“H ASSOCIATES

ZLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS
October 9, 2000 -

~ Jonathan K. Wilkin, MD
Director
Division of Dermatologic and Dental Drug Products
Food and Drug Administration
9201-Corporate Boulevard
-~ North 214 * = —_
Rockville, MD 20850 '

RE: NDA 50-782
: Clindagel, LLC, Santa Rosa, CA ' i
Clindagel™ (Clindamycin Phosphate === gel), 1% L
Indication: Once a day treatment of acne vulgaris ' J T .
Response to FDA request for UVB data V<

Dear Dr. W'km

Reference is made to NDA 50-782 for CIindagelW(CIindamycin Phosphate ﬂm“ gel)
1% for the once a day treatment of acne vulgaris submitted to FDA on January 27, 2000,
and to the October 2, 2000 fax recuest of Ms. Indira Kumar in which she requested UVB
data.

On behalf of Chndagel LLC, Target Research’ is hereby submrttlng in duplicate, the

attached information in response to. the October '2, 2000 request.” Please be advised

that this information is located in NDA 50-782 Volume 1.5 pages- 254-257. - The

Clindagel formulation, Lot 4CL-7A listed in the Absorbance Spectra report is the same
__ as the to be marketed formulation of Cllndagel i

- Please let me know if y_o_t_;_have any questlons regardiné the >contente of this submissibn._ S '_

- M A Powers,RAC. . -
_ Manager Regulatory Affans

Sy .

L o L APPEAPST‘“S‘ svz,ip,-v'v'
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~" | Form Approved: OMB No. 0910-0338

DEPARTMENT OF HEALTH A m A
FOOD AND DRU?ADM?NE;‘I%?&? SERVICES o St on 57, 2003
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, | FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG IFOR HUMAN USE APPLICATION NUMBER

(Title 21, Code of Federal Reguiations, 314 & 601) i ‘

APPLICANT INFORMATION

NAME CF APPLICANT . i DATE OF SUBMISSION .
Clindagel, LLC October 9, 2000
TELEPHONE NO. (include Area Code) FACSIMILE (FAX) Number (include Area Code)
707-793-2600 707-793-0145 )
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Numbe, Street, City, State,
ard U.S. License number if previously issued): . ZIP Code, telephone & FAX number) IF APPLICABLE
4189 Chaparral Court Target Research Associates
Santa Rosa, CA 95409 554 Central Avenue

New Providence, NJ 07974

Telephone: 908-464-7500

. Fax: 908-464-3529

PRODUCT DESCRIPTION . : . _
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 50-782

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY

1% Clindamycin Phosphate. USP Clindagel

CHEMICAUBIOCHEMICAL/BLOOD PRODUCT NAME (/f any) CODE NAME (If any)- -

Clindamycin 2-(dihydrogen phosphate) B :

DOSAGE FORM: Topical gel STRENGTHS: 1% clindamycin phosphate ROUTE OF ADMINISTRATION: Topical

(PROPOSED) INDICATION(S) FOR USE: Once a day treatment for acne vulgaris

APPLICATION INFORMATION -

APPLICATION TYPE
{check one) R NEW DRUG APPLICATION (21 CFR 314.50) O ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)

O BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE . O 505 d)(1) & 505 (b)(2)

IF AN ANDA, or 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Cleocin-T gel Holder of Approved Application Pharmacia & Upjohn

TYPE OF SUBMISSION (check one) O ORIGINAL APPLICATION ) [J AMENDMENT TO A PENDING APPLICATION [0 RESUBMISSION
] PRESUEBMISSION [ ANNUAL REPORT O ESTABLISHMENT DESCRIPTION SUPPLEMENT [ EFFICACY SUPPLEMENT
[J LACELING SUPPLEMENT 0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT 8 OTHER

IF A SUBMISSION OR PARTIAL APPLICATION, PROVIDE LETTEER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY O CBE 0 CBE-30 O Prior Approval (PA)

REASON FOR SUBMISSION Response to FDA request for additional information

PROPOSED MARKETING STATUS (dleck one) B PRESCRIPTION PRODUCT (Rx) [0 OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMNT FEB————N/A— THIS APPLICATION IS . B PAPER 3 PAPERAND ELECTRONIC [0 ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment Information should be provided In the body of the Application.)

Provide locations of all manufacturing, pxckaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g., Final dosage form, Stabiiityesting)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

See attachment

All sites ready for inspection

Cross References (list.related License Applications, INDs, NDAs, PMAS, 510(k)s, IDEs, BMFs, and DMFs referenced in § ,

See attachment _

FORM FDA 356h (4/00)

3o, g0
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This application contains the following items: (Checlk all that apply) P

1. Index

2. Labeling (check one) : O Draft Labeling . O Final Printed Labeling
3. Summary (21 CFR 314.50(c))
4

Chemistry section

A. Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)

B. Samples (21 CFR 314.50(e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)

Nonclinical phammacology and toxicology section (e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)

- Human pharmmacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)

Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))

Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)

ol Nl O

Safety update report (e.g., 21 CFR 314.50(d)(5)(vi)(b); 21 CFR 601.2)

10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)

11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)

12. Case report forms (e.g., 21 CFR 314.50(f)(2); 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C.355(b)(2) or (i)} (2)(A)

15. Establishment description (21 CFR Part 600, if applicable)
16. Debarment certification (FD&C Act 306(k)(1))

17. Field copy certification (21 CFR 314.50(k)(3))
18. User Fee Cover Sheet (Form FDA 3397) - , : ' -
19. Financial Information (21 CFR Part 54) '

D\uniooinlonooioolalooon|oo|ou|o

20. OTHER (Specify) Response to FDA request for additional information

{
El

if this application applies to a drug product that FDA has propased for scheduling under the Controlled Substances Act, | agrée not to market the

CERTIFICATION -

1 agree to update this application with new safety information about the product that mayressonably affect the statement of contraindications,

rnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application-is approved, | agree to comply with all applicable laws and regulations that apply to approvad apglications,.
including, but rot limited to the following:

- 1. Good manufacturing practice regulations in 21 CFR Parts 210, 211or applicable regulations, Parts 606, and/or 820.

. Biological establishment standards in 21 CFR Part 600.
. Labeling regulations in 24 CFR Parts 201, 606, 610, 660 and/or 809.
. In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.
. Regulations on making changes in application in FD&C Act Section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
6. Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81. . ’ .
7. Local, state and Federal environmental impact laws. . )

hawNn

product until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been review and, to the best of my knowledge are certified to be true and accurate.
.@mfng: A willfully false statement is a criminal of_fenss, U.S. Code, title 18, section 1001.

BLE OFFICIAL OR . TYPED NAME AND TITLE \ DATE
‘ & [@ Robert J. McComack, Ph.D., VP, Regulatory Affairs ‘ ‘October 9, 2000
FALA Target Research Associates
de]. City, State, and 2iP Code) [ . IV TELEPHONE NUMBER
554 Central Avenue : - (908)-464-7500

rumﬂmml 07974 -
Public reporting burden for this collection of Information is estimated to average 24 hours per response, inciuding the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of

Information.  Send comments regarding this_burden estimate cr any other aspect of this collection of information, including suggestions for reducing
“Sis burden to: . - o .

:partment of Health and Human Services ) An agency may not conduct or sponsor, and a
rood and Drug Administration ) ) person Iis not required to respond to_a coliection of
CBER, HFM-99 - information unless it displays a curently valid OMB SN
1401 Rockville Pike : control number. - »

Rockville, MD 20852-1448

FOFA! FDA 356h (4/00)
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FDA/Targ;et Research Associates/Fax Memo

Date: October 2,2000 B

To:  Jill Powers/Manager, Regulatory Affairs
(908) 464-7500 (P)
(908) 464- 3529 (F)

From: Indira Kumar, Regulatory Project Manager
Subject: NDA 50-782 Clinical Information Request - UVB data
Dear ]\;ls..Powers,

So that we may evaluate the need for clinical phototoxicity and phdtoscnsitivity testing, please submit a — )
UV absorption spectrum for the drug product in the 280 to 700 nm range.

If you have questions, please call Indira Kumar at (301) 827-2020.



- Please let me khow ffyoq have any cjuesiibh_s regardmg thecontents of this submAissfon.- B

) _: JA. Powers, RAC - - - : o e ey
- . Manager, Regulatory Affairs. * .. . -~ :

o APPEARS THIS WAY- o
- -ONORIGINAL - -



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approvect OAS M. 0910.6338

_ FOOD AND DRUG ADMINISTRATION Sep OME Statement oo
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER

(Title 21, Code of Federal Regulatioi.s, 314 & 601)

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION

Clindagel, LLC September 18, 2000
TELEPHONE NO. (inciude Area Code)- - - FACSIMILE (FAX) Number (inciude Area Code)
707-793-2600 : 707-793-0145
APPLICANT ADDRESS (Number, Street, City, State, Coumry 2ZIP Codle or Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Munber, Street, City, State,
and U.S. License number if previously issusd): ZIP Code, telephone & FAX number) IF APPLICABLE
4189 Chaparral Court Target Research Associates
-Santa Rosa, CA 95409 554 Central Avenue
New Providence, NJ 07974
Telephone: 908-464-7500
Fax: 908-464-3529 )

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOL.OGICS LICENSE APPLICATION NUMBER (If previously issued) 50-782
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY

1% Clindamycin Phosphate, USP Clindage!

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (Ifany) _. . CODE NAME (¥ any)
Clindamycin 2-(dihydrogen phosphate) )

DOSAGE FORM: Topicai gel STRENGTHS: 1% clindamycin phosphate ROUTE OF ADMINISTRATION: Topical

(PROPOSED) INDICATION(S) FOR USE: Once a day treatment for acne vuigaris

APPLICATION INFORMATION

APPLICATION TYPE . o
{check one) B NEW DRUG A?PLICATION (21 CFR 314.50) . O ABBREVIATED NEW DRUG APPLICATION (AMNDA, 21 CFR 314.94)
O BIOLOGICS LICENSE APFLICATION (21 CFR part 601) o ‘

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE O 505 (bX(1) B 505 (b)(2)

IF AN ANDA, or 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name of Drug Cleocin-T gel Holder of Approved Application Phammacia & Upjohn

TYPC OF SUBMISSION (check one) O ORIGINAL APPLICATION [3J AMENDMENT TO A PENDING APPLICATION [0 RESUBMISSION

O PRESUBMISSION [ ANNUAL REPORT - [ ESTABLISHMENT DESCRIPTION SUPPLEMENT [ EFFICACY SUPPLEMENT
C LARELING SUPPLEMENT {0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT B OTHER

IF A SUBMISSION OR PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION.

