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: * %65 oligomenore
—

= %5 amenore

= %30 omenore -

= %100 hiperandrojenemi (fT>11.1 pmol/l)
: -t

‘%QZ“Iiirsutizm = e —

Sahin Y, Kelestimur F. Eur J Endocrinol 1997
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Dermal papilla

Figure 4 The hair follicle growth cyde. Hair follicles possess the ability, unique among mammalian tissyes, to be partigliezegenerated in a procgs
termed the hair follicle growth cycle. Hair follicles go through repeated cycles of development an anagen catagen) an .@

(telogen) to enable the replacement of hairs.
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Sekil 1. Androjenlere hassas yuz gibi vucut bolgelerinde
kil follikuillerinin androjenlere cevabi.




I prepubertal vellus follikiil I

terminal kil Shcroiam
follikiili ,,,/, %\\ sebasedz follikiil
w bb vellus
follikiil
— 7
seksuel kil kafada sag dokiilmesi akne-yagh cilt
)

Sekil 3. Pilosebaseodz unitenin gelismesinde androjenlerin rolu. Kalin gizgiler

androjen etkisini, kesikli gizgiler ise antiandrojen etkisini gostermektedir.




«Polikistik-over sendromu % 80
Idyopatik hirsutizm
Kongenital adrenal hiperplazi

Androjen sekrete eden over tumoru

ming sendromu :
: n e eden adrenal tiimor-

Eksojen androjenik etkili ilagc alimi
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Grading of severily of hirsutism In women Hirsulism scoring
- —___‘ standards at different sites showing the spectrwm from mifnlmal
hirsutisnt (grade 1) to frank virtlization (grade 4 (Adapted fram
| Hatch, B, Rosenfield, RS, Eim, MH, Tredwa}*, O, &m J Obstet Gynecol
1951, 140:515.)

Modifiye-FG skoru > 8 (2-10)
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= Orta hirsutizm: 16 — 25
Siddetli hirsutizm: 25 - 36
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2. interobserver variation
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& Peripubertal baslangic

2 Yillar icinde yavas ilerleme
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*5- a reduktaz aktivitesi kisilerde farkhdir

seviyeleri kil-yagbezi unitesindeki

konsantrasyonunu yansitmayabilir. chen and Zouboulis, 2009.
A etkisi A reseptor ekspresyonuna da baghdir.

A reseptor immunreaktivitesi farkh olabilir

| androgen synthesis | factvalion! | ' interaction

DHlETA-S Endocring call \ /r Target cell % ;

DHEA -+ aﬂ.nq_‘ltp- - Testosterone | - DHT -+ z
stenedione §
. Supreductase
‘n\ biological
Pregnenolong™, response
L S N /\
=Y —
L] ot
-8 4 v
LH/ACTH | [WmSwiin| | binding

i to SHBG | Blood



e Androjen seviyesi

e Lokal androjen konsantrasyonu

e Kil follikuillerinin androjenlere duyarhhig:

arasindaki etkilesimi yansitir



HIRSUTIZM - hekime basvuru nedeni
c ...

»| Fasiyal hirsutizm
¥/ Anksiyete, depresyon,

¥l Sosyal iligskilerde bozulma



Hirsutizm tedavisi - Dual yaklagsim

¥l Hiperandrojeneminin farmakolojik tedavisi

Androjen sekresyonu ve/veya etkisini azaltmak

Bl Mevcut terminal killarin yok edilmesi



_ Tedavi

1-Genel prensipler

B Varsa altta yatan hastaligin tani ve tedavisi

Bl Hastanin beklenti ve 6zellikleri dikkate alinmali
Bl Tedaviyi bir uzman takip etmeli

B Obezite tedavisi

2-llac tedavisi

B Adrenal, ovaryan supresyon

Bl Anti-androgen tedavi

3-Kozmetik tedavi

4-Egitim ve psikoterapi

5-Kombine tedaviler




Genel prensipler

Killar siklik buyur, klinik cevap i¢in
6 - 9 ay tedavi gerekir

Tedavi hicbir zaman kuratif olmaz

Kronik tedavi gerekebilir.




