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SANGRAMENTO IRREGULAR COM METODOS HORMONAIS

COMBINADOS: O QUE FAZER?

De: ttt@hotmail.com

Enviada em: segunda-feira, 19 de novembro de 2012
14:43

Para: doutora marta

Assunto:

Ol dra tudo bem? eu queria te perguntar uma coisa,
durante o més passado velo um pouco de sangue
antes de eu terminar a cartela de xxx e entrar no
Intervalo como normalmente. Sera que a xxx esta
fraca?? o que eu faco? Paro? beljossssss




SANGRAMENTO IRREGULAR COM METODOS HORMONAIS

COMBINADOS: O QUE FAZER?

« Sangramento de escape (breaktrough
bleeding): sangramento que ocorre durante o
ciclo da pilula com guantidade suficiente para
necessitar o uso de absorvente.

« Spotting € o sangramento gque nao precisa de
protecao (“borra de cafe”).

The ESHRE Capri Workshop Group — Human Reprod Update 2007; 13: 421



SANGRAMENTO IRREGULAR COM METODOS HORMONAIS

COMBINADOS: O QUE FAZER?

 Qual aimportancia do aconselhamento da
paciente usuaria de contraceptivo hormonal?

« Diferentes formulacOes ou regimes de uso
afetam o padrao do sangramento?

* Quais as estratéegias para o manejo do
sangramento?

The ESHRE Capri Workshop Group — Human Reprod Update 2007; 13: 421



Contraception

Contraception 85 (2012) 351 -358

Original research article

A randomized controlled trial of subantimicrobial-dose doxycycline to
prevent unscheduled bleeding with continuous oral contraceptive pill use”
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SANGRAMENTO IRREGULAR COM METODOS HORMONAIS

COMBINADOS: O QUE FAZER?

Qual a importancia do aconselhamento da paciente
usuaria de contracpetivo hormonal?

« O sangramento de escape pode ocorrer em até 30% das
mulheres que iniciam qualquer méetodo hormonal e
diminui para menos de 10% em torno do 3° més de uso.

* Nao ha evidéncia de que o sangramento nao
programado esteja associado com diminuicao da
eficacia mesmo nas pilulas ultra-baixa dose, se em uso
consistente.

« Cada mulher metaboliza os hormonios de forma
diferente.

The ESHRE Capri Workshop Group — Human Reprod Update 2007; 13: 421



SANGRAMENTO IRREGULAR COM METODOS HORMONAIS

COMBINADOS: O QUE FAZER?

« Diferentes formulacOes ou regimes de uso afetam o
padrao do sangramento?

— Estudos randomizados tem mostrado que o
sangramento é mais frequente em pilulas de baixa
dose (15-20 mcg EE) do que nas composi¢coes com
30-35 mcg de EE.

— Quanto maior a dose do estrogénio e a poténcia da
progesterona, a incidéncia de sangramento diminui.

— Padrao de sangramento irregular é similar tanto em
pilulas monofasicas como bifasicas e em diferentes
regimes.

The ESHRE Capri Workshop Group — Human Reprod Update 2007; 13: 421
http://www.uptodate.com/contents/management-of-unscheduled-bleeding-in-women-using-
contraception_ junho 2015
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PILULA CONTINUA x DIFERENTES
DOSES DE PROGESTERONA Contraception
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I.-:-LSEV[ER. Contraception 86 (2012) 2227
Original research article
Unscheduled bleeding with continuous oral contraceptive pills:
a comparison of progestin dose ™
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A comparacao entre regime estendido com 2 formulagoes de
contraceptivos contendo 20mcg EE com diferentes dosagens
de levonorgestrel n&o mostrou diferenca no padréo de
sangramento.

Backzround: Although the use of continuous oral contraceptive pills {OCPs) eliminates scheduled uterine bleeding, unscheduled bleeding 1s
common. The objectve of this smdy was to determine whether progestin dose influences bleeding with use of continuous OCPs,

Study Design: This was a secondary data analysis of two other studies of continuous OCPs. Women were cligible if they were switching
from a cyelic hommonal contraceptive to a contmuous OCP, Women took a 20-meg ethinyl estradiol (EEY 100-mcg levonorgeswel (LNG) pill
ora 20-meg EEM0-meg LNG pill for 112 days. The number of bleeding/spotting days was compared between groups using a ¢ test. Sample
size was adequate to detect a difference of 8 days of bleeding/spotting over the 112 day study period (5=0.80, a=0.05).

