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NIH/NICHD 1992'¢

ESHRE/ASRM
(Rotterdam
criteria) 2004'*

Androgen Excess
Society 20067°

Ex<clusion of other
androgen excess or
related disorders

Includes all of the

following:

e Chnical and/or
biochemical
hyperandrogenism

e Menstrual
dysfunction

Exciusion of other
androgen excess or
related disorders

Includes two of the

following:

e Chnical and/or
biochemical
hyperandrogenism

e Oligo-ovulation or
anovulation

» Polycystic ovaries

Exclusion of other
androgen excess or
related disorders

Includes all of the
following:

o Clinical and/or
biochemical

hyperandrogenism
e Owvarian dysfunction

and/or polycystic
ovaries

Abbreviations: ESHRE/ASRM, European Society for Human Reproduction and
Embryology/American Socisty for Reproductive PMedicine:; NIH/NICH, National
Institutes of Health/National Institute of Child Health and Human Diseas=.

Table 2 Prevalence of polycystic ovary syndrome (PCOS) using different diagnostic criteria

Source Population NIH/NICHD criteria ESHRE/ASRM Androgen excess and
(Rotterdam) criteria PCOS society criteria

March et a® 728 Australian women 8.7% 17.8% 12.0%

Mehrabian et al* 820 franian women 7% 15.2% 7.92%

Tehrani et al’' 929 Iranian women 7.1% 14.6% 11.7%

Yildiz et al*? 392 Turkish women 6.1% 19.9% 15.3%

Abbreviations: ESHRE/ASRM, European Society for Human Reproduction and Embryology/American Society for Reproductive Medicine; NIH/NICHD, National Institutes
of Health/National Institute of Child Health and Human Disease.
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Hiperandrogenism

* Hiperandrogenizm sonucu gelisebilecek yada vucud
da ortaya ¢ikabilecek killanma artimi 3 ayri formda
gorulebilir.

Hirsutism
Hipertrikosis

Virilism



Kadinlarda hirsutizm nedenleri

1-Nonandrogenic causes

This is less prevalent and can be divided in the following forms:
Unnecessary hair growth of acromegalics.

Coarsening of the hairs associated with chronic skin problems, since a major function of the hair is to
protect the skin

Non-androgenic anabolic drugs often cause a general increase of many tissues, particularly hair. This can
also result in vellus hypertrichosis and not hirsutism.

2-Androgenic causes
This is the most common cause of hirsutism, accounting for around 75-85% cases.

The various androgen dysfunction causes are listed below, with a percentage of their prevalence among hirsute patients (Please note that figures often
vary in various surveys and reports):

Polycystic Ovarian Syndrome (PCOS) - 70—-80%

Hyperandrogenism - 6.8%

Hypothyroidism - 0.7%

The hyperandrogenic insulin-resistant acanthosis nigricans syndrome (HAIR-AN) - 3 %
21-hydroxylase non-classic | adrenal hyperplasia (late-onset CAH) - 1.6%

21 -hydroxylase-deficient congenital adrenal hyperplasia - 0.7%

Hyperprolactinemia - 0.3%

Androgenic tumors - 0.2%

Cushing’s syndrome - 0-1%

3-ldiopathic hirsutism

The idiopathic cause is traced in 4.7% patients and it’s associated symptoms are hirsutism and
probable overactive 5 alpha-reductase action in skin and hair follicle. However, menses are regular.



Hirsutizm nedenlerinin sikhg:

" lIdiopatik, PCOS /
Hiperprolaktinemi  /
ilaclar 4




Modified Ferriman-Gallwey Scoring System for Hirsutism




PCOS
Hiperandrogenemi

* PCOS olgularinda Overian androgen sentezinin artimi :

* Genislemis Over stromasindaki Theca hiicrelerinin voliimlerinin bliylimesine
ve LH stimiilasyonuna karsi artmis sensitivitelerine baghdir.

Ayrica

* Theca ve interstisyel (Stromal) hiicrelerdeki LH reseptorlerinin Over-
expresyonunun da bu olgulardaki Hiperandrogenism de vyeri olabilir.