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY O CBE .0 CBE-30 O Prior Approval (PA)

REASON FOR SUBMISSION Response to FDA request for additional infonmation

PROPOSED MARKETING STATUS (check one) & PRESCRIPTION PRODUCT (Rx) O OVER THE COUNTER PRODUCT (OTC)

'NUMBER OF VOLUMES SUBMITFED—————N/A— THIS APPLICATION IS B PAPER 0O PAPER AND ELECTRONIC 0O ELECTRONIC

ESTABLISHMENT INFORMATION (Fult establishment information should be provided in the body of the Application.)
Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used ¥ necassary). Include name,
address, contact, telephona number, regist-ation number (CFN), DMF riumber, and manufacturing steps and/cs type of testing (e.g., Final dosage form, Stability/testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

See attachment

All sites ready for inspection

See attachment —

FORM FDA 356h (4/00)




BEST POSSIBLE C@?ﬁ

| This application contains the following items: (Check: all that apply)

1. -Index

Labeling (check one) - _ O Oratft Labeling {0 Final Printed Labeling .

Summary (21 CF. . 314.50(c)) e

bl IR ol I

Chemistry section

A. Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2) .

B. Samples (21 CFR 314.50(e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)

Nonciinical phamacology and toxicology section (e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)

X .Human phamacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)

. Clinical data section (e.g:, 21 CFR 314.50(d)(5); 21 CFR 601.2)

5.
6
7. Clinical Microbiology (e.g., 21 CFR 314.50(d)(<))
8
9

Safety update report (e.g., 21 CFR 314.50(d)(5)(vi}(b); 21 CFR 601.2)

10. Statistical section (e.g., 21 CFR 314.50(d)(6). 21 CFR 601.2)

11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)

12. Case report forms (e.g., 21 CFR 314.50(f)(2); <1 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))

14. A patent certification with respect to any patert which claims the drug (21 U.S.C.355(b)(2) or (j}(2)(A)
15. Establishment description (21 CFR Part 600, if applicable) '

16. Debarment certification (FD&C Act 306(k)(1))

17. Field copy certification (21 CFR 314.50(k)(3))

18. User Fee Cover Sheet (Form FDA 3397)

i$. Financial Information (21 CFR Part 54)

EDDDDDDUDDDGDDDDDDDDDDu

20. OTHER (Specify) Response to FDA request for additional information

CERTIFICATION o

1 agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
wamings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by-FDA. If this application is approved, | agree to comply with all appiicable laws and regulations that apply to approved appluztlons
mcludng, but not iimited to the following:
. Good manufacturing practice regulations in 21 CFR Parts 210, 211or applicable regulations, Parts 606, and/or 820.
. Biological establishment standards in 21 CFR. Part 600.
. Labeling regulations in 21 CFR Parts 201, 62€, 510, 660 and/or 809. —
. Inthe case of a prescription drug or biological product, prescription drug advertising reguiations in 21 CFR 202,
. Regulations on making changes in application in FD&C Act Section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
6. Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600. 81.
7. Local, state and Federal environmental impac: laws.
If thls application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been review and, to the best of my knowledge are certified to be true and.accurate.
Waming A wzll'ully false statement is a criminal offense. U.S. Code, title 18, section 1001.

UQ&UN—B

SIG TURE O FFICIAL OR A TYPED NAME AND TITLE DATE
& Fobert J. McCommack, Ph.D., VP, Regulatory Affairs September 18, 2000
Target Research Associates )

ADDRESS (Street, City) State, and ZIP Code}—— - | : ’ TELEPHONE NUMBER
554 Central Avenue (908)464-7500
-| New Providence, NJ 07974

Public reporting burden for this collection of informaticn is estimated to average 24 hours per response, including the time for reviewing
“Vinstructior's, searching existing data sources, gathering and maintaining the data needed, and' completing and reviewing the collection of
*formation. Send.comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing
\is burden to:

) Department of Health and Human Services An agency may not conduct or _sponsor, and 3
Food and Drug Administration ) person is not required to respond to, a collection of
CBER, HFM-99 - information unless it displays a cumently valid OMB

control number.

1401 Rockville Pike
Rockville. MD 20852-1448 R

FORM FDA 356h (4/00) PAGE 2



RESEARCH L Sl
| ASSOCIATES =~ NDA ORIG AMENDMENT
{ ' ZUNICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS R
| September 14, 2000 ' ' '

o '”“ TARGET

Jonathan K. Wilkin, MD
Director
Division of Dermatologic and Denlal Drug Products
Food and Drug Administration
.9201 Corporate Boulevard
North 214 O
~ Rockville, MD 20850

"RE: NDA 50-782 - — AR -
Clindagel, LLC, Santa Rosa, CA ‘ o & P i
Clindagel™-(Clindamycin Phosphate _=— 1gel), 1% -
Indication: Once a day treatment of acne vulgaris .
Response to FDA request for additional pharmacokinetic information .~

Dear Dr. Wilkin:

- Reference is made to NDA 50-782, for Clindagel™ (Clindamycin Phosphate — gel),

: : 1% for the once a day treatment of acne vulgaris which was submitted to FDA on
January 27, 2000 and to the August 23, 2000 conference call between the agency and
sponsor representatives in which additional lnformatlon relating to study CGEL—OOS was
requested by biopharmaceutics personnel. : A -

‘On behalf of Clindagel, LLC, Target Research is hereby submlttlng in dupllcate the '
following mfon'natlon in response to the August 23, 2000 request ' ,

— S e The calculated individual proportions and %-total dose of clmdamycm in unne :
from study CGEL-005. Analyses were carried out for both AUC and the sum. -
of 0-12 hr and 12-24 hr unnary excretion (total excretlon) ; < :

.o Raw data used in the above calculatlons.
e The statistical analysis output.
° fSummary of results _

e Electronic ﬁles contalmng the calculated proportlons and the raw data

Please let me know if you have any questions regarding the contents of thls submrssnon

-y -Sincerely,

_ ORlGlNA‘l_‘}-" |

Manager, Regulatory Affairs

554 Central Avenue * New Providence., NJ 07974 USA » 9087464-7500 » FAX: 908/464 Tfﬁﬁ

- Wﬂ PGSSIB[E COPy




DEPARTMENT OF HEALTH AND HUMAN SERVICES Fom Approved OB No. 09100333

FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER

(Title 21 Code of Federal Regulations, 314 & 6071)

APPLICANT INFORMATION

NAME OF APPLICANT : DATEOF SUBMISSION . __
Clindagel, LLC . ‘ September 14, 2000 :
TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Include Area Code)
707-793-2600 Sa 707-793-0145
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Cade or Mai Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Stnet, cny State,
and U.S. Licanse number if previously issued). ZIP Code, telephone & FAX number) \F APPUICABLE
4189 Chaparral Court S ’ Target Research Associates
Santa Rosa, CA 95409 554 Central Avenue
. New Providence, NJ 07974
Telephone: 908-464-7500
Fax: 908-464-3529

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (if previously issued) 50-782
.ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY

1% Clindamycin Phosphate, USP Clindageil

CHEMICAUBIOCHEMICALBLOOD PRODUCT NAME (If any) ‘ CODE NAME (If any)
Clindamycin 2-(dihydrogen phosphate) -

DOSAGE FORM: Topical gel STRENGTHS: 1% clindamycin phosphate ROUTE OF ADMINISTRATION: Topical

(PROPOSED) INDICATION(S) FOR USE: Once a day treatment for acne vuigaris

APPLICATION INFORMATION -

APPLICATIONTYPE '
(checkone)  BNEW DRUG APRLICATION (21 CFR 314.50) . [J ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)

- 0O BIOLOGICS LICENSE APFLICATION (21 CFR part P01) -

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE - Ci §05 (b)(1) '@ 505 ®)(2)

“IF AN ANDA, or 505(b)(2). IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BAS!S FOR THE SUBMISSION
Name of Drug —Cleocin-T gel Holder of Approved Application Pharmacia & Upjohn

TYPE OF SUBMISSION (check one) O ORIGINAL APPLICATION O AMENDMENT TO A PENDING APPLICATION 0 RESUBMISSION

0O PRESUBMISSION O] ANNUALREPORT 0 ESTABUSHMENT DESCRIPTION SUPPLEMENT [ EFFICACY SUPPLEMENT
O LABELING SUPPLEMENT 3 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT B OTHER

IF A SUBMISSION OR PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY O CBE O CBE-30 D Prior Approval (PA)

REASON FOR SUBMISSION Response to FDA request for additional information )

PROPOSED MARKETING STATUS (check ore) & PRESCRIPTION PRODUCT (Rx) - . [J OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITFEB———N/A— THIS APPLICATION IS 0 PAPER B _PAPER AND ELECTRONIC OO0 ELECTRONIC

ESTABLISHMENT INFORMATION (Full estabiishment information should be provided in the body of the Application.)

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be usad ¥ necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g., Final dosage form, snnimynm)
conducted at the site. Please indicate whether the site is ready for inspaction or, if not, when it will be ready.

