
CENTER FOR DRUG EVALUATION AND

RESEARCH

APPLICA TIONNUMBER: '

2 1-994

‘MEDICAL REVIEW

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Clinical Review

Martin P. Nevitt, MD‘, MPH.
NDA 21-994; N—000

Travatan Z (travoprost ophthalmic solution) 0.004%

 
CLINICAL REVIEW

Application Type
Submission Number

Submission Code

Letter Date

Stamp Date
PDUFA Goal Date

Reviewer Name

Review'Completion. Date

Established Name

(Proposed) Trade Name

Therapeutic Class
Applicant

 

NDA 21-994
000

Original

11/18/05
11/21/05

09/21/06

Martin P. Nevitt, M.D., MZPH.
5/09/06

travoprost ophthalmic solution 0.004%

Travatan Z

Prostaglandin F2m analogue
Alcon Research, Ltd.

6201 South Freeway
PO. Box 19534

Fort Worth, TX 76134—2099
817-551-4933 '

Angela C. Kothe, OD, PhD

Associate Director, Regulatory Affairs

Priority Designation S

' Structure C26H35F306

(3H3

Q/i\CM;
H o

: (7

H5: ‘E'l H .5?on f, l“
L4

. Dosing Regimen

Indication

Intended Population

One drop in the affected eye(s) once-daily in the evening

Reduction of intraocular pressure (IOP) in patients with
open-angle glaucoma or ocular hypertension who are
intolerant of intraocular lowering medications or are

insufficiently responsive (failed to achieve target IOP
determined after multiple measurements over time) to another

intraocular pressure lowering medication

Patients 18 years or older with open angle glaucoma or ocular
hypertension

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Clinical Review

Martin P. Nevitt, M.D., M.P.H.

NDA 21—994; N—000

Travatan Z (travoprost ophthalmic solution) 0.004%

1

2

 

 

 
 
 
 

 

 

Table of Contents

EXECUTIVE SUMMARY................................................................................................................................4

1.1 RECOMMENDATION ON REGULATORY ACTION ...........................................................................................4
1.2 RECOMMENDATION ON POSTMARKETING ACTIONS ....................................................................................4

1.2.1 Risk Management Activity ......... i ............................................................................................................4
1.3 SUMMARY OF CLINICAL'FINDINGS .................................................................................... 5

1.3.1 Brief Overview of Clinical Program . .................. ........................................................................................ 5
1.3.2Efficacy................................................................................................... 5

1.3.3Safety........................6
1.3.4 Dosing Regimen and Administration .........................................................................................................6
1.3.5 Drug-Drug Interactions .............................................................................................................................. 7

1.3.6 Special Populations......................................................- .............................................................................. 7

INTRODUCTION AND BACKGROUND ......................................................................................................8

2.1 PRODUCT INFORMATION ................................................................................................................ '. ............ 8
2.2 CURRENTLY AVAILABLE TREATMENT FOR INDICATIONS ............................‘ .....
2.3 AVAILABILITY OF PROPOSED ACTIVE INGREDIENT IN THE UNITED STATES .....
2.4 IMPORTANT ISSUES WITH PHARMACOLOGICALLY RELATED PRODUCTS ..........
2.5 PRESUBMISSION REGULATORY ACTIVITY .................................................
2.6 OTHER RELEVANT BACKGROUND INFORMATION ........................ -. ............................................................. 1 1

SIGNIFICANT FINDINGS FROM OTHER REVIEW DISCIPLINES ........_........:................................... 11

3.1 CMC (AND PRODUCT MICROBIOLOGY, IFAPPLICABLE)........... 11
3.2 ANIMAL PHARMACOLOGY/TOXICOLOGY .................................................................................................. 1 1

DATA SOURCES, REVIEW STRATEGY, AND DATA INTEGRITY..................................................... 12

4.1 SOURCES OF CLINICALDATA.......................................................... 12

. 4.2 TABLES OF CLINICAL STUDIES .................................................................................................................. 13
4.3 REVIEW STRATEGY ............‘....................................................................................................................... 13

