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The present disclosure relates to pharmaceutical compositions comprising a growth factor and methods

of treating or preventing of eye diseases using the growth factor and compositions thereof.
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The present disclosure relates to pharmaceutical compositions
comprising a growth factor and methods of treating or preventing of eye

diseases using the growth factor and compositions thereof.
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COMPOSITIONS OF GROWTH FACTOR FOR THE TREATMENT
OF EYE DISEASE
[ eE ]

[0001] A#ZHGHANEEEERFLBEHEY MERZERR
¥ K B4R &Y B ECTRPTIR IS IR Y 5 0% -
[ SRt ]

[0002] EWZFEAHMAEE REF(HGF) AN EEREE L AIEESE -
2 R EBHEFF10,449,2345% - TR ]2 00 EHE 2 HAERIE 1R 5 &
RIR - BOIMN T - S B AR R R R 488 & M A R 8 (NK) B
e R L A B 3R ) B F ¥ = N A B L O e A R B R RV AR5 B2 1R Y
IREESIE AEER  MENAEREE 2K/ L - NKH
Magendie 1T 1824 4F & X g 50 B £ & 9% I (Okada % A ., 2010, Histol
Histopathol, 25:771-780) F; H 43 F B BB 1% i Sigelman J Friedenwald 7
1954 4F 4T &) ) #5 %Y of 2 77 (Sigelman and Friedenwald, 1954, Arch
Ophthalmol, 53:46-57) - FAIEHIREE 2 ZHRY &, - HEIERE &K
IRER 253 - A AR = MEHRIE - 2BV ARER T ZEHATEIATR
RS R AR R IS Fe 1% BT AVER 5 R AL e 2 Th 4R 4% o 78 M54 48k o0 SRk T (A
D 40 AE - S K B (Bowman's membrane) ~ EH - {EHZE G K

(Descemet's membrane) X A K7 » Hi TR E RE T FABREREEDN

B 1 HEGEHREAD)
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T REIEEE - BHE IR RBEGHS - 2SR R E BRI Bz
R A S A S A - A R TR A O A EE T = SO Z R BR 73 <2
IR S E A L FEERERENAERA T - = NHEHERR
BR 2 fBEM: B bR A P ool < SRR A S MY E (B 40 > dHAE A
7 EAMEMER) —EE P EREERE RO RERE ZET - B
MAHEE B E 7 AIRE R E R E m R (B > AR B B IR 2 B
HRES F 1o (Pls0 - B A& Filr - mEEAE - JEeFiln) - 25 MRE
(BB QAHE RO ~ ol L ~ HIR 785 P S R SR E ) BT 15 (B B (L2 B R B
{5) K R IR 5% 2 (6 A 5 e

[0003] At - #7487 %M B s8 Q0 NK ZHR B 5 95 BY 3 BG4 LU R
Al B E RS B R AR RS SR AR ECY) - RILHEY > EWF S AT Z
s

[IANE]

[0004] ASFHREMUEFEFEN AT E (Mg 2 &S B AR
WA > & AEE R Re R BeE W AT AR A4 & N 7 (HGF) s 4 B <
HEAE RN T (FGF) Z A KRN T -

[0005] A3FHAME —25 2 (i R UG IR IS W < Bl & HGF e FGFHY
REEHEY -

[0006] ASCIEMIGHE AN A B ZHfE < ek =B M AmE R Ay
Fik o AR E RS I B G EA SR L A A S R i A 2 BT A AR AR
AT (HGF) a4k BRI AT &£ & N (FGF) -

[0007] fE—dEhEH+ > HGFE(FGFE &L -
[0008] f=—fEE R+ - HGFE(FGFEL /& i B B2 B M B dH &=

52 HEEHRHAS)

(C247283PA docx

111118098 FEHESE A0202 1113232320-0



202310868

[0009) fE—S&E)HEFIF - HGF(FGF R HFHIL N KB EHEY

[0010] H—SEHH T - HREZEHGFEFGF » £ — L& i
¢ ZHGF(FGFF & f& i1 £ ZIRIE - £ —EF e f > %2 HGFE(FGF#5
AUEGT 1B 22 IREE » AL — S FHEAI T > 2 HGFEFGF{ALEIHE M8l - 4&
—EFE ] - HGFEKFGF{AATF N -

[0011] HE—EEHHM T  ZREEEHEYEERER0.01%
(W/V)ZE&J1.0% (w/v) ZHGFE(FGF - ff —EEHEHT - ZREEFEHEY)
BERERL0.08% (W/v)EEJ0.25% (w/v) ZHGFEFGF - {£—&H ] f)
T ZREEEHSYE S RERE0.1% (Ww/v) ZHGFEFGF » ff—&&
Fafl - kAR HEH e YE & RE BEI0.2% (w/v) ZHGFE(FGF -

[0012] fE—SEHEFIF - ZHGFE(FGF A8 5 — /B F R H & 1%
Bl o fE—EFHH T > & e —aE R AR —ERHET -

[0013])] HF—2EFEWH+ > HGFE & EAHSEQ ID NO: 1-275 7%
—HNZ KA o AE—EHHEH T HEHSEQID NO: LEFHIS%fF
FI— MR Z KA - AL — S E M+ - HOFE & HEASEQ ID NO: 12
EQINZIR

[0014] AR IEBEEMESY  HE S 800122 41.0%
(w/v) HGF ; " {5240 &%) 2 pHYEFF LIS 82 &J6.2 2 FEH| 5 £Y100%
43300 mM 2 BE S URENE - FfERE - LALNERE R IR S 2 BER  HIE
iR 2 SR ST ERERE] 0 O EAE 49250 mOsm/kg H,OE 49500 mOsm/kg
H.OZ 4HE YIRS ERE 5 R A b 88 2 SR E M -
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[0015]) fE—&EHAF - ZBHEEYHEEL0.05%2240.5 %
(w/v) HGF « f —SF i@l » Z B4 E Y H34£0.08% £470.25%
(w/v) HGF - ff—SgHifl+ - 2B EEYEE%0.1% (w/v) HGF - {f
—EEHAIG  ZEEEHAYEE40.2% (w/v) HGF -
 BHEY) ZpHR£J6.0
C MBS YIHEEI50£47250 mMig

ERH o AE—ELEHM T - ZEHEHEESYEEL200 mMBER - f£f—E£F
Fapl g - sz iR E B R e B RS - A — L E AT - R e R R e
e o AE—ELEAT - ZREN KR - £ —SFip+ - ZREEH 5
LI FLHERS

[0018] AE—LLE ) fIF - a% & EA| HIE B & A - /£ —
faplH - ZEER HEREEN - £ —LEHYIF - ZBEEaE a1
FXI50 mMEgEH -

[0019) HE—EEHHAIF - ZHEW 2B HEI450 mOsm/kg

[0020] fE—SEEHEfIF > BEH YA RIERITFHTH - f£—L5%
gHiplh > BRHEHCYEeF s BE ZRIFEMGR - £ L
- BEEGYEEFE BRI IR IIFHEGHE -

[0021] fE—S&EHf+ > BEHEcVESTEEHER - £—%F
Tt e 5z ST S M A B H R I AL A2 5 80 (PS80) ~ Polaxomer 188 K
Polaxomer 407 - f£—SEE @4 - FENEMEH A ILIFLEEESS0 (PS80) -
FE—EEHA T > FEIEMEEILIL0.01% £ 80.1% (W/v) ZEBFAE © f£—
g AT o FREVEERLLEY0.02% £490.8% (w/v) ZBFAE ° £ —5EE

—
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g > FRECE MR LLZ90.05% (w/v) 2 BFFAT -

[0022) ASCIRIEHEEIELIT ZKMESREEHESY  £90.1% (w/v)
HGF ; 4920 mMiERBFLE 5 49200 mME RN - Bl fFBe S0 I AL RS © &Y
0.05% (w/v)FREVEMWA] » K eZHEY 2 pHEE6.0 » Azéhe 2 2%
% 5549350 mOsm/kg H,0 -

[0023] fE—SbEgEHfIF » ZKMEBEESYESE © £0.1% (w/v)
HGF ; £J20 mM&ERBIZ 8 5 £9200 mMUE R 5 490.05% (w/v)H ILIALEE s
80 (PS80) ; HH &Y 2 pHBKI6.0 » HZMEEY 2 BB K350
mOsm/kg H,0 o

[0024] fE—SbgHifIF » ZKMEBEESYESE © £0.1% (w/v)
HGF ; 720 mM#EBEL Y 5 49200 mMAEREEL 5 £90.05% (w/v) T ILIBLER S
80 (PS80) ; HH &Y 2 pHBKI6.0 » HZMEEY 2 BB K350
mOsm/kg H,0 o

[0025]) FE—SFHMI+ - ZKMEEBEEEYEE P £90.1% (w/v)
HGF ; 4720 mMIEREEE#7 ; 29200 mMILIBLHERS 5 £90.05% (w/v) B ILRLEE
FE80 (PS80) s i ZMHAEY 2 pHELI6.0 » A GV 2 8B BE B&I350
mOsm/kg H,0 o

[0026) fE—SFHAIF - ZKLEEBEEEYEE  £90.2% (w/v)
HGF ; %920 mMFERERESR 5 49200 mM S RE « FlfeRe s (L R bR

[0027] £0.05% (w/v)FEIEMER » HFZEEY 2 pHE476.0
B4 &Y 2 2B R %450 mOsm/kg H,0 -

[0028] fE—SbEgHiflF » ZKMBEHHESYESE © £0.2% (w/v)
HGF ; £J20 mM&ERBIZ 8 5 £9200 mMUE R 5 490.05% (w/v)H ILIALEE s
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80 (PS80) ; HezH &Y 2 pH E4Y6.0 » HFZHEY) 21215 B £ %7450
mOsm/kg H,0 -

[0029] fE—LLE)mEI+ » ZAKMEBEHASYESE @ £90.2% (W/v)
HGF ; 4920 mMES L #H © 9200 mMAHRER: © £90.05% (w/v)EE LLZL S i
80 (PS80) ; HezH &Y 2 pH E4Y6.0 » HFZHEY) 21215 B £ %7450
mOsm/kg H,0 -

[0030] fE—LLEHmEI+ » ZKMEBEHASYESE © £90.2% (W/v)
HGF ; 4920 mMEREEE 7 5 49200 mMLIFLHERE 5 £90.05% (w/v) T LU L
f580 (PS80) ; HgZdH &Y < pHE%V6.0 - HZMHEY 2 2 FE B KEI450
mOsm/kg H,0 -

[0031]) fE—EEH A+ - HGFHE& EASEQ ID NO: 1-27H4 7 £
—HWNZ KA - ITE—LFifl+ - HGFE & BSEQ ID NO: 1 EH95%F7
FI—E M Z KA - fE— S E P+ » HGFE&HEASEQ ID NO: 1.2
ZIKFRA -

[0032] ARG ECTAEN A T E 2 (#5882 IR SRy 7%
iZ 7 EE S F{E S LA W E L AT BEEHEY) -

[0033) AE—SFEHIF  ZIREBEERSEE LT Z ABEER -
MeEEMmER - FFEMAEEGRE - AFEEE - iRR - MEYAEER
HEMEARESR IR EAERRX - ERAER - (LEERE - 2URE - RIS
%~ ARG - ZEN K - ROBMEEERS - 1BHT KA KL B E (Fuch's
corneal dystrophy) ~ FREEEE ~ (R fi COE (2 BFEC T 0 & HF 39 - £ —
EE A ZARE RN R AR S R AT - A —EE A o ZEREE R
ARG EEEARER - A —SEAIT - HEYHEEELE 2 EEP N

6 HEEWHREHAS)
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[0034] fE—&LF A+ - MIRBAEZESY - £ —LF
T HEYFEREEIRE - £ —SERAIT > ZE SRR
ZHREE o AL —SEHEH T - SV ARG T8 o fE—EFHEH T
HEYHRETE N

[0035]) FEASCATHEM 2 /A &Ry — L EHE I § - HGF 4

E{EHGF » fe—E&EEhEfI o - &/E{EHGF B&E{LdHGF -
[0036] FEACRATfiI 2 HABHEYH —EE A § - HGFE

%Hﬁ

il

(a)B & HSEQ ID NO: 2~ Fr BB
M 2 R B P I E — 20K 0 R &
BHZE/D80% » B HEID—E M2 AR YIRE 2K RIEFN L P
F—ZINEEHENSEQ ID NO: 27 AR 161-165 2 AR ATHLEL 5 5
(b)E,EELSEQ ID NO: 72 BrEfiE32-494 EH £ /080% » Wi {E90% —
M 2 R B P I E — 20K 0 R &
BHZE/D80% » B HEID—E M2 AR YIRE 2K RIEFN L P
F—ZIEEHERSEQ ID NO: 77 BFAR;161-165 7 BFERE VG &
(c)EZBISEQ ID NO: 8/ WA f4E32-4945H £ /080% » #i{E90%—
M 2 R B P I E — 20K 0 R &
BHZE/D80% » B HEID—E M2 AR YIRE 2K RIEFN L P
F— LA S EEFSEQ ID NO: 8 2 f#AfE161-165 7 fr A REYHLS © 5K
()EEHSEQ ID NO: 9 i EfE32-494EH £/080% > i {E90% —

ML AR YIS —ZIK 0 REEESEQ ID NO: 97k fg495-728

32-494E 5 2 /180% » Wi {E90% —

\

BISEQ ID NO: 22 B Eif£495-728

SEQ ID NO: 72 FrEEE495-728

SEQ ID NO: 8 B f£495-728

57 HEGEWHHRAD)
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BHZE/D80% » B HEID—E M2 AR YIRE 2K RIEFN L P
F—ZIEEHERSEQ ID NO: 9.7 BFARE161-165 7 BFERE YL &

(e)BEHISEQ ID NO: 107 B Efit32-494 A £ /080% » i3 {E90% —
B2 BB P IR SE — 2k REE BISEQ ID NO: 107 A #£495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
F 8 E— 2B S HIERSEQ ID NO: 107 BEEFE161-165 f B iYL
%

(2)EEHSEQ ID NO: 117 i f532-494 B % /080% » Wi{E90%—
B2 BB P IR SE — 20k 0 REE BISEQ ID NO: 117 A #£495-
T28 B H 2 /080% > Wi{E90% —EUME Z B E e P AN E — 20k > HE R E
B LB S HERSEQ ID NO: 11 2 FFHERE161-165 7 fi APk
%

(h)E£HSEQ ID NO: 127 lrELfE32-494 E A % /180% » Wi {£90%—
B2 BB P IR B — 20k REEBISEQ ID NO: 127 A f£495-
T28 B H 2 /080% > Wi{E90% —EUME Z B E e P AN E — 20k > HE R E
B LB S HIERSEQ ID NO: 127 FFHEERE161-165 7 Fi APk
%

()&
B o R B R HIRYE — 2K 0 K& BISEQ ID NO: 137 gk
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H

A

\

EISEQ ID NO: 13 7 A lE32-494 55 2/080% » w5 {£90%—

% 495-

b — L2 E S EFRSEQ ID NO: 137 A 161-165 7 fr B iE 0y 5i
%5 E
()YEEHBSEQ ID NO: 14~ B EfE32-494 EF £ /080% » 5 {£90% —

5 8 HEEWREHH)
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B AT YIRE -2k 0 RBEEBISEQ ID NO: 147 fFEH495-
T28 B H 2 /080% > Wi{E90% —EUME Z B E e P AN E — 20k > HE R E
FZE—ZNEESHIENRSEQ ID NO: 14 7 AR 161-165 7 7 B fE Ayt
%

(k)£ BISEQ ID NO: 15 7 K f32-494 B8 % /080% » if£90%—
B o R B R PIRYE — 2K 0 K& BISEQ ID NO: 157 gk
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
F e — 2B S HIERSEQ ID NO: 157 BEEFE161-165 fr AR iYL
%

()& BISEQ ID NO: 16 7 K f32-494 55 % /080% » if£90%—
B BB PRI E — %0k 0 RE & BISEQ ID NO: 167 ik
T28 B H 2 /080% > Wi{E90% —EUME Z B E e P AN E — 20k > HE R E
F 8 E— 2B S HIERSEQ ID NO: 167 BEERE161-165 f B iYL
%

(m)E-ZHBISEQ ID NO: 177 FEfE32-494 E5 %2 /080% - W {£90%
—EME BREBFIINE - 0 REEBISEQ ID NO: 177 A R495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
T E— 2SS EHERSEQ ID NO: 17 BEFE161-165 fr KL Bs iy &t
%

(n)E-EESEQ ID NO: 18 i ELfi£32-494 EAH £ /080% » Wi {E90% —
B2 BB P IR SE — 2k 0 REE BISEQ ID NO: 187 A f£495-
T28 B H 2 /080% > Wi{E90% —EUME Z B E e P AN E — 20k > HE R E
F e — 2B S HIERSEQ ID NO: 18 BEEFE161-165 f AR iy L

% 495-

% 495-

59 HEWHRHAS)
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%

(o)A ZHISEQ ID NO: 197 K f332-494 55 % /080% » if£90%—
B BRI FPYIRYE — %0k 0 REEBSEQ ID NO: 197 ik
T28 B H 2 /080% > Wi{E90% —EUME Z B E e P AN E — 20k > HE R E
T E— LA S HERSEQ ID NO: 19 FHEEE161-165 Fr B fE 0y 5t
%

(p)E & HISEQ ID NO: 207 fr & i532-494 B % /080% » Wi{E90%—
B2 R PR B — %Ik REEBISEQ ID NO: 207 A i£495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
% E—Z A S ERSEQ ID NO: 20 BEfE161-165 . fr ELBs iy &t
%

(Q)EEHSEQ ID NO: 21 7 frE532-494 B % /080% » Wi{E90%—
B2 B BB P IR B — 20k REEBISEQ ID NO: 217 A #£495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
B LB S HERSEQ ID NO: 21 2 FFHEERE161-165 7 Fi APk
%

(r)E & HBISEQ ID NO: 22 i EfiE32-494 EAH £ /080% » Wi {E90% —
B2 BB P IR B — 2k REE BISEQ ID NO: 227 A f£495-
T28 B H 2 /080% > Wi{E90% —EUME Z B E e P AN E — 20k > HE R E
B LB S HERSEQ ID NO: 227 A EE161-165 7 Fi AP Ak
%

(sVESBSEQ ID NO: 23 B ELfE32-494 B %2 /080% » Wi {£90% —
B2 BB P IR SE — 2k REE BISEQ ID NO: 237 A f£495-

% 495-

5 10 HEEHIEREIE)
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T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
P E—ZILESHENRSEQ ID NO: 23 7 FrEEE161-165 7 i ELFE Ay Bt
%K

()EEBISEQ ID NO: 24 7 A f#32-494 5 F 2 /080% » #{£90%—
B AR T YIAE —2 0K 0 R EEBSEQ ID NO: 24 B [£495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
FE2E— S INEEHIERSEQ ID NO: 24 7 BFEIZ161-165 7 fi A BR Y ik
%K

(u) YELZHISEQ ID NO: 25 7 FEf432-494 HF £/080% » #:{£90%
—H M HEBFIINE -2 REEBSEQ ID NO: 257 A E;495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
P E—ZILESEHENRSEQ ID NO: 257 FrEEE161-165 7 i ELfE Ay Bt
%K

(V)E & HFSEQ ID NO: 26 ~ i E:f£32-494 57 £/080% » B {£90%—
B2 AR TR E — 20K ;0 R EEBSEQ ID NO: 262 B [i%495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
% E— S A S HERSEQ ID NO: 267 BrAEFE161-165 7 R ELBa i &
%K

(WHEZESEQ ID NO: 27 7 FFARE32-494 577 £ /080% » #{#90%
—H M HEBFIINE -2 REEBSEQ ID NO: 27 7 A E;495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
F137 8 — 2 E S EEN SEQ ID NO: 27 7 I E:fiE161-165 .7 fr kL fa i i
5’5 o

AY

AY

11 HEETEREE)
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[0037]) FEASCRATfI 2 HABHEYHI — S E I § - HGFE

il

(a)E & HENSEQ ID NO: 2 B[ 32-494 7 i Bl 5 51| S % B
EBEFFHIHRE— 2L 0 REEHIERSEQ ID NO: 27 i EE£495-728
o R EW VI B 3 R B R VAR AT 38 ik > R L Pz — 2K
ZHIEFSEQ ID NO: 2 7 fF B 161-165 7 A FL AT § B¢

(b)) & EFSEQ ID NO: 7.2 R f32-494 7 R £ 75 5 i % B
EBEFFHIHR S — 2K 0 REEHIERSEQ ID NO: 77 FEE£495-728
o R EW VI B 3 R B R VAR AT 38 ik > R L Pz — 2K
BEEENSEQ ID NO: 72 B AR 161-165 7 AL ATEEK § 5

(c)VEE&EEFSEQ ID NO: 8. R fi32-494 7 R £l 75 5 % B
EBEFFHIHRAE— 2 0 REEHIERSEQ ID NO: 87 i E#£495-728
o R EW VI B 3 R B R VAR AT 38 ik > R L Pz — 2K
BEHEFSEQ ID NO: 8 2 fr AL 161-165 7 fr A FLHIGRE 5 B

()& HEHSEQ ID NO: 9. R f532-494 7 R £ 751 5 % B
EBEFFHIHRE— 2K 0 REEHIERSEQ ID NO: 97 i EE£495-728
o R EW VI B 3 R B R VAR AT 38 ik > R L Pz — 2K
BEHEFSEQ ID NO: 9 7 frE L 161-165 7 fr A FLHIGRE 5 B

(e)E E ¥ FEFSEQ ID NO: 1027 R H [ 32-494 ~ fi B 7 51 50 i #%
R ELBE P FIAH Y EE— 2k B & HIEFRSEQ ID NO: 107 A B%495-
728 7 R il P A S s B A BE P S AH R B8 2k > B H ez s —
ZIKE & HIERSEQ ID NO: 107 FFEBE161-165 7 Fr AL HIERA 5 B

(2)EL & ¥ ENSEQ ID NO: 11 2B f32-494 2 Fe KB 7 51 5 %

(@

5 12 HEETEREE)
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W BB PP YIGHRCEY S — 2K B EHENSEQ ID NO: 11 2 fEE£495-
728 2 R B P A B e B P TRV 88 — Bk - B & E—
ZIKEEHENSEQ ID NO: 11 2 FFA I 161-165 2 B BEEHIGA K © BL

(h) L& HEFSEQ ID NO: 12~ i B f32-494 7 i A 5 51 3¢ i a% B
EBFHIHRIE — 2 0 REEHENSEQ ID NO: 127 F# A #£495-728
7 R B RE FEB B i % B R e A AR Y 38 2 Bk BN P — 2k
BEHERSEQ ID NO: 127 A RE161-165 2 Fr AR AIHEK 5 B

i) & EEFSEQ ID NO: 13 7 B 32-494 7 i H i [ 51| 55 % e
EBFIIEKIE —ZI REEHERSEQ ID NO: 137 FFHE#495-
728 2 R B P A B e B P TRV 88 — Bk - B & E—
ZIKE & HEFRSEQ ID NO: 13 7 FFEBE161-165 7 Fr AL HIGRA 5 B

()EEZHIEFRSEQID NO: 14 2 R K {532-494 7 Fr Bl 7 51| 5 % B
EBFIIEKIE —Z ) REEHERSEQ ID NO: 147 FFE#£495-
728 2 R B P A B e B P TRV 88 — Bk - B & E—
ZIKEEHENSEQ ID NO: 14 2 FF AL 161-165 2 B B EEHYGA K 5 BL

(k)& EHEFSEQ ID NO: 157 i £l 32-494 7 R B i Fr 51| 5 i 2% e
EBFHIHRIE — 2 0 REEHENSEQ ID NO: 157 f# A #£495-728
7 R B RE FEB B i % B R e A AR Y 38 2 Bk BN P — 2k
BEHERSEQ ID NO: 15 7 AR 161-165 2 Fr AR ATHEK 5 B¢

() EEHEFSEQ ID NO: 16 7 fF £ 32-494 7 g e i 77 51| 5 F % e
EBFIIEKIE —ZI REEHERSEQ ID NO: 167 fFE#495-
728 2 R B P A B e B P TRV 88 — Bk - B & E—
ZIKE & HIEFRSEQ ID NO: 16 7 FFEBE161-165 7 FF AL HIERA 5 B

5 13 HEETIEREIE)
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(m) & ¥ FEFSEQ ID NO: 17 2 R B f%32-494 2 g B g i 51 5 A %
R B BE P AIAHRCEY S — 2k 0 REEHENSEQ ID NO: 177 FFAEZ495-
728 2 R BB P S 2 B A BR P AR R B8 2k > RN x5 —
KA & HERSEQ ID NO: 17 7 R % 161-165 7 FEE L AIHRA © B

(n) L& HHEFSEQ ID NO: 18 7 i B {5 32-494 i A 5 51 3¢ i a% B
EBEFPYIHREVE — 2L RESHERSEQ ID NO: 187 f# A f£495-728
> W EW Y Bk i s B B R VAR 38 Bk > R PR — 2K
BEHERSEQ ID NO: 187 ARz 161-165 2 FEEERAYERK 5

(o)EL & HHEFSEQ ID NO: 19 i B {4 32-494 i A 5 51 5 i a% B
EBEFP YR EVE — 2L RESHEFRSEQ ID NO: 197 F# & f£495-728
W B P 5 B i B A B P 1 4H AT 3B B K SR A TR E —Z K
BEHERSEQ ID NO: 197 i ARz161-165 7 FEEFRAYERK 5

(p)EL & HHEFSEQ ID NO: 20 i B {5 32-494 7 i A 5 51 5 i % B
EEEFPYIHREVE— 2L RESHERSEQ ID NO: 207 f# & f£495-728
> W EW Y Bk i s B B R VAR 38 Bk > R PR — 2K
BEHERSEQ ID NO: 207 FF AR 161-165 2 FEEERAYERK 5

(Q)EL & HEFSEQ ID NO: 21 7 i H i 32-494 7 fie Be e I 51| 5 b 5%
EEEFP YR EVE— 2L RESHERSEQ ID NO: 217 f# A f£495-728
> W EW Y Bk i s B B R VAR 38 Bk > R PR — 2K
BEHENSEQ ID NO: 21 7 AR 161-165 2 FEEFRAYERK 5

(N EEZHEFRSEQ ID NO: 22 7 f Al 32-494 7 i B BE Iy 51| 50 HH 5%
EWFIIHRAIE — 2 RESHIERSEQ ID NO: 227 A #£495-
728 2 R AL P A B sz e A BE P S IAH RV 6 2 K - RN e —

5 14 HEETIEREE)
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ZIKEEHENSEQ ID NO: 22 2 FF AL 161-165 2 B B EEHYGA K © BL

(s)E & B EFSEQ ID NO: 23 7 f B % 32-494 7 it H [ [ 51| 5 i % e
EBFIIEKIE —ZI REEHERSEQ ID NO: 23 7 fFHE#495-
728 2 R B P A B e B P TRV 88 — Bk - B & E—
ZIKE & HIEFRSEQ ID NO: 23 7 BFEBE161-165 7 Fr B L HUGRA 5 B

(O EZHEFSEQ ID NO: 24 7 R K {432-494 7 F B 7 51| 5 FH % B
EBFIIEKIE —ZK 0 REEHERSEQ ID NO: 24 7 i E#£495-
728 2 R B P A B e B P TRV 88 — Bk - B & E—
ZIKE S HENSEQ ID NO: 24 2 AL 161-165 2 B BEEHYGA K © BL

(u)f & EHEFSEQ ID NO: 25 7 i £ 32-494 7 R B % P 51 5 i 2 e
EB P AR E — 20 0 REEHENSEQ ID NO: 257 f# A f£495-728
7 R B RE FEB B i % B R e A AR Y 38 2 Bk BN P — 2k
BEHERSEQ ID NO: 25 7 AR 161-165 2 Fr AL AIHL K 5 B¢

(V)& EHEFSEQ ID NO: 26 . i £ 32-494 7 R B i Fr 51| 5 % e
EBFHIHRIE — 2 0 REEHENSEQ ID NO: 26 f# A f£495-728
7 R B RE FEB B i % B R e A AR Y 38 2 Bk BN P — 2k
BEHERSEQ ID NO: 26 2 AR 161-165 2 Fr AR AIHE K 5 B

(W)YE & HEFSEQ ID NO: 277 A fE32-494 7 7 £L % 7 51 3¢ i %
R EEE P FIAHRIVEE — 20k 0 RESHIERSEQ ID NO: 27 f# A #£495-
728 2 R B P A B e B P TRV 88 — Bk - B & E—
ZINE & HERSEQ ID NO: 27 7 FEEB£161-165 7 FF B L AU GRE

[0038) (A SCATI ~ /7 A SAA G — S g ha ] o
ALEL&SEQ ID NO: 36 2 R H b 7 5 Stz e A B P HI4ERE - B3R5

gi&t
5°d$

—%
=%

5 15 HEETIERBIE)
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KB & SEQ ID NO: 37 7 i B Fr 51 B 1 4 R B 1 e 51 4H B -

[0039]) FEASCATHEM 2 /i ABEH ey — S E R AT - &
AR 52 Nl g 2 B2 R L s e el 72 % -

[0040] FEASCRTHiM 2/ ABEH Y — S E
IREREZ 55 2 IR {3kE T — B2 (16 it §8 2 92

[0041] FEASCATHEH 2 FABEH eIy — S E AT - 2% HGFAE
555 & £c-MET K /B0E (b BRI+ < MAPKE&{E -

GEEEGH D

[0042] M1 &FH/DEAME HEEUR 2B 7 BV ESCEMEE R
B LARHE FTR B3R ZABE M i o (HEE ST EHTUI-1 ORFE &R 111
MEEH - BEEEE)H LIRS AR W& T i o EHIRPBS) R 28
FESHIREPERZ0.1% dHGF (SEQ ID. NO. 1) Z BRBF fHEC fE 36 U 78 4 S (K
TUJ- 1 (B ) © DAPLA {FH#E Z R LIZE W A dfg i -

[0043] ME2. f£/NEAEEREERKESENXT Z AR S 2 F it k&
HFAPBS (#EH¥HE) ~ 0.1%2¢0.2% dHGF ~ 0.1% mNGFE(0.1% mHGF}Z
M REBCERLCZHYIEERE FAGHRE T -

[0044] ME3A. /B REEKIRGHE L T TR 57 RIF&PBS
(£fH&) ~ 0.1% dHGF=0.2% dHGFERH ~ 8¥) /A R+ 80 2 P E R
HiE(LME R BEADB =S BRI -

[0045] ME3B. {e/)ER AR GIE R T AL Filc 18 557 K5 4&PBS
(EfH5) ~ 0.1% mNGF=0.1% mHGFaH ~ 89 & e L o B 2 P8 7E
REBCAERBEMS RS G -

[0046] 4. £/ EABERBKEGHEL DT LPBS (HIE) - dHGF

EE

N
5”??
Ny

=
=
_E_.
gi&t
5“?%
W

5 16 HEEHIEREIE)
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(0.1%}20.2%) ~ mHGF k. mNGFRH ~ /Y E8 R 2 FE21 R 2V H
tb ~ SRR AR 72 (SEM) R R B /) < 48 5T B -

[0047]) 5. i/ NEAEKBRELPSEE & 2 Al R EA & PBS
(#88) ~ dHGF (0.1% }20.2%) B mNGF iz B 7 8 %) 11 55 9 K HYJE IR K/
((M=sg=vit
[&Fiti /=]

[0048]

BRELXR

AHFEEITR22FESHAI4HHF L EZBHESTENHF LS
63/188,8165% 2 a5 - LA FHFEE Z 2 NELISIH Z A ALR L H -

[0049]

FF3lR

AHFEGHCEF HAMER/H R " Sequence_Listing.txt. ; 2
ASCIHIEAE E R AW A& » 202245 H 10 H 12 Z ASCILIE SCHE 5
Y R/NEs 171 L Je4H o ASCILIESCAE ZE o 2 MRt A & 305 [ - B9 5 = BF A
ACH o

[0050)] fE—SEEifIF » AFHRMEIERUHANAFTE L R
AR BB AR (N 7% - Z 5B & mZ ARSI HEE &R
+ (HGF) 50 4 4t RR 4 AR 4 & [N+ (FGF) ©

[0051] fHa%7E 2 1/ AR 3k (B0 AUt - 1 &0 B M /g RS 488 (NKD)
By i ¥ = X s H oy 7 B G B2 B RV IR R E 5 e 2 A AV B AL R
iR A B RURI I B < R D B R RV ST R R o AR SRR o il
rg DR TRIR L BT RIE L TR R iR 2 BB HSBE

5 17 HEEHIERBE)
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AFIRBEERINF 2 —F - B = XMESRH T 2 BERTE R
W B LA o B AR S B IR S R~ MR 18 HEIGIR P oK
EAEEEE) - REFi@ua NEF0 - MEBE - L Filr R A=k
Fifr) ~ HAoth = B MERERGEORERIE ~ BE -~ REEE R RE) - R
b2 = R - BNk - BEHACE - AR SR B Y E K EVIE S
ARG IS Y Y BRI S e AV 56 T (&S s » NKZ HoAth JR RBL 5 35 R
(5408 5L 5 B B2 B #1 - Goldenhar-GorlinfEEEF - BEEBERE T
AR ERIIL ~ IVECVAY ~ i EE AN B RS8N 7 RgTIb) ~ {H R 5
L 229 (540 fe B0 B-FHER & ~ J& B0 IR A8 [ B2 £ 3% 32 (NS AID) ~ & & ik B 1)
FEABRIPIRE (B3 &2 AOkada% A, & E20) -

[0052] NKHE[IRIBEA M 2 A M E RAF
(HGF) R /e 4 R A 4= R IR+ (FGF) 2K VG IR EC TR -

[0053] HGF (#%0 » UniProt IDEEP142105%)) F L H & g B 1%
B E P RIS S aS B R 2 F ARG TE R - PR A KIME
ARk HIEMBEESBE MK ASETE KAIERE T E T EZFEMEY
cMet gl fle XK - HGF By & & DL W {8 i B — S i g i Bt 2 R E LAY Y
84 kDaZEHE @ RE T FE K69 kDaZa-KE LR 7+ 8 R34 kDaz
B-REIT -

[0054] HGF#E A S AL (Ha0 - 84 B A R B g Al i) 1F
Ry T2 8 Her BB ~ AUHGF 7 F 4 - Ho A i 1-3 1 {6l e B B8 5 5 S HE 1 70
{g# 3, 7 %1 (Matsumoto and Nakamura » in Encyclopedia of Endocrine
Diseases, Elsevier, 2004, 436-442) o FTHGF .2 — &k i £ i F2 51 40 8% 1k

= 8 (K) 3 2 18k 45 #% (SigurdardottirZ A ., 2015, Chem. Sci., 6:6147-

5 18 HEEHIEREE)
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6157) « WA HFH - "= ) MGHEEENK=R - “HRESHR%
Ak 43 M %1 (Simonneau A ., 2015, Chem. Sci., 6:2110- 2121) - =IBI7F
ENZEZIT > BIEREAITA - MREMEFXII - S4EE QAR
KHGF - #4f% " =8 ) (T4 8 H S EBE ORI Ay a4 oo ke o B
o CHBENEEOE  BERGREZENECHEEER - £ LEHEY
o REHZZRERH 2D —EZRE -

[0055]) TEopnEfFPIRE 2 % - fEATHGF Z 5 MU = 3R Bl Clii 4%
Rz B - 25 1 B (5] M (SPH) d . REFHY B 2B 13 B B i 5 (R494-V495) B 7 B8 [
KR 7y RS BB EE TE(LHGF » B 0 We iR SR (i 25 5 77 IR 8 2 R A B
(B0 - B Rl SOMB %) < 1R UK » (20 (LRF » HGF&E G £ AVE(RHZ
B2 > cMet (JRE BsMETES R BE 3 G) » HS AR BR BB (L - B — 2 EIH
ZFE TR o F 2 S R B RN B IR R A Y)E M 2 J8E - LERR AR
BEM: 4 Ef2 % (Nakamura, T., 1991, Prog. Growth Factor Res., 3:67-85;
Bottaro A., 1991, Science 251:802-804) - HGF J% H 2 #& cMet g F I
A E R AR - EEANE - A RCRIEF  REEBREEET  HAER
& 1 HGF 2 & & 1% 51 B 49 500 pg/mL(Wilson % A ., 1993, Invest.
Ophthalmol. Vis. Sci., 34:2544-2561; Li% A ., 1996, Invest. Ophthalmol.
Vis. Sci., 37:727-739) o

[0056] FHHGF mRNAER#EeE A & (AMPf#25 AT HGFRY /< 18
R Z BTGRP T ARy - Hp R E R S E A (FISEQ
ID NO: 2) %2 (fl#1SEQ ID NO: 3) (Bottaro A., 1991, Science, 251:802-
804; Chan® A., 1991, Science, 254:1382-1385; Lokker and Godowski,

1992, EMBO J., 11:2503-2510; Cioce %% A ., 1996, J. Biol. Chem.,

5 19 HEEHEREE)
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271:13110-13115) - WUASCHER - flase " FE R (ki8R EBHGF 2
mRNAFH& 58 V& M E A ESE - FYA 1 mRNAEERY) 46T K
RHGFERFPA - HAE S 728k A EE - 55 F EHGF[E )4 i [F 1)
A2 7 mRN A §EY) 415 - 52 mRNAB g1 Y B0 F o) 2 1 g Yk = 2 (i
3" SMNEFEEEIVNETF - HEHE2 mRNAE YIRS HGFE 8 f
=200 R A B R A - HAHENE DA 1 HOGF&E 0B L E — =R 2 (R E
B (MiyazawaZi A., 1991, Eur. J. Biochem., 197:15-22) - [53;%I3 mRNA
sk hk = FEAERFE R 2 EAN RS R B HESE Sk R 2
F—=IRBNLE161-165 A5 " SFLPS | 2 723 {[ fi = B 58 5L (]
41 > SEQ ID NO: 1)AJHGFZE 52 (RubinZ A ., 1991, Proc. Natl. Acad.
Sci., 88:415-419) - [E %4 HGFZE GE (fl40 > SEQ ID NO: 4) 5@ &%
B 1-296 /Ny Hop e Bl Fr FE E R 2R 55 — =83 (Chan%s A .,
1991, Science, 254:1382-1385) - [G1jAI5 HGFEH'E (#4 » SEQ ID NO:
SYELE A WAL E T E3 HGF 2 58 £ 161-165 (SFLPS) > 204 M 2L 19 [E 1)
#12 HGFZE [4'EE PL(Rubin A ., 1991, Proc. Natl. Acad. Sci., 88: 415-
419) - FEZhAl6 HGFE HE (JrfH A NKD)(#I40 - SEQ ID NO: 6) &M A
HGF[E 1) 8 7 /NHY & B & 2104 B B B (Cioce % A ., 1996, J. Bio.
Chem., 271:13110-13115) o

[0057)] HGFr £ & KREEFE I CHE RS £cMet » EER
AR RN E R R E O EEAEGERN » HEERE
2 N HGF 7 1§ 2 2} = ] (Masumoto and Yamamoto, 1991, Biochem.
Biophys. Res. Commun., 174:90-95; Montesano§ A., 1998, Cell Growth

Differ., 9:355-365; SakataZg A., 1997, J. Biol. Chem., 272:9457-9463;

5 20 HEEHIEREIE)

(C247283PA docx

111118098 FEHESE A0202 1113232320-0



202310868

Stahl% A ., 1997, Biochem. J., 326:763-772) - B ZR[ETNEI 1 K3 FEAT
R494- VAOSEREAE O KT HUBT[EFEYEEN - BEME DR
24~ 5K6FEFHRA4-VAISHIFRALEL - HNE » ISP BHE
YIEMERRER o A0 - BAVEEE D2 ~ 4 - SRO—ME R e REYIAI R
3EEY)IA R (StahlZE A ., 1997; MontesanoZf A ., 1998; H F ) -

[0058]) &k BRAAE A= RN T (FGF) Byl & )z i [B < W)l 2 (B
EEBEHNAREMAETERE - ABIFGFRERIE22{EKE © FGFI
FGF2 - FGF3 (INT2) - FGF4 - FGF5 - FGF6 - FGF7 (KGF) - FGF8
(AIGF) - FGF9 -~ FGF10 - FGF11 - FGF12 - FGF13 - FGF14 - FGFI16 -
FGF17 - FGF18 - FGF19 ~ FGF20 - FGF21 - FGF22 F;FGF23 o

[0059) FGF&h&h& FoE (b4 B 4 & A+~ #8 (FGFR) 3% ##
HAYERER - &E(LFGFRIE ML B 288 L MBS E & 7 B &S & 2 b
e ALBS HE B 2 FF R 0 AR B RS RF SEAHRE - RS e R
MRS E o ASHAFGFRR IR G G4 K & + FGFR1 ~ FGFR2 ~ FGFR3 }%
FGFR4 -

[0060] fEF—L&jEfI+ » HGF A fESEQ ID NO: 1-27/1 7 {f—
B MEREFY - AR ERHSEFEIICRRD - HERSEQ ID NO: 12
BRI 1-31 2 BRI K - fE— S EHif+ - HGF A &SEQ ID NO:
15(SEQ ID NO: 2 2R Y] » BA A BHAIERYIRED > HER
SEQ ID NO: 1E(SEQ ID NO: 27 FEEE1-31 2 B A BRI LK « 1 — 4 E
Wi fl# - HGF A &SEQ ID NO: 1 Z A Y] - BHECFEAHAGEF
FIIRED » HHEFSEQ ID NO: 1 7 fFEEE1-31 2 FEEFBIZ AL - 1 —E
Wi fl# - HGFH&SEQ ID NO: 2 2 A P » BHECR BA MG F

5 21 HEETIEREIE)
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FIIRED » HHEFSEQ ID NO: 27 Fr AL 1-31 2 FE EEORIZ AR « (1 —E
JEflH - HGFRH &SEQ ID NO. 15SEQ ID NO. 2 &E (b A fe B g
FPHlEy 2k - fiisE " BT R L (5 L HHGFZ B SR 71 (Fil a0
SEQ ID NO: 1ESEQ ID NO: 27 F#Efg1-31) 2 5 H 3% H {£SEQ 1D
NO:12R489E1V490. 7 B ESEQ ID NO:2.2 R494E1V495 7 BAZUfE DL
FXHGF 2 i g i HE Y ol J B - A& — S M o > N A BR (B 40 -
SEQ ID NO: 15(SEQ ID NO: 2. B 32) B UL IS UEFH 2 1% - 640 i af sk
Al RS « fE— 8L F i Fl+ » K% 2 % Ik L HGF Al BB 82 (pro-
HGE) A EAE » HHSEQ ID NO: 1.2R48981V490 BESEQ ID NO: 2
ZRA94AFZVA95 YK 58 K 5o B Ry o AE—ELF e o - AFHH 2 2 fLH]
F5H{ESEQ ID NO: 122 R489 % VA9OR %A >~ A {ESEQ ID NO: 2
pro-HGFZ&E [HE GRS N 2 R494 & V495 i B Be 78 A 7 AV IR & 1 B ik L A%
fir BEAY B H KR R L BOE PR - E—SEREAIH - REH LI
F5H{ESEQ ID NO: 12 R489 % VA90OR %A >~ A {ESEQ ID NO: 2
pro-HGFZE [ E /GRS 2 R494 K V495 i BB 78 A 7 RV IR & 1 B ik L A%
fir B Y 8 K g oy R RO TP = - E— SR E A+ - HGFAAE &SEQ
ID NO:1 pro-HGFE 0'H Z &M 32-723 2 AR F IR Z AL - fE—LF
FEBIH » HGF & &SEQ ID NO: 140G (LEHE 2 e A lL32-723 7 B
B FeHIEY 20k « fE—EF B+ - HGF R A &SEQ ID NO:2 pro-HGF&EH
B2 W B 32-728 2 R BB P PN 2 Ik « A — & F il § - HGF K E &
SEQ ID NO: 2&0E (L E 0 E 2 M EIE32-728 2 B B 7 5 2K -
[0061) FE—SLEHif+ » HGF &M ESEQ ID NO: 3 ~ 4 ~ 556~
MR Y - AN BARSRFEAI(FIM - $ERSEQ ID NO: 3 -4 -5

