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Endometriozis Semptomlar

Adenomyozis e bagli Symptoms
semptomlar

Infertilite sl
Ekstragenital endometriozise dysmenorrhea
bagli semptomlar cyclic pelvic pain

acyclic chronic pelvic pain
dyspareunia

cyclic dyschezia

cyclic dysuria




Expectant Pharmacologic Surgery
Management treatment

Uisadvaniazes Disease progression * Side effects * Trauma
| | » Cost + Infectious
* Compliance * Ovarian reserve
* Recurrence (50%) * Adhesions



Medikal Tedavi endikasyonlari

Ik secenek olarak

— Infertilite (IVF dncesi)

— Agri

— Derin Endometriozis

— Ekstra-genital endometriozis

— Adenomyozis

Cerrahiden sonra rekirrensi 6nlemek icin
Cerrahi tedaviye uygun degil ise veya istemiyorsa
Tanidan emin olamama (Ampirik)

Ik cerrahide yeterli eksizyon yapilmasina ragmen rekiirrens
gosteren durumlar.

Cerrahi tedaviyle beraber medikal tedavi



IDEAL MEDIKAL TEDAVI NASIL
OLMALI

Reduce pain Few side effects

Block the growth Not affect fertility

Prevent the recurrences

For long-term use

Low cost




NSAii’ler

Dismenore

ilk basamak

Bulanti, kusma, Gl iritasyon,
sersemlik, bas agrisi

Tedaviye menstriiasyon baslangicinda veya hemen
once baslayin; menstriiel kanamada biraz azalma

Kombine oral kontraseptifler

Siklik

Dismenore

ilk basamak

Bulanty, kilo artisi, sivi retansiyonu,
depresyon, ara kanamalar,
gogislerde hassasiyet, bas agrisi,
menstriel kanamada azalma

Strekli

Dismenore, non-siklik
kronik pelvik agri

ikinci basamak

Bulanty, kilo artisi, sivi retansiyonu,
depresyon, ara kanamalar,
gogislerde hassasiyet, bas agrisi,

armCTToTe

Progestinler

Medroksiprogesteron
asetat

Dismenore, non-siklik
kronik pelvik agri

ikinci basamak

Bulanty, kilo artisi, sivi retansiyonu,
depresyon, amenore, ge¢ tekrar
oviilasyon

ikinci veya o . Ozellikle semptomatik rektovajinal endometrioziste
; . . . L Siskinlik, kilo artigi, bas agrisi, .
Levonorgestrel RIA Dismenore, disparoni uguncu ssiislerde hassasivet yararl; 6-12 ay hipomenore veya amenore; 5 yila
basamak St y kadar kullanilabilir; endometroziste FDA onayi yok
. . . ikinci veya H|poostr01en|zn.1. (vazomotor - Endometriozis agrisinda FDA onayli; kemik mineral
. . Dismenore, disparoni e semptomlar, vajinal kuruluk, libido N N S
GnRH agonistleri ugunci L L yogunlugu kaybinin engellenmesi igin
b k CEEIIMERT, (il sz LGl Sl e Ostrojen-progestin ekleme tedavisi yapilir
asama yogunlugunda azalma) Jen-prog yap
. w.wy . | Dismenore, non-siklik | Uclinci Hipodstrojenizm, oviilasyon Ovula.syon |ndukleneb|IeFeg| icin progestOJen.IerIe,'
Aromataz inhibitoérleri . e L kombine oral kontraseptiflerle ve GnRH agonistleriyle
kronik pelvik agri basamak indlksiyonu o L
kombine; endometriozis agrisinda FDA onayi yok
. - ikinci veya ) . _
Dismenore, non-siklik e Hipoandrojenik yan etkiler (akne, .
Danazol uguncu Yan etkiler yaygin kullanimini sinirlandirir

kronik pelvik agri

basamak

6dem, meme boyutunda kiiglilme)




Soru:
Primer dismenorenin tedavisinde OK
lerin etkinligi kanitlanmistir

* Evet
* Hayir
* Yeri yoktur



Oral contraceptives for dysmenorrhea in
adolescent girls: a randomized trial.

