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Hirsutizm nedenleri

Polikistik over sendromu % 80
idyopatik hirsutizm % 18
Kongenital adrenal hiperplazi <% 1
Androjen sekrete eden over tumoru <% 1
Cushing sendromu <% 1
Androjen sekrete eden adrenal tumor <% 1

Eksojen androjenik etkili ilag alimi <% 1



Exp Clin Endocrinol Diabetes 112: 504-509, 2004

K. Unluhizarci

e A Detailed Investigation of Hirsutism in a Turkish

H. Atmaca

F Bavram Population: Idiopathic Hyperandrogenemia as a
F. Kelestimur Perplexing Issue
n o
PCOS 96 57.1
Idiopathic hirsutism 27 16
NCAH 12 7.1
Adrenal Ca 3 1.8
Cushing syndrome 1 0.6
Idiopathic 29 17.4
hyperandrogenemia




Idyoptik HA: PKOS’un hafif formu olabilir

veya

Idyoptik hiperandrojenemi PKOS



83 PKOS hastanin

* %65 oligomenore

* %5 amenore

* %30 omenore

* %100 hiperandrojenemi (fT>11.1 pmol/l)
* %92 hirsutizm

* %40 LH/FSH>2

Sahin Y, Kelestimur F. Eur J Endocrinol 1997



Hirsutizm, akne




Ayni hasta




Hypertrikozis + Hirsutizm




Hipertrikozis + Hirsutizm

e




On kol ve alt bacakta asiri kil gelismesi
hirsutizm degildir, bu bolgelerde

terminal ve vellus killar karisik olur.




On kol
Hipertrikozis, Genetik varyasyon
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Basit hirsutizm adrenal veya
veya PKOS  ovarian tumor arastir

HIrsutizm

Kortizol artisi

NCCAH CushingS.
arastir

Y$



Hirsutizm - Tedavi

1- Obezite tedavisi

2- llac tedavisi

3- Kozmetik tedavi

4- Egitim ve psikoterapi

5- Kombine yaklasim



Killar siklik buyur

Klinik cevap icin

en az 6 - 9 ay tedavi gerekir



Zayiflama

Egzersiz ve diyet

Aclik insulin seviyesini azaltir

SHBG yi artirip androgenleri dugsurerek HA iyilestirir.

Giallauria, 2009



Hirsutizm tedavisi - Dual yaklasim

¥l Hiperandrojeneminin farmakolojik tedavisi

Androjen sekresyonu ve/veya etkisini azaltmak

Bl Mevcut terminal killarin yok edilmesi



llag tedavisi

Table 1. Anti-androgen drugs. their new combinations, and
insulin sensitizers used in the treatment of hirsutism.
Anti-androgen drigs and the new combinations
Anti-androgen drugs

Spit

Cyproterone acetate

Finasteride

Flutamide

Anti-androgen combinations
Cyproterone acetate and ethinyvloestradiol plus spironolactone
Cyvproterone acetate and ethinyvloestradiol plus finasteride
Cyproterone acetate and ethinyloestradiol plus flutamide
Spironolactone plus finasteride

I e N L .
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Metformin
Thiazolidinediones

Sahin Y and Kelestimur F. Medical treatment regimens of hirsutism. RBM Online. 2004



Anti-androgen tedavi
«__

Gonadotropin supresyonu

SHBG sentezi stimulasyonu

5-a reduktaz enzimi inhibisyonu
Androgen reseptorlerine baglanma

Steroid biyosentezine etkiler



Anti-androgenler
.

¥l Siproteron asetat (Etinil Estradiol + 2 mg SA)
¥l Spironolakton (100-200 mg/guin
*I Finasterid (2.5-5 mg/gun)

¥ Flutamid (62.5-250 mg/giin)



Kombine tedaviler



Human Reproduction Update Advance Access published November 6, 2011
Human Reproduction Update, Vol.0, No.0 pp. 1-25, 2011
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Epidemiology, diagnosis and
management of hirsutism: a consensus
statement by the Androgen Excess and
Polycystic Ovary Syndrome Society

H.F. Escobar-Morreale!”’, E. CarminaZ, D. Dewailly?, A. Gambineri?,
F. Kelestimur?, P. Moghetti®, M. Pugeat’, ). Qiao8%, C.N. Wijeyaratne?,
S.F. Witchel'?, and R.l. Norman'!



