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Contraception in Ancient Times

# Ancient Greeks: magic, superstiion, herbs

~ Egyptians: fumigating femaie genitalia,
lampan soaked in herbal kguid & honey,
inserting a mixure of crocodile feces, sour
milk, & honey

# South Africa; insert vegetable seed pods
# Africa: inserl a grassy cendcal plug

~ Persia; insert alcohal soaked sponges

# Greace; insert amply pomegranate hakes
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Effectiveness of family planning methods*

Most

Effective Implant

Rewversible
Intrauterine Device

Permanent

Male Sterilization Female Sterilization

How to make your method
mast effective

/f___ [Vasectomy) {Abdominal, Laparoscopic, Hysteroscopic) After procedure, little or
/ v @'ﬂ_‘% ff—":-"- _— T nothing to do or remember.
Less than 1 pregnancy / > [ = 2N Vasectomy and
per 100 women in a year //' i a:_l \ I'_"-.I b"'l' I\ W P ¢ hysteroscopic sterilization:
- N ll\@\__}jl db Use another method for
0.05 % LNG - 0.2 % CopperT-0.8 % 0.15 % 0.5 % first 3 months.
Injectable Fill Injectable: Get repeat
injections on time.
_ ,, Pills: Take a pill each day.
6-12 pregnancies per D000 Patch, Ring: Keep in place,
100 women in a year W change on time.
Diaphragm: Use correcthy
g0g every time you have sex.

Male Condom

=\

T8 or more pregnancies
per 100 women in a year
18 %

Female Condom

24 % parous women
12 % nulliparous women

Condoms, sponge,
withdrawal, spermicides:

Use correctly every time
you have sex.

Fertility awareness-based
methods: Abstain or

use condoms on fertile
days. Mewest methods

Fertility-Awareness Spermicide {Standard Days Method
Based Methods and TwoDay Method)
i 3 may be the easiest to use
BEBRSEEAaE 5 d I
=Teh J‘EP{H 7 *-H'owq}-\ an cqnsequent ¥ more
e [ [P [ [ [ T fr;.r‘% ] effective.
[ 2= za| 2526 |27 |28 e
Least RO HEE
Effective 24 % 28 %
CONDOMS SHOULD ALWAYS BE USED TO REDUCE THE RISK OF SEXUALLY TRANSMITTED INFECTIONMS.
Other Methods of Contraception

Lactational Amenorrhea Method: LAM is a highly effective, temporary method of contraception.
Emergency Contraception: Emergency contraceptive pills or a copper IUD after unprotected intercourse substantially reduces risk of pregnancy.

Sources: Adapted from World Health Organization (WHO) Department of Reproductive Health and Research, Johns

Hopkins Bloomberg School of Public Health/Center for Communication Programs (CCP). Knowledge for health project.
Family planning: a global handbook for providers (2011 update). Baltimore, MD; Geneva, Switzerland: CCP and WHO;
2011; and Trussell J. Contraceptive failure in the United States. Contraception 2011;83:397—404.




Oppovikn avttcUAANYN

KaOnuepwvi Xpnon
— AVTLOUAANTITIKO XATTL

— JUVOUOOUOC OLOTPOYOVWV Kol
TIPOYEOTAYOVWV

— Mpoyeotayova povo-(mini pill,POP)
Mn ka®nuepvi xpon
— AladepUIkA oKevAopaTa
— Evéountpkd okevdopata
— Evéolpa okevaopoata
— Emeilyovoa avticUAANYN
YREP -YYNnAR amoTEAECUATIKOTNTO
— Maokpoxpovia, avaoTtpEPLuUn
— Aev amouteltol TPoypaAUATIONOC
TPV TNV oe€ovalikn emadn
Kata-latpiky e€étaon/mopoakolovBnon
* [lapevepYeLeG
* Aev mapExetal mpootaocia Evavil STD
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“That’s right boys...
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* OLOTPOYOVA KOL TIPOYECTAYOVO OE OTABEPEC TTOCOTNTEC
* Awpaoika

* otoBepr MOOOTNTA OLOTPOYOVOU

* TOCOTNTO TIPOYECTOYOVOU aUEAVETOL 0TO HEVTEPO UEPOC TOU KUKAOU
* Tpupaowka

* MooOTNTA oLoTpoyovou otabepn N dStadopormolovpevn

* TTOCOTNTO TIPOYECTAYOVOU AUEAVETOL OE TPELC GAOELC

A Cochrane review of triphasic and monophasic COCs found:
scomparable efficacy but, less spotting, breakthrough bleeding, and amenorrhea
with triphasic oral contraceptives

van Vliet HA, et al. Cochrane Database Syst Rev. 2006;3:CD003553




Reduction in Estrogen Dosage Over Time
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*Oral contraceptives containing mestranol Petiti D. New Engl J Med 2003, 349: 1443



AVTIGUAANTTTLKO YOATTL

2UVBeTIKG oloTpoyova (EE)/mrpoyeoTtayova (PR)

Generation Progestins Notes
norethynodrel, norethindrone, Low potency, well tolerated, more
norethindrone acetate, and breakthrough bleeding with low
First ethynodiol diacetate doses of estrogen

