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1) Hiperandrojenemi bulgular: ile alt hastalik 2) Malignite riski
korelasyonu yoktur

3) Genetik danismanlik 4) Eslik eden metabolik
(NKAH) ve reproduktif sorunlar



Hiperandrojenemi

c Hirsutism :

1- Non-klasik adrenal hiperplazi
2- Tumorler
3- HAIR-AN Sendromu

1

Dogrudan Tani Konulanlar

1- PKOS
2- Idiyopatik hirsutism
3- Idiopatik hiperandrojenemi

1

Dislama Yolu ile Tani Konulanlar

Eur J Clin Invest 42: 86-94, 2012



2 Klinik veya laboratuar bulgusu olarak
hiperandrojenemi ile miracaat eden bir hastada
fizik muayene ve basit laboratuar yontemleri ile

birtakim spesifik nedenler ekarte edilir.

2 Bu hastaliklar hirsutizm/hiperandrojenemi

populasyonunun %2'den azini olusturur.



Nadir (Spesifik)
Hiperandrojenemi Nedenleri

2 Cushing sendromu

2 Akromegali

2 Hipotiroidi/hipertiroidi

2 Hiperprolaktinemi

s Ilaclar
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CLINICAL STUDY

Routine screening for Cushing’s syndrome is not required
in patients presenting with hirsutism
7 Karaca', B Acmaz', G Acmaz’, F Tanriverdi!, K Unluhizarci®, S Aribas®, Y Sahin® and T Kelestimur!

Departments :y""I:'n:iwrf'imm_q_:; and ~ObstetFics and Gymecology, Evciyes University Medical School, 38039 Kayserd, Turkey and I.Ui"pﬁ!'m!l“ﬂf of Obstetrics
and Guynecology, Kayseri Training and Research Hospital, Kayseri. Turkey

(Correspondence should be addressed to F Kelestimur;, Email: fktimuri@erciyes.edu.tr)

Cushing sendromuna ait semptom/bulgular olmadik¢a

rutin olarak Cushing sendromu arastirmak gereksizdir



Hiperandrojenemik hastada hormonal

ncelemenin siniriari ne olmalidir?




2 FSH-LH-Estradiol ?

2 Gebelik testi?

© Progesterone ?

2 Prolaktin ?

o Testosterone veya serbest androjen indeksi?
> DHEAS ?

2 17-OHP ?

2 11-deoksikortisol ?

2 Tiroid hormonlar: ?

> IGF-17?

> Dustk doz deksammetazon supresyon tesi (LDDST)
> SHBG ?
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Hikaye ve muayene hangi testlerin gerekli

olacagini ortaya koyacaktir




Hiperandrojenemi

!

Hirsutism

1- Non-klasik adrenal hiperplazi 1- PKOS
2- Timorler 2- Idiyopatik hirsutism
3- HAIR-AN Sendromu 3- Idiopatik hiperandrojenemi

1 1

Dogrudan Tani Konulanlar Dislama Yolu ile Tani Konulanlar



2 normal androjen diizeyleri,
2 normal ovaryan morfoloji

2 ovulatuar menstruel sikluslarin varligi ile



2 Artmig periferal 5 a reduktaz aktivitesi
2 Androjen gen reseptor poliformizmi

2 Serum dizeyleri normal olmasina ragmen

ostradiol/testosteron orani distkligi (azalmis

. ) Serafini P et al Fertil Steril 43: 74-78, 1985
aro maTaZ GleVlTZS') Legro RS et al. Obstet Gynecol 83: 701-706, 1

Unliihizarci K et al. JCEM 89: 2741-2744, 200«



Hiperandrojenemi
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Hirsutism

1- Non-klasik adrenal hiperplazi ~ 1- PKOS
2- Timorler 2- Idiyopatik hirsutism
3- HAIR-AN Sendromu 3- Idiopatik hiperandrojenemi
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Dogrudan Tani Konulanlar Dislama Yolu ile Tani Konulanlar



Exp Clin Endocrinol Diabetes 112: 504-509, 2004

K. Unluhizarci

H‘:“"‘“ A Detailed Investigation of Hirsutism in a Turkish

F. Bayram Population: Idiopathic Hyperandrogenemia as a
F. Kelestimur Perplexing Issue

Vaka sayisi | %
PKOS 96 57.1
|diopatik hirsutizm 27 16
NKAH 12 7.1
Adrenal Ca 3 1.8
Cushing sendromu 1 0.6
|diopatik Hiperandrojenemi 29 17.4
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EXTENSIVE PERSONAL EXPERIENCE

