LS H U ARK 0.03%
B9 5 &

AEMICEH SNEBERICEDIEMNRVRRIZONT
DEEE. FHEREKRLIMICTFTL2ELDOTHY ., Lk
FHREzAEFOBEECRRLUNDEFMEMICRRAI S L
FTEFEEA

FHRIEEKASH




1.4
FrEFIRR

1.4 %EFIRR
tw b7 a2 oo BT a5 e Lok,
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1.5 BEXEFHEROZEBRUREDRER

151 ERXIIHRROZE

TR TR & LB IC RN (b2 A L, 8%, IREZ F2IC FRSEL2ZLICL VR
PRRRE T A e L < I3 L 5 D IROMRERME G B A Fr L 2% LERIh T
%V, RENFEIIARE KIB A L O S THE ORI FEE 2 K T ARBTH Y |, EUNTIRE S
RTFAUXKINCE 5 EEHEREEE L 72679, BARENTIT 40 Ll LD 5.0%23 FE LT
B KHFRKOEIC L E DTN,

FENBIRIR O BEL, BEORBEZ R SED 28 Th b, KT v & MEfGlBR
BIOTEN G J 0 fkNBE OB EE & IRIE T RRRE O BIEME SRR S, BIRIEAY 1 mmHg (X T35
E AR E OHEITDO Y 27 3K 10%0 35 Z & BIREREIRIE D © D 20%<° 30% D R T
Pl 0 BUARRBEE ORETT A MHI S D Z L2 ERB B E 220 | IRIE N REFRIEFENEE O
BEEOET 2L 9 5 2 EMFEH ST, £ OMITETIX, AR FLE O MR deEc
RIRER EEBE LEH LWIRELRA DN TR, £ ET V RICESWIIRRE L
372> TEH T, SRR 2 ME—fe SR 2R TR E FRERIEDO R TH 5,

H AR BRI X 0 R SN A T4 2 D ISR T, T3 B £ ek s
(R38) OIRFITEMIEEZE —BINETH L ED LN TN D, P L DIEFIEIZB N T [
B/ NROFEH & BWE TR DNRE1GD ) [FERIONRBR2NGE IR AR5 5
& D WIFEEAIMEN L U7o3581%, £ IEA OB TIEZ2 < EAOEEZITVHEANERZ D S
T EINTEY, FTIEILEMEOmNOBEA TOWRFEEZRALDL ZEDBEDLNT WD, £,
OFRPRERS L E R SGE . TR CEBEROERMZ AT X&E TRy LEASNTEY, HKIYE
ORI DR EZHHT L ENED LN TN D,

H A N D IRB— MR IR C il F ATRB 7ok N RTEIRSE & LTI, B/KEE AR & il 3~ 5 2SR
B A MIEIRTEE (LIT . BUEWTH) | IRIEM/KEEFR L EHE, conventional outflow Z (213 % Rl 22 f
PRRAEENEL | uveoscleral outflow ZEHET 2 7 0 R X 75 L L BB SOAZ R oy 52 A TR
Wi ENH D, FRMAMEARARE (L38) BV T, Tax¥ 7T 0o BsEOpE kL
PENTZIRETREDRICED  F—BIFEL LIS TS,

L L72en s, BEIRFEICEL TWRWR EOBABIZL Y, EEFRZ= T TWHEFD 40
~60%72% 2 AILL LD 23210 TRV, R KIEATARE ($32) (28WTIR 75%D8E
POFRIREZZ TV D & oA 190D S 0 | BRI KB IBREN T2 b O L iER o TR
WV 2O X DI, HAITIRE FRERNB AR+ 2 BE I L CTOFRRIER — D D& & 72>
TWEA, PRRICK VAR EREESENT S Z Mo TR0, — BAR EEFEENRETR
LIZBA, RTORAETIET 50 EONERLELRLIBAELH D P10

BAE, HARENOIRE—REER Tl H SN TV D RAFEIRRIE T, &b AR TR EAN,
TaAL TV KD 0.005%7 % 2 7 a A MRIRAD (BLF, 7% 2 e A hARAD T
bn, 7477w A GEIRANL, fEFEm, BEEOME, IREBCICEOAFEILE R EDER I
ORWERADFEBRT 2 b DD, ZOMARIRE FESBRICLVRLIASA TN PP Uil
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RING, —HTTX 7 Fa A MRIBAID ) VAR Z = 10~40%IFET D Z & BN
PRARD) SN TEY, BTOREITHDRIBREL 1320 2 TH2n,

Fio, FEr— L RIRAIZRE & T HRHEWEE G 5 —BIUK L L T S TW a3, 203
RiF7% 7 7a A MRRAIL Y 55700, RigEFRILER EORIERMZH S BESCT X /) 7
g A MEIRANCHT 2 ) VAR —Zx LT, BRI E LTEH NS Z &%,
Fro. 7F 7 TR b REIRFITCHIRD AR5 20 BF T3 L COOFHSEAR & LT — 8 IRAI
HEhTna, LrLlhensd, FEr— L 8RANL, AL TWD S HIZHRNEIET D
long-term drift X°, A FRFEENSBE CHRELT L2 R MoN TS, 70, KE 3mSR
DAREZAFL COHBRFICH L CUIET L 2o TEY, AMEOH, BEMEOHIZEWTD
WL ONDORIEEEN S B 11O

FENFEOIREIZ BN T, IRIEL TR S 2 FEMRIEIIRDPERNS D TH L8, [ENOIRF
— R ERR TR STV DN EIEREICIIZ NSRS AH Y . S DB TIE T
&) 7a A NEIRAI L FRES 2WIEZn U Eoghhza L, TERF O R 72 2 AN ERN O
KRB IIZAFE LR, ZbDZ b, 7% 7 7 m X b lRAITHEREIZE LW
A RBHEIISN ) 0% D 3EBER O R 2 AN T T 50, PFARIEZRIRT 5 2 L 2R
BRLENTEY, ZOEIRBERND, FHOEMET LA L, 58) 2 IRE TR Z b Ofk
WESTRIEE OB N EE N TN D,

B b A ME KRET 7 ARCBWTHRICER S NZRETHRETH L, B~ 7
2A NI, TRRAEZT TV Fay (PGFy) DOAERKT 1 7 CTéh D 17-phenyl trinor PGF,, @ 1
NDOINVRBEOZF LT I RFERTHY  NRMHEDOEBEEME Ch o7 0 A X <A R Fay
CHPOWEE R AT D, ZOT R AL A RFhy)ld, NRESL T8/ A4 ROOESTHDHT T
VEYA REVT s adx v T2 2N LTERSRS Z Emb TS P2, F7,
T AL<A R B ldB 5O 70 24 750 P DL —4F y N ThDH T aAE ) A R FP
SR (LLT, FPZER) ZIXUOBEEDO T a A% ) A4 RZFERITITER L7202 ERB 50
Ll oTWNNA,

FEARRBRICB W T, B~ b7 B R ), 7B AZ <A K Fy & [AERIC FP Z &KL O DO
PO T o A% ) A RZERERICH L THAEZ RS 2202 E 3R SNz, 7o, FP AR
SMEEARICKT D8~ b 7'm 2 NOKIED FP ZHAREEIEE TH D PGFy L ITR D 2 L 36
2B~ R e X MK o TEENT 2 Ml A O IR @R S PGy, & 13 E R D 2 & 23 570
LY B F 7 A FOIEHORBUTIE FP AR EEIHE & TR R D2 RIKE T L TnD 2 L
DRI S 72,

EFIREOE =7V RERHNZHRBRICBWT, Bv 7 a X hogIRIC L HEEFHTE
B 72 IR E TR 2NFR 0 AL, 0.03%IEE 2BV TIE 0.005%7 % / 71 A R L0 HRVIRET
BN RA R S o, Fio, IEFIREROREA L —F =K &IREF LIZB TS HRKRFH
TEWRRIEE FTHRIENBD LN, B~ a2 NOIRE FRESED A = XL E AT 5
ZEERAIC, PICEWTHEABREICKIETEY 7 X FORBEIZ OV TIRET L7k,
uveoscleral outflow Z{EE X5 Z EMHL ML I oT-, T2, BEFHNRMHBFHZLY, B~ b
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71 A N conventional outflow &EHE 2D RIREMEN H D Z &R STz, FEERIR DI E)
RER O MBI BRI BV Tid, AR RBRBIAAICES U CHRRICRIBE E 72 D & o e etk b
DFTRITFEO b ol UEO X 9ic, FFHKEABRICIBWTE~Y M7 e 2 MIBEFO T =
AL T T oV BB L TR D OEREY (TrA2~A K7 Fnr) #AL, ik
ARJE TN EERD R A & DRk FRIRIRIE & 70 2 rTREME DN R S 4L72,

ZHNET, EIKEIZBWTHIMEL VRN Z G 5 720 OFE 42 ORFIRRER D I S 1
TEY, TNOOEKRBREEN S, 0.03%E~ h7'm 2 M liRANE, 1 B 1 [EAIR T 0.5%TF
o—Lv LA URRHLARIRA] (LT, FEu—/LAIRAD) (ISR THEICENIRE TR %
RL TEP . Fe T8 Fa R b EIRANCHAS T RSEU EOIRE FTREE AT 5 2 &2
MR ENTND PP RHICh 5 51C %wf%ﬁﬁﬁmFTM# O BV, AT I,
EEOKE. IBE 2 FFAE, RBGHRELSE 2 EDIRRATIC BITERMNFEH LI b DD, K
FTBENGHREETHY | BEMEIZ OV TEHIZ W%@ﬁw ENRENTZ, THIUD DORAEIC
0. KETIH2001 43 A2 0.03%E~ b7 e X falRAl (1 B 1 BER) 23 B BB A Bk
Ko OV IR JEE % 3 JE & U CRRR E AL, EOBBITEE TIZ 73 OFE & IR CHlliEkR I Tnd

Z S DOIERG IR FER B S OUK[E S5 C 9l S 7z B RRBRAGRE 2 5512, HAREWNIZB W T
'~ b7 R b AIRA O O IRE 4 5t & L=z 2 o) e 8 s Lz,

1.5.2 ARDER
ARFNOBRFE DA X 1.5-1 1R Lic, Zed. FEERREER &K ORERFER I, KIE Allergan £,
T IS, THRIERASHIC LY FEhi L7,
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1.5.2.1 FEERFRHABRDZERE
15211 REICEHT HHER

B~ h 7 u R N EIRAIOBAFIE L, KE Allergan #: Tz, FEAEERMEZHH L ToO
sssromaz, 20l ERH Lo FEH L, F2. v~ b7 e X R EIRFI OB K OSER ik
ORFNCE L TIE, KE Allergan #0 ) F—3 g V3BT — 2 2k, 20fffE ] A Lok
L7z,

SIRFI O EMEIC W T, ERFEFRSE 0603001 5 CFEAL 15 45 6 A 3 AfF) MOSRERE
422 75 CERR94ES H 28 HAS) @AM L . RODRAFRBR . DNdes e OVl Ot e
MR, BvEEsR R, sosmvwats) & 2o R oL, 2o = PR kT L E
R ORI SE, HIRT36 » HOAMMERE LT,

1.5.2.1.2 ZEIBHER

v~ b7z bodEsEfA 2R by a0, Ve PP o x ok s £
L7z,

v b7 a A N OZREBERIEIZOW T, Fix ORIZENRF 21T o7, IRIE FRICE ST
LB E T T 100 L EOABEMEMEZ /IR, 8T UAR—Z =R OA T F ¥ XD
WTFRICH L TH E~Y F X MIEWBRMEZ RS, 2 ofEREME 6 PRI FP
SRRSO IME AR o7, £lo, FPZAERZHBLL TV 51 2 il Z2E O 73126 L TH
WREE N BRI, ZOMOBEM 7 1 2% ) A4 RZERIC L UIBMEZ RS o7,
iz, FfT v 22 ) A4 RZFRBEEEARZ B TEmEHIB W T, B F 7 e 2 MIERREL
\Z FP Z R ENT DIEARD 5 H R AULEFERIFT & . PGF B MR IEARD 5 B 2 fifi F2E
LY XAE 2SO0, ZOMOEARITK L TRVERZ RS2 o7, YLD
FRMNOE~Y 7 E R M FP ZBREZZURRMOT v A% ) A RZFIR LT8R 52/ K%
NTDZenmsn, /2, B~ 70X NOZFERPBEMO T 0 24 ) A4 RZRRE R
705 2 EiE, ()R R FER D BB S UM, B F 7 X k& PGFy IZINE T
DAL L TIFETHZ L, QE F T A MRT 0 AF <A K Fo (28D % TULEALH
A 2 PR L  PGFaq X2 AGN 191522 (2 X 2 U 2 BRE L 72 MG (F'r A ¥ <~ A REEHLE)
DIFETDHZ L, Q)T nAF <A REEHEENA XiI2BWTE~ b7 2 M X HIRE FREZ
FH L. AGN 191522 DI ZHEF L2 & b bR S,

—Ji. TRRAY A R L5 T AW FIBRFHIB W T, FPZBEERD AT T A A
NUT B (AI-FP) &b b FPZAERE OLBIHMILIZIB N TE~ 72 X F)Y PGF,, & 135
PR HHIMEN CaoRE A L Z S R T2 L2 R Lz, B~ b7 a2 MOEERNA Ca® REL
N7 a2~ A FIEFERICE YV E S, BOMEs o Ca < Z LItk > THEL LD
ENE R AR OWAE R CH LN TR RN O b FF S iz, BT, Mz FP ZFIK L
Alt-FP DWEARZIER LGS 2 & bOEILRERICEI VRSN, ZOEGKREY R 7R R b
DEZREREZZ BN TND,

Ubobv< b7 a2 hOSERICET /4 OGN s, 7 e A2~ A RF, 7T r s Thd
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B h 7' 2 ME EOEHOFRBUZ FP XK EOBEMOSZBERE N SN2 E R bk
0, BEFOTaRE 7T oV U BREEE L (3R Z LIRS LT,

B~ b7 A FOWRE FEIEMRIZ, 4 IRV LEHWCTHREISH S\W0NE 5 BRIOKER ST
et Lz, B~ 7 m X MIEFIREA X, EFIREY LR OMA L —3 — R & IR
ADONTHOET VBN TEH, 1 B 1 EH DT 2 BIES CREEHICE D S TIRIE TRAE
MZER U, A4 X T DIRE FREAERIL 0.01%5 2L 0.03%RETHIo Y —27 2l x| &
AREH L CTIE 0.1%EE £ THERFMIEROE®RB A LNz, LizB>T, Ev b7 r A K
DOIEFERRBRI I D IRE TRAEHOREBEH &L 0.01%~0.1%DMICH 5 B2 b, £z,
ERIREA X2 HAWTEREn 5, 0.03%E~ h7'm 2 MARIE 0.005%7 %/ 70 A AR LY
SRUVRE FREAER 278 Lz,

B b7 e R N IR G55 OB KEEEICOWTH L E W TRE Lz, ZOREER, ek
WT 01%E~ h 7 a2 MERITEKEAZORET M A R LTz, —J, 001%E~ M7
ﬂxkﬁmi&koﬁ%%mm%%ﬁbt FRAKPE % 2% S, F72, BT AL

BARPEHICH T 2B b b hch bz, UbEDoZ &nb, Bv F7'r X FOIRE FRFEME
%if&bf%ﬁ%m%%% L CHRIED B RS~ & HE 5 52 &5 IR IS HH % O 55 /K BE R HT
DR TIZE S Z RSN,

1.5.2.1.3 IR, . KB, Hl0RER

B~ b7 e ORI, S, REROHREO RS E A ST a0, ) 4 IR

O ff 2 O IEERIRIEEhRERER 2 F2hE L 7=,

b AR ORI A VN 72 in vitro Bk BR O R, MEIC B IT s B~ a2 0%tk
BITABEL Y 4 U EEWVEEZR L, 2070, HRREGSh-E~ b7 a2 S AEREAL
LEZ LD BRREA~BATT 2L, AR —FEAKL— FEZT TR, FEE—EL— MK
ELHFEGELTWAE LD EEZ BN, VX ROV H-E'~ b 71 2 b Z iR 5% o i
HH O BE TR JEE VR 43 O RRAR A H T BRI S & b L TRV 2 & AR & Tz, D~ 7 A
Ty PR e e A MEFIRNEE Lz & & BT OO ERE (Vp) 1% 5.87~27.6
Lkg ZmR L, BFIZIEL A Uiz, E72, D5 OERERMIE~ v AR T v hTERE
AU 0.5 FEH L TN 0.8 KFfH] T o 7o 23, L DT R < 8 R Ch o 7o BRI GIZHBIT 5T ¥
MY IVDNSA FT XA TZETT AITZNEN 2% M DN 3% Tholo, £lo, ¥ T ADNAF
TARATEYT 4 ITHET 59%, MiT 21%TH Y, HEENRO LN, YL H-E~ b7 2
NAIRAIZ 1 B 2 [BIRKE AR G L7z & & | M B RER B 13 5 12 [B] (B G5-BARA 7 B H)
TITEFREIZEL WD EEx N, VX ROV VI RE RIREE T Z v R RO
WCEFARNE G Lz ¥ v ax 17 ¢ 7 ZRBR Tk, kP e~ 7' X MRE XY AUC i
EWTNHEGEITKFELTEM L, £, WThoWiE, #5515 TH RIS T
MEF e~ k7 a2 MNEEIZEFIREZ RL TS EEX LR, EFREICET S BT, A
R L TIETHFTT7 BN, T4 BEUN, #IkN#ESTIEZ7 v S T7 BUN, $10T 23
HUNTH D LB 2B,
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T X ROV 0.1% “H-E~ b 71 2 b SHRAN 2 HELSIRE 5 Uz & & ARl e
(ZHRAR R~ A0 L. ATHRESARA X ML, BRI T @ W IRENRD bz, £, U
FIREKA— b7 VA7 T A THRBEOSERMZ R Lz, YL 0.1% H-E~ 71 2 kR
FlZ 12 B &I 18 MIRE AR G Lz & & OlRKR, M, R, SR, BARAR, KA,
T, HENRAS B K OV T RETR B (X BRI G- & P U T < 22 DM 23538 80 BTz,

MERED » M H-E~ b7 a 2 h B EIRNE S Lz & & | SRR S i~ L, 1
HELARRICIE R UTe, AR B AR IR BE 1T A . PR, P RB R OIS TRl EE 3RO b
2o TS HHRE DB TR bR o7z, Ty MZ PH-E~ hFr A R |
B 10821 HEKEFIRNE S Uiz & & iGTE Rk & OVgar IR EE I ZTELE . PR OVE Ik
SO EEARPEIIEICB W TE < B E5% 168 Rl MAE R OB L [FREIEK T Lz, 7 v
MZHE L OEFIRNE S L2 & 0284 — NI 047 T M2B 0T, REEEIEEEAN
IREREORER L REOZER 2R L, IR v FTIE, B e 2 N ROZE ORI
M U CIRIRA~BAT T 2 ArRBE S "8 S 47z,