See attachment

All sites ready for inspection -

Cross References (list related License Appllcaﬂons. INDs, NDAs, PMAS, 510(k)s, IDEs, BMFs, and DMFs referenced
See attachment

FORM FDA 356h (4/00)



This éppliwﬁon contains the following items: (Check all that apply)

1. Index

Labeling (check one) _ C] Draft Labeling , O Final Printed Labeling

2
3. Summary (21 CFR 314.50(c))
4. Chemistry section

A. Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)

B‘, Samples (21 CFR 314.50(e)(1); 21 CFR 6011.2 (a)) (Submit only upon FDA's request) . .-

C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)

Noncfinical pharmacology and toxicology section (e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)

Human pharmacokinetics and bioavailability saction (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)

Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)

5
6
7. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))
8
9

~ Safety update report (e.g., 21 CFR 314.50(d)(5)(vi)(b); 21 CFR 601.2)

10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)

11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)

12. Case report forms (e.g., 21 CFR 314.50(f)(2); 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))

14. A patent certification with respect to any patent, which claims the drug (21 >U.S.C.355(b)(2) or ((2)(A)

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306(k)(1))

17. Field cogy certification (21 CFR 314.50(k)(3))

18. User Fee Cover Sheet (Form FDA 3397)

19. Financial Information (21 CFR Part 54)

X(O|0)|0(0|0|0|10|0|10|0|0|0|00|00000|ojwma

20. OTHER (Specify} Response to FDA request for additional information

CERTIFICATION

| agreé”to update this application with new safety information about the broduct that ma?'}éésonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as

including, but'not limited to the following: .
Good manufacturing practice regulations in 21 CFR Parts 210, 2110r applicable regulations, Parts 606, and/or 820.
Biological establishment standards in 21 CFR Part 600.
Labeling regulations in 21 CFR Parts 201, 606, 610, 660 and/or 809.
In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202,
Regulations on making changes in applicatior: in FD&C Act Section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
6. Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81. —
7. Local, state and Federal environmental impact laws. ,
If this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the
product until the Drug Enfoercement Administration makes a final scheduling decision. : .
The data and information in this submission have been review and, to the best of my knowiedge are certified to be true and accurate.
p ..(aming: A willfully falsc statement is a criminal offense, U.S. Code, title 18, section 1001. o

A LN

requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications, —1- .

QE RESRONSIBRXE OFFICIAL ORAGED TYPED NAME AND TITLE DATE
1 \ \ - | Robert J. McComnack, Ph.D., VP, Regulatory Affairs September 14, 2000
Target Research Associates
A i TELEPHONE NUMBER
554 Central Avenu? - - , (908)-464-7500
| New Providence NJ 07974 ‘

Pubiic reporting burden for this collection of information is estimated to average 24 hours per _ruponsé. induding the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of
information. Send commeats regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing
\is burden to: ) - . .

Vepartment of Health and Human Services ’ An agency may not conduct or sponsor, and a
Food and Drug Administration ’ person is not required to respond to, a collection of
CBER, HFM-99 . information unless it displays a cumently valid OMB

control number.

‘1401 Rockville Pike
Rockville, MD 20852 1448

FORM DA 356k (4/00) PAGE 2




i ARGEE
ﬁ RESEARCH -~
ASSOCIATES -

\,LINICAL RESEARCH REGULATORY AFFAlRS & B!OSTAHSTICS
August 21,2000

Jonathan K W'lkln MD
Director '

. Division-of Dermatologic and Denttal Drug Products
Food and Drug Administration - :
19201 Corporate: Boulevard

. North 214 : .
‘ Rockvnlle MD 20850

‘RE: .NDA 50-782
Clindagel, LLC, Santa Rosa, CA L
Clindagei™ (Clindamycin PhOSphate — gel), 1%
Indication: Once a day treatment of acne vulgaris
Response to FDA request for additional pharmacokmetlc mformatnon

Dear Dr. Wilkin:

~ Reference is made to NDA 50-782, for Clindagel™ (Clindamycin Phosphate = gel),
1% for the once a day treatment cf acne vulgaris which- was submitted to FDA on
* January 27, 2000 and to the August 17, 2000 telephone request of Ms. Indira Kumar for,
clarifications concemlng pharmacoklnetuc mformatnon previously submltted

-On behalf of Clmdagel LLC, Target Research is hereby submlmng in duplxcate the
followung mformatnon in reSponse to the August 17, 2000 request ‘Listed below isthe

1. What do the Urmary Excretion values (nglml) gwen in Table 6 of the CGEL-OOS
. report represent compared to the Urine AUC values submltted in Clindagel :
_~ response to FDA dated August 18, 2000? : '

Bothi the urinary “excrotion value and the AUC valuea't"e t/anables which estimate the . :
. concentration-of clmdamycm in unne but are determmed usmg dlﬁerent methods of L
- Calculation. ; o : :

 The unnary excretlon values est:mate the mean concentrairon {ng/ml) of cllndamycm o

- in urine from 0 to 24 hrs for both Clindagel™ and Cleocin-T® groups. - This estimate
is cafculated by taking the individual means. (0 to 12 hrs and 12 to 24 hrs). and

-~ hrs.

. The calculated unnary AUC. values are an estlmate of the concentratlon ofA
* clindamycin in - urine from 0. to 24 hrs usmg the Imear assumptlon of tlme vs..
concentratlon ' : , . e~

-

‘combining them to estimate the concentratlon of clmdamycm in unne fmm Oto 24 < .

554 Central Avenue * New Piovidence, NJ 07974 USA » 908/464:7500 = FAX: 908/264-7515 =~



mcerely

Robert J. Mc!ormack Ph D

Vnce President, Regulatory Affalrs

APPEARS THIS WAY. -

ON ORIGINAL

o P'leés‘e let rhé:khdw if you :haiire' éﬁjqUe_ét‘iéhé'i'e"g'afding;ihé'.c;i_i—\ténts of ﬁiié-’isubr_ﬁiss‘ioﬁ.' ; BT




' TARGET _
ll RESEARCH
ASSOCIATES

CLINICAL RESEARCH, REGULATORY AFIFA]RS & BIOSTAT[ST[CS
August 16 2.50 S ‘

Jonathan K. Wilkin, MD

_Director

Division of Dermatologlc and Dental Drug Products
Food and Drug Administration

9201 Corporate Boulevard

et "’BEST POSSIBLE CoF .

"RE: NDA 50~782 '

- Clindagel, LLC, Santa Rosa, CA
Clindagel™ (Clindamycin Phosphate e gel), 1%
Indication: Once a day treatment of acne vulgans :
Response to FDA request for addmonal pharmacokmetlc mformatlon

Dear Dr. Wilkin:. | _- _ | . , '._«

Reference is made to NDA 50-782, for Clindagel™ {Clindamycin Phosphate wwe gel),
1% for the once a day treatment of acne vulgaris which was submitted to FDA on
January 27, 2000 and to the August 3, 2000 fax request of -‘Ms. Indira Kumar for
additional pharmacokinetic mformatlon

. Therefore, on behalf of Cllndagel LLC Target Research is hereby submmmg in
duplicate the following informatior in response the August 3, 2000 request.

e e Individual calculated AUC unne and plasma values from study CGEL 005.

- The statlsb-l output used for the analysns of the lndeual pharmacoklnetlc - o -
parameters _ . T

Please be advised that the stabstlcal output contams mformation needed to compute the -

power of the test. We could not compute the power of the test for this response since
~“we do not kiiow what the biopharmaceutics reviewer consn_ders a clmloally meamngful

differencei in mean AUC values between treatment groups. : .

: Ple_ase let me know'if you have any questnons rega_rdmg the contents of this s‘ubmi'seio_r'r.l L

Sincerely, - e L S T -

%,}%Cemm /9 p R
Robert J. McCormack, Ph.D. : T (APP EARS THIS WAy
Vice President, Regulatory Affairs S - ON OR'GI NAL

-

554 Central Avenue - New Providence. NJ.07974 USA -908i4'6_4v-‘}500" FAX: 908/464-7515 .
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,

FDA/Target Research Associates/Fax Memo

Date: August 3,2000

To:  Jill Powers/Manager, Regulatory Affairs
(908) 464-7500 (P)
.(908) 464- 3529 (F)

From: Indira Kumar, Regulatory Froject Manager

Subject: ~—== . Pharmacokinetic Information Request — Table of Individual AUC
' Values.

Dear Ms. Powers, ' . -

The reviewing pharmacokineticist wanted the following comments forwarded to you (This is for your
NDA submission). - ’

Biopharm Comments:

The information request submitted in response to the telephone contact of Ms. Indira Kumar on July 11,
2000 on behalf of the biopharm reviewer is acknowledged. However, as also noted on your cover letter
(dated July 17th, 2000) attached to the information request, the request was for the Individual AUC urine
and plasma values used for the statistical analysis of Study CGEL-005 entitled "An Open-Label

Randomized Study of -the Comparative Absorption of ClindagelTM (QD). versus Cleocin T (BID) in
Subjects with Acne Vulgaris”. The information you have submitted is the Individual urine and plasma
concentration values and not the calculated Individual AUC (i.e. pharmacokinetic parameter) values.
Please submit a table of the Individual pharmacokinetic parameters (which in your study report was

" specified as the AUC) used for the statistical analysis and, the statistical analysis output which should
include information on the power of the test as well as the parameter estimates.

s S

ﬁ'you have questions, please call Indira Kumar at (301) 827-2020.

-

—

APPEARS THISway .- =
ON ORIGINAL ST -
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RESEARCH 1 o
ASSOCIATES -~ . -
CLINICAL RESEARCH. REGULATORY AFFAIRS & BIOSIATISTICS  ~
July 31, 2000

Jonathan K. Wllkln MD
" Director
. Division of Dermatologic and Dental Drug Products
" Food and Drug Administration
9201 Corporate Boulevard
North 214 ‘
Rockville, MD 20850

RE: NDA 50-782
Clindagel, LLC, Santa Rosa, CA
Clindagel™ (Clmdamycm Phosphate e gel) 1%
Indication: Once a day treatment of acne vulgaris :
Response to FDA request for additional statistical mformatxon

Dear Dr. Wilkin:

‘Reference is made to NDA 50-782, for Clindagel™ (Clindamycin Phosphate wswsw ' gel), -
1% for the once.a day treatment of acne vulgarnis which was submitied to FDA on .
January 27, 2000 and to the July 26, 2000 fax request of Ms. Indira Kumar for.additional
statistical information.

- Therefore, on behalf of Clindagel, LLC, Target ’Rese'orch is hereby submitting in .
duplicate, two new statistical tables, S7 and S8, attached, in the absence of a strong
rationale for testung the ratio rather than the difference between pairs. of treatment
means.- .

