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OLEN M STEPHENS
01/13/2014
CMC Recommendation: approval

DANAE D CHRISTODOULOU
01/13/2014
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OLEN M STEPHENS
11/07/2013
CMC Recommendation is for approval pending OC recommendation on facilities and biopharm
recommendation.

DANAE D CHRISTODOULOU
11/08/2013
I concur with the reviewer's conclusion and recommendation

Reference ID: 3403331



Division of Nonprescription Clinical Evaluation 
NDA: 205-352 
Applicant: Bayer HealthCare LLC, Consumer Care 

36 Columbia Road 
P.O. Box 1910 
Morristown, NJ 07960-1910 

Stamp Date: 20-Mar-2013 
PDUFA Date: 20-Jan-2014 
Proposed Proprietary Name: Aleve® PM 
Established Name: Naproxen Sodium, Diphenhydramine HCl 
Dosage form and strength: Tablets, Naproxen Sodium 220 mg & 

Diphenhydramine HCl 25 mg 
Route of Administration: Oral 
Indications: For relief of occasional sleeplessness when 

associated with minor aches and pains and 
helps you fall asleep and stay asleep.  

CMC Lead: Swapan K De 

ONDQA Fileability: Fileable 

Name:Naproxen Sodium (S)-2-Naphthalene acetic acid, -6- methoxy- -methyl sodium salt 
Molecular formula: C14H13O3Na 
Molecular Weight: 252.2

 

Name: 2-(Diphenylmethoxy)-N,N-dimethylethylamine hydrochloride
Molecular formula: C17H21NO·HCl
Molecular Weight: 291.82

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

included?

Yes

Reference ID: 3297516

(b) 
(4)



Summary:

This is a CTD formatted NDA application for Naproxen Sodium 220 mg + Diphenhydramine 

Hydrochloride (DPH), two-tablet oral dose submitted as a 505(b)(2) NDA under the proposed 

trade name Aleve® PM.  Naproxen sodium is a non-steroidal anti-inflammatory drug 

(NSAID). It inhibits prostaglandin synthesis by decreasing the activity of the enzyme 

cyclooxygenase, which in turn reduces the formation of prostaglandin chemical precursors.  

DPH is a first generation antihistamine, an H1-antagonist of the ethanolamine class used for 

multiple clinical indications including as an antitussive, a nighttime sleep-aid and an 

antihistamine (for allergy symptoms).  Although several OTC analgesic + nighttime sleep-aid 

combination products are available in US, proposed product will be first combination of 

naproxen sodium with DPH.   

 

Drug Substance: 

Naproxen sodium (2-Naphtaleneacetatic acid, 6-methoxy- - methyl-, sodium salt) 220 mg is 

used to deliver 200 mg of the active naproxen moiety.  Drug substance information is referred 

in  DMF # .  Letter of authorization has been 

provided to access the drug substance manufacturers’ DMF. 

Other drug substance, Diphenhydramine Hydrochloride (DPH) 25 mg is used as nighttime 

sleep-aid and is obtained from  and the 

manufacturer  has submitted DMF # for .  Letter of 

authorization has been provided to access the drug substance manufacturers’ DMF. 

 
Drug Product:
The final formulation for the drug product, Naproxen Sodium 220 mg + Diphenhydramine 

Hydrochloride 25 mg (DPH) (Napso/DPH) tablet is selected following a pharmaceutical 

development study.  The finished  and 

total weight of the tablet is 391 mg. Each tablet contains Naproxen Sodium 220 mg and 

Diphenhydramine Hydrochloride 25 mg  (as drug substances), Microcrystalline cellulose NF 

, Povidone USP , Talc USP , Magnesium stearate NF , 

, Carnauba wax NF  and Purified 

water USP .  The tablets will be packaged in 20, 40, and 80-count in white HDPE 

containers . In 

addition, 2-count tablets will be packaged in a foil/polyester laminate pouch.     

 

 
Reference ID: 3297516

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

(b) (4)

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

(b) (4) (b) (4) (b) (4) (b) (4)
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12-months of stability data for three batches (#6662, #6663 and #6664) have been provided 

at long term conditions (25°C/60% RH) and accelerated conditions (40°C/75% RH) of the 

drug product in the proposed bottle (20 and 40 count/38 cc HDPE bottle w/38 mm  

closure; 80 count/58 cc HDPE bottle w/38 mm-  closure; and 2 tablets/printed 

foil/polyester laminate pouch with  seal).  In addition, 24-month 

stability data for the clinical batch (#59541P0) has been included as supportive data.  Stress 

test and photostability tests data are also provided.  The applicant has requested 24 month 

shelf-life of the drug product. 

An environmental assessment report with detail analysis has been provided under Other 

Correspondence (1.12.14) and needs to be consulted to OPQ environmental assessment 

group for evaluation. 

Critical Issues: 

Drug substance: 

• DMFs  and  should remain adequate to support the NDA 205-352.  It should 

contain manufacturing process details with appropriate critical process parameters, 

specifications with impurity profile for the drug substance and stability data to support a 

retest period.

Drug Product: 

• There is detailed formulation development section in 3.2.P which should be evaluated in-

depth. 

• The applicant should clarify the acceptance criterion for content uniformity testing.   

• Determine whether the proposed shelf-life impurity specifications for DPH is acceptable 

with higher total impurities ( %) than total impurities at release %). 

 

Reference ID: 3297516

(b) (4) (b) (4)
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• Has adequate justification been provided for the microbial limits test in the release 

specification of the drug product?  Microbiological Attributes section 3.2.P.2.5 is 

included and needs a consult review by a microbiologist. 

• Is the submitted 12-month stability data for three registration batches of drug product is 

enough to support the proposed 24-month shelf-life of the drug product in bottle (20 and 

40 count/38 cc HDPE bottle w/38 mm  closure; 80 count/58 cc HDPE bottle w/38 

mm- closure; and 2 tablets/printed foil/polyester laminate pouch with  

 seal)? 

Comments and Recommendations: 

The application is fileable.  Submitted manufacturing facilities have been entered into the EES.  

The reviewer should confirm the accuracy and completeness of the EES entries. This NDA does 

not qualify as a QbD submission based on the criteria in the ONDQA interim policy (no design 

space, PAT, RTRT, reduced end-product testing etc.). 

Reference ID: 3297516

(b) (4)

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

  N/A 

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   

Reference ID: 3297516
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SWAPAN K DE
04/23/2013

DANAE D CHRISTODOULOU
04/23/2013
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