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Safety and Effectiveness of Drospirenone/Ethinyl Estradiol
Combined Tablets for Endometriosis—associated Pelvic Pain
and Dysmenorrhea in Real-world Clinical Practice

Data from Post-marketing Surveillance in Japan
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Background: YazFlexs Combination Tablets (this drug), containing 3 mg drospire-
none and 0.020 mg ethinyl estradiol betadex, was approved in Japan for the treatments of
“endometriosis associated pain” and “dysmenorrhea” in December 2016.

Object/Method: This post-marketing surveillance has been conducted to evaluate
safety and effectiveness of this drug. The safety was evaluated by incidence of adverse
drug reactions (ADRs). The effectiveness was evaluated by dysmenorrhea score, the
days of menstrual pain and Numeric Rating Scales (NRS).

Results : Of the 716 patients in 113 sites, 652 patients were included in the safety
and effectiveness analysis. ADRs were observed in 125 patients (19.17%). The most
common ADR was 55 patients (8.44%) of intermenstrual bleeding. Serious ADRs were
deep vein thrombosis, pulmonary embolism, meralgia, peripheral swelling, drug-
induced liver injury and thrombosis in 1 patient each (deep vein thrombosis and pulmo-
nary embolism, meralgia and peripheral swelling are the same case). The medians of
dysmenorrhea score were 2.0 (1.0—4.0) (median [25th—75th percentile]) at baseline,
0.0 (0.0—1.0) at 6 months, 1.0 (0.0—1.0) at 12 months and 0.0 (0.0—0.0) at 24 months
after treatment in 353 patients of dysmenorrhea.

The NRS (severest endometriosis-associated pelvic pain during or outside the
bleeding period) were 5.0 (2.0—8.0) at baseline, 1.0 (0.0—3.0) at 6 months, 1.0 (0.0—
3.5) at 12 months and 0.5 (0.0—2.0) at 24 months after treatment in 299 patients of
endometriosis.

Conclusion: No new safety and effectiveness concerns were found in Japanese
patients with “endometriosis associated pain” and “dysmenorrhea” in this surveillance.
It was considered that no new safety measures were required.
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