Food and Drug Administration
Center for Drug Evaluation and Research
I Office of Drug Evaluation III

FACSIMILE TRANSMITTAL SHEET

DATE: April 30, 2008

To: Glen Park From: Melinda Bauerlien, M.S.

Project Manager
Company: Target Health for Summers Division of Dermatology & Dental Products
Laboratories
Fax number: (212) 681-2105 Fax number: (301) 796-9895
Phone number: (212) 681-2100 Phone number: (301) 796-2110

Subject: NDA 22-129

Total no. of pages including cover: 2

Comments:
Please send us instructions that were given to subjects in the phase 3 clinical trial today if possible. Also
please provide us with a Patient Package Insert.

Document to be mailed: O vEs NO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL,
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or
other action based on the content of this communication is not authorized. If you have
received this document in error, please notify us immediately by telephone at (301) 796-
2110. Thank you.



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Melinda Bauerlien
4/30/2008 10:07:59 AM
CSO



Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation 111
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FACSIMILE TRANSMITTAL SHEET

DATE: April 8, 2008

To: Glen Park ‘ From: Melinda Bauerlien, M.S.
Project Manager
Company: Target Health for Summers Division of Dermatology & Dental Products
Laboratories
Fax number: (212) 681-2105 Fax number: (301) 796-9895
Phone number: (212) 681-2100 Phone number: (301) 796-2110

Subject: NDA 22-129

Total no. of pages including cover: 2

‘Comments:

We refer to your December 28th, 2007 submission. The hyperlinks to the following
references: MN07081,2007, MC07B-0116,2007 and MC07B-0117 in the bioanalytical report
(Number MC07B-0209) do not allow us to open up the references. Could you please guide us
where these references are located in the submission or re-submit the references.

Document to be mailed: QvyEes M ~o

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL,
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or
other action based on the content of this communication is not authorized. If you have
received this document in error, please notify us immediately by telephone at (301) 796-
2110. Thank you.



This is a representation of an electronic record that was signed electromcally and
this page is the manifestation of the electronic signature.

Melinda Bauerlien
4/8/2008 09:25:27 AM
CSsO



Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation III

F

FACSIMILE TRANSMITTAL SHEET

DATE: March 25, 2008

To: Glen Park From: Melinda Bauerlien, M.S.
Project Manager
Company: Target Health for Summers Division of Dermatology & Dental Products
Laboratories
Fax number: (212) 681-2105 Fax number: (301) 796-9895
Phone number: (212) 681-2100 Phone number: (301) 796-2110

Subject: NDA 22-129

Total no. of pages including cover: 2

Comments: Please provide an updated label that includes their proposed labeling for the PK study
that was submitted on 12/28/08.

Document to be mailed: O vEs M ~no

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL,
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or
other action based on the content of this communication is not authorized. If you have
received this document in error, please notify us immediately by telephone at (301) 796-
2110. Thank you.



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Melinda Bauerlien
3/25/2008 11:10:28 AM
CSO



Food and Drug Administration
Center for Drug Evaluation and Research
I Office of Drug Evaluation III

FACSIMILE TRANSMITTAL SHEET

DATE: March 12, 2008

To: Glen Park From: Melinda Bauerlien, M.S.
Project Manager
Company: Target Health for Summers Division of Dermatology & Dental Products
Laboratories
Fax number: (212) 681-2105 Fax number: (301) 796-9895
Phone number: (212) 681-2100 Phone number: (301) 796-2110

Subject: NDA 22-129

Total no. of pages including cover: 3

Comments: Clinical Information Request

Document to be mailed: - Dvyes NO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL,
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or
other action based on the content of this communication is not authorized. If you have
received this document in error, please notify us immediately by telephone at (301) 796-
2110. Thank you. ’



NDA 22-129 Information Request

* Clinical

1. For safety population, please provide:

1.

Total number of subjects without pruritus prior to treatment who
developed pruritus post-treatment ( 1% and/or 2™ visit) per treatment group
and age group

Total number of subjects without erythema prior to treatment who
developed erythema post-treatment ( 1 and/or 2™ visit) per treatment
group and age group

Total number of subjects without pyoderma prior to treatment who
developed pyoderma post-treatment ( 1% and/or 2™ visit) per treatment
group and age group

Total number of subjects without excoriation prior to treatment who
developed excoriation post-treatment ( 1* and/or 2" visit) per treatment

group and age group

2. For subjects above, please provide PID.
3. For safety population, please provide total number (per age group) of subjects
who received:

L.
2.

1* treatment only
1%t and 2™ treatment

4. Please clarify data discrepancies: Table 5.3.5.3.2.4.2 ISS : Frequency of Ocular
irritation and Table 1 Distribution of safety population by age (02/27/08)



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Melinda Bauerlien
3/12/2008 07:54:40 AM
CSO



Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation III
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FACSIMILE TRANSMITTAL SHEET

DATE: March 3, 2008

To: Glen Park From: Melinda Bauerlien, M.S.
Project Manager
Company: Target Health for Summers ~ Division of Dermatology & Dental Products
Laboratories
Fax number: (212) 681-2105 Fax number: (301) 796-9895
Phone number: (212) 681-2100 Phone number: (301) 796-2110

Subject: NDA 22-129

Total no. of pages including cover: 3

Comments: Clinical and CMC Information Request

Document to be mailed: Qves NO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL,
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or
other action based on the content of this communication is not authorized. If you have
received this document in error, please notify us immediately by telephone at (301) 796-
2110. Thank you. ‘



NDA 22-129 Information Request
Clinical

1. For safety population, please provide mean/median values (in grams/possibly in
0z) of 5% L.A. and vehicle that had been used for single application: Total weight
of bottles dispensed/Total weight of bottles returned for all categories of hair
length.

2. Please provide demographics and hair characteristics for safety population (per
study, per age group).

3. For subject in the vehicle control treatment group who had AE: nasopharyngitis,
please provide PID.

CMC

Please provide a sample of the (b) (4) bottle.



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Melinda Bauerlien
3/3/2008 01:52:40 PM
CSO



Food and Drug Administration
Center for Drug Evaluation and Research
I Office of Drug Evaluation III

FACSIMILE TRANSMITTAL SHEET

DATE: February 21, 2008

To: Glen Park From: Melinda Bauerlien, M.S.
Project Manager
Company: Target Health for Summers Division of Dermatology & Dental Products
Laboratories )
Fax number: (212) 681-2105 Fax number: (301) 796-9895
Phone number: (212) 681-2100 ' Phone number: (301) 796-2110

Subject: NDA 22-129

Total no. of pages including cover: 3

Comments: Clinical and CMC Information Request

Document to be mailed: O ves Mo

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOMIT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL,
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. '

If you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or
other action based on the content of this communication is not authorized. I you have
received this document in error, please notify us immediately by telephone at (301) 796-
2110. Thank you.



NDA 22-129 Information Request

Clinical

Please provide the following information:

- Number of subjects (safety population®) in each age group (6m-3y; 4-11y; >12y), for
each treatment (5%L/A.; vehicle), per each study (SU-01-2005, SU-02-2005, SU-03-
2005, SU-02-2004, SU-02-2003, SU-02-2003A).

