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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:   March 16, 2022 
From:   Hamid Shafiei, Ph.D.  
  Application Technical Lead, Branch IV 

Division of New Drug Products 2 
Office of New Drug Products 

 
 

To:  To Executive Summary, IQA for Assessment # 1 of NDA 213478 
 

 
Subject: Amendment #2: Final Recommendation of Approval 
 
In the original IQA review #1 dated June 24, 2020, and the amendment # 1 to IQA dated 
June 23, 2021, satisfactory resolutions of remaining deficiencies listed below were 
required before this application can be recommended for approval from the OPQ 
perspective. 
 

 Facilities had not been cleared because of pending required preapproval 
inspections of TOYO Pharmaceutical Co., LTD. manufacturing facility, FEI 
3016419927 which had been deferred due to the travel restrictions caused by the 
COVID-19 pandemic.   

 The CMC issues on labels/labeling had not been satisfactorily resolved 
 
The Office of Pharmaceutical Quality Assessment (OPMA) has completed the 
assessment of the drug product manufacturing facility, TOYO Pharmaceutical Co., using 
the 704(a)(4) process in lieu of the ability to perform preapproval inspection (see 
Appendix 1) 
 
The CMC labels/labeling issues have been satisfactorily resolved (see Appendix 2) 
 
Therefore, from the OPQ perspective this application is now recommended for approval.  
 
 
Application Technical Lead: 
Hamid Shafiei, Ph.D. 
Branch IV/DNDP 2/ONDP/OPQ 
 
  

Reference ID: 4954228
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3.0 CARTON AND CONTAINER LABELS 

The following deficiencies identified in the Labeling Assessment 01 were not conveyed to the 

applicant in the last review cycle, but were conveyed to the applicant on 2/26/2021, together with 

the comments from DMEPA.  

1. Please address the following issues for both container and carton labels: 

a.  

Relocate the strength “0.2%” to immediately after the established name “sirolimus 

topical gel”. 

b. The established names of inactive ingredients should be used. Revise the statement 

from  

 

 to “Each gram contains: 2 mg of sirolimus solubilized in a gel 

consisting of alcohol %, Carbomer 940, purified water, and trolamine (to adjust 

pH)”. 

c. Revise the storage statement from at 2 - 8℃ (36 - 46℉)” to  

 at 2° to 8℃ (36° to 46℉)”. 

3.1 CONTAINER LABEL 

Two container labels were provided in eCTD-0033 with identical information except for 

alcohol content, one label with “alcohol %” and the other label with “alcohol 51%”. The 

applicant stated

(b) (4)

(b) (4)

(b) 
(4)

(b) (4)

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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10. Use the established names of inactive ingredients. Add the amount of alcohol, 

i.e., 51%, in terms of percent volume of absolute alcohol at 60 °F (15.56 °C). 

Recommend listing inactive ingredients in alphabetical order.  

11. Add a brief description for the drug substance characteristics and revise the 

molecular weight, i.e., 914.19 instead of 914.17, and chemical name of 

sirolimus. 

Section 16: How Supplied/Storage and Handling 

12. Revise established name to “(sirolimus topical gel)”. 

13. Add a description of the identifying characteristics of the gel and packaging 

information, i.e., “a colorless and transparent gel supplied in aluminum tubes in 

10 g”. 

14. Include strength in metric system, i.e., Each gram contains 2 mg of sirolimus. 

15. Revised storage temperature from “2 - 8℃ (36 - 46℉)” to “2° to 8℃ (36° to 

46℉)”. Add “Protect from light”. 

16. Delete  

Section 17: Patient Counseling Information 

17. Add at the end of Section 17. 

Primary Labeling Assessor Name and Date: 

Jane Chang, Ph.D. 

Master Chemistry reviewer 

DNDP II/ONDP 

05/25/2021 

Secondary Assessor Name and Date (and Secondary Summary, as needed): 

Wendy Wilson, Ph.D. 

Division Director  

OPQ/ONDP/DNDP II  

05/25/2021 

(b) (4)

(b) (4)
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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: February 9, 2022 

 

TO: Addendum of Assessment #2 of NDA 213478 Quality Assessment - 

Labeling 

 

FROM: Jane Chang, Ph.D. 

Master Chemistry Reviewer, OPQ/ONDP/DNDP II 

 

THROUGH Wendy Wilson, Ph.D. 