Higher potency, less breakthrough
Levonorgestrel, norgestrel, bleeding, more androgenic side
Second norgestimate effects

desogestrel, norgestimate,
Third gestodene Decreased androgenic side effects

Anti-androgenic and anti-
Fourth drospirinone mineralocorticoid effects




Oppovikn avitouAAnyPn- COCs

Mnyowviopnog Spaonc-

* KataoteAetal n €kkpon FSH/LH

* Apdon mpoyeotayovwy otnv tpaxnAtkn BAEvvn kol To evéouATpLo

* Amnotponn woBulaklopnéiag, petadopac oneppatolwapiwyv kot epdUTELONC
wapiou

Napevepyeleg

* Awuoppola dtaduync (<25%)-otnv Evapén, Kok CUPUOPDWON, KOTIVIOTPLEG

* Apunvoppola

* Noavtia

* EvalwoBnola paotwv

* AuVénon Bapoug

*  JuvaloOnuatikn aotabela

* AMayeg tng libido



Av¢non Bapouc kot COCs

Reubinoff et al., Prospective, No statistical difference
1995 randomized in weight gain (>0.5 kg)

(N=49) between users of oral
contraceptives (30 ug EE) and
nonusers

Systematic review | No association between

Gallo MF et al of randomized combination oral
2006 controlled trials contraceptives and weight
\ gain /

Goldzieher JW, et al. Fertil Steril. 1971;22:609-623; Reubinoff BE, et al. Fertil Steril. 1995;63:516-521;
Gallo MF, et al. Cochrane Database Syst Rev. 2006;(1):CD003987



Advantages of oral contraceptives?®®

Reduction of ovarian and endometrial cancer risk
Decreased benign breast disease

Reversibility and quick return to fertility

Favorable bone mineral density profile

Reduced risk of benign ovarian tumors and ovarian cysts
Reduced risk of colorectal cancer

Reduced dysfunctional uterine bleeding

Decrease in menstrual flow and menorrhagia

Decrease in primary dysmenorrhea

Decreased risk of iron deficiency anemia

Improvement in hirsutism and acne

Decreased perimenopausal vasomotor symptoms

Decreased risk of premenstrual syndrome (PMS)/premenstrual

Endotext; Sarah Horvath, MD, MSHP, Courtney A Schreiber,

dysphoric disorder (PMDD MD., MPH and Sarita Sonalkar, MD, MPH



Contraindications for the use of combined oral
contraception

Estrogen-containing contraception Should not be used for women with the following
conditions:
» Known presence or history of deep venous thrombosis or pulmonary embolism;

» History of cerebral vascular accident, coronary artery or ischemic heart disease;

» Diabetes with microvascular complications (neuropathy, retinopathy), duration greater than 20 years or
older than 35 years;

 Personal history of estrogen-dependent cancer including current or history of breast cancer;
* Current pregnancy;

» Migraines with aura, focal neurological symptoms, vascular risk factors, vascular disease, or age
greater than 35 years; antiepileptic treatment

- Smoker, age greater than 35 years; <15 cigs/d: RR X3 >15cigs/d: RR X21
* Hypertension

* Liver disease (benign hepatic adenoma, liver cancer, active viral hepatitis, or severe cirrhosis);

» Major surgery with prolonged immobilization or any surgery of the legs;

Endotext; Sarah Horvath, MD, MSHP, Courtney A Schreiber, MD, MPH and Sarita Sonalkar, MD, MPH



Nonfatal Venous Thromboembolism
(risk in perspective)
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Food and Drug Administration. FDA Talk Paper. Nov. 24,
1005



COCs ka1 kiduvog yia OpoppBoeuBoAika eTreiIcodIa

Factor V Leiden carrier 6-8 (24-40)
Factor V Leiden carrier + OCs 30 (120-150)
Factor V Leiden Homozygote 80 (320-400)

Protein C or S deficiency 6-8 (24-40)

Protein C or S deficiency + OCs 6-8 (24-40)

Endotext; Sarah Horvath, MD, MSHP, Courtney A Schreiber, MD, MPH and Sarita Sonalkar, MD, MPH



Table 2. Age-Specific Estimates of the Excess Rates of Myocardial Infarction,
Ischemic Stroke, and Venous Thromboembolism Attributable to the Use
of Low-Estrogen Oral Contraceptives and Pregnancy-Related Mortality.*

Variable Age
20-24 30-34 40-44
¥r Yr X
No. of excess cases of myocardial infarction |
and ischemic strokefattributable to oral-
contraceptive use (per 100,000 woman-yr
of use)t
Among nonsmokers 0.4 0.6 2
Among smokers 1 2 20
Among women with hypertension 4 7 29
No. of pregnancy-related deaths (per 100,000 10 12 45
live births)
No. of excess cases oflvenous thromboembolisml
attributable to oral-contraceptive use
(per 100,000 woman-yr of use)
With norethindrone, norethindrone acetate, 6 9 12

levonorgestrel, or ethynodiol diacetate

With desogestrel or gestodene 16 23 30

Petiti D. New Engl J
Med 2003, 349: 1443-
1450



OCs Kot KapKivoc

Relative riskt

Malignancies (95% ClI)

Main dataset*: .

i Large bowel or rectum 0.72 (0.58 to 0.90)| Conclusion:

~ Gallbladder o liver 0.55 (0.26 to 1.17) .. oral contraception
Lung 1.05 (0.82 to 1.35) was not associated with
Melanoma 0.92 (0.65 to 1.29) an overall increased risk
Breast 0.98 (0.87 to 1.10) of cancer; indeed it may
Invasive cervix 1.33 (0.92t0 1.94) even produce a net