Pt

ln response to FDA Questlon 1:

‘Table 7, Summary results. of norunfenonty testmg on percent change from baselme of
inflammatory, non-inflammatory. and total lesion count at week 12 (per protocaol),
contains the least squares means for the’ Clindagel QD, Chndagel BID, and Cleocin T ~ -

S BID treatment groups, along with .the two-sided 95% confidence intervals for. the

differences between means comparing each Clmdagel group to the Cleocin T group. .
Since percent change from baseline is a negative quantity in this study, noninferiority is.
based on the upper bound of the confidence interval for the difference between means -
rather than the lower bound of the confidence interval: Noninferiority ‘of Cllndagel to~
Cleocin T will be asserted if the upper confidence bound for difference in mean percent -

. change from basellne between treatment groups xs less than 1 0% ' .

By this rule, Clmdaget QD and Clindagel BID are both nonmfenor to Cleocin T BID wrth S
respect to percent change from baseline at week. 12 in inflammatory lesnon count and
total lesion count, though not in noninflammatory lesxon count. -

e e

554 Central Avenue » New Providence. NJ 07974 USA "> 908/464-7500 » FAX: 908/464-2515. . -



ln response to FDA Queshon 2

-Table SS Summary results of nonmfenonty testmg on patlents wrth grade 0 or 1'in

physrcnans -global seventy assessmenf at week 12 (per’ protocol), contains the: - .- R

- proportions of success for the. Clmdagel QD, Clindage! BID, - Cleocin T BID treatment

groups, along with the two-sided 95% confidence intervals for. the difference between
- proportions between each’ Clmdagel group and the Cleocin T group. The lower ar bounds
of the two-sided 95% confidence: intervals are equivalent.to the 97.5%. lower confidence

bounds that were requested. Noninferiority of Clindagel to Cleocin T will be: asserte_d if

— E the Iower conﬁdence bound for the dlfference in proportlons is greater than -1 5%

_ By thxs rule, Cllndagel QD and (,Imdagel BID are both noninferior to C!eocm T BID wrth
respect to the proportion of patients with success . defined as physxclan s Global Seventy
Assessment score of 0 or 1 atWeek 12. - . s

" Please let me know if you have any questroris regarding the contents of this submission.

Ropsr) McCrrr:ack PhD. k'%

Vice President, Regulatory Afféir:s

e

APPEARS i
ON ORIGH
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CLli. wel,LLC
STUDY CGEL-003

. : TABLE §7
SUUMARY RESULTS . OF NONINFERIORITY TESTING ON PERCENT CHANGE FROM BASELINE OF
INFLAWMATORY, NONINFLAMMATORY AND TOTAL LESION COUNT AT WEEK 12
(PER PROTOCOL)

13:00 Vonday, .

i
“TAEATMENT GROUP —————05% CONFIDENCE INTERVAL
Clindapel OD (T1) - Clindugel BID (T2) CleocinT BID (T5)
Co (Nn139) ‘ (N~140) ; (N=140) ™ T T2:T5
. ) i .
X LS KEAN  SE LS MEAN 8E L9 VEAN SE L8 us L8 ue
I .
INFLAIMATORY LEBION .54.47 2.710  -55.78  2.695  -63.21  2.722 -8.86 6.12  -9.04 .83
NONINFLAYWATORY LESION -27.50  3.491  .32.13 3471 -34.59 3,808 2,42 16,80 -7.04  11.97
TOTAL LESION 4078 2,484  -43.28 2,470 -43.14 2,494 4,40 8.14  .8.89 6.64
!
' |
1
)
, =
<
o
[sal
) =>
o=
= N,
24
ex
g7
- =
, >
=<

|
PERCENT CHANGE=100° (POST-BASE) /Ba... , ! '
TWO-SIDED 95% CI FOR DIFFERENCE BETWEEN L8 MEANS IN % CHANGE FAOM BASELINE (CLINDAGEL - CLEOCINT)
THE UPPER BOUND MUST BE < 10N TD DECLARE NONINFERIORITY.
ANALYSIS BASED DM ANOVA VIITH TREATMENT AND INVESTIGATOR AS FACTORS
INVESTIGATORS 11 AND 12 WERE POOLED

!

.y 2000




09:17 Nonday, July 31, 2000

CLINDAGEL,LLC
S$TUOY CGEL-003

‘TABLE S8 .
TY TESTING ON PATIENTS WITH GRADE 0 QR §

“ SUIMARY RESULTB OF NONINFERICAI
IN PHYSICIAN'S GLOBAL SEVERITY ASSESSMENT AT WEEK 12

{PER PRQTOCOL)
TREATMENT GROUP: $58 CONFIDENCE fNTERVAL
Clindagel. QD (T1) Clindagel ®ID (T2) CleocinT BID (TE) T - T8 T2 . T8
N L N L] N L] L8 uB L8 us
—t 1 :
N 138 b rag 140 -.134 . 0.088 ..102  0.102
GSA » D OR 1 31 (22.3%) a8 ' { 25.7%) a8 ( 25.7W)
GSA > 1 108 ( 77.78) 104 ( 74.3%) 104 ( 7¢.9%)
>
o
1 S
?: ,2 Ay, 1
u\i'\ [ -}
. o n
2z
z A
; =
e =
g
X
-~

THE LOVER BOUND MUBT BE > -.1§ TO OECLARE NON-INFERIORITY,

TWO-SIDED OS% CONFIDENCE INTERVAL FOR DIFFERENCES IN PROPORTION OF PATIENTS WITH GSA OF d OR 1, I.E., (CLINDAGEL - CLEOCINT}




| TARGET
RESEARCH
ASSOCIATES

CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS
September 6, 2000 ‘ -

Jonathan K. Wlkin’ MD
Director
Division of Dermatologic and Dental Drug Products
Food and Drug Administration ‘
"~ 9201 Corporate Boulevard
North 214
. Rockville, MD 20850

RE: NDA 50-782
Clindagel, LLC, Santa Rosa, CA
Clindagel™-(Clindamycin Phosphate gel), 1%
Indication: Once a day treatment of acne vulgaris
Response to FDA request for additional pharmacokinetic information

, Dear Dr. Wilkin: - ) ‘ - o

Reference is made to NDA 50-782, for Clindagel™ (Chndamycln Phosphate — gel),
1% for the once a day treatment of acne vulgaris which was submitted to FDA on
January 27, 2000 and to the August 23, 2000 conference call between the agency and
sponsor representatives in which additional information relating to study CGEL-005 was
requested by biophanna(;euﬁcs personnel. -

Therefore, on behalf of Clmdclgel LLC, Target Research is hereby submitting in
~ duplicate the followmg information in response the August 23, 2000 request

‘-'-

Ce The calculated mdlvndual proportions and % ‘total dose of clindamycin in urine ‘
from study CGEL-00%. Analyses were carried out for both AUC and the sum
of 0-12 hr and 12-24 hr urinary excretion (total excretion).

o The statlstlcal analysns output. -

. Summary of results.

- Please let me know if you have any questlons regarding the contents of this submission. :

APPEARS THlS VAY
ON ORIGINAL |

JU§ A. Powers, RAC
M anager, Regulatory Affairs

BEST POSSIBLE COPY

554 Central Avenue * New Providence. NJ 07974 USA . 968/464-7500 -_»_EA'X: 908/464-7515
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FDA/Target Research Ass'ociates/Fax.Memo'

Date: July 26,2000

To:  Jill Powers/Manager, Regulatory Affairs
(908) 464-7500 (P)
(908) 464- 3529 (F)

From: Indira Kumar, Regulatory Project Manager

Subject: e Statistical Information- Request - Relative to the non-inferiority
testing. ’

Dear Ms. Powers,

The reviewing statistician wanted the following comments forwarded to you (This is for your NDA
submission).

Statistical:

1. Please provide a rational for using the confidence interval for the ratio of Clindagel divided by
Cleocin T gel instead of the confidence interval for the difference between Clindagel and Cleocin T
gel. (For therapeutic non-inferiority, the standard approach is using the conf dence interval for the

difference between the new drug and the reference drug)

In the absence of a strong rationale for usmg the ratio, the use of the difference is indicated.

" == Please prov:de the following two tables:

1. A table similar to Table 13 on page 260 of Volume 1.1 of the Statistical Report. The new table
- should provide the lower bound of the one-sided 97.5% confidence interval for the dlﬂ‘erence

between least square means (Clindagel-Cleocin), instéad of the ratio of least square means
(Clindagel/Cleocin).

2. A table similar to Table 14 on page 261 of the same volume with results of non-inferiority testing
* on the proportion of patients with grades 0 or 1 in the Physician's Global Severity Assessment at
Week 12 instead of the two-category improvement. The new table should provide the lower bound
of the one-sided 97.5% confidence interval for the difference of proportions between Clindagel and
Cleocin T (Clindagel-Cleocin) instead of the ratio of proportions (Clindagel/Cleocin).

- Ifyou have qﬁestions, please call Indira Kumar at (301) 827-2020.

APPEARS THIS WAY -
ONORIGINAL 3
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TARGET
RESEARCH -
| ASSOCIATES

_ CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS
' July 20, 2000 ‘

Jonathan K. Wilkin, MD
Director
Division of Dermatologic and Dental Drug Products
Food and Drug Administration
9201 Corporate Boulevard
North 214
- Rockville, MD 20850

RE: NDA 50-782
Clindagel, LLC, Santa Rosa, CA

— ~ Clindagel™ (Clmdamycm Phosphate a=ee= gel), 1%
Indication: Once a day treatment of acne vulgaris
Response to FDA request for additional statistical information

Dear Dr. Wilkin:

Reference is made to NDA 50-782, for Clindagel™ (Clindamycin Phosphate™ . gel),
1% for the once a day treatment of acne vulgaris which was submitied to FDA on
January 27, 2000 and to the July 18. 2000 fax request of Ms. Indira Kumar for additional
statistical information. ,

Therefore, on behalf of Clindagel, LLC, Target Research is hereby submitting in
duplicate, the following lnformahon

‘ ' + A summary table snrmlar to Table 13 on page 260 in volume 1.1 of NDA 50- -
- : .. 783 but with the lower bound-in the one-sided 97.5% Confidence Interval.
This table is desngnated 86

"+ A summary table similar to Table 14 on page 261 in volume 1.1 of NDA 50~
783 but with results of non-inferiority testing on the proportion of patients with
-grades 0 or 1 in the Physician’s Global Severity Assessment at Week 12 .
insteadof a two-category improvement and the lower bound in the one-SIded
.97.5% Conﬁdence lntewal ThlS table is desngnated 35 :

Please let me know if you have any questuons regardmg the contents of this submlsslon .

