Alcon PACKAGING

SPECIAL INSTRUCTIONS:

Alcon PROOFREADING REPORT

ALe name AAA2224 L BMTPST 2_5ML é‘l’_‘x'& COATING
ARTIST: P REV:  DATE % @)  NOTATIONS

®) @) c 020213 -DIE VINYL
DIMENSIONS / DRAWING NUMBER:

®
Alcon B

8:54 am, Mar 14, 2013

[] Docuproof System APPROVALS:
[ Proofreading O
L] Text Verification System (TVS) [ Correct & Return
[J SRS Compare SETTINGS: INSPECTION RESULTS: | sycnaTURE:
TYPE OF INSPECTION: Dimmer: # of Enrors:
[ Electronic / Electronic Aperture:
[ Hardcopy / Hardcopy Zoom:
___ #ofimages  Foauss OATE
==
LBLPS, SAMPLE BOTTLE
PKG. ENG. USE ONLY
A00O7S-- |
1. TEXT, COLOR & COATING AREA. 04/08/98
2. COLOR & COATING AREA, NO TEXT ALLOWED.
3. DWG. NO AND CONTROL DATE LOCATION. ®) &)
4. QUIET AREA - NO TEXT, COLOR OR COATING ALLOWED, APPROVAL:
wo100e
EXCEPT AS INDICATED. %"lmm
5. PREPRINTED “LOT:* LOCATION. PKG/DATE:
6. PREPRINTED “EXP.:" LOCATION. ®
A00975-- — V098
@
4 w w
2 1 -
SCALE: 2X
Ronly

 ngnL
u..n..,-'f.'.aw.‘ 00 Reealy
:'mg'"“ Zm:ummuuu

OF THEFEACH F CHLEREN
Zom A br S,
= Hincrca, KJ0850)

" 0 7TF) BatetIndto Uy
SANDALL RUSS 0T

Zhel-

v zzzvvy|

L64L0282YEL9EQ0CL0)




EE02829LEL9E00(10)

Alcon PACKAGING
FiLe NaMe: AAA2225 L BMTPST 5ML

COLORS:

COATING
ARTIST: SIGNATURE: REV: DATE: | ®  NoTATIONS

(LIO] E 0200113 -DIE VINYL
DIMENSIONS / DRAWING NUMBER:

Alcon PROOFREADING REPORT

[J Docuproof System APPROVALS:
[ Proofreading O
[ Text Verification System (TVS) [ Correct & Return
[J SRS Compare SETTINGS: INSPECTION RESULTS: SIGNATURE:

TYPE OF INSPECTION: Dimmer: # of Enors:

[ Electronic / Electronic Aperture:

[ Hardcopy / Hardcopy Zoom: DATE:

# of Images Focus:
S— ﬁ

LBLPS, LINES 15/16, 5SML

UNLESS OTHERWISE SPECIFIED:

Alcon

®) (&)

5:22 pm, Feb 01, 2013

PKG. ENG. USE ONLY ®® TOLERANCE: £1/32"
LO085880 | I APPROVAL:
12/13/98 "BLACK INK™ WAS W )
"BLACK OR HIGH CONTRAST" PKG/DATE: 12/14/98
PKG/DATE: 12/18/98
1
I :-m?u‘?;:m 61514-282-08
1 n it
|[F i HGIOMOSt
aseosmn, - Ophthalmic Solution  Giavomen
| Doeage: O dvp Manufactured by
1 '.'.'m"“’“’" bood Akzon Laberstories, Inc
mnp:stn'mz-ms'c pogwlanid £ 4 Fortworth T 76134
I 077F) Sml 4 Rev 122012
1 Bette led to ¥ capacty A SANDOZ i '.I
1 %
1