Table IV Summary of RCTs comparing the efficacy of different antiandrogen drugs on hirsutism.

Author, year

Belisle and Love (1986)
MeLallan ¢t af. {1989)

Barth et al (1991)

Cusan et gl (19%4)
Ciatta ot ol (1995)

Wang et al (1995)

Grgariou of ol {1996)
Ereews of al (1397)

Falsett) ot al, (1997)
Muderris st al {1997)
falestirmur snd Salin {1958)
Sahun er al. (| 998)

Falsett) et al. (1999)

Blinding

Singla

Single

Mone

Mo

Single

Nene

Single

Single

Mone

Months

Sample.
size

22

38

42

1o

Disorders

Hirsutisr
(mHS = |14)

Hirsutism

Hirsutism

Hirsutism
(mfs = 13)

PCOS
Idiopathic hirdutism

Husuitinr
(mEG = 1 1)

Idiopathic hirsutism

Idiopathic hirsutism
(rmFG = 10)

PCOS
(mEG 11-24)

Hitgutiser

Hirsutmm
(mFS =8}

PCOS
Idiopathic hirsutism

FCOS

ldinpathic hirsitism
(mFG 11-23)

Regimens compared®

(1) Diane
(2) Diane + CPA 10D

{1} Spiranolactone 100
(2) Placebo

s
Diune + CFPA 20
Diarve -+ CPA 100

(1) Flutamide 500 trg + OCP

(2) Splranolactone 100 + OCP

(1) Finasteride 7.5
(2) Placsbo

(1) Spronclictone 100
(2) Finasteride 5

{1y A 100

(2) Flutzmide 500

{1} Splronobetons 100
(2) Finasteride 5

{1} Fingsterids 5
{2) Flutamida 500

(1) Fhatarmida 250
(&) Flutamida 500

Dhane

(1) Duzne
[#) Finasreride 5.

(1) Fingsteride &
(2) Fhrtamide 500

Dhane + Spiranolzctone (00

Outcome Efficacy on hirsutism
s Diane & CPA > Diane
Diameter Mo diffgrence

Self evalmtion

mHz Mo difference

Hair diameter

Linear growth

mkH: Autsmide + OCP = Spironolactone + OCP
A= Finastende. = Placabo

mHz Mo dfference

Hair dizmeter

Self evaluation

mFG No difference

mFE Spiranoiactone = Finasteride
mH= Me difference

Hair diameter

mFG Mo difference

mkG Diane + Spronalactone = Dhane
mFG Dizne > Frasonde

mFG Futzmide > Rrasteride

Haip diarmeter



Author, year

Fruzzerti of ol | 1999)

Perngat al, (1999)

Venturol| st al; {1999

Dhe Lises ot al, (2000)

Moghett ot al (200604)

Mutberris e ol (2000)

Sprazer ef af (2000)

Tartaphl ot al (2000)
Sahin et al, (2001)

Bayram et al (2007)

Taner et gl (2002)

Blinding

Single

Mone

Dieyulske

Sihgla

Single

Single

Mana:

Mone

Muonths  Sample
size
12 45
g 33
12 [
& a5
3 40
12 70
12 44
& 50
1 40
2 A
£ H4

Disorders

Hirsutsm

Funetional ovarin
hypemndrogenism
Idigpathic hirsutism

Hirsutism

Hirsutism

(nEG = B)

PCOS

|diopathic Wrautsm
(mFG 11— 35)
PEOS

it prathile hirsutism

Hirsutiam

PLOS

Idipathic hlisutism
(G == 13
Hirsutiom

Regimens compared®

(1) Firnadteride 5
(2) CPA 25+ EE0.020
(3] Fhuramide 500

(1) GhRHa4 OCR
() CPA 100+ 0CP
(3] Flutamide 500 + DCP

(1) Flutamide 250

(1) Finasteride 5

(3) Ketoronazale 300

(4] 3)CPA 1254 EE0010-0.020

(1) GnRHa
(2] GhRHa + Diane
(3) GhRHa + Auamide 250

(1) Spionolctane 100
(1) Finastarde 5

(3) Fhutamide 250

(4] Plzeabs

(1} Fiutarnde 250
(2] Finasteride 5

(1) Spironolscrane 200
(2) CPA 50 -+ EE 0035

(1) Damre
J D 4 Finasterde 5

(1) Finasterde 1.5
(1) Finasteride 5.