H-t'~ b7 a2 homEz A AEEARIT~ T A Ty b UHFX RO TH 30~40%T
HoTeDIizxt L, B P TIHEWE (8 9%) Z2/xL7-, & hOMET VT I vk Oo-FRER -
A EISDIEREEFRITZNE N 40% K DFKI 60% Th -7,

~YURA Ty b UYFX A X YK MIEBT D invitro fLiK 7 E R BER B X
WL 0.58~0.85 Th o7z, F7= invivo ik, MBEF BN EREE I, MEEZ ~ b, HERED
VO MCERIRIN 574 0.5 BERT T 0.57~0.81, 7 12 AR 574 0.5 B T 0.56 TH - 7=,
IRHORRLY, WThoRICENThLE~ F 7 e A N ROZOREWIT, mERFICBIT L
W< W2 ERRES LT,

B hFr A DA T = EAPEIZOWT in vitro TR L7Z, 0.5~250 uM @ *H-t'~ 7
BARNEGHRAT =% 37CT 6 A % 2 X— h L7z & X OFEREARITH 20 TH Y |
ZORERIT AW THD Z ERRINT,

7 R OOV 2 VT e~ F 7' 2 F 2y AGN 191522 ~O in vitro fREHE 4 % fEE
L7z Zh, XL b 10U EOEEEZR L, £72. VX RBY /U H-E~
a2 RIREE Lzl &, v FOIRMET I~ F 7 e 2 F D H AGN 191522 78
ZBOLNIZN, A TIRIZEAER#EN R o7, Ty b, A X, FILEDE FOJFA
TAARKOA AT A 2% Tz invitro fGHEAEN, ~0 X Ty b 78X $LKRVE b
IZ°H-E~ h 71 2 b & HEERN G % 0 COXmnsE) . 7 v b, L EROE ho
JREOFEREZ DNV TREEZRB LTI L ZA, WTNOBEIZES N TH E~ M7 e X M,
IARGHiE, KEEL, N-BLmF AL N7 v 7 v A %00 T, < O E AT 25 2
EDRIRE NI, MRS D VITIAEFICIBWT, U FTIL AGN 191522 b <&
7ok, ~U A, v b, PALVE FTREEY M rX MRRLEBHEINE, B
MiEFREm 7T a7 7 A ViZhro7Ta 7 AV EERBEL L TWe, £/, B~ M7 a X |
DORHBHNZ BT DAL RIGIZIE CYP3A4/S EE L TWA LD EHEE STz,

v~ b e X N 1 oy ABKESIRNE % OHRED 7 v RO ALOIFI 78 Y —ATE



15
BRI R DOFERUFHAREORE

W, T > MIZUDP 7V o VR SRIS PE O K Y M LT 2 I RO A F LV HOKI LTS
PEOIK T, BT > MZT A N AT 1 2 16B-/KEEIGTE DK T & O WS 72 A IR EE OB M3
s b,

HEMEZ »~ MIZPH-E~ b7 e A R EREARNE G U & & G HUREIC R 5 BR P kil SR 3k
T 26.6%, T 42.4%% R~ L, FERPEMERITMET 69.0%, MET 492% Th o722 Lind, N
RO HNTz, —F, P TIEREOFEPYEERICHEZITEED DT, REEHREDK) 30%23#H
120 %9 60%2NRHICHEIE S Rz, AT » MC PH-E~ b7 e R R EFIRNEG L & &
v h'r A R RO ORGEWIEII~AT T D TR R S T,

1.5.2.1.4 EHHRER

B~ b7 r A b OEERICEIT 2 Ret 2T 2 7o, 1A ofe ofiERR
% SEhE LT,

v b7 a A NORRKREGRE TH DRI GIC L s HMME LT, v¥ X, 4 XKUY
N AW RESIREGEERBREZEG L2 2 A, X TIE01%CBWTH 1 5 H (1 H
4D, 6 »H (1 H2ME) FTERFEFRDOLNRNLoT, LL, 4 XTIE 1 » HOKIERIR
BHTETORE (0.001%LL ) ITHEEEDZED HAL, 0.01%&% TN 0.1% TIEASE T 235788 5 i
Too VTR, 52 M OKERIRE 5T, WP GRS K OIREF~OR2 (IR)EFHEOBHE
b72 L) 35 13 WLARICAETORE (0.03%LL E) TRO LN, b OIRBATETRD 5
b, MEEIEEERBR I AW EHRED 5 bAoA IR RAR G E B 2 b,

Ev h 7' X R ORYEOFEMEFHEIZE LT, ~ v & (96 mg/kg, [EEN) TV » b (3 mg/ke.
FRIRN) & O 7o BRI 5B O RO | BRERAFORZE R (B MBI 2H#EER S
i 0.0005 mg/kg/H) KV +m0EE T T, EARRGICEE L7 BT b kol

AR G-I >N TR, Bl L2 GIRBGIC X 2FHIICNZ T, 7 v RO L2 v
FRA B O A 512 X DRI 24TV, ~ T AR DYT » b & W2 AR D TR TR
BN LED CTRFBRBELN LEFEET e 7 7 AV EEBR LT,

~ U AT, 13 RO EGRBR (BARME TR (BT MEICARBEE U > Bk
%m<8mﬂgm%b\%%ﬁﬁgwﬁﬁ@%m(MmM@B)ﬁ%w%mtowfmmﬁﬁ
HLOBEHFE (T > FEOHL) TIHEEEH LI TVRNI &G, :h%@ﬁ%i@%ﬁ%@
A THAHREEMN R SN, F7o, ZORBROEREMER (4 mgkg/H) 1281 HREEN
b Ol | Hﬁﬂﬂmmrﬁm4%%wzkﬁ%xl:%f%ﬁ?éjﬁJ‘M&ﬂ&%z%h
77

7w M TIE, AST KO ALT OIS 52 @RS A #5308k D 0.1 mg/kg/ B LA KON 13 [fi#E
NP5 (DA THRER) O 8 mgkg/ HUL EOREZFRD b, BERE(ILTHDH Z
&R OYREAER FO B Z > TN En D BIEFEMICERO H 52 Tidlawn L
L7,

METIL AT 7R IR~ DECES 72 IR O B EHINAS 13 MR 0% 538k (B AJFEMET
fEFER) D 4 mgkg/ HLLETRD B, 22l 5 SEROBMA 1 » A FIRNE 5RO 1
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mg/kg/ B, 52 MR O #5580 O 13 BT 0 #5538k (B AJFMETHRER) @ 0.3 mg/kg/H
Ll kTR b%htoW%A@%@ B2 A0 = xAiK%T%éﬂ OB (v~ A K
OHL) ZHWEZEERR T, 7y haHOVERBREL Y SIBREENEVLEAICBN TS, I
BAOEBIBO SN TN End, RIS TH D AH ﬁ#wﬁéhto_n%
DIFEA~OFT ANED LN ERD 5 6, /O (0.1 mgkg/H) (28T DIRE &

t OB EICHENT Cmax T 2.1 520 L, AUC T 3.6 (5L EOTREENRH 0 | JIE %ﬁﬂ

DN/ OF S8 (0.3 mgkg/H) TiE, Cmax T 13 L L, AUC T 88 5L LD el
HOHENIZ L EBETH L, b N TINRAOEERREI T 5 AlREEIEWE B 2 vz, 7o,

IREHE N E OIH] 7Y 52 AR 0 #5380 0.3 mg/kg/ B LA (1) KON 13 @8 RI#E 0 & 5388k (8
AIEPETARRER) @ 4 mgkg/ BLLE (M) TROOLNZR, b N XV ERERICBIT D
ThdIEMnD, B NTHRBET L REMRIIRNEB 2 b,

P TiE, 17 BERFEARAE 550881238 T 0.01 mg/kg/ B LA TR IR E PH 0 55 035860 6
. EOFBURE K ORREITREE & HRIRFET 2 2 LR S, ek, ZORTRICHERER
& D WIIRER PR B IR DT, IRIEHIRI IS 2 OB R ORI LE8 L 72, £
il RE PO RFIIRBO bR o T,

DAFEMERRII~ 7 AR DT v FEHWTITR 572, ~ U A TIL, 2 mg/kg/ B & 5-FE O TR
I EORD DFEO HALTH, B FIMAEIZ BV T 2 megkg/ H £ THRARMEZ RS

DB bz ole, Ty N TR FIRAEIZIBW T, MEOT X TOREAIEG-#
THEROZERUE AR B2, FEEEHEELTH Y | 1 mgkg/ H F THRAFMEZ R 521k

TR bR o T,

AFERS AR FIEREBRIE. T v FEHWTER L2 REEL OVER £ TOYMIMIEAICEET 58K
BRCITEEY L O E $1Z 0.6 mg/kg/ H £ TREIT 0 oTc, U AKNT v M2 HWTERL
ToIE - B A~ ORI T 2R BRICBW T, v~ U AT, I ~DFEL LT 0.3 mg/ky
HULETHESD D WIXRENRD b, BAEFBEITRD bhiehol, 7 v M Tk, RE)
M~D L LT 0.6 mg/kg/ H TUirE X NRFTIIZR IR FRD DAL, FAETMHITFE O bt/
molo, Fio, AR, HAEROFAT N RHARERRIZET 23 BRIV T, 0.3 mgke/H L E
THEARHAR O BERE, FBIRFETE R OB IR DIE)s, JERER D & - - B &L OWETL 1 A0S
4 HIZE&ETOHAERMNELE LB ORINNGES S, 0.6 mgkg/ H THhEhE & O PE
BOWADIF, WHE LRI RGO bivlz, AN TIX 0.3 mgke/H LA ETHEFRDOIKT
AL PR E OARMEDFED B AL H BEFLZ 11X 0.3 mg/kg/ H CHRE OARAR K OB AT &
DD DRBD LTz, RE L ONMAR & HICERMERET 0.1 mgkg/H ThoTo, T DAESHE
WEBHEREBRO O L, R/AOBEEME (0.1 mgkg/H) IZBT2RFERITE NOBREREIZHET
Cmax CA42 5L EOTRBENFBO N Z L 2BETH L, 2RO OB TRO b A e
R CHRET D AREIEIER VW B 2 b,

Zofth, EREERBR L OPURPERBR IS W TR T R & HIH IR0 o 72,
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1.5.2.2 ERFRFARDOERE
o = 7 £ v DT omERBRE B LT,

15221 kBE% 1) ERPE]A P e ez S

I - 0 . [l
S @ e Ropr - ek B & I
...
. /Neemt
I | (— o CIaBRE R Gy IR, 2 E S R 2=
e L7z,

R, 7Y vy sggcov L, I
.|
.|
I - s 257, 272, I
e
I - > 1) = & T

PUEDHBHEREEZ T T, 7Y v U ZIECE SO BRI E A R L, H 1 HRR

CRIELEIRAS) oftEa R L,

1.5.2.2.2 % | BB E RERFER (901 EABR)

901 #BR CId, fEEEAK A B 1 &2 %512 0.01%, 0.03%, 0.1%E~ k71 & fiRAI L7 7+
R (Bv b 7m A bEIRA SR 2HERE L e xozett e st L ()« ] ~20l)
).

ZORER, BIERIX 0.01%E~ h7'm 2 b AlRAIT 12 #iH 4 61 4 4, 0.03%E~ F 72X |k
SURAIC 12 B 11 4115 1, 0.1% B~ K7 1 A b siiRAIT 12 Fild 8 il 11 fRicA b, ik
%%<#Eﬂt@¢%ﬁ\%ﬁﬁm\%ﬁf%@\:ﬂ%ﬁwfﬂ%%ﬁﬁﬁoﬁoffﬁﬁ

FEIERIERED Do T,

REBROEE TERWVERRRAEEORFEEE L LT, 0.03% "~ h 7o X ~mliRAcimH v
VLB VL OA E Y L E N 1 BIZ, 0.1%E~ h7'e 2 ~AIRAICH A U o L5
I 1 BNZEES BTz,

m%¢t7%7mx%%ﬁiOm%EVFTDXFﬁﬁﬁ“ AFEAVEDRERA T

@ﬁ%%(<0m&@mm‘T%OKOO%%EVF7DXFEE§ TUE 6 Bl 5 BilizDu
T\ﬁw%NMPA%ﬁif RETHY, 0.1%E~ h7'a & klRAITIE 6 fil42E TR
% 1~2 W[ £ CER A f%otOOM%tvL7mxk£mﬁ X, EWERE N T A—Z D
BHNARECTH =X 1 HIORTH -T2, 0.03%LN0.1%E~ b7 a A b aiRAICTIX, B~
ka2 N L/ MLIE ISR S 4, Tmax 1220 E40 0.150 h 2 T8 0.195 h CE#E) TH -
72 Cmax (% 0.0478 ng/mL &% T} 0.133 ng/mL, AUCy. 1% 0.0196 ng-h/mL } T} 0.0929 ng-h/mL T& -
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7o THAERAN 0.03% B~ 7' a2 hRIRAIO 2 IR TN0.1%E~ ~h7'm R b RliRAIO 5 6T
FHFWRE CH o7, 0.1%E~ M7 2 FRIRAIOD 1,13, 0.8h ThoT, b, @ TH D
AGN 191522 [T FHORET b MK ISR Sh7eho 72,

IR BRI R IR T AR Ly 01%BECIB N TR bR < . JEHERRAIC IV T B IRE TR
SR DFEBLINTRD LT,

PLEDFERD S 0.01%, 0.03%, 0.1%E~ b7 2 b mRANC W C, HESARR O 22 4204
(R < BAEVEDHER S s,

15223 % @ ERJE]R e =t I

I N - 7 0 . Ak [l 0N P s R R
Otk e JNwgewl 0
A
I - o\ B (R . saEs e %
I L7z,

zof . .
- 1 ]
|
|
]
|
N, - > 1y = A A 7

72, [ T
I, - > i A 1T

DI B ORISR 2 0T T R B 255 L L4 T 14 B R AUIRBRER ., J5% B AR A
SRS R ORISR 255 & LB IR A B 7 1 b 00— L CHEIT 5 W R B % 4

SNELTE,

1.5.2.2.4 %148 14 BRI REREER (902 EAER)

902 FRER CIE, HEEERR AT &% 51Z 0.01%., 0.03%, 0.1%t~ k7' a2 hGRFIIET 7 &
Re 1A 1E, 14 AfRs L xozaetami L el ol =1 7).

Z O/, BIEMIZ0.01%E~ F7'm 2 b slRAIT 6 il 6 5 24 1, 0.03%E~ F7'm X |k
SURAIC 6 Bl 6 451 24 1, 0.1%E~ ~ 71 Ak siRAIT 6 FilF 6 6] 23 PRICA B ALz, L)
ZL HAONTRWER & LCIEERMA E~ N 7'a A2 FRIRAIZ &5 Sz 18 fileflicAx b
Nic, TOMODEIWEHE LTIE, AEOCO A, RO, # T EG5H0Z 5 FEER A LT,
TR RITITAERFRITRD bR o7,

BRMAIZB VT, FERTZRICEEREL R T 2HE RO bR, Wb AR
25 &k S T,
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MEHFH e~ F7 e A MEEIX, 001%E~ h7 a2 X hERAICIHIEE AL EDORERA >k
(89.2%) TEEIRAAM (<0.025ng/mL) TH -7, 0.03%E~ b7 &k sRAI T3 5%
2053775 45 3 E T, 01%E~ F 7 e X hRIRFI TR G4 4 B E CEREWRE TH 72,

0.01%E~ b7 A b AIRAITIE T & A EOPERE TIHEMBEE T A —F NEHTE o
720 0.03% K TN 0.1% '~ e 2 hRIRFITIE, B~ b 7'r X MI#EeHIZiEHIcBITT %
Z DR SN,

oo R PR FE BIEERER (Tmax) (X, 0.03% b~ b 71 2 b aliRAITIX, #5-1 HEIZ0.097
BE CEYME) . 7 BHEIC 013 BFf, 14 HEIC0.13 FEfITH o 72, 0.1%FETIE, #5 1, 7. 14
HEHOWTHIZBWTY, 0.13 KM ThoT,

R Mg HEE (Cmax) 1E, 0.03%b~ 7' X FARAITE, &5 1 X007 HEIZWTH
t 0.054 ng/mL. #%5- 14 H H1X 0.061 ng/mL Toh ~7=, 0.1%KETid, FHEHIZBWT, £nE
#1020 ng/mL, 0.21 ng/mL, 0.22 ng/mL TH -7z,

W ERE [ £ T ORER- MR h IR MR T i (AUCo,) X, 0.03% B~ h7'm 2 b gilRAIC,
BehH1, 7, 14 HHIZ, £ 0.010 ng-h/mL, 0.0087 ng-h/mL, 0.020 ng-h/mL & & H S 7z,
0.1%FETIE, FHIERIZBWT, L4 0.13 ng-h/mL, 0.11 ng-h/mL, 0.11 ng-h/mL & HH &
iz,

MR () 1. 0.03% B~ K7 a2 b liRAICIE, #4514 B BIZ 3 flogEREIz>
WTORFEHAEETH Y . FEIEIT 040 FFI TH 72, 0.1% '~ F7'm 2 FRRAITIX, &3
EHIZ, SBIOWBREITOW TR AR TH D | FHEIL, 22 0.43 FEH], 0.59 FFfE, 0.73
BT - 77,

ek, R TH D AGN 191522 1X, WTFNORICHB W TH MEH ISR S e o T,

0.01%, 0.03% K% Tr0.1% '~ ~7'm A MR O G#IZ, ik PR EOHEB I E S 2a D
BWEHORBUT Wb D EEZ b, IRFBFTICBWTL, v X FoIEEEHRICL S
BIEA & LT, MBERAMAEFICEED bz, 0.1%E~ F7a A b IRFI T, &E ORISR
M OFBEEE N E Do Te D RIESUSZEDT, RIRE THRITESLHICEE L2 &b, iR
KEAIZBWT, RERMEL IOV EDO LB b, £io, EFFHEHORTEICHT S
AERTERBREMHERINEZ 0D, RELAZRLZEBFICEBONTIL, RENEZEDOH D
IRE TR R A RBT 2 Z &R HIRF ST,

1.5.2.2.5 FETAFER (903 BAER)

903 FER CIE. JRFE B A RN PR X NS IREREZ X5 & LT, 0.01%. 0.03%% 1 0.1%E~
F 7 a2 hRIRFIO 14 B FRRERIRFFC I T D IRE T RIS O H &S R OV 20 % it
L= ol Il ~2ol 4+ 7).

