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RUIKZRF. NOFVEF. e ROFVILE, C _7IFILE 18
ELLREHREONOTF VRERFTEBRINLC s TIFIE, C, 7)1
FUOEXEFE1EE LS BEREONOTFVRERFTEBRINALC, ¢ 7IIaFY
BExxmL.

R2IFKFRRTF. Cr1_s7IFIE, Ci_cTIFIAILRZIEXIEE
ELCREREOE ROFVINETEBRINALC ¢ TIFIAILRZNEE
~7]
TRINZEEVMXEEDERCRYIFL VT A-I2E2F T H5EFEM
. HOERIEEMXITETDIREZRENT DHEICET S,

BRikl

[0002] 4FEfFscdk1icid. X (1) THRINZ{EEMHS. VEGFERHUVEC
BB MR 2 BWEERRICEWTHIRREBBEHREER 2~ 2 &, TV
ZBBEFNEFVERRRICHSW CEBEENSIGRERT S, Sy b
TRy NEFRET N EAWEERRRICBWTEZENEIERZTRY
E. Sy MREENSEHRETTNERVWARRRICS W CIRGEMEHFER
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[0003]

[0004]

[0005]

[0006]

[0007]

EERETRTIENRBEINTWVWDS, ILHIC, TNHLOEBERAMLSE (1
) TRINZLEME, EXELTERTHY., KFICE. BEYI<F.
IR, RERFEEEE, BRAERZELEORBOFH I3 EEK
& ULTHRFINDE I ENEHINTWS,

oo FTEFXB21CIE. X (1) TRINZEEMO—D2OTH B, 2— [
[[2= [ (eRAFLTEFIV) PI/] —4-EYDZ)L] XFI] F
F1 =N—=[4— (M)A XNFY) J2Z0] =3 -EYTIVAHIL
REYI RORVEVZRIVRVERIR, ZOR&GR. TORRERELITENS
DELEFENEBHINTWS, A, 2— [ [[2— [ (ErROFPT7EF
W) 7271 —4-EYTZ)L] AFI] FF] —N— [4— (MY TILA
OXMFY) 7220] =3 —-EVIVALRFYI RORVEY IRV
BRI, REREHICBNh. REROKSE1T> THBICMERENRD S
haWZ EMNEHINTWS,

—Fh. FIFXE3~5ICiF. FEHEFOY VX F—ERELCLENTHSBN
—[4—- (3=7X/—-1TH-AVEFI—I—4—4)) 7z=)V] =N’
— (2=7)040-5—AFIT7 ) RRROCR)IFLYIY) -
2EE T 2RRAERMIPBERINL TV,

T, BFEXE6ICIE. SNRATA PV RURYIFLYI) -V ESE
TARBAMERYIATINTWS,

LA Ladt s, Bkl ~61Cid. & (1) TRINZELEMRIETD
BRORVIFLYY) A-IE2E2ET5EXRMEMEEHINTE ST,
FERVIFLYT)A-LH EERERYFPOEEITMHEENOREL %
MLET 3 ERF—TEEINTULAL,

SFoATHAT R

KR >Cik

FrEFSCEkl - KERETHREAR®E 2007 /01495 7 4 SHMEE
Frafr k2 : KERFFHBRARE2012 70116 0 8 8 SHIHME
B CER3 - ERABW02007 /07635881y 7Ly b
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[0008]

[0009]

[0010]

[0011]

ReEr kg« ERABW02009 /014510818y 7Ly b
FFRFSCEAS - ERRABEWO 201071019718 7Ly b
R CHERG : KERFFES8 36709 7 SHEME

FAOBE

FIANERL LD & T2RE

AFEBELIE, fIEER (1) TRINZEEMXITZTOE (LT, TR
B EHWD) EEEIIERMERDORBERE T, NMAEMEBRELL
EXRERMP T, KEEMOREENZLLBET TSI EZRH LA,

ARPEOREIL. AMEWEEETIEEERY TH > T, EXMERYF
DOARIEEMHEETHY . FLERMEREMDD R EMOFHRBEHMEEZET
3. ERMEMERHTZIETHD,

AR ERRT BODFE

ARBPESIE. LEBBEARRT DO, RMAMEBRRIEBE (
BlzIE, RYTFLYTY A=, IXAFILRILEFY R, N=XF)EO
DR N, N=UXFITEIMT7IR) IDVWTHBRHAREIT o LER.
RYUIFLYZ) - ERWERIL. EEERADFPICEVWTALEYDI R
HERETTHEVWVAGERZET S Z2REL. ARBAEZEHRIE L,

Thabs, AFERIK., UTICEAT 5,

(1) giEdxX (1) TRINZEEMXBEEDEBEBRUCR)IFL VT -
W EERT 3 ERMERY.
(2) guEd=xk (1) ITBWVT.

RIANC _¢7IIAFVEFTEE L ZEREONDS VRTFTEHRY
NEC,_¢7VaAF2EERL. ;

R2HC a7 FIALRZNLERFT1EELLIFEREOL FOF2 )L
ETCEBBRINAC s 7LAFILALRZILEERT, £ (1) BHOERME
%78

(3) mugexk (1) IZHBWVWT,
R'TAMTEELSIEEREONOT VRERFTEBRINALC _«T7IIAFIE
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2N VN

R2ATEELIFEBEOL ROFVIIETEBRINAC s T7ILFILAL
RoNVEERT, £ (1) EHOEZBER.

(4) gigExk (1) TRINBEaMHY, 2-[[[2— [ (EROFPT
tFIV) PR/ —4-EVIZ)L] XAFN] FA] —N—[4— (F)T
AOXMFY) 72z2Z)0] —3-EYUYIVAILRFHIRTHB., £ (
1) EBEMOEZEMERA,

(5) RUTFLYJYI—INOEHHFEN100H52 00 0D&HER
THD. £ (1) ~ (4) OVWTFhH—IBICBEOERMBRY.

(6) RVTFLYJ)IA—INDOFEHPFEN200H56 0 0DEHENT
Hd. L (1) ~ (4) OVWTFhH—HICEHOESHERA.

(7)) RYTFLYF)A—LHBPEG4L400THS., L& (1) ~ (4)
DWW A —IEICEEHE D E AR,

(8) BIEEERMEMWH. RUIFLYF)I-ILDOEEEHN. 70~99
. 99% (w/w) TH3. L& (1) ~ (7)) OVWThHA—IBILREHDE
HE R,

(9) g (1) TRINZLLEMRIETZTOEOEFEN, 0. 01~2
0% (w/v) THBLEE (1) ~ (8) DWIFNHA—IRICEEEDEZRMERK

.
(10) REBEZFHXIFERT BHOOLE (1) ~ (9) OWTFhh—
IH | 508 D E FHE A,

(1 1) REBNIMEMENEM, WERFBEEE. RAREEE, FEFRIR
FAZESE. HERBIAREAZME. R — TRIRIEMERE. MRNERIRIEIE. &
BURARIRFENE, FBRHEEZE. REZ. RERMEIRE (radiation r
etinopathy) . I RA—> X, MEFHERKAEXILIEFEMER T AERLE
(PVR) TH B EEE (1 0) EBEHODEEMRY,

(12) BFHERBERTHS LR (10) XiF (1 1) ICEREHDOEZEBERN
.
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[0012]

(13) 1TEICDE, 1~100ulLZxEINB LR (12) BEHOESEE
%78

(14) 1T BEIT1E~3FICTOOERTHSINS LR (12) XiE (
13) ICREDEEERM.

(15) gizgxX (1) TRINZELEMXIEZORERYTFLVJ) -
WICBBRIES 2 &ICLBR18R (1) TRINZEEVMRXIEEDEEZRE
£92HE,

(16) guzgexX (1) TRINBULEMWHS, 2—- [ [[2— [ (EROFY
TEFIN) TII] —4-E)IZ)L] AFIL] FA] —N— [4— (Y
ZhAOXAMEY) 7] —3-EYSVALNKRFYIRTHS., L
(15) BHEOFE,

BIC, AFERIK, UTICET 5,

(17) gk (1) IKBVWT,

RIAC,_¢7INIFTVEXIZTEELLIZEREONOS VRFTERS
N=Ci_s7NaAF2HEERL, ;

RZAC_ ¢TI FILAINKRZINEXIZTEE L IFEREOL FOF L
BETEBINLC ¢ 7IFILANKRZILEERT, LEE (15) EBEHOAZE
(18) guagsl (1) IKBWT,

RINMTESELSBEREONOT VRFTERINLC 7N IFIE
2 N VN
R2ATEELIFEHEOL ROFVIIETEBBRINAC, _«T7ILFIL AL
RZWE%ZRT., £5 (15) BEOEEMER,

(19) REBREAD, £5E (1) ~ (16) OWThHI—IHICEHOEE

R Ao
(20) FERHAD, £58 (1) ~ (16) OWTFhHA—IRICEHDOER
HE A

e, migg (1) 5 (20) OB\, ERIC2LEZBRL THEA
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EhEBIENTES,
FEADRR

[0013] AFERBRICLY., EXEARYHOREEMHARIBEICHAEYZEILINSE
EHERMERBHT DI ENTE D, Fhoo ARPOERERYIZ. KLED
OFEREMEE L. REMICHZ > TRIREELE ZBETEETILICH
LEWTHDZEh D, MRESHENE. BRFEERE. AREERE. 8
[EERIRPAEME. MESIRAEE. R — TRIKGELEE. MELEEIRE
B, SERMEMGSIRITAENE, WRFEMNTE. RES. RARERE (radia
tion retinopathy) . BT RA—2 X, MEFHERKALE. EIEMERTFERE
FRIE (PVR) EOFHXIEEEFIE LTERTHS, I HIC. AFEBADEZREM
BiiE. EERE LTHRAREMEEETHHEDTH S,
FIPAEERT S-HDIRE

[0014]  LATFIC, ANFEBICDOWTEFMICEHRAET 2,
AHBOEZEMERYIE. AR (1) TRINDEEMUEITOE (Kb
&Y 2887 5,

[0015] T/AAOSVERTFI &E7 vk, BR. BRREXIEIAVEREETRT,

[0016] [Croe7IFIE] ERFERTFHI ~60BEDEEITIOBEOTILFILE
ZRL. REBEETFEN ~4BEOEEIEORDOTILFILENFE LWL, B

FBHE LTAFIVE, TFIVE, n—TOEIE, n—TFILE n—RY
FILE n—AFVIE AVTOELE, 1VITFIE sec—TFI
H tert—7FIE AYRVFILERBENEFONS,

[0017] TC,_s7NOF2E] &IFE ROFIILEDKRETFHIFIEC -6 7ILF
WETBHBRINEEEZTRT, EAFELTANFVE, I hFVE n—7
ORFVE n—ThrFVE n—RUYMNFVE n—AFVUIAFFVE,
A4y 7aORFIE, AVIIFUE sec—ThFVE tert—7Jh
FUOR AYRVFIFFIERENZEITOND,

[0018] [Ci_e7IVFILAIKRZIVE] EIEHRIVINEOKRRTHIRIEC 1-67
IWFIETEBRINALEEZTRY, BHEAE LTAFILAILRZIVE (FPEF
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[0019]

[0020]

[0021]

[0022]
[0023]

[0024]

[0025]

WE) | IFIVALKRZLE, n—7FOENLAIVKRZIVE. n—TFILAIL
RIWE, n—RUFIVANRZIVE, n—AFDIVANKRZIVE 41VT
OEINAINKRZIVE, 41V TFIVALKRZILE, sec—TFILAILKRZIL
B tert—TFLAILKRZIILE AYRVFIALNRIIWEREDES
bhd,

AFEBATWDY TMEAELIIFEREONOSFVEFTERINL] &I,
AIEEC 1 s ZILFILED, 1EUL., EEARELBUTOBRBONOTVERETF
TE#RINTWSIEETRT, KADNATVEFIIE—TH>THEL
THLL. NATFVRERFOERIE 2 XIE3EDIZEIFE L. 3EDIEE
DRFICEFE LW,

AFEBATWD TTEELIIGEREOE RKOFVIIETERINE] &1
« BIEEC  _e ZILFILEDN, 1EUL, BRARLBEUTOEKOE ROFS
IWETBHINTWAZEERY, £ ROFVILEDOERIE 1 XL 2 EDIE
ENFFE L. 1 EDFZENMRFIIFE LU,

T, ARBICBITAREEWIE. TATI. PIRREOFEFLES
%, IATIDOEGHIE LT, KMeEPFOL FOFIIE B, 7
O VB, 41V 70EF VB, BB 1 VEREE. ENILVBREDAILRY
BAEELEIRTUNGIREINS, 73X ROEGFHFE L TIE. RMEEYH
OT7I/EEEE TOEAVE 4V IO VR BREE. 4 VEREE. €
WIVBBIR ED AR VENMEE LT I RAMPIRI N5,

e, MeEMZKIMDITAENPOREEZ E >TVWTEH LW,

AEEYICHMBEG, BEEEMIEHAEEEGNEFET 258X Th
SOEMEEAFEPOHHEICE TN D,

ILICALEMRBREEIDEETT 2551, ERSH
= (N

(a) & (1) THRINZEEYOHFFELWHELT, R (1) IKBWVWT
 BEDNTRICRTETHHILEMIEETDENZEITFOND,

(al1) RMUEC _¢7)NIFVEXFTEELLIFEREONOFVRF

N

&t AR O
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TERINEC ¢ 7LAFVEERL, ; RU/XIE
(a2) R2IZC,_¢PIFIANRZJLEXIZTEE L IZEHBEDE R
OF VINETERINLC, ¢ FILFINALRZIEERT,

