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The following Summary Report from the Office of Compliance was received on 07-Feb-2014, with 
an ‘Acceptable’ overall recommendation. There are no other CMC pending issues. Accordingly, this 
NDA is recommended for approval from a CMC perspective. The CMC Review was submitted to 
DARRTS on 31-Dec-2013.
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Overall Recommendation: ACCEPTABLE

PENDING

on 07-MAR-2014

on 10-JUN-2013

by C. CAPACCI-DANIEL

by EES_PROD

() 3017963532

PENDING on 10-JUN-2013 by EES_PROD

Establishment: CFN: FEI:

DMF No: AADA:

Responsibilities: FINISHED DOSAGE MANUFACTURER

Profile: NON-STERILE LIQUID (OTHER THAN SUSP & 
EMULSIONS)

OAI Status: NONE

Last Milestone: OC RECOMMENDATION

Milestone Date: 07-MAR-2014

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

Establishment: CFN: FEI:

DMF No: AADA:

Responsibilities: DRUG SUBSTANCE MANUFACTURER

Profile: NON-STERILE API BY CHEMICAL SYNTHESIS OAI Status: NONE

Last Milestone: OC RECOMMENDATION

Milestone Date: 13-JUN-2013

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION
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Initial Quality Assessment (IQA) 
ONDQA/Branch I 

 
OND Division: Division of Cardiovascular and Renal Products 
NDA: 205410 
Applicant: Pierre Fabre Dermatologie 
Letter Date: May 17, 2013 
Stamp Date:  May 17, 2013 
PDUFA Goal Date:  March 17, 2014 
Tradename:  ® (proposed) 
Established Name:  Propranolol 
Dosage Form:  Oral Solution, 3.75 mg/mL 
Route of Administration:  Oral 
Indication:  Treatment of proliferating infantile hemangioma (IH) requiring 

systemic therapy 
Assessed by:  Rao V. Kambhampati, Ph.D. 
ONDQA Fileability:  Yes 
Structural Formula: 

 

Summary 

Propranolol hydrochloride is a well-known active substance for which capsule, tablet, oral 
solution and intravenous formulations are approved in both Europe and US for use in adults in 
cardiovascular diseases. 

The applicant submitted an e-CTD 505(b)(2) NDA under the PDUFA V Program for 
 (propranolol) oral solution, 3.75 mg/mL. Propranolol is a non selective beta-

blocking agent which is developed for the treatment of proliferating infantile hemangioma (IH) 
requiring systemic therapy. This treatment is to be initiated in infants aged 5 weeks to 5 months. 
The recommended therapeutic dose of propranolol is  to be administered into 2 
separate doses of . The reference listed drug product (RLD) that is the basis for this 
submission is INDERAL® (propranolol hydrochloride), NDA 16-418. 

The active substance is propranolol hydrochloride (4.28 mg/mL equivalent to 3.75 
mg/mL of propranolol), a non-selective beta-adrenergic receptor blocking agent. 
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The compatibility studies between V0400 3.75 mg/mL oral solution, the immediate packaging 
materials and the oral syringe were provided in Module 3, section 3.2.P.2.4.  The compatibility 
studies of V0400 3.75 mg/mL oral solution in milk and in fruits juice were provided in Module 
3, section 3.2.P.2.6.  
 

The applicant stated that all batches complied with the proposed acceptance criteria during the 
stability study and have the same behavior. 

Slight coloration of the formulation upon storage was found to be due to the presence of flavors 
in the formulation which did not impact on the safety and efficacy according to the applicant. A 
slight increase  of the pH values, according to temperature was observed after 6 months at 
40°C/75%RH and 18 months at 30°C/75%RH but the pH always remained in the specifications 
( ). No degradation of the propranolol was observed after 6 months at 40°C/75%RH and 
18 months at 30°C/75%RH or 25°C/60%RH. At release, the microbial enumeration test (TAMC 
and TYMC) were below the current specifications and no specified microorganism is detected. 
After 6 months at 40°C/75%RH and 12 months at 30°C/75%RH or at 25°C/60%RH, no change 
occurred on the microbial contamination. After 6 months at 40°C/75%RH and 12 months at 
30°C/75%RH and 25°C/60%RH, the drug product met the requirements of efficacy of 
antimicrobial preservation according to USP <51> for oral preparation. A slight variability was 
observed on the propranolol assay results without significant trend and the assay always 
remained in the specifications ( ). 
 