4.4 DATA QUALITY AND INTEGRITY ............................................................................................................... 13
-4.5 COMPLIANCE WITH GOOD CLINICAL PRACTICES ....................................................................................... 14
4.6 FINANCIAL DISCLOSURES .......................................................................................................................... 14

CLINICAL PHARMACOLOGY (FROM THE CLINICAL PHARMACOLOGY REVIEW) ............... 14

5.1 PHARMACOKINETICS ........................‘....................................................................... _......................................
5.25 PHARMACODYNAMICS .............................................................................................................................. 15

5.3 EXPOSURE-RESPONSE RELATIONSHIPS ...................................................................................... 15

INTEGRATED REVIEW OF EFFICACY ................................................................................................... 15

6. 1 INDICATION .......................................................................................... . .................................................... 15

6.1.1 Methods ......................................................_............................................................................................. 15
6.1.2 General Discussion of Endpoints ............................................................................................................. 15
6.1.3 Study Design.............. .......................................... -...................................... 16

6.1.4 Efficacy Findings ....................................................................................................................................24

6.1.5 Clinical Microbiology ..................................................................................................................... _. ........26
6.1.6 Efficacy Conclusions .......................... -.....................................................................................................26

INTEGRATED REVIEW OFSAFETY.............................................26

_ 7.1 METHODS AND FINDINGS ..........................................................................................................................26
7.1.1 Deaths ......................................'............ '. ................................................................................................... 26
7.1.2 Other Serious Adverse Events ................................................................................................................. 27

7. 1. 3 Dropouts and Other Significant Adverse Events .....................................................................................28

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Clinical Review .

Martin P. Nevitt, M.D., M.P.H.

NDA 21-994; N-OOO

Travatan Z (travoprost ophthalmic solution) 0.004%
 

 

 

 

 

 

 

 
 

 

 

7.1.4 Other Search Strategies ............................................................................................................................ 29
7.1.5 Common Adverse Events......................................................................................................................... 30
7.1.6 LessCommon Adverse Events ............................................................................................ . ........ 31

7.1.7 LaboratoryFIndIngs...........................31
7.1.8 Vital Signs................................................................................................................................................32
97.1.9 Electrocardiograms (ECGS) ............................................................................................................... 32
7.1.10 Immunogenicity.................... .................................................................................................................32
7.1.11 Human Carcinogenicity .........................................................................................................................32
7.1.12 Special Safety Studies ........................................................... ' ......... _.........33
7.1.13 Withdrawal Phenomena and/0r Abuse Potential .................................................................................... 33

7.1.14 Human Reproduction and Pregnancy Data ............................................................................................33
7.1.15 Assessment of Effect on Growth.................................................................................................. 33

7.1.16 Overdose Experience ............ 33
7.1.17 Postmarketing Experience.................................................................................................................. 33.

7.2 ADEQUACY or PATIENT EXPOSURE AND SAFETY ASSESSMENTS ............................. _. ................................34
7.2.1 Description of Primary Clinical Data Sources (Populations Exposed and Extent of Exposure) Used to

Evaluate Safety ..........................................................................................................................................34
7.2.2 Description of Secondary Clinical Data Sources Used to Evaluate Safety .............................................. 36
7.2.3 Adequacy of Overall Clinical Experience................................................................................................ 37
7.2.4 Adequacy of Special Animal and/or In Vitro Testing..................... . ..................................................... 37
7.2.5 Adequacy of Routine Clinical Testing .....................................................................................................37
7.2.6 Adequacy OfMetabolic, Clearance, and Interaction Workup .................................................................. 37

7.2.7 Adequacy of Evaluation for Potential Adverse Events for Any New Drug and Particularly for Drugs in
the Class Represented by the New Drug; Recommendations for Further Study ...:.... ............................... 37