0.01%. 0.03% K% TN 0.1% '~ 7'z & b RRAIOIREZE (LR (B5-Bis B OIREME —HIE B O
IRIEME) 1, 0.01%E~ 72 X hRliRAID 8 A ZBrE, 77K (B~ h7m R bR
) AZHERTHREICKEL, 003%E~ h7a 2 haAlRAIE 0.1%E~ h7'm A b ASIRAIOIRE
TRRIIFERRE CTH T,
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EREXTREDEBRUFAREORZE

T, TR OFERREELETH D 2 mmHg UL EOIRIE TR %2~ LIogBs O & kO
Outflow pressure FFEFED 20%LL EOYEERZE DOEIE 28NN & U TR LSRR, 0.03% & Y
0.1%E~ F 7 2 FElRAITIES A 15 AR & IV THOEIE S 100% T > 72DITxt L,
0.01%bE~ h7'm 2 b RlRAITIX, 8 HiZ, 15 HZ L HICWTHOEEG LK 80%TH Y, 0.01%
DRI O HEIZEE RGN Z & DRI ST,

BIEAIE. 0.01%E~ h7'm Xk siliRAIC 18 il 6 ] (33.3%) 8 {4, 0.03%E~ h7'm A K
JSRFC 20 15 13 61 (65.0%) 21 £, 0.1%E~ b7 & kRAIT 17 B 14 1] (82.4%) 22
B, 77 2R TIOHIF 461 (21.1%) 8{RICH BTz, £D O HHEMZ < (5% ) Ao
TZRWERNE. 0.01%E~ 7' 2 b GRAI TR R M (22.2%) . IR UWMET (11.1%) . BEE
ORE., i FHEGEARMENES (5.6%). 0.03%E~ h7v 2 hGIRAICREEER M (55.0%) .
AREOND A (15.0%) . FEBEIE (10.0%) . IRAGALEE, ARBGVFIE, JRIRDWME T, i NG00
ZOFEREDS (5.0%) . 0.1%E~ h e 2 b RRAICREE SR (76.5%) . AEIETEIE (17.6%) .
RAE. ARBGALEE, MRBGVEME, WM T, IR E (5.9%) Thotz, RHEHOEREEIC
DWNTIX0.1%E~ F7'm 2 hIRANCHEBL U 7o kG Fe i 3 4], ARRGALEE, AEMEA 1 23
FEThHoT- I ERE, T XTREThHST,

TRBREE & ORRBIR G E T E R WK A O R E E® TR b gnoiz,

PLEDOFERN G, EEFHICB T E~ h7a X N ARF OIRIE TR RIS H & Tk
PRFEDSFRO BT I T2 IBINFRNT R F S OVZE 2 G Fe > & IS BH B Ak P B S OYa IR
JERELZ %9 % i A & 1E 0.03% &R Sz,

15.2.2.6 aBE#% ) (TR e ez S

I - > 0 . Enk 0 0 s E e e R - B
sisRA s o . I~ Caee (fE sy R
. RS 2o

]
.
I~ > CAHE LT,

zoxE%,
I
I - > a5, 272 T
I
I
L OWE #15T,

WELBBRARICB W T LD AR OB E 25708, 7 7 0 RS HIE, 0.03%HE% A
TFEu— L AR AR L U SRR S 7 U v U0 V3B & L CEMT 5 BRI
AR LT,
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15227 FEO—I)I RBRHIZXE L L-FMABLERER (904 HER)

TS BR i b A fk N B e OV IR SE 2 %P8 & L C, HARENTOE RO —~>TH D FE
7 —/L i IRA 2 IS, 0.03% B~ F7'e 2 FRIRAIAZ 1 A 1 [E 12 @EAIR L & 2 OIRET
e ot 2 e L, etz L o] o ~20ll =1 ).

12 HZIZ 30T 2 BER O AR EZEAVAE 0 78 K OV 95%f5 48 X[ 2 FEAEIZ U 7o B O FRGIE T
%, IREZARE D 71%-3.35 mmHg, 95%(F 48 X [#]1%-4.23~-2.47 mmHg TH v | FEXREIZ 0 &
BERPSIEZENETFER— LV ARANI T2 0.03%E~ 7w A b glIRA OB A EE
STz, 7o, 0.03%E~ F7e X hRIRFNE, FEr— L alRAIE i LT 2, 4, 8 RN 12
T X TORRIZBWTHERIRE FRE R LT,

BIEAIE. 0.03%E~ k71 X | siliRAIT 90 #ilH 70 B (77.8%) 172 fF, FE 1 — L S iRAl
T 87 il 26 1] (29.9%) 33 PRIZH DTz, T D D HLHEHIZ < (5% E) &b - EIERIE
0.03% b~ h 71 Xk lRAI TR ML (48.9%) . FEEDAE (33.3%). i FGHAZ 2 FF
B (14.4%) . IR EFRILE (13.3%). P ARLE (12.2%) . MEHE (11.1%) . AEOS A,
IRDFH R (7.8%) . ZEBIE. ﬁ%@@ﬂ%(ﬁ%)f%oko%®w FEEEFEIN 6 51, i
TEEGENLE O R, FERORE., RgGFRLE, IRBEES 1| fIRPEET, ZoMixd
THRETH-T, —, %%m~»£ﬁﬂfm@m§<(wuﬁ)ﬁ%mt IR, TR
ﬁﬁﬁﬂﬁ@(aww\ﬁ%ﬁm.%%@ THOTRTRECTH-T-, ARBRCITEERAE
FHL L TF T —/LAIRANCIFEZE 1 FIR0 SN0, IBBRIEE OREBRIIEESH
776

TRBRIE & ORRBIRENEE CERWVERAREMBORF LR & LT, 0.03%E~ F7'm X AR
FICAHMEREIEM 2 Fl, fF 27 LT FURARSF—EHEMN 3 B, JRPmEE 2 fl, F€a—
NVRIRAICI A = AT a— U, i Y 7YY R, MR, T T —
BB ENZEN L HRRD NN TR TRETH -T2,

UL EDFERDNG,0.03% '~ F7'm 2 R RlRANITE v — LS RANZ LR THEICEN IR E
TRIREETDH I E PR SN, 0.03%E~ b7 e R bR ORIERIBAEE X T Er—L
RIBFNCHEARTEWS OO, ZOFRIERIXERICIHE L 725 O TiX e o T,

T T H AN T v — L SIRA & kPR & U7 S TR bR & 60 LT B, KE
Allergan ft& THBERA S E ORI TE~ 7' e 2 FAIRAIO BARTOMEHN T A & 2
Koz finh L, THRERASHDEBRIRARB AMA T 2 2 Ll o70, THUMIERASH TIX
5 I AHRRERAL T 12403 C O - IR AL RIVE R g R - Hn%@ﬁﬁ%ﬁ@%%&@% %
FIZ, FEu— VAIRA A SR E U7 B IR el ek & 13, BARANICBITAE~ F 7R X
I AR O BRI %ﬂﬁﬁf®%%k&05ﬁﬁi@%ﬁ%E%&LT75/7DXFEﬁ§
IR & U7 BB AR ek, e ORI 2 & Wit 2 56 AR R 1% 53R & S0t 3~ % B PR B
FFtH &R LT,
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15228 54/ 70X FRBHIZHMB L L- B MALEFER (3-03 HER)

3-03 AR Tl JRFEBH AR A RN BE L NS IREE A f 5 & LT, 0.03% '~ 7 1 2 |k rifRAl
Z 12 AR U72REOIRE FREZIRN T % 7 7o A FAIRAI & BB RN EZRFEL., 2
DL EXOREMERF Lz, £72, 0.01%E~ b7 X FlRAl & 0.03%E~ F 7 1 2 b lRAl
OIRE TR R % etz L, z ok s 2w L Qo+ I~ =1 1).

TREHIHE THRRC T D IREZ bEZ EEFHME & L TR 21T, 74 7 7 a A b alRAN %t
75 0.03% '~ b 7'm Ak RIRAIOIELHEDRRRE S 4172,

0.03%t~ b7 A FiliRANL, TRTORRTT X/ 7 e 2 MRIRFIOIREZEEL Y &
[0, 2 EEZICBWOImERICAEEREZPRBD b, o, IREME, REEFEICEL
THREECE & k2B 2 R Lz, & 512, IRIEORRE 222 b & 384 & OBEfR % A9
% 72 OIZHRIEAE , BRIEZE LA & OMREZE LR DO Z N EFUT DN T 0.03% ™~ h 71 Ak sifiRAlL
0.01%t~ h7'r A hRIRAIL YT % 7 7'a A b S iRFIOR CRREF BT 21T o 7o, & ORGSR,
W OIREFHHIZHS N TS 0.03%E~ b7 a2 MARANL, 7% /7 7 a 2 FalRAIL Y bk
FHEMICH B R IRIE TR E R Lz,

AREZALER-20%, -30%% R L72fiRE ORIG T, 74/ 7 a X b lRANZHE LT~
T@ﬁﬁﬁﬁfom%fvbfﬂxFﬁwﬁ@ﬁﬁ%< IREZALZR-20%I2 >V Tl 2 #F %
v IRJEZLER-30%C DV i 2 % K& O 12 RIS TR A B R 203580 b v,
0m%tvk7mxbﬁmﬁk7§/7mxkﬁﬁﬁ@%@kkmf%\ﬁﬁwﬁ%®mFT
B AR X EWTRO N2 b DD, T4 ) 7 x FEIRFICHT 5 0.01%E~ k

7'a 2 b EIRAI OIS ENR R T E 12,

F77.0.03%E~ F a2 RAEIRAIE 0.01%E~ N7 e & R EIRFIOIRE TR G [FEEIC
L7, 0.03%E~ h7'r 2 FAIRAIE 0.01%E~ h7'm 2 b ARAIO H#E T, 0.03%E~ k
v A b SIRAIOIREZLEIZ T X TORET 001%E~ F7u 2 b IRAIOREZE/LE L v
% 0.6~0.9 mmHg FFEIY | IREZ(LFE-30%% 2 LI #RE OFIE 12OV, 12 HE#%IC
wTQM%Hkamxbﬁmﬂmm&TQM%Evbfmxbﬁw%ﬁﬁ%’ﬁ#oto

RIWERIZ, 0.01%E~ k7 = 2 kRlRAIT 70 B9 46 4 (65.7%) 108 {4, 0.03% L~ k7'm X
N AERAC 77 B 5161 (66.2%) 111 14, Z % 7 7 m A KT 73 %9 36 Bl (49.3%) 67 {124
bz, 202 HHHZ (3% L) o mIfERIL, 001%E~ h7'm 2 FERAIT,
FEREFEI (41.4%) . FEEDORRE (27.1%) . IREgERLAE (12.9%) . T 5580E 2 B (5.7%)
Tho7z, 003%E~ F7m X brllRAITIE, fRFl (40.3%) . HEEOME (31.2%). (R
g (10.4%) . i FRGEAZ 9K (7.8%), FEBEE, RORFKA%S (52%) THh
D, IFEAEDIERITRE CTH -T2, —J7, T4/ 7 A MEIRAITHENZ < (5%LL L) &
LICREMIZ, T (192%). BEEORE (16.4%). ZEIE (6.8%). IRIECARILAE.
TGN Z DR (5.5%) Tholoh, FEEFMOPEE 1 flzfrE, 3 XTRET
Holz, KRR CTIIEERAEFRL LTI 4/ 7u X MAIRAICHERBOE(L, TANAFE
TEM R | BIFEBL L7223, TRBREE & D RIRBIRITAE S 47z,

UL EOFRERED 0.03%E~ F7'r X FRliRFNETZ % 2 7'r 2 b RIRANC R TEH B 2R W IRE
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TRHREZAT LI LR TE e, BWEARBBEILT ¥ 7 7a 2 F AIRANCE_TEWD
DD, 0.03%E~ F7'r A N RIRFIOEWERNZERRICHIBE E 25 b O TIdleholz, £72. A
PEDE NS, 0.03%E~ b7 1 A FSIRANL 0.01% '~ 7 u A FAIRAIL W 5802 L AVUR
S BZEMWET T 7 7 A 00 0.03%E 001%DE~ F 7 a2 hEIRFITIRIERETH D Z L b,
0.03% bt~ h7m A MARAIOEEHETH D Z & PR T 72,

1.5.2.2.9 REAREGHER (3-01 FHER)

3-01 Bk Tl SR BB AR A R L NS IREE A 5 & LT, 0.03% '~ 7 1 2k rilRAl
Z 52 WRTAIR Lok ot e et Lz Qo) & I~ ).

FUIRBEAA N D 52 % £ T-7.2~-6.3 mmHg OIREZVEE R L, #HHZDOTXTORIE S
ICBWCTHERIRIE FREAfME S, EE5HHZE L TLE LERE FERIEN GO, £
7o IRFEZ LRI G WMk 28 L T-32.7~-28.6% Th o 7=,

IREZALRN-10%ICE L 2o T2 REE /) VLV AR A —LEFREL, /U VARV —D
FHRA R L 2 A 28 WEZIZ 106 B 161 (0.9%). 52 #E#IZ 102 FiH 141 (1.0%) D
FRTFRE BT,

Fo, BT E LT, BB ARRINIE (38) K OVEARENE & 155 BRIk N R )
L. ZNENDOIRE FREZDRIZOWTHER U7, #55-5hs B o0 AR AR LI 58 BA F b £ Sk B (5
%) KOVEIRESE T 23.7 mmHg, EFARERPIE TIX 18.5 mmHg TH o7z, IREZAEILRFE
B SE fkN pE (B238) K OV IRESE CT-8.0~-7.0 mmHg, 1E 7 IRJE#kPIFE CTl-6.1~-4.7 mmHg
THY., WFRLEGHZOTNTORERICEOTAHERIRE FRAHEE S, 58 %8
LCRE LRE PRI GE LN, Fo, IREE(SITFORB A RN (k) KO
IR EAE C-33.4~-29.1%, IER IR ERENE TIE-32.9~-25.1%Tdh v | JFIEBARBE A RN (5
#) KOEIREAE & EHIREMENEE TR RO 2R LT,

RIVERIE 136 BiH 125 651 (91.9%) 363 R biLiz, £ D 9 HLHIZ < (5% 1) A6
ZRIVERIZ, FEROE (66.2%), FEEFMm (44.9%)., REEFELRE (30.9%), WEEAFLE
(21.3%) . i FHGEALE 2 R (74%) . ZEIE (6.6%). FEEMIE/L (5.9%). 7L LF¥—
PERERESE . IEATEIRDE (5.1%) Tholoid, 3L A EDOEFITIRETH 72, ARBRTIX
HERAEFFRE U COBMRYE, IRNK, BEVUE,. BIRPER, BEERNSZAL 1 FI5B
L7223, 1RBR3E & oREIRBIRITEE S,

KRB EE CTERWVERREMORELETHE LT, JAX IV T AT 27— BN,
RGN, 727 =27/ N7 A7 =27 —EBHMNENZEI 1 FIRED BT 20BN
(2 &0 BEE O RPN SUTEER ERBEO R W F ClsEIfE L 2 &R Iz,

UEOFRERE D, 0.03%E~ F 7w X b iRFNEL, 52 B OEIRGIZEWTHLE LR
FETRIRZRL, ZOREHIZIARTELHDTHDL Z L PR TET,

15.2.2.10 agas% @) (ERJEJAPE 2uEE2E S
[ [ YUNREY B P ERdeE T e
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| SNSRI TIEFRGIHTCE 00 ENERAESsEd I s eve

B CHE L.

zoE, I
I - O L s, 7o, Faucke L. I
I — - o ST

1523BRT—2 Ry ir—o
ARANDOAGBHEFEICBIT DR T — % v r— GHlEED 13, [EPNCHEM LR A S
TFAxge e Uiz 2 3Bk (901 38R, 902 3RBR) . JHUFE BH b Ay ik P e B OV HIRFESE SR 38 % b 4 &
L7z 4 3Bk (903 3Bk, 904 3Bk, 3-03 iR, 3-01 ) OF — & THERR L7z,

1.5.3 AHIDERKFARBIZE T EHRERE
B b7 e A hERANE, B IARRER (903 3BR) . FHIIAHLLEGAER (903 5Bk, 3-03 7X5k)
B OB IAR R #5388 (3-01 7ABR) (2 F6\ TR FE O I3 BR kb 77 i PR e R OV IR B & 6k 52
(ZREIRBRFE 21T o 72,

154 HRAMRUEH
0.03% bt~ b7'm A bATARF] (AT, AHD) ORRBRAGH 515 b A AR O & B
TIZERT B

1.5.4.1 B4
KRN DORET 4 MZHOWT, LLTFICRT,

(1) JROREBR ki f ke B J VR RIEE 2561 B2 & L 72 0.5%FF 1 — b~ LA VERHESRA (LT,
FEr—/VARAD) & OFEMARLEGER, K 100.005%7 % / 7a A hEiRA (LK, 74
J 7'a A R RIRAD & OB EGRBRIC BV T, AR O F £ 1 — L S IRANT 3 5 Eilk
P, ROT % 7 7a 2 b RRANCRT T 2IFH MR R SN, ZHHDORER LY AANL,
AAREN THEH T X 2 NBIEHREO T TR bIROIRIE TR EFT 7% ) T A K
SRANCE S RWIREZETAHHO T a2 2~ R7Fu Z7#lEL LT, #NELOE
IREIZR T DRI DT D DO F T 70BN A 2l Z N TE 5,

(2) 74 77 ax |k EIRAIE OB AR EGRERICH\W T, ISR 2 BAERIE 2% &+ 5 i
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Wl LTASEHSN TR, ARMEOHEE FEOEITZ MK TE 2 Z LRI T
WD BETRIRIE ) & OIRIEZE L 3R-30% % Bk L7IEFI OBIG RS, 74 7 7 a2 FEIRAI L Y
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DESCRIPTION

LUMIGAN® (bimatoprost ophthalmic solution) 0.03% is a synthetic prostamide
analog with ocular hypotensive activity. Its chemical name is (2)-7-
[(1R,2R,3R,55)-3,5-Dihydroxy-2-[1E,3S)-3-hydroxy-5-phenyl-1-pentenyl]cyclo-
pentyl]-5-N-ethylheptenamide, and its molecular weight is 415.58. Its
molecular formula is CogH37NOy. Its chemical structure is:

SN N /CZHS
— CON

\
H

Bimatoprost is a powder, which is very soluble in ethyl alcohol and methyl
alcohol and slightly soluble in water. LUMIGAN® is a clear, isotonic, colorless,
sterile ophthalmic solution with an osmolality of approximately 290 mOsmol/kg.

Contains: Active: bimatoprost 0.3 mg/mL; Preservative: Benzalkonium chloride
0.05 mg/mL; Inactives: Sodium chloride; sodium phosphate, dibasic; citric acid;
and purified water. Sodium hydroxide and/or hydrochloric acid may be added to
adjust pH. The pH during its shelf life ranges from 6.8-7.8.

CLINICAL PHARMACOLOGY

Mechanism of Action:

Bimatoprost is a prostamide, a synthetic structural analog of prostaglandin with
ocular hypotensive activity. It selectively mimics the effects of naturally occurring
substances, prostamides. Bimatoprost is believed to lower intraocular pressure
(I0P) in humans by increasing outflow of aqueous humor through both the
trabecular meshwork and uveoscleral routes. Elevated I0P presents a major risk
factor for glaucomatous field loss. The higher the level of I0P, the greater the
likelihood of optic nerve damage and visual field loss.

Pharmacokinetics:

Absorption:

After one drop of bimatoprost ophthalmic solution 0.03% was administered
once daily to both eyes of 15 healthy subjects for two weeks, blood concen-
trations peaked within 10 minutes after dosing and were below the lower limit
of detection (0.025 ng/mL) in most subjects within 1.5 hours after dosing. Mean
Crac and AUCo-2a values were similar on days 7 and 14 at approximately 0.08
ng/mL and 0.09 ngehr/mL, respectively, indicating that steady state was
reached during the first week of ocular dosing. There was no significant
systemic drug accumulation over time.

