75w aERXRZHE%HE 0.03%3mL
55w aEXF4EEHE 0.03%5mL
[ZRA9 5 E&H

FEMICEHSNFERICRIENRVATOEEL.
TI3AY - DN ASHICHYFET, 4ZELZD
EIEFERUNDEFIBMICEKEMZRAYT S LEFH
EEEA

TI3AY - vk
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Bs—5
WEFR - WSS | IS L T WRBLUTER

ADME Absorption, Distribution, Metabolism, Excretion | B%UX, Z3Af. fU#f, el
BID Twice daily 1 H2IH
EP European Pharmacopoeia RN FE SR
ESQ-9 9-item Eyelash Satisfaction Questionnaire 9 IH B o F i 2 E
FDA Food and Drug Administration KERMEIES R
GEA Global Eyelash Assessment (BB LT A FfFE) BERIREEFEAN
GEA-J Global Eyelash Assessment scale with H AT L 72 BRI IZ W 72 B AR AR

photonumeric guide for Japan DREEDEEZ G (BBREIET A FFE) B

A HIIREE EA
[ H AN H DA A B AT ]
GLP Good Laboratory Practice = 3 O 22 M B3 2 FERR IR AR SR 00 FEfi FE vE
B 58S

ICH International Conference on Harmonization H oK EU 2 38 B3 I 3 i ] B 2 5
Jp Japanese Pharmacopoeia A AT 7
OECD Organization for Economic Co-operation and R W 7 B A

Development
QD Once daily 1H1IH
QOL Quality of Life ETEDE
S7TA Safety Pharmacology Studies for Human LRV T A R T A4

Pharmaceuticals
USP United States Pharmacopoeia KEFESR
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1.5 ERERXEFERORERUVFHAEORER

1.5.1  EEXEFERORZE

v~ h7a X MI IRETBRIEHZE T2 70 R 77 0D OEKFHERTHY , WK
HOAEIEEME ChH LT a ALY~ REEL LI EEHET 5, B~ b7 a R MVHA
0.03% (LAF. A& 1, BEEABENEL RNEIRHEECIRFEE THLE~ e X b RlR
#1 0.03% (LLF. TLUMIGAN®] ) &iEMEpoaThoHE~ b7 r 2 b oA &3 E Ui
TH Y., LUMIGAN® [ ZRF I Z BB 59 5 HIREITH 5 DIkt L, AFNITE O W v
BENEETT 7Y r— 4 T EIRABE ~BAA T 2 VA & L CUHEEOAEZ TR
T H4ICHB EINT-/AITH D,

LUMIGAN®Z, 2001 4E(ZK[E, 2002 42 FN I f%%%ﬁﬁﬁﬁ&@%ﬁfﬁ@%ﬁi
FLTKRSH (S TORGEA TV S TLUMIGAN®) ) | HATIE 2009 412 KGR
M(HKT@MA%iTw\ﬁ/@ﬁﬁWQ%%J)\mwﬁﬂoﬂﬁf\ﬁﬁ%OﬁIUL
THERINTWND,

B h a2 S REROREAZRET S Z LT, RNRE R OGS IR IR & LT OREKBE
HHIZH OGN E o, EBOKEIT, KELKOHATOFKRBR T~ h 7 r A NOFE
%%kbf%iéh mE ORI FRICTEE SN, v, B F 7 e 2k 0.03% A 0%
i, (R BRAA L 7k K O IR IR & B & U7 BB K OV O RS 6
Fﬁ)ﬂzﬁéﬁz:io‘b\erév\a:EﬁﬁéMTu\é B, RN OEIREREE TH 5 LUMIGAN®
OFE - HEX MBI, 18 1ESR] THLHOICK L, BEBEBEOREKRE LTO
AL - HEE TRHIRZ SICBEE AT 7V r—2 07 7 8550 1R T L, BRI
DOIEBIERIC 1 B 1 ERICEAT D, | THDHZ LD, 8 K OIRER~OIR T &L E 5
IREFIC D TR EHEZR SN D, 2D LUMIGAN O Z AT — % D Eh b &1
T T ALIEREBIEOREE B E Lz, ZhtsdkE, BIEAL, —EER, 7 7R
KO ERZVE 3 MHEER (192024-032 k) Z#FEE L., EEOME EEOES, &2
SROCEORIEEDRREED BENLHE)) 2EE L, EOEEEZIRET 2306 - 2R T,
KERMEMRKMLF (FDA) (2L 2008 F 12 HIcEARB I CRKETORIEA
[LATISSE®0.03%] ) . A#IE, 2013 4E 10 HHAE, KE., 7T % KOZEOMME » E THEZR
ShTnb

1.5.2 FBAROREE

1.5.2.1 REBEEEL

EEEEIEIL, FEER RS THLIUIME D 2 T EE2R/EETHHEET, T
K& Ui, Fegst: Onnse EXRKR) . KESESMEOLBEEE JRiE (MIHEE X
ALBEMHARIE 7 & SRR M OSSR EE R D BLEIE (0 AL R IE 7 ENRIKD) BT 55,

EEERR AN TlE, BEEBBIEOL IIFFRMETH Y | FIICEBR L TW D RN S 5, F
iy EHEEOR ST HBIOREERNH 0 | FROIRWER TITHEEN LV &< FRmo s
A TIIEEN LV EL RAMEAZH D (Pucci, 2005), Z D7, %< ORERERA TIX
EALOBERFERE L THEERARIELZRRT 5,

& & DWW T 2T O SR BSREE & L COEEBIEL. BEOMIE A~ LN
E’J“Cfoib\%/m\ ZDOIEMEERITH T 2HEDRIBRICEIVEEST S, BEEAEBIEDFRK TH S
PRBOHPITIX, EHERRICEET L0 (FRMERERESE) . SFMHEEE (F], ALEEPER
%‘?’Eﬁ%ﬂﬁﬁ‘ﬂ% EIXTIE) DMBEDCHRK LD ZEEHD ., ZOLEIXEEOMEBIT N,
FEEOME H BT D (Grandhe and Kanwar, 2004, Selva et al., 2003) .
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DIALFIREZ L VFR SN, Wb D FEWFRMEONEE TiL, BUBERICTHH
LTV DA~ O EHEN 2 EHEREFICL VAT D 2 EBMBLN TS (Trieb, 2009), 1k
FIRICEA SN A ERLOPFIZITBU EENTT R F— R (a7 T AHllast) 2353 L,
FEEH AL R 5817 (catagen #]) ICRHNIBITSELZ D0 H D, Z OWRITIKIE
HE (telogen effluvium) & L CHIHAL TS (Ulrich et al., 2008), Z 5 L7-i@FEDfE S,
b RIEOBMEE 1~3 BEELUNICENKITEBIGD, 1~2 5 AURNIZHEIESEICE S,
LB FHEE A Z T TV DA EF D 65%IZ BT 5 EHEE I T % (Triieb, 2009),
FEEDOMEBIFRIEIZLOIMNEDOE D THD EEZ LD (Trieb, 2009) . {LFHIE
WL DBEBROREOFHRFIZOWVWTEFTE 57 — 06 BIKIZR L2 CRkITAR I
TV, LavL, BEE, KB, BELAOPHEEZR ENREMICH b & x| (bFEEIT ERE
20 L CROIREICEEZ HIT LT W E PREEIND, BEREASK, 2SR %2 5F
HENIERZ R L TV DOHA BT, ERBEANL LR, 80T, ADRWEEIX
DEAICBEVWHIR A 52 BE LVWHERBRE TH D & HB 2 54TV % (Shaikh and Bodla,
2006), FHALFHEIEIC L DMEIT, &b EZOLHRELZ RLEICSELEWEHDO—DT
HDHZENMBLILTEY (Botchkarev, 2003, Lemieux et al., 2008) , &fED 2> b — /L& 48
KL, BEORERRLEEIZI-T20 | FEEPIEREZ T S 720 & Vo TIERD A S
LT % (Beisecker et al, 1997, Cowley et al., 2000, Freedman, 1994, Luoma and
Hakamies-Blomqvist, 2004, Richer and Ezer, 2002, Williams et al., 1999), 216D Z b b
SR ERE R RBMAR RIS Z Lk, BRERFOEROE (QOL) Db iz
RND EFZEZTND,

1522 BEEBEEDABEORKEMESR

BAE, A TR EEL EIGE & LZERBIITR S T2,

L LS, MEOREREZ BN E LT LI H U EIRIE 0.03%] NIERILIS 02
R (B 21X, ERNAROCRERE) CHEISIMEH ST D AREMERH D . AT, [Fkk
DHEEOKREMREZHH T, X —3y P ABAICLY, /A TIRZENLTWND

[LUMIGAN®| ZBEALTWAREM b H D, 61T, TuREZ VTV RMEAWE S
HLTWAHLDEED HEEORENRERNS 2N FE A2 LE L LW ERSED ANTFHA]
EThbH, 2D OEKMFIIIEEN, FEMER R XITHER ARSI THNDEHO
LEENTEY, 2O IIEEAERLOEECIRE SN TV RNAIZ, BEIZE ST
DY) AT G LTWDHAEEMENH D, Z OWPUL B ARICE T D8O LM & WE &
WEIEFEAZHERT D EWVIBEND, EELIRNEEZD,

ZD LD BBURNG A B T HEEOREREZHINE LIZEE ML E L TO=—X|ZX
BN THY, WwWHEEAIME, BeEEPREESNTZERELNEEND,

TIHAE RO BELBE ) ZdET HEHEME LT, B~ M7 e X MAYHF 0.03%
DERBEBET D721, Z'EGCZEﬁﬁBZ%)\[E%E&[Efﬁf’r%%%%%%é\’r%%%mfﬁﬁﬁ%ﬁb\
EEE R A S OB LD BFEED T L2 AVBRE 2 & T B RN BRI AF O 4E
KOHIMEHRT D L2 B E LIENERRRER 2 BH4s L7,
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1523 REICATIHBROZE

v~ h7a Ak 0.03%RA|ORAFRG X, T T H AL X o TThiuiz, EBEOAFERAR
Ao o S A £ Ei L, v h TR R OB KO
BGEOKENE, TIH o) F—v g VilBrT — XIS\, 2(. $| A XY
MR,

B b7 A b 0.03% AN O EVEIC OV TIE, EEERES 0603001 5 (AL 15 4E 6 H
3 HAP) ., FEEE 425 5 CEE 945 A 28 HIF) KRUSETES 422 5 (CEk 945 A 28 A
WENZYEIL L, EHIARTEalBR, ekt e OVerBt sl e e iealih, BTmsslBh, sofbmt
figskBr) &£ L T\ D,

FWIRAT3R o P RS B R OV AR it F 2 65 & . 3 mL/5 mL BUAI & OV 5 mL/5 mL #Y
AL, IR T24 » HOFMMIR Z25%0E Lz, 728, RIRTRERIL 36 » H £ Tkt T/
Th b,

15231 % CJ = A =
| peleciihewmd 00

. 2)
I———
. I
||

. 4) I | >\ AR LT
e I+

-\ f ]
. B2

EDOBEE&T,

EDE ZRrTz,
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|
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I e -2 = . [

I - V)= w17,
zofioigH o R L L

e 1 Jr—
I - /) i %

&7,
1.5.2.4 JERGRAEBR DT

BRI L TlE, B b7 A b 0.03%85] DRk R O HRIETAREEE & L C OB
FEBPE B W TR ISR STV D, AAl A2 EIRMNA AT IC B A3 2 #13 LUMIGAN®
DEREDO L —HTHD I Enb b BB ML-BOE~ b7 a2 FORFTLR Y
MR, IREFTRG%ORLOEIRERL LR 62 nEE X, Rk, FR
| B Bl EIsESieyghe (| 00 [EERESAW 00 0 | |
]

N, - B S T, ek
PERBR LR R A2 CTh o I KERMIEIKMG R (FDA) | #2371 B %144 (OECD)
K ONEASEE O TERGOLZEMHEICET 5 IEERRBR O MmO IR (GLP) | #85FL T
FEh LT D, BRUBRSENE Y I ICH STA 23 iAT FIZ 720 » 7o Z P SEBEER 1T GLP OB 2
IR LTy,

1.5.2.4.1 IR ER

v h7rA M REFTERERZAETLI 70 AL 7T 0 PO/ KHEARTHY  NIK
PEOAIIEEME CH DT A X~ A REFEU LIS EEZGT 5, B~ b7 e 2 MEIEIRE
\ZENRERIETH D (Woodward et al., 2001) , BEFDORREATENE I Tk REIAEH OIR
EFRETHLE~ F 7 r 2 b AIRA 0.03% (LUMIGAN®) OERRFEAGTIZH & E 725
7=

Zate R e Sl o SR, 1JEP oo v~ 7 e 2 b oRNERRE
HORBE L TEBINT, EBEOREMREICET L2 BRLEL T, ~U XADOREIC
LUMIGAN® # 1 H 1[0, 14 HRE#&5+2 2 & T, vV ADOEEOR S LK SZ2RET 5
FEREZAFAER (4.2.1.1 BIO-07-630) %3 L7z, ZOHEE, 2 KOHEEZETHEBEUORAER
FIMZ X D HEEOAREIEMBAHFZOICAEREICRD O, £, ESLVKRIITBNTYH
RO BTz,

PRI TIL, v e X &7y M2 0.01, 0.1 X 1 mg/kg Z MEEN I
FRANE G- LCh, HREENE R O BRATEEIME X I3ATENC IR b v o 7e (4.2.1.3
BIO-00-355)
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1.5.2.4.2 EYENREAER

v~ 7 a A ORI, oA, AR OHER (ADME) 1ZBI L CiX 9.@.)%73 Ok
N & ONE BRE VAR ] OIRE FHIETH %5 LUMIGAN® OBIFEEREICIHB W T, B~ F 71 %
kN DERRIZE M2 BT 5720 < OFRYERERBR L N R X a2 T 4 7 ARBRTH
N, EOFERBRTII~U X, Ty b, DHFEORY /L TO invivo iAERIT N2 B
KO MRk ZE BT in vitro BBR2NEM S 72, LUMIGAN® O BAFEEBE THE b7z
ADME ORVEITENMFRER CIAFHICFHiS N TE Y, B~ F e X FOIRRNLANEY D%

BT T s ANVBHEL SN TSI END, INLETOT — % ZEEEBIELFT ITHT
HARBNOBBICBITHDENMITT—F L L w7 7)) r—42%2FEH L CELEIERCcE~ N7
o A h&JFAT (%) @A L7z ADME RBRIZEM L TV 72w,

BMERBRE LT, 72 M A 7O~ 72 7L 0.01%. 0.03%. 0.06%55] %~ 7 2
DRJE\Z8BAT L, BEHPI N2 H G R MR OMER &I HOWTHRE L7Z, B~ 7' e X b
FNEEIZ 1 HE RO 21 B B OBAH% 24 R O B RE R B IR RIS L7, 20
FeF& IR E O el 0 & KA E H R 5% O EIZIZE~ b7 e A RREREL TS LA
Do, 5 1 EBRE CERIREBICET 5 EE 2 b7 (4.2.2.2 PK-08-038) , Il E
~ h A MREEGRERFHNIIEM L, RENREEDOR 0.1% Th-o72, 21 HHORH5%
24 oM B~ h7'm X MEEZHEIRG% 24 R ORE L g L7c & 2 A, 3 &5t
DOWTHIZEBWT G MERMETICIEE~ b7 2 hOEREEZ R/ERT 2 ELTRD S en
7= (4.2.2.2 PK-04-157) .

HEEABEORKLEGE T2~ 7 e X FOBAEITZ LUMIGAN® L0 &7 < (A
#1Z LUMIGAN® & [A] UBIKIHHEL Td 5726, LUMIGAN® OMEWEIRERR T —Z 13, b~
F7v X het FOEEEBERE~EICICTHICHZ0, HoIcfATEEE25,

1.5.24.3 HEHE

w2 o EP U TEES R, v AL Ty b vER Y
IV R O X % T B[] e G- 33 PR DN S % 53 PERBR | in vitro & OV in vivo 18575
PR, ~ 7 AR OT v b & AOTEBNAFEMERER & AR A EERBR.ELVE Y b T A,
7/%%mwtﬁﬁ AR & S5 L 7=,

—U—F 2 FAM (NZW) 75X (4.2.3.21012C-2968-58) KO —7 /LA X (4.2.3.2
wuomw&WT@w%ﬁﬁ%’ﬁwf AN IR K0.1%DE~ N Fa X N4 1 Higk 4
FLAEAR, AR G202 TORIC, IRBA~ORE L LTIt O IR AR

VARSI SR IM 2N 38 6D BTz, BK 0.1%D B~ 7' 1 & k% Dutch Belted (DB) ¥ (21 H 2
@mk6wﬂﬁ&5btﬁ%fi\$%&5 CREE LR b o (4232
TX98004, TX97032), £~ k7’1 A K 0.03%#K|Z 1 H 1BH L<iL1 H2[[, XX~ K
7'a A 01% %K 4 1 B 2 [, 52 M KE AR G- L7z L O IR EEER (4.2.3.2 6177-110)
TiX, IR RS K OIREFEA~DOFZ (REFE#EOBEER L) N5 13 B, £7T
@%ET WO BTz, Z OECEAZEE O TUHE TR Pk L CBIZ S, &5
b A IEERD IR o Tm, T OFTRIEY T T H 0.01 mgkg & 17 MRFIRNE S L=
BRch iR @Eht@m32mwnﬁ v~ h7a A O SRS G OFRIRN S 5-O 1l 5T
IR DAL RFRD BTz Z & D B W TR A~ R EDR I RDPTI72 2 5
REFRMER NS D Z LR ST,

v N7 X h&7y M 1 FRIKERORE LR CIXER L2 OB
RO bR otz (4.2.3.2 ALG056-992437)

FITBIT D 0.1% *H-E'~ F 71 2 Mg 35 uL OE SR 538 cl%, IRERDF ik
k. FRICIRICEmWERE TR bz (42.2.2 PK-97-032) , AENM OHIEEBRH LI=010
MEBTIE, P 2, B~ P A RERKT 0.1%% 1 H 2 BIES LR, B
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BRAIC X0 IR ST E OIRFHAR NI T ERA B 52 B L 7= 2 L IEER O b o7z (4.2.3.2
6177-110) ,

vw b 7'a 2 h AR AEFEERBRTIX, 7y FOATE K ORI ARE (4.2.3.5.1
1801-013), ¥ A (4.2.3.5.2TX99038), 7 v bk (4.2.3.521801-018), M7 » kD HEERH]
KO AR ORER (4.2.3.5.3TX99057) =%k L7=, ZA 5O TR LN ixvd
b INESEE T FEIEIC R 5 B~ b7 e 2 N RO OHEY O KB M B LT
WZAREME RN H Y B~ 0 A FDIREB~— Y U R RE WD L RO RN R D
Z e, b NTRBLT L AEEMEIIRVWEEB X b,

2 W IIRERERHER, ~ 7 R U7 4 —<ilB kO~ U Z/EERBRIZ BV T
BIEMEIZWT RS EME &l &7z (4.2.3.3.1 G9SBN52.503003, G95BN52.702005.,4.2.3.3.2
19471-0-455 OECD)

<~ AKOT v M 104 BRI ER O EE L7208 AFPERBRICE W T L | R M
BETHAURMEEZ TR T 5 2LITRO b o7z (4.2.3.4 ALG/053, ALG/058)

ENAEY b, T RAKROT v MBI 2 HURMRER CHBERISITFRO b ivT, susttx
IRTZELITED B o7 (4.2.3.7.1 TX99053, TX99054) .

EILE v MBI D R ERBIMAERBRICB O TH  FFEOFT RIZRO b hho72(4.23.7.2
TX99052) ,

D Hial 5 ERER . A G E R, A A R BRI, AR
PR, R OWURMERBR ORI, BEEABELEIL & T HOARKORGET —2 L LTxITA
NARER T 0 7 7 A LV ERLTWH LEER D,
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1525 ERKRABROZEE

1.5.2.5.1 BIMNZB T HHRFEDORELE

[HE B 2 B AE O B R AEE ORI BT 2SN B 1T D BB, Zh E Tl < ok
BRSEM ST WD, BUTFIZ, B~ h7a 2 hAiRAl 0.03% (LUMIGAN®) OiRBREE b
G O T A OMRI R RBR AR OIS %2 . 25 &R LRl 5,

1.5.2.5.1.1 B 2 MHERPRSLER

2JPEPR L0 T I ARSI BN T, SRR R B L AT B A A AL
WBRF 2 %P G, Sl 35 R ZH E M AR A LA T R R e A g L 72 (5.3.5.1
192024-051 3B, B~ 71 2 MVHA 0.03% (LATISSE®0.03%) KON, ZiL kv & &
OB~ h7'a A K 0.005%IF TN 0.015%5540% 3 » AR, 1 H 1E (&) 121, REEH»
77V —2 %AW T EIREBURICEM L, TORERGRFICBT IHEEORE (EEOE
E, EBOSEOEORSZETRHED TEEEBEE] O ([2oWTT 2 VBT & O
EHEEAEL T A R & ARETIMN (GEA) A7 —/b (1 B EOSERED bz
BEAMET D) %ﬁﬁb\tpﬂﬁﬁ%%m L. HERISHET N2 (BEME) ORETZ21T-
7o TR, BEEOREIICEBWTIIE~Y F 72 2 k 0.005% A G- T 14%. 0.015%5
F P 57T 16%, = L T LATISSE® 0.03%#% 55 T 24% DLt B> S 1230 T 59%. 62%.
88% DAEHE , DI XTIV TIE 1%, 17%. 18%DIEEN GRS 541, GEA A 27 TiX 53%.

80%.85% WAL ThoT-. ThbL RWHEOE~ F 71 2 | 2 8% L Y LATISSE® 0.03%
BHEHICBWT, EEOE S, B0 SR VEOEBREOWVWTNOSICBNTHWENZD b
7oo MBI R WL OO FEFELNRE SN, TORE SN EFRIIRFHNCHEET

ER2 0 H DD 0.005%3 5-EE37 ONT LATISSE® 0.03% 4% 5-BEIZ el LT 0.015%¢ 5-BEIC B
TE L OWERE VTR LTz, AEFLOZL VTEANZ 840 LI /RprORKICBEEST 2 0T
BT, WL EAIE OGN EIC & E 5 2 eVt olRERLOTHY . Ih
FCHEBINT-RZEN T a7 7 AN EIHT /R TH- T2,

1.5.2.51.2 B E 3 HHERREER

B v 7o v e~ FF e bAIRA 0.03% (LUMIGAN®) &5 %o

=~ LA IR 0.5% AR A RN R SO LR R ESE &2 3 2 B ABREBRE & %P G i LTz,
% Jiuk 3[R B MR AR 2 LA T RER FE B G (12 » Ao B AR Z L idlR - 53,54
192024-008 75k J X 5.3.5.4 192024-009 385k, 'R Z LakER) S D 3 R Ok kR : 5.3.5.4
192024-014 350 . WO [ F PR LY. T T I AR IR AALERIEIC £ B
ERABEOHRELZHNE LSk —E S R EEA(C /TR iR (5351
192024-032 3Bk, 5.3.5.1 192024-038 #ABR) A FEfi L7,

1.5.2.5.1.21 192024-008 5XB&. 192024-009 FXER. 192024-014 FXE&

BP0 b~ 7 e FEIEA 0.03% (LUMIGAN®) & FEm—L~ LA i
H0.5%RA (BLF, FE v —/LiiliRAD 2N SUL & IRITIE 2 67 5 A gERE % 5t
GUIRG LTz, Zhtiak3tE —E S R A IF T RERD SE3E s FRGRER (5.3.5.4 192024-008 7
B M 0N 5.3.5.4 192024-000 iABR) Z#FEhE L, 3 » Al (1 FE TOBRBEELZET) B~ 7
22 REIRAIT H 1 E (QD) Xix 1 H 21\ (BID) #5KOREMEEHHMECZHONT, F
Er—/LAARA BID #% 5K & HLlRRFT Lo, £ OfER, Wiz T e~ M
7 Ak AHRA 0.03%1% QD #%5-CTFF 1 — /L S IRAIB G2 bh X, kPR S8 IR EE O 92 5R
FTIUERORMMICDIE > TEWIREZ TRIE2DICENA TV, B~ F 7 e 2 bR
7 0.03%BID $¢5:%% HIRIE FREICITAE CThH-7-, B~ b7 m X FaliRAl 0.03%1%, QD #
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H30% BID #EHEOWFRIZBNTHEETH-o7-, L LIREEOA EHLFEIMEE I
WM/ BAEMEOE TIE, QD #5723 BID & 512> Tz,

192024-008 7B, 1% 192024-009 R D 12 » A M OKPE 2T LIZ#BRE 1BV T, 36
S A T O R 2 ik X OV 20tk 2 AT 3~ 2 2 i ik 36 [R] — 5 5 f I AE 2o (b A 7R ] 2 3K %)
MEBRZ 320 L7 (5.3.5.4192024-014 35R) . 2 DFEF. BRKBE A Sk IR K& OVE IR SE D #¢
BREICBITAE~ F 7 2 b EIRA 0.03%0D QD #5-1%.36 » H IO B 28 L CHEZ
MOBEMENBHTHY, B~ 72 QD EHI1X, B~ 7 a2 BID &5 LKOTFE
b —/LSIRANC S L CTEN-A MR R L, 22 BB IR RIFTh o T,

1.5.2.5.1.2.2 192024-032 5 B%

2(.& .H L0, FRUEEEREBEL AT OMAERE ZGRIZLI, B 72X |
SLRAN 0.03% & 7T B ARAIRIE L O Zhiisk R T E B R IEVE A TRER LR 2 I i
L7= (5.3.5.1 192024-032 ikl%), B~ b 71 2 ML AAL 0.03%% EIRIGORERIZ 1 H 18],
WEERT 7V r—2 AW TEMA LIROEEOMREMREL B9 L L, et & & 5814
N6 4 5 ABICBT DERORIKN TS E ] OIEEIC YW TOFEMEE 7T R &S
BEL L, GEA A7 — L EHWTili L7z, TOHE, B~ P u R MNEERHETIZT T
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HIGHLIGHTS OF PRESCRIBING INFORMATION

1.6

These highlights do not include all the information needed to
use LATISSE® safely and effectively. See full prescribing
information for LATISSE®.

LATISSE® (bimatoprost ophthalmic solution) 0.03%
Initial U.S. Approval: 2001

INDICATIONS AND USAGE
LATISSE® is a prostaglandin analog, indicated to treat
hypotrichosis of the eyelashes by increasing their growth
including length, thickness and darkness. (1)

DOSAGE AND ADMINISTRATION
Apply nightly directly to the skin of the upper eyelid margin at
the base of the eyelashes using the accompanying applicators.
Blot any excess solution beyond the eyelid margin. Dispose of
the applicator after one use. Repeat for the opposite eyelid margin
using a new sterile applicator. (2)

DOSAGE FORMS AND STRENGTHS
Bimatoprost ophthalmic solution 0.3 mg/mL. (3)

CONTRAINDICATIONS
None (4)

Page 4

WARNINGS AND PRECAUTIONS
Concurrent administration of LATISSE® and 10P-lowering
prostaglandin analogs in ocular hypertensive patients may
decrease the IOP-lowering effect. Patients using these products
concomitantly should be closely monitored for changes to their
intraocular pressure. (5.1)

Pigmentation of the eyelids and iris may occur. Iris pigmentation
is likely to be permanent. (5.2, 5.3)

ADVERSE REACTIONS
Most common adverse reactions (incidence approximately 3% -
4%) are eye pruritus, conjunctival hyperemia, and skin
hyperpigmentation. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
Allergan at 1-800-433-8871 or the FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

USE IN SPECIFIC POPULATIONS
Use in pediatric patients below the age of 16 years is not
recommended because of potential safety concerns related to
increased pigmentation following long-term chronic use. (8.4)

See 17 for PATIENT COUNSELING INFORMATION and
FDA-approved patient labeling.

Revised: 04/2013
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
LATISSE® (bhimatoprost ophthalmic solution) 0.03% is indicated to treat hypotrichosis of the eyelashes by
increasing their growth including length, thickness and darkness.

2 DOSAGE AND ADMINISTRATION

Ensure the face is clean, makeup and contact lenses are removed. Once nightly, place one drop of LATISSE®
(bimatoprost ophthalmic solution) 0.03% on the disposable sterile applicator supplied with the package and
apply evenly along the skin of the upper eyelid margin at the base of the eyelashes. The upper lid margin in the
area of lash growth should feel lightly moist without runoff. Blot any excess solution runoff outside the upper
eyelid margin with a tissue or other absorbent cloth. Dispose of the applicator after one use. Repeat for the
opposite eyelid margin using a new sterile applicator.

Do not reuse applicators and do not use any other brush/applicator to apply LATISSE®.

Do not apply to the lower eyelash line [see Warnings and Precautions (5.3, 5.4) and Patient Counseling
Information (17.1)].

Additional applications of LATISSE® will not increase the growth of eyelashes.
Upon discontinuation of treatment, eyelash growth is expected to return to its pre-treatment level.