*To be included in the safety population, subjects must have at least one post-baseline
assessment. Please exclude subjects in SU-03-2005 who were treated with 5% L.A. in

SU-01-2005 and SU-02-2005.

CMC

- We have received your response to the IR letter dated January 22, 2008, and we would
like to request that you perform the “USP <661> Test” (Polyethylene Containers —
Nonvolatile Residue) ®) )



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Melinda Bauerlien
2/21/2008 12:09:30 PM
CsoO
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C DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration

Rockville, MD 20857

PDUFA GOAL DATE EXTENSION

NDA 22-129

Target Health, Inc. for Summers Laboratories, Inc.

Attention: Glen Park, Pharm.D., Senior Director, Clinical and Regulatory Affairs
261 Madison Avenue, 24" Floor

New York, NY 10016

Dear Dr. Park:

Please refer to your June 15, 2007, new drug application (NDA) submitted under section 505(b) of the Federal Food,
Drug, and Cosmetic Act for Lice Asphyxiator (benzyl alcohol), 5%  (b) (4)

On January 25, 2008, we received your January 25, 2008, major amendment to this application. The réceipt date is
within 3 months of the user fee goal date. Therefore, we are extending the goal date by three months to provide time
for a full review of the submission. The extended user fee goal date is July 15, 2008.

If you have any questions, call Melinda Bauerlien, M.S., Project Manger, at 301-796-2110.
Sincerely,
{See appended electronic signature page}
Susan J. Walker, M.D., F.A.A.D.
Director
Division of Dermatology and Dental Products

Office of Drug Evaluation III
Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Susan Walker
2/13/2008 06:12:38 PM



Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation III

=

FACSIMILE TRANSMITTAL SHEET

DATE: January 28, 2008

To: Glen Park From: Melinda Bauerlien, M.S.
Project Manager
Company: Target Health for Summers Division of Dermatology & Dental Products
Laboratories '
Fax number: (212) 681-2105 Fax number: (301) 796-9895
Phone number: (212) 681-2100 Phone number: (301) 796-2110

Subject: NDA 22-129

Total no. of pages including cover: 3

Comments: Information request. Please respond by COB 1/30/08

Document to be mailed: O ves NO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL,
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or
other action based on the content of this communication is not authorized. If you have
received this document in error, please notify us immediately by telephone at (301) 796-
2110. Thank you.



NDA 22-129 Information Request

Clinical

1.

CMC

For Study SU-01-2005, clarify data discrepancies: Clinical Study Report “All
AEs were mild or moderate in intensity. ““ (p5) v “...one irritation at the first
evaluation visit that was severe” (p5)

For Study SU-01-2005, clarify data discrepancies: Clinical Study Report: one day

" post second treatment = D8 (p20) v second treatment D8 (p11)

For Study SU-01-2005, clarify data discrepancies: Clinical Study Report: 55
subjects completed the study (p3) v. 50 subjects completed the study (p21)
For Study SU-03-2005, clarify data discrepancies: Clinical Study Report:” only
case of mild ocular irritation in a less than three years .... was reported” v Stat.
Table 4.1.1: age 6m-3y : 2 subjects with ocular irritation
For Study SU-03-2005, clarify data discrepancies between Clinical Study Report
(p17) and Data Listing 10 for the reason for protocol deviation - subject 01S-34
For all subjects with ocular irritation (SU-01-2005, SU-02-2005, SU-03-2005),
please provide:
- subject’s identification number
- number of subject who had ocular irritation at 1 and 2™ evaluation visit
(for each study)
- for each subject rating (severity) of ocular irritation at 1% v 2™ visit
- time of onset (in relation to product application), time of resolution,
therapy (if given), outcome '

1. After examining your proposed drug product samples, we consider that your product is
well suited as a Lotion (b) (4)



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Melinda Bauerlien
1/28/2008 08:52:02 AM
CSO



Food and Drug Administration
Center for Drug Evaluation and Research
I Office of Drug Evaluation III

FACSIMILE TRANSMITTAL SHEET

DATE: January 22, 2008

To: Glen Park From; Melinda Bauerlien, M.S.
Project Manager
Company: Target Health for Summers Division of Dermatology & Dental Products
Laboratories
Fax number: (212) 681-2105 Fax number: (301) 796-9895
Phone number: (212) 681-2100 Phone number: (301) 796-2110

Subject: NDA 22-129

Total no. of pages including cover: 3

Comments: Response to your emailed questions timeline dated 1/17/08

Document to be mailed: Qves NO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL,
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or
other action based on the content of this communication is not authorized. If you have
received this document in error, please notify us immediately by telephone at (301) 796-
2110. Thank you.



We have the following comments in response to your email dated January 17, 2008:

1. Regarding “USP <661> Test”, please make sure to include all the solvents
involved in the test are used in the extractable study and submit the results in the
1/28/08 submission.

2. Regarding “Uptake Testing Outline”, only 25° and 40° C will suffice, however,
the test procedure should be done as follows

o(b) (4) )

w

e Testing parameters: Assay for benzyl alcohol, impuritiés, pH and weight loss
per methods provided in NDA

e Acceptance criteria: Drug product will be assayed to determine the amount of
benzyl alcohol uptake. Following exposure to the stated conditions, product
should meet specifications for benzyl alcohol, pH, impurities and water loss as
NDA 22-129.

o Note: The ratio of plug surface area to the weight of formulation must
represent a worst case scenario.

Submit results in the 2/18/08 submission.

3. Regarding the “Stability Testing Oiltline”, please change the testing condition as
follows:

* Conditions: 25° C/60%RH and 40° C/75% RH
e Testing Time points: 0, 2 and 4 weeks

Submit 2 week results first in the 2/28 submission. Monitor 4 week results any failure
- should be reported immediately.

4, Additional comments:

Please provide the following information ASAP (but not later than 1.28.08) for the
plug:

e LOA if a DMF is referenced,

e Drawing for the plug,



e Supplier's CoA,
® Your in-coming specification
¢ Name and address of the supplier.

e Ifno DMEF is to be referenced, you will need to provide additional information for
the resin and colorant. ‘

Submit ASAP (no later than January 28, 2008) samples of the plugs, and
samples of the proposed container/closure system (fitted with a plug and with
formulation inside).



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Melinda Bauerlien
1/22/2008 10:24:18 AM
Cso



Food and Drug Administration
Center for Drug Evaluation and Research
I Office of Drug Evaluation ITI

FACSIMILE TRANSMITTAL SHEET

DATE: December 19, 2007

To: Glen Park From: Melinda Bauerlien, M.S.
Project Manager
Company: Target Health for Summers Division of Dermatology & Dental Products
Laboratories
Fax number: (212) 681-2105 Fax number: (301) 796-9895
Phone number: (212) 681-2100 - Phone number: (301) 796-2110

Subject: NDA 22-129

Total no. of pages including cover: 3

Comments: Response to your emailed questions dated 12/13/07

Document to be mailed: Qves M ~o

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL,
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or
other action based on the content of this communication is not authorized. If you have
received this document in error, please notify us immediately by telephone at (301) 796-
2110. Thank you.