A - PA A

COLORS:
rue wave AAA2226 L BMTPST 7_5ML BRACK | connn
ARTEST: SIGNATURE: REV: DATE: )@  NOTATIONS
-DIE VINYL
(®) 4 F 02/05/13
DIMENSIONS / DRAWING NUMBER:
SPECIAL INSTRUCTIONS:
-~ = PROOFREAD REPOR
[] Docuproof System APPROVALS:
[ Proofreading [] Approved
[] Text Verification System (TVS) O] Correct & Return
[1sRs compare SETTINGS: INSPECTION RESULTS: SIGNATURE:
TYPE OF INSPECTION: Dimmer: # of Errors:
[ Electronic / E Ao
[ Hardcopy / Hardcopy Zoom: LBLPS, LINES 15/16, 10ML
# of Images Focus: DATE: 3 3
e PKG. ENG. USE ONLY
00850 200308
Alcon ounwes
) @) CODE AREA INCREASED BY 116"
1. TEXT, COLOR & COATING AREA. Ay:’:v?
2.COLOR & COATING AREA, NO TEXT ALLOWED. -
DWG, NO, & CONTROL DATE LOCATION : e ® &
3, DWG, NO, . 1:34 pm, Feb 05, 2013 - 1065
4. QUIET AREA - NO TEXT, COLOR OR COATING ALLOWED,
EXCEPT AS INDICATED.
5. PREPRINTED "LOT LOGATION. PKGIDATE: J4106/95
6. PREPRINTED "EXP..* LOCATION.
DRAWING NUMBER
A00859-C AND CONTROL DATE
TO BE UNDERLINED,
SEE SPECIFICATION
FOR DETAILS.
SCALE: 2X
. [ e e ————
g : Lrred = OF THE REACH OF CHLDREN
§ ! o L Illmtor'nst Manutactured by
& 1 cHorid2 005 my/mL Ophthalmic Solution ‘Mcon Leborskriss, e
“ 1 Usual Dossge: 0N dtp I Fort Worth, TX 76134
- the affectad ayefs) tno: dally 0.03% | for
~ 1 In the evenng FORUSE N THE EYES ONLY STRLE Sandoz Inc,
s I SngeSted 2 05T B onty Tomb Princeton, NJ 08540
2 1 ot copenty’ A SANDOZ v 012013
1

SCALE: 1X




Alcon PACKAGING

Fie name: AAA2227 C BMTPST 2_5ML ALACK COATING
ARTIST: SIGNATURE: REV: _DATE: b ND?g’\\ITILOYrI‘.S
b) @ G 0214113 :
DIMENSIONS / DRAWING NUMBER:
SPECIAL INSTRUCTIONS:
Ld
Alcon PROOFREADING REPORT
[] Docuproof System APPROVALS:
[ Proofreading [ Approved
[ Text Verification System (TVS) [] Correct & Return
] SRS Compare SETTINGS: INSPECTION RESULTS: SIGNATURE:
TYPE OF INSPECTION: Dimmer: # of Errors:
Ol Electronic / Hlectronic  Aperture:
[0 Hardcopy / Hardcopy Zoom:
# of Images Focus: DATE
==
CTNJNS, S5ML
Ahm“ PG, ENG, USE ONLY
) @) ADOB56AA
1. GLUE AREA - NO TEXT, COLOR OR COATING. pr— UPOATED T0 NEW
2, CODE AREA » NO TEXT OTHER THAN LOT & EXPIRES, po—
COATING AND COLOR ARE ACCEPTABLE. e T () (4)
3. BAR CODE AREA - FINISHED CODE TO BE APPROVAL:
CENTERED LEFT TO RIGHT. 2001008 ® @
4. QUIET AREA = NO TEXT OR COLOR ALLOWED. PRG/DATE: 13/05/98
5. PREPRINTED "LOT:" LOCATION.
6. PREPRINTED "EXP.:" LOCATION.
PKG/DATE: 03/06/38
GRAPHICS TOP
o ! AD0656AA
== r=- 1
I
I - I
| ‘___~?£Zl'~__l "300131"23201 R
i Bimatoprost |
. I
| Ophthalmic ,
l Solution :
I
I I
I I
h A SANDOZ |
s |
I
_— T, NDC 61314-282-01 KEEP THIS AND ALL DRUGS OUT NDC 61314-282-01 Contains: Active: I
[ . OF THE REACH OF CHILDREN . Blmatoprog,t 0.3 mg/mL |
- | Bimatoprost Manfactured by Bimatoprost Presenative: !
I h h I o Alcon Laboratories, Inc. h h I . oeon5 mgltrln lim cl 1
1 5 |
. | Ophthalmic R, X 6134 Ophthalmic nctve, O v | |
* . water, sodium chloride, sodium
1 SOIU“O“ Sandoz Inc., SOI ution phosphate dibasic. Sodium :
‘ Princeton, NJ 08540 hydroxide and/or hydrochioric I
i AAA2227-1212 acid may be [
1 Rev. 12/2012 k. e | !
: ing its shelf life ranges from I
} This package i not chid-resistant = This package is not child-resistant prbitied :
‘ FOR USE IN THE EYES ONLY o} FOR USE IN THE EYES ONLY Usual Dosage: Onedropinthe |
I % affected eye(s) once daily in the |
I evening. I
' | Beonly 3 B only Storage: Store at 2°to ,
25°C (36° to 77°F). "
|| sTemE s Note: Botte filed to 2/3 !
| 25mL 25mL capacity, :
: - WANUFACTUREDBY :
1 5 ALCON |
—! A SANDOZ A SANDOZ ABORATORIS . :
In :
I
! I
! I
! I
\ I
! I
' I
\‘ |
1 A = !
1