3 DOSAGE FORMS AND STRENGTHS
Bimatoprost ophthalmic solution 0.3 mg/mL.

4 CONTRAINDICATIONS
None

) WARNINGS AND PRECAUTIONS

51 Effects on Intraocular Pressure

Bimatoprost ophthalmic solution (LUMIGAN®) lowers intraocular pressure (IOP) when instilled directly to the
eye in patients with elevated IOP. In clinical trials, in patients with or without elevated 10P, LATISSE®
lowered IOP, however, the magnitude of the reduction was not cause for clinical concern.

In ocular hypertension studies with LUMIGAN®, it has been shown that exposure of the eye to more than one
dose of bimatoprost daily may decrease the intraocular pressure lowering effect. In patients using LUMIGAN®
or other prostaglandin analogs for the treatment of elevated intraocular pressure, the concomitant use of
LATISSE® may interfere with the desired reduction in 1OP. Patients using prostaglandin analogs including
LUMIGAN® for 10P reduction should only use LATISSE® after consulting with their physician and should be
monitored for changes to their intraocular pressure [see Patient Counseling Information (17.3)].

5.2 Iris Pigmentation

Increased iris pigmentation has occurred when bimatoprost solution was administered. Patients should be
advised about the potential for increased brown iris pigmentation which is likely to be permanent [see Adverse
Reactions (6.2) and Patient Counseling Information (17.5)].

The pigmentation change is due to increased melanin content in the melanocytes rather than to an increase in

the number of melanocytes. The long term effects of increased pigmentation are not known. Iris color changes

seen with administration of bimatoprost ophthalmic solution may not be noticeable for several months to years.
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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. Treatment with LATISSE® solution can be continued in patients who develop noticeably
increased iris pigmentation.

5.3  Lid Pigmentation

Bimatoprost has been reported to cause pigment changes (darkening) to periorbital pigmented tissues and
eyelashes. The pigmentation is expected to increase as long as bimatoprost is administered, but has been
reported to be reversible upon discontinuation of bimatoprost in most patients [see Patient Counseling
Information (17.4)].

5.4  Hair Growth Outside the Treatment Area

There is the potential for hair growth to occur in areas where LATISSE® solution comes in repeated contact
with the skin surface. It is important to apply LATISSE® only to the skin of the upper eyelid margin at the base
of the eyelashes using the accompanying sterile applicators, and to carefully blot any excess LATISSE® from
the eyelid margin to avoid it running onto the cheek or other skin areas [see Patient Counseling Information
(17.6)].

55 Intraocular Inflammation
LATISSE® solution should be used with caution in patients with active intraocular inflammation (e.g., uveitis)
because the inflammation may be exacerbated.

56  Macular Edema

Macular edema, including cystoid macular edema, has been reported during treatment with bimatoprost
ophthalmic solution (LUMIGAN®) for elevated I0P. LATISSE® 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.

5.7  Contamination of LATISSE® or Applicators

The LATISSE® bottle must be kept intact during use. It is important to use LATISSE® solution as instructed,
by placing one drop on the single-use-per-eye applicator. The bottle tip should not be allowed to contact any
other surface since it could become contaminated. The accompanying sterile applicators should only be used on
one eye and then discarded since reuse of applicators increases the potential for contamination and infections.
There have been reports of bacterial keratitis associated with the use of multiple-dose containers of topical
ophthalmic products [see Patient Counseling Information (17.2)].

5.8  Use with Contact Lenses

LATISSE® contains benzalkonium chloride, which may be absorbed by soft contact lenses. Contact lenses
should be removed prior to application of solution and may be reinserted 15 minutes following its
administration [see Patient Counseling Information (17.8)].

6 ADVERSE REACTIONS

6.1  Clinical Studies Experience

The following information is based on clinical trial results from a multicenter, double-masked, randomized,
vehicle-controlled, parallel study including 278 adult patients for four months of treatment.

The most frequently reported adverse reactions were eye pruritus, conjunctival hyperemia, skin
hyperpigmentation, ocular irritation, dry eye symptoms, and periorbital erythema. These reactions occurred in
less than 4% of patients.

Adverse reactions reported with bimatoprost ophthalmic solution (LUMIGAN®) for the reduction of intraocular
pressure include, ocular dryness, visual disturbance, ocular burning, foreign body sensation, eye pain,
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blepharitis, cataract, superficial punctate keratitis, eye discharge, tearing, photophobia, allergic conjunctivitis,
asthenopia, increases in iris pigmentation, conjunctival edema, abnormal hair growth, iritis, infections
(primarily colds and upper respiratory tract infections), headaches, and asthenia.

6.2 Postmarketing Experience

The following reactions have been identified during postmarketing use of LATISSE® in clinical practice.
Because they are reported voluntarily from a population of unknown size, estimates of frequency cannot be
made. The reactions, which have been chosen for inclusion due to either their seriousness, frequency of
reporting, possible causal connection to LATISSE®, or a combination of these factors, include: burning
sensation (eyelid), eye swelling, eyelid irritation, eyelid edema, eyelids pruritus, iris hyperpigmentation,
lacrimation increased, madarosis and trichorrhexis (temporary loss of a few lashes to loss of sections of
eyelashes, and temporary eyelash breakage, respectively), periorbital and lid changes associated with a
deepening of the eyelid sulcus, rash (including macular, erythematous, and pruritic limited to the eyelids and
periorbital region), skin discoloration (periorbital), and vision blurred.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category C

Teratogenic effects: 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 maximum intended human
exposure (based on blood AUC levels after topical ophthalmic administration to the cornea or conjunctival sac).

At doses at least 41 times the maximum intended human exposure, 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 bimatoprost ophthalmic solution 0.03% administration in
pregnant women. Because animal reproductive studies are not always predictive of human response,
LATISSE® should be administered during pregnancy only if the potential benefit justifies the potential risk to
the fetus.

8.3  Nursing Mothers

It is not known whether LATISSE® solution 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 LATISSE® is administered to a nursing woman.

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

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

11 DESCRIPTION

LATISSE® (bimatoprost ophthalmic solution) 0.03% is a synthetic prostaglandin analog. Its chemical name is
(2)-7-[(1R,2R,3R,55)-3,5-Dihydroxy-2-[(1E,3S)-3-hydroxy-5-phenyl-1-pentenyl]cyclopentyl]-N-ethyl-5-
heptenamide, and its molecular weight is 415.58. Its molecular formula is C25H37NO4. Its chemical structure
is:
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Bimatoprost is a powder, which is very soluble in ethyl alcohol and methyl alcohol and slightly soluble in
water. LATISSE® 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.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Bimatoprost is a structural prostaglandin analog. Although the precise mechanism of action is unknown the
growth of eyelashes is believed to occur by increasing the percent of hairs in, and the duration of the anagen or
growth phase.

12.3  Pharmacokinetics

Absorption

After one drop of bimatoprost ophthalmic solution 0.03% was administered once daily into both eyes (cornea
and/or conjunctival sac) of 15 healthy subjects for two weeks, blood concentrations 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 Cpax and AUCq.24nr 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. 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 mcg/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.

13 NONCLINICAL TOXICOLOGY
13.1 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 1 mg/kg/day respectively (approximately 192 and 291 times the recommended human exposure
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based on blood AUC levels after topical corneal and/or conjunctival sac administration 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.

14 CLINICAL STUDIES

LATISSE® solution was evaluated for its effect on overall eyelash prominence in a multicenter, double-
masked, randomized, vehicle-controlled, parallel study including 278 adult patients for four months of
treatment. The primary efficacy endpoint in this study was an increase in overall eyelash prominence as
measured by at least a 1-grade increase on the 4-point Global Eyelash Assessment (GEA) scale, from baseline
to the end of the treatment period (week 16). LATISSE® was more effective than vehicle as measured by the
GEA score, with statistically significant differences seen at 8-week, 12-week, and 16-week (primary endpoint)
treatment durations.

Table 1
Number (%) of Subjects with at Least a 1-grade Increase from Baseline in Global Eyelash Assessment
(Primary Efficacy Endpoint — Week 16)

Week LATISSE® Vehicle
N=137 N=141
N (%) N (%)
1 7 (5%) 3 (2%)
4 20 (15%) 11 (8%)
8 69 (50%) 21 (15%)
12 95 (69%) 28 (20%)
16 107 (78%) 26 (18%)
20 103 (79%) 27 (21%)

In this study, patients were also evaluated for the effect of LATISSE® solution on the length, thickness and
darkness of their eyelashes. Improvements from baseline in eyelash growth as measured by digital image
analysis assessing eyelash length, fullness/thickness, and darkness were statistically significantly more
pronounced in the bimatoprost group at weeks 8, 12, and 16.

Table 2
Efficacy endpoint at LATISSE® | Vehicle
Week 16
(Mean Change from
Baseline)
Eyelash growth N=137 N=141
(length) 1.4; 25% 0.1; 2%
(mm; % increase)
Fullness/thickness N=136 N=140
(mm?; % increase) 0.7;106% | 0.1; 12%
Eyelash darkness N=135 N=138
(intensity™; -20.2; -18% | -3.6; -3%
% increase in
darkness)

* a negative value is representative of eyelash darkening
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After the 16-week treatment period, a 4-week post-treatment period followed during which the effects of
bimatoprost started to return toward baseline. The effect on eyelash growth is expected to abate following
longer term discontinuation.

16 HOW SUPPLIED/STORAGE AND HANDLING

LATISSE® (bimatoprost ophthalmic solution) 0.03% is supplied sterile in opaque white low density
polyethylene dispenser bottles and tips with turquoise polystyrene caps accompanied by sterile, disposable
applicators:

3 mL in a5 mL bottle with 70 applicators NDC 0023-3616-70
5 mL in a5 mL bottle with 140 applicators NDC 0023-3616-05

Storage: LATISSE® should be stored at 2°-25°C (36°-77°F).
17 PATIENT COUNSELING INFORMATION

17.1 Nightly Application

Patients should be informed that LATISSE® (bimatoprost ophthalmic solution) should be applied every night
using only the accompanying sterile applicators. They should start by ensuring their face is clean, all makeup is
removed, and their contact lenses removed (if applicable). Then, carefully place one drop of LATISSE®
solution on the disposable sterile applicator and brush cautiously along the skin of the upper eyelid margin at
the base of the eyelashes. If any LATISSE® solution gets into the eye proper, it will not cause harm. The eye
should not be rinsed.

Additional applications of LATISSE® will not increase the growth of eyelashes.

Patients should be informed not to apply to the lower eyelash line. Any excess solution outside the upper eyelid
margin should be blotted with a tissue or other absorbent material.

The onset of effect is gradual but is not significant in the majority of patients until 2 months. Patients should be
counseled that the effect is not permanent and can be expected to gradually return to the original level upon
discontinuation of treatment with LATISSE®.

17.2 Handling the Bottle and Applicator

Patients should be instructed that the LATISSE® bottle must be maintained intact and to avoid allowing the tip
of the bottle or applicator to contact surrounding structures, fingers, or any other unintended surface in order to
avoid contamination of the bottle or applicator by common bacteria known to cause ocular infections. Patients
should also be instructed to only use the applicator supplied with the product once and then discard since reuse
could result in using a contaminated applicator. Serious infections may result from using contaminated solutions
or applicators.

17.3 Potential for Intraocular Pressure Effects
LATISSE® may lower intraocular pressure although not to a level that will cause clinical harm.

In patients using LUMIGAN® or other prostaglandin analogs for the treatment of elevated intraocular pressure,
the concomitant use of LATISSE® may interfere with the desired reduction in 10P. Patients using prostaglandin
analogs for 10P reduction should only use LATISSE® after consulting with their physician.

17.4  Potential for Eyelid Skin Darkening
Patients should be informed about the possibility of eyelid skin darkening, which may be reversible after

discontinuation of LATISSE®.
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17.5 Potential for Iris Darkening
Patients should be advised about the potential for increased brown iris pigmentation which is likely to be
permanent. Increased iris pigmentation has occurred when bimatoprost solution was administered.

17.6  Potential for Unexpected Hair Growth or Eyelash Changes

Patients should be informed of the possibility of hair growth occurring outside of the target treatment area if
LATISSE® repeatedly touches the same area of skin outside the treatment area. They should also be informed
of the possibility of disparity between eyes in length, thickness, pigmentation, number of eyelashes or vellus
hairs, and/or direction of eyelash growth. Eyelash changes are likely reversible upon discontinuation of
treatment.

17.7  When to Seek Physician Advice

Patients should be advised that if they develop a new ocular condition (e.g., trauma or infection), experience a
sudden decrease in visual acuity, have ocular surgery, or develop any ocular reactions, particularly
conjunctivitis and eyelid reactions, they should immediately seek their physician’s advice concerning the
continued use of LATISSE®. Patients on IOP-lowering medications should not use LATISSE® without prior
consultation with their physician.

17.8  Use with Contact Lenses

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

---------------- Cut Here-3<------------------- m-mmmmmememememeeen-

17.9 FDA-approved Patient Labeling

PATIENT INFORMATION

LATISSE® (la teece) (bimatoprost ophthalmic solution) 0.03%

Read the Patient Information that comes with LATISSE® before you start using it and each time you get a
refill. There may be new information. This leaflet does not take the place of talking with your physician about
your treatment.

What is hypotrichosis of the eyelashes?

Hypotrichosis is another name for having inadequate or not enough eyelashes.

What is LATISSE® solution?

LATISSE® solution is a prescription treatment for hypotrichosis used to grow eyelashes, making them longer,
thicker and darker.

Who should NOT take LATISSE®?

Do not use LATISSE® solution if you are allergic to one of its ingredients.

Are there any special warnings associated with LATISSE® use?

LATISSE® solution is intended for use on the skin of the upper eyelid margins at the base of the eyelashes.

Refer to Illustration 2 below. DO NOT APPLY to the lower eyelid. If you are using LUMIGAN® or other
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products in the same class for elevated intraocular pressure (I0OP), or if you have a history of abnormal 10P, you
should only use LATISSE® under the close supervision of your physician.

LATISSE® use may cause darkening of the eyelid skin which may be reversible. LATISSE® use may also
cause increased brown pigmentation of the colored part of the eye which is likely to be permanent.

It is possible for hair growth to occur in other areas of your skin that LATISSE® frequently touches. Any
excess solution outside the upper eyelid margin should be blotted with a tissue or other absorbent material to
reduce the chance of this from happening. It is also possible for a difference in eyelash length, thickness,
fullness, pigmentation, number of eyelash hairs, and/or direction of eyelash growth to occur between eyes.
These differences, should they occur, will usually go away if you stop using LATISSE®.

Who should I tell that | am using LATISSE®?

You should tell your physician you are using LATISSE® especially if you have a history of eye pressure
problems.

You should also tell anyone conducting an eye pressure screening that you are using LATISSE®.
What should I do if I get LATISSE® in my eye?

LATISSE® solution is an ophthalmic drug product. LATISSE® is not expected to cause harm if it gets into the
eye proper. Do not attempt to rinse your eye in this situation.

What are the possible side effects of LATISSE®?

The most common side effects after using LATISSE® solution are an itching sensation in the eyes and/or eye
redness. This was reported in approximately 4% of patients. LATISSE® solution may cause other less common
side effects which typically occur on the skin close to where LATISSE® is applied, or in the eyes. These
include skin darkening, eye irritation, dryness of the eyes, and redness of the eyelids.

If you develop a new ocular condition (e.g., trauma or infection), experience a sudden decrease in visual acuity,
have ocular surgery, or develop any ocular reactions, particularly conjunctivitis and eyelid reactions, you should
immediately seek your physician’s advice concerning the continued use of LATISSE® solution.

What happens if I stop using LATISSE®?

If you stop using LATISSE®, your eyelashes are expected to return to their previous appearance over several
weeks to months.

Any eyelid skin darkening is expected to reverse after several weeks to months.

Any darkening of the colored part of the eye known as the iris is NOT expected to reverse and is likely
permanent.

How do | use LATISSE®?

The recommended dosage is one application nightly to the skin of the upper eyelid margin at the base of the
eyelashes only.

Once nightly, start by ensuring your face is clean, makeup and contact lenses are removed. Remove an
applicator from its tray. Then, holding the sterile applicator horizontally, place one drop of LATISSE® on the
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area of the applicator closest to the tip but not on the tip (see Illlustration 1). Then immediately draw the
applicator carefully across the skin of the upper eyelid margin at the base of the eyelashes (where the eyelashes
meet the skin) going from the inner part of your lash line to the outer part (see Illustration 2). Blot any excess
solution beyond the eyelid margin. Dispose of the applicator after one use.

Repeat for the opposite upper eyelid margin using a new sterile applicator. This helps minimize any potential
for contamination from one eyelid to another.

m

Illustration 1

Ilustration 2

DO NOT APPLY in your eye or to the lower lid. ONLY use the sterile applicators supplied with LATISSE®
to apply the product. If you miss a dose, don’t try to “catch up.” Just apply LATISSE® solution the next
evening. Fifty percent of patients treated with LATISSE® in a clinical study saw significant improvement by 2
months after starting treatment.

If any LATISSE® solution gets into the eye proper, it is not expected to cause harm. The eye should not be
rinsed.

Don’t allow the tip of the bottle or applicator to contact surrounding structures, fingers, or any other unintended
surface in order to avoid contamination by common bacteria known to cause infections.

Contact lenses should be removed prior to application of LATISSE® and may be reinserted 15 minutes
following its administration.

Use of LATISSE® more than once a day will not increase the growth of eyelashes more than use once a day.
Store LATISSE® solution at 36°-77°F (2°-25°C).

General Information about LATISSE®

Prescription treatments are sometimes prescribed for conditions that are not mentioned in patient information
leaflets. Do not use LATISSE® solution for a condition for which it was not prescribed. Do not give
LATISSE® to other people. It may not be appropriate for them to use.

This leaflet summarizes the most important information about LATISSE® solution. If you would like more
information, talk with your physician. You can also call Allergan’s product information department at 1-800-
433-8871.

What are the ingredients in LATISSE®?
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Active ingredient: bimatoprost

Inactive ingredients: benzalkonium chloride; 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.

© 2013 Allergan, Inc.
Irvine, CA 92612

® marks owned by Allergan, Inc.
Patented. See: www.allergan.com/products/patent_notices

= ALLERGAN

72303US15
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FETHRO L,
LATISSE® (Fv F7AX F&BEER) 0.03%
ERSEE CRE) © 2001 &

TR M A%
LATISSE® |37 0 A% 75 D 3BEATH Y | FEEORE
(E&, &9&, ORSEED) 2EET5Z Ik,
HEOEBATRRT D -OISEGT 5, (1)
_— Bi%-BE _—
FHHODT 7"V or—% 2 L. FEEARSTO HIRS AR DR
JE\ZR, EBAEAAT D, SRR LRI D 1 XA 7=
BAIEEImA Z L, —BEHERA LT ) r—2 3T DR
BT D2 L, HTLVEEERAT ) r—2 AL T b
5 [ HO_ IR b ERR OB AT 5, @)

HEEE

v~ h7r 2 R ElRA] 03 mg/mL (3)

X
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=
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ZERWMERLOER
IR (OP) FHEMED T 1 2 % 75 L Fe s RAI & LATISSE®
ZEIRERFICHAT D &, IRE FTRERNEE5 95 Al
MWD, ZNEOEE AT D5A, BEOIREZLR T
Biazl, G
ARG R QM R EAVE U A AN D 5, I OEIEL
Hix, BEOLBEEHIERBER LA, (52,53)
_ FEER _
I b RV R CRELT 285 (79 3%~4%DFEE) 13,
IRE D FEE, FEFEm, REasERlch s, 6.1)
BEZZRO5L W HD15EE1E. ALLERGAN (1-800-433-8871)
XIZFDA (1-800-FDA-1088 X%
WWW.FDA.GOV/MEDWATCH) IZ$R&4 352 &,

YERERA~DER
FHOBMRF I & 2 (RIS AR D R~ DS
M5, 16 AT O/NRHT9 BRI, 84)
BEHAYUE UIERRY FDA AEDBERITRIXE
IZDUL\TIE, 17 2318,

%ET 201341 A

2NER BR
1 WCAER MERE

2 Ri%-B=E
3 FELEE
4 2R
5 ZERMER LS
51 RISz o8
52 ICRERILE
53 HRMGEFRIE
54 TRFEEESrOLEL
55 R
56  PRBEFAE
57  LATISSE® %7 7V r—& Di5Yx
58 LY LU ROfEH
6 BEER
6.1 KA
62 TR
8 HRER~OEA
81  HHRE
83 sl
84  /NA
85  rilinE
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AFEER:

1 TEE R MERE

LATISSE® (B~ h 71 2 FARRIR) 0.03%1%, BEEORRE (BE, Eh&, AOEX) 2 RETHZ 212
X0, HEOBEZIBET DHI-OITHEET D,

2 Ri%- A=

{LbEEYEE L, 32 7 R L REH LTSl % 2 &, a0 LATISSE® (&
~ F 7 r A SRR 0.03%% ., AR ME TIRE A7 770 7r— 21200, BEER T FIRIIRE
IR TSRS D, IRIEADNIE 720K DR Lennn, _EIRIBOREEDOA 2 Bt < 1B HF:
JENCB AT D, RIS EARISIRE D DIZAH BT, T 4w ¥ 2 UTRIWED & D475 CIR&E B D,
FERLET 7Y r—21%, ZORERSET 52 &, FILWEEEFAT 7V r—2%EfAL, 250k
RIS I B IRIRRI AT T,

TV =S IERIES, FHILSNO T 7 r— 2077 A L C LATISSE 24 i L2 2 &
THIRBEOREEDOAZFHTIHER L2 &, EEELOEH EoiEs 53, 54) KOEEID Y 7
i (17.1) 22H,)

LATISSE O FHEEAHIR LT, FEEOREITBES 720,
BREHIET 5 & FHEROREIEERIO LY UZERD & S Tnh5,
3 KR LEE

v~ h7'm A b AAHRAN 0.3 mg/mL

4 =N

ZTSen

7L,

5 Z2ERMERLDIEE

5.1 BREICE5 % 55

EINEOBRZIC e~ 7 a x FEIRE LUMIGAN®) ZEELSIRT 2 &, IRE (OP) 78 R4 5,
FASABR TIE IOP O SIZRD 53 LATISSE® I Z#EE O [OP % R SH7-7%, Bk ERIEE L Shs L~ub
DO FREIIZRD B> T2,

LUMIGAN® %18 H] L 7= @l EGEE BRY L L3 BRIck N T, —HIc— &z Tobt~ F7Fr 2 hoA
IRIC L0 . BRE FIERIANEES SID FREMESREN TV D, EIREDHRIEIC LUMIGAN® 3o 7 1
2B 7T oV FAIRAI AT LS BRI LATISSER 2 0FH13 % &, %2% LU IOP O FEAE B
R B TREMED N8> 5, IOP D FIEDT-8DIZ LUMIGAN 2 507 10 A% 75 L SRR A th o i
(i3, HAE SHHRD L TOH LATISSE 2 L, BEDINEOEbABIETH L, BEI YT
v IEHR (173) 25,

52 WEARIEE

b~ b7 A NEIRE (LUMIGAN®) Z885.U7- & & MRS ORISR ST D, 1B AmiL
HRFRNEEMOREMN B D Z & -, T —BA UGA I3 ity /aal a2 7= E 52 d 5
ZEERBEIGRHT AL, BELT R CIER (175) 23R,

ZOMBFNEIIA T = HIRD A T =G/ EOHEINCE 2D THY . AT =MoL 5
DTIEA, BFEREDOEMEZEIIRH G TIEAR, B~ 71 2 S EIREOR G E S WDt
T, $5n B HDWNIEE LR SOV N H D,

B, BEOEFHOECOERZILA L, WA FNIERIIIANY | MR O—5 O R <
725, WIHORBECOIIH L, 1BRIC L DEEIIZT N5 5 Th D, MEOERBILAENHLMNIFEE L
TWAHHEETEH LATISSE" I L DB AT 5 = LIZTRETH 5,

38
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5.3 AR R

B~ b7 A MMREEBEO MBI S HERICEROZ (@B 2RI ENHREIN TS,
ZOBHELEITE~ b a R OB AT DRV T TS LB HNDIFE AL DBEEITBWT,
v h7'a A NORGHIRZIZIEHET A Z E G SIS, (BED T o UER (174) 2508, )

5.4 SRS D ZEL

LATISSE® 258 0 3 Uit U 7= (8T, SRS ROND AN D 5, FRROWRE AT 7 or—5 %
T, BEERITCO LIRS DR EDIMT LATISSE  Zo1F, RIS DI T - AT CEE
WCREEY | IBOMMORERENE D WK Y EETH 2 &, EED TR 7R (176) 25
R

55 AR
IEEIOIENS Bz, SE IR E) Z2FRIE L TWABFIC LATISSE A #2535 & SENE 4
HRGN B DT, HHEICHEGTHT L,

56 AHLEE

B~ b7 r A IR (LUMIGAN®) CEHREOIARAIC, SEHHE GHREsEs &1) ARG S
NTWD, HEKEAEE ., KEAEIEHRZ 1 O KiAEE . SUIHBHHIBOMEIRIK -4 H 7 5 EE1C
(HEEICRGTD 2L,

5.7 LATISSE®X (7 TV r—B ML

EHH, e IBEOIRIRIEZHERF 5 Z &, farmlniz, A0z >X 1 [BERY OV T 7
U 4r—#\Z LATISSE % 1 {00 T4 %, 15U RET 723D, 77 4r—4 LSO RN A amD S
I D EET D L, FNDOBEEE T 7V or—% OFF I E9 M ORGe D nlREM N m £ 572
O, TV =23 HFORBICOAER U, FEREZIIFEEET 5 2 &, a2 SRR O]
(ZFE D HIEME AR S S CQnd, BEI T D V7R (172) 280E,)

58 aV89 LU XDER

LATISSE®IZY 7 b B 7 b Lo R\TWAE SND RTREMED & B YL a =7 Wt aGAa LT\ 5,
LB L R LTS 5ATE LATISSE® 248 53 NS T L o a4k L, Al & b5 15
IIREERRICTER T b, BB U UEH (17.8) 28]

6 FEER

6.1 BRPREAERAAE

PUFOIERIIRNEFE 278 Blaxigel Uiz 4 » HOIRFEHRNCIT 5, 77 2R, ZhiskdtFE, M
LAt EER, ATRRIHEEARRC K DB RICES b0 TH B,

O AV e SR ESESL, IRE OFEE, i, REaFERE, IR, IR AR
HTHY., ZIHDIEROIEREFRIT A% R CTH -7,

IRETREZ HRYE L7z~ h7'm 2 bR (LUMIGAN®) (1Z X 265545 L LT, IROEZE:, Sk,
IROMIBNE, IROFE, WY, IRIedk, Ak, RFIEAED, IR A, &, 7 boLe—MEs
fxge, AREEIZST, WSRO, FElRHIE, BRI, IR, BYE (RN O LX0E
GY) | R, HEIIE/R EAGRD b TN D,

6.2 TR EARGE

LIFOAERLZE, LATISSE O fifis O i s CBRBIS TR LB TH 5.,

I B OB MRS, REIEFEAF OB GIEFEL & b ISR BRRE CTh 54, FEBEE
ZEHUTIHMET S 2 LMLV, 272, EERE, Wi, LATISSE® & ORERHE, HoHVE, =
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NHEROMAEDORIZ I VBRELTZE 2 A, BOSRE, IREEIR, IR, ARG, RIS HFE
JiE, ITEEAFEEREL FEREIN, FEEXHR E R EE (B, FEEOH MR & ROl . IR
JEF L ONRIEDIEDOTIZAE S IRimOZ b, #8% (IR & IREEICIRE U7 E, Rk, 2 55FEx2 5
te), (IREELD) REOER, U THEEIRE SIS,

8 HHMER~OWA
82 1R
KRN 7 =) —C

AL« RO~ 7 ARONT v MBI I8 « BREFRARERI T, e ARHEEHE (AR IR
T DT EIRR 54 OMT AUC JEEICEESL) 1I0kb e FTORBREDODR L H 33 (% (w7 A),
NiF97f% (Zv b)) o~ b 7uA NOROHREIZL Y, WERD LI,

RAHERHRICL D & hTORERREOD < &b 41 f5C BRI DRI OfEE, SEC IR DI L,
RN, AR R OHARRSEC OSSR, WONS AR DI ERD 755860 BTz,

B X R EIRIE 0.03%Z i 28 G- LT a0 BATH i U & B S 7ca BRI I Thod Lt Ty,
SR RO NIRERIZ ST L e NCTORISE TRILT- b0 S 13—E L= dmioxt LT,
LATISSE DA flIZ & 5% 2455 A5 & BRI Dbt & 2% L= BT ARt a4 1El%
LT EN DRI ORFERT A L,

8.3 2210%

LATISSE®23 b R ORLHICATS 5708 9 NI, 8 Es Tl ~ 7 a2 M3 PIc T4
DI ENHE SN TS, L DFANITE NORFHITATT 5 Z ENMBITWD T, FHH O
|7 LATISSE 2 #¢ 54 2 - HEEI R 545 = &,

