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EFEITOS DECORRENTES DO USO DOS ANTICONCEPCIONAIS
HORMO@S ORAIS

> EUA -1960 — primeira pilula chega ao mercado

> Meétodo contraceptivo mais usado no mundo

» 9% de todas as mulheres em idade reprodutiva no mundo
» 18% nos paises em desenvolvimento

> 28% das mulheres no Reino Unido

(Department of Economic and Social Affairs. World
contraceptive patterns 2013. United Nations, 2013.)
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EFEITOS DECORRENTES DO USO DOS ANTICONCEPCIONAIS
HORMONAIS ORAIS

O

> Contraceptivos hormonais

» Pilulas combinadas orais
(Estrogenos e Progesterona)

> Pilulas progesterona isolada (mini pilulas)
» Implantes
> Anel vaginal (Estréogenos e Progesterona)
> Adesivos (Estrogenos e Progesterona)
» Contracepcao emergéncia (Progesterona)
> Injetaveis

» Mensais

» Trimestrais (progesterona de deposito)




EFEITOS DECORRENTES DO USO DOS ANTICONCEPCIONAIS
HORMONAIS ORAIS
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Classification of progestins used in combined oral
contraceptive pills

First generation

Morethindrone acetate
Ethynodiol diacetate
Lynestrenaol
MNorethynodrel

Second generation

+ dl-Norgestrel
s+ |Levonorgestrel

Third generation

« Desogestrel
s Gestodene
+« Norgestimate

Unclassified

+« [Drospirenone
« Cyproterone acetate

Reproduced with permission from: Reust CE, Espinoza SA, Ruplinger J,
Swofford 5. What is the approach to intermenstrual bleeding in a
woman taking a combined oral contraceptive? Evidence-Based Practice

2012; 15:29. Copyright © 20132 Family Physicians Inquiries Network,

UploDate




A polémica do anticoncepcional

As pilulas sdo feitas a partir da combinagdo de estrogénio e progesterona, Dependendo desta
combinagao hormonal e das dosagens, elas podem ter efeitos e reagdes adversas diferentes,
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Beneficios dos anticoncepcionais

O

> Alta eficacia contraceptiva/
regularidade menstrual

ATENCAO
> Dismenorréia (colicas menstruais)

> Menorragia (fluxo menstrual MANTENHA-SE
excessivo) AFASTADO

> TPM Mulher com TPM
> Prevencao da cefaléia menstrual

» Ache
> Hirsutismo (aumento de pélos)

> Alteracoes ginecoldgicas (sangramento decorrente .
dos miomas; dor pelvica na endometriose) @




Beneficios dos anticoncepcionais

O

» Reducao na incidéncia:

» Cancer ovario
» Cancer endomeétrio
» Cancer colon

I UpToDate.
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Morbidity and Mortality Weekly Report

www.odc. oy, mmwr

Early Release May 28, 2010 / Vol. 59

U.S. Medical Eligibility Criteria for
Contraceptive Use, 2010

Adapted from the World Health Organization
Medical Eligibility Criteria for Contraceptive Use, 4th edition

DEPARTMENT OF HEALTH AND HUMAN SERVICES
CENTERS FOR DNISEASE CONTROL AND PREVENTION

CENTERS FOR DISEASE"™
CONTROL AND PREVENTION

World Health
Organization
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FEBRASGO - Manual de Orientacao Anticoncepcao

Anticoncepcao

Manual de Orientagdo

Federacao Brasileira das Associacoes de Ginecologia e Obstetricia

Presidente
Edmund Chada Baracat
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The American College of

- Obstetricians and Gynecologists
WOMEN'S HEALTH CARE PHYSICIANS
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COMMITTEE OPINION

Mumber 577 = November 2013

Committee on Gynecologic Practice
This docsement reflects emerging clirical and scientific adwances as of the date issued and is subject to change. The information should
not be construed as dictating an exclusive course of treatment or procedure to be followed.