Androgen Excess in Women: Experience with Over 1000
Consecutive Patients

R. AZZ1Z, L. A. SANCHEZ, E. S. KNOCHENHAUER, C. MORAN, J. LAZENBY, K. C. STEPHENS,
K. TAYLOR, anp L. R. BOOTS

Departments of Obstetrics and Gynecology (RA., LAS., ESK..CM. JL.. KCS., KT., L.R.B.) and Medicine (R.A.),
University of Alabama at Birmingham, Birmingham, Alabama 35233; Caracas Fertility Center (L.A.S.), Caracas, Federal
District, Venezuela 1050; and the Health Research Council (C.M.), Mexican Institute of Social Security, Federal District,
Mexico City, Mexico

Hiperandrojenemik hastalarin % 7 kadarinda hirsutism, normal
ovulasyon bulunmakta ve bunlar PKOS ile karsilastirildiklarinda
daha az infertilite sorunu olan, DHEAS diizeyleri daha yiksek
bir hasta grubudur.
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EXTENSIVE CLINICAL EXPERIENCE

Relative Prevalence of Different Androgen Excess
Disorders in 950 Women Referred because of Clinical
Hyperandrogenism

o, and K. A Longo
and Clinical Medicine (E.C., M.R., RA L), University of Palermo, 80138

Klasik PKOS 538 56.6
Ovulatuar PKOS 147 15.5

|diopatik hiperandrojenizm 150 15.8

|diopatik hirsutizm 72 7.6
NCAH 41 4.3
Tumorler 2 0.2




Idiopatik Hiperandrojenemi

< Bu hastalar PKOS vakalari ile benzer FSH, LH,
testosterone, androstenedione ve DHEAS

diizeyleri gosterirler.

2 Yapilan dinamik incelemelerde daha ¢ok adrenal

bir hiperaktivite gosterilmistir



Hiperandrojenemi

!

Hirsutism
1- Non-klasik adrenal hiperplazi 1- PKOS
2- Tumorler 2- Idiyopatik hirsutism
3- HAIR-AN Sendromu 3- Idiopatik hiperandrojenemi

1 1

Dogrudan Tani Konulanlar Dislama Yolu ile Tani Konulanlar



Non-klasik adrenal hiperplazi

= Hirsut hastalarinl-8% kadaridir

2 Kortizol/aldosteron biyosentezinde rol alan
enzimlerin kismi defekti sonucu meydana

gelir.

Sahin Y et al. Eur J Endocrinol 137: 670-674, 1997
Speiser PW et al. Mol Genet Metab 71: 527-534, 2000
New MI. JCEM 91: 4205-4214, 2007



2 Diger hiperandrojenemik hastalardan

ayiran spesifik semptom/bulgusu yoktur.

2 Klinik tablo PKOS'a cok benzer.



Europsan Journal of Endocrinclogy (1997} 137 670-674

The frequency of late-onset 21-hydroxylase and
118-hydroxylase deficiency in women with polycystic
ovary syndrome

Yilmaz Sahin and Fahrettin Kelestimur®
Departments of Obstetrics and Gynecology. and I]:‘iif!’m'i‘fm:h:l;ﬂ,r. Erciyes University, Faculty of Medicine, Kayseri, Turkegy

{ Correspondence should be addressed Lo Y Sahin, Department of Obstetrics and Gynecology, Erciyes University, Faculty of Medici
38039 Kayseri, Turkey )

83 vakalik hasta serisi,

7 8.4 vakada 11 B hidroksilaz eksikligi tespit edilmistir




21 Hidroksilaz Eksikligi

Bazal 17-OHP > 2-(3) ng/ml

ACTH test (0.25 mg, iv.)
30-60 dk. 17-OHP > 10 ng/ml

Genetik

sl 21 hidroksilaz eksikligi

konfirmasyo

New M et al. JCEM 57: 320-326, 1983
Azziz R et al. Fertil Steril 72: 915-925, 19¢
Carmina E et al. JCEM 91: 2-6, 2006



Hirsutizm ile Basvuran Hastada Gecg
Baslangicli Konjenital Adrenal Hiperplazi

Rutin Arastiriimali mi?

p

HAYIR




2 Bu hastalarin hemen tamami strese bagl

kortizol eksikligi tablosu gostermediginden

“adrenal yetmezlik" anlaminda glukokortikoide

ihtiyaclar: yoktur.