[0026] d7abbB, A (1) TRINZELEMICTEWT, £5 (al1) RUT (a2
) BNHFRINDS 1 XIE2ULORHEEEDNSRDEEMIEEDEBENFE
LWhlE LTEFLSN S,

[0027] (b)) X (1) TRINZELEYPOIYFFLWEAELT, R (1) I8
WT. BENTRICRTETHILAEYRIEZOEIZEITF SN D,

[0028] (b1) RTZFTEE L ZEHREONOT VRFTEBRINALC  _c 7L
JAFEZRL. RO/ XK

(b2) RZFTEZELLIEEHEOL FKOFVIIETEBRINLC _67
WERIVAIVKRZIWNEEZRT,

[0029] dabn, X (1) TRINZEEMIEWT, L& (b 1) RV (b2
) NOFRINDS 1 X 2ULDOREAEDEDN LR Z{LEMXITEDIED
FELWHIE LTHEITLONS, . ZOBRRINLEFHE. (a) OFH

EHAEDLEDIEETESD,
[0030] (c) X (1) TRINDZEEYOREFELWAE LT, R (2)
[162]

O F
(0]
QXF
AN \ F
H
/
N S
§
s
/N O
TRINBtEW (2— [ [ [2— [ (ERkOF>T7EFIL) 7XT/] —4

—EUYZ] XFN] FF] —N—=[4—- (M)TFOXMFY) T
ZN] =3 -EVIUAIRFHIR) REEOEIFEITFLNDS,

)
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[0031]

[0032]

ARERAOERMERDICEEINS, X (1) TRINDZELEDXIEEDIE
&, KERFFHBEARE2007 7014957 4 SEEMEICRIOEES
. HERMAFICETIBEBEOHEIMR > THETSHIENTE S,

AHKBOEZMERMICSVT, R (1) TRINZEEHMORDYIC, Taf
etinib, SIM-817378, ACTB-1003, Chiauranib, CT-53608, Cinnamon, chim4G
8-SDIE, CEP-5214, IMC-1C11, CEP-7055, 3-[5-[2-[N-(2-Methoxyethyl)-N-m
ethylamino]ethoxy]-1H-indol-2-y l]quinolin-2(1H)-one, hF4-3C5. ZK-CDK
. IMC-EB10, LS-104, CYC-116, 0SI-930, PF-337210, JNJ-26483327, SSR-10
6462, R-1530, PRS-050, TG-02, SC-71710, SB-1578, AMG-191, AMG-820, Su
[fatinib, Lucitanib hydrochloride, JNJ-28312141, Ilorasertib, PLX-562
2, ARRY-382, TAS-115, Tanibirumab, Henatinib, LY-2457546, PLX-7486, F
PA-008, NVP-AEE-788. cgi-1842, RAF-265, MK-2461, SG-00529, Rebastinib
. Golvatinib, Roniciclib, BVT-II, X-82, XV-615, KD-020, Lestaurtinib
. Delphinidin, Semaxanib, Vatalanib, 0SI-632, Telatinib, Alacizumab p
egol, ATN-224, Tivozanib, XL-999., Icrucumab, Foretinib, Crenolanib be
sylate, R-406, Brivanib, Pegdinetanib, TG-100572, Olaratumab, Fostama
tinib disodium, BMS-690514, AT-9283, MGCD-265, Quizartinib, ENMD-9816
93, Famitinib, Anlotinib, Tovetumab, PLX-3397. Fruquintinib, (-)-Epig
allocatechin, Midostaurin, NSC-706456, Orantinib, Cediranib, Dovitini
b. XL-647, Motesanib, Linifanib, Brivanib, Cediranib, Apatinib, Fedra
tinib, Pacritinib, Ramucirumab, Intedanib, Masitinib, Elemene, Dihydr
oartemisinin, WS-1442, Itraconazole, Leflunomide, Dihydroartemisinin
. Imatinib, Sorafenib, Sunitinib, Dasatinib, Pazopanib, Vandetanib, A
xitinib, Regorafenib, Cabozantinib&UPonatinibM S5 L UIEIRI N
27OV FF—EREFEZAVTE. AEPFOYRIETOLND, THDLSE
 EEERYAPOENLSFOY X F—EREFSRABICOEYRELS
NZEXMRYPERMTZIENTES, ILICETOEERMERDIZ. FOU
v F—EREFOFHEREMEER L. REBEICHE > TERBIRMEER
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MAEETIVICH LENTHY . MEMEEHREN. FERFEEE. KEE
FEfE. WOIRFRAREAZEME. MIRBREASEME. R — PTRIBIRMERE. MR
ERERIBHE. ERMRERFTENE. BRERMNEE. REE. RAHREER
fE (radiation retinopathy) . HIMIRF—T R, MEHFERARE. BHEMYE
HFAHHEIRE (PVR) EOFHXILERERE LTERTHS, IHIC. TDE
HMRMIE. ERERE L THoReetsET 5,

[0033] AFEBOERMEFRDICEWT, R (1) TRINZELEWOERIR, EXE
LTHBINZETHNIESBICERINT, BE L TITERBRE DR, A1
BREDIE. MRT7VEZVLIE. NOFVAFVEDR. PILAHVERBED
|\, PIVAYIEHEEBEDIR. €BIE. BRT7IVEDRENETLND,
WmEE S DIEE LTIE, BB, RIBbKFREE. 3V {bkREE. fHEE. Wis. Y
VBEEOENMBETFOND, BRBEDIEE LTIE, BB, Y avB. U<
B, < LA VER, aANnNJB. VOB, VI V. BAB. 7YV,
TIAVEE., JIWIANT N, UL 70VE. TLI7YILE. X9V RILK
Vs, TSV, HEE BREE. 1, 2-IHVIRINKVEE A EFLY
B, 0MNEFVEE FLAVEE BRBTFER. NEER. RVAS/VOVER

ATTYVE., AVZVBE. NI AOXIVRIVKEVEE, RVEVR

IWIRVER, p— MVIVRIVRVER, REEZ D IV, REEAFIL. 774501

VRIKRVEE, RIEYY FILBEEDOEIEFOND, ORTVEZV L

BELTE, BIEXFI, FOEAFILEFEEDOEIZESFONS, NOT VA

FrED|BELTIE. BIEMAF Y. BIEMAF >, 0PI FUFED

BRI ON, PIVAVEBEDEBE LT, VFVAL, FRNYTL, AY

TLFEEDENBEIFON, TILVAYTHREBEDEBE LTE. ALY T LA,

RTRVVLEFEEDENETON, BB E LTE, & HEiAF & DENE

Fond, BE7IVEDBELTE. NYIFLYYTFIY, 2-T73 )

IH )=, 2, 2—43J)ER (Z4/—L) . 1 =FFF>—1— (A

FITI/)) —2-D—-VYIEr=I, 2=-TI/—-2— (EROFIAF

W) =1, 3=7anvIA—)b, FOh4 . N, N-EZX (7z=)L X
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[0034]

[0035]

[0036]

[0037]

[0038]

FI) —1, 2—TITHAVITIVEHEEDEIETFLNS,
AFEPBOEZEMARICHEWVT, R (1) TRINDELEMXIITFDIEDE

B, FTEOENEET2DICHHRETHNITHEICHRINRVLA, O.

01~20% (w/v) PFFLL. 0. 1~15% (w/ v) BI&LYFE
L<. 0. 5~12% (w/v) BRESICHFFLL. 1~10% (w v)
BESICEYFELLS, 1~8% (w v) BEHCIHFELL, 1% (w/ v
). 1.5% (w/v) . 2% (w v) ., 2. 5% (w/ v) . 3% (w
Sv) 3. 85% (w/v) . 4% (wv) . 5% (w/ v) ., 6% (w
V) T% (w/v) E721E8% (w./ v) BEREIFE L,

ARBOERMRMICEEINE, RYTFLYS)a—I (PEG) &
IFLYT)A-UDESLERYI-FTATHY, EERAHO (CH,C
H,0) .HTRIh, nFEEHTHS, RVTFLVJ)I—)I (PEG
) . TRINTWS 0D, HERMABFICEITE2EEDAEICK > TH
EINDZEDERVWEIENTE D,

AEBOEZRERDICSWT, RYUITFLYFYIA-ILOFEEDFEIL.
100~20004FFL<, 100~1000H&YFELL. 100~
B8O0ONXSICHFELL, 200~600AE>&FFL <, 400~60
OAISICEYFELL., 400RUV600A/KICIFELL. 4001 BE
FELW, RUTFLYI)I-ILDOEFFIELT. PEGT100, PEG
200, PEG300, PEG400. PEG600, PEG80O0O&%AE
Fohs,

AFEBOEEERDICHEWT, RUIFLYFYI-ILO2EEIE. 70
~99. 99% (w/ w) PFFELL. 80~99. 9% (w w) A&l
FELL, 90~99. 5% (w/w) BESICFELL. 92~99. 3
% (w/ w) BHRHCIFELL. 93~99% (w./ w) AEREEFF L,

AFEPBOEZEMBERMICIE., BDEICIHCTRMFZAWS Z ENTED RN
Fl& LTk, REDEMRL BELCH. FROE. RELCH. BHER. ML
B, 8D TEEEGHREEZMADIENTED,
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[0039]

[0040]

[0041]

[0042]

AFEPOEFMEXRDICIT. EXRLORMYE L TERTREQREIEMER.
BIZIEHhFA U EREESER, 724 U EREEEER. 3B o MERmEEN
HZzBET5IEeNTES, 72FVHEREEEROBE LTIE. ) VEE
ENFETFON, VUVBBEELTRLIFUENETLONS, AFAVHEREA
SEURIOFE LTI, PLFLTIVE FLFILFTIVRIFFRSIFUL
VIS, BN TS/ —LTFIVE/ T
WIOITFIVTIVIR, BBIBRY 7IVEEW. FILFRILNYXFILTUE
ZOLE, SPLFNIAFLTVEZILE. PLELIAFIRY I
TUVEZDLIE, PIVFIEY D ZOLIE POLMTI/TFILFIVETVE
ZOLIER, PUITI/TIFIVE)IZOLIE YT AOF VI FINTY
EZULE. FLFLAZIFY) U, 1 =FIYLTI/IIFL-2-7IF
WAZIHFYY Y, 1—eRAFIILIFIL-2-TFILFILLAIFTVY VEN
Bifohd, PILFIIXAFIRYINTVEZDLEE LTE, RV
J=D LR, L= LBEMENEITOND, FA AV EREE
MEOFIE LTIE, RUAFVIFLVEBBIZATIL, RUFFVIFL
VYNWNESYVEBBIZATIV, RUFFIIFLUELETIHM, R) A+
YIFLyvevVH RUAFSIFLYRYAFSTOELYS)Oa—)
. VaglEBBIXTIVL, EYIVE TPGSELEIFLND,
R)VFAXFVIFLUBHRBIZATILELTIE, RTT7V VBRI TEVI
4 0FENEITOLND,
RUFFOIFLIVVILES VBT ZTILE LT, R VILR=§
0. RYYIR=KB60, RYVYIR=K40, RYAF>IFL VI
EYVE/SOL—M RUAFSITFLVYILES Y N)F L=, RY
YILR—K B EER/BIFSND,
R)AFDIFLUELETYHELTE, BEZIFLYOESHOER
ZRADRYAFVIFLUVEBLETURERWSGZENTE, BT FL
VOEEHIZT10~1000FELL., 20~80AkYFELL. 40~
7TOMFICIFELL. 6ONREFELY, RUFFVIFLUBlLETY

l I

\

AFIIIE. PYINTFTIJ)IF
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[0043]

[0044]

[0045]

[0046]

[0047]

HMOEAKBIE LT, RYAFSIFLUELETIHRTIO, RYUFTFST
FLUELEYYH4 0, RYUAFSIFLUEBEETIHME 0, RYAF
SIFLUVELEET M6 OFAEITFLND,
R)AFIIFLVETIHELTR, BEIFLVOEEROELDE
RORVAFIFLVEIVHERWSIENTE, BEIFLVOES
BIE5~1000FF L. 20~50A&YUIFFELL. 30~4 0A4IC
TFELL, SEMJEFELV, RVAFVIFLVETVHOERFGIE L
TR RUFFIIIEETVH RUFFINOETIH RUFTFII
By, RUAFUIN35TIH. RUAFIILE 0TV MENE
Fohs,
R)AFVIFLYRVAFOTOEL YY) a—=)LE LT, RUAF
SIFLY (160) RYyAx>7OELY (30) F/Yad—i, R)AF
YIFLY (42) RUyAF>FaOLy (67) FUda—i., R)FF>
IFLY (54) RUyAFx>7aOLY (39) FYya—), RUAFIT
FL> (196) RyxAF>7OoLy (67) FJYd—, R)FF> T
FLY (20) RUAF>7OELY (20) JYa—-LEIHEFLND,
YaElRBIRTILE LTIE. RTTYVEBRY) FFVIL4 OFENBS
bhd,
E¥4XYE TPGSW, ba7zOo—LARYIFLYYY)I—-)L100
OONIBEIRTINEB WD,
AFKAOEFMERYICIE. EXRORMAE L TERATRARERZE0ES
THIENTED, BEFOHFHE LTE. VY UBIEZZTOE, RIBXIEZ
DIE. VT VBXIETOE. BEEXIET 0B, REXIEZOE. BABXIE
TOE., e—TI/ATOVEE MOXYE—LFEHIBEFLND, ) VEBIE
ELTR. VYBBFMNYDL, VUBBZKRFN) DL, ) UBBKERZF b
VoL VYBAYIL, VUBIKEA) DL, VUVBKRERZAY D LE
DEFON, RVBIBEE LTI ROW. RUBFNI)IL mOBHYD
LEIZEITON, VIVEIRE LT, JIVBFN) DL, VI VEETS
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[0048]