Distribution:

Bimatoprost is moderately distributed into body tissues with a steady-state
volume of distribution of 0.67 L/kg. In human blood, bimatoprost resides mainly
in the plasma. Approximately 12% of bimatoprost remains unbound in human
plasma.

Metabolism:
Bimatoprost is the major circulating species in the blood once it reaches the
systemic circulation following ocular dosing. Bimatoprost then undergoes
oxidation, N-deethylation and glucuronidation to form a diverse variety of
metabolites.

Elimination:

Following an intravenous dose of radiolabeled bimatoprost (3.12 pg/kg) to six
healthy subjects, the maximum blood concentration of unchanged drug was
12.2 ng/mL and decreased rapidly with an elimination half-life of approximately
45 minutes. The total blood clearance of bimatoprost was 1.5 L/hr/kg. Up to
67% of the administered dose was excreted in the urine while 25% of the dose
was recovered in the feces.

Clinical Studies:

In clinical studies of patients with open angle glaucoma or ocular hypertension
with a mean baseline 10P of 26 mmHg, the I0P-lowering effect of LUMIGAN®
(bimatoprost ophthalmic solution) 0.03% once daily (in the evening) was
7-8 mmHg.

Results of dosing for up to five years with products in this drug class showed
that the onset of noticeable increased iris pigmentation occurred within the first
year of treatment for the majority of the patients who developed noticeable
increased iris pigmentation. Patients continued to show signs of increasing iris
pigmentation throughout the five years of the study. Observation of increased
iris pigmentation did not affect the incidence, nature or severity of adverse
events (other than increased iris pigmentation) recorded in the study. 10P
reduction was similar regardless of the development of increased iris pigmen-
tation during the study.

In patients with a history of liver disease or abnormal ALT, AST and/or bilirubin
at baseline, LUMIGAN® had no adverse effect on liver function over 48 months.

INDICATIONS AND USAGE

LUMIGAN® (bimatoprost ophthalmic solution) 0.03% is indicated for the
reduction of elevated intraocular pressure in patients with open angle glaucoma
or ocular hypertension.

CONTRAINDICATIONS

LUMIGAN® (bimatoprost ophthalmic solution) 0.03% is contraindicated in
patients with hypersensitivity to bimatoprost or any other ingredient in this
product.

WARNINGS

LUMIGAN® (bimatoprost ophthalmic solution) 0.03% has been reported to
cause changes to pigmented tissues. The most frequently reported changes
have been increased pigmentation of the iris, periorbital tissue (eyelid) and
eyelashes, and growth of eyelashes. Pigmentation is expected to increase
as long as LUMIGAN® is administered. After discontinuation of LUMIGAN®
pigmentation of the iris is likely to be permanent while pigmentation of the
periorbital tissue and eyelash changes have been reported to be reversible in
some patients. Patients who receive treatment should be informed of the
possibility of increased pigmentation. The effects of increased pigmentation
beyond 5 years are not known.

PRECAUTIONS

General: LUMIGAN® (bimatoprost ophthalmic solution) 0.03% may gradually
increase the pigmentation of the iris. The eye color change is due to increased
melanin content in the stromal melanocytes of the iris rather than to an increase
in the number of melanocytes. This change may not be noticeable for several
months to years (see WARNINGS). Typically, the brown pigmentation around the
pupil spreads concentrically towards the periphery of the iris and the entire iris
or parts of the iris become more brownish. Neither nevi nor freckles of the iris
appear to be affected by treatment. While treatment with LUMIGAN® can be
continued in patients who develop noticeably increased iris pigmentation, these
patients should be examined regularly.

During clinical trials, the increase in brown iris pigment has not been shown to
progress further upon discontinuation of treatment, but the resultant color
change may be permanent.

Eyelid skin darkening, which may be reversible upon discontinuation of the
treatment has been reported in association with the use of LUMIGAN®.

LUMIGAN® may gradually change eyelashes and vellus hair in the treated eye;
these changes include increased length, thickness and number of lashes.
Eyelash changes are usually reversible upon discontinuation of treatment.

LUMIGAN® (bimatoprost ophthalmic solution) 0.03% should be used with
caution in patients with active intraocular inflammation (e.g., uveitis).

Macular edema, including cystoid macular edema, has been reported during
treatment with bimatoprost ophthalmic solution. LUMIGAN® should be used
with caution in aphakic patients, in pseudophakic patients with a torn posterior
lens capsule, or in patients with known risk factors for macular edema.

LUMIGAN® has not been evaluated for the treatment of angle closure,
inflammatory or neovascular glaucoma.



There have been reports of bacterial keratitis associated with the use of
multiple-dose containers of topical ophthalmic products. These containers had
been inadvertently contaminated by patients who, in most cases, had a
concurrent corneal disease or a disruption of the ocular epithelial surface
(see PRECAUTIONS, Information for Patients).

Contact lenses should be removed prior to instillation of LUMIGAN® and may be
reinserted 15 minutes following its administration (see PRECAUTIONS,
Information for Patients).

Information for Patients: (see WARNINGS and PRECAUTIONS): Patients
should be advised about the potential for increased brown pigmentation of the
iris, which may be permanent. Patients should also be informed about
the possibility of eyelid skin darkening, which may be reversible after
discontinuation of LUMIGAN®.

Patients should also be informed of the possibility of eyelash and vellus hair
changes in the treated eye during treatment with LUMIGAN®. These changes
may result in a disparity between eyes in length, thickness, pigmentation,
number of eyelashes or vellus hairs, and/or direction of eyelash growth. Eyelash
changes are usually reversible upon discontinuation of treatment.

Patients should be instructed to avoid allowing the tip of the dispensing
container to contact the eye, surrounding structures, fingers, or any other
surface in order to avoid contamination of the solution by common bacteria
known to cause ocular infections. Serious damage to the eye and subsequent
loss of vision may result from using contaminated solutions.

Patients should also be advised that if they develop an intercurrent ocular
condition (e.g., trauma or infection) or have ocular surgery, they should
immediately seek their physician’s advice concerning the continued use of the
multidose container.

Patients should be advised that if they develop any ocular reactions, particularly
conjunctivitis and eyelid reactions, they should immediately seek their
physician’s advice.

Patients should be advised that LUMIGAN® contains benzalkonium chloride,
which may be absorbed by soft contact lenses. Contact lenses should be
removed prior to instillation of LUMIGAN® and may be reinserted 15 minutes
following its administration.

If more than one topical ophthalmic drug is being used, the drugs should be
administered at least five (5) minutes between applications.

Carcinogenesis, Mutagenesis, Impairment of fertility: Bimatoprost was not
carcinogenic in either mice or rats when administered by oral gavage at doses
of up to 2 mg/kg/day and 1mg/kg/day respectively (approximately 192 times
and 291 times the recommended human exposure based on blood AUC levels
respectively) for 104 weeks.

Bimatoprost was not mutagenic or clastogenic in the Ames test, in the mouse
lymphoma test, or in the in vivo mouse micronucleus tests.

Bimatoprost did not impair fertility in male or female rats up to doses of
0.6 mg/kg/day (approximately 103 times the recommended human exposure
based on blood AUC levels).

Pregnancy: Teratogenic effects: Pregnancy Category C. In embryo/fetal
developmental studies in pregnant mice and rats, abortion was observed at oral
doses of bimatoprost which achieved at least 33 or 97 times, respectively, the
intended human exposure based on blood AUC levels.

At doses 41 times the intended human exposure based on blood AUC levels, the
gestation length was reduced in the dams, the incidence of dead fetuses, late
resorptions, peri- and postnatal pup mortality was increased, and pup body
weights were reduced.

There are no adequate and well-controlled studies of LUMIGAN® administration
in pregnant women. Because animal reproductive studies are not always
predictive of human response, LUMIGAN® should be administered during
pregnancy only if the potential benefit justifies the potential risk to the fetus.

Nursing mothers: It is not known whether LUMIGAN® is excreted in human
milk, although in animal studies, bimatoprost has been shown to be excreted in
breast milk. Because many drugs are excreted in human milk, caution should
be exercised when LUMIGAN® is administered to a nursing woman.

Pediatric Use: Safety and effectiveness in pediatric patients have not been
established.

Geriatric Use: No overall clinical differences in safety or effectiveness have
been observed between elderly and other adult patients.

ADVERSE REACTIONS

In clinical trials, the most frequent events associated with the use of LUMIGAN®
(bimatoprost ophthalmic solution) 0.03% occurring in approximately 15% to
45% of patients, in descending order of incidence, included conjunctival
hyperemia, growth of eyelashes, and ocular pruritus. Approximately 3% of
patients discontinued therapy due to conjunctival hyperemia.

Ocular adverse events occurring in approximately 3 to 10% of patients, in
descending order of incidence, included ocular dryness, visual disturbance,
ocular burning, foreign body sensation, eye pain, pigmentation of the periocular
skin, blepharitis, cataract, superficial punctate keratitis, eyelid erythema, ocular
irritation, and eyelash darkening. The following ocular adverse events reported
in approximately 1 to 3% of patients, in descending order of incidence,
included: eye discharge, tearing, photophobia, allergic conjunctivitis,
asthenopia, increases in iris pigmentation, and conjunctival edema. In less than
1% of patients, intraocular inflammation was reported as iritis.

Systemic adverse events reported in approximately 10% of patients were
infections (primarily colds and upper respiratory tract infections). The following
systemic adverse events reported in approximately 1 to 5% of patients, in
descending order of incidence, included headaches, abnormal liver function
tests, asthenia and hirsutism.

OVERDOSAGE

No information is available on overdosage in humans. If overdose with
LUMIGAN® (bimatoprost ophthalmic solution) 0.03% occurs, treatment should
be symptomatic.

In oral (by gavage) mouse and rat studies, doses up to 100 mg/kg/day did not
produce any toxicity. This dose expressed as mg/m? is at least 70 times higher
than the accidental dose of one bottle of LUMIGAN® for a 10 kg child.

DOSAGE AND ADMINISTRATION

The recommended dosage is one drop in the affected eye(s) once daily in the
evening. The dosage of LUMIGAN® (bimatoprost ophthalmic solution) 0.03%
should not exceed once daily since it has been shown that more frequent
administration may decrease the intraocular pressure lowering effect.

Reduction of the intraocular pressure starts approximately 4 hours after the
first administration with maximum effect reached within approximately 8 to
12 hours.

LUMIGAN® may be used concomitantly with other topical ophthalmic drug
products to lower intraocular pressure. If more than one topical ophthalmic drug
is being used, the drugs should be administered at least five (5) minutes apart.

HOW SUPPLIED

LUMIGAN® (bimatoprost ophthalmic solution) 0.03% is supplied sterile in
opaque white low density polyethylene ophthalmic dispenser bottles and tips
with turquoise polystyrene caps in the following sizes:

2.5 mL fill in 5 mL container - NDC 0023-9187-03
5 mL fill in 10 mL container - NDC 0023-9187-05
7.5 mL fill in 10 mL container - NDC 0023-9187-07

Storage: LUMIGAN® should be stored in the original container at 2° to 25°C
(36° to 77°F).

Rx only
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LZERNHDLIED, BREEZTEHMICREL, gh
RILEND O ONT-HEITITBERIREEIZIL U T#H
HEHFIET 52 b, [ THEERERNER] OHES
fiR]

(2) Z DD EIER
BITERARD NG E 352k 5670 8
WO B EITHIZ L,

BN HHONDZENH D, TN BTG Ok
ICEDtR2 T L, eEHRIRICEVIEIET 5, IR
IR (LR OIRE B O ZEIZONTIE, BhH

IERIR 2T, B 2 WIS 2 WTREMED & 2 73,

ITE EFRERIC OV TSP IR bEEA L2
CEBHE SN TV D, RATRILE OB TR

5%LA_E 1~B%AR0 | 0. 1~1%AT
FERE L, BR | ORGSR, AN | AR R Rk
ZTOPE, IR | vRIE, R | &, IRk,

iR maBbaE, | M. REBE | BB TE RE
g oFEk | E., RBE | WK T,

A, AROS | B, BgZ > | BAIE, <A1
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GEFR, ~
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JE, SRR AN
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K. IRFZIE,
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AR, 228,
FNEE, ARRE
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E IR EREE)
ﬁ%\wEL

PLIEFAE,

BIRes L

Hiks AR

R, CK
AN

AERS, %
D E U,
SRR . MY
Hug, [ ek
PaEhn, AL
T(GPT)
i, v—G
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Z DAt

4. BE~DES

— Rz EEE CITAEBBRENE T LTI DO THERT D

Z&,

5. 1315, ER. BILBE~OKRE

(1) 3%
Il XATAEHR LT 2 AR O & 2 I NITIE, TR
LoBIREN G Z BRI D & HIE SN D EAIC
OHEEFETHZ L, BERFOREICHET L4
IIHEST LT B EIR Tl R~ 7 2120, 3
mg/kg/ H UL E &R AOKS LIZ5A1C, FER VRE
NRD B, fER - #8237 » M2 0. 3mg/kg/ H LA L
ERROEG Lgalc, RIREE RIEECSE) »
RO, 2B, THHAT R LB O BB
Pz R i DR (AUC) 13k b AUIREFD 68 511 1
THoTz, ]

BILP O NGS5 Z L kT, e 25 TRE
THHECIIRL eI 2 L, (B (F
v b ERNEE) TR A~BATT 5 2 LA S
T35, ]
6. INEEADES
R AREIR, FrAaR, LR, SISO NRICKd 5%
MEIIRESL LTV R (B HBBR AN 220N
7. @RALDEE
M BERE . SO+ L,
Q) &5
BEICH LRORICEET L5 RESHZ L,
D AR U7z & IR &S IZ oW =5 A1E,
FTICSEWBN, BT DH L,
2) HIRD & & | FEROSENER B2 g D
WCEETLZ L,
) SIRA Z PR 25, b Yy 5 4
FICLEORIREEZ H T TRIBET2 2 &,
RPN amy Mk Ly a2 s Ny
REeBOIEDLENHLOT, a7 bLv
REHFE LD, AR —H L X%

AU, R 15 LA ERGRBICHERT 5 Z &,
[EMmEhE]
mighREY
HAR AR A BT (6 1) (CAAIZBARIZ 18] 15, 1
Hi1R 14 HEXESELZEE 14 HHOMEH E= b
Ta A~ GREE) BER. RIREEERN 8 4 Chm
e CESE - EAEF ) 0.0610. 025 (ng/mL) IZ3E L.
AR 1 ReR DABE I EFRSVE (0. 025 ng/mL) R Tdh
o, L EHEREM TH D 1T-7 ==L v Y ST
ABTZ UV UF , ITWTHORIER R TS IERRE
(0. 050 ng/mL) i TH -7z,
(B &)
ERFEEMREIT () 22
SH—0.1% B~ h 7' A b silR#K 35 1 L &2 /L OTiRIZ
H[ESAR L7z & & IRARR AN O REIR B 1T, R, IR
B, DRAE, MM, MR, BARMR, PLAREE. HEARHSIE,
TR, K, B ROIEICE >, £7-. 1 H 2=
F 18 MIKERIR L7c & & HURREIREE X IR, A5,
A, I, BRI, T, KA, MG & O
AR CHRBIEEE & I CE < R DR ST,

[ PR Rk 4]

1. JFUR BR S A i PN B S i R E FR 3 179 B % 6 52
& LTS L RSB (MBIE . FE o
—= LA VR 0. 5% AIRIK) 1BV T, ARFIDOIR
JE Rl CRAME S FEHERZS) 138,243, dmmllg TH
D, RPRERICH LA BERIRE TRE2RD 7Y,

#£  IREMEOE (nmlg)

AFITE poicE St
(n=90) (n=87)
N—=ZXF A 24.4+3.1 23.2+1.8
TR TRE (12 % U 16.3+2.7 18.4+2.7
k)
IREZE L AE -8.2+3.5 ~4.9%2.2
EEMEOREMZE (ORH — %t -3.4
WREE) L 2D 95%(5 X[ [-4.2,-2.5]
Pl (t IR7E) <0. 001

SEEE AR ZE (nmHg)

2 U BH S R A ok P B S 3 R SE AR 220 5] 2 kb5
LTI ER b e GHMEEEMR) iR (o
IR . % 7 7m A b 0.005%80R%) (2B W T,
AR ORTETREME CFRAMEEAERERZE) 1£8.0£2.7
mmg TH Y . RHRIK L OIEL MBI S =),

# IREMEOEE (mmHg)

AFHE R
(n=71) (n=63)
N—2F A 24.2+2.4 24.1+2.6
TR TR (12 B U 16.2+2.3 16.7+2.9
H R EF)
R Z Al -8.0%2.7 ~7.4%+2.8
LB OB ZE (ORF—*F -0.6
TR & 7D 95% 15X M [-1.5,-0. 3]

PEEEERAER 2 (nmHg)




3. IE IR ek PN B 2 5 e 5 B e £ ke N B ST = IR

JESEFRE 136 Bl x5 & LB GRBRICBVT,

AFNIOIREZEAEIL 52 B %8 L CT-7. 2~-6. 3 mmHg

OFHTHR L, 28 LIZIRE TR ERLZY,
AREZAE OHER  (mmHg)

£
€
a
R
M -8
E
= (110) (101) (107) (106) (99) (104) (104) (106) (108) (105) (104) (101) (103) (102)
[CE]
-12
0 4 8 12 16 20 24 28 32 36 40 44 48 52
AIERFHE GR)
(€35E-35)

1. RETHRMER"
AL —F—BEHIC L HIREEZFHEE LY LI
0.001~0.1% b~ k71 A kSR % BE AR L
L&, BERENZIRE FERERNED bNT-,
2. {FR%RF
v h e A MNIT O AT v A RERIEICERL, &
E O R IR 2 N Lo EARYE 2 e 5 2 &
LFVIREZ THREIEDEEZLN TV,
A RICAAKIZ 1B 1E 5 HEMESBLZEED
IRE FREAERIZ, 7 a A~ A REZREFEHED
ATLEIC L W E S NS,
Y 0.01%E~ h e A FEIREE 1 B 205
AMMESIR L E &, 589 BT H 2 &
D FEKYEH 5% A IREE & bele U-CHEISHEM
S (FAF LAy RL—FE) 9,

(AR5 IBET SEBIEFARIR]

—f%4% B~ 7 A~ (Bimatoprost) [J ANJ

(562)-7-{ (1R, 2R, 3R, 5S) -3, 5-Dihydroxy
-2-[ (1E, 3S) -3-hydroxy-5—phenylpent

b4

-1-en—1-yl]cyclopentyl}—N-ethylhep

t—b—enamide

PR B TR MIAG~REAGOBRETH D,
TEF= MV ALEODAFILRILLT I RITOR0EITR
L, =X )=V RORAH ) — )LD TEHITRd <,
KK OWFBR = F IR T IT < W,

(kL EDEE]
[(&E&H]
(a8 #£I]

2.5mL X5, 2.5mL X10
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1) THEFEKRASH NS B~ 7 e 2 b iiRigo
% T AHBRAREER (14 H M R AREER)

2) THBEFERASH #HNER : B~ F7e 2 b AIRIKO
PN D BE]LR AR G- O AR N /010 3R

3) THEBEFERASM HNEE : B~ b7 e 2 b AR O
PN BT D A SRR 1% O AR N /0 10 2Bk

4) THEFEKRASHE NS v F 7 e 2 b RiRiEo
EIARERRRER (FEo—~ LA L RRYE0. 5% SR
& D HEER)

5) THBEFERASM HNEE : B~ b7 e 2 b AIRIKO
HIHERRRER (Z 4 7 71 A 0. 005% AR & Dkt
R )

6) THBEFERASE HNEER : B~ F7r 2 b AIRIKO
AR ARER (R 55

7) Woodward, D.F.et al. : J. Pharmacol. Exp. Ther.,
305, 772, 2003.