Bazal

B Plasebo
@ Oral kontraseptif

n=76
*p=0.004
3. ay

MMDQ: Moos Mentruel Distress Questionnaire

KOK: 20ug EE+100 pg LNG



ore CI1IC U U =410 CC -
Author Date  Study size Treatment Control Drug | Drug 2 Drug 3 Dysmenorrhea outcome Significance
(no, of women)  length measure (yes/na)
{'II'IH“IIH[ L HH/HI['('/'UUII
Randomized controlled trials ) )
Davis et al. [80] 2005 76 3 month Placebo EE (0.02 mg) n'a na OC superior {o placebo for Yes
LNG (0.1 mg) reduction of puin severity
Winkler ctal. [81] 2004 998 6 month Companson  EE (0.02 mg) EE (0.02 mg) na Equal decrease in both groups No statistics
DSG (0.15 mg) LNG (0.1 mg)
Nonrandomized controlled trials
Ahrendtetal. [82] 2007 406 3= morghs None DSG (0.075 mg) na na Improvement in 93% No statistics
Harel et al. [83] 2005 28 Upto 1 fear None EE (0.075 mg) na n'a 39% decrease, 11% increase, No statistics
norelgestromin 50% no change
(6 mg)
Kido et al. [84] 2007 41 3 month; No-0( EE (0.03-0.03 mg)y nia na Degree of expenenced pain Yes
4 year control LNG (0.03 and lower in the OC group, no
group 0,04 mg), severe menstrual pain in the
NES (0.035 mg) or OC group
NGS (0.05 mg)
Matsumoto et al, 2007 110; 39 in the | 3 monthy None Unspecified OCs na na QoL scores significantly Yes
|85] dysmenorrhea improved over all domains
subgroup
Sabatini et al, [86] 2007 156 6 month Comparison  EE (0.03 mg) EE (0.03 mg) na Progressive and significant Yes
CMA (2 mg) DRSP (3 mg) reduction in mild and
moderite dysmenorrhes i the
EE/CMA group
Schramm and 2007 16,781; 4 month Comparison — EE (0,03 mg) Former na 61.1% complete resolution; No statistics
Heckes [87] 6169 in the CMA (2 mg) contraception S.4% unchanged

dysmenorrhea
subgroup

—




ACOG

Noncontraceptive Uses of Hormonal
Contraceptives ( Jan 2010)

Which hormonal contraceptives are beneficial for
treatment of dysmenorrhea?

*combined OC have been shown to reduce
uterine PG production and relieve dysmenorrhea
up to 70-80% of patients.



Evaluation of a low-dose oral contraceptive pill for

primary dysmenorrhea: a placebo-controlled,

double-blind, randomized trial

Total dysmenarrhea score
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Soru:

Endometriozisin medikal tedavisinde ilk tercihiniz
hangisidir ?

Aromataz Inhibitorleri
Dienogest

Danazol

Oral Kontraseptifler
GnRH Analoglari

LNG (IUS)

Diger progesteronlar

Endometriozis tedavisinde medikal tedaviye
Inanmam

09 5=l on b g LY e 1=



Low-dose oral contraceptive pill for dysmenorrhea
associated with endometriosis: a placebo-controlled,
double-blind, randomized trial ( N: 100, 16 w)

Changes in mean dysmenorrhea score during the
trial. OCP: oral contraceptive pill.

Total dyvsmenorrhea score (m + SD)

—— P

wwem--- Placebo

Bascline Before | | 3 End of
treatment treatment




Randomized trial of leuprolide versus continuous

oral contraceptives in the treatment of
endometriosis-associated pelvic pain (n: 47, 48 w)

F1GURE 1 |

Comparison of trends between leuprolide and oral contraceptive groups in pain and quality-of-life assessments. Mean values with standard
error bars are shown at each time of assessment.
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Oral contraceptives for pain associated with endometriosis
Davis et al 2009

Analysis 1.1. Comparison | OCP versus goserelin; reduction of pain to mild or zero, Outcome |
Dysmenorrhoea.

Subtotal (

17.73 [
[ 0.93, 3

THE COCHRANE
COLLABORATION"




Oral contraceptives for pain associated with endometriosis
Davis et al 2009

Analysis 1.2. Comparison | OCP versus goserelin; reduction of pain to mild or zero, Outcome 2 Non
menstrual pain.

Raviewe  Oral contraceptivas for pan assodated with endometriosts

| ©CP versus gosareline reduction of pain to mild or zero

ds Ratio \ Odds Rat
M-H Fixed 55% Cl M-H Foed 5% CI

| Non menstrual pain (Linear Analogue sale) erd of treatment
Vercalini 1533 310 33

Subtotal (95% CI) 10 13 L0 % 1.43 [ 0.22,9.26 ]
Total events: 3 (O (Gosereln)
Heterogansity: not applicble
Test for overd| affect Z = 037 ( )]
2 Non menstrual pain (Linear Analogue sale) erd of soc month folow up
Vercalini 3 4/10 73 0 Qll1,304]

Subtotal (95% CI) 10 13 0.57 [ 0.11, 3.04 ]
Total events: 4 (OCF), 7 (Gosereln)
Haterogansity. not applicable
Test for overd| affect Z = 046 S
3 Non menstrual pain (werbal rating) 2and of treatment
Vercalini 1533 210 2 : 125[0.14,10%4)]