Alcon PACKAGING

SPECIAL INSTRUCTIONS:

Alcon PROOFREADING REPORT

riLe name: AAA2228 C BMTPST SML WK

ARTIST: SIGNATURE: REV: _DATE: O
) @) H  03/05/13

DIMENSIONS / DRAWING NUMBER:

COATING
NOTATIONS
-DIE VINYL

Alran

®) @)

1:16 pm, Mar 05, 2013

[] Docuproof System APPROVALS:
[J Proofreading [ Approved
Text Verification System (TVS) [ Correct & Return
SRS Cmm SETTINGS: INSPECTION RESULTS: SIGNATURE:
TYPE OF INSPECTION: Dimmer: # of Errors:
E m:/, Hardcopy Zoom: :
¥ of imag focus & o CTHINS, SML
PKG. ENG. USE ONLY
A006S6AA “
1. GLUE AREA - NO TEXT, COLOR OR COATING. 02/04/88 || wpoaTeD T0 NEW
2. CODE AREA = NO TEXT OTHER THAN LOT & EXPIRES. FORMAT
COATING AND COLOR ARE ACCEPTABLE. ®) 4)
3, BAR CODE AREA - FINISHED CODE TO BE APPROVAL:
CENTERED LEFT TO RIGHT, Zo000s- )
4. QUIET AREA - NO TEXT OR COLOR ALLOWED. PHG/DATE: 13/05/98
5. PREPRINTED "LOT:" LOCATION.
6. PREPRINTED "EXP.:" LOCATION, F— 03/06/98
GRAPHICS TOP
| 1
. . : | ADDB56AA
| 1
" L el NDC 61314-282-08 R
i Bimatoprost :
| Ophthalmic ,
I Solution I
I I
I I
' I
h A SANDOZ |
1 |
| I
_—— 1, NDC 61314-282-03 KEE THES AND ALL DRWES DUT OF THE NDC 61314-282-03 Contains: Active: I
‘ REACH OF CHILDREN Bimatoprost 0.3 mg/mL "
H Manufactured by H Preservative:
I Bimatoprost Alcon Laboratories, hic. Bimatoprost Benzalkenium chlcride 0.05 mg/mL :
I . Fort Worth T, 76134 . Inactive: Ctric acid, purified water,
I Ophtlm mic for Sandee nc., Ophllm mic sodium chloride, sodium phosphate 1
I I . Princeton, NJ 08540 I . dibasic. Sodium hydroxide and/or 1
. Solution Rev. 01/2013 Solution hydrochioric acid may be added to I
adjust pH. The pH during its shelf life |
I AAA2228-1212 ranges from 6.810 7.8.
I Usual Dosage: One drop in the |
I affected eye(s) once daily in the I
I evening. |
I This package is not ohild-resistant - This package is not child-resistant mongm 1
1 FOR USE IN THE EYES ONLY i‘ FOR USE IN THE EYES ONLY Note: Bottle filled to %4 capacity. :
I STERILE E STERILE !
I 5mL 5mL !
| E 4 MANUFACTURED BY |
I I
I m I
1 |
~—__|! | Asanpoz 2 A SANDOZ LABORATORIES, INC. |
I
] |
‘ I
I
|
I
I
I
I
I