8) THEFEHRASH HNEE : A XIZBTFHE~ M=
A N RIREOIRETEER IR T2 7 a2 2~ A R
PiAlOEER

9) THBEERASH HNEE : B~ b7 e 2 b AIRIK D
FIVEKENREIC K IF TR

[#REE R k]

SRR KL - RS RIS VA5
THBMMEMRASH I AZ~v—PR—FE
T541-0046 KPR g X eI — T H 5 % 8 &
TEL 0120 - 06-9618 FAX 06-6201-0577

AT 9:00~17:30 (£, A, FLAZEL)

SLERRSE T
FTHEREHRA
KRBT e b BFIT — T H 5 % 8 5
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1.8.1 %hiE - IR RUVZDEREER
1.8.1.1 %hee- R
ZhEE - IR

RN, &REE

1.8.1.2 %heE - IRDOFREHEH

FENBEE O BIIX, BEORBREEAZHF ST L TH D, KRR T v & Al
12345802 1 v fekpN R - AR O BF R L R T R o0 BEREME 2SRt & Ay ARIEAS 1 mmHg
BT % &R IEEFOHEITO Y 2 7 05K 10%EAD 325 2 & BEIRRIFIRED) D D 20%X° 30%
ORE TR X FARRIEEOET M SND Z & ERB LN L0 | IRIE T RERIE R
WNEEDMEFFEE OMITZPHIE L 9 5 Z L FEH S iz, £ OMITHE T, AR FLIE O Rk
EOWMRAE R CZBMNE LEH LWEBRLRALNTVER, DT U RIZESWE
BRIEL TR TR LT, N - SIRTEIEIZ R 2 ME—MeS2 72 1R TR IE FRIRIED AT
b5, v b7 a R RRAIOIRE FEIRIZOWLTIE, FERRKRER & OME/MG AR RER T 5
MmERoTEY, BARERNIZEBOTHIRE TR AFRE L U CRNIE - SIREEICH T 26
INEERRETT D & &b, BetEmRT LT,

JFFU5E B B A e PR B Ny OV IR 2 ek B2 & L7238 THARARER (903 #BR) ICB\W\ T, AahMfig
Hrxtge4ER PPS 70 4] (0.01% B~ k72 & kSHRAN 18 i, 0.03% '~ h 7'm 2 |k fRF 19 fil,
0.1% bt~ K7 A hailRAl 14 ], B~ b7 A FRERAIEA] (BLF, 77%R) 19 #) Zxf
LI, RETHEDRZIEE L L THIMEZRET LT,

TIRREHMBE LIzt~ b7 e A FEIRFIOIREZ LR (B 5BHtA B OBREM —HE B O
ARFEME) DT, 0.01% '~ F7'r 2 FRRAITIE 8 HRICAEREITRD N2 o7 b
DD, 15 HZLICHBRENRD b, 0.03%E~ h7'm A hARAIRN0.1%E~ 71 A K
SRIRFICIE 8 Hik, 15 HiZ L ICHRRENEO LU, 003%E~ F 7o X h A & 0.1%E
~ F a2 S RIRAIOIRE TR RIZFRRE CTh o7,

ZOREREZT, AL TE~Y F 7 e A NARAIOREMOEREOE#EHEZ LY
HIREIZ T 2 7o I LA T OB INfRAT 2 92k L 7=,

7T RS IRF O RELA B TdH 5 2 mmHg BLEDOIRE T % BRI A = A IRE TR
LEFR L, 2mmHg UL EDORRE FREZ R LIcBRE ORIG 2 HH Lz, £ORHR. 2mmHg 2L 1
DOHRE T2z R L7#iBrE OEIA1X0.03% e~ F7'a 2 hSIRFIR N 0.1%E~ b 7o A b AlR
FITIL8 H1%.15 H# & 12 100% TdHh > 7-DIZxt L.0.01% '~ k7 2 kASARAITIL 8 Hi%.
15 Hi& & HIZK80% &, 2 mmHg U EORRE FREZ 7R L 72 g OFIE I3 H B FRZH N
LB RN RS, £7-., Outflow pressure TR 20%LL EA 7R L7 #kRE OFEIG TH ., 0.03%
B~ h7’r A MERAIRON0.1%E~ F 7 a A b ERAITIL 8 B, 15 Hi% & H1Z 100% Th -
T=oIizxt L, 0.01% b~ F e X MERFITIX8 Hi%, 156 H& & I 80% TH -7,

PUkXvy, e~ b7aX hRBROWTNORESL 7 78R LR RIBE FESEEH
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T5HZ LR S, 0.03% K% TN0.1% '~ F 7 a & kAR O IRE TR B I FRE T, 0.01%
v~ h7'a A R ARANE 0.03%, 0.1%H &I THW I EREB STz,

— 5 RERMEIZE L T, ZaMEitre REH 74 41 (0.01%E~ F7'm X 18 i, 0.03% E°
~ h7a A K206, 01%E~ h7rA 176, 7R 19 6) 1285, BIEHOIELE
FEIX0.01%E~ h 71 Ak SHRAIT 33.3%, 0.03%E~ k71 2 kAIRAIT 65.0%, 0.1%E~ h
7' A IRAIT 82.4% & HEARIFHNZEEIN Uiz, 7238, 7' 7 B AR ORBBUEE X 21.1% TH - 7=,
WTNORWER b EER OIS, LG EORERITRO bhirole, kbZ <R

SNTEWERIIREAMTH Y . 0.1%E~ F 71 2 b EIRACII i & B O fE SR A 3 F12 8
gah, 3 M bREEAEMICER LIk ERot, £, BIERORERICITHBKTH 2 MH
FRH BV, E7o&EPIEOERICRY 5 DFEEAMA L EE 24 01%E~ F 7' X b Rl
ERHESEHE L LTHE LSRN EEB R b,

U EDOFERNS0.03% '~ k71 A b i BRI 7356 B A £ ok PN B M OV IR FERE FRE L2564
HEEHABETH D Z EDNRBEINT-,

JERURE B AR A ke PR Bt e OV AR JEE & 6 2 & U 7= S5 A ek (904 5RBR) 12\ T, 179 H
DL, MR SER mITT 177 41 (0.03% '~ ~ 71 & hAHRA] 90 fil, FF v —/L &
wﬁmﬁ>%ﬂ% . IRE TR R A EE E U CROMEERET LT,

HZIZEIT 5 0.03%E~ F7m 2 piRA & FF v — L SRA O IR EZ LA D 7 K OV
@%%ﬁﬁt%%hﬁ_bk@@ﬁ@@ﬁfi\mr%mﬁ@%i&%mmm\%%ﬁﬁzﬁ
1%-4.23~-247TmmHg TH V| FEEXMIC0ZEFE o2 Enb, FEr— L RIRANC R
% 0.03% bt~ F7'r A MRIRAIOE-BIMES R S v,

F7-. WEHOINEZLLEIL 0.03% '~ k71 % kEIRKIT-85~-7.9mmHg, FF& 17—/ L&
IRAICT-5.1~-4.8mmHg TH V. 2. 4, 8 LN 12 % DT T O E CHEEMICHE R E=NR
W b7z (P<0.001),

—J ., BEMEICE L TiX, et gEM 177 4] (B~ h7'm X k 90 fil, FERr—/L
87 51) ié@@%@%ﬁﬁﬁﬂ:0%%t7b7mx%ﬁwﬂfTM% FE 1 — /L SR
TiE 33.3% T, 0.03%t~ 71 & FEIRAIE ORICHE 27 (P<0.001) 235880 LA, &
Bhboida, BEAMICEE 220 TIE2nEE 2z bz, £7-, 0.03%tE~ 72 & |
SIRAIOBEWER O L ZFIRBAOLOTHY . 2HVEORWERIZ D 20> 72,

LLEDFERN G 0.03% '~ R 7m 2 b dRANL, FF 7 — /L G iRANC b~ TR IRIE TR
R EAT DI ERHERENT, 1o, 003%E~ F 7 A b ANRA ORI B T

12—V RIRANZ AR TE WS OO BERICBEE 722 DO TidroT,

JERUR B A B A ke PR Bt e OV AR JEE & P 52 & L 7= S5 A Bk (3-03 §hBR) 1ok W\ T, A%
PEFEAT ST 4E ] PPS 198 f5i] (0.03% b~ k7 1= A bk ARRAI 71 5. 0.01% '~ k71 2 b AR
64 %, 7% 7 A b SHRA 63 ) A xigc, IRIE FRESRARE L L TR R L,

TREHIHE TIRHC T D IR EZ b2 EEFHME & L T Z T, 74 7 7 u A b alRAN %t
75 0.03% '~ h7r 2 R IRAIOIEL D RGE S v, IRE FREZIRICH N T 0.03% '~ K 7'e
A MEIRANEZ % 7 7o A2 N RIRANC AR TE B RN LB RS L,
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RIREHT I, 0.03% B~ 7' A2 M RIRAIOIREZMEIZ T X TORETT ¥ 7 7'm A h A
IRAIL D H 05~1.3mmHg FEIY 2 BEZIZIBW CTHBERIZA B2 22035580 b7z (P=0.0061) ,
F72. 0.03%E~ b 7e R b AARAID 2 08 1 O HREAE, wrﬁm4 BMLTHLTIX /) 7a A b
SURA & LE_THREICK > 7= (P=0.0074, P=0.0023), . IRFEORR R 7224k & JEA &
O BAfR % G 2 72 DI IR A, ﬁrWMﬁ&Uﬁrﬁkéw%h%h_owT@ﬁ T
EATo TR, WINOIRERHMEIZE N TE 0.03%E~ F e A MEIRANL, 7%/ 7e 2 b
FIRAI L 0 & & OIRE FREIH 27~ L7z (P=0.0464, P=0.0441, P=0.0313), 216D &b,
0.03% bt~ F7r 2 hERANTZ % 2 7o 2 N RIRANZ A L0 REICIREZ TR, &5
Mz L CLE LIEIRE FRERDGOND Z RSN,

I HIT, HREZE(LEE-20%, -30%% AL L 72 g8 OFIG Ol TlE, IREZ(LE-20% TlE 2

W% IREZ(LHE-30% Tl 2 #F% AN 12 8RR ICENETNT ¥ /) 7 a & b IRANC AR
0.03% '~ F 71 % b HIRAITHEIZE )~ 7= (P=0.0266, P=0.0135. P=0.0160),

001%t~ h7r X frilRAlE 7 % 7 7 a2 b EIRAIOHEIZ IS W TS | WA RAIMOIRET
FBEDRICKRERBEBWVTROONT, 7%/ 77 A MRIRBANCRT 2 0.01%E~ 7o X kR
KDL DB T & 1=,

£72. 0.03% b~ F 7 x RAEIRAIE 0.01%E~ b7 Z b AIRFIOHETiX, 0.03%E~ k
7'a Ak IRAIOIRIEZCEIX. T CTORRT 0.01%E~ b7 2 hERAIL Y £ 0.6~0.9
mmHg FED | IREZE(EER-30%% 2 L 72 g oFIG 1%, 12 HE#ZICBVWT0.01%E~ M7
o A b ARRANC R T 0.03%E~ F7m 2 MEIRAICTHEICE ) > 7~ (P=0.0385),

— 05 BAEMEMRAT R 4R 220 51 (0.03% B~ R 7'm A k 77 £5,0.01% &~ h 7'z 2 K 70 44,
Z 57 7u X 134 ICBT HEIWEHOFBMEIL, 0.03% '~ F7'r Xk AIRAI 66.2%. 0.01%
B~ h 7 a2 S EIRAI 65.7%, 7 Z  Tu A S EIRAI 49.3% Th o 7oy EHER B DI o T,
RIER D2 <1, IREFTO & O TR M2 e b S E IR BL L, T OMICHEEORE 2 &5
EBEE ISR LT, 25 EoRIERIZ D Rh T,

LEDOFRER IV, 003%E~ F7'm 2 hElRANT, 74 7 7 2 hSIRANCESTEHLRWIR
JETRSFEEETHZ EDNMERTE, £, BWERARSMEE L, 74/ 7 a2k RRANC
RTEWHDOD, RRIICEE L 725 DO TIE o7z, B~ h a2 b aliRAIOHESEH &I\
DN TIE, 0.03%E~ K7 A FEIRANE, 0.01% b~ F 7 2 hlRA L D B2 LR E

BIVE S BRMEE 28 0.03% & 0.01%D B~ 71 2 MEIRFITIRIEREETH D 2 & 705.,0.03%
ﬂEVF7EXF5wﬂ®§LﬁET%é LR T E T,

JEUR B BB A ke P Bt e ONR R JEE & 6 52 & L 7= S5 AR 4% 558k (3-01 #BR) 1o\ T
0.03% "~ h 7' 1 A hRIRAIZ £ 5 S 47 136 Bl 9 &, AT R G4EH PPS 110 #lic$
JDMRE TR EZ IR L L TaAMMEEZ T LT,

# 5-R1OIREEOFE)EIL 21.8 mmHg T, & 5% O T X TORERICB W THEZIRE TR
DSHERR S HuTz, mIRBALAED S 52 il £ C-7.2~-6.3 mmHg ORIEZbEZ -~ L, 58I %
WL CRE LIRE TR/ G 6N, o, IREA(LFITH G-I/ 28 U C-32.7~-28.6%
ThHol,
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IRIEZ{L=R-20%, -30%% 2E% L 7= #BRaE @ 28 # [E1t4 & OF 52 [ # O EIAIZ >V Tid, IRIE

wa@ZW@CiZS fHl#% T 95.3%, 52 i [} 1% C 91.2%. IR 22 {k3:-30% Tl 28 1 fH] #% T 58.5%,
TH[H% T 49.0% Th -7, 28 I & 52 HH[FH % OZEMRICKE REITRD LR -T2,

b\, BIENT E LT, B MBRARENEE (2) K OVEIRIEE & ERIRIERNEE I E
B, ZTNENOMRIE FEZNRICOWTRET Lz, B5BI8A B ORI 1355 B B kN

(Mez%) M OVEHRIEAE C 23.7 mmHg, 1EF IR EREANFE Tl 185 mmHg TH YV . IRIEZA LRI
S BH B A kP B (Be3%) K OV IR ESE C-8.0~-7.0 mmHg. 1E 7 IRk FE T13-6.1~-4.7 mmHg
Thotr, BEHROEBIRISERERGA & OIRFEEORK AT 2 A, Wb S
BOTRTORESITBOCHERIRE FREAHGE S, #5828 L CLE LEIRE TR
L AYE XY dWia

F 7z, B G I O RREZS b R BR AR A FR R (Bk38) K OV IR ESE C-33.4~-29.0%.
IEH IR ERRPRE Clx-32.9~-25.1% DO CHER L. RSB A RN () KOS IRIERE
L EFIRIERNE CIRIERBEOHER 27/~ LT,

—J5 . REVECE LTk, ReMEMITcIG4ER] 136 #1235 T, 91.9% & @ W CTRIFEH o
RENBO LN, HERLOIZRL, LA EOHELENRRE Th-72, RFTARRITER &
L CHEEDRER DS 66.2%, FEEEFIMDS 44.9%, ARMEEFEILE DS 30.9%, M AFRILE D 21.3% &
BB vz, D ORIWERIIHEEIE~OREZ LIETER RO TRV, ERF
FoRETHIEE oA N R ONTZ, £, B~ F 7 u A hAIRANIEERAICHRE & 7
D X0 e gWREIERNE R D5 T,

PLEOREFR LD, 003%E~ ~h7'm X kRlRFNEL, 52 HORMEGIZE W THLEE LR
JETREZ L, ZORIERHIZARTELLDTHDL Z PR TET,

D DEFIRREBRDOFE RIS, AHID 0.03%I2F51F 2 FkAREZ b ONT @ HRERE 63 5 A 1
PERFER CE 7o LT L, #hRE - 2R % ThkNbE, SIREE] & L7

SE 3

1) Collaborative Normal-tension Glaucoma Study Group. Comparison of glaucomatous progression
between untreated patients with normal-tension glaucoma and patients with therapeutically reduced
intraocular pressures. Am J Ophthalmol. 1998;126(4):487-497.

2) Collaborative Normal-tension Glaucoma Study Group. The effectiveness of intraocular pressure
reduction in the treatment of normal-tension glaucoma. Am J Ophthalmol.1998;126(4):498-505.

3) The AGIS investigators. The Advanced Glaucoma Intervention Study (AGIS): 7. The relationship
between control of intraocular pressure and visual field deterioration. Am J Ophthalmol.
2000;130(4):429-40.
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4) Kass MA, Heuer DK, Higginbotham EJ, Johnson CA, Keltner JL, Miller JP, et al, for the Ocular
Hypertension Treatment Study Group. The Ocular Hypertension Treatment Study: a randomized trial
determines that topical ocular hypotensive medication delays or prevents the onset of primary
open-angle glaucoma. Arch Ophthalmol. 2002;120:701-713, discussion 829-830.

5) Heijl A, Leske MC, Bengtsson B, Hyman L, Bengtsson B, Hussein M, for the Early Manifest Glaucoma
Trial Group. Reduction of intraocular pressure and glaucoma progression: results from the early manifest
glaucoma trial. Arch Ophthalmol. 2002;120:1268-1279.

