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APPROVAL LETTER 
 



 
 

DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
                             

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 090785 
 
 
 
 
 
 
Cobrek Pharmaceuticals, Inc. 
Attention: James L. Kadow 
   Vice President, Regulatory Affairs 
3315 Algonquin Road, Suite 310 
Rolling Meadows, IL 60008 
 
 
Dear Sir: 
 
This is in reference to your abbreviated new drug application 
(ANDA) dated August 26, 2008, submitted pursuant to section 
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), 
for Clindamycin Phosphate Foam, 1%.  
 
Reference is also made to your amendments dated April 2, and 
June 15, 2009, and February 19, March 15 and March 17, 2010. 
 
We have completed the review of this ANDA and have concluded 
that adequate information has been presented to demonstrate that 
the drug is safe and effective for use as recommended in the 
submitted labeling.  Accordingly the ANDA is approved, effective 
on the date of this letter.  The Division of Bioequivalence has 
determined your Clindamycin Phosphate Foam, 1%, to be 
bioequivalent and, therefore, therapeutically equivalent to the 
reference listed drug (RLD), Evoclin Foam, 1%, of Stiefel 
Laboratories, Inc. (Stiefel)  
 
The reference listed drug (RLD) upon which your ANDA is based, 
Stiefel’s Evoclin Foam, 1%, is subject to periods of patent 
protection.  As noted in the agency's publication titled 
Approved Drug Products with Therapeutic Equivalence Evaluations 
(the “Orange Book”), U.S. Patent Nos. 7,141,237 (the '237 
patent) and 7,374,747 (the '747 patent) are scheduled to expire 
on January 23, 2024, and August 9, 2026, respectively.   
 
 
 
 
 



 
These two patents were listed after the submission of your ANDA.  
With respect to both patents, you amended your ANDA to contain 
paragraph IV certifications under section 505(j)(2)(A)(vii)(IV) 
of the Act stating that each patent is invalid, unenforceable, 
or will not be infringed by your manufacture, use, or sale of 
Clindamycin Phosphate Foam, 1%, under this ANDA.  You have 
notified the agency that Cobrek Pharmaceuticals, Inc. (Cobrek) 
complied with the requirements of section 505(j)(2)(B) of the 
Act.1 
 
We note that the ‘237 and ‘747 patents were filed with the 
Secretary not later than 60 days after the enactment of the QI 
Supplemental Funding Act of 2008 (QI Act).  The QI Act provides 
that with respect to patent information filed with the Secretary 
within the 60-day period after enactment – 
 

each applicant that, not later than [February 5, 2009], 
amends an application that is, on or before [October 8, 
2008], a substantially complete application (as defined in 
paragraph (5)(B)(iv) of section 505(j) of the Federal Food, 
Drug, and Cosmetic Act (21 U.S.C. 355(j))) to contain [a 
paragraph IV certification] with respect to that patent 
shall be deemed to be a first applicant (as defined in 
paragraph (5)(B)(iv) of such section 505(j). 

 
Therefore, with this approval, Cobrek is eligible for 180 days 
of generic drug exclusivity for Clindamycin Phosphate Foam, 1%.2  
This exclusivity, which is provided for under section 
505(j)(5)(B)(iv) of the Act, will begin to run from the date of 
the commercial marketing identified in section 505(j)(5)(B)(iv).  
Please submit correspondence to this ANDA informing the agency 
of the date the exclusivity begins to run. 
 
                                                           
1  For the reasons explained in the agency’s March 17, 2009 response to a 
citizen petition submitted by Stiefel regarding your ANDA, regardless of 
whether litigation for infringement was initiated by Stiefel within 45 days 
of receipt of notification of the paragraph IV certification, your ANDA is 
not subject to a 30-month stay of approval.  See Docket No. FDA-2009-P-0120. 
     

2 See part (b) of section 4 of the QI Supplemental Funding Act of 2008 (QI 
Act).  These Transitional Rules provide that, with respect to patent 
information filed with the Secretary within the 60-day period after enactment 
of the QI Act -- 
“each applicant that, not later than 120 days after the date of the enactment 
of this Act, amends an application that is, on or before the enactment of 
this Act, a substantially complete application … to contain a [paragraph IV 
certification] with respect to that patent shall be deemed to be a first 
applicant (as defined in paragraph (5)(B)(iv) of such section 505(j).”   



 
 
 
Under section 506A of the Act, certain changes in the conditions 
described in this ANDA require an approved supplemental 
application before the change may be made.  
 
We note that if FDA requires a Risk Evaluation & Mitigation 
Strategy (REMS) for a listed drug, an ANDA citing that listed 
drug also will be required to have a REMS.  See section 505-1(i) 
of the Act. 
   
Postmarketing reporting requirements for this ANDA are set forth 
in 21 CFR 314.80-81 and 314.98.  The Office of Generic Drugs 
should be advised of any change in the marketing status of this 
drug. 
   
Promotional materials may be submitted to FDA for comment prior 
to publication or dissemination.  Please note that these 
submissions are voluntary.  If you desire comments on proposed 
launch promotional materials with respect to compliance with 
applicable regulatory requirements, we recommend you submit, in 
draft or mock-up form, two copies of both the promotional 
materials and package insert directly to: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Drug Marketing, Advertising, and Communications 
5901-B Ammendale Road 
Beltsville, MD 20705 
 

We call your attention to 21 CFR 314.81(b)(3) which requires 
that all promotional materials be submitted to the Division of 
Drug Marketing, Advertising, and Communications with a completed 
Form FDA 2253 at the time of their initial use. 
    
Within 14 days of the date of this letter, submit updated 
content of labeling [21 CFR 314.50(1)] in structured product 
labeling (SPL) format, as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLa
beling/default.htm, that is identical in content to the approved 
labeling.  Upon receipt and verification, we will transmit that  
 
 
 
 
 



 
version to the National Library of Medicine for public 
dissemination.  For administrative purposes, please designate 
this submission as “Miscellaneous Correspondence – SPL for 
Approved ANDA 090785”. 

 
 
Sincerely yours, 
 
{See appended electronic signature page} 
 
Gary Buehler 
Director 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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 REVIEW OF PROFESSIONAL LABELING  
 DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
 
_____________________________________________________________________________________ 
_____________________________________________________________________________________ 
 
ANDA Number: 90-785     
 
Date of Submission: August 26, 2008 
 
Applicant's Name:  Clindamycin Phosphate Foam 1% 
 
Established Name:   Cobrek Pharmaceuticals, Inc.  
 
Proprietary Name: None  
_____________________________________________________________________________________ 
_____________________________________________________________________________________ 
 
LABELING DEFICIENCIES: 
 

1. CONTAINER: (50 gram and 100 gram can) 
a. Please revise “Dosage…” to “Usual Dosage…” 
b. Add the statement “This package is not child resistant.” 
c. Please enhance the prominence of the net quantity statement 

 
2. CONTAINER CARTON: (50 gram and 100 gram can) 

See container comments 1.a. and 1.b. 
 

3. PROFESSIONAL INSERT: 
In the DOSAGE AND ADMINISTRATION section – To Use Clindamycin Phosphate 
Foam, 1%, Number 2:  The instructions direct the patient to “Align the black mark with the 
nozzle of the actuator.”  Please confirm whether your container includes a black mark 
and whether that mark can be aligned properly with the actuator. 

 
Revise your labeling, as instructed above, and submit final printed labeling electronically. In 
addition, please review the guidance for industry titled “Providing Regulatory Submissions in 
Electronic Format-Content of Labeling”. Please provide the labeling in the Structured Product 
Labeling (SPL) format. 
  
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes 
for the reference listed drug. In order to keep ANDA labeling current, we suggest that you 
subscribe to the daily or weekly updates of new documents posted on the CDER web site at the 
following address - 
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
 
To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), 
please provide a side-by-side comparison of your proposed labeling with your last submission 
with all differences annotated and explained. 



NOTE TO THE CHEMIST:  
• I am reviewing the labeling for Clindamycin Phosphate FOM 1% and I have a question.  The 

container states that the product is CFC free.  Is the propellant used in this product CFC 
free? [Chemist Response:  Yes] 

 
_____________________________________________  
From:  Farahani, Mahnaz   
Sent: Thursday, April 23, 2009 2:32 PM 
To: Stewart, Kendra 
Subject: RE: Labeling question for ANDA 90785 
 
Yes, 
_____________________________________________ 
From: Stewart, Kendra  
Sent: Thursday, April 23, 2009 11:24 AM 
To: Farahani, Mahnaz 
Cc: Stewart, Kendra 
Subject: Labeling question for ANDA 90785 
 
Good Morning,  
 
I am reviewing the labeling for Clindamycin Phosphate FOM 1% and I have a question.  The container states that the 
product is CFC free.  Is the propellant used in this product CFC free? 
 
