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Endometriozis (sik) goriilen semptomlar

= Kronik pelvik agri

= Dismenore

= Disparoni

= Infertilite




he Practice Committee of the American Saclety for Reproductive Medicine. Treatment of pelvic pain associated with endometriosis.

Fertil Steril 2008;90:5260-5269.
2. Farquhar CM. Extracts from the “clinical evidence®, Endometriosis. BMJ 2000;320:1449-1452.
3. Ozkan S, Murk W, Arici A. Endometriosis and infertility: epidemiology and evidence-based treatment. Ann Acad NY Acad Sci 2008;1127:92-100
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When Medical Treatment Required?

After surgery to
reduce recurrence
= Sy
When surgery is not possible
or refused

“Endometriosis should be viewed as a chronic disease that requires
a life-long management plan with the goal of maximizing the use of
medical treatment and avoiding repeated surgical procedures”*

* Practice Committee of the American Society for Reproductive Medicine. Fertil Steril. 2008.
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Guidelines for the medical treatment endometriosis
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Progestin use are

Progestins are There is a strong evidence Progestins are
recommended that progestins can be recommended as a generally
as a first line recommended as a first first line treatment. recommended
line treatment (A)

treatment (A)

1. Clinical Practice Gynecology Committee. Journal of Endometriosis 2010;2 (3):107-134. 2. World Endometriosis Society. Hum Reprod. 2013;28(6):1552-68. 3. ESHRE guideline. Hum Reprod.
2014;29(3):400-12. 4. Oral E, et al. Turkish Endometriosis & Adenomyosis Society. Diagnosis and Management of Endometriosis. 2014. 5. ASRM. Fertil Steril 2014;101:927-35.




Efficacy of Postoperative Use of COC for
more than 6 months on Pain Recurrence

Seracchioli 2010

Viahos 2013 ++ + NS

Koga 2015




Studies of Long-term Hormonal Therapy after Surgery to
treat Endometriosis-Recurrence of PP

Vercellini LNG-IUD/EM Median VAS NS
2003 Score
reduction
17/20
Seracchioli RCT Cyclic/Continou 92/95/87 24 29/27/40 NS
2010 s OC/EM
Tammahasamu RCT  LNG-IUD/EM 17/19 12 Median VAS .04
t Score
2012 reduction
48/42

Somigliana 2014




Rationale for the use of Progestins in the treatment
of endometriosis

A

Reduction of serum
estrogen levels ~ of endometrial tissue

" e

Progestins

==

Immunomodulatory ., W« Inhibition of matrix
effect 5o metalloproteinases

Anti-inflammatory

Anti-angiogenic effect
effect

Lazzeri L, et al. J Endometriosis 2010;2:169-181;
Kappou D, et al. Minerva Ginecol 2010;62:415-432;
Crosignanl P, et al. Hum Reprod Update 2006;12:179-189




Chemical Classification of Synthetic
Progestogens

Progestogens

I
I I
C-21 progestogens C-19 nortestosterone

I
Spirolactone

Pregnanes Estranes Gonanes
| | | Drospirenone
v MPA » Norethindrone + Norgestrel
+ Megestrol acetate » Noreth. acetate + Levonorgestrel
+ Cyproterone acetate » Ethynodiol diacetate 4 Norgestimate
o Trimegestone » Lynestrenol + Desogestrel
» Norethynodrel + Gestodene

» Dienogest
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Dienogest 2mg was associated with symptom
Improvements in substantial proportions of women
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Percentage of patients who
report these symptoms

Baseline 24 wks

Dysmenorrhea

* Statistically significant changes

62.1

2.0

21.7

*
3.4

Baseline 24 wks

Dyspareunia

Baseline 24 wks

Diffuse pelvic
pain

Q,.,_\\J'\k Agy,

Baseline 24 wks

Premenstrual
pain



Significant reduction in pain
sustained over a long-term extension period

601 _
a0
40 - Dienogest 2mg
(switched from placebo)
=
w 30 -
b
Dienogest 2mg
20 A
Dienogest 2mg N
10 1 E (continued on dienogest 2mg)
PLACEBO STUDY E EXTENSION STUDY TREATMENT FREE
N e
12 65 90

Weeks of treatment

Efficacy shown over 15 months

n=168 (extension study, all dienogest); * follow-up: patient subgroup n = 34

Fiaure adapted from Strowitzki T et al. Eur J Obstet Gvnecol Reprod Biol 2010: 151: 193-198 and Petraalia F et al. Arch Gvnecol Obstet 2012: 285(1). 167-173.