5 22 HEEYIEREIE)
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62 FEE IR 1-31 2 FF B F )R 2Bk -

[0062) FEF—EE W+ » HGF &S SEQ ID NO: 1 ~ SEQ ID
NO: 2~ SEQ ID NO: 3 ~ SEQ ID NO: 4 - SEQ ID NO: 55SEQ ID NO: 6
< ZINEBREG BRI BEAMBERICRE - HERSEQ ID NO: 1 -
SEQ ID NO: 2 ~ SEQ ID NO: 3 -~ SEQ ID NO: 4 » SEQ ID NO: 55SEQ
ID NO: 6 BBl 1-31 2 B BRI Z IR - AN » flosE " B R
Be ) BfE MBS -2 A E 2 AR MEmiSaz 2 I i 2
ZE G Ry — BB B B B AU ~ ShREE A » L —EF M+ - HGF
f148SEQ ID NO:1 ~ SEQ ID NO: 25{SEQ ID NO:6 &5 & /190% 51—
BV 2 ER Y - BASABARFEFIICRE - HEFSEQ ID NO:
1 ~ SEQ ID NO: 2= SEQ ID NO: 6 7Rz 1-31 2 B EEI)AT Lk - fE—
B (] > HGF &4 BISEQ ID NO:1 ~ SEQ ID NO: 25{SEQ ID NO:6
B/ 2DS%H— 8 < AR Y] - BEAECAEA S5 FIICRED
#iE N SEQ ID NO: 1 ~ SEQ ID NO: 25¢SEQ ID NO: 6.7 f#£:f51-317
BEENZIE - £ —LEEf+ - HGF B H & B SEQ ID NO:1 ~ SEQ ID
NO: 2E(SEQ ID NO:6 55 £/D98% 7l — 2 < e BB P51 - BAH AR
BAGEFEYI(IRRD - ¥EFSEQ ID NO: 1 ~ SEQ ID NO: 28(SEQ ID NO:
6.2 M AL 1-31 2 B A B Z K - E— L E i+ - HGF & BISEQ
ID NO:1 ~ SEQ ID NO: 28(SEQ ID NO:6 E.H £ /099% 3| — 2 M 2 fF &
§e A > ELA ECR B SRS (RED > B EFSEQ ID NO: 1 ~ SEQ ID
NO: 25(SEQ ID NO: 6 ~ BB 1-31 2 f BRI 2 1K - A2 — L E i+ -
ZHGFE RG] (1) 45 & 2 c-MET K/50(2)JE(L F R R (fla0 - AFAAERE
[ EZ JHAED) § 2 MAPKEE K -

5 23 HEEHIEREE)
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[0063] H—L&EHAF - ZHCGFHE &4 £ AHGFE 1 2
R EBE A (B0 > SEQ ID NO: 2)i1 2 Z€88 » (LI E62 ~ 64 ~ 77 ~ 95 »
125 ~ 127 ~ 130 ~ 132 ~ 137 ~ 142 ~ 148 ~ 154 ~ 170 ~ 173 %1935 7 —5{
% b BB BN EA (B4 - ¥EFSEQ ID NO: 2.7 A fg1-31
RO IR - AE—SE AT - BFAAHGFE A3 (fi40 - SEQ ID
NO: N ZHLr B AE RS - A —SHHEMF > HCFAE S MR
R2P RN BB PPt 2 ZEBHY SR - R RR2P AR ZZEEHEM
HE T EIERA ST R ZHGFZ ik -

5 24 HEEYIEREIE)
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R1. HGFR R T 7 FF5ZEs.
SEQ ID NO: 2 5874 - (E2kH B EAIPH 2 2 B ERHYSEQ ID NO: 7-1657 » ZEAS R R or i B A= T HGFREAE

SEQID [EzhH%! bp AA 28 30 33 37 38 42 44 48 58 62 64 65 75 77 82 95
NO
2 | Y E R N T F K T K K \" N T N F Q
7 | 15 12 R E A S R
8 | 21 15 E A I R
9 | 16 14 E A S R
10 | 18 15 K G E A D S
11 | 19 15 A R E A S R
12 | 20 15 E A S R
13 | 16 13 E A I
14 | 28 20 D A C R E A S R
15 | 14 12 G E S R
16 1 17 15 H E A S R
SEQ ID 96 98 101 123 125 127 130 132 135 137 142 148 154 168 170 173 181 190 193
NO
2 C W F D I N I K S K I K S R K Q R F N
7 D R A E R Y D
8 \" T \" N R T A E R Y D
9 D \" N R E A E R Y D
10 D \" N R \" E R Y D
11 D \" N R E E W Y D
12 T \" N R E A Q E R Y D
13 A D R N R E E R Y D
14 R R T \" N R T A E R W D
15 D R R A E R Y D
16 T \ N R T A E R Y D
bp : e EHEE ZEH
AA I ERZEEHH
525 HEEYRAE)
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2. HGFB R T > 5558, , \
SEQ ID NO: 2 587470 - {8 2 [ BF A AU H1 7 22 BUERHASEQ ID NO: 17-275 » ZEA&F5 {64 B £ AUHGFF 2% -

SEQ  [Az#Y  bp AA 30 33 46 58 62 64 65 75 77 78 79 95 101
ID NO

2 1 E R A K K Y% N T N K G Q F
17 1 17 13 E A S R

18 1 16 11 E A R

19 1 20 17 \Y% E A S R V
20 1 18 13 E A S R

21 1 17 13 R E A S R R

22 1 21 16 E A S R R R

23 1 16 14 E A S R

24 1 14 9 D R

25 1 24 16 G R E A S R

26 1 21 15 K R E I R

27 1 14 12 G E S R

SEQ 112 123 127 130 132 135 137 142 148 154 166 170 173 181 190 193
ID NO
2 F D N I K S K I K S S K Q R F N
17 D N R \Y% A E R Y D
18 D \Y% N R E R Y D
19 S D \Y% N R T A E R Y D
20 D \Y% N R E R W Y D
21 D N R E R Y D
22 D R \Y% E A N E R Y D
23 D \Y% N R E A E R Y D
24 D N R E R Y D
25 A D R N R A E R Y D
26 A D R N R A E R Y D
27 D N R A E R Y D
bp © EEF 7 X B H
AA A ZE S H
55 26 H(#HHRAAE)
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[0064] ff—LEHHIH - HGF A H &2 H HSEQ ID NO: 7-274f
P B BERFS > BEASABERHAEFFIEIWN - $#ERSEQ ID NO:
7-27 2 RE R 1-31 2 B EROW K - fE— S E G - HGF & HZEE H
SEQ ID NO: 7-274Hpk ~ Bt 2 R Bl 51 » BAECR A SRSR 50 (F1m
HHEFSEQ ID NO: 7-27 2 BB 1-31 2 f AR 4H BT 2 Bk -

[0065] FE—iEE i+ - FGF A E &SEQ ID NO: 287 fr AW fr
FIBIZ L « HE—EF i+ - FGFASEQ ID NO: 287 % ik 2Ag - {1—
LB W] T > FGF&M&BISEQ ID NO: 28 HE/190% ~ £/095% -~ &
DI8BE % 1 99% Fp HI| — B R BB P HIAY 2 Ik« A — 22 E il - 4
P AEBIFGF - FGFS: RAG R B WY i1 2 28 B /KRR E 1

[0066] & —ScEhGE {4 - FGF ALz E28 ~ 40 ~ 47 ~ 935131
Z—HEEREEHAEIFGFE A (FIXISEQ ID NO: 28)  f Bz Fr 71|
JEEBZRK o LB 28 ~ 40 ~ 47 ~ 9313 1R 2 ZE B EIAH & W BIERA
g 2 FGF % ik -

[0067] 7t —SF G+ - FGFIZREB R &2V —[EEHMHIUT
H B BERYRE AL BE BL Y ¢ D28N ~ Q40P - S47I ~ H93G ~ L131R &
LI31K « fE—SF i fl+ » FGF1 2 R a S AR ALI3IR « ff—i&

T4 - FGF1# Riga S AR IALI3IK -« £ —SgFmpdh » &2
e E e AERAUD28N KLI3IR (40 » SEQ ID NO: 29) - {f —EL &

piepy > 2 EG A S AR I{ID28N K LI31K - fE—EFHEHItf - 225G
& M BB ALAQ40P ~ S47T1KHI3G (#1401 > SEQ ID NO: 30) - fE—5&H
HEB e > 2 EASE S AR HU{TQ40P ~ S471 » HO3GKLI3IR - ff—&H
HEB > 2R E S AR IQ40P ~ S471 » HO3G K L131K - ff—&H

5 27 HEEHIEREIE)
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FEB o o 2 RS f S R AR HUCD28N ~ Q40P ~ S471 ~ H93G K L131R (f
70 > SEQ ID NO: 31) » fr—EE&E)fld - BEBE S AR IID28N -
Q40P ~ S471 ~ H93G KX L131K » fF—EEEH|4 » FGFI1 & 288~ a2 %
B R HUXLI31A -

[0068] #—LL&EEfI$ - FGFRyE &8 HHSEQ ID NO: 29-334f
PR BEZ M AR IR Z K » A — S E R f4 - FGF R H 7 8 5 HSEQ
ID NO: 29-3338Hpk < B & g B Fr AR 2 IR -

[0069]) AR Z 2R (H140 - HGFZ Ik ~ FGF % fik) o] 5 B4
BTG o AE—EE AT - #HGFASEQ ID NO: 1-27TH 2 F—& 2%
IRECH: 2 k2 RAgay L E R (B AR BRI - #HER
SEQ ID NO: 1-27 Z AW 1-31 Z B BL)) - (£ —SLEHFI+ - FGF &
SEQ ID NO: 29-33f Z E—F Z Z R H LR B ZGay L {E TR -
HGFE(FGFZ ik Z EH TR AR MRS 2 RM ARG B0 - R E
REEARFE)TRIESEQ ID NO: 1-27 ZHGFZ RFH s KB RS 2 —F&
BE > ME—EEAREBERES Z Nl EREREFIEREAE
o FTRIA RG0SR Y242 - HGF % ik B 38 54X R I FGF % L BE g8 ]
QE AL &85 A Bt B B 78 B 2 eI P ol Wi B 1 555 28— K (2 AP A0 LiusE
A., 2014, FEBS Letters, 588:4831-4837; Jones I1Z£ A ., 2011, Proc. Natl.
Acad. Sci., 108:13035-13040 ; K USSN 15/365,514) -

[0070] FfE—SiF0 T - AT 2 HGF % ik & — 2 % ([ a2
‘REH > BIE@ILATf 2 —KEHE

REPERE (VAR g
(BB 32 ML I I el £ 1
TR 70596

TR 7484

M 1285206

5 28 HEHIEREIE)
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REPERHE (VAR fEat

M 149189

R 177201

TR 2115288

TR 232271

R 2605283

FEEAL 294 N (GIcNAc...) (&Y KA Bl
TR 305383

TR 3265365

T g 3545377

TR 391469

FEEAL A02 N (GIcNAc...) (B &Y KA Bl
R 4125452

R 140464

FEEAL 476 OZFE(GalNAc.. ) &RHEER

M 487604 SR ({E o e P 7 )

TR 5195535

FEEAL 566 N (GIcNAc...) (B &Y KA Bl
TR 612679

TR 642658

FEEAL 653 N (GIcNAc...) (&Y KA Bl
T g 669697

[0071]) AR ZIR(FIW » HGFZ K ~ FGFZ k) ] & 5 &%
RARFAEZEERBIERAFAEZEER - S5 (EA R 5 i i B2
(Hyp) ~ B-NHZBE ~ NHZBE(Cit) ~ B EL(Orn) ~ I H BBz (Nle) ~ 3-fF &
it e B ~ BF B Ra e BR R R BRRE L (Pyn) BYERLAC » AL — 2648 L T > HGFZJiK
MR B > Plnd FRFFR

[0072) WA » iesE " ol —20E ) G5 MR 2 K20 BE
FeAl 2 i — B AR o EE o 20E IR o & v & 5 it e '8 B HGF 2 FGF
M Bl < Fe ) — 2t - B0 %8 b A ke i AHGFUFGF 2 B B B (3%
B ) B Y Kk P o5 &wm o % MK O 2 & B o) 9 FE
https://blast.ncbi.nlm.nih.gov/Blast.cgi FEEF VA /AL ¥R T A
(BLAST) - 2=(BLAST 1] a0 it EE T /il Fe A (B A TR 280 - WL T

1 AfrHEG 70t © Tatiana A. Tatusova and Thomas L. Madden (1999), " Blast 2
26 29 HEEBHRHE)

(C247283PA docx
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sequences - a new tool for comparing protein and nucleotide sequences | ,
FEMS Microbiol Lett. 174:247-250 o JHIE 5 ffi b S0 T B 7 6 15 for 2L i
AL H B Y L B S FEEBE S - I EEA RS EEH AR
FABLAST - ALIGN - Megalign - BestFit - GCG Wisconsin Package & £
BALEA - E—EFH A F - a0 %5 s B2 NBLAST 2 EE ¥ W (7
FITHR S B E » A4H L ZREHGFE A £/0450% ~ £2/04
60% ~ £/V&T0% ~ £V E80% ~ £/V&I85% ~ £ /D E90% ~ /D&
95% ~ £/VEIT% ~ £/VEII8DEE /VEIII%D[EF M - AE—ELFMNT » 3%
ERVERIE R 2 ARy & FEE F—20 flUOKEERRF 2 &S
& o BCGD) AR -

[0073] fE—EEfF - HGF K&/ECFGF B EYsKIE 7o - %2 4&
YRS F RO A8 - EAHGFR/E(FGF (40 » EEAMAEA B 4R
HFAHAE) < AR AR 4% - BORIK - fE— LBl - HGFERENEE 2
EFEOBEREARY  SBURBRE - BABA - FE2 EINHE(CHO)H
A~ AZERCRR B (HEK293) A A B B2 &2 A A ik (B 20 S£9 ~ SF21ES2)dr ~ &
HEAE - F—SHEHEH & > HGF&di(k - A A > " aifk
HGF (%45 C. & i B AR bR HoA JE P fR 40 0 505 Y 2K« AL — S E e {7
T FGFREBHENBE B EEOERE AR @ U RBRE - BIHE
- R E 2 BN E(CHO)MAE -~ ANZER s B (HEK293) 4ff g = £2 &2 4 At ik
(FI41St9 ~ Sf218(S2)F Y HAHEHHE - £ —LH M+ - FGFEH1E -
WA » " &4i{b ) FGF&$E &R DA bR H A JEFT 75 4H 53 305 2
YIHI Z K

[0074] A& bi@A2 RS bR 2 JE P R 40 70 805 )0y & (B0 5 B

% 30 HEHHRE)
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HGF /st FGF B ~ dHME ~ 4H&k - =B ~ 2R - KB PRI A48
JHEFHEESE  BCKREPMBHED RREKES T8 oiEs
EUAIRNE EEAE) - BAEIKNS50%F5[E JE M 2 HGF /5 FGF 2~ /\
B B At R o SVE I TER lr & (E 2 AL AR E PIETE ¢
Vol ~ Rk~ YR8 JE(TFF) ~ #8888 (UF) ~ & JE{E H (DF) ~ & ~ 5
2 g & A (GFC) ~ iR HEHT(LC) ~ BT g A (IEX) ~ HiKMAH A
fEREM (HIC) &k - ff — L Fhi il » CH(LHGF X @E K2 /DY
50% - {E— LB HEHIF o La{LHGF 2 41 B % /D 4960% o 15— L ifi B
b BAEHGF 2§ B&J75% - A —EFHuflF - E4{EHGF Z & 5
4980% o A£ — LB HEHI T - K 4i{EHGF 2 4l B 4985% o {+ — % & Jifi ]
o KA{EHGF 2§ R&J90% - f£—EFHadld - K4 {EHGF 2 & 5
8995% o AT — I EE i H+ » KL4{LHGF Z 48 54Y97% - &£ — & i
pid > KA{EFGF 2 4i[E &2/ V&I50% - fE— L F M4 » &K4{LFGF 2
M REDVE60% - fE—LEuHF » KLA{EFCGF X 418 K&IT5% « £ —
g G F o KM {EFGF 2 #iE HEY80% - /i —ELFhufld » &L4{LFGF
ZHEREI85% « AL —HLE P F 0 KUEFGF 2 #i T K4990% - fE—2k
Bt - L4i{EFGF 2 4 & B 4995% - fF— (e EF i H o - L8401k
FGF 2 #4997 % -

[0075] HGFK/E(FGF 2 #i[E K & & 2 W e o] i 24 E I IR il & 6
B R ot R 7 ABE S E I - Fla0#5 h 20 = R0 HE )@ Hr (RP-HPLC) -
R ~T BRFHE J& #r (SEC) ~ B F 3 # J&g # (IEX) ~ ZX N W i i Bt BB 2B Uk
(PAGE) ~ £ E & EIX(CGE) f1H 5 2862 -

[0076]) WAXHFA - "MK, & "&E88 ) HEFHW2EL

i

il

i

il

5 31 HEEHIEREIE)
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10001 B¢ 5 2 [ e A B 8 A < W BRBE R B &) - IE— S FJ P - T %
Ik, BEH10EL130F AR - 1028922010 e Bl ~ 10 2 £95001F e £ i
10 £ &Y 730 AT » F{T] RAFAE L AR ] PRSI -
BTN O] ELFEE R - SE MR (b R E Bl oy - £ — S ER AT > A
R RE S 2 0 B 40 B AR 2 B BB Fe 71 - 58 W0 N i B0 Clig 2 e 2 B e 71 T 288 438
MEhsE & 2 HIEZAK -

[0077) WASCHFETEER - flosh " &, BIHRE - REY ~ fHES L
&y - Eftrsh &Y PIEERELSS &0 o FLRE R bR T 4 R P e
BE B FACGHREEHE - —KmE » losE "4 EAT R IUENEE
FIFTRaE B R N 510% Z w7z -

[0078]
JEIRER TR 7702

AZFIH IR AE BRI (A RS < IR SRR BURIERY 0% - £ — L E i
BeR > BREE B B E R A BRI - A BRI < JRIR G & B EL S - il
EEMAERX - FFEMAERE - AEEE - IRE - MAEYAEESR - 4
HEAER - FEAER - ERAER - (L2REEG - 2URE - M
5~ AEEIEG - BN K - KEMEAERE - 1887 K AL EE (Fuch's
corneal dystrophy) ~ FHEEEE ~ (RIS i (X EMEBF B TFlT 18 OF 3FE - £ —
g > RIFEURERAFEEE > SEAESZENGEE - £S5
BIeR > PRI R A B M A R 3R o 8% ST R R 1Rl a% (I B 1 BB IR U E /Y
WA SCFT#E i 2 HGF ] /8CFGF &Ik - WA AT - T{E#E ) 50" &
B AR ER > EREMAEY) > O A B K B FE AR
FEMEY o (ERSEE R/ A -

5 32 HEEHIEREIE)
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[0079]) fE—fgm M+ » Z(EEE EANK » HpFE = gk
WNH L G  AAFEEFRT » B = &Sy 2 B85 G R
(f0 - WEEIRERE S E AR S B0 IREE RZ) T o LR
ST = M ECH 2 B EH R MR Filo (B4 - B NREFilr - &
BRI - T sie o fEFEFRT » = Y& 72 2856 H%
MESMHERTIE  EOMRRE - ME - BREEBRRIE - £—%5F%
T H=YW&H Sy ZBEHYEAGS I - BECEYE KEN
% o AEHAM BN T » =& H S 2 BEREARPRES R o 12
— gt - EEREANK » Ho ¥ b7 2585 = R 2
R BN IHRE -

[0080) fE—FHERIF - ={HAERE K LHGF & /5(FGF - HGF &
/B¢ FGFE BRI Rl AR LA 7 A8 1T » (130 /& 0 45 i R AR B 2k ME 2 TP
IREE - FBEIRED RS (P10 » 450 ~ BEEERE N ~ BRERTE KAl 5 N ) EEE i
WM FRERRAY - L —EEP+ > ZHGF K&/EFGF/5 &}
oL 2 Z RS - flosE " BED ) f5 K HGF k/E(FGF & # it F it IR g 2 £
(JRBI > A o fE—SFHEMF - 52 HGF K/EFGF#E T 8 1% 81 2 Z iR
B o AL —SEhafIF > ZHGF f/EFGF (R4 Tl o floshk " & T |
HRIGEHR BREEBE T (HR 2K b (epibulbar)) BCiR Iy 2 $5 B AU AR T (BRI T)45 T
7 ¥ 5 (Stanley, R., 2008 [ Ocular Clinical Pharmacology ; in Small
Animal Clinical Pharmacology (2nd Ed.)) - 1£—E B i » 2% HGFR/
ECFGF AR AR N TE B - flosh " BIEAR N, BIs EHE T 2RE 2 B
Wedf Z0E 5 - fE—EF & - HGF R/EFGF4 AT F N - figzE " Al
BN, BIEE#RGE T E2REB 2RI FH ZFEHN o BEARRES 288 M2 K

% 33 HEWHRE)
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HEY—RENEAE EASE ST - PIOEA TS T E
et RZE 2 ZEFEY/NR - BN AR E - B & HGF K/ FGF 2 B 24 &
Yy BN A IREBREIRE A S o A —EF i+ - B&HGFK/EFGF 2
S SR AH &) (5 0 P 4EBR P8 R 70 B 25 (FE W0 2K © Aptar Pharma ” 73 fo 25) & &6
Fi o
[0081]) FrEREENAEE 2 EaEMEEF2ERS

L PIAERE - AV S - FEBEREE OEENE - Kb
BB~ BB FECGREIEM3,773,9195% )L EP 58,481) ~ L-BARE % oy £ A
“L-BERE RS 2 4L Y(Sidman® A, 1983, Biopolymers, 22:547-556) ~ % (2-

lﬂ%m”:

K

/

=~

;u

H

JEE-HENEBER) (LangerZ A, 1981, J. Biomed. Mater. Res.,
15:26

(LangerZs A, [A] F)EER-D(-)-3-F8A T BE(EP 133,988) - FHEREHEY)
INEFEEIEE e 7% “HGF ~ FGFE(HGFHIFGFRi#& - &£ HHGF -~ FGFE;
HGF ; FGF & Z A E e v A 5 E AWy J5 /A %ifE © DE 3,218,121 ;
EppsteinZ A, 1985, Proc. Natl. Acad. Sci. U.S.A., 82:3688-3692 ; Hwang

67-277 &z Langer, 1982, Chem. Tech., 12:98-105) - £ % £ B8 2 \#%Hs

= A\, 1980, Proc. Natl. Acad. Sci. U.S.A., 77:4030-4034 ; EP 52,322 ; EP
36,676 ; EP 88,046 ; EP 143,949 ; EP 142,641 ; £ E 554,485,045 %
4,544,5455% R EP 102,324 - » BB BB JE 7Y /N(49200-8001%) E =
B HoplEE &8 KN30 H RIEERE - FratfE 2 LB &8 38 a0 LR it &
HRURE

[0082] FriG#k A < & HGFE & HGFME &) ) /B3 FGFE(Z FGF
HEPIZAMER G BIEHEIRE - IR KM 5E ZHEiRimE - JHIE
A BE 75 B 06 5 Bl AR 1E B 2 R A 7 B A A I BRI DU S i VIR UUR. -

5 34 HEEPIEREIE)
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BRI > B PR B8 Al R % BAHGF K /8¢FGF » B % 72 3| 2 B AT 78 7F A 2 A
o BEEAZHERR B0 RE I E R oA R O AP B A

[0083] AEiG¥ K FARSHR B 29 I (58 40 78 A 25 58 BUAE TE) LU K
NKH » 81 & HGF J/2(FGF 2 B #E2H =) v] LU B 4r B8 EH i — 2Ry 5 =0
A O ~ AR EE R H o AEIE BN P E R 2 N R BLIEFTE R T LB
Yy~ (EHE RS Z BRPRIAAR ~ RE <A A~ $e B 50 ~ FL LG R BB 1 56
HOER L HMAER o F1%81 2 HGF /B FGFHy " /G FEA W E 4 v # Ik
FHE RN R P HATED » BUEEBOERIRIE IR ZERFT L BV R/NE -
HEREENHEEFEEEASTEREEERREE S BIEHVE -

[0084] fER—fka/yi > LLEEIEERRE(W/V)ET - B H £ (HAEIR
5 < BEH VB IEREAL0.01%££1.0% ~ £90.05% ££70.5%
£0.05% £ 470.4% ~ £70.05% £ 4J0.3% 5(470.08% £ £J0.25% &3 B N 2
HGF k2 /8(FGF - ft — S fld - FE i 2 #HiGIRE 2 B EH oV &

HeE F5890.1% (w/v)ZHGF - f£—Sgafl0 - HEicia 2 (HRIRE Z

SEHCYEERER0.2% (Ww/v) ZHGF » fE—SEF i fld - FElie i
(ERGHRIE 2 B 5EH oW B & RIE H8J0.1% (wW/v) ZFGF - f£— S &
o EE i (ERIRE L B HEE Y E e RER/E0.2% (w/v) ZFGF -
E—EEEF - FEE 2 HERE CBEEHEYEESEHREBL
0.1% (w/v) ZHGFEAFGF  fx —EEEHEfIoh - 5 &5 2 (# AR IR 2 B8 4%
HePEaesHRERN0.2% (Ww/v) ZHGFHFGF « ff—SEHEHIF
S oY 2 HGFHEE EASFGF - fE—SEHHT - BEEGYE
FGFHE'E F°~&HGF -

[0085] AFHAJNEMAHEHE - BONE > mERMGID - ABD

o

HH

o

il

35 HEWHRE)
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PRSPl 2 HGFELSE BB I 2 o - AL — L EHERI o - = {HBE
25 BB HGE 2 Ik - WSO - flosg " fEEE L HE8 " AR
EELHAR ) &4 - E—EEHAI T > RIHGF 2K k56 I8 RIERHECH [E —
ALY o fE—EE G > BHGFZ L K5 A E R A i & SR ALY
e AE—EFHEH T - [FRF I BHGF % Ik K 56 8001 - A — L hE
o (R IR EAHGF 2 A K 55 UG R » AL —SEEHEMI o > fEREAE _IEIF
Bl Z A& EAHGF 2 Ik - AL — S EHEFI o - £ R e B R 2 & il
HGFZ K - fe—EFHEHIF - KHGFZ ik k35 e RItHR 1 226077 ##
MHFES 2305 sE B AHIR 1022077 B B - A — S FHa M 5 > MBS > #E i
FAHGF 2 ik ke 55 I8 R - A — L E R G4 > AHFE 107 5 &% BEHGF % fik
KB G AL —EE RO > MRS 7 #E R EHGEF 2 IR K 565 G I
Bl o fE— S EHE AT > HE30 7 A BHGF % ik K55 B R - f£—15E
Ehe T o MmN EHGE 2 Ik R 58 8 Rl - £ — S E R4 o
FGFZ ik Ry B R -

[0086] F—SEHERIT - 5 B FH A SHEEEHGFAE[E #Y £ P22
KAEBER - SIarE (BB NREEE « £ —SE AT - 55 8k ]
SHESHGFA EHVAEV R R ABIER - A —SE AT - B85
MHGF5E 2 A2 R AEHER - £ —EEHAIF > 5 /858 B A
HGFAHE Z 73 TR CORED > WEH R Z IR - AE—EEHAT - B 6%
B EA A B AR Z 707 (B0 > /Ny 7Bz B - 55 AR 2 JEIRSIMEE
PlEsE/ N+~ K- BHE - fURRAFRGE R - 28K - 08 SR
AP e i e HA RS - 55 A BRI AT &8 i B RARACR o i ~ LR =
A AN S B S o WASCRTEER - s /N T RIE(ERFR900

% 36 HEWHRE)
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ERE O TEARIEEY) - WA > flgsd "L, HI52249501H
BE A M AR~ B AR DY B B A& Y o KB AT HE ik o 2
P o WASCRTA > flosE T AR L (RIE RAR/BIE R AR & pli i &
GG H B R DECLOCER RS - KA BB O KRR Y) o A S T
o fiisE PR ) EfESHRIE RERTUE LR R K - SUREE(EAR
PRFN)/NER ~ KB~ R~ NGRS Puie e LB L) - flosE e /N s P
BRI ZG5EE - AR > " BE ) =T R EHEE ) REEEMRE &K
HEAEBEOYVNE o - BRERYT a8 L8 ER - T
B o /B » f2E R A AR = 4e6E i > H AT R ERECR
FIRIUIgE ~ By T HE— P RFEEZER > sSE0RES T R - 5lT K
HMY) - FHRREE B AN224100 ~ 8FELY305010 £ 4928/ % F B2
SCHFA L) -

[0087] HE—SEHER T - FIaFEI BIRAER - FUERZIERF
M BB AE HH SN BE (trimethoprim) ~ 2 35E B (polymyxin B) ~ [ &

% (azithromycin) - B KfH & (gentamicin) -~ H 75 /) & (besifloxacin) ~ i

i

b
{8

N

2 /b B (gatifloxacin) -~ E 7§ /b B (moxifloxacin) -~ £ & & /b B

(levofloxacin) - ¥& N /b & (ciprofloxacin) ~ & &/ & (ofloxacin) Fz 13 f#
% (tobramycin) « f£ — £ T JE G F > 5 06 B H K IF JH B BF M % g8
(NSAID) o NSAID kR i) ¥4 & 5] 515 7] &) UL #k (aspirin) ~ & K45z B
(salsalate) ~ ZE£ A £ 7 (celecoxib) - & &5 2% i (diclofenac) ~ f{ 3t & %
(etodolac) ~ 4% 35 (ibuprofen) ~ 13| Ik 25 3% (indomethacin) ~ £ 7F 3% 3%
(ketoprofen) -~ [ 1% % (ketorolac) ~ 2% T & fil (nabumetone) - 25 3% 4
(naproxen) ~ B b B (oxaprozin) ~ 0tk & & FF (piroxicam) - #F #k [

5 37 HEEHIEREIE)
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(sulindac) X 3T (tolmetin) o fE—EEF R HIHF > 55 G B £ HRE £8 [
BT o SRR EE BT 2 JEPR &M B f B B ZE SR A ER A (Maxidex®) ~ &%
IC Bg IR M (Durezol®) - & >k % HR M (Flarex® - FML® - FML
Liquifilm® - FML Forte®) ~ & R FH (Alrex® - Lotemax®) ~ 5§
e 2 5% HE A (Omnipred® -~ Pred Forte® - Pred Mild®) - I iE&F i
B M IR A R M2 BEIR FH (Vexol®) o fE—SE i fl o » 55 A% K 5 &
B0 IR B o ) T MR I R < IR BR i M B B 4E Y B R (Rl (prilocaine) ~ B E
B7 2 (epinephrine) ~ ]2 < (lidocaine) ~ fi kK (bupivacaine) - FE4T
<[ (lontocaine) ~ KR (novocain) ~ ZE L~ (ropivacaine) ~ L&
PRl (procaine) ~ [ 252 -+ A (amethocaine) ~ 3% 0] KA (cinchocaine) ~ H Ik
KA (mepivacaine) & {¢ K [H (etidocaine) o £ —LLF i H - F AT
Bl S —4E AT - EREF IR G E PIEEE F &4 &K+ (EGF)
i B4R 4 RN (FGF) ~ RS R £ RKEFIGF-1) ~ [/MRITAEER
A+ (PDGF) ~ F'H 414 RIAF(KGF) ~ A4 &N F(TGF) ~ M8 N 7
4 RRF Koh 4T — BV 40 A EE % f% R T (GM-CSF) ~ & e & 2 R i
&4 KA T (NGF) ~ R EERT-o (TNF-a) KT EHE -

[0088]
EZH S YR

R 2 TN BUE T 2 TR M R/ IME T Rk RS IR RS 2P
RAEEEZ IR BEHAGY  LHIREa T ERIIME 2 KB RN EgE
HEMHETRMER - 2R U T2F B - K HGF AHRE O B
ZIEBEH —H A © WO 90/10651W000/72873 (BIM 2 F] 51180368

I

%) ~ JP-A 9-25241 (EFEHF]FET,173,0085%) ~ WO 2008/102849 (EFHH

% 38 HEWHRIE)

(C247283PA docx
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HIEE84611125%) & US 10213485 - @'E EH'E B HE K EVEE M 1T g 1L
— EARE _F {5 H A0 e B i P 2 2 BE SR EZHGF A RC Y AR & - (B (E
RSB EHCGF Z BEH oWk 2 Mz e IR E R R B - HAERZ 774
R A NS A R AR RN o IEAN - RECHGFRACYI AL 45 88 K 1 B 2 il
FEER - NIL - RREBRHAMNEY -

[0089]) fEA#0H 2 — &M+ » HGF(k /2 FGF) s AC i ik A &
SEHEY T - E—EEHA T - BEE SV RKIEREEEY) - AT
BT > TOKMERREEHECY) ) (RIEEN KRS - fE—SEH A+ > KHEE
BK - fE—SEHEAI T > KBS eYE s LT
Ko E—EEHAIT - ZOKERFEHEH Y S REK - £ —EFHH+
KB A GV EEEHNHKWED - £ ST+ > RIEEEESY)
A G Ry ER A » AL — L E AT - RIEBHECYHRIRER - £ —EE
FEBI o KA R EEAH SV BRI o AL E AT - HGF# S —i5
BRI REREEsYT - L —EERAIT - HHGFE S —5F
Bl — e SR AC Ry ER A » AE — S5 FHE BT > K HGF L 55— G fE I — i s EC &
B

[0090] A&~ Z RECE T YIRS M Ic Y Al R ks B AP R
T 2 B IRECEIT AV B 2 R R O BOK B TR U B I B8 42 52 F A 132
2 ZBH ~ BEP R - SR DD FE 8 B B E BE & 2k Btk R (2 A
Remington's Pharmaceutical Sciences, 5543, 5 14kK., Mack Publishing
Co, Easton Pa. 18042, USA) » m[ 52 Z &Kl ~ WP - RITAETHEIEGE
TE AL RT A 2 B8 R R FE T S REU & 2k aR i 2 1 HL B P 5l A0t B2 B8
PRI - T BB R H A A IR 2 A o K e ilrsE T k@ RS
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o
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ga g BLEL ALy <R &Y 0 BUR ZIRA 0 IRBIR IS 5 Z pHAEFF L 28
FREET  AEH - SEFEDE . & TE(ERGI0EEE) %
ik EHE  EAOMBEEER - HENRRERES  FUKEEEY > 540
OGRS e IE (PVP) ke %2 £ % (PEG) © M A F% > sE 0 H M BE - BFR

B~ REBGHE - Ml b - sHRERE - PR BR SalE e it © BEME - FE K HLAiR
Kibe?)  GfEwEiE - HEEMHE - B - JgREE0EE - BoR > #0
EDTA : BERZ - A H B ECLALNERS © Bt T - 808
Ko/ E R B S S PR B L VAR > B LA ER SRR g b SR TTER
A > sEAALE - BALH - HEEMEE - Ahe - W= KA -

[0091) fE—ScEREHI T > A% ZFHEICYIEA EA & 5R I
Bl - AL —EEHH T - AFHZFARYEARA EASRLEYE  EORL
1 > EAbef e Ak

[0092)] fE—&EFHEH T - Bl EHGCF (k/2(FGF) 2% % YRy
pHREES SELT.S - fE—EEHEHIT - BEHECY) 2 pHB&YS5.5£476.0
fE—EEHEA T - BEERICY) 2 pHA&IS5.8£476.2 « AL —EFHEHF > 5§
SERACY) < pH R €U6.0£476.5 - {E—LELFHEBI T - BEHEHFECY) ZpH &Y

F£&97.0 - fe—EFHEFIF - BEEEFICY) ZpHRBET.0E47.5 - f£E—LE

Bhap T - BEEREICY) < pHB&J6.0 - fE—EEE M - B4R ZpH
Fs%96.5 - AE—EHHE AT > B EFECY) ZpHBKIT.0 -

[0093) fE—SERM T > ARHIEEFALVE T HLEEEH
Bl - fE—EEHA T - SERI(REE LB - BERRED - B - HiE
Bz ~ T _BeRE - HORRED K Tris (FREHH A B A B e (Tris) - A — L E i
Pl @ HERREEER - ORI ZKeERR

N‘
l
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) o AL —EEHAF > KEH A LBRESER o £ ELERAT > &
Bl T _EEREEE - £ —SEHOF - SR AECRESER - £—
g A - GEE KRR EEE - L —SLEHAOF - &E B S Tris -
E—EEHAF > EERILIE10 mMEEJ100 mMFELE o £ — 55 fl
B REHILAZY20 mMELYS0 mMFELL o L —SE G+ - & EELAZY20
mM{FAE ©

[0094]) fE—LgGhmEIH » AZH  BHEFBIYE—PTEHEBLES
sRITFEEIE - A —EFHAIF - BEHEEYEE E A SR IIEEE - £—
g T > SRIEGE Kk BE - & 0% L ©NaCl) 5 &AL #H
(KCI) - fE—2F 5l F - 55 I3 EE 5 BAL$5(CaCly) o 1 — & it ]
o SRIJFAE BT EMEE o L —ESERA T o R R BRI
W ZIKETEERE) o AL —ELEHAIH - SRITFEEGEILILI0.1E£91.0 M ~ 4
0222908 M~ 2903 M ~ 2904 M ~ 290.5M ~ £90.6 M ~ £€90.7 ME4J0.75
MAFFE - I — S FHGIF > FHECY 23 E R BZ2002 47500 mOsm/kg
H,O ~ £9200%& 4300 mOsm/kg H,0 ~ £J250%& 49350 mOsm/kg H,O ~ &Y
350 £ 49400 mOsm/kg H,O - 27400 £ 49450 mOsm/kg H,0 = 47450
mOsm/kg H O£ %J500 mOsm/kg H,O - ff—F G+ - FHECY 2 2E
FR B 49300 mOsm/kg H,O - fE—SF R HI+ - SHECY) 287 B B350
mOsm/kg H,O o fE—SF i+ > FHACY) <8 & B F 47400 mOsm/kg
H,O o L —SFHHF - SHECY) < 2% B F%J425 mOsm/kg H,O » ff—1ik
Hhafld - FHECY 2 8 E R F%J450 mOsm/kg HoO o fE—E i fl4 - 38
fo¥) < 2B B €475 mOsm/kg H.O - fE—S5Faflrh - sRfcY) 2215 B
#7500 mOsm/kg H,O -

|
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[0095]) H—SLEHM T - AFH L REFLYE—-FTEE —XE
IR ER - A —EHIEP T - — S ERER (5 H LFER - 8%
REME - N N e ~ BRa B RAg i - e —EEHEH T > —
B TRIE E R B E LTS ~ Pl R KO o AL —EE AT > —B%
TS E BRI B Wb R B, ~ KB Rk BB - AE— STl - — S iR
TETBE H B I ~ FlRE BR RO R o AL —EE AT > — B RE R
BEEAGRE L - BILEL KOBERE o AL —EEHEH T > — SR ER (R
FaREBE ~ Bl B R LI RURERS » AE— S FHEHIT > — SR ER (B85
Rl ~ Bl RZ B R LI R RE RS - AL — S F R B T - — B0 TR 18 2 58 B A5 g
Bz ~ ZEREBE R LFURERS - AE—SEEHERI T > — B TR E B Rl I L K&
HEHE o AE—SEHAI > — B EIRER & LR RN o £ — 8 E
FEB > — B AR E B R Bl R B R g i o A — S E AT - — TR
T8 2E T Ry s B B e
FAFURERR - AL — ST - — B E H Ry R i o LIRS - A2
—EER A > IR ER BAEEM o AL ST T o %R R & R
B - AE—SE BT - RRER RiEE R - AL —SEEHAI T - ZIRER ML
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[0096] fE—SEHafldh » AH I RERICYEE LA SR -
op - BEEHICYIEE EA SRR o A —5
BhpT - BERICVEE EA e - ST T > LY
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202310868

FEFAL - E—SEHEAI S - FBEKILLLT200 mMZOREFAE
[0098]) F—ibEjfis - AEH I BEBLYE—FHRBELES
FREVEMER o £ —SERAF - FEIEMER S T LURLEER80 (PS80) -
(IFLEEER20 (PS20) ~ Ji% /b 188 (P188) K il /b #4407 (P407) » f£—
LR R o SRS MER R B LA AT ER80 o A — S E Gt - SRS A
PLEJ0.02% £ 470.07% (W/V) AL » fE— & hE 6l - 5 EE M A LAY
0.04% £ &J0.06% (W/V)TFAE o AE—LF @t - FE s MR L2LEY0.05%
(W/VTFAE
[0099] FE—sbggEfis - REH BEHAGYERS
(i) £90.1% (w/v)ZE471.0% (w/v) HGF ;
(i) A {EZ 4 &Y 2 pHAEFFAE4YS5 .8 £ 476.2 2 TR
(iii) &J100 £ 4y300 mMURERE ~ FlREEE - LLIALURERR LR &)
(iv) W0 EE 2 3R T 3 ET A - HT R £4Y250 mOsm/kg Ho O£ L
500 mOsm/kg HoO Z $HEYIHTZIERE © K
(v) I B SR EE MR -
[0100] FE—SLghEfif - REHZ BEEAGYERS
(i) £90.1% % 40.5% (w/v) HGF ;
(i) A {EZ 4 &Y 2 pHAEFFAE4YS5 .8 £ 476.2 2 TR
(iii) &J100 £ 4y300 mMURERE ~ FlREEE - LLIALURERR LR &)
(iv) W0 EE 2 3R T 3 ET A - HT R £4Y250 mOsm/kg Ho O£ L
500 mOsm/kg HoO Z $HEYIHTZIERE © K
(v) I B SR EE MR -
[0101] FE—SgFhEflf - REHZ BEHAGYERS
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202310868

(i) £90.1% (w/v) HGF ;

(i) "Iz 4H &Y 2 pHAEFFE LS. 8 £ 496.2 7 S EH

(iii) #9100 £ 47300 mMEEERE - FEfZE: - (LA SR &) S

(iv) W0 EE 2 3R T 3 ET A - HT R £4Y250 mOsm/kg Ho O£ L
500 mOsm/kg HoO Z $HEYIHTZIERE © K

(v) I B SR EE MR -

[0102] FE—SFhEflf - REHZ BEEAGYERS

(i) £90.2% (w/v) HGF ;

(i) W EZ &Y 2 pHAEFF A4S .8 £ 476.2 7 SR

(iii) 49100 £ 47300 mMUEENE - FEEEE - (WAL SR &)

(iv) W0 EE 2 3R T 3 ET A - HT R £4Y250 mOsm/kg Ho O£ L
500 mOsm/kg HoO Z $HEYIHTZIERE © K

