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gooad

¢ 3. LDPE WEM%E

A pH PR (mg/mL) | JEE (mg/mL) | %7=
T=HIHAE T=5H
20mM 7 = U ERHE, 200mM Y /L E h— 6.0 1.0 1.0 1
Jv. 0.05% PS80 6.0 1.0 1.0 2
20mM 7 = EHE, 200mM r Y | 6.0 1.0 1.0 3
0.05% PS80 6.0 1.0 1.0 2
20mM 7 =2 FR¥E. 200mM b LNm— 6.0 1.0 1.0 3
A 0.05% PS80 6.0 1.0 1.0 1
30mM 7 &7 — b, 200mM YL E h— 5.0 1.0 1.0 4
Jb. 0.05% PS80 5.0 1.0 1.0 3
30mM 77— b, 200mM 'V | 5.0 1.0 1.0 1
0.05% PS80 5.0 1.0 1.0 1
30mM 7 &7 — b, 200mM kL nm— 5.0 1.0 1.0 2
A, 0.05% PS80** 5.0 1.0 1.0 1
10mM 7 = B8t 03M NaCl, 1% A7 o 6.0 0 10 5
— R, 05%7 7=, 0.05% PS80**
10mM 27 = ¥R, 0.75M NaCl, 0.08%7 60 10 L0
U, 0.01% PS80** D)
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F4. 40°CE =1L 5°CT 1 » ABRE Shi-fk % 72 HGF IR RA| DB E,

A340* A340*
A pH
40°C TH 1M | 5°C TD 1M
55 0.011 0.005
20mM 7 = ¥R, 200mM YLV E h—jb,
6.0 0.016 0.008
0.05% PS80
6.5 0.024 0.013
55 0.028 0.023
20mM 7 = fgtE. 200mM 'l
6.0 0.009 0.006
0.05% PS80
6.5 0.030 0.014
55 0.009 0.007
20mM 7 = PR 200mM hLonm—2R
6.0 0.007 0.005
0.05% PS80
6.5 0.014 0.009
45 0.027 0.009
30mM 77— b, 200mM Y /LE h—)1,
5.0 0.015 0.013
0.05% PS80
55 0.019 0.021
B 45 0.023 0.021
30mM 77—k, 200mM Zual
5.0 0.019 0.008
0.05% PS80
55 0.011 0.018
45 0.032 0.014
30mM 7EF— k., 200mM kL a—2Z
5.0 0.022 0.010
0.05% PS80
55 0.010 0.009
10mM 7 = fgtE. 03MNaCl, 1% A7 1
_ 6.0 0.017 0.014
— 2. 05% 7 T=X. 0.05% PS80**
10mM 27 =gt . 0.75M NaCl, 0.08% 2V
6.0 0.006 0.000
v, 0.01% PS80**

*ETD A340 1L, H—DORREZR I+ TRINDEANZERE . 2 DO L7l o o
HEEO¥EE L LTHESND,
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HIAC iZ X o THIE LTz hi 3

HIAC hi+3H5+
40°C TO TIM

HIAC hi+3H5*
5°C TO TIM

L2l

pH

22um

=5um

=10um

=25um

22um

25um | 210pm |=25um

20mM 7 = U ERHE
200mM YL E h—
L. 0.05% PS80

6.0

326

121

46

386

146 |48

20mM 7 = PR
200mM a3,
0.05% PS80

6.0

753

238

94

417

125 |20

20mM 7 T U ERHE
200mM |k Lo —
Z . 0.05% PS80

6.0

142

47

16

200

73 19

20mM 7 = U EREE
200mM YL E h—
JL. 0.05% PS80

5.0

125

34

327

81 13

20mM 7 TR
200mM Fal >,
0.05% PS80

50

74

24

433

140 |26

20mM 7 = U EREE
200mM kLo —
Z . 0.05% PS80

5.0

132

33

314

113 |50

10mM 7 = i,
03M NaCl, 1% A7 u
—Z, 05% 7TI=
>, 0.05% PS80**

6.0

955

100

43

172

57 23

10mM 7 = Bets
0.75M NaCl, 0.08% 7
Y. 0.01% PS80**

6.0

57

47

13 8

*£TO HIAC L. B—OFEME RTH*TRINDIBANEZRX . 2 >OMSE L=/ RN 5D

HEEDOFEE E LTHRESNLD
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#6. 40°CE/I1L5°CT 1 » ARHEE L7 HGF B RID =08 T vy 5 ) —4F L