Genel prensipler

Hafif hirsutizmde
Fasial hirsutizmde




Genel prensipler

Orta ve siddetli hirsutizmde

Hirsutizm yayginsa







Relationship between mean body mass index and mean
change in FG score

Obezite

tedaviyi

Mean change in FG Score

negatif

etkiliyor

Mean BMI

Fig. 2 Association between the mean percentage decrease in Ferriman—
Gallwey (F-G) score after 6 months of treatment and mean body mass index
Koulouri, 2008 (BMI) in 27 studies. Symbols represent different treatment groups: open
circles, antiandrogens; diamonds, modulators of metabolism;

closed circles, oral contraceptive pill; triangles, combination treatment.



Obezite tedavisi - Zayiflama

¥ Yasam tarzi modifikasyonu
¥l Egzersiz
¥ Diyet

* Aclik insulin seviyesini azaltir

* SHBG vyi artirip androgenleri dusurdir.
Giallauria, 2009



Farmakolojik tedavi

Yeni terminal kil geligsimi baskilanir

Mevcut terminal killarin buyumesi yavaslar (3-6 ay)

Mevcut killardan kurtulma saglanamaz

Es zamanli olarak mekanik tedaviler gerekir

* Lapidoth 2010



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

Anti-androgen drugs
Spironolactone
Cyproterone acetate
Finasteride
Flutamide

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

Insulin sensitizers

Metformin
Thiazohdinediones

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



Etkili
Kost effektif
Guvenli



Anti-androgen tedavi

Gonadotropin supresyonu

SHBG sentezi stimulasyonu

5-a reduktaz enzimi inhibisyonu
Androgen reseptorlerine baglanma

Steroid biyosentezine etkiler



_Kombine ilag tedavileri -

Antiandrogen ilaglar
CPA

Spironolakton

Finasterid

Flutamid

farkl etkilere sahiptir,

kombinasyonlari daha etkili olabilir.



ORAL KONTRASEPTIFLER

ESTROGEN LH ovaryan androgen

SHBG Free testosteron

Siklik progesteron + estrogen

Gebeligin onlenmesi Oligomenoreyi duzeltir,

Endometrial hiperplaziyi onler




¥ Potansiyel sinerjistik etki

¥ Kontrasepsiyon

icin antiandrojenler genellikle nonandrojenik (desogestrel, norgestimate,

and gestodene) OK lerle kombine edilir.
¥l Oligomenoreyi duzeltir,

¥l Endometrial hiperplaziyi onler



2 mg CPA vs Plasebo

Analysis 2.1. Comparison 2 CPA (2MG) + EE versus PLACEBO, Outcome | SUBJECTIVE IMPROVEMENT
IN HAIR GROWTH.

Review: Cyproterone acetate for hirsutism
Comparisor: 2 CPA (2MG) + EE versus PLACEBO

Outcorier | SUBJECTIVE IMPROVEMENT IN HAIR GROWTH

Study or subgroup MG PLACEBO Odds Ratio Weight Odds Ratio

/N /N M-H Fixed 35% Cl M-H, Fixed 35% CI

Saeed 1993 7/10 010 —l— 1000 % 45,00 [ 201, 100675 ]

Total (95% CI) 10 10 g 100.0 % 45.00 [ 2.01, 1006.75 |
Total events: 7 (2MG), 0 (PLACEBO)

Heterogeneity: not applicable
Test for overall effect Z = 240 (P = 00146)

| 1 | 3 1 | 1

pOOI OOl al | 1o loa (00D
Favours Placebo Favours CPA (2mg)

Cyproterone acetate for hirsutism (Review)

Cochrane review, 2009




Spironolactone vs placebo

Analysis 1.2. Comparison | 100mg spironolactone versus placebo for hirsutism, Qutcome 2 Ferriman-
Galwey score.