(v) I B SR EE MR -

[0103] FE—SgFhEflf - REHZ BEHAGYERS

490.1% (w/v) HGF ;

4920 mM gL 3

43200 mMUEEE - AR B S BL BT

470.05% (w/v)FLEUE MR

Ho szl &) 2 pHE%76.0 o

[0104] FE—SFhEflf - REHZBEHAGYES

490.1% (w/v) HGF ;

4920 mM gL 3

4200 mMRSEERE
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£90.05% (w/v)EXILFLEEFE80 (PS80) ;

H sz &) < pH R476.0 -

[0105] H—EFHHIF - AEH I BHEHESYES
90.1% (w/v) HGF ;

4920 mMIERREE Y

49200 mMAR iz %

490.05% (w/v)EILFLEEFE80 (PS80) ;

H sz &) < pH R476.0 -

[0106] H—EEHHIF - AEH ZBHEHEHSYE S
90.1% (w/v) HGF ;

4920 mMIERREE Y

€J200 mM LU FLHERS |

490.05% (w/v)EILFLEEFE80 (PS80) ;

H sz &) < pH R476.0 -

[0107] H—EFHHIF - AEH I BHEHESYES
£J0.2% (w/v) HGF ;

4920 mMIERREE Y

€200 mMiE S NE ~ Ff R B B ZLRERS

€90.05% (w/v) S EEMEH

H sz &) < pH R476.0 -

[0108] H—EEHHIF - AEH I BHEHEHSYE S
£J0.2% (w/v) HGF ;

4920 mMEGRL A -
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202310868

49200 mM a5 fE
490.05% (w/v)EX I ZUFES80 (PS80) ;

H sz &) < pH R476.0 -

[0109]) fE—SEEFHEHF > AFHIBEHEVES ¢

#30.2% (w/v) HGF ;

&J20 mM R HZ # |

&J200 mMf K %

490.05% (w/v)E LI FLEEES80 (PSS0) ;

H sz &) < pH R476.0 -

[0110)] fE—EFHEHF > AFHIBHEHEVES

%90.2% (w/v) HGF ;
920 mMIERBERL £

£7200 mMLIFLREEE

290.05% (w/v)E LLIZLEEFE80 (PS80)

H sz &) < pH R476.0 -

(0111] fE—EFHEHF > AFHIBHEHEVES

£90.1% (w/v) HGF ;
£920 mM FERE L 5
&200 mM RS ~ B RERS S L L BLMERS

€90.05% (w/v) S EEMEH

HogZzdH eV ZpHR4y6.0 - HZH Y 2 2B 41350 mOsm/kg

H»O -

[0112] fE—SEEFHEHF > ARH L BEHEYE
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202310868

490.1% (w/v) HGF ;

20 mMIESER Y -

#9200 mM7E SR

490.05% (w/v)ELLIZLEERSE80 (PS80)

HogZzdH eV ZpHR4y6.0 - HZH Y 2 2B 41350 mOsm/kg

H»O -

[0113] FE—E&FHH+  ARH EEAcYES
£90.1% (w/v) HGF ;

20 mMIESER Y -

¥J200 mM i iz %

£90.05% (w/v)ZE IIFLEEES80 (PS80) :

HogZzdH eV ZpHR4y6.0 - HZH Y 2 2B 41350 mOsm/kg

H»O -

[0114] FE—EFHH+  ARH EEHAcYES
£90.1% (w/v) HGF ;

20 mMIESER Y -

€200 mM L FLHERS

£90.05% (w/v)ZE IIFLEEES80 (PS80) :

HogZzdH eV ZpHR4y6.0 - HZH Y 2 2B 41350 mOsm/kg

H»O -

[0115]) AE—sEFHHIF > AEH BB SYIEE
£90.2% (w/v) HGF ;

4920 mMEGRL A -
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202310868

47200 mMEEEAE ~ Bl B RR S0 LU BLAERS

£90.05% (w/v)FLHEEMEE] ;

HZM e 2 pHREL6.0 » Bz e 2 2B %450 mOsm/kg
H,O -

[0116] fE—iEFHAI+F - ARH L BEHESYES

470.2% (w/v) HGF :

4720 mMERL L 8

49200 mM a5 fE

490.05% (w/v)E 1 FLFEES80 (PS80) :

HZM e 2 pHREL6.0 » Bz e 2 2B %450 mOsm/kg
H,O -

[0117] fE—FHAI+ - AFHLBEHESYES

470.2% (w/v) HGF :

4720 mMERL L 8

47200 mM A EE

490.05% (w/v)E 1 FLFEES80 (PS80) :

HZM e 2 pHREL6.0 » Bz e 2 2B %450 mOsm/kg
H,O -

[0118] fE—iEFHAI+F - ARH L BEHESYES

470.2% (w/v) HGF :

4720 mMERL L 8

49200 mM L ZLfERS

£90.05% (w/v)E1LFLEEREE80 (PS80) ;
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HpZHEY) 2 pHEE6.0 - Hizdl &Y 2 2E B F%4y450 mOsm/kg
H,O -

[0119] fE—SEE G|+ - HGFEL /A A E 2 A I P RI4H &1 L -
EEZEWRP R G R EIR A B AREE(EER EEOMLEY
(MoiseevZ A., 2019, Pharmaceutics, 11:321-354) - [LFE(LEVE BFER
BEHEY T HET IR 2 RBREAEIORBE - #REEERERE - bt
WA R 2 A2 AN - BB BB 2 IR &1 E 5 SRS
(CD) » & fEa- ~ B-Ky-CD : & &l » 5540 £ B -N,N,N',N'- I Z

(EDTA) ~ £ —FE- 8 (B-F £ 2 5)-N,N,N',N'- VU 2, i (EGTA) ~ 1,2-%(o-
M AR EE) LBE-NN N N -TU 2 (BAPTA) R £ -N,N,N' . N'- T
Bz (EDDS) ; i fiif ~ SREDE MR - WEB RIEE R Az A - AR5
N HE B HGFRE R Ry S HY o [ 0] 25 B 385 oy &5 o fit 5 78 8 % 78 J8 HGF
KB AEIR - HGFEG H & RIS HE DURFZ P B DU R AR -

[0120] HEREfE » R 0% 2 bL 51T 11 B J& B e ) b 1 S Fn 2 /Yy
A7 R U & T AR R E— bt - MR - BT
R SR A B E G 2 BT SR 2 A S IR R S TR N W] 4y B EC AT
o] B &0 T4 & T 2R it

[0121]
-yl
BB 1 : UniProtKB E 5 F§ 2 A % HGF [H ) B 1y iz & B /57 51
(uniprot.org/uniprot/P14210)

SEQ ID NO:1.5 AHGF[EThEI3 > Br RS » (ST : P14210-
3 HEEIENP_001010932.1) (dHGF)
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VDR e
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AR P E AN B WA DT Cr e
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MDY 8 et I DO Y S I Y
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u'&“p

SEQ 1D NO:3, $45 AINCE N LA 2. 7 fatLE

> 0070T09371.71) -

B8 S ) A O L W et N DAY C R AN

w
af )]

PR A N TN K el A O e Y i Y AN A TR I Y R A A R B Pt e T o

D B e e 0 0 v B L e L Y

TR N DA T I B I 0 IR G S D 0 DD

MG

U8 B i Y O e

4 e

SEO 0D NOsA, B NG T4, Bl oy

AU

5 50 VIERIERIIES

C2AIPEIPA oo

L L0598 N A0

o TS Gl 2

JRERTAS R I W EW ML

w0 o Y A I o
oAt TR e T T A T N DR T
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R DI D A T

I IR I D WING D

RN L]

e e R [ R R 00 R N R T e T O B L D
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WIS 00,
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)
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ABIRTAT DD DR T

L I Rl B R ke T

B G e

PR GRS RGNS G R

RATAT DO R B BV R R YR S 8 R B

59 NIP 0071010933.71) «

Rt Y Y N wn'l‘,,‘ﬂ"".lt.]]‘ O R AN R Y

Y B o T D R L

U]

WINEDAY

R R A e P BN N WA RLL RS T et e e TR A Y N R

DR GRS Y IE NS 1S G WO 10 R Lt DA R RN R T T e ke T T e

(RATAEN ST VR WTIMCIME O

1 COIRNN I I PIRATR T VIR 1))

T CIRNI TG

SEQ D NO:s6. £ ANCH

e

6 s NIP 007107093471 )8

S I B o e O W T et R R R R Dy e A Y O D) B e

AR DTS Te iV ET wel W EUT (I B TR RO TR TR DN Tt R T e BT e g DT e A T T P I A T L A DA

I o T e O N A B TR JRGIRTDD

DA R R R e T T ety R

GOSN R IV

SEQ D NOg 7, NGk

T D T n‘|( l' [FA N

LAY AN

i1 1 3]

T

IRDY DRDDCT W CIR CEIREY RGNS 1S GO IC NI EY

VUM T TS I 1] 6
SN TG CIRGETA ST C) YT S G G )

MR IIWC TR

B B W T T D AT B

WYy W i

TR

C3 JNEaD M ¥ »"511
et 1 s 0 R RO R CAICY TR G MG TS O TS Gl C S T D1
N T I e I 1 4 N B o DY Y

[N LR

WIETICCN NG DR TR Gl S 1 R0 RIS

30 LIS WA TR G

S IN .

TN G P

MR R S R AN R W B R I

[N R YL

VIR DGT RN MG U R ) TR

DI GEEGEPCIELDY N A I I R S 0 R e B L R AN A

A AR

v, /')

LO D NO: 8, 101

SEST VG E

C2AIPEIPA oo

EERNENRE! pEE LA AO202 RRRPRPR YIRS



AL I 0 L S B T YR RACR Y R B A N I P B B AN

AN SYBRC VIR CICA TN YA ECRCT B IR IS &S G R B0 Gl X D0 0 oy

BRI PRI TV G GIOS IR GRS S

CIPWES AT PYIIRYES T 0025 5 IR RN RN

REIIGEIC S DRI I N CT L CCS I CMI NG S Y IRGT MG

PEBRII R BT Gl D SN N )

IS ETOR N g RN R S R e R R R R A R

Rt B T R B A KA TR L YCIREI G ICINCD 55 G I8 Gl TS IR YN,

[0 R 0 IO Ty B SO B i E O D I ey 98 e e U A Y Y

0 et S 00 I A T 1 B Y i

ST IS EWN T AT T )

DRIV I AW G DT LI

) I ES N G

e D U AN RN ) T e B D Y

RO et b oL Ol e I O 0 D R N A 4 YA

IR RGEIN LD NI 5 I 1 G

Py R (e

PRGN LT I B R C R AN AT R

"y
W he

‘l m“ | " "IVI ]l‘\l; W |

R R T R Y
WIS

FIT 0 0 I G A N o DR
11

TR0 R GG S A S ) G

SINPSE

PN I,

e
ol

Y E LY

LRI Il R U ) A a0 ) i

RN e e O A R Y DR R U e O A L 7 A B R B DS DA R

)

LA

A E WD B TR e A I R

(RN NEN B et

D S DA I I WA DT

Bt L R ) DB T 0 ) o A T o At e O e G I e 1 L R

UYL e 10

T i Y A O 1 o e e 0 T I R D R

(NN T A Y Lo

DURCHT NI D P DN MO S T B T BN AROCITEIR

TR P

ST Gl TG RC  C IO N

AP G CE TN AN LIS

[V L A £ LY e R A 1 el G B B G I I E TN N L

1O IR R e VAU AN T T T W A

ST ol

WGV T

LR RN N ]

VMR T G DG el

TR0

SEQ 10D NOs 10, NICw

243 57, TIEIIED

C2AIPEIPA oo

L0898 G LR Y A0 R A VA PAV Y
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L I S I Y Y I B A S R 3 Y LTI

EN LA DAY DOt Y TR O e I G N0 Y B

LD N EA NIRRT e T e B R e e R A e ] el L

AV SO I YT E

R L R B = 0 R T A L e L B ey S A I DN

NN R R R Xt e B D R R R D

e R NI N e N s D ER I IR

[ERN T RGN G S HC L B A G G O R D A I

IS PRI I BN G TPRCHMEIIGIICY IR

SN M o ST BCIRIMD

[N ERA U B B R BT e N L I ) R T NN

DIIG LS AR DT BN N 1D RN IS T WY JRNIRD TGS RIS W T AR 1 B

DRI WG YN TG 560

A eI R e MR A YA B TR I N M TR e NI &

T GG P VIR LT B
SRS G CIGT GG TN CIOETEMIRMAT LGN W PEIRGCA NIRRT IR AW IR

AP

]"lx0]”[“]"]’”\“'!"" " T "“x».:‘!!-l‘ I R N Y AW B AN T H J L 0 e T S N S I D A L

"B

I 040
'lll“i]i"l[ i) ]‘{ , ]’\

R G R
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BX =S M4y RIEE I DLS B SEC-HPLCHEE - {f F B [ R IE 8 R B 408 5
BE K (CE-SDS) R FEF E(CIEF) S B &K #—F 73 i & - (EFHIAC
Mt Bas L P B LT > 2 pm ~ 25 pm ~ 210 pm Kz =225 pmHYFHHr
FETBOFAME N FE 2 FAE - B A DoES Mt LABE W IE 7 # 1T - {2 H
Design Expert Stat Ease®F¥{f AT A DoEFACY) < TO K 18 E VNS I BV &

5 64 HEEHIEREIE)
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202310868

[e]

B A E H st E 5
[0125]
FFIA TEFF 2 FHGF 28 [ H R M 2 LD PE 25 75 7¢ [6] < W T 7
KLDPESE R 2 M ER2-8CTEVARXR - fFEFEARZIEE
AEEF A A AE280 nm (A280) N ZUVBOLEFEEN EHEZE © H
% FEATOR ZAH s RAHEE - LI ER S FHEEHE £LDPERZ17
T Z RIS - & G F R LDPER 25 S B HI 2] e /NEE 5B Wb - Hodr B
SRBCY) B R R R N BB 2 A 0 (RS R 1R B HGF R Y 7 2 %K FT
A 2 KRB 7 s ECYIHI4% > H B HIZIHGFE H HIREE(K8% (R3) -
K H B FE 2 &R SR (£ I LDPEE {E RHGFREACY) 2 o[ {T &5

[0126])
%23. LDPER [t 752
N AE(mg/mL) | B (mg/mL)
P PR | =i sk | BN
20 mMEEREEEEE » 200 mM LS 6.0 1.0 1.0 1
i > 0.05% PS80 6.0 1.0 1.0 2
20 mMEEEZES » 200 mMEEHZES 6.0 1.0 1.0 3
0.05% PS80 6.0 1.0 1.0 2
20 mMEEREAES » 200 mME LS 6.0 1.0 1.0 3
0.05% PS80 6.0 1.0 1.0 1
30 mMZ2EE > 200 mM L F LR 5.0 1.0 1.0 4
0.05% PS80 5.0 1.0 1.0 3
30 mMZ2EE > 200 mMEERZES 5.0 1.0 1.0 1
0.05% PS80 5.0 1.0 1.0 1
30 mMZ2EE > 200 mMEsEE 5.0 1.0 1.0 2
0.05% PS80** 5.0 1.0 1.0 1
10 mMBEREEREEE > 0.3M NaCl > 1%

¥ > 0.5% N S 0 0.05% PS80+ 6.0 1.1 1.0 8

10 mMFEREREES > 0.75M NaCl » 6.0 1.0 1.0
0.08% el > 0.01% PS80%** 2

[0127]

% 65 HEWHRTE)
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202310868

—MRIME > AER40CESC M EEF L AR - ££6.02£6.5 28 = pHER
[ T A 58 Ao P o R B BB E (F24) - B3 200 mMUgERE 2 SR ECY) AL
5.0 6.5 Z pHeu B N 37 KU R (£520.01) - HA 5200 mMi&E i
ZFECY)(pH 6.0)4£40°C T A I A By 3R H i (RHE -

H

[0128])
RAFEAOCHSC T REFEA 2 ABHGF R R 2 BE.
N HEHCTz | #SCTZ
ARLY) pH A340% 1M A340% 1M
20 mMFERERZES > 200 mMLZE L 5.5 0.011 0.005
2 > 0.05% PS80 6.0 0.016 0.008
6.5 0.024 0.013
20 mMEEREEZES » 200 mMEEHZES 5.5 0.028 0.023
0.05% PS80 6.0 0.009 0.006
6.5 0.030 0.014
20 mMEEREELES > 200 mMEEE - 5.5 0.009 0.007
0.05% PS80 6.0 0.007 0.005
6.5 0.014 0.009
30 MM ZB2EE > 200 mM L Z LR 4.5 0.027 0.009
0.05% PS80 5.0 0.015 0.013
5.5 0.019 0.021
30 mMZ2EE > 200 mMEEHZES 4.5 0.023 0.021
0.05% PS80 5.0 0.019 0.008
5.5 0.011 0.018
30 mMZ2EE > 200 mMEsEE 4.5 0.032 0.014
0.05% PS80 5.0 0.022 0.010
5.5 0.010 0.009
10 mMAZERBEEES > 0.3M NaCl > 1% 6.0 0.017 0.014
¥ > 0.5% N S 0 0.05% PS80+
10 mMEEZfEES > 0.75M NaCl » 6.0 0.006 0.000
0.08%H 1% > 0.01% PS80**

* BT A3A0(E H R B TR T L B R T 0 B T
wfs R FAY) RS R — B -

[0129] 7£5°CEA0C FEER LM A & » 1625 T B 2 35 T B
Sk T > 7 (F5) » 405 FHIACHT ] « A14200 mMLFEE -
200 mMPRREEE 56200 mMig 4 (fEpH 5.0 F)8(200 mM3g:#HE500.08%
BEE ({EpH 6.0 F)2 S MBS 1 T30 - 2470 » LML A7 Eht -

% 66 HEWHRTE)
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202310868

BIERATHRZBEER - f5REA{EpH 6.0 THGFEHE 2B €M E
& H A {E200 mMEEE 5 0.08% t f I 58 B0 10 66 (2 05 B 3R Aok 7
ATHL

[0130]

R5AE40CESC TREFEHNHGFHE YA HIA CR &1 2 #7518
FE40°C T Z HIACKr &8 TIM FESC T ZHIACK F=1&* TIM
SAAC) pH | >2pum | >Spum [ >10pm | >25uym | >2 pm | >5 pym | >10 pm | >25 pm
20 mMASIEHEER -
200 mM | [FUHERE > | 6.0 326 121 46 4 386 146 48 3
0.05% PS80
20 mMASIEHEER -
200 mMJFifzEE 6.0 753 238 94 4 417 125 20 0
0.05% PS80
20 mMASIEHEER -
200 mM &S - 6.0 142 47 16 2 200 73 19 0
0.05% PS80
20 mMASIEHEER -
200
mMI I ZLHERS -
0.05% PS80
20 mMASIEHEER -
200 mMJFifzEE 5.0 74 24 7 2 433 140 26 1
0.05% PS80
20 mMASIEHEER -
200 mM &S - 5.0 132 33 6 2 314 113 50 8
0.05% PS80
10 mM1EREER -
0.3M NaCl » 1%JzF
V& > 0.5% Bt
0.05% PS80**

10 mM1EREER -
0.75M NaCl » 0.08%
Hhclg > 0.01%
PS80**

* FTAHIACES HE HWE I 2 A 2 EHERFEE KR TH
R ZERICY) - ZERECYTE B — B -

[0131] {5 (K AE 56 & Kk (R-CE-SDS) DU — & 5 (i A [
sl < HGFEHERVEE IR EME - HCF R _Fk > Heakh =
Bt B Za e Pl o AEBIRGRIE T - W iR EFAER B IKE T (6T L%

5 67 HEEHIRIIE)

5.0 125 34 3 0 327 81 13 0

6.0 955 100 43 2 172 57 23 3

6.0 57 5 0 0 47 13 8 0
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202310868

FUEE1R% EiE2) ; & " HAth% | B 2 WFR ~HGFE 5 H 2 VB A{E [ i#E
Y1 o FR6FF7R » FE40C KSTC T > pH 6.0 T Z HGFFRBCYIAE & 2 F 7 A
A R HEE (LR e - P fepH 6.0 » fEHEE200 mMEEHE
20200 mMAH R BE 2 sRECY) TR RS A L1 - B20.08% H B 2
HGF ALY - HEBR B T 8CRE T E < BB EN > 88 A AU
R-CE-SDSFi#&E 5 < BALEREME
[0132]

RO6FEMCTEHSTTRFIEAZHGFHEYHNEEBHEE EBE X R-
CE-SDS).

FEHOCTZTIM E5SCTFZTIM
LMY pH | %FXi&El | % X2 | %HM | %8EE* | % FiEl | %FiE2 | %M | %LEE*
20 mMEBFERE
EE > 200 mM
fﬁifﬂjﬂﬂﬁ& ’
0.05% PS80
20 mMEBFERE
EE > 200 mM
FRf
0.05% PS80
20 mMEBFERE
EE > 200 mM
S
0.05% PS80
20 mMEBFERE
EE > 200 mM
(AR -
0.05% PS80
20 mMEBFERE
EE > 200 mM
FRf
0.05% PS80
20 mMEBFERE
EE > 200 mM
0.05% PS80
10 mMFEFERG
EE > 0.3M
NaCl » 1%RF
W& 0.5% N/
% > 0.05%
PS80**

6.0 315 459 225 77.5 314 46.5 221 779

6.0 319 47.1 21.0 79.0 31.8 46.9 213 78.7

6.0 32.0 47.0 20.9 79.1 31.3 46.8 219 78.1

5.0 34.2 41.0 248 75.2 32.0 47.5 20.5 79.5

5.0 343 41.2 24.6 75.4 314 47.7 209 79.1

5.0 34.6 41.9 235 76.5 31.9 47.7 20.3 79.7

6.0 30.8 44.5 24.6 75.4 30.1 43.0 270 73.0

% 68 H(EWHRITE)
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202310868

10 mM{E5HE
B3 > 0.75M
NaCl - 0.08%| 6.0 | 29.8 379 | 323 | 677 26.9 39.1 34.0 66.0

Rz -
0.01% PS80**

" FTA b (9 8 R R T B BRI R A BT
i 2 ALY - RS B — A

[0133]
B3 : AR AR 2 A AT

B A B 02 T S Y0 R B B TR B R B R
49 ALY TE B A R IR TR (TGF-B)TEAE T (L E A M. 1 Ludi At (35 B 59
1 4 e )2 40 A0 P (1230 5 V5 B 59— 25 P 5 A B 8BS © TGF- Bt
HIMv. | LodHf e 2 A0 & - FLASORT it > HGF R0 o7 8t 4 2
I« My 1 LudHAAR A LR 6 65 4 O A A 255 )
B SE AR 1 2 (% W B L S T P A I -
FERBLUR B B85 50T 2 AT » 3 S 20 B o A R R

(0134] 525 BE 1) % & I3 .55 ) 53 A 48 B SR B LA 26\ B
FRRBHAR - B EH BURE 5L 2 R U 45 2 % R T LE AT
S IR 2 SR - 5 4 A R 2 4 R A E 1 L
IR B (575250 pg/mL TGF-B)FEKI0.1 x 106 HARH/mL - 4
A A IR R R 96TLIE 2 BT - & TR B AN 2 9671
FE37°CI5% COTRB I BANE » 2 (RIS By RS « 1
B R L% B R = IORNEBBOT > AISFARETNG -

(0135] 765 5 2 {6 - i MTS # J 3 Bl (Promega » % 4 % %
G3582) S EL H M PIRIE £ HIFO6FLIAEITC/5% COTFHE 4/
W - AERE L 0 EE R UV-VisE I T - BAE490 nm R 2 HI

% 69 HEWHRTE)
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202310868

HFE o EAE =R i & 25 1R Y) FORIGURE S B RS h 17 40 T4 itk 2
fE o FEMIUS B REE G K &% LB 2SR TR iR DA 2 FH 0 -

[0136]
IR S (TS) B2 A

1. E@slrg R EAE N HEECERER - TSHH I IU(E 2 %h 4
Bt a A B H T & AR M RR (5

2. JETSIRFERAS IS RME N H= 0.97

3. TSZ A %CVIE VA E<20% °

4. REWEERE L 2 MAE KR A RBER S EEE B & TS ZFERLM
/8>0.01 o

5. AR B AT ERTRIEAR BB AT A DL R 2B R ORI & -

6. B L. FAEAE 2 A —F Y oA BN R AR [E R (T PRI —

7. FEAERL L (SS) ZRPB W AIES 0% £ 200% A
[0137] 7KE BEZHECY) 2 GRS IMH B EE £ 1) 73 i By & SR A A0 7Y
R1H - HHBEE200 mMEZER(EpH 6.0 ) ZHCFE RV 1 HGF

B BB R ERFEREAE (99 %) -

[0138]
RTAERICY P HGFZ {5
FECY) GEREER
ﬁE%)**

20 mMIEBREES - 200 mMREZES © pH 6.0 106%

20 mMIEBREES - 200 mMEERE » pH 6.0 99%

20 mMAEBEREEE - 200 mMIFLSERE > pH 6.0 93%

30 mM ZEEE > 200 mMHERZRE > pH 4.5 349

30 mM ZEEE > 200 mMyESERE - pH 4.5 35%

30 mM ZBEEE > 200 mMLLZLFERE - pH 4.5 29%

30 mM ZEEE > 200 mMHERZRE > pH 5.5 68%

5570 HEETERHAD
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202310868

30 mMZ, 4% - 200 mMESENE > pH 5.5 63%

30 mMZJEEE > 200 mMLLELIENE > pH 5.5 70%

10 mMERBEEES > 0.75M NaCl » 0.08%HH#f% » 0.01% PS80 » pH 6.0 91%

10 mMEEREELES » 0.3M NaCl > 1%E5E » 0.5% N HEES » 0.05% PS80 » pH 6.0 98%

o MHEN 2S5 1RAE 2 A EEE -

[0139]
HHl4 /N A RIS A T S EC Y 2 T

/N A BR AR G R RIS i 78 R NK Z HGF 2 & B s BC Y Y A3 5
M o A W9 P B o (e F k14 CS7BL/6 /N BT S RCHI S » AESBIPEE o
ISEFYT 2B - EBRIFERGEE4IRQID) - HFAEFOREER)Z
HI & 2 B &2/ P 2R er 0 70 (SR8 R) S HIE L[ K3/ - (3.5
pLAgfE ZMEY mEMBIRE - T A EEREBGORED - £5%3K
e PR TR 5/ N B HTE) SE Z Eh9(6910-20%) - 1HI5T 58 & B sl st A it
MR8 -

[0140]
x8 /A NBARERBRGEA FIERENKPTHGF Z 1HH T3 Al A B BEs
1

B4 | BB | SR (ESBOR Y
whr | g o) B HRUBTT,
1 | 1243 PBS - ERIRE A LA )
5 | 1243 | 0-1% (wiv) dHGF | F:fii% Se4 e FEAEMG EL % 15 0 &5
+ kk
(TD %7K o EXSRCI=!
3| 1243 | 0% Ouy) GHGE Lo i i gtsfeen BB B 445 | PBS Y2 81
L E />) TR FERAT T 529
4 | 1243 | » OCT GE{GHIRIBE%ELS » B3RT| PHttk>
(N) T
) =B E)
s | 1243 | 0-1% (wiv) mHGF | No3/am 53 K345 2 1 B bE B A
(HGF) T (R (AR ER RS T H&E )

2
a0

mNGF : & ERNT

5 71 HEEHERBE)
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202310868

mHGF * BHEATAEERAT

[0141]

IR EPRLL T B -

1 AEZB3R - S ATRPREBRERLIECRR - fESB3IR M EE 55/ 1
B Z By (n=1-2/40) > HEHE A\ H:FER -

2. ESMHE BT Y (n=3/4) LA E %2 HEERE) -

*% T1:40.1% (w/v) A3EdHGF (SEQ ID NO: 1) 2 PBS -

T2 : £0.2% (w/v) A4EdHGF (SEQ ID NO: 1) 2PBS -

[0142]
R AL LK EI R Z SRR (R E 1HHPBS&H 2 81%) (n=9-10) A * L&k

BORVEBRERE R EN HER EF0.1 % HE1R0.2% dHGFHE.

BEH |9 | EB10REIR Y
Gor| B* | LMEQID) VHRIARFF FERETT

C EEREE T FIBI0R X LN BEH
I 35 (1 mm 5 BEIRTE) | {8 B Algerbrush &)
v | B e R 20K
TP AERBHE(EI0R - B4R BITR CF
DOK) > ZE45 18 L OCT
AR 2 ATBI0K ~ B4R KBITR
SHK O £ REEEER( mmigEEE)
Sk D | LA Algorbrushfee 1 R4 E20F:
= P (EEGHE(EIOR B4R BITR - B
DOK) > ZE45 8 L OCT

[0143] fE2HiPqbtsed > 8SEFHVH ZE L ABEEGRG IR
(QID) » HA e B 11 R(IEE) S M E Ry 2/ BB 52 2 R 67 50 77 (520
RS E L R3/NEF > 4£3.5 pLRgRR Z MW an T o A28 OB A
(1K) > ML AR 2 A BHEGE M 1 mm & BaER B R AC) BT & H
flAlgerbrush Z 22 2K # Fr A B B 2 QAT - AESB 16 RE _ RAEFRAME E
A - 20 Z WP FERET LR TR 10 -

5 72 HEEYIEREIE)
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202310868

[0144]
=10 : /B AREEBREBEEE T AENKPHGE 2 28 Th BOA A B B
axat
B | BB R 10RBER AR
e | o KB T
1 17 SR+ o ERARARE A CGRIRIE)
2 | 17 | 0.1% (wi)dHGFE | {FE4R(EE8K) « 16K RE2N KIS 5545 H21R
3 17 | 0.2% (wiv) dHGF  Befir SEAEH -
4 17 0.1% (w/v) mNGF | fEELAR(ESR) ~ FB21 RiF ZBMERFER
4=
5 17| 01% (Wi mHGF [P0 e o | s 1650 88215 -

i B IEMERE B S s RS
[0145]

4 =
mNGF : & ERNT

mHGF © EAARTdfE A KA T

dHGF @ AZAAFAIAE 4 /& A5 (SEQ. ID NO. 1)

*+ M= PBS ; mNGF - mHGF K dHGFLL$5 02 & 5 e X 2R/ = -

Jm}

[0146]
ARERSE QR 2

FERRIEE E 2 Fi o S RS K T 45 70.01-0.05 mg/kg 2 T £ JF 1k
 INE BV R RS T L A FERE (1.0%) BN ERR 2R (2.5%) R & ik PAHE R
HZEHIREE - BE{& H @ EH/ H R E IR R &Y K —0.5% N 3= RN HCI#
BYIEE AN F 2R o K& (FlDumont #4) FI A28 HE)Y) < BRIE -
B MBS - 2 mmEEREER T OAEL o R EREfs &
BE T e #8 3 /Ny DUSUE B B 3 - i B9 0.5mmE #E 2 Algerbrush 11
(Alger Company Inc., Lago Vista, TX)H I br Al _E £7 ARG K 20 9 1 3k

5 73 HEETIEREIE)
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NZRIEE - ZEGEBEFEMEEWNR /MR - #5h HTirE A B K
(BSS)H B RAEWE - # Mt FHE B imiE(OCT)fFEiY) H & &k
ZHE o BEERKEHE ZARIERNZEGIREE « /2157788 2 (% 50/ 3
AR (FE#D 2 (Ofloxacin) HE#HY H Filo IEE WE - )Y Filntesy
6-8/\NHF 2 N #£520.01-0.05 mg/kg . T EJRHEA 2 55 R4 %2 H AT Figtg
IENSTEXUNEESTNITEAC L
[0147]

AREG(EEBE - E21)

EFaR2HA 2 A > S TT S B bt 9C DANE B W0 b S ST 1 HA R i i 2 W) 4R
HE% 2 PR EEN R EEE - WESEE R EEAEE L R
HY » FERIR2B 2 1% - B1P) R 45 70.01-0.05 mg/kg 2 T A FBEA - JR[E
1Y) B Ek4s T L miElE (1.0%) BLIRE FRRE(2.5%) )R &k AHER H2E MR
g - M H M EE/ FoRE R SR EIYER AR F e r - BHitH
—H0.5%NERRAHCI - fLFE0K » B& R FSCETHE LRt 2 F1ig
B EGBEGERERFERZEFEITRKRFEI6K - Kl Dumont
#O RN EY) 2 IREE - HiHEWMET] - F1 mmEEREEN AE E
ZEIREE o K REIRE AL TR T e 3/ NG LU EGA A& - K E
750.5mm=E 38~ Algerbrush IT (Alger Company Inc., Lago Vista, TX) f
BIRIREBE N AR bR - B ABSSERIR R M - #5 L [E FHET
EFEOCDFHEY) » L2 tELE  BEAE—HE ZAEIERNZ
GHRIE - /L1508 2 =il a4 & (&0 2 (Ofloxacin)) H &Y H
Fila 2T WE - BiAE Filg8496-8/M LL0.01-0.05 mg/kg k7 N HE2 55
A& 2 T AFYER HS H WX (BID)&6-8/NF 78 Filafe /i K -

e

5 74 HEETIEREIE)
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202310868

[0148]
BNz :
(i) e ZERAGE -

H BRI E T R R 39w LR BE RV 3R - FRRDE B W &R
i o ATEEEE R G 2 LR 1 BRI R BB E - n=18EFYIL T (B
14 © 48 /NE 5 6240 ¢ 3E/NE 5 5340 1 3&/NE C F44H  3E/NE
F54H ¢ SE/NE)EALIH TS R 2 B 4ESE - 1280 2 BRI SR T -
289 o BB EEE s BB HEn=38/NESET (14 : 1E/E 5 F
24H 1 1&E/NE  F44  1E/NR) o AEEIISEE A K AL B i B HUES
% o

[0149]
(ii) IREGIR B R TZEGFZE -

EL 4R AR 2% P BR AL B B0 2 AT T BB B2 AR R A A SR P M A ) BRI R
TERfh o 5 R G TR A R AR R O TR 5T P BT R R . R B E R S
LAt AE N A -

[0150]
(iii) #HFEHE -

TMEBNGRTAEREEER  BIVEEECRRTRE L
oo KEEYLS W2 25% RN £ AFEREFE30N - #E A I1X
PBS{EA1 mUEST 8857 o (E8LEE L T A ZHEMN = A 20 F 2 Nikon B iz
SLREEs IR H LA - HERAERENFHER - HbBEHRRER
1IRE - BIYIREZEENRRE 2 0 WEZ G EREIR AR EY)
R < MRy —EIERE - (A 2 G808 (NTH) B E & B B < & AR B8 O

55 75 HEETIEREIE)
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202310868

BB EBEOCUEE BEL) -

[0151]
(iv) Jr/E#Er /@77 7 OCT) -

EMFERE BRI RIE R ZREEE - FTAEYIIKRIRERE YR
2 OCTHU &2 - Filr®)y) A FIPBS ik miE » BEREITOCTIRE

[0152])
(v) #BZ(E1H) -

3R A& EamEMNE - fEh _SbRER - BEHEITLAA
BT RBESEEY) 2 T8 - K 2 TR I W5 2 10% 1M 48 1 18 5 AR
e R BIRBIRATOR LB F » i A A BRI UIE - KEH
LG S 2 B ) Y = (B 7 & ER RS K 4L (H&E) 2+ R T
B o 54 BAEH&EZ BRIV B AE—D TR - HETHRTUI-1EE
N RR NI EE D) 2 A L2 DIFHE A BE &L o3 4 - {(E FIDAPI
(BTE BB ARIAZZE A - 3R MBELBIRBEE T -

[0153]
(vii) 57
D) MR Ea R R AL E)

BT PBS LB 2 B AHLEE - fE2K B 420.1% dHGFERE 8)Y) ~ F it
&3 RAVH &R L P BRI F 2 TUIOL A E([E 1) » F5R&E0.1% dHGFHE
LB AR o o B BIPBSH IR 5 0.1% mNGFMELE » F @&
A% F4£0.1% dHGF (p=0.041)0.2% dHGF FE 1 ([E2) - $+#50% 05252
R EZFHEAE0.1% dHGFHF B =X - H EPBSAHA{LE IR —f
(K p=0.41) » 0.2% dHGF }£0.1% mHGF4H .~ f& &% B PBSAH &

5 76 HEEHIEREIE)
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202310868

HERET =5y 2 (R EHR AT - B0 0.1% mHGFEZ 1 7 mNGF
(p=0.053) &PBS (p=0.0018) ° F£U0.1% dHGF By =Bl & FL i
ERFILEIR > STSHEHE ; 0.1% mHGFH M E (£ (B2) - >
T #50%EPBS AR BRI w2 OIS HEEE6E -

[0154])
2) FEE TN (B85 53 1)

Fir ke HREAPBS ((08) ~ 0.1%50.2% dHGF - 0.1% mNGFE
0.1% mHGFRHE > % » [#PBSEIE.Y SMIFTA MY B8 2 577 A X0R
/NS R (E13) » SRR b B SR E R R T 0.1%
mHGF A KR » $# 50.1% dHGF « {£dHGF4H » EREEE /MR
PBS $ B (E740.1% F.0.2% 48 43 7l Bsp=0.0439 K p=0.0126) » {H {# it 5 5
= 7 [5(p=0.7406) - 0.1% mHGF4H b i 15 E R AE 57 R EE IR
I8 4H (p=0.0001) }20.1% mNGF (p=0.0029) - #0840 520.1% mNGF%H
P S R 2 L (p=0.248 1) -

[0155] [HHGFEES) .~ (E I A /NER & 43 17 2 BE RS B bl 8 8 (2 R,
& fivii. 1) - 0.1% mHGFE I b A B0 L S 0 4 oF RIS 0620 945 - T
0.1% %0.2% dHGFR /0 11 43 FEEE IR 4R A5 5 + 0.1% mNGF /D 47 H A
5B dHGFE 2 /b 1 43— e R e S (A R4 558 k3
S HEPBSE LA «

[0156])

3) R A (RS S )

FERG B F BB R 0B R AT 0 e 20 B 1 DA (S R T

R 4B 1% 0 GEPBS B B EIE AN U BN - T B B

5 77 HEETIEREE)
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0.1% dHGF -~ 0.2% dHGFE0.1% mHGF &7 § />~ f B E AN - 11
PBS#HIHS - “PHFRE A/ NE BEG(ESR) R F 2V RFFEN N H20%
MEEZ T > ZEHGFAEF 2 ERA R T B EAG EFE 21 REVNEE35% » H
e R BIPB SR FH b > 444 75 2 555% - 1£0.1% dHGFH10.2% dHGF
IRy REPBS B B L & 5T 2 R B ZE B (57 5 B p=0.0054 &
p=0.0015) - ME4H A48 R © 0.1% mNGFH 2 FIPEREA/NEHE8RE
F 21K /N - {HBLPBS $f I8 it 813 1 [F] (p=0.0859) « K & {f F0.1% =
0.2% dHGF  Jiz B Yy 4 SR it 85 25 72 22 (p=0.7558) °

[0157] ERIAR &R - B — FERATEEE RO 2@ -
R &I Q) 2 120.1% dHGFER IR AL & -2 FF & R (DB 11 R Q28D
i 40 B TR 4 B DU s 5 [ S B ERBINHE BT & (1 EI) BBy R B KR N (28

[0158]) {1+ > FrA S4B — F e ie e LATE2 mmi& A 1%
PRl bR R R AT B E - FTABIIEIE P 2 B B R B2 45 BEIUR « BEAR
4350% < PBSER H ~ B (BB DB 2 Fili i BT RmE » #%20.1%
dHGF=(0.1% mHGF 2 >75% )Y £ Fili i 57 R E G (E2 & E3) - 5
Sh - EHPBSERIEEFHELE - WEFY B AR E DA AEBREAFMEREIR
SR E (77 HI>60% M H 172 30%) o 11553 K 50 5 B o0 At 7 BE 1 4K 7 41 5
NAE0.1% dHGFERE  #)¥) h TUT- 1 Z+E 34 hn (&) -

[0159]) Fe2fA+ » S &S FEEL LA AR B0y il is i - (HRER 2
WA EISME P E RS bR Y - (ELE R T - B — R AR 2 %G
PRI o (EMERMGT - #EZHGF 2 #1%)(0.1% dHGF ~ 0.2% dHGFE
0.1% mHGF)Z RAHL A &EPBS I ~ RIS - JEJR K/NE AT A & HGF R
H 7 HRISBVN>35%([E]4) -

5 78 HEEHIEREIE)
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[0160] IEHIFEEERIE > LA ARG R EE R HEHGES|
L H — B (E R G IR A 1 2 B PREY S 2R R RO IR RN

[0161])
BHIS : FERAEYE/ B AR ELPSHEE 2 A E R EA G 2 T

/N B R S e LPS 55 8 2 A R R AR A o HI S Y V6 ENK Z HGF 2
R REC IR A S - fEIEMECSTBL/6/NEE T I CHIER - 40E B
ZB—EH - ERFEERGEIRQID)  HFEBEFRFI-IRSHE ZH
Fy3/NEF > (EH3.5 pLigE 2 MEY &M RE - ZBIRIERZ0ER
A ET(RID AR Z AP S - 2KE KB SR EOL11:B4
(Invivogen) Z 5 % ME(LPS)HY & A 1 mLIBE/KMGRE - S0 HIRIRE
BEE T EGET o LEEER - APBSREMBELPSERE—T1:1 (v/v)

FREELUIAE2.0 pLE S B £4T5 ng LPSHIH -

[0162]
*11: E/NBABRAHLPSHE R AR X BHEEFIGHENKFHGF 2]
SR B Bl a5t
BECEL | D) | 2 O KPR R
@5 |®E* QD) ik R
L1 10 PBS . EAREHEGRE

2 | 10 | 0.1% (whv) dHGF™ _\Feig®fy RAEMT(EOX - 4£7E5 2 A
3 10 0.2% (w/v) dHGF** |y stefpEE) » 5K EEIR

R TR R HI0%
4 10 0.1% (w/v) mNGF** |« OCT (50X » {£7£8F 7 Fin=5EHRE)
RS -
* =SS NEUETREGRITEE > A SLBYIEEkEREET
S -
HEES

mNGF : & ERNT

5 79 HEEHIEREIE)
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dHGF @ \HRF4fifE 4 £ AT (SEQ. ID NO. 1)

** DR ERE SR A PBSH -

[0163]
fERAZRE RBREEO111: B4 LPSHY A RS

EEREEE Al A E 88 T4 70.01-0.05 mg/kg 2 T Ak
° INE B YIRS ERAS T AT SRR (1.0%) BUAE ERRER (2.5%)8 &K DLIER
HZEHIREE - FE{e F SR/ H R E R R &) K —#0.5% N & RIRHCI#
B LA PR o B Dumont #4) R ZE H 1) IR IS -
B EBEE2S5 uLEH 25 234Gt » 4I5S ug ZLPS (KGR E
O111:B4)/ 357 %£2.0 pLEEREF < {EFORKFIRETLPS TS - E—FKIE

AL EARERLPS 2 12 HE T ZGIRIE « 1157 88 2 1% Jo i 5 &0 it

4 (R HVE(Ofloxacin)) BB EH Filr (EFE KIE - BIEFlriggI6-
8/INBE K7 N H£420.01-0.05 mg/kg. 2 T EFYER 2 55 45 8% 0 £ F & W
RE6E/NGFER KL -

[0164]
FEE 2 28
(i) e ZERAGE -

5 H W B RIPE T 3 R 389 DA R BE BN 45 5 - i AUER 2 Fi R
Tt A & -

[0165]
(ii) IREGIR B R TZEGFZE -

AR 22 H P BB (5 B 50 2 A7 Hh X B 22 AR P B8 B (0 S4B i AR ) B8R T T
fiti o {50 P R (G TR 1 A 48 R WA R 8 5T R A e 2 REUH 235 %2 5 DA

% 80 HEWHRIIE)
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I EENERRE -
[0166]
(iii) #EILFHE -

FEME RN RTE R NHERE  SYEEECERTE S
oo REEY1S plZ2.5%F R I £ AFEEEFFE3ION - HEMIX
PBS{EM 1 mUEH G587k © fEsH B AL N = A28 £ 2 Nikon &Iz
SLRFsZIR T AE R ORI - KERERRN FEEN > P BREER
1IRGE - BRI B E N E 2L AW B G LU AR A SR B EhY)
RIS Z TRy — EE o (58 A S22 BTG (NTH ) it 12 5 B[] Bl it 2 S HR Y 22
HEFEZEHBECARRER/EML) -

[0167]
(iv) JE /55 /& 75 OCT) -

fEFE M E st R m 2 R - FrA YK EIRERTE Y A
Z OCTR G2 FE - B E)Y) B FHPBSE AR - a2 ETOCTR®E -

[0168]
(v) 437 -

EFEERN LS HRBPBS (1) - 0.1%50.2% dHGFE0.1%
mNGFE#E & RIUR 21& » F28H K FE3H (G 50.1% 5 0.2% dHGF)E £
FORBEH HERE R TR/, - EEEEEFIER - F240 5340
/IMEIRE RS 28F60% - 1440 o 2 HIEY) &R IVEIR RN 4925% (8)5) -
FAPBS ¥ IGARELE - P EREmEEE RV - H§10.1% dHGF (p=0.0110) }¢
0.2% dHGF (p=0.0028) - fEPBSHHE TEIE K ~1E0.1% 5 0.2% HGF4H X
47518 » HAEPBS TNLE0.1% mNGF4H K&J2.515% (p=0.0417) - W {EdHGF4H

% 81 HEEHIEREIE)
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TR T R R/ N i 828 7 B (p=0.6176)(E]S) -
[0169] 2 - HEHIFRZERKH > B KBHRFELPS Z B KR H
hE g b5 1% FIHGF &5 (5 R IS U i & 2R
[0170] BRASCATHE M 2 7 FEU LS - MRIBATALE AL > A0 2
5 T B AU BAE LIRSl 2 1 = R R BT 5 LY o IR B SUNE B R P
b 55 E AL B 2 sulS Y - AHGFET AT H Z &2 5 (B ERTH &
)~ FHEHEE ZE R A B F)H A2 G TR 2 A AL -

L

o

5 82 H(EHIEREIE)
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GRllESy|

<110> i BAT Y BRI AR/ F(Claris Biotherapeutics, Inc.)

