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The clinical review of the deaths, non-fatal SAEs, neoplasms, and adverse events leading 
to withdrawal were similar between groups.  

4 DISCUSSION 

CEs (monotherapy) are approved for treatment of VVA, VMS, and PMO. As stated in the 
clinical review, unopposed estrogen increases the risk of endometrial cancer in a woman 
with a uterus. Adding a progestin to estrogen therapy has been shown to reduce the risk 
of endometrial hyperplasia, which may be a precursor to endometrial cancer. BZA has 
both estrogen agonist and antagonist effects. In the uterus, it appears to act as an estrogen 
antagonist and opposes the effect of CE. Therefore, the BZA in this combination product 
is a substitute for progestin; an adjunctive agent intended to provide endometrial 
protection.  

DBRUP recognizes CE as the primary component; attributing the primary action of the 
product to CE. As such, the risk management approach should be consistent with other 
CE products - labeling, including a Boxed Warning and patient package insert.1   

5 CONCLUSION 

DRISK concurs with DBRUP that, based on the available data and the potential benefits 
and risks of treatment, a REMS is not required for CE/BZA. A risk management 
approach consistent with other combination CE products (labeling including a Boxed 
Warning and patient package insert) is appropriate. If a new indication or new safety 
concern arises, the need for a REMS should be re-evaluated.   

 

                                                 
1 21 CFR 310.515 – Patient package inserts for estrogens.  
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