7.2.8 Assessment of Quality and Completeness of Data......-........' ............................ . .......................................37
7.2.9 Additional Submissions, Including SafetyUpdate..................................38 '

7.3 SUMMARY OF SELECTED DRUG-RELATED ADVERSE EVENTS, IMPORTANT LIMITATIONS OF DATA, AND

CONCLUSIONS ...........................................................................................................................................38
7.4 GENERAL METHODOLOGY ..............................................................‘. ...'..38

7.4.1Pooling Data Across Studies to Estimate and Compare Incidence ...........................................................38

8 ADDITIONAL CLINICAL ISSUES .................38

8.1 DOSING REGIMEN AND ADMINISTRATION .............................................

8.2 DRUG-DRUG INTERACTIONS ...........................

8.3 SPECIAL POPULATIONS .......................................... . ................................................................................... 39
8.4 PEDIATRICS ......................................................................... _. .....................................................................39
8.5 . ADVISORY COMMITTEE MEETING ............................. ‘ ...............................................................39
8.6 LITERATURE REVIEW ................................................................................................................................ 39
8.7 POSTMARKETING RISK MANAGEMENT PLAN ............................................................................................ 39
8.8 OTHER RELEVANT MATERIALS .................................................................................................................39

9 OVERALL ASSESSMENT.............................................................................................................................40

9. 1 CONCLUSIONS ........................................................................................................................................... 40
9.2 RECOMMENDATION ON REGULATORY ACTION ....................................40
9.3 RECOMMENDATION ON POSTMARKETING ACTIONS ........................................................................40
9.4 LABELING REVIEW ............................. . .............................................................................................. ..41
9.5 COMMENTS To APPLICANT..................................;.....................................................................................4'1

9.4 LINE—BY-LINE LABELING REVIEW ............................................................................................................42

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Clinical Review

Martin P. Nevitt, M.D., M.P.H.
NDA 21-994; N-000 '

Travatan Z (travoprost ophthalmic solution) 0.004%

 

1 EXECUTIVE SUMMARY

1.1 Recommendation on Regulatory Action

From a clinical perspective, NDA 21—994 is recommended for approval for the treatment of
elevated intraocular pressure (IOP) in patients with open angle glaucoma or ocular hypertension
who are intolerant of intraocular lowering medications or insufficiently responsive (failed to
achieve target IOP determined after multiple measurements over time) to another intraocular
pressure lowering medication.

The submitted bioequivalence trial (study C-04—Il7) supports approval of Travatan Z, aka
Travatan BAC—free. Travatan Z was developed for those patients who may be intolerant of the
preservative benzalkonium chloride.

Study C—04—17 was a multicenter, phase 3 safety and efficacy trial. This safety/efficacy study
was designed to demonstrate bioequivalence of Travatan Z (the BAC-free formulation of

travoprost ophthalmic solution, 0.004%) to the marketed formulation oftravoprost ophthalmic
solution, 0.004% (Travatan), with both dosed once-daily in the evening in patients with open- ~
angle glaucoma or ocular hypertension.

The primary efficacy endpoint, mean intraocular pressure, is demonstrated to be equivalent when
comparing travoprost ophthalmic solution, 0.004% (Travatan Z); to the previously approved
drug, travoprost ophthalmic solution, 0.004% (Travatan). Equivalence is defined as 'the two sided
95% confidence interval being less than 1.5 mmHg at each direct group comparison over
multiple times over a three month period and being less than 1.0 mmHg for the majority of direct
group comparisons. Travatan (NDA 21-257) was first approved in March 2001 for the reduction
of elevated [OP in patients with open-angle glaucoma or ocular hypertension who are intolerant
of intraocular lowering medications or are insufficiently responsive (failed to achieve target [OP
determined after multiple measurements over time) to another intraocular pressure lowering
medication.

The recommended dosing regimen is one drop in the affected eye(s) once daily in the evening.

1.2 Recommendation on Postmarketing Actions

1.2.1 Risk Management Activity

No additional clinical trials or postmarketing surveillance studies are required.
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