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RECOMMENDATION 


☒  Approval

☐  Approval with Post-Marketing Commitment 
☐  Complete Response 

NDA 212379 

Assessment # 1
	

Drug Product Name AMZEEQ (minocycline) 
Dosage Form Foam 
Strength 4% 
Route of Administration Topical 
Rx/OTC Dispensed Rx 
Applicant Foamix Pharmaceuticals Inc. 
US agent, if applicable N/A 

Submission(s) Assessed 
Document 
Date 

Discipline(s) Affected 

Original NDA Submission 12/20/2018 All 
User Fee Coversheet 01/07/2019 Administrative – All 
Labeling-Package Insert 

Draft 
02/01/2019 All 

Clinical Study Report 02/14/2019 Clinical 
BIMO information 02/15/2019 Clinical 
Response to Quality 
Information Request 

02/21/2019 ONDP – Drug Substance and Drug 
Product 

Clinical Study Report 03/04/2019 Clinical 
Clinical Study Report 03/13/2019 Clinical 
Clinical Study Report 03/22/2019 Clinical 
Response to Quality 
Information Request 

04/19/2019 ONDP – Drug Product 

Clinical Study Report 04/29/2019 Clinical 
Quality Information O5/06/2019 ONDP- Drug Substance 
Container and Carton 

Labels Physician Samples) 
05/09/2019 All 

Clinical Study Report 05/28/2019 Clinical 
Response to Quality 
Information Request 

06/03/2019 OPQ – ONDP and OPF 

Clinical Study Report 06/19/2019 Clinical 
Clinical Safety Update 06/20/2019 Clinical 
Patent Exclusivity 06/24/2019 Administrative - All 
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Clinical Study Report 
(Biometrics) 

08/07/2019 Clinical 

Response to Quality 
Information Request 

08/08/2019 OPQ – ONDP and OPF 

Response to Quality 
Information Request 

08/16/2019 OPQ – OPF 

General Correspondence 
(patent Information 
Verification) 

08/16/2019 Administrative - All 

Response to Quality 
Information Request 

08/19/2019 ONDP – Drug Product and 
Biopharmaceutics 

Patent Exclusivity 
Certification 

08/22/2019 Administrative - All 

Patent Exclusivity -  Patent 
Information 

08/26/2019 Administrative - All 

Response to Quality 
Information Request 

08/28/2019 OPQ – ONDP and OPF 

Response to Quality 
Information Request 

08/30/2019 ONDP – Drug Product 

PI Labeling and Container 
and Carton Labels 

09/18/2019 All 

PI Labeling and Container 
and Carton Labels 

09/23/2019 All 

QUALITY ASSESSMENT TEAM 

Discipline Primary Assessment Secondary Assessment 

Drug Substance Joseph Leginus, Ph.D. Donna Christner, Ph.D. 
Drug Product Hailin Wang, Ph.D. Mo-Jhong Rhee, Ph.D. 
Manufacturing Youmin Wang, Ph.D. Yubing Tang, Ph.D. 
Microbiology Julia Marre, Ph.D. Denise Miller, Ph.D. 

Biopharmaceutics Kalpana Paudel, Ph.D. Vidula Kolhatkar, Ph.D. 
Regulatory Business 
Process Manager 

Bamidele (Florence) Aisida, Pharm. D., BCPS 

Application Technical
Lead 

Hamid Shafiei, Ph.D. 

Laboratory (OTR) N/A N/A 
Environmental Hailin Wang, Ph.D. Moo-Jhong Rhee, Ph.D. 
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QUALITY ASSESSMENT DATA SHEET 

1. RELATED/SUPPORTING DOCUMENTS 

A. DMFs: 

DMF # Type Holder 
Item 

Referenced 
Status 

Date 
Assessment 
Completed 

Comments 

II Minocycline 
Hydrochloride 
- Micronized 

Adequate 02/07/2019 Joseph 
Leginus, 
Ph.D. 

II Minocycline 
Hydrochloride 
(dihydrate) -
Micronized 

Adequate 04/18/2019 Joseph 
Leginus, 
Ph.D. 

