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Testosterona total (ng/dl)

Reducéao de androgénios na
mulher com a idade
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Menopausa e testosterona total
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Burger HG y cols. Recent Prog Horm Res 2002;57:257-75



Envelhecimento, menopausa e
androgénios

O Envelhecimento
o LT total e livre em funcao da idade
o 40 anos, circula 50% de androgénios comp. aos 20 anos

Zumoff B, y cols. J Clin Endocrinol Metab 1995;80:1429
Davison SL, y cols. J Clin Endocrinol Metab 2005;90:3847

O Menopausa
o T sintese de androgénios ovarianos
o responde a estimulo gonadotrofico
o ¥ estrogénios, ! SHBG
o T Tlivre discretamente

Overlie |y cols. Acta Obstet Gynecol Scan 1999;78:642
Adashi EY. Fertil Steril 1994,62:20



“Sindrome de deficiencia
androgeénica”

perda global do desejo sexual
auséncia de fantasias e sonhos sexuais

gueda da sensibilidade ao estimulo sexual em  zonas
erogenas

gueda da excitabilidade e capacidade orgasmica
gueda da energia e do bem estar geral

queda do tonus muscular
afinamento e perda de pelo pubiano
atrofia genital sem resposta a estrogénios

Bachmann G, y cols., Female androgen deficiency: the Princeton
Consensus statement on definition, clasification, and assessment.
Fertil Sterif 2002;77:660.



Queda normal
com a idade

Falta de
Sindrome da ensaios
deficiéncia laboratoriais
androgénica? Falta de
valores de

referéncia

Wierman ME et al. J Clin Endocrinol Metab 2014



Testosterone pmol/L

Testosterona e status menopausico
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Basson R. NV Eng J Med 2006

Pre

Natural

Cirurgica




SPECIAL FEATURE

Clinical Practice Guideline

Androgen Therapy in Women: A Reappraisal:
An Endocrine Society Clinical Practice Guideline

S&o contra o diagnostico clinico da ” Sindrome da def. androg.”
em mulheres saudaveis pgq ndo ha uma sindrome bem determinada
e inexistem dados g correlacionem
niveis androgénicoscom sinais e sintomas especificos.

...contra dosagem de T em mulheres — nao foi estabelecido
correlacao entre niveis séricos de T e sintomas.

...contra uso de T formulados para
homens ou manipulada em farmacias
pela falta de dados de eficacia e
seguranca

J Clin Endocrinol Metab, October 2014




SPECIAL FEATURE

Clinical Practice Guideline

Androgen Therapy in Women: A Reappraisal:
An Endocrine Society Clinical Practice Guideline

...sugerem teste por 3 a 6 meses de T para mulheres
pOSs-menopausicas com transtorno de excitacao/desejo
adequadamente diagnosticado e levando a niveis T
pre-menopausicos

caso T seja prescrita, dosar
antes e apos 3-6 semanas para
descartar abuso de doses

Sugerem interromper T caso

sem resposta apos 6 meses.

Nao ha dados de eficacia ou
seguranca de uso de T apods 24

meses . J Clin Endocrinol Metab, October 2014



POSITION STATEMENT

The role of testosterone therapy in postmenopausal women:
position statement of The North American Menopause Society

Conclusions: Postmenopausal women with decreased sexual desire
associated with personal distress and with no other identifiable
cause may be candidates for testosterone therapy.
Testosterone treatment without concomitant estrogen therapy
cannot be recommended because of a lack of evidence.

