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HIRSUTISMO, ACNE
REBAIXAMENTO TONALIDADE VOZ
VIRILIZACAO CLITORIS (DIAMETRO TRANSVERSO>10MM)
‘ PERDA DO CONTORNO FEMININO,
ATROFIA MAMAS
CALVICIE TEMPORAL
> MASSA CORPORAL

Azziz. 1997



COMO VAMOS FALAR DE ANDROGENIOS

VALE LEMBRAR!







FONTE DO HORMONIO CIRCULANTE

HORMONIO ADRENAL OVARIO CONVERSAO
PERIFERICA

Testosterona 5-25% 5-25% 50-70%
DHT - - 100 %
Androstenediona 30-45% 45 —-60 % 10 %
DHEA 80 % 20 % —
DHEAS >95 % <5% —




ANDROGENIOS: TRANSPORTE

100% - 3% 1% al
80% 9% % =
0 —
60% -
40% -
20%
0% - I
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Hirsutas

Azziz. Androgen Excess Disorders in Women.1997
Speroff & Fritz. Clinical Gynecology and Infertility. 2005
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Fatores que determinam o
hiperandrogenismo

v Producdo excessiva de andrégenos

v’ Atividade aumentada da 5a-redutase (tipo 1 e
tipo 2)/receptor androgénico/vias sinalizacao

v'Reducio da SHBG




ETIOLOGIA E PREVALENCIA

CAUSAS FREQUENTES

W
Sindrome dos ovarios policisticos

Hiperandrogenismo idiopatico

Hirsutismo idiopatico ] \

CAUSA INFREQUENTE

Hiperplasia adrenal congénita nao classica

Carmina E, et al. J Clin Endocrinol Metab, 2006; 91(1): 2-6
Azziz R, et al. ) Clin Endocrinol Metab, 2004; 89(2): 453-462




CAUSAS INCOMUNS

Sd. Cushing
Acromegalia
Hiperprolactinemia

Desordens tireoidianas
Sd. hiperinsulinémicas
Estados de resisténcia a insulina
latrogénico (ac valproico / andrégenos)
Tumores adrenais e ovarianos
Hipertecose ovariana

Carmina E, et al. J Clin Endocrinol Metab, 2006; 91(1): 2-6
Azziz R, et al. ) Clin Endocrinol Metab, 2004; 89(2): 453-462




A escala visual de
Ferriman e Gallwey é
ainda o Melhor
Instrumento para

presenca

hirsutismo em
mulheres.

Figure 1
Dr David Ferriman (1907—1990, photograph ¢. 1967) was a

practicing endocrinologist with an interest in the disorders of the

thyroid, adrenals and ovaries.

ot

Yildiz BO et al. Visually scoring hirsutism. Hum Reprod Update. 16(1):51-64, 2010.
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Figure 2
Modified FG scoring system.

Z 0)
ng hirsutism. Hum Reprod Update. 16(1):51-64, 2010.

Yildiz BO et al. Visually scori



TUMORES PRODUTORES DE ANDROGENIOS: DIAGNOSTICO

AS CONCENTRACOES SERICAS DE TESTOSTERONA TOTAL E SDHEA SAO

METODOS EFETIVOS E DE BAIXO CUSTO DE RASTREAMENTO DOS TU
PRODUTORES DE ANDROGENIOS.

LEVAR SEMPRE EM CONSIDERACAO QUE ESSES TU APRESENTAM

N BAIXA FREQUENCIA E A HISTORIA CLIiNICA E, NA GRANDE MAIORIA DAS

I' VEZES SUFICIENTE.

l Waggoner W, Boots LR; Azziz R. Total testosterone and DHEAS levels as predictors of
androgen-secreting Neoplasms: a populational study. Gynecol Endocrinol 1999 13 ;394-400
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TRATAMENTO PRINCI'PIOS_BASICOS i

Y/ 4 —~—- > & D —

1. Diminuir oferta de androgenos ao foliculo piloso

Bloqueio da fonte produtora
cAumento da SHBG < testosterona livre

2. Bloguear acéo androgenos no foliculo

Interferir no estimulo ao receptor
Inibir a 5 a-redutase

3. Orientacéao dietética e atividade fisica

4. Medidas cosmeéticas

5. Psicoterapia de apoio (sexualidade, doenca, aspectos

sociais e fertilidade)

