
Endometrioosin 
lääkehoito

Antti Perheentupa
Naistenklinikka, Tyks

Biolääketieteenlaitos, TY

.13.4.2018 Lahti



Sidonnaisuudet
•  LT,	dos,	naistentau.en	el,	lisääntymislääke.ede,	andrologian	

erityispätevyys	

•	Oyl,	lisääntymislääke.eteen	koulu:aja,	Naistenklinikka	VSSHP		

•	Yksityislääkäri	Auraklinikka,	Pihlajalinna	

	•	SFY:n	puheenjohtaja	(NFS	hallitus)	

	•	communica?ons	director	IFFS	hallitus	(Interna?onal	Federa?on	of	Fer?lity	Socie?es)	

	•	NFOG	scien?fic	commiFee	

• ENDOMET tutkimusprojektin ryhmäjohtaja (TEKES- ja EVO-rahoitus)

•	Luentoja	lääkeyritysten	koulutus?laisuuksissa	(Gedeon	Richter,	MSD,	Merck)	

•	Koulutus?laisuuksien	suunniFelu	(Gedeon	Richter,	MSD,	Merck)	

•	Forendo	Pharma	Ltd.	perustaja	ja	osakas	



endometriosis 
 
Should be viewed as a 
chronic disease that requires 
a lifelong management plan 
with the goal of maximizing 
the use of medical treatment 
and avoiding repeated 
surgical procedures 

Treatment of pelvic pain
associated with endometriosis: a
committee opinion
The Practice Committee of the American Society for Reproductive Medicine

American Society for Reproductive Medicine, Birmingham, Alabama

Pain associated with endometriosis may involve many mechanisms and requires careful evaluation to confirm the diagnosis and
exclude other potential causes. Both medical and surgical treatments for pain related to endo-
metriosis are effective, and choice of treatment must be individualized. This document replaces
the document by the same name last published in 2008 (Fertil Steril 2008;90:S260–9). (Fertil
Steril! 2014;101:927–35. "2014 by American Society for Reproductive Medicine.)

Discuss: You can discuss this article with its authors and with other ASRM members at http://
fertstertforum.com/asrmpraccom-pelvic-pain-endometriosis/

Use your smartphone
to scan this QR code
and connect to the
discussion forum for
this article now.*

* Download a free QR code scanner by searching for “QR
scanner” in your smartphone’s app store or app marketplace.

E ndometriosis is one of the most
common gynecologic disorders
and is found in 70%–90% of pa-

tients with pelvic pain symptoms (1, 2).
Women with endometriosis have an
increased risk of abdominopelvic pain,
dysmenorrhea, and dyspareunia
compared with controls without
endometriosis (3). The evaluation of
pain from endometriosis and its
response to treatment are made
difficult by [1] methodologic
difficulties in measuring pain; [2]
incomplete understanding of the
mechanism by which endometriosis
causes pain; [3] difficulty in
determining the success of medical and
surgical therapies compared with
placebo; [4] the tendency for chronic
pain to progressively involve
surrounding organ systems beyond the
reproductive tract; and [5] pain
attributed to endometriosis when other
coexisting conditions may be the true
cause of pain. This document addresses

endometriosis and associated pelvic
pain and outlines treatment options.

DIFFERENTIAL DIAGNOSIS
OF PELVIC PAIN
Conditions of the reproductive tract that
can cause chronic pelvic pain include
not only endometriosis, but also adeno-
myosis, pelvic adhesions, pelvic inflam-
matory disease, congenital anomalies of
the reproductive tract, and ovarian or
tubal masses. Pelvic pain, however, is
not necessarily due to gynecologic
causes. It can be caused by disorders in
the gastrointestinal, urinary, neurologic,
and musculoskeletal systems and also
may be amanifestation of psychological
or psychiatric disorders. Common non-
gynecologic causes of pelvic pain may
include irritable bowel syndrome, inter-
stitial cystitis, fibromyalgia, andmuscu-
loskeletal disorders such as trigger point
pain and pelvic floor dysfunction (4). It
may be difficult to distinguish endome-

triosis from these conditions because the
symptomsmay be similar, occurring in a
cyclic or constant pattern. A thorough
evaluation to exclude other causes of
pelvic pain should be pursued before
aggressive therapy and also in those
women who do not respond to conven-
tional therapy for endometriosis.