Laboratory testing of testosterone levels should be used only to monitor for
supraphysiologic levels before and during therapy,
not to diagnose testosterone insufficiency

Rule out causes not related to testosterone levels
(eg, physical and psychosocial factors, medications)
and to ensure that there is a physiologic cause for reduced testosterone levels
(eg, bilateral oophorectomy)

Menopause, Vol. 12, No. 5, 2005



Transtorno do interesse/excitacao
(DSM V)

Testosterone Patch Increases Sexual Activity and Desire
in Surgically Menopausal Women with Hypoactive
Sexual Desire Disorder

Total de atividades sexuais satisfatorias
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Semanas Simon J et al.
J Clin Endocrinol Metab 2005



Testosterone patch for the treatment of hypoactive sexual desire

disorder in naturally menopausal women: results from the
INTIMATE NMI1 Study
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Shifren JL et al.
Menopause 2006



e NEW ENGLAND
JOURNAL of MEDICINE

ESTAELISHED 1B12 = IS5M QO2B-4T53 + W W. N EJM . ORG

Testosterone for Low Libido in Postmenopausal Women Not Taking Estrogen

Daviz, Susan R. M.D., Ph.D.; Moreau, Michele M.D.; Kroll, Robin M.D.; Bouchard, Céline M.D.; Panav, Mick M.D.; Gass, Margery M.0.; Braunstein, Glenn D. M.D.;
Author(s):  Hirschberg, Angelica Linden M.D., Ph.D.; Rodenberg, Cynthia Ph.D.; Pack, Simon Ph.D.; Koch, Helga Ph.D.; Moufarege, Alain M.D.; Studd, John M.D.; the

APHRODITE Study Team
lssues Volume 35%1%1, 6 Movemhber 2008, _p 20052017
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Meta-analysis

The Benefits and Harms of Systemic Testosterone
Therapy in Postmenopausal Women With Normal
Adrenal Function: A Systematic Review and

SPECIAL FEATURE \

Clinical Review
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Elraiyah T et al.
J Clin Endocrinol Metab 2014



RECOMMENDATIONS

2016 IMS Recommendations on women’s midlife health and menopause
hormone therapy

R. J. Baber, N. Panay, A. Fenton and the IMS Writing Group

Androgen levels decline with age in women with no
significant change associated with natural menopause.
[Al

There is strong evidence that androgens influence
female sexual function and that testosterone therapy
may be useful for women who have experienced
loss of sexual desire and/or arousal. [A]

O
CLIMACTERIC

CLIMACTERIC, 2016
VOL. 19, NO. 2, 109-150



RECOMMENDATIONS

2016 IMS Recommendations on women’s midlife health and menopause
hormone therapy

R. J. Baber, N. Panay, A. Fenton and the IMS Writing Group

Testosterone therapy should be considered as a
clinical trial, which should not be continued if a
woman has not experienced a significant benefit
by 6 months. [A]

Before testosterone therapy can be considered,
women should be fully assessed for other treatable
causes of their sexual dysfunction, and these should
be addressed. [A]

€
CLIMACTERIC

CLIMACTERIC, 2016
VOL. 19, NO. 2, 109-150
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Consenso de Climatério e
Terapéutica Hormonal

"Indicacoes, beneficios, efeitos cardiovasculares,
osteoporose, sindrome genito-urinaria da
menopausa, usar até quando e Novas Modalidades
de Tratamento Hormonal"

Apoio:



Consenso Brasileiro de TH - 2018 t@?::;

CONCLUSAO DA PLENARIA ~

A indicacao primaria para o0 uso da testosterona é o
tratamento das queixas sexuais (desejo, excitacao e
orgasmo), excluidas outras causas ( A)

Nao € recomendado até o presente momento o0 uso de
testosterona em mulheres nao estrogenizadas (D).

A dosagem de androgénios séricos nao deve ser utilizada
com o objetivo de se diagnosticar insuficiEncia androgénica.
(A)

A terapia androgénica deve ser preferencialmente feita por
via transdermica com a finalidade de se evitar a primeira
passagem de metabolismo hepatico e suas consequéncias.

(A)



Consenso Brasileiro de TH - 2018 t}?-”é

CONCLUSAO DA PLENARIA - uso de Testosterona

« Nao se recomenda a utllizacao de apresentacoes
formuladas para homens, pela dificuldade de ajuste de dose
e risco de fornecer doses suprafisiologicas (D). Até o
momento nao existe nenhum produto aprovado no mercado
brasileiro para utilizacao em mulheres.