(1) Flueamide 250
(2) Fitamide 250 4 Disne

Oiiteome Efficacy on hirsutism

s Mo difference

mfz Aummide > (CPA = GnRHa)
mAG {CPA = Rutamide) > Fnasteride
Hair damecer  Ketocomnazole 50% drop our moe
Linear growth

mH= Mo difference

mAG (Splranalactone = Fnasteride =
Hair dizmeter -Fummide) = Placebo

Self evaluation

mHG Flutirridds = Hhasterds

mHz Mo difference

mFG < Chane + Fnasteride b@
Sell-evahmtion

mFHE Mo difference

mHz e differencs



mfs Spirarcfzctene + Fnastende = Spm@

Urnluhizarci e al, (2002) Single [3 34 PCOS Spiranalactane 100
Idinpathic hirsutism
100 + Fnesmeride 5
Likirye af ol (2003} Dioubie [ 4 RCOS {1} Finasteride 5 mFG Finasteride > Placebo
Idinpathic hirsutism {2} Placebe Self-evaluation
Beigl of al {2004) Mope g 40 PCOS (1) Fnasteride 5 mHs Na difference
Idispathie hirsutism {2) CPA 25 + EE (020
Ganle erdl (2004) Mo B &9 PCOS {1y Spironolactens 50 mAs Spironolactone = Metformin
(2) Metfarmin 1000
Kelegtimiur ot al, (2004) Singls 12 85 PCOS 1) Spranokctane 100 mFs @ + Finastaride > inm@
Idiapathle hirsunsm {2) Spironolactone
100 4+ Hresteride 5
Tertgni et ol (2004) Singlo 10 | PCOS {1) Finasteride 25 ones dally mfG Me difference
Idiapathle hirsunsm {2) Fipasteride 15 evory 3 days
(rFG = 10)
Gambined ot a (2008) Singhe 12 76 PCOS (1) Diet [yia et (Fhtamide = Flutamide + Metformin) >
(2) Diec+ Matformin 1700 (metfarmin + diet = dist)
(3) Autamide 500
(4 Diet + Metformin
1700 + Hutamide 500
Calal et ol [2007) Diyurbvie 12 e PCOS (1 ocep mFS FAutamide (125 =250 =1375) + OCP = 0OCP
Id}upltl‘ilt Hirsutism (2} Autamide 125+ OCF
(FG > 15) {3) Flutamide 250 - OCP

(4) Flutamide 375 + QOCF

CPA, cyprowrons astate; Dane. cyprotercne acetate 2 mg phe athinylesradiol 35 g EE. ethinyigstmdiot mPG. modfisd Fermman-—Gallwey soore: GaRHa GoflH anale OCP, oral contaceprve pill
Toses are mg per day anless gared otherwe.



insiilin hassaslastincilar-Metformin

Table ¥V Summary of RCTs of interventions with insulin sensitizers for hirsutimm.

