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MEMORANDUM  

 
 
 
Date:  June 25, 2021 
 
To: Alison Rodgers, PM, Division of Anti-Infectives (DAI) 
 
From:  Dorota Matecka, Application Technical Lead (ATL),  

Office of Pharmaceutical Quality (OPQ) 
 
Re:  NDA 214429 - Resubmission dated May 18, 2021 (SDN # 0035) 

 
Subject:  OPQ Assessment # 2   
 
The original NDA was submitted on March 12, 2021 by sanofi-aventis U.S. LLC (Sanofi) and 
was issued a Complete Response (CR) letter on November 12, 2020 due to the lack of the final 
labeling agreements. The ownership of the NDA has since changed to Drugs for Neglected 
Diseases initiative (DNDi).  
 
The overall Product Quality information was found acceptable in the previous review cycle 
(refer to the OPQ Integrated Quality Assessment # 1, dated August 12, 2020, in DARRTS). 
There have been no Product Quality changes or new information included in the current NDA 
resubmission. In the previous review cycle, the Applicant has agreed to develop via a Post 
Marketing Commitment (PMC) study, the  procedure to 
designate it as a first GMP step in the manufacturing process of the fexinidazole drug substance. 
The protocol for this study was submitted in the amendment dated February 1, 2021 (SDN # 
0032). This submission was evaluated in the current review cycle and found acceptable (refer to 
the Drug Substance Memorandum, attached below). The draft labeling provided in the NDA 
resubmission includes only minor revisions to the previously agreed version (refer to the 
Labeling Memorandum, attached below).  In addition, all manufacturing and testing facilities 
remain acceptable and the overall “Approve” recommendation was re-entered into Panorama by 
the Office of Pharmaceutical Manufacturing Assessment (OPMA) on June 22, 2021.  
 
Therefore, this NDA continues to be recommended for Approval by the OPQ team. The 
following PMC study and timelines should be included in the action letter for this NDA: 
 
Develop a procedure for the and establish it as a first 
GMP step in the manufacturing process for fexinidazole drug substance. 
 
Interim Report Submission: February 1, 2022 
Final Report Submission: August 1, 2022 
 
The above change in the manufacturing process of fexinidazole drug substance will be submitted 
as a prior-approval supplement to the NDA. 
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Memo 
 

From: George Lunn, Ph.D. 

 

To:  Dorota Matecka, Ph.D. 

 

Date:  June 21, 2021 

 

Subject: NDA 214429 Resubmission 

 

There are no CMC changes in the resubmission.  There do not appear to be any changes in 

Sections 3, 11, and 16 of the Prescribing Instructions.  The storage statement of 

 in 

the revised Prescribing Instructions. 

 

At the end of the Prescribing Instructions it now states: 

 

Manufactured for: 

Drugs for Neglected Diseases initiative 

15 Chemin Camille-Vidart 

1202 Geneva 

Switzerland 

 

Distributed by: 

sanofi-aventis U.S. LLC 

Bridgewater, NJ 08807 

A SANOFI COMPANY 

©2021 sanofi-aventis U.S. LLC 

 

Previously it stated “Distributed by: sanofi-aventis… “  with no mention of Drugs for Neglected 

Diseases. 

 

For the blister packs a similar change is made.  Additionally in the blister packs,  

  becomes “Store below 30°C (86°F)” and the name “Fexinidazole 

 becomes “Fexinidazole Tablets” and the banner stating  

is dropped. 

 

These changes are all acceptable from the CMC perspective. 
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Product Title in Highlights 

Proprietary name None Adequate 

Established name(s) Fexinidazole Should be 
fexinidazole tablets 

Route(s) of administration Oral Adequate 

Dosage Forms and Strengths Heading in Highlights 

Summary of the dosage 
form(s) and strength(s) 

in metric system. 

Tablets: 600 mg Adequate 

Assess if the tablet is 
scored. If product meets 
guidelines and criteria for a 
scored tablet, state 
“functionally scored” 

No score Adequate 

For injectable drug 
products for parental 
administration, use 
appropriate package type 
term (e.g., single-dose, 
multiple-dose, single-
patient-use). Other 
package terms include 
pharmacy bulk package 
and imaging bulk package. 

NA  

             

            

             

 

 

 

 

 

             

1.2  FULL PRESCRIBING INFORMATION 
1.2.1 Section 2 (DOSAGE AND ADMINISTRATION) 

Reference ID: 4655786
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1.2.3 Section 11 (DESCRIPTION) 

Reference ID: 4655786

APPEARS THIS WAY ON ORIGINAL
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3.1 Container Label  
 

The tablets are packaged in 14 and 24 count blisters that are placed in cartons. 

 

The 14 count blister is as follows. 
 

Reference ID: 4655786
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The 24 count blister is as follows. 

 

The text on the cartons and blisters is as follows. 

 

Reference ID: 4655786
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14 count blister (24 count is similar except it’s 3 tablets then 2 tablets) 

Treatment Days 1 to 4: 

 

TAKE 2 TABLETS ONCE DAILY WITH FOOD 

AT THE SAME TIME EACH DAY 

 

Treatment Days 5 to 10: 

 

TAKE 1 TABLET ONCE DAILY WITH FOOD 

AT THE SAME TIME EACH DAY 

 

Each tablet contains 600 mg of fexinidazole. 

Dosage: Take once daily for 10 days with food at the same time each day. 

Do not break or crush tablets. 

Storage:  Store in original package to protect from 

light and moisture. 

Warning: Keep out of the reach of children. 

 

14 Count Carton 

The 24 count carton is similar except that it has 3 tablets/2 tablets and states “for adults 

and children weighing 35 kg or more”.  Both cartons have a space for Lot and Expiry. 