Thanks, 
Kendra Stewart  
 
--------------------------------------------------------------------------------------------------------------------------------- 
FOR THE RECORD: 
 

1. MODEL LABELING: 
The reference listed drug for this product is Evoclin NDA 50-801 by Connetics.  The 
model labeling used for this review is 50-851/S-006 approved July 11, 2006.   
 

2. MEDWATCH: (Checked on 4/21/09) 
 
3. PATENT AND EXCLUSIVITY: (Checked on 4/21/09) 
 

PATENT DATA – NDA 50-801 
Patent No Expiration Use 

Code 
Use Patent 

Certification 
Labeling 
Impact 

7141237 Jan 23, 2024   IV None 
7374747 Aug 9, 2026 U-921 TREATMENT OF 

ACNE VULGARIS 
IV None 

 
EXCLUSIVITY DATA – NDA 50-801 

Code Reference Expiration Labeling Impact 
There is no unexpired exclusivity for this product. 

 
4. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM: 2.3.P.3 

Perrigo Israel Pharmaceuticals Ltd. 
Industrial Zone 
Yeruham, 80500 
Israel 

  
5. USP: (Checked on 4/21/09) 
 Not USP 
 
6. INGREDIENTS: 2.3.P.1 

• The listing of inactive ingredients in the DESCRIPTION section of the package insert 



appears to be consistent with the listing of inactive ingredients found in the statement 
of components and composition appearing in section 2.3.p.1 

• DESCRIPTION section has been verified from Chemist’s review 
 
From Clinical Bio Review: 
The test product appears to be qualitatively and quantitatively the same as the RLD except 
for a presence/absence of a  
 
From chemistry Review: 
The drug substance and the excipients are compatible with each other as has been shown 
from stability data. Section 3.2.P.2.1.3. All inactive ingredients of formulation are present 
in the RLD formulation with the exception of potassium hydroxide that is included in the 
RLD formulation only. Therefore the excipients are compatible with the API. There was 
no change in physical appearance parameters or in the assay and impurity profile of the 
API for Cobrek Pharmaceuticals Inc.'s formulation during stability studies. 
 

Ingredient 
Cobrek Pharmaceuticals 

Inc.'s Formulation  
(% w/w) 

Propylene Glycol, USP 

Cetyl Alcohol, NF 

Stearyl Alcohol, NF 

Polysorbate 60, NF 

Dehydrated Alcohol, USP 58.00 

Purified Water, USP QS to 100 
 
 
7. PACKAGING CONFIGURATIONS/PRODUCT LINE: 

RLD:      100 gram can and 50 gram can 
ANDA:   100 gram can and 50 gram can 
 
 

8. DISPENSING/STORAGE TEMPERATURE STATEMENT COMPARISON – 2.3.P.8 
RLD:  Store at controlled room temperature 68°–77°F (20°–25°C).  Contents under 
pressure. Do not puncture or incinerate. Do not expose to heat or store at temperature 
above 120°F (49°C). 
ANDA: Insert:  "Store at 20 – 25°C (68 – 77°F) [see USP Controlled Room 
Temperature]."  Contents under pressure. Do not puncture or incinerate. Do not 
expose to heat or store at temperature above 120°F (49°C).  Keep out of reach of 
children. 
Container: Store at 20 – 25ºC (68 – 77ºF) [see USP Controlled Room Temperature.  
Contents under pressure. Do not puncture or incinerate container.  Do not expose to heat 
or store at temperatures above 120ºF (49ºC). 

 
 
9. CONTAINER CLOSURE:  3.2.P.7 

• Container:  Cobrek Pharmaceuticals, Inc. intends to package Clindamycin Phosphate 
Foam, 1% in 50g and 100g aluminum cans 

• Caps:  Clear cover cap 

• Accelerated stability data and room temperature stability data: at 25±2oC/60±5%RH 

(b) (4)

(b) (4)

(b) (4)



for a period of three (3) months and at 40±2oC/75±5%RH for a period of Three (3) 
months 

 
_____________________________________________________________________________
_____________________________________________________________________________ 
 
Date of Review: 4/21/09  Date of Submission: 8/26/09 
 
Primary Reviewer: Kendra Stewart   
 
Team Leader:  Lillie Golson 
_____________________________________________________________________________ 
_____________________________________________________________________________ 
 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Kendra Stewart
5/6/2009 11:54:42 AM
LABELING REVIEWER

Lillie Golson
5/6/2009 01:44:53 PM
LABELING REVIEWER



 APPROVAL SUMMARY 
 REVIEW OF PROFESSIONAL LABELING  
 DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
 
_____________________________________________________________________________________ 
_____________________________________________________________________________________ 
 
ANDA Number: 90-785     
 
Date of Submission: June 15, 2009 
 
Applicant's Name:  Clindamycin Phosphate Foam, 1% 
 
Established Name:   Cobrek Pharmaceuticals, Inc.  
 
Proprietary Name: None  
_____________________________________________________________________________________ 
_____________________________________________________________________________________ 
 
APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): 
Do you have Final Printed Labels and Labeling – Yes 
 
1. CONTAINER: (50 gram and 100 gram can) 

Satisfactory in FPL as of the June 15, 2009 submission 
 
2. CONTAINER CARTON: (50 gram and 100 gram can) 

Satisfactory in FPL as of the June 15, 2009 submission 
 

3. PROFESSIONAL INSERT: 
Satisfactory in FPL and SPL as of the June 15, 2009 submission 

 
Revisions: Yes 
CONTAINER: (50 gram and 100 gram can) 
Please bold the statement “This package is not child resistant.”  and move to the primary panel. 
 
CONTAINER CARTON: (50 gram and 100 gram can) 
See CONTAINER comments. 

 
 
BASIS OF APPROVAL: 
 
Was this approval based upon a petition?    No 
What is the RLD on the 356(h) form:  Clindamycin Phosphate Foam 1% 
NDA Number: 50-801 
NDA Drug Name: Evoclin 
NDA Firm: Connetics 
Date of Approval of NDA Insert and supplement #:  50-851/S-006 approved July 11, 2006 
Has this been verified by the MIS system for the NDA?   Yes    
Was this approval based upon an OGD labeling guidance?     No 
 
 



NOTE TO THE CHEMIST:  
• I am reviewing the labeling for Clindamycin Phosphate FOM 1% and I have a question.  The 

container states that the product is CFC free.  Is the propellant used in this product CFC 
free? [Chemist Response:  Yes] 

 
_____________________________________________  
From:  Farahani, Mahnaz   
Sent: Thursday, April 23, 2009 2:32 PM 
To: Stewart, Kendra 
Subject: RE: Labeling question for ANDA 90785 
 
Yes, 
_____________________________________________ 
From: Stewart, Kendra  
Sent: Thursday, April 23, 2009 11:24 AM 
To: Farahani, Mahnaz 
Cc: Stewart, Kendra 
Subject: Labeling question for ANDA 90785 
 
Good Morning,  
 
I am reviewing the labeling for Clindamycin Phosphate FOM 1% and I have a question.  The container states that the 
product is CFC free.  Is the propellant used in this product CFC free? 
 
Thanks, 
Kendra Stewart  
--------------------------------------------------------------------------------------------------------------------------------- 
NOTE TO THE FIRM REGARDING THE ACTUATOR: [Acceptable] 
From: Ellen Rust [mailto   
Sent: Wednesday, August 05, 2009 11:10 AM 
To: Stewart, Kendra 
Cc: 'Jim Kadow' 
Subject: ANDA 90-785 

Dear Kendra, 
 
Yesterday you called to request clarification concerning the Dosage and  Administration section in the 
Clindamycin Foam, ANDA 90-785, professional insert. 
On May 6, 2009, Cobrek received a labeling deficiency letter.  One of the FDA comments read as follows: 

In the DOSAGE AND ADMINISTRATION section – To use Clindamycin Phosphate Foam, 1%, 
Number 2:  The instructions direct the patient to “Align the black mark with the nozzle of the 
actuator.” Please confirm whether your container includes a black mark and whether that mark 
can be aligned properly with the actuator. 

Our response, sent on June 15, 2009,  was to state that our container will not include a black mark, 
therefore the instructions concerning the black mark in the Dosage and Administration section was deleted. 
 
My understanding of your question yesterday is that you want to confirm that no additional instructions are 
required in order to properly dispense the product from the can.  I contacted Perrigo, the manufacturing 
facility, and was informed that no special instructions are required and there is no lock on the actuator.  
 