2) Diane

Author, year Blinding Months Sample size Disorders Reglmens compared® Outcome Efficacy on hirsutism
milits setiiitons verad phdetio
Moghueti o of, (20006) Duaulide [ i) Poos (1) Metlormin |500 ac Mo dfference
2) Flacebo
Pascuiali ot gl [2000) Daulse 6 0 PCOS (1) Dt + Matforme 1700 FG Matforrmin = placebs
2) Dhiet + Przabe
Azl et @l (200)) Daubie 1 410 PCOS (1) Trogieone 150, 300 and 600 mkG Trogitazone 400 > placebo
(2) Placsbo
Kelly and Gardon (2002) Double & I8 PCOS (1) Metformin |500 A Madormin == placebo
) Muceba Har growth Metformn > placebo
Selfl asgesarment Metformin > placeba
Garribingei of al [2004) Single L] 20 PCOS (1) Digt + Matformn 1700 FG Nao differsince
{2} Diet + Macebo
Hoegor ot ol (2004) Daulble 1 1] PCOS (1) Metformn 1700 mFG No dfference
(2} Plucebe
Macie] e1.of, {3004) Doubie [ 34 PCOS (1} Metiormin |50 Ha No difference
2} Flicebo
Cvalar e ol (2005) Dioulle & 139 PCOS (1) Metermin 1700 FG No dfference
2) Plaenbe
Gambmen et of, (2006) Sngle 12 0 PCOs (1) Diee & Metformen 1700 HG N dffrrence
() Dhet + Pacebo
Aroda et d, (2007) U lear [ ® PCOS (1) Plogesone 45 G Pioglexznne = pliceba
(2) Placeba
Romusid et ol 20100 Double ] I8 PCOS (1) Metormn (000 G Metformin = placebo
(2) Plicebo
brsudin serdieirers varsus OCPy
Marm: Papanen ot of. {3000) Mg [ I8 PCOS (1) Metformn 1000 -= 2000 FG Dure > Metformn
{2) Dane
Harborhe of o (2003) U Jesir 12 52 PCOS {1} Metformin 1500 FG Metfprmin = [Hane
{2) Diane i dusmiler Mo dfference
Selfimseuamene Metformen > Diane
Merin Pepuren gt ol (200]) Pt [ 2 PCOS (1) Metformin 1000 -« 2000 ] Diane > Metlorrmn



Alleneral (2005) Tane fa 35 PCOS (11 Metarmin 1000 mFs Mo difference
(1) Mergestimatis 035 + EE0.035

Lemrmy ot o (1008) Pde s & 28 PCOS (1) Rosiglrazaine 4 = CHanie > Reslglitazong
{2) DHane

Lugyie- Pamirez er ol '(2007) M & 34 PCOS {1} Metfarmin 1700 mFG Disne = Metformin
(2} DHane

Ml:jrar &t al rlm'f:l Pl & 1o PCOS i Mecharmain 2000 MG Mo differsice
{2} DHane

13) Levororpestrel 0100 + EE
0.010 + Splronalactone 100

Hesgat et al, (2008) Double & 43 PCOS {1} Matfarmin 1700 FG Mo difference
12) Desopesrrel 0,15 -+ EE 0:030
{3) Life-style modification
4) Placebo

Metformin and thizeolidinediomes

Timazer o. (H05) Sirgle & 9% pcos (1] Metforrin 1700 5 Rosiglivarers = Motfarmin
{21 Rosglrarore 4

Ot Goneales of ol (2005) Mesrim & 52 PCOS (1) Metfanmin 2550 HS Mo différence
(2) Pioglitezeirue 30

Dwerell ot ol (2005) Mane 8 40 PCO5 (1) Resiglicarone 2 i Rosightaaane 4 = Rosiglitarone 2
{2) Rosigltarone 4

Metformin versus antand ogens

(Ganie et ol (2004) Mane & 6% PCOS (1) Spironclactone 50 mF Spirarolsctone > Metormin
{2} Metformin 1000

Gambiner et ol (2004) Si g & 20 PCOS {1} Metformin | 700 & Flitarnide = Mitformin
Alutami -

Gambinen et af, (2006) Sirigle 12 76 PCOS kG {Autamide =
Fletamide + Metformn] =

(metlarmin + dier = diet

Dhet + Metformn 1700
het 4+ Autarmide 500
Diee + Metformin 1700 + Flutamide 500

"Doses gre m par day uniess statad otherwiza.

Insiilin hassaslastiricilar hirsutizm tedavisinde énerilmez

A consensus statement by AE-PCOS Society, 2011



‘Myo-inositol - Hirsutizm [

»| Efficacy of myo-inositol in the treatment of cutaneous disorders in young

women with polycystic ovary syndrome
Zacche, 2009

Table IL Number of cases and severity of hirsutism at baseline,
after 3 months and 6 months of reatment with myo-inositol
(T1= 3 months; T2 =6 months).