84 INR

/N6 D 22 M OV RN L CU7R0,

85 SEhE

Bl & NSO NESE L OITT, e IAIM BT AEERAZRZRI IR0 HIU TR,
11 27N

LATISSE® (b= h 71 2 M AIRIK) 0.03%(%,. BT 0 AZ 750V Bk Th 5, L34 (2)
“7-[(IR2R 3R 55)-3,5-t R 2-[(E3S)3-t R F5-7 = =/l T =)L 7 i~ F)LN-T
FNS5-~TTF I R 1EIT 41558, 20 FRIE CsHyNOy TH D, (LFHEIILL T D L0,

%wm{ﬂ

B~ PR MIMRTHY =k ) — LKA Z ) —) Ui T3 < KITEATIZ < W, LATISSE®
SIS/ I OIRRHHAICH Y | 1=EEIEH) 290 mOsmol/kg T 5,

BUEER: BRI GEMERSY) : B~ F 72 2 b 0.3 mg/mL ARTFE]: VLo =7 L5 0.05 mg/mL,
IS LT U DAL U UERKSET N DK, T KR, FERUK, pH ZFRETT 57
DITKEAET B Y 7 DOMEEDIRINE N DA 038 5, ARG pH 1% 6.8~7.8 D,
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12 GRS

12.1 {EFABER

E~ A MMEENT AR T T DV HEEIRTH D, MRV ERREFAHIRIZI STl s, &
EREMICERZOER 2T Z LICk - T BERORENMELD EEZ LTS,

12.3 YENRE

IRUR

g 15 Bl ~ h7'm R B RlRIE 0.03% 12 miR (FAREORIESD (21 3 1 [E12 BRI S

L= 24, PIEHEG% 10 LIRS CE L, £7-, #5654 1.5 BLPINCIE & A EofdER

FCEE FIME (0025 ng/mL) A & 72 o7, REMFIRE (Cuu) KON - et T ik
(AUCooqn) OFHEIZ7 HH & 14 HHTIEE AT < | ZAEH0T 0.08 ng/mL TR 0.09 ng * hr/mL

ThHhoteZ b, F55E 1 EBICERIRRBICE L7ZZ L 2B L C\D, RECHE et

FEITRRO IR,

/\?ﬁ

B~ h 7 A MIAPIMAO AR BRI COMAARNL 067 Lkg THo7o, Bv 7 BA R
(Tt hoMmAPCIEFICmIEME L, B MERCOIEBERITK 12% Th o7z,

Rt
DHEERISGE L%, B MEBRMETPIZIZEE LTE~ N e X MOVEEL, 0%, AlE, NPT /L
(LT VT v s %52 T < ORI = AT 5,

Heittt

fEREERE 6 B Lt~ b7 2 |~ (12 pgkg) ZFMIRNES: U721 ORI IRD e A
IR Co) (X 1220g/mL THY | ZOZRHLNNIRD L, IR 45 53 Th o7, B M7 r A
rORIM 2 V7T 2 AT 1.5 Lhrkg, #5-8BOFK 67%35RH, 25%053HIZHEE S v,

13 JEEGREE

13.1 DARM, BinE. EhERfEE

B~ b 7B A NI T AXILT v hOWTIUZBWTY, 2] H 2mgkg KO0 H 1 mgke JRFTA
EEHEIRER T IR G DI AUC JEREIC L5 28T, ROHERHEIC L D R COREROK
192 50291 %) % 104 BRFR OG- L= & Z A, BASFHEIERD otz

v~ b7 A MIHIEZ O D IEIRZSRE R ER (Ames iRBR) . ~ 7 RV U7 p—<ilkBR, I~ AN
BRI L VA L. B S S I AR BRI 3R B o T,

B~ 722 M1 H0.6mgkg £ TOHET, BEUIMET v N OAFEREREIZFEFI RO Divien o7,

14 ERRERER

LATISSE"HEED ARSI BT G2 5885 | 278 NDOBRNBEEXIGE L, 4 5 HORGHIM &
L7727 T e, Zhikdtinl, Rt _HER, WATHHFHEGEER CRMi L7z, 2 O CoFZ5RE
A FIIFEE RO IBETH D | XN—2 T 1 LIRS TR GF 16 1) 12 4 BREORAETIHEERT
fili (Global Eyelash Assessment: GEA) A —/LClIE L7z & &1Z 1 LA ek U 7o 2oa 2Him L7z,

LATISSE®IZ GEA A7 CaHffi L7- & 27T BRBEL W AR TH Y | TERHIRROF 5512 38,
&U% 16 i@ (Eggil—';'fﬂﬁﬁﬁ ) T &E‘ﬁﬁﬁ L#/Ln+ﬂﬁﬁi%gci7)ntu&) Ej/lj:_o
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v~ h7'r A MAHAL0.03%

KAHIFEERME (GEA) IZBWTR—AT A b &b 1 7 L— RUGELIZEBEOHE (%)
(B2 R B S —2F 16 )

#1

1.6 SMENZ BT B ARSI T 2 &k

LATISSE"## TSR
] N=137 N=141
N (%) N (%)
7 (5%) 3 (2%)
20 (15%) 11 (8%)
8 69 (50%) 21 (15%)
12 95 (69%) 28 (20%)
16 107 (78%) 26 (18%)
20 103 (79%) 27 (21%)

ZORBR T, BEOEEOR S, &, AOMESITRT % LATISSE ORISR & i LTz, 7 % Vil
BT LV BFEEOR S B S RS ORI ZHE L EEDOREEARX—AT A L Lz L 2 A,
A L 0 BEDOBEE R REN

v h7'm A MEGHHZIVTE 8 i,
7~

1238, KOM16 ##IZ,

%2
5 16 WA ERHiE H o R
(R T B D) LATISSE"R¥ 7T ARRE
FEREORER (RS) N=137 N=141
(mm; R (%)) 1.4;25% 0.1;2%
FREEDOEHNE N=136 N=140
(mm?®; FEIER (%)) 0.7; 106% 0.1;12%
FHEEOADRE S N=135 N=138
(FETRED>; AR SO (%)) 20.2; -18% -3.6;-3%

B DETEEDBOE S ORENE T
16 BRI GHARIE T4 4 BRIOB GHBEMIRIRIC, B~ F 72 R ROSRITR—2 T A R bh
Wiz, BEROMEIZST A8050E. BEF RS L EHICR A0 E > T ETPRREN S,

16 REFELHEERUERY RWNAE
LATISSE® (B~ F7'm 2 b AlRIK) 0.03%I%, V& TR D7 7Y r—% L3R, HfkaR ) 2F L
Xy I ORGBAL ARIKBER Y = F L T ¢ AR CIRERE CHE SN 5,

5 mL &M 3 mL FEEE L7=8UAIL 70 ADOE MECRERFR AT 7V r—42 & (NDC 0023-3616-70)
5 mL e 5 mL FeHE L7844 140 RO ECIRE R AT 7Y 7r—4 £ (NDC 0023-3616-05)
RAFHT1E « LATISSE 14 2~25° C  (36~77°F) FCIR(FT5HZ &,

17 BEHY Y VI ER
171 B0 M
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LATISSE” (b~ b7 MR 1%, fEt, [FHHOBEG T 7 r— 42 i LTl T 5 & 9 B
ST 52 b, ekl L, (X7 LU RBERA L TOWDEAIL) %7 Lo A& L, B
HANEIER/RRRE T % = &, LATISSE™ {248\ & CIRE R 7 7'V o —Z 2o, BFEERTo LR
I I > CHEEICEBAT D, LATISSEMIZ A —BICA-> THAETIIRV, ZOk, Bidstb7au
&,

LATISSEe® 1 H DR A LT, HEROREIMEE S 780,

THRIGOREEDOAZBIHEH Lan & 0 BTS2 2 &, RIRHS FIRI G OME) 5 1 XA 7=
A, T4 v v a XIF OO CiR < ERD 2 &,

NFRIIR 2 BN D DN, RAPDBE TR CIRIERILA 2 » HITE BRSNS, BRI
F72 1 DO TIE72 < LATISSE® TOVRET LI IR 2 [TIBIERID L-YUTR D Z E N TSNS Z L 2B
T Lk,

17.2 BRRUVT7 TV r—52 OB YEL

LATISSE® OZZH M THRIED 72\ MREETHERF L BEROIEIi LT 77 Ar— & % JE IO 22 E 165G
RN 72 B ATeetE D & AR S B 720 K o . BFIGHIITA 2 &, Ziud, B~ORGERE L TH
DD L DB XULT 7' r— 2 OIFEGERET 51200 ThH D, £7-, BRIZFESI WD T
V=2 OHFEH L, BHAITEROFKRE 720 5 5O T—REFH LZ%IT, TOMEREET LR
FATHIAT 5 Z &, 1BRSNIZERIXIET 7)) r—2 2T 5 Z LIk, EERRBYLNIELSAN D
Do

17.3 EREADFE
LATISSE /T % TS 25A 0358, Bk FRELE 725 L1 FRETIEZARV Y,

EIREDIRET LUMIGAN® XU 7' 1 A & 75 2 ARk a ¥ 5. T\ A BB LATISSE® A (fH
T5L, EELWIOP O FEMIMELNRL IRDATREMMN G 5, TOP O FRDT=DIZ T AR 75 5
KA PGP OBFIL. HEE L FHROD | COI LATISSE 235 = &,

174 AREEDEBIAZE LD EEME
LATISSE O FHF I 1 0 ST B ATRetE T d 2 3, BRGSO B3RS bddr & or L 5 ATREMED 8 5 = &
EREIURZ DT &,

175 W OEAZILDATREME

A~ DFRIRIF I L DO EFHEAERH oD Z ERHDH 2 &, ZOFELITIHR L2 e
WD Z L BBHITHATHZ L, B bR MR (LUMIGAN®) Z SR L7Z & & Mg~
A DHINTED HALTND,

17.6 EREOEEIREEDEILDTIREMSE

LATISSE SEFEES O R RGO CEFTN AR 03 L2 & | B L 3 2IB88EI M 2 B d H o
NDFREMN DD Z L BB D 2 L, Fo, EAIRTHENIFEEDOR S, B, G, H0HE
DIRFEDHNEPELH RN 0D Z L binz D 2 L, HEOZUTEHTILE, TR D& T
Mo,

177 EEIOT B\ REET 5156

LATISSE* O T8 DU NI, SEARNIER Beh - o8- B ORER (I ZIEORGYE)
BNOZIIART, BOFM AT D, I B0 HOFER, FRIRMES S ORI 2 b3 do - T 5651
LATISSE Ak TR & 72 & 5 MW T, EBICHAEICHRET 2 L 5 BEciigd 5 2 &, 0P T3
Zefeli o TG HRE I ERD & OFHRE7: LT LATISSE 2 L7222 &,
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17.8 a3 LU ADER

VT Rar By kL RN SHD FTREED & D WL T = v MY LATISSE™| *Aiﬂ“@\é
T HRBFITRET AL, arZ 7 ML AT LATISSE 20U BRI L, D7 & b5 154
PRI FRER 35 2 &,

179 FDA FGRDBER TR XE

EEMTER

LATISSE® (57 1 —2R) (B~ F7'm 2 FEARK) 0.03%

LATISSE"Dffi FABRAART R ORLST S5 B, B OBRETIHEREZ Rt 5 2 &, HTLOERN G ENT
WD RREMN B D, ZOLEE T e Z LIE, [EAT & ORI MDD H O TiEeuy,

REDEEL(HAN?
MEEOEELIT. HEEOEP I THDL L,

LATISSE® & [Zfa]hr ?
LATISSE"|EEDRE (EL. B, 4iE) T5201bns, BEOIBEPLGETH D,

LATISSE® AT RETHIMESITHHM?
LATISSE*IZ B F LA A OUVT NI L TCT LA =038 I L2 &,

LATISSEC#FRIZRET D45RILEE T HHM ?
LATISSE™| & s OHEE DR TTORBIZ T Tl 5 (K12 25H),

TRRIRICITE L7 2 & EREISED =912 LUMIGAN® X371 & a5 8L A F T o R
HDOVNIERE 72 I0P o722 L D& 5 A 1 EERODEFE7AEHE FCTDA LATISSER 2 35 = &,

LATISSE O FIZ & > TILIZ R A FTREMD & A IRIG O @I B H b b = L’ 5, F7-. LATISSE®
DAFEFIIARER DS E E A OO A BN ST 25035V . ZiutBe b < HHF1E% B iH%k
L7220,

LATISSE%%E%% - BB DTSR U A ATREME DS 8 D, L1228 T 2D WffElE A T 57250
V2, WRIAD R OIMUIAHT AR, T 4 v o2 EORIF TR REID = &, F R0
AT, Eé R - RE, A, BOESHEEOREOHNGE BIHDZ L bbb, TOX ) A s
A U356, G, LATISSE Oz k9% L@ bhe< 25,

LATISSESD{ERZEHMNEH DB BHREMN?
LATISSE*# i fH LT\ Z & % (A5 F CIZIREICHEN B - 7= NI ERilciiz 52 &, F7-.
LATISSE®Z{i /] L TV 5 = & ZREDREZ I HIER D 2 &,

LATISSE®ABIZA-1=5 ESTIELLN?
LATISSE® |1 SIRMECH D, L= 5T, LATISSEXIZH OTFIZ A THAEETIE/Z2V, BIZASTHEEN
SN &,

LATISSE D {#RIZ & AEIERIZH 5 ?

LATISSE*DERIZ L DEWER & L TR b HHND DI, BDOMWDHRLADFRTHD, Zhbit, H
FOR) 4% THE SIUTUWND,  HH YD 720 RS TlTd 573, LATISSE O IC X 5 ORI EF D)
REMES &V . EHZAL51E LATISSE 2 7= B EDEI SUZA O AE T 5, 2 SITREO AL
7eiEk, HORE, HORLE | IRIBOFIRINE D,
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FEFRMZIE R D2 > 7287272 B ORER. B 2R ERYYE) . (RN 0OS287AK T, BOTH 232175,
SUHAT S 730 H OFER, RHTFEEA KON 2 LA b 7= 83513, LATISSE O Fl Ak~ Zx /&9
MZHONWT, BEBICHREIHRT S Z &,

LATISSECOERZ DD B E E S5 BM?
LATISSE O & 142 & . B0 HEn H D 5 HICHERIMEMRIOMUT RS & TSNS,

IRIEDEAE < 7o 1o B bR Hn A TSRS & S Tnd,
Aot SEEy (D LMHINSESY) MRS RoT35BI30tlR BT, B 6 IHKTD Z Lidiny,

LATISSE®IEE S->THES DA ?
fEfe—Ial, ARG OBEEORSTOREIZBAT 5 Z & 2 HEE L T\ D,

g —El, AbBEZTEE L, 227 ML REINUIERAEICH T 52, =T S r—X
O RIT, WEG T 7 or— K 2K ATER S, 110D LATISSE 4 7 7 &r— 2 O 2 btV i
NS (X1 %?%HE) LATISSE %2\ F 7= 5, EHIZT 7V 7r—4 ZEE0Rco iR e (HE
ERE L HETDEY) 1S, P BAMIZ S CEEICES (X2 22), LATISSE® 25ROk
ERI DTS A iﬁ%ﬁ&é &, EFERLET Y =3B TH L,

B UWEEEFE AT 77 r—2 20 & 9 A0 B O RSB FRR B A A4 0 Ik, 24Uk,
R ONEN D S 5 F T ~NGGD % etz aTREZe MRV 592 L3 TE 5,

X 1

X 2

B, U FIRBIZIER L2202 &, LATISSEMIZ AR S CWO DI A T 77 ) or— 2 DB, i
PANDEDOTEAT LRI &, DTN T LE ST &I, F0O0% T REE S| L8912, e
LRIC & 912 LATISSE 2 1F % = &, BiRatBRCld LATISSE™|C & 1R A2 1= D 50% Z. (‘*iéfﬁaﬂ
BEDNE 2 9 A LIRIZH B2 8GED L O TN 5,

LATISSEIZ i —HIZAS THHEETII/WE SHTND, FOHAE Hidkb/euno &,
YR E U THE DA B K ATBEQLARET AT DI, BERDIseT 7)) r—4 BEFHOY). 877
L. BRELFREHEEI LWL YFEETDH L,

a7 ML RIL LATISSE 2ol AR TH L, #5454, FOWEHTHE T2 &8 15 o
L,
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LATISSE" % — H\ZHEl# > Th, —H—RIOMHIC X Y BEEOREIMEET 5 = L3720,
LATISSE®|Z 2~25°C (36~77°F) FCAFT A &,

LATISSE®IZBS S 5 —fiRI&ER

AT SRR TR 2 ED U CUOVRUEIRIZ R L CHALE SNDGENRH D, W &5z TR
HOFERIZ LATISSE® 248 L72V 2 &, LATISSE® ZAthod NS /a2 &, % Z &3z Nz E
STHEYIE TR S 7220,

Z O LATISSEXIZBE T 2 b HEAREROE EE £ L 0= bDThD, BIFEHRIERE LT 5
Gra IR CAERR T 572, Allergan #EOBLL T CRIEINT U —41 /1 1-800-433-8871) £ THifE7 %
Nl

LATISSE®IZIZED & S HEADNEENTLDA?

ARGy . v b7 rA R

FEEDI Y NPva=my ME), e R DA U UlEKSET R Y D LKF, 7 KR,
KUK, pH ZifETT 272 DITKER(LT U o ARSI S DA N5 5, ARG pH 13.6.8
~17.8 DFHTH 5.

©2013 Allergan, Inc.

Irvine, CA 92612

®~—7 1, Allergan,Inc. DBERFEIE T D,

FFFZHOUW T, wwwaallergan.com/products/patent_notics %2,

= ALLERGAN

- ®

72303US15
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1.6.4 COMPANY CORE DATA SHEET (CCDS)
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v~ b 7a 2 M 0.03% 1.7 [FIFER 0 — Bk Page 1
1.7 RERM&R—EX

BEEPNICIE, 1279 v 28 224 HiHH] 0.03%3mL] WS (75 v a2 2%
FHEH 0.03%5mL ] O HEERhREE A3 5 R REI D mIE 720,
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1.8 RHIXE ()

B 2
1.8 IRMTITEE (Z2) oot 1
1.8.1 IRETSEEE (Z2) e 2
1.8.2 ZHEE « W () BHOZDFETERRML ..o, 6
1.8.2.1 FHEE © DI (B2) et 6
1.82.2 FRTERRIL ¢ttt 6
1.8.3 ik s HE () ROZDOFRTERML ...oooeeeeeeeeeeeeeee e 11
1.8.3.1 FHVE  FHEE (B2) oo 11
1.83.2 BRIEARHL ..o 11
1.8.4 HHEOERE () RO DFRTERRML ..coooovee e 12
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1.8 &HREAXE (F)
1.8.1 REAXE (B)
(75 o2 B2 2SI 0.03%3mL) KO [ 27T v o2 B2 % CHi# 0.03%5mL
(LT, ARAD OB STERE L TFITRT,

WACE (8B) IHREEEOLOTHY .
BHORM LEEBZBTH L,
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v~ h7a X M A 0.03%

(

2014 4 1 AR GBS 1R

Wik SRR

FERIRR: SMEICRR ERBIIRNTH > Th, BHERITECHICHERT 2 L) &

L8 IR 3CE ()

Py
ES

Page 3
)
| AAmEE g S | 872679 |
KRB E
AU AR A SEUER IR
e PR AR
[l BREAE 2001 453 A

TuRZ<4 FHEEE

W5 A EIE

75 vy a2 R 2O AEEH 0.03%3mL

75 vy a2 R EYREEH 0.03%5mL
GLASH VISTA® CUTANEOUS SOLUTION 0.03% 3mL
GLASH VISTA® CUTANEOUS SOLUTION 0.03% 5mL

B h 7 u R MR

H) EE-EMEOLLGEAMMCEIVERTLZ L

[2Z (ROBHFICIXFERALEWNIE)]
AN DS H LIRBEUE O BALIE O & 5 B

[ / %K)
oy - & |Ev b7 AN 03mg
(1 mLH)
Nuramy MERY, ET R A
wne) CVEOKFET RV U ALK, 7 = UK,
Himg, KT R Y oA
#IIE CANAERIETAL)
&, £, 5 1]
pH 6.8~7.8
BEEL | AR T D 1
(%h8E - R
WEEH BIE

© FEEAREARBEADPEE LRWELIZI T 2 ARH DA% MEIE
HFFTE 220,

(R - RE]
RIRZEIZ, 1 WEaAAGHOT ) r—2iZii L. 1 A1
Il BE R AT AR IS0 fE DFE RIS B 5,

P Rk - ARICBAEY SERALDER

- AFOBAN X FMOAT 7 ) or—5 £ HA L, IR |
LITHLWT N =2 a2 AT A& (TEA EoER)

DIEHMR),

R0k

S BMEEFREIC X AR RBEOBRE TR, AROREIT |
P AALFRRIER T 4 BRI LABICBIIAT 5 2 LV EE LU |
(8 AALSFFRUERGAT R ONE T 4 BRI £ TOMICHIT S |
AANEEGAC BT B AV R O MRS LTV R |

(VNP 2k 2

(EALDEE]
1. REBEROBEIZIIREIBRSETSHC L)

() KRR D D VIZIRN L o X ABR O 3
TFEFHEONIRFIOBEDH 2 BE [N
BRI 2 & L BEENE, KOS HE S SR T &2
BEITBENRH D, ]

2. EELGEXRNEE
(1) AFIOEEIZL Y, IECRIE~DOAFER (2T
=V O BRHLbNAI ERHD, bR
O/ X0 e AT L, BRIk XV ELR
T2, IREBEZBREICHOVWTIE, BEPIE#BRLIC
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WS, &5 WX T 2 FREMEN H 228, IE %
WRENZ DN TIHEGFIEZ BIHK LW & 3@tk
ENTW5, BAMITEOBRE TIHILE O 03B
IZIHEIZRRD DD P KB O AT o B3 (H
AANZEZD) ZBONTHEEREO LN TWS, =
NWHDOFERICOWTEFIZ AT & L b,
BEZEMICZE L, ERITS U TG AT
a2 &,

AR E I AN R EE (RURRE AR, Rk
AR AL A) BNHEDONDZ ENHDLDOT,
LAd, &K, REE0HRERNFT 25
AR, BEHICIRBEEZZZT 5 &) ICBFIT+5
[k = A SN

AFEEIZ LD IRES & OMIRE O JIE 0 5 -
K ENE(LT 2 R, ROIRESEEE ST 5
AREMEN B B T2, IREBSUIIRFIFE CIRET O
BEICABN ZHG T H80L, IRBIEICHE T2 &
NEFE LW,

MRig e FRE, #hEER, RAMOZELEDT
Bid 2 WIFHI O 7=, &5 OB IR
LM A S L2 5A1cid, L SE WA WG
TEHIBEERETH L (HEHEOEE) OES
M),

@

3

“)

3. HME#ER
GiRER (BRICEET S &)

EHL % FREREEK -
BEHE

B -
EREF

TRART TV

>R HRA
VA=
A A RRAl

IR AR T 1R
DT D A
REMED D DV,

R

4. FEEA

KR MERERR BIE 265 & L2 ERNERRBRICB VT,
22 APERR 4R 87 B, 14 61 (16.1%) (CEIVER 2378
Lz, TOEREIERIX, fHEEEm 3 6 (3.4%) . IRAE
361 (3.4%). FFECERE 3 G (3.4%) THho7- (MG
)

Fiz, BAALEFIBIC L DEREERIEEZXISRE LIZEN
ERRBRERIZ B\ TR AR T4 18 B 3 51 (16.7%)
WCRIWER S8 b, TOXEARREWEMIL, A& EER
Tl 26 (11.1%) . IRBEHIEE 1 ] (5.6%) Tho7- (7
)
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L8 I3 ()
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(1) EX%GEIER 8. BERELOEE
WMEBFRBHE I EKRBRICBW T, ZatEiHb (1) BE&ER. ERABA  AFTAIRAE LTHER LY
®5 541 B, 161 (0.2%) ICHEEAFEIRFE RS Z & AANT EIRBOABI ORI O LB L,
LT, MEAFEEND OO TEAICIERIC TIREBICIEEA Lienz &y
W U THR GG DRI R 2 RETT 5 2 &, 2) ‘BEBR: BT LEKDSICEETS L H>RETSZ
ARBEER(L VSN ISRV T Rt xt L,
G2 541 i, 161 (0.2%) ICHRESTRIRIE A58 B 1) BT 2RI L C RIS ZHEICLTHD
72o IRIBIEIEILN B & DI GAITITIERITIG U T WHT DL,
Q)fgﬁﬁﬁﬁg%@ﬁféiko 2) BAHIC, BECT 7Y T — 5 OSSO BRI
H N - N T -
DI EATT S 2 &, N ] e _
2Dl L T ] %ﬁwﬁnklﬁﬁT#é_&o
R TR . R . e 4) W F®RESIC, 77V r—=2 2RO HO LIRKEDG
[Ailidea i even i 8 Tl CEE IR bES 2k
MR MREMR, | BEE. BEEE |[IRIIEE. Rk PRI BAMAC T TR ISR DA 5 = &
RS R . IR TRIE. SRR 5) A L7z & &I EIRBIBI LM DWW T2 G E T,
R B, RG2S . & T4y V2RO FEM T IS EmS D, T
FESE, IRZE O mIZ L,
i, HRIGAL 6) —FEMALLET 7Y r—23BEETLH L,
AR % 7 FHLNT TV r—2EfW b R FOBO RS
T £ 35 i EEME R, R RIS Y R D L,
FoRtE (HRIE) | I LGV PN (2 IS WED TP RN Y,
i BEHZZLBHEDT, T F I P REUEH L
E%gﬂéfﬁ TUBHEAIR, BATAAIC B LY XE4A L, B
%5 (RBE O 15 YA LRGBS ISP 5 = &
i R 5 B B L R
EE LB 9. FDMDEE:
S5 HLBEMETE FERANE T O AL ZIRIEIC X B BEREIE LS O EBEIE
B 7O FEMT BE ST B AE RIS TORY ([BERE] o
BEEt), K HZH),
JEZE (AR JE
EEE)) [EWEe)
B, 2k |9EYR. REUE (3%8)
WE, BERE. | URPT v HBRHGNEE (T R)
Z DA WEEEENE | VX —R) ERT N A= NI NVRR =LA VEE (B~ h7Fa R b
e (FR5THY 72— 0.03%% &te) 0.1mL ZMfi~ 7 A DIFIFHE (12em?) (ZH[A]
REROIEEJE B WA L7z & &K 4 BRI IS R SRR N IR S i m R s (O
DI b E i) PR (R E) 6.7445.86 (ng/e) W0 L7=, $£7=. 1 A 1

o BEHE E I T O AR b RIVE R ITAEE AR Bl 21 AFIXESRAA L& &, 21 HHOKS 24 R#% O KL
JERRBNIRE CEYEHAEHERZE) 1. 3.61x0.90pg/g Tdh o
oo MO B~ h7'm 2 bR IR R L OB B
FTHICE W TH EEHBENRED 01%RRETHY . i
(17-7 ==V N JVTaRE TS50 Fyy) 1RSSR
ANBLZOMmFonFicBW bR EhienoTz,

[ERER AiL#E]

EANE 1 KRR :

FRRIERE R BIE AR AN BRI 1 7365 5303 AL RIS L D1

FERABIEMNEE (BAALTFIRIERE T HAEMB L 23500 L

T2RENRRE ST) 6Bl xtRE L2207 7 B R%t

W HEMREEGRRICIHS VT, 540 AR OGEA-J* R 7r—

JUCLEMELL EOSENGR D LN GE 2 A% L L

BOENEORFERITFED LBV THY ., WThORBRTY

ARABEL T T £ RBE & i U R EICER TW

7=

* A A NHBEBIE LT A R & RA NIRRT A 7 —

Vo BT E R BEC, BRI ERE O EREEO SR
FIS a2 4BfE (1 MK 2 Ty . 3 Tavy | 4 T3
L< @V ) TRl

5 mEBE~ORS
RIS T EIEREAME T L TV SO TR TS 2
&o

6. MR, ER. BLEF~OERE

(1) wE5&

IR O G5B9 DL aMEIIMESL L TV RV T, iR
IFHEIR L WA ATREME O & B A2k, JRANE L TH5
L7pnZ &, [@ERTIE, WERY (U2 F v b)
IZRWT 03 £7213 0.6 mgkg/ B UL EZ2RAO®KE LZEE
(CHPE R OV EEAS RS B, 0.3 mgkg/ H LA LT, K
MR REE (BIRETE) ’RObNZ, 2B, Zhb
BT AN LB BEmIc B 2IRER (AUC) Xt b
RIRKRED 64 f5LL ECThH -7z, ]

(2) #BELE

BT OFANCEEST D L2, R ES TR
AR LETIEEEE 2L, [ FOBAPICBITT
0 E D DIEARBHED, B ESR CIEAI PICBITT 5 2
EhRRESN TV, ]