Subtotal (95% CI) 10 .0 9% 1.25 [ 0.14, 10.94 |
Total events: 2 (OCP), 2 (Gosereln)
Heterogansity: not applicable
Test for overdl effect Z =02 0.84)
4 Non menstrual pain (verbal rating) end of six month follow up
Vercalini 1533 3110

Subtotal (95% CI) 10 2.86 [ 0.42, 19.65 |

Test for overdl effect Z = 1.0

THE COCHRANE
COLLABORATION"
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Oral contraceptives for pain associated with endometriosis
Davis et al 2009

Analysis 1.3. Comparison | OCP versus goserelin; reduction of pain to mild or zero, Outcome 3
Dysparsunia.

Cidds Ratio
M, Fi

10,50 [ 1.62, 68.07

ZID[O41, 1066

210 [ Bu4l, 10066 |

1.50 [ 0.20, 11.00 ]

THE COCHRANE
COLLABORATION"




ACOG

Noncontraceptive Uses of Hormonal
Contraceptives ( Jan 2010)

Limited data suggest that COC can reduce the
severity of dysmenorrhea in women with
endometriosis. Continuous COC may offer
additional benefit by elimination of menstruation

and associated dysmenorrhea..




Contemporary management of
epndometriosis

St Bprtchaction, YUl Mo d gy, 111, 014
B A N e e

-

h- DMISIMAL ANTICLE ESHRE poges

ESHRE guideline: management
of women with endometriosis’

G.AJ. Dunselman®’, N. Vermeuten®, C, Backer’, C. Calhaz-Jorge®,
T. D'Hooghe', B. De Biie*, O, Helldttheimo’, AW, Hoene®, L, Klesst’,
" " 3 ()
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. e CHIGIAL S8 TICLE Cynuecsiugy

Consensus on current management
of endometriosis

Neil P. fohmao'*** and Lone Humimelsho|', for the World

A TR M o e D i TS « 2014 ESHRE Guidelines
« 2013 World Endometriosis Consensus
« 2010 SOGC Guidelines

Sulive Masall fhe Lo

SHRE, European Society of Human Reproduction and Embryolegy, SOGC, Society of Obstetricians and Gynaecologists of Canada

SHRE Guidefines 2014. Dunselman G et al. Human Reproduction 2014; 29(3):400-412.
ES Consensus. Johnson ef a/. Human Reprod 2013; 28(6).1552-68.
sOGC Clinical Practice Guideline. Endometriosis: Diagnosis and management. J Obstet Gynecol Can 2010.
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On-label and off-label drug use in the
treatment of endometriosis 2015

Alexander M. Quaas, M.D., Ph.D,, Elizabeth A. Weedin, D.O., and Karl R. Hansen, M.D., Ph.D.

Section of Reproductive Endocrinology and Infertility, Department of Obstetrics and Gynecology, University of Oklahoma
Health Sciences Center, Oklahoma City, Oklahoma

FDA onayli "on-label" ilaglar

Danazol (danasin)
GnRH-a (leuprolide acetate / goserelin acetate)

Progestinler ( MPA / NETA ) (depo provera / primolut-N)

FDA onaysiz "off-label" ilaglar
(deneysel arastirmada degil klinik kullanimda ilaglar)

Kombine OKS

NSAI ajanlar (naproksen)
Progestinler (dienogest) (visanne)
LNG-IUD (mirena)

Aromataz inhibitorleri (letrozole)
GnRH antagonistleri (cetrorelix)



Soru:
Hangisi OK larin endometriozis
tedavisinde etkinligi icin yanhstir

Ektopik endometrial dokularda atrofi
Seks hormon duzeylerinde azalma
Retrograd mentriasyinda azalma
Apoptozisde artma

Aromataz ekspresyonunu arttirma



OK’ler endometriotik odaklari yok etmez, ancak endometrial
atrofi ve amenore yaparak retrograd menstruasyonu onlerler

Aromataz ekspresyonunu inhibe ederek, endometriotik
lezyonlarin gelisimini baskilarlar

Desidualizasyon, endometrial dokuda ve ektopik
odaklarda atrofi.

Over fonksiyonlarinda inhibisyon Seks hormon
duzeyleri duser

Appptozisde artma

Over kanseri riskinde azalma



The use of Oral Contraceptives in
Endometriosis

Combined oral contraceptives (COCs)
* Widely used to reduce pain associated with endometriosis

“Anissue to consider when using COCs for the management of endometriosis pain is
their estrogen component, which may result in stimulation of the disease”?!