Please let me know if I understood and answered you question completely, you can reach either Jim Kadow 
or me at 847-255-0303.   Would you please let us know if this completes your division’s review of the 
labeling? 
 
Best regards, 
Ellen Rust 
 
--------------------------------------------------------------------------------------------------------------------------------- 
FOR THE RECORD: 
 

1. MODEL LABELING: 
The reference listed drug for this product is Evoclin NDA 50-801 by Connetics.  The 
model labeling used for this review is 50-851/S-006 approved July 11, 2006.   

(b) (6)



 
2. MEDWATCH: (Checked on 7/30/09) - None 
 
3. PATENT AND EXCLUSIVITY: (Checked on 7/30/09) 
 

PATENT DATA – NDA 50-801 
Patent No Expiration Use 

Code 
Use Patent 

Certification 
Labeling 
Impact 

7141237 Jan 23, 2024   IV None 
7374747 Aug 9, 2026 U-921 TREATMENT OF 

ACNE VULGARIS 
IV None 

 
EXCLUSIVITY DATA – NDA 50-801 

Code Reference Expiration Labeling Impact 
There is no unexpired exclusivity for this product. 

 
4. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM: 2.3.P.3 

Perrigo Israel Pharmaceuticals Ltd. 
Industrial Zone 
Yeruham, 80500 
Israel 

  
5. USP: (Checked on 4/21/09) 
 Not USP 
 
6. INGREDIENTS: 2.3.P.1 

• The listing of inactive ingredients in the DESCRIPTION section of the package insert 
appears to be consistent with the listing of inactive ingredients found in the statement 
of components and composition appearing in section 2.3.p.1 

• DESCRIPTION section has been verified from Chemist’s review 
 
From Clinical Bio Review: 
The test product appears to be qualitatively and quantitatively the same as the RLD except 
for a presence/absence of a . 
 
From chemistry Review: 
The drug substance and the excipients are compatible with each other as has been shown 
from stability data. Section 3.2.P.2.1.3. All inactive ingredients of formulation are present 
in the RLD formulation with the exception of potassium hydroxide that is included in the 
RLD formulation only. Therefore the excipients are compatible with the API. There was 
no change in physical appearance parameters or in the assay and impurity profile of the 
API for Cobrek Pharmaceuticals Inc.'s formulation during stability studies. 
 

Ingredient 
Cobrek Pharmaceuticals 

Inc.'s Formulation  
(% w/w) 

Propylene Glycol, USP 

Cetyl Alcohol, NF 

Stearyl Alcohol, NF 

Polysorbate 60, NF 

Dehydrated Alcohol, USP 58.00 

(b) (4)

(b) (4)

(b) (4)



Purified Water, USP QS to 100 
 
 
7. PACKAGING CONFIGURATIONS/PRODUCT LINE: 

RLD:      100 gram can and 50 gram can 
ANDA:   100 gram can and 50 gram can 
 
 

8. DISPENSING/STORAGE TEMPERATURE STATEMENT COMPARISON – 2.3.P.8 
RLD:  Store at controlled room temperature 68°–77°F (20°–25°C).  Contents under 
pressure. Do not puncture or incinerate. Do not expose to heat or store at temperature 
above 120°F (49°C). 
ANDA: Insert:  "Store at 20 – 25°C (68 – 77°F) [see USP Controlled Room 
Temperature]."  Contents under pressure. Do not puncture or incinerate. Do not 
expose to heat or store at temperature above 120°F (49°C).  Keep out of reach of 
children. 
Container: Store at 20 – 25ºC (68 – 77ºF) [see USP Controlled Room Temperature.  
Contents under pressure. Do not puncture or incinerate container.  Do not expose to heat 
or store at temperatures above 120ºF (49ºC). 

 
 
9. CONTAINER CLOSURE:  3.2.P.7 

• Container:  Cobrek Pharmaceuticals, Inc. intends to package Clindamycin Phosphate 
Foam, 1% in 50g and 100g aluminum cans 

• Caps:  Clear cover cap 

• Accelerated stability data and room temperature stability data: at 25±2oC/60±5%RH 
for a period of three (3) months and at 40±2oC/75±5%RH for a period of Three (3) 
months 

 
_____________________________________________________________________________
_____________________________________________________________________________ 
 
Date of Review: 7/30/09  Date of Submission: 6/15/09 
 
Primary Reviewer: Kendra Stewart   
 
Team Leader:  Lillie Golson 
_____________________________________________________________________________ 
_____________________________________________________________________________ 
 

(b) (4)



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
ANDA-90785 ORIG-1 COBREK

PHARMACEUTICA
LS INC

CLINDAMYCIN PHOSPHATE

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

KENDRA S STEWART
09/23/2009

LILLIE D GOLSON
09/24/2009



 
 

CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 

APPLICATION NUMBER: 
ANDA 90-785 

 
 
 
 
 

CHEMISTRY REVIEWS 

























---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Mahnaz Farahani
3/19/2009 02:43:28 PM
CHEMIST

Rosalyn Adigun
3/20/2009 12:37:46 PM
CSO

James Fan
3/20/2009 12:56:41 PM
CHEMIST





















Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
ANDA-90785 ORIG-1 COBREK

PHARMACEUTICA
LS INC

CLINDAMYCIN PHOSPHATE

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

MAHNAZ FARAHANI
03/31/2010

TRANG Q TRAN
03/31/2010

JAMES M FAN
03/31/2010



 
 

CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 

APPLICATION NUMBER: 
ANDA 90-785 

 
 
 
 
 

BIOEQUIVALENCE REVIEWS 



Page 1 of 9 

Review of a Request for a Waiver of an 
In Vivo Bioequivalence Study Requirement 

 
ANDA Number: 90-785 

Drug Product: Clindamycin Phosphate Foam, 1% 

Sponsor: Cobrek Pharmaceuticals, Inc. 

Reference Listed Drug: Evoclin®, NDA 50-801, Stiefel Laboratories Inc., 

Original Submission Date(s): 26 August 2008 

Submission Date Under Review: 26 August 2008 

Reviewer: James L. Osterhout, PhD 

Date of Review: 21 June 2009 
 

1  Executive Summary 

Cobrek Pharmaceuticals requests a waiver of in vivo bioequivalence study requirements for its 
generic Clindamycin Phosphate Foam, 1%.  This product is a solution (see Appendix, page 6).  
The sponsor’s generic formulation is qualitatively (Q1), and quantitatively (Q2), the same as the 
reference listed drug (RLD), Evoclin®.  That is, all ingredients are within ±5% (proportionally) 
of the RLD amounts.  In addition, the sponsor’s foam dispenser and dispensing characteristics 
are similar to the RLD.  Finally, the propellant composition is the same as the RLD using similar 
amounts. 
 

1.1 Approval Recommendation  

The application is acceptable.  The request for a waiver of the in vivo bioequivalence study 
requirement is granted. 
 
 

22  Current Submission  

The firm has submitted the formulation of their test product in support of their request for a 
waiver of the in-vivo bioequivalence study requirements based on 21 CFR § 320.22 (b)(3). 
 
The sponsor’s generic formulation is qualitatively (Q1), and quantitatively (Q2), the same as the 
RLD.  That is, all ingredients are within ±5% (proportionally) of the reference listed drug (RLD) 
amounts. 
 

















Page 9 of 9 

BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
ANDA: 90-785 

APPLICANT: Cobrek Pharmaceuticals, Inc. 

DRUG PRODUCT: Clindamycin Phosphate Foam, 1% 
 
The Division of Bioequivalence has completed its review and has no further comments at this 
time. 
 
Please note that the bioequivalence comments provided in this communication are preliminary.  
These comments are subject to revision after review of the entire application, upon consideration 
of the chemistry, manufacturing and controls, microbiology, labeling, or other scientific or 
regulatory issues.  Please be advised that these reviews may result in the need for additional 
bioequivalence information and/or studies, or may result in a conclusion that the proposed 
formulation is not approvable. 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Barbara M. Davit, PhD, JD 
Acting Director, Division of Bioequivalence II 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
          PUBLIC HEALTH SERVICE 
      FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
DATE   :  September 8, 2008 
 
TO       : Director 
        Division of Bioequivalence (HFD-650) 
 
FROM   : Chief, Regulatory Support Branch 

Office of Generic Drugs (HFD-615) 
 
SUBJECT: Examination of the bioequivalence study submitted with an ANDA 90-785 for 

Clindamycin Phosphate Foam, 1% to determine if the application is substantially  
                       complete for filing. 
 

Cobrek Pharmaceuticals Inc. has submitted ANDA 90-785 for Clindamycin Phosphate 
Foam, 1%.  It is a first generic.  In order to accept an ANDA that contains a first generic, 
the Agency must formally review and make a determination that the application is 
substantially complete.  Included in this review is a determination that the bioequivalence 
study is complete, and could establish that the product is bioequivalent. 