6) Leske MC, Heijl A, Hussein M, Bengtsson B, Hyman, L, Komaroff E, for the Early Manifest Glaucoma
Trial Group. Factors for glaucoma progression and the effect of treatment: the early manifest glaucoma
trial. Arch Ophthalmol. 2003;121:48-56.
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1.82 Hix- AERUVZOEREER
1821 HRE-HA=E
i - BE

L 1E, 1A 1RGSR 2,

éﬁ@ﬁﬁﬁi@mET%W%ﬁW%f%ﬂ%ﬁﬁ%éﬁf\151@%%2T§5;
R A3 A NP :

1822 A% - REOREER
1) REEHOHE

K[ C S i = A7 B AR A Ak B S OV AR SE A kb5 & L7565 TAHEER (002 38R @ 2.7.6.9)
IZBWT, BEv e X FARAIO 1 H 1 EGRIRIC K DIRE FREIFRIL L B 2 BLRAREE &
TEDLLT, FLRZAMEICEL THIRFFERRRERIGONT, Lo LR, KETHEES
AUz BR T B A ok N e M OV AR 2 kf 5 & L 7o RIFIE O S5 IAEERER (008 3Bk : 2.7.6.11, 009
AER :2.76.12) Tk, B~ 7o X FARKO 1 H 1EARIC X AIREFREIEIZL B 2 [E
IRED b, ZRMICEL XL H LREEIROSD 2 BLEIRE D BN TV DRERIE LI
oo TNUHORERLYD, B~ 7 a X FNARAIOHESEHEE LTX 1 B 1 RIBAEE LU &
e,

HAREMNICEW T, 5 THEESIRABR (901 #BR) T, @ERABFICE~ b 7r X b
SRS Z fBR U 72RO IR EOHERS L 0 | R 24 FRf1% £ CHRIE FREZIED R L Tnbd Z en
fgi =4, BARENIZEWTS 1 H 1ERIR TR A ED L Z ERRY B X T,

PLEEDY, HRERNICEB T 2BREZGE LBERRBRIIE~ F 72 X FAiRF 1 B 1B
ARCSEM L. #HESEH EIZ SV Ti, 903 3hlk ) OF 3-03 5Bk Tt L 7=,

2) EEREDRT

903 FRBRTIL. JFURS BR A A FEEE & ONE IR IESE &2 x5 & LT, 0.01%, 0.03%. 0.1%t~
Ta Ak EIRAIE 1B 1A 14 B BASER U 72RO IRIE TR0 R o A B RSV R O 2 2 et L
72, 903 REMDOBABLEHICBITHE~ M7 e X FRlRAlE 77 B ROREL &L 1.82-1 12
RUTo, F7o. BN & U CEM L7z 2 mmHg LA EDIRE FR:Z R LI-#8E 0ElA 2K
1.8.2-2 (2, Outflow pressure FREFD 20%LL 2R L7 #r#F OEIA 21X 1.8.2-3 (TR LT,
T CITIRER L E LR S UCIRE TR EZRF Lz, 77 B ROIRELLEIX 2.0
~22mmHg TH-7=DIZxf L, 0.01% '~ F 7'z 2 b AARAIT 4.3~4.9 mmHg. 0.03%t~ K7
7 Ak RHIRAIT 4.7~5.3 mmHg, 0.1%t~ 71 Xk RliRAIT 4.8~49 mmHg THY, B~k
7u A b RAIOREZEAEIT T 7 BRI TRE o7, B~ b7 a A bk iiRAIORE
ZAL BRI B TR TR b e o T,

Ll I ROFHREZEIETH D 2 mmHg DL EDOIRE FREEZ R L giBrE kO
Outflow pressure FFEZEDY 20% LA E DO EERAE DOEIA A B NAENT & L TR L7/ R, 0.03% ™~
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F a2 R REIRAILE DY 01% '~ F7'm 2 FlRAITIE 8 ALY 156 HEIZWTOREIE S
100% CToH>7=DiZxt L, 0.01% bt~ 71 2 FEIRAITITN 80% Th o7z, LLEDZ vk,
0.01% D ZhSRIEM D FH EIZ LRGN T & PR STz,

RIEAZSBBEEE X, 0.01%E~ ~ 71 X R RlRAIClE 33.3%, 0.03%b~ h7'm 2 kalRAIT
65.0%. 0.1%t~ k7' A hiliRAIT 82.4%& HEKFENRD biLie, 77 AR AIRA TIX
2L1%ICENWER RO b7, 01% '~ b 7'm 2 b AIRANC O AEIVER & LT H%E R o IR BRI
FIBED HAL, EORIWERNRE 720 3FIOF IFINRALNTZZ EnD b, BeEomn
5 01%HEIX, HEREHELE LTHE L2V S sk,

903 R Tt~ h 7' A b RIRFI OIRIE T B2 R FE R 5 T4 H & TR 20
R BALIR Do To DS BRSSO T 58 BR HRE A ik PR e e OV RS L2 k9 2 28 ]
0.03% & 7RI STz,
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1.8

BIXE (F)

% 1.8.2-1 903 HERIZHITHEEZEILE (mmHg)

L IREZE v (mmHg)
B o .
0.01% (n=18) 0.03% (n=19) 0.1% (n=14) 7R (n=19)
8 A% 4.3+3.49 47+1.83 4.8-+1.83 22+270
15 H#& 4.9+254 5.3+1.53 49+1.58 2.0+1.79

IREZAL & =4 5B h B O IREfE—R7E A OIREE

FIRE (%)

®58A1%

o075tk |
00.01%
H0.03%
m0.1%

®5158#%

1.8.2-1 903 HERTD 2 mmHg I LDIRETHEE R LI-HEBEEDE|S

FIFRE (%)

30
20
10

&58E1%

00.01%
20.03%
m0.10%

075tk —

#5158%

1.8.2-2 903 X 5& T® Outflow pressure FEZEA 20% L L %R L -HBREDEE
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3-03 AR Cix., 7%/ 7 X MARANCKT T 5 0.03% b~ F 7' A kiR DOIELMEDREE
WZINZ T 0.01%DEGRIRHISI BT T 2 Mat LT-, &85 BiFT5 0.01% 4% N0.03%E~ 71
MIRFIOIREZA A # 2 1.8.2-2. IRJEZ{LR - o%uF@%&Eﬁ%@%ﬁaﬁ%% 1.8.2-3 |Z

~LT,
IR EZ A IZ BV T, 0.03% '~ K7 A hAlRAIE 0.01% E~ F7'r X N IRFIOMICEE
RAEFRD LN oT2b DD, T XTORFAT 0.03%E~ K72 A b HE&%IJ@EE}—NM

0.01% bt~ F 7' A b gIRAIZ TEY | IREZ(GERD-30%LL T & 722 o o g OEIG 13 12 HH
BICHER CTHERENRBO bz, £, BHEAIERIT 0.01% '~ F7'm 2 b AIRAT
65.7%. 0.03% bt~ k7’1 A haRAIT 66.2% & MAERICENRO LR 2 Enb, B
F7a A b ARIRAIOHEREH B 0.03% TH D Z & AR TE 1=,

INHDORERNS, 0.03%D 1 H1EEIENAE~ h7a X N ilRAIOHESEHE - HETHD &
W L7,

# 1.8.2-2 3-03HERICHTHREZEE (mmHg)
IR
s AR 28 1V fiE (mmHg) P fif
0.01% 0.03% 0.01% vs 0.03%

2 W% -6.5+2.6(61) | -7.4+2.8(68) P=0.1110
4 HM% -7.1%+27(61) | -7.8+3.2(70) P=0.2228

8 IR 7.2+2.7(62) | -7.9%2.9(69) P=0.2385
12 JH % -7.4+27(64) | -8.0+2.7(71) P=0.2690

% 1.8.2-3 3-03HERICHITHREE

AL A -30% LU T DHEERE DFRIFE

=Y A WERE S x 2R
N 0.03% 33 (48.5)
] =0.
2 WE% 0.01% 27 (443) P=0.6276
e 0.03% 39 (55.7) _
4 7 0.01% a1 (508) P=0.5753
e 0.03% 41 (59.4) _
8 it 0.01% 31 (50.0) P=0.2793
e 0.03% 50 (70.4) _ *
12 A 4 0.01% 31 (53.0) P=0.0385
0.03% 50 (70.4)
TR - *
B WA T 0.01% a1 (531) P=0.0385
() Nid%
* . p<0.05
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1.8
AMIXE (R)

1.8.3 FHLDOIE () RUZTOHEERH
1.831 FAREDIE (B

(22 (ROBFICEBRELLGWLNI E)]
AHN D RT3 LIBBUE OREERE O & 5 B

% RECEET AEALOEE
RS YIRETRERARBT STRMASHSOT, | B 1 HERATRE LAV &,

(ERALDEE]
1. BEERS (ROBHEICIIEEITRS5TIIE)
(1) MK SR IRIR SR N L o R ARR O 83 (BN AR S BLRIE 2 & T s BRI, ROV PE S IR T & it
T EOWMERDH D, ]
QORAR (CER, SEOIWER) ObsBE BEETIRE EFRALNZEORERD D, ]
B NRRATANVAPRBIEL TV D RN D & 2 BE A~V SAREE LI L ORENRH S, ]
(4) Wt PEMm. RIImEL bk, ek, SRS ~0%E] OHZH]
2. EELRERWEE
(D AFIOEGIZ LD | MERIRIE~O@AHKEILE (X T =208 12X 50HE, &5 WIZIREHO%E
{EBHBLND T ERH D, ZNHIFEGOMFEIZ LV iIRLIZETL, HEPIRICLVELRT S, Rigf
FHEAC K CHREAF DL BAGICOW T, FHPIEBRLITIHEE, H DV 5 /et d 503, ¥
BRI ONTIRGPIEZ BEL L RN ERHRE SN TV D, BEAILE OB TIHITE O ARE
LIZHIRRIZERD B DY, BHBAOHAITEOBE (ARANIZV) ICBWTHLERED BTN,
R IRBE G- 086, FARTIDEOGBHICENE LD FAERERD D, 2D OERIZONTIE, BEHN
RRIEBRPHIBF LN TOWRNO T, BEEZEMMICBEL, +oBRT 2L, BHICEL L Zh
BOFERICOWTREICHZHII L, £, RIEEFHAEL, IREBEOLENOTRIH D VITEIRO 20,
B OB IR S C W HE T, I SEMD 0, WET LI BELEYET L L,
(2) AFI G AR ER S (RREE AR SRRARE ARODA) BHLDNDZENRHLDT, L
F % D FERG IS O BRIEIRDS T 2358103 BHICZ2 T2 L O BEFICHAICEE T 52 L,
(3) AF % PHEER AN IR IC IR 5.3 25813, AR 2V LB EBEICEST5 2 ENEFE LV,
(D ARHIO IR, —FICBERRH LN D Z ERH L0, JERAETE T 5 F THHIEO BIES B B #4%
DEBERIIINEF S ERNL S BET L &,
3. ElEH
HKFRIRE O B R BUR T OFER 323 51l 259 B (80.19%) (CRIEAFR® bz, ERENWERIZ,
=5 oD FL 4 149 151 (46.13%) ., A5 I FT . 147 51)(45.51%) , AR Mg (32 vh A5 62 $41(19.20%) . IR 4 32 U0 AT 40 f41(12.38%).
HRE 2 #EE 30 41(9.29%). AMEONS A 17 5(5.26%) . HRIG DL EIE 17 11(5.26%). HENFIE 16 $1(4.95%). HR
D B RK 15 41(4.64%), AEMESE 11 51(3.41%), IRBSHFLEE 9 451(2.79%), ARMGVFAE 8 51(2.48%), <IFA IR 7 #
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(2.17%), IRIEZ 5 FESE 7 411(2.17%)., NRAIEL 6 41(1.86%), HRA&EEE 6 41(1.86%), FiEH ML 6 51(1.86%), ACIR
NS 6 15)(1.86%), ZEtR 5 Bil(1.55%). HRAR 4 Bi(1.24%) GKFREF),

(L)ERZ2EIEH
MERRIEE (12.38%  ILPERLELHOLONDL I LRH LD, BELZEMNICRE L, WEARILE
B b ONTGEIIIERIRBIG U CREL TS 52 L, [ TEEREARNEER] OHEK]

@)F Do BEITEH
BERRRD b GE TR G2 RIL 352 CMb R 0EEITH 2 &,

5% - 1~ 5% 0. 1~ 1%
FEMRFR., ARZ DR, HR | REMEAE. AEMRVRNE. RN | MEIRGERILE. IRIRK. IREBT
MR E ARG, | M, RBVFIE, IRIEABE, | B, WRSWK T, #&hE, ~
FAREOS A EEORE (| IREZ 5 FRAE. IRBRREE . | A R — AIREZE, SRlRAMER,
AR ERELS. RSO WL 2D | IRIE, sRAIELe . IR, | AR R, KR, IR,
%), IRig D% ESE T, IROBFK GEFUK, | IROKBVE, RFE, W, AN
REDTRE) TR | B IREEST. BET. 1R
P, IREGEE)HE, IRTE LA

EIRES BeOMERAE, &ifE
PR [ ERR
PRI, CKEEM AEEZ ., FEirED Fu, BE5iE.

Moy, Eus, BfmBERESEm, A
LT(GPT)H¥M, y—GTP
H#Ehn

ZDfth

4. BEE~DERE
— R EE CITAEIENE T L TS0 TEETLHZ &,
5. 135, EiR. RILGFAORS
(1) 3347
PRI SUTIEIR L T2 WIREMED B 2 1 NITIE, 100 EOF SPENfERRIEZ L[R2 & fll S 2 BE 12D Bk
4752 L, EER OGS 22T LTy, BiER T, EE~ 7 2120.3 mg/kg/ A UL 1
EROEE LB EIs, MERORERRD AL, R - 537 » MZ0.3mg/kg/ H Bl L& N5 L-H6
L BRIEEME (RIEES) 2RO ONT, B, TALFTRNEB LIBROBEMIC BT 5 E#ER (AUC)
iFt b RIRKFOE8EU L TH T, ]
(2) 1=5L4%
RATOmANKET D Z L), RUEHTRET 258 CIRAE s 28, (B (T v
b BRI S) TR A~BATT 2 Z &Rl SN TWD, ]
6. /NREADEE
RHARER, AR, LR, SESUINRISKT 2 243 L Tunzany (ERRRERA 720,
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7. @ALOEE
M HBERE : SRHICORBHTEZ L,
Q) & 5H
BEIF LROFICEET D L 0BT D2 L,
D AR L7z & S ITRB IR S IZOWGEIE, 3 CICSE b, WET 52 &,
) RIRD & & AaO SN EHZB IV S ITEETD 2 &,
MO FRRAZ GEFH T 258121, 2 &b b Ll EoRREE & TRIRT 52 &,

RPN A= DRI 2 2 7 N REEASELIENHLDT, A F T ML REAE

HZLTWAEEE, SIRANC—H L X% L, SR 16 DUl EREBRICHERT 5 2 &)
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1.83.2 FRALDOFEDCHRERIL (XK)

BER(CDOWT
ARENORAT K DIBBUE OB & 2 BE AR 2 5 Lo G, BSOS &8 2 3 st
WD DTG ZHET D MEND DT OFHE LT,

R - AEICEAEYT AERLDERICONT
ARENOWI OWRA SCEO R « AR [RIRER A0 & IRE FREERANEET 53
ENDRHDH] EOFLELRH D Z EnDHELE LT,

FARALDEEIZDONT

1. HEREIZDWT

(MIZ2WvT

AHNOUEH O UAT SCENT [HEAK SRR SUTARN LU o AR O B C Itk il 2 &5
WUEEA R Z T L OWMERH D] LOTENH D Z LB LT,

Q22T

AHNOWN DU SCEICIRNR O & 5 BFIITEEICR G T2 X HH#l A H D, £, K
2 TIRMNK (LR, SESERK) 0bLEE (RELARAONTZEBH D 1] Lo

HRbHDZEnbiHE L,

@)oo T

ANV ARNETR LT L OWERH D M Z bRk L,

@ IZ2T

W, PEfw, A ESOMEHARBRN < ZEMERH2IIHRETI SN T RN T L bRt
L7,

2. EELGEFRNIRICONT
MI=21T

AFORIWER & L THDERIRB OGRS (X7 =08 KOIRBEDOZEANED L
NTHRY | FRICE AR E IR L2 72 E 2B EhR b 5, 2 DFERIZ O
Tix, RO ZRERN+2ICEN TR0 T, BB RO OEBREOEHN B2 &+
DIRBENVNETHL Z b Lz, £72. IREBO@AFERILE LK OIRKESE DL ELOIER
IZOWTIEBREA~TZHA L, TPid 5 \WITRET 272012, # 5 OB IR R E 51T
ODWEGEEITIE, T CIZSEEMDN, T2 L) BEZHETIXLERH D Z L bl
L7,

@IZ21vT

KRB OBHHIZABE EEEENRS LDONDZENHHDT, LAD,E HFEK IEEOR R
FJERD e T 2%, A 1%, EHICZZ2T 5L )BFLRETILENHDH T EnbRt#l L,
@ Z2IvT
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PHEERE A kP IR 0D (88 2 e G & U T BRIRARBR 2 520 L Cae & 7 BRIR 2R 2L ST
WRWZ EPBEEICRET L Z AL,

4) 122 T
AROEGIZ LD —ICERNH DD Z R H ) | ZDORE TR A D BiEZ1T 5
&L FHFELGISEZTRBENNDD Z L bREHI LT,

3. EMEAIZDIT

MI=2IvT
WO ERNE TR ATIRBATNICED L 9 28 E KT I LN TRV T, i
RIS U TG A 1IR3 5 2 & 25t# L7z,

@221V T
ARHN O ERARER 323 Bl IZdH b b RIERIC L > TERE LT,

4. BREANDHBREIZDOINT
il 1B AERE. ITRERES O ABEREIME T LTV D Z &£ < EESDOREITEM I
LRFVMHAICH D . — S, BB ORGIZH T > TIFWIC T REENLETH D Z
EBRLHE LT,

5. iEiE. ER. RILBE~OBEIZONT
M2t
ERRRBRIZ I\ T I, PEIR IR R BRI SN TR Y | BaMEIIMI L T b, 2hig -
R ML - H&E, ATBESED O BTl - FEERSEICHW O D FTREMED 8 5 7o OFE# L T2,
@ Iz21T
ERRBRIZ W T, AT O NI RN GRS TR Y | ZRMEIIMEZIL TE LT, %)
HE - 2. ML - &, AREN LA TRABICHWOND RN H Y . £z, BiER
(7> b BIRNEE) THIT BT 2 2 LM SN TV Do itH Lz,
6. INREADBEIZDOLNT
BRARRRERIZ W C ORI ARRER I ar AR IR LR SRS NRITSH R bR STl b |
LML L T2t Lz,

7. BALOZEFEICONT

M2t
AANT IR B G- DG 2 O - REMENGRD LI TR Y  ARAIO SRS TOFH L (R
., S&8%) THRESNDZLEESTOiEHE LT,

@ Iz21T
DIZ2WT
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AAIORIER & U CTHRIgE 2, IR EFRILE, REHZERRBOONTEY ., ZhbORIE
MOFBRLZTT 5720, BECHRETL2ZENMNETHLZ bt L,
D IZD21T

ABN DR Z D Iesm N EHE BICfihiv, RN kBRI ND Z L &<, BEICRET
HIEDBRETHDLZ ErbRldE LT,
DIZD2T

fih o> SARAN & BEHIS 235612 5 L EORIRE % & 1T 72 & KA O BLE 28 b oA S UMt
DRIBFN DONFNENTHAREMERH Y . b 258, BEICREETH 2N
METHDHZ LBt LT,
4) (2D T

NP amg bR ar 27 b RIRETDHE, L REEAIEL T END
V. Flo, ZIRNICABENESE SNDGEHRERH L7720, BEICHEETLIZENLETH
L2 EmbEE LT,

SE XA
1) Kothari MT, Mehta BK, Asher NS, Recurrence of bilateral herpes simplex virus keratitis following
bimatoprost use. Indian J Ophthalmol. 2006;54(1):47-8.
2) Debra M Knoll, MD, and Joel S, Schuman, MD. Reactivation of herpes simplex virus keratitis after

initiating bimatoprost treatment for glaucoma. Am J Ophthalmol. 2002;133(3):401-3.
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1.9
—REIBFRICHRDIXE