 Division Director, OPQ/ONDP/DNDP II 

  

SUBJECT: Final Recommendation on Labeling/Labels  

 

SUMMARY 

 

The previous Quality Assessment – Labeling, Assessment Cycle #2 dated 25-May-2021, made a 

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

N213478 Labeling R02, Section 4.0). These labeling issues have been satisfactorily resolved 

based on the revisions made in eCTD-0040.  

RECOMMENDATION:  

This application is now recommended for Approval from the CMC labeling/label perspective. 
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Assessment Notes 

 

Assessor Comment: Labeling deficiencies from Quality Assessment were identified in 

Assessment Cycle #2 dated 25-May-2021 (see N213478 Labeling R02, Section 4.0). 

Subsequently, labeling amendments were submitted.  These amendments, as listed below, are the 

subject of this addendum. In eCTD-0038 and eCTD-0039, issues on the product title and/or 

Initial U.S. Approval were identified. In eCTD-0040, these issues have been addressed. 

 

List Submissions being reviewed: 

Document Reviewed (eCTD #) Date Received Information 

eCTD-0038 (SDN-38) 07/02/2021 PI and PPI 

eCTD-0039 (SDN-39) 07/27/2021 PI and PPI 

eCTD-0040 (SDN-40) 08/09/2021 PI and PPI 

eCTD-0041 (SDN-41) 09/01/2021 Container and carton labels 

 

1.0 PRESCRIBING INFORMATION 

The information provided in eCTD-0040 dated 08/09/2021 is summarized below. 

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION 

 

(b) (4)
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3.0  CARTON AND CONTAINER LABELS 

Carton and container labels were provided in eCTD-0041 (SDN-41). The information is identical 

to that in eCTD-0035, which has been evaluated in N213478 Labeling R02, Section 4.0 and 

concluded to be adequate. 

(b) (4)
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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:   June 23, 2021 
From:   Hamid Shafiei, Ph.D.  
  Application Technical Lead, Branch IV 

Division of New Drug Products 2 
Office of New Drug Products 

 
 

To:  To Executive Summary, IQA for Assessment # 1 of NDA 213478  
 

 
Subject: ONDP Recommendation 
 
In the integrated quality assessment (IQA) dated July 24, 2020, this NDA was not 
recommended for approval in the form it was presented due to the following unresolved 
issues:  
  

 Insufficient  information to assess the adequacy of manufacturing process 
 

 Facilities had not been cleared because of pending required 
preapproval inspections of TOYO Pharmaceutical Co., LTD. 
manufacturing facility, FEI 3016419927 which had been deferred due to 
the travel restrictions caused by the COVID-19 pandemic.   

 The CMC issues on labels/labeling had not been satisfactorily resolved. 
 
The applicant resubmitted this application on December 23, 2020 that included additional 
manufacturing process information. The additional manufacturing information provided 
in the resubmission has been reviewed by the OPMA Reviewer, Dr. Khalid Khan. Dr. 
Khan has found the manufacturing process described in the resubmission adequate to 
support the approval of this application from the manufacturing process perspective (see 
Attachment 1). However, labels/labeling issues have not yet been satisfactorily resolved 
and the inspection of the drug product manufacturing site, TOYO Pharmaceutical Co., 
LTD. manufacturing facility, FEI 3016419927 has been deferred until the travel 
restrictions are lifted. 
 
Therefore, from the OPQ perspective, this NDA is not recommended for approval in its 
present form per 21 CFR 314.125(b)(6),(13). 
 
Application Technical Lead: 
Hamid Shafiei, Ph.D. 
Branch IV/DNDP 2/ONDP/OPQ 

Reference ID: 4816088
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3.0 CARTON AND CONTAINER LABELS 

The following deficiencies identified in the Labeling Assessment 01 were not conveyed to the 

applicant in the last review cycle, but were conveyed to the applicant on 2/26/2021, together with 

the comments from DMEPA.  

1. Please address the following issues for both container and carton labels: 

a.  

Relocate the strength “0.2%” to immediately after the established name “sirolimus 

topical gel”. 

b. The established names of inactive ingredients should be used. Revise the statement 

from  

 

 to “Each gram contains: 2 mg of sirolimus solubilized in a gel 

consisting of alcohol %, Carbomer 940, purified water, and trolamine (to adjust 

pH)”. 

c. Revise the storage statement from at 2 - 8℃ (36 - 46℉)” to  

 at 2° to 8℃ (36° to 46℉)”. 

