAAAAATATAGACCCGCAGATGATGATTACATTTTGTTTTTGAATCCCGATATCATCATGAAGCATGATGATTT
GCTGACATATATTAAATATGTCGAAAGTAAGCGTTATGCTTTTAGTACATTATGCCTGTTCCGAGATGAAGCGAAAT
CTTTACATGATTATTCCGTAAGAAAATTTCCTGTGCTTTCTGATTTTATTGTGTCATTTATGTTAGGGATTAATAAA
ACAAAAATTCCTAAAGAAAGTATCTATTCTGATACGGTTGTTGATTGGTGCGCAGGATCATTTATGCTGGTACGTTT
TTCAGATTTTGTGCGTGTAAATGGCTTCGATCAAGGTTACTTTATGTACTGTGAAGATATTGACCTGTGCTTGAGGC
TTAGCCTGGCTGGTGTCAGACTTCATTATGTTCCCGCTTTTCATGCGATACATTATGCTCATCATGACAATCGAAGT
TTTTTTTCAAAAGCCTTCAGATGGCACTTAAAAAGTACTTTTAGATATTTAGCCAGAAAACGTATTTTATCAAATCG
CAACTTTGATCGAATTTCATCAGTTTTTCACCCGTAAGAGCTCGGTACCCGGGCCTAGGGTGTAGGCTGGAGCTGCT
TCGAAGTTCCTATACTTTCTAGAGAATAGGAACTTCGGAATAGGAACTAAGGAGGATATTCATATCCGTCGACGGCG
GCCGCCCTGCAGGCATGCAAGCTTGATCCATATGGATCGCTAGCTTAATTAAATAAAGCCGTAAGCATATAAGCATG
GATAAGCTATTTATACTTTAATAAGTACTTTGTATACTTATTTGCGAACATTCCAGGCCGCGAGCATTCAGCGCGGT
GATCACACCTGACAGGAGTATGTAATGTCCAAGCAACAGATCGGCGTAGTCGGTATGGCAGTGATGGGACGCAACCT
TGCGCTCAACATCGAAAGCCGTGGTTATACCGTCTCTATTTTCAACCGTTCCCGTGAGAAGACGGAAGAAGTGATTG
CCGAAAATCCAGGCAAGAAACTGGTTCCTTACTATACGGTGAAAGAGTTTGTCGAATCTCTGGAAACGCCTCGTCGC
ATCCTGTTAATGGTGAAAGCAGGTGCAGGCACGGATGCTGCTATTGATTCCCTCAAACCATATCTCGATAAAGGAGA
CATCATCATTGATGGTGGTAACACCTTCTTCCAGGACACTATTCGTCGTAATCGTGAGCTTTCAGCAGAGGGCTTTA
ACTTCATCGGTACGGGTGTTTCTGGCGGTGAAGAGGGGGCGCTGAAAGGTCCTTCTATTATGCCTGGTGGCCAGAAA
GAAGCCTATGAATTGGTAGCACCGATCCTGACCAAAATCGCCGCCGTAGCTGAAGACGGTGAACCATGCGTTACCTA
TATTGGTGCCGATGGCGCAGGTCACTATGTGAAGATGGTTCACAACGGTATTGAATACGGCGATATGCAGCTGATTG
CTGAAGCCTATTCTCTGCTTAAAGGTGGCCTGAACCTCACCAACGAAGAACTGGCGCAGACCTTTACCGAGTGGAAT
AACGGTGAACTGAGCAGTTACCTGATCGACATCACCAAAGATATCTTCACCAAAAAAGATGAAGACGGTAACTACCT
GGTTGATGTGATCCTGGATGAAGCGGCTAACAAAGGTACGGGTAAATGGACCAGCCAGAGCGCGCTGGATCTCGGCG
AACCGCTGTCGCTGATTACCGAGTCTGTGTTTGCACGTTATATCTCTTCTCTGAAAGATCAGCGTGTTGCCGCATCT
AAAGTTCTCTCTGGTCCGCAAGCACAGCCAGCAGGCGACAAGGCTGAGTTCATCGAAAAAGTTCGTCGTGCGCTGTA
TCTGGGCAAAATCGTTTCTTACGCCCAGGGCTTCTCTCAGCTGCGTGCTGCGTCTGAAGAGTACAACTGGGATCTGA
ACTACGGCGAAATCGCGAAGATTTTCCGTGCTGGCTGCATCATCCGTGCGCAGTTCCTGCAAAAAATCACCGATGCT
TATGCCGAAAATCCACAGATCGCTAACCTGTTGCTGGCTCCGTACTTCAAGCAAATTGCCGATGACTACCAGCAGGC
GCTGCGTGATGTCGTTGCTTATGCAGTACAGAACGGTATTCCGGTTCCGACCTTCTCCGCAGCGGTTGCCTATTACG
ACAGCTACCGTGCTGCTGTTCTGCCTGCGAACCTGATCCAGGCACAGCGTGACTATTTTGGTGCGCATACTTATAAG
CGTATTGATAAAGAAGGTGTGTTCCATACCGAATGGCTGGATTAA

[0889] SEQ ID NO:17 (018ArfbIL TR )T 41 9249 -018A-EPALE F= B FRBVEC-L -
00559)

[0890]  ATGACGAATTTAAAAGCAGTTATTCCTGTAGCGGGTCTCGGGATGCATATGTTGCCTGCCACTAAGGCG
ATACCCAAAGAGATGCTACCAATCGTCGACAAGCCAATGATTCAGTACATTGTTGACGAGATTGTGGCTGCAGGGAT
CAAAGAAATCCTCCTGGTAACTCACGCGTCCAAGAACGCGGTCGAAAACCACTTCGACACCTCTTATGAGTTAGAAT
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CACTCCTTGAGCAGCGCGTGAAGCGTCAACTGCTGGCGGAAGTACAGTCCATCTGTCCGCCGGGCGTGACCATTATG
AACGTGCGTCAGGGCGAACCTTTAGGTTTAGGCCACTCCATTTTGTGTGCGCGACCTGCCATTGGTGACAACCCATT
TGTCGTGGTACTGCCAGACGTTGTGATCGACGATGCCAGCGCCGACCCGCTACGTTACAACCTTGCTGCCATGATTG
CACGTTTCAACGAAACGGGCCGCAGCCAGGTGCTGGCAAAACGTATGCCGGGTGACCTCTCTGAATACTCCGTCATC
CAGACTAAAGAGCCGCTGGACCGTGAGGGTAAAGTCAGCCGCATTGTTGAATTTATCGAAAAACCGGATCAGCCGCA
GACGCTGGACTCAGACATCATGGCCGTAGGTCGCTATGTGCTTTCTGCCGATATTTGGCCGGAACTGGAACGTACTC
AGCCTGGTGCATGGGGACGTATTCAGCTGACTGATGCTATTGCCGAGCTGGCGAAAAAACAATCCGTTGATGCAATG
CTGATGACCGGCGACAGTTACGACTGCGGCAAAAAAATGGGCTATATGCAGGCGTTTGTGAAGTATGGCCTACGCAA
CCTGAAAGAAGGGGCGAAGTTCCGTAAAGGTATTGAGAAGCTGTTAAGCGAATAATGAAAATCTGACCGGATGTAAC
GGTTGATAAGAAAATTATAACGGCAGTGAAAATTCGCAGCAAAAGTAATTTGTTGCGAATCTTCCTGCCGTTGTTTT
ATATAAACCATCAGAATAACAACGAGTTAGCAGTAGGGTTTTATTCAAAGTTTTCCAGGATTTTCCTTGTTTCCAGA
GCGGATTGGTAAGACAATTAGCGTTTGAATTTTTCGGGTTTAGCGCGAGTGGGTAACGCTCGTCACATCATAGGCAT
GCATGCAGTGCTCTGGTAGCTGTAAAGCCAGGGGCGGTAGCGTGCATTAATACCTCTATTAATCAAACTGAGAGCCG
CTTATTTCACAGCATGCTCTGAAGTAATATGGAATAAATTAAGTGAAAATACTTGTTACTGGTGGCGCAGGATTTAT
TGGTTCAGCTGTAGTTCGTCACATTATAAATAATACGCAGGATAGTGTTGTTAATGTCGATAAATTAACGTACGCCG
GAAACCGGGAATCACTTGCTGATGTTTCTGATTCTGAACGCTATGTTTTTGAACATGCGGATATTTGCGATGCACCT
GCAATGGCACGGATTTTTGCTCAGCATCAGCCGGATGCAGTGATGCACCTGGCTGCTGAAAGCCATGTTGACCGTTC
AATTACAGGCCCTGCGGCATTTATTGAAACCAATATTGTTGGTACTTATGTCCTTTTGGAAGCCGCTCGCAATTACT
GGTCTGCTCTTGATAGCGACAAGAAAAATAGCTTCCGTTTTCATCATATTTCTACTGACGAAGTCTATGGTGATTTG
CCTCATCCAGATGAAGTAAATAATACAGAAGAATTACCCTTATTTACTGAGACGACAGCTTACGCGCCAAGCAGCCC
TTATTCCGCATCCAAAGCATCCAGCGATCATTTAGTCCGCGCGTGGAAACGTACATATGGTTTACCGACAATTGTGA
CTAATTGCTCGAACAACTATGGTCCTTATCATTTCCCGGAAAAGCTTATTCCACTGGTTATTCTTAATGCACTGGAA
GGTAAGGCATTACCTATTTATGGCAAAGGAGATCAGATCCGCGACTGGTTGTATGTTGAAGATCATGCGCGTGCGTT
ATATACCGTCGTAACCGAAGGTAAAGCGGGTGAAACTTATAACATTGGTGGGCACAACGAAAAGAAAAACATCGATG
TAGTGCTCACTATTTGTGATTTGCTGGATGAGATTGTACCGAAAGAGAAATCTTATCGTGAGCAAATCACTTATGTT
GCTGATCGTCCGGGACACGATCGCCGCTATGCTATTGATGCTGAGAAGATTGGTCGCGCATTGGGATGGAAACCACA
GGAAACGTTTGAGAGCGGGATTCGTAAAACGGTGGAATGGTACCTGTCCAATACAAAATGGGTTGATAATGTGAAAA
GTGGTGCCTATCAATCGTGGATTGAACAGAACTATGAGGGCCGCCAGTAATGAATATCCTCCTTTTTGGCAAAACAG
GGCAGGTAGGTTGGGAACTACAGCGTGCTCTGGCACCTTTGGGTAATTTGATTGCTTTTGATGTTCACTCTACTGAT
TATTGCGGTGATTTTAGTAATCCTGAAGGTGTAGCTGAAACCGTAAGAAGCATTCGGCCGGATATTATTGTCAATGC
AGCCGCTCACACCGCAGTAGACAAAGCAGAATCAGAACCGGAGTTTGCACAATTAATTAACGCAACAAGTGTCGAAG
CGATTGCGAAAGCAGCAAATGAAGTTGGAGCCTGGGTTATCCATTACTCGACTGATTACGTCTTCCCTGGAAATGGC
GATATGCCATGGCTGGAGACGGATGCAACCGCACCACTAAATGTTTACGGTGAAACCAAGTTAGCCGGAGAAAAAGC
GTTACAGGAATATTGCGCGAAGCATCTTATTTTCCGGACCAGCTGGGTCTATGCAGGAAAAGGAAATAACTTCGCCA
AAACGATGTTACGTCTGGCAAAAGAGCGTGAAGAATTAGCGGTTATTAACGATCAGTTTGGTGCGCCAACAGGTGCT
GAACTGCTGGCTGATTGTACAGCACATGCCATTCGTGTCGCACTGAATAAACCGGATGTCGCAGGCTTGTACCATTT
GGTAGCCAGTGGTACCACAACCTGGTACGATTATGCTGCGCTGGTTTTTGAAGAGGCGCGCAAAGCAGGCATTCCCC
TTGCACTCAACAAGCTCAACGCAGTACCAACAACAGCCTATCCTACACCAGCTCGTCGTCCACATAACTCTCGCCTT
AATACAGAAAAATTTCAGCAGAACTTTGCGCTTGTCTTGCCTGACTGGCAGGTTGGCGTGAAACGAATGCTCAATGA
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ATTATTTACGACTACAGCAATTTAATAGTTTTTGCATCTTGTTCGTGATGGTGGAGCAAGATGAATTAAAAGGAATG