 

Reference ID: 4655786
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Opening Instructions: 

Press and hold down 

button while pulling out 

medication card. 

NDC XXXX—XXXX—XX Rx only 

Fexinidazole 

Tablets 

600 mg per tablet 

10-Day Dose Pack 

for children 6 years and older 

weighing 20 to less than 35 kg 

DISPENSE ONLY IN ORIGINAL PACKAGE 

14 tablets SANOFI 

 

 

TAKE THE TREATMENT 

FOR 10 DAYS 

Record your dose as you take it each day: 

[Check symbol] 

1 Two tablets   5 One tablet 

2 Two tablets   6 One tablet 

2 Two tablets   7 One tablet 

4 Two tablets   8 One tablet 

9 One tablet 

10 One tablet 

Reference ID: 4655786
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Each tablet contains 600 mg of fexinidazole. 

Dosage: Take once daily for 10 days with food at the same time each day. Do not break 

or crush tablets. 

Storage:  Store in original package to protect from light 

and moisture. 

Warning: Keep out of the reach of children. 

[Bar Code] 

 

 

 

Note: Review below refers to 14 tablet pack.  Differences in 24 tablet pack shown in 

green. 

Reference ID: 4655786
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If alcohol is present, must 
provide the amount of 
alcohol in terms of percent 
volume of absolute alcohol 

NA  

Bar code Present on carton Adequate 
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Blister Pack 
 

These are pictured separately from the carton but it appears that the carton and the 

blister pack will work together as one unit.  The following information is provided on both 

the carton and the blister pack. 

 

Each tablet contains 600 mg of fexinidazole. 

Dosage: Take once daily for 10 days with food at the same time each day. Do not break 

or crush tablets. 

Storage:  Store in original package to protect from light 

and moisture. 

Warning: Keep out of the reach of children. 

 

However, much of the information, such as the drug name, strength, storage conditions, 

lot number, expiration date, is not repeated on the blister pack. 

 

The following information does appear on the blister pack. 

 

Analogous wording appears on the 24 tablet blister package. 
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B.4 STABILITY 
Stability testing was completed on three production scale registration batches (lots 
B140328, B150063, and B150064) in blister packs with 48 months of long-term 
(30 °C/75% RH) data and 6 months of accelerated (40 °C/75% RH) data. Stability 
data for fexinidazole tablets show no significant change in dissolution at 
minutes under accelerated conditions.7 However, under long-term conditions, 
batches B150063 and B150064 displayed faster dissolution with increasing age. 
A concern was raised regarding the possibility that a faster dissolution could 
potentially increase the risk of QT prolongation. However, it was determined that 
faster dissolution at time points prior to 60 minutes is unlikely to have a clinical 
impact based on the Tmax of fexinidazole and its metabolites (> 4 hours). The 
observed dissolution trend may be due to decreasing hardness of the tablets with 
increasing age, however, tablet hardness data were not provided with the stability 
analysis. This issue was communicated to the Drug Product Reviewer who will 
determine the necessity of evaluating tablet hardness during stability testing. 

B.5 BRIDGING OF FORMULATIONS  
Assessment: Adequate 
Development of Fexinidazole 600 mg Tablets began in with 
the clinical batch and was then transferred to  to 
scale up for commercial manufacturing. Manufacturing changes from  

 included  
 

 
A bioequivalence study (DNDiHATFEX008) was conducted to assess whether the 
registration batches manufactured at  were bioequivalent (BE) to the clinical 
batch manufactured at .8 A single oral dose of 1200 mg fexinidazole (two 
tablets) was administered to healthy sub-Saharan African male subjects under fed 
conditions. The 90% confidence interval for Cmax was 83 – 98% and AUC was 82 
– 95%. The Clinical Pharmacology reviewer will evaluate the results of the 
bioequivalence studies. 

Although not required (since a BE study was conducted), comparative dissolution 
studies were also performed to determine whether the dissolution profile of the 
clinical batch (manufactured by ) is similar to that of the registration batches 
(manufactured by .9 This Reviewer calculated the similarity factors 
between the dissolution profile of the clinical batch and the 3 registration batches 
(f2 = 58.31, 57.30, 60.48), indicating that the dissolution profiles are similar (f2 > 
50).  

 

                                                            
7 \\CDSESUB1\evsprod\nda214429\0001\m3\32-body-data\32p-drug-prod\fexinidazole-tablet\32p8-stab\stability-data.pdf 
8 \\CDSESUB1\evsprod\nda214429\0001\m5\53-clin-stud-rep\531-rep-biopharm-stud\5312-compar-ba-be-stud-
rep\dndifex008\study-dndifex008.pdf 
9 \\CDSESUB1\evsprod\nda214429\0001\m2\27-clin-sum\summary-biopharm.pdf 
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B.6 BIOWAIVER REQUEST  
Assessment: Not Applicable 
A biowaiver is not included nor required. 

 
Primary Biopharmaceutics Assessor’s: Churg Chan, Pharm.D. 

 
Secondary Assessor: Elsbeth Chikhale, Ph.D. 

 

 

APPENDIX I 

BIOPHARMACEUTICS LIST OF INFORMATION REQUESTS 
 
The following Information Request (IR) comment was conveyed to the Applicant 
on April 27, 2020: 
 

Based on the provided dissolution data a dissolution acceptance criterion 
of “NLT % (Q) of Fexinidazole in 60 minutes” is recommended. Update 
your drug product batch release and stability specifications accordingly. 

 
In a response dated May 11, 2020, the Applicant agreed to revise their dissolution 
acceptance criterion to “NLT % (Q) of Fexinidazole in 60 minutes.” In a 
subsequent response dated June 15, 2020, the Applicant updated their finished 
product batch release and stability specifications. The response is acceptable. 
 

 

Reference ID: 4655786
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