Dienogest 2mg significantly reduces endometriotic

lesions

100 —
80 ~
At 24 Weeks:
ﬁ 60 — No / Minimal
_E endometriosis
= detectable in
_g >80% of
(T 40 — patients
o
20 + [None
Stage | (minimal)
0 gStage Il (mild)
Baseline 24 weeks gtage lll (moderate)
2(,‘\'\t'.lorr;@\cﬁ_
Dienogest 2mg n=29 f’\
Figure adapted from Kohler G et al. Int J Gynaecol Obstet 2010;108: 21-25. 3%




VAS (mm)
mean = SEM

Dienogest 2mg was equivalent in efficacy to
leuprolide acetate (LA) for reducing pain
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—8— Dienogest 2mg

0 <t 8 12 16 20 24

Weeks of treatment

dienogestn =124; LA n=128
Figure adapted from Strowitzki et al. Hum Reprod 2010.

L

Non-inferiority of
dienogest 2mg relative
to LA was
demonstrated
(p<0.0001)

40% of the total pain
reduction was in the
first 4 weeks of
treatment




Dienogest postoperative recurrence

Cumulative Recurrence Postoperative 5. yrs

88
%69
70
p<0.0001
53
35
18
%4
0 ]
No Treatment Dienogest

568 patients retrospective cohort

1. Koga K, et al. Fertil Steril 2015:1-9.2. Ota Y, et al. Journal of Endometriosis and Pelvic Pain Disorders 2015; 7(2): 63-67

SOGC Clinical Practice Guideline. J Obstet Gynecol Can 2010; 244: S1-S32.




Dienogest long therm experience during 5 year for
endometrioma prevention after surgery

Journal of Endometriosis and Pelvic Pain Disorders 2015; 7(2): 63-67
DOI: 10.5301/je.5000219

medication
+":Dienogest 2mg ISSN 2035-9969
_._\-"erlicdtic:kmuln ane
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Long-term administration of dienogest reduces

Placebo . . .
recurrence after excision of endometrioma

o
o)
|

Yoshiaki Ota!, Masaaki Andou?, Shiori Yanai', Saori Nakajima’, Mika Fukuda®, Mizuki Takano?, Shozo Kurotsuchi?,
Keiko Ebisawa®, Tomonori Hada’, Ikuko Ota?

o
I

Cumulative recurrence ratio

v/ 568 women (32,8 5,7 ner):

v/ 151 Visanne

v/ 417 Placebo

0 20 40 60 80 v/" Duration of observation- 5 year
Time affgr Strgegyimonths) v/ Visanne usage - 60 monthes

Endometrioma frequency recurrence: Placebo-69%, Visanne 4%

Long-term administration of dienogest reduces recurrence after excision
of endometrioma. Yoshiaki Ota. Journal of Endometriosis and Pelvic Pain
Disorders 2015; 7(2): 63-67




Minimal change in bone mineral density and
no increase in hot flushes

P=0.0003
at 24 weeks

% change in BMD*

0 24
Weeks of treatment

Bone mineral density did not decrease during

24 weeks of treatment with dienogest 2mg

Hot flushes (days per week)*

—8- Dienogest 2mg

7 — - LA

6

5 -

4 -

3 -

2 —

1

0 T T T T T T T
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Weeks of treatment

No increase in frequency of hot flushes during

dienogest 2mg treatment
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Number of bleeding/spotting days decreased with
continued dienogest 2mg treatment

Number of bleeding/spotting days

mean * SEM

307 E Dienogest 2mg
25 | Placebo
20
15 -
10 -
5 4
PLACEBO STUDY EXTENSION STUDY
0
I I I [
90-day 90-day 90-day 90-day 90-day
period 1 period 2 period 3 period 4 period 5
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Advantages and disadvantages of
hormonal treatment of endometriosis

Medication Dienogest GnRH-analogs Combined oral
characteristic contraceptives

Efficacy demonstrated Very good Very good Limited data
in clinical trials

Change in bleeding Higher rate of irregular Higher rate of Good cycle control
patterns bleeding initially amenorrhoe

Long-term use Yes Limited (6 months) Yes

Costs Moderate High Low
Hypoestrogenic side  No High No

effects

Application Oral Injection Oral

Approved for Yes Yes No

endometriosis




ESHRE: Guideline Development Group

Grades of

Supporting evidence

recommendations

A Meta-analysis, systematic review or multiple RCTs (high quality)

Meta-analysis, systematic review or multiple RCTs (moderate quality)

B Single RCT, large non-randomised trial, case-control or cohort studies

(high quality)

Single RCT, large non-randomised trial, case-control or cohort studies

¢ (moderate quality)
D Non-analytic studies, case reports or case series (high or moderate
quality)
GPP Expert opinion
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Non-steroid anti- Progestinler
inflamatuar ilaclar Oral kontraseptifler (dienogest, vd.)