Uterine body 0.58 (0.42t0 0.79) public health gain ...

| Ovary 0.54 (0.40t0 0.71)

Central nervous system or pituitary 1.34 (0.73 to 2.47)

Site unknown 0.64 (0.43 t0 0.95)
Other cancers 0.88 (0.79 to 0.98)
Main gynaecological 0.71 (0.60 to 0.85)
Any cancer 0.88 (0.83 t0 0.94)

Hannaford PC, et al. BMJ 2007



COCs ka Kivduvog yLal KopKivo Tou pootou

Results of a large epidemiologic studies suggest that COCs do not
cause breast cancer

Breast cancer risk in women who have not taken COCs for >10
years is the same as those who have never used them
However:

There is a slightly increased risk of diagnosis in current users of
COCs and in those who stopped taking them <10 years ago

Collaborative Group on Hormonal Factors in Breast Cancer. Lancet.1996;347:1713-1727

Collaborative Group on Hormonal Factors in Breast Cancer. Contraception. 1996;54:1S-106S.
Marchbanks PA et al. NEJM 2002, 346: 2025-2032



WHO

The World Health Organization (WHO) has the following recommendations:

*Combined oral contraceptives can be used safely by women of any age who
are non-smoking, normotensive, and non-diabetic.

*For women who smoke, and are 35 years or younger, oral contraceptives
containing 35 micrograms or less are recommended.

For women who smoke and are 35 years or older, oral contraceptive use
is contraindicated.



Oppovikn avtioUAANnYn- Npoyeoctayova
(mini pill, POPs)

ALLYWG TTPOYECTAYOVO
* Norethindrone — =N =
* Norgestrel _— |
* Dienogest
MAeovektipota
* Ornovu umapyxel avtevoelén yla olotpoyova
* Xprowa otn nepiodo yadouyiag
* Aev amatteitat StakoAmikn edpapuoyn
Melovektipata
* YPnAdtepa mMOooOTA EYKULOOUVNG
* Kbotelc wobnkwv
* Napaiewpn doonc-peyalutepoc kivbuvog eykupoouvng amo OCPs
Visanette 2mg x 28 tbl




Eneiyovoa avticUAAnYn

uvduvacopuoc EE/Pr
— EE 0.1mg / norgestrel 1.0mg
— 2 600¢1¢ -1 xam ava 12 wpeg
— AmnotpEéneL eykupoouvn 75%
— YynAn 66on EE-
* vautia 50%, €uetol 20%
* XapnAn cuppopdwon
Mpoyeotayova | |
— Levonorgestrel Logestre| >
— Mia 860on 1.5mg 1 2 §60¢elc 0.75mg o€ 12 WPEC >
— 1n 800on 120 wpeg peTd TNV oe€ovaAikn emadn
MAgovekTApata e
— [leplLooOTEPO ATMOTEAECUOTIKO, KOAUTEPA OVEKTO
— ANYPn oe pia 66on
— [potiudral o€ yuvaikeg pe Lotoptlko OEE
Melovektrpato —
— Meétplou BaBuou vautia, Epetol, (AAN KoL KAUOTO ; m —
EvSeifelc N L =
* Ateln pETpa avtloLAANYNG
* Mapalewpn 2 ] MEPLOCOTEPWV AVTLOUAANTITIKWY XOTTLWV
* 75% amnoteAecpatikotnTo HEXPL Kat 120 wpeg petd TNV oe§ovalkn enadn
* Aev dlokormretal /BAATETAL APXOUEVN EYKUHOOUVN




Type of Contraceptive

Combination estrogen—progestin

Transdermal patch (Ortho Evra)

Vaginal ring (NuvaRing)

Progestin only
Levonorgestrel-releasing intra-

uterine device (Mirena)

Etonogestrel implant (Implanon)

Injectable DMPA

Depo-Provera

Depo-SubQ Provera

Daily Hormone

Release Schedule of Use
Non-oral
Ethinyl estradiol, Use 1 patch/week for Hormonal
20 pg; norelges- 3 weeks, remove

tromin, 150 ug for Lweek, repeat - CONtraceptives

with new patch

Ethinyl estradiol, Insert ring for 3 weeks,
15 pg; etonoges- remove for 1 week,
trel, 120 ug repeat with new ring

Approximately 20 yg ~ Upto Syr

60-70 pg initially; Upto 3 yr
25-30 pg by end
of year 3

150 mg, intramuscular Every 3 mo

Kaunitz AM. NEJM 2008,

104 -
04 mg, subcutaneous  Every 3 mo 358: 1262-1270



Awodeppika patch
(EE+Progestins)

Entimeda petd amo 48 wpeg

SUVEYAC taapoxyn @ s TSR DA DR YR
Xns Poxn 28-day cycle 28-day cycle

— 150 pg norelgestromin, I I I I I
— 20 pg ethinyl estradiol

Week1 Week 2 Week3 Week4 Week5
MAeovekTApata

— MNoapoakdprmntetal to MEX

— AnoteAeopatikotnta apopota pe OCPs

— EBSopadiaia epappoyn- KaAUTeEPN cUppOpdwon

— Aev arnattel SlakoATikn epappoyn
Melovektipota

— Tormukog epeblopoc

— ALyOTEPO ATIOTEAECHATIKA OE TIOXUOOUPKEC YUVOALKEC

— MNoapopolec apevépyeleg e OCPs, upnAdtepn ouxvotnta paotoduviag

— Od¢EAN népav TN avtloUAANY NG apopota pe OCPs, 0L KAAN TEKUELPLWON

— Opato

Abrams LS, et al. J Clin Pharmacol. 2001;41:1232-1237, 1301-1309; Abrams LS, et al. Contraception.