Smcerely

R M uod o

Robert J. Mc rmack Ph.D.
Vice President, Reguiatory Affairs

-

554 Contral Avenue » New Providence. NJ 07974 USA - 9081464:7’5.0(') o FAX: '90‘8/464'-7515 . R



' Form Approved: OMB No. 0910-0338
DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiroton Dofe: March 31, 2003

FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG; BIOLOGIC, FOR FDA USE ONLY )
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLCATION NUMBER
(Title 21, Code of Federal Regulations, 314 & 601) -
APPLICANT INFORMATION
NAME OF APPLICANT . DATE OF SUBMISSION
Clindagel, LLC 7 July 20, 2000
TELEPHONE NO. (Indlude Area Code) FACSIMILE (FAX) Number (Inchsde Arca Code)
707-793-2600 : 707-793-0145 .
APPLICANT ADDRESS (Number, srreer Clly Stete, Country, ZIP Code or Mai Coce, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
and U.S. License ber if previously ) ZIP Code, teiephone & FAX number) IF APPLICABLE
4189 Chaparral Court i Robert J. McCormack, Ph.D. )
Santa Rosa, CA 95409 Target Research Associates
L 554 Central Avenue
New Providence, NJ 07974
- Telephone: 908-464-7500
B Fax: 908-464-3529

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMB_ER. OR BIOLOGICS LICENSE APPLICATION NUMBER (prrrvlouyy Issued) 50-782
ESTABLISHED NAME (¢ g., Proper name, USP/USAN name) PROPRIETARY NAME (trads name) IF ANY

1% Clindamycin_Phosphate, USP Clindagel

CHEMICAL/BIOCHEMICAUBLOOD PRODUCT NAME (/f any) N CODE NAME (/f any)
Clindamycin 2-{dihydrogen phosphate) ~ ’

DOSAGE FORM: Topical gel | STRENGTHS: 1% clindamycin phosphate . | ROUTE OF ADMINISTRATION: Topical

(PROPOSED) iNDICATlON(S) FOR USE: Once a day treatment for acne vuigaris

APPLICATION INFORMATION

APPLICATION TYPE }
(check one) ®NEW DRUG APPLICATION (21 CFR 314.5¢) . 0 ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.64)

O BIOLOGICS LICENSE AFPPLICATION (21 CFR pant-601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE ) (3 505 X1~ & 505 (b){2)

IF AN ANDA, or 505(>)(2). IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION o
Name of Drug Cleocin-T gel Holder of Approved Application Pharmacia & Upjohn

TYPE OF SUBMISSION {checkone) - [1 ORIGINAL APPLICATION [ AMENDMENT TO A PENDING APPLICATION [0 RESUBMISSION
O PRESUBMISSION [ ANNUAL REPORT - [3 ESTABUSHMENT DESCRIPTION SUPPLEMENT [ EFFICACY SUPPLEMENT
O LABELING SUPPLEMENT [J CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT B OTHER e

IF A SUBMIGSION OR PARTIAL APPLICATION. PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION.

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY O CBE 0 CBE-0 0 Prior Approval (PA)

REASON FOR SUBMISSION FDA request for additional Information

PROPOSED MARKETING STATUS (check one) B PRESCRIPTION PRODUCT (Rx) O OVER THE COUNTER PRODUCT (OTC) .

NUMBER OF VOLUMES SUBMI TYED————NtA— THIS APPLICATION IS B PAPER 0 PAPER AND ELECTRONIC D ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application )
PmmewmawmmmMwm-muzhmmmwmmmﬂwmmumumﬂ indude name,
address, contay, telephane number, registration number (CFN), DMF im:mber, snd menufacturing Sicps ond/or type of testing (e.g.. Final dosage form, Stabilltyrasting)
congucied 2t the alle. Please Indicate whether the sile is ready for inspection or, if not, whon it will be ready.

See attachment —

Al sites ready for inspection e . -

Cross Refersnces (list related License Applications, INDs, NDAs, PMAS, 570{k)s, IDEs, Bqu. and DMFs referenced In the current application)

See attachment

FORM FDA 358h (4/00) . PAGE 1




I This application contains the following items: (Check s/l that apply)

1. Index :

Ona

2. Labeling (check one) [J Draft Labeling . ] Final Printed Labeling

3. Summary (21 CFR 314.50(c))

4. Chemistry soction

A. Chemistry, manufacturing, and controls Information (e.g., 21 CFR 314.50(d)1); 21 CFR 601.2)

B. Samples (21 CFR‘314.50(e)(1 ). 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methads validation package (e.g., 21 CFR 314.50(e)(2)(); 21 CFR 601.2)

Nqndiniw pharmacology and toxicology section (e.g., 21 CFR 314.50(d){2); 21 CFR 601.2)

Human phamacokinetics and bicavailability section {e.g.. 21 CFR 314.50(d)3): 21 CFR 601.2)

Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)

S
6.
7. Clinlcal Microbiotogy (e.g.. 21 CFR 314.50(d)(4))
8
9

Safety update report (e.g., 21 CFR 314.50(d)(5)(vi)(b): 21 CFR 601.2)

. Statistical section (e.g.. 21 CFR 314.50(d)(6); 21 CFR 601.2)

11. Case report tabulations (e.g., 21 CFR 314 50()(1); 21 CFR €01.2)

12. Case report forms (e.g., 21 CFR 314.50(f)(2); 21 CFR 601.2)

13. Patent information on any patent which daims the drug (21 U.S.C. 355(b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C.355(b)(2) or ()(2)(A)

15. Establishment dascription (21 CFR Part 600, if applicabla)

16. Debarment certification (FD&C Act 306(k)(1))

17. Field copy certification (21 CFR 314.50(k)(3))

18. User Fea Cover Sheet (Form FDA 3397)

19. Flnandial Information (21 CFR Part 54)

X000 0000|0000 0000000gc

_ 20. OTHER (Specify) FDA request for additional information

CERTIFICATION

1 agree to update this application with new safety information about the product that maly reasonably affoct the statement of contraindications,
wamings. precautions, or adverse reactions in the draft fab2ling. | agree to submit safety update reports as provided for by reguiation or as
requested by FDA. If this application is approvead, | agree to comply with all appiicable laws and regulations that apply to approved applications,
induding, but not limited o the following: ] -
. Good manufacturing practice regulations in 221 CFR Parts 210, 2110r applicable regulations, Parts 606, and/or 820.
. Biological establishment standards in 21 CFR Part 600. :
. Labeling regulations In 21 CFR Parts 201. 606, 610, 660 and/or 803. . S
. In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.
. Regulations on making changes in application in FD&C Act Section S06A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
. Regulations on Reparts in 21 CFR 314.80, 314.81, 600.80 and 600.81. .
' . Local, stata and Federal environmental Impact laws. ]
if this applicatior: applies to a drug procuct that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the
product until the Drug Enforcement Administration makes_a_final scheduling dedsion. -
The data and information in this submissicn have been review and, to the best of my knowledge are certified to be true and accurata.

arning: AL_w\iIlfulty false statement is a aiminal offense, 1).S. Code, title 18, section 1001.

NDO DLW -

{ TURH OF SIBLE OFFICIAL AG TYPED NAME AND TITLE . - DATE ' o
M(O& Robert J. McCormack. Ph.D., VP, Regulatory Affairs July 20, 2000

. Target Research Associates -
ADDRESS (SteeUCity. Stats. and ZIPCode) | | ¥ . TELEPMONE NUMBER
554 Cantral Avenue o (908)-484-7500

| New Providence NJ 07974 :

Public reporting burden for this collection of informaiion is estimated fo average 24 hours per response, including the tima for uvlewlng
instructions, searching existing data sources, gathering and maintzining the data needed, and oomplet_mg and ;evlewmg t_he wﬂm.d
information. Send comments regarding this burden estimate of any other aspect of this collection of informwtion, .including suggestions for reducing
his burden to:

Oaparnment of Health and Human Servicas An agancy may nol conduct or sponsof, and -a
Food and Drug Administration porson is not requqed ‘to respond 10, 3 coled:on ofA
CBER, HFM-88 information uniess it displays a cumently valid OMB

1401 Rockvilla Pika control number. i
Rotlcalie, MD 20852-1448 : -

e — e ————————————— e ———— et
AR PR A AP 18NN PAGE 2
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FDA/Target Research Associates/Fax Mem_b

Date: July 18,2000 | o

To:  Jill Powers/Manager, Regulatory Affairs
(908) 464-7500 (P)
(908) 464- 3529 (F)

From: Indira Kumar, Regulatory Project Manager
Subject: NDA —Statistical Information Request
Dear Ms. Powers,

The reviewing statistician wanted the following comments forwarded to you (This is for your NDA -
submission). '

Statistical:

1. Please submit an additional table similar to Table 13 on page 260 in Volume 1.1 of the Statistical
Report. The only change is the following: the lower bound in the one-sided 97.5% Confidence
Interval instead of the lower bound in the one-sided 95% Confidence Interval. '

2. Please provide us a table similar to Table 14 on page 261 of Volume 1.1 of the Statistical Report.
The new table should differ from Table 14 in the following: :

a.. The new table provides sunmary results of non-inferiority testing on the proportion of patients
with grades 0 or 1 in the Physician's Global Severity Assessment at Week 12 instead of a two- .
_ category improvement. ) ' '
- b. The new table provides the: lower bound in the one-sided 97.5% Confidence interval instead of
the 95% Confidence interval.

e
—

{f you have questions, please call Indira Kumar at (301) 827-2020.