7. INREZEADEE
(1) IEHVERER, BER, SR, SIRUDIRIZKT 5
RAEPEIHST L TORNOT, B LANT L neE

L,
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[ EECEK]
1) Herndon, L.W. et al. : Arch. Ophthalmol. 2002; 120(6),
N 2oyt -
mabteaes | O CPRECLS 847-849
WEE T BIE ) TIHY - VSRR AN R Effect of
A N N A N N i i
7 7‘ N A 7 7‘ N AR Bimatoprost on the eyelashes of mice
HE HE 3)  Tauchi M, et al.: Br J Dermatol., 2010; 162, 1186-1197.
Hha 17.6% 77.3% 27.8% 88.9%
(15/85 451 (68/88 f1) (5/18 1) (16/18 f1)

[>Tk R 5E]
[FExhZIE] <XEEKRSE / HEREHRSEVEDLEL>
1. BEEICHT SR FToHY - DenRvkk&tt
<Y ADFRIRBEIC B~ b7 1 b 0.03% A K% RRERSRELFNTE 20%35
fiLt L&, BEOKSORADSBD SN, £, B ﬁﬁﬁﬁ—7’7”4177_%%
REATHEAMERT 2 LI LY EBOARERMSE
7oA, RBAEROBNNTED B io 7z 29, S 4FBERT - 9:00-17:30
2. {FRMF
vw b2 MIEEOBRGIEM L. BABICET DR
WMELERT D2 LICEY, MEORREAREIELLEEZDL
ncTnsd,
{ﬁi‘dmﬁﬁlzﬁﬁﬂ:éﬁm%“ﬂﬂ‘]%ﬂﬁl
—fx4: B~ Fh7'm X I (Bimatoprost) [JAN] B R
. FSHY - SrAvBRei

HEBRAEEHLFOTH20EFIS
BLFEH—FOTLARE2T7—35

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

%\%f‘ C25H37N04

841557

ke~ e 2 MIAa~HEAROMmEKRTH 5,

TH )=V T A K ) — VKRS TR RT < KIS
W<, WiRETH D,

[REBEH]

[@%]
3.0mLX1 (7 7V &7 —% 80 A[FHH)
50mLX1 (7 7V &7 —4% 140 AK[FEHH)
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1.8.2 #hEe - R (V) RUZDHRTERN

\

1.8.2.1 eE - MR (F)

[%hee - 2R
WEBH BIE

1.8.2.2 SR TE R B

WA cOE~ 7R b 0.03%5A] (LUMIGAN®) o &R REFS & OB A A SN R G %
& LT ORRKRBF B K O IRZ O HERKICHS VT, B 7 a2 MREEDME Z
WXL BN ST, WSO LUMIGAN®D 2 D% 3 FHERBRIZB W T, HEED
REITE~ R 7 r A b 0.03%%A 1 B 1183 » A (1 4FE TOBRBEESET) OIEEFED
36.3%DHEHE (192024-008 #kBR) KN 49.1%DHEFE (192024-009 FA5R) ICBWTHESFL L
L T S, BRI FER IR T £ o — LB B S 723 (192024-008 #8058 Tl 4.9%.
192024-009 KB TIL 5.0%. ZNZEH p<0.001) LV HHCHEEICE -T2, T OB
REOE~ F 7 X NOKBBEZRTREORZET — X X—A %2, 7T 40T, HEEOD
BENIHE, BX, BENERBEORIZEESTLHIHEEL L TE~ F 7122 | 0.03%H5A
CKEMRTE4 : LATISSE®) D224 & A0 % 5l 3 % B PR BR 98 2 BRAA L 7=,
FNECHBEBERBELHEICE THERLIVKREINTE LT, HEEBELZZWE
IRIEED B2 T 2 ARD FENGFAE LR o T2, £ 2Ty 7 7 5 AR R B 2 320
THRNCHEETMGY — L THDH T a— L e TA T v a - TEAAL N (GEA) A7 —)b
Z o 4RI B L2 OBk A 192024-033 BB CHRGE L 72,

KETOE 3 FHRABR (192024-032, 192924-038) D BLAf 72724Vt & A ohEORERE R & K
BIKBI72 LUMIGAN® D MRS Z 2T — 2 _N— 2 & M2, B~ 71 2 b 0.03%55]
(LATISSE®) 1 MHEEDOKE (EE, B, AOBEIEET) 2RETLIZLICLY,
HEOBEZIBETSH] OIS THKE FDA IZ XLV 2008 4 12 A ICHRANKR I NT-,
—h. BRANEZXGR E LIZEERBEBIEOHEHOE~ F 7 a2 b AAHA 0.03% (LT,
KA OFNER OZeMEL, FREEREBIEZ 5 L L 192024-059 #RBE, MO A
{LEBRIEC L DREBEBIEE AR & L7z 192024-067 iRBRD 2 SOH 3 FHFRBRIC L - CHEM
SNz, WMREBROBNETIE, 77 H AN BARANICERZ L. 192024-066 35k T% D %Y
M & WEE L7 GEA 27—/ (GEA-J) T L7=.

O FPRMEFEEEEIEL AT D AARANRAMERE 255 & U725 3 R (192024-059 #5R)
192024-059 #RERIL, 55 3 #8, ZhEak LA, EHER, BMIEAOWATHMLEGBRTH Y |
FERMERE BB BIEZ2 AT D HARNRAMERE & %15 & L C AR Z EIRISIBERIC 1 B 1R,
JRFTEAT LT & & DMK OHDNE BEEOSMENR TBSLHE ] o) 77 Rt
LR L. B L7z, ARERIZ. FIR 1 B W& D X 4 TOREFEHFT TV r—2 75 2%
T, W BRI 1 H 1| (%), 4 » AMEBAA L Z ke 1 » A o#RE%
BEMEN S22 5 » AMORBTH - 7=,
BHIWED FEFHNE B IIREE OS2 BB &L, 4 » HRE OGO/ TR
(E%%ﬁﬁﬁf%é4ﬁﬂﬁ>aumAx:7T~~X74/km@Lf1&ﬁuL@&
EPRROONDLGAEEAEER LT, RIVGHIE EIX, 7 ¥ Z VEGMEITIC L0 JE Lz
EHEEOES (mm), EHEROENS HEEE) OFHE (mm)., KO EEROGORES
(HEHAL) ONR—Z2T7 A4 b4 5 AthETOERLE LT,
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4y EHFHHIEE

FEIMEE CTH DETBO LN BN B E | IZ OV TR L7 R 2K 1.8-1 1277,
FEFMERFE CTHD 4 » HRIZBWT, B~ 7 r A METIL 4 Bt GEA A7 T 1 B
BELL EOLENFRD DI, 77 B AREEL Ll L TR FEMNICAEE CTh o2, 4 » AR DOKEE
DI TEESLBHE ] (GEA A7) IZ2OW T, R—AT A LG L T 1 BB Lok
NI ST EEREDOEISIT. B R MEET 773% (68/88 i) T o= dIZxt L
T, 77 BAREETIH17.6% (15/85 %) T 7= (p<0.001, Pearson DH A " FkiE),

1.8-1  BFMERATO GEARIATHAR—RX 4 U EHRL T 1 BREELLLE L-HBEBRED
FE (%)

(192024-059 & : ITT £M)

100
e Bim 0.03%%#
[ 75ure

90

80 77.3

70

60

p<0.001
48.9

50

HBREDEE (%)

40
p=0.008

30

20 176
oL ¢ 10.8
10 Te%s"

1 1A% 2 1A% 4nB% 5nRA%

% : Bim= £~ h 7’1 & k
FREE : Pearson DI A _R/IRIE
HHHL : 192024-059 3Bk M FEERE S (5.3.5.1)  Figure 14.2-1

5)  BIREHEEAR

BIRAHEER CTh 2 FHEBOR S, BhIKUEOR I Z2T VX VERIZ I @i L,
ZORER, 4 » A%O EEEOES (mm) OX—ZF A b OEEDOFEEE (< b
7u A MET 1.62mm, 77 2ARET-0.04mm), LOZELROFEHME (B~ b7 e & M
T 24.01%., 77 BAREET054%) X, B~ 7oA METIET 7RI L REL,
HFEICERE Ch oo (BfbE, ZeFE L p<0.001), EEOEEX (mm) OX—RXT A
MO DELEDOEGREF O, 1 » AIZ (p<0.001) FEHFNICHERE LR -T2, 51T,
4 5 A% OGO TR E THREEZ L2 GEA A a7 NR—RAF A Ll LT 1 BpE
DL b E LT E DBEIE N KREL o T,
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F7. 4 5 %O FEEOENE (mm?) OR—R 54 U bOE{LEOEHME (B<
Zu A MEET035mm’, T ¥ AREET-0.03 mm?) . M OZBLROELE (B~ 7 e x MR
T 44.82%., 7T EREET-1.12%) I, E~ 70X METIET I BRBELY B REL,
AFERICERE CTh o7 (BbE, ZbE L p<0.001),

45 A% EHEEOAORS (FEREA) ORX—RXT74 UNLOE{LEDVHE (B~ k
7a A NEEC-12.02, T EREET 1.38) ROEE (%) OVHE (B~ h7FrX MET
—7.98% [T7xbb, XR—=ZAT7 A4 L0 798%EW], FTBREET 1.28% [T7hbbH, X
— 2T X0 1.28%H\]) X, B~ TR A METIRH T 7RI b RE <, HKE
FHNCABE ThoTz (BbgE, Z2{bFE L E p<0.001),

v 7R X MNEE T T ERBEOREIL, £ 1 » ARICEEHMAEE (GEA 227) &
WHEEDOE S LADRIICOWVWTHEFIIICAR L 2D, 2 » ARICITHEEDE S IZTOWN
THHFFCER L 72 o7z, 2 TOFHEEE T, REBROETICHEW R SR O ZE 3R I
KVBHEIC -7, GEA 227 TICHEEDOE S, ENIRVEDOEIIZONTORSE
FEMOZET, 1y AMOBRGHBEMEYT 5 » %) bHEHFNICHEE TH 72 (Wilcoxon
DNEALFIFRE) o

® NI FRIEICIDOEEREBEZA T DHARABRAFERE 255 L LI2FH 3 B

(192024-067 #ER)

192024-067 #XERIL, 55 3 FH, ZHiskIEHE, —EER, BIEA (Lo TRM LB TH 0 |
DAIALFEFIEC L AHERABIELZ A T 25 AR NRAMERE 2355 & LT, AH % IR
BRI 1 B 1AL, BT L L & OreM R O (FEE O TBENE B | ockE)
7T uAEEE R L, B L7, AREBRIE, RER 1 EfEWE D ¥ A TOWEFHT 7 7
— X7 EAWT, WA BRI 1 B LR (&), 4 » AR L Z sk 1o
AW OB G%BEMMNGR5 5 » HHORBR Th -7, 7ok, AMEOEE, BIRFHLA
B 1% 192024-059 55k & [FIER OB CTREM L 7=,

1) FEFmEA

FHEFHMBE B THHEEBOEMN BB 2oV TE, & 5EMD 4 5 A%ICZE
WTC GEA A7 TR—=ZX T A )b | BERELL EOUGENFRD DL RFE 0BG %2 v~ b
TR RNEE T T ERBECHE LIRSS, 7T B REET27.8% (5/18 f5)) THH7=DITHL
T, B~ 72 MEETIE88.9% (16/18 ) TH 7= (p<0.001), GEA A2 T[TV TD
WEREROZEIL, 1 » AR OB GZRBIEWIRT 5 » A%) bHMEIFHICAEThH-72 (K
1.8-2),
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182 KiHEFATO GEARATHAR—R T4 U EHBELT1EEULEHRELEZERED

& (%)

(192024-067 FHE&R : ITT &£H)

100

| N Bim 0.03%3% 0 <0.001
U IoRE

©

S
@
co
©

p <0.001

co
(an)

60 -

50.0
50
40 38.9

BHEREDEE (%)

30
20

10

0 %%% _
11 R% 2 h R 45 R% 5nA%
%= : Bim= £~ b7 1 A b

KR EYE : Pearson D A _RHTE

HiHE : 192024-067 3Bk #afEwHREE (5.3.5.1)  Figure 14.2-1

2)  RIREHALEE B

BIKGHBEE CTH 25 EHEEOE S, BNIKCEORESZT VX VBRI L 0 f#HT LT,
ZORER, 4 » A%DO EHEEOE S (mm) OX—AT A Db OE{LEDOTEYfE (B~ k
Zu A RET2.65mm, 77 BAREET0.99 mm, p=0.003), XOELROPRME (B~ 7
1A MET 4242%, 77 BARFET 11.11%., p=0.033) |L, B~ F 72X METIE T 7 &R
LD HREL, FEHFHIICAE Th o T,

F7-. 4 H ABO FHEEOENE (mm?) OR—ZF 4 U nbDOELEOELE (B~ k
Zu X MET0.76 mm®, 7T BAREET 028 mm®, p=0.007), X OZE(LR (%) OfffE (B
~ 7B A MHET 141.67%, 77 BAREET 50.79% ; p=0.040) (X, '~ h 712 A MNEETIEY
TERHELID bREL, MEAFHICHETH T,

IHIZ, 4 » ABO EREFOAORS (FERAL, p=0.009) OX—ZF A 1 DOEL
DFHE (B~ F7r A MET-21.07. 77 B REET-4.60, p=0.040) NOZER (%) O
i (B~ b7 & MET-13.67%. 77 BREET-6.40%) I, B~ 7oA METIES
TERHELID bREL, MEFHICTEETH -T2,
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® Vsl BARTHEM L7-RBRD GEA A 27 D i
AARCHENM L7z L5t 2 R o5 D - EERHMEEE O BAF 28R (GEA-J A7) 1%,
AN CHNE L 72 192024-032, 192024-038 2 O 192024-039 785k O K538 MEEE A BIE O WA
M, WU 192024-038 FhER D S AALFHIEC K DIERE BIEOWBRE LM O 7 THE D
NT=BRIEORER L IEFITHEL L T\ (F 1.8-1),

& 1.8.-1 192024-059 5XBR. 192024-067 FHXBR. 192024-032 5XER. 192024-038 HEX. R U
192024-039 FRERICH VT4 H AED GEARATHRR—XFA4 Ui 1 U EHEL
FREEEECHERER (%) (TTH£H)

R =il g = 7T R PfE*®
Fe3EPEFE B E BIE
192024-059 #Bx (HAN) 68/88 (77.3%) 15/85 (17.6%) <0.001
192024-032 B (FMEN) 107/137 (78.1%) 26/141 (18.4%) <0.0001
192024-038 75 (FMEN) 133/179 (74.3%) 8/59 (13.6%) <0.001
192024-039 3 (4+EN) 32/46 (69.6%) 21/43 (48.8%) 0.046
DAALFEIRIBEIC L DHEEEE
JiE
192024-067 &5 (B AN) 16/18 (88.9%) 5/18 (27.8%) <0.001
192024-038 #ABk (4+EA) 70/96 (72.9%) 18/33 (54.5%) 0.051

. BRBRTIE 4 » A% %2 TERHERR R & LT,
a Pearson D4 A —IF/EE

192024-059, 192024-032, 192024-038 }2 TN 192024-039 7Bk D K3 MERE TR BIE OB E £
FHDOATT, 4 » A%D GEA ZAa T B_X—2 5 A L L bk LT 1 BPEDL FoksE L - kB
DEIFIT. B h 7B XA METIEIT 7R LY AL MEFHICAERE TH - 72 (FF 1.8-1),

192024-067 38R D AALFRIEIC X AFEBRREBIEOWBRFE LT, 4 » AR D GEA A=
TINR—A T A L UC 1 BBELLESGE L BRE 0HIAIE, v e X METIERY
TERBELY bEL, FHEHFHICEE CTH o T,

I ORBREAESE LY . ARIOEBEBIE ST 28ENHRTE - EE X, EE -
R A HEEEEIE] EHE LT,
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183 Hi&E-AE (B) RUZTOREIRN

1.8.3.1 Rz - RAE (V)

[H# - HE]
FIRZ G, 1 MEARBEHOT 7V r—21ZH KL, 1 B 1 EBERNC EIREIGE OREE A
BT 5,

1.8.3.2 RERAL

BRE ERICH LT~ 7 e 2 b SRR 0.03% (MU, TLUMIGAN®)) Z@H#5 L=t

RANVHEBRT, BIEAE LT BERORE] BlESN-Z 0D, KEKRE 0 77 A
TIL[FE U oA 2 AW -F U SRR TORBR L2 Ef+T 52 L & L, 1 HOBBRIEL
iR 1 [EfEVNX Y 2 A TOREFAT 7V r—4277 AT, EIREBIBEC 1 B 1A
(), AL, 2o 1 B 11, EREBIGBICEASNLIZEY h 722X FO 0.03%08
FEIE, RHZECER L7 7 ARG ER O s oz CEN A2 RT &
EHIC, ARMENRBHFTHDZ EERLTWD (HARTENM L7 192024-059 F O 192024-067
PRBR, I ONTHESN CTENE L7 192024-032, 192024-038 KO8 192024-039 #kBR), X HIZ, B~
h7a Ak 0.03%8A O FMERER LK NEYERE T v 7 7 A VD, AT RATHR G L72% 0
EHREMELS | BETERENRBETHLZ LWRENTWD, HEEORERELZ B L
LT, 77V =477 AT EIRBIOBIICEAAT 528~ M7 m X NOBMEIL, &
NEISIEABERE L T~ h 7 a2 hoHEED Z< T Th 5, LUMIGAN D 5. &
D—EROHMN, HEBEBIEDOIRFEIK L LT LIRMIGMICHR S SN b -0, BfitkO e~ k
7a A NDORE~DRFTRIRER NEHIREN Y~ F 7 a X N ERIR (IRNES) L%
DIEB AR D LTV e TSNS,

IHNHORBRFICHE LN T —Z I A, LATISSE D224 K OVE 2hitk % Z 70 X 0 K
BEOE~ 7o 2 MUED (0.005%K% T 0.015%) &l L, Gl 5720128 2 fAaBR
(192024-051 3ABR) 23 L7-, ARBRTIX, B~ 7o X MFIZ 1 H 1 RES L& X
DR R G IE (FEEEBEOWRE TOREEO SN TENEHE ] OUE) 4 340
L7ze ZFOfER. LATISSE EE TR ADHEEDHMENRD i, B~ 71 Z R 0.005% 557
(KRB CTHW-E~ h 7 e 2 MUFIOR HIKWIRE) ClIEOREN K HIK<, AR
[ZH W2 3 DO 51 THEMIGBEBRTRD bz,

E 51T LUMIGAN DB -0 D 3 FRBRT1 B 1 EUSIRLZSA & 1 B 2 EAR L -
BALZHE LR, 1 2EARTIZI B 1 EARE L THEEFERS L LTHRESH
7= HEEOME ] ORBRBABEICHEREEIAONT, MELMNEDOREFEEGZORBEE ) EL
IRAFREMENSH D Z LR ENTZ, LT=N-> T, BEBIELBEIVE L T 52 TORRTIT
1 H 1 EEGORERE L, sl LT,

FRREEIFEIC L B 1 E®BA L2~ F 712 2 FD 0.03%DME L, 2 TORZMED T
FEEIE H TR AMINCA BRI NCHRRMICER O H 5 WE %2 /R L, BEEEBIEDIRF
BB HETHD EEZ LD,

Ubizky, AFoOMEREEL LT TRIRZEIZ, 1#EEARFENOT 7Y r—2IZ# T L, 1
H 1 EEER AT EIRMDBIS OREB I BAT T 5, | ZRE LT,
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i EoEE ()

AEARML

(238 (ROBHEICIEFERALEWLNIE)]
AFN D B 535 U BUE D REAERE D & 5 B

AFN DA X B IBBUE OB H 5
BEICARRN 2 F G Li=5A . B8R
ZRL 2T RIREMED B B O TG AR
HVENG BT DFeHE LT,

MEE - MRICEET HSEALDEE
FEE ATRE/R B U DMFAE L R WERALIZ 81T 2 AH|
DAETIFRFTE 220,

AANTBENEEE S DRI EE S b
BOBEIK LA T X 220
T EMBRH LT,

Rt - AEICEET HERLDEE

o  AKAIOBAIZIXFEMOHFEHT 7V r— & 2 H
L ABRZEICH LW U r— 2 245 =
e (HEH EOEERE) 0EEM),

o DBAMMEFEEIBIC L AHEERABEDERE TIE, K
F DOFEFGIID AACTFIRIER T 4 R LS BA
W52 ENLEE LW [BAALFRE T &%
& T 4 0% £ TOMIC T D ARFIF 5123
T DL e R A IS LTy ([
HRAE] OESR) ]

o TULS—HIFPWEINTEY,
Y% RET 572 1 BfEVET Y &
2o TWD, FHRLS DT Z 05,
FER, BWEAEYE, EEMESRBHTH
BHl=icdE LT,

o MAALTFEFIERATH O B & k5
& LR RBRIZE NI W T
Fhi L TR LT, £z, ENSD 2
FERARBR OFER L0 . BAALFE
ERRT G 4~24 W% E 2B
b LT BB 1B T DA MEN R
Sz Embit#E L,

(EFRLDIEE]

1. EERE (ROFBEIZFEECKRETSHIE)

(1) EKEEIRD 2 VIR L o X4 AIR O 83 X
T F R FMEONIRFMROREDH 5 BE
[FEMORR BV 2 & T BRI, M OV i
FEOHENETEZEZTRBEN1H D, ]

() AAFOKREOGF LEIZIE~ N
o 2 bEIRWE (LUMIGAN®) T
AR D5 W I ZE B bR o BV &
BLEBREN RS STV 5,
KB IEBE KB B IR Z LD
KR ERE  SUTEHBEZIED U 2
7 Wé» % HEITIL, LATISSE® %
BEGITRETHD ER#lindH D
7= FeE L7z,
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i EoEE (%)

A EARHL

(FERLEDEE]
2.

(M

2

€)

4

EELGEREE

AHNOBEGIT LD MR~ D TR (A
FZ=UOEM) BRhLPNAIERHD, I
DITHE G ORFFEIC L D R 2 ICHEIT L, HHIE
2k EIRET 5, IRBEFREICOWTIL, #
G %A IZER, D WITEIE T 5 el REME
Do DH0, MEAFRBENZOWTIIE G F k%
HLIHK LW ERHE IR TS, IBRA AL
FORE TR O AFBEENTIAMIZERD S
L0, BB oOBEAIEORE (HARANZZW)
WICBWTHEEDRRO LTS, ZILH DIE
RIZHOWTEFICHZ@AT D L &b, B
ZEMIICZEE L, JERITIG U TR GHkE D Al
LERET L2 8,

ARFNE G-I AR B R (RURE AL,
FKIRAFER, AROCLA) BHLbD I LN
HHOT, LADL, EIHFEK INWEDBRIE
WHREET 25A101E, BEHICRBIEEZZZ

DEDITERFITHHITEET L2 &,

AHFEAZ LD | PIRHB K OSMIRER D £
R bR R A AT D AIREME. R ORI 523
T D AR B DT IR E SR FIR
% TR T OBE AR 55T D803, IRF
EANAHR T D Z LB E LU,

IR Mg o R, BEfl g8, IRJEPH D £ E{b5%
DT B3 D VIO 7=, FE ORI F
IRAEI R LIAMC AT S L2 Acid, K< 5
B0 enwiid Lo BEE2EET52 & (IEH
LoORE] OWMBH),

() REIPEBEOVEBELMAETDHZ LITEX
0L EIWER & L CHIRI O @RS &
OMRJE PH D 2 BAL R HAL T
B RENOEGAHHIELTEEA, &
NHIEEED XIIERTLH 0D
% MW O BFRRE IAF ORIVER
ELTRZT DL BEHIEZIEE
L7zt WM TR0 > TR S
B LTI BB IE T OV TS
R e AT 5 B RS BNl DY el

Q) AFIOEIER & LA LR EE
NRD LN TEY  AFEGIEE
BIZHEWRBT 2560 H 57290,
EEMENVETHDL I ENHEE
#H L7,

(3) ARAIOEIWER & L AR L RZEE
DRD LN TEY IREREZEDIRE
HFIZILS bR 2 EEMRENMLET
HoHT EMNLEEE LT,

4) ARFIOEIMWER & L TR JE AR
ERROLNTEY . 2o DEIE
HADORB A2 T 57Dl 5E#H L
77

3.

BEER
HRAZE (BFRICEET D L)

RELF ERERIEX - -
BETE fElREF

Tuzrz 77y | IREETER | BEAH
¥ FRARIRFA ST %]

S8 )7 a A et B B,
N & A SR A

W R RRBR B W IR R R E & 7
DHRE FRIT A B2 o 720y, AFH
LES N X NOEAENRFEL TH
% RIRA O CEEZZZ IR L
776
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gl1ER

R MEREBE BAE 2 x4 & L7 [E NI RRBR I
BT, ZeMariixtg: 87 b, 14 61 (16.1%)
WZEWERDNRS v, TOEREIERIL, fE
Feifn 3 61 (3.4%) . NRAE 3 61 (3.4%). Rifgta i
3B (3.4%) Thoto (HFEER,

T, DALFRIEC K DHEBERIEEL ISR E L
7= ENEERRBRIZ W, ZaMERHEixT g 18 6
L3681 (16.7%) ICRWERIDRE O bivic, 0
7eRWERIX, BB GEEE 2 6] (11.1%) . IREHL
BE1B) (5.6%) ThHolz (HFER,

EXGEMER
WMEBRBE : IMNERRABRICB T, ZaMRT
filixtg: 541 B, 161 (0.2%) (ZICZAFREE A
RO BT, WMEAFBEIDH L OIS EIZIX
FEPRIIS U TGO PR 2 a3 5 2 &,
ERERERIL « BAMERRBRIC BV T, aMERE
K5 541 B, 161 (0.2%) (ZARIRIERIL SR
LT, IRBIERIEN S 6o = Ha 2 IERIC
i U TGS D A& ZREd 5 2 &,
ZDHoE|ER
BIERNZEBD b GaIciiEk 52wk 57
EHEU R AE AT O Z &,

2% LAk 2% AT el N

AR T, AR
e, HRECA,
SR A
IRBgALBE, MR
e 2 FEIE,
IR o FEIE,
IR Ag L, R
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il e e, IR
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AL, HRARA

IR, IR A |
HREBAEAR AR A
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I

B2 4 3 it
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EENRRE.
JOENE (HRR) |
IR 65 )] PRI BAE
HE (IR 72
HEEDRE) .

