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has no distinctive pharmacologic/toxicologic safety concerns that 
separates it from other CHCs. 

4.  Clinical Pharmacology 

The clinical pharmacology review team (Jihong Shon, M.D., Ph.D. and 
Lu Yanhui, Ph.D.) found the application to be acceptable and 
recommended approval from a clinical pharmacology standpoint. 
 
There were 3 clinical pharmacology studies: 
 
EXS-P3-239 
This was a single-dose crossover relative bioavailability study in the 
fasting state between the chewed EV402 product and the current 
reference standard, Lutera (ANDA 76-625) which was swallowed with 
water. This study was considered pivotal because one of the batches 
used (Formulation B, Batch F09251A)  the to-be-marketed 
formulation.  
 
The clinical pharmacology reviewers found that the pharmacokinetic 
comparison (Cmax and AUC) between chewed EV402 and swallowed 
Lutera was acceptable within the specified no-effect boundary of 80% to 
125%.  
 
Studies EHE-P4-469 & EXP-P3-821 
These relative bioavailability studies were not considered pivotal by the 
clinical pharamacology reviewers because the formulations were 
different than that of the to-be-marketed product.  
 
 CDTL Comments: 
In the pivotal Study EXS-P3-239, subjects were fasting and took the 
products with water. Similar instructions regarding fasting and 
water are appropriately incorporated in the product labeling. 
Although Studies EHE-P4-469 and EXP-P3-821did not have the to-
be-marketed formulation they had findings consistent with EV402 
pK differences when a high fat meal was studied and the product 
was used without water. A high fat meal blunted the Cmax for EE 
and LNG. Use without water resulted in a greater Cmax and AUC 
for EE.  
 

5.  Clinical Microbiology  

The Chemistry review found that the manufacturing and controls were 
adequate to ensure the microbiological quality of a solid oral dosage 
form. 
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6.  Clinical/Statistical- Efficacy 

The primary clinical reviewer (Anandi Kotak, M.D., M.P.H.) provided 
study details on the BA/BE studies and concluded that bioequivalence 
between EV402 and the reference standard has been demonstrated to 
conclude that EV402 is effective as contraception in the intended 
population. In her review Dr. Kotak recommended approval of EV402 for 
the prevention of pregnancy. 
 

7.  Safety 

The general safety of EV402 is supported by a demonstration of 
acceptable relative bioavailability (bioequivalence) to the reference 
standard. There were no new safety findings in the three clinical 
pharmacology and two oral irritation studies.  There were no deaths or 
serious adverse events. One subject in a clinical pharmacology study 
discontinued for safety reasons unrelated to study drug.  
 
An integrated table listing the frequency of adverse events in the five 
studies (total of 188 subjects) identified three preferred terms > 5.0%. 
These included headache 15.7%, nausea 8.6% and irregular 
menstruation 5.9%. These findings are consistent with the safety profile 
of other CHCs. Bleeding irregularities tend to be more common with the 
lower estrogen CHCs and this is a 0.02 mg EE product. 

 
Adverse oral findings in the 80 subjects in the two oral irritation studies 
were rare and characterized as mild in severity. One subject had mild 
erythema and three subjects had what was described as small areas of 
apthous stomatitis (canker sores). Two of the cases of stomatitis 
occurred during treatment.  
 
CDTL comment:  
Apthous stomatitis is not completely understood, but is believed to 
involve a T cell-mediated immune response. Numerous 
contributing factors have been suggested including nutritional 
deficiencies, local trauma, stress, hormonal influences, allergies, 
and genetic predisposition. I did not see any narrative describing a 
past history for stomatitis in these subjects. I cannot rule out a 
possible relationship to EV402 but it seems unlikely. I did not see 
any reference to stomatitis in the other three labels for chewable 
contraceptives. Labeling regarding stomatitis is not warranted 
based on these limited findings.  
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• Certain sections of the label differed from the Alesse label (non-
PLR) and reflected updates to be consistent with the  Division’s 
Draft Contraceptive Labeling Guidance. These updates included: 

o Removing the typical use-effectiveness table (derived from 
Trussell et al) 

o Incorporating changes to the cardiovascular warnings 
consistent with other CHC labels 

o Updating the adverse events section  
 

Labeling agreement with the Applicant occurred on March 30, 2020. 

12. Postmarketing Recommendations 

Risk Evaluation and Management Strategies (REMS) are not required for 
this application. Postmarketing Requirements (PMRs) and Commitments 
(PMCs) are not required.  

 

13. Recommended Comments to the Applicant 

 
Not applicable 
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