— APPEARS 7;:
- ONORIz



i TARGET
RESEARCH -
ASSOCIATES

CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

July 17, 2000

Jonathan K. Wilkin, MD S ‘ .
Director . - _ T _ - - o
Division of Dermatologic and Dental Drug Products -
Food and Drug Administration '
9201 Corporate Boulevard
North 214 S
Rockville, MD 20850 -

RE: NDA 50-782 . : _ - : .
Clindagel, LLC, Santa Rosa, CA - -
Clindagel™ (Clindamycin Phosphate m=e= gel), 1%
- Indication: Once a day treatment of acne vulgaris
‘Response to FDA request o

' Dear Dr. Wilkin:

Reference is made to NDA 50-782, for Clindagel™ (Clindamycin Phosphate “—— gel),

1% for the once a day treatment of acne vulgaris submitted to FDA on January 27, 2000, -
— and to the July 11, 2000 telephone contact of Ms. Indira- Kumar during which she

requested additional information on behalf of the Biopharm reviewer. - . R

Therefore, on behalf of Clindagel, LLC, Target Research is hereby submitting, in
duplicat_e, the foliowing information reqUested by MS-?KUmar- . T

e Individual AUC urine and plasma values O’,éed_ for-the _sfatistical analysis of

~ . Study CGEL-005 entitled *AnOpen-Label. 'Randormized Study of the . . =
7 .. -Comparative Absorption of Clindagel™ (QD). vérsus Cleocin T (BiD) in -~ ..
. ' . ‘SubjegtS-MthAchVlulgar_is'. woL Lo e T T o
. -Pleaseletme kiow if you e any aesions of require acdlonal iformation. < " -
' IRobeértJ.McConhack, PhD. - ' ; =

5. B84 Cantral Avenus + New Providence. NJ 07974 Us



, ..—.| Form Approved: OMB No. 0810-0338
DEPARTMENT OF HEALTH AND HUMAN SERVICES Expaaton Date: Marth 31, 2003

FOOD AND DRUG ADMINISTRAYION - | Sce OMB Statement on page 2
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, . FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER

(Title 21, Code of Federal Regulations, 314 & 601)

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION

Clindagel, LLC July 17, 2000 )
TELEPHONE NO. (include Area Code) FACSIMILE (FAX) Number (include Area Codo) - .
707-793-2600 : 707-7930145
APPLICANT ADDRESS fNumber, Street, Cly, Stato, Country, ZiP Code or Mad Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, samoay State,
and U.S. License numbor # previously issved): ZIP Code, talephone & FAX number) IFAPPLICABLE
4189 Chaparral Court : Robert J. McCormack, Ph.D. -
Santa Rosa, CA 95409 - . Target Research Associates
' 554 Central Avenue -
New Providence, NJ 07974
Telephone: 908-464-7500
Fax: 908-464-3529
PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER. OR EIOLOGICS LICENSE APPLICATION NUMBER (if praviously issued) 50-782
ESTABLISHED NAME (e.g.. Propsr name, USPAUSAN name) ] PROPRIETARY NAME (trade name) IF ANY
1% Clindamycin Phosphate, USP - Clindagel .
CHEMICAL/BIOCKEMICAL/BLOOD PRODUCT NAME (1f any1 CODE NAME (¥ any)
Clindamyctin 2-(d|hydtogen phosphate) - '
DOSAGE FORM: Topical gel . ] STRENGTHS: 1% dindamycin- phosphate ROUTE OF ADMINISTRATION. Topical

(PROPOSED) INDICATION(S) FOR USE: Once a2 day rea'ment for acne vulgaris

APPLICATION INFORMATION

APPLICATION TYPE
(check one) 8 NEW DRUG APPLICATION (21 CFR 314.50) -0 ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)

O BIOLOGICS UCENSE APPLICATION (21 CFR parnt 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE 0 505 (V)(1) ®. 505 (0)(2)

IF AN ANDA, or 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Dnyg Cleocin-T gel Holder of Approved Application Pharmacla & Upjohn

TYPE OF SUBMISSION (check ane) " O ORIGINAL APPLICATION (=] mmmnﬁmmm [J RESUBMISSION .
O PRECUBMISSION 3 ANNUAL REPORT- * &) Esrmmroesmmmm ) DEMSUPH.BEN‘I’
O LABELING SUPPLEMENT [0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT -~ - B OTHER

IF.A SUBMISSION OR PARTIAL APPLICATION, PROVIOE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

| IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY O CBE D CBESO D Prior Approval (PA)
REASON FOR SUBMISSION FDA requost for addifional Information ‘

PROPOSED MARKETING STATUS (checkone) 8 PRESCIUPTION PRODUCT (R [0 OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITFED————NA~ ‘THIS APPLICATIONIS & PAPER 00 PAPER AND ELECTRONIC - O ELECTRONIC
csmsusnuzmmmmmu(runmmwmmuwhhmau
memanmmmmwmmmmmm(mmmuwiw lmb&m
address, contact, tetephone numbder, registration number (CFN), DAIF manber, and mamdachaing steps and/or type of testing (wﬁummw

condiscted st the sie. Plaate Indicate whether the sia g ready Jor itspection of, & not, when & will be ready.
See attachment N

Al sites ready for inspection o

c:oanefem(hanmmwmmlmmﬂnms.n&.ms;‘monnmmhwwwpuuuon)

See attachment

FORM FDA 356h (4/00) ] .- . PAGE 1



! This application contains the following items: (Check all that apply) .

1. index

. Labeling (check one) : [J Draf Labeting , T O Final Printed Labeling

2
3. Summary 21 CFR +14.50(c)) : : ]
4. Chemistry saction

A Chemxstry manufacturing, and controls information (e.g., 21 CFR 314. 50(d)(1) 21 CFR 601.2)

B. Samples (21 CFR 314.50(e){1): 21 CFR 601.2 (a)) (Submi only upon FDA's request) N

C. Methods validation package (e.g., 21 CFR. 314.50{e)(2)(i); 21 CFR 601.2)

. Nonclinical pharmacology and toxicology section (e.q., 21 CFR 314.50(d)(2); 21 CFR 601.2)

" Human phamacokinelics and bioavailability section (e.g., 21 CFR 374.50{d)(3): 21 CFR 601.2)

. Clinical data section (0.g., 21 CFR 314.50(d)(S); 21 CFR 601.2)

S
6
7. Clinical Microbiology (e.9., 21 CFR 314.50(d)(4)) T
8
9

. Safety update report (8.g., 21 CFR 314.50(d){5)(vi)(b); 21 CFR 601.2)

10. Statistical section (e.9.. 21 CFR 314.50(d)(8); 21 CFR 601.2)

11. Case report {abulations (e.g., 21 CFR 314.50{f)(1); 21 CFR 601.2)

12. Case report forms (a.g., 21 CFR 314.50(f)(2). 21 CFR601.2)

13. Patent information on any patent which claims; the drug (21 U.5.C. 355(b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C.355(b)(2) or ()(2)(A)

15. Establishment description (21 CFR Part 600, ¥ applicable)

16. Debarment centification-(FD&C Act 306(k)(1))

17. Field copy cartification (21 CFR 314.50(k)(3)) -

18. User Fee Cover Shest (Form FDA 3397)

19. Financial Information 21 CFR Part 54) -

EDDDDDDDDDDDDDDDDDDDDDD

20. OTHER (Specify) FDA request for additional {nformation

~ ~-{ CERTIFICATION —

1 agree to update this application with new safety information about the ‘product that may reasmably affect the statement of contraindizations,
wamings, precautions, or adversa reactions in the draft tabeling. I agree to submit safely update reports as provided for by regulation or as
requested by FDA. I this application is appraved, | agree to comply with all applicable laws and regulations lhat apply to approved applications,
incdluding, but not imited to the following:

1. Good manufacturing practice regulabom in 21 CFR Parts 210, 211or applicable regulations, Parts 608, and/or 820.

2. Biological establishment standards in 21 CFR Part  600.

3.- Labeling regulations in 21 CFR Parts 201, 616, 610, 660 and/or 809, -

4. lntheaseofapmsaipﬂondmgorb;ologx:nlpmdud.pusapﬁondmgadvetﬂslnglegulabomnm CFR 202
5 Regulations on making changes in applicaticn in FD&C At Section 506A, 21 CFR 314.71, 314,72, 314.97, 314.99, and 601.12.
6. Regulations on Reports In 21 CFR 314.80, 314.81, 600.80 and 600.81.

7. Local, state and Federal environmental impact laws.
lfthsappncaoonapprsmmmwmmemmmhmmMIWMMmmme
product until the Drug Enforcement Administration makes a final scheduling decision.

: Thedataandmfonnat(onhmssum&bnhawbeenmwaMhmebestdwkmﬁedgemwmﬁedwbemnMam

] Wzmmg‘ Amﬂﬁwmmbamm 1.S. Code, titla 18, ssction 1001.
f | TYPED NAME AND TTTLE DATE

Robert J. McCormack, Ph.D., VP, Regulatory Affalre -~ | July 17,2000
Target Research Associates i
TELEPHONE NUMBER
(508)-464-7500

Public reporting burden for this collection of Informafion n g t
instnctions, searching existing data sources, gmmmummwmwmmm_d
mmmmmahmm-unmmawmammwmm
s burden to: o R

:

Departmont of Heath 8nd Human Services An sgoncy may not condut of sponsor, and :

FORM FDA 18R0 famMm Darce
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S~

554 Central Avenue * New Providence, NJ 07974 USA » 908/464-7500  FAX: 908/464-7515

"

: CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

TARGET
RESEARCH
ASSOCIATES

May 25, 2000

Jonathan K. Wilkkin, MD S e ar
Director A iEGA DO_G

Division of Dermatologic and Dental Drug Products
Food and Drug Administration

9201 Corporate Boulevard _

North 214 o o -
Rockville, MD 20850

RE: NDAS50-782 . o
: Clindagel, LLC, Santa Rosa, CA_. - '
Clindagel™ (Clindamycin Phosphate «aisa gel), 1% S
Indication: Once a day treatment of acne vulgaris ’
Response to FDA request for additional statistical mformatron

Dear Dr. Wilkin:

Reference is made to NDA 50-782, for €lindagel™ (Clindamycin Phosphate —— gel),

- 1% for the once a day treatment of acne vulgaris which was submitted to FDA on- -
January 27, 2000 and to the May 15, 2000 fax request of Ms. Indrra Kumar for.
addmonal statistical rnformatlon . :

Therefore, on behalf of Chndagel LLC, Target Research is hereby submltung in
_duplicate, the following rnformatrorl . '

3 Summary tables contarnlng results of the requested analyses Please be '
advised that the tables are numbered to correspond to the questron number o
of the fax request L o 2

o Statistical tables containing data used for the ‘summary tables. Each'.f
statistical table is numbered to correspond to the appropriate summary table :

e Diskette contanmng one SAS ﬁle and one output ﬁle for each statxstrcal table

Please let me know if you have any questlons regardmg the contents of this: submlssron

Smcerely,

Robert J. McCormack, Ph.D _
Vice President, Regulatory Affairs : -

M\C@umz{qQ ~ ORIGINAL.



