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00.0015% [0.004%
80.0 78.078.6
X 700
=]
£ 600
1]
5]
S 500
7]
3
= 40.0
o
30.0
20.0
10.0
5.35.15 5.3.5.1.6 5.35.1.7 3 53511 5.35.1.9 5.3.5.1.10 2 1 3 2 5.3.3.14 5.34.1.1 2 1
“co21 co22 mCo23™ 21 | TCOLTT | TC025T | T026 T 21 21 | TCU10” | "TOle 4 ¢
21 21 21 21 & 21 21 21 & 21
21 & 21 & 21
N
0.0015% 198 190 168 556 22 66 25 45 70 12 21 88 121 146
0.004% 187 179 176 542 21 67 22 53 75 9 20 88 117 139
P-  GEE ( )
1 53511 co17 53519 co25
2 53511 co17 53519 C025 535110 c026
3 53314 Co10 53.4.11 Co16 53511 co17 53519 co2s
4 53314 Co010 5.34.1.1 C016 5.35.1.1 Cco17 5.35.1.9 C025 5.3.5.1.10 C026
* & 21: >=21mmHg <21mmHg
*
30 0.004 wvs. 0.0015
21mmHg 17mmHg 30% 21mmHg 30%




Ge

21mmHg

100.0

0=0.0186 p=0.0030 p=0.5216 p=0.9935 p=0.9558 p=0.1026 p=0.3585 p=0.0499 p=0.1717
90.0 |
B0.004% @O
80.0 78.678.5
70.0
X
% 60.0 |
24
17 .6
& 500
8
>
7]
‘_3 40.0
=
S 300 .
20.0 .
10.0
5.35.15 3 53519 | 535110 | 3 ! 53411 | 3 1
S co21 21 C025 C026 21 C016 4 2 3
21 & 21 21 & 21
21 & 21 & 21
N
0.004% 187 542 67 22 75 20 110 117 139
188 188 65 23 52 20 88 85 108
P-  GEE ( )
1 53511 co17 53519 co025 535110 C026
2 53314 co10 53411 co16 53511 co17 53519 c025
3 53314 co10 53.4.11 co16 53511 co17 53519 co2s 535110 co26
* & 21: >=21mmHg  <21mmHg
31 0.004 vs. 0.005
17mmHg 30% 21mmHg

30%
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21mmHg

100.0

p=0.4430 p=0.5559 p=0.7361 p=0.8080 p=0.7163 p=0.9045 p=0.8121 p=0.8963
90.0
E0.0015% @
80.0 78.078.5
70.0
L
L 60.0
& 53.553.2
(2]
& 500
3
@
§ 40.0
£
S 300
20.0
10.0
3 53519 | 535110 | 3 ! 53.4.1.1 3 1
21| C025 | "CO26 21 | ‘Co16 4 7 3
& 21 21 & 21
21 & 21 & 21
N
0.0015% 556 66 25 70 21 113 121 146
188 65 23 52 20 88 85 108
( )
1 co17 53519 c025 535110 o026
2 €010 53411 coie 53511  co17 53519 co025
3 C010 5.34.1.1 co16 5.35.1.1 co17 5.35.1.9 co025 5.3.5.1.10 C026
>=21mmHg  <21mmHg
32 0.0015 vs. 0.005
17mmHg 30% 21mmHg

30%
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101 0.004% 0.004%
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0.004% 24
0.004% 2007
21 1 0.004%
0.004% 1mmHg
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0.004%
0.004%
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0.0015%
0.004%
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40.2% 51/127
22.0 7.1
6.3 3.9
3.1 2.4 2.4%
1.6% 1.6% 16
16 16
46.1% 298/646
36.4
5.6 5.0 2.9
2.3 2.2 1.9
15
22.1% 76/344
6.1 5.2 38
2.6 17 1.7%
(1.2%)
(1)
25
(2
( )
5 0.1~1

)

1%

1%
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1 5 0.1~1
¢y
10ug/kg/ *
250
1 ng/kg/ * 25
10 ug/kg/ * 250
0.1ug/kg/
* 2.5 0.003%
* 10
0.12ug/kg/ * 3
7 21
0.025 ng/mL=0.05 nM 6 0.3nM
* 0.004 % 50kg 1 1 25uL
0.04 pg/kg/
2
[
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1 JAN
14 10 25 15 1 16
0116001
JAN
Travoprost
(52-7-(LR2R3R5S5)-3,5- -2-{(1LE;3R)-3- -
4-[3-( ) 1 -1 } )
-5-
Isopropyl (52)-7-((1R,2R,3R,55)-3,5-dihydroxy-2-{(1 £,3R)-3-hydroxy-
4-[3-(trifluoromethyl)phenoxy]but-1-enyl}cyclopentyl)hept-5-enoate
2 INN

RECOMMEDED INN : List 42, WHO Drug Information, Vol.13, No.3 (1999)

INN travoprost

isopropyl (2)-7-[(LR,2R,3R,55)-3,5-dihydroxy-2-[(1 £,3R)-3-hydroxy-4-[(cx,o,x-
trifluoro-m-tolyl)oxy]-1-butenyl]cyclopentyl]-5-heptenoate




0.004%

1.10



1.10

(52)-7-((1R,2R,3R,5S)-3,5- -2-{(1E,3R)-3- -4-[3-( )
] -l I ) -5-
F
F
F
1 1 1 1
0.004 ImL 0.04mg
LDs, (mg/kg)
i.v. 3100
Q>10
(ng /kg/day) (ng /kg/day)
4 0%, 0.001%, 0.01% 0.01%
4 i.v. 0, 100, 300, 1000 300 (&)
1000 (%)
4 i.v 0, 100, 300, 1000 1000
13 0%, 0.001%, 0.003%, 0.01%
0.01%
13 iv 0, 100, 300, 1000 1000 6
i.p. (5mL/kg) 1
13 iv 0, 100, 300, 1000 100 22 300 pg/kg/
(ImL/kg) 300
ng/kg/
1000 pg/kg/
pH
100 1000
6 0%, 0.001%, 0.003%, 0.01%

0.01%




—~

6 0, 10, 30, 100 10 10 pg/kg/ 1 100
ug/kg/ 5 100
ng/kg/

30 pg/kg/ 100 pg/kg/
MCV MCH MCHC
30 100 pg/kg/
100 pg/kg/
100 pg/kg/
pH
100 pg/kg/
0%, 0.0015%, 0.004%, 0.012%
0.012%
349/ 773 = 45.1(%) 31
/
10/432
263 3/432
44 3/432
;? 2/90
GPT 2/432
19 2/501
15 2/501

