3 DETAILED LABELING RECOMMENDATIONS

ABC

The following changes are recommended. ABE indicates deletion of text from and
indicates insertion of new text to the labeling text proposed by the Sponsor.
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4 APPENDICES
4.1 Package Insert (Proposed and Annotated)

Please refer to \Cdsesub1\evsprodiNDA050819\0000\m1\us\114-labeling\1141-draft-labeling\11412-
annotated-draft-labeling-text\annotated-draft-labeling-text.pdf

{ Appears This Way On Original
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4.2 Summary of Individual Studies

No clinical pharmacology study was performed in humans for this application.

[ Appears This Way On Original J
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4.3 Consult Reviews

No consult review was requested.

[ Appears This Way On Orlglnalj
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4.4 OCPB Filing/Review Form

Office of Clinical Pharmacology and Biophammaceutics
New Drug Application Filing and Review Form
Ganeral Information about the Submission

Infosaation
NDA ¥umber 50-819 Brand Name
OCPR Divizion (I, IL, TIT) nCr3 Generic Name 1.2 % clindamyein phospahte 2.5 %
benzovl paroxide
Medical Division HFD-540 Drug Class An# micrpbial
OCPB Reviener Abi Adebowale Indication(s) Treatment of acne velgaris in pattents 12
vezrs and alder
OCPB Team Leader Lydia Velazquez Diosage Form
Letter Dafe 21" Decenrber, 2007 Dosinz Kegimen
Application Receipt Date 26™ December, 2007 Route of Topical
Administration
Estimated Due Date of Eéa‘jmgus‘tE 2008 Sponsor Dow Pharmaesutical Sciencas, Inz.
OCPB Review _
PDUTA Dus Date 26" Oreiober, 2608 Priorify Standard 305 (b) (2} application
Classifieation Reference Listed Drugs are Benzashin
Topical el and Duac Topical el
IND Number 41,733
Clin. Pharm. and Biopharm. Infonmation
“X*ifmclnded | Number of ¥omber of Study Nombers If any
at filing studies studies
submifted revierwed
STUDY TYPE
Tabiz of Contents present and seificent to X
locate reporis, fables, dats, eic.
Tabular Listing of All Homan Siadiss X
HPK Snmmary X
Labdling X
Beference Bioanalyiical and Analyficat X Sponser meeds te dizect me to tha velidatton
Methods . zegont for e aszay wathed wsed fo swdy 2
2304-047-051-053-038 (In vitre
pascuneous ahsorptian)
1 {hnics]l Pharmacalogy
3ass balance:
Jsozvime characterizafion:
Blocd/plaana rafis:
Plaxna profein binding:
FPharmacokinetics {p.g Phase ) -
Healthy Valondeers-
simgle dosa:
mzhiple doss:
Pafients-
sinzle doza:
pglsiple dose:
Dyse proportionality -

fazting f nop-fasting single dose:
fasting { pop-fasting paddple dose:

Drup-drur interaction stodiss -
To-wive etfects on primary dmg:
In-vivo effecis of primary dmg:
In-viire:

Subpopalaficn studies -

=HATIciy:
__gendar
padiatrics:
Zerialmics:

renal ivypairmeny
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hepatic impairment:

PB:
Phasz 3:
Phaze 3:
FRPD:
Phase 1 and’va 3. proot of concens
Phaze 3 dknical mak:
FPopulafion Amalyses -
Data rich:
DaR sparsa:
1. Biopharmscentics
Ahsolnts bisavailability:
Relafive bioavailsbilify -
sobasion s raference:

zltermate foronalation as reference B

Biveguivalence sindies -

sraditiorz] dezige; singla 7 ponlti dose: | X i Study & DPS-07-07-2003-001
replicate desizn; single / pwlii dose:
Food-drog interaction studies:
Dissolntion:
oo
| Bio-wavier vequest based on BCS
| BCS dass
i1, Other CFB Siodies
Genotyneiphenoivpe studies:
Qiber {in viirp percofanecns abserptien X i Smdy #2104-047-055-033-038
studv}
Chronopharmacokinetics
Pedisiric development plan
Litarature Refersnces
Total Nmmber of Sindies 2
Filability and GBR comments
Types and #'s of studies and Xifyes Comments
supplementary information {litersture x Send IR to sponser to direct me fo, or provide, the validstion report
review) are adequale fo conduct a for the analytical method usad to measzure clndamyein, henzoyl
Teview peroxide and benzoic acid in study #2104-047-051-053-056: In
Vitro Percutaneous zbhsorption of Clindamyein and Bengoyl
peroxide from Benzzclin, {BY)IIH(12.5),(0)(4)
DUAC Topical Gel wing infact human skis fmm two heaithy
doners Sponsor alveady responded
Application filable? X Reasons if e opplication & ot fifzkle (or an attackment if appkonble}
For epzmple, is chinical formawdadion the sause as the to-be-merkstad ons?
Eommenis sent 1o firm? e Cowanenas bave bean ssor to Hme for srackosn incleded), FIIA Tetver dage if

sppiicabls,

QBR guestions {key issues fo be ronddered)

What is the systemic exposure of elindamycin and benzoyl peroxide fom{h
Gel and how doas it compare to the cumvently marketed products?