' ' . Form Approved: OMB No. 0910-0338
DEPARTMENT OF HEALTH AND HUMAN SERVICES Do nonl 30,7000,

Expiration
. FOOD AND DRUG ADMINISTRATION See OMB Stalement 3
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN o0 25 page
> : FOR FDA U Y
ANTIBIOTIC DRUG FOR HUMAN USE oI EDA USE ONU

(Title 21, Code of Federal Regulations, 314 & 601)

[  APPLICANT INFORMATION

NAME OF APPLICANT : 'DATE OF SUBMISSION
Clindagel, LLC ) May 25, 2000

TELEPHONE NO. (include Area Code) . . FACSIMILE (FAX) Number (Inciude Area Code)
(707) 793-2600 . (707) 793-0145

APPLICANT ADbRESS (Number, Street, City, State, Country, ZIP Code or AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street.
Mail Code, and U.S. License number if previously issued). City, State, ZIP Code, telephone & FAX nurgb (ARG ABLE

e,

(o

4189 Chaparral Court Robert J. McCommack, Ph.D.

Santa Rosa, CA 95409 Target Research Associates

554 Central Avenue

- New Providence, NJ 07974
Telephone: 908-464-7500
Fax: 908-464-3529

PRODUCT DESCRIPTION R
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (if prevnously is S

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
1% Clindamycin Phosphate, USP Clindage!

CHEMICAL/BIOCHEMICAUBLOOD PRODUCT NAME (/f any) ] CODE NAME (if any)
Clindamycin 2-(dihydrogen-phosphate)

DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Topical gel 1% clindamycin phosphate Topical

- JPOSED) INDICATION(S) FOR USE:
Once a day treatment of acne vulgaris

APPLICATION INFORMATION

APPLICATION TYPE i . . T
| (checkone) -~ [X NEW DRUG APPLICATION (21 CFR 214.50) [J ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)
. ) [ BIOLOGICS LICENSE APPLICATION (21 CFR part 601) °.
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE . L1505 (b) (1) i 505 (b) (2) [ 507
IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug . .~ Holder of Approved Application
TYPE OF SUBMISSION — o
(check one) [ ORIGINAL APPLICATION [0 AMEMDMENT TO A PENDING APPLICATION [0 RESUBMISSION
0O PRESUBMISSION [0 ANNUACREPORT ! ESTABUSHMENT DESCRIPTION SUPPLEMENT [J SUPAC SUPPLEMENT

[} EFFICACY SUPPLEMENT [ LABELING SUPPLEMENT  [J CHEMISTRY, MANUFACTURING AND CONTROLS SUPPLEMENT X oTHER

REASON FOR SUBMISSION
Submission of additional statistical information : : .
PROPQOSED MARKETING STATUS (check one) X} PRESCRIPTION PRODUCT (Rx) [_] OVER THE COUNTER PRODUCT (OTC) _
NUMBER C)F VOLUMES SUBMITTED, 1 THIS APPLICATION S [JPAPER [X] PAPER AND ELECTRONIC [] ELECTRONIC

ESTABLISHMENT INFORMATION

Provide locations of all manufacturing, packaging and controi sites for druj substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF nurnber, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at this site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

See Attachment R

‘s References (list related License Appllcations. INDs, MDAs, PMAs, 510@()3, IDEs, BMFs, and DMFs referenced in the current application)
See Attachment - . -

FORM rDA 356h (4/97)



This application contains the following items: {Check all that apply)
1.  Index . ’
2. Labeling (check one) ] Draft Labeling L] Final Printed Labeling
3. -Summary (21 CFR 314.50 (c)) ) : T -
4. Chemistry section

Ty A. Chemistry, manufacturing, and controls inforrnation (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601 -2)

B. Samples (21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C.-Methods validation package (e.g. 21 CFR 314.50 (e) (2) (i), 21 CFR 601.2)

Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 601.2)

Human phamacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21.CFR 601.2)

Clinical data section (e.g. 314.50 (d) (5), 21 CFF. 601.2)

5
6.
7. Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4))
8
9

Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR 601.2)

10. Statistical section (e.g. 21 CFR 314.50 (d) (6), 21 CFR 601.2) ) o

11. Case report tabulations (e.g. 21 CFR 314.50 (f) (1), 21 CFR 601._2)

12. Case report forms (e.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b) (2) or (j) (2) (A))

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 (K)(1))

17. Field copy certification (21 CFR 314.5 (k) (3))

18. User Fee Cover Sheet (Form FDA 3397)

X 19. OTHER (Specify) Submission of additional statistical information

CERTIFICATION

7| 1 agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications, warmings,
precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as requested by FDA. If
this application is approved, | agree to comply with all applicable laws and regulatlons that apply to approved applications, including, but not hmlted to
- following:
1."Good manufacturing practice regulations in 21 CFR 210 and 211, 606, and/or 820. . -
2. Biological establishment standards in 21 CFR Part 600). . -
3. Labeling regulations in 21 CFR 201, 606, 610, 660 an/or 809.
4. In the case of a prescription drug or biological product, prescription drug advemsmg regulations in 21 CFR 202
5. Regulations on making changes in application in 23 CFR 314.70, 314.71, 314.72, 314.97. 314.99, and 601.12.
6. Regulations on reports in 21 CFR 314.80, 314.81, 600.80, and 6§00.81. Aa
7. Local, state and Federal environmental impact laws.
If this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: a willfully false statement is a criminal offense. U.S. Code, title 18, section 1001.

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE -
Robert J. McCormack, Ph.D.

_ Vice President, Regulatory Affairs May 25, 2000
%u& 0 (‘&. Target Research Associates , )

ADDRESS (Street, City, State, and ZIP Code) . Telephone Number ve
Target Research Associates .
554 Central Avenue (908 ) 464-7500

New Providence, NJ 079747

Public reboning burden for this collection of information is estimated to average 40 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of fnformation.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for requdng this burden to:

- DHHS, Reports Clearance Officer : An agency may not conduct or sponsor, and a
Paper~vork Reduction Project (0910-0338) : _person is not required to respond to, a collection of -
Hubert H. Humphrey Building, Room 531-H information uniess it displays a currently vaiid OMB -
~ Independence Avenue, S.W. — control number.

hington, DC 20201

Please DO NOT RETURN this form to this address.

FORM FDA 356h (4/97) ’ =
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" RESEARCH —
. .SSOCIATES |

ICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

May 16, 2000

Indira Kumar

Regulatory Project Manager .

Division of Dermatologic and Dental Drug Products
Food and Drug Administration

9201 Corporate Boulevard

North 214

Rockville, MD 20850

RE: NDA 50-782 -
Clindagel, LLC, Santa Rosa, CA
Clindagel™ (Clindamycin Phosphate — gel), 1%
Indication: Once a day treatment of acne vulgaris -
Response to FDA request for additional copies of the Clindagel package

pnsert
Dear Ms. Kumar:

srence is made to NDA 50-782, for Clindagel™ (Clindamycin Phosphate —= gel),
1% for the vnce a day treatment of acne vulgaris which was submitted to FDA on —
January 27, 2000 and to your May 15, 2000 telephone contact. During the call you
" requestec that an additional five copies of the Clindagel package msert be submitted to
FDA in both paper and electronic format.

- Therefore, on behalf of Clindagel, LLC, Targel Research is hereby submitting five copies
of the annotated and unannotated package insert for Clindagel™ (Clindamycin
phosphate == gel), 1%. In addition this submission contains a diskette that contains -
- both the annotawed (file name: package insert final annotated) and unannotated (file
name: package insert final) versions of the document.

Please let me know if you have any questions 'regarding the contents of this submission.

——

Sincerely, )
AT W b fog

Robert J. McCormack, Ph.D. —
Vice President, Regulatory Affairs -— — .

'ntral Avenue * New Providence. NJ 07974 USA « 908/464-7500  FAX: 908/464-7515




FFFL - 5w / o1y
FDA/Target Research Associates/Fax Memo

Date: May 15,2000

To:  Jill Powers/Manager, Regulatory Affairs
(908) 464-7500 (P) 7 , -
(908) 464- 3529 (F) ' o - o C—

From:  Indira Kumar, Regulatory Project Manager

Subject:” NDA - Statistical Information Request

Dear Ms. Powers,

The reviewing statistician wanted the following comment forwarded to you-(This is for your NDA
submission). .

Statistical:

Please provide the results of the efficacy analysis in the Phase 3 study comparing Clindagel QD versus
Vehicle QD in all ITT patients at Endpoint (LOCF) relative to the following dichotomized variables:

1. Proportion of patients with the grade 0 in the Investlgator s Global Severity Assessment at the fmal
visit; -

2. Proportion of patients with the grades 0 or 1 in the Investigator's Global Severity Assessment at the
final visit. -

in other words, we need a table that is similar to Table 8 on page 254 of Volume 1, but uses the above -
definitions of success in the Investlg.ator s Global Severity Assessment.

"

Also please submit a Table similar to Table 14 on page 261 of Volume 1 with the only difference that
“~we want comparisons relative to the following dichotomized variables:

1. Proportion of patients with the grade 0 in the Investigator's Global Severity Assessment at the final
: VlSlt
2. Proportion of patients with the grades 0 or 1 in the Investigator's Global Seventy Assessmem at the

final visit.