* Abnormal LH sekresyonuna bagh dinamiklerin degisimi sonucu artmis LH
stimulasyonlari da Over uzerinde Androgen yapimina etkileyecektir.
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No one mechanism explains the moderate adrenal androgenommonly observed in women with PCOS
Speroff-2011



PCOS- insulin etkisi

Insiilinin serum Total ve Serbest-T etkisini
arttirirken serum SHBG konsantrasyonunu
azaltir.

Insiilin kil yapiminda etkilidir.

Diazoxide, metformin ve troglitazone kullaniminin
insuilin sensitivitesini iyilestirerek
hiperandrogenemi ve hirsutism tedavisinde kismen
de olsa etkisi olabilmektedir.

Bu ilaclar Serum A-Dione ve Serum-T dlizeylerini
distirmektedir.



PCOS- insulin etkisi
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Peripheral insulin resistance
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Compensatory ~

hyperinsulinermia
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Interpretainon Z-hour Llucoase 2-hoaur
Normal <140 mg/dL
Impaired glucose lolerance 140199 mg/idl
Dhabetes mellitus 2200 mg/dL
Noaemal <BO-100 pll/ml
Insulin resistance >80-100 pll/mlL
Severe insulin resistance >300 pl/mlL

The fasting serum insulin concentration is easy to obtain and requires no calculations;s»

in euglycemic White women with PCOS, values greater than 20-30 mU/mL suggest insulin
resistance. The fasting glucose/insulin ratio has been used widely as an index of insulin
sensitivity in women with PCOS; a ratio less than 4.5 has reasonable sensitivity and specifi

city for insulin resistance.s Sperolt




PCOS- insulin etkisi

* |-R ve hiper-i PCOS patofizyolojisinde dnemli
bir rol oynamasina karsin; %25-50 li PCOS lu
olguda I-R gosterilememistir.

* i-R olan olgular arasinda da PCOS oldukc¢a az
gorulir (%15)

* Bu nedenlerle de i-R ve hiper-i her PCOS lu
kadinda primer neden yada patogenik bir
faktor degildir.



Testosteron,ST,DHT

. (T) major sirkiile androgen olmakla beraber DHT

androgen sensitiv dokular icin ( kil follikiilii-sebase
glandlar) major niikleer androgen dir.

(DHT) yanhlizca periferde (S-T ) nin (5-alfa rediiktaz)
etkisi ile intraselluler donlisimuinden elde olunur.

(DHT) sirkiilasyonda ¢ok az olup (5-alfa rediiktaz)
aktivitesini yansitmaz.



( T) - biyolojik etkinligine neden olan faktor ler

* ALBUMIN: %19 baghdir
e SERBEST-T: %1-2

* T nun non-SHBG fraksiyonu(S-T) Androjenik
etkiden sorumludur.

 SHBG | nedenler, S-T 1 ve (Androgenik ) etki 1

SHBG azaltip Serbest-Testosteronu arttiran patolojik durumlar nelerdir?



SHBG onemi

1% Free- 2% Free

Hirsute
women




SHBG ( J ) Serbest-T ( 1 ) durumlar

. HIPOTROIDIZM
. OBESITE

. HIPERINSULINIZM



MENSTRUATION ABNORMALITIES Hyperandrogenism PCO on ultrasound
Ancvulation (hirsutism, acne) (>10 mL, >12 follicles
Hyperandrogenaemia measuring 2-9 mm)
(TorFAIT)
[
I
|
Phenotypes: Differential diagnosis
A: Oligo + HA + PCO /
B: Oligo + HA / \4
C: HA + PCO Tumours CAH Cushing's Acromegaly
) Androstenedione 170HPT Dexamethasone || GH > 2.5 ng/mL
CV risk factors: or testosteroneT | | after AGTH (1 mg) ar
WHRT FAIT ten-fold increase || suppression test >1.0 ng/mL
HDL-Cl + TGT OHEAST No suppression after GTT
GlucoseT
BP > 130/85 mm HgT
Present Absent
Infertility Metabolic Infertility Hyperandrogenism
syndrome
Clomifene : |
Metformin Clomifene 0cC
KEALaiR Vit. D? Vit. D? Vit. D?

wre 1. An algorithm for the diagnosis and management of PCOS




Hiperandrogenism li olgularda taniya
pratik yaklasim?