Kelestimur F J Pediatr Endocrinol Metab 2001
Barth JH et al. Clin Dermatol, 2001
Dewailly D et al. Semin Reprod Med 20: 243-248, 20(



Hirsutizm ile Basvuran Hastada Ge¢ Baslangigli Konjenital Adrenal Hiperplazi

Rutin Arastiriimali mi?

Hirsutism/menstruel dizensizlikler temel tedavi hedefi ise

rutin NCAH arastirmasina gerek yoktur.



Hirsutizm ile Basvuran Hastada Gecg
Baslangicli Konjenital Adrenal Hiperplazi

Rutin Arastiriimali mi?

c EVET



ORIGINAL ARTICLE

Endocrine Care

Clinical and Molecular Characterization of a Cohort of
161 Unrelated Women with Nonclassical Congenital
Adrenal Hyperplasia Due to 21-Hydroxylase
Deficiency and 330 Family Members

Maud Bidet, Christine Bellanne-Chantelot, Marie-Béatrice Galand-Portier, Véronique Tardy,
Line Billaud, Kathleen Laborde, Christiane Coussieu, Yves Morel, Christelle Vaury,
Jean-Louis Golmard, Aurélie Claustre, Etienne Mornet, Zeina Chakhtoura,

Irene Mowszowicz, Anne Bachelot, Philippe Touraine, and Fréderique Kuttenn
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Reproductive Outcome of Women with 21-Hydroxylase-
Deficient Nonclassic Adrenal Hyperplasia

C. Moran, R. Azziz, N. Weintrob, S. F. Witchel, V. Eohmer, D. Dewailly, J. A. M. Marcondes, M. Pugeat,
P. W. Speizer, D. Pignatelli, B. B. Mendonca, T. A. 5. Bachega, H. F. Escobar-Morreale, E. Carmina,
F. Fruzzetti, and F. Kelestimur
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= Annede NKAH % 2.5-3 fetus'da klasik KAH.
= Annede NKAH % 11-15 fetus'da NKAH.




Hirsutizm ile Basvuran Hastada Gecg
Baslangicli Konjenital Adrenal Hiperplazi

Rutin Arastiriimali mi?

c EVET



Gebelik planlayan hiperandrojenemik,

oligomenoreik kadinlarda 21-OH eksikligine bagl

NCAH taramasi yapiimalidir.



Idiopatik hirsutizm disindaki vakalarin hepsinde

hiperandrojenemi vardir.

|

Hiperandrojeneminin ayirici tanisinda en ohemli
unsur over/adrenal tumorlerin ekarte

edilmesidir.



Relative Prevalence of Clinical Hyperandrogenism

carmina et a/
2006

950 women

Azziz et al
2004

873 women

Kaltsas et al 2003
1000 women

PCOS 72.1%
Idiopathic hyperandr  15.8%
Idiopathic hirsutism 7.6%
NCAH 4.3%
PCOS 82%
Idiopathic hyperandr 6.8%
Idiopathic hirsutism 4.7%
CAH and NCAH 2.2%



Tiimore bagl hirsutizmde serum
androjenleri

T>216ng/dl —_ _ tumor

DHEAS>7000 ng/d| /

T yilksek+normal DHEAS ovarian

DHEAS >7000 ng/dl+normal T— adrenal




Tumor ve tumor disi hiperandrojenemi/hirsutizmde

klinik ve laboratuar farkliliklar

Tumor disi Tumor
Pubertal Puberte disi
Yavas Hizli
Sik Genellikle yok
Nadir Sik
Orta-ciddi Ciddi
Normal-yiiksek (Cok) yiiksek




Patient with hirsutism

Consider
Exclude Menstrual cycle Testosterone | 7-OHP malignancy
Drug use Ovulatory Normal
hyroid disorders L Idiopathic < l Sudden onset
Hyperprolactinemia hirsutism : _ firilizati
yperproiac | 71-OH deficiency Virilization
Cushing’s syndrome Ovulatory  Elevated Basal or ACTH Adrétal fass
Acromegaly > Idiopathic ) <+ stimulated Pelvic mass
hyperandrogenemia | |
Chrousos syndrome [7-OHP > 10 ng mL-!
Anovulatory Elevated

—> PCOS <+

Unluhizarci K et al. Eur J Clin Invest 42: 86-94, 2012