—



|- Mihailidis et al. / International fournal of Women'’s Dermatology 3 (2017) 56-510

Hirsutism

Life style Oral contraceplive ; ; Cosmetic
modifications pills Combination anti-androgen yefhods/permanent
medications hair reduction methods
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Anticoncepcionais Orais
Combinados




Mecanismo de Acao dos Anticoncepcionais Orais -
Estrogénios
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Acao dos Progestagénios

. Androgénica
Progestacional

Antigonadotrofica Antiandrogenice

Antiestrogénica Estrogénica RG

Antimineralocorticoide



Perfil Farmacoldgico da progesterona e dos progestagénios

Progesto Atividade Atividade Atividade Atividade
génica Androgénica Antiandro Antimineralo Glico
génica corticoide corticoide

Progesterona 0 _ (+) + _
AMP + (+) _ . +
Acetato + _ ++ (>80%) _ (+)
Ciproterona
Didrogesterona + _ _ _ _
Trimegestona + _ (+) (+) _
Levonorgestrel + (+) _ _ _
Gestodeno + (+) _ (+) _
Norgestimato + + _ _ _
Desogestrel T (+) _ _ _
Drospirenona 0 _ + (até 30%) + _
Dienogeste i . + (até 40%) _ _

(FI-ThAICa atvidade signiicante guando em doses terapeuticas, - maica sem atvidade
e + atividade nitida. Modificado Schindler AE et al. Maturitas 2003;46: S7-S16.




Tahle 1 Hormonal effect of the different progestins used in contraception.

Anti- Anti-
Pharmacological Progestogenic Estrogenic Androgenic androgenic Glucocorticoid mineralocorticoid
class Molecules activity activity activity activity activity activity
Micronised Micronised + — — + + +
——progesterone —progesterons
Pregnanes Chlormadinone ++ - - +(15%) + -
acetate
Cyproterone acetate T = = T T =
Medroxyprogester- + - + - ++ -
one acetate
Norpregnanes Nomegestrol acetate + —~ - _ _ _
19-Nortestosterone
ethinylated
Estranes Norethisterone ++ + + — — _
acetate
Gonanes Levonorgestrel ++ — + - + _
Gestodene ++ — + - 4 _
Norgestimate ++ — + — — _
Desogestrel ++ — + — — _
19-Nortestosterone  Dienogest +4+ — — 4 _ 4
non-ethinylated
Spironolactone Drospirenone + - — + — + 4+
derivatives



Trombose
Venosa

TTriincerl'dios

Doenca
Vascular
Aterosclerdtica




RISCO DE TV x PROGESTAGENIOS

Table 3,
othensise speofied acco oI IO reCemt STudes.,

Reletree risk of venous thromboembolsm in current users of dfferent combined oral contraceptives

oompaned wath non-users uness

Study Data
first sampling
guthor (reference) PeEracan
Blomenkamp (4] 198E-15952
WHO (5] 198591933
Jick: () 19591-1954
Spotzer (7) 19591-1935
Lewvis [B] 19531935
Farmer {90 19911935
Tdd {10]) 19901997
Bloemenkamg (11} 195941938
Parkin {12} 199019498
Lidegaard {13) 199419498
Dinger (14} 2000 0—2D004
van Hylckama Wieg (15) 19992004

Lidegaard {16) 1995=2005

Dinger {17} 2002-2008
Parkin (18] 2002-2009
Jick (18) 2022008
Lidegaard (20} 2001-2009
Confirmed anly 2001-2009
PO (28] LU =281 F
Gronich {22) 2 —210008

LEVONORGESTREL

GESTODENO
DROSPIRENONA
AC CIPROTERONA
DESOGESTREL

OR

4

5,6
6,3
6,8
7,3

tAbsolute nsk per 10 G000 women years.

Abbrevations: Cl, confidence imterval; COC, comibined oral contraception; n.a., not available; and RH, relatree nisk.

Lidegaard et al,ACTA Obstetricia et Gynecologica 2012




EE 30 + LNG 150 120%
EE 35 + Noretisterona 1g 125%
EE 30 + DSG 150 300%
EE 30/40/30 + LNG 50/75/125 145%
EE 35 + Ciproterona 2g 435%
EE 30/40/30 + GTD 50/50/100 175%
EE 40/30 + DSG 25/125 250%

Efeitos das pilulas sobre os niveis da globulina carreadora de hormonios sexuais.