Review  Spironalactone versus placebo or n combination with steroids for hirsutism and’or acme
icomparisore | 100mg spirorolactone versus placsbe for hirsutism

Cutcome 2 Femman-Gakwey soore

Study or subgroup  Spircnclactore Placebo Mear Differsrce Weight Mean Difference
N Mean (50} M Meaan (507} I'{Fied 25% Cl M Fized 95% Cl
Moghetti 2000 |0 10 [15) 10 172 (5) s = 1000 % TA0[-1098, 342 ]
Total (95% CI) 10 10 - 100.0 % 720 [ -10.98, -3.42 |
Hetercgenarty: not applicable
Test for overall effect Z = 3173 (P = Q00D S)

Cochrane Database Syst Rev 2009




CPA vs Spironolactone

Analysis 5.3. Comparison 5 CPA versus SPIRONOLACTONE, Outcome 3 FERRIMAN GALLWEY AT é

MONTHS.
Review: Cyproterone acetate for hirsutism
Comparisore 5 CPA versus SPIRONOLACTONE
Qutcome: 3 FERRIMAN GALLWEY AT & MONTHS
Study or subgroup CPA SPIRD Mean Difference Weight Mean Difference
&Y Mean(SD) N Mean(SD) IVFixed 25% Ci IV Fixed,95% €I
Dixon 1391 20 119 (0.44) 21 144 (4.58) - 597 % -250 [ 447, 053]
Erenus 1996 1l 1128 (5.1 2| |1.28 (52) — 238 % 0013423127
Gokmen 1996 65 |29 (4.88) 12 12(63) — 164 % 090 [-286 4.66]
Total (95% CI) 106 54 - 100.0 %  -1.35[-2.87,0.18 ]
Heteropeneity: CHE = 241, df = 2 (P = QI8) P =41%
Test for overall effect: Z = |72 (P = 0,083)
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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)

Prxpgat al, (1999)

Venturol| st al, {199%)

Die Loty ot dl {2000)

Moghett ot al [20004)

Muderrs e gl (2000)
Spricasr er ol [2000)

Tartaphl ot al (2000)
Sahir ef af, (2001)

Bayram et al (206T)

Taner et gl (2002)

Blinding

Single

Mone

Diyulshe

Sihgla

Single

Single

MNans

Mone

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

Disorders

Hirsunsm

Functional owarin
hypemndrogenism
Idigpathic hirsutism

PCOS
Idioparhic hirsunsm
MCTAK

PCas

Hirsutism

Hirsuttem

{iFG = B)

PCOS

|diopathic Wrautsm
(mEG 11-35)
PCOS

it prathile hirsutism

Hirsutiam

PCOS

Idipathic hlisutism
(mAG = 1)
Hirsutiom

Regimens compared®

i
2
(3

i1
(2
i3

i
el
(3)
()

]
(2
(3

(1)
(2
(3
i

i
{21

)

(2) CPA 50 -+ EE 0035

Finasteride 5
CPA 25+ EE 0.020
Fluramide 500

GnRHa+ OCP
CPA 100+ OCF

Flutamide 500 + DCP

Flutamide 250
Finasteride 5
Ketoennazale 300

3) CPA 1254+ EE0.0I0-0020

GnRHa
GhRHa 4+ Diane

ShRHa + Autarede 250

Spironolctone 100
Finastoride § '
Flutarnide 250
Placabe

Fiutarmide 250
Firasteride 5

Spircrnolncrone 200

(1) Damre

Diane
Ry Dhane + Finasterde 5

th
(2

J

Dimne -+ Firastuide 5

Finasteride 1.5
Firsagtoride 5.

