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MEMORANDUM 
 
DATE:  February 6, 2012 
 
FROM: John C. Hill, Ph.D., CMC Reviewer 
 
THROUGH: Ali Al-Hakim, Ph.D., Chief, Branch VII 
 
TO:  Melissa Furness, DARRTS File NDA 201-803 
 
SUBJECT: Overall EES Inspection Status Acceptable 
   
 
On 29-APR-2011 a Complete Response (CR) letter was issued for this NDA, citing 
serious deviations from cGMPs at the listed manufacturing facility. The CR letter also 
indicated that satisfactory resolution of these deficiencies was required before this 
application could be approved. 
 
On 16-DEC-2011 the Applicant submitted a resubmission for this Application, indicating 
that the manufacturing deficiencies noted at the facility in question had been resolved 
and that this facility was now in compliance with cGMPs. In support of this claim, the 
overall recommendation filed in EES (see attachment) was noted as acceptable on 06-
DEC-2011, with an overall re-evaluation date of 04-JUN-2013. 
 
This update to the overall EES recommendation to acceptable resolves the outstanding 
cGMP violations cited in the CR letter dated 29-ARP-2011. No new CMC information 
has been provided in this resubmission, thus the overall CMC recommendation of 
approve remains. From a CMC perspective, there are no further approvability issues 
with respect to this Application, the current CMC recommendation is approve. 
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MEMORANDUM 
 
DATE:  26-APR-2011 
 
FROM: John C. Hill, Ph.D., CMC Reviewer 
 
THROUGH: Ali Al-Hakim, Ph.D., Chief, Branch VII 
 
TO:  NDA 201-803 File 
 
SUBJECT: Final CMC recommendation of Complete Review for NDA 201-803, Advil 
   
The final OC recommendation for this Application is WITHHOLD. Based on this, the 
final CMC recommendation for this action is Complete Review (CR). 
 
The CMC recommendation will be re-evaluated as part of the Applicant’s response to 
the CR letter. 
 
Attached is a copy of the OC evaluation as entered into EES. 
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Division of Nonprescription Clinical Evaluation 
NDA: 201,803 
Applicant: Pfizer Consumer Healthcare 

5 Giralda Farms 
Madison, NJ 07940 

Stamp Date: 06/30/2010 
PDUFA Date: 03/01/2011 
Proposed Proprietary Name: Advil®  
Established Name: Sodium Ibuprofen Dihydrate, 256 mg 
Dosage form and strength: Tablet/Caplet; 256 mg (ibuprofen 200 mg) 
Route of Administration: Oral 
Indications: Pain Reliever/ Fever Reducer 
  
CMC Lead: Swapan K De 
  
ONDQA Fileability: Yes 
  
 
Name: Sodium ibuprofen dihydrate 
Molecular formula: C13H21O4Na 
Molecular Weight: 264.29 

 
 
 
Has all information requested during the IND phases, and at the pre-NDA meetings been included?  

Yes  

 

 

 

 

 

 

 

 

(b) (4)
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Summary: 

This is an e-CTD NDA application for sodium ibuprofen dihydrate 256 mg (ibuprofen 200 mg), an 

orally-administered propionic acid derivative, is a non-steroidal anti-inflammatory drug (NSAID) with 

analgesic, anti-inflammatory and antipyretic activity.  It is known to reduce prostaglandin biosynthesis 

via non-selective inhibition of two isoenzymes: Cyclooxygenase-1 (COX-1) and cyclooxygenase-2 

(COX-2).  The proposed dosing is identical to that of currently marketed OTC ibuprofen free acid 200 

mg (IBU), which are available in the form of tablets, caplets and liquigels.  The indication of this drug 

product is also identical to the marketed IBU and used for temporary relief of minor aches and pains due 

to headache, toothache, backache, menstrual cramps, the common cold, muscular aches, and the minor 

pain of arthritis, as well as the temporary reduction of fever. 

The applicant started clinical development using sodium ibuprofen dihydrate with an IND (IND 105,341) 

and had a preNDA meeting with the Agency on December 15, 2009.  In the meeting, CMC related topics 

were discussed that included stability data, USAN name and non-clinical safety issue of novel excipients 

in the formulation.  

Drug Substance: 

Sodium ibuprofen is a white crystalline powder that is freely soluble in water.  The ibuprofen molecule 

 

 

 

 

 

 

 

 

 
Drug Product:  

2 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this page
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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  Appears to be 

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  
Drug product manufacturing site located at Puerto 
Rico address is deemed wrong.  The applicant was 

notified through a t-con on 8/2/2010.  
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{See appended electronic signature page}  

Swapan K De  
CMC Lead Date {see appended electronic signature page} 
Office of New Drug Quality Assessment 

 

{See appended electronic signature page}  

Ali Al Hakim 
Branch Chief Date {see appended electronic signature page} 
Office of New Drug Quality Assessment 
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Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-201803 ORIG-1 PFIZER

CONSUMER
HEALTHCARE

Sodium Ibuprofen, 256 mg
(ibuprofen 200 mg)
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