<120> HNERIREREENERRFHEY

<130> 49082-0004W01

<150> US 63/188,816
<151> 2021-05-14

<l60> 37

<170> PatentIn version 3.5
<210> 1

211> 723

<212> PRT

Q13> HA

<400> 1

Met Trp Val Thr Lys Leu Leu Pro

1 5

Leu His Leu Leu Leu Leu Pro Ile
20

Arg Lys Arg Arg Asn Thr Ile His
35 40

Thr Leu Ile Lys Ile Asp Pro Ala
50 55

Asn Thr Ala Asp Gln Cys Ala Asn
65 70

Pro Phe Thr Cys Lys Ala Phe Val
85

Leu Trp Phe Pro Phe Asn Ser Met
100

111118098 FEHESE A0202

Ala Leu Leu Leu Gln His Val Leu
10 15

Ala Ile Pro Tyr Ala Glu Gly Gln
25 30

Glu Phe Lys Lys Ser Ala Lys Thr
45

Leu Lys Ile Lys Thr Lys Lys Val
60

Arg Cys Thr Arg Asn Lys Gly Leu
75 80

Phe Asp Lys Ala Arg Lys Gln Cys
90 05

Ser Ser Gly Val Lys Lys Glu Phe
105 110

$£18 - H109B(FIIF)

1113232320-0
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Gly His Glu Phe Asp Leu Tyr Glu Asn Lys

Ser

145

Ser

Gly

Tyr

Cys

Lys
225

115

Ile Gly Lys Gly
130

Gly Ile Lys Cys

Tyr Arg Gly Lys
165

Glu Glu Gly Gly
180

Glu Val Cys Asp
195

Asn Gly Glu Ser
210

Ile Cys Gln Arg

Leu Pro Glu Arg Tyr

Asn

Thr

Asn

245

Pro Asp Gly Gln
260

Arg Trp Glu Tyr
275

Asp Thr Asp Val
290

Arg

Gln

150

Asp

Pro

Ile

Tyr

Trp

230

Pro

Pro

Cys

Pro

120

Ser Tyr Lys Gly
135

Pro Trp Ser Ser

Leu Gln Glu Asn
170

Trp Cys Phe Thr
185

Pro Gln Cys Ser
200

Arg Gly Leu Met
215

Asp His Gln Thr

Asp Lys Gly Phe
250

Arg Pro Trp Cys
265

Ala Ile Lys Thr
280

Leu Glu Thr Thr
295

Gly Glu Gly Tyr Arg Gly Thr Val Asn Thr

111118098
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Asp Tyr

Thr Val
140

Met Ile
155

Tyr Cys

Ser Asn

Glu Val

Asp His
220

Pro His
235

Asp Asp

Tyr Thr

Cys Ala

Glu Cys

300

Ile Trp

Ile Arg Asn Cys
125

Ser Ile Thr Lys

Pro His Glu His
160

Arg Asn Pro Arg
175

Pro Glu Val Arg
190

Glu Cys Met Thr
205

Thr Glu Ser Gly

Arg His Lys Phe
240

Asn Tyr Cys Arg
255

Leu Asp Pro His
270

Asp Asn Thr Met
285

Ile Gln Gly Gln

Asn Gly Ile Pro

$28 - H109E(FIIF)
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305

Cys Gln Arg

Glu Asn Phe

Asp Gly Ser
355

Val Gly Tyr
370

Asp Cys Tyr
385

Thr Arg Ser

Leu His Arg

Asn Tyr Cys
435

Thr Gly Asn
450

Glu Gly Asp

465

Ser Cys Ala

Arg Thr Asn

111118098

202310868

Trp Asp
325

Lys Cys
340

Glu Ser

Cys Ser

Arg Gly

Gly Leu

405

His Ile

420

Arg Asn

Pro Leu

Thr Thr

Lys Thr
485

310

Ser

Lys

Pro

Gln

Asn

390

Thr

Phe

Pro

Ile

Pro

470

Lys

Gln Tyr Pro

Asp Leu Arg
345

Trp Cys Phe
360

Ile Pro Asn
375

Gly Lys Asn

Cys Ser Met

Trp Glu Pro
425

Asp Asp Asp
440

Pro Trp Asp
455

Thr Ile Val

Gln Leu Arg

Ile Gly Trp Met Val Ser

500

505

FEHESE A0202

315

His Glu His
330

Glu Asn Tyr

Thr Thr Asp

Cys Asp Met
330

Tyr Met Gly
395

Trp Asp Lys
410

Asp Ala Ser

Ala His Gly

Tyr Cys Pro
460

Asn Leu Asp
475

Val Val Asn
490

Leu Arg Tyr

Asp Met Thr
335

Cys Arg Asn
350

Pro Asn Ile
365

Ser His Gly

Asn Leu Ser

Asn Met Glu
415

Lys Leu Asn
430

Pro Trp Cys
445

Ile Ser Arg

His Pro Val

Gly Ile Pro
495

Arg Asn Lys
510

320

Pro

Pro

Arg

Gln

Gln

400

Asp

Glu

Tyr

Cys

Ile

480

Thr

His

#3808 - H109E(FIIF)
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Ile Cys

Gln Cys
530

Ile His
545

Asn Val

Met Lys

Asp Leu

Val Tyr
610

Arg Val
625

His Arg

Glu Lys

Val Cys

Gly Arg

690

Ala Tyr

111118098

Gly Gly Ser
515

Phe Pro Ser

Asp Val His

Ser Gln Leu
565

Leu Ala Arg
580

Pro Asn Tyr
595

Gly Trp Gly

Ala His Leu

Gly Lys Val
645

Ile Gly Ser
660

Glu GIn His
675

Gly Cys Ala

Tyr Ala Lys

Leu Ile Lys
520

Arg Asp Leu
535

Gly Arg Gly
550

Val Tyr Gly

Pro Ala Val

Gly Cys Thr
600

Tyr Thr Gly
615

Tyr Tle Met
630

Thr Leu Asn

Gly Pro Cys

Lys Met Arg
680

Ile Pro Asn
695

Trp Ile His

Glu Ser Trp

Lys Asp Tyr

Asp Glu Lys
555

Pro Glu Gly
570

Leu Asp Asp
585

Ile Pro Glu

Leu Ile Asn

Gly Asn Glu
635

Glu Ser Glu
650

Glu Gly Asp

665

Met Val Leu

Arg Pro Gly

Lys Ile Ile

FEHESE A0202

Val Leu Thr Ala Arg

525

Glu Ala Trp Leu Gly

540

Cys Lys Gln

Ser Asp Leu

Phe Val Ser
590

Lys Thr Ser
605

Tyr Asp Gly
620

Lys Cys Ser

Ile Cys Ala

Tyr Gly Gly
670

Gly Val Ile
685

Ile Phe Val
700

Leu Thr Tyr

Val

Val

575

Thr

Cys

Leu

Gln

Gly

655

Pro

Val

Arg

Lys

Leu

560

Leu

Ile

Ser

Leu

His

640

Ala

Leu

Pro

Val

Val

#4858 - H109B(FIIF)
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705

Pro Gln Ser

210> 2
<211>
<212>
213> BA

<400> 2

Met Trp Val
1

202310868

710

Thr Lys Leu Leu Pro

5

Leu His Leu Leu Leu Leu Pro Ile

Arg Lys Arg
35

Thr Leu Ile
50

Asn Thr Ala
65

Pro Phe Thr

Leu Trp Phe

20

Arg Asn Thr Ile His

40

Lys Ile Asp Pro Ala

55

Asp Gln Cys Ala Asn

70

Cys Lys Ala Phe Val

85

Pro Phe Asn Ser Met

100

Gly His Glu Phe Asp Leu Tyr Glu

115

120

Ile Ile Gly Lys Gly Arg Ser Tyr

130

111118098
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135

715

Ala Leu Leu Leu
10

Ala Ile Pro Tyr
25

Glu Phe Lys Lys

Leu Lys Ile Lys

60

Arg Cys Thr
75

Arg

Phe Asp Lys Ala

90

Ser Ser Gly Val

105

Asn Lys Asp Tyr

Val
140

Lys Gly Thr

720

Gln His Val Leu
15

Ala Glu Gly Gln
30

Ser Ala Lys Thr
45

Thr Lys Lys Val

Asn Lys Gly Leu
80

Arg Lys Gln Cys
05

Lys Lys Glu Phe
110

Ile Arg Asn Cys
125

Ser Ile Thr Lys

#5858 - H109E(FIIF)
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Ser Gly Ile Lys Cys
145

Ser Phe Leu Pro Ser
165

Pro Arg
180

Cys Arg Asn

Asn Pro Glu
195

Val Arg

Val Glu Cys
210

Met Thr

His Thr Glu
225

Ser Gly

His Arg His Lys Phe

245

Cys Arg
260

Asp Asn Tyr

Thr Leu Asp
275

Pro His

Ala Asp Asn
290

Thr Met

Cys Ile Gln
305

Gly Gln

Trp Asn Gly
325

His Asp Met
340

111118098

Gln

150

Ser

Gly

Tyr

Cys

Lys

230

Leu

Asn

Thr

Asn

Gly
310

Pro Trp Ser Ser Met
155

Tyr Arg Gly Lys Asp
170

Glu Glu Gly Gly Pro
185

Glu Val Cys Asp Ile
200

Asn Gly Glu Ser Tyr
215

Ile Cys Gln Arg Trp
235

Pro Glu Arg Tyr Pro
250

Pro Asp Gly Gln Pro
265

Arg Trp Glu Tyr Cys
280

Asp Thr Asp Val Pro
295

Glu Gly Tyr Arg Gly
315

Ile Pro Cys Gln Arg Trp Asp Ser

330

Thr Pro Glu Asn Phe Lys Cys Lys

345

FEHESE A0202

Ile Pro His Glu His
160

Leu Gln Glu Asn
175

Tyr

Trp Cys Phe Thr
190

Ser

Pro Gln Cys Ser
205

Glu

Arg Gly Leu Met
220

Asp

Asp His Gln Thr Pro

240

Asp Lys Gly Phe
255

Asp

Arg Pro Trp Cys Tyr

270

Ala Ile Lys Thr
285

Cys

Leu Glu Thr Thr
300

Glu

Thr Val Asn Thr Ile

320

Gln Tyr Pro His
335

Glu

Asp Leu Arg Glu Asn
350

$68H - H109E(FIIF)
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Tyr Cys Arg Asn Pro Asp Gly Ser Glu Ser Pro Trp Cys Phe Thr Thr
355 360 365

Asp Pro Asn Ile Arg Val Gly Tyr Cys Ser Gln Ile Pro Asn Cys Asp
370 375 330

Met Ser His Gly Gln Asp Cys Tyr Arg Gly Asn Gly Lys Asn Tyr Met
385 390 395 400

Gly Asn Leu Ser Gln Thr Arg Ser Gly Leu Thr Cys Ser Met Trp Asp
405 410 415

Lys Asn Met Glu Asp Leu His Arg His Ile Phe Trp Glu Pro Asp Ala
420 425 430

Ser Lys Leu Asn Glu Asn Tyr Cys Arg Asn Pro Asp Asp Asp Ala His
435 44() 445

Gly Pro Trp Cys Tyr Thr Gly Asn Pro Leu Ile Pro Trp Asp Tyr Cys
450 455 460

Pro Ile Ser Arg Cys Glu Gly Asp Thr Thr Pro Thr Ile Val Asn Leu
465 470 475 480

Asp His Pro Val Ile Ser Cys Ala Lys Thr Lys Gln Leu Arg Val Val
485 490 495

Asn Gly Ile Pro Thr Arg Thr Asn Ile Gly Trp Met Val Ser Leu Arg
500 505 510

Tyr Arg Asn Lys His Ile Cys Gly Gly Ser Leu Ile Lys Glu Ser Trp
515 520 525

Val Leu Thr Ala Arg Gln Cys Phe Pro Ser Arg Asp Leu Lys Asp Tyr
530 535 540

111118098 FEH5E A0202 78 - H1095(FEHE) 1113232320-0
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Glu Ala Trp Leu Gly

545

Cys Lys

Ser Asp

Phe Val

Lys Thr
610

Tyr Asp
625

Lys Cys

Ile Cys

Tyr Gly

Gly Val
690

Ile Phe
705

Leu Thr

<210> 3
L21l> 2

111118098

Gln

Leu

Ser

595

Ser

Gly

Ser

Ala

Gly

675

Ile

Val

Tyr

90

Val Leu
565

Val Leu
580

Thr Ile

Cys Ser

Leu Leu

Gln His

645

Gly Ala

660

Pro Leu

Val Pro

Arg Val

Lys Val
725

Ile His Asp Val
550

Asn Val Ser Gln

Met Lys Leu Ala
585

Asp Leu Pro Asn
600

Val Tyr Gly Trp
615

Arg Val Ala His
630

His Arg Gly Lys

Glu Lys Ile Gly
665

Val Cys Glu Gln
680

Gly Arg Gly Cys
695

Ala Tyr Tyr Ala
710

Pro Gln Ser

FEHESE A0202

His Gly
555

Leu Val
570

Arg Pro

Tyr Gly

Gly Tyr

Leu Tyr

635

Val Thr

650

Ser Gly

His Lys

Ala Ile

Lys Trp
715

Arg

Tyr

Ala

Cys

Thr

620

Ile

Leu

Pro

Met

Pro

700

Ile

Gly Asp Glu Lys
560

Gly Pro Glu Gly
575

Val Leu Asp Asp
590

Thr Ile Pro Glu
605

Gly Leu Ile Asn

Met Gly Asn Glu
640

Asn Glu Ser Glu
655

Cys Glu Gly Asp
670

Arg Met Val Leu
685

Asn Arg Pro Gly

His Lys Ile Ile
720

#8H - H109E(FIIF)
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<212> PRT
Q13> FHA

<400> 3

Met Trp Val Thr Lys Leu Leu Pro Ala Leu Leu Leu Gln His Val Leu
1 5 10 15

Leu His Leu Leu Leu Leu Pro Ile Ala Ile Pro Tyr Ala Glu Gly Gln
20 25 30

Arg Lys Arg Arg Asn Thr Ile His Glu Phe Lys Lys Ser Ala Lys Thr
35 40 45

Thr Leu Ile Lys Ile Asp Pro Ala Leu Lys Ile Lys Thr Lys Lys Val
50 55 60

Asn Thr Ala Asp Gln Cys Ala Asn Arg Cys Thr Arg Asn Lys Gly Leu
65 70 75 80

Pro Phe Thr Cys Lys Ala Phe Val Phe Asp Lys Ala Arg Lys Gln Cys
85 90 05

Leu Trp Phe Pro Phe Asn Ser Met Ser Ser Gly Val Lys Lys Glu Phe
100 105 110

Gly His Glu Phe Asp Leu Tyr Glu Asn Lys Asp Tyr Ile Arg Asn Cys
115 120 125

Ile Ile Gly Lys Gly Arg Ser Tyr Lys Gly Thr Val Ser Ile Thr Lys
130 135 140

Ser Gly Ile Lys Cys Gln Pro Trp Ser Ser Met Ile Pro His Glu His
145 150 155 160

Ser Phe Leu Pro Ser Ser Tyr Arg Gly Lys Asp Leu Gln Glu Asn Tyr
165 170 175

Cys Arg Asn Pro Arg Gly Glu Glu Gly Gly Pro Trp Cys Phe Thr Ser

111118098 FEH5E A0202 #9H - H109EH(FEHE) 1113232320-0
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180 185 190

Asn Pro Glu Val Arg Tyr Glu Val Cys Asp Ile Pro Gln Cys Ser Glu
195 200 205

Val Glu Cys Met Thr Cys Asn Gly Glu Ser Tyr Arg Gly Leu Met Asp
210 215 220

His Thr Glu Ser Gly Lys Ile Cys Gln Arg Trp Asp His Gln Thr Pro
225 230 235 240

His Arg His Lys Phe Leu Pro Glu Arg Tyr Pro Asp Lys Gly Phe Asp
245 250 255

Asp Asn Tyr Cys Arg Asn Pro Asp Gly Gln Pro Arg Pro Trp Cys Tyr
260 265 270

Thr Leu Asp Pro His Thr Arg Trp Glu Tyr Cys Ala Ile Lys Thr Cys
275 280 285

Glu Thr
290

210> 4
211> 296
<212> PRT
213> BA

<400> 4
Met Trp Val Thr Lys Leu Leu Pro Ala Leu Leu Leu Gln His Val Leu

1 5 10 15

Leu His Leu Leu Leu Leu Pro Ile Ala Ile Pro Tyr Ala Glu Gly Gln
20 25 30

Arg Lys Arg Arg Asn Thr Ile His Glu Phe Lys Lys Ser Ala Lys Thr
35 40 45

111118098 FEH5E A0202 #1058 - £1095(FIIE) 1113232320-0
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Thr Leu Ile Lys Ile Asp Pro Ala Leu Lys Ile Lys Thr Lys Lys Val
50 55 60

Asn Thr Ala Asp Gln Cys Ala Asn Arg Cys Thr Arg Asn Lys Gly Leu
65 70 75 80

Pro Phe Thr Cys Lys Ala Phe Val Phe Asp Lys Ala Arg Lys Gln Cys
85 90 05

Leu Trp Phe Pro Phe Asn Ser Met Ser Ser Gly Val Lys Lys Glu Phe
100 105 110

Gly His Glu Phe Asp Leu Tyr Glu Asn Lys Asp Tyr Ile Arg Asn Cys
115 120 125

Ile Ile Gly Lys Gly Arg Ser Tyr Lys Gly Thr Val Ser Ile Thr Lys
130 135 140

Ser Gly Ile Lys Cys Gln Pro Trp Ser Ser Met Ile Pro His Glu His
145 150 155 160

Ser Phe Leu Pro Ser Ser Tyr Arg Gly Lys Asp Leu Gln Glu Asn Tyr
165 170 175

Cys Arg Asn Pro Arg Gly Glu Glu Gly Gly Pro Trp Cys Phe Thr Ser
180 185 190

Asn Pro Glu Val Arg Tyr Glu Val Cys Asp Ile Pro Gln Cys Ser Glu
195 200 205

Val Glu Cys Met Thr Cys Asn Gly Glu Ser Tyr Arg Gly Leu Met Asp
210 215 220

His Thr Glu Ser Gly Lys Ile Cys Gln Arg Trp Asp His Gln Thr Pro
225 230 235 240

His Arg His Lys Phe Leu Pro Glu Arg Tyr Pro Asp Lys Gly Phe Asp
245 250 255

111118098 FEH5E A0202 #1158 - £1095(FIIE) 1113232320-0
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Asp Asn Tyr Cys Arg Asn Pro Asp Gly Gln Pro Arg Pro Trp Cys Tyr
260 265 270

Thr Leu Asp Pro His Thr Arg Trp Glu Tyr Cys Ala Ile Lys Asn Met

275 280

Arg Asp Ile Thr Trp Ala Leu Asn
290 295

210> 5
<211> 285
<212> PRT
213> BA

<400> 5
Met Trp Val Thr Lys Leu Leu Pro

1 5

Leu His Leu Leu Leu Leu Pro Ile
20

Arg Lys Arg Arg Asn Thr Ile His
35 40

Thr Leu Ile Lys Ile Asp Pro Ala
50 55

Asn Thr Ala Asp Gln Cys Ala Asn
65 70

Pro Phe Thr Cys Lys Ala Phe Val
85

Leu Trp Phe Pro Phe Asn Ser Met
100

285

Ala Leu Leu Leu Gln His Val Leu
10 15

Ala Ile Pro Tyr Ala Glu Gly Gln
25 30

Glu Phe Lys Lys Ser Ala Lys Thr
45

Leu Lys Ile Lys Thr Lys Lys Val
60

Arg Cys Thr Arg Asn Lys Gly Leu
75 80

Phe Asp Lys Ala Arg Lys Gln Cys
90 05

Ser Ser Gly Val Lys Lys Glu Phe
105 110

Gly His Glu Phe Asp Leu Tyr Glu Asn Lys Asp Tyr Ile Arg Asn Cys

111118098 FEHESE A0202

HF128 - #1098 (FFIFKR)
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202310868

115

Ile Ile Gly Lys Gly
130

Ser Gly Ile Lys Cys
145

Ser Tyr Arg Gly Lys
165

Gly Glu Glu Gly Gly
180

Tyr Glu Val Cys Asp
195

Cys Asn Gly Glu Ser
210

Lys Ile Cys Gln Arg
225

Leu Pro Glu Arg Tyr
245

Asn Pro Asp Gly Gln
260

Thr Arg Trp Glu Tyr
275

210> 6
Q211> 210
<212> PRT
213> BA

<400> 6

111118098

Arg

Gln

150

Asp

Pro

Ile

Tyr

Trp

230

Pro

Pro

Cys

120

Ser Tyr Lys Gly Thr Val

135

Pro Trp Ser Ser

Leu Gln Glu Asn

Trp Cys Phe Thr

185

Pro Gln Cys Ser

200

Arg Gly Leu Met

215

Asp His Gln Thr

Asp Lys Gly Phe

Arg Pro Trp Cys

265

Ala Ile Lys Thr

280

FEHESE A0202

140

Met Ile
155

Tyr Cys

Ser Asn

Glu Val

Asp His

220

Pro His

235

Asp Asp

Tyr Thr

Cys Glu

125

Ser Ile Thr

Pro His Glu

Arg Asn Pro
175

Pro Glu Val
190

Glu Cys Met
205

Thr Glu Ser

Arg His Lys

Asn Tyr Cys
255

Leu Asp Pro
270

Thr
285

Lys

His

160

Arg

Arg

Thr

Gly

Phe
240

Arg

His

F13E - H109H(FFIFR)

1113232320-0



202310868

Met Trp Val Thr

1

Leu His

Arg Lys

Thr Leu
50

Asn Thr
65

Pro Phe

Leu Trp

Gly His

Ile Ile

130

Ser Gly

145

Ser Phe

Cys Arg

Asn Pro

111118098

Leu

Arg

35

Ile

Ala

Thr

Phe

Glu

115

Gly

Ile

Leu

Asn

Glu
195

Leu

20

Arg

Lys

Asp

Cys

Pro

100

Phe

Lys

Lys

Pro

Pro

180

Val

Lys

Leu

Asn

Ile

Gln

Lys

85

Phe

Asp

Gly

Cys

Ser
165

Leu Leu Pro

Leu Pro Ile

Thr Ile His
40

Asp Pro Ala
55

Cys Ala Asn
70

Ala Phe Val

Asn Ser Met

Leu Tyr Glu
120

Arg Ser Tyr
135

Gln Pro Trp
150

Ser Tyr Arg

Ala Leu Leu Leu Gln His

Ala

25

Glu

Leu

Arg

Phe

Ser

105

Asn

Lys

Ser

Gly

Arg Gly Glu Glu Gly

185

Arg Tyr Glu Val Cys

200

FEHESE A0202

10

Ile Pro

Phe Lys

Lys Ile

Cys Thr
75

Asp Lys
90

Ser Gly

Lys Asp

Gly Thr

Ser Met
155

Lys Asp
170

Gly Pro

Asp Ile

Tyr

Lys

Lys

60

Arg

Ala

Val

Tyr

Val

140

Ile

Leu

Trp

Pro

Ala Glu
30

Ser Ala
45

Thr Lys

Asn Lys

Arg Lys

Lys Lys
110

Ile Arg
125

Ser Ile

Pro His

Gln Glu

Cys Phe

190

Gln Cys
205

Val

15

Gly

Lys

Lys

Gly

Gln

95

Glu

Asn

Thr

Glu

Asn

175

Thr

Ser

Leu

Gln

Thr

Val

Leu

80

Cys

Phe

Cys

Lys

His

160

Tyr

Ser

Glu

HF14E - #1095 (FIIFR)

1113232320-0



202310868

Gly Lys
210

210> 7

211> 728
<212> PRT
Q213> ATLFY

<220>
<223> HOF# .0

<400> 7
Met Trp Val Thr Lys Leu Leu Pro Ala Leu Leu Leu Gln His Val Leu

1 5 10 15

Leu His Leu Leu Leu Leu Pro Ile Ala Ile Pro Tyr Ala Glu Gly Gln
20 25 30

Arg Lys Arg Arg Asn Thr Ile His Glu Phe Lys Lys Ser Ala Lys Thr
35 40 45

Thr Leu Ile Lys Ile Asp Pro Ala Leu Glu Ile Lys Thr Lys Lys Ala
50 55 60

Asn Thr Ala Asp Gln Cys Ala Asn Arg Cys Thr Arg Ser Lys Gly Leu
65 70 75 80

Pro Phe Thr Cys Lys Ala Phe Val Phe Asp Lys Ala Arg Lys Arg Cys
85 90 05

Leu Trp Phe Pro Phe Asn Ser Met Ser Ser Gly Val Lys Lys Glu Phe
100 105 110

Gly His Glu Phe Asp Leu Tyr Glu Asn Lys Asp Tyr Ile Arg Asp Cys
115 120 125

Ile Ile Gly Lys Gly Arg Ser Tyr Arg Gly Thr Val Ser Ile Thr Lys
130 135 140

111118098 FEH5E A0202 #1558 - £1098(FIIE) 1113232320-0



202310868

Ser Gly Ile Lys Cys
145

Ser Phe Leu Pro Ser
165

Cys Arg Asn Pro Arg
180

Asp Pro Glu Val Arg
195

Val Glu Cys Met Thr
210

His Thr Glu Ser Gly
225

His Arg His Lys Phe
245

Asp Asn Tyr Cys Arg
260

Thr Leu Asp Pro His
275

Ala Asp Asn Thr Met
290

Cys Ile Gln Gly Gln
305

Trp Asn Gly Ile Pro
325

111118098

Gln Pro Trp Ser
150

Ser Tyr Arg Gly

Gly Glu Glu Gly
185

Tyr Glu Val Cys
200

Cys Asn Gly Glu
215

Lys Ile Cys Gln
230

Leu Pro Glu Arg

Asn Pro Asp Gly
265

Thr Arg Trp Glu
280

Asn Asp Thr Asp
295

Gly Glu Gly Tyr
310

Cys Gln Arg Trp

FEHESE A0202

Ala Met
155

Glu Asp
170

Gly Pro

Asp Ile

Ser Tyr

Arg Trp
235

Tyr Pro
250

Gln Pro

Tyr Cys

Val Pro

Arg Gly
315

Asp Ser
330

Ile Pro His Glu His
160

Leu Arg Glu Asn Tyr
175

Trp Cys Tyr Thr Ser
190

Pro Gln Cys Ser Glu
205

Arg Gly Leu Met Asp
220

Asp His Gln Thr Pro
240

Asp Lys Gly Phe Asp
255

Arg Pro Trp Cys Tyr
270

Ala Ile Lys Thr Cys
285

Leu Glu Thr Thr Glu
300

Thr Val Asn Thr Ile
320

Gln Tyr Pro His Glu
335

F16E - H109H(FIIFR)

1113232320-0



202310868

His Asp Met Thr Pro

Tyr Cys

Asp Pro
370

Met Ser
385

Gly Asn

Lys Asn

Ser Lys

Gly Pro
450

Pro Ile
465

Asp His

Asn Gly

Tyr Arg

Val Leu

530

111118098

Arg

355

Asn

His

Leu

Met

Leu

435

Trp

Ser

Pro

Ile

Asn

515

Thr

340

Asn Pro

Ile Arg

Gly Gln

Ser Gln
405

Glu Asp
420

Asn Glu

Cys Tyr

Arg Cys

Val Tle

485

Pro Thr
500

Lys His

Ala Arg

Glu Asn Phe Lys
345

Asp Gly Ser Glu
360

Val Gly Tyr Cys
375

Asp Cys Tyr Arg
390

Thr Arg Ser Gly

Leu His Arg His
425

Asn Tyr Cys Arg
44()

Thr Gly Asn Pro
455

Glu Gly Asp Thr
470

Ser Cys Ala Lys

Arg Thr Asn Ile
505

Ile Cys Gly Gly
520

Gln Cys Phe Pro
535

FEHESE A0202

Cys Lys

Ser Pro

Ser Gln

Gly Asn

395

Leu Thr
410

Ile Phe

Asn Pro

Leu Ile

Thr Pro

475

Thr Lys

490

Gly Trp

Ser Leu

Ser Arg

Asp Leu Arg Glu Asn

Trp

Ile

380

Gly

Cys

Trp

Asp

Pro

460

Thr

Gln

Met

Ile

350

Cys Phe Thr
365

Pro Asn Cys

Lys Asn Tyr

Ser Met Trp
415

Glu Pro Asp
430

Asp Asp Ala
445

Trp Asp Tyr

Ile Val Asn

Leu Arg Val
495

Val Ser Leu
510

Lys Glu Ser
525

Thr

Asp

Met

400

Asp

Ala

His

Cys

Leu

480

Val

Arg

Trp

Asp Leu Lys Asp Tyr

540

F178 - #1098 (FFIFR)

1113232320-0



202310868

Glu Ala Trp Leu Gly

545

Cys Lys

Ser Asp

Phe Val

Lys Thr
610

Tyr Asp
625

Lys Cys

Ile Cys

Tyr Gly

Gly Val
690

Ile Phe
705

Leu Thr

111118098

Gln

Leu

Ser

595

Ser

Gly

Ser

Ala

Gly

675

Ile

Val

Tyr

Val Leu
565

Val Leu
580

Thr Ile

Cys Ser

Leu Leu

Gln His

645

Gly Ala

660

Pro Leu

Val Pro

Arg Val

Lys Val
725

Ile His Asp Val
550

Asn Val Ser Gln

Met Lys Leu Ala
585

Asp Leu Pro Asn
600

Val Tyr Gly Trp
615

Arg Val Ala His
630

His Arg Gly Lys

Glu Lys Ile Gly
665

Val Cys Glu Gln
680

Gly Arg Gly Cys
695

Ala Tyr Tyr Ala
710

Pro Gln Ser

FEHESE A0202

His Gly
555

Leu Val
570

Arg Pro

Tyr Gly

Gly Tyr

Leu Tyr

635

Val Thr

650

Ser Gly

His Lys

Ala Ile

Lys Trp
715

Arg

Tyr

Ala

Cys

Thr

620

Ile

Leu

Pro

Met

Pro

700

Ile

Gly Asp Glu Lys
560

Gly Pro Glu Gly
575

Val Leu Asp Asp
590

Thr Ile Pro Glu
605

Gly Leu Ile Asn

Met Gly Asn Glu
640

Asn Glu Ser Glu
655

Cys Glu Gly Asp
670

Arg Met Val Leu
685

Asn Arg Pro Gly

His Lys Ile Ile
720

$F18E - H109H(FFIF)

1113232320-0



<210> 8
Q211> 728
<212> PRT

202310868

Q213> ATLFH

<220>

<223> HGF%Et

<400> 8
Met Trp Val

1

Leu His Leu

Arg Lys Arg
35

Thr Leu Ile
50

Asn Thr Ala
65

Pro Phe Thr

Leu Trp Phe

Gly His Glu
115

Ile Val Gly
130

Ser Gly Ile
145

111118098

Thr Lys Leu Leu Pro
5

Leu Leu Leu Pro Ile
20

Arg Asn Thr Ile His
40

Lys Ile Asp Pro Ala
55

Asp Gln Cys Ala Asn
70

Cys Lys Ala Phe Val
85

Pro Val Asn Ser Met
100

Phe Asp Leu Tyr Glu
120

Asn Gly Arg Ser Tyr
135

Lys Cys Gln Pro Trp
150

FEHESE A0202

Ala Leu Leu Leu
10

Ala Ile Pro Tyr
25

Glu Phe Lys Lys

Leu Lys Ile Lys
60

Arg Cys Ile Arg
75

Phe Asp Lys Ala
90

Ser Ser Gly Val
105

Asn Lys Asp Tyr

Arg Gly Thr Val
140

Ser Ala Met Ile
155

Gln His Val Leu
15

Ala Glu Gly Gln
30

Ser Ala Lys Thr
45

Thr Glu Lys Ala

Asn Lys Gly Leu
80

Arg Lys Arg Cys
05

Lys Lys Glu Phe
110

Thr Arg Asn Cys
125

Ser Thr Thr Lys

Pro His Glu His
160

HF198 - #1098 (FFIFR)

1113232320-0
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Ser Phe Leu Pro Ser
165

Cys Arg Asn Pro Arg
180

Asp Pro Glu Val Arg
195

Val Glu Cys Met Thr
210

His Thr Glu Ser Gly
225

His Arg His Lys Phe
245

Asp Asn Tyr Cys Arg
260

Thr Leu Asp Pro His
275

Ala Asp Asn Thr Met
290

Cys Ile Gln Gly Gln
305

Trp Asn Gly Ile Pro
325

His Asp Met Thr Pro
340

Tyr Cys Arg Asn Pro
355

111118098

Ser Tyr Arg Gly Glu Asp Leu Arg Glu Asn Tyr

170

175

Gly Glu Glu Gly Gly Pro Trp Cys Tyr Thr

Tyr

Cys

Lys

230

Leu

Asn

Thr

Asn

Gly

310

Cys

Glu

185

Glu Val Cys Asp Ile
200

Asn Gly Glu Ser Tyr
215

Ile Cys Gln Arg Trp
235

Pro Glu Arg Tyr Pro
250

Pro Asp Gly Gln Pro
265

Arg Trp Glu Tyr Cys
280

Asp Thr Asp Val Pro
295

Glu Gly Tyr Arg Gly
315

Gln Arg Trp Asp Ser
330

Asn Phe Lys Cys Lys
345

190

Pro Gln Cys Ser
205

Arg Gly Leu Met
220

Asp His Gln Thr

Asp Lys Gly Phe
255

Arg Pro Trp Cys
270

Ala Ile Lys Thr
285

Leu Glu Thr Thr
300

Thr Val Asn Thr

Gln Tyr Pro His
335

Asp Leu Arg Glu
350

Asp Gly Ser Glu Ser Pro Trp Cys Phe Thr

360

FEHESE A0202

365

Ser

Glu

Asp

Pro

240

Asp

Tyr

Cys

Glu

Ile

320

Glu

Asn

Thr

$F208 - H109H(FFIFR)

1113232320-0



202310868

Asp Pro Asn Ile Arg

370

Met Ser
385

Gly Asn

Lys Asn

Ser Lys

Gly Pro
450

Pro Ile
465

Asp His

Asn Gly

Tyr Arg

Val Leu

530

Glu Ala
545

111118098

His

Leu

Met

Leu

435

Trp

Ser

Pro

Ile

Asn

515

Thr

Trp

Gly Gln

Ser Gln
405

Glu Asp
420

Asn Glu

Cys Tyr

Arg Cys

Val Tle

485

Pro Thr

500

Lys His

Ala Arg

Leu Gly

Val Gly Tyr
375

Asp Cys Tyr
390

Thr Arg Ser

Leu His Arg

Asn Tyr Cys
44()

Thr Gly Asn
455

Glu Gly Asp
470

Ser Cys Ala

Arg Thr Asn

Ile Cys Gly
520

Gln Cys Phe
535

Ile His Asp
550

Cys

Arg

Gly

His

425

Arg

Pro

Thr

Lys

Ile

505

Gly

Pro

Val

FEHESE A0202

Ser Gln

Gly Asn
395

Leu Thr
410

Ile Phe

Asn Pro

Leu Ile

Thr Pro

475

Thr Lys

490

Gly Trp

Ser Leu

Ser Arg

His Gly
555

Ile Pro Asn Cys
330

Gly Lys Asn Tyr

Cys Ser Met Trp
415

Trp Glu Pro Asp
430

Asp Asp Asp Ala
445

Pro Trp Asp Tyr
460

Thr Ile Val Asn

Gln Leu Arg Val
495

Met Val Ser Leu
510

Ile Lys Glu Ser
525

Asp Leu Lys Asp
540

Arg Gly Asp Glu

Asp

Met

400

Asp

Ala

His

Cys

Leu

480

Val

Arg

Trp

Tyr

Lys
560

$218 - H1098(FFIF)

1113232320-0



202310868

Cys Lys Gln Val Leu Asn Val Ser Gln

Ser Asp

Phe Val

Lys Thr
610

Tyr Asp
625

Lys Cys

Ile Cys

Tyr Gly

Gly Val
690

Ile Phe
705

Leu Thr

<210>
<211>
<212>
<213>

<220>

Leu

Ser

595

Ser

Gly

Ser

Ala

Gly

675

Ile

Val

Tyr

9
728
PRT

565

Val Leu Met Lys Leu Ala
580 585

Thr Ile Asp Leu Pro Asn
600

Cys Ser Val Tyr Gly Trp
615

Leu Leu Arg Val Ala His
630

Gln His His Arg Gly Lys
645

Gly Ala Glu Lys Ile Gly
660 665

Pro Leu Val Cys Glu Gln
680

Val Pro Gly Arg Gly Cys
695

Arg Val Ala Tyr Tyr Ala
710

Lys Val Pro Gln Ser
725

szl

111118098

FEHESE A0202

Leu Val
570

Arg Pro

Tyr Gly

Gly Tyr

Leu Tyr

635

Val Thr

650

Ser Gly

His Lys

Ala Ile

Lys Trp
715

Tyr Gly Pro Glu Gly
575

Ala Val Leu Asp Asp
590

Cys Thr Ile Pro Glu
605

Thr Gly Leu Ile Asn
620

Ile Met Gly Asn Glu
640

Leu Asn Glu Ser Glu
655

Pro Cys Glu Gly Asp
670

Met Arg Met Val Leu
685

Pro Asn Arg Pro Gly
700

Ile His Lys Ile Ile
720

$F228 - #H1098(FFIFR)

1113232320-0
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<223> HOF# .0

<400> 9
Met Trp Val

1

Leu His Leu

Arg Lys Arg
35

Thr Leu Ile
50

Asn Thr Ala
65

Pro Phe Thr

Leu Trp Phe

Gly His Glu
115

Ile Val Gly
130

Ser Gly Ile
145

Ser Phe Leu

Cys Arg Asn

111118098

Thr Lys
5

Leu Leu
20

Arg Asn

Lys Ile

Asp Gln

Cys Lys
85

Pro Phe
100

Phe Asp

Asn Gly

Glu Cys

Pro Ser

165

Pro Arg
180

Leu Leu Pro

Leu Pro Ile

Thr Ile His
40

Asp Pro Ala
55

Cys Ala Asn
70

Ala Phe Val

Asn Ser Met

Leu Tyr Glu
120

Arg Ser Tyr
135

Gln Pro Trp
150

Ser Tyr Arg

Gly Glu Glu

FEHESE A0202

Ala Leu Leu Leu
10

Ala Ile Pro Tyr
25

Glu Phe Lys Lys

Leu Lys Ile Lys
60

Arg Cys Thr Arg
75

Phe Asp Lys Ala
90

Ser Ser Gly Val
105

Asn Lys Asp Tyr

Arg Gly Thr Val
140

Ser Ala Met Ile
155

Gly Glu Asp Leu
170

Gly Gly Pro Trp
185

Gln His Val Leu
15

Ala Glu Gly Gln
30

Ser Ala Lys Thr
45

Thr Glu Lys Ala

Ser Lys Gly Leu
80

Arg Lys Arg Cys
05

Lys Lys Glu Phe
110

Ile Arg Asp Cys
125

Ser Ile Thr Lys

Pro His Glu His
160

Arg Glu Asn Tyr
175

Cys Tyr Thr Ser
190

$238 - H109H(FFIFR)

1113232320-0



202310868

Asp Pro Glu
195

Val Glu Cys
210

His Thr Glu
225

His Arg His

Asp Asn Tyr

Thr Leu Asp
275

Ala Asp Asn
290

Cys Ile Gln
305

Trp Asn Gly

His Asp Met

Tyr Cys Arg

355

Asp Pro Asn
370

111118098

Val Arg

Met Thr

Ser Gly

Lys Phe
245

Cys Arg
260

Pro His

Thr Met

Gly Gln

Ile Pro

325

Thr Pro
340

Asn Pro

Ile Arg

Tyr Glu Val Cys Asp Ile
200

Cys Asn Gly Glu Ser Tyr
215

Lys Ile Cys Gln Arg Trp
230 235

Leu Pro Glu Arg Tyr Pro
250

Asn Pro Asp Gly Gln Pro
265

Thr Arg Trp Glu Tyr Cys
280

Asn Asp Thr Asp Val Pro
295

Gly Glu Gly Tyr Arg Gly
310 315

Cys Gln Arg Trp Asp Ser
330

Glu Asn Phe Lys Cys Lys
345

Asp Gly Ser Glu Ser Pro
360

Val Gly Tyr Cys Ser Gln
375

FEHESE A0202

Pro Gln Cys Ser
205

Arg Gly Leu Met
220

Asp His Gln Thr

Asp Lys Gly Phe
255

Arg Pro Trp Cys
270

Ala Ile Lys Thr
285

Leu Glu Thr Thr
300

Thr Val Asn Thr

Gln Tyr Pro His
335

Asp Leu Arg Glu
350

Trp Cys Phe Thr
365

Ile Pro Asn Cys
330

Glu

Asp

Pro

240

Asp

Tyr

Cys

Glu

Ile

320

Glu

Asn

Thr

Asp

$F248 - H109H(FIIFR)