76/ 344 = 22.1(%)

21
18
13




0.004%
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CTD
3.2.S
Physical and Chemical Properties of Travoprost — Japan
12513 228131 E—
2813 qoo1)
3.2.8.2.2.1 . .
(Attachment Details of the Manufacturing Process used by the _
3.2.8.2.2-1)
3.25.2.2.2 Summary of HPLC Method for Determining the
32822 (Attachment ﬂ £th *A001
3.2.8.2.2-2) ot the
?Azttzczhignt Summary of ﬂthod for Determining the
%
3.2.8.2.2-3) I of he A002
3.28.2.6.1 Process variations employed during the development of the
3.28.26 | (Attachment manufacturing process for Travoprost
3.2.8.2.6-1)
Two-Dimensional Proton and Carbon NMR Assignments and the
32531 3.2.83.1.1 Stereochemistry of AL-06221 and its *A018
=220 1(Q002) I
Impurity Profiles (Related Substances, Residual Solvents and
Inorganic Impurities) for Travoprost Drug Substance Lots Used
3.2.8.3.2.1 in Alcon Developmental Studies (Clinical, Safety and Stability)
3.2.83.2
(Q003) for Japan
I
Tests and Specifications for Travoprost Drug Substance — Japan
32841 ol I
28411 (004)
Tests and Specifications for Travoprost (AL-6221)Drug
3.2.5.4.2.1 Substance
(Q005) I
Analysis of Travoprost (AL-6221) Drug Substance by
325422 High-Performance Liquid Chromatography
(Q006) I
3.2.84.2
Chromatographic Purity Analysis of Travoprost (AL-6221) Drug
3.2.84.23 Substance by High-Performance Liquid Chromatograph
(Q007) E—
Capillary Gas Chromatographic Analysis of *A019 in Raw
325424 Materials

(Q008)
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Validation of Technical Procedure Q049 for the Analysis of

325431 *A019 in AL-6221 Drug Substance
325431 Qoo9) I
Batch Analysis of Travoprost (AL-6221) Drug Substance — Japan
12544 | 32844l —
28441 0010)
Certification of Travoprost Free Acid (AL-5848) for Assay, Q050
3.2.8.5.1 (Japan)
(QO11) I
32852 Certification of Travoprost (AL-6221) for Assai, Q051 iJaﬁani
(Q012)
32553 Certification of *A022 for Identity, Q52 (Japan)
(QO13)
3.2.8.5 Certification of 5,6-trans Travoprost (*A021) for Identity, Q053
32854 (Japan)
(Q014) I
32555 Certification of *A022 for Identity, Q054 (Jaﬁan)
(QO15)
Certification of Alcon Quality Assurance Travoprost (AL-6221)
3.2.8.5.6 for Assay, Lot *00001 (Japan)
(Q016) I
Travoprost Raw Material Stability at —20 C and —80 C (Japan)
32871 328711 E—
2871 Q017)
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3.2.P
32P212.1 Preliminary AL06221 Formulation Assessment
(QO18)
Solubility of Travoprost in HCO-40 and Soaking Study of
3.2.P2.1.2.2 Polypropylene Material in Prototype Formulations
(Q019) I
3.2.P2.1.2 Optimization of pH, Surfactant and Stability Profile of
32.P2.1.2.3 Travoprost (AL-6221) in *A023
(Q020) I
Stability of -Travoprost Ophthalmic Solution with *A024
3.2.p2.1.24 Lots (FID *00021, *00022, *00023)
(Q021) I
](BCF}iazhizetzgll (BF) Grahn et al. Review: Zinc and the Eye. Journal of the American
2001) v College of Nutrition 2001;20(2):106-118
3.2.p2.2
BF3.2.P.2.2.1.2 (BF)
(Saatci et al., Saatci et al. Zinc in Tears. Ophthalmic Res 1999;23:31-32
1999)
Packaging Compatibility of Travoprost with *A025, *A026 and
3.2.P24.1 Polypropylene Bottles
32P24 o2z I
Antimicrobial Preservative Effectiveness Evaluation of
TRAVATAN (Travoprost) Ophthalmic Solution, 0.004% (FID
3.2.P2.5.1 Q055) Lots *00031, *00032, *00033 (Initial Time Point, Stability
(Q023) Program) Based Upon the Japanese Pharmac0ﬁoeia
Antimicrobial Preservative Effectiveness Evaluation of
32P25 TRAVATAN  (Travoprost) Ophthalmic Solution, 0.004% (FID
3.2.P2.52 Q055) Lots *00031, *00032, *00033 (52 Week Time Point,
(Q024) Stability Program) Based Upon the Japanese Pharmac0ﬁoeia
Validation of a USP/EP/JP Membrane Filtration Sterility Test for
3.2.P2.53 AL-6221 Solution
(Q025) I
Antimicrobial Preservative Effectiveness Evaluation of
TRAVATAN BAC-free Ophthalmic Solution, Overwrapped
32p25 |3-2.P2.5.4(BF) Lots *00041, *00042, and *00043, Initial Time Point Stability

(Q026)

(FID Q056), Based Upon the Japanese Pharmacopoeia

I
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3.2.P2.5.5 (BF)
(Q027)

Antimicrobial Preservative Effectiveness Evaluation of
TRAVATAN BAC-free Ophthalmic Solution, Lots *00051,
*00052, *00053, *00054, *00055 and *00056, 39 Week Time
Point Stability (FID *Q056), Based Upon the Japanese
Pharmacopoeia

3.2.P2.5.6 (BF)
(Q028)

Antimicrobial Preservative Effectiveness of TRAVATAN
BAC-free Ophthalmic Solution, Lots *00051, *00052, *00053,
*00054, *00055 and *00056, 52 Week Time Point Stability (FID
Q056), Based Upon the Japanese Pharmacopoeia

3.2.P2.5.7 (BF)
(Q029)

Antimicrobial Preservative Effectiveness Evaluation of
TRAVATAN BAC-free Ophthalmic Solution, Overwrapped Lots
*00041, *00042, and *00043, 78 Week Time Point Stability (FID
Q056), Based Upon the Japanese Pharmacopoeia

3.2.P2.5.8 (BF)

Validation of a USP/EP/JP Membrane Filtration Sterility Test for
TRAVATAN BAC-Free, 0.004% (FID Q056)