3.1 CONTAINER LABEL 

Two container labels were provided in eCTD-0033 with identical information except for 

alcohol content, one label with “alcohol %” and the other label with “alcohol 51%”. The 

applicant stated

(b) (4)

(b) (4)

(b) 
(4)

(b) (4)

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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10. Use the established names of inactive ingredients. Add the amount of alcohol, 

i.e., 51%, in terms of percent volume of absolute alcohol at 60 °F (15.56 °C). 

Recommend listing inactive ingredients in alphabetical order.  

11. Add a brief description for the drug substance characteristics and revise the 

molecular weight, i.e., 914.19 instead of 914.17, and chemical name of 

sirolimus. 

Section 16: How Supplied/Storage and Handling 

12. Revise established name to “(sirolimus topical gel)”. 

13. Add a description of the identifying characteristics of the gel and packaging 

information, i.e., “a colorless and transparent gel supplied in aluminum tubes in 

10 g”. 

14. Include strength in metric system, i.e., Each gram contains 2 mg of sirolimus. 

15. Revised storage temperature from “2 - 8℃ (36 - 46℉)” to “2° to 8℃ (36° to 

46℉)”. Add “Protect from light”. 

16. Delete  

Section 17: Patient Counseling Information 

17. Add at the end of Section 17. 

Primary Labeling Assessor Name and Date: 

Jane Chang, Ph.D. 

Master Chemistry reviewer 

DNDP II/ONDP 

05/25/2021 

Secondary Assessor Name and Date (and Secondary Summary, as needed): 

Wendy Wilson, Ph.D. 

Division Director  

OPQ/ONDP/DNDP II  

05/25/2021 

(b) (4)

(b) (4)
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CHAPTER IV: LABELING 
IQA NDA Assessment Guide Reference 

 
List Submissions being reviewed: 

Document Reviewed (eCTD #) Date Received 

eCTD-0001 (SDN-1) 02/18/2020 

eCTD-0011 (SDN-11) 05/11/2020 

 

1.0 PRESCRIBING INFORMATION 

The information in eCTD-0011 is provided below. 

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION 

     
 

(b) (4)















NDA # 213478 Labeling Assessment Cycle 01 

 
OPQ-XOPQ-TEM-0001v06           Page 10 Effective Date: February 1, 2019 

 

3.0 CARTON AND CONTAINER LABELS 

The information in eCTD-0001 is provided below. 

3.1 CONTAINER LABEL 

(b) (4)

(b) (4)
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8. Use the established names of inactive ingredients. Add the amount of alcohol in 

terms of percent volume of absolute alcohol at 60 °F (15.56 °C). Recommend 

listing inactive ingredients in alphabetical order.  

9. Add a brief description for the drug substance characteristics and revise the 

molecular weight, i.e., 914.19 instead of 914.17, and chemical name of 

sirolimus. 

Section 16: How Supplied/Storage and Handling 

10. Revise established name to “(sirolimus) topical gel”. 

11. Add a description of the identifying characteristics of the gel and packaging 

information, i.e., “a colorless and transparent gel supplied in aluminum tubes in 

10 g”. 

12. Include strength in metric system, i.e., Each gram contains 2 mg of sirolimus. 

13. Revised storage temperature from “2 - 8℃ (36 - 46℉)” to “2° to 8℃ (36° to 

46℉)”. Add “Protect from light”. 

14. Delete

Section 17: Patient Counseling Information 

15. Add at the end of Section 17. 

B. Regarding the Container/Carton Labels 

16. Please address the following issues for both container and carton labels: 

a.  

 Relocate the strength “0.2%” to immediately after the established 

name “sirolimus topical gel”. 

b. The established names of inactive ingredients should be used. Revise the 

statement from

 to “Each gram contains: 2 mg of sirolimus 

solubilized in a gel consisting of alcohol %, Carbomer 940, purified 

water, and trolamine (to adjust pH)”. 

c. Revise the storage statement from “  at 2 - 8℃ (36 - 46℉)” 

to “  at 2° to 8℃ (36° to 46℉)”. 

d. Revise the statement from

 to  See Prescribing Information”. 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)

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

(b) (4)
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OVERALL ASSESSMENT: 

Issues on the established name and its location, strength, lack of product description, and 

inactive ingredients are identified. 