ATGAAATGAAAATGCGTAAAGGTATTATTTTAGCGGGTGGTTCTGGTACACGTCTTTATCCTGTGACTATGGCTGTC
AGTAAACAGCTATTACCTATTTATGATAAACCGATGATCTATTACCCGCTCTCTACACTGATGTTGGCGGGTATTCG
CGATATTTTGATTATCAGTACACCTCAGGATACTCCTCGTTTTCAACAATTGCTGGGTGACGGTAGCCAGTGGGGCC
TGAATCTTCAGTACAAAGTGCAACCTAGCCCAGATGGCCTCGCGCAGGCATTTATCATCGGTGAAGAGTTTATTGGT
GGTGATGATTGTGCTTTGGTTCTTGGTGATAATATCTTTTACGGTCACGATCTGCCGAAGCTAATGGAGGCCGCTGT
TAACAAAGAAAGTGGTGCAACGGTATTTGCCTATCACGTTAATGATCCAGAACGCTATGGTGTCGTTGAGTTTGATA
AAAACGGTACGGCAATCAGTCTGGAAGAAAAACCGTTAGAACCAAAGAGTAATTACGCCGTTACAGGTCTGTACTTT
TATGATAACGACGTGGTTCAGATGGCGAAAAACTTGAAGCCGTCTGCACGTGGTGAGTTAGAAATTACAGATATTAA
CCGTATTTATCTTGAGCAGGGACGTCTGTCTGTCGCGATGATGGGGCGTGGCTACGCGTGGCTGGACACGGGGACTC
ATCAGAGTCTGATAGAAGCAAGTAATTTTATTGCGACAATTGAAGAGCGCCAGGGATTGAAGGTTTCCTGTCCTGAA
GAGATTGCATTTCGTAAAGGTTTTATTGATGTTGAGCAAGTAAGAAAATTAGCTGTACCACTAATAAAGAATAATTA
TGGGCAGTATCTTTATAAAATGACGAAGGATTCAAATTAATGAATGTGATTAGAACTGAAATTGAAGATGTGCTAAT
TCTGGAGCCAAGAGTATTTGGTGATGATAGAGGTTTCTTTTATGAGAGCTTTAATCAATCAGCATTTGAACATATTC
TAGGCTATCCGGTCAGCTTTGTTCAAGACAATCACTCACGTTCATCAAAAAATGTACTCAGAGGCCTTCACTTTCAA
CGCGGCGAGTACGCACAAGATAAACTTGTACGCTGCACTCATGGAGCAGTTTTTGATGTTGCTGTTGATATTCGACC
CAATTCGGTATCCTTTGGTAAATGGGTTGGTGTTCTGCTTTCAGCTGATAATAAGCAGCAGTTGTGGATACCAAAAG
GGTTTGCTCATGGCTTTTTGGTTCTGTCTGATATCGCTGAATTTCAATATAAAACTACAAACTATTATCATCCTGAA
AGCGATTGTGGAATATGTTGGAATGATGAACGCATTGCAATTGATTGGCCCCAAACATCAGGGTTAATCCTTTCGCC
AAAAGATGAAAGGCTCTTTACGTTAGATGAGCTTATCAGATTAAAATTAATTGCATGAGGCCGGCCTTAAGGAGGAC
TAGTCCCGGCGCGCCATGAGTTTAATCAAAAACAGTTTTTGGAACCTTTGCGGGTATGTACTTCCAGCTATTGTGAC
ACTACCAGCTTTGGGTATTATGGGGCGAAAATTAGGCCCAGAATTATTTGGTGTATTCACTTTGGCATTAGCTGTTG
TGGGTTATGCAAGCATTTTTGATGCAGGCCTTACTCGCGCAGTGATACGAGAAGTCGCAATTGAAAAAGATAATGAA
GAAAATAAGTTGAAAATTATTTCTTCAGCGACAGTTGTAATTATTTATTTGAGTTTGGCCGCCTCACTCTTATTATT
TTTTTTTAGTGGTCATATCGCATTGCTACTGAACATTAGTGAGACTTTTTTTCATAATGTAAGTGTCTCGCTTAAAA
TTCTCGCAGCATCCATACCATTATTTTTGATTACTCAAATATGGTTGTCAATTTTAGAAGGTGAAGAAAGATTTGGT
TTACTTAATATCTACAAATCAATTACGGGAGTGATATTAGCAATCTCACCGGCATTATTTATACTTATTAAACCCTC
TTTGATGTATGCGATAATAGGCTTAGTTCTAGCAAGGTTTTTATGTTTTATTTTGGCTTTTATAATTTGTCACGATA
AAGTGCTTAAAGCTAAACTAACAATCGATATACCAACAATTAAAAGATTGTTTATGTTCGGTGGTTGGATTACAGTA
AGTAATATCATCAGCCCTGTGCTATCATATTTTGATAGGTTTATTGTTTCAAATCAACTTGGGGCTGCTAATGTTGC
TTTTTATACTGCACCATCAGAAATTATTTCTCGGCTTAGTATAATTCCAGGTGCGTTTTCAAGAGCCTTATTTCCAA
GATTAGCTAATGCAAATAATTCCGCTGAAAGATATAAAACGAAAAGATTAATTACAATTTCACTTTTAATAATCATC
ACCCCTATTTTTTGTATTGGCGTGTTATTTTCAGAGAAGATAATGGTTTTATGGATGGGGGCATCATTTTTTGGTGA
GCCTGGTTTGGTATTATCAATATTACTGATTGGCTTTATTTTTAATGGATTGGCACAAGTACCATTTGCCAGTATTC
AATCCCGAGGTCATGCTAAGATAACTGCATTTGTTCATCTCTTAGAGTTGTTTCCTTATTTATTACTTTTATTTTAC
CTCATAAAAGCACATGGGGTTGTTGGCGCGGGTATTGCGTGGTCAGTGAGGATGATAGTAGATTATATAGCATTAAG
TCTTTTGGACGGTAAGTATATTAATAAATAAAATTCAAAATGCAAGTTAATAACTCATGGCTTTATTTGGGTAGGTG
ACAATTTATAATGATATATATATTAACTTTAACTCTTCTTCTAGTTATAGCCATAATGTTTTCTCTTCTCGGCACAA
AAAGTAGGATCACATCTCCATTACCTTTGCATTTTTTACCATGGTTACTAACTTTAATTGTCGGGATAAGTAATTAC
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GATCAATTTTACGAGTTTAATGAAAGAAGCTTTTACTCTTTGTTGATTTGGTTTACAGTTATTTTTATATTTTATTT
CATAGGGGAACTGGTTAATTATAAACGTGAAAATATAAATGTTTATTATGGTCTTTCACATATTAAATATGAATGTA
AAAAATATTGGATCATTGTCATCCCAATTTCATTATATACCATTTTCGAAATATATATGGTTGGTATGGGGGGAGCA
GATGGATTCTTTCTCAATTTACGTCTTGCAAATACATTGGAGGGCTATACGGGTAAAAAATTTATCTTAATGCCTGC
TGTATATCCTCTAATGATGGCTATGTTCGCAATTGTTTGTCTAACAAAAACTTCCAAATTAAATAAATACTCCATTT
ATTTCTGGATGTTTTTGTATTGTATTGGCACAATGGGAAAATTTTCAATATTAACGCCAATATTGACATATTTAATT
ATTTATGACTTCAAACATAGATTAAAAGTAAAAAAAACAATAAAGTTTACATTGTTGATAATTATATTAGCTTTAAC
TTTGCATTTTACACGTATGGCTGAGAATGACCACTCAACATTTTTATCTATTTTAGGGCTCTATATTTATTCACCAA
TAATTGCTTTAGGCCAGTTGAATGAAGTAAATAGTAGTCATTTTGGTGAGTATACGTTTAGATTCATATATGCTATA
ACTAATAAAATTGGCCTTATTAAAGAATTGCCAGTAAATACTATTCTTGACTATTCATACGTTCCTGTACCAACAAA
TGTATATACTGCACTTCAACCATTTTACCAGGATTTTGGTTATACTGGCATCATATTTGGAGCAGTATTATACGGAC
TAATATATGTGAGTTTATACACGGCCGGTGTTCGTGGAAATAATACACAGGCATTACTGATTTACGCATTGTTTTCA
GTTAGCAGTGCAACGGCTTTCTTCGCTGAAACGCTAGTAACGAATTTAGCTGGAAATGTGATGTTAGTATTATGTAC
CATCTTACTATGGCGATTTACAGTAATATGCAAACCAGTACAGTAACCATTCTAATGGCCACCTACAATGGCGAGGC
CTTCATCAAAAATCAGATTTTGTCACTACAACAACAAACATTTTCTAACTGGCGGTTATTTATTCAGGATGATGGGT
CTACAGACAATACTATATCTATAATAAAAAACTTCCAAAAATCTGACTCCAGAATTCGGCTAGTTGATGATAATTTG
AAAGGTCAAGGTGCAGGAAAAAATTTTTTATCGCTGATAAAGTACAGCGAGACAGATTATACAATTTATTGTGACCA
AGATGATATTTGGTTAGAAAACAAAATATTTGAATTAGTAAAGTATGCAAATGAAATTAAATTGAATGTATCAGATG
CGCCTTCGCTAGTTTATGCTGATGGCTATGCTTATATGGATGGTGAGGGTACAATCGATTTTTCTGGGATATCTAAC
AATCATGCTGATCAATTAAAGGATTTTCTTTTTTTTAATGGTGGATACCAAGGATGTTCTATTATGTTCAATCGTGC
AATGACCAAATTTCTTCTGAATTATCGAGGATTTGTATATCTACATGACGATATCACAACATTAGCTGCATACGCTC
TTGGTAAAGTTTATTTTCTCCCGAAATACCTTATGTTATATAGACAGCACACGAATGCGGTAACTGGTATCAAAACA
TTCCGCAATGGATTGACTTCTAAATTTAAATCACCAGTAAACTATCTTTTATCACGAAAACATTATCAGGTAAAAAA
ATCTTTTTTTGAATGTAACAGCTCTATCTTATCAGAGACGAATAAAAAAGTTTTTTTGGATTTTATTTCATTTTGTG
AATCAAATAATAAATTTACAGATTTTTTTAAGTTATGGCGAGGTGGGTTTAGATTAAATAACAGTAGAACTAAATTA
TTATTAAAATTCTTAATACGGAGAAAATTTAGCGAATGATTTCAATACTTACACCTACTTTTAATCGGCAACATACT
TTATCAAGGCTATTCAATTCTCTTATATTACAAACTGATAAAGATTTTGAGTGGATAATAATTGATGATGGTAGTAT
AGATGCAACAGCGGTACTTGTAGAAGATTTTAGAAAAAAATGTGATTTTGACTTGATTTATTGCTATCAGGAAAATA
ATGGTAAGCCCATGGCTTTAAACGCTGGTGTTAAAGCTTGTAGAGGCGATTATATCTTTATTGTTGACAGTGATGAT
GCACTAACTCCCGATGCCATAAAATTAATTAAAGAATCAATACATGATTGCTTATCTGAGAAGGAAAGTTTCAGCGG
AGTCGGTTTTAGAAAAGCATATATAAAAGGGGGGATTATTGGTAATGATTTAAATAATTCTTCAGAACATATATACT
ATTTAAATGCGACTGAGATTAGCAATTTAATAAATGGTGATGTTGCATATTGTTTTAAAAAAGAAAGTTTGGTAAAA
AATCCATTCCCCCGTATAGAAGATGAAAAATTTGTTCCAGAATTATATATTTGGAATAAAATAACTGACAAGGCGAA
GATTCGATTTAACATAAGCAAAGTTATATATCTTTGTGAGTATCTTGATGATGGTCTTTCTAAAAATTTCCATAACC
AGCTTAAAAAATACCCAAAGGGGTTTAAGATTTATTACAAAGATCAAAGAAAACGAGAGAAAACTTATATAAAAAAA
ACAAAGATGCTAATTAGATATTTGCAATGTTGTTATTATGAGAAAATAAAATGAAAATACTATTTGTCATTACAGGT
TTAGGCCTTGGAGGTGCTGAGAAGCAGGTTTGTCTTTTAGCTGATAAATTAAGTTTAAGCGGGCACCATGTAAAGAT
