Maproc MopKOTOVAOS

“Opuovikés TOPAUETPOL TOL GUVOPOHOV TOLVKUGTIKAV OONKAOV petd TNy
guunvorovon”

ITEPIAHYH

Ewaymyn: H vrepavdpoyovorpio kot n avtictaon 6Ty tWGOVAIv [Le GLVOSO
VIEPIVGOVAVOLUIOL  OTOTEAODV  YOPOKTNPIOTIKA TOL  GUVOPOUOV  TOAVKLGTIKOV
wonkov (PCOS). Emmpdcbeta, oto PCOS mopatnpeiton  poe  odvOen
OAANAOGUGYETION OVAUESOH OTNV VAEPAVOPOYOVOLUIDL KOL TNV OVIIGTOON OTNV
woovAivn. Tlpdceata Bpnkape OTL 1| VTEPAVIPOYOVULLLN TOPAUEVEL OTIC 0o0eVElS e
PCOS petd v gpunvomavomn. Xkondg g mopovcos LEAETNG lvorl 1 dtepevvnomn g
VIEPIVOOVAVOLULING, NG OVTIOTOONG OTNV  WVOOVLAIVI] Kol T®V  OEIKTOV  TOV
petafolopnod TV VOATOVOPAK®Y, Kol 1) GLGYETION TOVG HE TO EMIMEON TOV
avopoYOVmV mOONKIKNG Kol ETVEQPPIOKNG Tpoédevong otig acbevelg pe PCOS petd
™V ELUNVOTOVG.

AocOgveig kot Mé0odor: Ztn peAétn ocvppeteiyov 25 HETEUUNVOTAVGLOKES
acBeveig pe PCOS kot 24 pPeTEUUNVOTOVGIOKES VYLEIS HAPTLUPEG UETA OTAOUON ©G
Pog TNV NAKia kot Tov deiktn pnalog copatog (Mikiog 55.37+4.84 yp. ka1 57.88 *
5.03 yp., xou Oeixktn palog copotog 27.4+£2.5 wor 26.5 + 2.9, avriotoyya).
Metprinkav ta Pacwd eninedo g OvAaxkiotpoémov oppdvne (FSH), g
wypwotpomov opudvns (LH), g o1otpadtoAng, g TpoAaKTivng, TG TPOYESTEPOVNG
KOl TNG CLVOEOVGOG T GTEPOELN TOV VA0V caipivng (SHBG). MetpnOnkav emiong
To, emimedn YALKOING Kol  WVGOVLAIVIG TPV Kol UETA OO TOL GTOUATOS OOKILOGIN
avoyng ot yiAvkoln pe 75 yp. yiAvkolng (OGTT) kot vmohoyicOnkav ot deikteg
evatoOnoiog kot avtiotaong ommv vooviivn: G/I, ISI, QUICKI, HOMA-IR, kot ot
delkTeC TPMTNG Kot SEVTEPNG PACTC EKKPIONG TNG VGOVAIVIG (ISTPHIS kot 2VPPHIS,
avtiotolya) KoTd TNV JdoKipacio avoyng otn YAvkoln. YmoloyicOnke, emiong, to
euPodd ¢ emedvelag Katw oand v koaumoAn (area under the curve —AUC) g
YALKOING Kol TG VOOVLAIVIG Katd TV dokipacio avoyng otn yAvkoln. EmmAiéov
petpnOnkav wpwv kol petd omd d€yepon pe koptikotpornivyy (CRH) ta emimeda g
KopTiloAng, ¢ 17-vdpoévnpoyeotepovng (17-OHP), g As-avdpootevdiovng (AsA),
g Betikng debdpoemiavdpoatepovng (DHEAS) kot tng oAkng tectoctepovng (T) ko

vroAoyioTnKe o deiktng ehevBepwv avdpoyovav (FAI).



Amoteréopata: Ta eninedn YAvko{ng kot tveovAivng vnoteiog, to eppodo g
emedvelag kdto and v KoapmuAn (AUC) e yAukoing kat ot deikteg evaicOnciog
KOl avTIOTOONG TNG WOOLAIVIG TOV HETEUUNVOTOVGIOK®V acbevav pe PCOS dev
Jlépepav cLYKPITIKA pe TIc paptopes. To epPadd g emodvelng kbt omnd TNV
kapmodn (AUC) g woo Bivng Kot o 1 0eikTeg 1°TPHIS «aw 2"PPHIS koté mv
dokipacio avoyng otn yAvkoln nrav avénuévot (P<0.05 kot p<0.01, avtictorya) oTic
petepunvoravctokés acbeveic pe PCOS og oyéon pe tig paptopes. Ot acBeveic e
PCOS napovciacav avénuéva ernineda (p<0.05) 17-OHP, A4A, DHEAS, oAwng T ko
FAI ka1 ehattopéva enineda (P<0.05) SHBG cvykpitikd pe t1g pHapTUpES.