* Limited data available on efficacy and long-term safety profile in endometriosis
patients

“Further research is needed to fully evaluate the role of oral contraceptive pills in managing
symptoms associated with endometriosis”?

Not approved for endometriosis

1Kappou, D, et al. Minerva Ginecol 2010;62:415-32;
2Davis LJ, et al. Cochrane Database Syst Rev 2007;CD001019



Soru:
Hangi kilavuz endometriozisde

ampirik tedaviyi desteklemez ?
WES
Turkiye
ESHRE
Kanada
Hepsi destekler

Hicbiri desteklemez



CQEs and pain management

No COC is indicated for the treatment of endometriosis
However, they are widely used off-label for the management of pain
in endometriosis

First-line, empirical medical treatment with COCs is supported by
several endometriosis guidelines'=

@‘s hre

Managemant of women

with endometrionls

. Dunseiman G et al. Human Reproduction 2014; 29(3)400-412_2 Leyland N et al. J Obstet Gynaecol Can 2010; 32 (7 suppl 2); s1-
b32. 3. Johnson NP et al. Hum Reprod 2013; 28(6): 1552-1568.




SOGC kilavuz algoritmasi: Endometriozis
suphesinde agri tedavisi

Siipheli endometriozis

KOK tedavisine 3 ay

icinde yanit alinmadi
Medikal tedavi

1. Progestinler (6r. dienogest)

2. Eleme tedaviile GnRH agonisti

Ameliyat ya da 3 aylik ilag 3. Progestin IUS

tedavisi etkisiz

1. Taniy1 gézden gegirin
ek testler ve/ya da
jinekoloji disi konsiiltasyon

2. Kronik agri tedavisi
ve multidisipliner destek

KOK, kombine oral kontraseptif
IUS, intrauterine sistem

Uyarlama: SOGC Clinical Practice Guideline. ] Obstet Gynecol Can 2010.



WES international consensus on
endometriosis

o BT Wk, e e )T TR

* Advocates early, proactive management of b - o |
i i onsensus on current managemen
pelvic pain

of endometriosis

hrsan =4 and Lone Hummelshaj’, for the World
ciety Mompellier Consartiom®

* Strongly supported by an extensive,
international experienced and well-
respected group of key opinion leaders,
representatives of medical societies and
patient groups




Empirical treatment of pain

Recommendation

The GDG recommends clinicians to counsel women with symptoms
presumed to be due to endometriosis thoroughly, and to empirically

treat them with adequate analgesia, combined hormonal
contraceptives or progestagens.

Kilavuz hazirlama kurulu, endometriozise bagl oldugu distndlen pelvik agrinin
yénetiminde ampirik medikal tedavi denenmesini kuvvetle tavsiye etmektedir.

Ampirik tedavide kombine oral kontraseptifier veya progestinler ilk secenek
olarak kuvvetle tavsiye edilmektedir.

Tedaviye baslamadan énce pelvik agriya yol acabilecek diger hastaliklarin
ekarte edilmesi gerekmektedir.




ARE HORMONAL THERAPIES
EFFECTIVE FOR PAINFUL SYMPTOMS
ASSOCIATED WITH ENDOMETRIOSIS?

Recommendations

Clinicians are recommended to prescribe hormonal treatment
[hormonal contraceptives (level B), progestagens (level A), anti-
progestagens (level A), or GnRH agonists (level A)] as one of the

options, as it reduces endometriosis-associated pain (vercellini, et al., 1993,
Brown, et al., 2012, Brown, et al., 2010).

The GDG recommends that clinicians [take patient preferences, side

effects, efficacy, costs and availability into consideration when
choosing hormonal treatment for endometriosis-associated pain.




Hormonal contraceptives

Recommendations

Clinicians can consider prescribing a combined hormonal
contraceptive, as it reduces endometriosis-associated dyspareunia,
dysmenorrhea and non-menstrual pain (vercellini, et al., 1993).

Clinicians may consider the continuous use of a combined oral
contraceptive pill in women suffering from endometriosis-associated
dysmenorrhea (vercellini, et al., 2003).

Clinicians may consider the use of a vaginal contraceptive ring or a

transdermal (estrogen/progestin) patch to reduce endometriosis-

associated dysmenorrhea, dyspareunia and chronic pelvic pain (vercellini,
et al., 2010).




ARE PREOPERATIVE HORMONAL
THERAPIES EFFECTIVE FOR
TREATMENT OF PAIN?

Recommendation

Clinicians should not prescribe preoperative hormonal treatment to

improve the outcome of surgery for pain in women with endometriosis
(Furness, et al., 2004).