MECHANISMS OF PAIN
FROM ENDOMETRIOSIS
Endometriosis can appear in different
forms in the female pelvis, including
clear vesicles, red flame lesions, dark
pigmented lesions with hemosiderin,
and white scarring, each of which
may contribute to pain by different
mechanisms. Although, in general,
there is no established relationship be-
tween the extent of disease and symp-
toms, the location and type of the
disease can impact pelvic pain (5).
Although considered a progressive dis-
ease, endometriosis also can remain
static and even regress without treat-
ment (6). The three most commonly
suggested mechanisms for pain pro-
duction in endometriosis are [1] pro-
duction of substances such as growth
factors and cytokines by activated
macrophages and other cells asso-
ciated with functioning endometriotic
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lääkehoito 
 ei paranna – tavoitteena 
• oireiden lievitys – turvaa elämänlaatu 

• taudin etenemisen estäminen 

• estää / hidastaa uusiutumista kirurgian 

 jälkeen 

• infertiliteetin hoito 

• oireet palaavat hoidon jälkeen 



perinteinen hoito- 
dg varmistus ei välttämätöntä 

• tyypilliset oireet – aloita hoito 

• dysmenorrea – endometrioosi 

• riittävä vaste – seuranta 

• riittämätön vaste – lisäselvittely 

• empiirinen hoitokokeilu on osa 
“hoitopolkua” 



NSAIDs
• älä ylenkatso 

• vähentävät prostaglandiinien tuotantoa ja 
eritystä – lieventävät kipua 

• riittävä säännöllinen annostelu 

• yhdistetään muihin hoitoihin 

• sivuvaikutukset – vaikutus 
hedelmällisyyteen 

• Cochrane (endometrioosi vs. dysmenor.) 



yhdistelmaehkäisy 

• endometriumin ja endometrioosin atrofia– 
vuodon ja PG:in väheneminen 

• estää ovulaation – estää endometriomat  

• endometrioosin insidenssi e-pillerin 
käyttäjillä muita alempi – suojaava 
vaikutus (hoida dysmenorrhea) 

• voi kombinoida NSAID ja/tai AI. 



yhdistelmaehkäisy 

• prospektiivisessa kliinisessä arviossa 
matala-annoksisen yhdistelmäehkäisyn 
tauoton käyttö vähensi endometrioosin 
oireita tehokkaammin kuin syklinen 
COC käyttö kirurgisen hoidon jälkeen

Vercellini et al. F&S 2003



yhdistelmaehkäisy 



 
 
 
 

progestiinit 
•  tavoitteena on amenorrea 

•  eroja on tehon ja sivuvaikutusten osalta 
(MPA, noretisteroni, lynesteroli, dienogesti) 

•  riittävä teho, ongelmana sivuvaikutukset: 
pahoinvointi, huimaus, turvotus, vaikutukset 
sokeri- ja rasva-aineenvaihduntaan ja luun 
metaboliaan. 

•  tumareseptorvaikutus, mahdollisesti myös 
nopea vaste solukalvoreseptorien kautta 
MMPs & 17βHSD2 

 

 

 

 



 
 

 

 

LNG - IUD 
• korkea levonorgestreelipitoisuus 

kohdekudoksessa – vain vähän 
sivuvaikutuksia  

• täysamenorrea monille 

• teho hyvin osoitettu pinnallisen, 
rektovaginaalisen ja uusiutuvan taudin 
kohdalla kuten myös postoperatiivisen 
tilanteen hoidossa 

 

 

 

 



Progestiinien teho 



 
 

 

 

GnRH-analogit 
•  estää tehokkaasti munasarjojen 

estrogeenierityksen 

•  agonist flare-effect – E eritys (AI, ANT, OC 
kombi) 

•  pitkä aikainen hoito ongelmallista (luusto) 

•  add back helpottaa sivuvaikutuksia  

•  Antagonist ei flarea (pistokset usein) 

•  Molempia käytetään osana infertiliteettihoitoja 



 
 

 

 

vaikea endometrioosi 
• endometrioosipotilaan eutooppinen 
endometrium on poikkeavaa. 
 