Y1g petepunvomavclokés acbeveig pe PCOS Bpénke Oetikn ocvoyétion
(p<0.05) tov Pacwdv emmédov g 17-OHP pue v wveovAivn vnoteiag, qv AUC
™¢ YAukO(nNg katd v dokiacio avoyng otn yAvkoln kot tov HOMA-IR, kot
apvntikn ovoyétion (p<0.05) pe tovg deixteg G/1 kan QUICKI. Xtig yuvaikeg avtég
ta. emimeda G AzA petd and diéyepon pe CRH ovoyetilovrav Oetikd (p<0.05) pe v
AUC ¢ yAwkolng katd v dokiacio avoyng otn yAvkoln kot apvnrika (p<0.05)
ne tovg deikteg G/I kan QUICKIL

Yoprepacporta: O petepunvoravctokég acbeveic pe PCOS yapaktmpilovron
OO VTEPAVIPOYOVOLLIN KOl DITEPIVGOVAMVALUIL YOPIG O10POPA GTNV AVTIGTACT GTNV
WGOLAIVN CLYKPITIKA e TIg papTtupes. H avtiotaon oty tveoviivn oto PCOS petd
™V euUNvVOmaVon cuoyetiletal BeTikd 1000 pe Ta Pacikd 0G0 Kat e To VIO dEyEPoN
emimedo avopoyovov. Emopévmg, otig acBeveig pe PCOS mapotmpeiton oyetikn
BeAtimon g evancOnciog oty VGOLAIVI HETE TNV EUUNVOTOVGT] AOY® TNG CYETIKNG
eMdTTOoNng TG vrepavopoyovarpiog. H vrepveoviwvaipio mov yapoktnpilel Tig
acBeveig pe PCOS ota mpdta ypovia HETA TV EUUNVOTOVGT 0QeileTon TOOVMOG TNV
TOPOUEVOVCO, VIEPTPOPID. TOV B-KVTTAP®OV TOL TAYKPEATOS MG OTOTEAECLO, TOL
HEYOADTEPOV PaBLOD GYETIKNG VTEPOAVOPOYOVOLLLOG TOV YOVOIK®OV OUTOV KATO TNV

AVOTTOPOYMYLIKT NAKIOL.



ABSTRACT

Context: Hyperandrogenism and insulin resistance with compensatory
hyperinsulinemia characterize premenopausal women with polycystic ovary
syndrome (PCOS) often in association with obesity. Furthermore, there is a complex
association between hyperandrogenism and insulin resistance in PCOS. We recently
documented that hyperandrogenism persists in PCOS after menopause. Aim of our
study was to investigate insulin resistance, hyperinsulinemia and indices of
carbohydrate metabolism, and their correlation to androgen levels in women with
PCOS after menopause.

Patients and Methods: Twenty five postmenopausal PCOS women and
twenty four postmenopausal age-matched (mean age 55.37+4.84 and 57.88 £ 5.03
yrs., respectively) and BMI-matched (mean BMI values 27.4+£2.5 and 26.5 + 2.9,
respectively) healthy controls were studied. All subjects had FSH, LH, estradiol,
prolactin, progesterone and SHBG levels measured at baseline. Fasting glucose and
insulin levels were measured and corresponding AUC values were calculated during a
75 gr OGTT, while insulin sensitivity (G/I, IS, QUICKI), insulin resistance (HOMA-
IR) and 1% and 2" phase insulin secretion (1°"PHIS and 2"°PHIS) indices were
calculated from baseline and OGTT values. Cortisol, 17-hydroxyprogesterone (17-
OHP), As-androstenedione (A4A), dehydroepiandrosterone (DHEAS), total
testosterone (T), SHBG and free androgen index (FAI) levels were measured at
baseline and after a CRH stimulation test.

Results: There was no significant difference in fasting glucose and insulin
levels as well as in insulin resistance and insulin sensitivity indices between the two
studied groups, while postmenopausal PCOS women had higher insulin AUC
(p<0.05), 1°TPHIS (p<0.01) and 2"PPHIS (p<0.01) after OGTT in comparison to
controls. Baseline 17-OHP, A4A, DHEAS, total T and FAI levels were higher and
SHBG levels were lower in PCOS women (p<0.05). In postmenopausal PCOS
women baseline 17-OHP levels correlated positively (p<0.05) to fasting insulin
levels, glucose AUC and HOMA-IR, and negatively (p<0.05) to G/I and QUICKI,
while A4A levels after CRH stimulation correlated positively (p<0.05) to glucose
AUC and negatively (p<0.05) to G/I and QUICKI.

Conclusions: Hyperandrogenism and hyperinsulinemia persist in early

postmenopausal PCOS women, while there is no difference in insulin resistance from



postmenopausal non-PCOS women. Insulin resistance indices correlate positively to
baseline and post-CRH stimulation androgen levels. Thus, upon early postmenopause
insulin sensitivity ameliorates relatively in PCOS women due to the decrease of
relative hyperandrogenism while the hyperinsulinemia that characterizes PCOS
women at early postmenopause seems to be the result of the sustained B-cell function
due to previously developed B-cell hypertrophy caused by the greater relative

hyperandrogenism in PCOS during reproductive years.