TATTTCACTTGGACATATGTCTAATAATAAAGTCTTTCCTAGCGAAAATAATGTTAATGTCATTAATGTAAATATGT
CAAAAAACATTTCTGGAGTTATAAAAGGTTGTGTCAGAATTAGAGATGTTATAGCTAATTTCAAACCAGACATTGTA
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CACAGTCATATGTTTCATGCAAACATTATCACTAGATTGTCTGTAATTGGAATCAAAAACAGACCTGGTATTATATC
AACTGCACATAATAAAAATGAAGGTGGGTATTTCAGAATGCTCACATATAGAATAACCGATTGTTTAAGTGATTGTT
GTACAAATGTTAGCAAAGAAGCAGTGGATGAGTTTTTACGGATAAAAGCCTTTAATCCCGCTAAAGCAATTACTATG
TATAATGGGATAGATACCAATAAATTTAAATTTGATTTATTGGCAAGGAGGGAAATTCGAGACGGTATTAATATAAA
AAATGATGATATATTATTACTTGCTGCAGGTCGTTTAACGTTAGCTAAAGATTATCCTAATTTATTGAATGCAATGA
CTCTGCTTCCTGAACACTTTAAACTTATTATTATTGGTGATGGTGAATTGCGTGACGAAATTAATATGCTTATAAAA
AAATTGCAATTATCTAATAGGGTGTCCTTGTTGGGAGTTAAAAAAAATATTGCTCCCTATTTTTCTGCATGTGATAT
TTTTGTTCTCTCTTCTCGTTGGGAAGGATTTGGATTAGTCGTGGCAGAAGCTATGTCATGTGAGCGAATTGTTGTTG
GCACGGATTCAGGGGGAGTAAGAGAAGTTATTGGTGACGATGATTTTCTTGTACCCATATCTGATTCAACACAACTT
GCAAGCAAAATTGAAAAATTGTCTTTGAGCCAGATACGTGATCACATTGGTTTTCGGAATCGTGAGCGTATTTTAAA
AAATTTCTCAATAGATACTATTATTATGCAGTGGCAAGAACTCTATGGAACTATAATTTGCTCAAAACATGAAAGGT
AGATTTATATTTGGAACGTGTCTTTTGTTTGAATTTAATTCAATCTCAATTGAGATTTTTGTATTTCAAAAATACCA
TCATAGCTAACGATGATTGGTATTTATTTTAAGATGCTTTCTATAAATATATTGACGTTTTTAATGCGCCGAAACGA
TTGGGCTGGGAACAGAGAAGTAAAACTGTTTTGAGAATGAAGAGTTTTTGAGATGTTTATGGATATTAAAAATTGAT
CCAGTGAATTAATTATTTATAATAAATCAAGATTTAATGTTAATAAATGATAATCTTTTCTGACACTCATATTAATT
ATGAGTGGTACGTTTGGTAAACGGTAAACTATTATATGACAGCTAGAACAACTAAAGTTTTGCACTTACAATTACTC
CCACTCTTAAGTGGCGTTCAAAGGGTAACATTAAACGAAATTAGTGCGTTATATACTGATTATGATTATACACTAGT
TTGCTCAAAAAAAGGTCCACTAACAAAAGCATTGCTGGAATATGATGTCGATTGTCATTGTATCCCCGAACTTACGA
GAGAAATTACCGTAAAGAATGATTTTAAAGCATTGTTCAAGCTTTATAAGTTCATAAAAAAAGAAAAATTTGACATT
GTGCATACACATTCTTCAAAAACAGGTATTTTGGGGCGAGTTGCTGCCAAATTAGCACGTGTTGGAAAGGTGATCCA
CACTGTACATGGTTTTTCTTTTCCAGCCGCATCTAGTAAAAAAAGTTATTACCTTTATTTTTTCATGGAATGGATAG
CAAAGTTCTTTACGGATAAGTTAATCGTCTTGAATGTAGATGATGAATATATAGCAATAAACAAATTAAAATTCAAG
CGGGATAAAGTTTTTTTAATTCCTAATGGAGTAGACACTGATAAGTTTTCTCCTTTAGAAAATAAAATTTATAGTAG
CACCTTGAATCTAGTAATGGTTGGTAGATTATCCAAGCAAAAAGATCCTGAGACATTATTGCTTGCTGTTGAAAAAC
TGCTGAATGAAAATGTTAATGTTAAGCTGACACTTGTAGGAGATGGTGAACTAAAAGAACAGTTAGAAAGCAGGTTC
AAACGGCAAGATGGACGTATAATTTTTCATGGATGGTCAGATAACATTGTTAATATTTTAAAAGTTAATGATCTTTT
TATATTACCTTCTCTTTGGGAGGGTATGCCATTAGCAATTTTAGAAGCATTGAGCTGTGGACTTCCATGTATAGTCA
CTAATATTCCAGGTAATAATAGCTTAATAGAAGATGGCTATAATGGTTGTTTGTTTGAAATTAGAGATTGTCAGTTA
TTATCTCAAAAAATCATGTCATATGTTGGTAAGCCAGAACTGATTGCACAGCAATCTACCAATGCACGATCATTTAT
TCTGAAAAATTATGGATTAGTTAAAAGAAATAATAAGGTCAGACAGCTATATGATAATTAAGAGCTCGGTACCCGGG
CCTAGGGTGTAGGCTGGAGCTGCTTCGAAGTTCCTATACTTTCTAGAGAATAGGAACTTCGGAATAGGAACTAAGGA
GGATATTCATATCCGTCGACGGCGGCCGCCCTGCAGGCATGCAAGCTTGATCCATATGGATCGCTAGCTTAATTAAA
TAAAGCCGTAAGCATATAAGCATGGATAAGCTATTTATACTTTAATAAGTACTTTGTATACTTATTTGCGAACATTC
CAGGCCGCGAGCATTCAGCGCGGTGATCACACCTGACAGGAGTATGTAATGTCCAAGCAACAGATCGGCGTAGTCGG
TATGGCAGTGATGGGACGCAACCTTGCGCTCAACATCGAAAGCCGTGGTTATACCGTCTCTATTTTCAACCGTTCCC
GTGAGAAGACGGAAGAAGTGATTGCCGAAAATCCAGGCAAGAAACTGGTTCCTTACTATACGGTGAAAGAGTTTGTC
GAATCTCTGGAAACGCCTCGTCGCATCCTGTTAATGGTGAAAGCAGGTGCAGGCACGGATGCTGCTATTGATTCCCT
CAAACCATATCTCGATAAAGGAGACATCATCATTGATGGTGGTAACACCTTCTTCCAGGACACTATTCGTCGTAATC
GTGAGCTTTCAGCAGAGGGCTTTAACTTCATCGGTACCGGTGTTTCTGGCGGTGAAGAGGGGGCGCTGAAAGGTCCT
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TCTATTATGCCTGGTGGCCAGAAAGAAGCCTATGAATTGGTAGCACCGATCCTGACCAAAATCGCCGCCGTAGCTGA
AGACGGTGAACCATGCGTTACCTATATTGGTGCCGATGGCGCAGGTCACTATGTGAAGATGGTTCACAACGGTATTG
AATACGGCGATATGCAGCTGATTGCTGAAGCCTATTCTCTGCTTAAAGGTGGCCTGAACCTCACCAACGAAGAACTG
GCGCAGACCTTTACCGAGTGGAATAACGGTGAACTGAGCAGTTACCTGATCGACATCACCAAAGATATCTTCACCAA
AAAAGATGAAGACGGTAACTACCTGGTTGATGTGATCCTGGATGAAGCGGCTAACAAAGGTACGGGTAAATGGACCA
GCCAGAGCGCGCTGGATCTCGGCGAACCGCTGTCGCTGATTACCGAGTCTGTGTTTGCACGTTATATCTCTTCTCTG
AAAGATCAGCGTGTTGCCGCATCTAAAGTTCTCTCTGGTCCGCAAGCACAGCCAGCAGGCGACAAGGCTGAGTTCAT
CGAAAAAGTTCGTCGTGCGCTGTATCTGGGCAAAATCGTTTCTTACGCCCAGGGCTTCTCTCAGCTGCGTGCTGCGT
CTGAAGAGTACAACTGGGATCTGAACTACGGCGAAATCGCGAAGATTTTCCGTGCTGGCTGCATCATCCGTGCGCAG
TTCCTGCAAAAAATCACCGATGCTTATGCCGAAAATCCACAGATCGCTAACCTGTTGCTGGCTCCGTACTTCAAGCA
AATTGCCGATGACTACCAGCAGGCGCTGCGTGATGTCGTTGCTTATGCAGTACAGAACGGTATTCCGGTTCCGACCT
TCTCCGCAGCGGTTGCCTATTACGACAGCTACCGTGCTGCTGTTCTGCCTGCGAACCTGATCCAGGCACAGCGTGAC
TATTTTGGTGCGCATACTTATAAGCGTATTGATAAAGAAGGTGTGTTCCATACCGAATGGCTGGATTAA

[0891]  SEQ ID NO: 18 (025Br bk K AEAZH R 7 41 514451 - 0258 - EPAZE ™ B Pk s t GVXN4459)
[0892]  ATGACGAATTTAAAAGCAGTTATTCCTGTAGCGGGTCTCGGGATGCATATGTTGCCTGCCACTAAGGCG
ATACCCAAAGAGATGCTACCAATCGTCGACAAGCCAATGATTCAGTACATTGTTGACGAGATTGTGGCTGCAGGGAT
CAAAGAAATCCTCCTGGTAACTCACGCGTCCAAGAACGCGGTCGAAAACCACTTCGACACCTCTTATGAGTTAGAAT
CACTCCTTGAGCAGCGCGTGAAGCGTCAACTGCTGGCGGAAGTACAGTCCATCTGTCCGCCGGGCGTGACCATTATG
AACGTGCGTCAGGGCGAACCTTTAGGTTTAGGCCACTCCATTTTGTGTGCGCGACCTGCCATTGGTGACAACCCATT
TGTCGTGGTACTGCCAGACGTTGTGATCGACGATGCCAGCGCCGACCCGCTACGTTACAACCTTGCTGCCATGATTG
CACGTTTCAACGAAACGGGCCGCAGCCAGGTGCTGGCAAAACGTATGCCGGGTGACCTCTCTGAATACTCCGTCATC
CAGACTAAAGAGCCGCTGGACCGTGAGGGTAAAGTCAGCCGCATTGTTGAATTTATCGAAAAACCGGATCAGCCGCA
GACGCTGGACTCAGACATCATGGCCGTAGGTCGCTATGTGCTTTCTGCCGATATTTGGCCGGAACTGGAACGTACTC
AGCCTGGTGCATGGGGACGTATTCAGCTGACTGATGCTATTGCCGAGCTGGCGAAAAAACAATCCGTTGATGCAATG
CTGATGACCGGCGACAGTTACGACTGCGGCAAAAAAATGGGCTATATGCAGGCGTTTGTGAAGTATGGCCTACGCAA
CCTGAAAGAAGGGGCGAAGTTCCGTAAAGGTATTGAGAAGCTGTTAAGCGAATAATGAAAATCTGACCGGATGTAAC
GGTTGATAAGAAAATTATAACGGCAGTGAAAATTCGCAGCAAAAGTAATTTGTTGCGAATCTTCCTGCCGTTGTTTT
ATATAAACCATCAGAATAACAACGAGTTAGCAGTAGGGTTTTATTCAAAGTTTTCCAGGATTTTCCTTGTTTCCAGA
GCGGATTGGTAAGACAATTAGCGTTTGAATTTTTCGGGTTTAGCGCGAGTGGGTAACGCTCGTCACATCATAGGCAT
GCATGCAGTGCTCTGGTAGCTGTAAAGCCAGGGGCGGTAGCGTGCATTAATACCTCTATTAATCAAACTGAGAGCCG
CTTATTTCACAGCATGCTCTGAAGTAATATGGAATAAATTAAGCTAGCAGTGAAGATACTTGTTACTGGTGGCGCAG
GATTTATTGGTTCTGCTGTTGTTCGTCACATAATAAATAATACGCAAGATAGTGTTGTTAATGTCGATAAATTAACA