Alcon PACKAGING
FiLe Name: AAA2229 C BMTPST 7_5ML

COATING
ARTIST: SIGNATURE: REV: _ DATE: ND(I)['EI'I\\IILOYT_S
®) @) G 0211413 )
DIMENSIONS / DRAWING NUMBER:

SPECIAL INSTRUCTIONS:

Alcon PROOFREADING REPORT

[[] Docuproof System APPROVALS:

[ Proofreading [ Approved
[ Text Verification System (TVS) [ Correct & Return
[J SRS Compare SETTINGS: INSPECTION RESULTS: SIGNATURE:
TYPE OF INSPECTION: Dimmer: # of Errors:
[ Electronic / Electronic .
[ Hardcopy / Hardcopy Apeme.m —
# of Images Focus: _____ DATE:
=
y . | Pepe—_— CTNINS - 10ML
®) @) 1. GLUE AREA - NO TEXT, COLOR OR COATING.
PKG. ENG. USE ONLY
2. CODE AREA - NO TEXT OTHER THAN LOT & EXPIRES.
AD0GSIA
COLOR & COATING ARE ACCEPTABLE,
0317/00 REVISED TO CURRENT
3. BAR CODE AREA - FINISHED CODE TO BE
10:55 am, Feb 14, 2013 {I;')"::“;' CENTERED LEFT TO RIGHT.
4, QUIET AREA - NO TEXT OR COLOR ALLOWED,
APPROVAL:
COATING IS ACCEPTABLE.
001008~
() (4)33117 100 5.PREPRINTED “LOT:" LOCATION.
PKG/DATE:
E— 6. PREPRINTED “EXP:" LOCATION.
BOTTOM OF CODE PHG/DATE: 03/17/00

NDC 61314-282-02

Bimatoprost
Ophthalmic
Solution

A SANDOZ

/l/‘
1 NDC 61314-282-02 KEEP THIS AND ALL DRUGS OUT NDC 61314-282-02 Contains: Active:
. OF THE Bimatoprost 0.3 mg/mL
: REACH OF CHILDREN . Preservative:
" | Bimatoprost | oo Bimatoprost | eerakonun o
0.05 mg/mL
I . Alcon Laboratories, Inc. ° e .
Inactive: Citric acid, purified

| Ophthalmic Fot W T 76124 Ophthalmic ks gt sl

H Sandoz Inc., . phosphate dibasic. Sodium
} SOIUI’IO“ Pecen 1LI0SSI0 SOI ution ydroxide andor hydrochloric

0 acid may be added to adjust pH.

‘ Rev. 0172013 The pH during its shelf Ife
\ AAA2229-1212 ranges from 6.8 10 7.8,
1 Usual Dosage: One drop in the
i | This package s not child-resistant > = This package Is not child-resistant g’ve'?m’ eye(s) once dally in the
1 FOR USE IN THE EYES ONLY E = FOR USE IN THE EYES ONLY Sphg% ?Ft;m at2°t025°C
] 2 =) Note: Bottie fed to 3 capacity.
" | Beonly SE=2 | Ronly
I o
I | STERLE ‘ § = STERILE ‘
I o
L] 75mL § 75mL —
I
| - ° =  ALCON
I

A SANDOZ A SANDOZ

LABORATORIES, InC.