Flutamide 258

(2) Fiutamide 250 + Diane

Outecome

Hair diarmecer
Linear growth

mFE
Hair dizmeter
Sell svaluation

mFG

mHz

Efficacy on hirsutism

Mo difference

Aummide > (CPA = GnRHa)

(CPA = Rutamide] > Fnasteride
Keroconarole 50% drop our me

Mo difference

(Spironolactome = Fnasteride =

Hummide) > Placeby

Rutarmide = Hiasterdes

Mo difference

mFG < Cranee + Fnastoride .‘r@

Sell evaluation

mAz

Diiarse -+ FAnosterude }9

Mo difference

o Qe



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.



Table V Summary of RCTs of interventions with insulin sensitizers for hirsutism,

Author, year

Indailire sensitizars vasid phcebo

Moghert e ol [2000k)
Pasquall ot gl {2000)
Aoz or ol (2001)

Kelly snd Goridon (2002)

Gambpiren e al (2004}
Hoegnr «f gl (3004)
Maoel et o, (2004),
Ornalan et ol (2005)
faambinen &t al (2008)
Argda et dl, (3009)
Résrrusldl e¢ @l [2010)

Irosulire spraitivers wersus OCPs
Murin Papuneh ot al. {2000)

Harborne st o (2003}

Muorin Paguneh st al. (2003)

Biinding

Doubla

Daoulble

Single

Desubile

Mone

ity boar

Mone

Months Sample size Disorders Regimens compared®

43

%

410

139

53

20

PCOS

PCOS

PCOS

PCOS

PCOS

PCOS

(1) Metfarmin 1560
@) Placebo

(1) Dint + Metformin 1700
(2) Diet + Placebo

(1) Trogitarone 150, 300:and 600
{21 Placobo

{1y Mesformin 1500

(2) Placebo

(1) Diec—+ Medformin 1700
{2} Dier+ Placebo

(1) Metfommin 1700
(2) Placebo

(1) Metfonrin 1500
{21 Placobo

{1y Metlomin 1700
(2) Placebe

(1) Diet + Metfarinin 1700
{2} Diet 4+ Plarehs

(1) Ploglitazane 45
(2} Placebo

{1} Metformin 1000
(2) Plaseba

(1) Metformin 1000 — 2000
(2) Diane

(1) Metlarmin 1500,
{2) Dhane

{1) Metiarmit 1000 — 2000
{2) Diane

mFG

[3E]

mFG

G
Hair griwth

Self asyeanrnent

=

mrE

H3
Halr diarrster

Self assesment

FG

Efficacy on hirsutism

Mo difference

Metformin = placeba

Troghtazons 600 > placeba

Metformin > placeba
Metformin = placeba
Metformin = placebo
M difference
Mo diference
Me diferance
Ne diference
Mo diference

Pleglitazane = placebs

Metfarrmin = placeba

Diane = Matdormin

Metformmin = Dizne
Mo differsnce
Metfzrmin = Diane

Diane = Metformin



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



llaclarin etkinliginde kanita dayal bilgi yetersizdir

Calismalarin ¢cogu cift kor degil

Tedavinin etkisi subjektif kriterle olguluyor
Hasta sayilar az

Tedavi suresi kisa kaliyor

Tedaviye cevapta bireysel farkhliklar var







Miiderris Il, Bayram F, Sahin Y, Kelestimur F, Tutus A, Ayata D.
The efficacy of 250 mg/day flutamide in the treatment of patients with hirsutism.
Fertil Steril, 1996

Muderris |, Bayram F, Sahin Y, Kelestimur F.

A comparison between two doses of flutamide (250 mg/d and 500mg/d) in the
treatment of hirsutism

Fertil Steril 1997

250 mg/d, 1 hastada 9.ayda AST: 107 U/L, ALT: 77 U/L (1-40)

J. Endocrinol. Invest. 32: 37-40, 2009

A comparison between finasteride, flutamide, and finasteride plus
flutamide combination in the treatment of hirsutism

K. Unluhizarci, D. Ozel, F. Tanriverdi, Z. Karaca, and F. Kelestimur
Department of Endocrinology, Erciyes University Medical School, Kayseri, Turkey