Treatment of pain associated with
extragenital endometriosis

Recommendations

Clinicians may consider surgical removal of symptomatic extragenital

endometriosis, when possible, to relieve symptoms (Liang, et al., 1996,
Marinis, et al., 2006, Nezhat, et al., 2011, Nissotakis, et al., 2010, Song, et al., 2011).

When surgical treatment is difficult or impossible, clinicians may
consider medical treatment of extragenital endometriosis to relieve
symptoms (Bergquist, 1992, Joseph and Sahn, 1996, Jubanyik and Comite, 1997).




Endometriozis nedeniyle opere

olanlarda; endometriozis iliskili
dismenoreden korunmak icin

(disparoni,non-mens.pelvik agr1 degil)
en az 18-24 ay LNG-IUD veya kombine
hormonal kontraseptif onerilir. A




/ End . lonts infertil Kd

ovarian fonksiyon supresyonu icin
hormonal tedavi, fertiliteyi
iyilestirmediginden onerilmemektedir
Hughes et al.2007). A

v End . ] ,

O.K.lerin yeri belirsiz.(Vercellini et al,
2011). C




SOGC CLINICAL PRACTICE GUIDELINE

Endometriosis: Diagnosis and
Management

 Medical Management of Pain Associated With Endometriosis
Recommendations

1. Combined hormonal contraceptives, ideally

e 2. Administration of progestin alone—orally, intramuscularly, or subcu
taneously—may also be considered as first-line therapy. (I-A)

3. AGnRH agonist with HT addback, or the LNG-IUS, should be consid
ered a second-line therapeutic option. (I-A)

4. A GnRH agonist should be combined with HT addback therapy from
commencement of therapy and may be considered for longer-term use (>
6 months). (I-A)

* 5. While awaiting resolution of symptoms from the directed medical or
surgical treatments for endometriosis, practitioners should use clinical
judgement in prescribing analgesics ranging from NSAIDs to opioids.
(111-A)
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Kontraseptifierin etkinligini destekleyen orta Kalite Kanit varair

Endometriozis ile iliskili disparoni ve non-menstriiel pelvik agninin azaltiimasinda

Kombine oral kontraseptifierin etkinligini destexleyen dsuk Kalite kanit vardl

.

Endometriozis ile lhiskill dismenore, disparom ve Kronik pelvik agny! azall

7y NPT BT 7 SIS o= 2kl : = | Dors ool 7 bl ou = - .
ICin vajnal Kentrasept halka veya lransdermal bant (Gstrojeni| rogest

Kulianimina gair '_71 UK Kallte Ka

Kilavuz hazirlama Kurulu, endometnozis ile iliskili agrinin tedavisinde harmonal

rasepliern Kullanimasi yonunae Kuvvell tavsiyade bulunmaktady

L oun2 - 5Py - -~ .1~ ' - P Lrdios pon P . . - Ly~ 14 o -
Endometriorna ICin  Kistektom yapimis, ferfilite |sfeql olmayan kadinlara

postoperatit donemde kombine oral kontraseptif verilmesinin rekdrrens aranini
zalthigina dair yuksek kalite kant vardir ve kullaniimasr kuvvetle tavsiye edilir

- gy s § 93 7N = PANIPY & - ol ol 27y 2 s prd = . ’ f O A 4 ¢ . 14 4 s N ST
TIETIOZIS I gpere ednan Kaaimniaraa en az 18 — 24 dy Suregyie Komauoineg

End Z :
oral Kontrasef -,'_,'" proaestin veva e ,'_"\}],_'_.!L-.J\.'4)'(',} salinimii intrauterin sistemin

kullanilmasinin postoperatif rekdrrens ve semptomlan azaltiigina dair yiksek

xalite kanit vardir ve sekonaer Korunma amacl Kuvvetle avsive adiimeKie H
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Oral contraceptive pills for endometriosis after
conservative surgery: a systematic review and

meta-analysis

Lixia Wu, Qianyu Wu & Lan Liu

OCPs surgery alone

Study or Subgroup Everts Total Bvents 1

otal

Odds Ratio

Welght M.H, Fixed, 95% CI

Cao Wei 2011 5 58 7
He QuanQin 2006 56 "
Lal RenDi 2011 32 7
Muzii.L 2000 33 6
Seracchloll R 2010 148 20
Sesti.F 2009 60 10
Yang Lin 2011 48 13
Yang SuZhen 2010 29 6
Zhang GuiXiang 2011 20 10
Zhang Yun 2010 44 16

o WMNONWOD
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ENDOMETRIOMA SONRASI REKURRENS