1113232320-0



202310868

Met Ser His Gly Gln Asp Cys Tyr Arg Gly Asn Gly Lys Asn Tyr Met
385 390 395 400

Gly Asn Leu Ser Gln Thr Arg Ser Gly Leu Thr Cys Ser Met Trp Asp
405 410 415

Lys Asn Met Glu Asp Leu His Arg His Ile Phe Trp Glu Pro Asp Ala
420 425 430

Ser Lys Leu Asn Glu Asn Tyr Cys Arg Asn Pro Asp Asp Asp Ala His
435 44() 445

Gly Pro Trp Cys Tyr Thr Gly Asn Pro Leu Ile Pro Trp Asp Tyr Cys
450 455 460

Pro Ile Ser Arg Cys Glu Gly Asp Thr Thr Pro Thr Ile Val Asn Leu
465 470 475 480

Asp His Pro Val Ile Ser Cys Ala Lys Thr Lys Gln Leu Arg Val Val
485 490 495

Asn Gly Ile Pro Thr Arg Thr Asn Ile Gly Trp Met Val Ser Leu Arg
500 505 510

Tyr Arg Asn Lys His Ile Cys Gly Gly Ser Leu Ile Lys Glu Ser Trp
515 520 525

Val Leu Thr Ala Arg Gln Cys Phe Pro Ser Arg Asp Leu Lys Asp Tyr
530 535 540

Glu Ala Trp Leu Gly Ile His Asp Val His Gly Arg Gly Asp Glu Lys
545 550 555 560

Cys Lys Gln Val Leu Asn Val Ser Gln Leu Val Tyr Gly Pro Glu Gly
565 570 575

Ser Asp Leu Val Leu Met Lys Leu Ala Arg Pro Ala Val Leu Asp Asp
580 585 590

111118098 FEH5E A0202 2258 - H1098(FIIE) 1113232320-0
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Phe Val

Lys Thr
610

Tyr Asp
625

Lys Cys

Ile Cys

Tyr Gly

Gly Val

690

Ile Phe
705

Leu Thr

<210> 1

Ser

595

Ser

Gly

Ser

Ala

Gly

675

Ile

Val

Tyr

211> 728
<212> PRT
Q213> ATLFH

<220>

<223> HGF

<400> 1

Thr Ile Asp Leu Pro Asn Tyr Gly Cys Thr Ile Pro Glu

600

Cys Ser Val Tyr Gly Trp
615

Leu Leu Arg Val Ala His
630

Gln His His Arg Gly Lys
645

Gly Ala Glu Lys Ile Gly
660 665

Pro Leu Val Cys Glu Gln
680

Val Pro Gly Arg Gly Cys
695

Arg Val Ala Tyr Tyr Ala Lys Trp

710

Lys Val Pro Gln Ser
725

Gly Tyr

Leu Tyr

635

Val Thr

650

Ser Gly

His Lys

Ala Ile

715

605

Thr Gly Leu Ile Asn
620

Ile Met Gly Asn Glu
640

Leu Asn Glu Ser Glu
655

Pro Cys Glu Gly Asp
670

Met Arg Met Val Leu
685

Pro Asn Arg Pro Gly
700

Ile His Lys Ile Ile
720

Met Trp Val Thr Lys Leu Leu Pro Ala Leu Leu Leu Gln His Val Leu

1

111118098

5

FEHESE A0202

10

15

$265E - H109H(FFIFR)

1113232320-0
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Leu His

Gly Lys

Thr Leu

50

Asp Thr

65

Pro Phe

Leu Trp

Gly His

Ile Val

130

Ser Gly

145

Ser Phe

Cys Arg

Asp Pro

111118098

Leu Leu Leu Leu Pro Ile Ala Ile

Arg

35

Ile

Ala

Thr

Phe

Glu

115

Gly

Ile

Leu

Asn

Glu
195

20

Arg Asn

Lys Ile

Asp Gln

Cys Lys

85

Pro Phe

100

Phe Asp

Asn Gly

Lys Cys

Pro Ser
165

Thr

Asp

Cys

70

Ala

Asn

Leu

Arg

Gln

150

Ser

25

Ile His Glu Phe
40

Pro Ala Leu Lys
55

Ala Asn Arg Cys

Phe Val Phe Asp
90

Ser Met Ser Ser
105

Tyr Glu Asn Lys
120

Ser Tyr Arg Gly
135

Pro Trp Ser Ser

Tyr Arg Gly Glu
170

Pro Arg Gly Glu Glu Gly Gly

180

185

Pro

Lys

Ile

Thr

75

Lys

Gly

Asp

Thr

Met

155

Asp

Pro

Val Arg Tyr Glu Val Cys Asp Ile

200

FEHESE A0202

Tyr

Lys

Lys

60

Arg

Ala

Val

Tyr

Val

140

Ile

Leu

Trp

Pro

Ala Lys Gly Gln
30

Ser Ala Lys Thr
45

Thr Glu Lys Ala

Ser Lys Gly Leu
80

Arg Lys Gln Cys
05

Lys Lys Glu Phe
110

Ile Arg Asp Cys
125

Ser Val Thr Lys

Pro His Glu His
160

Arg Glu Asn Tyr
175

Cys Tyr Thr Ser
190

Gln Cys Ser Glu
205

$F278 - H109H(FIIFR)

1113232320-0
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Val Glu Cys Met Thr
210

His Thr Glu Ser Gly
225

His Arg His Lys Phe
245

Asp Asn Tyr Cys Arg
260

Thr Leu Asp Pro His
275

Ala Asp Asn Thr Met
290

Cys Ile Gln Gly Gln
305

Trp Asn Gly Ile Pro
325

His Asp Met Thr Pro
340

Tyr Cys Arg Asn Pro
355

Asp Pro Asn Ile Arg
370

Met Ser His Gly Gln
385

Gly Asn Leu Ser Gln
405

111118098

Cys

Lys

230

Leu

Asn

Thr

Asn

Gly
310

Cys

Glu

Asp

Val

Asp
390

Thr

Asn Gly Glu Ser Tyr
215

Ile Cys Gln Arg Trp
235

Pro Glu Arg Tyr Pro
250

Pro Asp Gly Gln Pro
265

Arg Trp Glu Tyr Cys
280

Asp Thr Asp Val Pro
295

Glu Gly Tyr Arg Gly
315

Gln Arg Trp Asp Ser
330

Asn Phe Lys Cys Lys
345

Gly Ser Glu Ser Pro
360

Gly Tyr Cys Ser Gln
375

Cys Tyr Arg Gly Asn
395

Arg Ser Gly Leu Thr
410

FEHESE A0202

Arg Gly Leu Met

220

Asp

Asp

Arg

Ala

Leu

300

Thr

Gln

Asp

Trp

Ile

380

Gly

Cys

His

Lys

Pro

Ile

285

Glu

Val

Tyr

Leu

Cys

365

Pro

Lys

Ser

Gln Thr

Gly Phe
255

Trp Cys
270

Lys Thr

Thr Thr

Asn Thr

Pro His

335

Arg Glu

350

Phe Thr

Asn Cys

Asn Tyr

Met Trp
415

Asp

Pro
240

Asp

Tyr

Cys

Glu

Ile

320

Glu

Asn

Thr

Asp

Met

400

Asp

$288 - H109H(FFIFR)
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Lys Asn Met

Ser Lys Leu
435

Gly Pro Trp
450

Pro Ile Ser
465

Asp His Pro

Asn Gly Ile

Tyr Arg Asn
515

Val Leu Thr
530

Glu Ala Trp

545

Cys Lys Gln

Ser Asp Leu

Phe Val Ser
595

111118098

202310868

Glu Asp
420

Asn Glu

Cys Tyr

Arg Cys

Val Ile
485

Pro Thr
500

Lys His

Ala Arg

Leu Gly

Val Leu
565

Val Leu
580

Thr Ile

Leu His Arg His
425

Asn Tyr Cys Arg
44()

Thr Gly Asn Pro
455

Glu Gly Asp Thr
470

Ser Cys Ala Lys

Arg Thr Asn Ile
505

Ile Cys Gly Gly
520

Gln Cys Phe Pro
535

Ile His Asp Val
550

Asn Val Ser Gln

Met Lys Leu Ala
585

Ile Phe

Asn Pro

Leu Ile

Thr Pro
475

Thr Lys
490

Gly Trp

Ser Leu

Ser Arg

His Gly
555

Leu Val
570

Arg Pro

Trp

Asp

Pro

460

Thr

Gln

Met

Ile

Asp

540

Arg

Tyr

Ala

Asp Leu Pro Asn Tyr Gly Cys

600

FEHESE A0202

Glu Pro Asp Ala
430

Asp Asp Ala His
445

Trp Asp Tyr Cys

Ile Val Asn Leu
480

Leu Arg Val Val
495

Val Ser Leu Arg
510

Lys Glu Ser Trp
525

Leu Lys Asp Tyr

Gly Asp Glu Lys
560

Gly Pro Glu Gly
575

Val Leu Asp Asp
590

Thr Ile Pro Glu
605

$F298 - H109H(FFIFR)
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202310868

Lys Thr Ser Cys Ser Val Tyr Gly Trp Gly Tyr Thr Gly Leu Ile Asn
610 615 620

Tyr Asp Gly Leu Leu Arg Val Ala His Leu Tyr Ile Met Gly Asn Glu
625 630 635 640

Lys Cys Ser Gln His His Arg Gly Lys Val Thr Leu Asn Glu Ser Glu
645 650 655

Ile Cys Ala Gly Ala Glu Lys Ile Gly Ser Gly Pro Cys Glu Gly Asp
660 665 670

Tyr Gly Gly Pro Leu Val Cys Glu Gln His Lys Met Arg Met Val Leu
675 680 685

Gly Val Ile Val Pro Gly Arg Gly Cys Ala Ile Pro Asn Arg Pro Gly
690 695 700

Ile Phe Val Arg Val Ala Tyr Tyr Ala Lys Trp Ile His Lys Ile Ile
705 710 715 720

Leu Thr Tyr Lys Val Pro Gln Ser
725

210> 11

211> 728
<212> PRT
Q213> ATLFY

<220>
<223> HOF# .0

<400> 11
Met Trp Val Thr Lys Leu Leu Pro Ala Leu Leu Leu Gln His Val Leu

1 5 10 15

Leu His Leu Leu Leu Leu Pro Ile Ala Ile Pro Tyr Ala Glu Gly Gln
20 25 30

111118098 FEH5E A0202 #3008 - £1095(FIIE) 1113232320-0
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Arg Lys Arg Arg Asn Ala Ile His Glu Phe Lys Lys Ser Ala Lys Ala
35 40 45

Thr Leu Ile Lys Ile Asp Pro Ala Leu Lys Ile Lys Thr Glu Lys Ala
50 55 60

Asn Thr Ala Asp Gln Cys Ala Asn Arg Cys Thr Arg Ser Lys Gly Leu
65 70 75 80

Pro Phe Thr Cys Lys Ala Phe Val Phe Asp Lys Ala Arg Lys Arg Cys
85 90 05

Leu Trp Phe Pro Phe Asn Ser Met Ser Ser Gly Val Lys Lys Glu Phe
100 105 110

Gly His Glu Phe Asp Leu Tyr Glu Asn Lys Asp Tyr Ile Arg Asp Cys
115 120 125

Ile Val Gly Asn Gly Arg Ser Tyr Arg Gly Thr Val Ser Ile Thr Lys
130 135 140

Ser Gly Ile Glu Cys Gln Pro Trp Ser Ser Met Ile Pro His Glu His
145 150 155 160

Ser Phe Leu Pro Ser Ser Tyr Arg Gly Glu Asp Leu Gln Glu Asn Tyr
165 170 175

Cys Arg Asn Pro Trp Gly Glu Glu Gly Gly Pro Trp Cys Tyr Thr Ser
180 185 190

Asp Pro Glu Val Arg Tyr Glu Val Cys Asp Ile Pro Gln Cys Ser Glu
195 200 205

Val Glu Cys Met Thr Cys Asn Gly Glu Ser Tyr Arg Gly Leu Met Asp
210 215 220

His Thr Glu Ser Gly Lys Ile Cys Gln Arg Trp Asp His Gln Thr Pro
225 230 235 240

111118098 FEH5E A0202 #3158 - H1098(FIIE) 1113232320-0
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His Arg His Lys Phe
245

Asp Asn Tyr Cys Arg
260

Thr Leu Asp Pro His
275

Ala Asp Asn Thr Met
290

Cys Ile Gln Gly Gln
305

Trp Asn Gly Ile Pro
325

His Asp Met Thr Pro
340

Tyr Cys Arg Asn Pro
355

Asp Pro Asn Ile Arg
370

Met Ser His Gly Gln
385

Gly Asn Leu Ser Gln
405

Lys Asn Met Glu Asp
420

111118098

Leu Pro Glu Arg Tyr Pro
250

Asn Pro Asp Gly Gln Pro
265

Thr Arg Trp Glu Tyr Cys
280

Asn Asp Thr Asp Val Pro
295

Gly Glu Gly Tyr Arg Gly
310 315

Cys Gln Arg Trp Asp Ser
330

Glu Asn Phe Lys Cys Lys
345

Asp Gly Ser Glu Ser Pro
360

Val Gly Tyr Cys Ser Gln
375

Asp Cys Tyr Arg Gly Asn
390 395

Thr Arg Ser Gly Leu Thr
410

Leu His Arg His Ile Phe
425

FEHESE A0202

Asp

Arg

Ala

Leu

300

Thr

Gln

Asp

Trp

Ile

380

Gly

Cys

Trp

Lys Gly

Pro Trp
270

Ile Lys

285

Glu Thr

Val Asn

Tyr Pro

Leu Arg Glu

350

Cys Phe
365

Pro Asn

Lys Asn

Phe

255

Cys

Thr

Thr

Thr

His

335

Thr

Cys

Tyr

Asp

Tyr

Cys

Glu

Ile

320

Glu

Asn

Thr

Asp

Met
400

Ser Met Trp Asp

415

Glu Pro Asp Ala

430

$328 - #H1098(FFIFR)
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202310868

Ser Lys Leu Asn Glu Asn Tyr Cys Arg

435

Gly Pro Trp
450

Pro Ile Ser
465

Asp His Pro

Asn Gly Ile

Tyr Arg Asn
515

Val Leu Thr
530

Glu Ala Trp
545

Cys Lys Gln

Ser Asp Leu

Phe Val Ser
595

Lys Thr Ser
610

Tyr Asp Gly
625

111118098

Cys Tyr

Arg Cys

Val Ile
485

Pro Thr
500

Lys His

Ala Arg

Leu Gly

Val Leu

565

Val Leu

580

Thr Ile

Cys Ser

Leu Leu

440

Thr Gly Asn Pro
455

Glu Gly Asp Thr
470

Ser Cys Ala Lys

Arg Thr Asn Ile
505

Ile Cys Gly Gly
520

Gln Cys Phe Pro
535

Ile His Asp Val
550

Asn Val Ser Gln

Met Lys Leu Ala
585

Asp Leu Pro Asn
600

Val Tyr Gly Trp
615

Arg Val Ala His
630

FEHESE A0202

Asn Pro

Leu Ile

Thr Pro
475

Thr Lys
490

Gly Trp

Ser Leu

Ser Arg

His Gly

555

Leu Val

570

Arg Pro

Tyr Gly

Gly Tyr

Leu Tyr
635

Asp

Pro

460

Thr

Gln

Met

Ile

Asp

540

Arg

Tyr

Ala

Cys

Thr

620

Ile

Asp Asp Ala
445

Trp Asp Tyr

Ile Val Asn

Leu Arg Val
495

Val Ser Leu
510

Lys Glu Ser
525

Leu Lys Asp

Gly Asp Glu

Gly Pro Glu
575

Val Leu Asp
590

Thr Ile Pro
605

Gly Leu Ile

Met Gly Asn

His

Cys

Leu

480

Val

Arg

Trp

Tyr

Lys

560

Gly

Asp

Glu

Asn

Glu
640

338 - H109H(FFIF)
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Lys Cys Ser Gln His His Arg Gly Lys Val Thr Leu Asn Glu Ser Glu
645 650 655

Ile Cys Ala Gly Ala Glu Lys Ile Gly Ser Gly Pro Cys Glu Gly Asp
660 665 670

Tyr Gly Gly Pro Leu Val Cys Glu Gln His Lys Met Arg Met Val Leu
675 680 685

Gly Val Ile Val Pro Gly Arg Gly Cys Ala Ile Pro Asn Arg Pro Gly
690 695 700

Ile Phe Val Arg Val Ala Tyr Tyr Ala Lys Trp Ile His Lys Ile Ile
705 710 715 720

Leu Thr Tyr Lys Val Pro Gln Ser
725

210> 12
211> 728
<212> PRT
Q213> ATLFY

<220>
<223> HOF# .0

<400> 12
Met Trp Val Thr Lys Leu Leu Pro Ala Leu Leu Leu Gln His Val Leu

1 5 10 15

Leu His Leu Leu Leu Leu Pro Ile Ala Ile Pro Tyr Ala Glu Gly Gln
20 25 30

Arg Lys Arg Arg Asn Thr Ile His Glu Phe Lys Lys Ser Ala Lys Thr
35 40 45

Thr Leu Ile Lys Ile Asp Pro Ala Leu Lys Ile Lys Thr Glu Lys Ala
50 55 60

111118098 FEH5E A0202 #3458 - H1098(FIIE) 1113232320-0
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Asn Thr Ala Asp Gln Cys

65

Pro Phe Thr Cys

Leu Trp Phe Pro
100

Gly His Glu Phe

115

Ile Val Gly Asn

130

Ser Gly Ile Glu

145

Ser Phe Leu Pro

Cys Arg Asn Pro
180

Asp Pro Glu Val

195

Val Glu Cys Met

210

His Thr Glu Ser

225

His Arg His Lys

111118098

Lys

85

Phe

Asp

Gly

Cys

Ser

165

Arg

Arg

Thr

Gly

Phe
245

70

Ala

Asn

Leu

Arg

Gln

150

Ser

Gly

Tyr

Cys

Lys

230

Leu

Ala Asn Arg Cys Thr
75

Phe Val Phe Asp Lys
90

Ser Met Ser Ser Gly
105

Tyr Glu Asn Lys Asp
120

Ser Tyr Arg Gly Thr
135

Pro Trp Ser Ala Met
155

Tyr Gln Gly Glu Asp
170

Glu Glu Gly Gly Pro
185

Glu Val Cys Asp Ile
200

Asn Gly Glu Ser Tyr
215

Ile Cys Gln Arg Trp
235

Pro Glu Arg Tyr Pro
250

FEHESE A0202

Arg Ser Lys Gly

Ala Arg Lys Arg
95

Val Lys Lys Glu
110

Tyr Thr Arg Asn
125

Val Ser Ile Thr
140

Ile Pro His Glu

Leu Arg Glu Asn
175

Trp Cys Tyr Thr
190

Pro Gln Cys Ser
205

Arg Gly Leu Met
220

Asp His Gln Thr

Asp Lys Gly Phe
255

Leu
30

Cys

Phe

Cys

Lys

His

160

Tyr

Ser

Glu

Asp

Pro

240

Asp

358 - H109H(FFIF)
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Asp Asn Tyr Cys Arg
260

Thr Leu Asp Pro His
275

Ala Asp Asn Thr Met
290

Cys Ile Gln Gly Gln
305

Trp Asn Gly Ile Pro
325

His Asp Met Thr Pro
340

Tyr Cys Arg Asn Pro
355

Asp Pro Asn Ile Arg
370

Met Ser His Gly Gln
385

Gly Asn Leu Ser Gln
405

Lys Asn Met Glu Asp
420

Ser Lys Leu Asn Glu
435

Gly Pro Trp Cys Tyr
450

111118098

Asn Pro Asp

Thr Arg Trp
280

Asn Asp Thr
295

Gly Glu Gly
310

Cys Gln Arg

Glu Asn Phe

Asp Gly Ser
360

Val Gly Tyr
375

Asp Cys Tyr
390

Thr Arg Ser

Leu His Arg

Asn Tyr Cys
44()

Thr Gly Asn
455

Gly Gln Pro
265

Glu Tyr Cys

Asp Val Pro

Tyr Arg Gly
315

Trp Asp Ser
330

Lys Cys Lys
345

Glu Ser Pro

Cys Ser Gln

Arg Gly Asn
395

Gly Leu Thr
410

His Ile Phe
425

Arg Asn Pro

Pro Leu Ile

FEHESE A0202

Arg Pro Trp
270

Ala Ile Lys
285

Leu Glu Thr
300

Thr Val Asn

Gln Tyr Pro

Asp Leu Arg
350

Trp Cys Phe
365

Ile Pro Asn
330

Gly Lys Asn

Cys Ser Met

Trp Glu Pro
430

Asp Asp Asp
445

Pro Trp Asp
460

Cys Tyr

Thr Cys

Thr Glu

Thr Ile
320

His Glu
335

Glu Asn

Thr Thr

Cys Asp

Tyr Met

400

Trp Asp

415

Asp Ala

Ala His

Tyr Cys

8§36 - H109H(FIIFR)
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Pro Ile Ser
465

Asp His Pro

Asn Gly Ile

Tyr Arg Asn
515

Val Leu Thr
530

Glu Ala Trp
545

Cys Lys Gln

Ser Asp Leu

Phe Val Ser
595

Lys Thr Ser
610

Tyr Asp Gly
625

Lys Cys Ser

111118098

Arg Cys

Val Ile
485

Pro Thr
500

Lys His

Ala Arg

Leu Gly

Val Leu

565

Val Leu

580

Thr Ile

Cys Ser

Leu Leu

Gln His
645

Glu Gly Asp Thr
470

Ser Cys Ala Lys

Arg Thr Asn Ile
505

Ile Cys Gly Gly
520

Gln Cys Phe Pro
535

Ile His Asp Val
550

Asn Val Ser Gln

Met Lys Leu Ala
585

Asp Leu Pro Asn
600

Val Tyr Gly Trp
615

Arg Val Ala His
630

His Arg Gly Lys

FEHESE A0202

Thr Pro
475

Thr Lys
490

Gly Trp

Ser Leu

Ser Arg

His Gly
555

Leu Val
570

Arg Pro

Tyr Gly

Gly Tyr

Leu Tyr

635

Val Thr
650

Thr

Gln

Met

Ile

Asp

540

Arg

Tyr

Ala

Cys

Thr

620

Ile

Leu

Ile Val Asn Leu
480

Leu Arg Val Val
495

Val Ser Leu Arg
510

Lys Glu Ser Trp
525

Leu Lys Asp Tyr

Gly Asp Glu Lys
560

Gly Pro Glu Gly
575

Val Leu Asp Asp
590

Thr Ile Pro Glu
605

Gly Leu Ile Asn

Met Gly Asn Glu
640

Asn Glu Ser Glu
655

$378 - H109H(FIIFR)
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202310868

Ile Cys Ala Gly Ala Glu Lys Ile Gly Ser Gly Pro Cys Glu Gly Asp

660

665

670

Tyr Gly Gly Pro Leu Val Cys Glu Gln His Lys Met Arg Met Val Leu

675

680

685

Gly Val Ile Val Pro Gly Arg Gly Cys Ala Ile Pro Asn Arg Pro Gly

690

Ile Phe Val Arg Val
705

Leu Thr Tyr Lys Val
725

<210> 13
211> 728
<212> PRT
Q213> ATLFY

<220>
<223> HOF# .0

<400> 13

695

700

Ala Tyr Tyr Ala Lys Trp Ile His Lys Ile Ile

710

Pro Gln Ser

715

720

Met Trp Val Thr Lys Leu Leu Pro Ala Leu Leu Leu Gln His Val Leu

1 5 10

Leu His Leu Leu Leu Leu Pro Ile Ala Ile Pro
20 25

Arg Lys Arg Arg Asn Thr Ile His Glu Phe Lys
35 40

Thr Leu Ile Lys Ile Asp Pro Ala Leu Lys Ile
50 55

Asn Thr Ala Asp Gln Cys Ala Asn Arg Cys Thr
65 70 75

111118098 FEHESE A0202

15

Tyr Ala Glu Gly Gln
30

Lys Ser Ala Lys Thr
45

Lys Thr Lys Lys Val
60

Arg Asn Lys Gly Leu
80

388 - H109H(FFIF)

1113232320-0



Pro Phe Thr

Leu Trp Phe

Gly His Glu
115

Ile Ile Gly
130

Ser Gly Ile
145

Ser Phe Leu

Cys Arg Asn

Asn Pro Glu
195

Val Glu Cys
210

His Thr Glu
225

His Arg His

Asp Asn Tyr

Thr Leu Asp

275

111118098

202310868

Cys

Pro

100

Phe

Lys

Lys

Pro

Pro

180

Val

Met

Ser

Lys

Cys

260

Pro

Lys

85

Phe

Asp

Gly

Cys

Ser

165

Arg

Arg

Thr

Gly

Phe

245

Arg

His

Ala

Asn

Leu

Arg

Gln

150

Ser

Gly

Tyr

Cys

Lys

230

Leu

Asn

Thr

Phe Val Phe

Ser Met Ser
105

Tyr Glu Asn
120

Ser Tyr Lys
135

Pro Trp Ser

Tyr Arg Gly

Glu Glu Gly
185

Glu Val Cys
200

Asn Gly Glu
215

Ile Cys Gln

Pro Glu Arg

Pro Asp Gly
265

Arg Trp Glu
280

FEHESE A0202

Asp Lys
90

Ser Gly

Lys Asp

Gly Thr

Ser Met
155

Lys Asp
170

Gly Pro

Asp Ile

Ser Tyr

Arg Trp

235

Tyr Pro
250

Gln Pro

Tyr Cys

Ala Arg Lys Gln
05

Val Lys Lys Glu
110

Tyr Ile Arg Asn
125

Val Ser Ile Thr
140

Ile Pro His Glu

Leu Gln Glu Asn
175

Trp Cys Phe Thr
190

Pro Gln Cys Ser
205

Arg Gly Leu Met
220

Asp His Gln Thr

Asp Lys Gly Phe
255

Arg Pro Trp Cys
270

Ala Ile Lys Thr
285

Cys

Phe

Cys

Lys

His

160

Tyr

Ser

Glu

Asp

Pro

240

Asp

Tyr

Cys

$398 - H109H(FFIF)
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Ala Asp Asn Thr Met
290

Cys Ile Gln Gly Gln
305

Trp Asn Gly Ile Pro
325

His Asp Met Thr Pro
340

Tyr Cys Arg Asn Pro
355

Asp Pro Asn Ile Arg
370

Met Ser His Gly Gln
385

Gly Asn Leu Ser Gln
405

Lys Asn Met Glu Asp
420

Ser Lys Leu Asn Glu
435

Gly Pro Trp Cys Tyr
450

Asn Asp Thr
295

Gly Glu Gly
310

Cys Gln Arg

Glu Asn Phe

Asp Gly Ser
360

Val Gly Tyr
375

Asp Cys Tyr
390

Thr Arg Ser

Leu His Arg

Asn Tyr Cys
44()

Thr Gly Asn
455

Asp Val Pro

Tyr Arg Gly
315

Trp Asp Ser
330

Lys Cys Lys
345

Glu Ser Pro

Cys Ser Gln

Arg Gly Asn
395

Gly Leu Thr
410

His Ile Phe
425

Arg Asn Pro

Pro Leu Ile

Pro Ile Ser Arg Cys Glu Gly Asp Thr Thr Pro

465

111118098

470

475

FEHESE A0202

Leu Glu Thr Thr
300

Thr Val Asn Thr

Gln Tyr Pro His
335

Asp Leu Arg Glu
350

Trp Cys Phe Thr
365

Ile Pro Asn Cys
330

Gly Lys Asn Tyr

Cys Ser Met Trp
415

Trp Glu Pro Asp
430

Asp Asp Asp Ala
445

Pro Trp Asp Tyr
460

Thr Ile Val Asn

Glu

Ile

320

Glu

Asn

Thr

Asp

Met

400

Asp

Ala

His

Cys

Leu
480

HF40E - H109H(FFIFR)

1113232320-0



202310868

Asp His Pro

Asn Gly Ile

Tyr Arg Asn
515

Val Leu Thr
530

Glu Ala Trp
545

Cys Lys Gln

Ser Asp Leu

Phe Val Ser
595

Lys Thr Ser
610

Tyr Asp Gly
625

Lys Cys Ser

Ile Cys Ala

Tyr Gly Gly

675

111118098

Val Ile Ser Cys
485

Pro Thr Arg Thr
500

Lys His Ile Cys

Ala Arg Gln Cys
535

Leu Gly Ile His
550

Val Leu Asn Val
565

Val Leu Met Lys
580

Ala Lys

Asn Ile
505

Gly Gly

520

Phe Pro

Asp Val

Ser Gln

Leu Ala
585

Thr Ile Asp Leu Pro Asn

Cys Ser Val Tyr
615

Leu Leu Arg Val
630

Gln His His Arg
645

Gly Ala Glu Lys

600

Gly Trp

Ala His

Gly Lys

Ile Gly

660 665

Pro Leu Val Cys Glu Gln
680

FREIRSE A0202

Thr Lys
490

Gly Trp

Ser Leu

Ser Arg

His Gly
555

Leu Val
570

Arg Pro

Tyr Gly

Gly Tyr

Leu Tyr

635

Val Thr
650

Ser Gly

His Lys

Gln

Met

Ile

Asp

540

Arg

Tyr

Ala

Cys

Thr

620

Ile

Leu

Pro

Met

Leu Arg Val Val
495

Val Ser Leu Arg
510

Lys Glu Ser Trp
525

Leu Lys Asp Tyr

Gly Asp Glu Lys
560

Gly Pro Glu Gly
575

Val Leu Asp Asp
590

Thr Ile Pro Glu
605

Gly Leu Ile Asn

Met Gly Asn Glu
640

Asn Glu Ser Glu
655

Cys Glu Gly Asp
670

Arg Met Val Leu
685

$F418 - H109H5(FIIFR)
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Gly Val Ile Val Pro Gly Arg Gly Cys Ala Ile Pro Asn Arg Pro Gly

690 695

Ile Phe Val Arg Val Ala Tyr Tyr
705 710

Leu Thr Tyr Lys Val Pro Gln Ser
725

210> 14
211> 728
<212> PRT
Q213> ATLFY

<220>
<223> HOF# .0

<400> 14
Met Trp Val Thr Lys Leu Leu Pro

1 5

Leu His Leu Leu Leu Leu Pro Ile
20

Arg Lys Arg Arg Asp Ala Ile His
35 40

Thr Leu Ile Lys Ile Asp Pro Ala
50 55

Asn Thr Ala Asp Gln Cys Ala Asn
65 70

Pro Ser Thr Cys Lys Ala Phe Val
85

Leu Arg Phe Pro Phe Asn Ser Met
100

111118098 FEHESE A0202

700

Ala Lys Trp Ile His Lys Ile Ile
715 720

Ala Leu Leu Leu Gln His Val Leu
10 15

Ala Ile Pro Tyr Ala Glu Gly Gln
25 30

Glu Cys Lys Arg Ser Ala Lys Thr
45

Leu Lys Ile Lys Thr Glu Lys Ala
60

Arg Cys Thr Arg Asn Lys Gly Leu
75 80

Phe Asp Lys Ala Arg Lys Arg Arg
90 05

Ser Ser Gly Val Lys Lys Glu Phe
105 110

HF428 - H109H(FFIFR)

1113232320-0
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Gly His Glu Phe Asp Leu Tyr Glu Asn Lys Asp Tyr Thr Arg Asn Cys

115

Ile Val Gly Lys Gly
130

Ser Gly Ile Lys Cys
145

Ser Phe Leu Pro Ser
165

Cys Arg Asn Pro Arg
180

Asp Pro Glu Val Arg
195

Val Glu Cys Met Thr
210

His Thr Glu Ser Gly
225

His Arg His Lys Phe
245

Asp Asn Tyr Cys Arg
260

Thr Leu Asp Pro His
275

Ala Asp Asn Thr Met
290

111118098

Arg

Gln

150

Ser

Gly

Tyr

Cys

Lys

230

Leu

Asn

Thr

Asn

120

Ser Tyr Arg Gly Thr
135

Pro Trp Ser Ala Met
155

Tyr Arg Gly Glu Asp
170

Glu Glu Gly Gly Pro
185

Glu Val Cys Asp Ile
200

Asn Gly Glu Ser Tyr
215

Ile Cys Gln Arg Trp
235

Pro Glu Arg Tyr Pro
250

Pro Asp Gly Gln Pro
265

Arg Trp Glu Tyr Cys
280

Asp Thr Asp Val Pro
295

FEHESE A0202

125

Val Ser Thr Thr
140

Ile Pro His Glu

Leu Arg Glu Asn
175

Trp Cys Tyr Thr
190

Pro Gln Cys Ser
205

Arg Gly Leu Met
220

Asp His Gln Thr

Asp Lys Gly Phe
255

Arg Pro Trp Cys
270

Ala Ile Lys Thr
285

Leu Glu Thr Thr
300

Lys

His

160

Tyr

Ser

Glu

Asp

Pro

240

Asp

Tyr

Cys

Glu

$F438 - H109H(FFIFR)
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Cys Ile Gln Gly Gln Gly Glu Gly Tyr Arg Gly Thr Val Asn Thr Ile
305 310 315 320

Trp Asn Gly Ile Pro Cys Gln Arg Trp Asp Ser Gln Tyr Pro His Glu
325 330 335

His Asp Met Thr Pro Glu Asn Phe Lys Cys Lys Asp Leu Arg Glu Asn
340 345 350

Tyr Cys Arg Asn Pro Asp Gly Ser Glu Ser Pro Trp Cys Phe Thr Thr
355 360 365

Asp Pro Asn Ile Arg Val Gly Tyr Cys Ser Gln Ile Pro Asn Cys Asp
370 375 330

Met Ser His Gly Gln Asp Cys Tyr Arg Gly Asn Gly Lys Asn Tyr Met
385 390 395 400

Gly Asn Leu Ser Gln Thr Arg Ser Gly Leu Thr Cys Ser Met Trp Asp
405 410 415

Lys Asn Met Glu Asp Leu His Arg His Ile Phe Trp Glu Pro Asp Ala
420 425 430

Ser Lys Leu Asn Glu Asn Tyr Cys Arg Asn Pro Asp Asp Asp Ala His
435 44() 445

Gly Pro Trp Cys Tyr Thr Gly Asn Pro Leu Ile Pro Trp Asp Tyr Cys
450 455 460

Pro Ile Ser Arg Cys Glu Gly Asp Thr Thr Pro Thr Ile Val Asn Leu
465 470 475 480

Asp His Pro Val Ile Ser Cys Ala Lys Thr Lys Gln Leu Arg Val Val
485 490 495

Asn Gly Ile Pro Thr Arg Thr Asn Ile Gly Trp Met Val Ser Leu Arg
500 505 510

111118098 FEH5E A0202 B448 - H1098(FIIE) 1113232320-0
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Tyr Arg Asn
515

Val Leu Thr
530

Glu Ala Trp
545

Cys Lys Gln

Ser Asp Leu

Phe Val Ser
595

Lys Thr Ser
610

Tyr Asp Gly
625

Lys Cys Ser

Ile Cys Ala

Tyr Gly Gly

675

Gly Val Ile
690

111118098

Lys His Ile Cys Gly Gly
520

Ala Arg Gln Cys Phe Pro
535

Leu Gly Ile His Asp Val
550

Val Leu Asn Val Ser Gln
565

Val Leu Met Lys Leu Ala
580 585

Thr Ile Asp Leu Pro Asn
600

Cys Ser Val Tyr Gly Trp
615

Leu Leu Arg Val Ala His
630

Gln His His Arg Gly Lys
645

Gly Ala Glu Lys Ile Gly
660 665

Pro Leu Val Cys Glu Gln
680

Val Pro Gly Arg Gly Cys
695

FEHESE A0202

Ser Leu

Ser Arg

His Gly
555

Leu Val
570

Arg Pro

Tyr Gly

Gly Tyr

Leu Tyr

635

Val Thr

650

Ser Gly

His Lys

Ala Ile

Ile

Asp

540

Arg

Tyr

Ala

Cys

Thr

620

Ile

Leu

Pro

Met

Pro
700

Lys Glu Ser Trp
525

Leu Lys Asp Tyr

Gly Asp Glu Lys
560

Gly Pro Glu Gly
575

Val Leu Asp Asp
590

Thr Ile Pro Glu
605

Gly Leu Ile Asn

Met Gly Asn Glu
640

Asn Glu Ser Glu
655

Cys Glu Gly Asp
670

Arg Met Val Leu
685

Asn Arg Pro Gly

$F458 - H109H(FFIFR)

1113232320-0



202310868

Ile Phe Val Arg Val Ala Tyr Tyr Ala Lys Trp Ile His Lys Ile Ile

705

Leu Thr Tyr

<210> 15
Q211> 728
<212> PRT

710

Lys Val Pro Gln Ser
725

Q213> ATLFH

<220>

<223> HGF%Et

<400> 15
Met Trp Val

1

Leu His Leu

Gly Lys Arg
35

Thr Leu Ile
50

Asn Thr Ala
65

Pro Phe Thr

Leu Trp Phe

Thr Lys Leu Leu Pro
5

Leu Leu Leu Pro Ile
20

Arg Asn Thr Ile His
40

Lys Ile Asp Pro Ala
55

Asp Gln Cys Ala Asn
70

Cys Lys Ala Phe Val
85

Pro Phe Asn Ser Met
100

715

Ala Leu Leu Leu
10

Ala Ile Pro Tyr
25

Glu Phe Lys Lys

Leu Lys Ile Lys
60

Arg Cys Thr Arg
75

Phe Asp Lys Ala
90

Ser Ser Gly Val
105

Gly His Glu Phe Asp Leu Tyr Glu Asn Lys Asp Tyr

115

111118098

120

FEHESE A0202

720

Gln His Val Leu
15

Ala Glu Gly Gln
30

Ser Ala Lys Thr
45

Thr Glu Lys Val

Ser Lys Gly Leu
80

Arg Lys Arg Cys
05

Lys Lys Glu Phe
110

Ile Arg Asp Cys
125

$F46E - H109H(FIIFR)

1113232320-0



202310868

Ile

Ser

145

Ser

Cys

Asp

Val

His

225

His

Asp

Thr

Ala

Cys
305

Ile Gly Arg Gly
130

Gly Ile Lys Cys

Phe Leu Pro Ser
165

Arg Asn Pro Arg
180

Pro Glu Val Arg
195

Glu Cys Met Thr
210

Thr Glu Ser Gly

Arg His Lys Phe
245

Asn Tyr Cys Arg
260

Leu Asp Pro His
275

Asp Asn Thr Met
290

Ile Gln Gly Gln

Arg Ser Tyr Arg
135

Gln Pro Trp Ser
150

Ser Tyr Arg Gly

Gly Glu Glu Gly
185

Tyr Glu Val Cys
200

Cys Asn Gly Glu
215

Lys Ile Cys Gln
230

Leu Pro Glu Arg

Asn Pro Asp Gly
265

Thr Arg Trp Glu
280

Asn Asp Thr Asp
295

Gly Glu Gly Tyr
310

Trp Asn Gly Ile Pro Cys Gln Arg Trp

325

111118098

FEHESE A0202

Gly Thr

Ala Met
155

Glu Asp
170

Gly Pro

Asp Ile

Ser Tyr

Arg Trp
235

Tyr Pro
250

Gln Pro

Tyr Cys

Val Pro

Arg Gly
315

Asp Ser
330

Val Ser Ile Thr
140

Ile Pro His Glu

Leu Arg Glu Asn
175

Trp Cys Tyr Thr
190

Pro Gln Cys Ser
205

Arg Gly Leu Met
220

Asp His Gln Thr

Asp Lys Gly Phe
255

Arg Pro Trp Cys
270

Ala Ile Lys Thr
285

Leu Glu Thr Thr
300

Thr Val Asn Thr

Gln Tyr Pro His
335

Lys

His

160

Tyr

Ser

Glu

Asp

Pro

240

Asp

Tyr

Cys

Glu

Ile

320

Glu

$F47E - H109H(FIIFR)

1113232320-0



202310868

His Asp

Tyr Cys

Asp Pro

370

Met Ser

385

Gly Asn

Lys Asn

Ser Lys

Gly Pro

450

Pro Ile

465

Asp His

Asn Gly

Tyr Arg

111118098

Met

Arg

355

Asn

His

Leu

Met

Leu

435

Trp

Ser

Pro

Ile

Asn
515

Thr Pro
340

Asn Pro

Ile Arg

Gly Gln

Ser Gln
405

Glu Asp
420

Asn Glu

Cys Tyr

Arg Cys

Val Ile
485

Pro Thr
500

Lys His

Glu Asn Phe Lys
345

Asp Gly Ser Glu
360

Val Gly Tyr Cys
375

Asp Cys Tyr Arg
390

Thr Arg Ser Gly

Leu His Arg His
425

Asn Tyr Cys Arg
44()

Thr Gly Asn Pro
455

Glu Gly Asp Thr
470

Ser Cys Ala Lys

Arg Thr Asn Ile
505

Ile Cys Gly Gly
520

FEHESE A0202

Cys Lys

Ser Pro

Ser Gln

Gly Asn
395

Leu Thr
410

Ile Phe

Asn Pro

Leu Ile

Thr Pro

475

Thr Lys
490

Gly Trp

Ser Leu

Asp Leu Arg Glu Asn

Trp

Ile

380

Gly

Cys

Trp

Asp

Pro

460

Thr

Gln

Met

Ile

350

Cys Phe Thr
365

Pro Asn Cys

Lys Asn Tyr

Ser Met Trp
415

Glu Pro Asp
430

Asp Asp Ala
445

Trp Asp Tyr

Ile Val Asn

Leu Arg Val
495

Val Ser Leu
510

Lys Glu Ser
525

Thr

Asp

Met

400

Asp

Ala

His

Cys

Leu

480

Val

Arg

Trp

$F48E - H109H(FFIFR)

