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PHARMACOLOGY/TOXICOLOGY NDA/BLA REVIEW AND EVALUATION 
 

Application number: 203752 SS# 0000 

Supporting document/s: e-submission 

Applicant’s letter date: 12/29/2011 

CDER stamp date: 12/29/2011 

Product: Proposed Proprietary name as  

(Estradiol transdermal system).was considered 

unacceptable by Division of Medication Error 

Prevention & Analysis. 

Indication: For treatment of moderate to severe vasomotor 

symptoms associated with menopause 

Applicant: Noven Pharmaceuticals, Inc, New York, NY 

Review Division: Reproductive & Urologic Products 

Reviewer: Krishan L. Raheja, D. V. M. Ph.D. 

Supervisor/Team Leader: Alex Jordan, Ph.D. 

Division Director: Audrey Gassman, M.D. 

Project Manager: George Lyght, RPh. 

          Date entered in Darrts        5/9/2012: 

Disclaimer 
 
Except as specifically identified, all data and information discussed below and 
necessary for approval of  NDA 203752 are owned by Noven Pharmaceuticals Inc. or 
are data for which Noven Pharmaceuticals Inc. has obtained a written right of reference. 
Any information or data necessary for approval of NDA 203752 that Noven 
Pharmaceuticals Inc. does not own or have a written right to reference constitutes one 
of the following: (1) published literature, or (2) a prior FDA finding of safety or 
effectiveness for a listed drug, as reflected in the drug’s approved labeling.  Any data or 
information described or referenced below from reviews or publicly available summaries 
of a previously approved application is for descriptive purposes only and is not relied 
upon for approval of NDA 203752. 

Reference ID: 3128241

(b) (4)





NDA #  203752                                   Reviewer: Krishan L. Raheja, D. V. M., Ph.D. 
 

 3

 
As shown in table below,  is available in  strengths that have been designed 
to deliver the same dosage levels of estradiol as Vivelle-Dot, but from a smaller active 
surface area. 
 
Vivelle, Vivelle-Dot and  dosage forms: 
 
Strength Vivelle Vivelle-Dot  
 
Active surface area/patch size 
0.025 mg/day 7.25 cm2 2.5 cm2  

0.0375 mg/day 11.0 cm2 3.75 cm2 2.48 cm  

0.05 mg/day 14.5 cm2 5.0 cm2 3.30 cm2 

0.075 mg/day 22 cm2 7.5 cm2 4.95 cm2 

0.1 mg/day 29cm2 10 cm2 6.60 cm2 

 
Estradiol 
content/unit 

   

0.025 mg/day 2.17 mg 0.39 mg  
0.0375 mg/day 3.28 mg 0.585 mg 0.62 mg 
0.05 mg/day 4.33 mg 0.78 mg 0.83 mg 
0.075 mg/day 6.57 mg 1.17 mg 1.24 mg 
0.1 mg/day 8.66 mg 1.56 mg 1.65 mg 
 
Note: Vivelle-Dot was approved under NDA 20-538 on 7/31/1996.based on 
bioequivalent to Vivelle.  Vivelle was approved under NDA 20-323 on 10/28/1994.  

1.3 Recommendations 

1.3.1 Approvability:  Based on the results of the preclinical studies demonstrating 
lack of skin irritation in rabbit and delayed sensitization in guinea pig and patch safety in 
clinical trials, Pharmacology/Toxicology will recommend approved of NDA 203752 for 

 for treatment of moderate to severe vasomotor symptoms associated with 
menopause.   
 
1.3.2 Additional Non Clinical Recommendations: None 
 
1.3.3 Labeling: Sponsor has provided Draft Labeling Text 
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 5) If the formulation to be marketed is not 
identical to the formulation used in the 
toxicology studies (including the 
impurity profiles), has the Sponsor 
clearly defined the differences and 
submitted reviewable supportive data?
   
 

  
 

NA 

 6) Does the route of administration used in 
animal studies appear to be the same as 
the intended human exposure?  If not, 
has the sponsor submitted supportive 
data and/or an adequate scientific 
rationale to justify the alternative route? 
 

 
 

YES 

 
 

 7) Has the sponsor submitted a statement(s) 
that all the pivotal Pharm/Tox studies 
have been performed in accordance with 
the GLP regulations (21 CFR 58) or an 
explanation for any significant 
deviations? 
 

  
 

NA 

 8) Has the sponsor submitted a statement(s) 
that the Pharm/Tox studies have been 
performed using acceptable, state-of-the-
art protocols which also reflect agency 
animal welfare concerns? 
 

  
 

NA 

 9) Has the proposed draft labeling been 
submitted?   
 
Are the appropriate sections for the 
product included and generally in 
accordance with 21 CFR 201.57?   
 
Is information available to express 
human dose multiples in either mg/m2 or 
comparative serum/plasma AUC levels?  
 

NO  

10) From a Pharm/Tox perspective, is this 
NDA fileable?  If not, please state in 
item #11 below why it is not. 
 

 
YES 

 

11) Reasons for refusal to file: 
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