Recommendation: 

From the ONDP perspective, this application is not ready for approval in its present form per 

21 CFR 314.125(b)(6) until the deficiencies delineated above are satisfactorily resolved. 

 

Primary Labeling Assessor Name and Date: 

Jane Chang, Ph.D. 

Senior reviewer 

DNDP II/ONDP 

06/03/2020 

Secondary Assessor Name and Date (and Secondary Summary, as needed): 

I agree with Dr. Chang’s assessment on the labeling and labels, and therefore, I concur with her 

recommendation that this application is not deemed ready for approval in its present form from 

the CMC labeling/label perspective until the issues delineated in the List of Deficiencies are 

satisfactorily resolved. 

 

Moo-Jhong Rhee, Ph.D. 

Chief, Branch 4 

DNDP II/ONDP 

06/03/2020 
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CHAPTER IV: LABELING 
IQA NDA Assessment Guide Reference 

 
List Submissions being reviewed: 

Document Reviewed (eCTD #) Date Received 

eCTD-0001 (SDN-1) 02/18/2020 

eCTD-0011 (SDN-11) 05/11/2020 

 

1.0 PRESCRIBING INFORMATION 

The information in eCTD-0011 is provided below. 

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION 

     
 

(b) (4)
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3.0 CARTON AND CONTAINER LABELS 

The information in eCTD-0001 is provided below. 

3.1 CONTAINER LABEL 

(b) (4)

(b) (4)
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8. Use the established names of inactive ingredients. Add the amount of alcohol in 

terms of percent volume of absolute alcohol at 60 °F (15.56 °C). Recommend 

listing inactive ingredients in alphabetical order.  

9. Add a brief description for the drug substance characteristics and revise the 

molecular weight, i.e., 914.19 instead of 914.17, and chemical name of 

sirolimus. 

Section 16: How Supplied/Storage and Handling 

10. Revise established name to “(sirolimus) topical gel”. 

11. Add a description of the identifying characteristics of the gel and packaging 

information, i.e., “a colorless and transparent gel supplied in aluminum tubes in 

10 g”. 

12. Include strength in metric system, i.e., Each gram contains 2 mg of sirolimus. 

13. Revised storage temperature from “2 - 8℃ (36 - 46℉)” to “2° to 8℃ (36° to 

46℉)”. Add “Protect from light”. 

14. Delete

Section 17: Patient Counseling Information 

15. Add at the end of Section 17. 

B. Regarding the Container/Carton Labels 

16. Please address the following issues for both container and carton labels: 

a.  

 Relocate the strength “0.2%” to immediately after the established 

name “sirolimus topical gel”. 

b. The established names of inactive ingredients should be used. Revise the 

statement from

 to “Each gram contains: 2 mg of sirolimus 

solubilized in a gel consisting of alcohol %, Carbomer 940, purified 

water, and trolamine (to adjust pH)”. 

c. Revise the storage statement from “  at 2 - 8℃ (36 - 46℉)” 

to “  at 2° to 8℃ (36° to 46℉)”. 

d. Revise the statement from

 to  See Prescribing Information”. 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)

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

(b) (4)
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OVERALL ASSESSMENT: 

Issues on the established name and its location, strength, lack of product description, and 

inactive ingredients are identified. 

Recommendation: 

From the ONDP perspective, this application is not ready for approval in its present form per 

21 CFR 314.125(b)(6) until the deficiencies delineated above are satisfactorily resolved. 

 

Primary Labeling Assessor Name and Date: 

Jane Chang, Ph.D. 

Senior reviewer 

DNDP II/ONDP 

06/03/2020 

Secondary Assessor Name and Date (and Secondary Summary, as needed): 

I agree with Dr. Chang’s assessment on the labeling and labels, and therefore, I concur with her 

recommendation that this application is not deemed ready for approval in its present form from 

the CMC labeling/label perspective until the issues delineated in the List of Deficiencies are 

satisfactorily resolved. 

 

Moo-Jhong Rhee, Ph.D. 

Chief, Branch 4 

DNDP II/ONDP 

06/03/2020 
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