MODIFICACAO NA SHBG

Table 4 Effect of combined oral contraceptives (COCs),
depending on ethinyl-estradiol (EE) dose and type of proges-
tins, on mean difference of sex hormone-binding globulin
(SHBG) concentrations (nmol/l) (COC compared with no COC).
Adapted from Zimmerman et al.

Molecule of Mean difference of
Dose of EE progestins SHBG (nmol/l) (95% ClI)
20-25 ng Levonorgestrel 21.6 (11.6=-31.7)
Desogestrel 112.7 (84.1-141.3)
Gestodene 121.0 (84.2-157.8)
Norgestimate 196.9 (154.2-239.6)
30-35 ug Levonorgestrel 22.2 (15.6-28.7)
Desogestrel 155.2 (128.9-181.5)
Gestodene 129.7 (83.1-176.4)
Norgestimate 123.1 (72.6-173.5)




£ a SOP? ™\

Estudo Populacional:
Risco de TEV: >1,5xs SOP
>2xs SOP + ACO

PRA
LEMBRAR!

e ;)_/

Bird et al, CMAJ 2013;185(2)E115-20




Antiandrogenios
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Mecanismo de Acao da Espironolactona

receptor
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Espironolactona

v Ac3o antimineralocorticéide e antiandrogénica

v Acdo progestagena fraca, ndo suprime gonadotrofinas
nem diminui testosterona

v’ Efeito inibidor da 5 o redutase
d v Dose usual 50 a 200 mg/dia

Y v Ac3o sinérgica com contraceptivos orais

v" A contracepcdo é obrigatdria — Categoria D na gestacao

Ehrmann DA. NEMJ, 2005
Futterweit W. Prim Care Clin Office Pract, 2007




Espironolactona

v’ Efeitos colaterais: fadiga, dores musculares, polilria,
dispepsia, hipotensao postural, diminuicao da libido, §
mastodinia, hipercalemia e SUA.

8l v Esquemas:
e 100-200 mg/d + AO

* |nicia com dose 25mg (2x dia) e apds 7 dias >
50mg(2xdia) podendo chegar a 200 mg/dia




Clinical Endocrinclogy (2000) 52, 587 -554

Spironolactone as a single agent for long-term therapy
of hirsute patients*

Poli Mara Spritzer, Karen O. Lisboa, Simone
Mattiello and Francisco Lhullier

Gynecological Endocrinology Unit, Division of
Endocrinology, Hospital de Clinicas de Porto Alegre; and
Department of Physiology, Universidade Federal do Rio
Grande do Sul, Brazil

{Received 5 Odtober 1999; retumed for revision 16 November
1999; finaily revised 22 December 1999; accepted 10 January
2000)

Espironolactona 200 mg/d/12 meses
Sem alteracao potdassio e PA

CONCLUSION Our results suggest that spironolac-
tone used as a single agent is as effective as cypro-
terone acetate combined with oestradiol for long-term
treatment of patients with idiopathic hirsutism. In
PCOS patients, spironolactone is still effective for
reducing hirsutism; however, for treatment of the
hormonal or metabolic manifestations associated
with PCOS, it may be necessary to combine spirono-
lactone with either an antigonadotrophic agent or a
drug that improves peripheral insulin sensitivity.
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Acetato de Ciproterona (CPA)

v Antiandrégeno mais potente

v’ Forte acdo progestagena com supressao gonadotrofinas efg
atrofia endometrial

v Acdo glicocorticdide: ganho de peso, depressao
#l v' Contracepcao obrigatdria

il v Esquemas:

e Regime sequencial inverso: 50-100mg/d/10 dias iniciais + E/AO
e 25mg/d/21d+ A0

Ehrmann DA. NEMJ, 2005
Futterweit W. Prim Care Clin Office Pract, 2007




Flutamida

v" Antiandrdégeno puro ndo-esteroide

v Hepatotoxicidade
e hepatite fulminante
e Duracdo uso / idiossincrasica

v’ Contracepcio obrigatdria: feminizacdo feto masculino

v Esquemas:
e 250mga 750 mg/d

(Esta dose se mostrou tao eficaz quanto 100mg
espironolactona e 5 mg finasterida)

ANVISA 2004: contra o uso da flutamida para
fins dermatolégicos




Finasterida

Testosterona

e Dosesde5 a7,5mg/dia
* Pouca efetividade na reducao do hirsutismo
 Contracepcao obrigatoria

Ehrmann DA. NEMJ, 2005
Futterweit W. Prim Care Clin Office Pract, 2007







Rationale for the use of metformin in PCOS patients.