TACGCCGGAAACCTGGAATCACTTGCAGATGTTTCTGATTCTGAACGCTATTTCTTTGAACATGCGGATATTTGTGA
TGCAGCTGCAATGGCACGGATTTTTGCTCAGCATCAGCCGGATGCAGTGATGCACCTGGCAGCTGAAAGCCATGTTG
ACCGTTCAATTACAGGCCCTGCGGCATTTATTGAAACCAATATTGTGGGTACTTATGTCCTTTTAGAAGCGGCTCGG
AATTATTGGTCTGGTCTGGATGATGAAAAGAAAAAAAACTTCCGTTTTCATCATATTTCTACTGATGAGGTGTATGG
TGACTTACCCCATCCGGATGAAGTAAATAGCAATGAAACGTTGCCGCTATTTACGGAAACGACAGCATACGCGCCAA
GTAGTCCATATTCTGCTTCTAAAGCTTCCAGCGATCATTTGGTTCGCGCATGGAAACGTACTTATGGTTTACCGACC
ATTGTGACTAATTGCTCGAACAACTATGGTCCTTATCATTTCCCGGAAAAGCTTATTCCACTGGTTATTCTTAATTC
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ACTGGAAGGTAAGGCATTACCTATTTATGGCAAAGGAGATCAGATCCGCGACTGGTTGTATGTAGAGGATCATGCTC
GAGCGTTATATACCGTCGTAACCGAAGGTAAAGCGGGCGAAACTTATAACATTGGTGGACACAACGAAAAGAAAAAC
ATCGACGTAGTGTTCACTATTTGTGATTTGTTGGATGAGATAGTCCCGAAAGAGAAATCTTACCGCGAGCAAATTAC
TTATGTTACCGATCGTCCGGGACACGATCGCCGTTATGCGATTGATGCTGAGAAGATTGGTCGCGAATTGGGATGGA
AACCACAGGAAACGTTTGAGAGTGGGATTCGTAAAACGGTGGAATGGTACCTGTCCAATACAAAATGGGTTGATAAT
GTGAAAAGTGGTGCCTATCAATCGTGGATTGAACAGAACTATGAGGGCCGCCAGTAATGAATATCCTCCTTTTTGGC
AAAACAGGGCAGGTAGGTTGGGAACTACAGCGTGCTCTGGCACCTCTGGGTAATTTGATTGCTCTTGATGTTCACTC
CACTGATTACTGTGGTGATTTTAGTAATCCTGAAGGTGTAGCTGAAACCGTAAGAAGCATTCGGCCTGATATTATTG
TCAACGCAGCCGCTCACACCGCAGTAGACAAAGCAGAATCAGAACCGAAGTTTGCACAATTACTGAACGCGACGAGT
GTCGAAGCGATCGCGAAAGCAGCCAATGAAGTCGGCGCCTGGGTTATTCACTACTCTACTGACTACGTATTTCCGGG
GACCGGTGAAATACCATGGCAGGAGGAGGATGCAACCGCACCGCTAAATGTTTACGGTGAAACCAAGTTAGCGGGAG
AAAAAGCATTACAAGAGCATTGTGCGAAGCACCTTATTTTCCGGACCAGCTGGGTCTATGCAGGTAAAGGAAATAAC
TTCGCCAAAACAATGTTGCGTCTGGCAAAAGAGCGTGAAGAATTAGCCGTTATTAATGATCAGTTTGGTGCGCCAAC
TGGCGCAGAGTTACTGGCTGATTGTACGGCACATGCTATTCGTGTGGCACTGAATAAACCGGAAGTCGCAGGCTTGT
ACCATCTGGTAGCTAGTGGTACCACAACGTGGCACGATTATGCTGCGCTGGTTTTTGAAGAGGCGCGCAAAGCAGGC
ATTCCCCTTGCACTCAACAAGCTCAACGCAGTACCAACAACAGCCTATCCTACACCAGCTCGTCGTCCACATAACTC
TCGCCTTAATACAGAAAAATTTCAGCAGAACTTTGCGCTTGTCTTGCCTGACTGGCAGGTTGGCGTGAAACGAATGC
TTAACGAATTATTTACGACTACAGCAATTTAATAGTTTTTGCATCTTGTTCGTAATGGTGGAGCAAGATGTATTAAA
AGGAATGATGAAATGAAAACGCGTAAAGGTATTATTTTGGCGGGTGGTTCTGGTACTCGTCTTTATCCTGTGACGAT
GGCCGTCAGTAAACAGCTGTTACCGATTTATGATAAACCGATGATCTATTACCCGCTCTCTACACTGATGTTAGCGG
GTATTCGCGATATTCTGATTATCAGTACACCACAGGATACTCCTCGTTTTCAACAACTGCTGGGTGACGGGAGCCAG
TGGGGCCTGAATCTTCAGTACAAAGTGCAACCGAGTCCGGATGGTCTTGCGCAGGCGTTTATTATCGGTGAAGAGTT
TATTGGTGGTGATGATTGTGCTTTGGTACTTGGTGATAATATCTTCTACGGCCACGACCTGCCGAAGTTAATGGACG
TAGCTGTTAACAAAGAAAGTGGTGCAACGGTATTTGCCTATCACGTTAATGATCCTGAACGTTATGGTGTCGTGGAG
TTTGATAATAACGGTACTGCAATTAGCCTGGAAGAAAAACCGCTGGAACCAAAAAGTAACTATGCGGTTACTGGGCT
TTATTTCTATGACAATGACGTTGTGGAAATGGCGAAAAACCTTAAGCCTTCTGCCCGAGGTGAACTGGAAATTACCG
ATATTAACCGTATTTATATGGAACAAGGACGTTTGTCTGTCGCTATGATGGGGCGTGGCTATGCATGGCTGGATACA
GGGACGCATCAAAGTCTTATTGAAGCAAGCAACTTCATTGCCACCATTGAAGAGCGCCAGGGACTAAAGGTTTCCTG
TCCGGAAGAAATTGCTTATCGTAAAGGGTTTATTGATGCTGAGCAGGTAAAAGTATTAGCCGAACCGTTGAAGAAAA
ATGCTTATGGTCAGTATCTGCTCAAAATGATTAAAGGTTATTAATAAGATGAACGTAATTAAAACTGAAATTCCTGA
TGTGCTGATTTTTGAACCAAAAGTTTTTGGGGATGAACGTGGCTTCTTTTTTGAGAGTTTTAATCAGAGGATTTTTG
AAGAAGCAGTAGGTCGTAAGGTTGAGTTTGTTCAGGATAACCATTCTAAGTCCAGTAAAGGTGTTTTACGTGGTCTT
CATTATCAGTTAGAACCTTATGCTCAAGGAAAACTGGTGCGCTGTGTTGTTGGCGAGGTTTTTGATGTTGCGGTTGA
TATTCGTAAATCGTCACCTACATTTGGGAAATGGGTTGGGGTGAATTTGTCTGCTGAGAATAAGCGTCAGTTGTGGA
TTCCTGAGGGATTTGCACATGGTTTTTTGGTGCTGAGTGATTTAGCAGAAGTTTTATATAAAACGAATCAATATTAT
GCTCCATCACATGAAAAAAATATTATATGGAATGACCTCTTGCTTAATATTAAATGGCCGAGCACAGCACTGATCAC
TCTGTCTGATAAGGATGCAAATGGGGAAAGATTTGAACTAAGTGAGTTTTGAAATGTCTCTCTTAAAACATAGTATA
TGGAATGTTGCGGGCTACTTTATACCAACATTAATTGCAATTCCCGCCTTTGGATTAATTGCGAGGAAAATTGGTGT
AGAACTATTTGGTTTGTATACGTTAGCAATGATTTTTATAGGGTATGCAAGTATATTTGATGCTGGGTTAACAAGAG
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CTGTTGTGCGTGAAATAGCATTACTAAAAAACAGAGTGGACGATTGTAATACGATAATAGTAACTTCTATTATCGCT
GTGATATTTTTAGGGTTTATCGGAGGCGGGGGAGTGTTTCTGCTTAAAGGCGATATTATTGAACTGTTAAATATCTC
ACCAATATATTACGCCGATTCGATAAAGTCTCTAGTATTATTATCATCTCTGATACCTGTATTCTTAGTCACGCAAA
TACTATTAGCAGAGCTTGAGGGTCGGGAATATTTTGGGATTCTAAATATACAAAAAAGTGTAGGGAATTCTTTAATT
GCAGGGTTACCTGCATTATTTGTTTTAATTAATCAAACGCTTTTTTCTGCAATTATTGGTGTAGCGATTGCAAGAGT
TATATGCTTGTGGTTAAGCTACATTATGAGCAGGGAAAGAATAACTATCGATATCTCATTTTTTTCAATAACTGTTT
TAAAGCGGTTATTTAGATATGGCGGGTGGGTAACTATAAGTAACATAATATCTCCTATATTAGCGAGTATGGATAGA
TTTATTCTATCCCATATCCAGGGAGCATCAAAAATATCATTCTATACAGTCCCTAATGAGCTGGTAACTAGGCTTGG
AATAGTTCCAGGCTCTCTTGGGAAAGCTGTTTTTCCAAAATTAAGTCATGCAAGGAATTTTACAGCGTCATATGCAG
AGCAAAAAAAAGCTTATATATTAATGACTGTCATTGTAATGCCTTTGGTTTTATTTGTATATTATTACGCAAAGTTT
ATTTTAACATTGTGGATGGGGGCTGAGTATGCAGGGATTTCGGTCGAAATATTACGGATTATGCTTATAGGGTATAT
TTTTAACTGTTATTCACAAATCTCTTTTGCCAACATACAGGCCTTTGGAAAAGCAAAATACACTGCATACATCCATA
TGATGGAATTTATTCCTTATTTGATAATGTTATATATAATTTCAAAGGAATATGGGGTTATTGGTGTTGCGTGGTTA
TGGACAATTCGAGTAATAATTGATTTTTTGATGCTTTTATATATGAGTTATCGTTGTAATAATCTTATGAAAAAAGG
GTAGCCTGATGATATATATTGTGGTATTAAATTGGAATGGGGCTATAGATACCATTAATTGTGTTAAAAGTTTAATG
GATTTAAATGTTAGCGATTATAAAATTATCATTGTTGATAACTGTTCTATGGATAACTCATATGATACTATAAAAGA
AAATCTTAATTCATTATATATTGCTGATAAAAGTATCATTGAGGTGAAGTATGAGGATAGAAATAAATATAAAACCT
TAGAAAACGATAAAATCATATTAATACAATCTCCGCAAAATAATGGGTACGCAAGTGGTAATAATATTGGCATAGAG
TTCGCTCTTAATCAGGAGAATATGAAATACGTCTGGGTTCTGAATAATGATACTGAAGTGGATAAAGAGGCTTTAAC
TCATTTAATTAGTAAATGTGATTCAGATAAAAGTATAGGGATTTGCGGTTCTCGTTTAGTCTATTTTGCCGACAGAG
AGATGCAGCAAGGACTAGGTGGGGTGCATAACAAATGGTTATGCACTACAAAAAATTATGAAATGGGAAGATTAGTT
TCCAAAAAATATGATGATGAAGTCATTAGTAATGATATAGATTATATAATTGGCGCATCGATGTTTTTCTCTAGAGA
ATGTTTGGAAACAGTTGGATTGATGAATGAAGAATATTTTTTATACTATGAAGAGTTAGATATTTGCCTCAGAGCAA
AAGCAAAGAACTTTAAATTAGGTATTTGCTCAGAAAGTTTGGTTTATCATAAAATAGGTGCAAGTACTGATGGGGGA
AAGAGCATGATGGCTGATCTTTGCTCAATAAAAAATAGGCTGGTCATTACAGAAAGGTTTTATCCCCAATATTATTG
GACGGTATGGTTGTCACTTTTTGTTGTAGCATTTAACCGTGCTAGAAGAGGTGAGTTTAATAAGATGAAAAGATGTT
TGAATGTTATGTTTAACTTCAAACGAAACAAAGGTAGCAAATGCCATTAGAATATGCACTTAATCATGGTGTTAATA
AATCTATAGTTTGATATGTTATTAAAGGGTATTTAATGAAAGTGGCTTTTTTATCTGCTTATGATCCACTATCTACA