• vaikeissa tapauksissa munasarjojen 
estrogeenituotannon estäminen ei riitä. 
 
• hoidon kohteena on endometrioosikudoksen 
oma estrogeenituotanto. Steroidogeneesin 
entsyymit ilmentyvät endometrioosissa. 
Aromataasi on viimeinen “steppi” 
estradiolituotannossa. (also HSD17B1) 
 



 
 

 

 

aromataasin estäjät 
• ovarion inhibitio on riittämätöntä – 

yhdistetään aina 
yhdistelmähormonivalmisteeseen  
 (tai GnRH analogiin). 

• pitkäaikainen hoito COC + AI          
turvallisempaa (?) – vähemmän oireita 

• GnRH ago + AI - > rajut 
hypoestrogeeniset oireet  ongelmat luun 
metabolian kohdalla.  



Taudin uusiutumisen riski 
kirurgisen hoidon jälkeen 
• 21.5 % kahden vuoden kuluessa
• 40 – 50 %  viiden vuoden kuluessa

Guo Hum Repro Up 2009

• uusintaleikkaus on usein riskialtis ja
harvoin lievittää tehokkaasti oireita 

Vercellini et al.2009 Acta



adjuvanttiterapia 

• lyhyt postoperatiivinen hormoni-
hoito vähentää taudin uusiutumista? 
• ajatuksena ( ? ) on (näkymättömien)
pesäkkeiden hoito (=uudelleenkasvun esto)
• riski uusien leesioiden muodostumiseen
• 3-6 kk post-operatiivinen hoito ei näytä juurikaan 
tehokkaammalta kuin pelkkä kirurgia



adjuvanttiterapia 

• ei apua hedelmällisyyteen, kipuihin tai
uusiutumiseen vuoden kuluessa.
• GnRH-analogit, progestiinit ja yhdistelmä-
ehkäisy yhtä tehokkaita.

Cochrane Syst Rev 2004
• taudin uusiutumiskäyrät siirtyvät
oikealle adjuvanttihoidon seurauksena 

Vercellini et al. BJOG 1999



adjuvanttiterapia 

• tärkeää muistaa teho munasarjataudin 
uusiutumisen ehkäisyssä

OR 0.12 (95% CI, 0.05 – 0.29)

syklinen vs jatkuva annostelu
15 %  vs. 8 %

Vercellini et al.2009 Acta



tertiaariehkäisy 

• postoperatiivinen hormonihoito
 tehoaa kipuun ja uusiutumisen
ehkäisyyn niin kauan kuin sitä käytetään
• lievitys dysmenorrean hoitoon (12 kk) 
  sekä LNG-IUD & COC
• jatkuva COC annostelu uusiutumisriski
• muita oireita ei ole huolella tutkittu.



 
 

 

 

ComContra -endometrioma 

•  ovarion leesiolla korkea uusiutumisriski 
leikkauksen jälkeen (30 - 40 %)  

•  pitkitetty postoperatiivinen hormonihoito 
suojaa uusiutumiselta:     
 CC 9/102 ja ilman 26/46 (Vercellini et al. -08) 

•  suojavaikutus häviää nopeasti hoidon 
päätyttyä (Missmer et al. Obst Gyn -04) 