1.9 —EMAFICHELIXE

1.9.1 JAN
Wk 19 45 12 A 27 BN SRARA I 1227006 S L V@M S iz,

JAN :
(HA%L) v F7Fr X R
(¥ 4 ) Bimatoprost
b4
(AAR%) (52)-7-{(1R,2R,3R,55)-3,5- b K11 % -2-[(1E,3S)-3-t K& -5-7 = =)L~ ¥
- LA N7 R TFAFN-ZTF AT H B T IR

(B 4) (52)-7-{(1R,2R,3R,5S)-3,5-Dihydroxy-2-[(1E,3S)-3-hydroxy-5-phenylpent-1-en-1-yl]
cyclopentyl}-N-ethylhept-5-enamide

1.9.2 INN
INN : Bimatoprost
L2240 ¢ (2)-7-[(1R,2R,3R,55)-3,5-dihydroxy-2-[(1E,3S)-3-hydroxy-5-phenyl-1
-pentenyl]cyclopentyl]-N-ethyl-5-heptenamide

WHO Drug Information 2002,\ol.16,No.1,r-INN List47,page81, 86. |ZFC#;
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BE - BRZFOHEEEEEHOFELD

1.10 BE -REFOEEEEEHOELD
(52)-7-{(1R,2R,3R,5S)-3,5-Dihydroxy-2-[(1E,3S)-3-hydroxy-5-phenylpent-1-en-
1-yl]cyclopentyl}-N-ethylhept-5-enamide
ib¥4 - w4 | (62)-7-{(1R,2R,3R,55)-3,5- & R & % -2-[(1E,3S)-3-t K ¥ /-5-7 = =)L

VRN A N7 B R FNPN-Z T NANT H BT IR

(4 B b7 X b)) OGN GRRIK)

HO M H

#oE K
% RE - 2 R PRPBE, IR AE

1FE1{#4 13 1EEIRTS
M- & | DHiE-HECEET 26H EordE] - sHEER G2 X0 RE FRAEH N EES

THAREMENSHDHDOT, 1HIEIZEBX THEE LRV &
B DR E
il K OV

Sy - R

B LI SRR 0.03% ¢

25mL e~ h 7 2 b 0.75mg & A

it

1. Bi[E & 530

B R momy KR

mg/kg/day

~U A HE JEERN 96
7w b HE O EURN 0.03,03,3
2. XEH5FMN

i RN R S
v~ 2 FARKW 0.03,03,1
v~ 4R AR 01,031
Y ov o 438E RN 01,03,1
v 1THEM EIRAN 001,01, 1
Zv b B2#EM  &A 0.1,0.3,2

o DEFE s
mg/kg/dayEE FA2prR
>06 -
>3 -
iR TP
mg}i‘g,di B
1,801 —
d:1,%:03 :—
Q11 Tzl A&k S AN
71,201 —
1,81 &, R &AL RE B o ZE 1Y
(IRERAEDOIER 72 &)
2HMEOEIZTETORE TR
Eﬂjﬁo

d:2,2:01 : 4T GOT,GPT T
(FEMEFERIEL)
2:0.3 DL ETIREHMEDOHD
Zefiafb g 5 AR
(WF L 8 ORI TRITE)
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[E7ES

B OFESH

% M FEE OB
MBS if
0.03% '~ k7o 2 k AR MG (AR UL
IR
IR o BEAE
A

i

M PR B -
259/323=80.2%

Bl

149
147
62
40
30
17

BEERRBRIZBIT 5 0.03% < F7r X hOBIERARCERBEREIZOWVNT
BIVERFHAER] 323 i, SRR FHAIE 5] 232 51

B R A S JE L

10/232=4.3%

FR AR I A 5 O Tl

1 CPK 41
PR HR i B
I EREHE N
ALT #im
y —GPT #4/1n

Bk

P P, N W W

* o JEELR - BIEMISEHBIE L VAT T S B K




1.12 BZHAEH—KE

1.12
AMTEN—K

" 1-b No.

CTD No.

il

55 330
(B 2=V 3)
BB S
kR R

3.2.P.1

#ll e OS5

3.2.P.1-1

BUH R DALy
TAfugEga
I

el Ed B

3.2.p2 i

HIIBHTE DR

3.2.P.2-1

Titration study of 0.03%w/v AGN 192024 with different Concentrations
of BAK. (Experiment No.: -)
Allergan, Inc.

I
e inEet Ed Rt Ed B

3.2.P.2-2

Preservative Effectiveness Test of AGN 192024 Solutions (0.03% w/v)
Containing Different Concentrations of Benzalkonium Chloride.

(Experiment No.: -)
Allergan, Inc.

I
DNt Ed Rt Ed B

3.2.P.2-3

Testing to Determine the Effect of pH and BAK on the Preservative
Efficacy of AGN 192024 0.03% Ophthalmic Solution Formulation
- (Experiment No.: -, -)
Allergan, Inc.
|
et B3 RSt E5 BERGY )N
et Ed FESC E3 BECSY B

3.2.P.2-4

A Re-evaluation of the pH-Stability Profile of AGN 192024.

(Report No.: _)

Allergan, Inc.
Authors: G. Ambrus

it Ed GRSt Ed B

3.2.P.2-5

BUESIE DB
TAfugEga
I

el Ed B

3.2.P.2-6

N e

BN Y 7 — 3 = 2 1= ¥ OUREPERE AT BBk S o
-
I

[atsrai - 20 I ~2ollE LA
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" 1-b No.

CTD No.

il

% 358
(8 2=V 3)
BT 5

3.2.P.2-7

VA RRIE O R EE B AEGERE (77 v v 2 BORIE)
THRuERASE

el Ed EEN & B

3.2.P.2-8

A OVitike %
THRuERASE

re ks A 2ol I

3.2.P3 il

1=

3.2.P3-1

RhERA
THEERASE

rekteEs A 2ol I

3.2.P3-2

BLETST
THuERAS

rekteEs A 2ol I

3.2.P.3-3

BETREEN a2 ay ha—L
FHHEgASY

RS E R B3

3.2.P.3-4

RELREOCEETEEOEE (A 1y h2r—L)
T4

rekteEs A 2ol I

3.2.P.3-5

Tav ANy F— g/ Fu A3 OS2y h A —)L)
TF-FHaEgk A4

LR Ed B

32P4 IR

JINF o> 5 R

3.2.P4-1

AN O E B
THRuERASE

el B3 B
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" 1-b No.

CTD No. |

il

% 358
(8 2=V 3)
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3.2.P.5-1

TLC IDENTIFICATION PROCEDURE FOR AGN 192024 IN
AGN 192024 0.03% PRESERVED OPHTHALMIC SOLUTION

I
PROCEDURE: ||

Allergan, Inc.

[FRERI - 20.$ l A ~20.$ .ﬂ ]

3.2.P.5-2

HPLC ANALYSIS PROCEDURE FOR AGN 192024 AND
ITS IMPURITIES

I
PROCEDURE: ||

Allergan, Inc.

[FRERI - 19. El A ~2ol A l Al

3.2.P.5-3

HPLC ANALYSIS PROCEDURE FOR BENZALKONIUM
CHLORIDE IN 0.03% AGN 192024 PRESERVED
OPHTHALMIC SOLUTION AND AGN 192024
PRESERVED PLACEBO OPHTHALMIC SOLUTION

I
PROCEDURE: ||

Allergan, Inc.

[FRERIH - 19. ie l A ~20.$ l Al

3.2.P.5-4

MICROSCOPIC PARTICLE COUNT TEST FOR QUANTITATING
PARTICLES IN OPHTHALMIC SOLUTIONS

I
PROCEDURE: |||

Allergan, Inc.

[FRERIE - 20.$ l A ~20.$ .ﬂ ]
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42.1.1 )% BT DR

4.2.1.1-1

Allergan, Inc. _ EY/R

The pharmacology of AGN 192024. Research Report BIO—.—O68.

[RABRI - 19. A l A ~19.$ .ﬂ]

4.2.1.1-2

Allergan, Inc. _ EY/R

Interaction of AGN 192024 and AGN192151 with Recombinant
Prostanoid Receptors. Research Report BIO—.—3 13.

ELSULEE i EReN & R

4.2.1.1-3

Allergan, Inc. - EYIR

The Effects of AGN 192024 on the Isolated Uterus from Rabbit,
Mouse, Rat, and Human. Research Report BIO—.—273.

4.2.1.1-4

ELEULENt B ERSt ES R
Allergan, Inc. - EY/R

New Evidence Supporting the Existence of Unique Prostamide
Receptors: Bimatoprost and Prostaglandin F,, Selectively Stimulate
Calcium Signaling in Different Cat Iris Sphincter Cells.

Research Report BIO—.—404.

ELSULENE i RN ES KR

4.2.1.1-5

Allergan, Sales, LLC. _ ER

Identification of an Antagonist that Selectively Blocks the Activity
of Prostamides (Prostaglandin-Ethanolamides) in the Feline Iris.
Research Report BIO—.—529.

s 2ol I~ = 2

4.2.1.1-6

<BEEE>

Allergan, Sales, LLC. - ES/N

Identification and Pharmacological Characterization of Prostaglandin
FP Receptor and FP Receptor Variant Complexes.

Research Report BIO—.—555.

BN i BN ES B

4.2.1.1-7

<EEE>

Allergan, Sales, LLC. _ ER

Second Generation Prostamide Antagonists.
Research Report BIO—.—546.

[RABRIIT - 20.$ l A ~20.$ . A
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4.2.1.1-8

<BEEE>

Allergan, Sales, LLC. _ ER

Effect of a Second Generation Prostamide Antagonist AGN 211336
in the Beagle Dog Eye: Part I, Intraocular Pressure.

Research Report BIO—.—582.

[FBRI - 20. . l A ~2ol B Iﬂ ]

4.2.1.1-9

Allergan, Inc. _ EY/R

Studies on the Effects of AGN 192024 on the Cynomolgus Monkey Eye.
Research Report BIO—.—067.

[RBRI - 19.%.)% ~19.$.ﬂ]

4.2.1.1-10

Allergan, Inc. - EY/R

Effects of AGN 192024 on Aqueous Humor Outflow in Monkeys.
Research Report BIO—.—323.

[RBRII - 19.%.)%««19.@.)3]

4.2.1.1-11

Allergan, Inc. _ EY/R

Studies on the Effects of AGN 192024 on the Beagle Dog Eye.
Research Report BIO—.—062.

EUGEC B RS & BB

4.2.1.1-12

Allergan, Inc. _ EY/R

Studies on the Effects of Ocular Hypotensive Lipids AGN 192024
and AGN 192151, Administered Once Daily, on Beagle Dog Eyes.
Research Report BIO—.—l 12.

EUHEC B RS K B

4.2.1.1-13

Allergan, Inc. _ EY/R

Further Studies on the Effects of the Ocular Hypotensive Lipid
AGN 192024, Administered Once Daily, on Beagle Dog Eyes.
Research Report BIO—.—3 18.

[RBRI - 19.$l A ~19.$.ﬂ]

4.2.1.1-14

Allergan, Inc. _ EY/R

The Effect of AGN 192024 0.03% on the Intraocular Pressure of
Laser-induced Ocular Hypertensive Cynomolgus Monkeys.
Research Report BIO—.—354.

ELCULEEE i BN ES KR

4.2.1.1-15

Allergan, Inc. _ EY/R

The Pharmacology of Prostaglandin F5, 1-ethanolamide.
Research Report BIO—.—308.

BNt i Rt & R
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4.2.1.1-16

<BEEE>

Allergan, Inc. - EYIR

Effects of AGN 192498 (Prostamide Fy,) 0.03% and 0.1%
on the Intraocular Pressure of Laser-induced Ocular
Hypertensive Cynomolgus Monkeys.

Research Report BIO—.—373.

EUSDEEN Ed RN ES BB

4.2.1.1-17

Allergan, Inc. _ EYIR

In Vitro Pharmacology of [JJa*-AGN 192024
Research Report BIO—.—264.

BNt i Rt & R

4.2.1.1-18

Allergan, Inc. - EY/R

In Vitro Pharmacology of || IB*-AGN 192024 (AGN 197318).
Research Report BIO—.—330.

EUGERC B RSN ES BN

4.2.1.1-19

Allergan, Inc. - EYIR

In Vitro Pharmacology of [ lc*-AGN 192024 (AGN 196396).
Research Report BIO—.—333.

ELSULEE B RN & LR

4.2.1.1-20

THaERA2t
Recalculation of 50% effective/inhibitory concentrations and

95% confidence intervals of the in vitro activity of bimatoprost.

I
[FRERIE - 20.$ Iﬂ ~2ol e IE ]

4.2.1.1-21

THaER A4
Supplementary analysis of the difference in the intraocular pressure

between pairs of eyes.

I
[FRERIE - 20. A Iﬂ ~2ol e | A]

4212 Fil

VGRE SEITR]

4.2.1.2-1

<SEEE>

AGN 192024 Pharmacology: A Spectrum Screen Analysis.
Research Report BIO—.—371.

B B EReN ES KR

4213 %

ERUR ST

4.2.1.3-1

N __[E¥
AGN 192024 O — 3L F 3R

EUSHERC B RS G BB

* o HTEORGRIE IR R I B S R T,
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<ZEEE>

Allergan, Inc. _ EYIR

4.2.1.3-2 | Effect of AGN 192024 and AGN 192151 on Spontaneous Motor Activity.
Research Report BIO—.—099.

ELGEC B EESC ES B

<ZEEE>

Allergan, Inc. _ [EYIR

4.2.1.3-3 | Cardiovascular Effects of AGN 192024 and AGN 192151 in Rats.
Research Report BIO—.—096.

ELGEC B EESC ES B

<BEEE>

Allergan, Inc. _ EY/R

Functional Effect of AGN 192024 on Human Isolated Bronchus and
Lung Parenchyma.
Research Report BIO—.—369.

5 440 B ES EReN ES KR

4.2.1.3-4

() ap4) | 4221 SPHEROANY T —v 3 i E

4 - I
B P aER Allergan, Inc [EY)

Bioanalytical method validation for quantitating AGN 192024 and

= AGN 191522 in mouse blood using liquid chromatography-

4.2.2.1-1
tandem mass spectrometry.

Research Report PK—.—O65.

BNt i EEt ES R

Allergan, Inc. _ EYR

Bioanalytical method validation for the quantitation of AGN 192024
42910 and AGN 191522 in rat blood using liquid chromatography-
o tandem mass spectrometry.

Research Report PK—.—O64.

EUHEC B RS K B
Allergan, Inc. _ EYR

Bioanalytical method validation for the quantitation of AGN 192024
and AGN 191522 in rabbit blood using liquid chromatography-
tandem mass spectrometry.

Research Report PK—.—O69.

B B EEN ES BN

422.1-3

_10_
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4.2.2.1-4

Allergan, Inc. _ EYR

Bioanalytical method validation for quantitation of AGN 192024
and AGN 191522 in monkey blood using liquid chromatography-
tandem mass spectrometry.

Research Report PK—.—O70.

[FBRI - 19.$ .ﬂ ~19. B Iﬂ ]

4.2.2.1-4.1

Allergan, Inc. _ EYR

Record of Method Qualification for a Method Originally Validated
and Described in Report PK—.—O7O
i B R

4222 W

I

4.2.2.2-1

Allergan, Inc. _ EY/R

Ocular absorption and tissue distribution of "H-AGN 192024 in rabbits
after a single ophthalmic administration of 0.1 % *H-AGN 192024
ophthalmic formulation.

Research Report PK—.—014.

BNt B EEt B ER

4.2.2.2-2

I D

A study to determine the ocular absorption and tissue distribution
of *H-AGN 192151 and *H-AGN 192024 after a single ocular
dose to cynomolgus monkeys.

Research Report PK—.—O36.

EUSDEE i3 ESr ES BB

42223

Allergan, Inc. _ EY/R

Pharmacokinetics of AGN 192024 in Swiss-Webster mice
following single intravenous or single oral administration.
Research Report PK—.—O37.

[RBRI - 19.$l A ~19.$Iﬂ]

4.2.2.2-4

Allergan, Inc. _ EY/R

Pharmacokinetics of AGN 192024 in CD-1 mice following single
intravenous or single oral administration.
Research Report PK—.—017.

ELSULEE B ERN ES KR

4.2.2.2-5

Allergan, Inc. _ EY/R

Pharmacokinetics of AGN 192024 in Sprague-Dawley rats following
single intravenous or single oral administration.
Research Report PK—.—O35.

[RBRI - 19.$ l A ~19. B IH]

_11_
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Allergan, Inc. _ EY/R

Pharmacokinetics of AGN 192024 in CD rats following
4.2.2.2-6 | single intravenous or single oral administration.
Research Report PK—.—O25.

BTNt i EReN ES KR

Allergan, Inc. _ EY/R

Intravenous pharmacokinetics and oral bioavailability of
4.2.2.2-7 | AGN 192024in cynomolgus monkeys.
Research Report PK—.—O36.

ECGEE d EERt E3 BB

I B -

A study to determine the ocular absorption and tissue distribution
of "H-AGN 192151 and *H-AGN 192024 after multiple ocular
doses to cynomolgus monkeys.

Research Report PK—.—013.

ECHEC i EESC K B

4.2.2.2-8

HAM 14003 p
(@ =) — ____ ___§ =
FEER AR AR Autoradiography following repeat ocular instillation of
Y 4.2.2.3-1 | *H-AGN 192024 to albino rabbits.

Research Report PK—.— 109.

BNt i EESt ES R

Allergan, Inc. _ EY/R

Ocular pharmacokinetics and metabolism of *H-AGN 192024

in monkeys for TSI study titled “A study to determine

4.2.2.3-2 | the ocular absorption and tissue distribution of *H-AGN 192151

and *H-AGN 192024 after a single ocular dose to cynomolgus monkeys”.
Research Report PK—.—OO3.

[FBRI - 19.$ .ﬂ ~19. e Iﬂ ]

Allergan, Inc. _ EY/R

Ocular pharmacokinetics and metabolism of *H-AGN 192024
in monkeys for TSI study - titled “A study to determine
4.2.2.3-3 | the ocular absorption and tissue distribution of *H-AGN 192151
and *H-AGN 192024 after multiple ocular doses to cynomolgus
Research Report PK—.—O32.

EUGERC B RS G B

_12_
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4.2.2.3-4

K8
I I
*H-AGN 192024 tissue distribution in the rat following
a single intravenous administration.

Research Report PK—.—OSO.

[RBRI - 19.$ .ﬂ ~19. e Iﬂ ]

4.2.23-5

I B

*H-AGN 192024 tissue distribution of radioactivity in male rats
following repeated intravenous administration.

Research Report _
EUHERE i EESC & B

4.2.2.3-6

N (3

*H-AGN 192024 placental transfer and milk secretion in the rat
following a single intravenous administration.
Research Report PK—.—O96.