(R-CE-SDS),
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BRIKE)

40°C TOH TIM

5°C TH TIM

B

pH

%A A
W —
71

%A A
YE—
7 2

%< D

%A A
vDE

Bt

%A A
vE—
7 1

%A A
VBE—
J 2

% D

L

%A A
YO

20mM 7 =R
. 200mM Vv
Eh—. 0.05%
PS80

6.0

31.5

45.9

22.5

71.5

314

46.5

22.1

71.9

20mM 7 = fR
. 200mM 7o
U 0.05%
PS80

6.0

31.9

47.1

21.0

79.0

31.8

46.9

21.3

78.7

20mM 7 = F
#E, 200mM kL
Nu—Z 0 0.05%
PS80

6.0

32.0

47.0

20.9

79.1

313

46.8

21.9

78.1

20mM 7 = fg
. 200mM Vv
v r—s. 0.05%
PS80

5.0

342

41.0

24.8

75.2

32.0

47.5

20.5

79.5

20mM 7 = fiR
. 200mM 7o
UL 0.05%
PS80

5.0

343

41.2

24.6

75.4

314

47.7

20.9

79.1

20mM 7 T g
. 200mM kL
Na—2A 0.05%
PS80

5.0

34.6

41.9

235

76.5

31.9

47.7

20.3

79.7

10mM 7 = fi@
. 0.3M NaCl,
1% A7 a—
A, 05% 7T =
>, 0.05%
PS80**

30.8

44.5

24.6

75.4

30.1

43.0

27.0

73.0

10mM 7 = fif
. 075M
NaCl, 0.08% 7
Vv, 0.01%
PS80**

6.0

29.8

37.9

32.3

67.7

26.9

39.1

34.0

66.0

*2TD%E— 7 EIX, B—OFRMERTTRINDMANEZRE,
DOREMDEETH 5,
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£ 7. BipARANZEBIT S HGF O 77

JP 2024-518178 A 2024.4.25

A S
(FHE 50 77 %) **

20mM 7 = UEEtE. 200mM ~Z'v U | pH6.0 106%

20mM 7 T UEME . 200mM b Losm— R pH6.0 99%

20mM 7 = FgHE. 200mM YL E h— L pH6.0 93%

30mM 7B — bk, 200mM Zu Y pH4.5 34%

30mM 77—k, 200mM b L m—R pH4.5 35%

30mM 77— b, 200mM Y/LE h—)L pH4.5 29%

30mM 77— b, 200mM 7Y pH5.5 68%

30mM 77— b, 200mM b L —RZ pH5.5 63%

30mM 77— b, 200mM Y/LE h—)L pH5.5 70%

10mM 7 = FgHE. 0.75 M NaCl, 0.08% 7'V > 0.01% PS80, pH6.0 91%

10mM 7 =B, 03MNaCl, 1% AZa—2Z_ 05% 7 7=, 0.05% | 98%

PS80, pH6.0

w5 IR YE b PR L 72 A2 /0,

ooooodd
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EQ v U RABEEERABETFTACBT A NK OIBEICBIT S HGF OF | HADNRER O

72 ¥ D FERRE

i 12 +3 PBS
0.1% (wiv)

2 1243
dHGF (T1y**
0.2% (wiv)

3 1243
dHGF (T2y**
0.1% (w/v)

4 12 +3
mNGF (N)

5 13 43 0.1% (w/v)
mHGF (HGF)

o N—RTARBHRERT v T
7

o PR, FLTH K7 HREIEH,
HRET 2 NVEEH,

o TAFLEADERABZRIA A —
VN, WEECERX T HEERLT
b,

o OCTHEEHIES—AT A |
HEO7 HE)

o N=3/FHL., MEREEDHOWL
B3 BRICER S (IREkEE O
H&E J:65)