2001;64:287-294;
Creasy GW, et al. Semin Reprod Med. 2001;19:373-380.



Breakthrough Bleeding and/or Spotting

Percentage of
patients

Audet MC, et al. JAMA. 2001;285:2347-2354,
©2001, American Medical Association.



Vaginal Ring S

Vaginal Ring (Nuvaring)

(EE+Progestins)

Nuvaring B eTOVOYEOTPEAN Kal atBvuAoLloTpadLoAn, pUe

Ethinyl estradiol/etonogestrel ring neon nocotnta 0,120 mg kat 0,015 mg
QVTLOTOLXWG ava 24 wpeg, yla tepiodo 3
eBSopadwv

ATOQUYN EYKVROGUVIG " Nt

EAL016TOTOLEL TIC OPUOVIKES " Nt

owaTapayés

AN\ 0QEMN B PyOuiom kokAov

Grimes DA, Wallach M, eds. Modern Contraception: Updates from The Contraception Report. 1997; Hatcher RA,
Nelson AL. In: Contraceptive Technology. 2004:391-460.



Intra Uterine Device
Mnxaviocpég dpdaong
*[NapeptTodilel yerakivnon kai €mpiwon Twyv otrepparolwapiwyv

*[MapepTTodifEl TNV EPPUTEUCN \\\\
XaAkou \)

Levonorgestrel
20 g of levonorgestrel every 24 hrs

-

Ol --I.__i Cw T __=
= = = = = iy
= o = &= = == =

-— tey == = E= = =o = Eo
= = 7 T }ﬁ’"—?'-:_ = =] e — "y . = =
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{ ¢ d
II "
.l\.
PARAGARD LILETTIA MIEE=MNA SRKY LA
L1.3 % 1.4 inches 1 rMax13imches rM3Ixl 3inches L11 x 1.2 inches J

Key differences between different IUDs

D Mechanism v Years it lasts Your period is more likely to get Failure rate

FParagard Copper 12 Heawvier 0O.8%
Mirena Hormone 5 | Lighter 0.2%6
Sklya Hormone 3 . Lighter 0.2%

|



IUD

TonoBétnon
— lotoplko: STDs, oe€ovaAlkni SpaotnplotnTa, EEWUATPLO
— Tuv/kn g€€taon: Ocon, nEyeboc untpac,Pap test, KAAALEPYELEC
— Exkmaidevon, cupBouAeuTikn

Avtevdeielc

— YynAou kwvduvou yia STDs,un duolodoylkn atpoppola,tpocdatn Aolpwén
nuelou,Actinomyces o mpoodato Pap test, dtokog,eykupoouvn,N.
Wilson, aAAepyla otov YaAKko

ETuTAOKEC
— OAeyuovn, umtepunvoppola, Hetakivnon, dtdtpnon (<0.1%), amotuxia, eEWUNTPLOC
AA\a 0pEAN

— EAdTtTtwon kwduvou kapkivou evbountpiou, avtlpetwrion pntpoppayiog (97%) ko
armoduyr VOTEPEKTOUWY, SuounvoppoLag, Alyoug evbopntplwong, mpoAnyn
urtepmAaoiag evdountpilou o€ YUVaLKEC UTIO oloTpoyovobBeparneia,



Fertility of Nulliparous Women After Removal of an IUD

0,8
&7

o

o - ‘:::::::::

12 18 24 30 36 42 60

Months Since Discontinuation

Doll H, et al. BJOG. 2001;180:304-314.



Oppovikn avttoUAANYNn-Evéolpa okevaopota

* Depo Provera
— Kabe 3 pnveg
— Medroxyprogestin acetate 150mg

— MAgovekTRpota
* YYnAn anoteAeopatikotnTa
* AnYPn ava 3 uRveg-kaAutepn cuppopdwon
* XpOlo o€ AVTIEVOELEN OLOTPOYOVWYV
* Mewwvetat o Kivéuvog Kapkivou evéountpiouv
— Melovektipata
* Awpoppota Staduync Kol apnvoppoLa cuxva
* AU&non Bapouc, KoWLako aAyoc, KatdbAwpn
* Makpoxpovia xprion Umopetl va euBUveTaL Yot ammwAELd 00TIKAC HAlog
* Emavaktion yovipotnTtac LETA armo 6-12 HAVEC



Depot-Medroxyprogesterone Acetate and Bone
Mineral Density

Bone Mineral Density (%)

Mean Change in Lumbar Spine

24 48 96 144 192 240 , 24 48 96

During Treatment Posttreatment

*P<0.001 (Weeks)
Kaunitz AM, et al. Contraception. 2006;74:90-99.



Contraceptive Efficacy Within the 1st Year

[
<

Percent of Women Experiencing an
Unintended Pregnancy

COCs Patch Ring Injectable IUD Implant Female
Contraceptive Sterilization

Hatcher R, et al, eds. Contraceptive Technology. 2004.