Understanding and Using the U.S. Selected Practice
Recommendations for Contraceptive Use, 2013

ABSTRACT: The UUS Seleclted Practice Recommendations for Contraceptive Use, 2013 (U.5. SPR), issued
by the Centers for Disease Control and Prevention is a companion piece to the Centers for Disease Control and
Prevention's U.5. Medical Eligibility Criteria for Contraceptive Use, 2010. The U.S. Medical Eligibility Criteria for
Contraceptive Use, 2010, provides guidance for which contraceptive methods are safe for women with selected
characteristics and medical conditions, whereas the U.5. 5PR offers guidance on how to use these methods most
effectively. The American College of Obstetricians and Gynecologists endorses the U.S. SPR and encourages its
use by Fellows; providers should always consider the specific clinical situation when applying these guidelines to
individual clinical care.
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Royal College of
Obstetricians &
Gynaecologists

Faculty of Sexual and Reproductive Healthcare

The FSRH statement in response to the Combined Pill Communication from
the Medicines and Healthcare products Regulatory Agency (MHRA)

February 2014

The Medicines and Healthcare products Regulatory Agency (MHRA) has
circulated a letter to all GPs in the UK regarding a European Medicines Agency
(EMA) review of Combined Hormonal Contraceptives (CHC) and risk of
thromboembolism.

The FSRH would strongly discourage women from suddenly stopping CHC
because of the EMA review and press coverage. Any woman with concerns
- should be advised to continue with their method until they have spoken to a
health professional about their concerns. Further information on this matter can
be found on the NHS Choices website under health news.
hitp://www.nhs.uk/news/2014/02F P Media-h -bl lot-risk-of-

birth-control-pills.aspx




Categorias Relativas a Métodos Temporarios

World Health
Organization

Com Critério
Clinico Limitado

Sim (Use o método)

Categoria Com Critério Clinico
1 Use o método em qualquer
circunstancia
2 De modo geral, use o método
Em geral, ndo se recomenda o uso
3 do método a menos que outros
métodos, mais adequados nao estejam
disponiveis ou sejam aceitaveis
4 O método ndo deve ser usado

Nao (Nao use o
método)
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|:|= Use o método

|:|= Mio use o método

= Inicic do método

E= Continuagio do método

E|= Problema ndo incluso na lista;

EE e

MNA = Nio se aplica

Problema de saiude

Anticoncepcionais orais
combinados

Injetiveis mensais

Adesivo combinado e
anel vaginal combinado

Pilulas sé de

progestogeno

Injetdveis 56 de

progestdgeno

Implantes

Pilulas anticoncepcionais
de emergéncia®

Dispositivo intrauterino

com cobre

com levonorgestrel

Dispositivo intrauterino

Esterilizagio feminina®

Doenca vascular

.

tu

Y

—c

o8]

L

Histéria de pressio
arterial alta durante a
gravidez (onde é possivel
medir a pressio arterial
atual e a mesma & normal)

Trombose venosa
profunda (TVP)/ Embolia
pulmonar (EP)

Historico de TVP/EP

TVP/EP atual

Historia familiar deTVP/EP
(parentes de primeiro grau)

Cirurgia de grande porte

Com imobilizagio
prolongada

Sem imobilizacio
prolongada

Cirurgia de pequeno
impacto sem imobilizagio
prolongada

77N
& 77

———

World Health
Organization
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|:|= Use o método @ o @ o o N
[[]= Nao use o método g o | 02 g | & |£3| 2
- o 2 |25 80 2% |8 28| =
n—lrlcmdométodo §§ g -E.g g g b~ 2 8T EE E g ,,E,
= Continuagio do métodok ,§- % ?__ E % g ﬁ’ 2 g’ é E 'g-"fﬂ £9| & g 9 g\lorld .He’fglth
= Problema nio induso na list; v L. ‘S E rganization
wodardgiaenn | 25| g |25 88 £ (25 28|25 £ (N
o Q| a 3 w 2 T
NA = Nt se aplica g |z |85 %|=° 5518 |85 &
Problema de satude < <g 2 |8 |8 ui
Mutacoes tromboge-
nicas conhecidas (p.ex.,
FatorV Leiden, Mutagio de 4 4 4 2 ) 5 " 1 ) A
Protrombina; Proteina S,
Proteina C e Deficiéncias
de antitrombina)®
Trombose venosa
superficial
Varizes 1 1 1 1 1 1 — 1 1 A
Tromboflebite superficial 2 2 2 1 — 1 1 A
Doenca cardiaca
isquémica® I C . I €
ﬁ:;aflhria e 4 4 4 (213 3 |23 * 1 213 E
Derrame (histéia de ‘ FM
acidente vascular cerebral)® - - 23 3 123 ! 2 ¢
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Contraindicacoes absolutas