TCCAGTTGGTCTGGCACACCTTATTATATGCTAAAGGCATTATCGAAGAGAAATATTTCCATTGAAATATTAGGACC
GGTAAATAGCTATATGATATACATGTTAAAAGTATATAAATTAATATTAAGGTGTTTCGGAAAAGAATATGATTATA
GTCATTCGAAGTTGCTTTCCAGGTATTACGGTAGAATATTCGGTAGGAAATTAAAAAAAATTGATGGTTTGGATTTT
ATTATCGCACCTGCAGGTTCCTCACAAATTGCTTTTTTAAAAACAACCATACCAATAATATATCTATCGGATACAAC
ATATGATCAATTAAAAAGCTATTATCCGAATTTAAATAAAAAAACAATTATAAATGATGAGGATGCAAGTTTAATCG
AACGCAAGGCTATTGAAAAAGCAACAGTAGTATCTTTCCCATCTAAATGGGCAATGGATTTTTGCAGGAATTATTAC
AGATTAGATTTTGATAAATTAGTTGAAATACCATGGGGGGCTAATTTATTTGATGATATTCACTTTGCTAATAAAAA
TATAATTCAAAAGAATAGTTATACTTGTCTTTTCTTGGGAGTTGATTGGGAAAGAAAAGGTGGGAAAACAGCCTTGA
AAGCAATTGAATATGTAAGGCAGTTATATGGGATCGATGTTAGACTAAAAATTTGTGGATGTACTCCGAATCAAAAG
ATTTTACCTACTTGGGTTGAATTAATTGATAAAGTAGATAAAAATAACGTTGACGAATATCAGAAATTCATCGATGT
GTTATCTAACGCTGATATACTTCTTTTACCAACCATTGCTGAATGTTATGGAATGGTATTTTGTGAAGCTGCTGCTT
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TTGGATTGCCTGTTGTCGCTACAGATACAGGTGGAGTCAGTTCTATAGTTATCAACGAAAGGACGGGGATATTAATT
AAAGACCCGTTAGACTATAAGCACTTTGGAAATGCAATTCATAAAATAATTAGTTCCGTAGAGACTTATCAAAACTA
CTCCCAAAACGCAAGAATTAGATATAATAATATATTGCATTGGGACAATTGGGCTAAAAAGATAATTGAGATTATGT
ATGAGCATAAGAATAGAAGAATCAAATAGCACAAAAAGAATTATATGTTTATTTATACTTTTTCTTGTTTTCCCTGA
TTTTTTGTTTTATACATTAGGGGTTGATAATTTTAGCATTTCAACGATAATCTCAATTACATTGCTTTTTGTTTTTT
TAAGAGCTAAAAATATTTGCAAAGATAATTTTCTAATAATAGTAGCGTTATTCATATTGTTGTGTTTTAACTGTTTG
TTAAGTATGCTATTTAATATTGAACAGGCTTTAACATTTAAAGTTGTACTTTCAATATATAGCATCTTAATAATGGC
ATACGTCTCCTCTTGTTATGCACAGACGTTGTGGTTATGTTCTGAAGAAATACTTAAGAGATCCGTCTTTTATTTGT
TCGCATTTCTTTGCCTTATTGGCATTATAAGTATTCTTTTACAGAAGACTGAGATTATACATGATAAAAGTATGATT
CTTTTTCCTGAACCATCAGCATTTGCATTGGTTTTTATACCTATCTTTTCATTTTGTTTATACTATACAAGAGGGGG
GGGGCTACTATTGCTCTATATATTATCTTTGGGTATTGCGTTAGGTATCCAGAATTTAACAATGTTGGTAGGCATTG
TGATTAGTGTTTTTGTGATGAAAAAAATAACTATAAGGCAAACTATTGTTATACTTTTGGGGGCATGGATTTTTTCC
ATGATATTAAGTGATTTAGACATTTCTTACTATACATCGCGGCTTGATTTTAAAAATACTACGAACCTATCAGTGCT
TGTATATCTTTCAGGAATTGAAAGAGCTTTCTTGAATTTTATTACAAGTTATGGTCTTGGTATTGGTTTTCAACAAA
TGGGAGTGAATGGGGAGATAGGAATATATCAACAAATTTTAGCTGAACTTGATGCCCCTATGTTAAATATATACGAT
GGCTCATTTATTTCTTCTAAGTTAATATCTGAGTTTGGGGTTATTGGTGCATTAATGTGTATTTTCTATTTTTTTTA
TTTTTCCCGATTTTATCTGCGTTTCAAAAAAAGTAAGAGATATTCACCGCAGTATATTTTAGCATATAGCTTCTACA
TGTGTTTCTTCATCCCTCTTTTTATACGTGGTGCTGGTTATATAAACCCCTATGTGTTTATGTTATTTTCATCAATA
TTTTTGTGCAAATATCACGCTAAAAATATCTTGATGAAATCTAATGTCCAGATAGCTATATAATAGTAGATTATATT
ATCATTATCACGTAAATTACATATTAATAGCATATATGATAACTAGGACATAAATAATGTGCATTAAAAAAAAACTT
AAGTTAATTAAACGATATGGCCTTTATGGTGGTCTTAGGCTTCTTAAAGATATATTCTTAACAAAATTTTTATTTTG
TTCAAATGTTAGGATTATTAGATTTCCATGTTATATTAGAAAAGATGGAAGTGTTAGTTTTGGAAAAGGTTTTACAT
CAGGTGTAGGATTACGAGTTGATGCATTTATGGATGCCGTAGTTTCCATTGGAGAAAATGTTCAAATTAATGACTAT
GTTCACATCGCGGCTATTAATAATGTCATTATTGGTAGAGATACATTAATAGCAAGTAAAGTATTTATTAGTGATCA
TAATCATGGTATTTTTTCTAAATCCGATATCCATAGTTCACCAACTATTATTCCTTCGTCTAGGCCCCTTGAATCTG
CACCTGTGTATATTGGAGAGCGTGTGTGGATTGGCGAAAATGTGACAATATTACCAGGTGCGTGTATAGGTAATGGT
GTAGTTATTGGCGCAAACAGTGTTGTTCGTGGTGAGATTCCTAATAATGTGATCATTGCTGGTGTTCCAGCTAAAAT
TGTTAAAAAATATAACTATGAGCGTATGCAATGGGAAAGAATATAGTTGTAATATCGGCTGTTAATTTTACAACCGG
AGGCCCCTTTACCGTACTAAAAAATGTGCTTACAGCAACTAAAGATAGAGCCGAATGTAAATTTATTGCACTGGTTC
ATAGCTCTGCTGAACTAATGGAATTATTTCCGTGGGTTGAATTTATAGAGTATCCAGAAGTCAAGTCTTCGTGGGTT
AAAAGATTATATTTCGAATATATAACTTGCAATAGATTATCTAAGGTGATTAAGGCAACTCATTGGGTATGCTTACA
TGATATTACAGCAAATGTTAGTGTACCCTATAGATTTGTTTATTGCCACAATCCTGCACCGTTCTATAAATATTTAA
GCTATCGAGATATTATAGGAGAACCTAAATTTTATCTTTTTTATCTTTTTTATGGGCTTTTATACAATATCAATATA
AAAAAGAACACAGCAGTTTTTGTTCAGCAGCAGTGGCTAAAAAAAGAATTCGAAAAAAAATATAAGTTAAAGAATGT
TGTTGTTAGTCGCCCTGAAGATATTTGCCCTTTTGAAAGTGATGGTTTGGTAAGAAATAATAATAAAAAGGATGTGA
GGATATTTTACCCAGCAGTGCCCCGTATATTTAAAAACTTTGAAGTTATCATACGTGCTGCACAAATATTACAAGAT
AAAAATATTCATTTTTATCTTACTTTTGATGGTACTGAAAATAAGTATGCAAAAAGAATATATAAATTAGCTTCCGA
ACTGAAAAATGTACATTTCCTCGGTTACCTTAATGCAACCGAGATGGTTAACTTTTATCAAGATTCAGATATTATTT
GTTTCCCATCGAAACTAGAAACGTGGGGATTACCATTATCAGAAGCTAAAACATACAAAAAATGGATATTTGCGGCA
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GACTTACCTTATGCTCATGAAGTTTTATATAACTATTCAAAAACTAGATATTTTCCATTTGACGATGAGAAAATACT
TGTTCGCTACATATTAGAGTACACAAGTAAAAATATGCATGAAGATATAAAAAATAGTAGGGTGAATTTTAATAATG
ATGCATTGACTGGTTTTGAACAGTTTATTGAATATATCCTCAAGGGGAACTGACGTGGTTTATATTATAATCGTTTC
ACATGGCCATGATGACTATATAGAAAATCTTTTATTAAATTTAAAGTTGCCCTCTGGAAGATTTAAAATAATAGTTC
GTGATAACAAAAGTTCAATGGTTTTAAAAAAAACATGCGAAAAAAATTGCGTAACCTATTTGCATGGAGGGCAATAT
GGATTTGGACATAATAATAACATAGCAGTGTCATATATAATTAATAACTTCATGATTATGAATAATGATTATTTTCT
CTTTCTTAACCCCGATGTATTCATAACCAGTGAAAGTTTGATTAATTATGTTGATTATATAATTAGTAATGATTATA
AGTTTAGCACATTATGTCTTTATCGAGATTTTACTAAAAGCAAACATGATTATTCAATACGGAGTTTTCCAACTTTA
TATGATTTTCTTTGTTCTTTTTTATTGGGGGTGAATAAAAGTAAAATTAAGAAGGAAAATATACTTTCTGATACTGT
AGTTGATTGGTGTGCTGGCTCATTTATGCTTATTCATGCTTTAAGTTTCTTAAATGTGAATGGTTTTGATCAAAAAT
ATTTTATGTATTGTGAAGATATTGACCTTTGTATGCGTTTAAAATTAAGTGGAGTAGATCTTTACTATACTCCCCAT
TTTGATGCTATTCATTATGCGCAGCATGAAAATAGAAGAATATTTACTAAAGCATTTCGATGGCATATAAGGAGTAT
TACGCGCTACATATTACGGAAACCAATTCTTTCTTATAAAAACTATAGAAAAATTACATCCGAACTGGTAAAGTGAT
TAAGGATCCGTGTAGGCTGGAGCTGCTTCGAAGTTCCTATACTTTCTAGAGAATAGGAACTTCGGAATAGGAACTAA
GGAGGATATTCATATGGATAAAGCCGTAAGCATATAAGCATGGATAAGCTATTTATACTTTAATAAGTACTTTGTAT
ACTTATTTGCGAACATTCCAGGCCGCGAGCATTCAGCGCGGTGATCACACCTGACAGGAGTATGTAATGTCCAAGCA
ACAGATCGGCGTAGTCGGTATGGCAGTGATGGGACGCAACCTTGCGCTCAACATCGAAAGCCGTGGTTATACCGTCT
CTATTTTCAACCGTTCCCGTGAGAAGACGGAAGAAGTGATTGCCGAAAATCCAGGCAAGAAACTGGTTCCTTACTAT
ACGGTGAAAGAGTTTGTCGAATCTCTGGAAACGCCTCGTCGCATCCTGTTAATGGTGAAAGCAGGTGCAGGCACGGA
TGCTGCTATTGATTCCCTCAAACCATATCTCGATAAAGGAGACATCATCATTGATGGTGGTAACACCTTCTTCCAGG
ACACTATTCGTCGTAATCGTGAGCTTTCAGCAGAGGGCTTTAACTTCATCGGTACCGGTGTTTCTGGCGGTGAAGAG
GGGGCGCTGAAAGGTCCTTCTATTATGCCTGGTGGCCAGAAAGAAGCCTATGAATTGGTAGCACCGATCCTGACCAA
AATCGCCGCCGTAGCTGAAGACGGTGAACCATGCGTTACCTATATTGGTGCCGATGGCGCAGGTCACTATGTGAAGA
TGGTTCACAACGGTATTGAATACGGCGATATGCAGCTGATTGCTGAAGCCTATTCTCTGCTTAAAGGTGGCCTGAAC