(Q030) I
3.2.P3.42.1
3.2.P3.4 |(Attachment Procedure for the preparation of the Travoprost Stock Solution
3.2.P.3.4-1)
Travoprost Ophthalmic Solution, 0.004% Tests and
3.2.P5.2.1 Specifications for Registration in Japan
(Q031) I
Justification of Reporting Limits for Unspecified Impurities in
32.P52 |32P522 Travoprost Ophthalmic Solution (Japan)
(Q032) I
3.2.P5.2.3 (BF) Tests and Specifications for TRAVATAN BAC-Free for Jaﬁan
(Q033)
Package Compatibility Studies for Travoprost Ophthalmic
3.2.P55.1 Solution
32P331Qo34) I
Identification of the Related Substances of Travoprost (AL-6221)
32ps5s5 |3-2.P552 — Japan
(Q035) I

3.2.P5.5.3 (BF)
(Q036)

Degradation Pathways Study of Travoprost inTRAVATAN
BAC-Free
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3.2.P.5.5.4 (BF)
(Q037)

Extractable/Leachate Studies for 0.004% Travoprost / 0.5%
Timolol Ophthalmic Solution

3.2.P5.5.5 (BF)
(Q038)

Origin of Impurities Studies in TRAVOPROST BAC-Free

Certification of *A027 for Identity, Q057 (Japan

3.2.P6.1
(Q039)
3.2.P6
. . "
32 P62 Certification of *A028 for Assay, Q058 (Japani
(Q040)
The Physical and Chemical Stability and Microbiological Studies
32P83 1 of TRAVATAN  (Travoprost Ophthalmic Solution) 0.004%
(QO 4'1)' ' Japan Primary Stability Lots — 52 Week Update
The Physical and Chemical Stability and Microbiological Studies
of TRAVATAN BAC-Free, 0.004%, 2.5 mL Label Fill
3.2.P.8.3.2 (BF) Non-Overwrapped and 2.5 mL Label Fill Overwrapped, ASPEX
(Q042) Primary Stability Lots with up to 78 Weeks of Data for Jaﬁan
Total Viable Microbial Count of Lots *00056 and *00057 of
3.2.P8.3 - * ; ;
3.2.P8.33 (BF) ;FRSVA:FFAN BAC-free Eye Drops (FID *Q056) in a Simulated
(Q043) n-Use Test
Antimicrobial Preservative Effectiveness Evaluation of Travatan
BAC Free (FID *Q056 Lots *00054 and *00057) Using Multiple
3.2.P.8.3.4 (BF) . X
Low Level Organism Challenges as a Simulated In-Use Test
(Q044) I
In-Use Stability of TRAVATAN BAC-Free — Chemical and
3.2.P.8.3.5 (BF) Physical Tests
(Q045) I
The Physical and Chemical Stability and Microbiological Studies
of TRAVATAN BAC-free, 0.004%, Lot *00057, 5 mL Label Fill
3.2.P.8.3.6 (BF) Non-Overwrapped with up to 87 Weeks of Data
(Qu46) S E—
3.2.P83 The Physical and Chemical Stability and Microbiological Studies

3.2.P8.3.7

(Q047)
3.2.P83.1

of TRAVATAN (Travoprost Ophthalmic Solution) 0.004%
Japan Primary Stability Lots — 168 Week Update

3.2.P.8.3.8 (BF)

The Physical and Chemical Stability and Microbiological Studies
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(Q048)

of TRAVATAN BAC-free, 0.004%, 2.5 mL Label Fill

Non-Overwrapped with up to 93 Weeks of Data for J aﬁan.
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4211
Effect of 0.1ug AL06221 on Intraocular Pressure in Ocular
Hypertensive Monkeys during Three Days of Twice Daily Topical
4.2.1.1.1 Ocular Instillation (Five Doses Total)
e I
Effect of 0.3ug Fluprostenol Isopropyl Ester (AL06221) on
Intraocular Pressure in Monkeys during Three Days of Twice Daily
4.2.1.1.2 Topical Ocular Instillation (Five Doses Total
(PH002)
Effect of 0.3ug AL06221 on Intraocular Pressure in Ocular
Hypertensive Monkeys during Three Days of Twice Daily Topical
4.2.1.1.3 Ocular Instillation (Five Doses Total)
ot I
Effect of 0.3 microgram AL06221 on Intraocular Pressure in
Ocular Hypertensive Monkeys during Ten Days of Once Daily
4.2.1.1.4 Topical Ocular Instillation (Ten Doses Total)
(PO0%) I
4.2.1.1
Effect of lug AL-6221 on Intraocular Pressure in Ocular
Hypertensive Monkeys during Nine Days of Once Daily Topical
4.2.1.1.5 Ocular Instillation (Nine Doses Total)
o0 I
Effect of 0.3jug AL06221 on Intraocular Pressure in Guinea Pigs
During Three Days of Twice Daily Topical Ocular Instillation
4.2.1.1.6 (Five Doses Total)
(PHO0®) I
ALO05848(AL06221 Acid): Receptor Pharmacology of a High
421.1.7 Affinity, High Potency, Full Agonist FP-Selective Prostaglandin
o) I
Effects of Travoprost on Aqueous Humor Dynamics in Monkeys
42.1.1.8 (J. Glaucoma <in press> )

(Toris et al., 2004)

J. Glaucoma




4212

Effects of One-Week Topical q.d. Dosing of 0.004% AL-6221 on
Optic Nerve Head Blood Flow, Systemic Blood Pressure, Heart

42.1.2 4.2.1.2.1 Rate, and Acid-Base Balance in Dutch-Belted Rabbits
(0 I
Effect of a 100ug/kg Subcutaneous Dose of AL-6221 (Travoprost)
42122 on the Flash Electroretinogram in Dutch-Belted Rabbits
(PH009) I
Dose Response Effect of AL06221 on Ocular Hyperemia in New
Zealand Albino Rabbits Following Topical Ocular Instillation
4.2.1.2.3 (Effect of Formulations)
@10 I
4212
EDs of AL06221 (Fluprostenol Isopropyl Ester) for Miosis in Cats
42124 Following Topical Ocular Instillation
(PHO11) I
Dose Response Effect of AL06221 on Pupil Diameter in Cats
42125 Following Topical Ocular Instillation (Effects of Formulation
(PHO12)
4213
Neuropharmacological Profile (NPP) in Mice Administered
4013 [42.13.1 AL-6221; Study No.: PH028)
=7 | pHo13) |
42132 Neuropharmacological Profile of AL06221 in Mice
PHOLA) |
Barbiturate Sleep Time Potentiation in Mice Administered
42,133 AL-6221; (I stdy No.: PH029)
(PHO15) |
42134 Cardiovascular Assay of AL06221 in Normotensive Rats
HO01L6) |
Cardiovascular (Hemodynamic) Evaluation in Dogs Administered
42135 AL-6221 by a Single Intravenous Injection
(PHO17) |
Cardiovascular (Hemodynamic) Evaluation of AL-6221
42136 in Dogs: (| Study No.: PH030)
(PHO18)