O

ldade > 35 anos e fumante

Hipertensédo (PAD >160mmHg/PAS >100mmHg)
Episddio de tromboembolismo
Mutacao trombogénica
Doenca coronariana isquémica
AVC

v Vv V V VY V V

> Lupus

» Cancer de mama

> Cirrose/tumores hepaticos

Multiplos riscos para DCV (idade, fumo, diabetes e hipertenséo)

¥}
CFM
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EDITORIA DE ARTE / O TEMPO

TROMBOFILIA

Mutacdo genética ligada aos fatores de coagulacdo do sangue

EXISTEM DOIS TIPOS

Genéticas Adquiridas

Fator V de Leiden, hiperhomocisteina, A Sindrome dos Anticorpos
deficiéncia nas proteinas C, S Antifosfolipides (SAAF)
e antitrombina € a mais comum.

¥

© E quando se formam anticorpos que interferem
na coagulacao do sangue. A causa nao é conhecida,

mas nao esta ligada a alimentacao, familia ou habitos
QUANDO O PROBLEMA £ SEM ACOMPANHAMENTO, 05
ACOMPANHADO E TRATADO,AS | RISCOS DE COMPLICACOES




Trombofilia

@ Sintomas e Tromboss Vences Profunds na Perna infarice
ANATOMIA NORMAL TROMBOSE VENOSA PROFUNDA

> Predisposicao genética a trombose venosa
» Trombose venosa profunda
» Embolia pulmonar
» Trombose venosa cerebral

> Nao ha indicacao de rastrear populacéo
geral
» Baixa frequéncia
» Auséncia método seguro e custo eficaz de

profilaxia a longo prazo
> Nao ha indicacéo de profilaxia em pacientes assintomaticos

> Rastreio recomendado em pessoas com multiplos
parentes de_primeiro grau com eventos @
tromboembdlicos antes dos 50 anos

CONSELHO FEDERAL DE MEDICINA




Tromboftilia x ACHO

O

> Mulheres jovens + ACHO
> Incidéncia 30-40 eventos tromboticos/100.000 mulheres/ano
> Mortalidade 3/1.000.000 mulheres/ano sem trombofilia
> Mortalidade 14/1.000.000 mulheres/ano com trombofilia
>

92.000 mulheres com trombofilia testadas para evitar 1 morte
por trombose

> Custo de U$ 300 milhdes

- UpToDate




Trombofilia x ACHO

9,

Nao existe recomendacao para rastreio
sistematico de trombofilia em mulheres antes da
prescricao de anticoncepcionais hormonais
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ID/ AA U.S. Food and Drug Administration

Protecting and Promoting Your Health

Medical Devices | Radiation-Emitting Products | Vaccines, Blood & Biologics | Animal & Veterinary | Cosmetics

Drugs

© Home @ Drugs @ Drug Safety and Availability

F_DA Drug Safety C:_ommunicatio!l: Up_dated infnrrn_ation abqujt the
risk of blood clots in women taking birth control pills containing
Drug Alerts and Statements drnspirenone
Medication Guides {en Espafiol)
Drrug Safety Communications This update is in follow-up to the FDA Drug Safety Communication posted on 92611 Safety review update on

the possible increased risk of blood clots with birth control pills containing drospirencne.

] Shortages

— < Safety Announcement
Postmarket Drug Safety [4-10-2012] The U.5. Food and Drug Administration (FDA) has completed its review of recent chservational
Information for Patients and {epidemiclogic) studies regarding the risk of blood clots in women taking drospirenone-containing birth
Providers control pills. Drospirenone is a synthetic version of the female hormone, progesterone, also referred to as a

pragestin. Based on this review, FDA has concluded that drospirenone-containing kirth cantrol pills may be
associated with a higher risk for klood clots than other pragestin-containing pills. FDA is adding information
Medication Errors about the studies to the labels of drospirenone-containing birth control pills. See Table 1 for a list of
draspirenone-containing products.

Information by Drug Class

R VWomen should talk to their healthcare professional about their risk for blood clots before deciding which
Safe Use Initiative birth control method to use.