[0049]

[0050]

[0051]

[0052]

MUDLENEIFON, BFEEIEE LTIE, BT NY DV A, BFEBAH Y U LE
DNEFON, KEBIEE L TR, REFT M) DL, KBKERFT NI U LENEE
Foh, BABES LT, SBAEF NI L, BREDY D LENETSS
ns.
AFPAOEFMERYICIE. EEROTMAE L TEATREAFRIEE % E
HEAT2IENTED, FHREFIOFAE LTE. 14 U HEERIEFICIEA
7 UMERIEFIENZESFOND, 1 viEEREFIE LTE BIEFRYD
L SBIEAY DL BIEANT DL BIET TR LENEF SN, FEA
FUMEREFIE LTEITYEY Y, FOELY ) a—b, VILE =L
IV =UEDRETFON D,
AFPAOEZMERYICIE. EERORMAE L TEATREARELT % E
BREGT2IENTES, REAFIOFELTE, T7 M. =57 MBS b
VoL, VIVEBT N DLENEFLND,
AFBAOERZMERYICIE. EXRORMME L TERTRAMERZEE
BETDHIENTES, BEBFHOFE LTE. RyPFILOZY LY. R
YHIAZD LRI, RVENZDLIEEY., VILEVEE. VILEVERS
Vb, RSAFRIREFBAFIV. RSAFVREFB IO, /00
THI)—IENZETFONS,
AFPAOEZEMEXRYICIE. EEROTMAE L TEATREANBIEF % E
BEEETHIENTES, MBLEFIOBAE LTE, ZPRINLEVE, F37
/=), TFILEROFYMLIY, TFLEROFOFPZYV—I, T
DVYIEVEEFN) DL, BBETFEIOEIL., BEMEBT N JLENESS
na,
AFPOEZMEXRYICIE. EEXROTMAE L TERTRARS TEES
FEBEERETZIENTED, BRTFEESFOFE LTE. XFILEIL
A—X, TFILEIO—X, EFOFIAFILEILIO-X, EROFTITF
LtE)O—2, EROF>FOELEIO—R, EROFTIFILAFILE
VO—X, EROF>FOELAFIEZILO—R, AIKRFZAFILEILO
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[0053]

[0054]

[0055]

[0056]

—Z, ANVRFUAFIELO—ZF M) DL ERAFTOELAFI
EIVO—RAT7tE7F— Mo = EROFTOELAFILEILIO-R
JHL—bh ALRFIAFLIFILEILO-R, BB Y LEEEZIO—R
RYEZLEQY) Ry RYEZWLTZILO—=. AILKRFIEZILRY T
— RYIFLVT)I-ILEIZEITFLNS,
AFEPBOEZEERMICHENFZEET 2BEORNMFIORE. HMFIO
BHEAEICLYBERETLIENTESN, TOKEELTIEO0. 000
1~20% (w/v) BFFELL, 0. 001 ~10% (w/ v) AL YULF
FL<, 0. 01~8% (w/ v) HEIBIKIFFELL, 0. 1~5% (w/
v) BEICIFFE LS. 1~3% (w/v) BERBEFFE LWL,
AFPOEZEMERYICIE. EERORMAE L TEATRABTEL BT
BITDIENTES, BEOHELTIE. IAXFILRILKFY R, N—XF
WEOQY R N, N=IAFLTEINTIR, TH/-ILEIESFLND
AHKBOEZMRYICAELEST 2BE0BREORE R, BEORBEL
EILEYEERAETDZEHNTEDN, TOREELTEO. 1~30% (
w/v) BMFELL 1~20% (w/ v) BNEYFELL, 1. 65~15
% (w/v) DPESITHFFLL, 2~10% (w./ v) BEFICEFFELL., 3
~7% (w/v) NERHEFFE LW,
AHBOEZMRMICHWNT, REMIC, X (1) TRINZELEHXIEE
DOERCR)IFLVI)I-ILDOHEEET HEZRERPIFE LV, &
DFE. N (1) TRINZEEVMIEZTDEDEEIZ. 0. 01~20%
(w/ v) MFE L. 0. 1~15% (w/ v) BLUFELL, 0. 5
~12% (w/v) BPESICHFFEFLL, 1T~10% (w v) BELHITLY
FELC 1~8% (w/v) PEFICIFFELL. 1% (w/ v) . 1. 5%
(w/ v) . 2% (w/v) . 2. 5% (w/ v). 3% (w v) . 3,
5% (w/v) . 4% (w/v) ., 5% (w/ v)., 6% (w/v). 7%
(w/v) §E8% (w/ v) BEBEFFELL,
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[0057]

[0058]

[0059]

ARAOERMEXDIE, BOTH, EROTHHRETDHIENTES, &
FKPOERMERIOFFIE., ERERE L TERTRELE D THNIEFFICHIR
TNV, FRE L TR FIXIE, BOFTHNIEL, KA. BBH. FEHl.
ATENF, BRE. BERLSZTON, FEROFTHNIE FHF. 8K,
mREFE, REF. fRERHAFIETFOND, FFLIE. RBAENE, KR
FIDNEFLON, JYFEXLLERBAFHRFINETFON. REHFELIEH
FHRRIESHEFNFDNETONS, IhLHIFEERMOBICEIT2E8EDA
B THET S ENTES,

AFPOEZMERMIE. TOFBIIIG L TEERETEIENTE S, fi
ZWERBAEIRFNOBZEF. HFER, RBELE. REFE. BEEEE
DOEICEETEHIENTES, FIZE. RBEAEINFZHEFAERNICERET S
6. MEORNEET 2DIC+DBRETHNIERSEBICHICHRIZEWA

TENCDE, 1~100uLlMFFELL, 5~50ulLALYPFFELL.
10~30ulAEIBICFHERLL, 10ul, 20ulLFE30ul &
EFE LWV, KMEAWOHRSETIE, 0. 001 ~30mg . eyehFxE
LK. 0. 01~10mg ./ eyedrdyYFxE L <. 0. T~5mg ey
eMILICHFELL, 0. 2~1,. 6mg eyeBHICFELL, 0. 2
mg//eye., 0. 3mgeye, 0. 4mgeye. O. 5mg e
ye, 0. 6mgeye, 0. Tmg//eye,. 0. 8mgeye. 1
mg eye., 1. 2mg/eye, 1. dmgeyeZF/kidl. 6mg
SeyehmbBIFELL,

AFRPFOERMEXD B FERICER L TRET 5155, EOXDZE
TEDICTDTHNIEHRESERICHICHRIZQWA, 1EREIC 1 E~3FIC
1EOEBETHREINZOMNMFE LS, THEREICTE, 2B8FEICTE. 15
BiC1[E, 2A8RIC1E, 3A/IC1[E, 48RRI 1E, 5A8IC1[E, 6
ARICTEL 1THIC1E, 2HICT1EXIESEIC 1 ODOERETHRSEINDD
NEYFFE L, 2HRIC1E. 3AHRICTE. 4HRBIC1[E. 5HAICT
BIXIE6 ARICT CIOEMBTHREINIZIONREFELV, T, BE5HERE
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[0060]

[0061]

[0062]

[0063]

[0064]

[0065]

[0066]

[0067]

PCT/JP2014/074698

SEEERT ST ENTES,

AFPOHMBEMIERESE LTERTHY . MBEENEE. RRFERE
. ARRFERE. WIERIREAEE. MRBREAEE. R — TRIRBERLE
i, MRMEBERERIENE, EREMRBRTENE, BRAEHIZE. RES.
IRETHRAEIRAE (radiation retinopathy) . BRI ANF— X, MEFERA
P, IETEMEAH T AEIRE (PVR) ZEOFHXISEEAE LTRHWS I ENTE
g
UTFICHFBIROEBRERE TN, INOEARPELY L <EFET S
HODEDTHY ., AFEROHEEZRET %6 D TIEAEL,

S5
BUTRICKIEEDERBWERRNLEFG ZRT, 4H. TEHAMICEL
TERDDRAEITHEEN1 OOmLBDESETH 3,

SLFIBI1

K& 0. 01~20g
PEG400 EE

B4F15) 2

NMeEW 0. 01~20g
IAFIZAIEKRFYR 0. 1~30g
PEG400 EE

S4F115) 3

NMeEW 0. 01~20¢g
RYVI~R—K20 . 0001~20g
PEG400 EE

SFIB 4

NMeEW . 01~20¢g
RUAFSIFLVEILET M6 0 . 0001~20g
PEG400 EE

SFI%1 5
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[0068]

[0069]

[0070]

[0071]

[0072]

[0073]

[0074]

A EY 0. 01~20g
RYUAFT I3 5T 0. 0001~20g
PEG400 BE

BH. RIEHFF 1 ~5ICBTIHREEY. RVTFLYT) - K
mEl. AEOEEVCEEEZEERE LAMEOHRN 2S5 &N TES,
1. REMTMAR (1)

AHKBOEZMRYOLEME A RET L,

1—1., HREKORER

t@X (2) tREhBEYW (2- [ [ [2—- [ (EROFZTEFIL
) 7X/] —4-EY)TYZ)] AFN] FA] —N—-[4— (F) 7740
ARNFY) 72zZ)0] =3 -EUIVAILRFHI R, UT, EEWAED
WD KERETHREARSE2007 /701495 7 4 SHHMERLREDAEIC
EUOTHEELL) 0. 10gi. RYTFLYFYIA—=)L400 (FH54
FROMAEH) #FEEMATEESA10mLE U THEHBBMARL. k6
DOEF & RH L 7=,

Ehef 1 ORABAEERROFEICT. RTICRTEREH 2 ~4 OHEF %
AL, RUZFLYI) -G THAZATRIKAERHOED %R
L7,

1—-2. BBAE

WEREFIZ3mLASRNAT7I (Wheaton) ICO. 4mLFEEL
. 40CRUVE60CT, ZNEN3 » ARTC4BETTRELLEZD, 2
—[[[2=-[(erOF>T7EFN) 7I/] —4-EYZZ)L] XFIL
1 F4] —N—[4— (M) 740X MFY) JzZ)] —3-EYDY
ALRFHI FOEEEEZRERKI/OYNIZ 74— (HPLC) ZRW
TEEBL. TOREREEX (%) 28H L1,

1-3. HBRERRVER

ABERERTILRT,
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[0075]

[0076]

[0077]

[0078]

[0079]

19 PCT/JP2014/074698
[%1]
a1 EHEHI 2 EHEf 3 E 5 4
L&Y A 0.1g 0.1g 0.1g 0.1g
RUIFLS)a—)L400 BE - - -
RYUIFLLT)a—)200 - EBE - -
RYTFLHYa—IL300 - - HE -
RYIFLHYa—I600 - - - HE
22 10mL 10mL 10mL 10mL
o 2:8 98.7 96.7 98.2 100.3
60'C 48 93.2 85.8 90.2 96.5
BRFEE(%) 14 A 98.4 97.8 08.8 99.1
40°C 254 A 99.6 96.9 98.5 99.3
37 A 100.2 96.2 95.9 97.6

RIHMSEHELMRLDIC, EEH 1 ~4DEFIZ. 40CT3IrARY6
OCT4BEBVWEEREZMIT L, HIC, RVTFLYF)I-L400
XIERY)IFLYIYI—=6005#BVELBEICEVWEERER L, U
EAS. AEBOHEBRAIE. BNAREEEET 2 EHFRRBINE,

2. REMTMAR (2)

AFBOEZMRYDOLEME & RET L.