Laboratory testing for androgen excess in women with hirsutism

Simple screening tests

— Testostarone level (total and free)

~ Testosterone-sex hormane-binding globulin ratio (fres testosterang)

— Dehydroeplandrosterone sulfats lovel P = w00 (L esertroney
- Androstenedione level ot s

~ 17-0H-progesterone R i




- S8x homone-binding globuln feve

— Folle-simuating ormone el - (rania VR

- Lutelnizing hormone level - Transyagial ullrasounq

- Serum esfradiol

R — cilary ests

~ Do s ot - Fsig od g

~ Deramethasons suppression esting ~ (1l glcoss eerancs et

~ Serum adrenacorticotropic hormang fevel - Liidpael

~ Combingd stmlation test: carcetrophin and qonadotropin-felasing |
T—"— - Fassum et Cshing ynarome|

= Serum B-human cheroni geradetroph - T3t T4 entimirosomal s



Hiperandrogenism -Tedavi



Hirsutism-Tedavi

Hirsutism de tedavi nedene bagh olarak yapilmalidir

Moderata/Severe

i

Serum fotal
teslosterone

= 150 ng/dL I < 150 ng/dL

i —

Transvagnal Rapidiy Siowly

ultrasonography e PTOGIESSIVE progressive
i hirsutism hirsutism

and/or

Narmal Vinization

Adrenal CT
| Ovarian |
. Normal

KAH (Adult-Onset)
ADRENAL TUMOR

CUSHING

Mild
Irrequiar Regular
menses menses




Childhood

Puberty

Reproductive

years

Menopause

Hayatin her doneminde-PCOS-

Phenotype of Women with PCOS Across the Lifespan and Similarities in

Controls L}

PCOS

Genes, environment, in utero environment

Increased AMH (proxy for follicle number)
Increasad AMH (proxy for follicle number)

Premature pubarche (adrenarche), mcreased GnRH pulse secretion, hyperandrogenssm (exacerbatad
by obesity), iregular menses (exacerbated by obesity), ncreased ovarian volume/ AMH, and

mereased glucose-induced msulin response

Hyperandrogentsm (exacerbated by obesity), trregular menses (exacerbated by obesity), mcreased
ovarian volume and follicle number; over time, decreases in androgen levels, ovanan volume, and
follicle number, and menstrual cycles may regulanze

Higher Fernman-Gallwey score, prevalence of hypertension. tnigiycerides, and cerebrovascular

morbidity

Controls: Similarities to PCOS

Nong

None
None

Acne, iregular menses, and mcreased ovanan volume

Decreases in androgen levels, ovanan volume, and follicle number

Weight, watst to hup ratio, svstolic blood pressure, prevalence of
type 2 diabetes, fasting glucose, msulin, HOMA, LDL, and
cardiovascular morbidity and morfality
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Fetal programming of polycystic ovary syndrome

Esra Bahar Gur, Muammer Karadenz, Guizar Arzu Turan

Polycystic ovaries — beyond menopause
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Figure 1 Possible sffects of prenatal excess androgen on the fetus. PCOS
Polycystic ovary syndrome; LH: Luteinizing hormone, IUGT. Intrauterine growth
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FETAL LIFE BIRTH CHILDHOOD ADOLESCENCE ADULTHOOD

--------------------------->

Mother:
- MaternalHA
Low birth
Fetus: weight/SGA
= FeslEhX Rapid weight gain/
catch-up growth
Premature

Ry sensrnne, 3 adrenarchel

i Genetlf:, : pubarche

¢ epigenetic,& Adrenal/ .

en_wfflunmental ovarian HA Subfertility

: influences :

----------------------- . :.--o-ooloo|:oc-¢|-:-l.-0..lo:-.o..- Metabolic syndrome
ysbkgehati| Tipe 2dabetes
sanstabeiben a7 Hypertension

Dyslipidemia
Adrenal/ Cardiometabolic disease
Sustained ovarian HA
Mother: visceral
- Obesly High birth adjposity
- weight/LGA

Fetus:
- Hyperinsulinism

5. 5. Proposed natural history of PCOS from fetal life to adulthood. The severity of polycystic ovary syndrome (PCOS
1 the evolution of its phenotypic expression result from the impact of environmental influences (both pre- and postatal

genetic and epigenetic factors in_utero. HA, Hyperandrogenism; GDM, gestational diabetes mellitus; SGA, small fto
tabonal aee: | GA laree for cestational ace (Fiegnre based on ref 204 )



Hayatin farkli donemlerinde
PCOS-Hirsutismus yonetimi

e Adolesan

e Adult

* Menopoz



Adolesan

Until now, there is no validated diagnostic criteria for PCOS in adolescents.
The Endocrine Society suggested that the diagnosis of PCOS can be made
with the presence of persistent oligomenorrhoea and hyperandrogenism
(clinical or biochemical) after excluding other pathologies in adolescent .