Results: Sixty-six subjects were emrolled, 33 in each group. There were no differences in baselne characteristic, missed OCPs or side effects.
There were no differences in the mean number of bleeding/spotting days in the first 84 days of the study (90 meg LNG mean 20.8 (SE 3.6)
days versus 100 meg LNG 17.8 (SE 2.3) days, p=48), nor was there a difference in the time to amenorthea (p=.35).

Conclusion: Our results do not support the use of one LNG dose over another to decrease the amount of unscheduled bleeding women
cxpenence when minatmg a contmuous OCP.

2 2012 Elsevier Inc. All nghts reserved.

Kevwords: Continuous oral contraceptive pills; Progesting Bleeding; Contraceptive-induced amenorrhea

The ESHRE Capri Workshop Group — Human Reprod Update 2007; 13:

421
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ELSEVIER Contraception 91 (2015) 121- 126

Omngmal research article
Randomized comparison of bleeding patterns in women using a combined

contraceptive vaginal ring or a low-dose cnmhmed D["El] contraceptive on a
menqtmally signaled regimen ™

Conclusion: Bleeding patterns with continuous use of the CVR and
COC are similar and improve over 1 year of use.

The unpredictability, but short duration, of bleeding episodes
should be stressed during counseling.

bilcoding .

Study design: Women, &6 to each group, were randomized to contineous use of a CVR (15 meg ethiny] estradiol/ | 30 meg ctono gestrel) ora
lonw-dose pill (20 meg ethinyl estradiol/ 100 mcg levonorgestrel) for 360 days on a menstrually signaled regimen. Bleoding'spotting days,
daily wse of ring or pill, was recondod. Endpo nt was the total mumber of bleoding/spotting days for each method over four ®0-day reference
periods (RP) phs the analysis of hleeding patems wsing mod ified World Health Organization criteria

Resulis: There was a reduction in the mean (£5.100) number of hleoding/spotting days from BRP1 (CVR 14.2+100; pill 16.62109) i RBP4
{CVR EE+0.6; pil EE£9.1). Fifteen percent of CVER and 4% O0C users experienced amenormhea or infreguent bleeding thronghout the
sudy. Amenormhea increased over time {RP1 ws. RP4: VR 10% ve, 21% and O00C 2% we, 30%). Compliance with the menstneally signaled
regimeen was poor. Ceasing homones for 4 days stopped a bleeding episode within 5 days in the majornity of episodes and many stopped
pontaneosly.

Concusion: Bleoding patiems with contimsous use of the CVR and COC are similar and improve over 1 year of use. The unpredicmbility,
bt short duration, of bleoding epiodes should be stressed during counseling.

Implicatiom: This information for clinicians and women about breakthmough bleeding patterns with wse of 8 CWVR or combined pill over
12 months using 8 mensresally signaled regimen will give women an indication of what to expect with continwous use,

i 2015 Elsevier Inc. All rights reserved.

Keypwords: Comphance; Frequeni blesdmy/polting; Durston; Convemence
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ELSI.;:V[ER. Contraception 91 (2015) 113120
Original research article
Bleeding pattern and cycle control of a low-dose transdermal contraceptive
patch compared with a combined oral contraceptive:
a randomized study’
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Conclusion(s): Bleeding pattern and cycle control with the
EE/GSD patch was comparable to an EE/LNG-containing COC.
Implications statement:

The findings suggest that bleeding patterns with the
EE/GSD patch are similar to an EE/LNG-containing COC

levonorgestrel (LNG).

Study design: In this phase 1L randomized, controlled, double-blind, double-dummy, mulocenter trial, healthy women aged 1845 years
(smokers aged 1835 years) received either the EE/GSD patch and a placebo tablet (n=171), or a placebo patch and the COC (n=175) for
seven 28-day cycles. Bleeding control was assessed in two 90-day reference periods.