If you have questions, please call Indira Kumar at (301) 827-2020.
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RESEARCH
ASSOCIATES

SLINICAL RESEARCH, REGULATORY AFFAIRS& BIOSTATISTICS -

April 28, 2000 ' A 2
NDA GFRiG AMENDMENT
~ Jonathan Wilkin, MD
- Director, '
- Division of Dermatologlc and Denlal Drug Products
Food and Drug Administration
9201 Corporate Boulevard

' North 214 . - o
- Rockvile, MD20850 .~ " M

RE: NDA 50-782 : '
Clindagel, LLC, Santa Rosa, CA : '
Clindagel™ (Clindamycin Phosphate “swasa gel), 1%
Indication: Once a day treatment of acne vulgaris
Submission of dermal carcinogenicity data sets

Dear Dr. Wikkin: -

~ Reference is made to NDA 50-782, for Clindagel™ (Cl'lndamyoin Phosphate = gel), -

1% for the once a day treatment of acne vulgaris which was submitted on January 27, -

2000 and to the pre-NDA meeting held on November 15, 1999. At the pre-NDA meeting -
the division stated that the data from dermal carcinogenicity study # 451293 would be
required to beisubmitted to the division in a format that would enable analysls of the data
by the statistician. .

‘-.'.iv- R
Y

Therefore, on behalf of Cllndagel LLC we are submlttlng in duplrcate two diskettes.
which contain data and information. pertaining to the above mentloned dermal
carcinogenicity study The dlskettes contaln the followmg information: :

e Dermal carcmogemc:ty data sets formatted as SAS (v6.09) transoort files

o Dataset transfer documents formatted. in. Word 97 which describe the
aforementloned SAS tr‘lnsport files -

For your converiience a pnntout ol the dataset transfer documents is also lncluded wsth
this submission. —_— :

Please let me know if you have any questions about the enclosed information. . '

0! ~ ORIGINAL-
- McCbrmack, Ph.D. _ . I
Vice President, Regulatory Affairs | - o i

' Sincerely, -

554 Central Avenue * New Providence. NJ 07974 USA * 908/464-7500 = FAX: 968/464;7515 '



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0333
FOOD AND DRUG ADMINISTRATION , s%’;&??;mgﬁ?;m
- APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN —
ANTIBIOTIC DRUG FOR HUMAN USE
(Title 21, Code of Federal Regulations, 314 & 601)

. LICANT INFORMATION .
NAME OF APPLICANT . DATE OF SUBMISSION
Clindagel, LLC . - April 28, 2000

TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number
(707) 793-2600 (707) 793-0145 _
APPLICANT ADDRESS (Number, -Street, City, State, Country, ZIP Code or AUTHORIZED U.S. AGENT NAME & A R e
Mail Code; and U.S. License number if previously issued): - | City, State, ZIP Code, telephone & FAX numI=aRRxR
4189 Chaparral Court . . E ~__ Robert J. McCormack, Ph.D.
Santa Rosa, CA 95409 Target Research Associates

554 Central Avenue
New Providence, NJ 07974
Telephone: 908-464-7500
Fax: 908-464-3529

PRNODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously lssueJSOJBZ

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
1% Clindamycin Phosphate, USP - Clindagel
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any) : CODE NAME (/f any)
Clindamycin 2-(dihydrogen phosphate)
DOSAGE FORM: . STRENGTHS: ROUTE OF ADMINISTRATION:
Topical gel 1% ciindamycin phosphate - ) Topical

" - PROPOSED) INDICATION(S) FOR USE: — . -
Once a day treatment of acne vulgaris

~LICATICN INFORMATION

APPLICATION TYPE
(check one) B3 NEW DRUG APPLICATION (21 CFR 314.50) ] ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314. 94)
e [0 BIOLOGICS LICENSE APPLICATION (21 CFR part 601)
IF AN NDA. IDENTIFY THE APPROPRIATE TYPE L) 505 (b) (1) [X] 505 (b) (2) L1507
IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug ~~ Holder of Approved Application
TYPE OF SUBMISSION . - i} '
(check one) J oriGINAL APPLICA'HON [0 AMENDMENT TO A PENDING APPLICATION ] [J rResusMISSION
D PRESUBMISSION D ANNUAL REPORT D ESTABLISHMENT DESCRIPTION SUPPLEMENT O surac SUPPLEMENT

D EFFICACY SUPPLEMENT O LaseLNG SUPPLEMENT ] CHEMISTRY, MANUFACTURING AND CONTROLS SUPPLEMENT R otHER

REASON FOR SUBMISSION ' ) i ] ’ .
Submission of dermal wrc:nogemmstudulata sets

PROPOSED MARKETING STATUS (check one) X} PRESCRIPTION PRODUCT (Rx) [l OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED qﬂ : THIS APPLICATION IS [J PAPER [X] PAPER AND ELECTRONIC [ ELECTRONIC

ESTABLISHMENT INFORMATION

Provide locations of all manufacturing, packaging and control sites for drug) substance and drug product {continuation sheets may be used if newssary) lndude name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at this site. Please indicate whether the site is ready for inspection or, if not when it will be ready.

See Attachment )

S-nss References (list related License Apphcations. iNDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current application)
See Attachment

-

FORM FDA 356h (4/37)



This application contains the following items: (Check all that uppl;)
1. Index ]
2. Labeling (check one) [} Draft Labeling L Final Printed Labeling
3. Summary (21 CFR 314.50 (¢))
4. Chemistry section

A. Chemistry, manufacturing, and controis information (e.g. 23 CFR 314.50 (d) (1), 21 CFR 601.2) .

B. Samples (21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (i), 21 CFR 601.2) .

Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 601.2)

Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)

Clinical data section (e.g. 314.50 (d) (5), 21 CFR 601.2)

5

6..

7. Clinicat Microbiology (e.g. 21 CFR 314.50 (d) (4))
8

9

. Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) {b), 21 CFR 601.2)

10. Statistical section (e.g. 21 CFR 314.50 (d) (6), 2 CFR 601.2)

11. Case report tabulations (e.g. 21 CFR 314.50 (f) (1), 21 CFR 601.2)

12. Case report forms (e.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b) (2) or (j) (2) (A))

15. Establishment description (21 CFR Part 600, if applicable)

*1 16. Debamment centification (FD&C Act 306 (k)(1))

17. Field copy certification (21 CFR 314.5 (k) (3))

18. User Fee Cover Sheet (Form FDA 3397)

X 19. OTHER (Specify) Submission of dermal carcinogenicity data sets

| CERTIFICATION

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications, wamings,
precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as requested by FDA. If

this application is approved | agree to comply with all applicable laws and regulations that apply to approved applications, including, but not limited to
he following:

. Good manufacturing practice regulatxons in 21 CFR 210 and 211, 606, and/or 820.

. Biological establishment standards in 21 CFR Part 600. -

. Labeling regulations in 21 CFR 201, 606, 610, 660 anci/or 809.

. In the case of a prescripticn drug or biological product, prescription drug advertising regulatxons in21 CFR202. -

. Regulations on making changes in application in 21 CIR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.

. Regulaticns on reports in 21 CFR 314.80, 314.81, 600.80, and 600 81.

. Local, state and Federal environmental impact laws.

if this apphcatxon applies to a drug product that FDA has proposed for scheduling under theControlled Substances Act | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.

The data and information in this submission have been reviewzd and, to the best of my knowledge are certified to be true and accurate.

Warning: a willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

Nmmawn-n

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE : .
Robernt J. McCormack, Ph.D.
d Vice President, Regulatory Affairs April 28,2000
Target Research Associates —
| (Y\ CU(:GD ‘ |
ADDRESS (Street, c:ry State, and ZIP Code) L] Telephone Number
Target Research Associates .
554 Central Avenue A (908 ) 464-7500

New Providence, NJ 079747

Public reporting burden for this collection of mformation is estimated to average 40 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any otheér aspect of this collection of information, including suggestions for reducing this burden to:

DHHS, Reports Clearance Officer An agency may not conduct or sponsor, and a
Paperwork Reduction Project (0910-0338) person is not required to respond to, a collection of
Hubert H. Humphrey Building, Room 531-H information unless it displays a currently valid OMB
200 Independence Avenue, S.W. ] control number.

**ashington, DC 20201

.se DO NOT RETURN this form to this address.

FORM FDA 356h (4/97)



RESEARCH
ASSOCIATES

CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

[ mRoEr

April 28, 2000

Jonathan Wilkin, MD

Director,

Division of Dermatologuc and Dental Drug Products”
- Food and Drug Administration co R
- 9201 Corperate Boulevard T L SR

North214 '~ " NDA ORIG AMENDMENT .. "

Rockville, MD 20850

RE: NDA 50-782

Clindagel, LLC, Santa Rosa, CA e
Clindagel™ (Clindamycin Phosphate = gel), 1% . [:7: - .
Indication: Once a day treatment of acne vulgaris S
Submission of stability data update

Dear Dr. Wllkln

Reference is made to NDA 50-782 for Clindagel™ (Clindamycin phosphate—-—-x gel)
1% for the once a day treatment of acne vulgans submltted on January 27,2000, and - -
- the commitments made within. . -

The commitment made in the CMC section of this NDA, volume 1.5, Ppage 010, was to
submit 12 month primary stability data (protocol 115-G) and 9 month primary stability . -
data (protocol 140-G) to the agency within 3 months, post submission. Based on the
commitment, the-following stability data are submitted: , :

~ o Primary stability study 115-G month 12 stablhty tables and lntenm report. A copy of
the protocol and all protocol amendments to date has also been included for, - - R
reference A Sl

" e Primary stablhty study 140-G, month 12 stablhty tables and lntenm report A oopy of
the protocol and all protocol amendments to date has also been included for = .. "
reference.. The commitment in the NDA was to submit month 9 data however' we

~ ‘were able to ﬁnallze the month 12 testrng to mclude in this supplement. '

Also commltted in the CMC section of this NDA volume 1.5, page 011 was to submnt 18 -" -
" month auxiliary stability data (protocols 087 and 091) to the agency within 3 months,
post submission. Based on that commitment, the followmg stablhty data are submrtted
e Auxiliary stability study 087 month 18 stability tables and mtenm report. A copy ¢ of
the protocol and all protocol amendments to date has also been lncluded for &

ORIGINAL

554 Central Avenue * New Providence. NJ 07974 USA - 908/464-7500 » FAX: 908/464-7515