1113232320-0



202310868

Val Leu Thr Ala Arg Gln Cys Phe Pro

530

Glu Ala Trp Leu Gly

545

Cys Lys

Ser Asp

Phe Val

Lys Thr
610

Tyr Asp
625

Lys Cys

Ile Cys

Tyr Gly

Gly Val

690

Ile Phe
705

Leu Thr

111118098

Gln

Leu

Ser

595

Ser

Gly

Ser

Ala

Gly

675

Ile

Val

Tyr

Val Leu
565

Val Leu
580

Thr Ile

Cys Ser

Leu Leu

Gln His

645

Gly Ala

660

Pro Leu

Val Pro

Arg Val

Lys Val
725

535

Ile His Asp Val
550

Asn Val Ser Gln

Met Lys Leu Ala
585

Asp Leu Pro Asn
600

Val Tyr Gly Trp
615

Arg Val Ala His
630

His Arg Gly Lys

Glu Lys Ile Gly
665

Val Cys Glu Gln
680

Gly Arg Gly Cys
695

Ala Tyr Tyr Ala
710

Pro Gln Ser

FEHESE A0202

Ser Arg

His Gly
555

Leu Val
570

Arg Pro

Tyr Gly

Gly Tyr

Leu Tyr

635

Val Thr

650

Ser Gly

His Lys

Ala Ile

Lys Trp
715

Asp

540

Arg

Tyr

Ala

Cys

Thr

620

Ile

Leu

Pro

Met

Pro

700

Ile

Leu Lys Asp Tyr

Gly Asp Glu Lys
560

Gly Pro Glu Gly
575

Val Leu Asp Asp
590

Thr Ile Pro Glu
605

Gly Leu Ile Asn

Met Gly Asn Glu
640

Asn Glu Ser Glu
655

Cys Glu Gly Asp
670

Arg Met Val Leu
685

Asn Arg Pro Gly

His Lys Ile Ile
720

HF498 - H109H(FFIFR)

1113232320-0



<210> 16
Q1> 728
<212> PRT

202310868

Q213> ATLFH

<220>

<223> HOF# .0

<400> 16
Met Trp Val

1

Leu His Leu

Arg Lys Arg
35

Thr Leu Ile
50

Asn Thr Ala
65

Pro Phe Thr

Leu Trp Phe

Gly His Glu
115

Ile Val Gly
130

Ser Gly Ile
145

111118098

Thr Lys Leu Leu Pro
5

Leu Leu Leu Pro Ile
20

Arg Asn Thr Ile His
40

Lys Ile Asp Pro Ala
55

Asp Gln Cys Ala Asn
70

Cys Lys Ala Phe Val
85

Pro Phe Asn Ser Met
100

Phe Asp Leu Tyr Glu
120

Asn Gly Arg Ser Tyr
135

Lys Cys Gln Pro Trp
150

Ala Leu Leu Leu Gln His Val Leu

10

Ala Ile Pro
25

Glu Phe Lys

Leu Lys Ile

Arg Cys Thr
75

Phe Asp Lys
90

Ser Ser Gly
105

Asn Lys Asp

Arg Gly Thr

Ser Ala Met
155

FEHESE A0202

His

Lys

Lys

60

Arg

Ala

Val

Tyr

Val

140

Ile

15

Ala Glu Gly Gln
30

Ser Ala Lys Thr
45

Thr Glu Lys Ala

Ser Lys Gly Leu
80

Arg Lys Arg Cys
05

Lys Lys Glu Phe
110

Thr Arg Asn Cys
125

Ser Thr Thr Lys

Pro His Glu His
160

$E508 - H109H(FFIFR)

1113232320-0



202310868

Ser Phe Leu

Cys Arg Asn

Asp Pro Glu
195

Val Glu Cys
210

His Thr Glu
225

His Arg His

Asp Asn Tyr

Thr Leu Asp
275

Ala Asp Asn
290

Cys Ile Gln

305

Trp Asn Gly

His Asp Met

111118098

Pro Ser
165

Pro Arg
180

Val Arg

Met Thr

Ser Gly

Lys Phe
245

Cys Arg
260

Pro His

Thr Met

Gly Gln

Ile Pro

325

Thr Pro
340

Ser Tyr Arg Gly Glu Asp Leu Arg Glu Asn Tyr

Gly Glu Glu Gly
185

Tyr Glu Val Cys
200

Cys Asn Gly Glu
215

Lys Ile Cys Gln
230

Leu Pro Glu Arg

Asn Pro Asp Gly
265

Thr Arg Trp Glu
280

Asn Asp Thr Asp
295

Gly Glu Gly Tyr
310

Cys Gln Arg Trp

Glu Asn Phe Lys
345

FEHESE A0202

170

Gly Pro

Asp Ile

Ser Tyr

Arg Trp
235

Tyr Pro
250

Gln Pro

Tyr Cys

Val Pro

Arg Gly
315

Asp Ser
330

Cys Lys

175

Trp Cys Tyr Thr
190

Pro Gln Cys Ser
205

Arg Gly Leu Met
220

Asp His Gln Thr

Asp Lys Gly Phe
255

Arg Pro Trp Cys
270

Ala Ile Lys Thr
285

Leu Glu Thr Thr
300

Thr Val Asn Thr

Gln Tyr Pro His
335

Ser

Glu

Asp

Pro

240

Asp

Tyr

Cys

Glu

Ile

320

Glu

Asp Leu Arg Glu Asn

350

#5158 - H109H(FAIFR)

1113232320-0



202310868

Tyr Cys Arg Asn Pro

355

Asp Pro Asn Ile Arg

370

Met Ser
385

Gly Asn

Lys Asn

Ser Lys

Gly Pro
450

Pro Ile
465

Asp His

Asn Gly

Tyr Arg

Val Leu

530

Glu Ala
545

111118098

His

Leu

Met

Leu

435

Trp

Ser

Pro

Ile

Asn

515

Thr

Trp

Gly Gln

Ser Gln
405

Glu Asp
420

Asn Glu

Cys Tyr

Arg Cys

Val Tle

485

Pro Thr

500

Lys His

Ala Arg

Leu Gly

Asp Gly

Val Gly
375

Asp Cys
390

Thr Arg

Leu His

Asn Tyr

Thr Gly
455

Glu Gly
470

Ser Cys

Arg Thr

Ile Cys

Gln Cys

535

Ile His
550

Ser

360

Tyr

Tyr

Ser

Arg

Cys

440

Asn

Asp

Ala

Asn

Gly

520

Phe

Asp

Glu

Cys

Arg

Gly

His

425

Arg

Pro

Thr

Lys

Ile

505

Gly

Pro

Val

FEHESE A0202

Ser Pro

Ser Gln

Gly Asn
395

Leu Thr
410

Ile Phe

Asn Pro

Leu Ile

Thr Pro

475

Thr Lys

490

Gly Trp

Ser Leu

Ser Arg

His Gly
555

Trp Cys Phe Thr Thr
365

Ile Pro Asn Cys Asp
330

Gly Lys Asn Tyr Met
400

Cys Ser Met Trp Asp
415

Trp Glu Pro Asp Ala
430

Asp Asp Asp Ala His
445

Pro Trp Asp Tyr Cys
460

Thr Ile Val Asn Leu
480

Gln Leu Arg Val Val
495

Met Val Ser Leu Arg
510

Ile Lys Glu Ser Trp
525

Asp Leu Lys Asp Tyr
540

Arg Gly Asp Glu Lys
560

$528 - #H109H(FFIF)

1113232320-0



202310868

Cys Lys

Ser Asp

Phe Val

Lys Thr
610

Tyr Asp
625

Lys Cys

Ile Cys

Tyr Gly

Gly Val
690

Ile Phe
705

Leu Thr

<210>
<211>
<212>
<213>

Gln

Leu

Ser

595

Ser

Gly

Ser

Ala

Gly

675

Ile

Val

Tyr

17
728
PRT

Val Leu Asn Val Ser Gln
565

Val Leu Met Lys Leu Ala
580 585

Thr Ile Asp Leu Pro Asn
600

Cys Ser Val Tyr Gly Trp
615

Leu Leu Arg Val Ala His
630

Gln His His Arg Gly Lys
645

Gly Ala Glu Lys Ile Gly
660 665

Pro Leu Val Cys Glu Gln
680

Val Pro Gly Arg Gly Cys
695

Arg Val Ala Tyr Tyr Ala
710

Lys Val Pro Gln Ser
725

szl

111118098

FEHESE A0202

Leu Val
570

Arg Pro

Tyr Gly

Gly Tyr

Leu Tyr

635

Val Thr

650

Ser Gly

His Lys

Ala Ile

Lys Trp
715

Tyr Gly Pro Glu Gly
575

Ala Val Leu Asp Asp
590

Cys Thr Ile Pro Glu
605

Thr Gly Leu Ile Asn
620

Ile Met Gly Asn Glu
640

Leu Asn Glu Ser Glu
655

Pro Cys Glu Gly Asp
670

Met Arg Met Val Leu
685

Pro Asn Arg Pro Gly
700

Ile His Lys Ile Ile
720

#5388 - H109H(FAIFR)

1113232320-0



<220>

202310868

<223> HOF# .0

<400> 17
Met Trp Val

1

Leu His Leu

Arg Lys Arg
35

Thr Leu Ile
50

Asn Thr Ala
65

Pro Phe Thr

Leu Trp Phe

Gly His Glu
115

Ile Ile Gly
130

Ser Gly Ile
145

Ser Phe Leu

111118098

Thr Lys Leu Leu Pro
5

Leu Leu Leu Pro Ile
20

Arg Asn Thr Ile His
40

Lys Ile Asp Pro Ala
55

Asp Gln Cys Ala Asn
70

Cys Lys Ala Phe Val
85

Pro Phe Asn Ser Met
100

Phe Asp Leu Tyr Glu
120

Asn Gly Arg Ser Tyr
135

Lys Cys Gln Pro Trp
150

Pro Ser Ser Tyr Arg
165

FEHESE A0202

Ala Leu Leu Leu
10

Ala Ile Pro Tyr
25

Glu Phe Lys Lys

Leu Lys Ile Lys
60

Arg Cys Thr Arg
75

Phe Asp Lys Ala
90

Ser Ser Gly Val
105

Asn Lys Asp Tyr

Arg Gly Thr Val
140

Ser Ala Met Ile
155

Gly Glu Asp Leu
170

Gln His Val Leu
15

Ala Glu Gly Gln
30

Ser Ala Lys Thr
45

Thr Glu Lys Ala

Ser Arg Gly Leu
30

Arg Lys Gln Cys
05

Lys Lys Glu Phe
110

Ile Arg Asp Cys
125

Ser Val Thr Lys

Pro His Glu His
160

Arg Glu Asn Tyr
175

$E548E - H109H(FIIFR)

1113232320-0



202310868

Cys Arg Asn Pro Arg Gly Glu Glu Gly Gly Pro Trp Cys Tyr Thr

Asp Pro Glu
195

Val Glu Cys
210

His Thr Glu
225

His Arg His

Asp Asn Tyr

Thr Leu Asp
275

Ala Asp Asn
290

Cys Ile Gln
305

Trp Asn Gly

His Asp Met

Tyr Cys Arg
355

Asp Pro Asn
370

111118098

180

Val Arg

Met Thr

Ser Gly

Lys Phe
245

Cys Arg
260

Pro His

Thr Met

Gly Gln

Ile Pro

325

Thr Pro
340

Asn Pro

Ile Arg

185

Tyr Glu Val Cys Asp Ile
200

Cys Asn Gly Glu Ser Tyr
215

Lys Ile Cys Gln Arg Trp
230 235

Leu Pro Glu Arg Tyr Pro
250

Asn Pro Asp Gly Gln Pro
265

Thr Arg Trp Glu Tyr Cys
280

Asn Asp Thr Asp Val Pro
295

Gly Glu Gly Tyr Arg Gly
310 315

Cys Gln Arg Trp Asp Ser
330

Glu Asn Phe Lys Cys Lys
345

Asp Gly Ser Glu Ser Pro
360

Val Gly Tyr Cys Ser Gln
375

FEHESE A0202

190

Pro Gln Cys Ser
205

Arg Gly Leu Met
220

Asp His Gln Thr

Asp Lys Gly Phe
255

Arg Pro Trp Cys
270

Ala Ile Lys Thr
285

Leu Glu Thr Thr
300

Thr Val Asn Thr

Gln Tyr Pro His
335

Asp Leu Arg Glu
350

Trp Cys Phe Thr
365

Ile Pro Asn Cys
330

Ser

Glu

Asp

Pro

240

Asp

Tyr

Cys

Glu

Ile

320

Glu

Asn

Thr

Asp

$558 - H109H(FAIF)

1113232320-0



202310868

Met Ser
385

Gly Asn

Lys Asn

Ser Lys

Gly Pro
450

Pro Ile
465

Asp His

Asn Gly

Tyr Arg

Val Leu
530

Glu Ala
545

Cys Lys

111118098

His

Leu

Met

Leu

435

Trp

Ser

Pro

Ile

Asn

515

Thr

Trp

Gln

Gly Gln Asp Cys
390

Ser Gln Thr Arg
405

Glu Asp Leu His
420

Asn Glu Asn Tyr

Cys Tyr Thr Gly
455

Arg Cys Glu Gly
470

Val Ile Ser Cys
485

Pro Thr Arg Thr
500

Lys His Ile Cys

Ala Arg Gln Cys
535

Leu Gly Ile His
550

Val Leu Asn Val
565

Tyr Arg Gly Asn Gly Lys Asn Tyr

Ser Gly

Arg His
425

Cys Arg
44()

Asn Pro

Asp Thr

Ala Lys

Asn Ile

505

Gly Gly

520

Phe Pro

Asp Val

Ser Gln

FEHESE A0202

395

Leu Thr
410

Ile Phe

Asn Pro

Leu Ile

Thr Pro
475

Thr Lys
490

Gly Trp

Ser Leu

Ser Arg

His Gly

555

Leu Val
570

Cys Ser Met Trp
415

Trp Glu Pro Asp
430

Asp Asp Asp Ala
445

Pro Trp Asp Tyr
460

Thr Ile Val Asn

Gln Leu Arg Val
495

Met Val Ser Leu
510

Ile Lys Glu Ser
525

Asp Leu Lys Asp
540

Arg Gly Asp Glu

Tyr Gly Pro Glu
575

Met

400

Asp

Ala

His

Cys

Leu

480

Val

Arg

Trp

Tyr

Lys

560

Gly

$568 - H109H(FFIF)

1113232320-0



202310868

Ser Asp Leu Val Leu Met Lys Leu Ala Arg Pro

Phe Val

Lys Thr
610

Tyr Asp
625

Lys Cys

Ile Cys

Tyr Gly

Gly Val
690

Ile Phe
705

Leu Thr

<210>
<211>
<212>
<213>

<220>
<223>

<400>

11111809

Ser

595

Ser

Gly

Ser

Ala

Gly

675

Ile

Val

Tyr

8

580 585

Thr Ile Asp Leu Pro Asn Tyr Gly
600

Cys Ser Val Tyr Gly Trp Gly Tyr
615

Leu Leu Arg Val Ala His Leu Tyr
630 635

Gln His His Arg Gly Lys Val Thr
645 650

Gly Ala Glu Lys Ile Gly Ser Gly
660 665

Pro Leu Val Cys Glu Gln His Lys
680

Val Pro Gly Arg Gly Cys Ala Ile
695

Arg Val Ala Tyr Tyr Ala Lys Trp
710 715

Lys Val Pro Gln Ser
725

FEHESE A0202

Ala Val Leu Asp Asp
590

Cys Thr Ile Pro Glu
605

Thr Gly Leu Ile Asn
620

Ile Met Gly Asn Glu
640

Leu Asn Glu Ser Glu
655

Pro Cys Glu Gly Asp
670

Met Arg Met Val Leu
685

Pro Asn Arg Pro Gly
700

Ile His Lys Ile Ile
720

$E578 - H109H(FAIFR)

1113232320-0



202310868

Met Trp Val Thr

1

Leu His

Arg Lys

Thr Leu
50

Asn Thr
65

Pro Phe

Leu Trp

Gly His

Ile Val

130

Ser Gly

145

Ser Phe

Cys Arg

Asp Pro

111118098

Leu

Arg

35

Ile

Ala

Thr

Phe

Glu

115

Gly

Ile

Leu

Asn

Glu
195

Leu

20

Arg

Lys

Asp

Cys

Pro

100

Phe

Asn

Lys

Pro

Pro

180

Val

Lys Leu Leu Pro

Leu Leu Pro Ile

Asn Thr Ile His
40

Ile Asp Pro Ala
55

Gln Cys Ala Asn
70

Lys Ala Phe Val
85

Phe Asn Ser Met

Asp Leu Tyr Glu
120

Gly Arg Ser Tyr
135

Cys Gln Pro Trp
150

Ser Ser Tyr Arg
165

Arg Gly Glu Glu

Ala Leu Leu Leu Gln His Val Leu

10

Ala Ile
25

Glu Phe

Leu Lys

Arg Cys

Phe Asp
90

Ser Ser
105

Asn Lys

Arg Gly

Ser Ser

Gly Glu
170

Gly Gly
185

Pro

Lys

Ile

Thr

75

Lys

Gly

Asp

Thr

Met

155

Asp

Pro

Arg Tyr Glu Val Cys Asp Ile

200

FEHESE A0202

Tyr

Lys

Lys

60

Arg

Ala

Val

Tyr

Val

140

Ile

Leu

Trp

Pro

15

Ala Glu Gly Gln
30

Ser Ala Lys Thr
45

Thr Glu Lys Ala

Asn Lys Gly Leu
80

Arg Lys Arg Cys
05

Lys Lys Glu Phe
110

Ile Arg Asp Cys
125

Ser Ile Thr Lys

Pro His Glu His
160

Arg Glu Asn Tyr
175

Cys Tyr Thr Ser
190

Gln Cys Ser Glu
205

$588 - H109H(FFIF)

1113232320-0



202310868

Val Glu Cys
210

His Thr Glu
225

His Arg His

Asp Asn Tyr

Thr Leu Asp
275

Ala Asp Asn
290

Cys Ile Gln
305

Trp Asn Gly

His Asp Met

Tyr Cys Arg
355

Asp Pro Asn
370

Met Ser His
385

111118098

Met Thr

Ser Gly

Lys Phe
245

Cys Arg
260

Pro His

Thr Met

Gly Gln

Ile Pro

325

Thr Pro

340

Asn Pro

Ile Arg

Gly Gln

Cys

Lys

230

Leu

Asn

Thr

Asn

Gly

310

Cys

Glu

Asp

Val

Asn Gly Glu Ser Tyr
215

Ile Cys Gln Arg Trp
235

Pro Glu Arg Tyr Pro
250

Pro Asp Gly Gln Pro
265

Arg Trp Glu Tyr Cys
280

Asp Thr Asp Val Pro
295

Glu Gly Tyr Arg Gly
315

Gln Arg Trp Asp Ser
330

Asn Phe Lys Cys Lys
345

Gly Ser Glu Ser Pro
360

Gly Tyr Cys Ser Gln
375

Arg Gly Leu Met

220

Asp

Asp

Arg

Ala

Leu

300

Thr

Gln

Asp

Trp

Ile
380

His

Lys

Pro

Ile

285

Glu

Val

Tyr

Leu

Cys

365

Pro

Asp Cys Tyr Arg Gly Asn Gly Lys

390

395

FEHESE A0202

Gln Thr

Gly Phe
255

Trp Cys
270

Lys Thr

Thr Thr

Asn Thr

Pro His

335

Arg Glu

350

Phe Thr

Asn Cys

Asn Tyr

Asp

Pro

240

Asp

Tyr

Cys

Glu

Ile

320

Glu

Asn

Thr

Asp

Met
400

$E598 - H109H(FFIFR)

1113232320-0



Gly Asn Leu

Lys Asn Met

Ser Lys Leu
435

Gly Pro Trp
450

Pro Ile Ser
465

Asp His Pro

Asn Gly Ile

Tyr Arg Asn
515

Val Leu Thr
530

Glu Ala Trp
545

Cys Lys Gln

Ser Asp Leu

Phe Val Ser

595

111118098

202310868

Ser Gln Thr Arg
405

Glu Asp Leu His
420

Asn Glu Asn Tyr

Cys Tyr Thr Gly
455

Arg Cys Glu Gly
470

Val Ile Ser Cys
485

Pro Thr Arg Thr
500

Lys His Ile Cys

Ala Arg Gln Cys
535

Leu Gly Ile His
550

Val Leu Asn Val
565

Val Leu Met Lys
580

Ser Gly

Arg His
425

Cys Arg
44()

Asn Pro

Asp Thr

Ala Lys

Asn Ile

505

Gly Gly

520

Phe Pro

Asp Val

Ser Gln

Leu Ala
585

Leu Thr
410

Ile Phe

Asn Pro

Leu Ile

Thr Pro
475

Thr Lys
490

Gly Trp

Ser Leu

Ser Arg

His Gly
555

Leu Val
570

Arg Pro

Cys

Trp

Asp

Pro

460

Thr

Gln

Met

Ile

Asp

540

Arg

Tyr

Ala

Thr Ile Asp Leu Pro Asn Tyr Gly Cys

600

FEHESE A0202

Ser Met Trp Asp
415

Glu Pro Asp Ala
430

Asp Asp Ala His
445

Trp Asp Tyr Cys

Ile Val Asn Leu
480

Leu Arg Val Val
495

Val Ser Leu Arg
510

Lys Glu Ser Trp
525

Leu Lys Asp Tyr

Gly Asp Glu Lys
560

Gly Pro Glu Gly
575

Val Leu Asp Asp
590

Thr Ile Pro Glu
605

$60E - #1098 (FFIFR)

1113232320-0



202310868

Lys Thr Ser Cys Ser Val Tyr Gly Trp Gly Tyr

610

615

Tyr Asp Gly Leu Leu Arg Val Ala His Leu Tyr

625

Lys Cys

Ile Cys

630

635

Ser Gln His His Arg Gly Lys Val Thr

645

650

Ala Gly Ala Glu Lys Ile Gly Ser Gly

660 665

Tyr Gly Gly Pro Leu Val Cys Glu Gln His Lys

Gly Val
690

Ile Phe
705

Leu Thr

<210>
<211>
<212>
<213>

<220>
<223>

<400>

675 680

Ile Val Pro Gly Arg Gly Cys Ala Ile

695

Val Arg Val Ala Tyr Tyr Ala Lys Trp

710

Tyr Lys Val Pro Gln Ser
725

19

728

PRT
szl

HOF#t L i

19

715

Thr Gly Leu Ile Asn
620

Ile Met Gly Asn Glu
640

Leu Asn Glu Ser Glu
655

Pro Cys Glu Gly Asp
670

Met Arg Met Val Leu
685

Pro Asn Arg Pro Gly
700

Ile His Lys Ile Ile
720

Met Trp Val Thr Lys Leu Leu Pro Ala Leu Leu Leu Gln His Val Leu

1

5

10

15

Leu His Leu Leu Leu Leu Pro Ile Ala Ile Pro Tyr Ala Glu Gly Gln

11111809

20 25

8 FEHESE A0202

30

$618E - H109H(FIIFR)

1113232320-0



202310868

Arg Lys Arg Arg Asn Thr Ile His Glu Phe Lys Lys Ser Val Lys Thr
35 40 45

Thr Leu Ile Lys Ile Asp Pro Ala Leu Lys Ile Lys Thr Glu Lys Ala
50 55 60

Asn Thr Ala Asp Gln Cys Ala Asn Arg Cys Thr Arg Ser Lys Gly Leu
65 70 75 80

Pro Phe Thr Cys Lys Ala Phe Val Phe Asp Lys Ala Arg Lys Arg Cys
85 90 05

Leu Trp Phe Pro Val Asn Ser Met Ser Ser Gly Val Lys Lys Glu Ser
100 105 110

Gly His Glu Phe Asp Leu Tyr Glu Asn Lys Asp Tyr Ile Arg Asp Cys
115 120 125

Ile Val Gly Asn Gly Arg Ser Tyr Arg Gly Thr Val Ser Thr Thr Lys
130 135 140

Ser Gly Ile Lys Cys Gln Pro Trp Ser Ala Met Ile Pro His Glu His
145 150 155 160

Ser Phe Leu Pro Ser Ser Tyr Arg Gly Glu Asp Leu Arg Glu Asn Tyr
165 170 175

Cys Arg Asn Pro Arg Gly Glu Glu Gly Gly Pro Trp Cys Tyr Thr Ser
180 185 190

Asp Pro Glu Val Arg Tyr Glu Val Cys Asp Ile Pro Gln Cys Ser Glu
195 200 205

Val Glu Cys Met Thr Cys Asn Gly Glu Ser Tyr Arg Gly Leu Met Asp
210 215 220

111118098 FEH5E A0202 #6628 - H1098(FIIE) 1113232320-0



202310868

His Thr Glu Ser Gly
225

His Arg His Lys Phe
245

Asp Asn Tyr Cys Arg
260

Thr Leu Asp Pro His
275

Ala Asp Asn Thr Met
290

Cys Ile Gln Gly Gln
305

Trp Asn Gly Ile Pro
325

His Asp Met Thr Pro
340

Tyr Cys Arg Asn Pro
355

Asp Pro Asn Ile Arg
370

Met Ser His Gly Gln
385

Gly Asn Leu Ser Gln
405

Lys Asn Met Glu Asp
420

111118098

Lys Ile Cys Gln Arg Trp Asp His Gln Thr

230 235

Leu Pro Glu Arg Tyr Pro
250

Asn Pro Asp Gly Gln Pro
265

Thr Arg Trp Glu Tyr Cys
280

Asn Asp Thr Asp Val Pro
295

Gly Glu Gly Tyr Arg Gly
310 315

Cys Gln Arg Trp Asp Ser
330

Glu Asn Phe Lys Cys Lys
345

Asp Gly Ser Glu Ser Pro
360

Val Gly Tyr Cys Ser Gln
375

Asp Cys Tyr Arg Gly Asn
390 395

Thr Arg Ser Gly Leu Thr
410

Leu His Arg His Ile Phe
425

FEHESE A0202

Asp

Arg

Ala

Leu

300

Thr

Gln

Asp

Trp

Ile

380

Gly

Cys

Trp

Lys Gly Phe
255

Pro Trp Cys
270

Ile Lys Thr
285

Glu Thr Thr

Val Asn Thr

Tyr Pro His
335

Leu Arg Glu
350

Cys Phe Thr
365

Pro Asn Cys

Lys Asn Tyr

Ser Met Trp
415

Glu Pro Asp
430

Pro

240

Asp

Tyr

Cys

Glu

Ile

320

Glu

Asn

Thr

Asp

Met

400

Asp

Ala

#5638 - H109H(FIIFR)

1113232320-0



202310868

Ser Lys Leu Asn Glu
435

Gly Pro Trp Cys Tyr
450

Pro Ile Ser Arg Cys
465

Asp His Pro Val Ile
485

Asn Gly Ile Pro Thr
500

Tyr Arg Asn Lys His
515

Val Leu Thr Ala Arg
530

Glu Ala Trp Leu Gly
545

Cys Lys Gln Val Leu
565

Ser Asp Leu Val Leu
580

Phe Val Ser Thr Ile
595

Lys Thr Ser Cys Ser
610

111118098

Asn Tyr Cys Arg
44()

Thr Gly Asn Pro
455

Glu Gly Asp Thr
470

Ser Cys Ala Lys

Arg Thr Asn Ile
505

Ile Cys Gly Gly
520

Gln Cys Phe Pro
535

Ile His Asp Val
550

Asn Val Ser Gln

Met Lys Leu Ala
585

Asp Leu Pro Asn
600

Val Tyr Gly Trp
615

FEHESE A0202

Asn Pro

Leu Ile

Thr Pro
475

Thr Lys
490

Gly Trp

Ser Leu

Ser Arg

His Gly

555

Leu Val

570

Arg Pro

Tyr Gly

Gly Tyr

Asp

Pro

460

Thr

Gln

Met

Ile

Asp

540

Arg

Tyr

Ala

Cys

Thr
620

Asp Asp Ala His
445

Trp Asp Tyr Cys

Ile Val Asn Leu
480

Leu Arg Val Val
495

Val Ser Leu Arg
510

Lys Glu Ser Trp
525

Leu Lys Asp Tyr

Gly Asp Glu Lys
560

Gly Pro Glu Gly
575

Val Leu Asp Asp
590

Thr Ile Pro Glu
605

Gly Leu Ile Asn

HF64E - H109H(FIIFR)

1113232320-0



202310868

Tyr Asp Gly Leu Leu Arg Val Ala His Leu Tyr Ile Met Gly Asn Glu
625 630 635 640

Lys Cys Ser Gln His His Arg Gly Lys Val Thr Leu Asn Glu Ser Glu
645 650 655

Ile Cys Ala Gly Ala Glu Lys Ile Gly Ser Gly Pro Cys Glu Gly Asp
660 665 670

Tyr Gly Gly Pro Leu Val Cys Glu Gln His Lys Met Arg Met Val Leu
675 680 685

Gly Val Ile Val Pro Gly Arg Gly Cys Ala Ile Pro Asn Arg Pro Gly
690 695 700

Ile Phe Val Arg Val Ala Tyr Tyr Ala Lys Trp Ile His Lys Ile Ile
705 710 715 720

Leu Thr Tyr Lys Val Pro Gln Ser
725

<210> 20
211> 728
<212> PRT
Q213> ATLFY

<220>
<223> HOF# .0

<400> 20
Met Trp Val Thr Lys Leu Leu Pro Ala Leu Leu Leu Gln His Val Leu

1 5 10 15

Leu His Leu Leu Leu Leu Pro Ile Ala Ile Pro Tyr Ala Glu Gly Gln
20 25 30

Arg Lys Arg Arg Asn Thr Ile His Glu Phe Lys Lys Ser Ala Lys Thr
35 40 45

111118098 FEH5E A0202 2658 - H1098(FIIE) 1113232320-0



202310868

Thr Leu Ile Lys Ile Asp Pro Ala Leu Lys Ile Lys Thr Glu Lys Ala
50 55 60

Asn Thr Ala Asp Gln Cys Ala Asn Arg Cys Thr Arg Ser Lys Gly Leu
65 70 75 80

Pro Phe Thr Cys Lys Ala Phe Val Phe Asp Lys Ala Arg Lys Arg Cys
85 90 05

Leu Trp Phe Pro Phe Asn Ser Met Ser Ser Gly Val Lys Lys Glu Phe
100 105 110

Gly His Glu Phe Asp Leu Tyr Glu Asn Lys Asp Tyr Ile Arg Asp Cys
115 120 125

Ile Val Gly Asn Gly Arg Ser Tyr Arg Gly Thr Val Ser Ile Thr Lys
130 135 140

Ser Gly Ile Lys Cys Gln Pro Trp Ser Ser Met Ile Pro His Glu His
145 150 155 160

Ser Phe Leu Pro Ser Ser Tyr Arg Gly Glu Asp Leu Arg Glu Asn Tyr
165 170 175

Cys Arg Asn Pro Trp Gly Glu Glu Gly Gly Pro Trp Cys Tyr Thr Ser
180 185 190

Asp Pro Glu Val Arg Tyr Glu Val Cys Asp Ile Pro Gln Cys Ser Glu
195 200 205

Val Glu Cys Met Thr Cys Asn Gly Glu Ser Tyr Arg Gly Leu Met Asp
210 215 220

His Thr Glu Ser Gly Lys Ile Cys Gln Arg Trp Asp His Gln Thr Pro
225 230 235 240

His Arg His Lys Phe Leu Pro Glu Arg Tyr Pro Asp Lys Gly Phe Asp
245 250 255

111118098 FEH5E A0202 #6668 - H1095(FIIE) 1113232320-0



Asp Asn Tyr

Thr Leu Asp
275

Ala Asp Asn
290

Cys Ile Gln
305

Trp Asn Gly

His Asp Met

Tyr Cys Arg
355

Asp Pro Asn
370

Met Ser His

385

Gly Asn Leu

Lys Asn Met

Ser Lys Leu
435

111118098

202310868

Cys Arg Asn Pro Asp
260

Pro His Thr Arg Trp
280

Thr Met Asn Asp Thr
295

Gly Gln Gly Glu Gly
310

Ile Pro Cys Gln Arg
325

Thr Pro Glu Asn Phe
340

Asn Pro Asp Gly Ser
360

Ile Arg Val Gly Tyr
375

Gly Gln Asp Cys Tyr
390

Ser Gln Thr Arg Ser
405

Glu Asp Leu His Arg
420

Asn Glu Asn Tyr Cys
44()

Gly Gln Pro
265

Glu Tyr Cys

Asp Val Pro

Tyr Arg Gly
315

Trp Asp Ser
330

Lys Cys Lys
345

Glu Ser Pro

Cys Ser Gln

Arg Gly Asn
395

Gly Leu Thr
410

His Ile Phe
425

Arg Asn Pro

FEHESE A0202

Arg Pro Trp Cys Tyr
270

Ala Ile Lys Thr Cys
285

Leu Glu Thr Thr Glu
300

Thr Val Asn Thr Ile
320

Gln Tyr Pro His Glu
335

Asp Leu Arg Glu Asn
350

Trp Cys Phe Thr Thr
365

Ile Pro Asn Cys Asp
330

Gly Lys Asn Tyr Met
400

Cys Ser Met Trp Asp
415

Trp Glu Pro Asp Ala
430

Asp Asp Asp Ala His
445

$678 - H109H(FIIFR)

1113232320-0



202310868

Gly Pro Trp
450

Pro Ile Ser
465

Asp His Pro

Asn Gly Ile

Tyr Arg Asn
515

Val Leu Thr
530

Glu Ala Trp
545

Cys Lys Gln

Ser Asp Leu

Phe Val Ser
595

Lys Thr Ser
610

Tyr Asp Gly
625

Lys Cys Ser

111118098

Cys Tyr

Arg Cys

Val Ile
485

Pro Thr
500

Lys His

Ala Arg

Leu Gly

Val Leu

565

Val Leu

580

Thr Ile

Cys Ser

Leu Leu

Gln His
645

Thr Gly Asn Pro
455

Glu Gly Asp Thr
470

Ser Cys Ala Lys

Arg Thr Asn Ile
505

Ile Cys Gly Gly
520

Gln Cys Phe Pro
535

Ile His Asp Val
550

Asn Val Ser Gln

Met Lys Leu Ala
585

Asp Leu Pro Asn
600

Val Tyr Gly Trp
615

Arg Val Ala His
630

His Arg Gly Lys

FEHESE A0202

Leu Ile

Thr Pro
475

Thr Lys
490

Gly Trp

Ser Leu

Ser Arg

His Gly
555

Leu Val
570

Arg Pro

Tyr Gly

Gly Tyr

Leu Tyr

635

Val Thr
650

Pro

460

Thr

Gln

Met

Ile

Asp

540

Arg

Tyr

Ala

Cys

Thr

620

Ile

Leu

Trp Asp Tyr

Ile Val Asn

Leu Arg Val
495

Val Ser Leu
510

Lys Glu Ser
525

Leu Lys Asp

Gly Asp Glu

Gly Pro Glu
575

Val Leu Asp
590

Thr Ile Pro
605

Gly Leu Ile

Met Gly Asn

Asn Glu Ser
655

Cys

Leu

480

Val

Arg

Trp

Tyr

Lys

560

Gly

Asp

Glu

Asn

Glu

640

Glu

$68E - H109H(FFIFR)

1113232320-0



202310868

Ile Cys Ala Gly Ala Glu Lys Ile Gly Ser Gly Pro Cys Glu Gly Asp
660 665 670

Tyr Gly Gly Pro Leu Val Cys Glu Gln His Lys Met Arg Met Val Leu
675 680 685

Gly Val Ile Val Pro Gly Arg Gly Cys Ala Ile Pro Asn Arg Pro Gly
690 695 700

Ile Phe Val Arg Val Ala Tyr Tyr Ala Lys Trp Ile His Lys Ile Ile
705 710 715 720

Leu Thr Tyr Lys Val Pro Gln Ser
725

<210> 21

211> 728
<212> PRT
Q213> ATLFY

<220>
<223> HOF# .0

<400> 21
Met Trp Val Thr Lys Leu Leu Pro Ala Leu Leu Leu Gln His Val Leu

1 5 10 15

Leu His Leu Leu Leu Leu Pro Ile Ala Ile Pro Tyr Ala Glu Gly Gln
20 25 30

Arg Lys Arg Arg Asn Thr Ile His Glu Phe Lys Lys Ser Ala Lys Thr
35 40 45

Thr Leu Ile Lys Ile Asp Pro Ala Leu Arg Ile Lys Thr Glu Lys Ala
50 55 60

Asn Thr Ala Asp Gln Cys Ala Asn Arg Cys Thr Arg Ser Arg Gly Leu
65 70 75 80

111118098 FEH5E A0202 #6958 - 1098 (FIIE) 1113232320-0
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Pro Phe Thr Cys

Leu Trp Phe Pro
100

Gly His Glu Phe

115

Ile Ile Gly Asn

130

Ser Gly Ile Lys

145

Ser Phe Leu Pro

Cys Arg Asn Pro
180

Asp Pro Glu Val

195

Val Glu Cys Met

210

His Thr Glu Ser

225

His Arg His Lys

Lys

85

Phe

Asp

Gly

Cys

Ser

165

Arg

Arg

Thr

Gly

Phe
245

Asp Asn Tyr Cys Arg

260

111118098

Ala

Asn

Leu

Arg

Gln

150

Ser

Gly

Tyr

Cys

Lys

230

Leu

Asn

Phe Val Phe Asp Lys
90

Ser Met Ser Ser Gly
105

Tyr Glu Asn Lys Asp
120

Ser Tyr Arg Gly Thr
135

Pro Trp Ser Ser Met
155

Tyr Arg Gly Glu Asp
170

Glu Glu Gly Gly Pro
185

Glu Val Cys Asp Ile
200

Asn Gly Glu Ser Tyr
215

Ile Cys Gln Arg Trp
235

Pro Glu Arg Tyr Pro
250

Pro Asp Gly Gln Pro
265

FEHESE A0202

Ala Arg Lys Arg Cys
05

Val Lys Lys Glu Phe
110

Tyr Ile Arg Asp Cys
125

Val Ser Ile Thr Lys
140

Ile Pro His Glu His
160

Leu Arg Glu Asn Tyr
175

Trp Cys Tyr Thr Ser
190

Pro Gln Cys Ser Glu
205

Arg Gly Leu Met Asp
220

Asp His Gln Thr Pro
240

Asp Lys Gly Phe Asp
255

Arg Pro Trp Cys Tyr
270

HF708 - #1098 (FFIFR)

1113232320-0



202310868

Thr Leu Asp Pro His
275

Ala Asp Asn Thr Met
290

Cys Ile Gln Gly Gln
305

Trp Asn Gly Ile Pro
325

His Asp Met Thr Pro
340

Tyr Cys Arg Asn Pro
355

Asp Pro Asn Ile Arg
370

Met Ser His Gly Gln
385

Gly Asn Leu Ser Gln
405

Lys Asn Met Glu Asp
420

Ser Lys Leu Asn Glu
435

Gly Pro Trp Cys Tyr
450

Pro Ile Ser Arg Cys
465

111118098

Thr Arg Trp
280

Asn Asp Thr
295

Gly Glu Gly
310

Cys Gln Arg

Glu Asn Phe

Asp Gly Ser
360

Val Gly Tyr
375

Asp Cys Tyr
390

Thr Arg Ser

Leu His Arg

Asn Tyr Cys
44()

Thr Gly Asn
455

Glu Gly Asp
470

Glu Tyr Cys

Asp Val Pro

Tyr Arg Gly
315

Trp Asp Ser
330

Lys Cys Lys
345

Glu Ser Pro

Cys Ser Gln

Arg Gly Asn
395

Gly Leu Thr
410

His Ile Phe
425

Arg Asn Pro

Pro Leu Ile

Thr Thr Pro
475

FEHESE A0202

Ala Ile Lys
285

Leu Glu Thr
300

Thr Val Asn

Gln Tyr Pro

Asp Leu Arg
350

Trp Cys Phe
365

Ile Pro Asn
330

Gly Lys Asn

Cys Ser Met

Trp Glu Pro
430

Asp Asp Asp
445

Pro Trp Asp
460

Thr Ile Val

Thr

Thr

Thr

His

335

Glu

Thr

Cys

Tyr

Trp

415

Asp

Ala

Tyr

Asn

Cys

Glu

Ile

320

Glu

Asn

Thr

Asp

Met

400

Asp

Ala

His

Cys

Leu
480

HF718 - #1098 (FFIF)

1113232320-0



202310868

Asp His Pro

Asn Gly Ile

Tyr Arg Asn
515

Val Leu Thr
530

Glu Ala Trp
545

Cys Lys Gln

Ser Asp Leu

Phe Val Ser
595

Lys Thr Ser
610

Tyr Asp Gly

625

Lys Cys Ser

Ile Cys Ala

111118098

Val Ile Ser Cys Ala Lys
485

Pro Thr Arg Thr Asn Ile
500 505

Lys His Ile Cys Gly Gly
520

Ala Arg Gln Cys Phe Pro
535

Leu Gly Ile His Asp Val
550

Val Leu Asn Val Ser Gln
565

Val Leu Met Lys Leu Ala
580 585

Thr Ile Asp Leu Pro Asn
600

Cys Ser Val Tyr Gly Trp
615

Leu Leu Arg Val Ala His
630

Gln His His Arg Gly Lys
645

Gly Ala Glu Lys Ile Gly
660 665
FREIRSE A0202

Thr Lys
490

Gly Trp

Ser Leu

Ser Arg

His Gly
555

Leu Val
570

Arg Pro

Tyr Gly

Gly Tyr

Leu Tyr
635

Val Thr
650

Ser Gly

Gln Leu Arg Val Val
495

Met Val Ser Leu Arg
510

Ile Lys Glu Ser Trp
525

Asp Leu Lys Asp Tyr
540

Arg Gly Asp Glu Lys
560

Tyr Gly Pro Glu Gly
575

Ala Val Leu Asp Asp
590

Cys Thr Ile Pro Glu
605

Thr Gly Leu Ile Asn
620

Ile Met Gly Asn Glu
640

Leu Asn Glu Ser Glu
655

Pro Cys Glu Gly Asp
670

$728 - H1098(FFIFR)

1113232320-0



202310868

Tyr Gly Gly Pro Leu Val Cys Glu Gln His Lys Met Arg Met Val Leu
675 680 685

Gly Val Ile Val Pro Gly Arg Gly Cys Ala Ile Pro Asn Arg Pro Gly
690 695 700

Ile Phe Val Arg Val Ala Tyr Tyr Ala Lys Trp Ile His Lys Ile Ile
705 710 715 720

Leu Thr Tyr Lys Val Pro Gln Ser
725

210> 22
211> 728
<212> PRT
Q213> ATLFY

<220>
<223> HOF# .0

<400> 22
Met Trp Val Thr Lys Leu Leu Pro Ala Leu Leu Leu Gln His Val Leu

1 5 10 15

Leu His Leu Leu Leu Leu Pro Ile Ala Ile Pro Tyr Ala Glu Gly Gln
20 25 30

Arg Lys Arg Arg Asn Thr Ile His Glu Phe Lys Lys Ser Ala Lys Thr
35 40 45

Thr Leu Ile Lys Ile Asp Pro Ala Leu Lys Ile Lys Thr Glu Lys Ala
50 55 60

Asn Thr Ala Asp Gln Cys Ala Asn Arg Cys Thr Arg Ser Arg Arg Leu
65 70 75 30

Pro Phe Thr Cys Lys Ala Phe Val Phe Asp Lys Ala Arg Lys Arg Cys
85 90 05

111118098 FEHESE A0202 FB73E - HI09E(FIIE)

1113232320-0
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Leu Trp Phe Pro Phe
100