The following questions were asked by the sponsor in an email date December 13,
2007

1. Regarding the request for submission of all CRFs. I want to clarify whether the
reviewer is requesting all CRFs for all subjects in the NDA? We can break it down by
the following subsets: ‘

a. All Phase 3 study patients (SU-01-2005, SU-02-2005, SU-03-2005). This will
be 766 CRFs and represents all safety subjects
b. All Phase 3 Primary Cohort subjects 250 CRFs and is all primary efficacy

subjects.
c. All Phase 2 and 3 subjects 825 CRFs

We have the Phase 3 CRFs bookmarked in pdf form and can send them by the end
of the year. The Phase 2 studies are not bookmarked, but can be scanned and
could also send them soon if they are required.

2. At the teleconference on Monday, the chemistry reviewer indicated that if the new
bottle closure was a different material, a "benzyl alcohol uptake test" would be
required and cited the USP 661 procedure. Was the reviewer referring to a test of
leachable materials?

Agency’s Response
Question 1:

We would like to have CFRs for all subjects in the NDA. Separating them as proposed
will be nice (if possible: all Phase 2 CRFs to be different subset).

Question 2:

a. USP <661> procedure was cited for the characterization of the new material.

b. "benzyl alcohol uptake" information can be achieved by the means of two weeks
(maximum duration of contact of new material with drug product) of stability data
(benzyl alcohol assay) at ambient condition, inverted sample () (4)

[compare same drug product before (time zero) and after stability].



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Melinda Bauerlien
0 12/19/2007 11:31:57 AM
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ACTION PACKAGE CHECKLIST

. APPLICATION INFORMATION!

NDA Supplement #
BLASTN #

NDA # 22-129
BLA #

If NDA, Efficacy Supplement Type:

Proprietary Name: Undetermined
Established/Proper Name: benzyl alcohol, 5%
Dosage Form: Lotion

Applicant: Sciele Pharma, Inc.
Agent for Applicant (if applicable): Summers Laboratories, Inc.

RPM: Nichelle Rashid

Division: DDDP

NDAs:
NDA Application Type: [[] 505(b)(1) 505(b)(2)
Efficacy Supplement: [ ] 505(b)(1) [] 505(b)(2)

(A supplement can be either a (b)(1) or a (b)(2) regardless
of whether the original NDA was a (b)(1) or a (b)(2).
Consult page 1 of the NDA Regulatory Filing Review for
this application or Appendix A to this Action Package
Checklist.)

505(b)(2) Original NDAs and 505(b)(2) NDA supplements:

Listed drug(s) referred to in 505(b)(2) application (include
NDA/ANDA #(s) and drug name(s)): N/A

Provide a brief explanation of how this product is different from the
listed drug. N/A

X 1fno listed drug, check here and explain: Relying on literature
references for some nonclinical toxicology information. No specific
listed drug products are referred to in the literature references.

Prior to approval, review and confirm the information previously
provided in Appendix B to the Regulatory Filing Review by re-
checking the Orange Book for any new patents and pediatric
exclusivity. If there are any changes in patents or exclusivity,
notify the OND ADRA immediately and complete a new A ppendix
B of the Regulatory Filing Review.

X No changes [ Updated
Date of check: 04/08/09

If pediatric exclusivity has been granted or the pediatric
information in the labeling of the listed drug changed, determine
whether pediatric information needs to be added to or deleted
from the labeling of this drug.

On the day of approval, check the Orange Book again for any new
patents or pediatric exclusivity.

< User Fee Goal Date
Action Goal Date (if different)

04/17/09

*

e Proposed action

e Previous actions (specify type and date for each action taken)

% Actions :

04/09/09

Xl AP r[l TA [:lAE: |
ONaA [Ocr

AE 07/14/08

' The Application Information section is (only) a checklist. The Contents of Action Package section (beginning on page 5) lists the

documents to be included in the Action Package.

Version: 9/23/08




NDA/BLA #22-129
Page 2

*,

< Promotional Materials (acceler ated approvals only)

Note: Ifaccelerated app roval (21 CFR 314.510/601.41), promotional materials to be used
within 120 days after approval must have been submitted (for exceptions, see guidance
www.fda.gov/eder/guidance/2197dft.pdf). If not submitted, explain

[] Received

Version: 9/5/08




NDA/BLA #22-129
Page 3

9,

% Application® Characteristics

Review priority: Standard ] Priority
Chemical classification (new NDAs only):

{71 Fast Track
J Rolling Review
[J Orphan drug designation

NDAs: Subpart H

(] Accelerated approval (21 CFR 314.510)
[ Restricted distribution (21 CFR 314.520)

Subpart I

] Approval based on animal studies

] Submitted in response to a PMR
] Submitted in response to a PMC

Comments:

1

[ Rx-to-OTC full switch
[[] Rx-t0-OTC partial switch
[] Direct-to-OTC

BLAs: SubpartE
[] Accelerated approval (21 CFR 601.41)
[ Restricted distribution (21 CFR 601.42)
Subpart H
[ Approval based on animal studies

< Date reviewed by PeRC (required for approvals only)

If PeRC review not necessary, explain: 06/25/08

< BLAs only: RMS-BLA Product Information Sheet for TBP has been completed and [ Yes, date
forwarded to OBPS/DRM (approvals only) ?

< BLAs only: is the product subject to official FDA lot release per 21 CFR 610.2

(approvals only)

K3
°

Public communications (approvals only)

d Yes [ No

e  Office of Executive Programs (OEP) liaison has been notified of action

Yes [] No

e  Press Office notified of action (by OEP)

X Yes [] No

o Indicate what types (if any) of information dissemination are anticipated

] None

X] HHS Press Release
[] FDA Talk Paper
] CDER Q&As

] Other

2 All questions in all sections pertain to the pending application, i.e., if the pending application is an NDA or BLA supplement, then
the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA. For example, if the
application is a pending BLA supplement, then a new RMS-BLA Product Information Sheet for TBP must be completed.