oo ‘




Cardiovascular (Hemodynamic) Evaluation of AL-5848

42137 in Dogs (I No. PHO3 1)
(PHO19) |
Cardiovascular (Hemodynamic) Evaluation in Dogs Administered
AL-6221 by Subcutaneous Injection
42.13.8
0. PH032)
(PH020) |
Pharmacodynamic (Autonomic) Assay in Dogs
42139 Administered AL-6221 by Subcutaneous Injection
R . PH033
(PHOZD e rros |
Contract Study: Effect of AL-5848 on Action Potential Parameters
42.13.10 in Dog Isolated Cardiac Purkinje Fibers
(PH022) I
Airway Resistance and Dynamic Compliance Effects
42.13.11 of AL06221 in the Guinea Pi
42.13 |(PHO23) —
421312 Bronchospasmolytic Activity of AL06221 in the Guinea Pig
(Pri0oA) |
GI Propulsion Assay in Mice Administered AL-6221;
42.13.13 (ﬂStudy No.: PH034)
(PH025) |
Determination of Electrolyte Concentrations and Volume Diuresis
42.13.14 in Rats Administered AL-6221 Study No.: PHO35)
(PH026)
The Effect of AL-5848 on the Isolated Rat Uterus (-Study
4.2.13.15 No.: PH036)
(PH027) |
4.2.2
CTD
4221
Validation of an HPLC Tandem Mass Spectrometry Method for the
4901 422.1.1 Determination of AL-5848 in Mouse Plasma
= | ekoon) I

o)
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Validation of an HPLC Tandem Mass Spectrometry Method for the

42212 Determination of AL-5848 in Rat Plasma
(PK002) I
Validation of an HPLC Tandem Mass Spectrometry Method for the
42213 Determination of AL-5848 in Rabbit Plasma
(PKO003)
Validation of an HPLC/Tandem Mass Spectrometry
(HPLC/MS/MS) Method for the Determination of AL-5848 in
42214 Cynomolgus Monkey Plasma at
(PK004)
4.2.2.1
Ocular Bioavailability Comparison of Two Travoprost
42215 Formulations in New Zealand White Rabbits: TRAVATAN® and
(PK005) TRAVATAN® BAC-Free
42237 )
Distribution of Radioactivity in Pregnant Rat and Fetal Tissues and
422.1.6 the Excretion of Radioactivity in Milk From Lactating Rats.
e I
4222
Absorption of Radioactivity and Bioavailability of AL-6221 in
Male Sprague Dawley Rats Following Intravenous, Oral, and
4222 |422.2.1 Subcutaneous Dosing
o I
Pharmacokinetics of AL-6221 Following a Single Intravenous or
42222 Subcutaneous Dose in Male Sprague Dawley Rats
(PK00S) I
LC/API-Electrospray MS Determination of the Prostaglandin
42223 F2-Alpha Derivative Ester Prodrug, AL-6221 (Travoprost), and Its
(McCue et al., Active Acid Metabolite, AL-5848, in Plasma from Humans and
1998) Laboratory Animals
Alcon Laboratories, Inc.
Pharmacokinetics of Radioactivity in Male Sprague Dawley Rats
Following Single 0.1 mg/kg Intravenous or Subcutaneous Doses
42224 SH-AL-6221
. I
Plasma Pharmacokinetics of Radioactivity in Male New Zealand
White Rabbits Following a Single 0.1 mg/kg Intravenous Dose of
42225 SH-AL-6221
(PK010)

10
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Pharmacokinetics of Travoprost (AL-6221) and AL-5848 in
Cynomolgus Monkeys Following Single 0.1 mg/kg Intravenous

4.2.2.2.6 Doses of Travoprost and Its Carboxylic Acid Analogue, AL-5848
Kol I
Absorption of Radioactivity and Bioavailability of AL-6221 in
42227 Male Sprague Dawley Rats Following Intravenous, Oral, and
(PKO012) Subcutaneous Dosing
42221 I
Pharmacokinetics of AL-6221 Following a Single Intravenous or
42228 Subcutaneous Dose in Male Sprague Dawley Rats
#222 | PROL) I
42222
Pharmacokinetics of Radioactivity in Male Sprague Dawley Rats
42229 Following Single 0.1 mg/kg Intravenous or Subcutaneous Doses
(PKO14) *H-AL-6221
42224 I
4223
Distribution of Radioactivity in the Tissues, Blood and Plasma of
Male Sprague-Dawley Rats Following Single and Multiple 0.1
4223 |42.23.1 mg/kg Subcutaneous Doses of *H-AL-6221
(PRO1S) |
Distribution of Radioactivity in Pregnant and Fetal Rat Tissues
Following a Single 0.1 mg/kg Subcutaneous Dose of *H-AL-6221
4.2.23.2 to Pregnant Female Sprague Dawley Rats
(PRO1O) I
Distribution of Travoprost (AL-6221) and AL-5848 in Ocular
Tissues Following a Single Bilateral Topical Ocular Dose of
42233 0.004% AL-6221 Ophthalmic Solution to Male New Zealand
(PKO017) White Rabbits
Distribution of AL-6221 and AL-5848 in Ocular Tissues of the
Non-Pigmented New Zealand White Rabbit and the Pigmented
New Zealand White x New Zealand Red F1 Rabbit Following a
42234 Single Bilateral Topical Ocular Dose of 0.004% Travoprost
(PKO18) Ophthalmic Solution
Distribution of Radioactivity in Ocular Tissues Following a Single
Topical Ocular Dose of 0.004% *H-AL-6221 to Male New Zealand
42235 Rabbits
(PKO019)

11
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In Vitro Binding of [’H-Ph]AL-5848 to Human, Monkey and Rat