•  Suojaa syövältä  (Modugno et al. AJOB -04) 
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BACKGROUND
Endometriosis is a chronic, estrogen-dependent condition that causes dysmenorrhea 
and pelvic pain. Elagolix, an oral, nonpeptide, gonadotropin-releasing hormone (GnRH) 
antagonist, produced partial to nearly full estrogen suppression in previous studies.
METHODS
We performed two similar, double-blind, randomized, 6-month phase 3 trials (Elaris Endo-
metriosis I and II [EM-I and EM-II]) to evaluate the effects of two doses of elagolix 
— 150 mg once daily (lower-dose group) and 200 mg twice daily (higher-dose group) — as 
compared with placebo in women with surgically diagnosed endometriosis and moderate 
or severe endometriosis-associated pain. The two primary efficacy end points were the pro-
portion of women who had a clinical response with respect to dysmenorrhea and the propor-
tion who had a clinical response with respect to nonmenstrual pelvic pain at 3 months. Each 
of these end points was measured as a clinically meaningful reduction in the pain score and 
a decreased or stable use of rescue analgesic agents, as recorded in a daily electronic diary.
RESULTS
A total of 872 women underwent randomization in Elaris EM-I and 817 in Elaris EM-II; 
of these women, 653 (74.9%) and 632 (77.4%), respectively, completed the intervention. At 
3 months, a significantly greater proportion of women who received each elagolix dose 
met the clinical response criteria for the two primary end points than did those who re-
ceived placebo. In Elaris EM-I, the percentage of women who had a clinical response with 
respect to dysmenorrhea was 46.4% in the lower-dose elagolix group and 75.8% in the 
higher-dose elagolix group, as compared with 19.6% in the placebo group; in Elaris EM-II, 
the corresponding percentages were 43.4% and 72.4%, as compared with 22.7% (P<0.001 
for all comparisons). In Elaris EM-I, the percentage of women who had a clinical response 
with respect to nonmenstrual pelvic pain was 50.4% in the lower-dose elagolix group and 
54.5% in the higher-dose elagolix group, as compared with 36.5% in the placebo group 
(P<0.001 for all comparisons); in Elaris EM-II, the corresponding percentages were 49.8% 
and 57.8%, as compared with 36.5% (P = 0.003 and P<0.001, respectively). The responses 
with respect to dysmenorrhea and nonmenstrual pelvic pain were sustained at 6 months. 
Women who received elagolix had higher rates of hot flushes (mostly mild or moderate), 
higher levels of serum lipids, and greater decreases from baseline in bone mineral den-
sity than did those who received placebo; there were no adverse endometrial findings.
CONCLUSIONS
Both higher and lower doses of elagolix were effective in improving dysmenorrhea and 
nonmenstrual pelvic pain during a 6-month period in women with endometriosis-asso-
ciated pain. The two doses of elagolix were associated with hypoestrogenic adverse effects. 
(Funded by AbbVie; Elaris EM-I and EM-II ClinicalTrials.gov numbers, NCT01620528 and 
NCT01931670.)

A BS TR AC T

Treatment of Endometriosis-Associated Pain 
with Elagolix, an Oral GnRH Antagonist
H.S. Taylor, L.C. Giudice, B.A. Lessey, M.S. Abrao, J. Kotarski, D.F. Archer, 
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J.W. Thomas, R.I. Jain, and K. Chwalisz  

Original Article

The New England Journal of Medicine 
Downloaded from nejm.org at TURKU UNIVERSITY on April 12, 2018. For personal use only. No other uses without permission. 
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150 mg x1, 200 mg x2 vs placebo for 3 mos

Dysmenorrea: 46 %, 76% vs. 20%
Chronic pelvic pain:  50%, 55% vs. 37% 



riittävä potilasinfo!

•  Välttämätöntä ymmärtää ettei hoitoa tule 
keskeyttää kun oireet paranevat!  

•  Varhainen tehokas hoito on mielekästä 

•  Empiirinen hoito on osa oikeaa hoitokäytäntöä – 
oireiden seuranta? 

•  Raskaus ja imetys ovat ainoat perustellut 
keskeyttämisen syyt kun hoito toimii.  



riittävä potilasinfo!
•  Arvioi kaikki raskauteen vaikuttavat tekijät – 

myös mies! Suunnitelma siitä kauanko (kk) hoito 
on tauolla – oireiden seuranta  

•  Ripeästi IVF jos EFI on matala  

•  Imetys on hyödyllistä ja perusteltua. 
Hormonihoidon voi turvallisesti aloita 4kk 
synnytyksestä mikäli oireita.  

• Mikäli oireet merkittävästi muuttuvat – yhteys 
hoitavaa lääkäriin viiveettä! 