9% (AR &L Y
AR 7 JE B L BR
E S AT BER
FI5 RLBEESE
B, D FEMEFE
Braie), K

AFN D E NG R RBR O fE R FESW T
SE L7,

IRFE P RN L2 Ha . X
ITIRITEA~ D EIINHATH D08, #
HHIRDD LM DEEE LT,

AHN O ERR B L O RZ 12, 541
BHZEERANRO biviz, 2 O
TERRRO b i-HaI1ciX, G x2d
1T 572 E O 72 4L 21T 5 BN
HDHT-OFE LT,

118



v~ h7a X M A 0.03%

L8 IR 3CE ()

Page 15

i EoEE (%)

R

e
i

FE 22t (IR0
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PRI, ZhE
B, BB
HEEJE BT
fiE Gy 72
—FERERE
EORE LS
te)

SEIR . R BUE
(BT 7T v
S X —I i)

Z DAl

I BREHE 71T TOHRD S AL EINET I3

JERH

5. EfmEADKRE
— R E i CITAEBEENMET L TWVnS DT
EETLHZ L,

B X AEBRENME T L TCVnD Z &
M%< EIRLOBWERRELL S
HENZH Y . —RAICEIR L D& 5
O o> TUXFIZ D RIEEDLETH
HZ EMLEEHEI LT,

6. MEim. EiR. RILFBEFE~OBRE

(1) 4%
YR OB 5B T B 22T LT e o
T, R SUTEENR LT D "TREMED & 2 s A IZi,
JFHIE L TG LW &, [EMWERTIE, HR
B}y (v A - F v ) IZBWT 03 £7201F 0.6
mg/kg/ H LA L 2RO 5 L 7=55 20 pE & VR pE
DRO BV, 03 mgkg/ HLL LT, RHAFEECHIK
P (RS BZR DN, 2B, ZhLAT
BB LB OH BB T 2% & (AUC) IX
b MRIRKED 64 5L ETH -T2, ]

(2) =EWw
BRI Og NCHRET 5 2 L BRI, e 25T
54325813 BAEs P52, [BE FoRk
FLPICBATT 2008 2 IR, B ERTIT
HAHHICBITT D Z ERHE SN TV D, ]

B AR FRER 2 BT i b Xk E 0 B BR
ENTEY MR STV
RN EbEtH LT,

@ FEER (7> b HIkN&S) TH
HHABITT D2 EnmESh T
Hi-ieE LT,

7. INEREADERE

(1) RHAEER, FAENR, LR, ShIR 3Nz
X9 D22 AVEIIHESL L TV ARWD T, 5 LR
WZENREE LV,

(1) /MRS T D22t ST
WR W= itd L7,

8. WHLDIE

(1) B_ERER., SERALREL - AFNTAIRAIE LTHER L
N T L AANT BRSO ORI D &
B L. FIRBRICIIER LW &,

(2) |ER:EH SN LRORICERT S & 08T
HZ &,

AAFNE AR I O BEE LI
AT DG AICH I & 2atERn
BOOLNTEY, B~0&5 %28
TR LT,

(D
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1.9 —BHMEHICERIXE

B X
L B R TR 2 ettt ettt ettt ettt eeen 1
T oot e et et ettt ettt e et e e e e e e e a e e et et et et et et et ettt e e e s rnanaen 1
ST T N PO 2
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1.9.1 JAN
= S A FREE T ek CLA T O X 9 ISR E & 41,2007 4 12 A 27 HAF3EEHEASEE 1227006
FIZLVEmEn,

JAN
(AA4)
[l N = 7S N
(J4)

Bimatoprost

b4
(BEAA)
(52)-7-{(1R,2R,3R,5S)-3,5-¥ & N1 ¥ 2 -2-[(1E,3S)-3-t R ¥ /-5-7 = = )L~ & -]-
Tl AN T R TFNLN-ZTF AT Z S5 2T IR
()
(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
AIDEEE—M%4 (INN) (L. WHO Recommended International Nonproprietary Names
(Rec.INN) : List47 (WHO Drug Information, Vol.16, No.1, 2002) (ZUX#H S 41T 5,

INN
Bimatoprost

b4
(Z2)-7-[(1R,2R,3R,5S)-3,5-dihydroxy-2-[(1E,3S)-3-hydroxy-5-phenyl-1-pentenyl]cyclopentyl]-N-e
thyl-5-heptenamide
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HEEARE 1227006 =
SR 19 4 12 A 27 H

HEN A TR (R) & &

)|

JEA ST B 1R S R R A BERR R

= 5 O — R B4 PR DN T

ERLIZOWTIE, TEEGO—EKAIAFROFINIOWNT CEAL 18 423 H 31 A3
BHEF 0331001 S EHEMLFEBERD) IOV PF->TNDHEZATHLIN, 45
e, TEIES—f%4 (INN) (CUNE S 7= ih B OFR S BN BT 5 EE G — A4 # (JAN) |
WZOWT, FITIZBROEBVEDE LI-OT, oL, &% FERIEEIZEm
&AL HEBERV TV,

B, AMEELIZHOWTIL, BAREFKESSH THEM L TWDHZ L2 LA
Er I
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OINN [ZUVE S 7= B OFe N ENZ BT 5 B G — R FI 4 R

(CER% 18 4F 3 H 31 HIEARAERE 0331001 BB A G HEE BRI R TRIE 2)

Bk 18-3-B3
JAN (HAA) : AT=T 7 AF MY T A
JAN (3% 4) Sugammadex Sodium
- _
K\COZNa
S
H O H
H
oH H
NG O__/
. H OH |8
BokE T 18-3-B4
JAN (HAA) : KT ST
JAN (& 4): Vildagliptin
o H

OH
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19-1-B2
VA= R) NN

Temsirolimus

B 19-1-B3
JAN (HA4) : Sl N A= G N
JAN (& 4): Bimatoprost

125



v k7 A M. 03% 1.9 —MAERICERD CH
Bk 19-1-B6
JAN (AAA) : TLHNY
JAN (& 4): Pregabalin
NH,
CHy { n
\ CO,H
H4C
Ve 5 19-1-B7
JAN (BAA) : INYRY R
JAN (& 4): Paliperidone

N
F
O\(Q/
N=0 RSB R G
B 19-1-B8
JAN (HA%) : HFEHFFrxT2oT— b A X U AR
JAN (& 4): Dabigatran Etexilate Methanesulfonate
CHs

HsC X e H;C—SO3H
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BERFE 19-1-B10
JAN (HA&A%4) : CITIERYNVF NI DL
JAN (& 4): Diquafosol Sodium

(0]

IR 19-3-B1
JAN (HAA) : HNANT 7 —8 GEIa %)
JAN (@ 4) : Galsulfase (Genetical Recombination)
BIRE T 19-3-B2

JAN (HAA) : NE REF 7 o VEIRE

JAN (@ 4) : Bazedoxifene Acetate

o
\/\I\O
N
O / O OH e HyC-CO,H
HO
CH,
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Bk

JAN (HA4)
JAN (& 4)
Bk

JAN (BAA%) :
JAN (& 4):

s
N
Cli "~ /@E />_\_\ *
N N

Cl
BETE 5
JAN (HA4%) :
JAN (3 4£4)

CHj4

0
H3CT<
0

I
c H

L9 — I FRICHR D 3CH

19-3-B3
R e T (GRAG TR )
Panitumumab (Genetical Recombination)

19-3-B4
N B DATF YR
Bendamustine Hydrochloride

HCI

CO,H

19-3-B5
TNFAL Y MR AT L
Lapaquistat Acetate

Hi%
NP CO,H
N
“H

0

SN

CHs;
—CH;
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JAN (BAA) : A= AN
JAN (& 4) Rivaroxaban
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N
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129

Page 9



v~ b 71 A R A0, 03% 1.9 — ML FRICHR D CE Page 10

WHO Drug Information, Vol. 16, No. 1, 2002 Recommended INN: List 47

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names
(Rec. INN): List 47

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. Wid Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended International
Nonproprietary Names. The inclusion of aname inthe lists of Recommended International Nonproprietary Names does not
imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-85) and Recommended (1-45) International Nonproprietary Names can be found in Cumulative
List No. 10, 2002 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES
(DCI Rec): Liste 47

llestnotifié que, conformément auxdispositions du paragraphe 7 de la Procédure a suivre en vue du choixde Dénominations
communes internationales recommandées pourles Substances pharmaceutiques [Actes off. Org. mond. Santé, 1955, 60,
3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous sont choisises par'Organisation
mondiale de la Santé en tant que dénominations communes internationales recommandées. L'inclusiond’'une dénomination
dans les listes de DCI recommandées n’implique aucune recommandation en vue de l'utilisation de la substance
correspondante en médecine ouenpharmacie.

Ontrouverad’autres listes de Dénominations communes internationales proposées (1-85) et recommandées (1-45)
dans la Liste récapitulative No. 10, 2002 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS
(DCI Rec.): Lista 47

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucién
EB15.R7); 1969, 173, 10 (Resolucién EB43.R9)], se comunica por el presente anuncio que las denominaciones que a
continuacién se expresan han sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La
inclusion de unadenominacion en las listas de las Denominaciones Comunes Recomendadas no supone recomendacién
algunaen favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-85) y Recomendadas (1-45) se encuentran
reunidas en Cumulative List No. 10, 2002 (disponible s6lo en CD-ROM).
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Latin, English, French, Spanish:
RecommendedINN  Chemical name or description;, Molecular formula; Graphic formula

DCIRecommandée  Nom chimique ou description; Formule brute; Formule développée

DCIRecomendada Nombre quimico o descripcion; Formula empirica; Férmula desarrollada

acidum gadocoleticum

gadocoletic acid trihydrogen [3[B-[[(4S)-4-[bis[2-[bis[(carboxy-kO)methyllamino-k/N]ethyllamino-
«kN]-4-(carboxy-kO)butanoyllamino]-12o-hydroxy-53-cholan-24-oato(6-)]=
gadolinate(3-)

acide gadocolétique trihydrogéno[3B-[[(4 S)-4-[bis[2-[bis[(carboxy-kO)méthyllamino-N]éthyl]lamino-
«kN]-4-(carboxy-kO)butanoyllamino]-12o-hydroxy-53-cholan-24-oato(6-)]=
gadolinate(3-)

acido gadocolético trihidrégeno[3B-[[(4 S)-4-[bis[2-[bis[(carboxi-kO)metilJamino-k/N]etillamino-k/N]-
4-(carboxi-kO)butanoillamino]-12ca-hidroxi-53-colan-24-ato(6-)]gadolinato(3-)

C41 H63GdN4O14

afeletecanum
afeletecan camptothecin, ester with N-[[p-[(3-O-methyl-B-L-fucopyranosyl)oxy]phenyl]=
thiocarbamoyl]-L-histidyl-L-valine

afélétécan (2S)-2-[[(2S)-3-(1H-imidazol-4-yl)-2-[[[[4-[(3-O-méthyl-6-désoxy-
B-L-galactopyranosyl)oxy]phényllamino]thiocarbonyl]amino]propanoyl]amino]-
3-méthylbutanoate de (4S)-4-éthyl-3,14-dioxo-3,4,12,14-tétrahydro-
1H-pyrano[3’,4’:6,7]indolizino[1,2-b]quinoléin-4-yle

afeletecan éster de la camptotecina con N-[[p-[(3-O-metil-B-L-fucopiranosil)oxilfenil]=
tiocarbamoil]-L-histidil-L-valina
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alfimeprasum
alfimeprase

alfiméprase

alfimeprasa

CHNO,.S

45" 749" 711

[3-L-serine]fibrolase-(3-203)-peptide (fibrolase

from Agkistrodon contrix contrix venom)

[3-L-sérine]fibrolase-(3-203)-peptide (fibrolase :

de venin d’Agkistrodon contrix contrix)

[3-L-serina]fibrolasa-(3-203)-péptido (fibrolasa :

de veneno de Agkistrodon contrix contrix)

CogsH5iNoes050,S

SFPQRYVQ LVIVADHRMN TKYNGDSDKI RQWVHQIVNT
INEIYRPLNI QFTLVGLEIW SNQDLITVTS VSHDTLASFG
NWRETDLLRR QRHDNAQLLT AIDFDGDTVG LAYVGGMCQL
KHSTGVIQDH SAINLLVALT MAHELGHNLG MNHDGNQCH(]Z
GANS(\EVMAAM LSDQPSKLFS DCSKKDYQTF | LTVNNPQCIL
NKP

. fibrinolytic enzyme isolated

enzyme fibrinolytique extraite

enzime fibrinolitica extraida

132
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alicaforsenum

alicaforsen 2'-deoxy-(R)-P-thioguanylyl-(3'—5")-2'-deoxy-(R)-P-thiocytidylyl-
(3'—>5")-2'-deoxy-(R)-P-thiocytidylyl-(3'—5")-2'-deoxy-(R)-P-thiocytidylyl-
(3'>5')-2'-deoxy-(R)-P-thioadenylyl-(3'—5')-2'-deoxy-(R)-P-thioadenylyl-
(3'—>5")-2'-deoxy-(R)-P-thioguanylyl-(3'—>5")-2'-deoxy-(R)-P-thiocytidylyl-
(3'>5")-(R)-P-thiothymidylyl-(3'—>5")-2'-deoxy-(R)-P-thioguanylyl-
(3'—>5")-2'-deoxy-(R)-P-thioguanylyl-(3'—>5")-2'-deoxy-(R)-P-thiocytidylyl-
(3'>5'")-2'-deoxy-(R)-P-thioadenylyl-(3'—>5")-(R)-P-thiothymidylyl-
(3'—>5")-2'-deoxy-(R)-P-thiocytidylyl-(3'—5")-2'-deoxy-(R)-P-thiocytidylyl-
(3'—>5")-2'-deoxy-(R)-P-thioguanylyl-(3'—5")-(R)-P-thiothymidylyl-
(3'—>5")-2'-deoxy-(R)-P-thiocytidylyl-(3'—>5")-2'-deoxyadenosine
nonadecasodium salt

alicaforsen 2'-désoxy-(R)-P-thioguanylyl-(3'—5')-2'-désoxy-(R)-P-thiocytidylyl-

(3'—>5")-2'-désoxy-(R)-P-thiocytidylyl-(3'—5")-2'-désoxy-(R)-P-thiocytidylyl-
(3'—>5")-2'-désoxy-(R)-P-thioadénylyl-(3'—>5")-2'-désoxy-(R)-P-thioadénylyl-
(3'—>5")-2'-désoxy-(R)-P-thioguanylyl-(3'—5")-2'-désoxy-(R)-P-thiocytidylyl-
(3'>5")-(R)-P-thiothymidylyl-(3'—5')-2'-désoxy-(R)-P-thioguanylyl-
(3'—>5")-2'-désoxy-(R)-P-thioguanylyl-(3'—5")-2'-désoxy-(R)-P-thiocytidylyl-
(3'>5'")-2'-désoxy-(R)-P-thioadénylyl-(3'—5')-(R)-P-thiothymidylyl-
(3'—>5")-2'-désoxy-(R)-P-thiocytidylyl-(3'—5")-2'-désoxy-(R)-P-thiocytidylyl-
(3'—>5")-2'-désoxy-(R)-P-thioguanylyl-(3'—>5")-(R)-P-thiothymidylyl-
(3'—>5")-2'-désoxy-(R)-P-thiocytidylyl-(3'—5')-2'-désoxyadénosine
nonadécasodique

alicaforseno 2'-desoxi-(R)-P-tioguanilil-(3'>5')-2'-desoxi-(R)-P-tiocitidilil-
(3'—>5')-2'-desoxi-(R)-P-tiocitidilil-(3'—5")-2'-desoxi-(R)-P-tiocitidilil-
(3'>5")-2'-desoxi-(R)-P-tioadenilil-(3'>5')-2'-desoxi-(R)-P-tioadenilil-
(3'>5')-2'-desoxi-(R)-P-tioguanilil-(3'—5')-2'-desoxi-(R)-P-tiocitidilil-
(3'>5")-(R)-P-tiotimidilil-(3'—5')-2'-desoxi-(R)-P-tioguanilil-(3'>5')-2'-desoxi-
(R)-P-tioguanilil-(3'—5')-2'-desoxi-(R)-P-tiocitidilil-(3'>5")-2'-desoxi-
(R)-P-tioadenilil-(3'—5")-(R)-P-tiotimidilil-(3'—>5')-2'-desoxi-(R)-P-tiocitidilil-
(3'>5')-2'-desoxi-(R)-P-tiocitidilil-(3'—»5')-2'-desoxi-(R)-P-tioguanilil-
(3'>5")-(R)-P-tiotimidilil-(3'—5')-2'-desoxi-(R)-P-tiocitidilil-
(3'—>5')-2'-desoxiadenosina nonadecasdédica

CH, N Na O.P.S

192" 225" 775 TT19°798° 1919

alilusemum
alilusem 7-chloro-1-(2-methylbenzoyl)-2,3-dihydroquinolin-4(1H)-one
(E)-O-sulfooxime

alilusem (E)-O-sulfooxime de 7-chloro-1-(2-méthylbenzoyl)-2,3-dihydroquinoléin-
4(1H)-one
alilusem (E)-O-sulfooxima de 7-cloro-1-(2-metilbenzoil)-2,3-dihidroquinolin-4(1H)-ona
C,H.CINOS
o/SO3H
N
N
CH; O
Cl
84
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ambrisentanum
ambrisentan

ambrisentan

ambrisentan

amdoxovirum
amdoxovir

amdoxovir

amdoxovir

amelubantum
amelubant

amélubant

amelubant

(+)-(2S)-2-[(4,6-dimethylpyrimidin-2-yl)oxy]-3-methoxy-3,3-diphenylpropanoic
acid

(+)-acide (2S)-2-[(4,6-diméthylpyrimidin-2-yl)oxy]-3-méthoxy-
3,3-diphénylpropanoique

(+)-acido (2S)-2-[(4,6-dimetilpirimidin-2-il)oxi]-3-metoxi-3,3-difenilpropanoico

C22H22N204

[(2R,4R)-4-(2,6-diamino-9H-purin-9-yl)-1,3-dioxolan-2-ylJmethanol
[(2R,4R)-4-(2,6-diamino-9H-purin-9-yl)-1,3-dioxolan-2-yllméthanol
[(2R,4R)-4-(2,6-diamino-9H-purin-9-il)-1,3-dioxolan-2-iljmetanol

CHN.O,

9 12° 6

NH,
NZ SN
IS

HNT N7 TR
HO, OAB

—L_

;0
H

ethyl [[4-[[3-[[4-[1-(4-hydroxyphenyl)-1-methylethyl]phenoxy]methyl]benzyl]=
oxy]phenyl](imino)methyl]carbamate

[[4-[[3-[[4-[1-(4-hydroxyphényl)-1-méthyléthyl]phénoxy]méthyl]benzylloxy]=
phényl](imino)méthyllcarbamate d’éthyle

[[4-[[3-[[4-[1-(4-hidroxifenil)-1-metiletil[fenoxi]metil]bencil]oxi]fenil](imino)metil]=
carbamato de etilo
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amotosalenum
amotosalen

amotosaléne

amotosaleno

bimatoprostum
bimatoprost

bimatoprost

bimatoprost

CH,N,

33 3 275

O NH HsC  CHs

H,e” Y07 N
H

3-[(2-aminoethoxy)methyl]-2,5,9-trimethyl-7 H-furo[3,2-g][1]benzopyran-7-one
3-[(2-aminoéthoxy)méthyl]-2,5,9-triméthyl-7 H-furo[3,2-g][1]benzopyran-7-one

3-[(2-aminoetoxi)metil]-2,5,9-trimetil-7 H-furo[3,2-g][ 1 ]benzopiran-7-ona

C17H19NO4
/\/o CHs
HoN X
HsC 4
o 0" o
CHj

(2)-7-[(1R,2R,3R,5S)-3,5-dihydroxy-2-[(1E,3S)-3-hydroxy-5-phenyl-
1-pentenyl]cyclopentyl]-N-ethyl-5-heptenamide

(2)-7-[(1R,2R,3R,5S)-3,5-dihydroxy-2-[(1E,3S)-3-hydroxy-5-phénylpent-
1-ényl]cyclopentyl]-N-éthylhept-5-énamide

(2)-7-[(1R,2R,3R,5S)-3,5-dihidroxi-2-[(1E,3 S)-3-hidroxi-5-fenilpent-
1-enil]ciclopentil]-N-etilhept-5-enamida

C,.H,NO,

25 37
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caldaretum
caldaret

caldaret

caldaret

cipralisantum
cipralisant

cipralisant

cipralisant

darbepoetinum alfa

darbepoetin alfa

darbépoétine alfa

darbepoetina alfa

5-methyl-2-(piperazin-1-yl)benzenesulfonic acid
acide 5-méthyl-2-(pipérazin-1-yl)benzenesulfonique
acido 5-metil-2-(piperazin-1-il)bencenosulfénico

C HNOS

11" 160 273

H3C\©iSO3H
N

o

4-[(1R,2R)-2-(5,5-dimethylhex-1-ynyl)cyclopropyl]-1H-imidazole
4-[(1R,2R)-2-(5,5-diméthylhex-1-ynyl)cyclopropyl]-1H-imidazole
4-[(1R,2R)-2-(5,5-dimetilhex-1-inil)ciclopropil]-1H-imidazol

CiHN,

H H

lﬁN/\lr:vL\/Xcm

H3C CHj

[30-L-asparagine,32-L-thronine,87-L-valine,88-L-asparagine,
90-L-threonine]erythropoietin (human)

[30-L-asparagine,32-L-thréonine,87-L-valine,88-L-asparagine,
90-L-thréonine]érythropoiétine humaine

[30-L-asparagina,32-L-treonina,87-L-valina,88-L-asparagina,
90-L-treoninaleritropoietina humana

C,.,H.,N.,.0,..S,

800" 1300° "228 724375

1
APPRLICDSR

VLERYLLEAK EAENITTGCN ETCSLNENIT

VPDTKVNFYA WKRMEVGQQA VEVWQGLALL SEAVLRGQAL

LVNSSQVNET LQLHVDKAVS GLRSLTTLLR ALGAQKEAIS

PPDAASAAPL RTITADTFRK LFRVYSNFLR GKLKLYTGEA
_ERTGD

136
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drotrecoginum alfa (activatum)
drotrecogin alfa (activated)

drotrécogine alfa (activé)

drotrecogina alfa (activada)

blood coagulation factor XIV (human)
facteur XIV humain de coagulation sanguine
factor XIV de coagulacién sanguinea (humano)

C o Ha165Ne5 O S

2071° '3165° 581640 31

Page 17

ecalcidenum

| !
ANSFLJJLRH SSLJRJCIJJ ICDFJJAKJI FQNVDDTLAF
[ 1\ \
WSKHVDGDQC LVLPLEHPCA SL(IICGHGTCI BGIGSFSCFDCE
| *
RSGWEGRFCQ REVSFLNCSL DNGG(;THYCL EEVGWRR(;S(IE
T
APGYKLGDDL LQCHPAVKFP CITGRPWKRMEK KRSHL
DTE
DQEDQVDPRL | IDGKMTRRGD SPWQVVLLDS KKKLACITGAVL
T
IHPSWVLTAA | HCMDESKKLL VRLGEYDLRR WEKWELDLDI
* 1
KEVFVHPNYS KSTTDNDIAL LHLAQPATLS QTIVPICLPD
SGLAERELNQ AGQETLVTGW GYHSSREKEA KRNRTFVLNF
* I 1
IKIPVVPHNE CSEVMSNMVS ENMLCAGILG DRQDA(IZEGDS
T

GGPMVASFHG TWFLVGLVSW GEGCGLLHNY GVYTKVSRYL
DWIHGHIRDK EAPQKSWAP HO,C

CO,H CO,H
* glycosylation sites HO H H
* sites de glycosylation : .'
* posiciones de glicosilaciéon B= —N J= —N

H H

ecalcidene 1-[(5Z,7E,20S)-10a,3p-dihydroxy-9,10-secochola-5,7,10(19)-trien-
24-oyl]piperidine

écalcidéne 1-[(5Z,7E,20S)-10a,3p-dihydroxy-9,10-sécochola-5,7,10(19)-trién-
24-oyl]pipéridine

ecalcideno 1-[(5Z,7E,20S)-1a,3pB-dihidroxi-9,10-secocola-5,7,10(19)-trien-
24-oillpiperidina
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efalizumabum
efalizumab

éfalizumab

efalizumab

enfuvirtidum
enfuvirtide

enfuvirtide

enfuvirtida

immunoglobulin G1, anti-(human antigen CD11a) (human-mouse monoclonal
hu1124 y1-chain), disulfide with human-mouse monoclonal hu1124 light
chain, dimer

immunoglobuline G1, anti-(antigéne CD11a humain) (chaine y1 de I'anticorps
monoclonal de souris humanisé hu1124),dimére du disulfure avec la chaine
lIégére de I'anticorps monoclonal de souris humanisé hu1124

inmunoglobulina G1, anti-(antigeno CD11a humano) (cadena y1 del anticuerpo
monoclonal humanizado de ratéon hu1124), dimero del disulfuro con la
cadena ligera del anticuerpo monoclonal humanizado de ratén hu1124

acetyl-L-tyrosyl-L-threonyl-L-seryl-L-leucyl-L-isoleucyl-L-histidyl-L-seryl-
L-leucyl-L-isoleucyl-L-a-glutamyl-L-o-glutamyl-L-seryl-L-glutaminyl-
L-asparaginyl-L-glutaminyl-L-glutaminyl-L-o-glutamyl-L-lysyl-L-asparaginyl-
L-a-glutamyl-L-glutaminyl-L-o-glutamyl-L-leucyl-L-leucyl-L-o-glutamyl-L-leucyl-
L-o-aspartyl-L-lysyl-L-tryptophyl-L-alanyl-L-seryl-L-leucyl-L-tryptophyl-
L-asparaginyl-L-tryptophyl-L-phenylalaninamide

acétyl-L-tyrosyl-L-thréonyl-L-séryl-L-leucyl-L-isoleucyl-L-histidyl-L-séryl-
L-leucyl-L-isoleucyl-L-a-glutamyl-L-o-glutamyl-L-séryl-L-glutaminyl-
L-asparaginyl-L-glutaminyl-L-glutaminyl-L-o-glutamyl-L-lysyl-L-asparaginyl-
L-a-glutamyl-L-glutaminyl-L-o-glutamyl-L-leucyl-L-leucyl-L-o-glutamyl-L-leucyl-
L-o-aspartyl-L-lysyl-L-tryptophyl-L-alanyl-L-séryl-L-leucyl-L-tryptophyl-
L-asparaginyl-L-tryptophyl-L-phénylalaninamide

acetil-L-tirosil-L-treonil-L-seril-L-leucil-L-isoleucil-L-histidil-L-seril-L-leucil-
L-isoleucil-L-a-glutamil-L-c-glutamil-L-seril-L-glutaminil-L-asparaginil-L-glutaminil-
L-glutaminil-L-o-glutamil-L-lisil-L-asparaginil-L-o-glutamil-L-glutaminil-L-oi-glutamil-
L-leucil-L-leucil-L-a-glutamil-L-leucil-L-a-aspartil-L-lisil-L-triptofil-L-alanil-L-seril-
L-leucil-L-triptofil-L-asparaginil-L-triptofil-L-fenilalaninamida
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epafipasum
epafipase

épafipase

epafipasa

epoetinum delta
epoetin delta

époétine delta

epoetina delta

C,H,N..O

204" 301" 51764

10
GIn—Asn—GIn—GIn—Glu—Lys —Asn—Glu—GIn—Glu—Leu—Leu—Glu—
20
Leu—Asp—Lys—Trp—Ala—Ser —Leu—Trp—Asn—Trp—Phe—-NH,
30

H3C
3 jrqw—Jm—Sa—iah%b—HS—SH-i&h%b—Gm—Gm—Sa—
O

2-acetyl-1-alkyl-sn-glycero-3-phosphocholine deacetylase-(6-400)-peptide
(human)

désacétylase-(6-400)-peptide (humaine) de la 2-acétyl-1-alkyl-sn-glycéro-
3-phosphocholine

1-O-alquil-2-acetil-sn-glicero-3-fosfocolina 6-400-desacetilasa (humana)

Page 19

CreHyNocOmeeSoa

2016° '3107° "545

AAASFGQTKI PRGNGPYSVG CTDLMFDHTN KGTFLRLYYP
SQDNDRLDTL WIPNKEYFWG LSKFLGTHWL MGNILRLLFG
SMTTPANWNS PLRPGEKYPL VVFSHGLGAF RTLYSAIGID
LASHGFIVAA VEHRDRSASA TYYFKDQSAA EIGDKSWLYL
RTLKQEEETH IRNEQVRQRA KECSQALSLI LDIDHGKPVK
NALDLKFDME QLKDSIDREK IAVIGHSFGG ATVIQTLSED
QRFRCGIALD AWMFPLGDEV YSRIPQPLFF INSEYFQYPA
NIIKMKKCYS PDKERKMITI RGSVHQNFAD FTFATGKIIG
HMLKLKGDID SNVAIDLSNK ASLAFLQKHL GLHKDFDQWD
CLIEGDDENL IPGTNINTTN OQHIMLQONSSG IEKYN

1-165-erythropoietin (human HMR4396), glycoform &

1-165-érythropoiétine (humaine HVIR4396), glycoforme &

1-165-eritropoietina (humana HMIR4396), glicoforma &
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erlotinibum
erlotinib

erlotinib

erlotinib

febuxostatum
febuxostat

fébuxostat

febuxostat

C,H. N0, S,

809 1301° 2292405

APPRLICDSR VLERYLLEAK
| I—

VPDTKVNFYA [ WKRMEVGQQA

LVﬁS SQPWEP | LQLHVDKAVS

PPDAAéAAPL RTITADTFRK

CRTGD

EAENTTTGCA EHCSLNENTT
1
VEVWQGLALL SEAVLRGQAL
GLRSLTTLLR ALGAQKEAIS
LFRVYSNFLR GKLKLYTGEA

* : glycosylation sites / sites de glycosylation / posiciones de glicosilacion

N-(3-ethynylphenyl)-6,7-bis(2-methoxyethoxy)quinazolin-4-amine

N-(3-éthynylphényl)-6,7-bis(2-méthoxyéthoxy)quinazolin-4-amine

N-(3-etinilfenil)-6,7-bis(2-metoxietoxi)quinazolin-4-amina

CDH23N3O4

HaC g~ O

2-[3-cyano-4-(2-methylpropoxy)phenyl]-4-methylthiazole-5-carboxylic acid

acide 2-[3-cyano-4-(2-méthylpropoxy)phényl]-4-méthylthiazole-

5-carboxylique

acido 2-[3-ciano-4-(2-metilpropoxi)fenil]-4-metiltiazol-5-carboxilico

CHNOS

16" 16 23

H3C

CH3

TN
S

CN

CO,H
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feloprentanum
feloprentan

féloprentan

feloprentan

finafloxacinum
finafloxacin

finafloxacine

finafloxacino

gadomelitolum
gadomelitol

gadomélitol

(2S)-3-[2-(3,4-dimethoxyphenyl)ethoxy]-2-[(4,6-dimethylpyrimidin-2-yl)oxy]-
3,3-diphenylpropanoic acid

acide (2S)-3-[2-(3,4-diméthoxyphényl)éthoxy]-2-[(4,6-diméthylpyrimidin-
2-yl)oxy]-3,3-diphénylpropanoique

acido (2S)-3-[2-(3,4-dimetoxifenil)etoxi]-2-[(4,6-dimetilpirimidin-2-il)oxi]-
3,3-difenilpropanoico