42236 Plasma Proteins
(PK020) I
Ocular Bioavailability Comparison of Two Travoprost
42237 Formulations in New Zealand White Rabbits: TRAVATAN® and
(PK021) TRAVATAN® BAC-Free
(42215 I
4223
Distribution of Radioactivity in the Tissues, Blood and Plasma of
42238 Male Sprague-Dawley Rats Following Single and Multiple 0.1
(PK022) mg/kg Subcutaneous Doses of SH-AL-6221
(42231 |
4224
In Vitro Metabolism of [SH—Ph] AL-5848 by Rat Hepatic
4224.1 Microsomes
(PK023) I
Metabolite Profiles in Urine, Feces, Plasma and Bile Following a
Single 0.1 mg/kg Subcutaneous Dose of  [*H-Ph]JAL-6221 to
4.2.2.4.2 Male Sprague-Dawley Rats
. I
4224
Metabolite Profiles in Urine and Plasma Following a Single 0.1
mg/kg Intravenous Dose of [3H—Ph]AL—6221 to Cynomolgus
42243 Monkeys
(PRO2) I
Identification of the Principal Metabolites of AL-6221 in Rat and
42244 Monkey Plasma and Urine by LC-MS/MS
(PK026) I
4225
Excretion and Mass Balance of Radioactivity in Male Sprague
Dawley Rats Following a Single 0.1 mg/kg Subcutaneous Dose of
4225 42251 SH-AL-6221
(PRO2D) |
Excretion of Radioactivity in Milk From Lactating Female
Sprague Dawley Rats Following a Single 0.1 mg/kg Subcutaneous
42.2.52 Dose of *H-AL-6221
(PKO028)

12




CTD

Biliary Excretion of Radioactivity Following a Single
Subcutaneous Dose of *H-AL-6221 in Bile Duct Cannulated

4.2.2.5.3 Sprague Dawley Rats
@029 I
4227

AL-5848 Plasma Concentrations From Toxicology Study PK037:

42271 A 2-Year Subcutaneous Oncogenicity Study of AL-6221 in Mice

(PK030) I
AL-5848 Plasma Concentrations from Toxicology Study PK038:
“Second Pilot Study for Effects of Prostaglandin on Embryo-fetal

4.2.2.7.2 Development in the Mouse”

PR3 I
AL-5848 Plasma Concentrations From Toxicology Study PK039:

42273 A 2-Year Subcutaneous Oncogenicity Study of AL-6221 in Rats

(PK032) ]
AL-5848 Plasma Concentrations From Toxicology Study PK040:
Three-Month Topical Ocular Irritation and Systemic Toxicity

42274 Evaluation of AL-6221 Ophthalmic Solution in Rabbits

4227 | (PKO3) I

AL-5848 Plasma Concentrations From Toxicology Study PK041:
Six-Month Topical Ocular Irritation and Systemic Toxicity

4.2.2.7.5 Evaluation of AL-6221 Ophtalmic Suspension in Rabbits

@R I
AL-5848 Concentrations From Toxicology Study PK042:
One-Year Topical Ocular Study of AL-6221 Ophthalmic Solution

42276 :
in Monkeys

@x03) I
AL-5848 Plasma Concentrations From Toxicology Study PK041:

42277 Six-Month Topical Ocular Irritation and Systemic Toxicity

(PK036) Evaluation of AL-6221 Ophtalmic Suspension in Rabbits

(42275 ) I

13
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423.1
Acute Intravenous Toxicity Study in Rats with AL-6221 (-
423.1.1 S044)
4231 so01) I
Single Dose Toxicity Evaluation of AL-6221-08 and AL-6221-21
42312 in Rats Following Intravenous Administration
(S002) I
Evaluation of Ophthalmic Formulations for Comfort and Acute
42313 Ocular Irritation in the Rabbit Eye
(S003) I
4231 One-Day Topical Ocular Irritation Evaluation of TRAVATAN
42314 BAC-Free Ophthalmic Solution in Rabbits
(S004) I
One-Day Exaggerated Topical Ocular Irritation Evaluation of
TRAVATAN BAC-Free (Travoprost, 0.004%) Ophthalmic
42315 Solution Formulations (FIDs *S045 and *S046) in New Zealand
(S005) White Rabbits _
4.2.3.2
28-day Topical Ocular Irritation and Systemic Toxicity
4230 42321 Evaluation of AL-6221 Ophthalmic Solution in Rabbits
77 |(s006) I
Three-Month Topical Ocular Irritation and Systemic Toxicity
42322 Evaluation of AL-6221 Ophthalmology
(S007) I
AL-5848 Plasma Concentrations From Toxicology Study PK040:
Three-Month Topical Ocular Irritation and Systemic Toxicity
42323 Evaluation of AL-6221 Ophthalmic Solution in Rabbits
c003 I
Six-Month Topical Ocular Irritation and Systemic Toxicity
42324 Evaluation of AL-6221 Ophthalmic Solution in Rabbits
(S009) ]

14
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AL-5848 Plasma Concentrations From Toxicology Study PK041:
Six-Month Topical Ocular Irritation and Systemic Toxicity

?S%) 13(;5 Evaluation of AL-6221 Ophtalmic Suspension in Rabbits
One-Year Topical Ocular Irritation and Systemic Toxicity
Evaluation of AL-6221 Ophthalmic Solution in Primates,
4.2.32.6 GmbH No. S047
(501D I
28-Day Intravenous Toxicity Study in Mice With AL-6221, -
4.2.3.2.7 S048
(S012) I
42328 28-Day Intravenous Toxicity Study in Rats With AL-6221
(S013) _
13-Week Intravenous (Parenteral) Toxicity Study in Mice with
42329 aL-6221, [ study S049
(S014) ]
4232 13-Week Intravenous Toxicity Study in Rats With AL-6221,
423210 B soso
(S015) ]
6-Month Subcutaneous Toxicity Study in Rats with AL-6221,
4.2.3.2.11 S051
(S016) I
Three-Month Topical Ocular Irritation and Toxicity Study of
4232.12 TRAVATAN BAC-Free in New Zealand White Rabbits
(S017) I
4233
Bacterial Reverse Mutation Assay with an Independent Repeat
42331]4233.11 Assay with AL-6221, ||| lstdy sos2
(S018) I
In Vitro Mammalian Cell Gene Mutation Test with an
423312 Independent Repeat, | EENS0s3
(S019) I
L5178Y TK + Mouse Lymphoma Forward Mutation Assay with
423313 a Confirmatory Assay with AL-6221, 0. S054
(S020)

15
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In Vitro Transformation of Syrian Hamster Embryo Cells and
Determination of Malignant Phenotype Stability with AL-6221,