[MTAEOVEKTNMOTO TTPOYECTOYOVWV

Non-contraceptive benefits of DMPA
Decreased risk of:

Endometrial cancer

Iron deficiency anemia

Pelvic Inflammatory diseases

Ectopic pregnancy

Uterine Leiomyomata

Improvements of the following conditions:
Menorrhagia/Dysmenorrhea

Premenstrual syndrome symptoms

Pain in women with endometriosis

Seizures refractory to conventional anti-convulsants
Hemoglobinopathy

Endometrial hyperplasia

Vasomotor symptoms in menopausal women

Pelvic pain/dyspareunia in ovarian origin post hysterectomy
Metastatic breast cancer

Metastatic endometrial cancer



Avtevdeifelc-npoyeoctayova

Progestin-only contraception should not be used for women with the following conditions:
« Known or suspected pregnancy, unexplained vaginal bleeding, breast cancer

There is no evidence that progestin-only methods
increase the risk of cardiovascular events in a
fashion similar to the combined oral contraceptive
initiated in the following conditions: pill. Even though there is no evidence that progestin-
only contraceptives cause cardiovascular events, the
- Suspected uterine infection, product labeling might still list active cardiovascular
disease (or history of disease) as a contraindication.

Progestin-only IUDs should not be

*Cervical cancer

Caution should be used when prescribing progestin only pills in the following conditions:
- Concurrent medication that cause progestins to be metabolized more rapidly:

« anti-seizure medications: phenytoin, carbamazepine, primidone, phenylbutazone, felbamate,
ozcarbazine and lamotrigine (lamotrigine levels decreased by progestins)

« antibiotics: rifampin/rifampicin, ritonavir- boosted protease inhibitors
« Women who have undergone bariatric surgery may have difficulty with absorption.

Endotext; Sarah Horvath, MD, MSHP, Courtney A Schreiber, MD, MPH and Sarita Sonalkar, MD, MPH



day with reduced
free interval

)y e L L

Ethinyl estradiol,
0.15 mg, 21 tablets; 2 placebo
tablets and ethinyl estradiol,
10 g, 5 tablets (Karivay)
Ethinyl estradiol, 20 yg — drospirenone, 3 mg,
24 tablets; and 4 placebo tablets (Yaz{)

Ethinyl estradiol, 30 yg — levonorgestrel,
0.15 mg, 84 tablets; and 7 placebo
tablets (Quasense;)

Norethindrone, 0.35 mg (Camila,}
Erring)

8

Greate

" o 1w g bl
i P e s — e et

r suppression of ovarian follicular
activity than with 7-day placebo interval

SRR

Initially more unscheduled bleeding than with
monthly regimens; scheduled bleeding
episodes each 3 mo

More unscheduled bleeding than with com-
bined oral contraceptives; dose may be
inadequate to suppress ovulation; failure *
rate may be higher than with combination
estrogen-progestin oral contraceptivest

i S ) A ST




Approved Regimens That Shorten the Hormone-
Free Interval

Estrogen

Brand Name Progestin Dose Regimen
Dose
Seasonale® 30 ug EE | 150 ug levonorgestrel 84/7
don g 84/7*
Seasonique 30 ng EE 150 ng levonorgestrel
*7 days 10 ng EE
Yaz 20 ug EE 3 mg drospirenone 24/4
i 24/4*
Loestrin 24 Fe 20 pg EE SO T e ;
acetate *4 days of iron
Lybrel 20 ug EE 90 ng levonorgestrel 20 Cayy (on:

cyclic daily dosing)




Efficacy and Tolerability of an Extended-Cycle (84/7) Oral
Contraceptive Regimen*

Discontinuations Due

Pregnancy to Adverse Event(s)
2 - 15 -
c
o 0
£ 3
01,5 -
; “;_ 10 -
Y
o o
V)
% o1 o
(] ]
ofd L
c c
) v 51
O o
a—, 0,5 - o
o a.
Conventional Extended- Conventional Extended-
cycle cycle

*30 ug ethinyl estradiol/150 pg levonorgestrel
Anderson FD, Hait H. Contraception. 2003;68:89-96.



AvtioUAANYN - epdutevpata

*  XopaKTnPeLoTKA
* [pryopn amokataoTaon yoviuotntag 3 UNVeg LETA TNV adaipeon

*  JUVEXOUEVN avTlooUANTTIKA §pdon yla 3 xpovia

* Aev nepLEXEL OLOTPOYOVA

KataAAnAa katd tnv yalouvyia, 4 RS LETA TOV TOKETO
Apdon PETA TNV MPWTN META TOTOBETNONC
QoBuA\akiopnéia o <5% peta toug 30 URVEC XpPNoNG
ToroOgtnon/adaipson and ylotpo

AveruOUuntec evépyeleg: 23%

Alnoppola dtaduyng: 13%

Axkun: 14.5%

JuvaloOnuartikn aotabela: 14.2%
KedalaAyia: 12.7%

Auénon Bapoug: 12.1%
Auvounvoppola : 9.7%

KatabAwpn: 7.3%

Tomkeg avtidpaoelg: Hmio dAyog: <5%

El alamy stock photo

The IMPLANON US Study Group. Contraception. 2005;71:319-326

Kaunitz AM. NEJM 2008, 358: 1262-1270



Risk Factor

Obesity

Smoking
Hypertension
Diabetes

Migraine

None of the above

GUIDELINES

ACOG

Progestin-only or intrauterine contra-
ception may be safer than combi-
nation estrogen—progestin contra
ceptiony