•  Spontaani paraneminen on HARVINAISTA!  

•  Riittävästi tietoa – parempi komplianssi! 

  



Endometriosis Fertility Index

FIGURE 1

Endometriosis fertility index surgery form.

Adamson. Endometriosis fertility index. Fertil Steril 2010.
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was assessed as one of the outcome measures. Besides elagolix,
phase II studies have also assessed the safety and efficacy of
cetrorelix, TAK-385(Relugolix), KLH-2109(OBE-2109) and ASP1707
in comparison with placebo/other standard drugs for endometri-
osis treatment. The severity of pain, safety, tolerability and
pharmacokinetics of the drug molecules were measured as
outcome measures [22–28]. However, the results of these studies
are yet to be published. Nevertheless, by virtue of certain unique
advantages of GnRH antagonists (Table 4), clinical trials continue to
progress with these agents. Elagolix does show promise as a
molecule for endometriosis with positive results from late phase
clinical trials. The need of the hour is to conduct head to head trials
of GnRH antagonists with other established therapies for
endometriosis.

4.1.2. Aromatase inhibitors
Aromatase inhibitors (AI) such as letrozole, anastrazole and

exemestane are widely used in clinical practice for breast cancer
treatment [29,30]. The aromatase enzyme is expressed in
granulosa cells of growing ovarian follicles and in other cell types
such as adipocytes. AI suppress the aromatase enzyme activity
resulting in inhibition of the conversion of androstenedione and
testosterone to estrone and estradiol respectively [31]. Aromatase
activity is enhanced in the extra uterine endometrial tissue and
this results in enhanced conversion of testosterone to estrogen.
Further, estrogen intensifies the synthesis of PGE2 that is a known
inducer of aromatase activity in endometrium. Thus, a vicious cycle
of increased estrogen production occurs leading to disease
worsening. AI could potentially break this vicious cycle and

decrease the estrogen levels resulting in the atrophy of endometric
tissue and interruption of cyclic stimulation and bleeding. [32,33]
Several studies have investigated that the safety and efficacy of AI
like letrozole and anastrazole as a single therapy and in
conjunction with other drug classes like oral contraceptives
(OCPs), GnRH agonists, progestins and danazol for the treatment
of endometriosis.

In a prospective RCT, women with endometriosis associated
pelvic pain were treated with letrozole plus OCP pills or OCP alone;
however there was no significant difference in severity of
dyspareunia, dysmenorrhea and pelvic pain between the two
groups [34]. The drawback of the study was that, second time
laparoscopy was not done to determine if this treatment had
altered the size of endometric lesions. In another RCT, where
women were treated with letrozole and were randomized to
receive either oral norethisterone acetate or intramuscular
injection of triptorelin; the administration of letrozole reduced
the intensity of endometriosis-related pain symptoms. Further, the
combination of letrozole and norethisterone acetate was associat-
ed with lesser adverse events than the combination of letrozole
and triptorelin [35]. In another non-randomized trial, the intensity
of chronic pelvic pain and deep dyspareunia was significantly
lower in patients treated with letrozole and norethisterone than
norethisterone alone at both 3 and 6 month assessment. However,
interruption of treatment led to pain recurrence in both the groups
[36]. In a phase 2, open-label, nonrandomized proof-of-concept
study, women suffering from endometriosis were orally adminis-
tered with letrozole (2.5 mg) and norethindrone acetate (2.5 mg).
There was a significant reduction in changes in American Society

Fig. 2. Mechanism of Hormonal therapy for treatment of Endometriosis.

L. Goenka et al. / Biomedicine & Pharmacotherapy 90 (2017) 575–585 579



for Reproductive Medicine (ASRM) scores for endometriosis and
pelvic pain which was assessed by VAS [37].

A prospective RCT was done to compare the clinical efficacy of
cocktail regime of another AI, anastrazole and goserelin versus
goserelin alone. The symptom recurrence rates were significantly

lower in the anastrazole-goserelin group than the goserelin group,
whereas there was a greater BMD loss in anastrazole-goserelin
group than the goserelin only group [38]. A phase IV study
comparing the efficacy of anastrazole plus leuprolide acetate vs
leuprolide acetate was conducted, where the time without pain

Fig. 3. Mechanism of Non-Hormonal therapy for treatment of Endometriosis.