Alcor PROOFREADING REPORT

Alcon PACKAGING

K
} — ; NOTATIONS DIEV YL

.
0 Sea Catalyst docket for o cther approvals

Al ~m
T oo
10:39 am, Jan 20, 2015
DRAWING INFORMATION
DWG NUMBER: | L00846B [REV: 0
DWG DESC.: INSROLL, 10"X5" FOLDTO
5"X1.125"
DWG DATE: 10/22/2012
REV DESC.: LTS GF PRESCHIE NG TRFSTR—————————WIRRINGS IND PRECATIONS ——————]
« Aigmertation
DRAWN BY: ®) & CIETr Pomet : e
UNLESS OTHERWISE SPECIFIED: ok - e
TOLERANCE: +1/32° it 0.5, Approrat: 2001 e e,
LEGEND e G iy 8T St o
———— FOLD - Kaktn mrtairing 03 myimLbinatogmst. (3) lowhg kngtem chronk 2. (B4)
None. (4) - Rewised: 102014
CUT JFULL PRESCRIZING INFORMATION: CONTENTS * 10 OVERDOSAGE
2 DESAE D AONETRATION T2 amCi PG
[ DOSAGE FORMS AND STRENGTRS 121 Mechanism of Action
M CONTRA INDIATIONS 12 3 Mamacokinet! 5
5 WARNINGS AND PRECAUTIONS 13 NONCLINIAL TOXICOLOGY
51 Pnertatin 131 Grdnagenests, Mutageresk, imgaimestaf feriity
@ ALCON DWG. NO. & §E§g,:!,' WO
na
CONTROL DATE - dami e
DIRECTION DETERMINED - e e
BY COPY m:rﬂmm 17,6 Use With Cther Cpithaimic Ongs
ikl -
RS Gertatric se
@ NO TEXT, COLOR :“‘ﬂ% e —

O R COATING Solrtion, -pmnm%mmnm:ﬁ nﬁllt:;lll.

e ImicSuticn, 0 & be used
gt glaxoema o o0k ypertersin. umnw:mm,upmmzmmnn-u

1 ADMINISTRATION
Jed dosage & one drop [n the afectzdeyels) once Tl edema.

RESERVED FOR llUIntl::ll!Inwliﬂ ainkSaktion, 03% 55 Bactesial Keratitls
BAR CODE 5 ;

&

atientswio, nm st ces, Mlm!nmlmnlﬂ

i m wmmnmm'rn (see PAT ENT

prusdnately Bto 12 heurs
Emm?annmmmummnm 5.6 Use with Contact Lemses.
concomitantly withathe lzllmllnklnq Contact enses shaud be removed prlorto It iltion of
Tower Intrancute pressure. f meee than cne toplGal qmnm Enatoge stOpRthaimic Solufon, 0 (3% and nay be renseried
5] miniesapat ‘G ADVERSE REACTIONS
I3 DOSAGE FORMS AND STRENGTHS 6.1 Cinical Stuhes Expestence
Cphthaimk: sakitin crtaining natopr < 03 myAL g
H CONTRAINDICATIONS cond tore, avers eaction ates obsemed 1t the dnkalstudes ot
Wi drug camotbe diecty compaed torates n the irical tudles of
5.1 Pigmentation i eventy
Hnatogr stophiani o, 0B3%
Inchaded
e have b pertental
change b s to e dmetanh content (1 the %ot
netancoytes. Afer dscontiaation of bimatoprost, h i dsturtan, oadar tuning, DN bedy sersatin, eve pan,
Pamentation o the Hs & Fizly tobe pernanent, whie Pnertton ot o s, b, G, uertch
b Patientswho
e treatment should be inmed of the p ss bil tyaf hagice,
e e mn 3 Rk anpincty |
pamentatn e 1ot kaown. mmnm nlmg ichaledena
manml;lwmnnmrmmm maiths to IB‘III 19% of pattents, Irtraccata iannation was eported
years Typlca by, the trown pigmestation around the pupil pracs
argarts mlnlw -l
Wl Ifections), Thefoliowt1g systenic advesse events repartedin
‘teatest wth Bimatnge stOphtraink Sakitios, 0.03% G be ﬁiﬁm?:'m o &nnm e
nertatio, these, shotld b exanlned rgutay. i,
= :m(wus INFORMATION 17.1). &2 Petmrietng Eperence