CTCACCAACGAAGAACTGGCGCAGACCTTTACCGAGTGGAATAACGGTGAACTGAGCAGTTACCTGATCGACATCAC
CAAAGATATCTTCACCAAAAAAGATGAAGACGGTAACTACCTGGTTGATGTGATCCTGGATGAAGCGGCTAACAAAG
GTACCGGTAAATGGACCAGCCAGAGCGCGCTGGATCTCGGCGAACCGCTGTCGCTGATTACCGAGTCTGTGTTTGCA
CGTTATATCTCTTCTCTGAAAGATCAGCGTGTTGCCGCATCTAAAGTTCTCTCTGGTCCGCAAGCACAGCCAGCAGG
CGACAAGGCTGAGTTCATCGAAAAAGTTCGTCGTGCGCTGTATCTGGGCAAAATCGTTTCTTACGCCCAGGGCTTCT
CTCAGCTGCGTGCTGCGTCTGAAGAGTACAACTGGGATCTGAACTACGGCGAAATCGCGAAGATTTTCCGTGCTGGC
TGCATCATCCGTGCGCAGTTCCTGCAGAAAATCACCGATGCTTATGCCGAAAATCCACAGATCGCTAACCTGTTGCT
GGCTCCGTACTTCAAGCAAATTGCCGATGACTACCAGCAGGCGCTGCGTGATGTCGTTGCTTATGCAGTACAGAACG
GTATTCCGGTTCCGACCTTCTCCGCAGCGGTTGCCTATTACGACAGCTACCGTGCTGCTGTTCTGCCTGCGAACCTG
ATCCAGGCACAGCGTGACTATTTTGGTGCGCATACTTATAAGCGTATTGATAAAGAAGGTGTGTTCCATACCGAATG
GCTGGATTAA

[0893]  SEQ ID NO:19 (075 rfbikH Ak R 41 52451 -075 - EPAA: P2 Fk st LMTB11737)
[0894]  ATGACGAATTTAAAAGCAGTTATTCCTGTAGCGGGTCTCGGGATGCATATGTTGCCTGCCACTAAGGCG
ATACCCAAAGAGATGCTACCAATCGTCGACAAGCCAATGATTCAGTACATTGTTGACGAGATTGTGGCTGCAGGGAT
CAAAGAAATCCTCCTGGTAACTCACGCGTCCAAGAACGCGGTCGAAAACCACTTCGACACCTCTTATGAGTTAGAAT
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CACTCCTTGAGCAGCGCGTGAAGCGTCAACTGCTGGCGGAAGTACAGTCCATCTGTCCGCCGGGCGTGACCATTATG
AACGTGCGTCAGGGCGAACCTTTAGGTTTAGGCCACTCCATTTTGTGTGCGCGACCTGCCATTGGTGACAACCCATT
TGTCGTGGTACTGCCAGACGTTGTGATCGACGATGCCAGCGCCGACCCGCTACGTTACAACCTTGCTGCCATGATTG
CACGTTTCAACGAAACGGGCCGCAGCCAGGTGCTGGCAAAACGTATGCCGGGTGACCTCTCTGAATACTCCGTCATC
CAGACTAAAGAGCCGCTGGACCGTGAGGGTAAAGTCAGCCGCATTGTTGAATTTATCGAAAAACCGGATCAGCCGCA
GACGCTGGACTCAGACATCATGGCCGTAGGTCGCTATGTGCTTTCTGCCGATATTTGGCCGGAACTGGAACGTACTC
AGCCTGGTGCATGGGGACGTATTCAGCTGACTGATGCTATTGCCGAGCTGGCGAAAAAACAATCCGTTGATGCAATG
CTGATGACCGGCGACAGTTACGACTGCGGCAAAAAAATGGGCTATATGCAGGCGTTTGTGAAGTATGGCCTACGCAA
CCTGAAAGAAGGGGCGAAGTTCCGTAAAGGTATTGAGAAGCTGTTAAGCGAATAATGAAAATCTGACCGGATGTAAC
GGTTGATAAGAAAATTATAACGGCAGTGAAAATTCGCAGCAAAAGTAATTTGTTGCGAATCTTCCTGCCGTTGTTTT
ATATAAACCATCAGAATAACAACGAGTTAGCAGTAGGGTTTTATTCAAAGTTTTCCAGGATTTTCCTTGTTTCCAGA
GCGGATTGGTAAGACAATTAGCGTTTGAATTTTTCGGGTTTAGCGCGAGTGGGTAACGCTCGTCACATCATAGGCAT
GCATGCAGTGCTCTGGTAGCTGTAAAGCCAGGGGCGGTAGCGTGCATTAATACCTCTATTAATCAAACTGAGAGCCG
CTTATTTCACAGCATGCTCTGAAGTAATATGGAATAAATTAAGCTAGCAGTGAAGATACTTGTTACTGGTGGCGCAG
GATTTATTGGTTCTGCTGTTGTTCGTCACATAATAAATAATACGCAAGATAGTGTTGTTAATGTCGATAAATTAACA
TACGCCGGAAACCTGGAATCGCTCGCTGAAATTTCTGATTCTGAACGTTATTCATTTGAGCATGCAGATATCTGCGA
TGCCGAAGCGATGGCTCGTATTTTCGCACAGCACCAGCCAGACGCGGTGATGCACCTGGCAGCAGAGAGCCACGTTG
ACCGCTCAATAACTGGCCCTGCGGCATTTATTGAAACCAATATTGTGGGTACTTATGTTCTTTTAGAAGCGGCGCGC
AATTATTGGTCTGGTCTGGATGATGAAAAGAAAAAAAACTTCCGCTTTCATCATATTTCTACTGATGAGGTGTATGG
TGACTTACCCCATCCGGATGAAGTAAATAGCAATGAAACGTTGCCGCTATTTACGGAAATGACAGCATACGCGCCAA
GTAGTCCATATTCTGCTTCTAAAGCTTCCAGCGATCATTTGGTTCGCGCATGGAAACGTACTTATGGTTTACCGACC
ATTGTGACTAATTGCTCGAACAACTATGGTCCTTATCATTTCCCGGAAAAGCTTATTCCACTGGTTATTCTTAATGC
ACTGGAAGGTAAGGCATTACCTATTTATGGCAAAGGAGATCAGATCCGCGACTGGTTGTATGTAGAGGATCATGCTC
GAGCGTTATATACCGTCGTAACCGAAGGTAAAGCGGGCGAAACTTATAACATTGGTGGACACAACGAAAAGAAAAAC
ATCGACGTAGTGTTCACTATTTGTGATTTGTTGGATGAGATAGTCCCGAAAGAGAAATCTTATCGTGAGCAAATTAC
CTATGTTGCTGATCGCCCAGGGCATGATCGCCGTTATGCAATTGATGCCGATAAAATTAGCCGCGAATTGGGCTGGA
AACCACAGGAAACGTTTGAGAGCGGGATTCGTAAAACTGTGGAATGGTATCTGTCCAATACAAAATGGGTTGATAAT
GTGAAAAGTGGTGCCTATCAATCGTGGATTGAACAGAACTATGGGGGCCGCCACTAATGAATATCCTCCTTTTTGGC
AAAACAGGGCAGGTTGGTTGGGAACTACAGCGTGCTCTGGCACCTCTGGGTAATTTGATTGCTCTTGATGTTCACTC
CACTGATTACTGTGGTGATTTTAGTAACCCTGAAGGTGTGGCTGAAACCGTTAGAAGCATTCGGCCTGATATTATTG
TCAACGCAGCCGCTCACACCGCAGTAGACAAAGCAGAATCAGAACCGGAGTTTGCACAATTACTGAACGCGACGAGT
GTCGAAGCGATCGCGAAAGCAGCCAATGAAGTCGGCGCTTGGGTTATTCACTACTCTACTGACTACGTATTTCCGGG
GACCGGTGAAATACCATGGCAGGAGGAGGATGCAACCGCACCGCTAAATGTTTACGGTGAAACCAAGTTAGCAGGAG
AAAAAGCATTACAAGAGCATTGTGCGAAGCACCTTATTTTCCGGACCAGCTGGGTCTATGCAGGTAAAGGAAATAAC
TTCGCCAAAACGATGTTGCGTCTGGCAAAAGAGCGTGAAGAATTAGCCGTTATTAATGATCAGTTTGGTGCGCCAAC
TGGCGCAGAGTTGCTGGCTGATTGTACGGCACATGCCATTCGTGTGGCACTGAATAAACCGGAAGTCGCAGGTTTGT
ACCATCTGGTAGCCAGTGGTACCACAACCTGGCACGATTATGCTGCGCTGGTTTTTGAAGAGGCGCGCAAAGCAGGC
ATTCCCCTTGCACTCAACAAGCTCAACGCAGTACCAACAACAGTCTATCCTACACCAGCTCGTCGTCCACATAACTC
TCGCCTTAATACAGAAAAATTTCAGCAGAACTTTGCGCTTGTCTTGCCTGACTGGCAGGTTGGTGTGAAACGCATGC
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TCAACGAATTATTTACGACTACAGCAATTTAATAGTTTTTGCATCTTGTTCGTGATGGTGGAACAAGATGAATTAAA
AGGAATGATGGAATGAATACGCGTAAAGGTATTATTTTAGCGGGTGGTTCTGGTACACGTCTTTATCCTGTGACTAT
GGCTGTCAGTAAACAGCTGTTACCGATTTATGATAAACCGATGATCTATTACCCGCTCTCTACACTGATGTTGGCGG
GTATTCGCGATATTTTGATTATCAGCACGCCACAGGATACTCCTCGTTTTCAACAACTGCTGGGTGATGGGAGCCAG
TGGGGGCTAAATCTTCACTACAAAGTGCAACCGAGTCCGGATGGTCTTGCGCAGGCATTTATCATCGGTGAAGAGTT
TATCGGTGGTGATGATTGTGCTTTGGTACTTGGTGATAATATCTTCTACGGTCACGACCTGCCTAAGTTAATGGATG
CCGCTGTTAACAAAGAAAGTGGTGCAACGGTATTTGCCTATCACGTTAATGATCCTGAACGCTATGGTGTCGTTGAG
TTTGATAAAAACGGTACTGCAATCAGCCTGGAAGAAAAACCGTTACAACCAAAAAGTAATTATGCGGTAACCGGGCT
TTATTTCTATGATAACTACGTTGTGGAAATGGCGAAAAATCTTAAGCCTTCTGCCCGCGGTGAACTGGAAATTACCG
ATATTAACCGTATCTATATGGAACAGGGGCATTTATCTGTTGCCATGATGGGACGTGGATATGCCTGGCTGGACACG
GGGACACATCAAAGTCTTATTGAAGCAAGCAACTTCATTGCCACCATTGAAGAGCGCCAGGGCTTGAAAGTTTCCTG
CCCGGAAGAAATTGCTTACCGTAAAGGGTTTATTGATGCTGAGCAGGTGAAAGTATTAGCTAAACCGCTGAAAAAAA
ATGCTTATGGTCAGTATCTGCTAAAAATGATTAAAGGTTATTAATAAAATGAATGTTATTAAAACAGAAATTCCAGA
TGTACTGATTTTTGAACCGAAAGTTTTTGGTGATGAGCGTGGTTTCTTTATGGAAAGCTTTAATCAGAAAGTTTTCG
AAGAGGCTGTAGGGCGGAAGGTTGAATTTGTTCAGGATAATCATTCTAAATCGTGTAAAGGTGTACTTAGAGGTTTA
CACTTTCAGCTTCCTCCCTTTGAGCAGGCAAAATTAGTAAGGTGTATAGTTGGCGAGGTATTTGATGTTGCAGTAGA
CATTAGACCTAATTCTGAAACATTTGGTTCATGGGTTGGAGTAACTCTTTCGTCAGAAAATAAAAGGCAGCTATGGA
TTCCAGAAGGATTCGCCCATGGTTTTTTAACTTTAAGTGATATTGCAGAGTTTGTTTATAAAACTAACAACTATTAT
TCTTTAAATCATGAAAGGGGAGTCATTTGGAACGATGAGGAAATTAACATTGCCTGGCCCTCTCAATCAGAGAAGAT
TCTGTCACAGAAAGATATTAATTTACCATCATTTAGATTTGTTCAAATGTTTAGCAAGTAGTGTTATCTTTACACTG
CACATAGTCATCATTTTTTATGCTTTAAGTAAATTATATTGCACATCTATAACACAAAGCGCAATAATATTTCGACC
