Xapdairopmrog Bopog
"KvukMK1 Kol cuveXONEYY Y0P YO O16TPOYOVAOV GE YUVUIKES NE CUUTTOUUTIKY
EvoouUNTPiMOT PETA OmO YeLpovpyIKI] emépfaocn”

HHEPIAHYH

Ewoaywyn: H evéountpioon eivar pio cuyvn yovaikoAoyikn mtabnon mov ennpedlet
nepinov 10 10% TV yovoukdv mov Ppiokoviol o ovomapayoyikn nikio. Xe
YOVOIKEG TTOV TAGYOLV OO VITOYOVILOTNTO 1 EMIMTM®ON NG VOGOL Kupaivetal Leta&v
25% xon 40%. IIpocsPdrrel Kvpimg TG ®OONKES, TOVS IEPOUNTPIKOVS CUVOEGIOVE KOl
TIC oaAmyyes. H ovuntopatoroyio g vocov emmpedler v mowdtnta {one, Tig
MPOCMOTIKEG OYECES KOl TNV YOVIHOTNTO T®V  0cfevdv. ZTo OCUUTTOUOTO
mepthappdvovior 10 GAyoc Katd v JpkeEl NG OeEOVOMKNG  EMOPNG
(dvomapevvia), To GAYOg TPV KAUN KOTA TN SEPKELN TNG ELUNVOL PUCT|G, XPOVIO LN
KUKAKO TueMKO AYog KOBMG Kol TO GUUTTAOUATO TOV GXETILOVTOL [LE TNV TPOGPOAN
ALV opyaveV, OO TNG 0VPOSOYOL KVOTEMG KOl TOV EVIEPOV. ZVYKPITIKA UE TO
YeVIKO TANOLGUO, 01 Yuvaikeg OV TAcYoVV amd evoountpioon eivor 10 popég mo
mOavd va avaPEPOLV SLGUNVOPPOLD. KOl ETTE QPOPEC GLYVOTEPO Vo ERPAVIOVY
dvomapevvia. H Oepaneia g vOcov mepthapfavel Tn YEPOVPYIKY OVTILETOTION,
QOPUOKEVTIKT QYy®YN 1 TOV GLUVOLAGUAOG Kol TV 000. O KivOuvog vOTPOTNG OUMG
amoterel éva amd To KOpL mpoPAnuata g evoountpimong. H ocvumtopoatikn
emavepeavion g €xet avapepbel 6t Kopaivetar petagd 21,5% ota 600 ypdvia ko
50% ota mévte YpOvIe. LETE OO TNV XEPOVPYIKT OVTILETAOMTION TG Vocov. H yprion
AVTICVAMNTTIKOV okevacpdtov (AY) £xel amoderydel Twg eivol OTOTEAEGUOTIKY OTNV
OVTIUETMMICT CUUTTOUATMOV GE YOVAIKEC TOV OgV EMBLUOVV AUECT] TEKVOTOINGT Kol
LEWDVEL ONUAVTIKE TOV Kivouvo vmotpomng. Xn PifAoypapio vmdpyovv apketég
UEAETEG LE OVTIKPOLOUEVO OMOTEAEGHOTA YOl TOV TPOTO YOPNYNoNS, OBpKeLn Kot
OTOTEAECUATIKOTNTO, TOV OVIIGCVAANTTIKOV SoKIOV £VOVTL TG SuGUNVOPPOLAG, TNG
OUOTOPELVIOG KOl TOV [N EWOIKOV TUEAIKOD (AYOLG, LETO ONO  YEPOLPYIKA
OVTULETMTIOT TNG EVOOUNTPIOONC.

2romog e ueAétng: O oKOmOG OLTNG TNG TPOOMTIKNG MEAETNG KOOPTNG elvan va
exTiunOel N amoTEAEGLATIKOTNTO TG CLVEYOVG EVAVTL TNG KUKAMKNG XOPNYNong tTev
amd TOL GTOUOTOC LLOVOPUGIKMY AVIIGLAANTTIKMV SlOKI®MV UETA OO ANTOPOCKOTIKY|
OVIYETMMION TNG CLUUTTMOUOATIKNG EVOOUNTPI®MONG OtV £VIaon NG SLoUNVOPPOLNg
Kot NG SLOTAPELVING 6TOVG 3,6,9 Ko 12 pnveg petd amd v enépfoon.