Table 3
List of drugs that failed to become a potential therapeutic agent for endometriosis.

Name of drug Comments

Tanezumab Study to investigate the safety and effectiveness of tanezumab was terminated due to safety issues and the manufacturer did not seek to explore
tanezumab further in endometriosis [85].

Rosiglitazone Two clinical trials were started to investigate the effect of rosiglitazone on the peritoneal fluid of women with endometriosis [86,87]. However, the
studies were terminated due to the meta-analysis about cardiovascular adverse effects [88,89].

Infliximab The safety and efficacy of infliximab was evaluated in endometriosis patients but there was no effect of infliximab seen in any of the outcome
measures [84]. The study was not sufficient to conclude that infliximab has a positive effect on women with endometriosis and no further studies have
been registered in clinical trials.gov.

Pentoxifylline A Cochrane review published in 2012 concluded that there was insufficient evidence to prescribe pentoxifylline for the treatment of endometriosis
[90].

Telapristone
acetate

Due to safety concerns the studies were withdrawn or terminated and no further studies have been registered in clinical trials.gov [91–94].

Asoprisnil The development of asoprisnil for endometriosis treatment has been stopped due to endometrial proliferation and hyperplasia in some patients [95].
Raloxifene A study that compared raloxifene with placebo showed that the rate of recurrence of symptoms following treatment discontinuation after 6 months

was higher in the raloxifene group. Further development of the molecule appears to have been terminated [96].

580 L. Goenka et al. / Biomedicine & Pharmacotherapy 90 (2017) 575–585
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FIGURE 2

Endometriosis-associated
pain symptoms

YesNo

Superficial peritoneal and 
ovarian endometriosis 

(low- and medium-risk lesions)

Deep infiltrating endometriosis
(high-risk lesions)

Very-low-dose estrogen-progestin 
combinations used continuously

Drug inefficacy
or intolerance

Surgery

Very-low-dose estrogen-progestin 
combinations used cyclically 

(ethinyl-estradiol 0.015-0.020 mg; 
estradiol 1.5 mg)

Inefficacy on pain

Persistent
dysmenorrhea 

Nor-ethindrone acetate    
2.5-5 mg/die

Drug intolerance

gen-progestin
continn nuously

Drug intnn ole

Ureteral endometriosis with hydroureteronephrosis
Bowel endometriosis with persistent sub-occlusive symptoms
Ovarian masses of doubtful origin
Endometriomas with a diameter of > 4 cm

i t t i ff

Dienogest
2 mg/die

Drug intolerance

Inefficacy on pain

GnRH agonists or 
antagonists plus 

add-back therapy

Drug inefficacy 
or intolerance

Drug ine
or intnn ole

Suggested algorithm for individualized treatment of endometriosis-associated pain by means of a lesion-based, three-tiered risk stratification
system and a stepwise pharmacologic approach (81) in women not seeking conception and preferring medical therapy rather than surgery.
Vercellini. Medical therapy for deep endometriosis. Fertil Steril 2017.
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incorrectly raised perplexities about their effectiveness. Ac-
cording to a recent meta-analysis, the common relative risk
of endometriosis in women who have ever used oral contra-
ceptives is 1.19 (95% CI, 0.89–1.60) [45]. A potential con-
founding factor is that oral contraceptives are commonly
used to treat dysmenorrhea, a classic symptom of endometri-
osis. Affected women commonly report past use of oral con-
traceptives, and this has led to underestimation of the
therapeutic potential of these drugs or even to speculation
of a detrimental role. In this context, 2 studies have demon-
strated that the percentage of women who used estroproges-
tins during adolescence because of painful periods rather
than for contraception is higher in women in whom endome-
triosis was later diagnosed [46,47]. Second, designing RCTs
to test long-term treatments is difficult [48]. While there is
the need to plan studies lasting several years, it is obvious
that women’s willingness to participate in this kind of trial
is low. It is not surprising that few RCTs have demonstrated
the effectiveness of long-term postoperative treatment. To
our knowledge, there are only 4 such trials, 2 using LNG-
IUD and 2 using oral contraceptives, and their sample sizes
were limited [33–35,38]. Nonetheless, in our view, the
effectiveness of long-term postoperative hormone therapy
cannot be disputed. Convincing arguments in this regard
are represented by the remarkable magnitude of the detected

benefits, by confirmation of the protective effect in large
cohort studies, and by independence of the research groups
involved.