V0400 3.75 mg/mL oral solution is not sensitive to temperature exposure. 
V0400 3.75 mg/mL oral solution is sensitive to light exposure. 
V0400 3.75 mg/mL oral solution packaged in amber glass bottle and in its secondary 
packaging is well protected from light. 
The drug product does not support storage under freezing condition. 
After 3 months at 5°C±3°C, no change was observed. Storage in refrigerator is allowed. 

Under in-use stability conditions, no significant change was observed. 
After 18 months under long term conditions (25°C/60%RH or 30°C/75%RH) and 6 months 
under accelerated condition (40°C/75%RH), the stability results obtained show the good stability 
of V0400 3.75 mg/mL oral solution which complies with the specifications proposed. 
 
The applicant proposed a shelf-life of  months when stored at 25°C (77°F); excursions 
permitted between 15°C and 30°C (59°F and 86°F) and in-use stability period of 60 days under 
the conditions of administration (twice a day) without a requirement to store the bottle out of its 
secondary packaging. 
 
Master Batch records were provided for stability batches, clinical batches, and commercial 
batches. Executed batch records were provided for three stability batches and three clinical 
batches. 
 
Analytical validation reports were provided for identification and assay by LC; degradation 
products test by LC; and microbiological examination method. 
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Critical Review Issues: 
 

Drug Substance 

1. The CMC information for the drug substance was cross-referenced to DMF# .  The 
DMF was last reviewed by Jennifer Liang (OGD) and it was found to be adequate as of 
3/26/13 and the review was filed in DARRTS on 4/1/13.  Later, the Holder submitted two 
annual reports (4/25/13 and 5/9/13) and one amendment (5/2/13). These three documents 
need to be reviewed. 

2. The synthesis produces  
 

3. Solubility of drug substance in water in mg/mL should be provided. 
4. Polymorph  is produced by the synthesis and the applicant stated that the IR is the 

specific method for determination. Does the IR method able to detect, if the drug 
substance is contaminated with other polymorphic forms? 

5. Did the applicant evaluate the genotoxic potential of the starting materials, reagents, 
byproducts, intermediates, and impurities? 

6. Provide justification for the proposed acceptance criterion for specific rotation as 
between . 

7. The applicant stated that the reference standard complies with the Ph.Eur. specifications 
for propranolol hydrochloride. It needs to be compared with the USP reference standard 
specifications also. 

 
Drug Product  
8. Applicant stated that the manufacturing processes implemented for the phase 2/3 clinical 

batches and commercial batches are not significantly different. It is advised to compare 
both the processes and if any critical differences exist, they should be clarified with the 
applicant. 

9. Pivotal clinical trial formulations contained , however, 
it has been deleted in the commercial formulation. It should be evaluated if deletion of 

 in commercial formulation has any impact on the quality of the drug 
product. 

10. In the drug product specification, acceptance criteria for pH and total degradation 
products content could be tightened and the acceptance criteria for deliverable volume 
and assay could be changed to a range. 

11. For the stability batch, after light exposure, when protected from light with aluminum 
foil, the drug product remained colorless, however, in clear glass bottle, yellowish-brown 
and opalescent coloration was observed in the chromatogram of the placebo exposed to 
light. Three degradants were formed. The applicant stated that two of these degradants 
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5. 
Is a single, comprehensive list of 
all involved facilities available in 
one location in the application? 

X   

6. 

For a naturally-derived API only, 
are the facilities responsible for 
critical intermediate or crude API 
manufacturing, or performing 
upstream steps, specified in the 
application?  If not, has a 
justification been provided for 
this omission?  This question is 
not applicable for synthesized 
API. 

  Not applicable 

7. 

Are drug substance 
manufacturing sites identified on 
FDA Form 356h or associated 
continuation sheet?  For each site, 
does the application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

X   

8. 

Are drug product manufacturing 
sites are identified on FDA Form 
356h or associated continuation 
sheet.  For each site, does the 
application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

X   
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35. 

If the NDA is not fileable from 
the product quality perspective, 
state the reasons and provide 
filing comments to be sent to the 
Applicant. 

                             Not applicable. 

36. 

If the NDA is not fileable from 
the biopharmaceutics 
perspective, state the reasons and 
provide filing comments to be 
sent to the Applicant. 

  See Biopharmaceutics filing review. 

37. 
Are there any potential review 
issues to be forwarded to the 
Applicant for the 74-day letter? 

X  

The amount of stability data submitted in the 
NDA does not support months expiration 
dating period for the drug product. The actual 
duration will be determined after a complete 
review of the submitted stability data. 
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