2—1. WHREKORES

EEMAO. 6gRU12gIC. RYTFLYJYI—-I400 (BiEtk
ANat) #FEMATEERZ240mLELTERAREL. EEHS5RVO6
DEF|N ZRH L 7=,

2—2. HBAK

WEREIKIZ 3 MLASANAT7I (Wheaton) IC2mL3EEL, 2
5CT, TNhEN3s»BETHRELELEED, 2—[[[2—- [ (EkrO#*
TEFIN) TR/] —4-EYTZ)V] AFI] FA] —N— [4— (b
DA OARNFY) 22Z)] —3-EYIVALRFHI ROEEES
EEKRAEI/OYNTIS 74— (HPLC) 2AVWTERL. ZOBEX (%
) ZBH LU,

2-3. HBRBERRUER
AEBRERER2ICRT,
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[0080]

[0081]

[0082]

[0083]

[0084]

[0085]

[5R2]
EHEH 5 Eif5 6
L&¥A 0.69 129
RUIFLYS Y a—)L400 BE BHE
&8 240mL 240mL
BEE(%) | 25T, 34 A 93.7 98.3
R2HLBELMRE DI, EMEH S KV6DEERIE. 25CTT3IYEEV

BEREMR L, UEDS, AREBOHEBRDIE. BhREHEETDT
EMNHERI N,

3. REMMARR (3)
TAFIVZNEFY RIS F U EREEEF 226 T 2 RNFEBPOHEKY
DEEM ZMRET LT,

3—1. WREFOHAN

RIICTRTERB 71X, {LEWAO. 75gIl. IAFIRILKFY R
. BOgERYIFLYSIYI—NL400 32, 11g4aMA. HEAHE
L7ce &7, EREGI ORFBAEERBROAEICT, RIIKRKTEREFSH
SUIDHEKERE Lz, RYITFL V) I—4 0 0B MM,
IAXAFNANKFY REFHATATRIBEARE. R VILR—K20I1FH
BT IANIMREE, RUAFUNIE IV MEIBASFOEDEER
L7,

3—2. HBRAZE
BREFZ2mLASZANA T (BAEFERIRK) IC0. 4mLFTE
L. 60CT4BIETCHRELELEZED, 2—-[[[2—- [ (BEFOFITE
FIV) PX/] —4-EUTZ)] AFI] FF] —N—[4— (M) TN
ZOXARFY) 7z2)0] —3-BEUIUVAILRFHI ROSEEEZETRR
won<whJs>74— (HPLC) ZAVWTEERL. ZOEEX (%) =&
H L7,

3-3. HRERRUVER

HABRBRER3ICRT,
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[0086] [%<3]
EiaH 7 Eibfl 8 EHEHl 9
L &MA 0.75g 0.38g 0.37g
DAFIRIERFT R 1.50g — —
R VILR— k20 - 0.75g -
RUFFI3BET LM - - 0.75g
RUIFLH)a—)L400 32.11g HEE HE
2B #30mL 15mL 15mL
REE®%) | 60°C. 48 84.7 75.9 75.3

[0087]

[0088]

[0089]

[0090]

[0091]

RIDSHALMRLDIC. EfEH 7 ~9 DEFIE, 6 0CT4BEEFWVE
BREWF LU, UEDS, AEBOMEBMIE. DX FILZILEFY RPIE
A A VHREESFRERMLTEH, BhAREMEET DI &L EEINE
4. BhABEIER

AF ORI OHEFHRREZSEROEREERET L/,

4 — 1. WEREFIDRER

EEMAT100. 5mgil. RYTFL>JYIA—I400 (FHZ47F
AVH%ARM) 1. 8mLMATE®RL, BREHEEALLR RUTFL
vJYI—-IA00%EEMATELESZ2. OmL &L, EMREHIT 0DHA
RS LT,

EEMAS0. 4mgil, RYUTFLYY)IA—IL400 (FHZA4TR
IMRARM) &1, SmLMATHEBLL, FMERALLE RUVIFLY
JY)IA—I400%2BEEMATLEE 2. OmL &L, EEF110HEA%
AL,

w7V Y (BEKXEH) 2. 59 RUVILR—K80 (=FAK
TEMARME) 1. 0g. Y UVBBKES M) D LKMY (KELFEEMRS
2%) 129, YYBZKFEF MDA (K ERZEEKRAR) 1. 249
eEFOxO0—R (BBEZIEKERAR) 0. 005 glTEHNAK (KX
HEHMRASH) WA400mLZmMA, IEHBHE LA, BICERBAKEZMAS
OOmL&ELAEBDERBEREFE Lice NMEEMA TS, 3mgll,. BB

ﬂ’—
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[0092]

[0093]

[0094]

[0095]

[0096]

WEFZS., OmLMA TIRHFBWB L., LEBHI1 ORFZRRL =,

4 -2, HABRHZE

BEREF ARV FOROHEFEICEALL, COEETFALEL
BRIEEBEEEICT L TREMR L, FAD4, 8. 1 2X(I2 8BREIC
DY X EZENFIRICHNREL I,

RERARE L2k BFHEE28L. YILI=-T7E—-X2/@E (5mm) &
A2750mLFa—7 (REEF) OFRICANE, Fa—TOEEEAE
%, XY /—IEANTShake Master AutollTHEER
EVFA4X (1, 100rpm, 1098) Lk, D (3, 000 rpm
. ER. 109 oRER. EBEHEFAYNY v IREBE L, ARL
FHEFHET M) v 7 2ZERRBERA I TRERYRETYRRTF GRERE :
—80° C) L*r.

MTEERRLAHE, MERALEERBR TR L, RERAEN
EOMERBIEAZFEL, 10mg./ mL 79+ NUDLEE2% ¥

O. 5mLBLTYNI=Z7E—X2M@ (3mm) AA-2mLFa—
7 (BSEEE) ICAN T, WIREEDOAIcFa1—TOEEXMELR, S
hake Master AutollTHREYVFAX (1, 100rpm,
109M) %, X9 /—)IL0. 5mLAMATHERLE, &0 (11, 00
Orpm, 4C, 1049M@) L. LEZHEERIRIEIR~ M) v 7 REARE LE
. ERETHEENRECHERE (REERE: —80° C) Lk,

HWFERRCT vibF YD LATHERLEIE U - fERARS IREE R D1k
BMADREBERTFELZRV(ESERKIOY NI S T4 — SV TLE
E9#Et (HPLC /MS /MS) TRELL, HFERICERINLRIE
HFAEDICETNIRETHHL

BH. BRERT. TREThOUVTFORILB/OLNIEEMADKFE
FLIEREEZThThMA, DWW LAROEHTE > TIELEW A DIEHEE
RFLIZBELEFHELL, COERBRTIE. EFERT2EROI Y FORODF
1 (BREKRTIFELR4EOR) 28REARTRLUK,
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[0097] HHFAHERDILEMADOEERIL LEVADORELRNER. BEEICHT
FREEEZFEL. LEVMADERSETEZ I LICL>TEELL, ZOREE
i, RS EREBENEEICBSITA2RESALBEFARTFOLEMADEREFERZ
~LTW3,

[0098] HEIRARISIRADIREIZ. AELLILEMADEZER LR, INICOW
ICAWIEEREEOE TEIZ & ICL > TEHE L, COREEIE. BT
FARED S IEARIE IR IOEZES N LEMADREE R LTW D,

[0099] 4 —3. HRERRUER

EAAER, 8BH%. 1 2BHBLV2 SEBROBTFEHRNICEET ZLE
MADEEE (%) RUEALBROEREEFDOLENADRE (kg ./
g) BR4ICTT,
[0100] [3&4]

=il 10 EiEE 11 e B4 1
L& MmA 100.5mg 50.4mg (ésﬁ?’{?ﬁ)
RKUZTFL2Sa3—)400 = HE -
BV — - 2.5¢g
U7 &Pl WEFFN/ & it - - 12g
)UBZKEBFFUDL — - 1.2g
AR YILR— 180 - — 1.0g
EoA0—X — - 0.005¢
SESTAK - - EE
2= 2.0mL 2.0mL 500mL
HTARRSE (mé%%w) (oé%kw) (mgﬁﬁw@
458 73.3 71.9 15.8
Jfeawa 8i 54.9 54.1 —
m*ﬁg?ﬁg 1258 56.0 - 8.8
2858 - 22.2 -
LAMA
R 458 1.45 0.716 0.102
(Mg/9)

[0101] KAHDLEASHGREDIC, HiEehl1 ORV 1 1 DRANL, L& 1 DA
ICEARTDICEWHTFERBREER CRRISIERE 2R Ui, BEMS,
AREBOMEKDIE. HFERICERSEINEHICBN HREREMZET S
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[0102]

[0103]

[0104]

[0105]

[0106]

ENERI N,

5. RIBHER
VEGFHEEVYFEERNEZAETEETNERWVWT, LEWADKY
IFLYTYI-NLA400RANOERMEZIMLL, BEVEGFIE, HTF
FERIESICEL YRERGRERONEZE B ZTEIE S EHERE (Invest Opht
halmol Vis Sci. 2013; 54(1):503-11.) XhTHY. HEE IREENESESE
EHEORE (B2, RRFEEEE, BRARITEE. HRRIRESEE #
EEREASE. BHEMBEREMSRE) OFRISANAIhTWS,
5—1. WEBREKOREAR

ANMEEMA 1. S5gil. RYITFLYFYI—IL400 (Himkkxsit)
Z12mLMATHEEL, BAEEHERELLE. R)VTFLYT)I-L40
O%ZBMEMATRE%R15mL &L,

5—-2. #BAE

(EMIEHE)
JHXFICERTIYIVEFRRBLIV2%F STV VEFRDERKR (7 -
1) TmL/ "k gZHRANKZSE L TE2EMEL. 0. 5%bOEAIF-0
. BRIEMT7 L7 VERRERBLTHIEI L, Z0O®R, KEFQ
LUICHIEZBEDITRaWVWLD 27 GHEZRWT., HFERIIEEMABRE
S5ulLFA (=0. 5mg eye) L, s, EFRSEOVHFITK
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(VEGFEFERVYFRERNESESBMETETTIVERAE)
EMBED2NA%E. VTFICERTIIVERBRELT2%F OS5IV
EHRORER (7 :1) 1TmL ./ k g=HARKSLTEEMREL. O.
5%rOEAIR-0. 5RIEBT7z-LIY VARBESBLTHEIY
oo TODHE. KEELALOCICHERZBEDITRVWEDI 27 G EBVWT, BT
ARICVEGF (50ug./mL) #10uLFEALL, EBEHOYYFIC
WVEGFORDYIZPBS () VERENR) %2BERRICIERS L,

(FH\E %)
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VEGFREMD2H8%. 9 HFIC10%I7NLF LA ViEREO. 1mL
Sk g#RAZS Lice ZIFLEA VRS 20/8%,. 7047074 X b
)—ILEYHETFEHRAOTILA LA VBEARAEL., ChEERLNESEME
DEEE L,

[0107] Zo#%. R 1ICHW, VEGFABIEREI THRNESBMETEICRT S
. BEEYOMFEIE (%) 28H Lk, BRERLICTT, b, BEHOH
B8 THhHY., TOTHELMBIREHICA W,

[0108] [X1] WEMESESBUHIIFIE (%) = (Avy—Az) / (Ay—Ayx) X10
0

Ay :E# (=RYVITFLYY)I2—1400) %#5+PBSKREEHDHTF
BRI LA VRE

Ay :ZF (=R)VITFLYF)I—-)L400) #5+VEGFREEDH
FHEEBEIILA LA VBE

A, bEMAKRE+VEGFREEOHETERINI LA VIRE

[0109] [%&5]

wHRME (%)
E&MA 0.5mg/eye 95.3

[0110] LEOHERHLIL. LEMADRYIFL VI -4 0 0&AIE. BT
FERBESD2HMARICBEVWTEVEGFEROMEMEEBMAEICT LT
BNEIHEIREE T2 ENEEREIN, AFEBOMEMYIE. FERFBEE
fE. MERFEIEE. MIRRIREISEE. MRERFASEE. BHINHERE
Mo OHEIR/IREENERENES T 2BRREBERICH L TRIABR&EN
ICBRZBLANREBT DI ENRINE,
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[5KIAT]
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[5K1R3]

AR DEEH
® (1)
[1£3]
0 =
|_R1
|
AN N X
H
=
N S M
N
D
/N
(XA,

RVUIKFRF. NAOFVRF. e FOFVILE, Ci_T7ILFIL
E 1EELLEEREONOS VRERFTERINLC s 7ILFI
B Ci_¢7NaAFTEXRBT1EELLIFEBEONOTVRFTE
BINEC s 7NIFVEERL, ;

R2GKFRRTF. Cr_s7IFIE, Ci_s7IFIANKZIEX
ETEELLIZEREOE ROFVIIETEBRINLZC s T7ILFIL
ANWVRZNEERT]
TRINDEEMXEZOERVCRYIFLYI) - EEEFTS
=R,

X (1) IKBVWT,

RIHANC e 7IIAFVERE 1 EE L ZEREONDST VRTF
TEBRINEC ¢ 7ILAFVEAERL, ;

R2ZAC_¢ 7 FIANRZILEXIGTEE L IZEREOLE R
OF VINETEBRINLC ¢ FILFILANRZIELERT., BEXKE
1 EDE D = ZHE AR,

X (1) IEBVWT,

R'AMTEELLIEEREONOT VERFTEBRINLZC T
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[EK1R4]

[E5KIR5]

[55KIR6]

[5FK1R7]

[E5KIR8]

[E5KIR9]

[EK1R10]

FRIE]

[EKk1R12]
[E5KIR13]

Rz2MTEZELCEEHEOL FKOFVIETEBRINKLC -7
IWFIVAIVRZIEZRY, BRIE 1 SBOERHEXD,

R® (1) TRINWBLEYY. 2— [ [[2— [ (ErRAFVTE
FI) 7R/] —4-EYTZ)I] AFN] FAF] —N— [4— (k
DZFAANFY) JxZ)] —3-E)IUVHILKRFHIRNTDH
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RUIFLYZYI-ILOFHIRFEN100MNS2 00 0DEH
WTHD, BEKRE1~4OWThH—IRICEEDEZZEKRY,

RUIFLYJYI-IILOFEHARFEN 200056 0 0DEHENR
THd. BRKET~40WThH—IHICEEKDEZMERY.

RYVIFLYIYI-LHINPEGL400THD, HRE1~40D0
TN —IHICEREHOEZHRA,

AERERERYT,. RUIFLYFYI-LOESEEN 70~9
9. 99% (w/w) TH3, BFXRET1I~T7TOWTNHI—IBEICEEHD
= SR A,

X (1) TRINDZELEYPRXIZEOBBOEHEEN. 0. 01~20
% (w/v) TH?D, BRKE1~8DVWTFNH—IBICEEEHOERMER
1,

REBE FHHXIIEET 2/ODEKET ~9D0WVWThH—IEICE
B D = FE MR,

REELSMENMERME M, BRFREIEE. RRARERE. FERRIR
FAZEE. EEEREARE. R — MRIKGENSE. BERELEEIRIE
B, EARMARSIRITAENE. MRREITE. RES. R RERE
(radiation retinopathy) . #IEIRA—T 2, MEFHEZAEX
IS IETEME I T AEIERE (PVR) T 3. 35KIE 1 O BBHE D EZEMERY

HFAERBSHATH S, HKRE1OXIE T 1 ICEREHOEFEMBHM.