Ciddi hepatotoksisite: gorulmedi



Flutamide vs Flutamide + Diane

Flutamide 250 mg/d, n: 69, 6 ay
Benzer etkili

Hepatotoksisite: gorulmedi

Taner C, Gynecol Obstet Invest , 2002
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SHORT COMMUNICATION

Absence of hepatotoxicity after long-term, low-dose flutamide
in hyperandrogenic girls and young women

= I 1 . - - - - 2
Lourdes Ibaiez', Adriana Jaramillo', Angela Ferrer' and Francis de Zegher

i . i . . 3 on . ’ . _—
Endocrinology Unit. Hospital Sant Joan de Dew, Univerity of Barcelona, Bareelona, Passerg de sant Joan de Déy, 2 08950)
Esplugues. Barcelona, Sparn and “Department of Pediatnes, Univeraty of Legven, Leuven, Belgium

b : g CApEe
l'o whom carespondence should be addressed. E-mail: libanez @ hspdben.org

BACKGROUND: Flutamide is a pure non-stervidal anti-androgen that may be hepatotoxic, when given in high-
dose (750mg/d). Low- to ultralow-doses (250-62.5 mg/day) have been recently explored in patients with Polyeystic

190 PKOS hasta: 62.5-250 mg/gun flutamid
3 - 54 aya kadar takip
Hepatotoksisite (AST, ALT ust limit 3 kati) gorulmedi



European Joumal of Endocrinology (2010) 163 139-147 ISSN 0804-4643

CLINICAL STUDY

Retrospective observiational study on the effects and tolerability
of flutamide in a large population of patients with various kinds
of hirsutism over a 15-vear period

Roberto Paradisi and Stelano Venturoli

Department of Obstetrics and Gynecoloqy and Reproductive Biology, S. Orsoln Hospital, University Alma Mater Studionim of Bologna, Massarenti 13,
401 38 Bologna, ftaly

(Correspondence should be addressed to R Paradis; Fmail: roberto. pavadisico unibo.it )

Abstract

Objective: The aim of the study was to evaluate the long-term effects and tolerabilitv of Hutamide (Flu)
in hirsute women. To the best of our knowledge, this study represents the largest report. concerning
the population studied and the duration of treatment. to evaluate Flu use in hirsutism treatment.
Design, patients and methods: Over a 15-year period spanning from January 1991 to January 2006,
a total of 414 premenopausal women with hirsutism of different aetiopathogeneses received yearly
reducing doses (250, 125 and 62.5 mg/day) of Flu alone or in combination with oral contraceptives
for a period varying [rom at least 3 to 8 vears and more. Clinical and endocrine evaluations were
assessed hall-vearly and yearly respectively in the first 3 vears of the study. and vearly in the following
years, Liver function evaluations were assessed quarterly.

(|
414 hirsut hasta: 62.5-125-250 mg/gun flutamid, 3 — 8 yil takip



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
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Acute and fulminant hepatitis induced by flutamide:
Case series report and review of the literature
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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/gln
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 faktérler ?



Flutamid
e

Yan 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






Kombine tedaviler
e

Diane 35 + spironolactone rkelestimur, Y Sahin. Fertil Steril, 1998

Diane 35 + finasteride sanin Y, bilber s, Kelestimur F. Fertil Steril, 2001

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

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



¥l Farkh etkili antiandrojenlerin

kombinasyonlari daha etkili olabilir.



_Sonuglar

Insiilin hassaslastiricilar ve

Drospirenon iceren OK ler
sinirl 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



_Sonuglar

Tedavi hicbir zaman kuratif olmayacaktir

Kronik tedavi gerekebilir



_Sonuglar

Antiandrogenler yeterli kontrasepsiyonia

kullaniimal.

OK



Sonuglar

¥l Henuz hayat boyu kalici kil eradikasyonu

yapan hicbir metod mevcut degildir.

¥l Tedavi oncesi hastaya bu gercek

soylenmeli hasta beklentisi: gercekci olmal.i.