 
Please evaluate whether the request for study submitted by Cobrek Pharmaceuticals Inc. on 
August 26, 2008 for its Clindamycin Phosphate product satisfies the statutory requirements 
of "completeness" so that the ANDA may be filed. 

 
A "complete" bioavailability or bioequivalence study is defined as one that conforms with 
an appropriate FDA guidance or is reasonable in design and purports to demonstrate that 
the proposed drug is bioequivalent to the "listed drug". 
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Item Verified: YES NO Required 
Amount 

Amount 
Sent 

Comments 

Protocol               Not applicable because of Waiver 
Request 

Assay Methodology               Not applicable because of Waiver 
Request 

Procedure SOP               Not applicable because of Waiver 
Request 

Methods Validation               Not applicable because of Waiver 
Request 

Study Results Ln/Lin               Not applicable because of Waiver 
Request 

Adverse Events               Not applicable 

IRB Approval               Not applicable because of Waiver 
Request 

Dissolution Data               Not applicable because the product 
is a solution for topical use. 

Pre-screening of Patients               Not applicable because of Waiver 
Request 

Chromatograms               Not applicable because of Waiver 
Request 

Consent Forms               Not applicable because of Waiver 
Request 

Composition   1 1 Composition is available in Module 
2, Quality Overall Summary pg # 
15. 

Summary of Study   1 1 Module 2, Quality Overall Summary 
pg # 15. 

Individual Data & Graphs, 
Linear & Ln 

              Not applicable because of Waiver 
Request  

PK/PD Data Disk 
Submitted) 

              Not applicable because of Waiver 
Request 



Randomization Schedule               Not applicable because of Waiver 
Request 

Protocol Deviations               Not applicable because of Waiver 
Request 

Clinical Site               Not applicable because of Waiver 
Request  

Analytical Site               Not applicable because of Waiver 
Request 

Study Investigators               Not applicable because of Waiver 
Request 

Medical Records               Not applicable because of Waiver 
Request 

Clinical Raw Data               Not applicable because of Waiver 
Request 

Test Article Inventory               Not applicable 

BIO Batch Size               Not applicable because of Waiver 
Request 

Assay of Active Content 
Drug 

  1 1 COA available in Module 3, section 
3.2.P.5.4 Batch analysis. 

Content Uniformity   1 1 COA available in Module 3, section 
3.2.P.5.4 Batch analysis. 

Date of Manufacture   1 1 Feb 27, 2008. (lot # 011277: 
Module 3, section 3.2.P.5.4.) 

Exp. Date of RLD               Not applicable 

BioStudy Lot Numbers               Not applicable because of Waiver 
Request.  

Statistics               Not applicable because of Waiver 
Request 

Summary results provided 
by the firm indicate studies 
pass BE criteria  

              Not applicable because of Waiver 
Request 





 
 
Productivity : 

ANDA : 90785 

 
Reviewer:  Anand, Om  Date Completed:
Verifier:   Date Verified:  
Division:  Division of Bioequivalence   
Description:  Clindamycin Phosphate Foam, CHK list  

 
Productivity:  

ID Letter Date Productivity Category Sub Category Productivity Subtota
l 

6432  8/26/2008  Paragraph 4  Paragraph 4 Checklist 1   1   Edit Delete
    Bean Total:  1     
 
 
DIVISION OF BIOEQUIVALENCE 2 REVIEW COMPLEXITY SUMMARY 
 
First Generic Checklist 1 
Grand Total 1 
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Item Verified: YES NO Required 
Amount 

Amount 
Sent 

Comments 

Composition X    The test product appears to be 
qualitatively and quantitatively the 

same as the RLD except for a 
presence/absence of a . 

Waiver requests/supporting 
data  

X    The sponsor states that their product 
is a solution and requests a waiver 
of the BE study requirement per 21 

CFR 320.22(b)(3).   

 
Comments to be conveyed to the sponsor 
 
Your application is acceptable for filing.   
 
Comments not to be conveyed to the sponsor 
The sponsor states that their product, Clindamycin Phosphate Foam 1%, is a 
hydroalcoholic, quick-breaking foam, solution eligible for a waiver of the BE study 
requirement.   
 
The OGD has determined that a topical solution may be eligible for a waiver of in vivo 
BE study requirement provided that the generic product meets all the conditions of 21 
CFR 320.22 (b) (3).   
 
The sponsor submitted the following data for justification of a waiver of the 
bioequivalence study requirement: 
 

1. Analysis of the manufacturing process demonstrating that their product is a 
solution. 
a. Microscopic Birefringence Analysis and solubility study show that their 

product and the RLD foams are single phase clear solutions. 
b. "Time to break Study" (CM08-003) shows that both test and reference 

products change from a foam to a liquid within seconds when exposed to skin 
temperatures. 

c. "Breaking Time Study" (CM08-004) shows that "breaking times" are the same 
between the products at 33oC, 35oC and 40oC and are temperature-dependent. 

2. Pharmaceutical development of the test product. 
3. Physical characteristics of inactive ingredients for the RLD and the test product.  
4. The sponsor's comparative formulation analysis shows less than +/-5% difference 

in the amount of inactive ingredients between the test and the reference products 
except for .  The test formulation does not contain potassium 

(b) (4)

(b) (4)
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ANDA CHECKLIST FOR CTD or eCTD FORMAT 
FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION FOR 

FILING 
 

For More Information on Submission of an ANDA in Electronic Common Technical Document (eCTD) 
Format please go to:  http://www fda.gov/cder/regulatory/ersr/ectd.htm 

*For a Comprehensive Table of Contents Headings and Hierarchy please go to:  
http://www fda.gov/cder/regulatory/ersr/5640CTOC-v1.2.pdf 

** For more CTD and eCTD informational links see the final page of the ANDA Checklist 
*** A model Quality Overall Summary for an immediate release tablet and an extended release capsule can 

be found on the OGD webpage http://www.fda.gov/cder/ogd/ *** 
 

 
ANDA #: 90-785    FIRM NAME:  COBREK   PHARMACEUTICALS INC. 
 
PIV: NO  Electronic or Paper Submission:  ECTD  FORMAT (ELECTRONIC DATA) 
  
 RELATED APPLICATION(S):   

First Generic Product Received?  YES  PER MARTY  

9/08/08 
 
DRUG NAME:   CLINDAMYCIN  PHOSPHATE  
DOSAGE FORM:  FOAM, 1%   
Random Queue:  6  
Chem Team Leader: Susan Zuk      Chem PM: Roberta Szydlo      Labeling Reviewer: Jacqueline Council                
Bio PM: Aaron Sigler 

           Letter Date:   AUGUST 26, 2008  Received Date:  AUGUST 29, 2008 
 
   Comments:     EC- 1  YES                         On Cards:   YES         
     Therapeutic Code:  4010905   ANTIBIOTIC  ACNE  INDICATION  ONLY        
 

Archival  copy:  ECTD  FORMAT            Sections   I       
Review copy:  NA               E-Media Disposition:  YES  SENT  TO EDR 
Not applicable to electronic sections                     
 
PART 3 Combination Product Category   N Not a Part3 Combo Product   
(Must be completed for ALL Original Applications)           Refer to the Part 3 Combination Algorithm 

 
 
Reviewing 
CSO/CST      Peter Chen 
 
        Date    10/31/2008   

 
Recommendation:      
 
    FILE          REFUSE to RECEIVE 

Supervisory Concurrence/Date:                 Date:        

Bio Assignments: 
 

 BPH            BCE 

 BST            BDI 

 
 Micro Review 

      (No) 



 
 ADDITIONAL COMMENTS REGARDING THE ANDA: 
10/27/2008 Tcon with James Kadow 
The following comments faxed 10/27/08: 
1. Please submit a filled form FDA 3674.   
Adequate for filing per 10/28/2008  correspondence; checked 9.a 
2. Please revise your Convictions statement to remove the qualifier”to the best of our knowledge...” and 
resubmit. 
Adequate for filing per 10/28/2008  correspondence 
3. Please submit an Environmental Impact Analysiss Statement from the sponsor of the ANDA as listed on the 
356h form. 
Adequate for filing per 10/28/2008  correspondence 
4. Please provide direct notation and highlight the areas on the proposed package insert, carton and 
container side-by-side labels where there are differences compared to the RLD. 
Adequate for filing per 10/28/2008  correspondence 
 
 

 



 



 
 
 
MODULE 1 
     ADMINISTRATIVE                  
                                                                     ACCEPTABLE 

 
1.1 

 
1.1.2  Signed and Completed Application Form (356h)  (original signature)  
     (Check Rx/OTC Status) RX  YES  

 