TEDAVI REKURRENS
YOK

SIKLIK KOK

SUREKLI




ACTA Obstetricia et Gynecologica ¥ Scandinavica

AOGS
2012
Long-term adjuvant therapy for the prevention of

A recurrent endometrioma was identified in 33 of 423 (8%) “always” OC users and in 117
of 341 (34%) women who underwent expectant management (pooled odds ratio 0.12; 95%
confidence interval 0.05-0.29).

kv 0.32(0.15, 0.66) 17/148 2068
O 012(0.05.0.29) 3423 117344

NOTE: Weights are from random offects analysis

T s voas
Always OC use Never OC use

Figure 2. Results of studies comparing conservative surgery for ovarian endometriomas followed by postoperative long-term oral contraceptive (OC)
use for the entire study period (" always OC users”) or expectant managemernt (" never OC users"). Harizantal lines indicate 95% confidence intervals
(Cls); boxes show the study-specific welght; rhombus represents combined effect size; and dashed line indicates the overall estimate. Breslow-Day
test for heterogenaity: x*a = 8.95, p = 0.030.




ENDOMETRIOMA SONRASI REKURRENS

ocCP Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Muzii 2000 2 33 1 35 2.5% 2.12 (0,20, 22.31]
Seracchioli 2010 17 148 20 69 71.3% 0.40 [0.22, 0.71]
Sesti 2009 9 60 10 60 26.1% 0.90(0.39, 2.06)

Total (95% Cl) 241 164 100.0% 0.57 [0.36, 0.90]
Total events 28 31

Heterogeneity: Chi® = 3.88, df =2 (P = 0.14); I" = 49%

Test for overall effect: Z= 2,42 (P = D.02)

After cystectomy forovarian endometriomainwomen not immediately A
seeking conception, clinicians are recommended to prescribe combined
hormonal contraceptives for the secondary prevention of

endometrioma (Vercellini et al., 20| 0a, b).




Long-term oral contraceptive pills and postoperative pain
management after laparoscopic excision of ovarian
endometrioma: a randomized controlled trial

* Prospective, randomized, controlled trial.

* Three hundred eleven women dysmenorrhea,
dyspareunia, and chronic pelvic pain were
assessed by a 10-point visual analogue scale

(VAS) at 6, 12, 18, and 24 months
postoperatively




FIGURE 4

Wmor the three types of painat 6, 12, 18, and 2494 months postoperatively. (A)
Dysmenorrhea: VAS scores are lowerrin continuous users for the entire study period (FP-= .0005) and in cyclic

users versus nonusers from 12 months postoperatively. Nonusers show a significant worsening in pain intensity
from 6—24 months. (B) Dyspareunia: no significant difference in VAS scores among the three groups. Cyclic and
nonusers versus continuous users show a worsening of pain intensity from 6—-24 months. (C) Chronic pelvic pain:

no significant difference in VAS scores among the three groups. Nonusers versus continuous users show
a worsening of pain intensity from 6—24 months.
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Recurrence rates for the three types sf pain. (A) Dysmenorrhea recurrence rate: lower in continuous users for tr
. .01, P—=.00¢€

respectively). (B) Dyspareunla recurrence rate: no significant difference among the study groups. (C) Chronic
pelvic pain recurrence rate: no significant difference among the study groups.
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Continuous versus cyclic use of oral
contraceptives after surgery for
symptomatic endometriosis: a

prospective cohort study

Nikos Viahos, M.D_.." Ath i D" Olga Triantafyllidou, M.D.,” Nikolaos Vitor2\65131_D_,"
and George Creatsas, M.D.“

® 2nd Department of Obstetrics and Gynecology, Aretaieion Hospital, University of Athens, and ¥ Lito Maternity Hospital,
Athens, Greece

Continuous OC appears to be associated with a reduced recurrence rate for
dysmenorrhea, nonmenstrual pelvic pain, and endometrioma but not for

dyspareunia as compared with cyclic OC.

Endometriosis-related symptoms after treatment with oral
contraceptives (0C).

Cyclic Continuous P
OC (%) 0C (%) value

No. of patients 167 85
Duration of treatment (mo) £ SE 23428 2127 34
Recurrence of sympioms

Dysmenorrhea 35(20.9) 8(9.4) .021°

Dyspareunia 25 (17.3) 8(10.5) .1e3
Nan-menstrual pelvic pain 40 (23.9) 8(9.4) .0062°
Recurrence of endometrioma 14/84 (16.6) 5/54 (9.2) .025°
Abnormmal yterne bleeding 21(12.5) 2023.5) .03°
Discontinuation rates at 14 (8.3) 15(12.9) .037°
12 mo fram initial cohorts 14197 (7.1) 15096 (15.6) .035°

* Statistically signiificant differences between the two groups.
Viahas Oral contracentives for endarmetrioss. Fertil Sten) 2013



REVIEW

Continuous versus cyclic oral contraceptives for the treatment
of endometriosis: a systematic review

. - Konstantinos P. Kconomopoulos -
ikos F. Viahos

* Postoperative use of continuous oCP was
associated with a reduction in the recurrence
rate of dysmenorrhea, delay in the
presentation of dysmenorrhea, reduction in
nonspecific pelvic pain, and reduction in the
recurrence rate for endometrioma.