C,H_N.Q,

31 R 276

H;CO

H3CO

(-)-8-cyano-1-cyclopropyl-6-fluoro-7-[(4aS,7aS)-hexahydropyrrolo[3,4-b]-
1,4-oxazin-6(2H)-yl)-4-oxo-1,4-dihydroquinoline-3-carboxylic acid

(-)-acide 8-cyano-1-cyclopropyl-6-fluoro-7-[(4aS,7aS)-
hexahydropyrrolo[3,4-b]-1,4-0xazin-6(2H)-yl)-4-oxo-1,4-dihydroquinoléine-
3-carboxylique

(-)-acido 8-ciano-1-ciclopropil-6-fluoro-7-[(4aS,7aS)-hexahidropirrolo[3,4-b]-
1,4-oxazin-6(2H)-il)-4-oxo-1,4-dihidroquinolina-3-carboxilico

C,H,FN,O,
NH H
(F Y
0 N N
" |
F CO,H

hydrogen [2,2',2",2"-[1,4,7,10-tetraazacyclododecane-1,4,7,10-triyl]tetrakis=
[5-[[2-[[4-[[4-[[2-[[3,5-bis[bis[(2S,3R,4R,5R)-2,3,4,5,6-pentahydroxyhexyl-
2,4,6-tribromo]carbamoyl]phenyllamino]-2-oxoethyl]carbamoyl]phenyl]=
carbamoyl]phenyllamino]-2-oxoethyllamino]-5-oxopentanoato](4-)]=
gadolinate(1-)

hydrogéno-[2,2',2",2"-[1,4,7,10-tétraazacyclododécane-1,4,7,10-triyl]tétrakis
[5-[[2-[[4-[[4-[[2-[[3,5-bis[bis[(2S,3R,4R,5R)-2,3,4,5,6-pentahydroxyhexyl-
2,4,6-tribromo]carbamoyl]phényllamino]-2-oxoéthyl]carbamoyllphényl]=
carbamoyl]phényllamino]-2-oxoéthyllamino]-5-oxopentanoato](4-)]=
gadolinate(1-)
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gadomelitol hidrégeno-[2,2',2",2""-[1,4,7,10-tetraazaciclododecano-1,4,7,10-triil]tetrakis=
[5-[[2-[[4-[[4-[[2-[[3,5-bis[bis[(2S,3R,4R,5R)-2,3,4,5,6-pentahidroxihexil-
2,4,6-tribromo]carbamoil]fenillamino]-2-oxoetillcarbamoillfenillcarbamoillfenil]=
amino]-2-oxoetillamino]-5-oxopentanoato](4-)]gadolinato(1-)

C M5B, GAN,O

228" 313 327116

R R o
'OZC/QN/ \N)\cog H \E

N
[ ‘Gd’é+] NH
VAN o 5
Ho.o— "\ ~00s o
R R

R- =
garnocestimum
garnocestim 5-73-macrophage inflammatory protein 20, (human gene gro2)
garnocestim CXC chimiokine GROf-(5-73)-peptide (GROS : protéine inflammatoire humaine

sécrétée par les macrophages)

garnocestim CXC quimiokina GRO-(5-73)-péptido (GRO : proteina inflamatoria humana
secretada por los macroéfagos)

C_H._N_O.S

325 557 97 9% 6

T 1
TELRCQ CLQTLQGIHL KNIQSVKVKS PGPHCAQTEV
IATLKNGQKA CLNPASPMVK KIIEKMLKNG KSN

gefitinibum

gefitinib N-(3-chloro-4-fluorophenyl)-7-methoxy-6-[3-(morpholin-
4-yl)propoxy]quinazolin-4-amine

géfitinib N-(3-chloro-4-fluorophényl)-7-méthoxy-6-[3-(morpholin-
4-yl)propoxy]quinazolin-4-amine

gefitinib N-(3-cloro-4-fluorofenil)-7-metoxi-6-[3-(morfolin-4-il)propoxilquinazolin-

4-amina
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C,H,,CIFN,O,
H3CO N
N
‘/\N/\/\o N
O\) HN\©:C|
F
ingliforibum
ingliforib 5-chloro-N-[(1S,2R)-1-benzyl-3-(cis-3,4-dihydroxypyrrolidin-1-yl)-
2-hydroxy-3-oxopropyl]-1H-indole-2-carboxamide
ingliforib 5-chloro-N-[(1S,2R)-1-benzyl-3-(cis-3,4-dihydroxypyrrolidin-1-yl)-
2-hydroxy-3-oxopropyl]-1H-indole-2-carboxamide
ingliforib 5-cloro-N-[(1S,2R)-1-bencil-3-(cis-3,4-dihidroxipirrolidin-1-il)-2-hidroxi-
3-oxopropil]-1H-indol-2-carboxamida
C,.H,,CIN,O,
(0]
H
N
I
Cl
ipravacainum
ipravacaine (2RS)-1-(cyclopropylmethyl)-2',6'-dimethyl-2-piperidinecarboxanilide
ipravacaine (2RS)-1-(cyclopropylméthyl)-N-(2,6-diméthylphényl)pipéridine-2-carboxamide
ipravacaina (2RS)-1-(ciclopropilmetil)-N-(2,6-dimetilfenil)piperidina-2-carboxamida
C18H26N20
T .
N p and enantiomer
N et énantiomere
o) y enantiomero
CH3
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isegananum
iseganan

iséganan

iseganan

labetuzumabum
labetuzumab

labétuzumab

labetuzumab

laniquidarum
laniquidar

laniquidar

laniquidar

L-arginylglycylglycyl-L-leucyl-L-cysteinyl-L-tyrosyl-L-cysteinyl-L-arginylglycyl-
L-arginyl-L-phenylalanyl-L-cysteinyl-L-valyl-L-cysteinyl-L-valylglycyl-
L-argininamide cyclic (5—14),(7—12)-bis(disulfide)

(5—14),(7—>12)-bis(disulfure cyclique) de L-arginyl-glycyl-glycyl-L-leucyl-
L-cystéinyl-L-tyrosyl-L-cystéinyl-L-arginyl-glycyl-L-arginyl-L-phénylalanyl-
L-cystéinyl-L-valyl-L-cystéinyl-L-valyl-glycyl-L-argininamide

(5—14),(7—12)-bis(disulfuro ciclico) de L-arginil-glicil-glicil-L-leucil-L-cisteinil-
L-tirosil-L-cisteinil-L-arginil-glicil-L-arginil-L-fenilalanil-L-cisteinil-L-valil-L-cisteinil-
L-valil-glicil-L-argininamida

CH_N.O.S

78 126" T30 T 18T4

H-Arg—Gly —Gly —Leu—Cys —Tyr—Cys —Arg—Gly—Arg—Phe—Cys—
| |

Val—Cys—Val—Gly—Arg—NH,

immunoglobulin G, anti-(human carcinoembryonic antigen) (human-mouse
monoclonal hMN-14 vy-chain), disulfide with human-mouse monoclonal
hMN-14 k-chain, dimer

immunoglobuline G, anti-(antigéne carcinoembryonnaire humain) (chaine-y de
I'anticorps monoclonal de souris humanisé hMIN-14), dimére du disulfure avec
la chaine-x de I'anticorps monoclonal de souris humanisé hMN-14

inmunoglobulina G, anti-(antigeno carcinoembrionario humano) (cadena-y del
anticuerpo monoclonal humanizado de ratéon hMN-14), dimero del disulfuro
con la cadena-k del anticuerpo monoclonal humanizado de ratéon hMN-14

methyl 6,11-dihydro-11-[1-[2-[4-(-2-quinolylmethoxy)phenyl]ethyl]-
4-piperidinylidene]-5H-imidazo[2,1-b][3]benzazepine-3-carboxylate

11-[1-[2-[4-(quinoléin-2-yIméthoxy)phényl]éthyl]pipéridin-4-ylidéne]-
6,11-dihydro-5H-imidazo[2,1-b][3]benzazépine-3-carboxylate de méthyle

11-[1-[2-[4-(quinolin-2-ilmetoxi)fenil]etil]piperidin-4-ilideno]-6,11-dihidro-
5H-imidazo[2,1-b][3]benzazepina-3-carboxilato de metilo
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C,H.N,O,

37 B/ 473

I
(e} X

N

lapisteridum
lapisteride N-[1-(4-methoxyphenyl)-1-methylethyl]-3-ox0-4-aza-5c-androst-1-ene-
17B-carboxamide

lapistéride N-[1-(4-méthoxyphényl)-1-méthyléthyl]-3-oxo0-4-aza-5c-androst-1-éne-
17B-carboxamide

lapisterida N-[1-(4-metoxifenil)-1-metiletil]-3-ox0-4-aza-5c0-androst-1-eno-
17B-carboxamida

C,HNO,

29 40" 2

OCHs

laquinimodum
laquinimod 5-chloro-N-ethyl-4-hydroxy-1-methyl-2-oxo-N-phenyl-1,2-dihydroquinoline-
3-carboxamide

laquinimod 5-chloro-N-éthyl-4-hydroxy-1-méthyl-2-oxo-N-phényl-1,2-dihydroquinoléine-
3-carboxamide

laquinimod 5-cloro-N-etil-4-hidroxi-1-metil-2-oxo-N-fenil-1,2-dihidroquinolina-
3-carboxamida
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laronidasum
laronidase

laronidase

laronidasa

C,H,.CN,O,

19" M7

_ N
Cl OH O \T:::]

8-L-histidine-a-L-iduronidase (human)

[8-L-histidine]-o-L-iduronidase humaine

8-L-histidina-o-L-iduronidasa (humana)

CoreHieuNao OueiS1o

3169° '4854° "901

AEAPHLVHVD
LSWDQQLNLA
GLSYNFTHLD
KQQVFEWKDL
HDFDNVSMTM
HTPPRSPLSW
ARSSISILEQ
WSLPQPWRAD
LSNDNAFLSY
VLTAMGLLAL
RPQGPADAWR
GPGLVYVTRY
AAEDPVAAAP
KPPGQVTRLR
SQDGKAYTPV
WARPGPFSDP

AARALWPLRR
YVGAVPHRGI
GYLDLLRENQ
VSSLARRYIG

QGFLNYYDAC
L

GLLRHCHDGT
L
EKVVAQQIRQ
VTYAAMVVKV
HPHPFAQRTL
LDEEQLWAEV
AAVLIYASDD
LDNGLCSPDG
L
RPLPAGGRLT
ALPLTQGQLV
SRKPSTFNLF
VPYLEVPVPR

FWRSTGFCPP

Lo
KQVRTHWLLE
LLPGFELMGS
RYGLAHVSKW
SEGLRAASPA
NFFTGEAGVR
LFPKFADTPI
TAQHONLLLA
TARFQVNNTR
SQAGTVLDSN
TRAHPNRSVA
EWRRLGRPVF
LRPALRLPSL
LVWSDEHVGS
VFSPDTGAVS
GPPSPGNP

LPHSQADQYV
LVTTRGSTGR
ASGHFTDFED
NFETWNEPDH
LRLGGPGDSF
LDYISLHRKG
YNDEADPLVG
NTTSAFPYAL
PPHVQLLRKP
HTVGVLASAH
VTLRLRGVPP
PTAEQFRRMR
LLVHVCARPE
O
KCLWTYEIQF
[
GSYRVRALDY

* : glycosylation sites / sites de glycosylation / posiciones de glicosilacion

L : disulfide / disulfure / disulfuro
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lirimilastum
lirimilast

lirimilast

lirimilast

livaraparinum calcium

livaraparin calcium

livaraparine calcique

livaraparina célcica

manifaxinum

2-(2,4-dichlorobenzoyl)-3-ureidobenzofuran-6-yl methanesulfonate
méthanesulfonate de 2-(2,4-dichlorobenzoyl)-3-uréidobenzofuran-6-yle

metanosulfonato de 2-(2,4-diclorobenzoil)-3-ureidobenzofuran-6-ilo

C17HWQC|2NQOGS
o ¢
o)
o)

1.0

HiC—87 ] O
0 NH cl
07 NH,

calcium salt of a low molecular mass heparin that is obtained by nitrous acid
depolymerization of heparin from porcine intestinal mucosa; the majority of
the components have a 2-O-sulfo-o-L-idopyranosuronic acid structure at the
non-reducing end and a 6-O-sulfo-structure at the reducing end of their
chain; the mass-average molecular mass ranges between 3000 and 5000
with 75% is less than 8000; the degree of sulfatation is approximately 2 per
disaccharidic unit

sel calcique d’'une héparine de basse masse moléculaire obtenue par
dépolymérisation, au moyen d’acide nitreux, d’héparine de muqueuse
intestinale de porc ; la majorité des composants de la livaraparine calcique
possedent une structure acide 2-O-sulfo-a-L-idopyranosuronique a
I'extrémité non réductrice de leur chaine et une structure 6-O-sulfatée a
I'extrémité réductrice de leur chaine ; la masse moléculaire relative moyenne
est de 3000 a 5000, 75% étant inférieur a 8000 ; le degré de sulfatation par
unité disaccharide est voisin de 2

sal calcica de una heparina de baja masa molecular obtenida de heparina de
mucosa intestinal de cerdo por despolimerizaciéon con acido nitroso; la mayoria
de los componentes de la livaraparina célcica tienen acido 2-O-sulfo-
a-L-idopiranosurénico en el extremo no reductor de la cadena y una
estructura 6-O-sulfatada en el extremo reductor de la cadena; la masa
molecular relativa media es de 3000 a 5000, siendo el 75% inferior a 8000; el
grado de sulfatacién por unidad de disacarido es aproximadamente 2

manifaxine (2S,3S,5R)-2-(3,5-difluorophenyl)-3,5-dimethylmorpholin-2-ol
manifaxine (2S,3S,5R)-2-(3,5-difluorophényl)-3,5-diméthylmorpholin-2-ol
manifaxina (2S,3S,5R)-2-(3,5-difluorofenil)-3,5-dimetilmorfolin-2-ol
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C’IZH’ISFZNOZ
CHj
0 --H
HO.
F NH
H CH,
F

miglustatum

miglustat (2R,3R,4R,5S)-1-butyl-2-(hydroxymethyl)piperidine-3,4,5-triol

miglustat (2R,3R,4R,5S)-1-butyl-2-(hydroxyméthyl)pipéridine-3,4,5-triol

miglustat (2R,3R,4R,5S)-1-butil-2-(hidroximetil)piperidina-3,4,5-triol
CH,NO,

miriplatinum
miriplatin (SP-4-2)-[(1R,2R)-cyclohexane-1,2-diamine-N,N’]=
bis(tetradecanoato-O)platinum

miriplatine (SP-4-2)-[(1R,2R)-cyclohexane-1,2-diamine-N,N’]=
bis(tétradécanoato-O)platine

miriplatino (SP-4-2)-[(1R,2R)-ciclohexano-1,2-diamina-N,N’]=
bis(tetradecanoato-O)platino
C,H,N,O,Pt
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mirostipenum
mirostipen [23-methionine]lhuman myeloid progenitor inhibitory factor 1-(23-99)-peptide

mirostipen [23-méthionine]facteur 1 d’inhibition du précurseur myéloide humain-
(23-99)-peptide

mirostipeno [23-metioninal-(23-99)-péptido del factor 1 de inhibicién del progenitor
mieloide humano

C,H..N,.O...S

380" 614 112711379

MDRFHATS AD(;CISYTPR

|
SIPCSLLESY FETNSECSKP GVIFLTKKGR RFCANPSDKQ
VQVCMRMLKL  DTRIKTRKN

mureletecanum

mureletecan poly[[N-(2-hydroxypropyl)methacrylamide]-co-[camptothecin ester with
N-[6-(2-methacrylamidoacetamido)hexanoyl]glycine]-co-[N-[[(2-
hydroxypropyl)carbamoyllmethyllmethacrylamide]]

murélétécan copolymere de N-[(2RS)-2-hydroxypropyl]-2-méthylpropénamide, de
N-[2-[[6-[[2-[[(4 S)-4-éthyl-3,14-diox0-3,4,12,14-tétrahydro-
1H-pyrano[3’,4":6,7]indolizino[1,2-b]quinoléin-4-yl]oxy]-2-oxoéthyllamino]-
6-oxohexyllamino]-2-oxoéthyl]-2-méthylpropénamide et de
N-[2-[[(2RS)-2-hydroxypropyl]amino]-2-oxoéthyl]-2-méthylpropénamide

mureletecan poli[[N-(2-hidroxipropil)metacrilamidal-co-[ éster de camptotecina con
N-[6-(2-metacrilamidoacetamido)hexanoil]lglicinal-co-[N-[[(2-
hidroxipropil)carbamoil]metillmetacrilamidal]]

100

149



v h7'u 2 R HA0. 03%

WHO Drug Information, Vol. 16, No. 1, 2002

1.9 —RIA FRICFR 5 S0 Page 30

Recommended INN: List 47

nasaruplasum beta

nasaruplase beta

nasaruplase béta

nasaruplasa beta

prourokinase (enzyme-activating) human (clone pUK4/pUK18 protein moiety),
glycosylated (murine cell line SP2/0)

prourokinase (activateur d’enzyme) humaine glycosylée dont le géne est
cloné dans le vecteur pUK4/pUK18 et exprimée dans la lignée cellulaire
murine SP2/0

prourokinasa (activador de enzima) humana glicosilada cuyo gen se clona en
el vector pUK4/pUK18 y se expresa en la linea celular murina SP2/0

C;H,» N, O, S

2031 '3121° 7585 60131

| |
SNELHQVPSN CD(FLNGGTCV SNKYFSNIHW (IEN(IEPKKFGGQ

T
HCEIDKSKTC YEGNGHFYRG KASTDTMGRP CLPWNSATVL
QQTYHAHRSD | ALQLGLGKHN Y(FRNPDNRRR PWCYVQVGLK

I
PLVQECMVHD CADGKKPSSP PEELKFQCGQ KTLRPRFKII

GGEFTTIENQ PWFAATIYRRH RGGSVTYV?G GSLISP%WXE
SATHéFIDYP KKEDYIVYLG RSRLNSNTQG | EMKFEVENLI
LHKDYSADTL AHHNDIALLK IRSKEGRQAQ PSRTIQTICL
PSMYNDPQFG _IggEITGFGK EﬁSTDYLYPE QLKMTVVKLI
SHREQQQPHY YGSEVTTKML ?AADPQWKTD S?QGDSGGPL
VCSLQGRMTL TGIVSWGRGé ALKDKPGVYT RVSHFLPWIR

SHTKEENGLA L

* 1 glycosylation sites / sites de glycosylation / posiciones de glicosilacion

netoglitazonum

netoglitazone (5RS)-5-[[6-[(2-fluorophenyl)methoxy]naphthalen-2-ylmethyl]thiazolidine-
2,4-dione
nétoglitazone (5RS)-5-[[6-[(2-fluorophényl)méthoxy]naphtalén-2-ylJméthyljthiazolidine-
2,4-dione
netoglitazona (5RS)-5-[[6-[(2-fluorofenil)metoxi]naftalen-2-ilimetilltiazolidina-2,4-diona
C,H,,FNO,S
(0]

and enantiomer

(0]
J( et énantiomere
S enantiomero
NH Y
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ospemifenum
ospemifene

ospémiféne

ospemifeno

pegfilgrastimum
pegfilgrastim

pegfilgrastim

pegfilgrastim

pexelizumabum

2-[p-[(Z)-4-chloro-1,2-diphenyl-1-butenyl]phenoxylethanol
(Z)-2-[4-(4-chloro-1,2-diphénylbut-1-ényl)phénoxy]éthanol
2-[p-[(Z)-4-cloro-1,2-difenil-1-butenillfenoxiletanol

C,H,.C0,

N-(3-hydroxypropyl)methionylcolony-stimulating factor (human), 1-ether with
a-methyl-o-hydroxypoly(oxyethylene)

N-(3-hydroxypropyl)méthionylfacteur de stimulation de colonie humain,
1-éther avec le a-méthyl-w-hydroxypoly(oxyéthyléne)

N-(3-hidroxipropil)metionilfactor de estimulacion de colonias humano, 1-éter
con el a-metil-w-hidroxipoli(oxietileno)

CoioHipN,:0,,.8,(C,H,0),

849" 1347° 223724479

H3cho /\'kOWM

TPLGPASSLP QSFLLKCLEQ VRKIQGDGAA LQEKL?ATYK

LéHPEELVLL GHSLGIPWAP LSSCPSQALQ LAGCLSQLHS
GLFLYQGLLQ ALEGISPELG PTLDTLQLDV ADFATTIWQQ
MEELGMAPAL QPTQGAMPAF ASAFQRRAGG VLVASHLQSF
LEVSYRVLRH LAQP

pexelizumab immunoglobulin, anti-(human complement C5 a-chain) (human-mouse
monoclonal 5G1.1-SC single chain)

pexélizumab immunoglobuline, anti-(chaine-o. du complément C5 humain) (mono chaine de
I'anticorps monoclonal de souris humanisé 5G1.1-SC)

pexelizumab inmunoglobulina, anti-(cadena-o. del complemento C5 humano) (mono cadena
del anticuerpo monoclonal humanizado de ratéon 5G1.1-SC)
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pralnacasanum

pralnacasan (1S,9S)-N-[(2R,3S)-2-ethoxy-5-oxotetrahydrofuran-3-yl]-9-[(isoquinolin-
1-ylcarbonyl)amino]-6,10-dioxooctahydro-6-H-pyridazino[1,2-a][1,2]=
diazepine-1-carboxamide

pralnacasan (1S,9S)-N-[(2R,3S)-2-éthoxy-5-oxotétrahydrofuran-3-yl]-9-[(isoquinoléin-
1-ylcarbonyl)amino]-6,10-dioxooctahydro-6-H-pyridazino[1,2-a]=
[1,2]diazépine-1-carboxamide

pralnacasan (1S,9S5)-N-[(2R,3S)-2-etoxi-5-oxotetrahidrofuran-3-il]-9-[(isoquinolin-
1-ilcarbonil)amino]-6,10-dioxooctahidro-6-H-piridazino[1,2-a][1,2]diazepina-
1-carboxamida

C26H29N507
H 0]
(0] N
H H O V \'
P N. Hy H o
N . R
N H 0
5 O 3
CHg
o
pratosartanum
pratosartan 2-propyl-3-[[2'-(1 H-tetrazol-5-yl)biphenyl-4-ylJmethyl]-
5,6,7,8-tetrahydrocycloheptaimidazol-4(3H)-one
pratosartan 2-propyl-3-[[2'-(1 H-tétrazol-5-yl)biphényl-4-ylJméthyl]-
5,6,7,8-tétrahydrocycloheptaimidazol-4(3H)-one
pratosartan 2-propil-3-[[2'-(1 H-tetrazol-5-il)bifenil-4-iljmetil]-

5,6,7,8-tetrahidrocicloheptaimidazol-4(3H)-ona

C.HN.O

25 26 6
O
N=N
HN/ \N
2\ Z
NZQ_\
o
ragaglitazarum
ragaglitazar (-)-(2S)-2-ethoxy-3-[4-[2-(10H-phenoxazin-10-yl)ethoxy]phenyl]propanoic
acid
ragaglitazar (-)-acide (2S)-2-éthoxy-3-[4-[2-(10H-phénoxazin-10-yl)éthoxy]phényl]=
propanoique
ragaglitazar (-)-acido (2S)-2-etoxi-3-[4-[2-(10H-fenoxazin-10-il)etoxi]fenil]propanoico

103

152



v h7'u 2 R HA0. 03%

Recommended INN: List 47

1.9 —RIA FRICFR 5 S0 Page

WHO Drug Information, Vol. 16, No. 1, 2002

reslizumabum
reslizumab

reslizumab

reslizumab

ruboxistaurinum

ruboxistaurin

ruboxistaurine

ruboxistaurina

C,H,NO,
CH
le) 3
N /\/ H 'OJ
o ,
CO,H

immunoglobulin G4, anti-(human interleukin 5) (human-rat monoclonal
SCH 55700 y4-chain), disulfide with human-rat monoclonal SCH 55700 light
chain, dimer

immunoglobuline G4, anti-(interleukine 5 humaine ), (chaine y4 de I'anticorps
monoclonal de rat humanisé SCH 55700), dimere du disulfure avec la chaine
Iégére de I'anticorps monoclonal de rat humanisé SCH 55700

immunoglobulina G4, anti-(interleukina 5 humana ), (cadena y4 del anticuerpo
monoclonal humanizado de rata SCH 55700), dimero del disulfuro con la
cadena ligera del anticuerpo monoclonal humanizado de rata SCH 55700

(9S)-9-[(dimethylamino)methyl]-6,7,10,11-tetrahydro-9H,19H-5,21:12,17-
dimethenodibenzo[e,k]pyrrolo[3,4-h][1,4,13]oxadiazacyclohexadecene-
18,20-dione

(9S)-9-[(diméthylamino)méthyl]-6,7,10,11-tétrahydro-9H,19H-5,21:12,17-
diméthénodibenzo[e,k]pyrrolo[3,4-h][1,4,13]oxadiazacyclohexadécéne-
18,20-dione

(9S)-9-[(dimetilamino)metil]-6,7,10,11-tetrahidro-9H,19H-5,21:12,17-
dimetenodibenzo[e,k]pirrolo[3,4-h][1,4,13]oxadiazaciclohexadeceno-
18,20-diona

CZB H28N4O3
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semaxanibum
semaxanib

sémaxanib

semaxanib

senazodanum
senazodan

sénazodan

senazodan

silodosinum
silodosin

silodosine

silodosina

3-[(2)-(3,5-dimethylpyrrol-2-yl)methylene]-2-indolinone
(2)-3-[(3,5-diméthyl-1H-pyrrol-2-yl)yméthyléne]-1,3-dihydro-2 H-indol-2-one
3-[(2)-(3,5-dimetilpirrol-2-il)metileno]-2-indolinona

C15H14N20

6-[4-(pyridin-4-ylamino)phenyl]-4,5-dihydropyridazin-3(2H)-one
6-[4-(pyridin-4-ylamino)phényl]-4,5-dihydropyridazin-3(2H)-one
6-[4-(piridin-4-ilamino)fenil]-4,5-dihidropiridazin-3(2H)-ona

C.H,N,O

15" 14" "4
H
O
|
N/|
NN
H

(-)-1-(3-hydroxypropyl)-5-[(2R)-2-[[2-[2-(2,2,2-trifluoroethoxy)phenoxy]=
ethyllamino]propyl]-2,3-dihydro-1H-indole-7-carboxamide

(-)-1-(3-hydroxypropyl)-5-[(2R)-2-[[2-[2-(2,2,2-trifluoroéthoxy)phénoxy]=
éthyllamino]propyl]-2,3-dihydro-1H-indole-7-carboxamide

(-)-1-(3-hidroxipropil)-5-[(2R)-2-[[2-[2-(2,2,2-trifluoroetoxi)fenoxi]etil]=
amino]propil]-2,3-dihidro-1H-indol-7-carboxamida

CH_F.N.O

25 32 3 7374

N
07NN NH,

OH

105

154



v h7'u 2 R HA0. 03%

Recommended INN: List 47

1.9 —RIA FRICFR 5 S0 Page

WHO Drug Information, Vol. 16, No. 1, 2002

solifenacinum
solifenacin

solifénacine

solifenacina

tadalafilum
tadalafil

tadalafil

tadalafilo

tafluposidum
tafluposide

tafluposide

taflupésido

(3R)-1-azabicyclo[2.2.2]oct-3-yl (1S)-1-phenyl-3,4-dihydroisoquinoline-
2(1H)-carboxylate

(1S)-1-phényl-3,4-dihydroisoquinoléine-2(1H)-carboxylate de
(3R)-1-azabicyclo[2.2.2]oct-3-yle

(1S)-1-fenil-3,4-dihidroisoquinolina-2(1H)-carboxilato de
(3R)-1-azabiciclo[2.2.2]oct-3-ilo

C23 H26N202

< Ay

(6R,12aR)-6-(1,3-benzodioxol-5-yl)-2-methyl-
2,3,6,7,12,12a-hexahydropyrazino[1',2":1,6]pyrido[3,4-b]indole-1,4-dione

(6R,12aR)-6-(1,3-benzodioxol-5-yl)-2-méthyl-
2,3,6,7,12,12a-hexahydropyrazino[1',2":1,6]pyrido[3,4-b]indole-1,4-dione

(6R,12aR)-6-(1,3-benzodioxol-5-il)-2-metil-
2,3,6,7,12,12a-hexahidropirazino[1',2":1,6]pirido[3,4-b]indol-1,4-diona

C,HNO,

2 1973

4-[(5R,5aR,8aR,9S)-9-[[4,6-O-[(1R)-ethylidene]-
2,3-bisO-[(pentafluorophenoxy)acetyl]-B-p-glucopyranosyl]oxy]-6-oxo-
5,5a,6,8,8a,9-hexahydrofuro[3',4":6,7]naphtho[2,3-d]-1,3-dioxol-5-yl]-
2,6-dimethoxyphenyle dihydrogen phosphate

dihydrogénophosphate de 4-[(5R,5aR,8aR,9S)-9-[[4,6-O-[(1R)-éthylidéne]-
2,3-bisO-[(pentafluorophénoxy)acétyl]-B-p-glucopyranosyl]oxy]-6-oxo-
5,5a,6,8,8a,9-hexahydrofuro[3',4":6,7]naphto[2,3-d]-1,3-dioxol-5-yl]-
2,6-diméthoxyphényle

dihidrogenofosfato de 4-[(5R,5aR,8aR,9S)-9-[[4,6-O-[(1R)-etilideno]-
2,3-bisO-[(pentafluorofenoxi)acetil]-B-p-glucopiranosil]oxi]-6-oxo-
5,5a,6,8,8a,9-hexahidrofuro[3',4".6,7]nafto[2,3-d]-1,3-dioxol-5-il]-
2,6-dimetoxifenilo
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telberminum
telbermin

telbermine

telbermina

tenivastatinum
tenivastatin

ténivastatine

tenivastatina

C,H.F.O,P

45" 35" 10720

HsC™”

vascular endothelial growth factor (human), dimer
facteur de croissance de I'endothélium vasculaire humain (dimére)
factor de crecimiento del endotelio vascular (humano), dimero

C.o oMM O.eeS

1612° '2536° "500 498 44

*APMAEGGGQN HHEVVKFMDV YQRSYEEFIE TLVDIFQEYE
4—\’—>
DEIEYIFKPS EZFLMREE?C CNDEGLECVP TEESNITMQI

MRIKPHQGQH IGEMSFLQHN KCECRPKKDR ARQENP(]?GP()?