Gly His Glu Phe Asp
115

Ile Ile Gly Lys Gly
130

Ser Gly Ile Glu Cys
145

Ser Phe Leu Pro Ser
165

Cys Arg Asn Pro Arg
180

Asp Pro Glu Val Arg
195

Val Glu Cys Met Thr
210

His Thr Glu Ser Gly
225

His Arg His Lys Phe
245

Asp Asn Tyr Cys Arg
260

Thr Leu Asp Pro His
275

Ala Asp Asn Thr Met
290

111118098

Asn

Leu

Arg

Gln

150

Asn

Gly

Tyr

Cys

Lys

230

Leu

Asn

Thr

Asn

Ser Met Ser Ser Gly
105

Tyr Glu Asn Lys Asp
120

Ser Tyr Arg Gly Thr
135

Pro Trp Ser Ala Met
155

Tyr Arg Gly Glu Asp
170

Glu Glu Gly Gly Pro
185

Glu Val Cys Asp Ile
200

Asn Gly Glu Ser Tyr
215

Ile Cys Gln Arg Trp
235

Pro Glu Arg Tyr Pro
250

Pro Asp Gly Gln Pro
265

Arg Trp Glu Tyr Cys
280

Asp Thr Asp Val Pro
295

FEHESE A0202

Val Lys Lys Glu Phe
110

Tyr Ile Arg Asp Cys
125

Val Ser Val Thr Lys
140

Ile Pro His Glu His
160

Leu Arg Glu Asn Tyr
175

Trp Cys Tyr Thr Ser
190

Pro Gln Cys Ser Glu
205

Arg Gly Leu Met Asp
220

Asp His Gln Thr Pro
240

Asp Lys Gly Phe Asp
255

Arg Pro Trp Cys Tyr
270

Ala Ile Lys Thr Cys
285

Leu Glu Thr Thr Glu
300

HF748 - H109H(FIIFR)

1113232320-0



202310868

Cys Ile Gln Gly Gln Gly Glu Gly Tyr Arg Gly Thr Val Asn Thr

305

Trp Asn Gly

His Asp Met

Tyr Cys Arg
355

Asp Pro Asn
370

Met Ser His
385

Gly Asn Leu

Lys Asn Met

Ser Lys Leu
435

Gly Pro Trp
450

Pro Ile Ser
465

Asp His Pro

111118098

310

315

Ile Pro Cys Gln Arg Trp Asp Ser

325

Thr Pro Glu Asn Phe
340

Asn Pro Asp Gly Ser
360

Ile Arg Val Gly Tyr
375

Gly Gln Asp Cys Tyr
390

Ser Gln Thr Arg Ser
405

Glu Asp Leu His Arg
420

Asn Glu Asn Tyr Cys
44()

Cys Tyr Thr Gly Asn
455

Arg Cys Glu Gly Asp
470

Val Ile Ser Cys Ala
485

Lys

345

Glu

Cys

Arg

Gly

His

425

Arg

Pro

Thr

Lys

FEHESE A0202

330

Cys Lys

Ser Pro

Ser Gln

Gly Asn
395

Leu Thr
410

Ile Phe

Asn Pro

Leu Ile

Thr Pro

475

Thr Lys
490

Gln Tyr Pro His
335

Asp Leu Arg Glu
350

Trp Cys Phe Thr
365

Ile Pro Asn Cys
330

Gly Lys Asn Tyr

Cys Ser Met Trp
415

Trp Glu Pro Asp
430

Asp Asp Asp Ala
445

Pro Trp Asp Tyr
460

Thr Ile Val Asn

Gln Leu Arg Val
495

Ile

320

Glu

Asn

Thr

Asp

Met

400

Asp

Ala

His

Cys

Leu

480

Val

$758 - H109H(FFIFR)

1113232320-0



202310868

Asn Gly Ile

Tyr Arg Asn
515

Val Leu Thr
530

Glu Ala Trp
545

Cys Lys Gln

Ser Asp Leu

Phe Val Ser
595

Lys Thr Ser
610

Tyr Asp Gly
625

Lys Cys Ser

Ile Cys Ala

Tyr Gly Gly
675

Gly Val Ile
690

111118098

Pro Thr Arg Thr
500

Lys His Ile Cys

Ala Arg Gln Cys
535

Leu Gly Ile His
550

Val Leu Asn Val
565

Val Leu Met Lys
580

Asn Ile
505

Gly Gly

520

Phe Pro

Asp Val

Ser Gln

Leu Ala
585

Thr Ile Asp Leu Pro Asn

Cys Ser Val Tyr
615

Leu Leu Arg Val
630

Gln His His Arg
645

Gly Ala Glu Lys
660

Pro Leu Val Cys

Val Pro Gly Arg
695

600

Gly Trp

Ala His

Gly Lys

Ile Gly
665

Glu Gln
680

Gly Cys

FEHESE A0202

Gly Trp

Ser Leu

Ser Arg

His Gly
555

Leu Val
570

Arg Pro

Tyr Gly

Gly Tyr

Leu Tyr

635

Val Thr

650

Ser Gly

His Lys

Ala Ile

Met

Ile

Asp

540

Arg

Tyr

Ala

Cys

Thr

620

Ile

Leu

Pro

Met

Pro
700

Val Ser Leu Arg
510

Lys Glu Ser Trp
525

Leu Lys Asp Tyr

Gly Asp Glu Lys
560

Gly Pro Glu Gly
575

Val Leu Asp Asp
590

Thr Ile Pro Glu
605

Gly Leu Ile Asn

Met Gly Asn Glu
640

Asn Glu Ser Glu
655

Cys Glu Gly Asp
670

Arg Met Val Leu
685

Asn Arg Pro Gly

F76E - H109H(FIIFR)

1113232320-0



202310868

Ile Phe Val Arg Val Ala Tyr Tyr Ala Lys Trp Ile His Lys Ile Ile

705 710

Leu Thr Tyr Lys Val Pro Gln Ser
725

<210> 23
211> 728
<212> PRT
Q213> ATLFY

<220>
<223> HOF# .0

<400> 23
Met Trp Val Thr Lys Leu Leu Pro

1 5

Leu His Leu Leu Leu Leu Pro Ile
20

Arg Lys Arg Arg Asn Thr Ile His
35 40

Thr Leu Ile Lys Ile Asp Pro Ala
50 55

Asn Thr Ala Asp Gln Cys Ala Asn
65 70

Pro Phe Thr Cys Lys Ala Phe Val
85

Leu Trp Phe Pro Phe Asn Ser Met
100

Gly His Glu Phe Asp Leu Tyr Glu
115 120

111118098 FEHESE A0202

715

Ala Leu Leu Leu
10

Ala Ile Pro Tyr
25

Glu Phe Lys Lys

Leu Lys Ile Lys
60

Arg Cys Thr Arg
75

Phe Asp Lys Ala
90

Ser Ser Gly Val
105

Asn Lys Asp Tyr

720

Gln His Val Leu
15

Ala Glu Gly Gln
30

Ser Ala Lys Thr
45

Thr Glu Lys Ala

Ser Lys Gly Leu
80

Arg Lys Arg Cys
05

Lys Lys Glu Phe
110

Ile Arg Asp Cys
125

HB778 - #1095 (FFIFR)

1113232320-0



202310868

Ile Val Gly Asn Gly
130

Ser Gly Ile Glu Cys
145

Ser Phe Leu Pro Ser
165

Cys Arg Asn Pro Arg
180

Asp Pro Glu Val Arg
195

Val Glu Cys Met Thr
210

His Thr Glu Ser Gly
225

His Arg His Lys Phe
245

Asp Asn Tyr Cys Arg
260

Thr Leu Asp Pro His
275

Ala Asp Asn Thr Met
290

Cys Ile Gln Gly Gln
305

111118098

Arg

Gln

150

Ser

Gly

Tyr

Cys

Lys

230

Leu

Asn

Thr

Asn

Ser Tyr Arg Gly Thr
135

Pro Trp Ser Ala Met
155

Tyr Arg Gly Glu Asp
170

Glu Glu Gly Gly Pro
185

Glu Val Cys Asp Ile
200

Asn Gly Glu Ser Tyr
215

Ile Cys Gln Arg Trp
235

Pro Glu Arg Tyr Pro
250

Pro Asp Gly Gln Pro
265

Arg Trp Glu Tyr Cys
280

Asp Thr Asp Val Pro
295

Val Ser Ile Thr
140

Ile Pro His Glu

Leu Arg Glu Asn
175

Trp Cys Tyr Thr
190

Pro Gln Cys Ser
205

Arg Gly Leu Met
220

Asp His Gln Thr

Asp Lys Gly Phe
255

Arg Pro Trp Cys
270

Ala Ile Lys Thr
285

Leu Glu Thr Thr
300

Gly Glu Gly Tyr Arg Gly Thr Val Asn Thr

310

315

FEHESE A0202

Lys

His

160

Tyr

Ser

Glu

Asp

Pro

240

Asp

Tyr

Cys

Glu

Ile
320

$78E - H109H(FFIFR)

1113232320-0



202310868

Trp Asn Gly Ile Pro

His Asp

Tyr Cys

Asp Pro
370

Met Ser
385

Gly Asn

Lys Asn

Ser Lys

Gly Pro

450

Pro Ile

465

Asp His

Asn Gly

Tyr Arg

111118098

Met

Arg

355

Asn

His

Leu

Met

Leu

435

Trp

Ser

Pro

Ile

Asn
515

325

Thr Pro
340

Asn Pro

Ile Arg

Gly Gln

Ser Gln
405

Glu Asp
420

Asn Glu

Cys Tyr

Arg Cys

Val Ile
485

Pro Thr
500

Lys His

Cys Gln Arg Trp

Glu Asn Phe Lys
345

Asp Gly Ser Glu
360

Val Gly Tyr Cys
375

Asp Cys Tyr Arg
390

Thr Arg Ser Gly

Leu His Arg His
425

Asn Tyr Cys Arg
44()

Thr Gly Asn Pro
455

Glu Gly Asp Thr
470

Ser Cys Ala Lys

Arg Thr Asn Ile
505

Ile Cys Gly Gly
520

FEHESE A0202

Asp Ser
330

Cys Lys

Ser Pro

Ser Gln

Gly Asn
395

Leu Thr
410

Ile Phe

Asn Pro

Leu Ile

Thr Pro

475

Thr Lys
490

Gly Trp

Ser Leu

Gln Tyr Pro His Glu

335

Asp Leu Arg Glu Asn

Trp

Ile

380

Gly

Cys

Trp

Asp

Pro

460

Thr

Gln

Met

Ile

350

Cys Phe
365

Pro Asn

Lys Asn

Ser Met

Glu Pro
430

Asp Asp
445

Trp Asp

Ile Val

Leu Arg

Val Ser
510

Lys Glu
525

Thr

Cys

Tyr

Trp

415

Asp

Ala

Tyr

Asn

Val

495

Leu

Ser

Thr

Asp

Met

400

Asp

Ala

His

Cys

Leu

480

Val

Arg

Trp

HF798 - H109H(FIIFR)

1113232320-0



202310868

Val Leu
530

Glu Ala
545

Cys Lys

Ser Asp

Phe Val

Lys Thr
610

Tyr Asp
625

Lys Cys

Ile Cys

Tyr Gly

Gly Val

690

Ile Phe
705

111118098

Thr

Trp

Gln

Leu

Ser

595

Ser

Gly

Ser

Ala

Gly

675

Ile

Val

Ala Arg Gln Cys Phe Pro
535

Leu Gly Ile His Asp Val
550

Val Leu Asn Val Ser Gln
565

Val Leu Met Lys Leu Ala
580 585

Thr Ile Asp Leu Pro Asn
600

Cys Ser Val Tyr Gly Trp
615

Leu Leu Arg Val Ala His
630

Gln His His Arg Gly Lys
645

Gly Ala Glu Lys Ile Gly
660 665

Pro Leu Val Cys Glu Gln
680

Val Pro Gly Arg Gly Cys
695

Arg Val Ala Tyr Tyr Ala
710

FEHESE A0202

Ser Arg

His Gly
555

Leu Val
570

Arg Pro

Tyr Gly

Gly Tyr

Leu Tyr

635

Val Thr

650

Ser Gly

His Lys

Ala Ile

Lys Trp
715

Asp Leu Lys Asp Tyr
540

Arg Gly Asp Glu Lys
560

Tyr Gly Pro Glu Gly
575

Ala Val Leu Asp Asp
590

Cys Thr Ile Pro Glu
605

Thr Gly Leu Ile Asn
620

Ile Met Gly Asn Glu
640

Leu Asn Glu Ser Glu
655

Pro Cys Glu Gly Asp
670

Met Arg Met Val Leu
685

Pro Asn Arg Pro Gly
700

Ile His Lys Ile Ile
720

$80E - H109H(FFIF)

1113232320-0



202310868

Leu Thr Tyr

<210> 24
Q211> 728
<212> PRT

Lys Val Pro Gln Ser
725

Q213> ATLFH

<220>

<223> HOF# .0

<400> 24
Met Trp Val

1

Leu His Leu

Arg Lys Arg
35

Thr Leu Ile
50

Asp Thr Ala
65

Pro Phe Thr

Leu Trp Phe

Gly His Glu

115

Ile Ile Gly
130

111118098

Thr Lys Leu Leu Pro
5

Leu Leu Leu Pro Ile
20

Arg Asn Thr Ile His
40

Lys Ile Asp Pro Ala
55

Asp Gln Cys Ala Asn
70

Cys Lys Ala Phe Val
85

Pro Phe Asn Ser Met
100

Phe Asp Leu Tyr Glu
120

Asn Gly Arg Ser Tyr
135

Ala Leu Leu
10

Ala Ile Pro
25

Glu Phe Lys

Leu Lys Ile

Arg Cys Thr
75

Phe Asp Lys
90

Ser Ser Gly
105

Asn Lys Asp

Arg Gly Thr

FEHESE A0202

Leu Gln His Val Leu
15

Tyr Ala Glu Gly Gln
30

Lys Ser Ala Lys Thr
45

Lys Thr Lys Lys Val
60

Arg Asn Lys Gly Leu
80

Ala Arg Lys Arg Cys
05

Val Lys Lys Glu Phe
110

Tyr Ile Arg Asp Cys
125

Val Ser Ile Thr Lys
140

#81E - H109H(FFIF)

1113232320-0



202310868

Ser Gly Ile
145

Ser Phe Leu

Cys Arg Asn

Asp Pro Glu
195

Val Glu Cys
210

His Thr Glu
225

His Arg His

Asp Asn Tyr

Thr Leu Asp
275

Ala Asp Asn
290

Cys Ile Gln

305

Trp Asn Gly

His Asp Met

111118098

Lys Cys

Pro Ser
165

Pro Arg
180

Val Arg

Met Thr

Ser Gly

Lys Phe
245

Cys Arg
260

Pro His

Thr Met

Gly Gln

Ile Pro

325

Thr Pro
340

Gln Pro Trp Ser
150

Ser Tyr Arg Gly

Gly Glu Glu Gly
185

Tyr Glu Val Cys
200

Cys Asn Gly Glu
215

Lys Ile Cys Gln
230

Leu Pro Glu Arg

Asn Pro Asp Gly
265

Thr Arg Trp Glu
280

Asn Asp Thr Asp
295

Gly Glu Gly Tyr
310

Cys Gln Arg Trp

Glu Asn Phe Lys
345

FEHESE A0202

Ser Met
155

Glu Asp
170

Gly Pro

Asp Ile

Ser Tyr

Arg Trp
235

Tyr Pro
250

Gln Pro

Tyr Cys

Val Pro

Arg Gly
315

Asp Ser
330

Cys Lys

Ile Pro His Glu

Leu Arg Glu Asn
175

Trp Cys Tyr Thr
190

Pro Gln Cys Ser
205

Arg Gly Leu Met
220

Asp His Gln Thr

Asp Lys Gly Phe
255

Arg Pro Trp Cys
270

Ala Ile Lys Thr
285

Leu Glu Thr Thr
300

Thr Val Asn Thr

Gln Tyr Pro His
335

His

160

Tyr

Ser

Glu

Asp

Pro

240

Asp

Tyr

Cys

Glu

Ile

320

Glu

Asp Leu Arg Glu Asn

350

$82E - H109H(FIIFR)

1113232320-0



202310868

Tyr Cys

Asp Pro
370

Met Ser
385

Gly Asn

Lys Asn

Ser Lys

Gly Pro

450

Pro Ile

465

Asp His

Asn Gly

Tyr Arg

Val Leu
530

111118098

Arg

355

Asn

His

Leu

Met

Leu

435

Trp

Ser

Pro

Ile

Asn

515

Thr

Asn Pro

Ile Arg

Gly Gln

Ser Gln
405

Glu Asp
420

Asn Glu

Cys Tyr

Arg Cys

Val Tle

485

Pro Thr
500

Lys His

Ala Arg

Asp Gly Ser Glu
360

Val Gly Tyr Cys
375

Asp Cys Tyr Arg
390

Thr Arg Ser Gly

Leu His Arg His
425

Asn Tyr Cys Arg
44()

Thr Gly Asn Pro
455

Glu Gly Asp Thr
470

Ser Cys Ala Lys

Arg Thr Asn Ile
505

Ile Cys Gly Gly
520

Gln Cys Phe Pro
535

FEHESE A0202

Ser Pro

Ser Gln

Gly Asn
395

Leu Thr
410

Ile Phe

Asn Pro

Leu Ile

Thr Pro

475

Thr Lys

490

Gly Trp

Ser Leu

Ser Arg

Trp Cys Phe Thr Thr
365

Ile Pro Asn Cys Asp
330

Gly Lys Asn Tyr Met
400

Cys Ser Met Trp Asp
415

Trp Glu Pro Asp Ala
430

Asp Asp Asp Ala His
445

Pro Trp Asp Tyr Cys
460

Thr Ile Val Asn Leu
480

Gln Leu Arg Val Val
495

Met Val Ser Leu Arg
510

Ile Lys Glu Ser Trp
525

Asp Leu Lys Asp Tyr
540

$83E - H109H(FFIF)

1113232320-0



202310868

Glu Ala Trp Leu Gly

545

Cys Lys

Ser Asp

Phe Val

Lys Thr
610

Tyr Asp
625

Lys Cys

Ile Cys

Tyr Gly

Gly Val
690

Ile Phe
705

Leu Thr

Gln

Leu

Ser

595

Ser

Gly

Ser

Ala

Gly

675

Ile

Val

Tyr

<210> 25
Q211> 728

111118098

Val Leu
565

Val Leu
580

Thr Ile

Cys Ser

Leu Leu

Gln His

645

Gly Ala

660

Pro Leu

Val Pro

Arg Val

Lys Val
725

Ile His Asp Val
550

Asn Val Ser Gln

Met Lys Leu Ala
585

Asp Leu Pro Asn
600

Val Tyr Gly Trp
615

Arg Val Ala His
630

His Arg Gly Lys

Glu Lys Ile Gly
665

Val Cys Glu Gln
680

Gly Arg Gly Cys
695

Ala Tyr Tyr Ala
710

Pro Gln Ser

FEHESE A0202

His Gly
555

Leu Val
570

Arg Pro

Tyr Gly

Gly Tyr

Leu Tyr

635

Val Thr

650

Ser Gly

His Lys

Ala Ile

Lys Trp
715

Arg

Tyr

Ala

Cys

Thr

620

Ile

Leu

Pro

Met

Pro

700

Ile

Gly Asp Glu Lys
560

Gly Pro Glu Gly
575

Val Leu Asp Asp
590

Thr Ile Pro Glu
605

Gly Leu Ile Asn

Met Gly Asn Glu
640

Asn Glu Ser Glu
655

Cys Glu Gly Asp
670

Arg Met Val Leu
685

Asn Arg Pro Gly

His Lys Ile Ile
720

HF84E - H109H(FFIFR)

1113232320-0



<212> PRT

202310868

Q213> ATLFH

<220>

<223> HOF# .0

<400> 25
Met Trp Val

1

Leu His Leu

Gly Lys Arg
35

Thr Leu Ile
50

Asn Thr Ala
65

Pro Phe Thr

Leu Trp Phe

Gly His Glu
115

Ile Ile Gly
130

Ser Gly Ile
145

Ser Phe Leu

111118098

Thr Lys Leu Leu Pro
5

Leu Leu Leu Pro Ile
20

Arg Asn Thr Ile His
40

Lys Ile Asp Pro Ala
55

Asp Gln Cys Ala Asn
70

Cys Lys Ala Phe Val
85

Pro Phe Asn Ser Met
100

Phe Asp Leu Tyr Glu
120

Arg Gly Arg Asn Tyr
135

Lys Cys Gln Pro Trp
150

Pro Ser Ser Tyr Arg
165

FEHESE A0202

Ala Leu Leu Leu
10

Ala Ile Pro Tyr
25

Glu Phe Lys Lys

Leu Arg Ile Lys
60

Arg Cys Thr Arg
75

Phe Asp Lys Ala
90

Ser Ser Gly Val
105

Asn Lys Ala Tyr

Arg Gly Thr Val
140

Ser Ala Met Ile
155

Gly Glu Asp Leu
170

Gln His Val Leu
15

Ala Glu Gly Gln
30

Ser Ala Lys Thr
45

Thr Glu Lys Ala

Ser Lys Gly Leu
80

Arg Lys Arg Cys
05

Lys Lys Glu Phe
110

Ile Arg Asp Cys
125

Ser Ile Thr Lys

Pro His Glu His
160

Arg Glu Asn Tyr
175

#8558 - H109H(FAIF)

1113232320-0



202310868

Cys Arg Asn Pro Arg Gly Glu Glu Gly Gly Pro Trp Cys Tyr Thr

180

Asp Pro Glu Val Arg
195

Val Glu Cys Met Thr
210

His Thr Glu Ser Gly
225

His Arg His Lys Phe
245

Asp Asn Tyr Cys Arg
260

Thr Leu Asp Pro His
275

Ala Asp Asn Thr Met
290

Cys Ile Gln Gly Gln
305

Trp Asn Gly Ile Pro
325

His Asp Met Thr Pro
340

Tyr Cys Arg Asn Pro
355

111118098

Tyr

Cys

Lys

230

Leu

Asn

Thr

Asn

Gly

310

Cys

Glu

185

Glu Val Cys Asp Ile
200

Asn Gly Glu Ser Tyr
215

Ile Cys Gln Arg Trp
235

Pro Glu Arg Tyr Pro
250

Pro Asp Gly Gln Pro
265

Arg Trp Glu Tyr Cys
280

Asp Thr Asp Val Pro
295

Glu Gly Tyr Arg Gly
315

Gln Arg Trp Asp Ser
330

Asn Phe Lys Cys Lys
345

190

Pro Gln Cys Ser
205

Arg Gly Leu Met
220

Asp His Gln Thr

Asp Lys Gly Phe
255

Arg Pro Trp Cys
270

Ala Ile Lys Thr
285

Leu Glu Thr Thr
300

Thr Val Asn Thr

Gln Tyr Pro His
335

Asp Leu Arg Glu
350

Asp Gly Ser Glu Ser Pro Trp Cys Phe Thr

360

FEHESE A0202

365

Ser

Glu

Asp

Pro

240

Asp

Tyr

Cys

Glu

Ile

320

Glu

Asn

Thr

#5865 - H109H(FFIF)

1113232320-0



202310868

Asp Pro Asn Ile Arg Val Gly Tyr Cys Ser Gln Ile Pro Asn Cys Asp
370 375 330

Met Ser His Gly Gln Asp Cys Tyr Arg Gly Asn Gly Lys Asn Tyr Met
385 390 395 400

Gly Asn Leu Ser Gln Thr Arg Ser Gly Leu Thr Cys Ser Met Trp Asp
405 410 415

Lys Asn Met Glu Asp Leu His Arg His Ile Phe Trp Glu Pro Asp Ala
420 425 430

Ser Lys Leu Asn Glu Asn Tyr Cys Arg Asn Pro Asp Asp Asp Ala His
435 44() 445

Gly Pro Trp Cys Tyr Thr Gly Asn Pro Leu Ile Pro Trp Asp Tyr Cys
450 455 460

Pro Ile Ser Arg Cys Glu Gly Asp Thr Thr Pro Thr Ile Val Asn Leu
465 470 475 480

Asp His Pro Val Ile Ser Cys Ala Lys Thr Lys Gln Leu Arg Val Val
485 490 495

Asn Gly Ile Pro Thr Arg Thr Asn Ile Gly Trp Met Val Ser Leu Arg
500 505 510

Tyr Arg Asn Lys His Ile Cys Gly Gly Ser Leu Ile Lys Glu Ser Trp
515 520 525

Val Leu Thr Ala Arg Gln Cys Phe Pro Ser Arg Asp Leu Lys Asp Tyr
530 535 540

Glu Ala Trp Leu Gly Ile His Asp Val His Gly Arg Gly Asp Glu Lys
545 550 555 560

Cys Lys Gln Val Leu Asn Val Ser Gln Leu Val Tyr Gly Pro Glu Gly
565 570 575

111118098 FEH5E A0202 #8878 - 1098 (FIIE) 1113232320-0



202310868

Ser Asp

Phe Val

Lys Thr
610

Tyr Asp
625

Lys Cys

Ile Cys

Tyr Gly

Gly Val
690

Ile Phe
705

Leu Thr

<210>
<211>
<212>
<213>

<220>
<223>

11111809

Leu

Ser

595

Ser

Gly

Ser

Ala

Gly

675

Ile

Val

Tyr

26
728
PRT

Val Leu Met Lys Leu Ala Arg Pro
580 585

Thr Ile Asp Leu Pro Asn Tyr Gly
600

Cys Ser Val Tyr Gly Trp Gly Tyr
615

Leu Leu Arg Val Ala His Leu Tyr
630 635

Gln His His Arg Gly Lys Val Thr
645 650

Gly Ala Glu Lys Ile Gly Ser Gly
660 665

Pro Leu Val Cys Glu Gln His Lys
680

Val Pro Gly Arg Gly Cys Ala Ile
695

Arg Val Ala Tyr Tyr Ala Lys Trp
710 715

Lys Val Pro Gln Ser
725

szl

HOF#t L i

8

FEHESE A0202

Ala Val Leu Asp Asp
590

Cys Thr Ile Pro Glu
605

Thr Gly Leu Ile Asn
620

Ile Met Gly Asn Glu
640

Leu Asn Glu Ser Glu
655

Pro Cys Glu Gly Asp
670

Met Arg Met Val Leu
685

Pro Asn Arg Pro Gly
700

Ile His Lys Ile Ile
720

#5888 - H109H(FFIF)

1113232320-0



<400> 26
Met Trp Val

1

Leu His Leu

Arg Lys Arg
35

Thr Leu Ile
50

Asn Thr Ala
65

Pro Phe Thr

Leu Trp Phe

Gly His Glu
115

Ile Ile Gly
130

Ser Gly Ile
145

Ser Phe Leu

Cys Arg Asn

111118098

202310868

Thr Lys
5

Leu Leu Pro

Leu Leu Leu Pro Ile

20

Arg Asn

Lys Ile

Asp Gln

Cys Lys
85

Pro Phe
100

Phe Asp

Arg Gly

Lys Cys

Pro Ser

165

Pro Arg
180

Thr Ile His
40

Asp Pro Ala
55

Cys Ala Asn
70

Ala Phe Val

Asn Ser Met

Leu Tyr Glu
120

Arg Asn Tyr
135

Gln Pro Trp
150

Ser Tyr Arg

Gly Glu Glu

Ala Leu Leu Leu Gln His

10

Ala Ile Pro
25

Glu Phe Lys

Leu Glu Ile

Arg Cys Ile
75

Phe Asp Lys
90

Ser Ser Gly
105

Asn Lys Ala

Arg Gly Thr

Ser Ala Met
155

Tyr

Lys

Lys

60

Arg

Ala

Val

Tyr

Val

140

Ile

Ala Lys
30

Ser Ala
45

Thr Glu

Asn Lys

Arg Lys

Lys Lys

110

Ile Arg
125

Ser Ile

Pro His

Gly Glu Asp Leu Arg Glu

170

Val Leu
15

Gly Gln

Lys Thr

Lys Val

Gly Leu
80

Arg Cys
05

Glu Phe

Asp Cys

Thr Lys

Glu His

160

Asn Tyr
175

Gly Gly Pro Trp Cys Tyr Thr Ser

185

FEHESE A0202

190

$89E - H109H(FFIF)

1113232320-0



202310868

Asp Pro Glu Val Arg Tyr Glu Val Cys Asp Ile

195

Val Glu Cys
210

His Thr Glu
225

His Arg His

Asp Asn Tyr

Thr Leu Asp
275

Ala Asp Asn
290

Cys Ile Gln
305

Trp Asn Gly

His Asp Met

Tyr Cys Arg
355

Asp Pro Asn
370

Met Ser His
385

111118098

Met Thr

Ser Gly

Lys Phe
245

Cys Arg
260

Pro His

Thr Met

Gly Gln

Ile Pro

325

Thr Pro

340

Asn Pro

Ile Arg

Gly Gln

200

Cys Asn Gly Glu Ser Tyr
215

Lys Ile Cys Gln Arg Trp
230 235

Leu Pro Glu Arg Tyr Pro
250

Asn Pro Asp Gly Gln Pro
265

Thr Arg Trp Glu Tyr Cys
280

Asn Asp Thr Asp Val Pro
295

Gly Glu Gly Tyr Arg Gly
310 315

Cys Gln Arg Trp Asp Ser
330

Glu Asn Phe Lys Cys Lys
345

Asp Gly Ser Glu Ser Pro
360

Val Gly Tyr Cys Ser Gln
375

Asp Cys Tyr Arg Gly Asn
390 395

FEHESE A0202

Pro Gln Cys Ser
205

Arg Gly Leu Met
220

Asp His Gln Thr

Asp Lys Gly Phe
255

Arg Pro Trp Cys
270

Ala Ile Lys Thr
285

Leu Glu Thr Thr
300

Thr Val Asn Thr

Gln Tyr Pro His
335

Asp Leu Arg Glu
350

Trp Cys Phe Thr
365

Ile Pro Asn Cys
330

Gly Lys Asn Tyr

Glu

Asp

Pro

240

Asp

Tyr

Cys

Glu

Ile

320

Glu

Asn

Thr

Asp

Met
400

HFI0E - H109H(FFIFR)

1113232320-0



202310868

Gly Asn Leu

Lys Asn Met

Ser Lys Leu
435

Gly Pro Trp
450

Pro Ile Ser
465

Asp His Pro

Asn Gly Ile

Tyr Arg Asn
515

Val Leu Thr
530

Glu Ala Trp

545

Cys Lys Gln

Ser Asp Leu

111118098

Ser Gln
405

Glu Asp
420

Asn Glu

Cys Tyr

Arg Cys

Val Ile
485

Pro Thr
500

Lys His

Ala Arg

Leu Gly

Val Leu

565

Val Leu
580

Thr Arg

Leu His

Asn Tyr

Thr Gly
455

Glu Gly
470

Ser Cys

Arg Thr

Ile Cys

Gln Cys

535

Ile His
550

Asn Val

Met Lys

Ser Gly

Arg His
425

Cys Arg
44()

Asn Pro

Asp Thr

Ala Lys

Asn Ile

505

Gly Gly

520

Phe Pro

Asp Val

Ser Gln

Leu Ala
585

FEHESE A0202

Leu Thr
410

Ile Phe

Asn Pro

Leu Ile

Thr Pro
475

Thr Lys
490

Gly Trp

Ser Leu

Ser Arg

His Gly
555

Leu Val
570

Arg Pro

Cys Ser Met Trp Asp
415

Trp Glu Pro Asp Ala
430

Asp Asp Asp Ala His
445

Pro Trp Asp Tyr Cys
460

Thr Ile Val Asn Leu
480

Gln Leu Arg Val Val
495

Met Val Ser Leu Arg
510

Ile Lys Glu Ser Trp
525

Asp Leu Lys Asp Tyr
540

Arg Gly Asp Glu Lys
560

Tyr Gly Pro Glu Gly
575

Ala Val Leu Asp Asp
590

FI1E - H109H(FIIFR)

1113232320-0



202310868

Phe Val Ser Thr Ile Asp Leu Pro Asn Tyr Gly Cys Thr Ile Pro Glu
595 600 605

Lys Thr Ser Cys Ser Val Tyr Gly Trp Gly Tyr Thr Gly Leu Ile Asn
610 615 620

Tyr Asp Gly Leu Leu Arg Val Ala His Leu Tyr Ile Met Gly Asn Glu
625 630 635 640

Lys Cys Ser Gln His His Arg Gly Lys Val Thr Leu Asn Glu Ser Glu
645 650 655

Ile Cys Ala Gly Ala Glu Lys Ile Gly Ser Gly Pro Cys Glu Gly Asp
660 665 670

Tyr Gly Gly Pro Leu Val Cys Glu Gln His Lys Met Arg Met Val Leu
675 680 685

Gly Val Ile Val Pro Gly Arg Gly Cys Ala Ile Pro Asn Arg Pro Gly
690 695 700

Ile Phe Val Arg Val Ala Tyr Tyr Ala Lys Trp Ile His Lys Ile Ile
705 710 715 720

Leu Thr Tyr Lys Val Pro Gln Ser
725

210> 27
211> 728
<212> PRT
Q213> ATLFY

<220>
<223> HOF# .0

<400> 27

Met Trp Val Thr Lys Leu Leu Pro Ala Leu Leu Leu Gln His Val Leu
1 5 10 15

111118098 FEH5E A0202 EI2E - H109B(FIIE) 1113232320-0



202310868

Leu His Leu Leu Leu Leu Pro Ile

Gly Lys Arg
35

Thr Leu Ile
50

Asn Thr Ala
65

Pro Phe Thr

Leu Trp Phe

Gly His Glu
115

Ile Ile Gly
130

Ser Gly Ile
145

Ser Phe Leu

Cys Arg Asn

Asp Pro Glu
195

Val Glu Cys
210

111118098

20

Arg Asn Thr

Lys Ile Asp

Asp Gln Cys
70

Cys Lys Ala
85

Pro Phe Asn
100

Phe Asp Leu

Asn Gly Arg

Lys Cys Gln
150

Pro Ser Ser
165

Pro Arg Gly
180

Val Arg Tyr

Met Thr Cys

FEHESE A0202

Ile His
40

Pro Ala
55

Ala Asn

Phe Val

Ser Met

Tyr Glu
120

Ser Tyr
135

Pro Trp

Tyr Arg

Glu Glu

Glu Val
200

Asn Gly
215

Ala Ile Pro Tyr
25

Glu Phe Lys Lys

Leu Lys Ile Lys
60

Arg Cys Thr Arg
75

Phe Asp Lys Ala
90

Ser Ser Gly Val
105

Asn Lys Asp Tyr

Arg Gly Thr Val
140

Ser Ala Met Ile
155

Gly Glu Asp Leu
170

Gly Gly Pro Trp
185

Cys Asp Ile Pro

Glu Ser Tyr Arg
220

Ala Glu Gly Gln
30

Ser Ala Lys Thr
45

Thr Glu Lys Val

Ser Lys Gly Leu
80

Arg Lys Arg Cys
05

Lys Lys Glu Phe
110

Ile Arg Asp Cys
125

Ser Ile Thr Lys

Pro His Glu His
160

Arg Glu Asn Tyr
175

Cys Tyr Thr Ser
190

Gln Cys Ser Glu
205

Gly Leu Met Asp

$F93E - H109H(FFIFR)
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His Thr Glu Ser Gly
225

His Arg His Lys Phe
245

Asp Asn Tyr Cys Arg
260

Thr Leu Asp Pro His
275

Ala Asp Asn Thr Met
290

Cys Ile Gln Gly Gln
305

Trp Asn Gly Ile Pro
325

His Asp Met Thr Pro
340

Tyr Cys Arg Asn Pro
355

Asp Pro Asn Ile Arg
370

Met Ser His Gly Gln
385

Gly Asn Leu Ser Gln
405

111118098

Lys Ile Cys Gln Arg Trp Asp His

230 235

Leu Pro Glu Arg Tyr Pro
250

Asn Pro Asp Gly Gln Pro
265

Thr Arg Trp Glu Tyr Cys
280

Asn Asp Thr Asp Val Pro
295

Gly Glu Gly Tyr Arg Gly
310 315

Cys Gln Arg Trp Asp Ser
330

Glu Asn Phe Lys Cys Lys
345

Asp Gly Ser Glu Ser Pro
360

Val Gly Tyr Cys Ser Gln
375

Asp Cys Tyr Arg Gly Asn
390 395

Thr Arg Ser Gly Leu Thr
410

FEHESE A0202

Asp

Arg

Ala

Leu

300

Thr

Gln

Asp

Trp

Ile

380

Gly

Cys

Lys

Pro

Ile

285

Glu

Val

Tyr

Leu

Cys

365

Pro

Lys

Ser

Gln Thr

Gly Phe
255

Trp Cys
270

Lys Thr

Thr Thr

Asn Thr

Pro His

335

Arg Glu

350

Phe Thr

Asn Cys

Asn Tyr

Met Trp
415

Pro
240

Asp

Tyr

Cys

Glu

Ile

320

Glu

Asn

Thr

Asp

Met

400

Asp

HFI4E - H109H(FIIFR)
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Lys Asn Met Glu Asp
420

Ser Lys Leu Asn Glu
435

Gly Pro Trp Cys Tyr
450

Pro Ile Ser Arg Cys
465

Asp His Pro Val Ile
485

Asn Gly Ile Pro Thr
500

Tyr Arg Asn Lys His
515

Val Leu Thr Ala Arg
530

Glu Ala Trp Leu Gly
545

Cys Lys Gln Val Leu
565

Ser Asp Leu Val Leu
580

Phe Val Ser Thr Ile
595

Lys Thr Ser Cys Ser
610

111118098

Leu His Arg His
425

Asn Tyr Cys Arg
44()

Thr Gly Asn Pro
455

Glu Gly Asp Thr
470

Ser Cys Ala Lys

Arg Thr Asn Ile
505

Ile Cys Gly Gly
520

Gln Cys Phe Pro
535

Ile His Asp Val
550

Asn Val Ser Gln

Met Lys Leu Ala
585

Asp Leu Pro Asn
600

Val Tyr Gly Trp
615

FEHESE A0202

Ile Phe

Asn Pro

Leu Ile

Thr Pro
475

Thr Lys
490

Gly Trp

Ser Leu

Ser Arg

His Gly

555

Leu Val

570

Arg Pro

Tyr Gly

Gly Tyr

Trp

Asp

Pro

460

Thr

Gln

Met

Ile

Asp

540

Arg

Tyr

Ala

Cys

Thr
620

Glu Pro Asp Ala
430

Asp Asp Ala His
445

Trp Asp Tyr Cys

Ile Val Asn Leu
480

Leu Arg Val Val
495

Val Ser Leu Arg
510

Lys Glu Ser Trp
525

Leu Lys Asp Tyr

Gly Asp Glu Lys
560

Gly Pro Glu Gly
575

Val Leu Asp Asp
590

Thr Ile Pro Glu
605

Gly Leu Ile Asn

HFI5E - H109H(FFIFR)
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Tyr Asp Gly Leu Leu
625

Lys Cys Ser Gln His
645

Ile Cys Ala Gly Ala
660

Tyr Gly Gly Pro Leu
675

Gly Val Ile Val Pro
690

Ile Phe Val Arg Val
705

Leu Thr Tyr Lys Val
725

<210> 28

211> 140

<212> PRT

Q13> HA

<400> 28

Phe Asn Leu Pro Pro
1 5

Ser Asn Gly Gly His
20

Gly Thr Arg Asp Arg
35

Glu Ser Val Gly Glu

111118098

Arg Val Ala His
630

His Arg Gly Lys

Glu Lys Ile Gly
665

Val Cys Glu Gln
680

Gly Arg Gly Cys
695

Ala Tyr Tyr Ala
710

Pro Gln Ser

Gly Asn Tyr Lys

Phe Leu Arg Ile
25

Ser Asp Gln His
40

Val Tyr Ile Lys

FEHESE A0202

Leu Tyr
635

Val Thr

650

Ser Gly

His Lys

Ala Ile

Lys Trp
715

Lys Pro

10

Leu Pro

Ile Gln

Ser Thr

Ile Met Gly Asn Glu
640

Leu Asn Glu Ser Glu
655

Pro Cys Glu Gly Asp
670

Met Arg Met Val Leu
685

Pro Asn Arg Pro Gly
700

Ile His Lys Ile Ile
720

Lys Leu Leu Tyr Cys
15

Asp Gly Thr Val Asp
30

Leu Gln Leu Ser Ala
45

Glu Thr Gly Gln Tyr

HF96E - H109H(FIIFR)
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50

Leu Ala Met Asp Thr Asp

65

Glu Glu Cys Leu Phe Leu

85

Tyr Ile Ser Lys Lys His

100

Lys Asn Gly Ser Cys Lys

115

Ala Ile Leu Phe Leu Pro

130

<210> 29
211> 140
<212> PRT
Q213> ATLFY

<220>
<223> FGF1#:E e

<400> 29

Phe Asn Leu Pro Pro Gly

1 5

Ser Asn Gly Gly His Phe

20

Gly Thr Arg Asp Arg Ser

35

Glu Ser Val Gly Glu Val

50

55

Gly Leu Leu Tyr Gly
75

Glu Arg Leu Glu Glu
90

Ala Glu Lys Asn Trp
105

Arg Gly Pro Arg Thr
120

Leu Pro Val Ser Ser
135

Asn Tyr Lys Lys Pro
10

Leu Arg Ile Leu Pro
25

Asp Gln His Ile Gln
40

Tyr Ile Lys Ser Thr
55

Leu Ala Met Asp Thr Asp Gly Leu Leu Tyr Gly

111118098

FEHESE A0202

60

Ser Gln Thr Pro Asn
80

Asn His Tyr Asn Thr
05

Phe Val Gly Leu Lys
110

His Tyr Gly Gln Lys
125

Asp
140

Lys Leu Leu Tyr Cys
15

Asn Gly Thr Val Asp
30

Leu Gln Leu Ser Ala
45

Glu Thr Gly Gln Tyr
60

Ser Gln Thr Pro Asn

HFI7E - H109H(FIIFR)
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65

Glu Glu Cys Leu Phe
85

Tyr Ile Ser Lys Lys
100

Lys Asn Gly Ser Cys
115

Ala Ile Arg Phe Leu
130

<210> 30
211> 140
<212> PRT
Q213> ATLFY

<220>
<223> FGF1#:E e

<400> 30

Phe Asn Leu Pro Pro
1 5

Ser Asn Gly Gly His
20

Gly Thr Arg Asp Arg
35

Glu Ser Val Gly Glu
50

Leu Ala Met Asp Thr
65

Glu Glu Cys Leu Phe

111118098

70

Leu Glu Arg

His Ala Glu

Lys Arg Gly
120

Pro Leu Pro
135

Gly Asn Tyr

Phe Leu Arg

Ser Asp Pro
40

Val Tyr Ile
55

Asp Gly Leu
70

Leu Glu Arg

75

Leu Glu Glu
90

Lys Asn Trp
105

Pro Arg Thr

Val Ser Ser

Lys Lys Pro
10

Ile Leu Pro
25

His Ile Gln

Lys Ser Thr

Leu Tyr Gly

75

Leu Glu Glu

FEHESE A0202

80

Asn His Tyr Asn Thr
05

Phe Val Gly Leu Lys
110

His Tyr Gly Gln Lys
125

Asp
140

Lys Leu Leu Tyr Cys
15

Asp Gly Thr Val Asp
30

Leu Gln Leu Ile Ala
45

Glu Thr Gly Gln Tyr
60

Ser Gln Thr Pro Asn
80

Asn Gly Tyr Asn Thr

$F98E - H109H(FFIF)

1113232320-0
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Tyr Ile Ser Lys Lys His Ala Glu Lys
100