Baseline T T2
AMild 20 (40%) 17 {34%) 16 (32%)
Moderae 21 (42%a) 18 (36%) 15 (30%)
Severe 0 (18%) 7 (149 4 (89%)
Disappearance - B (16%) 13 (30%)
Mean mFG score 11.4+32 904+ 28 &1 + 26"

»| Treatment of hirsutism with myo-inositol: a prospective clinical study

Minozzi, RBM Online, 2008



Flutamid

Fatal liver complications with flutamide
Osculati A, Castiglioni C.Lancet, 2006

¥l 18 yas, hafif akne, hirsutizm, KcFT
bakmadan

¥l 375 mg/gun 1 ay + OK

¥l 250 mg/gun 3 ay

¥l Toksik hepatit, kc yetmezligi

¥l 3 kere Kc transplantasyonu: basarisiz
¥l 2 ay sonra ex



Annats of Hepafology CASE REPORT

January-March, Vol. 10 Mo.1, 2011: 93-93

Acute and fulminant hepatitis induced by flutamide:
Case series report and review of the literature

Javier Brahm,* ™! Magdalena Brahm,** Roberto Segovia,™!! Ricardo Latorre,*®
Rodrigo Zapata,*® Jaime Poniachik,* Erwin Buckel, ' Luis Contreras?

* Department of Gastroenterology, Hospital Clinico Universidad de Chile, North Campus. ' Department of Gastroenterology, Clinica Las Condes.
! Department of Gastroenterology, Hospital Salvador, University of Chile, Eastern Campus. ® Department of Gastroenterology, Clinica Alemana.
I Liver Transplant Unit, Clinica Las Condes. Y Department of Pathology, Clinica Las Condes. ** Medical Student, Universidad de Chile.

ABSTRACT

Flutamide is a non-steroidal anti-androgenic drug, commonly used in the treatment of advanced prostate
cancer, acne and hirsutism. This drug may induce various degrees of liver injury, including acute liver fa-
ilure (ALF), with further need for liver transplantation. Here, we present a report of 10 consecutive pa-
tients seen in a period of 14 years, with acute liver toxicity induced by flutamide (in most cases severe
hepatotoxicity): 3 men and 7 women, with a mean age of 75 and 29 years old, respectively. All men recei-
ved flutamide as treatment of advanced prostate carcinoma and they developed hepatotoxicity without
ALF, and three months after withdrawal of the drug, they recovered completely. In contrast, in 7 young
female with liver toxicity caused by flutamide as treatment of various hyperandrogenic conditions (acne
and hirsutism), ALF was observed in 5 patients, all of them requiring urgent liver transplantation, with ex-
collent outcome and survival in 4 of them. Based on the above, we beliove that flutamide treatment
should be preferentially avoided in young fomale patients with benign pathologies, or if it is used, pationts should
be warned of its potential severe complications. Also, serial liver tests should bo closely monitored and, in
caso of elovations, the drug should be immediately withdrawn.



Table 2. Hepatatoxicity induced by fiutamide in wamen (n= 7).

Ihdications Age Days Hepatic alterations (maximam} Quitcome ater
Tar reatmeant ol ineston En As]  ALT F1 Hepalns wilhdraval of Meamice
1. Hirsuizsm - ] 4.7 330 a5 0% acute Good (1]

Z. Hirsutiim 23 & Z7 1064 1803 0% Fulminant Gpod (2]

3. Hirgubigm 3z &0 25 1189 835 33N houta Goeod (3]

4, Hirsutism 20 180 20 as5q 500 15% Fulminant Goad /4]

5. ACne rir 3 180 2%  1.37h 1,114 19k Fulminant Good (5

i, ALTHE 21 65 29 :TTR 3350 10% Fulminan: Good (6]

L alnpacia 3B Ei] a4 30 74580 Jaw Fulrmanant Lisa (F)

PT: Fioshaombin ome 5%, BOE BUiorubin eyl AST: Aspariste smnoiransiense Um). ALT: Amnme aminoiranseoss (Umo. (1) 1 monn (2) 4
moans post mansplant. () 3 moahs (4) 7 months pos ansplant, (8) 53 nonihs gt iranspaod (&) A inonis post iatspland (7) Post opéaine paring

(1996 — 2010) Hirsutizm, akne, alopesi: flutamid 125-250 mg/gun
7 hastada hepatotoksisite (60 — 80 giin)
Hepatik degisiklikler: 5 gun — 10 ay
5 hastada akut karaciger yetmezligi ile acil Kc transplantasyonu
4 hasta yasiyor
1’i postop exitus

Idiosenkratik , allerjik, genetik faktorler ?