Healthcare professionals should consider the risks and benefits of drospirenone-containing birth control

Drug Recalls pills and a woman's risk for developing a blood clot before prescribing these drugs.




m U.S. Food and Drug Administration
Protecting and Promoting Your Health

Non-Pregnant Ranges from
Non-COC user 116
Ranges from
COC-User 3109
Ranges fr
Pregnancy * 5 i Hm
Postpartum Ranges from
(12 weeks only) 40 1o 65
0 10 20 30 40 50 60 70

Number of Women with a Blood Clot
out of 10,000 Women Years (WY)

* Pregnancy data based on aclual duration of pregnancy in the reference studies. Based on a
model assumplion that pregnancy duration is nine months, the rate is 7 to 27 per 10,000 WY.




EUROPEAN MEDICINES AGENCY
SCIENCE MEDICINES HEALTH

26 May 2011
Al1nex 1 EMA/CHMP/PhVWP/394737/2011
Patient Health Protection

Summary Assessment Report of the PhVWP May 2011

Monthly report

Ethinylestradiol + drospirenone-containing oral
contraceptives (YASMIN, YASMINELLE and other products) -
Risk of venous thromboembolism

Key message

Mew epidemiological studies have shown that the risk of venous thromboembelism (VTE) for
drospirenone-containing combined oral contraceptives (COCs) is higher than for levonorgestrel-
containing O0Cs (so-called second generation COCs) and may be similar to the risk for COCs
containing descgestrel or gestodens (so-called third generation COCs).

Safety concern and reason for current safety review

Since the introduction of combined oral contraceptives in 1961, venous thromboembolism (VTE) has
been a well-kmown but rare adverse event. VTE has been reported with the wuse of all combined oral
contraceptives [C0Cs; combination of the two hormone types oestrogen and progestogen), including
those containing ethinylestradicl + drospirenone, such as YASMIMN and YASMINELLE. Of 100,000
women who are not using a COC and are not pregnant, about 3 to 10 may have a VTE in one year. The
comesponding figures for women taking COCs range from about 20 cases per 100,000 women in ong
year of use for levonorgestrel-containing COCs to 40 cases per 100,000 women in one year of use for
desogestrel- or gestodene-containing COCs. Of 100,000 women whe are pregnant around 60 may have
a VTE.

Drospirenone-containing COCs have been authorised im the EU since 2000 under various product
names, including YASMIN (ethinylestradicl 0.03mg + drospirenone 3mg) and YASMINELLE
(ethinylestradicl 0.02mg + drospirencne 3mg). The risk of WTE has been continuously menitored since
approval. The product information was last updated in April 2010 to reflect data frem two
epidemiological studies on the risk of VTE [1, 2].

The PhVWP agreed to review all available data including recent publications and information on the
additional analyses [3, 4] regarding the risk of VTE associated with drospirencne-containing COCs [1-
71

HMA"

Heads of Medicines Agencies

Issue number: 1105
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Risco de formagao de coagulos sanguineos em mulheres que tomam
anticoncepcional contendo o hormdnio drospirenona.

.= ANVISA

" Agéncia Nacional de Vigilincia Sanitaria

-—

Considerando estudos recentes publicados no British Medical Journal & no
sitio eletrdnico do FDA, que sugerem um risco aumentado de formacdo de
codgulos sanguineos em mulheres que tormam anticoncepcional contendo o y X
hormdnio drespirenocna, a Anvisa informa aos profissionais de salde e INICIO AAGENCIA SALADEIMPRENSA SERVICOS ALERTASI
pacientes que ainda ndo concluiu parecer definitive sobre os mesmos, mas
permanece acompanhando o assunto.

Pos-Comercializacdo Pos-Uso f Farmacovigildncia / Alertas
Dois artigos publicados no British Medical Journal levantaram a questdo de por Regido Geogrdfica / INFORMES / Informes de 2011
saber se ha maior risco de trombose venosa profunda e tromboembolismao
pulmaonar em mulheres que tomam contraceptivos orais combinados que
contém o progestageno drospirenona, em comparacdo com o rsco em
mulheres que tomam contraceptivos orais contendo o progestageno
levonorgestrel. Esses estudos relataram um risco duas a trés vezes maior de
eventos tromboembdlicos venosos ou tromboembolismo venoso em mulheres
que usam contraceptivos orais contendo drospirenona, em vez de
levonorgestrel.