EUSGERC Ed RS G BB

4.2.2.3-7

Allergan, Inc. _ EY/R

Stability of AGN 192024 in mouse and rabbit blood and plasma
during storage at 0°C, 22°C and 37°C for 24 hours.
Research Report PK—.—135.

[RBRII - 19.$ IH ~19.$ .ﬂ ]

4.2.2.3-8

N [

A mass balance and pharmacokinetics study of *H-AGN 192024
following single intravenous administration to cynomolgus monkeys.
Research Report PK—.—O26.

EUSGEE 4 S ES BB

42239

Allergan, Inc. | NN >

In vitro binding of *H-AGN 192024 to synthetic melanin.
Research Report PK—.—O45.

4224 fX

\

ELSULERE i EEt & R
Eil

{

4.2.24-1

Allergan, Inc. _ EY/R

Metabolism of 13 prostaglandin F,,, analogs by rabbit and monkey
ocular tissues in vitro.
Research Report PK—.—O66.

ELEULENE B Bt ES B

4.2.2.4-2

Allergan, Inc. _ EY/R

In vitro metabolism of AGN 192151 and AGN 192024 in rat liver slices.
Research Report PK—.—103.

[RBRI - 19.% Iﬂ ~19.$ l Al
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42243

Allergan, Inc. _ EY/R

In vitro metabolism of AGN 192024 in dog liver and lung slices.
Research Report PK—.—O23.

BNt i Bt ES R

4.2.24-4

Allergan, Inc. - EYIR
Effect of AGN 192024 treatment on hepatic drug metabolizing

enzymes in rat and monkey.
Research Report PK—.— 100.

4225 HE

EUSHEE i3 RS ES BB
i

4.2.2.5-1

Allergan, Inc. _ EY/R

Urinary and fecal recovery of radioactivity after intravenous
administration of "H-AGN 192024 to Rats.
Research Report PK—.—O20.

EULEE i EES & R

4231 H

[T A N

4.2.3.1-1

Allergan, Inc. _ [EYN

AGN 192024: Acute single dose intraperitoneal injection safety study
in Swiss-Webster mice.

Research Report_
BNt B Bt ES R

4.2.3.1-2

Allergan, Inc. - [EY/N

AGN 192024: Acute single dose intravenous injection safety study
in Sprague-Dawley rats.

Research Report _
EULEE i EES & R

4232 X

Ei Gl

4.2.3.2-1

Allergan, Inc. _ EY/R

AGN 192024: A one-month ocular and systemic safety study
in Dutch-Belted rabbits.

Research Report -
BNt i Bt ES R

4.2.3.2-2

Allergan, Inc. _ EYIR

One-month ocular and systemic safety study of hypotensive
lipid (AGN 192024) in New Zealand White rabbits.

Research Repor N

EUHEC B RS K B

_14_



1.12
AMTEN—K

£ 1-) No. CTD No. FE

Allergan, Inc. - [EYN

AGN 192024: Six month ocular safety study in Dutch Belted
4.2.3.2-3 | rabbits with a one month recovery period.

Research Report -
ELGEE i EESt K B

Allergan, Inc. _ EY/R

AGN 192024: One month ocular and systemic safety study in dogs.

Research Report _
ELGEC B RS G B

4.2.3.2-4

N [

52-week ocular safety study with AGN 192024 in
4.2.3.2-5 | Cynomolgus monkeys.

Research Report -
EUSHERE i ERen ES BB

Allergan, Inc. _ EY/R

AGN 192024: Two-week intravenous injection safety study
4.2.3.2-6 | in Sprague-Dawley rats.

%4 Research Report | NN

(£ 20 4) BNt i FERt & R

SR R R Allergan, Inc. - ES/R
uﬁ:;” AGN 192024: One-month intravenous injection safety study
A 4.2.3.2-7 | in Sprague-Dawley rats.

Research Report -
EUHERE i EES & R

I . indscy [ =

AGN 192024 Toxicity study by oral gavage administration to CD rats
4.2.3.2-8 | for 52 weeks followed by a 8 week recovery period.

Research Report _
EUHERE i EEN G BN

I B

4-week intravenous safety evaluation study of AGN 192024
4.2.3.2-9 | in Cynomolgus monkeys.

Research Report 6-
BNt i FRt ES R

I I

17-week intravenous safety evaluation study of AGN 192024
4.2.3.2-10 | in Cynomolgus monkeys.

Research Report -
(ks - o I ~2ol) 426 1]

_15_
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4233 Bt

42.33.1 InVitro z5

-3 [k

Salmonella/ Escherichia Coli mutagenicity assay.

Research Report _
EviEt B T @ K

4233.1-1

I I -

Reduced volume L5178Y/TK "™ mouse lymphoma mutagenesis assay.

Research Report _
ELCULERE i ERat & R

423.3.1-2

42.3.3.2 InVivo #ER

I N -

In vivo mouse micronucleus assay with AGN 192024,

Research Report _
EUHEC B RS G B

4233.2-1

4234 3 AJRIERER

5 43 4.23.4.1 RHIHAJFIERER

(£ 20 4) I D -
— AGN 192024 Carcinogenicity study by oral gavage administration
FE R PR AR
e 4.2.3.4.1-1 | to CD-1 mice for 104 weeks.
e

Research Report _
EUSHERC Ed RN G BB

I B

AGN 192024 Toxicokinetic investigation following oral
4.2.3.4.1-2 | gavage administration to CD-1 mice for 2 weeks.

Research Report _
BNt B Rt i B

I N -

AGN 192024 Toxicity study by oral gavage administration to CD-1
4.2.3.4.1-3 | mice for 13 weeks followed by a 4 week recovery period.

Research Report _
EviEt G BT id KR

I I

AGN 192024 Carcinogenicity study by oral gavage administration
4.2.3.4.1-4 | to CD rats for 104 weeks.

Research Report _
EUHERC Ed RN ES KR

_16_
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4.2.34.1-5

K8
I B
AGN 192024 Toxicity study by oral gavage administration to
CD rats for 13 weeks followed by a 4 week recovery period.

Research Report _
EviEt E ERT EE K

4.2.34.1-6

I B -

AGN 192024 Toxicity study by oral gavage administration to

CD rats for 13 weeks followed by a 4 week recovery period.

Research Report _
BNt B RSt ES R

4235 4

sEgEE M RAER

42351 SZHREENR OVEIR £ COWIHIRIEAIC BT 535

4.2.3.5.1-1

I I

Oral (gavage) fertility and general reproduction study of
AGN 192024in rats.

Research Report -
EUGERC B RSN G BN

42352 fE - RIEFRAICET 2R

4.2.3.5.2-1

I N

Oral (gavage) dosage-range developmental toxicity study of
AGN-192024 in mice.

Research Report -
EUGERE d EEN K BN

4.23.5.2-2

I N

Oral (gavage) dosage—range developmental toxicity study of
AGN 192024 in rats.

Research Repor-
BNt i EEt B B

423.5.2-3

I I

Research Report -
EUHERC i EEN K BN

Oral (gavage) developmental toxicity study of AGN-192024 in mice.

4.2.3.5.2-4

I I

Research Report -

BNt i EERt ES B

Oral (gavage) developmental toxicity study of AGN-192024 in rats.

_17_
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4.2.3.5.2-5

B [

Oral (stomach tube) dosage-range developmental toxicity study of
AGN 192024 in rabbits.

Research Report _
BNt B Rt i B

42353

HIZE T M O H A% O FE RN QNS RHA DO BEREIZ B9~ 2 2R

423.53-1

I I

Oral (gavage) developmental and perinatal/postnatal reproduction
toxicity study of AGN-192024 in rats, including a postnatal
behavioral/functional evaluation.

Research Report -
EUHERC EH EESN ES BN

4237 FOMmOENRER

4.2.3.7.1

PURPERBR

4.2.3.7.1-1

I . -
Antigenicity study in Guinea pigs: systemic anaphylaxis and

passive cutaneous anaphylaxis reactions.

Research Report -
EUGERC B EEN ES BN

423.7.1-2

N 3

Passive cutaneous anaphylaxis (PCA) assay in rodents.

Research Report -
EUHERC B EEN ES BN

42373

I EF B OB B9 5 R

423.7.3-1

Allergan, Inc. - EY/R

Effects of AGN 192024 and latanoprost on iris color in
cynomolgus monkeys after 1 year of topical treatment —

Allergan study -

Research Report BIO—.—328.

EUGERC B EESN K BN

423.7.3-2

Allergan, Inc. - EY/R

Iris color and pigment changes in cynomolgus monkeys after 1 year
of topical treatment with AGN 192024, AGN 192151 and latanoprost

—TSI redfield studies #_

Research Report BIO—.—329.

EUGERC B RN K BN
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o 42377 ZOMORER

A I D
(B a0 4) Guinea pig sensitization - Maximization test (Magnusson-Kligman).
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5.3.2.1 1
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5.3.2.1-1

Allergan, Inc. | NN >

In vitro protein binding of 3H-AGN 192024 in mouse, rat, rabbit,
monkey and human plasma, and bovine and human serum albumin
using ultrafiltration.

Research Report PK—.—126.

EUGEC B EESC K B

5.3.2.1-2

Allergan, Inc. | NN >

In vitro protein binding of 3H-AGN 192024 in human plasma,
serum albumin and al-acid glycoprotein using ultrafiltration.
Research Report PK—.—121.

ELEULENE B Bt ES B

5322 Jif

{3 e O b LA AR R & =5

5.3.2.2-1

Allergan, Inc. _ EY/R

In vitro metabolism of AGN 192024 in human ocular, lung and liver
homogenates.
Research Report BIO—.—087.

ks - 1o 42 L ~1995 456 ]

53222

Allergan, Inc. _ EY/R

In vitro metabolism of AGN 191045, AGN 192151 and AGN 192024
in human liver slices using high pressure liquid chromatography and
mass spectrometry.

Research Report PK—.—013.

EUSHEC Ed RS ES B

53223

Allergan, Inc. _ EY/R

In vitro metabolism of 3H-AGN 192024 in rat, monkey and
human liver slices.
Research Report PK—.—OO4.

ELHERC B EESC K B

53224

Allergan, Inc. - EY/R

Metabolite profiles in blood, urine and feces of rat, monkey and
human following a single intravenous administration of
*H-AGN 192024.

Research Report PK—.—l 13.

[FBRI - 19.$l A ~19.$.ﬂ]
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5.3.2.2-5

Allergan, Inc. - EY/R

Identification of human hepatic cytochromes P-450 involved in the
metabolism of AGN 192024.
Research Report PK—.—O37.

ELGEC B EESC ES B

5323 fh

D ARG 2 IV 7o AR SR

5.3.2.3-1

Allergan, Inc. _ ESIR

In vitro permeability coefficients of a series of PGF2a analogues
using human corneal and scleral tissue.
Research Report PK—19.—O78.

ELGEC B EESC K B

5.3.23-2

Allergan, Inc. _ [ESN

Stability of AGN 192024 in rat, dog, monkey and human blood
and plasma up to 24 hours at various temperature.
Research Report PK—.—OOS.

EUGEC Ed RS ES BB

5.3.3.1 fEFEHEERE 2T D PK K OWIHI RS MR B &

5.3.3.1-1

VAL - = S
AGN 192024 RFPRIEHEER — 25 T AHHELIIRER —
TRBRE R 1 192024-901

feeyiome E3 Bl E Bl

533.1-2

VAR - %=
AGN 192024 FEARSEHABRT — 45 141 14 HELSIRABR —
1R I AT E A 5 192024-902

R Esinien Ed Rl ES BB

53.3.1-3

Allergan, Inc.
A single center, open-label study of the pharmacokinetics
mass balanceand safety of *H-AGN192024 following a single
intravenous administration in normal, healthy, male subjects.
Research Report 192024-005-00.
Dasazmw : Ol Ml ~vllELs @) ]

533.14

<BEEE>

Allergan, Inc.

A single center, open-label, pharmacokinetics and safety study of
AGN 192024 0.03% ophthalmic solution administered twice-a-day
for seven days in normal, healthy, elderly and young subjects.
Clinical Study Report 192024-012.

FREszinEe Ed RSt ES BR
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5.3.5.1-1

T 7 W RS

JERS B SR A Ak PR B e OV RS &2 kb 5 & L 72 AGN192024 O
LA K O B PE DRt

TRBRE R G 5 : 192024-903

EaEsaiinien Ed Rl ES BB

5.3.5.1-2

VAN S-S I

AGN192024 D~ L A v lipFEr—)LA XL L-_HER
FEM LRI X 2 R O FREERER

TREBRE Hi 5 A 0 192024-904

R Esanien Ed Rl E3 BB

5.3.5.1-3

TH RS A

AGN192024 O JF3& B A A ik N B S 3 AR EE 225605 & 3 %
T8 Ta A L OB A B S BRI E iR,

TRBR E i © 192024/3-03

R Esinien Ed Rl ES BR

53.5.14

<BEGE>
Allergan, Inc.
A one month, investigator-masked, parallel, randomized, safety and
efficacy study of AGN 192024 0.003%, 0.01% and 0.03% ophthalmic
solutions compared to its vehicle and timolol 0.5%, in subjects with
open-angle glaucoma or ocular hypertension.
Clinical Study Report 192024-002.

E szt Ed ERSt ES Eh

5.3.5.1-5

<BEGEL>
Allergan, Inc.
A multicenter, double-masked, randomaized, parallel, vehicle
-controlled, two-week study of the safety and efficacy of once
-daily bimatoprost 0.01% and 0.03% ophthalmic solutions
compared with once-daily bimatoprost vehicle ophthalmic solution
in ethinically patients with open-angle glaucoma or
ocular hypertension.
Clinical Study Report 192024-024.

R Esaiinien Ed BERel ES BB
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5.3.5.1-6

<BEEE>
Allergan, Inc.
A multicenter, double-masked, unevenly randomized, parallel,
active-controlled three month study (with treatment extended to
one year) of the safety and efficacy of once-daily or twice-daily
administered AGN 192024 0.03% ophthalmic solution compared
with twice-daily administered timolol 0.5% ophthalmic solution in
subjects with glaucoma or ocular hypertension.
Clinical Study Report 192024-008.
EEszinie Ed Rl ES ER

5.3.5.1-7

<BEEE>
Allergan, Inc.
A multicenter, double-masked, unevenly randomized, parallel,
active-controlled three month study (with treatment extended to one
year) of the safety and efficacy of once-daily or twice-daily
administered AGN 192024 0.03% ophthalmic solution compared
with twice-daily administered timolol 0.5% ophthalmic solution
in subjects with glaucoma or ocular hypertension.
Clinical Study Report 192024-009.

ER szt Ed Rl ES ER

5.3.5.1-8

<BEEE>
Allergan, Inc.
A multicenter, Double-Masked, Randomized, Parallel, Extension
Study Evaluating the Safety and Efficacy of Bimatoprost 0.03%
Ophthalmic Solution, Compared with Timolol 0.5% Ophthalmic
Solution, in Patients with Glaucoma or Ocular Hypertension.
Month 24 report.
Clinical Study Report 192024-014.

EREszinme B3 ERl Ed ER

5.3.5.1-9

<BEEE>

Allergan, Inc.

A multicenter, Double-Masked, Randomized, Parallel, Extension

Study Evaluating the Safety and Efficacy of Bimatoprost 0.03%

Ophthalmic Solution, Compared with Timolol 0.5% Ophthalmic

Solution, in Patients with Glaucoma or Ocular Hypertension.

Month 36 report. Clinical Study Report 192024-014.
FaEsainien Ed RPN ES KR

_23_



1.12
MMTEM—F

" 1-b No.

CTD No.

il

555308
(#/ 2V 5)
Bl R i 1

5.3.5.1-10

<BEEE>
Allergan, Inc.
A multi-center, investigator-masked, randomized, parallel study
of the safety and efficacy of AGN 192024 0.03% ophthalmic
solution compared with latanoprost 0.005% ophthalmic solution
administered once-daily in subjects with glaucoma or ocular
hypertension.
Clinical Study Report 192024-010.
FR ezt Ed Rl ES BR

5.3.5.1-11

<BEEE>

Allergan, Inc.

A multi-center, investigator-masked, randomized,

parallel study of the safety and efficacy of AGN 192024
ophthalmic solution QD compared with - ophthalmic
solution BID in subjects with glaucoma or ocular hypertension
who are uncontrolled on beta-blocker threpy alone.

Clinical Study Report 192024-013-00.

R ES R 19.$l A ~2ol¢l Al

5.3.5.1-12

<BEEE>
Allergan, Inc.
A multi-center, open-label study of the safety and efficacy of
AGN 192024 0.03% QD monotherapy as an alternative to
adjunctive therapy with _0.5% and -
0.005% QD, in patients with ocular hypertension or glaucoma.
Clinical Study Report 192024-015.

sz nEen Ed el ES ER

5.3.5.1-13

<BEEE>
Allergan, Inc.
A multi-center, investigator-masked, randomized, parallel- group
study of the safety and twenty-four hour diurnal efficacy of
AGN 192024 0.03%, | NGz o.5%. and | 0.005%
ophthalmic solutions administered QD to glaucoma or ocular
hypertension patients.
Clinical Study Report 192024-016.

i Esaiinien Ed ERRl ES KR
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5.3.5.1-14

<BEGEL>

Allergan, Inc.

A multicenter, investigator-masked, randomized, parallel 3-months

study of the efficacy and safety of AGN 192024 0.03% ophthalmic

solution (QD) compared with latanoprost 0.005% ophthalmic

solution (QD) in patients with glaucoma or ocular hypertention for

3 months of treatment (with treatment extended to month 6).

Clinical Study Report 192024-019.
EaEsnEen Ed el ES BB

5.3.5.1-15

<BEGE>

Allergan, Inc.

A twelve-week, multi-center, investigator-masked, randomized,

parallel comparison of the safety and efficacy of AGN 192024

0.03% ophthalmic solution administered once-daily or twice-daily

with latanoprost 0.005% opthalmic solution, adjunctively with topical

beta-blockers, in subjects with glaucoma or ocular hypertension.

Clinical Study Report 192024-501.
sz Ed RN ES KR

5.3.5.1-16

<BEGE>

Allergan, Inc.

A twelve-week, multi-center, double-masked, randomized,

vehicle-controlled, parallel study of the safety and efficacy of

AGN 192024 0.03% opthalmic solution administered once-daily
or twice-daily, adjunctively with topical beta-blockers,
in subjects with glaucoma or ocular hypertension

(with a nine-month active double masked extension).

Clinical Study Report 192024-502.
s Ed RN ES KR

5352 FF

b B EAIR P 1 S

5.3.5.2-1

THR RS A

JE7 BRSO R A Ak PR B S s AR & b 5 & L 72 AGN192024 O
R bR

TR R ZE Ji 5 5+ 192024/3-01
FaEsainien Ed RN ES KR

53.7 BET—F—ERK KL OIEHIFEEk

AGN 192024 FEARSKHRER — &5 1 fHEESIRRER — (901 55%)

5.3.7-1 -
JEF— 3
5372 AGN 192024 FRIEFRHERABRIT — 25 1 44 14 HRELRIREER — (902
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