TEHNCDE, 1~100ulLESIND, BFKIE1 2EHOEZEME
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Description
TECHNICAL FIELD

[0001] The present invention relates to a pharmaceutical composition comprising a compound represented by the
formula (1):

[Formula 1]
0 “ I
TR
X N x
H
/ ,
N S (1)
§
X SR2

N
[wherein

R represents a hydrogen atom, a halogen atom, a hydroxyl group, a C4_g alkyl group, a C,_ alkyl group substituted
by one or more halogen atoms, a C,_g alkoxyl group or a C,_g alkoxyl group substituted by one or more halogen
atoms; and

RZ2represents a hydrogen atom, a C4_g alkylgroup, a C4_galkylcarbonyl group or a C4_g alkylcarbonyl group substituted
by one or more hydroxyl groups]

or a salt thereof and polyethylene glycol, and a method for stabilizing said compound or a salt thereof.
BACKGROUND ART

[0002] It has been disclosed in Patent Document 1 that the compound represented by the formula (1) shows a cell
proliferation inhibiting action in the test system using a VEGF-induced HUVEC proliferation reaction evaluating system,
shows a tumor proliferation inhibiting action in the test system using a tumor-bearing mouse model, shows a feet swollen
inhibiting action in the test system using a rat adjuvant arthritis model, and shows a choroidal neovascular inhibiting
action in the test system using a rat choroidal neovascularization model. Further, the compound represented by the
formula (1) is useful as a medicine from their pharmacological function, in particular, it has been disclosed that it is
expected to be a prophylaxis or treatment agent of the diseases such as cancer, rheumatoid arthritis, age-related macular
degeneration, diabetic retinopathy and diabetic macular edema, etc.

[0003] Also, in Patent Document 2, there are disclosed a benzenesulfonic acid salt of 2-[ [[2-[(hydroxyacetyl)amino]-
4-pyridinyl]methyl]thio]-N-[4-(trifluoromethoxy)-phenyl]-3-pyridinecaboxamide, which is one of the compound represent-
ed by the formula (1), crystal thereof, crystal polymorphism thereof and processes for producing these. In addition, it
has also been disclosed that a benzenesulfonic acid salt of 2-[[[2-[(hydroxyacetyl)amino] -4-pyridinylJmethyl] thio] -N-
[4-(trifluoromethoxy)phenyl] -3-pyridinecaboxamide is excellent in storage stability, and no deposition of minerals is
recognized in the stomach even when repeated oral administration is carried out.

[0004] On the other hand, in Patent Documents 3 to 5, there are disclosed a composition for ophthalmology containing
N-[4-(3-amino-1H-indazol-4-yl)phenyl]-N'-(2-fluoro-5-methylphenyl)urea which is a compound inhibiting receptor tyro-
sine kinase and polyethylene glycol.

[0005] Further, in Patent Document 6, a composition for ophthalmology containing rapamycin and polyethylene glycol
has been disclosed.

[0006] However, in Patent Documents 1 to 6, a pharmaceutical composition containing a compound represented by
the formula (1) or a salt thereof and polyethylene glycol is not disclosed, and it is never disclosed that the polyethylene
glycol improves stability of the pharmacologically active compound in the pharmaceutical composition.
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PRIOR ART DOCUMENTS
PATENT DOCUMENTS
[0007]

Patent Document 1: US Patent Application Publication No. 2007/0149574A
Patent Document 2: US Patent Application Publication No. 2012/0116088A
Patent Document 3: WO 2007/076358A

Patent Document 4: WO2009/014510A

Patent Document 5: WO2010/101971A

Patent Document 6: US Patent No. 8,367,097

SUMMARY OF INVENTION
TECHNICAL PROBLEM

[0008] The present inventors have found that, in the development stage of a pharmaceutical composition containing
the compound represented by the above-mentioned formula (1) or a salt thereof (in the following, it is also referred to
as "the present compound"), stability of the present compound is remarkably lowered in a pharmaceutical composition
in which the present compound is being dissolved.

[0009] An object of the present invention is to provide a pharmaceutical composition in which the pharmacedutical
composition contains the present compound, the present compound in the pharmaceutical composition is stable, and
the pharmaceutical composition sustains release of the present compound.

SOLUTION TO PROBLEM

[0010] The present inventors have intensively studied about the solvent (for example, polyethylene glycol, dimethyl-
sulfoxide, N-methylpyrrolidone, N,N-dimethylacetamide) to dissolve the present compound to solve the above-mentioned
problems, and as aresult, they have found that the present compound in a pharmaceutical composition has high residual
ratio under long term storage wherein polyethylene glycol is used for. The present invention has been accomplished.
[0011] That s, the present invention relates to the following.

(1) A pharmaceutical composition comprising a compound represented by the above-mentioned formula (1) or a
salt thereof and polyethylene glycol.
(2) The pharmaceutical composition described in the above-mentioned (1), wherein, in the above-mentioned formula

(1,

R represents a C4_g alkoxyl group or a C4_g alkoxyl group substituted by one or more halogen atoms; and
R2 represents a Cy_g alkylcarbonyl group or a C,_g alkylcarbonyl group substituted by one or more hydroxyl
groups.

(3) The pharmaceutical composition described in the above-mentioned (1), wherein, in the above-mentioned formula
M,

R represents a Cy_g alkoxyl group substituted by one or more halogen atoms; and

R2 represents a C4_g alkylcarbonyl group substituted by one or more hydroxyl groups.

(4) The pharmaceutical composition described in the above-mentioned (1), wherein the compound represented by
the above-mentioned formula (1) is 2-[[[2-[(hydroxyacetyl)-amino]-4-pyridinyl]methyl]thio]-N-[4-(trifluorometh-
oxy)phenyl]-3-pyridine-caboxamide.

(5) The pharmaceutical composition described in the above-mentioned any one of (1) to (4), wherein an average
molecular weight of the polyethylene glycol is within the range of 100 to 2,000.

(6) The pharmaceutical composition described in the above-mentioned any one of (1) to (4), wherein an average
molecular weight of the polyethylene glycol is within the range of 200 to 600.

(7) The pharmaceutical composition described in the above-mentioned any one of (1) to (4), wherein the polyethylene
glycol is PEG 400.

(8) The pharmaceutical composition described in the above-mentioned any one of (1) to (7), wherein the amount
of the polyethylene glycol in the pharmaceutical compaosition is 70 to 99.99% (w/w).

(9) The pharmaceutical composition described in the above-mentioned any one of (1) to (8), wherein the amount
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of the compound represented by the above-mentioned formula (1) or a salt thereof is 0.01 to 20% (w/v).

(10) The pharmaceutical composition described in the above-mentioned any one of (1) to (9), wherein it is used for
prophylaxis or treatment of an eye disease.

(11) The pharmaceutical composition described in the above-mentioned (10), wherein the eye disease is age-related
macular degeneration, diabetic retinopathy, retinopathy of prematurity, retinal vein occlusion, retinal artery occlusion,
polypoidal choroidal vasculopathy, retinal angiomatous proliferation, myopic choroidal neovascularization, diabetic
macular edema, ocular tumor, radiation retinopathy, iris rubeosis, neovascular glaucoma or proliferative vitreoretin-
opathy (PVR).

(12) The pharmaceutical composition described in the above-mentioned (10) or (11), wherein it is for intravitreal
administration.

(13) The pharmaceutical composition described in the above-mentioned (12), wherein it is administered with 1 to
100 p.L per one time.

(14) The pharmaceutical composition described in the above-mentioned (12) or (13), wherein it is administered with
an interval of once a week to once 3 years.

(15) A method for stabilizing the compound represented by the above-mentioned formula (1) or a salt thereof which
comprises dissolving the above-mentioned formula (1) or a salt thereof in polyethylene glycol.

(16) The method described in the above-mentioned (15), wherein the compound represented by the above-mentioned
formula (1) is 2-[[[2-[(hydroxyacetyl)amino]-4-pyridinyllmethyl]thio]-N-[4-(trifluoromethoxy)phenyl]-3-pyridinecabox-
amide.

[0012] Further, the present invention relates to the following.
(17) The method described in the above-mentioned (15), wherein, in the above-mentioned formula (1),

R represents a C4_g alkoxyl group or a C4_ alkoxyl group substituted by one or more halogen atoms; and

R2 represents a Cy_q alkylcarbonyl group or a C,_g alkylcarbonyl group substituted by one or more hydroxyl
groups. (18) The pharmaceutical composition described in the above-mentioned (15), wherein, in the above-
mentioned formula (1),

R’ represents a C,_g alkoxyl group substituted by one or more halogen atoms; and

RZ represents a Cq_g alkylcarbonyl group substituted by one or more hydroxyl groups.

(19) The pharmaceutical composition described in the above-mentioned any one of (1) to (16), wherein it is for a
long term preservation.

(20) The pharmaceutical composition described in the above-mentioned any one of (1) to (16), wherein it is for
sustained release.

[0013] Incidentally, eachof the constitutions of the above-mentioned (1) to (20) may be combined by optionally selecting
2 or more.

ADVANTAGEOUS EFFECTS OF INVENTION

[0014] According to the present invention, a pharmaceutical composition can be provided in which the present com-
pound in the pharmaceutical composition has been stabilized for a long term. In addition, the pharmaceutical composition
of the present invention sustains release of the present compound, and effective against the retinochoroidal vascular
permeability promotion model for a long period of time, so that it is useful as a prophylaxis or treatment agent for age-
related macular degeneration, diabetic retinopathy, retinopathy of prematurity, retinal vein occlusion, retinal artery oc-
clusion, polypoidal choroidal vasculopathy, retinal angiomatous proliferation, myopic choroidal neovascularization, dia-
betic macular edema, ocular tumor, radiation retinopathy, iris rubeosis, neovascular glaucoma, proliferative vitreoretin-
opathy (PVR), etc. Further, the pharmaceutical composition of the present invention has sufficient safety as a medicine.

DESCRIPTION OF EMBODIMENTS

[0015] In the following, the present invention is explained in detail.

[0016] The pharmaceutical composition of the present invention contains the compound represented by the above-
mentioned formula (1) or a salt thereof (the present compound).

[0017] The "halogen atom" means fluorine, chlorine, bromine or iodine.

[0018] The "C,g alkyl group" represents a linear or branched alkyl group having 1 to 6 carbon atoms, and preferably
a linear or branched alkyl group having 1 to 4 carbon atoms. Specific examples include a methyl group, an ethyl group,
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an n-propyl group, an n-butyl group, an n-pentyl group, an n-hexyl group, an isopropyl group, an isobutyl group, a sec-
butyl group, a tert-butyl group, an isopentyl group, etc.

[0019] The "C,¢ alkoxyl group” represents a group in which the hydrogen atom(s) of the hydroxyl group(s) is/are
substituted by the above-mentioned C,_g alkyl group. Specific examples include a methoxy group, an ethoxy group, an
n-propoxy group, an n-butoxy group, an n-pentoxy group, an n-hexyloxy group, an isopropoxy group, an isobutoxy group,
a sec-butoxy group, a tert-butoxy group, an isopentyloxy group, etc.

[0020] The"C,_galkylcarbonyl group" represents a group in which the hydrogen atom of the formyl group is substituted
by the above-mentioned C4_¢ alkyl group. Specific examples include a methylcarbonyl group (an acetyl group), an
ethylcarbonyl group, an n-propylcarbonyl group, an n-butylcarbonyl group, an n-pentylcarbonyl group, an n-hexylcarbonyl
group, an isopropylcarbonyl group, an isobutylcarbonyl group, a secbutylcarbonyl group, a tert-butylcarbonyl group, an
isopentylcarbonyl group, etc.

[0021] The terms "substituted by one or more halogen atoms” referred to in the present invention" means that the
above-mentioned C,_g alkyl group is substituted by one or more and a substitutable number or less of the halogen atoms.
The respective halogen atoms may be the same or different from each other, and a number of the halogen atoms is
preferably the case of 2 or 3, particularly preferably the case of 3.

[0022] The terms "substituted by one or more hydroxyl groups"” referred to in the present invention" means that the
above-mentioned C,_¢ alkyl group is substituted by one or more and a substitutable number or less of the hydroxyl
groups. A number of the hydroxyl groups is preferably the case of 1 or 2, particularly preferably the case of 1.

[0023] Also, the present compound in the present invention contains a derivative such as an ester, an amide, etc.
Specific examples of the ester may be exemplified by an ester in which the hydroxyl group(s) in the present compound
and a carboxylic acid such as acetic acid, propionic acid, isopropionic acid, butyric acid, isobutyric acid, pivalic acid,
etc., are condensed. Specific examples of the amide may be exemplified by an amide in which the amino group in the
present compound and a carboxylic acid such as acetic acid, propionic acid, isopropionic acid, butyric acid, isobutyric
acid, pivalic acid, etc., are condensed.

[0024] In addition, the present compound may have a form of a hydrate or a solvate.

[0025] When geometric isomer, tautomer or optical isomer is present in the present compound, these isomers are
also included in the scope of the present invention.

[0026] Further, when crystal polymorphism is present in the present compound, crystal polymorphs are also included
in the scope of the present invention.

[0027] Preferred examples of (a) the compound represented by the formula (1) include a compound in which the
respective groups in the formula (1) are the groups shown below, or a salt thereof.