Yo wou MéBodor: Le aouti tnv €pguva GUUUETE OV 55 cuumtOpaTIKEG 0oOEVElS, o1
omoleg vmoPANOnkav OE  YEPOVPYIKN  OVIIUETOTION NG  €VOOUNTPIONG
Aamapookomikd ot B Tuvawkoroywkn-Matevtiky kiwvikr Tavemotuion Abnvov,
<<Apetaiciov >> Nocokopeio kot 610 Matevtplo <<Antd>> and 10 LenTEUPPLo
tov 2016 €m¢ tov ZentéuPpio tov 2017. Ilpwv amd 10 yepovpyeio OAoL oL acbeveig
ocoumAnpooay €W8IKE epmtnuatordyle (www.endometriosisfoundation.org/ WERF-
WHSS-  Questionnaire-English.pdf ), extyundnkav w«Awvikd, pe Ol0KOATIKO
VIEPTXOYPAPN O Yio. TNV emPePainon TV gupnuitov Kot €mi apefoliag TV
ELPNUATOV TPAYUOTOTOMONKE KOl 1) HOYVNTIKY TOHOYpaia pe okiaypagikd. Ot
acBeveig vofANnOnkay otV 110 YEPOLPYIKN TEYVIKY], COUG®VA LE TO TPMOTOKOALO
TOV KAWVIKOV, ard Tovg id10vg yepovpyots. H mapovasio kot  cofapdtnta tng vosov
Babporoynnke pe Paoet ta avabempnuéva kprnpio American Fertility Society.




Ye 0lovg toug acbeveig 00Onke n odnyior va Eexwvnoovv v Bepameio pe yoaunin
0000A0Yl0, AVTIGLAANTITIKOV okevacudtemv (AX) (drosperinone p+ ethiny-lestradiol [3
b 0.03 mg] Yasmin) v mpdn nuépa ERpnvov pvoews petd v eméufoon. Eivan
onuovtikd voa avaeepbel 011 20 acbeveig mov emBupovcav TV yovipotnto
kaBodnynonkav vo Eekiviicouv  apéco TIC TPoomibeleg TeEKVOTMOinoNng N va
¥pMNOILoTOcoVY vVITofonbovpevn avoarapaywyn v ypewdlovrav. Ilévte acBeveic
elyav avtevdei&elg otn yoprynon tov AX (1otopwkd Bpoppopidiog, Kamviotpleg, KAT).
Mio yovaiko amopicioe vo, UV CUUUETACYEL GTNV EPEVLVO Y10 TPOCMOTIKOVS AGYOLC.
O acbBeveig yopiotnKov 6€ 60V0 OUASEC OVAAOYO WE TOV TPOTO YOPNYNONG TOV
AVTIGCVAMTITIKOV okevaopdtov: Kukiikn yopnynon (17 acBeveic) kol cuveyduevn
(11 acBeveig). O TPOTOG YOPNYNONG TOV GKELAGUATOV NTAV EMAOYN TOV 0COEVDV.
AdOnKav odnyleg oe 6Aovg tovg achevelg vo Eexwvhicovy v Bepameia v TPOT
NUEPA TOL ELUVOPLGLOKOV KUKAOL Yo 21 nuépeg pe 7 puépeg draxomn ywpig AX Kotd
TNV 018PKELD TOV OTMOIMV AVOUEVOVTOY VITOGTPOPT| TG aipoppayiag. Ot yovaikeg otV
ouvveyouevn opdda cuvE Loy Ty Bepaneia ywpig Kapio dakonn. Ot yovaikes Kot TV
00 OpAd®V EKTIUNONKOV avA TPIUNVO LETA TO XEPOVPYEID KOl Yio SLACTNHO EVOG
£TOVC. 21N S1APKELN TNG TEPLOSOV TAPAKOAOVONONG 01 0ioBevelg exTi OOV KAVIKA,
KOATIIKG, Kot omd T0 0pBd, kol pe SlokoAmikd vrepnyoypaenua. Tovg {nthonke va
CUUTANPOCOVY  EPMTNUATOAOYI0 o kdbe emiokeyn otovg 3,6,9,kon 12 pnveg
peteyyepntikd. H évtaon g dvounvoppolag kot tng dvomapedviog petpninke pe
Baoet 10-point visual analog scale (VASC). EmBePoidoape tnv coupodp@mon pe my
Oepaneio poTdVTAG TIG YUVaiKeG og KAOe emickeymn Kot voAoyilovtag Tov aplfud Tov
NUeEP®V HeTaED kaBe emioKeyNg Kot TV S10KImMV TOL KOTAVOADONKAV.