(b) (4) (b) (4)

B. OTHER DOCUMENTS: IND, RLD, RS, Approved NDA 

Document Application Number Description 

Commercial IND 122770 IND for the drug product, 
FMX-101 

NDA 50808 SOLODYN (minocycline 
hydrochloride) Extended 
Release Tablets used as 
LD for nonclinical 
toxicology 

2. CONSULTS
	

Discipline Status Recommendation Date Assessor 

Biostatistics N/A 
Pharmacology/Toxicology N/A 
CDRH-ODE N/A 
CDRH-OC N/A 
Clinical N/A 
Other N/A 
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MEMORANDUM	 DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 

DATE:	 September 26, 2019 

TO:	 Review #1 of NDA 212379 Quality Assessment - Labeling 

FROM:	 Hailin (Sheena) Wang, Ph.D. 

Chemist, ONDP/DNDP II/OPQ 

THROUGH	 Moo-Jhong Rhee, Ph.D. 

Chief, Branch V 

DNDP II/ONDP/OPQ 

SUBJECT:	 Final Recommendation on Labeling/Labels 

SUMMARY 

The previous Quality Labeling Review #1 dated 09/10/2019, made a recommendation of 

not ready for approval of this NDA because of labeling deficiencies (see N212379 IQA 

Labeling R1). These labeling issues have been satisfactorily resolved based on the 

revisions made in SD 31 and SD 32. 

RECOMMENDATION: 

This application is now recommended for Approval from the Quality labeling/label perspective.
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NDA 211939 Quality Assessment - Labeling Assessment Cycle #1 Addendum 

Assessment Notes 

FDA labeling request along with additional labeling comments (including those identified 

by OND-labeling and CMC) were communicated to the applicant on 09/10/2019 and 

09/19/2019. Subsequently, the following amendments were submitted and assessed. 

List Submissions being reviewed: 

Document Reviewed (eCTD #) Date Received 

eCTD-0031 (SD-31) 09/18/2019 

eCTD-0032 (SD-32) 09/23/2019 

Review of the applicant’s IR response is provided below: 

List of Deficiencies sent to the applicant on 09/10/2019: 

1.	 The established name in the proposed product title, “AMZEEQTM (minocycline 
(b) (4)
Foam”, is not acceptable. It should be revised to, 

“AMZEEQTM (minocycline) topical foam” 

2.	 The equivalency statement, “Each gram of AMZEEQ contains 40 mg of minocycline 
equivalent to 43 mg of minocycline hydrochloride” should be added in the “Dosage 

and Strength”, “Description” as well as How Supplied/Storage and Handling 

sections. 

Applicant response in SD 31 on 09/18/2019: 

Foamix has updated all documents with the requested change in the established name and 

added the equivalency statement to the sections in the PI as requested. 

Related information/revisions provided in SD 31 

HIGHLIGHTS OF PRESCRIBING INFORMATION 

AMZEEQTM (minocycline) topical foam 
(b) (4)

SECTION 3 (DOSAGE FORMS AND STRENGTHS) 

Topical foam, 4%
 
Each gram of AMZEEQ contains minocycline 40 mg of minocycline equivalent to 43 mg
 
of minocycline hydrochloride, and is supplied as a yellow suspension in a pressurized 

aluminum aerosol container (can).   

SECTION 11 (DESCRIPTION) 

Minocycline hydrochloride, a semi-synthetic derivative of tetracycline, is [4S­ 

(4α,4aα,5aα,12aα)]-4,7-Bis(dimethylamino)-1,4,4a,5,5a,6,11,12a-octahydro-3,10,12,12a­ 
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NDA 211939 Quality Assessment - Labeling Assessment Cycle #1 Addendum 

tetrahydroxy-1,11-dioxo-2-naphthacenecarboxamide mono hydrochloride. The structural 

formula is represented below: 

C23H27N3O7•HCl M. W. 493.94 

Each gram of AMZEEQ contains micronized minocycline 40 mg equivalent to 43 mg 

minocycline hydrochloride in a yellow suspension foam. 

In addition, the 4% AMZEEQ topical foam contains the following inactive ingredients: 

soybean oil, coconut oil, light mineral oil, cyclomethicone, cetostearyl alcohol, stearic 

acid, myristyl alcohol, hydrogenated castor oil, white wax (beeswax), stearyl alcohol, 

docosanol.  AMZEEQ topical foam is dispensed from an aluminum container (can) 

pressurized with propellant (butane + isobutane + propane). 