4233.14
Study No. S055
021 e I 9
Micronucleus Cytogenetic Assay in Mice with AL-6221,
423321 Study S056
42332 (s022) I ’
Chromosomal Aberrations In Vivo in Rat Bone Marrow Cells
423322 with AL-6221, [} study No. s057 o
(S023) I
42332
423323 Chromosomal Aberrations In Vivo in Rat Bone Marrow Cells
""" With AL-6221, Study No. S057
029 e — ’
(423322
4234
2-Year Subcutaneous Oncogenicity Study in Mice with AL-6221,
423.4.1.1 s udy S058 0
(S025) _
AL-5848 Plasma Concentrations From Toxicology Study PK037:
423412 A 2-Year Subcutaneous Oncogenicity Study of AL-6221 in Mice 9
(S026) I
4.23.4.1
2-Year Subcutaneous Carcinogenicity Study in Rats with
423.4.13 AL-6221, [ study S059 .
(S027) ]
AL-5848 Plasma Concentrations From Toxicology Study PK039:
4234.14 A 2-Year Subcutaneous Oncogenicity Study of Al-6221 in Rats
9
(S028) I
4.2.35
Study of Fertility and Early Embryonic Development to
Implantation (Segment I) in Rats with AL-6221, - Study
42351 4235.1.1 S060 10
B it I
Study for the Effects of AL06221 on Embryo-Fetal Development
42352 ?8%3(321 in the Mouse, - Study S061 10

16
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423522

Second Pilot Teratology Study in Mice with AL-6221, -
Study S062

030 E— 0
Pilot Teratology Study in Rabbits with AL-6221, || Study
423523 S063 o
(S032) I
Pilot Study for the Effects of AL-6221 on Embryo-Fetal
423594 Development in Rabbits via Ocular Instillation and Intravenous
""" Injection, - Study S064
S | ” E—— §
AL-5848 Plasma Concentrations from Toxicology Study PK038:
“Second Pilot Study for Effects of Prostaglandin on Embryo-fetal
4.2.3.5.2.5 Development in the Mouse” 10
(5039 I
42352
Study for the Effects of AL-6221 on Embryo-Fetal Development
423526 in Rats, [JJlstudy so6s o
(S035) ]
Pilot Study for the Effects of AL-6221 on Embryo-Fetal
423527 Development in Rats, -Study S066
10
(S036) I
Study of the Effects of AL-6221 on Pre- and Postnatal
Development Including Maternal Function in Rats (Segment III),
423531 Study S067 10
(5037 I
Range-Finding Study for Toxic Effects of AL-6221 on Pre- and
423532 Postnatal Development Including Maternal Function, in Rats
42353 (S.,O.3é). ‘ (Segment III), Study S068 10
Study of the Effects of AL-6221 on Pre- and Postnatal
Development Including Maternal Function in Rats (Segment III),
423533 Study S069 0
(S039) I
4.2.3.7
423711 Delayed Contact Sensitization Study in Guinea Pigs With
42371\ Gy AL-6221, [ stwdy s070 10

17
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Six-Month Chronic Topical Ocular Irritation and Systemic
423771 Toxicity Evaluation of Carbomer Ophthalmic Gels in Primates
10
(S041)
4.23.7.7
One-Year Chronic Topical Ocular Toxicity Evaluation of S(-)
423772 Betaxolol Ophthalmic Suspension in Rabbits 10
(S042)
Efficacy and Safety of 0.3% Carbomer Ophthalmic Gel
(Carbopol 934P) Compared to Placebo in Patients with Moderate
4.2.3.7.7 ?8%23;73 to Severe Dry Eye Syndrome 10
4.3
CTD
43 4.3.1 Hayreh SS, Revie IHS, Edwards J. Vasogenic origin of visual field defects 1
(Hayreh et al., 1970) |and optic nerve changes in glaucoma. Brit J] Ophthalmol 1970;54:461-472.
439 Miranda OC, Bito LZ. The putative and demonstrated miotic effects of
(Miran Ja&Bito prostaglandins in mammals. In: The Ocular Effects of Prostaglandins and 1
1989) ’ other Eicosanoids, Bito, LZ and Stjernschantz J, editors. New York: Alan R.
Liss, Inc.; 1989. p. 171-195.
Campbell WB, Halushka PV. Lipid-derived autacoids, eicosanoids and
433 latelet-activating factor. In: Hardman J, Limbird L, Molinoff P, Ruddon R,
p g
(Campbell&Halushka, | Goodman R, editors. 9™ Edition, Goodman and Gilman’s The 11
1997) Pharmacological Basis of Therapeutics. New York: McGraw-Hill; 1997.
Chapter 26, p. 601-611.
434 Conklin JL, Anuras S. Effects of prostaglandins F, and F,, on
(Conklin&Anuras, electromyogram of cat colon in vitro. Digestive Dis Sci 11
1996) 1996;41(4):720-726.
435 Basu S, Sjoquist B, Stejernschantz J and Resul B. Corneal permeability to
(l‘Ba.su et al., 1994) and ocular metabolism substituted prostaglandin esters in vitro. Prost 11
” Leukot Essential Fatty Acids 1994;50:161-168.
436 Sabbieti MG, Marchetti L, Abreu C, Montero A, Hand AR, Raisz LG et al.
. Prostaglandins regulate the expression of fibroblast growth factor-2 in bone. | 11
(Sabbieti etal., 1999) |5 4o crinology 1999: 140(1):434-444.
437 Gardner CR, Blanque R, Cottereaux C. Mechanisms involved in
( Ga;r dner et al., 2001) prostaglandin-induced increase in bone resorption in neonatal mouse 11
” calvaria. Prost Leuko Essential Fatty Acids 2001;64(2):117-125.
Raisz LG, Alander CB, Fall PM, Simmons HA. Effects of prostaglandin
43.8 Fr4 on bone formation and resorption in cultured neonatal mouse calvariae: 1
(Raisz et al., 1990) Role of prostaglandin E; production. Endocrinology
1990;126(2):1076-1079.
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439 Yamaguchi DT, Green J, Kleeman CR, Muallem S. Prostaglandins enhance
(Yamaguchi et al., parathyroid hormone-evoked increase in free cytosolic calcium 11
1991) concentration in osteoblast-like cell. Cell Calcium 1991;12(9):609-622.
4310 Ma YF, Li XJ, Jee WSS, McOsker J, Liang XG, Setterberg R et al. Effects
(1.\/[;1 etal., 1995) of prostaglandin E; and F5, on the skeleton of osteopenic ovariecotomized | 11
” rats. Bone 1995; 17(6):549-554.
Sharif NA, Kelly CR, Crider JY, Williams GW, Xu SX. Ocular hypotensive
4.3.11 FP prostaglandin (PG) analogs: PG receptor subtype binding affinities and
p g g p yp g 11
(Sharif et al., 2003) selectivities, and agonist potencies at FP and other PG receptors in cultured
cells. J Ocul Pharm Therapeut 2003;19:501-515.
RTECS Accession No.OP2060000. Record Status;E Existing-Record. Prime
43.12 Name of Substance; Mannitol,-D-. SY:1,2,3,4,5,6-Hexanehexol-, 1
(RTECS OP 2060000) | Manna-Sugar-, Mannite-, NCI-C50362, D-Mannitol-, Osmitrol-. CAS
Registry No:Current:69-65-8.
43.13 Carcinogenesis Bioassay of D-Mannitol (CAS No.69-65-8) in F334/N Rats
((’j AS No. 69-65-8) and B6C3F, Mice (Feed Study). NTP Long-Term Study Technical Report 11
’ TR-236.
43.14 . . .. .