#4 NSAIl'lerin #¢ Oral kontraseptiflerin *¢ Progestinlerin
endometrioziste endometrioziste endometriozise bagh agrinin
kullanimina iliskin kullanimina iliskin giderilmesindeki etkililikleri
yeterli kanit sinirh diizeyde kanit kanitlanmigtir, tedavi
bulunmamaktadir, bulunmaktadir. amaciyla onerilebilirler.
yalnizca agrinin _
azaltilmasi amaciyla Endometrioziste
onerilebilirler. kullanilmalan Oneri diizeyi: A

dusuniilebilir.
Oneri diizeyi: lyi klinik
ozellikler Oneri diizeyi: B
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Faward £ Wallach M D
Associate Editor

Aromatase inhibitors: the next generation
of therapeutics for endometriosis?

Erkut Attar, M.D.*® and Serdar E. Bulun, M.D.*

! Division of Reproductive Biology Research, Department of Obstetrics and Gynecology, Northwestern University Feinberg
School of Medicine, Chicago, Hlinois; " Division of Reproductive Endocrinology and Infertility, Department of Obstetrics and
Gynecology, Istanbul University, Istanbul Medical School, Istanbul, Turkey
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Management of women
with endometriosis
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ESHRE: Guideline Development Group

When endometriosis is identified at laparoscopy, clinicians are
recommended to surgically treat endometriosis, as this is effective for A

reducing endometriosis-associated pain i.e. ‘see and treat’ (Jacobson, et
al., 2009).

Clinicians should not perform laparoscopic uterosacral nerve ablation
(LUNA) as an additional procedure to conservative surgery to reduce A
endometriosis-associated pain (Proctor, et al., 2005).

Clinicians should be aware that presacral neurectomy (PSN) is effective
as an additional procedure to conservative surgery to reduce
endometriosis-associated midline pain, but it requires a high degree of
skill and is a potentially hazardous procedure (Proctor, et al., 2005).
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ESHRE: Guideline Development Group

When performing surgery in women with ovarian endometrioma,
clinicians should perform cystectomy instead of drainage and coagulation, A
as cystectomy reduces endometriosis-associated pain (Hart, et al., 2008).

Clinicians can consider performing cystectomy rather than CO2 laser
vaporization in women with ovarian endometrioma, because of a B
lower recurrence rate of the endometrioma (Carmona, et al., 2011).
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IVF Oncesi1 veya sonrasi
Cerrahi1?

= IVF oncesinde cerrahi tedavi basariyi
etkilemez

= 4cm altindaki endometriomalari IVF
oncesi ¢lkartmayin

= IVF sonrasinda primer cerrahi tedavi?
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IVF Onces1 veya sonrasi

Cerrahi1?

= Agri

= Yasam kalitesi uzerine negatif etki
= Histolojik tani (Kanser?)

= Kist komplikasyyonlarini azaltmak
= [VFsonrasi abse riskini azaltmak

= OPU kolaylastirmak (Garcia-
Velasco 2009)
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I[puclar1 (Cerrahi Tedavi)

= Titiz cerrahi yapin

= Eksizyon yapin (Drenaj yapmayin ve koter
kullanmayin)

= Hemostaz yaparken dikis tercih edin (AFC/Coric 2011)
= Ek lezyonlarin varligini aklinizdan ¢ikarmayin (DIE)
= Oncesinde goéruntileme tekniklerini kullanin

= Ameliyat oncesi ve 3 ay sonrasi over rezervini
degerlendirin (AMH)

= Rezervi dusuk olan hastalarda kriyoprezervasyon yapin
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Step up management of patient with endometriosis

Long Term
Management

Surgery or

Second Line
Progestins or

COC

SOGC Clinical Practice Guideline. J Obstet Gynecol Can 2010; 244: S1-S32.
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