[ T ]
SERRKHLFVQ DPQTCKCSCK NTDSRCKARQ LELNERTCRC

DKPRR

L : disulfide / disulfure / disulfuro

(3R,5R)-7-[(1S,2S,6R,8S,8aR)-8-[(2,2-dimethylbutanoyl)oxy]-2,6-dimethyl-
1,2,6,7,8,8a-hexahydronaphtalen-1-yl]-3,5-dihydroxyheptanoic acid

acide (3R,5R)-7-[(1S,2S,6R,8S,8aR)-8-[(2,2-diméthylbutanoyl)oxy]-
2,6-diméthyl-1,2,6,7,8,8a-hexahydronaphtalén-1-yl]-
3,5-dihydroxyheptanoique

acido (3R,5R)-7-[(1S,2S,6R,8S,8aR)-8-[(2,2-dimetilbutanoil)oxi]-2,6-dimetil-
1,2,6,7,8,8a-hexahidronaftalen-1-il]-3,5-dihidroxiheptanoico
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tesaglitazarum
tesaglitazar

tésaglitazar

tesaglitazar

tofimilastum

CO,H

(2S)-2-ethoxy-3-[4-[2-[4-[(methylsulfonyl)oxy]phenyl]lethoxy]phenyl]=
propanoic acid

acide (2S)-2-éthoxy-3-[4-[2-[4-[(méthylsulfonyl)oxy]phényl]éthoxy]phényl]=

propanoique
acido (2S)-2-etoxi-3-[4-[2-[4-[(metilsulfonil)oxilfenilletoxi]fenillpropanoico

C,H,0.S

20 2477

CH
(0] 3
o 0 H OJ
\// /
/S\
H,c” Yo CO,H

tofimilast 9-cyclopentyl-7-ethyl-3-(thiophen-2-yl)-6,9-dihydro-5H-pyrazolo[3,4-c]-
1,2,4-triazolo[4,3-a]pyridine
tofimilast 9-cyclopentyl-7-éthyl-3-(thiophén-2-yl)-6,9-dihydro-5H-pyrazolo[3,4-c]-
1,2,4-triazolo[4,3-a]pyridine
tofimilast 9-ciclopentil-7-etil-3-(tiofen-2-il)-6,9-dihidro-5 H-pirazolo[3,4-c]-
1,2,4-triazolo[4,3-a]piridina
C18H21NSS
N
N>\®
S
108
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xidecaflurum

xidecaflur 2,2-[(92)-9-octadecenylimino]diethanol hydrofluoride

xidécaflur fluorhydrate de 2,2’-[(9Z)-octadec-9-énylimino]diéthanol

xidecaflur hidrofluoruro de 2,2 -[(92)-9-octadecenilimino]dietanol
CH,FNO,

H C\/\/\/\W\ OH
3 N/\/

" HF
L_on

zanapezilum
zanapezil 3-(1-benzylpiperidin-4-yl)-1-(2,3,4,5-tetrahydro-1H-1-benzazepin-
8-yl)propan-1-one

zanapeézil 3-(1-benzylpipéridin-4-yl)-1-(2,3,4,5-tétrahydro-1H-1-benzazépin-
8-yl)propan-1-one

zanapezilo 3-(1-bencilpiperidin-4-il)-1-(2,3,4,5-tetrahidro-1H-1-benzazepin-8-il)propan-
1-ona

(0]
N\D
NH
zonampanelum

zonampanel [7-(1H-imidazol-1-yl)-6-nitro-2,3-dioxo-3,4-dihydroquinoxalin-
1(2H)-yl]acetic acid

zonampanel acide [7-(1H-imidazol-1-yl)-6-nitro-2,3-dioxo-3,4-dihydroquinoxalin-
1(2H)-yl]acétique

zonampanel acido [7-(1H-imidazol-1-il)-6-nitro-2,3-dioxo-3,4-dihidroquinoxalin-
1(2H)-il]lacético

C._HN.O,

13" 9 5

CO,H

g

o)
%/NKINIO
O,N N0
H
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zoniporidum
zoniporide

zoniporide

zoniporida

zoticasonum

N-carbamimidoyl-5-cyclopropyl-1-(quinolin-5-yl)-1H-pyrazole-4-carboxamide

N-carbamimidoyl-5-cyclopropyl-1-(quinoléin-5-yl)-1 H-pyrazole-
4-carboxamide

N-carbamimidoil-5-ciclopropil-1-(quinolin-5-il)-1H-pyrazol-4-carboxamida

C HNO

17" 16" 6

zoticasone S-[(3R)-2-oxotetrahydrofuran-3-yl] 6c.,9-difluoro-12f3,17-dihydroxy-
160-methyl-3-oxoandrosta-1,4-diene-173-carbothioate

zoticasone 60,9-difluoro-12p3,17-dihydroxy-16a-méthyl-3-oxoandrosta-1,4-diéne-
17B3-carbothioate de S-[(3R)-2-oxotétrahydrofuran-3-yle]

zoticasona 60,9-difluoro-12f3,17-dihidroxi-16a-metil-3-oxoandrosta-1,4-dieno-
17B-carbotioato de S-[(3R)-2-oxotetrahidrofuran-3-ilo]
C,H,F,0S

110

159



v~ b 71 A R A0, 03% 1.9 — ML FRICHR D CE Page 40

WHO Drug Information, Vol. 16, No. 1, 2002 Recommended INN: List 47

AMENDMENTS TOPREVIOUSLISTS
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES ALAS LISTAS ANTERIORES

Proposed International Nonproprietary Names (Prop. INN): List 59

Dénominations communes internationales proposées (DCIl Prop.): Liste 59

Denominaciones Comunes Internacionales Propuestas (DCI Prop.): Lista 59

(WHO Drug Information/Informations pharmaceutiques OMS/Informaciones farmaceuticas de la OMS,
Vol. 2, No. 2, 1988)

p. 16  delete/supprimer/suprimase insert/insérer/insértese

levoglutamidum glutaminum
levoglutamide glutamine
|évoglutamide glutamine
levoglutamida glutamina

Recommended International Nonproprietary Names (Rec. INN): List 42
Dénominations communes internationales recommendées (DCI Rec.): Liste 42
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 42
(WHO Drug Information, Vol. 13, No. 3, 1999)

suprimase insértese
p. 184 carabersato carabersat
p. 207 tonabersato tonabersat

Recommended International Nonproprietary Names (Rec. INN): List 44
Dénominations communes internationales recommendées (DCI Rec.): Liste 44
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 44
(WHO Drug Information, Vol. 14, No. 3, 2000)

p. 199 delete/supprimer/suprimase insert/insérer/insértese

nebostinelum neboglaminum
nebostinel neboglamine
nébostinel néboglamine
nebostinel neboglamina

p. 199 onerceptum
onercept replace the description by the following:
TNF-BP-(20-180)-peptide (part of extracellular domain of the glycosylated
human Tumor Necrosis Factor Receptor 1)

onercept sustituyase la descripcion por la siguiente:
péptido (20-180) TNF-BP (parte del dominio extracelular del receptor 1
humano del factor de necrosis tumoral glicosilado)

11
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Recommended International Nonproprietary Names (Rec. INN): List 45
Dénominations communes internationales recommendées (DCI Rec.): Liste 45
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 45
(WHO Drug Information, Vol. 15, No. 1, 2001)

p. 55 evernimicinum
evernimicina sustituyase la descripcion por la siguiente:

0-3-C-metil-4-O-metil-3-nitro-2,3,6-tridesoxi-a-L-arabino-hexopiranosil-
(1—3)-0-4-0-(3,5-dicloro-4-hidroxi-2-metoxi-6-metilbenzoil)-2,6-didesoxi-
B-p-arabino-hexopiranosil-(1—4)-0-(1R)-2,6-didesoxi-p-arabino-
hexopiranosilideno-(1—3-4)-0-3-C-metil-6-desoxi-3-pD-manopiranosil-
(1-3)-0-4-0O-metil-6-desoxi-B-p-galactopiranosil-(1—4)-2,6-di-O-metil-
B-p-manopiranosido de O-(1R)-4-O-(2,4-dihidroxi-6-metilbenzoil)-
2,3-O-metileno-p-xilopiranosilideno-(1—3-4)-o-L-lixopiranosilo

Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios generales

The text of the Procedures for the Selection of Recommended International Nonproprietary Names for Pharmaceutical
Substances and General Principles for Guidance in Devising International Nonproprietary Names for Pharmaceutical
Substances will be reproduced in uneven numbers of proposed INN lists only.

Les textes de la Procédure a suivre en vue du choix de dénominations communes internationales recommandées pour
les substances pharmaceutiques et des Directives générales pour la formation de dénominations communes internatio-
nales applicables aux substances pharmaceutiques seront publiés seulement dans les numéros impaires des listes
des DCls proposées.

El texto de los Procedimientos de seleccion de denominaciones comunes internacionales recomendadas para las
sustancias farmacéuticas y de los Principios generales de orientacion para formar denominaciones comunes
internacionales para sustancias farmacéuticas aparece solamente en los nimeros impares de las listas de DCI propuestas.
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(Z)-7-[(1R,2R,3R,5S)-3,5-dihydroxy-2-[(1E,3S)-3-hydroxy-5-phenyl-1-pentenyl]

cyclopentyl]-N-ethyl-5-heptenamide
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328 JR¥
3284 FEEOEH
32.8.4.1 Specification Allergan Inc. 248 TR AT
32842 Analytical procedures Allergan Inc. s NS PR
3.2.8.4.3 Validation of analytical procedures Allergan Inc. 248 TR FEAMG &R
3.2.8.43.1 Validation of PF-G-021 — Residual Solvents (Ethyl Acetate and Heptanes) Allergan Inc. s NS E PR
3.2.8.43.2  |Validation of PF L 029 — Bimatoprost Identity, Assay, and Related Substances by HPLC Allergan Inc. sk TR AR
32.8.43.3  |Validation of PF-ID-011 - Identification of Bimatoprost by FT-IR . 24 TS E PR
3.2.8.4.3.4.1 [Validation of USP<231> Heavy Metals, Method 11 Allergan Inc. sk NS FEAMERE
3.2.8.43.42 [Comparative Results of Heavy Metals in Bimatoprost Drug Substance Tested to USP and JP
32844 Batch analyses Allergan Inc. s NS R R
3.2.8.4.5 Justification of Specification Allergan Inc. 24 TR AT
3.2.8.5 RERGIEEME
3285 |Referense Standards and Materials | Allergan Inc. sk NS FEAMZORE
32.p A
3.2.p.1 BEIR UKL
32.P.1 |Dcscription and composition of drug product [Bimatoprost Solution 0.03%)] | Allergan Inc. 24 TR FEAMG R
3.2.p2 BFIBAR O
32.P2.1 Components of the drug product [Bimatoprost Solution 0.03%)] Allergan Inc. 24 FEPAER FEAMG R
32.P22 Drug product [Bimatoprost Solution 0.03%] Allergan Inc. s NS E AT TR
32.P2.3 Manufacturing process development [Bimatoprost Solution 0.03%] Allergan Inc. biZ4S AR P R
32.P24 Container closure system/applicator [Bimatoprost Solution 0.03%] Allergan Inc. s NS AR
32.P25 Microbiological attributes [Bimatoprost Solution 0.03%)] Allergan Inc. 248 RN Bl
32.P2.6 Compatibility [Bimatoprost Solution 0.03%)] Allergan Inc. sk S PTG R

32.p3 B
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32.P3.1 Manufacturer(s) [Bimatoprost Solution 0.03%)] Allergan Inc. s RPN AT
32.P32 Batch formula [Bimatoprost Solution 0.03%)] Allergan Inc. 4N RS R R
32.P.3.3 Description of manufacturing process and process controls [Bimatoprost Solution 0.03%) Allergan Inc. ok FEAER AT
32.P34 Controls of critical steps and intermediates [Bimatoprost Solution 0.03%] Allergan Inc. s LSS AR
32.P35 Process validation and/or evaluation [Bimatoprost Solution 0.03%) Allergan Inc. 248 RN FEA A
3.2.P4  HIMAIOEHE
32.P4.1 Specifications [Bimatoprost Solution 0.03%] Allergan Inc. 248 RN FEAM A
32.p42 Analytical procedures [Bimatoprost Solution 0.03%] Allergan Inc. sk LSS FEAM R
32.P43 Validation of analytical procedures [Bimatoprost Solution 0.03%) Allergan Inc. st TN #E FFAM A
32.P.44 Justification of specifications [Bimatoprost Solution 0.03%] Allergan Inc. 248 RS S PG R
32.P45 Excipients of human or animal origin [Bimatoprost Solution 0.03%) Allergan Inc. st TN E FEAMG B
32.P.4.6 Novel excipients [Bimatoprost Solution 0.03%] Allergan Inc. sk PSS FEAMG R
32.p5 BEOEHE
3.2.P5.1 Specifications [Bimatoprost Solution 0.03%] Allergan Inc. s TN E FEAG B
32.P52 Analytical procedures [Bimatoprost Solution 0.03%] Allergan Inc. sk S FEAG R
32.P53 Validation of analytical procedures [Bimatoprost Solution 0.03%) Allergan Inc. sk TN E FEAG A
32.P53 Validation of HPLC analysis procedure for benzalkonium chloride and label leachables (Method Allergan Inc. ok R AR
AP-L127) [Bimatoprost Solution, 0.03%]
3.2.P53 Validation of HPLC analysis procedure for bimatoprost, impurities, and container leachables Allergan Inc. HEsh P T
Attachment Validation report (VR01-AP-L297-22) for HPLC procedure AP-L.297-22 for determination of Allergan Inc. s RN PR
32.P53 AGN 192024 and its impurities in Latisse preserved ophthalmic solution (9106XB)
32.P53 Validation of thin layer chromatography identification procedure for bimatoprost (Method AP- Allergan Inc. s NS PR
32.P.5.4 Batch analyses [Bimatoprost Solution 0.03%] Allergan Inc. 248 RPN AT
32.P55 Characterisation of impurities [Bimatoprost Solution 0.03%] Allergan Inc. s RS PR
3.2.P.5.6 Justification of specification [Bimatoprost Solution 0.03%)] Allergan Inc. 248 RN AT
3.2.P.6 RS IEENE
3.2.P.6 |Rcfcrcncc standards or materials [Bimatoprost Solution 0.03%)] | Allergan Inc. | 248 | RN | AT
3.2.P.7 REBROMEAR
32.p7 |C0ntainer closure system [Bimatoprost Solution 0.03%] | Allergan Inc. | s | TS | AR
32.P8 TEM
32.p8.1 Stability summary and conclusions [Bimatoprost Solution 0.03%)] Allergan Inc. 24 LSS AR
32.P8.2 Post-approval stability protocol and stability commitment [Bimatoprost Solution 0.03%)] Allergan Inc. 248 TS PR
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3.2.P.83 Stability data [Bimatoprost Solution 0.03%)] Allergan Inc. s RPN AT
32.P83.1 Update to Stability Data [Bimatoprost Solution 0.03%] Allergan Inc. st RS PR
324 ZOM
32.A2 Adventitious agents safety evaluation report [Bimatoprost Solution 0.03%] Allergan Inc. s RS PR
32.A3 Novel excipients [Bimatoprost Solution 0.03%] Allergan Inc. 248 RN A
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33 BEXR

33 Prolonged increase in dietary phosphate intake alters bone Huttunen MM J Nutr Biochem
mineralization in adult male rats et al. (2006) Vol.17, p479-484
Dietary and genetic evidence for phosphate toxicity accelerating Ohnishi M FASEBJ
mammalian aging Razzaque MS (2010) Vol. 24, p3562-3571
Phosphate toxicity: new insights into an old problem Razzaque MS Clin Sci (London)

(2011) Vol. 120, p91-97
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vasorelaxation and ocular surface hyperemia
BIO-99-315

I E R ZA bV RS p . ; - AL L
o R4 " i
£ Document No. e AR S M 5 P R Fei ™
42 RBRHEEE
421 FEHERBR
4.2.1.1 Effect of bimatoprost (Lumigan®) on the eyelashes of mice - Allergan Inc. HiEsh TN E R FEAL R
BIO-07-630
The pharmacology of AGN 192024 [ ] Allergan Inc. sk FENE R ZE LR
BIO-94-068
The effects of AGN 192024 on the isolated uterus from - Allergan Inc. g4k HNE R BEGR
rabbit, mouse, rat, and human
BI0O-98-273
4212 Tyrosinase activity and melanin in bovine iris organ cultures - Allergan Inc. AN FEP R ZEER
exposed to AGN 192024
BI0-99-324
Pigmentation studies in normal human epidermal melonocytes - Allergan Inc. %N [l ZE G
exposed to AGN 192024
BI0-99-326
Studies in melonogenesis in S-91 cells - Allergan Inc. %S TR ZE LR
BIO-00-327
Effects of AGN 192024 and latanoprost on iris color in - Allergan Inc. 24N HNE R ZEG R
Cynomolgus monkeys after 1 year of topical treatment-
Allergan study TX97026
B10-00-328
4213  |Effect of AGN192024 and AGN192151 on spontancous motor| [N Allergan Inc. N KRR ZEER
activity
BIO-96-099
The relationship between prostanoid FP receptor mediated - Allergan Inc. 24 FEPAE R ZHEER
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validation for the quantitation of AGN 192024 and AGN
191522 in mouse blood using liquid chromatography-tandem
mass spectrometry

PK-97-065-001
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4.2.1.3 Comparison of vasorelaxation of the rabbit jugular vein by - Allergan Inc. 24N FEPNE R ZE LR
AGN 192024 and AGN 191835 in the presence or absence of
indomethacin
BIO-00-331
General pharmacological study of AGN 192024 - ] &R ZEEE}
BIO-00-355
422 EYEEABR
4221  [Stability of AGN 192024 and AGN 191522 in mouse, rat, | Allergan Inc. iz ENEE AT
rabbit and monkey blood stored in acetonitrile: methanol at - ~
20°C for up to 27 weeks -
PK-00-156
Quantitation of AGN 192024 (bimatoprost) and its metabolite, -— 2N FENE R FEAL R
AGN 191522, in mouse blood and skin samples for a ~
transdermal study in mice -
PK-04-122
Partial validation of bioanalytical method for the quantitation - Allergan Inc. 28 FENE R T
of AGN 192024 and AGN 191522 in mouse skin using liquid
chromatography tandem mass spectrometry
PK-04-143
Record of method qualification Bioanalytical method - Allergan Inc. sk HENE R FEAL R
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4221 Bioanalytical method validation for quantitation of AGN Allergan Inc. 24N FEPNE R FEALL R
192024 and AGN 191522 in monkey blood using liquid
chromatography-tandem mass spectrometry
PK-97-070
Bioanalytical method validation for the quantitation of AGN Allergan Inc. Iz &R B LR
192024 and AGN 191522 in rat blood using liquid
chromatography-tandem mass spectrometry
PK-97-064
Bioanalytical method validation for quantitation of AGN Allergan Inc. 24N TR ZEG R}
192024 and AGN 191522 in monkey blood using liquid
chromatography-tandem mass spectrometry
PK-97-065
Bioanalytical method validation for the quantitation of AGN Allergan Inc. 28 FENE R ZEER

192024 and AGN 191522 in rabbit blood using liquid
chromatography tandem mass spectrometry
PK-97-069

4222 Pharmacokinetic analysis of AGN 192024 in mouse for

T | FENERF Sk

Allergan study entitled “Bioanalytical study in C57BL/6 mice”’] Allergan Inc.

PK-04-157

Prediction of AGN-192024 exposure in skin following Allergan Inc. HiEsh TR B R FEAL R
multiple dose topical dermal application based on modeling of

single dose data in mice

PK-08-038

Pharmacokinetics of AGN 192024 in CD rats following single Allergan Inc. sk FENE R ZE G

intravenous or single oral administration
PK-00-025

THIRIRTE AT
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single intravenous or single oral administration
PK-00-017
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4222 A study to determine the ocular absorption and tissue - _ %S FEPNE R ZE LR
distribution of "H-AGN 192151 and *H-AGN 192024 after ~
multiple ocular dose to Cynomolgus monkey -
PK-97-013
Ocular pharmacokinetics and metabolism of SH-AGN 192024 - _ 24 B el
in monkeys for TSI study 3-C52 titled "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"
PK-97-032
Pharmacokinetics of AGN 192024 in sprague-dawley rats - Allergan Inc. sk TR ZE LR
following single intravenous or single oral administration ~
PK-98-035 [ ]
Intravenous pharmacokinetics and oral bioavailability of - Allergan Inc. S FHNEE ZEER
AGN 192024 in Cynomolgus monkeys ~
PK-98-036 -
Pharmacokinetics of AGN 192024 in Swiss-Webster mice | Allergan Inc. N KRR ZELR
following single intravenous or single oral administration ~
PK-98-037 [ ]
4223 [Pharmacokinetics of AGN 192024 in CD-1 mice following | Allergan Inc. S FENTEEF ZEVE
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4223 Ocular pharmacokinetics and metabolism of *H-AGN 192024 -— st PR SHL
in monkeys for TSI study titled "A study to determine the ~ Allergan Inc.
ocular absorption and tissue distribution of’ *H-AGN 192151 -
and *"H-AGN 192024 after a single ocular dose to Cynomolgus
monkeys"
PK-98-003
In vitro protein binding of SH-AGN 192024 in mouse, rat, - Allergan Inc. T4 FEP R ZE R
rabbit, monkey and human plasma, and bovine and human ~
serum albumin using ultrafiltration -
PK-98-126
In vitro binding of *H-AGN 192024 to synthetic melanin - Allergan Inc. 1Esh FEPNERE ZE R
PK-99-045 ~
In vitro protein binding of *H-AGN 192024 in human plasma, - Allergan Inc. HES+ FENE R ZEER
serum albumin and al-acid glycoprotein using ultrafiltration ~
PK-99-121 -

4224 In vitro metabolism of "H-AGN 192024 in rat, monkey and - Allergan Inc. st FPE R SERR
human liver slices
PK-97-004
Stability of AGN 192024 in rat, dog, monkey and human - Allergan Inc. Wk FENE R BEGR
blood and plasma up to ~
24 hours at various temperatures -
PK-97-005
Effect of AGN 192024 treatment on hepatic drug metabolizing Allergan Inc. HES- FRNEE ZEER
enzymes in rat and monkey ~
PK-99-100 [ ]
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4224 Metabolite profiles in blood, urine and feces of rat, monkey - sk &R ZE LR
and human following a single intravenous administration of H; ~
AGN 192024 -
PK-99-113 Allergan Inc.
Stability of AGN 192024 in mouse and rabbit blood and | Allergan Inc. 24N FEP R ZEER
plasma during storage at 0°C, 22°C and 37°C for 24 hours ~
PK-99-135 ]
In vitro metabolism of PGF2a, AGN 192151 and AGN 192024 [ Allergan Inc. HEA AR ZEGRE
in rat lung slices
PK-94-100
In vitro metabolism of AGN 192151 and AGN 192024 inrat | [ Allergan Inc. 2N KRR ZEER
liver slices
PK-94-103
In vitro metabolism of AGN 192024 in dog liver and lung - Allergan Inc. sk FEPER ZE LR
slices
PK-97-023

4225 Urinary and fecal recovery of radioactivity after intravenous - Allergan Inc. 4N HNE R BEGR
administration of "H-AGN 192024 to rats
PK-96-020
A mass balance and pharmacokinetics study of [3H]AGN - _ HES+ FEPNE R ZE LR
192024 following single intravenous administration to ~
Cynomolgus monkeys -
PK-97-026

423 FHERBR

4.2.3.1 AGN 192024: acute single dose intravenous injection safety - Allergan Inc. %N [l ZEGR
study in Sprague-Dawley rats
1012C-2968-59

173



v~ h7'a 2 R HFI0.03% 112 5488 IRAHER—& Page 11

I E ZA bV RS p . ; - AL L
o R I HH 3 R
T Document No. IR BRI T AR e BE LG

4.2.3.1 AGN 192024: acute single dose intraperitoneal injection safety] - Allergan Inc. %N FEPNE R ZE LR
study in Swiss-Webster mice
1893-3137-7

4232 One-month ocular and systemic safety study of hypotensive - Allergan Inc. 24N TN EE B LR
lipid (AGN 192024) in New Zealand White rabbits ~
1012C-2968-58 [ ]
AGN 192024: two-week intravenous injection safety study in - Allergan Inc. sk HNEREE ZE R
Sprague-Dawley rats ~
1012C-3137-4 [
AGN 192024: one month ocular and systemic safety study in - Allergan Inc. sk HENERER B
dogs ~
1012C-3137-5 [ ]
52-week ocular safety study with AGN 192024 in Cynomolzud | | NG WSt NS E ZEEF
monkeys ~
6177-110 -
4-week intravenous safety evaluation study of AGN 192024 in| [T T T 24N FEP RS ZEGE
Cynomolgus monkeys ~
6177-112 [ ]
17-week intravenous safety evaluation study of AGN 192024 - _ NIZYS RS E ZEER
in Cynomolgus monkeys ~
6177-113 [
AGN 192024: toxicity study by oral gavage administration to -— HTZAS NS E ZEEE
CD rats for 13 weeks followed by a 4 week recovery period ~
ALG 042/974323 I
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4232 AGN 192024: toxicity study by oral gavage administration to -_ _ %S RN ZE LR
CD-1 mice for 13 weeks followed by a 4 week recovery period| ~
ALG 043/974324 [ ]
AGN 192024 toxicity study by oral gavage administration to -__ %S RN ZE LR
CD rats for 13 weeks followed by a 4 week recovery period ~
ALG 044/982455 I
AGN 192024 toxicokinetic investigation following oral gavagg -_ %S FEPNE R ZE LR
administration to CD-1 mice for 2 weeks ~
ALG 050/983734 I
AGN 192024: toxicity study by oral gavage administration to -__ 24N N ZEG R}
CD rats for 52 weeks followed by a 8 week recovery period ~
ALG 056/992437 [ ]
AGN 192024: a one-month ocular and systemic safety study in| - Allergan Inc. sk HNEREE ZEG R
Dutch-Belted rabbits ~
TX97032 [ ]
AGN 192024: six month ocular safety study in Dutch Belted - Allergan Inc. 28 TR R ZEER
rabbits with a one month recovery period ~
TX98004 [
AGN 192024: one-month intravenous injection safety study in - Allergan Inc. HiEsh PR ZE LR
Sprague-Dawley rats (GLP) ~
TX98014 [ ]
4.2.33.1 Salmonella/Escherichia coli mutagenicity assay - s TR ZE G
G95BN52.503003 ~
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423.3.1  |Reduced volume L5178Y/TK"” mouse lymphoma mutagenesis T4 RN P v
assay

GI95BN52.702005
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4.2.3.3.2  |In vivo mouse micronucleus assay with AGN 192024 sk P

19471-0-4550ECD
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4.2.34.1 Carcinogenicity study by oral gavage administration to CD-1
mice for 104 weeks
ALG 053/984511

AGN 192024 carcinogenicity study by oral gavage
administration to CD rats for 104 weeks
ALG 058/984512
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I
i
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5
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4.2.3.5.1 |Oral (gavage) fertility and general reporduction study of AGN sk HNERER
192024 in rats

1801-013

AN KR ZEGE

4.2.3.52 |Oral (stomach tume) dosage-range developmental toxicity
study of AGN 192024 in rabbits

1801-012P

Oral (gavage) dosage-range developmental toxicity study of sk FERNEER ZEER
AGN 192024 in rats

1801-013P

Oral (gavage) developmental toxicity study of AGN 192024 in s+ NS E ZEER
rats

1801-018

&
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>
%
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Oral (gavage) dosage-range developmental toxicity study of
AGN-192024 in mice
TX99020
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42.3.5.2 |Oral (gavage) developmental toxicity study of AGN-192024 in -_ T4 NG S SEGE
mice BRHERK
TX99038

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

TX99057

\\>\\~
Ny
¥
e

4.2.3.7.1 Antigenicity study in guinea pigs: systemic anaphylaxis and
passive cutaneous anaphylaxis reactions
TX99053

Passive cutaneous anaphylaxis (PCA) assay in rodents
TX99054

rZA KPR BE LR

L.

