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Choice of OCs

* Purpose of OCs Use
* Personal Factors == OCs Factors —) Effects

Side Effects
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Choice of OCs

* Purpose of OCs Use

* Contraception
* Control of Menstrual cycle — normal, AUB, PCOS,,,

e Control of Dysmenorrhea

* Control of Menorrhagia

* Control of Acne

e Control of Premenstrual syndrome
 Medical treatment of endometriosis,,,



Choice of OCs

Personal Factors — Relative Contraindications

Migraine headaches without aura
Controlled hypertension

Uterine leiomyoma

Gestational diabetes

Elective surgery

Seizure disorders

Obstructive jaundice in pregnancy
Sickle cell disease or sickle C disease
Gallbladder disease

Mitral valve prolapse

Systemic lupus erythematosus
Hyperlipidemia

Smoking

Hepatic disease

Leon Speroff. 151 edition



Generation of Progestogen

1 M| CH Norethisterone, Norethisterone Acetate, lynestrenol
2 N|CH Levonorgestrel (LNG), Norgestimate

3 M| CH Gestodene, Desogestrel

4 M| CH Drospirenone, Dienogest, Nomegestrel acetate

New Progestin : Gestodene, Desogestrel, Norgestimate
Decrease androgenicity : lower free-T



Type of OCs

EE 20 g (0.02mg) 2 M|[CH LNG 0.1mg

3A|CH Desogestrel 0.15 mg
Gestodene 0.075 mg

4 M| CH Drospirenone 3mg

?

EE 30 g (0.03mg) 2 M|CH LNG 0.15mg

3A|CH Gestodene 0.075 mg
4 M| CH Drospirenone 3mg

EV 1,2,3 mg 4AMICH  Dienogest 3mg
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*EE : Ethinyl Estradiol

*EV : Estradiol Valerate
*LNG : Levonorgestrel



Thromboembolic risk

Low dose Thorough
Estrogen Screening
OCs Personal factors Thrombosis

Estrogen DoseJ

Progestogen IZDZI

type

Genetic
Age
Obesity
Malignancy
Immobilization
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OCs & VVenous TE

 DVT (deep vein thrombosis), Pulmonary TE

 Relative Risk and Actual incidence of VTE

Population Relative
Risk

Young women —general population 1 5-10/10,000/year
Pregnant women 12 60-120
High-dose OCs 6-10 30-100

Low-dose OCs 2 10-20

Leiden mutation carrier 6-8 30-80

Leiden carrier & OCs 10-15 50-100

Leiden mutation homozygous 80 400-800



OCs & VTE - Recommendations

e Normal weight, without known genetic predispositions
=>» low dose combination pill

e Genetically predisposed to VTE, who wants hormonal contraception
=>» P only pill / hormone releasing IUD

* Increased BMI
=>» low dose combined pill with LNG (levonorgestrel)

*** Warning & Charting —VTE risk, symptom, smoking



OCs & Arterial TE

* MI (myocardial infarction), Stroke
«  Smoking — major impact on Arterial >> Venous TE

* Incidence of Myocardial Infarction in reproductive age women

Young women <35 years

Nonsmokers 4 /100,000/year
Nonsmokers + OCs 4 /100,000/year
Smokers 8 /100,000/year
Smokers + OCs 43 /100,000/year
Women = 35 years
Nonsmokers 10 /100,000/year
Nonsmokers + OCs 40 /100,000/year
Smokers 88 /100,000/year
Smokers + OCs 485 /100,000/year

*Undetected C-V risk factor, HTN



OCs & Arterial TE

« MI (myocardial infarction), Stroke

* Incidence of Stroke in reproductive age women

Overall Ischemic stroke Incidence 5 /100,000/year
Hemorrhagic stroke 6 /100,000/year
Young women <35 years 1-3 /100,000/year

Women = 35 years 10 /100,000/year

Excess cases per year due to OCs,
including Smokers and Hypertensives
low dose OCs 2 /100,000/year
‘ <35 years 1 /100,000/year
high dose OCs 8 /100,000/year
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Smoking — Korean Adolescent
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Table 1. Method of contraception used in Korean adolescents
Year
Method
2013 2014 2015
Condom 1,168 (64.9) 1,173 (65.5) 1,269 (69.3)
214 (11.7) 162 (9.2)
Emergency contraception 45 (2.7) 24(1.2) 31(1.6)
Intrauterine devices 25(1.7) 18 (1) 15(0.9)
Values are presented as number (%)_._ B . L _Li_m S_H, _et al. OGS 2016:59:519-24.



