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Health Initiative is a large prospective trial studying postmenopausal women randomly assigned 
to placebo or hormone therapy.  The hormone therapies include an estrogen plus continuous oral 
MPA in women who have a uterus, or estrogen alone in women who do not have a uterus.   
Table shows the published hazard ratios for thrombotic events in each group.  Although there is 
no statistically significant difference between the 2 groups, it is worth noting that all the point 
estimates for hazard ratios are larger in the group exposed to MPA.   
 

Table 50.  Hazard Ratios for Thrombotic Events in the Women's Health Initiative 

Thrombotic Event Estrogen + MPA 
Hazard Ratio 
Compared to Placebo 

Estrogen Alone 
Hazard Ratio 
Compared to Placebo 
 

CHD 1.29 (0.85-1.97) 0.91 (0.72-1.15) 
Stroke 1.41 (0.86-2.31) 1.39 (0.97-1.99) 
Venous thromboembolic disease 2.11 (1.26-3.55) 1.33 (0.86 - 2.08) 
Total cardiovascular disease 1.22 (1.00 - 1.49) 1.12 (0.97-1.30) 
Source:  modified from references 17,18. 
 
Comment:  Whether MPA use increases thrombotic risks is not yet known.  However, my 
review of clinical trial data shows a thrombotic risk in DMPA users that is similar to the 
thrombotic risk in combination oral contraceptive users.  The Women's Health Initiative 
provides weak support for the hypothesis that MPA may increase the risk of thrombosis. 
Therefore, I recommend a cautious approach, that is, keeping the contraindication for 
women with a history of thrombotic disease in DMPA labeling.  
 

Return to Ovulation and Fertility 
 

A substudy of Study 267 assessed return to ovulation in 15 U.S. subjects after their third 
injections.  Return to ovulation was defined as a progesterone level >4.7ng/mL, and was assessed 
weekly.  Twelve of 15 subjects ovulated within one year, 2 failed to ovulate within one year, and 
1 withdrew from the study.  The median number of days to return to ovulation was 291 days (10 
months) after the last injection.  The mean number of days to return to ovulation was 287 days.  
The earliest return to ovulation was 176 days (6 months).  
 
To assess return to fertility, women who left studies 267 and 269  wishing to become pregnant 
were followed for 485 days following the last dose of DMPA-SC.  Among 21 women who 
wished to become pregnant, only 2 were successful within 485 days of their last dose of DMPA-
SC.  One became pregnant 310 days after the last injection , and 1 became pregnant at 443 days 
after the last injection.  

 

                                                                                                                                                             
 
18 Writing Group for the Women's Health Initiative Investigators.  Risks and benefits of estrogen plus progestin in 
healthy postmenopausal women: principal results from the Women's Health Initiative randomized controlled trial. 
JAMA 2002;288:321-333 
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