Other commernt: o7 information not
included sbove

Primmary reviewsr Signature and Date

Abi Adebowsle {(R2/1188)

Secomdary reviewer Signature and Date

Lydia Velazquez

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

Jang-Ik Lee
9/29/2008 03:21:40 PM
BIOPHARMACEUTICS

Lydia Velazquez
9/29/2008 03:53:46 PM
BIOPHARMACEUTICS



Office of Clinical Pharmacology and Biopharmaceutics -

New Drug Application Filing and Review Form

General Information about the Submission

Information . Information
NDA Number 50-819 Brand Name g Gel
OCPB Division (I, IT, III) DCP3 Generic Name 1.2 % clindamycin phospahte , 2.5 %
benzoyl peroxide
Medical Division HFD-540 Drug Class Anti microbial
OCPB Reviewer Abi Adebowale Indication(s) Treatment of acne vulgaris in patients 12
years and older
OCPB Team Leader Lydia Velazquez Dosage Form Gel
Letter Date 21* December, 2007 Dosing Regimen | To be applied to the affected areas once
daily or as directed by the physician
Application Receipt Date 26" December, 2007 Route of Topical
Administration
Estimated Due Date of 26" August, 2008 - Sponsor Dow Pharmaceutical Sciences, Inc.
OCPB Review )
PDUFA Due Date 26", October, 2008 Priority Standard 505 (b) (2) application
Classification Reference Listed Drugs are Benzaclin
Topical Gel and Duac Topical Gel
IND Number 41,733
Clin. Pharm. and Biopharm. Information
“X” ifincluded | Number of Number of Study Numbers If any
at filing studies studies
submitted reviewed
STUDY TYPE
Table of Contents present and safficient to X
locate reports, tables, data, etc. =
Tabular Listing of All Human Studies X
HPK Summary X
Labeling X
Reference Bioanalytical and Analytical X Sponsor needs to direct me to the validation
Methods report for the assay method used in study #
2104-047-051-053-056 (In vitro
percutaneous absorption)
1. Clinical Pharmacology
Mass balance:
Isozyme characterization:

Blood/plasma ratio:

Plasma protein binding:

Pharmacokinetics (e.g., Phase I) -

Healthy Volunteers-

single dose:
multiple dose:
Patients-
single dose:
multiple dose:
Dose proportionality -

fasting / non-fasting single dose:

fasting / non-fasting muitiple dose:

Drug-drug interaction studies -

In-vivo effects on primary drug:

In-vivo effects of primary drug:

In-vitro:

Subpopulation studies -

ethnicity:

gender;

pediatrics:

geriatrics:

renal impairment:

b(4)



hepatic impairment;

PD:
Phase 2:
Phase 3:
PK/PD:
Phase 1 and/or 2, proof of concept:
Phase 3 clinical trial:
Population Analyses -
Data rich:
Data sparse:

I1. Biopharmaceutics

Absolute bioavailability:

Relative bioavailability -

solution as reference:

alternate formulation as reference (IR):

Bioequivalence studies -

traditional design; single / multi dose: | X 1 Study # DPS-07-07-2005-001
replicate design; single / multi dose:
Food-drug interaction studies:
Dissolution:
AVIVO):
Bio-wavier request based on BCS
BCS class
1II. Other CPB Studies
Genotype/phenotype studies:
Other (in vitro percutaneous absorption X 1 Study #2104-047-051-053-056
study)
Chrenoph Kkinetics
Pediatric development plan
Literature References
Total Number of Studics 2
Filability and QBR comments
Types and #'s of studies and “X” if yes Comments
supplementary information (literature X Send IR to sponsor to direct me to, or provide, the validation report
Kevicw) are adree?,‘i‘::f to conthict a for the analytical method used to measure clindamycin, benzoyl
peroxide and benzoic acid in study #2104-047-051-053-056: In
Vitro Percutaneous absorption of Clindamycin and Benzoyl
peroxide from Benzaclin, Clindaben (1/2.5), ' (1/5) and
DUAC Topical Gel using intact human skin from two healthy
donors
Application filable? X Reasons if the application is not filable {or an attachment if applicable)
For example, is clinical formulation the same as the to-be-marketed one?
Comments sent to firm? No Comments have been sent to firm {or attachment included). FDA letter date if

applicable.

QBR questions (key issues to be considered)

What is the systemic exposure of clindamycin and benzoyl peroxide from —-—
Gel and how does it compare to the currently marketed products?

Other comments or information not
included above

Primary reviewer Signature and Date

Abi Adebowale (02/11/08)

Secondary reviewer Signature and Date

Lydia Velazquez

CC: NDA 50-819, HFD-850 (P.Lee), HFD-540 (T.White, M. Owens), DCP 3 (D. Bashaw, L. Velazquez)
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Abi Adebowale
6/5/2008 10:53:10 AM
BIOPHARMACEUTICS