Enatogr stOpRthamiC Solution, 0 3% T
eyelzshes and velks hak in the treated eye. llllmlp Inchate
Inarezsed kngth, thicimess, and number of shes. Eyelah i, The Extiors, which

5.3 Intraoautar | tng,p
nduding binaopr st, wmnkﬂllh milllﬂlllllllhl wnrn
toGuse Mrccatarifanmaten. tion, bacause these ‘naude: abromal hak qrrwh, dianess, eyelld ¢

ypertemsin, mmupnmlm W anges asdaed




0262

POPULATIONS
8.1Pregnancy
Pregnancy Category C
Teratogenic effects: In embryo/fetal developmental studies in
pregnant mice and rats, abortion was observed at ora doses of

pprovmate y 1296 ofbimatoprost unbound
human plasma.
Metabolism: Bimatoprost i the major ciculating species in the
blood once t reaches the systemic ciculaton following ocular
d sing. Bimatoprost then undergoes oxidation, N-deethylation
and glucuronidation toform a divrse variety of metabol tes.
I

bimatopr stwhich achieved at least 33 or 97 times, respectively,
[ AUC

P
levels.

At doses at least 41 times the maximum intended human
exposure based on blood AUC levels, the gestation length was
reduced n the dams, theincidence of dead fetuses, ate
resorptions, per-and postaatal pup morta ity was increased, and
pup body weights were reduced.

There are no adequate and we I-contro led tudies of Bimatopr st

adiolabeled
bimatoprost (3.12 meg/kg) tosix hea thy subjects, the maximum
blood concentration of unchanged drug was 12 2 ng/mLand
decreased rapidly w th an elimination half-Ife of approximately
45 minutes. The total blood clarance of bimatopr st was

15 Uhrfkg. Up to 67% of the administered d se was exceted in
the urine while 25% of the dse was recovered n the feces.

Ophthalmic Solution, women.

human response Bimatoprost Ophihalmic Slution, 0.03% should

justifies the potential isk to the fetus,

13 NONCLINICAL TOXICOLOGY
13.1 Cardi i of

Ferti ity
Bimatoprost was not arcinogenic neither mice or rats when
administered by oral gavage at doses of up to 2 mg/kg/day and 1
mafko/day respectively (at least 192.and 291 times the

Use in pediatic atients below the age of 16 years is not
i Jatedto

increased pigmentation o lowing ong-term chronic use.
8.5 Geriatric Use

8.3 Nursing Mothers recommended human exposure based on blood AUC levels
Itis not oluion, 05%is respectively) for 104 weeks.
i imatopr st Bimatoprost was not mutagenic or clastogenicin the Ames test,
mlk. 9 h [ test, orin the in vi
Ik,

ic Solution, 0.0: Bimatoprost did not impair fertility in male or female rats up to
nursmqv_mm:an. d f (at least 10:
8.4 Pediatric Use human exp sure based on blood AUClevels).

14 CLINICAL STUDIES
| ocular

ypertension with amean base ine I0P of 26 mmHg, the
10 of Bimatopr st Ophthalmic Slution, 0.03%

observed between eldery and other adult ptients.
8.6 Hepatic Impairment
pal isease. AT AST
and/or b iubin atbaseline, bimatoprost 0.039% had no adverse:
effecton liver function over 48 months.
10 OVERDOSAGE
No nformation i avalable on overdosage in humans. fovrdose:
‘with Bimatoprost Ophthalmic Solution, 0.03% occurs, treatment
should be symptomatic.
T oral (by gavage) mouse and at studies, doses up to 100
mafko/day did not produce any toxicity. Thi dose expressed as
mg/mis atleast 70 times higher than the accdental dose of
ane bottle of Bimatoprost Ophthalmic Solution, 0.03% for
10kg chld
1 DESCRIPTION

once daily (in the evening) was 7 to 8 mmHg.

16 HOW SUPPLIED/STORAGE AND HANDLING
Bimatoprost Ophthalmic Solution, 0.03% is supplied sterile, in a
‘white LPE plastic DROP-TAINER* bottle with a natural LOPE
dropper tip and a turquose polypropylene cap in the following
sizes:
2.5mLfilin 4 mL container
SmLfillin 8 mL container NDC61314-282-03
7.5mLfilin 10 mL container NDC61314-282-02
Storage: Store at 2°to 25°C (36°to 77°F).