Accepted Manuscript

2015

Continuous versus Cyclic Oral Contraceptives after Laparoscopic Excision of Ovarian
Endometricmas: A Systematic Review and Meta-Analysis

Ludovico Muzii, MD, Chiara Di Tucci, MD, Chiara Achilli, MD, Viclante Di Donato, MD,

Angeila Musella, MD, Innocenza Palaia, MD, Pierluigi Benedetti Panici, MD -_—
Results: Three randomized clinical trials and one prospective controlled cohort
study were included, for a total of with endometriosis,
of which with ovarian endometriomas completing the assigned treatment and
follow-up.

Lower recurrence rates for dysmenorrhea were obtained with a continuous
schedule (RR 0.24; 95% Cl 0.06 to 0.91; p=0.04).

Conclusions: A continuous oral contraceptive regimen, as opposed to a cyclic
regimen, may be suggested after surgery for endometriomas because of lower
dysmenorrhea recurrence rates. Due to the small number and small sample sizes
of the included studies, further randomized clinical trials are needed to confirm
the findings of the present systematic review.

Also, outcomes related to patient satisfaction and quality of life should be
addressed.



Prevention of the recurrence
of symptom and lesions after
conservative surgery

for endometriosis 2015

Kaori Koga, M.D., Ph.D., Masashi Takamura, M.D._., Ph.D., Tomoyuki Fujii, M1.D., Ph.D._,
and Yutaka Osuga, M.D., Ph.D.

Department of Obstetrics and Gynecology, University of Tokyo, Tokyo, Japan
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List of studies that reported the efficacy of postoperative medications admins trated for more than & menths on endometrioma recumence.
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Continuous low-dose oral contraceptive in the treatment
of colorectal endometriosis evaluated by rectal endoscopic
ultrasonography

STEFANO FERRARI', PAOLA PERSICO', FRANCESCA DI PUPPO?*, PAOLA VIGANO', IACOPO TANDOI?,
ELISABETTA GARAVAGLIA', PAOLO GIARDINA', GIANNI MEZZI? & MASSIMO CANDIANI'2

TObstetncs and Gynecology Unit and © Departmeant of Gastroenterology and Gastrointastinal Endoscopy, San Raffaelezo 12
Saentific Insttute, Milan, and 2Univearsita Vita-5alute San Raffaale, Milan, Italy

Table 2. Pain symptom score in patients with colorectal endometriosis
(n=26) before and after 12 months of medical therapy according to
visual analog scale (0-100),

Symptom n Basal  Posttreatment  p-Value

3
£
a
E
2
0
»
2
J
7
e
z

Dysmenorrhea 26 904499 269429
Dyspareunia 26 631:208 1854243

Pétatiant  Poiblraatingit Painful defecation 26 57.74282  13.1£176
Figure Y Chinges e ofthe bwe s e 12 o Non-menstrual pain 26 65.04£27.3 185419,

2 low-dose oral contraceptive 35 measured by metd endoscople uima-
soncgraphy (ne26! *ped 01 ve. biseling conditions)

*Lezyon ¢apinda %26 azalma, lezyon volumunde %62 azalma




Treatment of pain associated with
deep endometriosis: alternatives
and evidence 5015

Simone Ferrero, Ph.D.,*® Franco Alessandri, M.D.,” Annalisa Racca, M.D.,*"
and Umberto Leone Roberti Maggiore, M.D.*P

* Unit of Obstetrics and Gynecology, San Martino Hospital and National Institute for Cancer Research, University of Genoa;
and ¥ Department of Neurosciences, Rehabilitation, Ophthalmology, Genetics, Maternal and Child Health, University of

Genoa, Genoa, htaly

Level of evidence in the use of medical and surgical treatments for deep infiltrating endometricsis-assoc@ated pain.
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Review Article