(a1) R represents a C,_q alkoxyl group or a C4_g alkoxyl group substituted by one or more halogen atoms; and/or
(a2) R2 represents a C44 alkylcarbonyl group or a C4_¢ alkylcarbonyl group substituted by one or more hydroxy!
groups.

[0028] That is, the compound represented by the formula (1), a compound or a salt thereof comprising one or two or
more respective combinations selected from the above-mentioned (a1) and (a2) include as a preferred example(s).

(b) More preferred example of the compound represented by the formula (1) includes a compound or a salt thereof
in which each group in the formula (1) is a group mentioned below.

(b1) R represents a C4_g alkoxyl group substituted by one or more halogen atoms; and/or

(b2) R2 represents a Cy_g alkylcarbonyl group substituted by one or more hydroxyl groups.

[0029] That is, the compound represented by the formula (1) includes a compound comprising 1 or 2 or more combi-
nations selected from the above-mentioned (b1) and (b2) or a salt thereof as a preferred example. Also, the selected
conditions may be combined with the conditions of (a).

[0030] Most preferred example of (c) the compound represented by the formula (1) is the compound (2-[[[2-[(hydroxy-
acetyl)amino]-4-pyridinyllmethyl]-thio]-N-[4-(trifluoromethoxy)phenyl]-3-pyridinecaboxamide) represented by the formu-
la (2):
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[Formula 2]
(0] F
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or a salt thereof.

[0031] The compound represented by the formula (1) or a salt thereof contained in the pharmaceutical composition
of the present invention can be manufactured according to the usual method in this field of the art such as the method
disclosed in the specification of US Patent Application Publication No. 2007/0149574, etc.

[0032] In the pharmaceutical composition of the present invention, in stead of the compound represented by the
formula (1), the effect of the present invention can be obtained when a tyrosine kinase inhibitor selected from the group
consisting of Tafetinib, SIM-817378, ACTB-1003, Chiauranib, CT-53608, Cinnamon, chim4G8-SDIE, CEP-5214, IMC-
1C11, CEP-7055, 3-[5-[2-[N-(2-Methoxyethyl)-N-methylamino]ethoxy]-1H-indol-2-yl]quinolin-2(1H)-one, hF4-3C5, ZK-
CDK, IMC-EB10, LS-104, CYC-116, OSI1-930, PF-337210, JNJ-26483327, SSR-106462, R-1530, PRS-050, TG-02, SC-
71710, SB-1578, AMG-191, AMG-820, Sulfatinib, Lucitanib hydrochloride, JNJ-28312141, llorasertib, PLX-5622, ARRY-
382, TAS-115, Tanibirumab, Henatinib, LY-2457546, PLX-7486, FPA-008, NVP-AEE-788, cgi-1842, RAF-265, MK-
2461, SG-00529, Rebastinib, Golvatinib, Roniciclib, BVT-II, X-82, XV-615, KD-020, Lestaurtinib, Delphinidin, Semaxanib,
Vatalanib, 0SI-632, Telatinib, Alacizumab pegol, ATN-224, Tivozanib, XL-999, lcrucumab, Foretinib, Crenolanib be-
sylate, R-406, Brivanib, Pegdinetanib, TG-100572, Olaratumab, Fostamatinib disodium, BMS-690514, AT-9283, MGCD-
265, Quizartinib, ENMD-981693, Famitinib, Anlotinib, Tovetumab, PLX-3397, Fruquintinib, (-)-Epigallocatechin, Midos-
taurin, NSC-706456, Orantinib, Cediranib, Dovitinib, XL-647, Motesanib, Linifanib, Brivanib, Cediranib, Apatinib, Fedrat-
inib, Pacritinib, Ramucirumab, Intedanib, Masitinib, Elemene, Dihydroartemisinin, WS-1442, Itraconazole, Leflunomide,
Dihydroartemisinin, Imatinib, Sorafenib, Sunitinib, Dasatinib, Pazopanib, Vandetanib, Axitinib, Regorafenib, Cabozan-
tinib and Ponatinib is used. That is, it is possible to provide a pharmaceutical composition in which these tyrosine kinase
inhibitors in the pharmaceutical composition are stabilized for a long period of time. Moreover, the pharmaceutical
composition sustaines release of the tyrosine kinase inhibitor, is effective against a retinochoroidal vascular permeability
promotion model for a long period of time, and useful as a prophylaxis or treatment agent for age-related macular
degeneration, diabetic retinopathy, retinopathy of prematurity, retinal vein occlusion, retinal artery occlusion, polypoidal
choroidal vasculopathy, retinal angiomatous proliferation, myopic choroidal neovascularization, diabetic macular edema,
ocular tumor, radiation retinopathy, iris rubeosis, neovascular glaucoma, proliferative vitreoretinopathy (PVR), etc. Fur-
ther, the pharmaceutical composition has sufficient safety as a medicine.

[0033] Inthe pharmaceutical composition of the present invention, a salt of the compound represented by the formula
(1) is not particularly limited so long as it is acceptable as a pharmaceutical, and the salt includes a salt with an inorganic
acid, a salt with an organic acid, a quaternary ammonium salt, a salt with a halogen ion, a salt with an alkali metal, a
salt with an alkaline earth metal, a metal salt, a salt with an organic amine, etc. The salt with the inorganic acid includes
a salt with hydrochloric acid, hydrobromic acid, hydroiodic acid, nitric acid, sulfuric acid, phosphoric acid, etc. The salt
with the organic acid includes a salt with acetic acid, oxalic acid, fumaric acid, maleic acid, succinic acid, malic acid,
citric acid, tartaric acid, adipic acid, gluconic acid, glucoheptonic acid, glucuronic acid, terephthalic acid, methanesulfonic
acid, alanine, lactic acid, hippuric acid, 1,2-ethanedisulfonic acid, isethionic acid, lactobionic acid, oleic acid, gallic acid,
pamoic acid, polygalacturonic acid, stearic acid, tannic acid, trifluoromethanesulfonic acid, benzenesulfonic acid, p-
toluenesulfonic acid, lauryl sulfate, methyl sulfate, naphthalenesulfonic acid, sulfosalicylic acid, etc. The quaternary
ammonium salt includes a salt with methyl bromide, methyl iodide, etc. The salt with the halogen ion includes a salt with
a chloride ion, a bromide ion, aniodide ion, etc., the salt with an alkali metalincludes a salt with lithium, sodium, potassium,
etc., the salt with an alkaline earth metal includes a salt with calcium, magnesium, etc., the metal salt includes a salt
with iron, zinc, etc. The salt with the organic amine includes a salt with triethylenediamine, 2-aminoethanol, 2,2-imino-
bis(ethanol), 1-deoxy-1-(methylamino)-2-D-sorbitol, 2-amino-2-(hydroxymethyl)-1,3-propanediol, procaine, N,N-
bis(phenylmethyl)-1,2-ethanediamine, etc.
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[0034] In the pharmaceutical composition of the present invention, a concentration of the compound represented by
the formula (1) or a salt thereof is not particularly limited so long as it is an amount sufficient for exhibiting a desired
medicinal effect, and preferably 0.01 to 20% (w/v), more preferably 0.1 to 15% (w/v), further preferably 0.5 to 12% (w/v),
further more preferably 1 to 10% (w/v), particularly preferably 1 to 8% (w/v), and most preferably 1% (w/v), 1.5% (w/v),
2% (WIV), 2.5% (WIV), 3% (W/v), 3.5% (WIV), 4% (WIv), 5% (WIV), 6% (WIV), 7% (W/v) or 8% (w/v).

[0035] The polyethylene glycol (PEG) contained in the pharmaceutical composition of the present invention is a pol-
yether in which ethylene glycols are polymerized, which is represented by the chemical formula HO(CH,CH,0),H, where
n is a number of polymerization. The polyethylene glycol (PEG) may be used those commercially available, or those
produced according to the usual method in this field of the art.

[0036] In the pharmaceutical composition of the present invention, an average molecular weight of the polyethylene
glycol is preferably 100 to 2,000, more preferably 100 to 1,000, further preferably 100 to 800, more preferably 200 to
600, further more preferably 400 to 600, particularly preferably 400 and 600, and most preferably 400. Specific examples
of the polyethylene glycol include PEG 100, PEG 200, PEG 300, PEG 400, PEG 600, PEG 800, etc.

[0037] Inthe pharmaceutical composition of the present invention, the amount of the polyethylene glycol is preferably
70 t0 99.99% (w/w), more preferably 80 to 99.9% (w/w), further preferably 90 to 99.5% (w/w), particularly preferably 92
to 99.3% (w/w), and most preferably 93 to 99% (w/w).

[0038] In the pharmaceutical composition of the present invention, an additive may be used, if necessary, and as the
additive, a surfactant, a buffer, an isotonicifier, a stabilizer, an anticeptic, an antioxidant, a high-molecular weight polymer,
etc., may be added.

[0039] In the pharmaceutical composition of the present invention, a surfactant which can be used as an additive(s)
for the medicine, for example, a cationic surfactant, an anionic surfactant and/or a nonionic surfactant may be formulated.
Examples of the anionic surfactant include phospholipid, etc., and the phospholipid include lecithin, etc. Examples of
the cationic surfactant include an alkylamine salt, an alkylamine polyoxyethylene adduct, a fatty acid triethanolamine
monoester salt, an acylaminoethyldiethylamine salt, a fatty acid polyamine condensate, an alkyltrimethyl ammonium
salt, a dialkyldimethylammonium salt, an alkyldimethyl-benzyl ammonium salt, an alkyl pyridinium salt, an acylaminoalkyl
type ammonium salt, an acylaminoalkyl pyridinium salt, a diacyloxyethylammonium salt, an alkylimidazoline, a 1-acylami-
noethyl-2-alkylimidazoline, a 1-hydroxylethyl-2-alkylimidazoline, etc. The alkyldimethylbenzyl ammonium salt include
benzalkonium chloride, cetalkonium chloride, etc. Examples of the nonionic surfactant include a polyoxyethylene fatty
acid ester, a polyoxyethylene sorbitan fatty acid ester, a polyoxyethylene hardened castor oil, a polyoxyethylene castor
oil, a polyoxyethylene polyoxypropylene glycol, a sucrose fatty acid ester, vitamin E TPGS, etc.

[0040] The polyoxyethylene fatty acid ester include polyoxyl 40 stearate, etc.

[0041] The polyoxyethylene sorbitan fatty acid ester include polysorbate 80, polysorbate 60, polysorbate 40, polyox-
yethylene sorbitan monolaurate, polyoxyethylene sorbitan trioleate, polysorbate 65, etc.

[0042] As the polyoxyethylene hardened castor oil, various polyoxyethylene hardened castor oils different in the po-
lymerization number of the ethylene oxide may be used, and the polymerization number of the ethylene oxide is preferably
10 to 100, more preferably 20 to 80, particularly preferably 40 to 70, and most preferably 60. Specific examples of the
polyoxyethylene hardened castor oil include polyoxy-ethylene hardened castor oil 10, polyoxyethylene hardened castor
oil 40, polyoxy-ethylene hardened castor oil 50, polyoxyethylene hardened castor oil 60, etc.

[0043] As the polyoxyethylene castor ail, various polyoxyethylene castor oils different in the polymerization number
of the ethylene oxide may be used, and the polymerization number of the ethylene oxide is preferably 5 to 100, more
preferably 20 to 50, particularly preferably 30 to 40, and most preferably 35. Specific examples of the polyoxyethylene
castor oil include Polyoxyl 5 castor oil, Polyoxyl 9 castor oil, Polyoxyl 15 castor oil, Polyoxyl 35 castor oil, Polyoxyl 40
castor ail, etc.

[0044] The polyoxyethylene polyoxypropylene glycol include polyoxyethylene (160) polyoxypropylene (30) glycol,
polyoxyethylene (42) polyoxypropylene (67) glycol, polyoxyethylene (54) polyoxypropylene (39) glycol, polyoxyethylene
(196) polyoxypropylene (67) glycol, polyoxyethylene (20) polyoxypropylene (20) glycol, etc.

[0045] The sucrose fatty acid ester include polyoxyl 40 stearate, etc.

[0046] The vitamin E TPGS is also called as tocopherol polyethylene glycol 1000 succinate.

[0047] Into the pharmaceutical composition of the present invention, a buffer which can be used as an additive for a
medicine may be formulated. Examples of the buffer include phosphoric acid or a salt thereof, boric acid or a salt thereof,
citric acid or a salt thereof, acetic acid or a salt thereof, carbonic acid or a salt thereof, tartaric acid or a salt thereof, ¢-
aminocaproic acid, trometamol, etc. Examples of the phosphate include sodium phosphate, sodium dihydrogen phos-
phate, disodium hydrogen phosphate, potassium phosphate, potassium dihydrogen phosphate, dipotassium hydrogen
phosphate, etc., the borate include borax, sodium borate, potassium borate, etc., the citrate include sodium citrate,
disodium citrate, etc., the acetate include sodium acetate, potassium acetate, etc., the carbonate include sodium car-
bonate, sodium hydrogen carbonate, etc., and the tartarate include sodium tartarate, potassium tartarate, etc.

[0048] Into the pharmaceutical composition of the present invention, an isotonicifier which can be used as an additive
for a medicine may be optionally formulated. Examples of the isotonicifier include an ionic isotonicifier and a nonionic
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isotonicifier, etc. The ionic isotonicifier include sodium chloride, potassium chloride, calcium chloride, magnesium chlo-
ride, etc., and the nonionic isotonicifier include glycerin, propylene glycol, sorbitol, mannitol, etc.