Even if we believe that long-term hormone therapy after
surgery to treat endometriosis should be systematically rec-
ommended, 2 main points remain to be clarified. First, there
is the need for more experimental evidence. In particular,
even if available evidence supports the benefits in preventing
the recurrence of dysmenorrhea and endometrioma forma-
tion, data on other symptoms such as dyspareunia and other
forms of the disease such as peritoneal lesions and adhesions
are insufficient. Further evidence is thus required to support
the effectiveness of estroprogestins in this regard. Moreover,
the protective effect of estroprogestins can be attributed to
prevention of establishment of the disease itself. This view
is no doubt valid for endometriomas but warrants confirma-
tion for dysmenorrhea. Estroprogestins are highly effective
for treatment of menstrual pain, and we cannot exclude
that the observed benefits of postoperative administration
are due to a priori treatment of pain rather than to prevention
of recurrent episodes.

Second, clear data are lacking insofar as the most suitable
estroprogestin to be used [30,40,49,50]. It may be speculated
that regimens that create a steady state such as continuous
oral contraceptives or continuous progestins may be more

Table 1

Studies of long-term hormone therapy after surgery to treat endometriosis

Study and source

Study

design Hormone therapy

No. of women

(treated/control)

Follow-up,

mo

Primary result:

rate of recurrence, %a p value

Outcome: Recurrence of pelvic pain

Dysmenorrhea

Vercellini et al [33], 2003 RCT LNG-IUD/EM 20/20 12 10/45 .01

Seracchioli et al [34], 2010 RCT Cyclic OC/continuous OC/EM 92/95/87 24 31/4/40 ,.01

Tanmahasamut et al [35], 2012 RCT LNG-IUD/EM 28/26 12 7/39 .01

Dyspareunia

Vercellini et al [33], 2003 RCT LNG-IUD/EM 9/8 12 Median VAS score reduction 31/15 NS

Seracchioli et al [34], 2010 RCT Cyclic OC/continuous OC/EM 92/95/87 24 27/29/35 NS

Tanmahasamut et al [35], 2012 RCT LNG-IUD/EM 12/7 12 Median VAS score reduction 15/19 NS

Nonmenstrual pain

Vercellini et al [33], 2003 RCT LNG-IUD/EM 5/7 12 Median VAS score reduction 17/20 NS

Seracchioli et al [34], 2010 RCT Cyclic OC/continuous OC/EM 92/95/87 24 29/27/40 NS

Tanmahasamut et al [35], 2012 RCT LNG-IUD/EM 17/19 12 Median VAS score

reduction 48/22

.04

Outcome: Anatomical relapse

Endometrioma

Vercellini et al [36], 2008 Cohort Cyclic OC/EM 102/46 28 9/56 ,.001

Takamura et al [37], 2009 Cohort Cyclic OC/EM 34/39 24 3/44 .001

Seracchioli et al [38], 2010 RCT Cyclic OC/continuous OC/EM 75/73/69 24 15/8/29 .003

Lee et al [39], 2010 Cohort Cyclic OC/EMb 175/187 35 7/29 .001

Cuccinella et al [40], 2013 Cohort Cyclic OC/EM 126/38 24 8/39 .001

EM5 expectant management; LNG-IUD5 levonorgestrel-releasing intrauterine device; NS5 not significant; OC5 oral contraception; RCT5 randomized controlled trial;
VAS 5 visual analog scale.
a If outcome is not given as rate of recurrence, this is stated.
b Both groups received an initial short course of gonadotropin-releasing hormone analogues.
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