Progestin-only or intrauterine contra-
ception should be used

Progestin-only or intrauterine contra-
ception should be used

Progestin-only or intrauterine contra-
ception should be used

Progestin-only or intrauterine contra-

L

ealthy women who are nonsmokers

nation contraceptive can continue
this method until 50-55 yr, after
weighing the risks and benefits

doing well with the use of a combi-

Guidelines

WHO

Benefit usually outweighs risks:

Risk unacceptable
Risk unacceptable
Risk unacceptable
Risk unacceptable

For women =40 yr, the risk of cardiovascular disease
increases with age and may also increase with com-
bined hormonal contraceptive use; in the absence
of other adverse clinical conditions, combined hor-
monal contraceptives can be used until menopause

Kaunitz AM. NEJM 2008, 358: 1262-1270



COCs otnv £dpnPeia

* 2UMMOPpYWOonN KaTtd 45% peTd atrd 3 uAVES Xpnong, 33% META aTro
1 éTOG

*H aué¢non Bapoucg atroTeAei Tov HeyaAUTEPO PORO TTOU 0dNYEi OTNV
OIOKOTIN

Ofparta ap@ioBRTNONG

* YTTOYyovINOTNTA, OUYYEVEIC avwPaAieg, Kkapdlayyelaka, dIaTapaxeg

AVATITUENG

*2.0vdeOn TNG AINOPPEOIAG DIAPUYNG UE TA AVWTEPW

Clark LR. J Pediatr Adolesc Gynecol. 2001;14:153-162



Aloxeilpnon TNG MEPLEHHNVOTIAVGLAKNAC YUVALKOLG

AVTIOUAANTITIKA OKEVAOHOTA:

* MNpoAnYn avemBOupNTNG EYKUHOGUVNCG.

* OuumnoAoureg opUoVIKEC Bepareieg 6ev emapkoUV yla avtloUAANYN
* BeAtiwon Twv ayYELOKLVNTLKWY CUUTTWUATWVY

* EAATTWON KWWOUVOU YUVOLKOAOYLKWY VEOTIAQLGLATWYV

* [lpootaocio 00TKNAC Halog

Mpoteivovtat OAec ol popd£C oproVIKAC avTtltoVAANY NG/ e€atopikevon
* COCGCs

*  AlabdepuLka

* |UD

* KoAmikoc SakTUALOG



Abortion Ratio by Age Among Women Who Obtained a
Legal Abortion—2000

800 -
700 -
600 -
500 -
400 -
300 -
200 -
100 -

0 -

Abortions per 1,000 births

<15 15-19 20-24 25-29 30-34 35-39 >40

Age (years)
*Data from 46 states, the District of Columbia and New York City.

Elam-Evans, et al., for the Centers for Disease Control and Prevention. MMWR. 2003;52:1-32.



COCs Maintain Bone Mass in
Women Aged 41-49 Years

Reference Standard
Oral Contraceptives
Control
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o

12 18 24 30
Months of Use




Ethinyl Estradiol + Desogestrel

Gracial

Laurina

Mercilon

Trigynera

Ethinyl Estradiol + Gestorene

Meliane

Ethinyl Estradiol + Drospirenone

Yasmin

Yasminelle

30ug+125mg(x15), 40ug+2mg(x7)
30ug+100mg(x7), 30pg+150mg(x7 ),50u+35mg(x7)
20pg+150mg(x21)

30ug+50mg(x6),40ug+70mg (x5),30ug+100 mg(10)

20pg+75mg x21

30 pug+3mgx21
20 pg+3mgx21

Estradiol Hemihydrate + Drospirenone

Angeliq

Ethinyl Estradiol + Chlormadinone

Labous

1mg+2 mg

30pg+2mgx21



OepaTtreia
OpMOVIKAG YTTOKATAOTAOCNG
OTN METEMMNVOTTAUCIOKE YUVAIKO



AnoteAéopata WHI, HERS, WHI-Owotpoyova kat AAAwV HEAETWV

AMEC WHI HERS WHI-CEE
Nooog 2XETIKOXZ KINAYNOZ
Ca paoTtou @ 1,3 0.77
<5 xpovia 1,1
> 5 Xpovia
Ca Evrepou 0,66 0,63 0,69 1,08
Kdarayua 1oyiou 0,75 0,66 1,10 0,61

AEE » @»
Mv. EuBoAR @ @19 G139
21£@. N6éoog 0,99 0.91

0,61

1,29




Awapopéec otn ouxvotnTa EPPAVIONC KUPLOTEPWV VOOHHATWY GTOXWV
HETOEY LETEMHMNVOTIOUCLAKWY YUVOLKWV o€ OO0Y kot placebo

Noonua oToxX0g 2 Xpovia Anwng 5.2 Xpovia AQung
(Ap. emiTAéov TrepioTaTiKWY ava 1000 yuvaikeg)

Kapdiayyelaka 3 emmITTAéoV 4 emiITAéov

AEE 1 emiTAéov 4 eTITTAEOV

OpopuBoeuBOAIKN 6 emiTTAéOV 9 emiTTAéOoV

vooog

AinOnTiké Ca Maotou Kapia diagopd 4 emiTAéov

Kdarayua ioxiou 1 AiyéTepo 2 AiyoTepa

Kapkivog evrépou Kapia diagopa 3 AiyoTepa

Oadvarol Kapia diagopa Kapia diagopd

Writing Group for the Women’s Health Initiative Investigators. JAMA. 2002;288:321-333.