Ytototiky  avdivon: [o v otatioTik)  avOAvon  T®V  CUUTTOUATOV
ypnowonomoape to IBM SPSS 19 Statistics, 10 omoio &ivor éva Aoyiopikd
OTOTIOTIKNG OVOALONG TOPUUETPIKAOV KOl UN HETAPANTOV. XP1CIUOTOMCALE TO
Shapiro-Wilk test yio tov €keyyo 1ng kavovikotntog Tov petoPfAntov. T-test
YPNOLOTONONKE V1o TOV EAEYYO TOV HETAPANTOV TOL 0KOAOVBOVCAV TNV KOVOVIKN
Katovoun Kot to Mann-Whitney U test kot X test (un mopapetpikés SokyLacies), otav
TO. KPUTPO. KAVOVIKOTNTOC Ogv TNnpovvioy. Q6 OTATIOTIKO EMIMESO avapOpag
ypnooromndnke 1o p-value=0,05.

AmoteAéauozo: Xovolkd, 28 acHeveEIC OLOKANPOGAY TO EPOTNIATOAOYIO OTAVIOVTOG
ot epotioels. H évtaon g duounvoppolag kot Tng SLoTAPELVING Kol oTlg 000
ouades peidbnke onpavrikd. H duounvoppota otn kKukAikn opdda petodnke and 7.46
(mpo yepovpyeiov) 610 6.23 (p=0.041) otovg 6 punveg, 5.52 (p=0.016) otoVg 9 PNveg
kot T€hog 4.05 (p=0.001) otovg 12 pfvec. H peimon g évtaong tng Suounvoppotag
NTOV O EVIVTOGCIOKN GTN GLUVEYOUEVN opdda acBevav: and 7.75 ato 0.91 (0.04) cto
TéA0G ToL Ypovov. [Tapopoing petddnke kot 1 Evract g SvomapeHviog Kol 6Tig 600
ouadec pe peyoAvtepn Peitioon va mopatnpeitol otV OpAdo HE GUVEYOUEVN
yopnynon AX (omd 8.70 oto 1.91, p=0.001, evd otn kvKAikn opdda ond 7.50 oto
4.88, p=0.001).

H bwpopd petad towv 000 ouddwv, dcmv a@opd T SLCUNVOPPOLd, APYICE VO
epoavifetoar otovg 6 punveg (p=0.003) 6mov ot yuvaikec mwov lafav TV aywyn Ue
oLVEYOLEVO TPOTO glyov peyolvtepn Peltioon TG EVTaoTg TOL TOVOL EVOVTL OLTAOV
pe tov kKukAkd. H dwpopd Mtav axdpa peyordtepn otovg 9 (p=0.001) ko ot
ovvéyela otovg 12 pnveg (p=0.001) maparxorovbnonc.

AVTIoTO (DG, KOt 1 £VTOOT) TNG SUOTOPEDVING LEIMONKE TEPIGGOTEPO GE YUVAIKES OTN|
oLVEYOLEVT OLAdN GE OYEON ME OVTEC TNG KUKAKNG opddoc. H dtopopd avtn opmg



eupaviotnke otovg 9 unveg mapoakorovonong (p=0.004) kot £yve axoOua LEYUADTEPT
otov 12 unqveg (p=0.001).