Results: Mean number of bleeding/spotting days was comparable across reatment groups in both reference perods (p=.035). Mean number of
bleeding/spotting episodes was also comparable in reference period 1; however, there were fewer bleeding/spotting episodes for COC in
reference peniod 2 (3.4 versus 3.1; p=.01). Mean length of bleeding/spotting episodes was comparable across treatment groups for both
reference periods (p=.03). Withdrawal bleedng occurred consistently in both groups over the entire treatment period, but its absence was
more common in the COC group m cyeles 4 and 6 of reference penod 2 (p=<.01). Intracyclic bleeding was comparable between groups.
Conclusion(s): Bleeding pattem and cyele control with the EE/GSD patch was comparable to an EE/LNG-containmg COC.
Implications statement: The findings suggest that bleeding patterns with the EE/GSD patch are similar o an EE/LNG-contamning COC,
except for sbsence of withdrawal bleeding, which was less common i patch users. The EE/GSD patch may constimute an additional contraceptive
option for women.

£ 2015 Elsevier Ine. All nights reserved.




Skin patch and vaginal ring versus combined oral ANEL x ADESIVO
contraceptives for contraception (Review)

. .
Lopez LM, Grimes DA, Gallo MF, St AUth Oors-con CI usions

Effectiveness was not significantly
different for the methods compared.
~ The quality of the evidence for this review
\ was considered low for the patch and
moderate for the ring. The main reasons
for downgrading were lack of information

_/| on the randomization sequence

generation or allocation concealment, the
THE COCHRI Ioutcomte ?s”sessment rdnethc:ds_, hlghft
COLLABORA] l0sses to follow up, and exclusions after
randomization.
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This is a reprint of 2 Cochrane review, prepared and maintained by The Cochrane Collaboration and published in The Cocframe Lifrary
2003, Issue 4

hetp:/iwww thecochranelibrary.com




SANGRAMENTO IRREGULAR COM METODOS HORMONAIS

COMBINADOS: O QUE FAZER?

* O endométrio das mulheres em uso de pilulas com
progesterona apresenta angiogénese aberrante com
alargamento anormal dos vasos e fragilidade das
paredes vasculares, levando a hemorragia focal
inflamatoria.

« A causa mais frequente € a decidualizacao do
endomeétrio e a atrofia causada pela progesterona.

* A progesterona regula a atividade da MMP aumentando
a expressao da MMP; e MMP4 endometrial associado
ao uso de Mirena, Norplant e AMP trimestral.

The ESHRE Capri Workshop Group — Human Reprod Update 2007; 13: 421
Kaneshiro e cols. Contraception 2012; 85:351



SANGRAMENTO IRREGULAR COM METODOS HORMONAIS

COMBINADOS: O QUE FAZER?

Quais as estrategias para o manejo do sangramento?

Usuarias de contraceptivos com
Treatment of vaginal bleeding irregularities induced by progesterona (m ini piIUIaS, piIUIaS,
progestin only contraceptives (Review) . .
implantes e AMP trimestral)
Estrogénio
Progesterona
COoC
AINH
Antioxidantes
Antifibrinoliticos (acido tranexamico)
Antiprogesteronas (mifepristone)
/Moduladores de receptores de
THE COCHRANE progesterona
COLLABORATION® 8. Modualdores seletivos de receptores
de estrogénio (Tamoxifen)
9. Venotobnicos
Thii oo s Codran i et snd msinind by The Coshrane Cllnradon s sshd i The Ccre i 10. Inibidores de matriz das
metaloproteinases (Doxiciclina)

Treatment of vaginal bleeding irregularities induced by progestin only contraceptives (Review) .
2013 The Cochrane Collaboration. Published by JohnWiley & Sons, Ltd.

Abdel-Aleem H, d’Arcangues C, Vogelsong KM, Gaffield ML, Giilmezoglu AM
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herpei{wiw: theeochranelibrary. com




SANGRAMENTO IRREGULAR COM METODOS HORMONAIS

COMBINADOS: O QUE FAZER?

Quais as estratégias para o0 manejo do sangramento?

Usuarias de contraceptivos com

Treatment of vacinal hlesdine irreonlarities indineed hv nronnoctoarnna (mininiliilace nihilac

Authors’ conclusions

Some women may benefit from the interventions
described, particularly with cessation of current bleeding.
Several regimens offer promise in regulating bleeding, but
findings need to be reproduced in larger trials.

The results of this review do not support routine clinical
use of any of the regimens included in the trials,
particularly for long-term effect.)

(Doxiciclina)

Treatment of vaginal bleeding irregularities induced by progestin only contraceptives (Review) .
2013 The Cochrane Collaboration. Published by JohnWiley & Sons, Ltd.
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SANGRAMENTO IRREGULAR COM METODOS HORMONAIS COMBINADOS: O QUE FAZER?