Version: 9/5/08




NDA/BLA #22-129

Page 4
< Exclusivity : e
o Isapproval of this application blocked by any type of exclusivity? No [ Yes
e NDAs and BLAs: Is there existing orphan drug exclusivity forthe “same”
drug or biologic for the proposed indication(s)? Refer to 21 CFR No ] Yes

316.3(b)(13) for the definition of “same drug” for an orphan drug (i.e., If, yes, NDA/BLA # and
active moiety). This definition is NOT the same as that used for NDA date exclusivity expires:
chemical classification.

e (b)(2) NDAs only: Is there remaining 5-year exclusivity that would bar X No [] Yes
effective approval of a 505(b)(2) application)? (Note that, even if exclusivity Ifves. NDA # and date
remains, the application may be tentatively approved if it is otherwise ready exz:llu;ivity expires:
Jor approval ) pires:

e (b)(2) NDAs only: Is there remaining 3-year exclusivity that would bar No [ Yes
effective approval of a 505(b)(2) application? (Note that, even if exclusivity I es. NDA # and date
remains, the application may be tentatively approved if it is otherwise ready eleu;ivi expires:
Jor approval.) ty expires:

e (b)(2) NDAs only: Is there remaining 6-month pediatric exclusivity that No [ Yes
would bar effective approval of a 505(b)(2) application? (Note that, even if I es. NDA # and date
exclusivity remains, the application may be tentatively approved if it is exilu;ivi expires:
otherwise ready for approval,) ty expires:

e NDAs only: Is this a single enantiomer that falls under the 10-year approval X No [ Yes

N o . . SR

limitation of 505(u)? (Note that, even if the 10-year approval limitation If yes, NDA # and date 10-

period has not expired, the application may be tentatively approved if it is
otherwise ready for approval)

year limitation expires:

)
R4

Patent Information (NDAs only) A

Patent Information:

Verify that form FDA-3542a was submitted for patents that claim the drug for
which approval is sought. Ifthe drug is an old antibiotic, skip the Patent
Certification questions.

Verified
[J Not applicable because drug is
an old antibiotic.

Patent Certification [505(b)(2) applications]:
Verify that a certification was submitted for each patent for the listed drug(s) in
the Orange Book and identify the type of certification submitted for each patent.

21 CFR 314.50()(1)(iXA)
1 verified

21 CFR 314.50()(1)
O gy [ i)

[505(b)(2) applications] If the application includes a paragraph III certification, -

it cannot be approved until the date that the patent to which the certification
pertains expires (but may be tentatively approved if it is otherwise ready for
approval).

No paragraph I1I certification
Date patent will expire

[505(b)(2) applications] For each paragraph IV certification, verify that the
applicant notified the NDA holder and patent owner(s) of its certification that the
patent(s) is invalid, unenforceable, or will not be infringed (review
documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (Ifthe application does not include
any paragraph IV certifications, mark “N/A” and skip to the next section below
(Summary Reviews)).

N/A (no paragraph IV certification)
] Verified

Version; 9/5/08




NDA/BLA #22-129

Page 5

[505(b)(2) applications] For each paragraph IV certification, based on the
questions below, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation.

Answer the following questions for each paragraph IV certification:

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s
notice of certification?

(Note: The date that the patent owner received the applicant’s notice of
certification can be determined by checking the application. The applicant
is required to amend its 505(b)(2) application to include documentation of
this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(¢))).

If “Yes,” skip to question (4) below. 'If “No,” continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee)
submitted a written waiver of its right to file a legal action for patent
infringement after receivi ng the applicant’s notice of certification, as
provided for by 21 CFR 314.107(£)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in t he application, if any. If there are no other
paragraph IV certifications, skip the rest of the patent questions.

If “No,” continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee
filed a lawsuit for patent infringement against the applicant?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(£)(2))).

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive
its right to bring a patent infringement action or to bring such an action. After
the 45-day period expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee)
submit a written waiver of its right to file a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107()(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary Reviews).

If “No,” continue with question (5).

[ Yes

[ Yes

[ Yes

[ Yes

1 No

I:]No

[ No

] No
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(5) Did the patent owner, its representative, or the exclusive patent licensee 0 Yes [ No
bring suit against the (b)(2) applicant for patent infringement within 45
days of the patent owner’s receipt of the applicant’s notice of
certification?
(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(£)(2)). If no written notice appears in the
NDA file, confirm with the applicant whether a lawsuit was commenced
within the 45-day period).

If “No,” there is no stay of approval based on this certification. Analyze the

next paragraph IV certification in the application, if any. If there are no other

paragraph IV certifications, skip to the next section below (Summary

Reviews).

If “Yes,” a stay of approval may be in effect. To determine if a 30-month stay

is in effect, consult with the OND ADRA and attach a summary of the.

response.

s L CONTENTS OF ACTION PACKAGE
% Copy of this Action Package Checklist’ 04/10/09

fficer/Emn'lovee Llstl :

4 .;,

3

A

List of ofﬁcers/employees who pamclpated in the decision to approve thls appllcatlon and K Included
consented to be identified on this list (approvals only)

Documentation of consent/non-consent by officers/employees X Included

Acﬁo_u : ,gfters

Action(s) .an(‘i date(sj »
< Copies of all action letters (including approval letter with final labeling) ﬁgg;gzzglglg%g{gz) 3

Labeling

>

e
*

Package Insert (write submission/communication date at upper right of first page of PI)

*,

o  Most recent division-proposed labeling (only if generated after latest applicant
submission of labeling)

e  Most recent submitted by applicant labeling (only if subsequent division labeling 04/07/09
does not show applicant version)

¢  Original applicant-proposed labeling 06/15/07

e  Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable | N/A

[]: Medication Guide:

« Medication Guide/Patient Package Insert/Instructions for Use (write X Patient Package Insert
submission/communication date at upper right of first page of each piece) [] Instructions for Us e
[] None '

3 Fill in blanks with dates of reviews, letters, etc.
Version: 9/5/08
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*  Most-recent division-proposed labeling (only if generated after latest applicant
- submission of labeling)

e  Most recent submitted by applicant labeling (only if subsequent division labeling

does not show applicant version) 04/07/09
e  Original applicant-proposed labeling 09/17/07
e Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable | NA
« Labels (fall color carton and immediate-container labels) (write
submission/communication date at upper right of first page of each submission)
¢ Most-recent division proposal for (only if generated after latest applicant
submission)
e  Most recent applicant-proposed labeling 03/30/09
[ ] RPM

Labeling reviews (indicate dates of reviews and meetings)

X DMEDP 03/13/09; 10/18/07
DRISK 1/30/09; 6/25/08
X DDMAC 2/25/09; 6/23/08;
4/28/08

] css

X Other reviews PMHS
1/27/09;7/2/08; 6/25/08; SEALD
6/19/08

Proprietary Name
e Review(s) (indicate date(s))
e  Acceptability/non-acceptability letter(s) (indicate date(s))

3/04/09; 10/17/08; 7/09/08;
10/18/07
3/23/09

_ Admin S:'t-’rativ’e, / Regu atoryDocuments .