2oumépoouo: Metd v enépPaon, 1 cuveyoOUEV YopNyNon arnd Tov oTOpToG AX
Qoiveror vo givol TEPIOCOTEPO GMOOOTIKN YO TIG YUVOIKEG OV VIOPEPOLV OO
dvounvoppown kot dvomapevvia. Omwg  oavagépOnke mapamdve, Ogv  VANPYE
OTOTIOTIKA OMNUOVTIKY Jpopd HETOED TV acbevov tov 600 opddmv yio
duounvoppola 6Tovg 3 PNVES Kot T SLOTOPEDVIO. GTOVG 6 UNVEG LETEYYEIPNTIKA.
Avtd 1o amoteléopato Bo mpémel vo AapuBdvovior vadyy omd Tovg OepAmovTeg
10TPOVE, OTAV EVIUEPMVOLV TOVG aoBeveig mpwv v Evapén tng aywyne. E&attiog Tov
HIKPOD aptBpod TOV YOVOIK®OV TOV GUUUETE OV otV LEAETY, ypeldleTon TeplocdTEPN
épeuva og oVt TNV KatevBuvon yia v eniePainon Tov evpnudtoy.

ABSTRACT

“Time to effect, following treatment with combined oral contraceptives (Cyclic
versus continuous administration) in patients with endometriosis after
laparoscopic surgery: A prospective cohort study.”

Introduction: Endometriosis is a common gynecological disease which affects about
10% of women of reproductive age. In infertile women the prevalence of
endometriosis ranges from 25% to 40%. The organs most commonly involved include
the ovaries, the uterosacral ligaments, the fallopian tubes, the cervix, and the cul-de-
sac. Endometriosis may be asymptomatic, otherwise the symptoms generally present
early in reproductive life and improve after menopause. The adverse effects of
endometriosis affect the quality of life, personal relationship and work productivity.
Symptoms include painful intercourse (deep dyspareunia) and pain before and/or
during menstruation (dysmenorrhoea), bladder and bowel pain, and chronic pelvic
pain. Endometriosis is also associated with infertility. According to a large case-
control study 58% of women with endometriosis had abdominal and pelvic pain. Half
of women with endometriosis are experiencing deep dyspareunia. Compared to
women without endometriosis, affected women were 10 times more likely to report
dysmenorrhoea and seven times more likely to report symptoms related to sexual
intercourse.

The risk of recurrence is a major problem in women who are suffering from
endometriosis. Symptomatic recurrence rates of endometriosis have been reported to
range from 21,5% at two years to 50% at five years after surgical treatment. The use
of oral contraceptives (OCs) has been a time-validated approach for the treatment of
endometriosis-related pain in women who do not desire fertility. A few studies have
shown the effectiveness of the OCs in the treatment dysmenorrhea, dyspareunia and
non-specific pelvic pain associated with endometriosis.

Aim of the cohort study: The aim of this study is to evaluate the efficacy of continuous
versus cyclic administration of oral monophasic contraceptives postoperatively on the
intensity of dysmenorrhea and dyspareunia in 3,6,9 and 12 months after surgery.

Materials and methods: This prospective cohort study involved 55 symptomatic
patients who underwent surgical treatment for endometriosis by laparoscopy in the
department of Obstetrics and Gynecology of the «Aretaieion» University Hospital and



«Leto» Maternity Hospital of Athens from September 2016 to September 2017.
Before surgery, all patients were evaluated by clinical examination and transvaginal
sonography to confirm the findings. The patients in both groups were submitted in the
same surgical technique, according to the protocol of our clinic, by the same surgeon.
All patients were instructed to begin therapy with a low-dose monophasic OC
(drosperinone p+ ethiny-lestradiol [3 b 0.03 mg]) on the first day of their period after
surgery. It’s important to be mentioned that 20 patients, who desired fertility, were
instructed to proceed immediately to conception or to use assisted reproduction
techniq if needed. Five patients had contraindications in the use of OCs (history of
thrombophilia, smokers, etc). The way of OCs administration was patients’ choice.
The number of patients in the cyclic group was 17, the number of woman in the
continuous group was 11 and 1 woman decided not to participate. All patients were
instructed to initiate the treatment with the OCs on the first day of their attendant
menstrual cycle for 21 days with 7 days interval without OC, during which time they
were expected to have withdrawal bleeding. The women in the continuous group
initiated the therapy immediately after the first package without any interruption. The
women from both groups were estimated 3 months after surgery and then at three
months intervals for one year. At the follow-up period the patients underwent clinical
assessment, vaginal and rectal examination and transvaginal ultrasonography.
Patients = were  requested to  fulfill  self-administered  questionnaire
(www.endometriosisfoundation.org/WERF-WHSS- Questionnaire-English.pdf). The
intensity of dysmenorrhea and dyspareunia was measured in 10-point visual analog
scale (VASC). All the patients had to conform with the treatment and to fill in the
questionnaires in each visit 3,6,9 and 12 months after surgery.