Meclical treatment for adenomyosis and/or adenomyoma

e R A e e N Ao S
Table 2
Sumemary of outcomes of women with adenomytets and/or adenomyoma ater medical treatment.
Drags Symptom control Advetse events
SERM Unsatisfactory Well-tolerated, hot flush, leg cramp, by percoagulation Stws
SPRM (ood 10 excellent Well-folerated, headache, naused (atigue and dizziness
Progesting Good Lo excellent Irvegular bleeding, nausea/vomiting mood swings hot flush, increased body weight
Gestrnone (00d Seborehes, hypertrichoss, and increased body weight, and the sk of metabolic syndrome,
such 4 unlavorable effects on serum cholesterol lipoprotein dlstribution
Al Unsatistactory o falt Frequent and Intolerable hypoestrogenic side effects, including vasomotor syndrome, penital
atrophy and mood tnstability, and & pegative impact on bone beali, 2150 possible bad influence
on cardlovascular heaith
I} Good 1o excellent Irestudar blesding, hypercoagulation Status, nausea vomiting, headache
Banazol (ood 1o excellent Seborthea, hypertrichosis and increased body werght, and the risk of metabolic syndrome, such as
unfavorable effects on serum cholestetol lpoprotedn distrbution
ING-ILS Excellont Irtegular blesding, abdominal pain
GIRH-2 Excellent Frequent and intolerable Rypoestrogenic side effects; including vasomotor syndrome, genital strophy

and mood nstability, and & negative itpadt on bone health, 2lso possible bad infludnice on cardiovascular health

Al = aromatase hbibltor, GoRH=2 = Sonadotropinreleasing hormone agonist; INC-IUS = levenotpestrel-releasing Intrauterite system; OC = oral contraceptives;
SERM = selective estrogen receptor modulator, SERM = selective progestesone receptor modulator,
* Symptoin control: unsatisfactory (exaces bation or improverent <255 Gl mprovement 25-50%); o {improverment 50~ 75% ; 2nd excellent (mprovement >75%)



Cureent use of COCs in endometriosis'™

; ; No. of COCs tried
Two thirds of women with

endometriosis have tried
multiple COCs

«  This may indicate:
— A return of pain or,

— A failure of pain
resolution

n=53

*COCs are not indicated for the treatment of endometriosis Data on filet

TData collected from 53 endometriosis patients in 2010, Canada




Endometriozise bagli agrinin medikal
tedavisinde maliyet hesabi

Medikal Tedavi Aylik maliyet (lira)
*Dogum kontrol hapi 30,43
*Gestagenler
MPA 3 aylik IM 1,76
MPA 5 mg/giin po 12,27
NETA 5 mg/giin po 15,88
*GnRH analog
Leuprolid 151,9
Goserelin 154,15
Depo triptorelin 192,58
Add-back NETA 10,18
*Danazol (600 mg/giin po) 116,77
*LNG-IUD 3,83
*NSAID 14,56

*Dienogest 90,02



Endometrioziste agri tedavisine guncel
yvaklasim

— Devaml diisiik doz monofazik OKS
ve/veya

— progestinler (oral)

— GnRH agonistleri + add-back
— LNG-IUS (6zellikle adenomyozis siiphesinde)

Aromataz inhibitorlerti,

Diusuk doz oral (100200 mg/gin) veya
intravaginal danazol

Laparoskopik Cerrahi tedavi

ENGIN ORAL



Endometriozis-Oral Kontraseptive
Kanita Dayal Tip

IR [ — yeri yok

Pre operatif -------- yeri yok

Agri------- Veri var A kalite

Reklrrensi 6nlemek icin -------------- Veri var B kalite
Postoperatif ------------- Veri var B kalite

IVF Oncesi ----------------- Tek calisma

Derin Endometriozis ----------- Veri var ama yeterli degil
Ampirik ------------- veri var ama yeterli degil
Ekstra-genital endometriozis ---------- Veri yok

Adenomyozis---- veri var ama yeterli degil

ENGIN ORAL



European Society
of Human Reproduction
Istanbul, Turkey and Embryology

26-28 February 2016

Controversies in endometriosis and adenomyosis

ESHRE Campus Symposium Course description Programme Venue

This course an éndometnosis and
adenomyosis provides an
cpportunity to discuss the most

approgriate approach to iis
diagnosis and managament.

orasnised by ESHRE Lectures will also present current
Special Interest Group aptions far treatment of pain and Shangri-La Bosphorus Hotel
Endometriosis / Endometrium Infertility associated with Sinarpasa Mah, Hayrettin Iskelesi
In asscciation with the Turkish endometriasis, Sok, No.1, Besiktas
Sociaty of Endometriosis and View the programme Istanbul, 34353
Adenomyosis Read more> Turkey
Committees, Faculity and Organising Secretariat Travel and accommodation Registration

Sciaentific Secretariat ESHRE Centra| Office

Meersiraat 50
1852 Grimbergen
Belgium =
Tl +32 (0)2 269 09 629

Fax: +32 (0)2 262 56 00 ‘
E-mall: info@eshre.cu
Website: www.eshre.eu

to be confirmed Registration information
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