2
”ge

Administrative Reviews (e.g., RPM Filing Review"/Memo of Filing Meeting) (indicate

date of each review)

06/06/08

0,
[ X3

NDAs oniy: Exclusivity Summary (signed by Division Director)

Included 04/03/09

RS
o

Application Integrity Policy (AIP) Status and Related Do cuments
www, tda.sov/ora/compliance ref/aip page.himi

e Applicant in on the AIP

] Yes No

e  This application is on the AIP
o Ifyes, Center Director’s Exception for Review memo (indicate date)

o Ifyes, OC clearance for approval (indicate date of clearance
communication)

[ Yes X No

[C] Not an AP action

Pediatric Page (approvals only, must be reviewed by PERC before finalized)

X Included; 04/06/09

Debarment certification (original applications only): verified that qualifying language was
not used in certification and that certifications from foreign applicants are cosigned by
U.S. agent (include certification)

Verified, statement is
acceptable

< Postmarketing Requirement (PMR) Studies Xl None
e  Qutgoing communications (if located elsewhere in package, state where located)
¢ Incoming submissions/communications

% Postmarketing Commitment (PMC) Studies X] None

* Filing reviews for other disciplines should be filed behind the discipline tab.
Version: 9/5/08
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e Outgoing Agency request for postmarketing commitments (if located elsewhere
in package, state where located) )

e Incoming submission documenting commitment

< Outgoing communications (lefters (except previous action letters), emails, faxes, telecons)

Included

2

«¢+ Internal memoranda, telecons, etc.

Included

R

+  Minutes of Meetings

o PeRC (indicate date; approvals only)

[] Notapplicable 6/25/08

e Pre-Approval Safety Conference (indicate date; approvals only)

] Notapplicable 3/3/09

e Regulatory Briefing (indicate date)

X No mtg

e Pre-NDA/BLA meeting (indicate date)

] Nomtg 3/12/07

e EOP2 meeting (indicate date)

] Nomtg 9/9/04

e  Other (e.g., EOP2a, CMC pil ot programs)

8/8/05 (Guidance: phase 3
protocols); SPA letters 11/2/05 and
5/18/05

< Advisory Committee Meeting(s)

No AC meeting

o Date(s) of Meeting(s)

e 48-hour alert or minutes, if available

_ Decisional and Summary Memos

« Office Director Decisional Memo (indicate date for each review)

[] None 04/09/09; 07/14/08

Division Director Summary Review (indicate date for each review)

(] None 04/03/09; 07/14/08

Cross-Discipline Team Leader Review (indicate date for eac h review)

] None 02/27/09; 07/14/08

_ Clinical Information®

e

+ Clinical Reviews

See CDTL review

e  Clinical Team Leader Review(s) (indicate date for each review)
¢  Clinical review(s) (indicate date for each review) 02/19/09; 06/27/08
e Social scientist review(s) (if OTC drug) (indicate date for each review) None

s Safety update review(s) (indicate location/date if incorporated into another review)

See Clinical Review Dated
2/19/09, pg 9.

< Financial Disclosure reviews(s) or location/date if addressed in another review
OR
If no financial disclosure information was required, review/memo explaining why not

See Clinical review dated
06/27/08, pg 20.

*
L

Clinical reviews from other clinical areas/divisions/Centers (indicate date of each review)

None

0,
o

Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of
each review)

DX Not needed

.
°

Risk Management
¢ Review(s) and recommendations (including those by OSE and CSS) (indicate
date of each review and indicate location/date if incorporated into another
review)
e REMS Memo (indicate date)
e REMS Document and Supporting Statement (indicate date(s) of submission(s))

None

5 Filing reviews should be filed with the discipline reviews.
Version: 9/5/08
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.
o

DSI Clinical Inspection Review Summary(ies) (include copies of DSI letters to

[ ] Nonerequested  5/23/08;

investigators)

Letters: 5/23/08 (3); 5/12/08 (2)

s Clinical Microbiology = [X] Nope . = &
% Clinical Microbiology Team Leader Review(s) (indicate date for each review) . None
Clnical Miorobiolony Rewew(s) T — rewew) . None
: ° Biostatistics [ Nene © = =
< Statlstlcal Division Director Revrew(s) (indicate date for each revzew) None
Statistical Team Leader Review(s) (indicate date for each review) None

Statlstlcal Rev1ew(s) (indicate date Jor each review)

] None 3/31/08; 8/13/07

e ,  Clinical Pharmacology =[] None = - -
< Clmlcal Pharmacology Division Director Review(s) (indicate date for each review) X None
Clinical Pharmacology Team Leader Review(s) (indicate date for each review) X None

Clinical Pharmacology review(s) (indicate date for each review)

] None 1/26/09: 5/1/08;
8/15/07

.
o

DSI Clinical Pharmacology Inspectlon Review Summary (mclude copzes of DSI letters)

XI None

Nonclinical - [ ] None

Pharmacology/Toxicology Discipline Reviews

o ADP/T Review(s) (indicate date for each review)

D None 03/30/09 7/11/08

e  Supervisory Review(s) (indicate date for each review)

|:| None 1/30/09

e  Pharm/tox review(s), including referenced IND reviews (indicate date for each
review)

[] None 2/19/08

Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date

*
; None
Jor each review) BJ No
< Statistical review(s) of carcinogenicity studies (indicate date for each review) X No carc
. None

ECAC/CAC report/memo of meeting

Included in P/T review, page

DSI Nonclinical Inspectlon Review Summary (include coptes of DSI letters)

None requested

- CMC/Quality ~ [] None

CMC/Quality Discipline Reviews

e ONDQA/OBP Division Director Review(s) (indicate date for each review)

] None 03/26/09

e Branch Chief/Team Leader Review(s) (indicate date for each review)

X None

e  CMC/product quality review(s) (indicate date for each review)

] None 02/11/09; 7/3/08;
7/26/07;

e BLAsonly: Facility information review(s) (indicate dates)

X None

®,
o

Microbiology Reviews
e NDAs: Microbiology reviews (sterility & pyrogenicity) (indicate date of each

review) Not needed
e BLAs: Sterility assurance, product quality microbiology (indicate date of each
review)

RS
X4

*

Reviews by other disciplines/divisions/Centers requested by CMC/quality reviewer
(indicate date of each review)

] None

K2
”»

Environmental Assessment (check one) (original and supplemental applications)
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X Categorical Exclusion (indicate review date)(all original applications and
all efficacy supplements that could increase the patient population)

CMC Review 7/3/08, page 52.

[C] Review & FONSI (indicate date of review)

NA

[J Review & Environmental Impact Statement (indicate date of each review)

NA

< NDAs: Methods Validation

DXI Completed Section P.5.3 pgs.
28-33

O Requested

] Not yet requested

[ ] Not needed

<+ Facilities Review/Inspection

o NDAs: Facilities inspections (include EER printout) (date completed must be
within 2 years of action date)

Date completed: 11/19/08,;
3/18/08

X Acceptable

] withhold recommendation

e BLAs:
o TBP-EER

o Compliance Status Check (approvals only, both original and all
supplemental applications except CBEs) (date completed must be within
60 days prior to AP)

Date completed:

[] Acceptable

[ withhold recommendation
Date completed:

[ ] Requested

] Accepted [] Hold
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Appendix A to Action Package Checklist

An NDA or NDA supplemental application is likely to be a 505(b)(2) application if:

(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written
right of reference to the underlying data. If published literature is cited in the NDA but is not necessary for
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application.

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the
applicant does not own or have right to reference the data supporting that approval.

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the
safety or effectiveness of the particular drug for which the applicant is seeking approval. (Note, however, that this
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR
330.11); new dosage forms; new indications; and, new salts.

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2).