[0049] Into the pharmaceutical composition of the present invention, a stabilizer which can be used as an additive for
a medicine may be optionally formulated. Examples of the stabilizer include edetic acid, sodium edetate, sodium citrate,
etc.

[0050] Into the pharmaceutical composition of the present invention, an anticeptic which can be used as an additive
for a medicine may be optionally formulated. Examples of the anticeptic include benzalkonium chloride, benzalkonium
bromide, benzethonium chloride, sorbic acid, potassium sorbate, methyl paraoxybenzoate, propyl paraoxybenzoate,
chlorobutanol, etc.

[0051] Into the pharmaceutical composition of the present invention, an antioxidant which can be used as an additive
for a medicine may be optionally formulated. Examples of the antioxidant include ascorbic acid, tocopherol, dibutylhy-
droxytoluene, butylhydroxyanisole, sodium erythorbate, propyl gallate, sodium sulfite, etc.

[0052] Into the pharmaceutical composition of the present invention, a high-molecular weight polymer which can be
used as an additive for a medicine may be optionally formulated. Examples of the high-molecular weight polymer include
methyl cellulose, ethyl cellulose, hydroxymethyl cellulose, hydroxyethyl cellulose, hydroxypropyl cellulose, hydroxyethyl
methyl cellulose, hydroxypropyl methyl cellulose, carboxymethyl cellulose, sodium carboxymethyl cellulose, hydroxy-
propyl methyl cellulose acetate succinate, hydroxypropyl methyl cellulose phthalate, carboxymethyl ethyl cellulose,
cellulose phthalate acetate, polyvinylpyrrolidone, polyvinyl alcohol, carboxyvinyl polymer, polyethylene glycol, etc.
[0053] A concentration of the additives when the additive(s) is/are formulated into the pharmaceutical composition of
the present invention may be optionally adjusted depending on the kind(s) of the additive(s), and the total amount thereof
is preferably 0.0001 to 20% (w/v), more preferably 0.001 to 10% (w/v), further preferably 0.01 to 8% (w/v), particularly
preferably 0.1 to 5% (w/v), and most preferably 1 to 3% (w/v).

[0054] Into the pharmaceutical composition of the present invention, a solvent which can be used as an additive for
a medicine may be optionally formulated. Examples of the solvent include dimethylsulfoxide, N-methylpyrrolidone, N,N-
dimethylacetamide, ethanol, etc.

[0055] A concentration of the additives when the solvent(s) is/are formulated into the pharmaceutical composition of
the present invention may be optionally adjusted depending on the kind(s) of the solvent(s), and the total amount thereof
is preferably 0.1 to 30% (w/v), more preferably 1 to 20% (w/v), further preferably 1.5 to 15% (w/v), particularly preferably
2 t0 10% (w/v), and most preferably 3 to 7% (w/v).

[0056] In the pharmaceutical composition of the present invention, a pharmaceutical composition substantially con-
taining the compound represented by the formula (1) or a salt thereof and polyethylene glycol alone is preferred. In this
case, a concentration of the compound represented by the formula (1) or a salt thereof is preferably 0.01 to 20% (w/v),
more preferably 0.1 to 15% (w/v), further preferably 0.5 to 12% (w/v), further more preferably 1 to 10% (w/v), particularly
preferably 1 to 8% (w/v), and most preferably 1% (w/v), 1.5% (W/IV), 2% (W/V), 2.5% (wWIv), 3% (W/v), 3.5% (W/V), 4%
(WIV), 5% (WIv), 6% (WIv), 7% (W/v) or 8% (w/v).

[0057] The pharmaceutical composition of the present invention may be administered orally or parenterally. The dosage
form of the pharmaceutical composition of the present invention is not particularly limited so long as it can be used as
a medicine. The dosage form include, for example, as the oral agent, a liquid agent, a suspension, a tablet, a capsule,
a granule and a powder, and as the parenteral agent, include an injection agent, an infusion, a nasal drop, an ear drop,
an eye drop, etc. It is preferably mentioned an injection for ophthalmology and an eye drop, more preferably mentioned
an injection for ophthalmology, and most preferably mentioned an injection for intravitreal administration. These can be
manufactured according to the usual manner in this field of the art.

[0058] The pharmaceutical composition of the present invention can be optionally administered depending on the
dosage form. In the case of the injection for ophthalmology, for example, it can be administered into the vitreous body,
at the neighbor of posterior sclera, at surrounding the eye socket, or between the sclera and the conjunctiva. When the
injection for ophthalmology is, for example, administered into the vitreous body, the administration dose is not particularly
limited so long as it is an amount sufficient for exhibiting a desired medicinal effect, and is, per one time, preferably 1 to
100 pL, more preferably 5 to 50 pL, further preferably 10 to 30 wl, and most preferably 10 pL, 20 pwL or 30 plL. An
administration dose of the present compound is preferably 0.001 to 30 mg/eye, more preferably 0.01 to 10 mg/eye,
further preferably 0.1 to 5 mg/eye, particularly preferably 0.2 to 1.6 mg/eye, and most preferably 0.2 mg/eye, 0.3 mg/eye,
0.4 mg/eye, 0.5 mg/eye, 0.6 mg/eye, 0.7 mg/eye, 0.8 mg/eye, 1 mg/eye, 1.2 mg/eye, 1.4 mg/eye or 1.6 mg/eye.
[0059] When the pharmaceutical composition of the present invention is continuously administered into the vitreous
body, the administration interval is not particularly limited so long as it is an amount sufficient for exhibiting a desired
medicinal effect, and preferably administered with an interval of once aweek to once 3 years, more preferably administered
with an interval of once a week, once 2 weeks, once a month, once 2 months, once 3 months, once 4 months, once 5
months, once 6 months, once a year, once 2 years or once 3 years, and most preferably administered with an interval
of once 2 months, once 3 months, once 4 months, once 5 months or once 6 months. In addition, the administration
interval may be optionally changed.
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[0060] The composition of the present invention is useful as a medicine, and can be used as a prophylaxis or treatment
agent for age-related macular degeneration, diabetic retinopathy, retinopathy of prematurity, retinal vein occlusion, retinal
artery occlusion, polypoidal choroidal vasculopathy, retinal angiomatous proliferation, myopic choroidal neovasculari-
zation, diabetic macular edema, ocular tumor, radiation retinopathy, iris rubeosis, neovascular glaucoma, proliferative
vitreoretinopathy (PVR), etc.
[0061] In the following, preparation examples and test results are shown, and these are to better understand the
present invention, which are not intended to limit the scope of the present invention.
Preparation examples
[0062] In the following, representative preparation examples using the present compound are shown. Incidentally, in

the following mentioned preparation examples, a formulation amount of each component is a content in 100 mL of the
composition.

Preparation example 1
[0063]

Presentcompound 0.01t020g
PEG 400 Quantum sufficit

Preparation example 2
[0064]

Present compound  0.01t020g
Dimethylsulfoxide 01t030¢g
PEG 400 Quantum sufficit

Preparation example 3
[0065]

Present compound 0.01t020¢g

Polysorbate 20 0.0001t020¢g
PEG 400 Quantum sufficit
Preparation example 4
[0066]
Present compound 0.01t020¢g
Polyoxyethylene hardened castor 0il 60 0.0001t0 20 g
PEG 400 Quantum sufficit

Preparation example 5
[0067]

Present compound 0.01t0209
Polyoxyl 35 castor oil  0.0001t0 20 g
PEG 400 Quantum sufficit

[0068] Incidentally, a desired composition can be obtained by optionally adjusting a kind or a formulation amount of
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the present compound, polyethylene glycol, an additive and/or a solvent in the above-mentioned preparation examples
1to0 5.

1. Stability evaluation test (1)

[0069] Stability of the pharmaceutical composition of the present invention was investigated.

1-1. Preparation of formulation to be tested

[0070] A suitable amount of polyethylene glycol 400 (Nacalai Tesque Inc.) was added to 0.10 g of the compound
(2-[[[2-[(hydroxyacetyl)amino]-4-pyridinylJmethyl]thio]-N-[4-(trifluoromethoxy)phenyl]-3-pyridinecaboxamide, in the fol-
lowing, itis also called as Compound A; prepared according to the method described in US Patent Application Publication
No. 2007/0149574A) represented by the above-mentioned formula (2), and the whole amount was made 10 mL and
dissolved under stirring to prepare a formulation of Example 1.

[0071] In the same manner as in the preparation method of Example 1, formulations of Examples 2 to 4 shown in
Table 1 were prepared. The polyethylene glycols used were available from Nacalai Tesque Inc.

1-2. Test method

[0072] In 3 mL of a glass vial (Wheaton) was filled 0.4 mL of the formulation to be tested, and the amount of 2-[[[2-[(hy-
droxyacetyl)amino]-4-pyridinyl]methylJthio]-N-[4-(trifluoromethoxy)phenyl]-3-pyridinecaboxamide when it was preserved
at40°C and 60°C until each 3 months and 4 weeks were determined by using high-performance liquid chromatography
(HPLC) to calculate the residual ratio (%) thereof.

1-3. Test results and consideration
[0073]

The test results are shown in Table 1.

[Table 1]

Example 1

Example 2

Example 3

Example 4

Compound A

0.19

0.1g

0.1g

0.19

Polyethylene glycol 400

Quantum sufficit

Polyethylene glycol 200

Quantum sufficit

Polyethylene glycol 300

Quantum sufficit

Polyethylene glycol 600

Quantum sufficit

Whole amount 10mL 10mL 10mL 10mL

. 2 weeks 98.7 96.7 98.2 100.3

Residual ratio (%) ooc 4 weeks 93.2 85.8 90.2 96.5
40°C | 1 month 98.4 97.8 98.8 99.1

2 months 99.6 96.9 98.5 99.3

3 months 100.2 96.2 95.9 97.6

As can be clearly seen from Table 1, formulations of Examples 1 to 4 maintained high residual ratio at 40°C

for 3 months and at 60°C for 4 weeks. In particular, high residual ratios were shown when polyethylene glycol 400 or
polyethylene glycol 600 had been used. From the above, it was confirmed that the compositions of the present invention
had excellent stability.

2. Stability evaluation test (2)

[0075] Stability of the pharmaceutical composition of the present invention was investigated.

10
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2-1. Preparation of formulation to be tested
[0076] Suitable amount of polyethylene glycol 400 (NOF CORPORATION) was added to 0.6 g or 12 g of Compound
A and the whole amount was made 240 mL, and the mixture was dissolved by stirring to prepare formulations of Examples
5and 6.
2-2. Test method
[0077] In 3 mL of glass vial (Wheaton) was filled 2 mL of the formulation to be tested, and the amount of 2-[[[2-[(hy-
droxyacetyl)amino]-4-pyridinyllmethyl]thio]-N-[4-(trifluoromethoxy)phenyl]-3-pyridinecaboxamide when it was preserved
at 25°C until each 3 months was determined by using high-performance liquid chromatography (HPLC) to calculate the
residual ratio (%) thereof.

2-3. Test results and consideration

[0078] The test results are shown in Table 2.

[Table 2]
Example 5 Example 6
Compound A 0.6g 129
Polyethylene glycol 400 Quantum sufficit | Quantum sufficit
Whole amount 240mL 240mL
Residual ratio (%) | 25°C 3 months 93.7 98.3

[0079] As can be clearly seen from Table 2, the formulations of Example 5 and 6 maintained high residual ratios at
25°C for 3 months. From the above, it was confirmed that the compositions of the present invention had excellent stability.

3. Stability evaluation test (3)

[0080] Stabilities of the compositions of the present invention containing dimethylsulfoxide and a nonionic surfactant
were investigated.

3-1. Preparation of formulation to be tested

[0081] Example 7 shown in Table 3 was prepared by adding 1.50 g of dimethylsulfoxide and 32.11 g of polyethylene
glycol 400 to 0.75 g of Compound A, and dissolved by stirring. Also, in the same manner as in the preparation method
of Example 1, formulations of Examples 8 and 9 shown in Table 3 were prepared. Polyethylene glycol 400 used was
available from NOF CORPORATION, dimethylsulfoxide from Nacalai Tesque Inc., polysorbate 20 from Nikko Chemicals
Co,, Ltd., and Polyoxyl 35 castor oil from BASF.

3-2. Test method

[0082] In 2 mL glass vial (Shiotani Glass Co., Ltd.) was filled 0.4 mL of the formulation to be tested, and the amount
of 2-[[[2-[(hydroxyacetyl)amino]-4-pyridinyl]-methyl]thio]-N-[4-(trifluoromethoxy)phenyl]-3-pyridinecaboxamide when it
was preserved at 60°C until 4 weeks were determined by using high-performance liquid chromatography (HPLC) to
calculate the residual ratio (%) thereof.

3-3. Test results and consideration

[0083] The testresults are shown in Table 3.

[Table 3]
Example 7 Example 8 Example 9
Compound A 0.75¢9 0.38g 0.37¢g

11
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(continued)
Example 7 Example 8 Example 9
Dimethylsulfoxide 1.50g - -
Polysorbate 20 - 0.759 -
Polyoxyl 35 castor oil - - 0.759
Polyethylene glycol 400 32.11¢g Quantum sufficit | Quantum sufficit
Whole amount About 30mL 15mL 15mL
Residual ratio (%) | 60°C,4weeks 84.7 75.9 75.3

[0084] As can be clearly seen from Table 3, the formulations of Examples 7 to 9 maintained high residual ratios at
60°C for 4 weeks. From the above, it was confirmed that the compositions of the present invention had excellent stability
even when dimethylsulfoxide or a nonionic surfactant had been added.