  
1.2 Cover Letter  Dated: AUGUST 26, 2008        



1.2.1 Form FDA 3674  (PDF)   CAN’T LOCATE  
1. Please submit a filled form FDA 3674 
Adequate for filing per 10/28/2008  correspondence; 9.a 

 

    * 
 

Table of Contents (paper submission only) YES        
 

    1.3.2 Field Copy Certification (original signature)  NA 
(N/A for E-Submissions)   

 
 

    1.3.3 Debarment Certification-GDEA (Generic Drug Enforcement Act)/Other: 
1. Debarment Certification (original signature)   YES 
2. List of Convictions statement (original signature)  
2. Please revise your Convictions statement to remove the qualifier”to the best of our 
knowledge...” 
Adequate for filing per 10/28/2008  correspondence 

 
 

    1.3.4 Financial Certifications 
Bioavailability/Bioequivalence Financial Certification (Form FDA 3454)  
Disclosure Statement (Form FDA 3455, submit copy to Regulatory Branch Chief) 
 

 
 

    1.3.5 
 

1.3.5.1  Patent Information 
    Patents listed for the RLD in the Electronic Orange Book Approved Drug Products with  
    Therapeutic Equivalence Evaluations 
1.3.5.2  Patent Certification      
    1.  Patent number(s)  antibiotic 
    2.  Paragraph:  (Check  all certifications that apply) 
         MOU  PI     PII    PIII     
         PIV   (Statement of Notification)  
    3. Expiration of Patent(s):     NA 
        a.   Pediatric exclusivity submitted?        
        b.   Expiration of Pediatric Exclusivity?      
    4. Exclusivity Statement:   YES           

 
 

    1.4.1 
 

 

References 
     Letters of Authorization 

1. DMF letters of authorization 
a.    Type II DMF authorization letter(s) or synthesis for Active Pharmaceutical 
       Ingredient submitted  
b. Type III DMF authorization letter(s) for container closure submitted 

2. US Agent Letter of Authorization (U.S. Agent [if needed, countersignature  
on 356h])       

 
 

 
   1.12.11 

 
Basis for Submission   
NDA# :   50-801          
Ref Listed Drug:  EVOCLIN        
Firm: CONNETICS       
ANDA suitability petition required?  NA 
If Yes, then is change subject to PREA (change in dosage form, route or active ingredient) 
see section 1.9.1        
 

 

 
MODULE 1 (Continued) 
     ADMINISTRATIVE     
                                                                                                                                           ACCEPTABLE                  
   

(b) (4)



   
1.12.12 
 

 
Comparison between Generic Drug and RLD-505(j)(2)(A) 
1. Conditions of use    Same as RLD 
2. Active ingredients  Same as RLD 
3. Inactive ingredients  Same as RLD except Potassium Hydroxide  
4. Route of administration  Same as RLD 
5. Dosage Form  Same as RLD 
6. Strength   Same as RLD 
 

 
 

1.12.14  Environmental Impact Analysis Statement YES 
3. Please submit an Environmental Impact Statement from the sponsor of the ANDA. as 
listed on the 356h form. 
Adequate for filing per 10/28/2008  correspondence 

 

1.12.15 
 

Request for Waiver  
Request for Waiver of In-Vivo BA/BE Study(ies):   YES 
DBE review for completeness found Bio Waiver meets regulations 

 
 

1.14.1 
 

Draft Labeling  (Mult Copies N/A for E-Submissions) 
1.14.1.1  4 copies of draft (each strength and container)  submitted 
1.14.1.2  1 side by side labeling comparison of containers and carton with all 
differences annotated and explained   
4. Please provide direct notation and highlight the areas on the proposed package insert, 
carton and container side-by-side labels where there are differences compared to the RLD. 
Adequate for filing per 10/28/2008  correspondence 
1.14.1.3  1  package insert (content of labeling) submitted electronically  submitted 
    ***Was a proprietary name request submitted?  no     
    (If yes, send email to Labeling Reviewer indicating such.) 
 

 
 

 1.14.3 
 

Listed Drug Labeling  
1.14.3.1  1 side by side labeling (package and patient insert) comparison with all 
differences annotated and explained   
4. Please provide direct notation and highlight the areas on the proposed package insert, 
carton and container side-by-side labels where there are differences compared to the RLD. 
Adequate for filing per 10/28/2008  correspondence 
1.14.3.3  1 RLD label and 1 RLD container label  submitted 
 

 
 

(b) (4)



MODULE 2 
     SUMMARIES                               ACCEPTABLE 
 
2.3 

 
Quality Overall Summary (QOS)  
     E-Submission:  PDF submitted  
                                Word Processed e.g., MS Word submitted 
 
A model Quality Overall Summary for an immediate release tablet and an extended release capsule 
can be found on the OGD webpage http://www fda.gov/cder/ogd/   
 
Question based Review (QbR)       
 
2.3.S  
    Drug Substance (Active Pharmaceutical Ingredient)       
       2.3.S.1 General Information 
       2.3.S.2 Manufacture 
       2.3.S.3 Characterization 
       2.3.S.4 Control of Drug Substance 
       2.3.S.5 Reference Standards or Materials 
       2.3.S.6 Container Closure System 
       2.3.S.7 Stability 
 

2.3.P 
    Drug Product       
       2.3.P.1 Description and Composition of the Drug Product 
       2.3.P.2  Pharmaceutical Development        
                  2.3.P.2.1 Components of the Drug Product 
                            2.3.P.2.1.1 Drug Substance 
                            2.3.P.2.1.2 Excipients 
                 2.3.P.2.2 Drug Product 
                 2.3.P.2.3 Manufacturing Process Development 
                 2.3.P.2.4 Container Closure System 
      2.3.P.3 Manufacture 
      2.3.P.4 Control of Excipients 
      2.3.P.5 Control of Drug Product 
      2.3.P.6 Reference Standards or Materials 
      2.3.P.7 Container Closure System 
      2.3.P.8 Stability  

 
 

 
2.7 

Clinical Summary (Bioequivalence) 
Model Bioequivalence Data Summary Tables 
           E-Submission:  PDF        
                                      Word Processed e.g., MS Word       
2.7.1 Summary of Biopharmaceutic Studies and Associated Analytical Methods   
2.7.1.1 Background and Overview 
            Table 1. Submission Summary       
              Table 4. Bioanalytical Method Validation       
              Table 6. Formulation Data       
2.7.1.2 Summary of Results of Individual Studies  
              Table 5. Summary of In Vitro Dissolution       
2.7.1.3 Comparison and Analyses of Results Across Studies  
            Table 2. Summary of Bioavailability (BA) Studies       
              Table 3. Statistical Summary of the Comparative BA Data       
2.7.1.4 Appendix       
2.7.4.1.3 Demographic and Other Characteristics of Study Population 
             Table 7. Demographic Profile of Subjects Completing the Bioequivalence Study       
2.7.4.2.1.1 Common Adverse Events 
             Table 8. Incidence of Adverse Events in Individual Studies       
 

 
 

 



 
MODULE 3 
     3.2.S DRUG SUBSTANCE                                                                                            ACCEPTABLE 
 
3.2.S.1 General Information 

3.2.S.1.1 Nomenclature 
3.2.S.1.2 Structure 
3.2.S.1.3 General Properties 

 
 

  
3.2.S.2 

 
Manufacturer 
3.2.S.2.1 
     Manufacturer(s) (This section includes contract manufacturers and testing labs) 
     Drug Substance (Active Pharmaceutical Ingredient) 
     1. Name and Full Address(es)of the Facility(ies) submitted 
     2. Function or Responsibility   submitted 
     3. Type II DMF number for API submitted 
     4. CFN or FEI numbers  submitted 
 

 
 

  
3.2.S.3 

 
Characterization submitted  

 

 
3.2.S.4 

 
Control of Drug Substance (Active Pharmaceutical Ingredient) 
3.2.S.4.1 Specification 
     Testing specifications and data from drug substance manufacturer(s)  submitted 
3.2.S.4.2 Analytical Procedures submitted 
3.2.S.4.3 Validation of Analytical Procedures 
     1. Spectra and chromatograms for reference standards and test samples submitted IR  
     2. Samples-Statement of Availability and Identification of: 
         a. Drug Substance  submitted 
         b. Same lot number(s)  Lot 010092 
3.2.S.4.4 Batch Analysis 
     1. COA(s) specifications and test results from drug substance mfgr(s) Lot 49010KJ00  
     2. Applicant certificate of analysis submitted Lot 010092 
3.2.S.4.5 Justification of Specification submitted 
 

 
 

  
3.2.S.5 

 
Reference Standards or Materials  submitted 

 
 

  
3.2.S.6 

 
Container Closure Systems submitted 

 
 

  
3.2.S.7 

 
Stability submitted 
 

 
 

 



 
MODULE 3 
     3.2.P DRUG PRODUCT                                                                                                ACCEPTABLE 

 
3.2.P.1 

             
Description and Composition of the Drug Product 
     1. Unit composition submitted 
     2. Inactive ingredients and amounts are appropriate per IIG YES.  Proposed product is 
Q1/Q2 the same versus the RLD except for Potassium Hydroxide .  This is 
an allowable change per 314.94.   
 