Although the National Institutes of Health (NIH) criteria for diagnosis of PCOS
is frequently preferred, unexplained hyperandrogenism accompanied by the
presence of ovulatory dysfunction is the diagnostic criteria for adolescent
PCOS in most cases. However, there is some debate on merely using the
Rotterdam-AES criteria

The presence of polycystic ovaries in normally ovulating women is a common
finding. PCOS can be over-diagnosed in adolescents as the AES criteria accepts
the polycystic appearance of the ovaries as evidence of ovulatory dysfunction.

The diagnostic challenge in adolescents may result from many reasons like
the higher rate of physiologic anovulatory cycles, irregular menses during the
first 2 years following menarche, and the presence of acne at this age group

and



Adolesan

* “normal” adolescents. Hyperandrogenaemia is thought to
be a more reliable diagnostic criteria for the diagnosis of
adolescent PCOS after ruling out other causes of
hyperandrogenaemia such as late-onset adrenal
hyperplasia and Cushing’s Syndrome.

* The clinical heterogeneity of the patients who often
present with hirsutism without anovulation or anovulation
without hirsutism, and the disagreement over whether the
polycystic ovarian morphology without hyperandrogenism
represents a subgroup of PCOS, leading to a lack of
consensus on the diagnostic criteria, especially for
adolescents.



Adolesandan- Menopoza PCOS ta
Hiperandrojenizm yonetimi

Adolesan

Adolesanlarda PCOS tedavisi esas olarak sendromun
reproductive,metabolik ve kozmetik goriinimlerine semptomatik
yaklasimdir.

Dermatolojik gorinimler ve menstriel disfonksiyon en sik sorundur.

Ilk adim tedavi: Yasam tarzi degisimleridir. Obes-PCOS ve Non-Obes PCOS
ta kilo kaybi ve kilo kontroli 6nemlidir.
%5-10 kilo kaybi: (T) distrir,(SHBG ) arttirir (i-R) zayiflatir.

1000-1200 kcal/giin diisiik kalorili diet total vucud agirligini 6 ayhk
periyotta %10 azaltir.

Seker tuketimi azaltilmalidir 6zellikle kilo ve insilin rezistansi acisindan
onemlidir.

Haftada enaz 30 dk/ ve 3 giin/hafta egzersiz (I) rezistansini distrerek bu
gurup olgulardaki (I) sensitivitesini dengede tutar.

Polycystic Ovary Syndrome in the Pediatric Population-Review .Andrew A. Bremer, Metabolic syndrome and related disorders
Volume 8, Number 5, 2010

What do we know about metabolic syndrome in adolescents with PCOS? Derya Akdag Cirik, Berna Dilbaz J Turk Ger Gynecol Assoc
2014; 15: 49-55



Adolesan

Dermatolojik yaklasimlar:
En erken yaklasim en sonug verici tedavi sansidir.

Bu gurupta Non-farmakolojik :Agda,tly dokuculer,6zel tras
makineleri,depilasyon,lazer kullanilmalidir.

Farmakolojik yaklasim genelde sonu¢ alinamayan larda yeni kil
blytmesinin 6nlenmesinde kullanilmalidir.

Adodlesanda kil evrimi sorunu:kilin velllisten terminale androjen-
etkindeki donusiimiiniin geriye alinmasi :12 ay.

Hirsutism medikal Rx: Eflornithine cream(Vaniqga), an inhibitor of
ornithine decarboxylase ,FDA onayli,hicre bolinmesini inhibe eder kil
blylumesi geriler oneri :2X1 etkilenmis yliz-cene bdlgesine surulir.

Akne:Dermatoloji (topical treatment with salicylic acid, benzoyl
peroxide, clindamycin/ benzoyl peroxide preparations, tretinoin, and
clindamycin/tretinoin combinations



Adolesan

Kombine hormonal ajanlar:Farmakolojik tedavi ilk basamagidir.