H

tad

8 H H(PBS ##
b DB
Z, UToR
9 (CHndEl x A
% & 5 ICRIT
D=
L)

BEED -

mNGF ; < 7 AMRIEHEE T

*ITOEM A 3 BBICE L
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"E" earier applicalion or patert but published on or after the international X" document of particiar relevanca;; the claimed invention cannot ba
fling date considered navel or cannol be considened to invelve an invertive
1 dopgwem whlgih hmar}r thrugl\g dn_ubtsdon pri\orlty r::Ia\m{s)‘or wh\cl'lzls step when the document s taken alone
cited to egtabligh the publication date of anclher citation or ather =Y" docurment of particular relevance;; the clalmed Invention cannot be
special reasan (as specifiad) congidered to involve an inventive step when the document is
"C" document referring to an oral disclosure, use, exhibition or other combined with ans or more other such documants, such combinafion
means being obvious te a person shilled in the arl
"P" document published prior o the international filing date but later than .
the prionty date claimed *&" document member of tha same patent family
Date of the actual completicn of the intemational search Date of mailing of the international search report
20 September 2022 28/09/2022
Name and malling acdress of the ISA/ Authorized officer

European Patent Office, P.B. 5818 Patentlaan 2
NL - 2280 HY Rijswik

Tel. (+31-70) 340-2040, .
Fax: (+31-70) 340-301 8 Pilling, Stephen

Form PCTASA210 (second sheed) (Api 2005)

page 1 of 3

10

20

30

40

50



(73) JP 2024-518178 A 2024.4.25

Intematianal application Na.

INTERNATIONAL SEARCH REPORT
PCT/US2022/072302
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1. Wiilh regard 1o any nuclectide andsor amino acid sequence disclosed in the intermational application, the imemalional search was
carried out on the basis of a sequence listing:

a. forming part of the intemational application as filed:
in the form of an Annex G/ST.25 text file.

D on paper ar in the form of an image fila.

b. fumished together with the intemadional application under PGT Rule 13ter.1{a) for the purposes of intemational search
only in tha form of an Annex C/ST_25 text file.

C. D fumished subsequent to the intarnational filing date for the purposes of intemational search only:

|:| in the form of an Annex C/ST.25 text file {Rula 13tar.1(a}).
D on paper ar in the form of an image file (Rule 13ter.1(b} and Adminisirative Instructions, Section 713).
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claims.

2. l:‘ As all searchable daims could be searshed withaut effort justilying an addilional fees, this Authority did not invite payment of
additional fees.

3 As anly scme of the required additional search fees were timely paid by the applicani, this internationzl search repart covers
only thosa claims for which fees werg paid, spacifically ¢laims Nos -

4, D Mo required edditional search fees were timely paid by the appliceni. Consequently, this intemational search reportis
restricted 10 the invention first mentioned in the claims:; it is covered by daims Nos.:

Remark on Protest The additicnal seerch fees were accompanied by the applicant's pratesi and, where applicable, he
rayment of a prolest fee.
The additional search fees were accompanisd by the applicant's protesi bul the applicable protest
fee was not paid within the time limit specified inthe invitation.

I__xl No protest accompanied the payment of additional search fees.
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

Thi=s Internaticnal Searching Authority found multiple {(groups of)
inventiong in thig international application, as fellows:

1. ¢laimg: 1-18 (completaly); 65-72(partially)

A method of treating or preventing neurctrophic keratitis in
a subject in need thereof, the method comprising
adminigtering to the subject a th peutically effective
amcunt of a hepatoccyte growth factor (HGF) or fibroblast
growth factor (FGF).

2. claims: 19-64 {complately); 65-72 (partially)

A pharmaceutical composgition, compriging: about 0.01% to
about 1.0% (w/v} HGF;

a buffer that can maintain the pH of the composition at
about 5.8 tc about 6.2;

about 100 to about 300 aM <f a stabilizer selected from
trehalose, proline, sorbitol, and a mixtura tharaeof;

An aquecus pharmaceutical composition, comprising: about
0.1% (w/v) HGF;

about 20 mM sodium citrate; about 200 mM of trehalose,
preline, or sorbitol;

about 0.05% (w/v) surfactant; wherein the pH of the
composition is about 6.0 and the osmolality of the
composition is about 350 mOsm/kg H2

An aquecus pharmaceutical composition, comprising: about
0.2% (w/v) HGF;

about 20 mM sodium citrata; about 200 mM of trehalosa,
preline, or sorbitol;

about 0.05% (w/v) surfactant; wherein the pH of the
composition is about 6.0 and the osmolality of the
composition is about 450 mOem/kg H2

A method of treating or preventing an eye disease in a
subject in need thereof, the method comprising administering
to the subject a therapeutically effective amount of the
Pharmaceutical compositions spacified herein above
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