 
 

 
3.2.P.2 

             
Pharmaceutical Development 
Pharmaceutical Development Report  submitted 

 
 

 
3.2.P.3 

 
Manufacture  
3.2.P.3.1 Manufacture(s) (Finished Dosage Manufacturer and Outside Contract Testing 
Laboratories) 
    1. Name and Full Address(es)of the Facility(ies)    submitted 
    2. CGMP Certification:  YES  
    3. Function or Responsibility   submitted 
    4. CFN or FEI numbers   submitted 
3.2.P.3.2 Batch Formula submitted 
3.2.P.3.3 Description of Manufacturing Process and Process Controls 
    1. Description of the Manufacturing Process submitted 
    2. Master Production Batch Record(s) for largest intended production runs  
        (no more than  10x pilot batch) with equipment specified  submitted 
MBR  
    3. If sterile product: Aseptic fill  / Terminal sterilization NA 
    4. Reprocessing Statement   submitted 
3.2.P.3.4 Controls of Critical Steps and Intermediates submitted 
3.2.P.3.5 Process Validation and/or Evaluation 
    1. Microbiological sterilization validation NA 
    2. Filter validation (if aseptic fill)  NA  
 
 

 
 

 
3.2.P.4 

 
Controls of Excipients (Inactive Ingredients)  
 Source of inactive ingredients identified  submitted 
3.2.P.4.1 Specifications 
    1. Testing specifications (including identification and characterization) submitted 
    2. Suppliers' COA (specifications and test results) submitted 
3.2.P.4.2 Analytical Procedures 
3.2.P.4.3 Validation of Analytical Procedures 
3.2.P.4.4 Justification of Specifications 
    Applicant COA  submitted 

 
 

 

(b) (4)

(b) (4)



MODULE 3 
     3.2.P DRUG PRODUCT 
                                                                                                                                              ACCEPTABLE 

 
3.2.P.5 

 
Controls of Drug Product 
3.2.P.5.1 Specification(s) submitted 
3.2.P.5.2 Analytical Procedures submitted 
3.2.P.5.3 Validation of Analytical Procedures 
     Samples - Statement of Availability and Identification of: 
    1. Finished Dosage Form  submitted 
    2. Same lot numbers  Lot 011277 and 011278 
3.2.P.5.4 Batch Analysis 
     Certificate of Analysis for Finished Dosage Form submitted 
50 g Cans: Lot 011278 
100 G Cans: Lot 011277 
3.2.P.5.5 Characterization of Impurities submitted 
3.2.P.5.6 Justification of Specifications submitted 
 

 
 

3.2.P.7 Container Closure System 
     1. Summary of Container/Closure System (if new resin, provide data) submitted 
     2. Components Specification and Test Data submitted 
     3. Packaging Configuration and Sizes submitted 
     4. Container/Closure Testing  submitted 
     5. Source of supply and suppliers address  submitted 

 
 

3.2.P.8 
 

3.2.P.8.1 Stability (Finished Dosage Form) 
     1. Stability Protocol submitted   
     2. Expiration Dating Period months 
3.2.P.8.2 Post-approval Stability and Conclusion 
     Post Approval Stability Protocol and Commitments submitted 
3.2.P.8.3 Stability Data  
     1. 3 month accelerated stability data submitted 
     2. Batch numbers on stability records the same as the test batch yes 

 
 

 

(b) 
(4)









Search results from the "OB_Rx" table for query on "050801."  

 
 
Active Ingredient:  CLINDAMYCIN PHOSPHATE 
Dosage Form;Route:  AEROSOL, FOAM; TOPICAL 
Proprietary Name:  EVOCLIN  
Applicant:  STIEFEL LABS INC  
Strength:  1%  
Application Number:  050801  
Product Number:  001  
Approval Date:  Oct 22, 2004  
Reference Listed Drug  Yes  
RX/OTC/DISCN:  RX  
TE Code:   
Patent and Exclusivity Info for this product: View  

Return to Electronic Orange Book Home Page  

 
FDA/Center for Drug Evaluation and Research  
Office of Generic Drugs  
Division of Labeling and Program Support  
Update Frequency: 
    Orange Book Data - Monthly  
    Generic Drug Product Information & Patent Information - Daily  
    Orange Book Data Updated Through September, 2008  
    Patent and Generic Drug Product Data Last Updated: October 24, 2008
 
Patent and Exclusivity Search Results from query on Appl No 050801 Product 001 in the OB_Rx 
list.  

 
Patent Data 

There are no unexpired patents for this product in the Orange Book Database.  
 
[Note: Title I of the 1984 Amendments does not apply to drug products submitted or 
approved under the former Section 507 of the Federal Food, Drug and Cosmetic Act 
(antibiotic products). Drug products of this category will not have patents listed.]  

Exclusivity Data 

There is no unexpired exclusivity for this product.  
 
View a list of all patent use codes  
View a list of all exclusivity codes  

Return to Electronic Orange Book Home Page  
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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 90-785 
 
 
 
 
 
Cobrek Pharmaceuticals, Inc. 
(a subsidiary of Pentech Pharmaceuticals, Inc.) 
Attention: James L. Kadow 
3315 Algonquin Road, Suite 310 
Rolling Meadows, IL 60008 
 
Dear Sir: 
 
We acknowledge the receipt of your abbreviated new drug application 
submitted pursuant to Section 505(j) of the  
Federal Food, Drug and Cosmetic Act.   
 
Reference is made to our facsimile dated October 27, 2008 
and your correspondence dated October 28, 2008. 
 
NAME OF DRUG: Clindamycin Phosphate Foam, 1% 
 
DATE OF APPLICATION: August 26, 2008 
 
DATE (RECEIVED) ACCEPTABLE FOR FILING: August 29, 2008 
 
We will correspond with you further after we have had the opportunity 
to review the application. 
 
Please identify any communications concerning this application with 
the ANDA number shown above. 
 
Should you have questions concerning this application, contact: 
 
 

Roberta Szydlo                   
Project Manager 
240-276-8476 
 
 
Sincerely yours, 
 
{See appended electronic signature page} 

 
Wm Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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COMPLETE RESPONSE -- MINOR 
 
ANDA  90-785 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327) 
 
  
APPLICANT:  Cobrek Pharmaceuticals, Inc. 
 
ATTN:  James L. Kadow 
 
FROM:  Rosalyn Adigun 

TEL: 847-255-0303 
 
FAX: 847-255-2112 
 
FDA CONTACT PHONE: (240) 276-8518 

 
Dear Sir: 
 
This facsimile is in reference to your abbreviated new drug application dated August 26, 2008, submitted 
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Clindamycin Phosphate 
Foam.  
 

SPECIAL INSTRUCTIONS: See CMC comments provided 
 

Please submit your response in electronic format.  
This will improve document availability to review staff. 
 
We have completed the review of your ANDA and have determined that we cannot approve this 
application in its present form.  We have described below our reasons for this action and, where possible, 
our recommendations to address these issues in the following attachments (1 page).   This facsimile is to 
be regarded as an official FDA communication and unless requested, a hard copy will not be mailed.  
 
The file on this application is now closed.  You are required to take an action described under 21 CFR 
314.120 which will either amend or withdraw the application.  Your amendment should respond to all of 
the deficiencies listed.  Facsimiles or partial replies will not be considered for review, nor will the review 
clock be reactivated until all deficiencies have been addressed.  The response to this facsimile will be 
considered to represent a MINOR AMENDMENT and will be reviewed according to current OGD 
policies and procedures.  The designation as a MINOR AMENDMENT should appear prominently in 
your cover letter. Upon OGD's acceptance for filing of your ANDA, it was determined that an adequate 
amount of information was submitted to allow for review of your Bioequivalence and Microbiology data.  
You will be notified in a separate communication of any further deficiencies identified during our review 
of your Bioequivalence and Microbiology data. If you have substantial disagreement with our reasons for 
not approving this application, you may request an opportunity for a hearing. 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address. 
 