SECTION 16 (HOW SUPPLIED/STORAGE AND HANDLING) 

How Supplied 

AMZEEQTM (minocycline) topical foam, 4% is a yellow suspension supplied in a 

pressurized aluminum aerosol container (can). Each gram of AMZEEQ contains 40 mg 

of minocycline equivalent to 43 mg of minocycline hydrochloride, and is supplied as 

follows: 

NDC 72356-101-03 30 g Can 

Reviewer’s Assessment: Adequate 

The applicant has revised the established name to include only the minocycline base 

per IR request. This is in line with USP salt policy. 

As shown above, the equivalency statement (see yellow highlight) has been added to 

“Dosage and Strength”, “Description” as well as How Supplied/Storage and 

Handling sections. 

The applicant deleted the word “micronized” 

but kept it in Section 11 Description as recommended. Although there is no 

direct evidence to indicate micronized drug substance is required for product efficacy, 

“micronized” is a scientifically correct description of the drug substance 

characteristics. Laurie Buonaccorsi from OPDP confirmed that there are no concerns 

from a promotional perspective with using micronized as part of the description in 

(b) (4)

(b) (4)
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NDA 211939 Quality Assessment - Labeling Assessment Cycle #1 Addendum 

Section 11 if it is an accurate statement. This description appears in many other drug 

products, including recent approved examples: NDA 210308 and NDA 202236 (see 

excerpt below). 

NDA 210308:
 

NDA 202236:
 

List of Deficiencies sent to the applicant on 09/19/2019: 

A. Container and Carton Labels 

1. The drug name, “AMZEEQ (minocycline ) foam”, in the labels 
(b) (4)

should be revised to, 

“AMZEEQTM (minocycline) topical foam” 

2. The following equivalency statement in the carton label should be revised to: 

“Each gram of AMZEEQ contains 40 mg of minocycline equivalent to 43 mg of 

minocycline hydrochloride” 

Applicant response in SD 32 on 09/23/2019: 

Foamix has made the requested revisions to the 30 g Trade Carton (72356-101-03-Trade 

Carton); the 7 g Physician Sample Carton and Sample Tray (72356-101-90-Sample 

Carton; and 72356-101-90-Sample Tray). 

Related information/revisions provided in SD 31 and SD 32 
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CONTAINER LABEL
 
(b) (4)
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(b) (4)

Reviewer’s Assessment: Adequate 
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NDA 211939 Quality Assessment - Labeling Assessment Cycle #1 Addendum 

As shown above, the applicant has revised the established name on the container label 

and revised the equivalency statement on the AMZEEQ 30 g Trade and 7 g Physician 

Sample Cartons in accordance with the change in the PI. 
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QUALITY ASSESSMENT 

Primary Biopharmaceutics Reviewer Name and Date: Kalpana Paudel, Ph.D. 


Secondary Reviewer Name and Date (and Secondary Summary, as needed: 
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QUALITY ASSESSMENT 

Description of container closure system - The drug product suspension is packaged in 
individual alu num canisters with a valve/actuator assembly that is pressurized by the 
addition of a propellant. The FMX101 4% 30 g product (patient-use) is filled and 
crimped in a 35 x 88 mm alu.. 1num canister while the FMX101 4% 7 g product is filled 
and crimped in a 35 x 65 mm alu num canister. The canisters are supplied by 

(b) (4)

The table below describes all components in contact with the foam product from p. 4 of 
Section 3.2.P.2 Pharmaceutical Development, Att. 4: 

(b) (4)

Component [_ )faterial 

Reviewer's Assessment: Adequate 
The mposition of the drug product and the container closure system were adequately 
described. 