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the
approval of the change proposed in the supplement. For example, if the supplemental application is for a new indication,
the supplement is a 505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of
reference to the data/studies).

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of
safety and effectiveness for the original application or previously approved supplements is needed to support the
change. For example, this would likely be the case with respect to safety considerations if the dose(s) was/were
the same as (or lower than) the original application.

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for
approval of the supplement, the application does not rely for approval on published literature based on data to
which the applicant does not have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to
support our previous finding of safety and efficacy in the approval of the original application (or earlier
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a
right to reference studies it does not own. For example, if the change were for a new indication AND a higher
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose. If the
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the
applicant does not own or have a right to reference. If published literature is cited in the supplement but is not
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2)
supplement.

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s
ADRA.
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ACTION PACKAGE CHECKLIST

APPLICATION INFORMATION*

NDA # 22-129
BLA #

NDA Supplement #
BLA STN #

If NDA, Efficacy Supplement Type:

Proprietary Name: Undetermined
Established/Proper Name: benzyl alcohol, 5%
Dosage Form: Lotion

Applicant: Sciele Pharmanc.
Agent for Applicant (if applicable): Summers Laboratories Inc.

RPM: MariaWalsh

Division: DDDP

NDAs:
NDA Application Type: []1505(b)(1) [X] 505(b)(2)
Efficacy Supplement:  []505(b)(1) [] 505(b)(2)

(A supplement can be either a (b)(1) or a (b)(2) regardless
of whether the original NDA was a (b)(1) or a(b)(2).
Consult page 1 of the NDA Regulatory Filing Review for
this application or Appendix A to this Action Package
Checklist.)

505(b)(2) Original NDAs and 505(b)(2) NDA supplements:
Listed drug(s) referred to in 505(b)(2) application (include
NDA/ANDA #(s) and drug name(s)): N/A

Provide a brief explanation of how this product is different from the
listed drug. N/A

X If no listed drug, check here and explain: Relying on literature
references for some nonclinical toxicology information. No specific
listed drug products are referred to in the literature references.

Prior to approval, review and confirm the infor mation previously
provided in Appendix B to the Regulatory Filing Review by re-
checking the Orange Book for any new patents and pediatric
exclusivity. If thereare any changesin patentsor exclusivity,
notify the OND ADRA immediately and complete a new Appendix
B of the Regulatory Filing Review.

[] No changes [] Updated
Date of check:

If pediatric exclusivity has been granted or the pediatric
information in the labeling of thelisted drug changed, determine
whether pediatric information needsto be added to or deleted
from the labeling of thisdrug.

On the day of approval, check the Orange Book again for any new
patents or pediatric exclusivity.

% User Fee Goa Date 7/15/08
Action Goal Date (if different) 7/14/08
< Actions
. L] AP L] TA  [XAE
e Proposed action ] NA CJCR
e Previous actions (specify type and date for each action taken) X None
% Advertising (approvals only) [] Requested in AP |etter
Note: If accelerated approval (21 CFR 314.510/601.41), advertisng MUST have been [] Received and reviewed
submitted and reviewed (indicate dates of reviews)

! The Application Information section is (only) achecklist. The Contents of Action Package section (beginning on page 5) lists the

documents to be included in the Action Package.
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% Application® Characteristics

Review priority: [X] Standard [ ] Priority

Chemical classification (new NDAs only): 1

[ ] Fast Track [] Rx-to-OTC full switch

[] Rolling Review [l Rx-to-OTC partial switch

[] Orphan drug designation [] Direct-to-OTC

NDAs. Subpart H BLAs. Subpart E
[ ] Accelerated approval (21 CFR 314.510) ] Accelerated approval (21 CFR 601.41)
[ ] Restricted distribution (21 CFR 314.520) [] Restricted distribution (21 CFR 601.42)

Subpart | Subpart H

] Approval based on animal studies ] Approval based on animal studies

[] Submitted in responseto aPMR
[] Submitted in responseto aPMC

Comments:

®,

< Application Integrity Policy (AIP) http://www.fda.gov/ora/compliance ref/aip page.html

e Applicantisonthe AIP [1 Yes X No
e Thisapplication ison the AIP [1 Yes X No
o |f yes, exception for review granted (file Center Director’s memo in
Administrative/Regulatory Documents section,with Administrative [] Yes
Reviews)
e |f yes, OC clearance for approval (file communication in
Administrative/Regulatory Documents section with Administrative [] Yes [] NotanAPaction
Reviews)
« Datereviewed by PeRC (required for approvals only)
: o 6/25/08
If PeRC review not necessary, explain:
s BLAsonly: RMSBLA Product Information Sheet for TBP has been completed and [] Yes, date
forwarded to OBPS/DRM (approvals only) S
« BLAsonly: isthe product subject to official FDA lot release per 21 CFR 610.2 [] Yes [] No
(approvals only)
¢+ Public communications (approvals only)
e Office of Executive Programs (OEP) liaison has been notified of action [] Yes [XI No
e PressOffice notified of action [1 Yes XI No
X None
[] HHS Press Release
e Indicate what types (if any) of information dissemination are anticipated [] FDA Talk Paper
[ | CDER Q&As
[ ] Other

2 All questions in all sections pertain to the pending application, i.e., if the pending application isan NDA or BLA supplement, then
the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA. For example, if the
application isapending BLA supplement, then a new RMS-BLA Product Information Sheet for TBP must be completed.
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®,

< Exclusivity

e |sapproval of thisapplication blocked by any type of exclusivity? X No ] Yes
e NDAsand BLASs: Isthere existing orphan drug exclusivity for the “ same”
drug or biologic for the proposed indication(s)? Refer to 21 CFR X No [] Yes

316.3(b)(13) for the definition of “ same drug” for an orphan drug (i.e., If, yes, NDA/BLA # and
active moiety). Thisdefinition is NOT the same as that used for NDA date exclusivity expires:
chemical classification.

o (b)(2) NDAsonly: Isthereremaining 5-year exclusivity that would bar X No [ Yes
effective approval of a 505(b)(2) application)? (Note that, even if exclusivity If ves. NDA # and date
remains, the application may be tentatively approved if it is otherwise ready ex)él uéi Vity expires:
for approval.) Y expires:

e (b)(2) NDAsonly: Isthereremaining 3-year exclusivity that would bar X No [] Yes
effective approval of a 505(b)(2) application? (Note that, even if exclusivity If ves. NDA # and date
remains, the application may be tentatively approved if it is otherwise ready exZI uéi Vity expires:
for approval.) y expiTes.

o (b)(2) NDAsonly: Isthere remaining 6-month pediatric exclusivity that K No [ Yes
would bar effective approval of a 505(b)(2) application? (Note that, even if If ves. NDA # and date
exclusivity remains, the application may be tentatively approved if it is exZI uéi Vity expires:
otherwise ready for approval.) y expires

e NDAsonly: Isthisasingle enantiomer that falls under the 10-year approval X No [] Yes
limitation of 505(u)? (Note that, even if the 10-year approval limitation If yes, NDA # and date 10-

period has not expired, the application may be tentatively approved if it is
otherwise ready for approval.)

year limitation expires:

< Patent Information (NDAs only)

Patent Information:

Verify that form FDA-3542a was submitted for patents that claim the drug for
which approval is sought. If the drug isan old antibiotic, skip the Patent
Certification questions.