For the statistical analysis we used IBM SPSS 19 Statistics, which is a software
package used for logical batched and non-batched statistical analysis. We used
Shapiro-Wilk test as a test of normality in frequentist statistics. T-test was used for a
normal distribution and nonparametric Mann-Whitney U test when the criteria for
normality were non-compliant. If the value of a scaling term in the test statistic were
known, the chi-square test was used for comparisons between proportions was P<.05
was considered statistically significant.

Results: In total, 28 patients fulfilled the questionnaires answering all the questions.
Only one woman did not complete the questionnaires for personal reasons.

Looking at the impact of treatment in the mean intensity (MI) of dysmenorrhea and
dyspareunia at each specific observational period within each group, the conclusions
are remarkable. Patients in the cyclic group entered the study with a MI score of 7.46
for dysmenorrhea and there was a gradual reduction, as expected, with a value of 6.23
at 6 months (p=0.041) and even a greater reduction of the intensity of this symptom at
9 (5.52, p=0.016) and 12 months (4.05, p=0.001). Changes in dysmenorrhea scores
were much more pronounced, however, in the continuous group: from a mean
intensity of 6.33 at three months to a final elimination of dysmenorrhea at the end of
the observational period (MI of 0.91, p=0.04). The rate of reduction of dyspareunia
was statistically significant from the beginning of the observational period in both
groups, however, significantly more pronounced in the continuous group: from an MI
of 7.00 at three months after surgery to 4.16 (p=0.001) and 1.91 (p=0.001) at 9 and 12
months respectively. Whereas in the cyclic group there was a reduction from 7.47
after surgery to 5.47 (p=0.001) at 9 months to 4.88 (p=0.001) at 12 months.

At the primary endpoint, three months after surgery there was no significant
difference in dysmenorrthea VAS scores between two groups, (p=0.331).



Nevertheless, at the 6-month follow up point, women in the continuous group had a
significant reduction in the intensity of dysmenorrhea as compared to the cyclic group
(p=0.003). At 9 months postoperatively, there was an even more pronounced
reduction on the intensity of dysmenorrhea scores 2.5 (+/-0.313 SE) in the continuous
group vs 5.52 (+/-0.53 SE) in the cyclic group (p=0.001). At the end of the
observational period (12 months), women treated in the continuous fashion
experienced an even further reduction in dysmenorrhea scores (0.91 mean, +/-0.312
SE) whereas in the cyclic group the dysmenorrhea scores reached a plateau (4.05
mean, +/-0.51 SE) (p=0.001).

There were no differences in the mean intensity of dyspareunia between the two
groups at 3 months (p=0.679) as well as at 6 months (p=0.303) after surgery. The
difference between the cyclic and the continuous group became appreciable at 9
months after surgery. The mean reduction of pain was significantly more pronounced
in the continuous group (4.16mean, +/-0.32 SE) as compared to the cyclic group
(5.47mean, +/-0.212 SE) (p=0.004). At the end of the 12-months observational period
the mean pain VAS score in the continuous group was significantly reduced as
compared to the cyclic group (1.91 vs 4.88, p =0.001).

Conclusion: The risk of recurrence after surgery is a major problem in women who
are suffering

from endometriosis. There is adequate evidence that continuous treatment with OCs
seems to

be more effective for women who are suffering from endometriosis associated
dysmenorrhea

and dyspareunia. Our study elaborated the differential impact of these two therapeutic
modalities on the intensity of dysmenorrhea and dyspareunia. These findings should
be taken into account when consulting patients on the efficacy of each fashion of OCs
use after surgery for endometriosis.