TGATGAAGGTTTGTGGTTATTTATCTTTCTAGGCGTTTTTTATGACTAAAATAGTTGTGGTTTCTACAGCTCCAATA
TTCCCGACAAATAATGGGTACAAAAGTTCTGTATTAGGAAGAATTGATGAGTTATTAAATGAGGATAATGAGGTCGT
TTTGATTGAAATAAACCTTGAAAATGTTACGGAAAAGAAAGATGAATTAATACCAACAAGATTTAATAATATTCAAA
GATATGAAGTAAAAAAAATATCTAGATCATTTATTGCCGAGTTACAAATATTATTTGATATCAGAACTCGGTATGAA
CAATTATTTTCTTCTGCTGACATTAGAGATAACATAAAAAAGATAATTGATTTAGAAAAACCTTCTATTATTATTGC
TGAGTCTATATGGGCGTTGCAAGCATTGCCTATTGAAATTAGTGCGAGAATACACTGTGTTATTCATGATGTGGCAA
CTGATTTCTTTAAAGAAATGTTTGTATCTCATAATGAGGTTGTACGAAAAATTTTGTTTTTTAATGATTACCTAAAG
TTGAAAATTACTGAAGAAAATATTATCAAACGTTTGAGAGTTGAGCAATTTATCTTTCTGACAGAAGAAGATAAATG
TTGGTATAAAACAAGATACAATATTGATGAGGGTTGTTGTTCCTTAGCGAGCAATCATCTTTATGTAGAAAAGATTA
AGAGAACTATCAATTTCCAAACCCCTTTCCTGCTTATTCCCGGTAGCATTGAATTTTCACAAAATTTTTACGGCTTA
AATTGGTTTATAAAAAATATATATCCTGGATTAAATAGGAAAATAAGAATAGTTGTAACAGGAAAGGCATCAGATAA
AAAAATAAAGATGTTAAACTGTGGAGAGGAAATTACCTTTACGGGAGAGCTTGACTTTTCCACATATAATAAACTTA
GCTCAACATGCTTGTGTGTTATTGCACCGATTACAACGGGCACTGGAATTAAAATAAAAATATTAGAAGCTGTACAA
AAAGGTATTCCTGTACTTACAACAAAATTTGCTTCAAAAGGAATATGTTCCGATTTATGTTTTTATTGCGAGGAGGA
TACTGACACAAACTTTGTCAATTTAATTAACAGTTTTCTTGAAACGACATTAAGAGTCCAAGAATGAATTTATTGCT
TTTTTCAGTCCTTGCGTTTGGTTTAATATTGGCTTTGGCCCATAATAATAAAAGTGGAGATATTAACGCATACTTAA
TGTTTTTTCTCGTGGTCCTAATGGTATTAATATCAGGGCTGCGTATGAATGATAGTGATTATATCGAATACAGGAAA
ATGTATAATGAAGTGCCTATTTTATGTGACTTTAGTCTCGCATCTATAAGAGATATACATGGGGAGGTAGGCTATCT
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ATTCTTATCATCAATCTTTAAAACTTTATGCTTGCCATTTCAATTATTTCTTTTTTTTATTGCTTTTTTATCACTCC
TGCTTACATATTTTTCATTCAGAAAAATAAGTTTAATACCGATACTATCGTTAGTTTTTTATTTAAGCCATGCTTTT
ATAGTTAGAGATTTGATTCAAATTAGGGCAGGATTAGCTGTTAGCATATCATTATATTCAATAATTAAATTTAAAGG
AAATAAAAGTATAATTACAGGAGTTTTATTTGCTTCTTTGATTCATTCTGGGGCGCTTATTATTGCTCTTTGTTATC
CTTTTTTCAAAAAAAAATACATAACATTAAAAATGATGTTGTTTTTATTTTTAGTGTCAATTATTTTTTCTTATTTG
AATGGGCTTAATTTATCGATACAACTCTTATCTCAATATAGTTTGCTTCCAACTGCAATTTCGAATTATGTTGGTTG
GGAAGAATATGATTATCGGGTGAGTATATTTACTAATCCGGTTTTTATTAAAGGTGTTTTTTTAATTGTCTTAATGC
ACAAATATGTACTTTCAGATATTAAAAATGAGAAAATTATAGTGCTTTATAACTTATATGTTTTAGGTGTATTAGCT
ATGGTTGCATTGAGTGGGATGGCTATTCTTTCAGGCCGTCTTTCATCCTTTCTGACACTAGGTGAAAGCATTTTAAT
TGTATATGCTCTGTTCTACAAAAGAAATACACCTCTGGCGTTTCTAATTTTTTCTTTTTTAACAATTGTGCAATTAG
GATATGATCTATTTATTTCTAATGTGCATCCTGAGCTTACTCTGATTATATTTGGGTGAATCTAAGTGAAAAATAAT
AAAATAGGCATACTTATCTCTAAAATACAAAATCTTGGACCTGTGAATGTAGTACGAGGATTGATAAAAGAAAATAA
AAAATATGCTTTTACTGTTTTTTGTTTAACAAATAGCGTAGATAAAAATATATATGATGAGTTATGCTGTTTAGGAG
CCAAGGTTATATTAATACCAGATGGTACTTGGTTCAGCAAAATTTTATTTGTGAGAAGTTTTTTAAAGGAACATCCA
CATAATATCTTACATTCACATGGGATCACGGCCGATATGTTTTCTTACTTTCTGAATGGCGTGAAAATATCTACTAT
TCACAATAGACTAGATGAGGATTATATCCCATTATTTGGCGCGGTTAAAGGGAATGCTATATATTATCTTCATCGTT
TTATATTACGAAGATTTAATCATATCGTTGCTTGCTCAGCAGCGGTCCAATCAAAACTGAAACAATCGAAAGTAAAA
ACTAAAATAACCACCATCCAGAATGGGATTGATATAACTAGGTTTAAGACACTTGAGTCTGATAAAAAAAAATTATT
GAGGGAAAAACACGGATTTGATAGTGAAAAAAGAATATTTATATATTGTGGCTCGTTATCATTAAGGAAAAATATTG
CTTACCTCTTGGAACACTTAGCCATCGAAGAAAATGATATATTTTTAATTCTAGGTGATGGTGAACTTTTTAGATAT
TGTAAGGATAAATATTCTAAAGATTTACGGTATATATTTATGGGGAAAGTTGAATGCCCTCTTGAATATTATCAATT
ATCAGATATTTTTGTTTCCGCTTCTTTATCGGAAGGGCTCCCCTTGGCACTATTAGAAGCTGCCTCTACTGGGTGCT
ATTTATATGTTAGCGATATAGAGCCCCATAGAGAAATTGCATCTCTATTAGGAGAGGAAAATATTTCTATGTTTAAA
ATTAAGGATGGATCATATAATTATTTGCAACCTAAAATAAAAAAAGCTGACTATAACGCTCTTTCTGACGATAAACT
TTACAATATATCCGATAAAAAAATGTCAAATCTTTATGACAAACTTTTTGTTTCTTTATTAGAGCAGAGGCACTAAT
ATAATGATTTATGTTTCGGTAATTTCTCATGGTCATTTCAAAACTCTTAAGGAATTAGGAGCAGTATCAAAATTAAA
TAATCACAGCAGAATTAAAGTTATCATCAAAGATAATTTAGGAGAGAGCGAGCTTTTGGATTTTTGTCAGGAAAACA
AAATAACTTATTTAAGGTCTAAAGAGAAAAAAGGATTTGGAGAGAATAATAATGAAGTTTTTTCCTCTATATCCTCC
TTAATTACTAAGGAAGATTTTTTTGTGGTTATGAATCCTGATATATATATTGAGTGCTCTGATCTATTAGATGTCGT
AGATGAGTGTGGTTCAGCGAATGTTAATCTAGCAACGATAAATTTATACAGGGATTTTGATAAAAAAACATATGATA
ACTCAGTAAGGAAATTTCCCTCGGCAATTGATTTTTTTATGTCATTTTTATTTAAGAAAAATGACTGTGTAGTAAAT
AAGAACAAAATAACGAAACCAACATATGTTGATTGGGCTGCAGGTTCTTTTCTAATATTTAATGCCTTCTTTTATTC
AAAACTCAACGGATTCAACGAAAAGTATTTTATGTATTGCGAAGATATTGATATATGTTGGCGAGCTAAAAAACACT
TCAATACTTCAGTTTTATACTATCCATGCTATGCAGCAATTCATTTGGCACAATTTAACAATCGTAGGATTTTTAGT
AGACATTTCATTTGGCATATAAAAAGTATTATCCTTTTTTTATTATATAAAAATGGTATGCTGCGTTCTAGTAAGTT
GCTTTAATGCTAATATTCTTTTAAGAGGTGAGAATGATACCTGTTATTTTGGCTGGTGGTTCGGGAAGTCGCTTGTG
GCCACTTTCACGAGAAAAGTTCCCCAAGCAGTTTTTAAAGTTGACTGGCAGTTTGACAATGTTGCAGTCAACATTGT
CACGTCTTAATAATTTAAATGCTGATGATTCAATAGTTATATGCAACGAAGAGCATAGATTTATTGTTGCAGAACAA
TTAAGAGAGTTAGGCAAACTTTCAAATAACATTATTCTTGAACCCAAAGGTCGTAATACAGCCCCTGCTATAACACT
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CGCAGCATTAGCAGCAAAAAGAAAATTCGCTGATGAAGATCCATTGATTCTTATTTTAGCTGCAGATCACAACATCC
AAGACGAACATGTTTTCTGTGAGGCAATTAATAAGGCGTCATCTTTAGCTAGTTATGGAAAACTAGTGACTTTTGGT
ATCGTTCCATTCAAACCTGAAACTGGGTATGGCTATATTCGTCGCGGTGATGAAGTGCCTGTAGATGAGCAGCATGC
GGTGGCCTTTGAAGTGGCGCAGTTTGTCGAAAAACCGAATCTGGAAACCGCGCAGGCCTATGTGGCAAGCGGCGAAT
ATTACTGGAACAGCGGTATGTTCCTGTTCCGTGCCGGACGCTATCTCGAAGAACTGAAAAAGTATCGTCCGGATATT
CTCGATGCCTGTGAAAAAGCGATGAGCGCCGTCGATCCGGATCTCGATTTTATTCGTGTGGATGAAGAGGCGTTTCT
CGCTTGTCCGGAAGAGTCGGTGGATTACGCGGTCATGGAATGCACGGCAGATGCCGTTGTGGTGCCGATGGATGCGG
GCTGGAGCGATGTCGGTTCCTGGTCTTCATTATGGGAGATCAGCGCCCACACCGCCGAGGGCAACGTTTGCCACGGC
GATGTGATTAATCACAAAACTGAAAACAGCTATGTGTACGCCGAATCTGGCCTGGTCACCACCGTCGGGGTGAAAGA
TTTGGTGGTAGTGCAGACCAAAGATGCAGTGCTGATTGCCGACCGTAATGCGGTGCAGGATGTGAAGAAAGTGGTCG
AGCAGATCAAAGCTGATGGTCGCCATGAGCATCGGGTGCATCGCGAAGTGTATCGTCCGTGGGGCAAATATGACTCT
ATCGACGCGGGCGACCGCTACCAGGTGAAACGCATCACCGTGAAACCGGGCGAAGGTTTGTCGGTACAGATGCATTA
TCATCGCGCGGAACACTGGGTGGTTGTCGCGGGAACGGCAAAAGTCACTATCAACGGTGATATCAAACTGCTTGGTG
AAAACGAGTCCATTTATATTCCGCTGGGGGCGATGCACTGCCTGGAAAACCCGGGGAAAATAGATTTAGAATTAATT
GAAGTTCGCTCTGGTGCATATCTTGAAGAAGATGATGTTATTAGATGTTATGATCGCTATGGACGAAAGTAATATAT
AATAATTATTTCAGAATTAGAAATGATAATTATAAGTTTTCGTCTGGATAAACAATAGATAGTATGGGTTGGAAAAT