X Verified
] Not applicable because drug is
an old antibiotic.

Patent Certification [505(b)(2) applications]:
Verify that a certification was submitted for each patent for the listed drug(s) in
the Orange Book and identify the type of certification submitted for each patent.

21 CFR 314.50())(1)(i)(A)
] Verified

21 CFR 314.50(i)(1)
LI Gy [ i)

No patent certification needed
(noreferencelisted drug)

[505(b)(2) applications] If the application includes a paragraph |11 certification,
it cannot be approved until the date that the patent to which the certification
pertains expires (but may be tentatively approved if it is otherwise ready for

approval).

X No paragraph |11 certification
Date patent will expire

[505(b)(2) applications] For each paragraph IV certification, verify that the
applicant notified the NDA holder and patent owner(s) of its certification that the
patent(s) isinvalid, unenforceable, or will not be infringed (review
documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (If the application does not include
any paragraph 1V certifications, mark “ N/A” and skip to the next section below
(Summary Reviews)).

DX N/A (no paragraph IV certification)
] Verified
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[505(b)(2) applications] For each paragraph 1V certification, based on the
guestions below, determine whether a 30-month stay of approval isin effect due
to patent infringement litigation.

Answer the following questions for each paragraph IV certification:

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s
notice of certification?

(Note: The date that the patent owner received the applicant’s notice of
certification can be determined by checking the application. The applicant
isrequired to amend its 505(b)(2) application to include documentation of
this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(€))).

If“Yes,” skip to question (4) below. If “No,” continue with question (2).

(2) Hasthe patent owner (or NDA holder, if it isan exclusive patent licensee)
submitted a written waiver of itsright to file alegal action for patent
infringement after receiving the applicant’s notice of certification, as
provided for by 21 CFR 314.107(f)(3)?

If“Yes” thereisno stay of approval based on this certification. Analyze the next
paragraph 1V certification in the application, if any. If there are no other
paragraph 1V certifications, skip the rest of the patent questions.

If“No,” continue with question (3).

(3) Hasthe patent owner, its representative, or the exclusive patent licensee
filed alawsuit for patent infringement against the applicant?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that alegal action was filed within 45 days of
receipt of its notice of certification. The applicant isrequired to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(f)(2))).

If“No,” the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive
itsright to bring a patent infringement action or to bring such an action. After
the 45-day period expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee)
submit awritten waiver of itsright to file alegal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107(f)(3)?

If“Yes” thereisno stay of approval based on this certification. Analyze the next
paragraph 1V certification in the application, if any. If there are no other
paragraph 1V certifications, skip to the next section below (Summary Reviews).

If“No,” continue with question (5).

[ ] Yes

] Yes

1] Yes

L[] Yes

[ 1 No

] No

] No

] No

Version: 5/29/08




NDA/BLA #
Page 5

(5) Did the patent owner, its representative, or the exclusive patent licensee
bring suit against the (b)(2) applicant for patent infringement within 45
days of the patent owner’s receipt of the applicant’s notice of
certification?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that alegal action was filed within 45 days of
receipt of its notice of certification. The applicant isrequired to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(f)(2)). If no written notice appearsin the
NDA file, confirm with the applicant whether alawsuit was commenced
within the 45-day period).

If“No,” thereis no stay of approval based on this certification. Analyze the
next paragraph IV certification in the application, if any. If there are no other
paragraph |V certifications, skip to the next section below (Summary
Reviews).

If“Yes,” astay of approval may be in effect. To determine if a 30-month stay
isin effect, consult with the OND ADRA and attach a summary of the
response.

[1Yes [ No

CONTENTSOF ACTION PACKAGE

Copy of this Action Package Checklist®

7/14/08

Officer/Employee List

List of officers’lemployees who participated in the decision to approve this application and
consented to be identified on thislist (approvals only)

[ ] Included

Documentation of consent/nonconsent by officersemployees

[] Included

Action Letters

Copies of al action letters (including approval letter with final 1abeling)

Action(s) and date(s):

y Approvable 7/14/08
Labeling
« Package Insert (write submission/communication date at upper right of first page of PI)
% Most recent d|V|S|o_n-proposed labeling (only if generated after latest applicant 7114108 (draft)
submission of labeling)
% Most recent submitted by applicant labeling (only if subsequent division labeling
does not show applicant version)
+« Original applicant-proposed labeling 6/15/07
«+ Other relevant labeling (e.g., most recent 3 in class, classlabeling), if applicable | N/A

Medication Guide/Patient Package | nsert/I nstructions for Use (write
submission/communication date at upper right of first page of each piece)

[ ] Medication Guide

X Patient Package Insert
X Instructions for Use
] None

« Most-recent division-proposed labeling (only if generated after latest applicant
submission of labeling)

3 Fill in blanks with dates of reviews, letters, etc.
Version: 5/29/08
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“ Most recent submitted by applicant labeling (only if subsegquent division labeling
does not show applicant version)

+« Original applicant-proposed labeling

9/17/07

«+ Other relevant labeling (e.g., most recent 3 in class, classlabeling), if applicable

Labels (full color carton and immediate-container 1abels) (write
submission/communication date at upper right of first page of each submission)

R/

« Most-recent division proposal for (only if generated after latest applicant
submission)

Commentsin AE letter

®,

« Most recent applicant-proposed labeling

9/17/08

Labeling reviews (indicate dates of reviews and meetings)

[ ] RPM

X DMEDP 7/3/08;12/21/07;
10/18/07

X] DRISK 6/25/08

X DDMAC 4/28/08

[] Css

X] Other reviews PMHS 7/2/08;
MHT 6/25/08; SEALD 6/19/08

Administrative/ Regulatory Documents

Administrative Reviews (e.g., RPM Filing Review*/Memo of Filing Meeting) (indicate

date of each review) 6/6/08
% NDAsonly: Exclusivity Summary (signed by Division Director) ] Included
% AlP-related documents X NotonAlP

e Center Director’s Exception for Review memo
e |f approval action, OC clearance for approval

Pediatric Page (approvals only, must be reviewed by PERC before finalized)

X Included; 6/25/08

Debarment certification (original applications only): verified that qualifying language was
not used in certification and that certifications from foreign applicants are cosigned by
U.S. agent (include certification)

Xl Verified, statement is
acceptable

% Postmarketing Requirement (PMR) Studies X None
e Outgoing communications (if located elsewhere in package, state where located)
e  Incoming submissions/communications
¢ Postmarketing Commitment (PMC) Studies X None
e Outgoing Agency request for postmarketing commitments (if located elsewhere
in package, state where located)
e  Incoming submission documenting commitment
+«+ Outgoing communications (letters (except previous action letters), emails, faxes, telecons) | Included
% Internal memoranda, telecons, etc. Included