P .2 Pharmaceutical Development 

P .2.5 Microbiological Attributes 
(b) (4)

OPQ-XOP -TEM-0001v04 Page 4of13 Effective Date: 14 February 2017 
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	MEMORANDUM. DEPARTMENT OF HEALTH AND HUMAN SERVICES PUBLIC HEALTH SERVICE FOOD AND DRUG ADMINISTRATION CENTER FOR DRUG EVALUATION AND RESEARCH 
	DATE:. September 26, 2019 
	TO:. Review #1 of NDA 212379 Quality Assessment -Labeling 
	FROM:. Hailin (Sheena) Wang, Ph.D. Chemist, ONDP/DNDP II/OPQ 
	THROUGH. Moo-Jhong Rhee, Ph.D. Chief, Branch V DNDP II/ONDP/OPQ 
	SUBJECT:. Final Recommendation on Labeling/Labels 
	SUMMARY 
	The previous Quality Labeling Review #1 dated 09/10/2019, made a recommendation of not ready for approval of this NDA because of labeling deficiencies (see ). These labeling issues have been satisfactorily resolved based on the revisions made in SD 31 and SD 32. 
	N212379 IQA Labeling R1

	RECOMMENDATION: .This application is now recommended for Approval from the Quality labeling/label perspective.. 
	NDA 211939 Quality Assessment -Labeling Assessment Cycle #1 Addendum 
	Assessment Notes 
	FDA labeling request along with additional labeling comments (including those identified by OND-labeling and CMC) were communicated to the applicant on 09/10/2019 and 09/19/2019. Subsequently, the following amendments were submitted and assessed. 
	List Submissions being reviewed: 
	Document Reviewed (eCTD #) 
	Document Reviewed (eCTD #) 
	Document Reviewed (eCTD #) 
	Date Received 

	eCTD-0031 (SD-31) 
	eCTD-0031 (SD-31) 
	09/18/2019 

	eCTD-0032 (SD-32) 
	eCTD-0032 (SD-32) 
	09/23/2019 


	Review of the applicant’s IR response is provided below: 
	Review of the applicant’s IR response is provided below: 
	List of Deficiencies sent to the applicant on 09/10/2019: 
	1.. The established name in the proposed product title, “AMZEEQ(minocycline 
	TM 

	Figure
	Foam”, is not acceptable. It should be revised to, 
	“AMZEEQ(minocycline) topical foam” 
	TM 

	2.. The equivalency statement, “Each gram of AMZEEQ contains 40 mg of minocycline equivalent to 43 mg of minocycline hydrochloride” should be added in the “Dosage and Strength”, “Description” as well as How Supplied/Storage and Handling 
	sections. 
	Applicant response in SD 31 on 09/18/2019: 
	Foamix has updated all documents with the requested change in the established name and added the equivalency statement to the sections in the PI as requested. 
	Related information/revisions provided in SD 31 
	HIGHLIGHTS OF PRESCRIBING INFORMATION 
	AMZEEQ(minocycline) topical foam 
	TM 

	Figure
	SECTION 3 (DOSAGE FORMS AND STRENGTHS) 
	Topical foam, 4%. Each gram of AMZEEQ contains minocycline 40 mg of minocycline equivalent to 43 mg. 
	of minocycline hydrochloride, and is supplied as a yellow suspension in a pressurized 
	aluminum aerosol container (can).   
	SECTION 11 (DESCRIPTION) 
	Minocycline hydrochloride, a semi-synthetic derivative of tetracycline, is [4S­ (4α,4aα,5aα,12aα)]-4,7-Bis(dimethylamino)-1,4,4a,5,5a,6,11,12a-octahydro-3,10,12,12a­ 
	Page 2 of 7 
	Page 2 of 7 
	NDA 211939 Quality Assessment -Labeling Assessment Cycle #1 Addendum 

	tetrahydroxy-1,11-dioxo-2-naphthacenecarboxamide mono hydrochloride. The structural formula is represented below: 
	Figure
	C23H27N3O7•HCl M. W. 493.94 
	Each gram of AMZEEQ contains micronized minocycline 40 mg equivalent to 43 mg minocycline hydrochloride in a yellow suspension foam. 
	In addition, the 4% AMZEEQ topical foam contains the following inactive ingredients: soybean oil, coconut oil, light mineral oil, cyclomethicone, cetostearyl alcohol, stearic acid, myristyl alcohol, hydrogenated castor oil, white wax (beeswax), stearyl alcohol, docosanol.  AMZEEQ topical foam is dispensed from an aluminum container (can) pressurized with propellant (butane + isobutane + propane). 
	SECTION 16 (HOW SUPPLIED/STORAGE AND HANDLING) 
	How Supplied AMZEEQ(minocycline) topical foam, 4% is a yellow suspension supplied in a pressurized aluminum aerosol container (can). Each gram of AMZEEQ contains 40 mg of minocycline equivalent to 43 mg of minocycline hydrochloride, and is supplied as follows: 
	TM 