. . Inactive Ingredients database. U.S. Food and Drug Administration-Center
(Inactive Ingredients . ) 11
Database) for Drug Evaluation and Research, http://www.fda.gov.

RTECS Accession No. F14130000. Record Status; E Existing-Record. Prime
4.3.15 Name of Substance; Castor-Oil, -Hydrogenated, -ethoxylated, 1
(RTECS FI1413000) |-HCO-60-Synonym(S):Cremophor-RH-40, HIO-60-, Nikko-HCO-60-. CAS
Registry No:Current:8001-78-3
4.3 43.16 RTECS Accession No. FI4161000. Record Status; E Existing-Record. Prime

o Name of Substance; Castor-Oil, -Hydrogenated, -ethoxylated, -HCO-40-. 11

(RTECS FI4161000) CAS Registry No: Current:61788-85-0.
43.17 Hisatomi A, Kimura M, Maeda M, Matsumoto M, Ohara K, Noguchi H.

- . Toxicity of Polyoxyethylene Hydrogenated Castor Oil 60(HCO-60) in
(Hisatomi et al., ) . . . . 11
1993) Eperimental Animals. The Journal of Toxicological Sciences

1993;18(3):1-9.
4318 HSDB Accession No.1933. Record Status; E Existing-Record. Prime Name
(HéDB 1993) of Substance; Castor-Oil-Synonym(S): Aromatic-Castor-Oil. CAS Registry | 11
No: Current:8001-79-4.
4.3.19 Toxicity Study of Castor Oil (CAS No.8001-79-4) in F344/n Rats and 1
(CAS No. 8001-79-4) | B6C3F; Mice (Dosed Feed Studies). NTP Technical Report Tox-12.
4390 Hirai O, Miyamae Y, Zaizen K, Miyamoto A, Takashima M, Hattori Y.
iy Mutagenicity test of polyoxyethylene hydrogenated castor oil 60 11

(Hirai et al., 1994)

(HCO-60).J Toxicol Sci 1994;19:89-96.
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531
Validation of an HPLC Tandem Mass Spectrometry Method for
53.1.4.1 the Determination of AL-5848 in Human Plasma 12
(C001)
Validation of an HPLC/Tandem Mass Spectrometry
(HPLC/MS/MS) Method for the Determination of AL-5848 in
5.3.1.4.2 Human Plasma at 12
(C002)
Validation of an HPLC/Tandem Mass Spectrometry
(HPLC/MS/MS) Method for the Determination of AL-5848 in
5.3.1.4.3 Human Urine at 12
5.3.1.4 |(C003)
Validation of an HPLC Tandem Mass Spectrometry
(HPLC/MS/MS) Method for the Determination of Timolol in
5.3.1.4.4 Human Plasma at 12
(C004)
Validation of an HPLC/Tandem Mass Spectrometry
(HPLC/MS/MS) Method for the Determination of Timolol in
5.3.1.4.5 Human Plasma at 12
(00) I
5.3.2
In Vitro Binding of [*’H-Ph]AL-5848 to Human, Monkey and Rat
5391 53.2.1.1 Plasma Proteins "
=% | (co06) I
5.3.3 PK
A Seven-Day, Open-Label, Randomized, Parallel Group,
Multiple-Dose Pharmacokinetic Study of AL-6221 0.0015%
Ophthalmic Solution Without Digital Punctal Occlusion and
53.3.1.1 AL-6221 0.004% Ophthalmic Solution With and Without Digital
5.3.3.1 . . . .. .S 12
T [(C007) Punctal Occlusion Following Topical Ocular Administration in

Normal, Healthy Male Japanese Subjects.
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An Open Label, Parallel, Multi-Dose Pharmacokinetic Study of
AL-6221 0.004% Ophthalmic Solution and AL-6221 0.0015%