KOK Addlesanlarda hirsutism,akne ve menstriel dizensizlik acisindan
kullanilan en yaygin tedavi seklidir.

(E) LH suprese ederek Over Androjen yapimini azaltir Hepatik SHBG arttirarak
Serbest-T azaltir ayrica deride 5 Alfa-rediiktaz azaltarak DHT etkisini sinirlar.
KOK lerin (IR) az da olsa arttirici etkileri kar zarar oranina gére ihmal edilir
Olcudedir.

Androjenite acisindan onemli klinik farkliliklarin olmamasina ragmen
4.jenerasyon progestinler ideal olarak kullanimi tercih edilenlerdir. Bunlar:
30 mikrogr EE+ 3mgDRSP yada 20 mikrogr EE+3 mg DRSP olup, spironolactone
dan derive olup,25 mg spironolactone a esdeger dirler bu da onlarin direkt
antiandrojenik etkisini arttiricidir.

Ayrica transdermal patch (OrthoEvra) risk: KOK a gére artmis VTE

Zayif.Non-obes PCOS addlesanlarda LH/FSH bozuklugu ve bunun sonucu
hiperandrojenizm acisindan da KOK 6zellikle bu populasyonda etkili bir
tedavidir.



Hirsutism tedavisi-KOK

Hirsiit kadinda Androjen yapimi genellikle LH- bagimhdir. KOK Pitliter LH yi
stiprese ederek Over den Androgen salinimini azaltir

KOK daki E-d ijzeyleri ( All low-dose oral contraceptives (containing 20-35ug ethinyl estradiol) have similar
effectiveness in the treatment of acne and hirsutism.) Hepatic SHBG yapimini a rttin r.,sirkﬁ le
androgenler tasinip serbest aktif androgenler azalr.

Direkt yada indirekt olarak KOK adrenal den DHEA-S sekresyonunu azaltir.

KOK icindeki Progestinler derideki 5-Alfa —Redtiktaz aktivitesini azaltir.Buda
kil follikuilleri ve sebase glandlarin major niiklear androgeni polan DHT
uretimini azaltr.



Hirsutism tedavisi-KOK etkisi

Amenoy
pituitary




Tedavide hangi KOK?

Tiirkiyede En Sik Kullamilan Dogum Kontrol Haplan Isimleri, > DU§Uk dOZ 20 mcg ethinyl estradiol serum

Ticari Dogum Kontrol Hap: isimleri, Simiflama;

I Monofazik oral kontraseptifier: Tdm Hlaclar aym renktir ve aym miktarda etkin androgenlerini suprese edebilirse de bu

madde icerir. Bu gurup dodgum konrol haplar isimleri ,

dozda etki biraz daha azdir ve ancak

Hacin ady Etinil datradiol dozu Gestagen cinsl Gestagen dozu

devamli kullanimi gerektirebilir.

Myralon 20 g Dazogestrel 150 pg

Desolett 30 ug Dezogestrs! 30 g » KOK da kullanilan ethinyl estradiol ( 3mg)

e ———————————————— 25 Mg Spironolactone yada 1mg CPA
Microgynon 30 ug Lavonorgestrel 130 ug

esdeger etki gosterir

Ginara 30 ug Gestoden 150 pg

inutat 36 i 5 s » KOK da segilecek progestinler diisiik

Diane33 332 androgen etkili yada anti-androgen etkili
o - . olmasina 6zen gosterilmelidir. ( Or:
%0 yg g cyproterone acetate or drospirenone)

Trifazik oral kontraseptifler: Toplam hormon miktarim en az tutmak icin

planlanmus, kutu icinde {ic ayr renk ilac bulunan kutulardir. Bu gurup dogum > Androgenik etkisi yu ksek olan Progestin

kontrol hapr isimleri; Triquilar ve trinordiol bu tip ilaclardir.

seciminden kag¢inilmahdir.

Ilac rengi ve adedi Levonorgestrel Etinil 6stradiol
Katrwarsngi (6) 50 5 §B Or:Levonogestrel. Bazi olgularda bu
oyaz o) 40 1o secimler killanmayi daha sikintili hale

30 ug sokarlar.