3. All facilities referenced in your ANDA should be in compliance with cGMPs at the time of 
approval.   

 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Rashmikant M. Patel, Ph.D. 
Director 
Division of Chemistry I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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Clindamycin Phosphate Foam, 1% 
ANDA 90-785 

Minor Amendment – April 2, 2009 
Page 7 of 8 

 
B. In addition to responding to the deficiencies presented above, please note and 

acknowledge the following comments in you response: 

 1. Please provide all available drug product CRT stability data. 
Nine (9) months controlled room temperature stability data, accrued to date, for 
Clindamycin Phosphate Foam, 1%, packaged into 100g, aluminum cans (Attachment 
3.2.P.8.3-2) and 50g aluminum cans (Attachment 3.2.P.8.3-13), results of six (6) 
months and nine (9) months are added to Module 3 section 3.2.P.8.3, stability data.  
The controlled room temperature evaluation is ongoing.  As more controlled room 
temperature becomes available, this additional data will be submitted to the Agency. 
 

 2. The bioequivalence and labeling information you have provided is pending review.  
After the review is completed, any deficiencies found will be communicated to you 
separately. 
Cobrek Pharmaceuticals Inc. acknowledges that the bioequivalence and labeling of 
our application is pending review and that the deficiencies, if any, will be 
communicated to us separately. 

 

 3. All facilities referenced in your ANDA should be in compliance with CGMP at the 
time of approval. 
Cobrek Pharmaceuticals Inc. acknowledges that all facilities referenced in ANDA 
#90-785 relative to the manufacturing and testing of Clindamycin Phosphate Foam, 
1%, must be in compliance with cGMP at the time of approval. 

 
Cobrek Pharmaceuticals Inc. is filing an Archival Form FDA 2626 (Blue Folder) that includes 
one (1) CD-ROM, which contains all the information required in the Minor Amendment.  The 
CD-ROM is approximately 11 MB and has been checked for viruses using Symantex AntiVirus 
Corporate Edition 10.0.0.359.  Also included in the Blue Folder are the original signed Form 
FDA 356h and Field Copy Certifications.  Copies of these documents are also included in the 
CD-ROM in PDF format.  
 
Cobrek Pharmaceuticals Inc. also certifies that a letter has been sent to Peter Rickman, Director, 
Division of Labeling and Program Support, OGD, CDER, FDA, informing that an electronic 
Minor Amendment for ANDA 090-785 Clindamycin Phosphate Foam, 1% has been submitted to 
the FDA's Office of Generic Drug (OGD), CDER, and that this Minor Amendment can be 
accessed from the FDA's headquarters main server.  
 







 REVIEW OF PROFESSIONAL LABELING  
 DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
 
_____________________________________________________________________________________ 
_____________________________________________________________________________________ 
 
ANDA Number: 90-785     
 
Date of Submission: August 26, 2008 
 
Applicant's Name:  Clindamycin Phosphate Foam 1% 
 
Established Name:   Cobrek Pharmaceuticals, Inc.  
 
Proprietary Name: None  
_____________________________________________________________________________________ 
_____________________________________________________________________________________ 
 
LABELING DEFICIENCIES: 
 

1. CONTAINER: (50 gram and 100 gram can) 
a. Please revise “Dosage…” to “Usual Dosage…” 
b. Add the statement “This package is not child resistant.” 
c. Please enhance the prominence of the net quantity statement 

 
2. CONTAINER CARTON: (50 gram and 100 gram can) 

See container comments 1.a. and 1.b. 
 

3. PROFESSIONAL INSERT: 
In the DOSAGE AND ADMINISTRATION section – To Use Clindamycin Phosphate 
Foam, 1%, Number 2:  The instructions direct the patient to “Align the black mark with the 
nozzle of the actuator.”  Please confirm whether your container includes a black mark 
and whether that mark can be aligned properly with the actuator. 

 
Revise your labeling, as instructed above, and submit final printed labeling electronically. In 
addition, please review the guidance for industry titled “Providing Regulatory Submissions in 
Electronic Format-Content of Labeling”. Please provide the labeling in the Structured Product 
Labeling (SPL) format. 
  
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes 
for the reference listed drug. In order to keep ANDA labeling current, we suggest that you 
subscribe to the daily or weekly updates of new documents posted on the CDER web site at the 
following address - 
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
 



To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), 
please provide a side-by-side comparison of your proposed labeling with your last submission 
with all differences annotated and explained. 
 
 
 
 
       {See appended electronic signature page} 

___________________________ 
 

Wm. Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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2. CONTAINER CARTON (50 g and 100 g can) 
 

Comment: See container comments 1.a. and 1.b. 
 

Response: Comments 1.a and 1.b. have been revised to meet FDA requests. 
 

3.   PROFESSIONAL INSERT 
 

Comment: In the DOSAGE AND ADMINISTRATION section – To use 
Clindamycin Phosphate Foam, 1%, Number 2:  The instructions direct 
the patient to “Align the black mark with the nozzle of the actuator.” 
Please confirm whether your container includes a black mark and 
whether that mark can be aligned properly with the actuator. 

 
Response: Our container will not include a black mark; hence we have deleted the 

sentence in the DOSAGE AND ADMINISTRATION section – To use 
Clindamycin Phosphate Foam, 1%, Number 2, which refers to it. 

 
 
In accordance with FDA request and in order to facilitate the review of the submission,  
Section 11422-annotated final-printed-labeling-text includes a side-by-side comparison of 
the final printed labeling (FPL) with the draft labeling submitted August 26, 2008, with all 
differences annotated and explained. The side-by-side comparison is provided as follows: 

• Container labels Tables 1.14.2.2-1, 1.14.2.2-2  

• Outer folding carton labels Tables 1.14.2.2-3, 1.14.2.2-4 

• Package insert labeling test Table 1.14.2.2-5 
 
The reference listed drug, Evoclin (clindamycin phosphate) Foam, 1% labeling in  
Structured Product Labeling (SPL) format has been posted on the NLM DailyMed website, 
therefore, our final printed package insert is provided in Structured Product Labeling, along 
with PDF and MS Word format to assist in the Agency’s review. The electronic container 
labels and carton are provided in PDF format only. 
 
Cobrek Pharmaceuticals, Inc. (a subsidiary of Pentech Pharmaceuticals, Inc.) is filing an 
Archival Form FDA 2626 (Blue Folder) that includes one (1) CD-ROM, which contains all 
the information required in the "Labeling Amendment".  The CD-ROM is approximately 3 
MB and has been checked for viruses using Symantex AntiVirus Corporate Edition 
10.0.0.359.  Also included in the Blue Folder is the original signed Form FDA 356h.  A copy 
of this document is also included in the CD-ROM in PDF format.  
 
Cobrek Pharmaceuticals, Inc. (a subsidiary of Pentech Pharmaceuticals, Inc.)will submit any 
necessary revisions to match the RLD labeling for FDA review according to the appropriate 
filing mechanism.   
 







 1

BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
ANDA: 90-785  APPLICANT: Cobrek Pharmaceuticals, Inc.  
 
DRUG PRODUCT: Clindamycin Phosphate Foam, 1% 
 
The Division of Bioequivalence has completed its review and has no further comments at this 
time. 
 
Please note that the bioequivalence comments provided in this communication are preliminary.  
These comments are subject to revision after review of the entire application, upon consideration 
of the chemistry, manufacturing and controls, microbiology, labeling, or other scientific or 
regulatory issues.  Please be advised that these reviews may result in the need for additional 
bioequivalence information and/or studies, or may result in a conclusion that the proposed 
formulation is not approvable. 
   

 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Barbara M. Davit, Ph.D., J.D. 
Acting Director, Division of Bioequivalence II 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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 OGD APPROVAL ROUTING SUMMARY 
 
ANDA # 90-785 ApplicantCobrek Pharmaceuticals, Inc. 
Drug Clindamycin Phosphate Foam    Strength(s)1% 
 
APPROVAL    TENTATIVE APPROVAL    SUPPLEMENTAL APPROVAL (NEW STRENGTH)    OTHER  
 
REVIEWER:       DRAFT Package  FINAL Package 
 
1.   Martin Shimer        
     Chief, Reg. Support Branch   

Contains GDEA certification:   Yes    No  Determ. of Involvement? Yes   No  
(required if sub after 6/1/92)      Pediatric Exclusivity System 
       RLD =Evoclin NDA# 50-801 
Patent/Exclusivity Certification: Yes    No        Date Checked N/A 
If Para. IV Certification- did applicant        Nothing Submitted         
Notify patent holder/NDA holder Yes    No   Written request issued    
Was applicant sued w/in 45 days:Yes    No   Study Submitted     
Has case been settled:          Yes    No  Date settled:      
Is applicant eligible for 180 day         
Generic Drugs Exclusivity for each strength:  Yes    No  
Date of latest Labeling Review/Approval Summary       
Any filing status changes requiring addition Labeling Review  Yes    No        
Type of Letter:Full Approval.  
Comments: ANDA submitted on 8/29/2008, BOS=Evoclin NDA 50-801, 125(d)(2) FDAMA 

exemption submitted in lieu of certification.  ANDA ack for filing on 8/29/2008(LO dated 
11/12/2008).  On 1/29/2009 the sponsor submitted PIV certifications to both the '237 and 
'747 patents.  On 2/10/2009 the sponsor submitted a FedEx RR from Connetics Corp in Palo 
Alto CA signed and dated 1/29/2009, FedEx RR from Stiefel in Coral Gables FL signed and 
dated 1/29/2009, FedEx RR from Nath and Assoc in Alexandria VA signed and dated 1/29/2009, 
FedEx RR from Stiefel Research in Rowville Victoria AU signed and dated 2/2/2009.   