Pilulas combinadas

* Nos primeiros 3 meses manter o metodo.

« ApOs 3 meses:
— AINH 1 a 2 sem (lIbuprofeno, ac mefenamico..) ou

— Estrogénio 1 a 2 semanas ou ate cessar o sangramento:
» Estrogénio conjugado 0,625 a 1,25 mg/ dia
« Estradiol 0,5 a 1 mg/ dia

— Auséncia de resposta - mudar a formulacao da pilula:
« Aumentar a dose do estrogénio e/ou
« Trocar a progesterona.

« Sangramento com regime estendido: interromper
por 3 a 4 dias e voltar ao esquema.

Shrager S. Am Fam Physician 2002; 65:2073



SANGRAMENTO IRREGULAR COM METODOS HORMONAIS COMBINADOS: O QUE FAZER?

Composicoes progesterona isolada

« 12linha: AINH ou estrogénio isolado por 1 a 2 semanas.

« 22linha (se o sangramento persiste):
— Pilulas de progesterona: mudar para COC
— Injetavel trimestral ou Implante:
 Adicionar COC baixa dose (15-20 mcgEE) por 2 a 3 meses.
* Remover o implante se persistir 0 sangramento.

* Repetir o esquema hormonal se apresentar futuros
episodios.

Shrager S. Am Fam Physician 2002; 65:2073



SANGRAMENTO IRREGULAR COM METODOS HORMONAIS

COMBINADOS: O QUE FAZER?

SITUACAO CLINICA 1

Paciente de 15 anos, com gquadro de hipermenorragia, usando
composicao com EE 30ug + Ac Ciproterona ha 2 meses e
continuava sangrando. US pélvico endométrio de 4,9mm.

Queria usar esquema estendido para ndo menstruar.

Iniciado EE 30ug + Gestodene. Usou por 3 meses e continuava
com sangramento abundante. Exames sanguem normais.

US pélvico: endometrio de 10mm.

Prescrito esquema com EE 30ug + Levonorgestrel — inicialmente 3x
por dia descrescendo até 1 comprimido por dia e continuou com EE
30ug + Levonorgestrel.

Refere diminuicdo do sangramento.



SANGRAMENTO IRREGULAR COM METODOS HORMONAIS

COMBINADOS: O QUE FAZER?

SITUACAQO CLINICA 2

Paciente 13 anos, paraplégica queria esqguema para nao menstruar.
Iniciou adesivo transdermico esquema estendido. Apresentou
sangramento intenso.

Trocado para EE 30ug + Gestodene. Continuou com sangramento
prolongado. Exames normais.

Optou para usar adesivo novamente. Nao parou o sangramento.
Associado acido tranexamico = sem resultado.

Associado estradiol 1 mg + adesivo - sem resultado.

Trocado para EE 20ug + Levonorgestrel = sem resultado

US pélvico: endometrio de 9,6mm (em uso de contraceptivo
continuo)

Optado por AMP trimestral - amenoréia e atualmente em
discussao sobre DMO e AMP trimestral.




SANGRAMENTO IRREGULAR COM METODOS HORMONAIS COMBINADOS: O QUE FAZER?

CONSIDERACOES FINAIS

« Investir na orientacédo sobre os métodos hormonais e padrao de
sangramento esperado com qualguer método escolhido.

« Afastar outras causas gue possam contribuir ou causar o
sangramento:

o Esquecimento (causa mais comum)
o Tabagismo (efeito antiestrogénico)
o Dieta vegetariana/ vegana
o Infeccéao por clamidia
o Uso de medicamentos
o Alteragcbes endometriais
« Se 0 sangramento ocorre nos 3 primeiros meses reassegurar para a

paciente que o efeito contraceptivo ndo esta sendo afetado se ela
estiver usando de modo correto.



SANGRAMENTO IRREGULAR COM METODOS HORMONAIS COMBINADOS: O QUE FAZER?

CONSIDERACOES FINAIS

« Sangramento que persiste por mais de 3 meses deve ser
iInvestigado para afastar outras causas e avaliar endométrio.

» Medidas terapéuticas devem ser individualizadas:
— Iniciar com uso de antiiflamatorios e/ou acido tranexamico.
— Aumentar dose de estrogénio e manter progesterona
— Mudar a composicao hormonal.

 Manter um canal de comunicacdo com as pacientes para que se
sintam seguras para tirar davidas evitando o abandono do método.
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