Adolesan

Antiandrojenler

* Spironolactone:ABD sik kullanimda AR-antagonist olup ayrica
5 Alfa-reduktaz 1 inhibe ederek (T) yapimini azaltir. Bolinmus
doz 100-200mg/glin .

* Flutamide :AR-inhibitor Avrupa da sik kullanimda

250-500mg /glin dozlari iyi tolere ediliyor.Risk:
hepatotoksidite,fetal anomali.

* Finasteride : 5 Alfa-rediiktaz inhibitorii .doz:5mg/glin nadir
kullanimda



Adolesan

Insulin —sensitizing ajanlar ISA:

ISA —metformin o6zellikle glukoz toleransi bozuk,insiilin rezistansi ve
veya obes addlesanlarda kullanilan bir uygulamadir.

Metformin obes ve non-obes addlesanlarda 750-2250 mg/giin
uygulamalarinda etkin bulunmustur.

Metformin hepatik glukoz yapimini inhibe eder,periferal doku insilin
sensitivitesini arttirir,Androjen duzeyleri,lipid parametrelerini ve insllin
duzeylerini iyilestirici etkidedir.Menstriel siklisiteyi saglar. Genis RCT
ihtiyaci var.

PCOS-nedenli metabolik komplikasyonlari dnleme etkisi icin RCT gerekli.
Observational calismalar Metformin birakilinca geri donistugini gosterir.

Thiazolodine-diones(troglitazone,rosiglitazone,pioglitazone) pediatrik
yas gurubunda metformin kadar ¢alisiimamis yan etkileri olan ilaglardir
kullanimlari yoka yakindir.



Adolesandan- Menopoza PCOS ta
Hiperandrojenizm yonetimi

Adult



Hirsutism tedavisinde o0zet- temel
vaklasimlar
Adult

Kil follikiilliniin biiyiime sikliisiine gore yaklasik yarilanma omri
olarak 6 aylik siirenin tedavi siiresi olarak segilmesi gerekir.
Bu siireden once tedaviden 6nemli bir avantaj beklenmemelidir.

IIk basamak tedavi diisiik-doz KOK olmalidir.

Yalniz KOK uygulamasina cevab alinamayan olgularda ; ilave anti-Androgen
kullanilmalidir.Bu konuda Spironolactone iyi bir kombinasyondur.

Tedavilerin rezistan oldugu yada tolere edilemedigi durumlar igin rezerv tedavi
olarak add-back tedavi esliginde GnRH —agonistlerine basvurulabilir.

Epilasyon tedaviler icinde yer alabilir (Agda ,lazer,pulsed light vb foto —epilasyon
tedaviler vb.)Ancak tercihan hormonal tedavilerin sonuglari goriildiikten sonra
uygulama alanina girmelidir.



Hirsutism tedavisinde kullanilan

Table 3. Madications used In the treatment of hirsutism (18)

medikasyonlar

Class of Drug Drug Indication Dosage Side Effects Comments
Oral Eshinyl estradiol with Generalized hirsutism One tabist per day for 21 Gl distress, breast Pragnancy category X,
contraceplives norgestimate, days, followed by 7-gay endemess, headache, welght  Least androgsnic progastin
dasogestral, pli-free interval gain, emaotional fability, component prafermed
norethindron, ethynodiol Intolerance to contact lenses  Monitor serum potassium
diacetate Hyperkalemia may ocour, dunng first cycie with
Ethinyl estradiol with Contraindicated with hepatic  concurrent us2 of NSAIDS,
drospiranone dysfunction, renal ACE inhibltors, angiotensin-
insufficiency, adrenal diseasa Il receptor blockers,
heparin, potassium
supplements, potassium-
sparing diuratics
Spironotac-tons Moderate or seyers 50-200 ma/day Hyperkalemia (rars), mals Pregnancy category D,
hirsttism pseudoherma-phroditism in monitor slestroytss
fetus, gynecomastia,
decreased bibido,
gastrointestinal discomfort,
Irrequiar menstrual bleeding,
hypatension, liver dysfunction
Cyproterone acsiate Moderate or severe Induction: 50-100 mgby  Male pseudoherma- Contraception &
hirsutism mouth at bedlime, days: phroditism in fetus, imegular  mandatory whan taking
5-15 menstrual bieeding, cyproterone acetate, and is
Maintenance: 50 mg by decreased bbido, nausea recommended for at least
mouth at bedtime, days: depression, fatigue, mood 3 manths after reatment
51§ changes and weight gain is discontinued. Liver
function should be
checked regularly during
long-term use
Hutamide Severs hirsutism 125-250 mg, two to three  Male pseudoherma- Combing with other
times daily phroditism in fetus, method of contraception.
hepatotoxicity Pregnancy category D.
Monitor liver function
Finasteride Hirsutism 5 mg daily Minimal gastrointestinal Pragnancy category X
disturbances, headaches, dry ~ Monitor liver function