PCOS
/ \ Post-binding abnormality

\ | Insulin receptor mediated transduction

Environmental factors sssecessssssccep  Insulin resistance

‘

Peripheral mechanisms <« Compensatory hyperinsulinemia e

| Insulin receptor binding

Central mechanisms

}
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o
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REVE WD

Antral follicle arrest




Potential mechanisms of action of metformin.

Metformin
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Palomba S et al. Endocrine Reviews 2009;30:1-50
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Sensibilizadores Insulina

® Metformina ® Tiazolidinedionas

(TZDs)
o P
erda peso o Ganho peso

> Pode >€r usada _ > N3o pode ser usada
gestagio (categoria gestacio (cat. )
B) o Ef. colaterais sérios
o Ef. colaterais Gl * Hepatotoxicidade

: s (Troglitazona)
Acidose latica é rara, . DCV, fraturas

respeitadas as contra- (Rosiglitazona)
indicacoes - Ca bexiga
o Baixo custo (Pioglitazona)
o Alto custo




I\/Ietforminz%

= Dosede 1,5a 2,5g/dia

{ resisténcia insulina
! androgénios
? Hirsutismo (modesto efeito s6 < 1,5% FG)

T ovulacao

! peso corporal

 colesterol total, LDL e triglicérides
! disfuncio endotelial

d risco DM?2, aborto, DMG e doencas
cardiovasculares (?)







Lifestyle changes in women with polycystic ovary syndrome
(Review)

Moran LJ, Hutchison SK, Norman RJ, Teede HJ

Authors’ conclusions

Lifestyle intervention improves body composition, hyperandrogenism (high male hormones and clinical effects) and insulin resistance
in women with PCOS. There was no evidence of effect for lifestyle intervention on improving glucose tolerance or lipid profiles and
no literature assessing clinical reproductive outcomes, quality of life and treatment satisfaction.

This is a reprint of a Cochrane review, prepared and maintmined by The Cochrane Colladboration and published in The Coclrame Likrory
2011, Losue 7

hezp!fwwrw-thecochranelibrary. com

| WILEY

Publishers Since 1807

Lifestyla changes In women with polycystic ovary syndroms | Reviow)
Copyright & 1811 Tha Cochrane Collaboration Published by John YWiley & Sons, Lid.







Cirurgia Bariatrica

Beneficios hiperandrogenismo
Beneficios metabolicos
Beneficios fertilidade

Escobar-Morreale HF. Steroids, 77:312-316, 2012.
Malik SM & Traub ML. World J Diabetes, 3:71-79, 2012.




Cirurgia Bariatrica

Bypass gastrico

e 24 mulheres e 20 pctes ¢/ SOP
oligomenorreicas (PEP (PEP 64%; 46,7 m)
56,7%; 27,5 m) e 29% resolucdo

e 21 melhora hisutismo hirsutismo

e 24 CM regulares e 82% CM regulares

e 5 gestacao e 77,8% remissao DM
* 6 gestacao

Eid GM et al. Surg Obes Relat Dis, 1:77-80, 2005.
Jamal M et al. Surg Obes Relat Dis, 8:440-444, 2012.




Tratamento Cosmeético e Mecanico do
Hirsutismo




= Suporte Psicologico e
p=0.006

Social
o) s Melhora Qualidade
e de
Vida da Mulher
Hirsuta
SF,
p<0.001

== Women with hirutism === Normal population

Figure 1

Health-related quality of life comparisons between women
with hirutism and the Swedish normal population. PF =
Physical Functioning, RP = Role Physical, BP = Bodily Pain, GH =
General Health, VT = vitality, SF = Social Functioning, RE = Role

Emotional, ...
Maria Ekback et al.Health Qual Life Outcomes 12:183, 2014,




I\/Iensagem\

v" 0O hirsutismo é um problema nas e para as
mulheres jovens em periodo reprodutivo.

v" O sucesso do tratamento requer equipe
multidisciplinar.

v'Inicie com ACO e se depois de 6 meses sem
resultado, associe antiandrogénios isolados.

v Explique que o tratamento é de longo prazo e
tera que usar terapias combinadas.

v 0O apoio psicolégico é fundamental.
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