4. Pharmacokinetics test

[0085] Pharmacokinetics after intravitreal administration of the compositions of the present invention were investigated.

4-1. Preparation of formulation to be tested

[0086] To 100.5 mg of Compound A was added 1.8 mL of polyethylene glycol 400 (Nacalai Tesque Inc.), the mixture
was stirred, and after confirmation of dissolution, a suitable amount of polyethylene glycol 400 was added to the mixture
to make the whole amount 2.0 mL to prepare a formulation of Example 10.

[0087] To 50.4 mg of Compound A was added 1.8 mL of polyethylene glycol 400 (Nacalai Tesque Inc.), the mixture
was stirred, and after confirmation of dissolution, a suitable amount of polyethylene glycol 400 was added to the mixture
to make the whole amount 2.0 mL to prepare a formulation of Example 11.

[0088] About 400 mL of water for injection (Otsuka Pharmaceutical Co., Ltd.) was added to 2.5 g of conc. glycerin
(Kao Corporation), 1.0 g of polysorbate 80 (Sanyo Chemical Industries, Ltd.), 12 g of sodium hydrogen phosphate
hydrate (Taihei Chemical Industrial Co., Ltd.), 1.2 g of sodium dihydrogen phosphate (Taihei Chemical Industrial Co.,
Ltd.) and 0.005 g of hypromellose (Shin-Etsu Chemical Co., Ltd.), and the mixture was dissolved by stirring. Water for
injection was further added to make the whole amount 500 mL and this was made a base material for suspension. To
75.3 mg of the present compound A was added 5.0 mL of the base material for suspension, and the mixture was stirred
to suspend therein to prepare a formulation of Comparative example 1.

4-2. Test method

[0089] The formulations to be tested were each injected into the vitreous body of the eyes of Japanese white rabbits.
The solution injected at this time formed a lump to the surrounding medium. After 4, 8, 12 or 28 weeks from the injection,
the rabbits were euthanized according to the standard procedure.

[0090] After enucleating eyeballs, the vitreous bodies were separated, and charged in a 50 mL tube (the tare weight
has already been known) into which two zirconia beads (5 mm) had been charged. After measuring the weight of the
tube, the tissue was homogenized (1,100 rpm, 10 minutes) by Shake Master Auto by charging methanol therein. After
centrifugal separation (3,000 rpm, room temperature, 10 minutes), the supernatant was made a vitreous body matrix
sample. The prepared vitreous body matrix sample was preserved by freezing (set temperature: -80°C) in an ultracold
freezing storehouse until the use.

[0091] After collecting the vitreous body, the retinal surface was washed with a saline. The retina and choroid ataround
an optic disk was collected, and charged in a 2 mL tube (the tare weight has already been known) into which 0.5 mL of
2% formic acid containing 10 mg/mL of sodium fluoride and two zirconia beads (3 mm) had been charged therein. The
weight of the tube into which the retina and choroid has been charged therein was measured. After homogenizing (1,100
rpm, 10 minutes) by Shake Master Auto, 0.5 mL of methanol was added thereto and the mixture was stirred. The mixture
was centrifuged (11,000 rpm, 4°C, 10 minutes), and the supernatant was made a retinochoroidal matrix sample. It was
preserved by freezing (set temperature: -80°C) in an ultracold freezing storehouse until the use.

[0092] Contents of Compound A in the vitreous body and in the retinochoroidal tissue subjected to decomposition
preventive treatment by sodium fluoride were determined by high-performance liquid chromatography/tandem type mass
spectrometer (HPLC/MS/MS) using an internal standard. The lump observed in the vitreous body was analyzed in the
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state contained in the vitreous body portion.

[0093] Incidentally, at each time point, residual ratios or concentrations of Compound A obtained from the eyes of the
respective rabbits were each added, and divided by the whole number of the eyes analyzed to calculate an average
residual ratio or concentration of Compound A. In this experiment, at each time point, an average of eyes of two rabbits
(3 or 4 eyes at each time point) at each time point was shown at the each time point.

[0094] Theresidualratio of CompoundA inthe vitreous body was calculated by, after measurement of the concentration
of Compound A, the vitreous body weight was multiplied to the concentration value, and dividing it with the administration
amount of Compound A. This measured value shows the residual amount of Compound A in the vitreous body containing
the lump at the tissue collecting time after the administration.

[0095] The concentration in the retina and the choroidea was calculated by calculating the amount of Compound A
measured, then, dividing it by the amount of the retina and choroid used for the analysis. This measured value shows
the concentration of Compound A transferred from the vitreous body tissue to the retina and the choroidea.

4-3. Test results and consideration
[0096] The residual ratio (%) of Compound A existing in the vitreous body after 4 weeks from the injection, 8 weeks,

12 weeks and 28 weeks, and the concentration (pg/g) of Compound A in the retina and choroid after 4 weeks from the
injection were shown in Table 4.

[Table 4]
Comparative
Example 10 Example 11
example 1
Compound A 100.5mg 50.4mg 7.53g (calculated
value)
Polyethylene glycol 400 Quantum sufficit Quantum sufficit -

Conc. glycerin - - 2.59
Sodium hydrogen phosphate hydrate - - 129
Sodium dihydrogen phosphate - - 1.29
Polysorbate 80 - - 1.0g

Hypromellose - - 0.005g

Water for injection - - Quantum sufficit

Whole amount 2.0mL 2.0mL 500mL
. . 20pL 20pL 50pL
Administered amount to vitreous body (1.0mgleye) (0.5mgleye) (0.75mgleye)
4
73.3 71.9 15.8
weeks
8 54.9 541 -
Compound A residual ratio (%) in weeks
vitreous body
12 56.0 - 8.8
weeks
28 - 22.2 -
weeks
Compound A'concentr.atlon (ng/g) in 4 1.45 0.716 0102
retinochoroidal weeks

[0097] As can be clearly seen from Table 4, the formulations of Example 10 and 11 showed sufficiently high residual
ratio in the vitreous body and the retinochoroidal concentration as compared with those of the formulation of Comparative
example 1. From the above, it was confirmed that the compositions of the present invention has excellent sustained
releasability when it was administered into the vitreous body.
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5. Pharmacological test

[0098] By usingthe VEGF induced rabbitretinal vascular permeability promotion model, usefulness of the polyethylene
glycol 400 formulation of Compound A was evaluated. Incidentally, the VEGF has been reported to promote retinoc-
horoidal vascular permeability by intravitreal administration (Invest Ophthalmol Vis Sci. 2013; 54(1):503-11.), and has
generally been used for preparation of a pathological condition accompanied by retinal and choroidal vascular disorder
(for example, diabetic retinopathy, diabetic macular edema, retinal vein occlusion, retinal artery occlusion, exudative
age-related macular degeneration, etc.).

5-1. Preparation of formulation to be tested

[0099] To 1.5 g of the present compound A was added 12 mL of polyethylene glycol 400 (NOF CORPORATION) and
the mixture was stirred, and after confirming the dissolution thereof, a suitable amount of polyethylene glycol 400 was
added to make the whole amount 15 mL.

5-2. Test method
(Administration method of medicine)

[0100] Rabbits were intramuscularly administered 1 mL/kg of a mixed solution (7:1) of a 5% ketamine injection solution
and a 2% xylazine injection solution to carry out general anesthesia, and dropped eye drops containing 0.5% tropicamide
and 0.5% phenylephrine hydrochloride to make the eyes mydriasis. Thereafter, 5 pL of Compound A solution (=0.5
mg/eye) was injected into the vitreous body using a 27G needle so that the crystalline lens and the retina were not
injured. Incidentally, to the rabbits of the base material administered group, polyethylene glycol 400 was administered
in the same manner.

(Preparation method of VEGF induced rabbit retinal vascular permeability promotion model)

[0101] After 2 months from administration of the medicine, rabbits were intramuscularly administered 1 mL/kg of a
mixed solution (7:1) of a 5% ketamine injection solution and a 2% xylazine injection solution to carry out general an-
esthesia, and dropped eye drops containing 0.5% tropicamide and 0.5% phenylephrine hydrochloride to make the eyes
mydriasis. Thereafter, 10 pL of VEGF (50 pg/mL) was injected into the vitreous body using a 27G needle so that the
crystalline lens and the retina were not injured. The rabbits of the normal group were similarly administered PBS (phos-
phate buffer solution) in place of VEGF in the same manner.

(Evaluation method)

[0102] After 2 days from the VEGF administration, 0.1 mL/kg of a 10% fluorescein solution was intravenously admin-
istered to rabbits. After 2 hours from administration of the fluorescein, the fluorescein concentration in the vitreous body
was measured by fluorophotometry, and this was used as an index of the retinal vascular permeability.

[0103] Thereafter, according to Formula 1, an inhibition ratio (%) of the administered medicine to the retinal vascular
permeability promotion caused by VEGF was calculated. The results are shown in Table 5. Incidentally, a number of
examples in each group was 8, and an average value thereof was used for calculating the inhibition ratio.

[0108] [Formula 1] Retinal vascular permeability inhibition ratio (%)=(Ay-Az)/(Ay-
Ax)x100 o

Ay: Fluorescein concentration in vitreous body of base material (=polyethylene glycol 400) administered+PBS ad-
ministered group

Ay: Fluorescein concentration in vitreous body of base material (=polyethylene glycol 400) administered+VEGF
administered group

Az: Fluorescein concentration in vitreous body of Compound A administered+VEGF administered group
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[Table 5]
Substance to be tested Inhibition ratio (%)
Compound A 0.5mg/eye 95.3

[0104] From the results mentioned above, it could be confirmed that the polyethylene glycol 400 formulation of Com-
pound A had an excellent inhibition effect against the VEGF induced retinal vascular permeability promotion even after
two months from the intravitreal administration. It has been shown that the composition of the present invention had
remarkable effects continuously for a long period of time to the posterior ocular diseases to which retinal and choroidal
vascular disorder pertains such as diabetic retinopathy, diabetic macular edema, retinal vein occlusion, retinal artery
occlusion, exudative age-related macular degeneration, etc.

Claims

1. A pharmaceutical composition which comprises a compound represented by the formula (1):

[Formula 3]
o =
_ T
X N ~
H
Z
N S (1)

ZT

=N

wherein
R represents a hydrogen atom, a halogen atom, a hydroxyl group, a Cqg alkyl group, a Cy alkyl group
substituted by one or more halogen atoms, a C4_g alkoxyl group or a C4_g alkoxyl group substituted by one or
more halogen atoms; and
R2 represents a hydrogen atom, a C4_g alkyl group, a C4_¢ alkylcarbonyl group or a C,_ alkylcarbonyl group
substituted by one or more hydroxyl groups,

or a salt thereof and polyethylene glycol.

2. The pharmaceutical composition according to claim 1, wherein

R’ represents a C_g alkoxyl group or a C_g alkoxyl group substituted by one or more halogen atoms; and
R2 represents a C4_q alkylcarbonyl group or a C, ¢ alkylcarbonyl group substituted by one or more hydroxyl
groups in the formula (1).

3. The pharmaceutical composition according to claim 1, wherein

R represents a C,_g alkoxyl group substituted by one or more halogen atoms; and
RZ represents a C,_g alkylcarbonyl group substituted by one or more hydroxyl groups in the formula (1).

4. The pharmaceutical composition according to claim 1, wherein the compound represented by the formula (1) is
2-[[[2-[(hydroxyacetyl)amino]-4-pyridinylJmethyl] - thio]-N-[4-(trifluoromethoxy)phenyl]-3-pyridinecaboxamide.
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The pharmaceutical composition according to any one of claims 1 to 4, wherein an average molecular weight of the
polyethylene glycol is within the range of 100 to 2,000.

The pharmaceutical composition according to any one of claims 1 to 4, wherein an average molecular weight of the
polyethylene glycol is within the range of 200 to 600.

The pharmaceutical composition according to any one of claims 1 to 4, wherein the polyethylene glycol is PEG 400.

The pharmaceutical composition according to any one of claims 1 to 7, wherein the amount of the polyethylene
glycol in the pharmaceutical composition is 70 to 99.99% (w/w).

The pharmaceutical composition according to any one of claims 1 to 8, wherein the amount of the compound
represented by the formula (1) or a salt thereof is 0.01 to 20% (w/v).

The pharmaceutical composition according to any one of claims 1 to 9 for prophylaxis or treatment of an eye disease.
The pharmaceutical composition according to claim 10, wherein the eye disease is age-related macular degeneration,
diabetic retinopathy, retinopathy of prematurity, retinal vein occlusion, retinal artery occlusion, polypoidal choroidal
vasculopathy, retinal angiomatous proliferation, myopic choroidal neovascularization, diabetic macular edema, oc-
ular tumor, radiation retinopathy, iris rubeosis, neovascular glaucoma or proliferative vitreoretinopathy (PVR).
The pharmaceutical composition according to claim 10 or 11, which is for intravitreal administration.

The pharmaceutical compaosition according to claim 12, which is administered 1 to 100 pL per once.

The pharmaceutical composition according to claim 12 or 13, which is administered with an interval of once per
week to once per 3 years.

A method for stabilizing a compound represented by the formula (1) or a salt thereof which comprises dissolving
the compound represented by the formula (1) or a salt thereof in polyethylene glycol.

The method according to claim 15, wherein the compound represented by the formula (1) is 2-[[[2-[(hydroxy-
acetyl)amino]-4-pyridinylJmethyl]thio]-N-[4-(trifluoromethoxy) phenyl]-3-pyridinecaboxamide.
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