	NDC 72356-101-03 30 g Can 
	Reviewer’s Assessment: Adequate The applicant has revised the established name to include only the minocycline base per IR request. This is in line with USP salt policy. As shown above, the equivalency statement (see yellow highlight) has been added to “Dosage and Strength”, “Description” as well as How Supplied/Storage and Handling sections. The applicant deleted the word “micronized” but kept it in Section 11 Description as recommended. Although there is no direct evidence to indicate micronized drug subs
	Page 3 of 7 
	Page 3 of 7 
	NDA 211939 Quality Assessment -Labeling Assessment Cycle #1 Addendum 

	Section 11 if it is an accurate statement. This description appears in many other drug products, including recent approved examples: NDA 210308 and NDA 202236 (see excerpt below). 
	Figure
	NDA 210308:. 
	Figure
	NDA 202236:. 
	Figure
	List of Deficiencies sent to the applicant on 09/19/2019: 
	A. Container and Carton Labels 
	1. The drug name, “AMZEEQ (minocycline 
	) foam”, in the labels 

	should be revised to, 
	“AMZEEQ(minocycline) topical foam” 
	TM 

	2. The following equivalency statement in the carton label should be revised to: 
	“Each gram of AMZEEQ contains 40 mg of minocycline equivalent to 43 mg of minocycline hydrochloride” 
	Applicant response in SD 32 on 09/23/2019: 
	Foamix has made the requested revisions to the 30 g Trade Carton (72356-101-03-Trade Carton); the 7 g Physician Sample Carton and Sample Tray (72356-101-90-Sample Carton; and 72356-101-90-Sample Tray). 
	Related information/revisions provided in SD 31 and SD 32 
	Page 4 of 7 
	Page 4 of 7 
	NDA 211939 Quality Assessment -Labeling Assessment Cycle #1 Addendum 

	CONTAINER LABEL. 
	Figure
	Page 5 of 7. 
	NDA 211939 Quality Assessment -Labeling Assessment Cycle #1 Addendum 
	Figure
	Reviewer’s Assessment: Adequate 
	Figure
	Page 6 of 7. 
	NDA 211939 Quality Assessment -Labeling Assessment Cycle #1 Addendum 
	As shown above, the applicant has revised the established name on the container label and revised the equivalency statement on the AMZEEQ 30 g Trade and 7 g Physician Sample Cartons in accordance with the change in the PI. 
	Page 7 of 7. 
	Sheena Hailin. Digitally signed by Sheena Hailin Wang Date: 9/26/2019 03:46:50PM
	Wang 
	GUID: 5203a2110001f7235a14cac1b60d05c4 
	Figure
	Moo Jhong. Digitally signed by Moo Jhong Rhee Date: 9/26/2019 04:01:35PM
	Rhee 
	GUID: 502d0913000029f9798ca689a802fa55 
	Figure
	Reference ID: 4498474
	Reference ID: 4580141 
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	Figure
	Figure
	Figure
	QUALITY ASSESSMENT 
	Primary Biopharmaceutics Reviewer Name and Date: Kalpana Paudel, Ph.D. .Secondary Reviewer Name and Date (and Secondary Summary, as needed: .
	Reference ID: 4188414 
	023141 2  1426 24872 420123141216782.
	Figure
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	Figure
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	QUALITY ASSESSMENT 
	Description of container closure system -The drug product suspension is packaged in individual alu num canisters with a valve/actuator assembly that is pressurized by the addition ofa propellant. The FMX101 4% 30 g product (patient-use) is filled and crimped in a 35 x 88 mm alu.. 1num canister while the FMX101 4% 7 g product is filled and crimped in a 35 x 65 mm alu num canister. The canisters are supplied by 
	Figure
	The table below describes all components in contact with the foam product from p. 4 of Section 3.2.P.2 Pharmaceutical Development, Att. 4: 
	Component [_ )faterial Reviewer's Assessment: Adequate The mposition ofthe drug product and the container closure system were adequately described. 
	P .2 Pharmaceutical Development 
	P .2 Pharmaceutical Development 
	P .2 Pharmaceutical Development 

	P .2.5 Microbiological Attributes 
	P .2.5 Microbiological Attributes 
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