0.05

0.04

0.08

0.02

Cumulative Hazard

0.01+

Coronary Heart Disease

HR, 0.91
(95% ClI, 0.75-1.12)

Stroke

HR, 1.39
(95% CI, 1.10-1.77)

Women’s Health Initiative (WHI)

Part Il

JAMA, 2004; 291:1701-1712

Pulmonary Embolism

HR, 1.34
(95% Cl, 0.87-2.06)

CEE
— Placebo




Cumulative Hazard

0.05-

0.04

0.03+

0.02+

0.01+

Invasive Breast Cancer

HR, 0.77
(95% ClI, 0.59-1.01)

Hip Fracture

1 HR, 0.61
(95% Cl, 0.41-0.91)

—

Global Index
0.207 HR, 1.01

(95% Cl, 0.91-1.12)
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Hormone Therapy and the Progression
of Coronary-Artery Atherosclerosis
in Postmenopausal Women

Estrogen plus Progestin and the Risk of Coronary Heart Disease
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A E. W A0 CrPH. Judith Hsia ’ \ .0 P H. Jaccues E. Rossouw, 3.0
’ . ) Maurizio Trevisan, M.D., Hanry R. 1

Mean follow-up time (mo)

CHD

Nonfatal Ml
Including silent Ml
Excluding silent M|

Death due to CHD

CHD, revascularization, or angina
CABG or PTCA
Hospitalization for angina
Confirmed angina
Acute coronary syndrome

Congestive heart failure

Estrogen-plus-
Estrogen plus Progestin and the Risk of Coronary Heart Disease Progesn n Grou P

(N=8506)

67.8

188 (0.39)

151 (0.31)
147 (0.31)

(

(

39 (0.08)
369 (0.77)
214 (0.45
172 (0.36
106 (0.22
322 (0.67

(

)
)
)
)
113 (0.23)

no. of cases (annualized p

14

Adjusted
Hazard Ratio

Adjusted
95% ClI

0.97-1.60

0.96-1.70
0.97-1.74

0.65-1.89
0.82-1.22
0.77-1.31

0.65-1.13

0.57-1.17
0.83-1.28
0.69-1.42

Adjusted
95% ClI

0.97-1.60

0.96-1.70
0.97-1.74

0.65-1.89
0.82-1.22
0.77-1.31
0.65-1.13
0.57-1.17
0.83-1.28
0.69-1.42
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Years since menopause
<10
10-19
>20

50-59 yr of age)

fes

Hot flashes (in women
50-59 yr of age)

Yes

No

<250
25.0-299
=30.0
Aspirin use (=80 mg/day)
Yes
Mo
Statin use
Yes

Mo

Hazard Ratio for CHD
05 1.0 1|.5 2.0 2i5

4.5

Estrogen-plus- Placebo P value for
Progestin Group Group Intaraction
Mo. of cases of CHD 0.0
(annualized percentage) '
0.36

7 [0.22)

31 (0.19)
63 (0.38)
74 (0.75)

L7 (0.20)

17 (0.20)
20 (0.24)

53 (0.36)
64 (0.38)
71 (0.44)

48 (0.53)
140 (0.36)

24 ([0.78)
164 [(L36)

27017

34 (0.22)
51 (0.32)
44 (0.46)

L7 02l

17 (0.21)
9 (0.12)

37 (0.27)
53 (0.33)
57 (0.38)

41 (0.46)

106 (0.29)

23 (0800

124 (0.29)

M ENGL | MED 340;6 WWW.NEJM.ORG

AUGUST 7, 2003




e NEW ENGLAND
JOURNAL of MEDICINE

1.81 (1.09-3.01

Estrogen plus Progestin and the Risk of Coronary Heart Disease

JoArn E. Mansen, M.D., CrPH., Judith Hsiz, M.D., Karen €. Joansan, M.D., M.PH. Jaccues E. Rossouw, 1.0,

Annlovice R. Assaf, Ph.D, Nommaq L Lasser, M.D,, Ph.D., Maurizio Trevisan, M., Henr R. Black, 1.0, 1 3 4 0 8 2 2 1 8
Susan R, Heckbert, M.D., Ph.D., Robert Detrane, M.D., Ph.D., Ora L. Stricelard, Ph.D., Natran D. Wong, Fh.D., - - - .

John R, Crouse, M.D., Evan Steia, M.D., and Mary Cushman, M.0, for the Worren's Healta Initiacive l-vestigators

Year of

Follow-up

1.25 (0.74-2.12

Cumulative Hazard Rate of CHD

. |1.45 (0.81-2.59)!