533.12 Ophthalmic Solution Following Topical Ocular Administration
(C008) in Normal Volunteers 12
I
A Masked, Multiple-Dose, 3-Period, 3-Way Crossover, Safety
and Pharmacokinetic Study of Travoprost 0.004%/Timolol 0.5%
Ophthalmic Solution versus Travoprost Ophthalmic Solution
5.3.3.1.3 0.004% and Timolol Ophthalmic Solution 0.5% Following 12
(C009) Topical Ocular Administration in Healthy Subi'ects
An Eight Day, Doubled-Masked, Randomized, Parallel, Safety
and IOP-lowering Efficacy of AL-6221 0.0001%, 0.0015%,
0.004%, 0.006% Ophthalmic Solutions Compared to AL-6221
5.3.3.14 Vehicle Following Topical Ocular Administration in Normal, 12
(CO10) Healthy Male Japanese Subjects
533.1 I
An Eight-Day, Doubled-Masked, Randomized, Parallel, Safety
Study of AL-6221 0.0001%, 0.0015%, 0.004%, 0.006%
Ophthalmic Solutions Compared to AL-6221 Vehicle Following
5.3.3.1.5 Topical Ocular Administration in Normal, Healthy Male 12
(CO1) Japanese Subjects
I
Review of AL-5848 Plasma Concentrations from Travoprost
53.3.1.6 Clinical Pharmacokinetic Studies C008, C013, C014 and C007
12
(C012) ]
An Open Label, Multi-Dose, Pharmacokinetic Study of AL-6221
0.004% Ophthalmic Solution Following Topical Ocular
5333.1 Administration in Subjects With Normal Renal Function
(C013) Compared to Subjects With Renal Impairment 13
I
An Open Label, Multi-Dose Pharmacokinetic Study of AL-6221
0.004% Ophthalmic Solution Following Topical Ocular
5333 53332 Administration in Subjects With Normal Hepatic Function 13
T [(C014) Compared to Subjects With Impaired Hepatic Function
I
An Open Label, Multi-Dose Pharmacokinetic Study of AL-6221
53333 0.004% Ophthalmic Solution Following Topical Ocular
(CO15) Administration in Subjects With Normal Hepatic Function 13
53.3.3.2 Compared to Subjects With Impaired Hepatic Function
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5.34 PD
A Two-Week Study of the IOP-Lowering Efficacy over a
Twenty-Four Hour Period of AL-6221 0.0015% and 0.004%
534.1.1 Compared to latanoprost* 0.005% Dosed Once Daily in
5341 (C016) Japanese Subjects 13
5.35
AL-6221
53.5.1.1
cor) I :
A Four-Week, Multicenter, Triple-Masked, Placebo-Controlled,
Dose-Response Study of the Safety and Efficacy of AL-6221
53512 Ophthalmic Solution in the Treatment of Patients with Primary
(CO18) Open-Angle Glaucoma or Ocular Hypertension 13
A Four-Week, Multicenter, Triple-Masked, Placebo-Controlled,
Dose-Response Study of the Safety and Efficacy of AL-6221
53.5.13 Ophthalmic Solution in the Treatment of Patients with Primary
(C019) Open-Angle Glaucoma or Ocular Hypertension 13
A Six-Month, Multicenter, Triple-Masked, Placebo-Controlled
5.3.5.1 Adjunctive Therapy Study of the Safety and Efficacy of
AL-6221 0.0015% and AL-6221 0.004% Ophthalmic Solution in
5.3.5.1.4 Patients With Open-Angle Glaucoma or Ocular Hypertension 14
(C020) Maintained on timolol maleate* 0.5%
A Twelve-Month, Triple-Masked, Parallel Group, Primary
Therapy Study of the Safety and Efficacy of AL-6221 0.0015%
and AL-6221 0.004% Compared to timolol maleate* 0.5% and
5.3.5.1.5 latanoprost* 0.005% in Patients With Open-Angle Glaucoma or 14
(co21) Ocular Hypertension
A Six-Month, Triple-Masked, Parallel Group, Primary Therapy
Study of the Safety and Efficacy of AL-6221 0.0015% and
53.5.1.6 AL-6221 0.004% Compared to timolol maleate* 0.5% in
(C022) Patients With Open-Angle Glaucoma or Ocular Hypertension 14

i
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A Nine-Month, Triple-Masked, Parallel Group, Primary Therapy
Study of the Safety and Efficacy of AL-6221 0.0015% and

53.5.1.7 AL-6221 0.004% Compared to timolol maleate* 0.5% in
(C023) Patients With Open-Angle Glaucoma or Ocular Hiiertension 15
A Twelve-Week, Double-Blind, Parallel Group, Primary Therapy
Study of the Safety and Efficacy of AL-6221 0.0015% and
AL-6221 0.004% Compared to Isopropyl Unoprostone 0.12%
5.3.5.1.8 (Unoprostone) in Patients with Open-Angle Glaucoma or Ocular 15
(CO24) Hypertension
AL-6221
53.5.1 1535.1.9 15
(Co25) I
A Twelve-Month, Double-Masked, Parallel Group, Primary
Therapy Study of the Safety and Efficacy of AL-6221 0.0015%
and 0.004% Compared to latanoprost* 0.005% Dosed Once
5.3.5.1.10 Daily in Japanese Subjects with Open-Angle Glaucoma or 16
(CO26) Ocular Hypertension
A Multicenter, Double-Masked, Study of the Safety and Efficacy
of TRAVATAN BAC-free Compared to TRAVATAN in Patients
5.3.5.1.11 with Open-Angle Glaucoma or Ocular Hypertension 16
(cuz7) I
53.53.1 Support Travoprost NDA Integrated Summary of Efficac
5353 (C028) 17
5.3.6
PERIODIC SAFETY UPDATE REPORT for: TRAVATAN Eye
Drops, Solution (travoprost 0.004%)
5.3.6.1 01 November 2001 to 31 April 2002 _ 17
PERIODIC SAFETY UPDATE REPORT for: TRAVATAN Eye
Drops, Solution (travoprost 0.004%)
5.3.6 53.6.2 01 May to 31 October 2002 17
PERIODIC SAFETY UPDATE REPORT for: TRAVATAN Eye
Drops, Solution (travoprost 0.004%)
5363 01 November 2002 to 31 April 2003 17
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5.3.6

PERIODIC SAFETY UPDATE REPORT for: TRAVOPROST
0.004%
TRAVATAN Eye Drops, Solution

5.3.6.4 01 May 2003 to 31 October 2003 17
PERIODIC SAFETY UPDATE REPORT for: TRAVOPROST
0.004%
01 November 2003 to 31 October 2004

5.3.6.5 TRAVATAN Eye Drops, Solution 17
PERIODIC SAFETY UPDATE REPORT for: TRAVOPROST
0.004%
01 November 2004 to 31 October 2005

5.3.6.6 TRAVATAN Eye Drops, Solution 17
PERIODIC SAFETY UPDATE REPORT for: TRAVOPROST
0.004%
01 November 2005 to 28 February 2006

5.3.6.7 TRAVATAN Eye Drops, Solution 17
ADDENDUM REPORT TRAVOPROST 0.004% Eye Drops
01 March to 31 December 2006

5361 E— "
NDA NUMBER: 21-994 TRAVATAN Z (travoprost) 0.004%
OPHTHALMIC SOLUTION
FORMS FDA-3500A FOR PERIODIC ADE REPORTS RECEIVED

5.3.6.9 DURING THE TIME PERIOD OF 21 SEPTEMBER 2006 TO 30 17
NOVEMBER 2006
NDA NUMBER: 21-994 TRAVATAN Z (travoprost) 0.004%
OPHTHALMIC SOLUTION

536,10 FORMS FDA-3500A FOR PERIODIC ADE REPORTS RECEIVED 0

DURING THE TIME PERIOD OF 1 DECEMBER 2006 to 28
FEBRUARY 2007
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5.3.7
(Patients Listings) 0.004% 17
0.004%
537 (AE/SAE & Lab 0.004% 17
Abnormal Listings) '
0.004%
Scatter Diagrams 0.004% 17
54
CTD
2003; 107(3):
54 ’
54.1 125-157 18
549 American Academy of Ophthalmology: Summary benchmarks for preferred 13
o practice patternsTM. 2003; URL: http//www.aao.org
The AGIS Investigators: The advanced glaucoma intervention study (AGIS): 7.
543 The relationship between control of intraocular pressure and visual field| 18
deterioration. Am J Ophthalmol 2000; 130: 429-440
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