Smoking — All age group, Korean
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Choice of OCs

* Lower dose(20-25//q) of EE- containing OCs

* Adolescents

* Thin women (body weight <50kg)

e Women older than 35 years

* Perimenopausal women

* Women —regular but small amount of menstrual bleeding

* Women taking OCs — suffer from breast tenderness, nausea,
headache, fluid retention related increase in
body weight



Choice of OCs

* Higher dose(30-50/¢) of EE- containing OCs

= Women with symptoms of low estrogen symptoms
* Small amount of menstrual bleeding

* \Vasomotor symptoms

* Nervousness

 Low libido

e Vaginal Spotting during MCD # 1-9

* Amenorrhea



Cochrane
Libra ry

Choice of OCs -

Hormonal contraceptives for contraception in overweight or

obese women (Review)

* Overweight/Obese women

Lopez LM, Bernholc A, Chen M, Grey TW, Otterness C, Westhoff C, Edelman A, Helmerhorst FM

e Effective contraception needs higher dose of EP

Comblnatlon oral contraceptives or transdermal patch for contraception In overwelght or obese women

Patlent or populatlon: women with need for contraception
Settings: clinical trials sites

Interventlon: overweight or obese women

Comparlson: women not overweight

Qutcome Reported relatlve ef- Particlpants Evidence quallty Comparlson groups;
fect (study) (GRADE) Intervention
Pregnancy RR2.49 (95%Cl1.01t0 1139 Moderate BMI = 25vs < 25;
6.13) {Burkman 2008) COC NETA 1 mg + EE20
Ha
Pregnancy Pearl Index 0vs 5.59 375 Low BMI = 30vs < 30;
(Kaunitz 2014) COGLNG100pug+EE10
Hg
Pregnancy Pear| Index 4.63 vs 2. BMI = 30 vs < 30;

15 (“treatment-compli-
ant”)

experimental patch LNG
120 pg + EE 30 pg daily

BMI: body mass index; Cl: confidence interval; EE: ethinyl estradiol; LNG: levonorgestrel; NETA: norethindrone acetate; RR:

relative risk




Choice of OCs

* PCOS

 Abnormal uterine bleeding,

Prolonged menstruation,,,

* obesity, diabetes, hypertension,
dyslipidemia, depression and anxiety
disorders...

* Lower dose of EE
Less androgenic progestin
+ Weight loss
frequent F/U




Choice of OCs

e PCOS Multiple C-V risk factors (Older age, DM, HTN, Smoking, known dyslipiedemia)

m =» WHO medical eligibility criteria category : 3/4

Medical eligibility criteria for using of combined hormonal contraceptives in women with increased metabolic risk and comorbidities associated
with PCOS.

Medical eligibility

Condition criteria category Clarifications

Obesity BMI > 30 2

Adequately controlled hypertension where blood 3
pressure can be evaluated

Known dyslipidemias without other known CVD risk 2 Women with known severe genetic lipid disorders are
factors at a higher lifetime risk for CVD and may warrant

Ll a L U
Multiple risk factors for arterial CVD (older age, Use of OCP may substantially increase CVD risk in the

diabetes, hypertension, smoking, known presence of multiple major risk factors, any of
dyslipidemias) which alone would substantially increase risk of

Depressive disorders 1 No data on bipolar and postpartum depression
available
History of gestational diabetes 1
Nonvascular diabetes (insulin and non-insulin 2
dependent)
Thyroid disorders 1
Age, menarche to <40 years 1 Age > 40 years: the risk of CVD increases with age

and may also increase with combined hormonal
contraceptive (CHC) use. In the absence of other
adverse clinical conditions, CHCs can be used until
menopause.