« A manutencdo da terapia androgénica em mulheres na
posmenopausa deve ser condicionada a melhora do motivo
da indicacao da prescricao (D)

* As pacientes devem ser devidamente orientadas a respeito

da falta de estudos de seguranca do uso da testosterona em
longo prazo. (D)



Terapia androgénica:
Riscos potencials

DADOS LIMITADOS

0 Acne, seborreia, hirsutismo (dose dependente)
o0 Eventual toxicidade hepatica

0 Reducao do HDL ra

0 Retencao liquida (edema, Has)

0 Neoplasia estrog dependente; virilizacao

0 Seguimento

o sinais clinicos de hiperandrogenismo
oT
o perfil lipidico basal e 3-6 meses (oral)



Terapia androgénica: Contra-
Indicacoes

e Mesma da terapia estrogénica (conversao a
estrogénios)




CLIMACTERIC 2014;17:625—634

Androgens and cardiovascular disease in
postmenopausal women: a systematic review

1. Spoletini®, C. Vitale™st, E Pellicciat, C. Fossati® and G. M. C. Rosano™t

Further investigations on adverse effects are needed,

in particular controlled, randomized trials. Studies indicate
that testosterone replacement is safe, because no or minor
adverse events have been reported. However, adverse events
need to be investigated through longer follow-up periods

... it must be considered that not all postmenopausal
women experience androgen insufficiency.
Postmenopausal

women with intact ovaries usually do not suffer from
androgen deficiency and therefore do not require androgen
replacement



Off-Label Testosterone Options
for Low Desire

Testosterone transdermal patches

Testosterone gels and patches approved for men

Compounded 1% testosterone cream or gel for

women

Oral methyltestosterone (MT)
Testosterone enanthate injections
Subcutaneous pellets

Sublingual testosterone

NAMS meeting, 2014



Testosterone Vaginal Cream

( ~1/10™" male dose)

1% Testosterone cream

Compounded by pharmacist

Apply 0.5 grams topically nightly .
Dispense 45 grams (~ 3 month supply) U
NO Data on Safety or Efficacy!

Goal: serum testosterone level

within normal range for women
(FTI = Total T/ISHBG x 3.47; Normal < 4.5)

NAMS Meeting, 2016



AndroFeme 1 Cream

Testosterone

CONSUMER MEDICINE INFORMATION

Estratest
(metiltestosterona+

estrogenos esterificados)
(0,625/1,25 ou 1,25/2,5 mq)




Low Sexual Interest, Desire,
and/or Arousal in Women:
Developing Drugs for

Treatment
Guidance for Industry

DRAFT GUIDANCE

This guidance document is being distributed for comment purposes only.



Teraplia androgénica
Conclusao

Selecionar cuidadosamente mulheres
com motivos de queda de T -
considerar outras causas e outros
tratamentos

Informar riscos, beneficios, off-label,
manipulado

Objetivo- nivels fisiologicos de T
Monitorar resposta, efeitos adversos
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Lybrido/Lybridos

& LT

Combination therapy designed to target specific
causes of HSDD

Lybrido: Sublingual testosterone surrounded b
sildenafil for women with HSDD and low arousa

L¥hridn5: Sublingual testosterone surrounded by 5
HT,,- agonist (Buspirone) for women with HSDD and

saexual inhibition

Taken ~ 3-6 hours prior to planned sexual activity to
increase sexual motivation/libido

Phase 2b studies ongoing in US

Van Rooi] K, et al. J Sex Med 2013,10:7M & 810 & 824; www emotionalbrain.nl




CAUSA
HORMONAL
DEPRESSAO

Broaas ™
Alteracao do desejo sexual
na pos-menopausa

MEDICAMENTOS
DOENGAS CRONICAS
(DM, HAS, CANCER)
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