I LR
|
]
]

4.2.3.7.2  |Guinea pig sensitization-Maximization test
(Magnusson-Kligman)
TX99052

T RS SEGH
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4.3 Comparison of once- or twice-daily bimatoprost with twice-daily timolo|Brandt JD Ophthalmology
in patients with elevated IOP a 3-month clinical trial etal. (2001) Vol. 108, p1023-1032
Effects of AGN 192024, a new ocular hypotensive agent, on aqueous  |Brubaker RF Am J Ophthalmol
dynamics et al. (2001) Vol. 131, p19-24
Mechanism of ocular hypotensive action of bimatoprost (Lumigan) in  [Christiansen GA Ophthalmology
patients with ocular hypertension or glaucoma etal. (2004) Vol. 111, p1658-1662
The synthesis and biological activity of potent, selective, luteolytic Crossley NS Prostaglandins
prostaglandins (1975) Vol. 10, p5-18
Induction of lactogenesis and abortion by prostaglandin F2a in pregnant[Deis RP Nature
rats (1971) Vol. 229, p568
Periorbital changes associated with topical bimatoprost Filippopoulos T Ophthal Plast Reconstr Surg

etal. (2008) Vol. 24, p302-307
Three-month comparison of bimatoprost and latanoprost in patients with|Gandolfi S Adv Ther
glaucoma and ocular hypertension et al. (2001) Vol. 18, p110-121
One-year, randomized study comparing bimatoprost and timolol in Higginbotham EJ Arc Ophthalmol
glaucoma and ocular hypertension et al. (2002) Vol. 120, p1286-1293
Uterine luteolytic hormone: a physiological role for prostaglandin F2o. [Horton EW Physiol Rev
Poyser NL (1976) Vol. 56, p595-651

Prostaglandins modulate hormonal effects on rabbit myometrial o1- Hurd WW Endocrinology
adrenergic responses etal. (1991) Vol. 129, p1436-1442
Investigation of the prostaglandin E (EP-) receptor subtype mediating [Lawrence RA Br J Pharmacol
relaxation of the rabbit jugular vein Jones RL (1992) Vol. 105, p817-824
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4.3 Identification and pharmacological characterization of the prostaglandin [Liang Y Br J Pharmacol
FP receptor and FP receptor variant complexes etal. (2008) Vol. 154, p1079-1093
A 6-month randomized clinical trial of bimatoprost 0.03% versus the ~ [Manni G Graefe Arch Clin Exp
association of timolol 0.5% and latanoprost 0.005% in glaucomatous |et al (2004) Vol. 242, p767-770
patients
A Six-month randomized clinical trial comparing the intraocular Noecker RS Am J Ophthalmol
pressure-lowering efficacy of bimatoprost and latanoprost in patients  |et al. (2003) Vol. 135, p55-63
with ocular hypertension or glaucoma
A comparison of latanoprost, bimatoprost, and travoprost in patients Parrish RK Am J Ophthalmol
with elevated intraocular pressure: a 12-week, randomized, masked- etal. (2003) Vol. 135, p688-703
evaluator multicenter study
Morphological changes in the anterior eye segment after long-term Richter M Invest Ophthalmol Vis Sci
treatment with different receptor selective prostaglandin agonists and a et al. (2003) Vol. 44, p4419-4426
prostamide
Influence of prostaglandin F2o and its analogues on hair regrowth and [Sasaki S Exp Dermatol
follicular melanogenesis in a murine model et al. (2005) Vol. 14, p323-328
Prostaglandin-induced iridial pigmentation in primates Selen G Surv Ophthalmol
etal. (1997) Vol. 41, pS125-S128
Bimatoprost and prostaglandin F2a selectively stimulate intracellular  [Spada CS Exp Eye Res
calcium signaling in different cat iris sphincter cells etal. (2005) Vol. 80, p135-145
Participation of intraluteal progesterone and prostaglandin F2a in LH-  [Stocco CO J Endocrinol
induced luteolysis in pregnant rat Deis RP (1998) Vol. 156, p253-259
Failure of parturition in mice lacking the prostaglandin F receptor Sugimoto Y Science
etal. (1997) Vol. 277, p681-683
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4.3 The effect of azone on ocular levobunolol absorption: calculating the  [Tang-Liu DDS Pharm Res

area under the curve and its standard error using tissue sampling Burke PJ (1988) Vol. 5, p238-241
compartments

Characterization of an in vivo model for the study of eyelash biology  [Tauchi M Br J Dermatol

and trichomegaly: mouse eyelash morphology, development, growth et al. (2010) Vol. 162, p1186-1197

cycle, and anagen prolongation by bimatoprost

Effect of latanoprost on hair growth in the bald scalp of the stump-tailed

Uno H

Acta Derm Venereol

macacque: a pilot study etal. (2002) Vol. 82, p7-12
Bimatoprost, prostamide activity, and conventional drainage Wan Z Invest Ophthalmol Vis Sci

et al. (2007) Vol. 48, p4107-4115
The incidence and time-course of latanoprost-induced iridial Wistrand PJ Surv Ophthalmol
pigmentation as a function of eye color etal. (1997) Vol. 41, pS129-S138
Bimatoprost: a novel antiglaucoma agent Woodward DF Cardiovasc Drug Rev

et al (2004) Vol. 22, p103-120
Identification of an antagonist that selectively blocks the activity of Woodward DF Br J Pharmacol
prostamides (prostaglandin-ethanolamides) in the feline iris et al. (2007) Vol. 150, p342-352
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eyelash prominence
192024-032

WG H A "V RS e . - AL L
o Document No. o R IR S i ] HOREAE PHEE Sk
52 BRARBR—EX
52 Tabular listing of all clinical studies %48 NS ZE LG
Tabular Listing
53 BRRHABRHES
532 b MAEGREEAWERDEEEEORRMEE
53.23 Effect of Bimatoprost on Isolated Human Scalp Hair Follicles - B eS| st RN RS E BE LR
BIO-10-876
535 AMMEROZEMRBRREE
5.3.5.1 A multicenter, double-masked, randomized, parallel-group - H AR 4] TS FEA
study assessing the safety and efficacy of once-daily ~
application of bimatoprost solution 0.03% compared to vehicle| -
in increasing overall eyelash prominence in Japanese subjects
with hypotrichosis of the eyelashes
192024-059
A multicenter, double-masked, randomized, parallel-group - AA M RS # FAIE
study assessing the safety and efficacy of once-daily ~
application of bimatoprost solution 0.03% compared to vehicle -
to treat chemotherapy-induced hypotrichosis of the eyelashes
in Japanese subjects
192024-067
A multicenter, double-masked, randomized, parallel study - KE s N E S5 E R}
assessing the safety and efficacy of once-daily application of ~ oo at
bimatoprost solution compared to vehicle in increasing overall -
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5.3.5.1 A 1-year, multicenter, double-masked, randomized, parallel- - KE s+ N E BE G

group study assessing the safety and efficacy of once-daily ~ Nk

application of bimatoprost 0.03% solution compared to vehicle -

to treat hypotrichosis of the eyelashes from varied etiologies 6]

month (Primary) Report-Amendment 1
192024-038

A l-year, multicenter, double-masked, randomized, parallel- - K[ HEFh NG E ZEE R
group study assessing the safety and efficacy of once-daily ~ E/NES|

application of bimatoprost 0.03% solution compared to vehicle -

to treat hypotrichosis of the eyelashes from varied etiologies 12
month (Final) Report
192024-038-12M

O
T

of
I
W
2
=

study assessing the safety and efficacy of once daily
application of bimatoprost solution 0.03% compared to vehicle
in increasing overall eyelash prominence in African Americang
with eyelash hypotrichosis
192024-039

A multicenter, double-masked, randomized, parallel-group - /S sk TR

A multicenter, double-masked, randomized, parallel study KE sk PR
assessing the safety and efficacy of once-daily application of
bimatoprost ophthalmic solutions 0.005% and 0.015%
compared with bimatoprost ophthalmic solution 0.03%
(LATISSE®) in increasing eyelash prominence

192024-051

iy
T

BE L

1l
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5.3.53 Analysis plan: integrated summary of safety of bimatoprost %S RN SEER
solution 0.03% for the treatment of subjects with hypotrichosis
of the eyelashes in overseas studies
ISS Analysis Plan
Hypotrichosis: demographics and baseline characteristics %S RN SEER
Demographics and Pre-Treatment Backgrounds ISS
Hypotrichosis: subject disposition and exit status I NS ZEER
Diposition and Exposure ISS
Hypotrichosis: all adverse events in descending incidences %S RN ZE LG
Adverse Events Analyses ISS-Japanese
Hypotrichosis: intraocular pressure (mmHg): Change from %4 TR EE SELR
baseline by visit
Other Safety Data Analyses ISS
Analysis plan: integrated summary of efficacy of bimatoprost %4 TR EE SELE
solution 0.03% for the treatment of subjects with hypotrichosis
os the eyelashes in overseas studies
ISE Analysis Plan
Demographic and baseline characteristics %4 TR E & ZELE
Demographic and Pre-Treatment Backgrounds ISE
Subject diposition and exit status HiZ4S P ZEEE
Diposition and Exposure ISE
At least a 1-grade increase from baseline in GEA at month 4 %4 TS SE Gk}
by demographics and baseline characteristics
Other Efficacy Data Analyses ISE
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5.3.53 Percent of bimatoprost-treated subjects reporting at least a 3- %S RN SE LR
point increase in ESQ domain 2 total score at month 4 by
GEA, grade increase from baseline and corresponding mean
change in eyelash length in study 192024-038
Other Efficacy Data Analysis Figures ISE
ESQ: change from baseline at month 4 domain 1 satisfaction %S RN SEER
with phtsical attributes of eyelashes
Health Outcomes Data Analyses ISE
5354 A Single-center Study of the Inter-rater and Intra-rater - H A M FEP BE LG
Reliability of the Global Eyelash Assessment Scale with
Photonumeric Guide for Assessment of Overall Eyelash
Prominence in Japanese Subjects
192024-066
Single-center Inter-rater and Intra-rater Reliability of the - KHE 248 RS B E R}
Global Eyelash Assessment (GEA) Scale With Photonumeric
Guide for Assessment of Overall Eyelash Prominence
192024-033
e Rk A s AR 2 5% & L-AGN1920) [ AA E[E NS E BELE
24D R -2k ~ (T-FFHRLHE)
301 I
AGN1920240 55 B ik U T iR 2 k5 & | EES B TR BELF
574 7T mA & OMEAER L E R etk ~ (T-AFHRLHE)
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5354 |AGNI1920240~L AT E— il L memit | R EES 7 RS E ZEGR
P LR L D A O R T AR ~ (TR
192024-904 e
A multicenter, double-masked, unevenly randomized, parallel, - eS| s+ R BEEE
active-controlled three month study (with treatment extended ~ T
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 12 month report
192024-008 12M
A multicenter, double-masked, randomized, parallel, 3-month - ES s+ PN BEEE
study (with treatment extended to 1 Year) of the safety and ~ F—=AKZ VT
efficacy of AGN 192024 0.03% ophthalmic solution - —a—vU—J K
administered once-daily or twice-daily compared with timolol
0.5% ophthalmic solution administered twice-daily in subjects
with glaucoma or ocular hypertension
192024-009 12M
A multicenter, double-masked, randomized, parallel, extension| - b NES| s+ PN SEEE
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
192024-014 24M
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5354 A multicenter, double-masked, randomized, parallel, extension - S o+ s E SE Gk
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 7R
192024-014 36M
A multicenter, double-masked, randomized, parallel, extension - S o+ N E SR}
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 48 report FER TR
092024-014 48M
In vitro metabolism of AGN 192024 in human ocular, lung, - S o+ PR E S5 LR}
and liver homogenates
BIO-95-087
In vitro permeability coefficients of a series of PGF2a - pNES| st PR E BEGR
analogues using human corneal and scleral tissue ~
PK-1933-078 [
Bioanalytical method quantification report - BS s+ PR BEGR
PK-00-004-01 ~
A pharmacokinetic report for "a single center, open-label, - pNES| st PR SEGE
pharmacokinetics and safety study of AGN 192024 0.03% ~
phthalmic solution administered twice-a-day for seven days in -
normal, healthy, elderly and young subjects
PK-00-065
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5354  |Stability of AGN 192024 and AGN 191522 in human blood | | >k WS NS E BELHR
after storage at -20°C for up to 12 months ~
PK-01-024 e
Penetration of PGF2a, PGE2, PGD2 and AH 13205 through - ES 4N N BE G
human cornea and sclera in vitro
PK-94-029
Bioanalytical method validation for the quantitation of AGN - KIE] biZ4s FEP R BEER
192024 and AGN 191522 in human blood using liquid ~
chromatography tandem mass spectrometry -
PK-98-007
In vitro metabolism of AGN 192024 in liver microsomes of - BN iZ4S RS S Gk}
mouse, rat, rabbit, monkey and human ~
PK-99-047 [ ]
Pharmacokinetic report for "The clinical pharmacology study - BN iZ4S RS BELER
on AGN 192024-phase I single dose instilation study"
PK-00-056
Pharmacokinetic report for "An investigation of the - x iZ4S NS E BEER
pharmacokinetics and safety of AGN 192024 0.01%, 0.03% ~
and 0.1% ophthalmic solutions administrated once-daily for 14| -
days in normal healthy subjects"
PK-00-202
An open-label study of the pharmacokinetics and safety - KI[E IZ4S PR ZELER

AGN 192024 0.03% solution in normal, healthy volunteers
PK-98-119
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data from the Allergan study 192024-009-00 titled “A multi-
center, double-masked, randomized, parallel, three-month
study (with treatment extended to one year) of the safety and
efficacy of AGN 192024 0.03% ophthalmic solution,
administered once-daily or twice-daily compared with timolol
0.5% ophthalmic solution administered twice-daily, in subjects|
with glaucoma or ocular hypertension”

PK-00-201
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FHhr Document No. [ BRI BAR el BE LG
5354 An open-label study of the pharmacokinetics and safety profile] - K sk NS R SELR
following twice-daily dosing of AGN 192024 0.03% ~
ophthalmic solution in normal, healthy volunteers for fourteen -
days
PK-99-040
A therapeutic drug monitoring report summarizing 12 month - BN sk PR E BEER
data from the Allergan study 192024-008-00 titled “A multi- ~
center, double-masked, randomized, parallel, three-month -
study (with treatment extended to one year) of the safety and
efficacy of AGN 192024 0.03% ophthalmic solution,
administered once-daily or twice-daily compared with timolol
0.5% ophthalmic solution administered twice-daily, in subjects
with glaucoma or ocular hypertension”
PK-00-200
A therapeutic drug monitoring report summarizing 12 month KE s+ RN SR
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5354  |in vitro metabolism of AGN 191045, AGN 192151 and AGN | | Kl iz HENREE BEEH
192024 in human liver slices using high pressure liquid
chromatography and mass spectrometry
PK-95-013
Identification of human hepatic cytochromes P-450 involved - K sk A SE Gk}
in the metabolism of AGN 192024 ~
PK-99-037 [
A single-center, open-label study of the pharmacokinetics, - K sk NS ZELRL
mass balance and safety of 3H-AGN 192024 following a ~
single intravenous administration in normal, healthy, male -
subjects
PK-99-001
Patient-reported outcomes dossier: eyelash satisfaction %48 LA SEE R
questionnaire (ESQ)
PRO Dossier (written for MAA)
Patient-reported outcomes dossier: sk NS ZEERL
9-item eyelash satisfaction questionnaire
(ESQ-9)
PRO Dossier (newly written for PMDA)
537 BET—F—ERROEHITE
53.7.1 SR — HA = FEN AR
FERI—BR
53.7.2 AERE kR HA = FEPN AR
HEFL R
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5.4 Language and translation issues Aquadro C Quality of life and pharmacoeconomics in clinical trials: 2nd Edition
etal. (Book)
(1996) Chapter 63, p575-586
The advanced glaucoma intervention study (AGIS): 7. The relationship [VanVeldhuisen PC Am J Ophthalmol
between control of intraocular pressure and visual field deterioration et al. (2000) Vol. 130, p429-440
Categorical data analysis Agresti A Categorical data analysis (Book)
(1990) p47-48, 59-66, 244-250
Structure and function of hair Ahlwadia G Informa Healthcare (Book)
(2012) p101-106
Eyelash outcomes questionnaire Allergan Inc. FEPE R (2006)
Eyelash outcomes questionnaire Allergan Inc. PN EE (2006a)
BEG program development and varidation of questionare #1 tutorial ~ |[Allergan Inc. FEPE B (2008)
slides
CAP domain responder definition Allergan Inc. LK (2009)
Measurement of psychological impact Allergan Inc. FENEEL (20092)
Validation of latisse patient-reported outcome measure (Questionnaire |Allergan Inc. FEPNE R (2009b)
#1): qualitative report
Further development and validation of the eyelash satisfaction Allergan Inc. FEPNE R (2009¢)
questionnaire
The eyelash satisfaction questionnaire Allergan Inc. PR (2010)
(ESQ):a user’s manual
Intraocular pressure and ocular side effects after prostaglandin F2 eye  [Alm A Proc Int Soc Eye Res IV
drops. A single dose-response study in humans et al. (1986)

191



v~ h7'm X R FI0.03%

1.12 5§58 WHER—%&

Page 29

IR

£ 2 A bv EH EET A
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literature study (2001) Vol. 10, p147-163
A unifying approach for confidence intervals and testing of equivalence |Bauer P Biometrika
and difference Kieser M (1996) Vo. 83, p934-937
Side effects of adjuvant chemotherapy: perceptions of node-negative  [Beisecker A Psycho-Oncol
breast cancer patients et al. (1997) Vol. 6, p85-93
The penetration of exogenous prostaglandin and arachidonic acid into, |Bito LZ Curr Eye Res
and their distribution within, the mammalian eye Baroody RA (1982) Vol. 1, p659-669
Sample size requirements for estimating intraclass correlations with Bonett DG Statist Med
desired precision (2002) Vol. 21, p1331-1335
Molecular mechanisms of chemotherapy-induced hair loss Botchkarev VA JID Symp Proc
(2003) Vol. 8, p72-75
A rapid and sensitive method for the quantitation of microgram Bradford MM Anal Biochem
quantities of protein utilizing the principle of protein-dye binding (1976) Vol. 72, p248-254
Comparison of once- or twice-daily bimatoprost with twice-daily timolo|Brandt JD Ophthalmology
in patients with elevated IOP a 3-month clinical trial (2001) Vol. 108, p1023-1031
Fluctuations in intra-ocular pressure with sleep: II. Time course of IOP |Brown B Ophthal Physiol Opt
decrease after waking from sleep et al. (1988) Vol. 8, p249-252
Effects of AGN 192024, a new ocular hypotensive agent, on aqueous  |Brubaker RF Am J Ophthalmol
dynamics et al. (2001) Vol. 131, p19-24
Mechanism of action of bimatoprost (LumiganTM) Brubaker RF Surv Ophthalmol
(2001) Vol. 45, pS347-S351
Levels of bimatoprost acid in the aqueous humour after bimatoprost Cantor LB Br J Ophthalmol
treatment of patients with cataract et al. (2007) Vol. 91, p629-632
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5.4 Reliability and validity assessment Carmines EG Reliability and validity assessment (Book)

Zeller RA (1979) p5-27, 29-35, 37-51, 53-57, 59-71
Psychological effects of androgenetic alopecia on women: Comparisons [Cash TF J Am Acad Dermatol
with balding men and with female control subjects etal. (1993) Vol. 29, p568-575
Lumilash focus group discussions summary report Caughlin J PR (2006)
Bimatoprost eyelash growth patient questionare evaluation phase II Caughlin J FEPNE R (2007)
focus group discussions summary report
Patient-reported outcomes: the example of health-related quality of life-d Chassany O Drug Inform J

European guidance document for the improved integration of health-  |et al. (2002) Vol. 36, p209-238
related quality of life assessment in the drug regulatory process

Studies using isolated uterine and other preparations show bimatoprost [Chen J Br J Pharmacol

and prostanoid FP agonists have different activity profiles etal. (2005) Vol. 144, p493-501
Bimatoprost: mechanism of ocular surface hyperemia associated with  |Chen J Cardiovasc Drug Rev
topical therapy et al. (2005) Vol. 23, p231-246
A new procedure for assessing reliability of scoring EEG sleep Cicchetti DV Am J EEG Tech
recordings etal. (1971) Vol. 11, p101-109

The effectiveness of intraocular pressure reduction in the treatment of
normal-tension glaucoma

Collaborative Normal-
Tension Glaucoma Study
Group

Am J Ophthalmol
(1998) Vol. 126, p498-505

Comparison of glaucomatous progression
between untreated patients with normal-
tension glaucoma and patients with
therapeutically reduced intraocular pressures

Collaborative Normal-
Tension Glaucoma Study
Group

Am J Ophthalmol
(1998) Vol. 126, p487-497
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5.4 Two-year double-masked comparison of bimatoprostwith timolol in Cohen JS Surv Ophthalmol
patients with glaucoma or ocular hypertension etal. (2004) Vol. 49, pS45-S52
Enhancing the growth of natural eyelashes: the mechanism of Cohen JS Dermatol Surg
bimatoprost-induced eyelash growth (2010) Vol. 36, p1-11
Prostaglandin metabolism in human hair follicle Colombe L Exp Dermatol
etal. (2007) Vol. 16, p762-769
Prostanoid receptors in anagen human hair follicles Colombe L Exp Dermatol
etal. (2008) Vol. 17, p63-72
How women receiving adjuvant chemotherapy for breast cancer cope  |Cowley L J Adv Nurs
with their treatment: a risk management perspective etal. (2000) Vol. 31, p314-321
Coeeficient alpha and internal structure of testes Cronbach LJ Psychometrika
(1951) Vol. 16, p297-334
Bimatoprost a review of its use in open-angle glaucoma and ocular Curran MP Drugs Aging
hypertension (2009) Vol. 26, p1049-1071
Re-evaluation of minimal important difference of the CAP domain of |DangJ ISQOL Poster Presentation
the eyelash satisfaction questionare etal. (2009)
Validation and assessment of measurement invariance of the eyelash DangJ ISPOR Poster Presentation
satisfaction questionare (ESQ) in US cancer patients et al. (2009)
Gatekeeping Strategies Dmitrienko A Analysis of Clinical Trial using SAS: A Practical Guide (Book)
etal. (2005) p104-120
A practioner's guide to cancer-related alopecia Dorr VJ Semin Oncol
(1998) Vol. 25 p562-570
The significance of the diurnal tension variations in normal and Drance SM Arch Ophthalmol
glaucomatous eyes (1960) Vo. 64 p494-501
Efficacy and safety of bimatoprost in patients with elevated intraocular [DuBiner H Surv Ophtalmol
pressure: a 30-day comparison with latanoprost etal. (2001) Vol. 45, pS353-S360
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5.4 Absorption through skin Dugard PH The Chemotherapy of Psoriasis (Book)
Scott RC (1984) p125-144
Absorption through the skin: theory, in vitro techniques and their Dugard PH Fd Chem Toxic
applications (1986) Vol. 24, p749-753
Alopecia and cutaneous complications of chemotherapy Durden FM Oncology: and evidence-based approach (Book)
Mirmirani P (2006) p1354-1362
nQuery advisor® version 6.0 user’s guide Elashoff JD
Anatomy and physiology of eyelash follicles: relevance to lash ablation |Elder MJ Ophthal Plast Reconstr Surg
procedures (1997) Vol. 13, p21-25
Reflection paper on the regulatory guidance for the use of health-related European Medicines Agency
quality of life (HRQL) measures in the evaluation of medical products (2005)
Management of hypotrichosis of the eyelashes: Focus on bimatoprost  [Fagien A Clin Cosme Invest Dermatol
(2010) Vol. 3, p39-48
A simple approximation for calculating sample sizes for comparing Fleiss JL Biometrics
independent proportions etal. (1980) Vol. 36, p343-346
Statistical methods for rates and proportions Fleiss JL Statistical methods for rates and proportions: 3rd Edition (Book)
(2003) p604-610
Social and cultural dimensions of hair loss in women treated for breast |Freedman TG Cancer Nurs

cancer

(1994) Vol. 17, p334-341

Three-month comparison of bimatoprost and latanoprost in patients with
glaucoma and ocular hypertension

Gandolfi S

Adv Ther
(2001) Vol. 18, p110-121
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5.4 Effect of bimatoprost on patients with primary open-angle glaucoma or |Gandolfi S Ophthalmology
ocular hypertension who are nonresponders to latanoprost (2003) Vol. 110, p609-614
Alopecia areata: evidence-based treatments Garg S Semin Cutan Med Surg
Messenger AG (2009) Vol. 28, p15-18
Pharmacokinetics Gibaldi M Pharmacokinetics
(1982) p445-449, 451-457
Effects of self-perceived hair loss in a community sample of men Girman CJ Dermatology
etal. (1998) Vol. 197, p223-239
The effects of prostaglandin F2a in the human eye Giuffre G Grafe's Arch Clin Exp Ophthalmol
(1985) Vol. 222, p139-141
Prostaglandin D2 reduces intraocular pressure Goh'Y Br J Ophthalmol
etal. (1988) Vol. 72, p461-464
Alopecia areata of eyelashes: A subset of alopecia areata Grandhe NP Dermatol Online J
Kanwar AJ (2004) Vol. 10, p13
The relation between excavation and visual field in glancoma patients |[Greve EL Doc Ophthalmol Proc Ser
with high and with low intraocular pressures Geijssen C (1983) Vol. 35, p35-42
The role of psychological factors in alopecia areata and the impact of thqGulec AT Int J Dermatol
disease on the quality of life et al. (2004) Vol. 43, p352-356
Methods to explain the clinical significance of health status measures  [Guyatt GH Mayo Clin Proc
etal. (2002) Vol. 77, p371-383
Patterned loss of hair in man: types and incidence Hamilton JB Ann NY Acad Sci
(1951) Vol. 53, p708-728
Development and validation of patient-reported outcomes tool for Hammond GC ISPOR
eyelash characteristics etal. (2009)
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5.4 Optimal management of hair loss (Alopecia) in children Harrison S Am J Clin Dermatol

Sinclair R (2003) Vol. 4, p757-770
Hypertrichosis of vellus hairs of the malar region after unilateral Hart J Am J Ophthalmol
treatment with bimatoprost Shafranov G (2004) Vol. 137, p756-757
Reduction of intraocular pressure Heiji A Arch Ophthalmol
and glaucoma progression results from the early manifest glaucoma trialfet al. (2002) Vol. 120, p1268-1279
One-year, randomized study comparing bimatoprost and timolol in Higginbotham EJ Arch Ophthalmol
glaucoma and ocular hypertension etal. (2002) Vol. 120, p1286-1293
Exogen involves gradual release of the hair club fibre in the vibrissa Higgins CA Exp Dermatol
follicle model et al. (2009) Vol. 18, p793-795
The side effects of the prostaglandin analogues Hollo G Expert Opin Drug Saf

(2007) Vol. 6, p45-52

The psychological impact of alopecia Hunt N BMJ

McHale S (2005) Vol. 331, p951-953
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(2002) Vol. 19, p779-781

Ocular complications of systemic cancer chemotherapy Imperia PS Surv Ophtalmol

etal. (1989) Vol. 34, p209-230
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(2005) Vol. 59, p553-557

Induction of hair growth by implantation of cultured dermal papilla cells|Jahoda CAB Nature

etal. (1984) Vol. 311, p560-562
Induction of follicle formation and hair growth by vibrissa dermal Jahoda CAB Development

papillae implanted into rat ear wounds: vibrissa-type fibres are specified
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Prostaglandin-induced hair growth Johnstone MA Surv Ophthalmol

Albert DM (2002) Vol. 47, pS185-S202
HARNIE ARSI A R T A BT AR AT H R
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Finasteride in the treatment of men with Kaufman KD J Am Acad Dermatol
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Comparison of the ocular hypotensive lipid AGN 192024 with timolol
dosing, efficacy, and safety evaluation of a novel compound for
glaucoma management
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The measurement of observer agreement for categorical data

Landis JR
Koch GG

Biometrics
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5.4 Average partial association in three-way contingency tables: a review [Landis JR Int Statis Rev
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Levobunol a four-year study of efficacy and safety in glaucoma
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Comparison of prostaglandin F2a, bimatoprost (prostamide), and
butaprost (EP2 agonist) on Cyr61 and connective tissue growth
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