skin and decreased libido



Hirsutism tedavisinde kullanilan medikasyonlar

» Medications used in the treatment of hirsutism (18)

Class of Drug Drug Indication Dosage Side Effects Comments
Glucocorticoids Dexametha-sone Congenital adrenal Dexamethasone 0.5 mg Weight gain, hypokalemia, Pregnancy category C
Prednisone hyperplasia, may be nightly, prednisone 5-7.5  impaired glucose tolerance,
combined with oral mg by mouth at bedtime  adrenal suppression,
contracep-tives or decreased bone density,
Gn-RH agonists for immune supprassion, changes
severe hirsutism typical of Cushing’s syndrome
GnRH agonist Leuprolide acetate Alternative to oral 715 mg monthly Hot fiashes, decreased bone  Pregnancy category X, Use
contracep-tive intramus-cularly, with mineral density, atrophic with caution for short
25-50 meg transdermal vaginitis periods because of
oestradiol hypoestrogenic effect
Insulin-lowering  Metformin Hirsutism, polycystic 850 mg twice a day or Gl distress, lactic acidosis Pregnancy category B.
agents avary syndrome 500 mg thres times dally  (rare with mortality nearly Resumption of ovulation
imaximal dose 2.0-250/  50%), numerous drug may ocecur, Monitor liver
day) interactions function, confirm normal

renal function before
starting, and monitor

Adapted from: Bode and cofs. (2) and Alonsd and Fuchs (4). GI: gastrointastingl, NSAIDS, non-steraidal anti-inflammiatory drugs; ACE: angiotensin-canvarting enzyme: 6n-AH gonadatropin.releasing

homone,

Arq Bras Endocrinol Metab. 2014:58/2



RESULTS M1 and DCI ADMINISTRATION
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IN BOTH GROUPS ARE WELL DOCUMENTED SIGNIFICANT OVARIAN FUNCTION IMPROVEMENT, ALL
THE PATIENTS RESTORED THEIR GONADAL FUNCTION IN TERM OF REGULAR OVULATORY MENSES
AFTER SUPPLEMENTATION




Adolesandan- Menopoza PCOS ta
Hiperandrojenizm yonetimi

Menopoz



Menopoz

The classic phenotype of PCOS ameliorates with aging .Hence, the PCOS
phenotype after menopause is uncertain and difficult to define.

The various criteria for diagnosis of PCOS may not be helpful after
menopause and a specific phenotype for PCOS after menopause is
poorly understood.

Some studies have relied on a prior history of irregular menses,
the presence of polycystic ovaries, or current hyperandrogenemia
or hirsutism to diagnose PCOS in menopausal women.

Other studies have expanded these criteria to include
an elevated waist circumference or evidence of biochemical
insulin resistance.



Menopoz

Studies have shown that, in normal women, androgen
secretion decreases with age.

This decrease of circulating androgens in women with PCOS
during their later years could reduce their cardiovascular risk .

However, a case — control, crosssectional study to compare 20
postmenopausal women with PCOS with 20 age- and BMI-
matched controls showed that postmenopausal women with
PCOS are exposed to higher adrenal and ovarian androgen
levels than non-PCOS women and hyperandrogenism in
PCOS women persists after the menopause.



Menopoz

Hyperandrogenemia may increase the risk of cardiovascular events
in postmenopausal women with PCOS.

Insulin resistance:Women with PCOS were often

more diabetic than women without PCOS. In addition,women with
clinical features of PCOS were more often insulin-resistant

Dyslipidemia:They found that dyslipidemia was more prevalent in the
postmenopausal women with PCOS than without PCOS.

............ , insulin resistance and dyslipidemi are more common in
postmenopausal women with PCOS.
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