Firm provided PIV certs to patents that were listed after the ANDA was submitted.  
Under post-MMA statute, there can be no opportunity for a 30 month stay if the ANDA 
sponsor is sued within 45 days.  As the applicant submitted their PIV certifications in an 
amendment and provided notice prior to 2/5/2009 they are considered a first-filer under 
the QI act(passed October of 2008).   

This ANDA is eligible for Full Approval with an award of 180 day exclusivity.     
 
 
2.  Project Manager, Nitin Patel Team 3    
 Review Support Branch         
   

Original Rec′d date8/26/2008 EER Status   Pending   Acceptable  OAI  
Date Acceptable for Filing8/29/2009 Date of EER Status 3/17/10 
Patent Certification (type)old antibiotic Date of Office Bio Review 8/28/2009 
Date Patent/Exclus.expiresN/A Date of Labeling Approv. Sum 9/24/2009 
Citizens' Petition/Legal Case Yes  No  
(If YES, attach email from PM to CP coord) 

Labeling Acceptable Email Rec'd Yes  No  
Labeling Acceptable Email filed Yes  No  

First Generic                 Yes  No  Date of Sterility Assur. App. N/A 
Priority Approval   Yes  No  
(If yes, prepare Draft Press Release, Email 
it to Cecelia Parise) 

Methods Val. Samples Pending  Yes  No   
MV Commitment Rcd. from Firm  Yes  No  

Acceptable Bio reviews tabbed Yes  No  Modified-release dosage form: Yes   No  
Bio Review Filed Electronically:Yes  No  Interim Dissol. Specs in AP Ltr:  Yes  
Suitability Petition/Pediatric Waiver Yes   
Pediatric Waiver Request Accepted Rejected Pending  
Previously reviewed and tentatively approved            Date       
Previously reviewed and CGMP def. /NA Minor issued        Date        

    Comments:EES pending for Perrigo Israel DP manufacturing site. OC email of 10/6/2009 
informs that no dates have been set for the inspection of this facility. See email below 
for CP status: 
______________________________________________  
From:  Parise, Cecelia M   
Sent: Monday, October 19, 2009 11:10 AM 
To: Patel, Nitin K. (CDER/OGD) 
Subject: RE: ANDA 90-785; Clindamycin Topical Aerosol Foam 
 
If the RLD is Evoclin the petition response has already been answered 
 

Date21 Oct 2009   Date 3/31/10 
InitialsMHS Initials rlw 

Date10/13/2009   Date3/31/10 
InitialsNP InitialsTTforNP 



Cec 
      
 
 
3. Labeling Endorsement  
 Reviewer:           Labeling Team Leader: 
 
  

 Comments: 
 
 _________________________________________________  
From:  Golson, Lillie D   
Sent: Wednesday, March 31, 2010 11:17 AM 
To: Tran, Trang; Golson, Lillie D 
Subject: FW: Request for labeling endorsement for ANDA-090785 Product Name:  
CLINDAMYCIN PHOSPHATE Dosage Form:  EMULSION, AEROSOL FOAM Applicant:  COBREK 
PHARMACEUTICALS INC  
 
 
Hi Trang, 
 
Please endorse the AP routing form on behalf of Kendra and me. 
 
Thanks 
 
Lillie 
 
_From:  Stewart, Kendra   
Sent: Tuesday, March 23, 2010 2:38 PM 
To: Tran, Trang; Golson, Lillie D 
Subject: RE: Request for labeling endorsement for ANDA-090785 Product Name:  
CLINDAMYCIN PHOSPHATE Dosage Form:  EMULSION, AEROSOL FOAM Applicant:  COBREK 
PHARMACEUTICALS INC  
 
No problem. 
 
Lillie, 
 
I checked Drugs@FDA,Medwatch, OB and USP 
The labeling AP summary signed by Lillie Golson on 9/24/09 remains acceptable.  
 
Kendra Stewart 
Kendra S. Stewart, R.Ph., Pharm.D.  
Food and Drug Administration  
Center for Drug Evaluation and Research 
Labeling Reviewer 
__________________________________________  
From:  Golson, Lillie D   
Sent: Monday, October 19, 2009 5:00 PM 
To: Patel, Nitin K. (CDER/OGD); Golson, Lillie D 
Subject: FW: Request for labeling endorsement; ANDA 90-785; Clindamycin Phosphate Foam, 
1%; Cobrek Pharmaceuticals 
 
 
Hi Nitin, 
 
Please endorse on behalf of Kendra and me. 
 
Thanks 
______________________________________________  
 
 
4. David Read (PP IVs Only) Pre-MMA  Language included    Date 23Oct09 
 OGD Regulatory Counsel,   Post-MMA Language Included    InitialsDTR 

Comments:Changes to AP ltr saved to V drive. 
 
 
5. Div. Dir./Deputy Dir.               
    Chemistry Div. I  

Date10/19/2009; 3/23/10   Date10/19/2009; 3/31/10 
Name/InitialsKS Name/InitialsLG 

Date10/23/09  
InitialsPS 



      
Comments:CMC OK ees pending.  Note:  EES is acceptable 3/17/10/RLWest/3/31/10. 

 
 
 
6.  Frank Holcombe  First Generics Only    Date3/23/10 
    Assoc. Dir. For Chemistry       InitialsRMP   
 Comments: (First generic drug review) 
 EES pending.Otherwise,the FGAA is satisfactory. 
 
      Note:  EES is acceptable 3/17/10/RLWest/3/31/10. 
 
        
7.   Vacant          Date      
 Deputy Dir., DLPS         Initials      
 RLD = Evoclin Topical Aerosol  1% 
            Stiefel Laboratories, Inc.  NDA 50-801 
 
 
8.   Peter Rickman         Date 3/31/10 
     Director, DLPS         Initials rlw/for 

Para.IV Patent Cert: Yes   No ;Pending Legal Action: Yes  No ; Petition: Yes  No  
     Comments:Bioequivalence waiver granted under 21 CFR 320.22(b)(3).  Drug product 

formulation is "Q&Q" to that of the RLD.  In addition, container closure system 
and propellant were assessed and found acceptable.  Office-level bio endorsed 
8/27/09, 8/28/09. 
 
Final-printed labeling (FPL) found acceptable for approval 9/24/09; as endorsed 
10/19/09. 
 
CMC found acceptable for approval (Chemistry Review #2). 
 
 
 

 
OR 
 
 
8. Robert L. West         Date  3/31/10 
      Deputy Director, OGD        Initials RLWest 
      Para.IV Patent Cert: Yes  No ; Pending Legal Action: Yes  No ; Petition: Yes  No  
      Press Release Acceptable  
 Comments: Acceptable EES dated 3/17/10 (Verified 3/31/10).  No "OAI" Alerts noted. 
 
      Refer to the discussion provided above by M.Shimer as to why the '237 and '747  
      listed patents do not block approval of this ANDA.  There are no additional patents 
      or exclusivity listed in the current "Orange Book" for this drug product. 
 
      This ANDA is recommended for approval. 
 
 
 
9.   Gary Buehler         Date  3/31/10 

Director, OGD         Initials rlw/for 
Comments:      
First Generic Approval       PD or Clinical for BE      Special Scientific or Reg.Issue  

 Press Release Acceptable  
 
10. Project Manager, Nitin Patel Team  3    Date3/31/10 

 
Review Support Branch        Initials       
     Date PETS checked for first generic drug (just prior to notification to firm)  
 
Applicant notification: 
3/31/10Date notified of approval by phone  
3/31/10Date approval letter faxed 
 
FDA Notification: 
3/31/10Date e-mail message sent to "CDER-OGDAPPROVALS″ distribution list. 



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
ANDA-90785 ORIG-1 COBREK

PHARMACEUTICA
LS INC

CLINDAMYCIN PHOSPHATE
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