ATGAGTTCTTTAACTTGTTTTAAAGCTTACGACATTCGCGGGAAATTAGGTGAAGAACTGAATGAAGATATCGCCTG
GCGCATTGGTCGCGCCTATGGCGAATTTCTCAAACCGAAAACCATTGTGTTAGGCGGTGATGTCCGTCTCACCAGCG
AAACCTTAAAACTGGCGCTGGCAAAAGGTTTACAGGATGCGGGCGTCGATGTGCTGGATATTGGCATGTCCGGCACC
GAAGAGATTTATTTCGCCACGTTCCATCTCGGCGTGGATGGCGGCATTGAAGTTACCGCCAGCCATAATCCGATGGA
TTACAACGGCATGAAGCTGGTGCGCGAAGGGGCTCGCCCGATCAGCGGTGATACCGGACTGCGCGACGTCCAGCGTC
TGGCAGAAGCTAACGACTTTCCTCCCGTCGATGAAACCAAACGCGGTCGCTATCAGCAAATCAATCTGCGTGACGCT
TACGTTGATCACCTGTTCGGTTATATCAATGTCAAAAACCTTACGCCGCTCAAGCTGGTGATCAACTCCGGGAATGG
CGCAGCGGGTCCGGTGGTGGACGCTATCGAAGCCCGCTTTAAAGCCCTCGGCGCACCGGTGGAGTTAATCAAAGTGC
ATAACACGCCGGACGGCAATTTCCCCAACGGTATTCCTAACCCGTTGCTGCCGGAATGTCGCGACGACACCCGCAAT
GCGGTCATCAAACACGGCGCGGATATGGGCATTGCCTTTGATGGCGATTTTGACCGCTGTTTCCTGTTTGACGAAAA
AGGGCAGTTTATTGAGGGCTACTACATTGTCGGCCTGCTGGCAGAAGCGTTCCTCGAAAAAAATCCCGGCGCGAAGA
TCATCCACGATCCACGTCTCTCCTGGAACACCATTGATGTGGTGACGGCCGCGGGCGGCACGCCGGTGATGTCGAAA
ACAGGACACGCCTTTATTAAAGAACGTATGCGCAAGGAAGACGCCATCTACGGTGGCGAAATGAGCGCTCACCATTA
CTTCCGCGATTTCGCTTACTGTGACAGCGGCATGATCCCGTGGCTGCTGGTCGCCGAACTGGTGTGCCTGAAAGGAA
AAACGCTGGGCGAACTGGTGCGCGACCGGATGGCGGCGTTTCCGGCAAGCGGTGAGATCAACAGAAAACTGGCGCAC
CCTGTTGAGGCGATTAACCGCGTGGAACAGCATTTTAGCCGTGAGGTGCTGGCGGTGGATCGCACCGATGGCATCAG
CATGACCTTTGCCGACTGGCGCTTTAACCTGCGCTCTTCCAACACCGAACCGGTGGTGCGCCTGAATGTGGAATCTC
GCGGTGATGTTCAGGTTATGGTAATCCATACTCAAGAAATATTATCAATTTTGACGTCATAAAGAATAAGCCCTGAC
AAGTTAGGGCTTAATTAATATATATTTTTTTTGAATTGGGGATTTGTGGTAAGATTTTTAATATGTTATTTAATGTG
GTTGAATTAATGTTGACTGGAAAATAATAATGAGAACGAAAAAAGCATTACACAACTTTAAAGTTGATTTATTAATT
ACTTTTTTATTGGTTTTGCTAGGGTTTTATATTCGAACTGTTTTTGTTTCAAAAATGGGAAGTGATATTACTGGAGT
GATGTTACTATTCACACAGTTGACAGCATATCTCAATTTGGCAGAATTAGGTATTGGAATTGCAGCTGCCAGCGTAT
TATATAAACCGCTCAGCGAGAATGAATACAATAAAATAACTTACATAATATCTTTGCTCTCAGTCATATACAAATAT
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ATATTTGTGTTTGTTTTGATTCTTGGCGTTGTTATAGGTATCTGTATTTATTACTTTATTGATTCTGTAAAGGTTGT
AAATGGCGTTTTTTTATATTGGGCTTTGTTCGTTTTTAATACATCGTTGACATATAGTTATGCTAAATACTCCACAT
TATTAACTGCTAATCAGCGGTACTCAGCAGTAAGAAAAATTCAAGGTGGCGGAAAAGTTATAATAATTGTATTTCAG
ATATTAATTTTGTGCTTTACGCAAAGTTTCATACTTTATTTGTTAGTTGAGACTTTAGGTATTTTTTCTCAATATTT
GATTTTTAAAAAAATAATTGGGAACGGAAATCAATATCTCAGTAATGAGGTTTTACTTATTGAAAGCGATAAACTTT
TGATAAAAAAAGAATTAAAAATAAGAATAAAAAATATGTTCTTCCATAAAATAGGTGCTGTGCTTGTCCTTAATACA
GACTACCTGCTTGTATCAAAGTTTCTGACATTAAGTTATGTGACAATTTTTGGCAGCTATATGATGGTATTTCAGAT
AGTAACTGTTTTGATGTCAAGTTTTGTTAATGCTATTACTGCAGGAATGGGTAATTACTTAATTAATAAAAGTAATT
TAGAAATTAAGGAAATTACACGTCAATTTTATGTGATATTTATCGCCTTTGCAACATTCATATCACTAAATATGTTT
TTTCTTGTTAATGATTTTATCGCAAAATGGATAGGTGTTAATTATACATTAAGTAACACCCTAGTTGCATTAATGAT
TGTTAACGTATTCATTAGTGTTGTCAGGGTACCTTCTGATATATTAAAAAACGCAAGTGGACATTTTGGTGATATTT
ATTATCCATTATTAGAAGGTGTGCTGAATATTACGATATCCATCATTTTGGCTATCATTATTGGATTACCTGGCATT
ATTATAGGGACAATAGTATCTAACTTAATAGTAATAATGCTTGCGAAACCATTATATCTTTACTCTAAGTTATTTAA
TCTTAGAAATCCGACGAGGGTTTATTTTGAATTTATTTCTCGGCCTATGTTATATTCATTATGTGTGATTGGGGTGA
GCTATTTATTGCGCGATGAAATATATTCATTTAAAGTAAGTACATGGTTGGATTTTATTAACAAGCTACTCTTAGTC
TCTACTCCTAGCATATTGGTAATATGTGCTATTTTCTCTACGGATAGTGACTTTAGATTATTTTTCAGAAAAATTAT
ATATGTGATTATGAAGAAATAAAAATTTCGAAAATGTATTAATCGAAATTATGCAACGAGCTTTATTTTTATAAATG
ATATGTGATCTTTTCGCGAATAGGAGTAAGGATCCGTGTAGGCTGGAGCTGCTTCGAAGTTCCTATACTTTCTAGAG
AATAGGAACTTCGGAATAGGAACTAAGGAGGATATTCATATGGATAAAGCCGTAAGCATATAAGCATGGATAAGCTA
TTTATACTTTAATAAGTACTTTGTATACTTATTTGCGAACATTCCAGGCCGCGAGCATTCAGCGCGGTGATCACACC
TGACAGGAGTATGTAATGTCCAAGCAACAGATCGGCGTAGTCGGTATGGCAGTGATGGGACGCAACCTTGCGCTCAA
CATCGAAAGCCGTGGTTATACCGTCTCTATTTTCAACCGTTCCCGTGAGAAGACGGAAGAAGTGATTGCCGAAAATC
CAGGCAAGAAACTGGTTCCTTACTATACGGTGAAAGAGTTTGTCGAATCTCTGGAAACGCCTCGTCGCATCCTGTTA
ATGGTGAAAGCAGGTGCAGGCACGGATGCTGCTATTGATTCCCTCAAACCATATCTCGATAAAGGAGACATCATCAT
TGATGGTGGTAACACCTTCTTCCAGGACACTATTCGTCGTAATCGTGAGCTTTCAGCAGAGGGCTTTAACTTCATCG
GTACCGGTGTTTCTGGCGGTGAAGAGGGGGCGCTGAAAGGTCCTTCTATTATGCCTGGTGGCCAGAAAGAAGCCTAT
GAATTGGTAGCACCGATCCTGACCAAAATCGCCGCCGTAGCTGAAGACGGTGAACCATGCGTTACCTATATTGGTGC
CGATGGCGCAGGTCACTATGTGAAGATGGTTCACAACGGTATTGAATACGGCGATATGCAGCTGATTGCTGAAGCCT
ATTCTCTGCTTAAAGGTGGCCTGAACCTCACCAACGAAGAACTGGCGCAGACCTTTACCGAGTGGAATAACGGTGAA
CTGAGCAGTTACCTGATCGACATCACCAAAGATATCTTCACCAAAAAAGATGAAGACGGTAACTACCTGGTTGATGT
GATCCTGGATGAAGCGGCTAACAAAGGTACCGGTAAATGGACCAGCCAGAGCGCGCTGGATCTCGGCGAACCGCTGT
CGCTGATTACCGAGTCTGTGTTTGCACGTTATATCTCTTCTCTGAAAGATCAGCGTGTTGCCGCATCTAAAGTTCTC
TCTGGTCCGCAAGCACAGCCAGCAGGCGACAAGGCTGAGTTCATCGAAAAAGTTCGTCGTGCGCTGTATCTGGGCAA
AATCGTTTCTTACGCCCAGGGCTTCTCTCAGCTGCGTGCTGCGTCTGAAGAGTACAACTGGGATCTGAACTACGGCG
AAATCGCGAAGATTTTCCGTGCTGGCTGCATCATCCGTGCGCAGTTCCTGCAGAAAATCACCGATGCTTATGCCGAA
AATCCACAGATCGCTAACCTGTTGCTGGCTCCGTACTTCAAGCAAATTGCCGATGACTACCAGCAGGCGCTGCGTGA
TGTCGTTGCTTATGCAGTACAGAACGGTATTCCGGTTCCGACCTTCTCCGCAGCGGTTGCCTATTACGACAGCTACC
GTGCTGCTGTTCTGCCTGCGAACCTGATCCAGGCACAGCGTGACTATTTTGGTGCGCATACTTATAAGCGTATTGAT
AAAGAAGGTGTGTTCCATACCGAATGGCTGGATTAA
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[0895]  SEQ ID NO:20 (CRM197 %41 5451)

[0896]  GADDVVDSSKSFVMENFSSYHGTKPGYVDSIQKGIQKPKSGTQGNYDDDWKEFYSTDNKYDAAGYSVDN
ENPLSGKAGGVVKVTYPGLTKVLALKVDNAET IKKELGLSLTEPLMEQVGTEEF IKRFGDGASRVVLSLPFAEGSSS
VEY INNWEQAKALSVELEINFETRGKRGQDAMYEYMAQACAGNRVRRSVGSSLSCINLDWDV IRDKTKTK IESLKEH
GPIKNKMSESPNKTVSEEKAKQYLEEFHQTALEHPELSELKTVTGTNPVEAGANYAAWAVNVAQV IDSETADNLEKT
TAALSILPGIGSVMGIADGAVHHNTEEIVAQSTALSSLMVAQAIPLVGELVDIGFAAYNFVEST INLFQVVHNSYNR
PAYSPGHKTQPFLHDGYAVSWNTVEDS T IRTGFQGESGHDIKITAENTPLPTAGVLLPTIPGKLDVNKSKTHISVNG
RKIRMRCRAIDGDVTFCRPKSPVYVGNGVHANLHVAFHRSSSEK THSNEISSDSIGVLGYQKTVDHTKVNSKLSLFF
EIKS

[0897]  ASCATAR I SHER] S A SOE R BITERT , 7 HARGUSR AR SCR AR 2 sl 38
TSI AR A A SR 1 FARRR 3 [ VF 22 5538007 28 - T AT X 5538007 S I N e AR
KIHITEEIN I B DA MG ER A5 6 5

[0898]  ASC5| FHIMHTA S5 3Gk (BUAE LR il « B A AT i) ¥uE s 51 AR 230
NS, I HAREEE E Q0 T EH SRR B HH il & R e 2 01 PR St HL AR
FEHBFERA TR E i 5] AR SOmIFN.
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