Years of Follow-up

. 10.70 (0.42-1.14)|

(
(
1.27 (0.64-2.50)|
(
(
(




Eppnvonavon, Aunidia kat @0Y (HRT)

ERT (estrogen replacement therapy)
YynAotepa enineda HDL-C, HDL,

—  EAdtwon tng nmatikng Autaong
YPnAotepa enineda Apo A-l, Apo A-ll

— Auadvetal n nmatikr cuvBeon
BeAtewwpévn Aettovpyia evéoBnAiov
XaunAdtepa enineda wvwdoyovou, PAI-1
XapnAotepa enineda Lp(a)
XounAdtepa enineda LDL-C

. Auéavetat o KataBoAlopoc , avénon vnodoxewv LDL-C
. Mewwveton n petarpornr twv VLDL o€ LDL-C
AUEnon tpLyAukepLdiwv

AU&non pkpwv ntukvwyv LDL, CRP, Factor VIil, Prothrombin fragment 1+2,
fibrinopeptide A

HRT (combination hormone replacement therapy)
. Muwkpotepn avénon HDL-C kat TGL
. MuwkpOtepeG, TUKVOTEPEC LDL
. XapnAotepa enineda Lp(a)



e NEW ENGLAND
JOURNAL of MEDICINE

EFTABLIHED [H 162 AUGUST 7. 2003 WLWY HOE

Estrogen plus Progestin and the Risk of Coronary Heart Disease

saouw, M 1)
ack, M.D

jodnn k. Mensar, M3, DreH_ judith 4sia M, Baran € Johnsoa, M 1)
Arinfouis: aTl
Susan |

|akin B, Crevse, MD, Evan Steln, MU, and Mary Cushman, M0, forthe Women's Festh Initialive Invest ioators®

Nathan [. Wong, Ph.D.,

ARSTRACT

Biomarker

Tatal chalesters|
« 3 mg/d|
208242 mgydl
»242 mgjdl

LOL cholesteral
<126 mgyd|
176-155 mg/dl
=155 mg/d|

HOL cholesterc]
47 mgfdl
4758 mg/d]

» 58 mg/dl

Trighyerides
« 108 mg/dl
100168 mgydl
= 16E mydl

Lpia) lpoprotein
<Img/d
12-31 mgd|
»31 mgjd

Fibrinogen
« 268 mg/dl
264345 mg/d
=345 mg/d|

Factor VIII:C
«43%
B3-125%

» 175%

C.reactive protein
« 1.7% mpliter
L28-3.57 mgjliter
=157 mpjliter

Macabo
Group

Estrogen-plus-
Progestin Group

Ne. of cases of CHD

i1 5
43 25
5l 1
4 il
41 13
51 14
&0 40
36 il
13 20
FiS 17
46 il
43 34
40 |
i 11
7 15
i FL |
40 8
47 ¥
ik 20
39 il
54 40
13 16
50 26
43 17

P value for
Interactsan

0.07

0.01

0.3

0.5

0.44

0.5

0.51

0.35

{Iil} 03

Odds Ratio for CHD

e I.I_‘n Iilil EiEn ]iI:I 15 40

45

.86

2103

3 LB
PR

{188

.56




WHI —-CEE ARM

* The researchers concluded that CEE lacks overall benefit for
prevention of chronic disease, including CHD, in

postmenopausal women and that its use for this purpose is
not warranted.

* These data support the current US FDA recommendations
that postmenopausal women take CEE in the smallest
possible doses and for the shortest possible time only to
relieve postmenopausal symptoms.

The Women’s Health Initiative Steering Committee. JAMA. 2004;291:1701-1712.



Oepareila OPLLOVLKNC UTIOKOTAOTAONC OTN
yuvaiko

TL Exoupe nAOeL;
— 'Eykaupn évapén: Mpwta 3 xpovia
— Aladopad petafl ayyelakng enimtwong Kat BeTkng §pAaong ML Twv TopaAyovIwy KvdUuvou

— Aladopetikd okevaopata HRT kat ERT?

— EWbkéC opadeg aoBevwv




EMAS (European Menopause Andropause Society)

IMS (International Menopause Society)
FDA

v Tuviotdtoal O0Y og HETPLO £WC EVIOVA OYYELOKLVNTIKA GUMITWHOTO OTN
HIKPOTEPN 6ooOoAoyia Kal yLa To SUVATOTEPO HULKPOTEPO SLaoTnpa

v Enavektipnon cuvéxionc OOY petd 3-4 xpovia AQPnG
v KivSuvog moAU pikpag yia xpion <2 €Twv

E¢atopikevon tng Oepamneiac oe KAOe yuvaika
ovaloya HE nAtkia, mapayovtec Kwvéuvou, BMI



Euxapiotw yia tnv mrpoooxn cag!!!!



	Slide 1
	Slide 2
	Slide 3
	Slide 4
	Slide 5
	Slide 6
	Slide 7
	Slide 8
	Slide 9
	Slide 10
	Slide 11
	Slide 12
	Slide 13
	Slide 15
	Slide 16
	Slide 17
	Slide 18
	Slide 19
	Slide 20
	Slide 21
	Slide 22
	Slide 23
	Slide 24
	Slide 25
	Slide 26
	Slide 27
	Slide 28
	Slide 29
	Slide 30
	Slide 31
	Slide 32
	Slide 33
	Slide 34
	Slide 35
	Slide 36
	Slide 37
	Slide 38
	Slide 39
	Slide 40
	Slide 41
	Slide 42
	Slide 43
	Slide 44
	Slide 45
	Slide 46
	Slide 47
	Slide 48
	Slide 49
	Slide 50
	Slide 51
	Slide 52
	Slide 53
	Slide 54
	Slide 55
	Slide 56
	Slide 57
	Slide 58