Minutes of Meetings

e Pre-Approva Safety Conference (indicate date; approvals only)

X Not applicable

e Regulatory Briefing (indicate date)

X No mtg

e Pre-NDA/BLA meeting (indicate date)

[] Nomtg 3/12/07

e EOP2 meeting (indicate date)

* Filing reviews for other disciplines should be filed behind the discipline tab.
Version: 5/29/08
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e Other (e.g., EOP2a, CMC pilot programs)

8/8/05 (Guidance: Phase 3
protocols); SPA letters 11/2/05 and
5/18/05

Advisory Committee Meeting(s)

XI No AC mesting

o Date(s) of Meeting(s)

e 48-hour aert or minutes, if available

Decisional and Summary Memos

Office Director Decisional Memo (indicate date for each review)

X None 7/14/08

Division Director Summary Review (indicate date for each review)

X None 7/14/08

Cross-Discipline Team Leader Review (indicate date for each review)

X None 7/14/08

Clinical Information®

Clinical Reviews

e Clinical Team Leader Review(s) (indicate date for each review)

e Clinical review(s) (indicate date for each review)

6/27/08

e Social scientist review(s) (if OTC drug) (indicate date for each review)

XI None

Safety update review(s) (indicate location/date if incorporated into another review)

Financial Disclosure reviews(s) or location/date if addressed in another review
OR
If no financial disclosure information was required, review/memo explaining why not

See Clinical Review, pg 20.

% Clinical reviews from other clinical areas/divisions/Centers (indicate date of each review) | [X] None

«+ Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of ' Not needed
each review)

% REMS X None

e REMS Document and Supporting Statement (indicate date(s) of submission(s))
e Review(s) and recommendations (including those by OSE and CSS) (indicate
location/date if incorporated into another review)

DSl Inspection Review Summary(ies) (include copies of DS letters to investigators)

] None requested

e Clinical Studies

5/23/08; Letters: 5/23/08(3);
5/12/08(2)

e Bioequivalence Studies

e Clinical Pharmacology Studies

Clinical Microbiology X None
% Clinical Microbiology Team Leader Review(s) (indicate date for each review) ] None
Clinical Microbiology Review(s) (indicate date for each review) ] None
Biostatistics [ ] None
< Statistical Division Director Review(s) (indicate date for each review) ] None
Statistical Team Leader Review(s) (indicate date for each review) ] None

Statistical Review(s) (indicate date for each review)

[] None 3/31/08; 8/13/07

® Filing reviews should be filed with the discipline reviews.
Version: 5/29/08
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Clinical Phar macology [ ] None
+« Clinical Pharmacology Division Director Review(s) (indicate date for each review) ] None
Clinical Pharmacology Team Leader Review(s) (indicate date for each review) ] None

Clinical Pharmacology review(s) (indicate date for each review)

[ ] None 5/1/08; 8/15/07

DSl Clinical Pharmacology Inspection Review Summary

X None

Nonclinical [ ] None

Pharmacol ogy/Toxicology Discipline Reviews

e ADP/T Review(s) (indicate date for each review)

[ ] None

e  Supervisory Review(s) (indicate date for each review)

[ ] None

e  Pharm/tox review(s), including referenced IND reviews (indicate date for each
review)

[ ] None 2/19/08

Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date

for each review) DJ' None
% Statistical review(s) of carcinogenicity studies (indicate date for each review) X No carc
" X None

ECAC/CAC report/memo of meeting

Included in P/T review, page

DSl Nonclinical Inspection Review Summary

X None requested

CMC/Quality [ ] None
« CMC/Quality Discipline Reviews
e ONDQA/OBP Division Director Review(s) (indicate date for each review) ] None
e Branch Chief/TeamL eader Review(s) (indicate date for each review) ] None

e CMC/product quality review(s) (indicate date for each review)

[ ] None 7/3/08:; 7/26/07

e BLAsonly: Facility information review(s) (indicate dates)

[ ] None

Microbiology Reviews
o NDAs: Microbiology reviews (sterility & pyrogenicity) (indicate date of each

review) X Not needed
o BLAs: Sterility assurance, product quality microbiology
« Reviews by other disciplines/divisions/Centers requested by CMC/quality reviewer [] None

(indicate date for each review)

Environmental Assessment (check one) (original and supplemental applications)

X] Categorical Exclusion (indicate review date)(all original applications and
all efficacy supplementsthat could increase the patient population)

CMC Review 7/3/08, page 52.

[] Review & FONSI (indicate date of review)

[ ] Review & Environmental Impact Statement (indicate date of each review)

Facilities Review/Inspection

o NDAs: Facilitiesinspections (include EER printout) (date completed must be
within 2 years of action date)

Version: 5/29/08
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e BLAs
» TBP-EER Date completed:
[ ] Acceptable
[] Withhold recommendation
» Compliance Status Check (approvals only, both original and all Date completed:
supplemental applications except CBES) (date completed must bewithin | [ ] Requested
60 days prior to AP) [] Accepted [] Hold
[] Completed
- . P [ ] Requested
% NDAs. Methods Validation ] Not yet requested
XI Not needed

Version: 5/29/08
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Appendix A to Action Package Checklist

An NDA or NDA supplemental application is likely to be a 505(b)(2) application if:

(1) It relieson published literature to meet any of the approval requirements, and the applicant does not have a written
right of reference to the underlying data. If published literatureis cited in the NDA but is not necessary for
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application.

(2) Or itreliesfor approval onthe Agency's previous findings of safety and efficacy for alisted drug product and the
applicant does not own or have right to reference the data supporting that approval.

(3) Or itreliesonwhat is"generaly known" or "scientifically accepted" about a class of products to support the
safety or effectiveness of the particular drug for which the applicant is seeking approval. (Note, however, that this
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR
330.11); new dosage forms; new indications; and, new salts.

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2).

An efficacy supplement isa505(b)(1) supplement if the supplement contains all of the information needed to support the
approval of the change proposed in the supplement. For example, if the supplemental application isfor a new indication,
the supplement is a 505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of
reference to the data/studies).

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of
safety and effectiveness for the origina application or previously approved supplements is needed to support the
change. For example, thiswould likely be the case with respect to safety considerations if the dose(s) was'were
the same as (or lower than) the original application.

(3) And all other “criterid’ are met (e.g., the applicant owns or has right of reference to the data relied upon for
approval of the supplement, the application does not rely for approval on published literature based on datato
which the applicant does not have aright of reference).

An efficacy supplement isa505(b)(2) supplement if:

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to
support our previous finding of safety and efficacy in the approval of the original application (or earlier
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a
right to reference studiesit does not own. For example, if the change were for anew indication AND a higher
dose, we would likely require clinical efficacy dataand preclinical safety data to approve the higher dose. If the
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the
applicant does not own or have aright to reference. If published literatureis cited in the supplement but is not
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2)
supplement.

(3) Or the applicant isrelying upon any data they do not own or to which they do not have right of reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s
ADRA.
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