Lys Asn Gly Ser Cys Lys Arg Gly Pro

115

Ala Ile Leu Phe Leu Pro Leu Pro Val

130

<210> 31
211> 140
<212> PRT

Q213> ATLFH

<220>

85

<223> FGF1#:E e

<400> 31

Phe Asn Leu Pro Pro Gly Asn Tyr Lys

1

Ser Asn Gly Gly His Phe Leu Arg Ile

20

Gly Thr Arg Asp Arg Ser Asp Pro His

35

Glu Ser Val Gly Glu Val Tyr Ile Lys

50

Leu Ala Met Asp Thr Asp Gly Leu Leu
70

65

Glu Glu Cys Leu Phe Leu Glu Arg Leu

5

85

105

120

135

25

40

55

90

Asn Trp

Arg Thr

Ser Ser

Lys Pro
10

Leu Pro

Ile Gln

Ser Thr

Tyr Gly

75

Glu Glu
90

Tyr Ile Ser Lys Lys His Ala Glu Lys Asn Trp

111118098

FEHESE A0202

95

Phe Val Gly Leu Lys
110

His Tyr Gly Gln Lys
125

Asp
140

Lys Leu Leu Tyr Cys
15

Asn Gly Thr Val Asp
30

Leu Gln Leu Ile Ala
45

Glu Thr Gly Gln Tyr
60

Ser Gln Thr Pro Asn
80

Asn Gly Tyr Asn Thr
05

Phe Val Gly Leu Lys

F99E - H109H(FFIF)
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100 105 110

Lys Asn Gly Ser Cys Lys Arg Gly Pro Arg Thr His Tyr Gly Gln Lys
115 120 125

Ala Ile Arg Phe Leu Pro Leu Pro Val Ser Ser Asp
130 135 140

<210> 32
211> 140
<212> PRT
Q213> ATLFY

<220>
<223> FGF1#:E e

<400> 32

Phe Asn Leu Pro Pro Gly Asn Tyr Lys Lys Pro Lys Leu Leu Tyr Cys
1 5 10 15

Ser Asn Gly Gly His Phe Leu Arg Ile Leu Pro Asp Gly Thr Val Asp
20 25 30

Gly Thr Arg Asp Arg Ser Asp Gln His Ile Gln Leu Gln Leu Ser Ala
35 40 45

Glu Ser Val Gly Glu Val Tyr Ile Lys Ser Thr Glu Thr Gly Gln Tyr
50 55 60

Leu Ala Met Asp Thr Asp Gly Leu Leu Tyr Gly Ser Gln Thr Pro Asn
65 70 75 80

Glu Glu Cys Leu Phe Leu Glu Arg Leu Glu Glu Asn His Tyr Asn Thr
85 90 05

Tyr Ile Ser Lys Lys His Ala Glu Lys Asn Trp Phe Val Gly Leu Lys
100 105 110

Lys Asn Gly Ser Cys Lys Arg Gly Pro Arg Thr His Tyr Gly Gln Lys

111118098 FEH5E A0202 Z£1008 - #1098 (F3%) 1113232320-0
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115 120

125

Ala Ile Arg Phe Leu Pro Leu Pro Val Ser Ser Asp

130

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Phe Asn Leu Pro Pro Gly Asn Tyr Lys

1

Ser Asn Gly Gly His Phe Leu Arg Ile

Gly Thr Arg Asp Arg Ser Asp Gln His

Glu Ser Val Gly Glu Val Tyr Ile Lys

50

Leu Ala Met Asp Thr Asp Gly Leu Leu

65

Glu Glu Cys Leu Phe Leu Glu Arg Leu

Tyr Ile Ser Lys Lys His Ala Glu Lys

100 105

Lys Asn Gly Ser Cys Lys Arg Gly Pro

Ala Ile Lys Phe Leu Pro Leu Pro Val

135

33

140

PRT
szl

FGF1 %t E a8

33

5

20 25

35 40

55

70

85

115 120

111118098 FEHESE A0202

140

Lys Pro Lys Leu Leu Tyr Cys
10 15

Leu Pro Asp Gly Thr Val Asp
30

Ile Gln Leu Gln Leu Ser Ala
45

Ser Thr Glu Thr Gly Gln Tyr
60

Tyr Gly Ser Gln Thr Pro Asn
75 80

Glu Glu Asn His Tyr Asn Thr
90 05

Asn Trp Phe Val Gly Leu Lys
110

Arg Thr His Tyr Gly Gln Lys
125

Ser Ser Asp

#1018 - #1098 (F3IK)

1113232320-0
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130

<210>
<211>
<212>
<213>

<400>

135 140

Met Trp Val Thr Lys Leu Leu Pro Ala Leu Leu Leu Gln His Val Leu

1

5 10 15

Leu His Leu Leu Leu Leu Pro Ile Ala Ile Pro Tyr Ala Glu Gly

<210>
<211>
<212>
<213>

<400>

20 25 30

35
692
PRT
BA

35

Gln Arg Lys Arg Arg Asn Thr Ile His Glu Phe Lys Lys Ser Ala Lys

1

5 10 15

Thr Thr Leu Ile Lys Ile Asp Pro Ala Leu Lys Ile Lys Thr Lys Lys

20 25 30

Val Asn Thr Ala Asp Gln Cys Ala Asn Arg Cys Thr Arg Asn Lys Gly

35 40 45

Leu Pro Phe Thr Cys Lys Ala Phe Val Phe Asp Lys Ala Arg Lys Gln

50

55 60

Cys Leu Trp Phe Pro Phe Asn Ser Met Ser Ser Gly Val Lys Lys Glu

65

70 75 80

Phe Gly His Glu Phe Asp Leu Tyr Glu Asn Lys Asp Tyr Ile Arg Asn

85 90 95

Cys Ile Ile Gly Lys Gly Arg Ser Tyr Lys Gly Thr Val Ser Ile Thr

111118098 FEHESE A0202 #1028 - #1098 (F3IK)
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100

Lys Ser Gly Ile Lys Cys
115

His Ser Tyr Arg Gly Lys
130

Arg Gly Glu Glu Gly Gly
145 150

Arg Tyr Glu Val Cys Asp
165

Thr Cys Asn Gly Glu Ser
180

Gly Lys Ile Cys Gln Arg
195

Phe Leu Pro Glu Arg Tyr
210

Arg Asn Pro Asp Gly Gln
225 230

His Thr Arg Trp Glu Tyr
245

Met Asn Asp Thr Asp Val
260

Gln Gly Glu Gly Tyr Arg
275

Pro Cys Gln Arg Trp Asp
290

111118098

105

Gln Pro Trp
120

Asp Leu Gln
135

Pro Trp Cys

Ile Pro Gln

Tyr Arg Gly
185

Trp Asp His
200

Pro Asp Lys
215

Pro Arg Pro

Cys Ala Ile

Pro Leu Glu
265

Gly Thr Val
280

Ser Gln Tyr
295

FEHESE A0202

Ser Ser

Glu Asn

Phe Thr
155

Cys Ser
170

Leu Met

Gln Thr

Gly Phe

Trp Cys

235

Lys Thr

250

Thr Thr

Asn Thr

Pro His

Met

Tyr

140

Ser

Glu

Asp

Pro

Asp

220

Tyr

Cys

Glu

Ile

Glu
300

%1038 - #1098 (F3IK)

110

Ile Pro His
125

Cys Arg Asn

Asn Pro Glu

Val Glu Cys
175

His Thr Glu
190

His Arg His
205

Asp Asn Tyr

Thr Leu Asp

Ala Asp Asn
255

Cys Ile Gln
270

Trp Asn Gly
285

His Asp Met

Glu

Pro

Val

160

Met

Ser

Lys

Cys

Pro

240

Thr

Gly

Ile

Thr

1113232320-0
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Pro Glu Asn Phe Lys Cys Lys Asp Leu Arg Glu Asn Tyr Cys Arg Asn
305 310 315 320

Pro Asp Gly Ser Glu Ser Pro Trp Cys Phe Thr Thr Asp Pro Asn Ile
325 330 335

Arg Val Gly Tyr Cys Ser Gln Ile Pro Asn Cys Asp Met Ser His Gly
340 345 350

Gln Asp Cys Tyr Arg Gly Asn Gly Lys Asn Tyr Met Gly Asn Leu Ser
355 360 365

Gln Thr Arg Ser Gly Leu Thr Cys Ser Met Trp Asp Lys Asn Met Glu
370 375 330

Asp Leu His Arg His Ile Phe Trp Glu Pro Asp Ala Ser Lys Leu Asn
385 390 395 400

Glu Asn Tyr Cys Arg Asn Pro Asp Asp Asp Ala His Gly Pro Trp Cys
405 410 415

Tyr Thr Gly Asn Pro Leu Ile Pro Trp Asp Tyr Cys Pro Ile Ser Arg
420 425 430

Cys Glu Gly Asp Thr Thr Pro Thr Ile Val Asn Leu Asp His Pro Val
435 44() 445

Ile Ser Cys Ala Lys Thr Lys Gln Leu Arg Val Val Asn Gly Ile Pro
450 455 460

Thr Arg Thr Asn Ile Gly Trp Met Val Ser Leu Arg Tyr Arg Asn Lys
465 470 475 480

His Ile Cys Gly Gly Ser Leu Ile Lys Glu Ser Trp Val Leu Thr Ala
485 490 495

Arg Gln Cys Phe Pro Ser Arg Asp Leu Lys Asp Tyr Glu Ala Trp Leu

111118098 FEH5E A0202 £1048 - #1098 (F3%) 1113232320-0
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500 505 510

Gly Ile His Asp Val His Gly Arg Gly Asp Glu Lys Cys Lys Gln Val
515 520 525

Leu Asn Val Ser Gln Leu Val Tyr Gly Pro Glu Gly Ser Asp Leu Val
530 535 540

Leu Met Lys Leu Ala Arg Pro Ala Val Leu Asp Asp Phe Val Ser Thr
545 550 555 560

Ile Asp Leu Pro Asn Tyr Gly Cys Thr Ile Pro Glu Lys Thr Ser Cys
565 570 575

Ser Val Tyr Gly Trp Gly Tyr Thr Gly Leu Ile Asn Tyr Asp Gly Leu
580 585 590

Leu Arg Val Ala His Leu Tyr Ile Met Gly Asn Glu Lys Cys Ser Gln
595 600 605

His His Arg Gly Lys Val Thr Leu Asn Glu Ser Glu Ile Cys Ala Gly
610 615 620

Ala Glu Lys Ile Gly Ser Gly Pro Cys Glu Gly Asp Tyr Gly Gly Pro
625 630 635 640

Leu Val Cys Glu Gln His Lys Met Arg Met Val Leu Gly Val Ile Val
645 650 655

Pro Gly Arg Gly Cys Ala Ile Pro Asn Arg Pro Gly Ile Phe Val Arg
660 665 670

Val Ala Tyr Tyr Ala Lys Trp Ile His Lys Ile Ile Leu Thr Tyr Lys
675 680 685

Val Pro Gln Ser
690

111118098 FEH5E A0202 £1058 - #1098 (F3%) 1113232320-0
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<210> 36

Q11> 458
<212> PRT
213> BA

<400> 36
Gln Arg Lys

1

Thr Thr Leu

Val Asn Thr
35

Leu Pro Phe
50

Cys Leu Trp
65

Phe Gly His

Cys Ile Ile

Lys Ser Gly
115

His Ser Tyr
130

Arg Gly Glu
145

Arg Tyr Glu

111118098

Arg Arg
5

Ile Lys
20

Ala Asp

Thr Cys

Phe Pro

Glu Phe

85

Gly Lys

100

Ile Lys

Arg Gly

Glu Gly

Val Cys
165

Asn Thr Ile His

Ile Asp Pro Ala
25

Gln Cys Ala Asn
40

Lys Ala Phe Val
55

Phe Asn Ser Met
70

Asp Leu Tyr Glu

Gly Arg Ser Tyr
105

Cys Gln Pro Trp
120

Lys Asp Leu Gln
135

Gly Pro Trp Cys
150

Asp Ile Pro Gln

FEHESE A0202

Glu Phe
10

Leu Lys

Arg Cys

Phe Asp

Ser Ser
75

Asn Lys
90

Lys Gly

Ser Ser

Glu Asn

Phe Thr

155

Cys Ser
170

Lys Lys

Ile Lys

Thr Arg
45

Lys Ala
60

Gly Val

Asp Tyr

Thr Val

Met Ile
125

Tyr Cys
140

Ser Asn

Glu Val

%1068

Ser

Thr

30

Asn

Arg

Lys

Ile

Ser

110

Pro

Arg

Pro

Glu

HI09E(FFIR)

Ala

15

Lys

Lys

Lys

Lys

Arg

95

Ile

His

Asn

Glu

Cys
175

Lys

Lys

Gly

Gln

Glu

80

Asn

Thr

Glu

Pro

Val

160

Met

1113232320-0
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Thr Cys Asn Gly Glu Ser Tyr Arg Gly

180

185

Gly Lys Ile Cys Gln Arg Trp Asp His

195

200

Phe Leu Pro Glu Arg Tyr Pro Asp Lys

210

215

Arg Asn Pro Asp Gly Gln Pro Arg Pro

225

230

His Thr Arg Trp Glu Tyr Cys Ala Ile

245

Met Asn Asp Thr Asp Val Pro Leu Glu

260

265

Gln Gly Glu Gly Tyr Arg Gly Thr Val

275

280

Pro Cys Gln Arg Trp Asp Ser Gln Tyr

290

295

Pro Glu Asn Phe Lys Cys Lys Asp Leu

305

310

Pro Asp Gly Ser Glu Ser Pro Trp Cys

325

Arg Val Gly Tyr Cys Ser Gln Ile Pro

340

345

Gln Asp Cys Tyr Arg Gly Asn Gly Lys

111118098

355

360

FEHESE A0202

Leu Met

Gln Thr

Gly Phe

Trp Cys
235

Lys Thr
250

Thr Thr

Asn Thr

Pro His

Arg Glu

315

Phe Thr
330

Asn Cys

Asn Tyr

Asp His Thr Glu
190

Pro His Arg His
205

Asp Asp Asn Tyr
220

Tyr Thr Leu Asp

Cys Ala Asp Asn
255

Glu Cys Ile Gln
270

Ile Trp Asn Gly
285

Glu His Asp Met
300

Asn Tyr Cys Arg

Thr Asp Pro Asn
335

Asp Met Ser His
350

Met Gly Asn Leu
365

#1078 - 1098 (F3IK)

Ser

Lys

Cys

Pro

240

Thr

Gly

Ile

Thr

Asn

320

Ile

Gly

Ser

1113232320-0
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Gln Thr Arg Ser Gly
370

Asp Leu His Arg His
385

Glu Asn Tyr Cys Arg
405

Tyr Thr Gly Asn Pro
420

Cys Glu Gly Asp Thr
435

Ile Ser Cys Ala Lys
450

<210>
<211>
<212>
<213>

37
234
PRT
A
<400> 37

Val Val Asn Gly Ile
1 5

Leu Arg Tyr Arg Asn
20

Ser Trp Val Leu Thr
35

Asp Tyr Glu Ala Trp
50

Glu Lys Cys Lys Gln
65

111118098

Leu Thr Cys Ser Met Trp Asp Lys Asn Met Glu

375

Ile Phe Trp Glu Pro Asp

390

Asn Pro Asp

Leu Ile Pro

Thr Pro Thr
44()

Thr Lys Gln
455

Pro Thr Arg

Lys His Ile

Ala Arg Gln
40

Leu Gly Ile
55

Val Leu Asn
70

395

Asp Asp Ala
410

Trp Asp Tyr
425

Ile Val Asn

Leu Arg

Thr Asn Ile
10

Cys Gly Gly
25

Cys Phe Pro

His Asp Val

Val Ser Gln
75

FEHESE A0202

380

Ala Ser Lys Leu Asn
400

His Gly Pro Trp Cys
415

Cys Pro Ile Ser Arg
430

Leu Asp His Pro Val
445

Gly Trp Met Val Ser
15

Ser Leu Ile Lys Glu
30

Ser Arg Asp Leu Lys
45

His Gly Arg Gly Asp
60

Leu Val Tyr Gly Pro
80

%1088 - H109H(F3IK)
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Glu Gly Ser Asp Leu Val Leu Met Lys Leu Ala Arg Pro Ala Val Leu
85 90 05

Asp Asp Phe Val Ser Thr Ile Asp Leu Pro Asn Tyr Gly Cys Thr Ile
100 105 110

Pro Glu Lys Thr Ser Cys Ser Val Tyr Gly Trp Gly Tyr Thr Gly Leu
115 120 125

Ile Asn Tyr Asp Gly Leu Leu Arg Val Ala His Leu Tyr Ile Met Gly
130 135 140

Asn Glu Lys Cys Ser Gln His His Arg Gly Lys Val Thr Leu Asn Glu
145 150 155 160

Ser Glu Ile Cys Ala Gly Ala Glu Lys Ile Gly Ser Gly Pro Cys Glu
165 170 175

Gly Asp Tyr Gly Gly Pro Leu Val Cys Glu Gln His Lys Met Arg Met
180 185 190

Val Leu Gly Val Ile Val Pro Gly Arg Gly Cys Ala Ile Pro Asn Arg
195 200 205

Pro Gly Ile Phe Val Arg Val Ala Tyr Tyr Ala Lys Trp Ile His Lys
210 215 220

Ile Ile Leu Thr Tyr Lys Val Pro Gln Ser
225 230

111118098 FEH5E A0202 £1098 - #1098 (F3%) 1113232320-0
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LKA -

[55°KIH19]

—HEEEHEEY  HA
£J0.01%%4J1.0% (w/v) HGF ;
A EZ4H &) < pHAERF Y5 .8 £ 496.2 2 4% BT A
L1100 47300 mM 2 3 5 g5 RE - FRe i - (IR R R &) 2
=

BN EE R 2R IR En A » H el #£49250 mOsm/kg H.O £ 47500
mOsm/kg HoOZ4H &Y B ERE + K

AR i 28 < BRI PR -

o

I3

= IE

[55°K7H20]
WEERKHI9ZHEY) - HEE490.05% £4J0.5% (w/v) HGF -
[55°K7H21]
WEFEKIHI9 24 EY) - HEE%90.08%%2470.25% (w/v) HGF -
[E5°K7H22]
WEE KA ZHEY) » HEE40.1% (w/v) HGF -
fAKIH23]
WEE KA ZHEY) - HEE40.2% (w/v) HGF -
fAoKIH24]
WEFERKIHN9 L2233 E—TH HEY) - HFZHEEY ZpHE£6.0
[55°KTH25]

5 3 HGEHHEEAEE)

(C247283PA docx

111118098 FEHESE A0202 1113232320-0



202310868

WMEFKIAI9Z24F X —TH ZdH =)

471504849250 mMEEE
R o
[35°K35H26]
WEFFEKIHA2S 2 i &) - HAEEE200 mMigE A -
[F°KkIE27]

MR KIHI9 226 {E—IH ZHEY) » Ak

= TE T By 7 5 1 BRI
Bz
[55°K7H28]
WEFERHN9O L2260 £ —IH &) - KPR ER KRR -
s KIH29]
WEERKEN9B26 0 E—IHZH e - HpaziaE R Rk -
s KIH30]

WEERKIH9 R 26 X —TH 4HEY) - HFZRBER LA -
[55°KTE31]

=

MBERIENIEI0F (E—IH 2 A - b ZBER B BERE
i -

WO &% (8
[553KkIH32]
WIEEKIA19 B30 £ —IH 2 SR &Y - HoraZ &8 () R 105 B 6

FERERED

WEE KA 230 E—TH 2 HEY) - HENI10£450 mMEEEH
FEREREY

WEEKIA19E33FE—IHZHEY) - KRz EY 2 8B %450

mOsm/kg H,O -

(C247283PA docx

5 4 HEGEYIHEEAEE)

111118098 FEHESE A0202

1113232320-0



202310868

[55°KIE35]

WEERKIEN9O B33P E—IH LAY - HABEERIIFER -
[55°KTE36]

MEFCKIAI9E33FE—IHZHEY) - HEER)FARE R B -
[55°KTE37]

MEFACKIAI9E33FE—IHZHEY) - HEERFAGEI R -
[55°K7E38]

WEERKEN9OEITHE—IHZHEY) - HEasREEt -
s K39 ]

WEEKIA38 2 e &1 » Hodraz 5L S M B 2 5 % W 24 BR 5 80
(PS80) ~ Polaxomer 188 FzPolaxomer 407 -

[55°K7H40]
R KIA3 ZsHEY) - Hor 82 57w E MR & 22 LU B FE ES 80 (PS80) -
s oKTH41]

MFERFEI9OEAOFE—THZHEGY » Lz FEEMER UL
0.01% % 490.1% (wiv) 2 BIEIT -
[F55krH42]

MFERFEI9OEAOFE—THZHEGY » Lz FEEMER UL
0.02% % 490.8% (w/v) 2 BIEIT -
(55 5k7H43]

MFERFEI9OEAOFE—THZHEGY » Lz FEEMER UL
0.05% (W/v)Z BIFFE
[F55Kk7H44]

55 HGEHIHFEAEE)

(C247283PA docx

111118098 FEHESE A0202 1113232320-0



202310868

£90.1% (w/v) HGF ;
£920 mM FERE L 5
&200 mM R E ~ B FERG B LU BLUBERS

€90.05% (w/v) S EEMEH

HogZzdH eV ZpHR4y6.0 - HZH Y 2 2B 41350 mOsm/kg
H»O -

s oKIH45]

MEEKIA44 KR EEHEY) - HEs
90.1% (w/v) HGF ;

4920 mMEGRL A -

€200 mMIEERE |

£90.05% (w/v)E1LFLEEREE80 (PS80) ;

HogZzdH eV ZpHR4y6.0 - HZH Y 2 2B 41350 mOsm/kg
H»O -

[55°KTR46]

WFEKIH44 2 KB EE &Y - HEE !
#30.1% (w/v) HGF ;

920 mMIERR BL £

&J200 mM s %

£90.05% (w/v)E1LFLEEREE80 (PS80) ;

HogZzdH eV ZpHR4y6.0 - HZH Y 2 2B 41350 mOsm/kg

H»O -

5 6 H(EHIHHEAEE)

(C247283PA docx

111118098

FEHESE A0202

1113232320-0



202310868

ar KIHAT ]
MEEKIA44 KR EEHEY) - HEs
90.1% (w/v) HGF ;
4920 mMIERREE Y
€J200 mM LU FLHERS |
£90.05% (w/v)Z LIFLEES80 (PS80) ;
HeopZH e 2pHR86.0 » HZHE Y L 2FE B %1350 mOsm/kg
H»O -

[55°K7H48]

£90.2% (w/v) HGF ;
20 mMIESER Y -
#9200 mM7EEERE ~ FRT e B B0 L SRR RS
£90.05% (w/v)FHEEER 5
HPZE &Y 2pHAED6.0 » Azl GY) 2 215 B B%J450 mOsm/kg
H,O -
[F5°KIH49]
EHKIEA8 2K LR B &) - HEE
£90.2% (w/v) HGF ;
20 mMIESER Y -
£J200 mMEEHE |
£90.05% (w/v)ZE IIFLEEES80 (PS80) :

HogZzH eV ZpHR8y6.0 - HZH Y 2 2B 41450 mOsm/kg

55 7 HEGEYIH EEAEE)

(C247283PA docx

111118098 FEHESE A0202 1113232320-0



202310868

H,O -
[57°KTE50]
OEFKIH48 Z K MERS B &) > HE S
490.2% (w/v) HGF ;
20 mMIESER Y -
#9200 mMAHRZ EZ 5
490.05% (w/v)ELLIZLEERSE80 (PS80)
HPZE &Y 2pHAED6.0 » Azl GY) 2 215 B B%J450 mOsm/kg
H,O -
sAKIES1]
EHKIEA9 ZKIMERE B &) - HEE
490.2% (w/v) HGF ;
20 mMIESER Y -
€200 mMILIFLHERS
490.05% (w/v)ELLIZLEERSE80 (PS80)
HPZE &Y 2pHAED6.0 » Azl GY) 2 215 B B%J450 mOsm/kg

H»O -
[55°K7E52]
MEEKHFESIFE—IH L BEEEGY) - HPZHGFE&SEQ ID
NO: 1-27% 2 {F—FW Z KA -
FERE=RED

WEFKIEI9ES I PE—IH 2 BB EEHEY) » H e HGFE 2 #SEQ ID

NO: 1EHIS% A —2 MRy Z KR A1

5 8 H(ZHIHFEAEE)

(C247283PA docx

111118098 FEHESE A0202 1113232320-0



202310868

GRRERD!
MEFERFI9OBSIHE—IH BEHHSY) - AP ZHGFE & EASEQ
ID NO: 1 Z % kF5 -
5FKIES5]

—HEIE R TR A T ZE S ZIRIE BRIFHY )T 05 » 8% T A E 2 H
(B 1 BB S E L WA K19 BS S E—TH 2 B8 =)
[55°KTE56]

MEEKIASS 257k - HPZIRERERFBEELIT ZAFERRF ©
EEMEAFR - FFEEAFERE - AEFEEE - IRE - MAEYAEER - 4
EEEER - REARX - EEAERERX - L2RE - 2UEE - BRI
5~ ARG - ZIEWNE - KEEEFRIRSE - BT K AR K EE (Fuch's
corneal dystrophy) ~ FRRGEE « K& E REEECT TR R E -
[55°K7E57]

WEEKIASS 2 )77k » HRZ IR 5 R A e 5 SR a4 E -

[55°K7E58]

WEEKIASS 257k » Ho ez IRIE A i Ea M AmER -
[55°KE59]

WEFKIASS ESSE—TH 2 Jiik » Tzl eVl mEAE 2 E

ARSI

[55°K7H60]
WEFKIASS £S8PE—IHZ Jiik - H szl &Vl 2 HRIE -
[55°K7E61]

WMEEKIA60.2 777k » HFZH Y mal & 2z REg -

5 9 HGEHIHFEAEE)

(C247283PA docx

111118098 FEHESE A0202 1113232320-0



202310868

[55°K7H62]
EEOKIA60 2 J50k » Ho szl eV fE ST e il £ Z RIS -
s oKTH63]
MEFCKIA62 2 7k » HA sz e VIRaGHE T gk -
[55°K7H64]
WMEFKIA62 2 7k - Ho sz aVIfaar iz e -
s KTH65]
AT ALEE K IE L —TH 2 5 8077 > A HGF B Rk
HGF -
s oKTH66]
WERKIA6S L GYIET A - H ez &E{EHGF &4 5 {bdHGF -
[55°K7H67]

WETALEE K P E—IH Z S EYET % - HFZHGFE &

(a)E & BISEQ ID NO: 2. W EEE32-494 B 5 % /080% » i {H£90%—
B B EEE PPN — 20k 0 RBEEBSEQ ID NO: 27 B fi5495-728
BHZ/V80% » B EI0%—EU M < R B PPN E 20k - BN EFZ
F—ZINEEHENSEQ ID NO: 27 AR 161-165 2 AR ATHEL 5 5

(b) & HISEQ ID NO: 7 i Efi£32-494 55 £ /080% » 5 {£90%—
M ARG —ZIK 0 REasl
BHZ/V80% » B EI0%—EU M < R B PPN E 20k - BN EFZ
F—ZIEEHERSEQ ID NO: 77 BFAR;161-165 7 BFERE VG &
BISEQ ID NO: 8 i fi532-494 A £ /180% » 1 {#90% —

LR YIRS — 2K 0 R ELZHISEQ 1D NO: 8.2 i B fg495-728

SEQ ID NO: 77 B E:f£495-728

B (7
EEHW}

UM B

55 10 H (AT HIEE BB E)

(C247283PA docx

111118098 FEHESE A0202 1113232320-0



202310868

BHZ/V80% » B EI0%—EU M < R B PPN E 20k - BN EFZ

ZINEE EEFSEQ ID NO: 8 2 JF AL 161-165 7 B FR I EL L 5 B¢
(d) B&HBISEQ ID NO: 9l ARE32-494 5 HF £/080% » i {(E£90%—
M ARG —ZIK 0 REasl
BHZ/V80% » B EI0%—EU M < R B PPN E 20k - BN EFZ

— %K E & HERSEQ ID NO: 9 Rz 161-165 7 FrEfEAvGhA 5

(e) HEHISEQ ID NO: 107 JrEfE32-494 B 5% /080% » i {£90%
— B M AR RIS — 20K REEBSEQ ID NO: 10 fF A EE495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
F 8 E— 2B S HIERSEQ ID NO: 107 BEEFE161-165 f B iYL
%

(2) HEHISEQ ID NO: 117 EE32-494 B 5% /080% » Wi {E90%
—H M AR RIS — 20K REEBSEQ ID NO: 11 2 fFHEEE495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
FZE—ZINEEHIENSEQ ID NO: 11 2RI 161-165 7 i F B HY ik
%

(h) A< BISEQ ID NO: 127 FrEfE32-494 B 5% /80% - #i{E90%
— M AR RIS — 20K REEBSEQ ID NO: 127 fFHEE495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
FZE—ZINEEHIENSEQ ID NO: 12 /BRI 161-165 7 i B AY ik
%

(i) BZHBISEQ ID NO: 13 lrEfE32-494 A 2 /080% » Wi {E90% —
B R R EE P AR S — 2Kk 0 B & BISEQ ID NO: 137 i B % 495-

%_

SEQ ID NO: 9. A EE495-728

DJ

fBJIt

55 11 H (G HEE BB E)

(C247283PA docx

111118098 FEHESE A0202 1113232320-0



202310868

128 B HZ/080% - Wi EI0% —EUM: 2 BRI T HINTE 20k » RERE
T3 % — % LA S BEFSEQ ID NO: 13 7 AR 161-165.7 e oy 5:
P

(HEEFSEQ ID NO: 14~ i EB£32-494 57 £/080% » B {£90%—
B 2 R FYINE —ZI 0 REEHESEQ ID NO: 147 A 495-
128 B HZ/080% - Wi EI0% —EUM: 2 BRI T HINTE 20k » RERE
FZE— L INEEHENSEQ ID NO: 147 REEE161-165 7 Fir EL B4 6k
P

(k)E & FSEQ ID NO: 15 7 i E:B£32-494 57 £/080% » B {£90%—
B 2 R FYINE —ZI 0 REEHESEQ ID NO: 157 A RK495-
128 B HZ/080% - Wi EI0% —EUM: 2 BRI T HINTE 20k » RERE
F3% % — % LA S BEFSEQ ID NO: 157 AR 161-165.7 e oy E:
P

(DELEZFSEQ ID NO: 16~ i E:B£32-494 57 £/080% » B{£90%—
B 2 B ERE T YIE — 20k 0 R EEHSEQ ID NO: 167 A [£495-
128 B HZ/080% - Wi EI0% —EUM: 2 BRI T HINTE 20k » RERE
T3 % — % LS BEFSEQ ID NO: 167 AR 161-165.7 e a9 5:
P

(m)EL&ZBISEQ ID NO: 17 2 B EE32-494 5 H 2 /080% » B{£90%
—EME B EBR R AR E— 2K 5 B &FSEQ ID NO: 17 R A B£495-
128 B HZ/080% - Wi EI0% —EUM: 2 BRI T HINTE 20k » RERE
% E— S A S HERSEQ ID NO: 177 BERE161-165 7 R EBa i &
P

AY

AY

5 12 H(GEHTHEE BB E)

(C247283PA docx

111118098 FEHESE A0202 1113232320-0



202310868

(n)E & HASEQ ID NO: 18 7 fr B fE32-494 B £/1080% » HfHE90%—
2 R BB IINIE — 20 REEPISEQ ID NO: 18 7 7k
T28 B E/080% » BIEEIO % — B Mk L A BE P AIRYSE Ik > IR
T E— L EEEEFSEQ ID NO: 187l ERE161-165 7 i K i Y fh
KK

% 495-

(0)E & EASEQ ID NO: 19 7 fr B fE32-494 B £ /180% » HfEE90%—
2 R BB PINIE — 20 REEPISEQ ID NO: 19 7 7k
128 BH E/V80% > BEIO% — B 2 W B PP VISR ZH 0k > B
T E L EEEHERSEQ ID NO: 197 frERE161-165 7 i K B Y fh

% 495-

(p) & HISEQ ID NO: 20 fir £ fi%32-494 B %/ 80% » #5£90% —
Bt B AR E — 20K 0 RBEEBSEQ ID NO: 207 k&
T8EHZE/V80% » B {E90% —E M L B EM FIIEIE 20k » RERH
% E—Z A S ERSEQ ID NO: 20 BEfE161-165 . fr ELBs iy &t

% 495-

(Q)EEHSEQ ID NO: 21 7 frE532-494 B % /080% » Wi{E90%—
B2 B BB P IR B — 20k REEBISEQ ID NO: 217 A #£495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
B LB S HERSEQ ID NO: 21 2 FFHEERE161-165 7 Fi APk
%

(r)E & HBISEQ ID NO: 22 i EfiE32-494 EAH £ /080% » Wi {E90% —
B2 BB P IR B — 2k REE BISEQ ID NO: 227 A f£495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H

55 13 H(GEHTHEE BB E)

(C247283PA docx

111118098 FEHESE A0202 1113232320-0



202310868

FZE— L INEEHENSEQ ID NO: 22 7 R AL 161-165 7 i B i 6y ik
P

(s)EEFSEQ ID NO: 23~ fr B f£32-494 55 2 /080% » B{£90%—
B R FYINE —ZI 0 REEHSEQ ID NO: 23 7 A 495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
P E—ZILESHENRSEQ ID NO: 23 7 FrEEE161-165 7 i ELFE Ay Bt
P

()EEHSEQ ID NO: 24 frEfi£32-494 B % /080% » W{E90%—
B 2 R FYINE —ZI 0 REEHSEQ ID NO: 24 7 A £495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
FZE— L INEEHENSEQ ID NO: 24 7 R AL 161-165 7 i BL B4 6y ik
P

(u) YEEFISEQ ID NO: 25 7 jr B [£32-494 E5°H £/080% » B {E90%
—H M HEBFIINE -2 REEBSEQ ID NO: 257 A E;495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
% E— SN E S HERSEQ ID NO: 257 BrEfE161-165 7 R ELBa iy
P

(V)E & HFSEQ ID NO: 26 ~ i E:f£32-494 57 £/080% » B {£90%—
B 2 R FYINE —ZI 0 REEHSEQ ID NO: 26 7 A 495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
P E—ZILESHENRSEQ ID NO: 267 FrEFE161-165 7 i L FE Ay Bt
P

(W)E&HFISEQ ID NO: 27 2 K B£32-494 B H £ /080% » i {£90%

AY

AY

AY

5 14 H (AT HEE BB E)

(C247283PA docx

111118098 FEHESE A0202 1113232320-0



202310868

— B REBFIIE— 2K 0 REEBISEQ ID NO: 27 fF A% 495-
T28 LA £ /080% > WtE90%—Et: 2 Fr KL P FI AT E — 20k » RIF R H
T E—ZINEESHERSEQ ID NO: 27 B 161-165 2 fi B EE 6 5
5’& o
57 KIH68 ]
AT SKIH P E—IH S Y7 7% - HPZHGFE S ¢
(a) EL&HIEFSEQ ID NO: 27 i E#832-494 7 R B - 1| 5 ph 8%
EBEFFHIHRE— 2L 0 REEHIERSEQ ID NO: 27 i EE£495-728
o R EW VI B 3 R B R VAR AT 38 ik > R L Pz — 2K
BEHIEFRSEQ ID NO: 2 7 FFE L 161-165 7 B BRI § 5
(b)) & EFSEQ ID NO: 7.2 R f32-494 7 R £ 75 5 i % B
EBEFFHIHR S — 2K 0 REEHIERSEQ ID NO: 77 FEE£495-728
o R EW VI B 3 R B R VAR AT 38 ik > R L Pz — 2K
BEEENSEQ ID NO: 72 B AR 161-165 7 AL ATEEK § 5
(c)VEE&EEFSEQ ID NO: 8 Mk [32-494 7 fir B: % 7 51 5 % B
EBEFFHIHRAE— 2 0 REEHIERSEQ ID NO: 87 i E#£495-728
o R EW VI B 3 R B R VAR AT 38 ik > R L Pz — 2K
BEHEFSEQ ID NO: 8 2 fr AL 161-165 7 fr A FLHIGRE 5 B
()& HEHSEQ ID NO: 9. R f532-494 7 R £ 751 5 % B
EBEFFHIHRE— 2K 0 REEHIERSEQ ID NO: 97 i EE£495-728
o R EW VI B 3 R B R VAR AT 38 ik > R L Pz — 2K
BEHEFSEQ ID NO: 9 7 frE L 161-165 7 fr A FLHIGRE 5 B
BEEERSEQ ID NO: 102 F# A 32-494 7 i Al Iy 51| 5 %

55 15 H(GEHTHE B ERE)

(C247283PA docx

111118098 FEHESE A0202 1113232320-0



202310868

R EEE PP VIAHRIVEE — 20k 0 RESHERSEQ ID NO: 10 F# A #£495-
728 2 R B P A B e B P TRV 88 — Bk - B & E—
ZIKE & HIERSEQ ID NO: 107 FFEBE161-165 7 Fr AL HIERA 5 B
(2)EL & ¥ ENSEQ ID NO: 11 2B f32-494 2 Fe KB 7 51 5 %
W BB PP YIGHRCEY S — 2K B EHENSEQ ID NO: 11 2 fEE£495-
728 2 R B P A S e Bl R A 8 — B Bk SIB R EFZE—
ZIKEEHENSEQ ID NO: 11 2 FFA I 161-165 2 B BEEHIGA K © BL
(B & ¥ ERSEQ ID NO: 12 2 R f32-494 2 Fe B Bz 7 51 5 %
W B BE PP YIGHRCEY S — 2K B EH BN SEQ ID NO: 127 frEE£495-
728 2 B AW P B 3 R B B P S4BV 88 Bk > BB N P E—
ZINEEEHERSEQ ID NO: 12 7 BB 161-165 7 e EsERHTRRA L © B
()EEHEFSEQ ID NO: 13 7 B 32-494 7 fig s i 77 51| 5 i % e
EBFIIEKIE —ZI REEHERSEQ ID NO: 137 FFHE#495-
728 2 B AL P 5 B S R BB SN AE B 88 Rk > BB & E —
ZIKE & HEFRSEQ ID NO: 13 7 FFEBE161-165 7 Fr AL HIGRA 5 B
()EEZHIEFRSEQID NO: 14 2 R K {532-494 7 Fr Bl 7 51| 5 % B
EBFIIEKIE —Z ) REEHERSEQ ID NO: 147 FFE#£495-
728 2 R B P A B e B P TRV 88 — Bk - B & E—
ZIKEEHENSEQ ID NO: 14 2 FF AL 161-165 2 B B EEHYGA K 5 BL
)& EHEFHSEQ ID NO: 15 R fE32-494 7 i K f Fr 51 5 %
R EEE PP FIAHRIVEE — 20k 0 RESHIERSEQ ID NO: 15 FA#£495-
728 2 B AW P B 3 R B B P S4BV 88 Bk > BB N P E—
SN & HEFSEQ ID NO: 15 7 R B 161-165 7 Fr A BRAIRRE 5 B

55 16 H(GEHTHIEE BB E)

(C247283PA docx

111118098 FEHESE A0202 1113232320-0



202310868

() EEHEFHSEQ ID NO: 16 2 R K {32-494 7 Bl 7 51| 5 FH % B
EBFIIEKIE —ZI REEHERSEQ ID NO: 167 fFE#495-
728 2 R B P A B e B P TRV 88 — Bk - B & E—
ZIKE & HIEFRSEQ ID NO: 16 7 FFEBE161-165 7 FF AL HIERA 5 B

(m)E & ¥ EFSEQ ID NO: 172 A #832-494 7 fir £L % 7 51 ¢ rh %
R EEE PP FIAHRIVEE — 20k 0 RESHIERSEQ ID NO: 17 f# A #£495-
728 2 B AW P B 3 R B B P S4BV 88 Bk > BB N P E—
ZINE & HEFSEQ ID NO: 17 7 R Bl 161-165 2 Fr A BRAIRR L 5 B

(n) & ¥ EFSEQ ID NO: 18 7[R f832-494 2 i K f% Fr 51 ¢ %
R EEE PP FIAHRIVEE — 20k 0 RESHIERSEQ ID NO: 18 f# A #£495-
728 2 B AW P B 3 R B B P S4BV 88 Bk > BB N P E—
ZINE & HEFSEQ ID NO: 187 R Bl 161-165 7 Fr A BRAURR L 5 B

(o)EL & ¥ EFSEQ ID NO: 19 fFE fE32-494 2 i K f% Fr 51 5 %
R EEE P FIAHRIVEE — 2Rk 0 RESHIERSEQ ID NO: 19 F A #£495-
728 2 B AW P B 3 R B B P S4BV 88 Bk > BB N P E—
ZINE & HEFSEQ ID NO: 197 R B 161-165 7 Fr A BRAIRRE 5 B

(p)EL & ¥ EFSEQ ID NO: 20 2[R fE32-494 i K f% 7 51 5 M %
R EEE PP FIAHRIVEE — 20k 0 REEHIERSEQ ID NO: 20 f# A #£495-
728 2 B AW P B 3 R B B P S4BV 88 Bk > BB N P E—
B & HEFSEQ ID NO: 207 R Bl 161-165 2 AL BRAURR L 5 B

(Q)EE ¥ ENSEQ ID NO: 21 2 R f32-494 2 e B B2 v 51 5 %
W B BE PP YIGHRCEY S — 2K B EHENSEQ ID NO: 21~ frEE£495-
728 2 R B P 5 S S R Bl P I AR R 88 — 2Bk BB R s —

55 17 H(GEHTHEE BB E)

(C247283PA docx

111118098 FEHESE A0202 1113232320-0



202310868

ZINEEEHERSEQ ID NO: 21 2 BB 161-165 7 i EAERHTRA L © B

(B EHENSEQ ID NO: 22 7 R B 32-494 7 i Bl 5 51| S % B
EBFIIEKIE —ZI ) REEHERSEQ ID NO: 227 fFHE#£495-
728 2 R B P A B e B P TRV 88 — Bk - B & E—
ZIKEEHENSEQ ID NO: 22 2 FF AL 161-165 2 B B EEHYGA K © BL

(s)E & HEFSEQ ID NO: 23 7 fir B % 32-494 7 it H [ [ 51| 5 i % e
EBFIIEKIE —ZI REEHERSEQ ID NO: 23 7 fFHE#495-
728 2 R B P A B e B P TRV 88 — Bk - B & E—
ZIKE & HIEFRSEQ ID NO: 23 7 FFEBE161-165 7 Fr B L HUsRA 5 B

(O EZHEFSEQ ID NO: 24 7 R K {432-494 7 F B 7 51| 5 FH % B
EBFIIEKIE —ZK 0 REEHERSEQ ID NO: 24 7 i E#£495-
728 2 R B P A B e B P TRV 88 — Bk - B & E—
ZIKE S HENSEQ ID NO: 24 2 FF AL 161-165 2 B BEEHYGA K © BL

(u) YEL & ¥ EF SEQ ID NO: 257 B 32-494 7 fir £ % 7 51| 5 rh %
R EEE P FIAHRIVEE — 20k 0 RESHIERSEQ ID NO: 25 Fr A #£495-
728 2 B AW P B 3 R B B P S4BV 88 Bk > BB N P E—
B & HEFSEQ ID NO: 25 7 R Bl 161-165 2 Fr A BRAURR L 5 B
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