Informe SNVS/Anvisa/Nuvig/GFARM n° 10, de 27 de outubro de 2011

Sisterna de Notificacdes em Vigilancia Sanitaria

€. NOTIVISA

Estudos publicados anteriormente também abordaram o risco de coagulos
sanguineos em mulheres que usam pilulas anticoncepcionais contendo
drospirenona. Esses estudos tiveram resultados conflitantes. Dais foram
estudos pds-comercializacdo exigidos pelo FDA ou agéncias europeias de
requlagdo. Esses estudos ndo relataram qualquer diferenga no risco de
tromboembaolismo venoso entre produtos contendo drospirenona e produtos
contendo levonorgestrel. Mo entanto, duas outras publicaces a partir de 200
relataram um risco de 1.5 a 2 vezes maior de tromboembolismo venoso em
mulheres que usam contraceptivos contendo drospirenona, em comparagdo g
risco em mulheres que utilizam contraceptivas contendo levonorgestrel.

O FDA divulgou hoje que concluiu um estudo adicional, financiado pela
prapria agéncia, sohre contraceptivos hormonais. Este estudo inclui mais de
800.000 mulheres nos Estados Unidos. & foi projetado para examinar os

CEFM
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RESEARCH

Use of combined oral contraceptives and risk of venous
thromboembolism: nested case-control studies using the

QResearch and CPRD databases

Yana Vinogradova, Carol Coupland, Julia Hippisley-Cox

ABSTRACT

OBJECTIVE

To investigate the association between use of
combined oral contraceptives and risk of venous
thromboembolism, taking the type of progestogen into
account.

DESIGN
Two nested case-control studies.

SETTING

General practices in the United Kingdom contributing
to the Clinical Practice Research Datalink (CPRD; 618
practices) and QResearch primary care database (722
practices).

PARTICIPANTS

Women aged 15-49 years with a first diagnosis of
venous thromboembolism in 2001-13, each matched
with up to five controls by age, practice, and calendar

confidence interval 2.78 to 3.17) compared with no
exposure in the previous year. Corresponding risks
associated with current exposure to desogestrel (4.28,
3.66 ta 5.01), gestodene (3.64, 3.00 to 4.43),
drospirenone (4.12, 3.43 to 4.96), and cyproterone
(4.27, 3.57 to 5.11) were significantly higher than those
for second generation contraceptives levonorgestrel
(2.38, 2.18 to 2.59) and norethisterone (2.56, 2.15 to
3.06), and for norgestimate (2.53, 2.17 to 2.96). The
number of extra cases of venous thromboembolism
peryear per 10 000 treated women was lowest for
levonorgestrel (6, 95% confidence interval 5 to 7) and
norgestimate (6, 5 to 8), and highest for desogestrel
(14, 11to 17) and cyproterone (14, 11to 17).

CONCLUSIONS

In these population based, case-control stud

two large primary care databases, risks of vefon
thromboembolism associated with combined oral
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Numbers needed to harm over 1year (95% Cl) Extra cases per 10 000 treated peryear (95% Cl)
Use in previous year All ages (15-49 years)* Age 25-49 yearst All ages (15-49 years)* Age 25-49 yearst
Morethisterone 1529 (1159 to 2086) 1169 (874 to 1620) 7(5t09) g9 (6ta11)
Levonorgestrel 1739 (1506 to 2028) 1452 (1237 to 1723) 6(5to7) 7 (6to8)
Norgestimate 1561 (1223 to 2044) 1428 (1077 to 1966) 6 (5to8) 7(Et09)
Desagestrel 729 (597 to 899) 504 (478 to 747) 14 (11 to 17) 17 (13to 21)
Gestodene 905 (697 to 1198) 752 (570 to 1016) 11 (Bto14) 13 (10 t0 18)
Drospirenone 766 (604 to 986) 572 (438to 758) 13(10to 17) 17 (13t0 23)
Cyproterone 731(582t0 932) 606 (465 to 804) 14 (11 to 17) 17 (12to 22)

*Based on combined adjusted odds ratios in table 2.
tBased on combined adjusted odds ratios in table 4.
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