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Property (Legal Basis): 505 (b) 2 

Responsible 
Organization: 

OND 

 

Review Information 
 

 
 
1. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR 

FORMULA, MOLECULAR WEIGHT:  
 

 
Acyclovir 

 
2. INDICATIONTreatment of recurrent oral Herpes lesions and 

 
 
 
3. PHARMACOLOGICAL CATEGORY:Antiviral 
 
 
4. ROUTE OF ADMINISTRATION:Oral 
 
 
5. STRENGTH/POTENCY:50 mg  
 
 
6. Rx/OTC DISPENSED:     Rx         OTC 
 
 

Reference ID: 3126015

(b) (4)



ONDQA Initial Quality Assessment (IQA) and Filing Review  
For Pre-Marking Applications 

NDA #: 203-791 

Page 3 of 25 

7. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM): 
    

Is this a SPOTS product?  Yes     No       Not evaluated at time of IQA. 
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8. RELATED REVIEW DOCUMENTS:  
 

a. Drug Master Files listed on 356h form: 
 
DMF 

# 
TYPE HOLDER 

ITEM 
REFERENCED 

LOA DATE COMMENTS 

 2  Acyclovir DS Nov 22, 2011  
; 

updated in Aug 
2011 

                                    
                                    
 

 

b. Consults Recommended by CMC and Biopharmaceutics 
 

CONSULT YES NO COMMENTS: (list date of request if already sent) 
Biometrics   Generate a Statistics consult to evaluate the mathematical 

modeling submitted in the NDA in support of biowaiver 
request to waive BE study requirements to bridge products 
manufactured at two different sites. 

Clin Pharm   No formal consult, but collaboration by reviewers 
will be needed 

EES   Submitted 
Pharm/Tox   No formal consult, but collaboration by reviewers 

will be needed 
Methods Validation   Per Reviewers' recommendations 
EA         
New Drug Micro   Microbial controls and specifications for Milk Protein 

Concentrate (MPC) were found acceptable by New 
Drug Micro under NDA 22-404. Consult would only 
be needed if supplier, controls or specification for 
MPC have been changed. 

CDRH         
Other              
 

c. Other Applications or Submissions to note (if any):  
 

DOCUMENT 
NAME 

DATE 
APPLICATION 

 NUMBER 
DESCRIPTION 
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50 and 100 mg tablets  50 mg tablet only 
 
Drug Substance 
 

 
 

 
 

Should Farmea’s acceptance spec list the 
range rather than only upper limit? . 
 
Particle size for the Standard Grade is given as  
um in the Specification in the DMF. This is a bit  than the range specified for 
tablet and capsule drug products in NDA 18-603 (see edr). However, the particle 
size grading is said to be “for information only”, and the one-sided limits 
essentially allow any  grade to pass. The NDA applicant states that given the 
high solubility of acyclovir no particle size control is needed. Two CoA (one from 
DS manufacturer; one from DP manufacturer) for one batch of Standard Grade 
acyclovir ( ; used to make DP stability batches) is presented in the NDA 
(3.2.S.4.4). The particle size results fit with the specification in the DMF:  

um 
 
Information on the individually-specified impurities are presented in the second 
document (68 pages) within the Characterization Section 3.2.S.3. 
 
Microbiological Control within DS: listed in the DMF, but not performed routinely 
 
Other acyclovir applications for reference purposes: 

• NDA 21-478 Acyclovir Cream (references NDA 18-603 for drug substance 
information) 

• NDA 18-604 Acyclovir Ointment (refs NDA 18-603 for drug substance 
information) 

• NDA 18-603 Acyclovir Injection (edr has DS specification) 
• ANDA 77-309 Acyclovir Tablets (AP 2005) 
• ANDA 75-382 Acyclovir Tablets (AP 1999) 
• Multiple earlier ANDAs for Acyclovir Tablets 

 
Drug Product 
 
If additional release data are needed, there are two batches that were used in clinical trials 
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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. 

  NA 

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) 

  Some discrepancies resolved prior to 
submission of EES 
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30. 
Does the section contain 
controls of the final drug 
product? 

  

Microbial testing is part of the DP 
specification but will not be performed on all 
batches as was recommended in the PreNDA 
CMC mtg. Also not consistent with 
BioAlliance's response in the PreNDA 
minutes. Is the type of justification discussed 
in the PreNDA minutes included in the NDA? 
 
Adhesion test is unusual, but probably 
relevant for a buccal tablet. 
 
Dissolution has three timepoints (1, 5, and 12 
hrs) and middle timepoint has a wide 
proposed range ( %). There was 
significant discussion on this point during the 
PreNDA CMC/BP meeting. 
 
The end of life specification has identical 
acceptance criteria to the release 
specification. 
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REVIEW AND APPROVAL 
This document will be signed in DARRTS by the following: 

Biopharmaceutics Reviewer  
Biopharmaceutics Lead 
CMC Lead  or CMC Reviewer 
Branch Chief 
 

{See appended electronic signature page}  
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