17 PATIENT COUNSELING INFORMATION
17.1 Potential for Pigmentation
Advise patients about the potentialfor increased brown
pigmentation of the ris, which may be permanent, Also inform
patients about the possib lty of eyelid skin darkening, which may
b bi i Bimatopr st Ophthalmic

NDC61314-282-01

Bimatopr st OphthalmicSolution, 0.03% s a synthetic pro

Solution, 0.03%.

o >
(2)-7-[(1R,2R 3R 55) -3,5-D hydroxy-2-[(1£,35)-3-hydroxy-5-phenyl
1 I i

welghtis 415.58.ts molecular formulas GsHs7NO
It chemical structureis:

Ho,
_@\/\/\ CoHs
: = con <
H

Bimatoprosts a powder,which isvery solube inethyl alohl and
methylalcoholand lghtly sluble in water. Bmatoprost
OphihalmicSoluion, 0.03% s cear, isotoni, colorless,serle

17.2Pot r h
Inform patiens ofthe p sibiltyof eyelash and velus hair
changes i the treated eye during treatment with Bimatoprost
Ophthalmic Soluton, 0 03%. These changes may resu tina
disaritybetween eyes in length, thickness,pigmentation,
number of eyelashes or ve lus airs, and/or dirction of eyelash
growth, yelash changes are usually revrs ble upon
discontinuation of treatment.

17.3 Handling the Container

Instruct patie tip of

container to contact the eye, surrounding structures, fingers, or any
other surfacen orderto avoid contamination of the slution by
common bacteria known to cause ocular infections Serious
damageto e eye and subsequent o of vison may resultflom
using contaminated solutions.

17.4 When to Seek Physician Advice

Advise patients that i they develop an intercurrentocular
condition (e, trauma or infecton), have ocularsurgery,or

pany
veactions, they should immediately seek ther physican's advice

ophthalmic solution w th an

Bimatopr st Ophthalmic Solution

290 mOsmol/kg. 003%. )

Bimatoprost Ophthalmic Soution, Actiy 175 Lenses

bimatopr st 0.3 mg/m; i i that Bimatopr st Ophthalmic ,003%
[) t ide, which may

Hydrochloricacid may be added to adjust pH. The pH during ts
shel iferangesfrom 6.8107.8.
2 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
Bimatoprost, a prostaglandin analog, is asynthetic tructural
analog of prostaglandin w th ocular hypotensive ativity. It
selectively mimi s the effects o naturally occurting substances,
prostamides. Bimatoprost is believed tolower intraocular pressure
(10P) in humans by increasing outflow of aqueous humor through
both the trabecular meshwork and uve scleralroutes. Elevated
10P presents a major isk facto for glaucomatous ield | 5. The
higher the evel of 07 the reater the ke ihood of opticnerve
damage and visual ild loss.
123 Pharmacokinetics
Absorption: Afte one drop of Bmatoprost Ophthalmic Solution,
0.03% was administered once dilyto both eyes of 15 healthy
subjects for two weeks, blood concentations peaked w thin 10
minutes afterdosing and were below the lower limit of detection
(0.025 ng/mL) in most subjects within 1.5 hours after d sing.
Mean Cpay and AUCy 3, Values were sl on days 7 and 14t
approximately 0 08 ng/mL. and 0.09 ng-hr/mL, respectively,
indicating thatsteady tate was reached during the first week of
ocular dosing. There was no significant systemic drug

accumulation over time.

. -
pssueswm asteady-state volume of distribution of 0.67 L/kg.
bir i i .

atopr st ol
9009254 0115

contact lenses, Contact lenses should be removed prior to
instiation of Bimatopr st Ophthalmic Solution, 0.03% and may
be einserted 15 minutes folowing ts administation.
17.6 Use with Other Ophthalmic Drugs

ugis
being used, the drugs should be administered at least five (5)
minutes between applications.
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