Kombine tedaviler
a0

Diane 35 + spironolactone Fr kelestimur, Y Sahin. Fertil Steril, 1998

Diane 35 + finasteride sahin Y, Dilber S, Kelestimur F. Fertil Steril, 2001

SpironOIaCtone + finasteride Kelestimur F, Everest H, Unliihizarci K, Bayram
F, Sahin Y. Eur J Endocrinol. 2004

SpironOIaCtone 100 mg/gun + OC Erenus M, Yiicelten D, Giirbiiz O,
Durmusoglu F, Pekin S. Fertil Steril, 1996



_Sonuglar-hirsutizm_

Insiilin hassaslastiricilar ve

Drospirenon iceren OK ler
sinirh etkiye sahip veya yararsiz.

Bazi OK lerdeki dozda Drospirenon antiandrojenik degildir.

Bart, Fertil Steril, 2012. Consensus on women’s health aspects of polycystic
ovary syndrome (PCOS): the Amsterdam ESHRE/ ASRM-Sponsored 3rd
PCOS Consensus Workshop Group



Sonuclar-hirsutizm

Antiandrogenler teratojenik potansiyele sahiptir

(Erkek fotusda ambiguous genitalia?)

Antiandrogenler yeterli kontrasepsiyonia

kullaniimal.

OK



_Sonuglar-hirsutizm

¥l Henuz hayat boyu kalici kil eradikasyonu

yapan hicbir metod mevcut degildir.

¥l Tedavi oncesi hastaya bu gercek soylenmeli

hasta beklentisi: gercekc¢i olmali.



Sonuclar-hirsutizm
R

Flutamid van etki: Hepatotoksisite

Dusuk dozla da olabilir oscuati, 2006, Garcia, 2001, Thole, 2004

Androgen Excess-PCOS Society hirsutizm

tedavisinde flutamidi onermemektedir.

A consensus statement by AE-PCOS Society, 2011



KOZMETIK TEDAVI
R

e ilaclarin terminal killara etkisi ¢ok azdir,

¥l Elektrolizis

¥ Lazer fototermolizis

e Bu metodlarin etkisi de daima kalici degildir.









Antiandrogenler teratojenik potansiyele sahiptir

(Erkek fotusda ambiguous genitalia?)

Antiandrogenler yeterli

kontrasepsiyonla kullanilmalh.



Flutamid

Fatal liver complications with flutamide

Osculati A, Castiglioni C.Lancet, 2006

18 yas, hafif akne, hirsutizm, KcFT
bakmadan

I}I375 mg/gun 1 ay + OK

3250 mg/gun 3 ay

@Toksik hepatit, kc yetmezligi

3 3 kere Kc transplantasyonu: basarisiz
22 ay sonra ex



llag tedavisi

Table 1. Anti-androgen drugs. their new combinations, and
insulin sensitizers used in the treatment of hirsutism.
Anti-androgen drigs and the new combinations
Anti-androgen drugs

Spit

Cyproterone acetate

Finasteride

Flutamide

Anti-androgen combinations
Cyproterone acetate and ethinyvloestradiol plus spironolactone
Cyvproterone acetate and ethinyvloestradiol plus finasteride
Cyproterone acetate and ethinyloestradiol plus flutamide
Spironolactone plus finasteride

I e N L .
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Metformin
Thiazolidinediones

Sahin Y and Kelestimur F. Medical treatment regimens of hirsutism. RBM Online. 2004



Spironolakton

Sentetik steroid
DHT reseptorlerini tutar

Androgen sentezi inhibisyonu



Spironolakton

Yan etkiler

Irregiiler menses (polimenore: %70)