Lanuja Dokras. FNS 2016:106:1572-9.



Choice of OCs

 Women with hypertension

* OCsinduced HTN : 5%
* Renin-angiotensin-system
* Low dose OCs
* Uncontrolled HTN — contraindication
 Medical control of HTN, < 35 years, no smoking
Strong family history of HTN, C-V disease
—Low dose OCs with close FU ( 3 months)



Choice of OCs

« Women with known Dyslipidemia

 Limited data

* OCs use in women with known dyslipidemia — increase risk for Ml ,
may minimal increase in risk for CVA or VTE

* No evidence of pancreatitis

Table 1

Evidence for the safety of combined hormonal contraception use among women with dyslipidemias.

Tam 10—

Author, Date, Study Design, Study population Outcome| Results{Outcomes

Funding. Study Period Method

Location

Tanis et al., Case-control Cases= 248 _ M Cases Controls Adj OR
2001[9] Controls = 925

(95% CI)

Funding.
Locatiomn

Author, Date,

Study Design.
Study Period

Study population

Outcomme)
Merhod

ResultgOutcomes

2011

Mo exvernal
funding

IsTael

Cronich et al.,

Retrospective
Cohort

Jamuary 2002 -
December 2008

329, 995 woImen, ages
12 o 50 ywears, with 431
2232 O0C use episodes
and 819, 749 woman-—
years of follow -up;
thrombotic events
determined by ICD -5
codes in Clalit primary
care and hospital
databases

WTE

Stroke

Various COCs

Hy perlipidemia
o [a]
Yes

Hy perlipidemia
o [a]
Yes

W-YE # DWVT and PE
(rate per 10,000
WOITEAN-YEars)

75B.616 466 (5.14)

61.133 52 (B.51)

W-YE #H# TLA and COWA
(rave per 10,000
WOITEAN-YEars)

75B.616 437 (5. 76)

61.133 52 (10.14)

WWY-E: wwoIman-years exposure

Dragoma M, et al. Contraception 2016:94: 280-7.

Crude RER
(95% CI)

Refl
1.39(1.04-1.85)
Crude RER
(95% CI)

Refl
1.76 (1.51 -2.06)




Choice of OCs

 Women with oily skin, acne vulgaris, hirsutism

* Anti- androgenic progestin - Cyproterone Acetate(CPA)
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* 4th generation progestin — drospirenone
* Lower dose Progestin — containing OCs



Choice of OCs

 Women with Depression

* Lower dose Estrogen containing OCs
* Lower dose Progestin containing OCs

* Add Pyridoxine (Vit B6)
Consider STOPPING OCs



Choice of OCs

 Women with high appetite, edema,
gas distention, constipation,
depression, fatigue

* Lower dose Progestin — containing OCs

”

« 4t generation Progestin-
Drospirenone — reduce water retention



Choice of OCs

 Women with Menorrhagia, Dysmenorrhea

* Higher dose of Progestin — containing OCs
* Extended-cycle of OCs
* Continuous OCs

e Consider Progestin-only products (Intrauterine device, Implants)
* Add NSAIDs, Anti-fibrinolytics (Transamine)



Choice of OCs

« Women with Migraine, PMS, PMDD

* Extended-cycle of OCs

* Continuous OCs

* 4t generation Progestin- — containing Ocs
Dienogest - PMDD

* Consider non-hormonal herbal medicine



Choice of OCs

 Women of middle age

* Progestin- only pill : treatment of choice
LNG-1US
However, benefit - bleeding irregularity, reduction of climacteric
symptoms, protection against bone loss...
Asian — low dose COCs can be a better option



CONCLUSION - Choice of OCs

* The purpose of OCs use, personal factors and OCs type can
determine the choice of OCs.

e Current low dose Estrogen/ Progestin containing OCs is very safe in
healthy women

 Consider - Extended schedule, Continuous OCs use for women with
menstruation related symptoms, low compliance

* Thorough screening of risk factors for thrombosis can reduce the
venous and arterial risk of thrombosis

*  Smoking is main risk factor for arterial TE, HTN is very important risk
factor for stroke, known dyslipidemia increase risk for Ml in OCs user.



