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Objective: To assess patient response rates to medical therapies used to treat endometriosis-associated pain.
Design: A systematic review with the use of Medline and Embase.
Setting: Not applicable.
Patient(s): Women receiving medical therapy to treat endometriosis.
Interventions(s): None.
Main Outcome Measure(s): The proportions of patients who: experienced no reduction in endometriosis-associated pain symptoms;
had pain symptoms remaining at the end of the treatment period; had pain recurrence after treatment cessation; experienced an increase
or no change in disease score during the study; were satisfied with treatment; and discontinued therapy owing to adverse events or lack
of efficacy. The change in pain symptom severity experienced during and after treatment, as measured on the visual analog scale, was
also assessed.
Result(s): In total, 58 articles describing 125 treatment arms met the inclusion criteria. Data for the response of endometriosis-
associated pain symptoms to treatment were presented in only 29 articles. The median proportions of women with no reduction in
pain were 11%–19%; at the end of treatment, 5%–59% had pain remaining; and after follow-up, 17%–34% had experienced
recurrence of pain symptoms after treatment cessation. After median study durations of 2–24 months, the median discontinuation
rates due to adverse events or lack of efficacy were 5%–16%.
Conclusion(s): Few studies of medical therapies for endometriosis report outcomes that are relevant to patients, andmany women gain
only limited or intermittent benefit from treatment. (Fertil Steril� 2017;108:125–36. �2017 by American Society for Reproductive
Medicine.)
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Discuss: You can discuss this article with its authors and with other ASRM members at https://www.fertstertdialog.com/users/
16110-fertility-and-sterility/posts/16307-23631

E ndometriosis is a chronic inflam-
matory disease that mainly af-
fects women of reproductive

age. Medical therapy can alleviate
endometriosis-associated pain, but for
many women pain relief is limited in

efficacy and duration, and symptoms
often reoccur after treatment cessation
(1). Most current medical therapies for
endometriosis to treat the disease and
its symptoms rely on suppression of
local or systemic estrogen levels or
direct hormonal effects on endometri-
osis lesions. To date, all available hor-
monal therapies appear to have
similar efficacy, but their tolerability
profiles differ (2). The most widely
used long-term therapies are progestins
and combined oral contraceptives
(COCs), but they are associated with
irregular bleeding patterns, breast
tenderness, and mood disturbances in
some women (3). Other hormonal
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therapies include GnRH agonists, which induce a hypoestro-
genic state resulting in menopausal symptoms, such as hot
flushes, and are associated with reduced bone mineral density
(4). They are therefore normally restricted to short-term use.
Combination with add-back therapy may extend the period
for which GnRH agonists can be used, although long-term
safety data on this treatment regimen are limited (3). Danazol,
especially when administered orally, is associated with signif-
icant androgenic side effects, which has considerably
restricted its routine use. In addition, analgesics, such as
nonsteroidal antiinflammatory drugs (NSAIDs), are widely
prescribed for pain relief despite limited evidence of their
efficacy in endometriosis (1).

It has been suggested that one-fourth to one-third of pa-
tients treated with the use of COCs or progestins require

further treatment because of lack of response or poor tolera-
bility (5, 6), but there are limited data to support these figures.
A review of randomized controlled trials (RCTs) published in
the period 1976–1998 showed that 40%–70% of women
receiving surgical treatment or medical therapy had relief
from endometriosis-associated pelvic pain for R6 months
(7). In contrast, in a systematic review of the use of progestins
published in 1997,�9% of women had no reduction in pelvic
pain and 50% reported pelvic pain at the end of the follow-up
period (8).

The main objectives of the present systematic review were
to determine response rates to medical therapy, the frequency
and extent of remaining endometriosis-associated pain
symptoms, and the recurrence of pain symptoms after cessa-
tion of therapy. Furthermore, we set out to characterize the
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Databases: MEDLINE and Embase

Medical therapies included: combined hormonal contraceptives, progestins, aromatase inhibitors, 
gonadotropin-releasing hormone agonists and antagonists, progesterone receptor modulators, 
selective oestrogen receptor modulators, gestrinone, danazol, non-steroidal anti-inflammatory drugs, 
inhibitors of cyclooxygenase-2

Limits: English-language articles with abstract available only, NOT preclinical studies, reviews, letters, 
congress abstracts or editorials

Search conducted: 13 October 2016

Excluded articles (n = 1171)
• Article type (e.g. reviews, letters, editorials) 
 (n = 286)
• < 100 patients in total (n = 279) 
• Treatment duration < 3 months (n = 4)
• Surgical treatment only (n = 34)
• Preclinical studies or in vitro studies (n = 135)
• Biomarker or AE endpoints only (n = 188)
• Studies with pregnancy outcomes only (n = 9)
• Other reason (n = 236)

PRISMA (Preferred Reporting Items of Systematic Reviews and Meta-Analyses) flow diagram of the literature search and article selection process.
AE ¼ adverse events.
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