Siproteron asetat

17-OHP derivesi steroidik anti-androgen

T ve DHT reseptorlerine baglanir

LH inhibisyonu ile ovaryan T uretimini azaltir



Siproteron asetat yan etki

Kilo alma
Odem

Libido azalmasi

Yan etkiler > Basagrisi
Kusma

Hepatotoksisite
Yorgunluk
Memelerde dolgunluk



Finasterid

5 a~-reduktaz inhibitoru

T’un DHT’a konversiyonunu inhibe eder



Flutamid

Non-steroid, periferik androgen antagonisti

Hepatotoksisite

Dusuk dozla da olabilir

Osculati, 2006, Garcia, 2001, Thole, 2004



Hypertrikozis
+
Hirsutizm

Hipertrikc

genellikle

herediter







Tedavi
«

1-Genel prensipler
Varsa altta yatan hastaligin tani ve tedavisi
Obezite tedavisi
2-lla¢ tedavisi
Adrenal supresyon
Ovarian supresyon
Anti-androgen tedavi
insulin rezistansi tedavisi
3-Kozmetik tedavi
4-Egitim ve psikoterapi
5-Kombine tedaviler



Siproteron asetat

17-OHP derivesi steroidik anti-androgen

T ve DHT reseptorlerine baglanir

LH inhibisyonu ile ovaryan T uretimini azaltir



Siproteron asetat

van etki

Hepatotoksisite



Spironolakton

Sentetik steroid
DHT reseptorlerini tutar

Androgen sentezi inhibisyonu



Spironolakton

Yan etkiler

Irregiiler menses

(polimenore: %70)

Kelestimur F, Everest H, Unluhizarci K, Bayram F, Sahin Y. Eur J
Endocrinol , 2004



Spironolakton

Emniyetlidir
Onemli yan etkisi yoktur

Etkilidir



Finasterid

5 a~-reduktaz inhibitoru

T’'un DHT’a konversiyonunu inhibe eder



Flutamid

Non-steroid, periferik androgen antagonisti

Hepatotoksisite

Dusuk dozla da olabilir

Osculati, 2006, Garcia, 2001, Thole, 2004



Analysis 27.1. Comparison 27 Metformin 500 mg to 1500 mg per day versus placebo for |2 to 48 weeks,
Outcome | Mean change from baseline in Ferriman-Gallwey score.

Review: Interventions for hirsutism (excluding laser and photoepilation therapy alone)

Camparison: 27 Metfarmin 500 mg to 1500 mg per day versus placebo for |2 1o 48 waeks

Outcome: | Mean diange from baseline in Ferriman-Gallwey score

Mean ¥lean
Study or subgroup Metformin Placebo Difference Weight Difference
] Mean(s) M Mean(50) IV Random 95% ¢l Iv.Random,35% Cl
Gambineri 2006 20 26 {537} 19 -1.3:(289) - 1945 .30 [ 399 1.39 ]
Hoeger 2004 5 -1.9 (5.49) 7 0.6 {2.58) - 1 |27 -2507 -11.03 a3 ]
Hoeger 2008 6 04 (2.09) 10 09 (315) = 209 % 130 [<].29, 389 ]
Macie! 2004 I5 -0l {2.8) 14 05:(36) - 204356 -0.60 [ 327, 202 ]
Maoghetti 20008 |2 a7 330 I |.8.{3.9) .- |57 % -1 10 409, 1.83]
Onalan 2005 55 6.2 (50.06) &l 2.6 (203 07 % -JAGE-17.57, 1877 7
Otia 2010 14 -0.13 (3.35) 15 -05 (377) = B 2059% 037 [-222, 236 ]
Total (95% CI) 127 137 4 100.0%  -0.27 [ -1.46, 0.91 ]
Heterogeneity: Tau? = 0.0; Chi*> =301, df =& (P= 08I}, P =00%
Test for overall effect £ =045 (P = 0.65)
Test for subgroup diffierences: Mot applicable
20 -8 0 13 0
Fawours metformin Favours placebo

Interventions for hirsutism(excluding laser and photoepilation

therapy alone) (Review)

van Zuuren EJ, 2015, Cochrane Database of Systematic Reviews



Progestins with an antiandrogenic effect include
drospirenone, chlormadinone, dienogest, and

cyproterone acetate

(Blume-Peytavi 2011; Escobar-Morreale 2012;Martin 2008;
Paparodis 2011; Shah 2009).






