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Background
 The combined

oral contraceptive
(CO) pill is widely used in Western
Europe, since it was introduced in
1961.
 Despite more than five decades that
have passed, huge differences
remain in the use of the CO pill over
various countries in Europe, with a
staggering difference between East
and West.

Background

Eastern European immigrants to Israel:
Do they adopt Western European
patterns of contraceptive use?
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Worldwide contraceptive use

 Data

from the 2009/2010 Health
Behaviour in School-aged Children
(HBSC) survey, a WHO
collaborative cross-national study
based on cluster sample totaling
approximately 200,000 adolescents
from 43 countries, show wide
differences in use of OC pills.

Background
 If

one assumes that now days
practitioners from all over Europe
are exposed to very similar
evidence based data, then it is very
difficult to explain how nearby
countries, like Germany and
Russia, have more that a tenfold
difference in the overall incidence
of CO pill use.
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Background

Europe: percentage of pregnancies
aborted by regions, most recent data

 Since

1990 and up to the beginning of
1996 more that 600,000 Jews
immigrated to Israel from the Former
Soviet Union (FSU) countries.
1. Armenia
2. Azerbaijan
3. Belarus
4. Estonia
5. Georgia
6. Kazakhstan
7. Kyrgyzstan
8. Latvia
9. Lithuania
10. Moldova
11. Russia
12. Tajikistan

Background
 CO

pills are the most commonly
used form of contraception among
Israeli born young women.
 It was suggested that examining the
pattern of CO pills use among young
women who immigrated to Israel at a
young age from FSU countries, could
help improve our understanding of
the medical, cultural and social
biases that might negatively
influence the use of CO pills in
Eastern Europe.

Methods
 Phone

survey preformed by the
Geocartography Knowledge Group
during April 15 to May 14, 2013.
 Sample size:
◦ 300 women aged 16-40 from the
general Israeli population
◦ 205 women aged 16-40 who were born
in the FSU or their parents were born
in the FSU and immigrated to Israel
after 1990


Maximal error range + 3.5% with a
statistical significance of 95%

Background
 These

immigrants currently
compose over 10% of the Israeli
population.

Objective
 To

examine whether the well known
"melting pot" effect, prevalent
among the much welcomed FSU
immigrants, has changed the
incidence of CO pill use from that
currently prevalent in FSU or
Eastern European countries to the
significantly higher use rates
typical of Israeli born young
women.
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Sexual practice and
knowledge

Topics
 Do

Israeli born and FSU born young
women differ ?
◦
◦
◦
◦

Have you previously delivered
or had an induced abortion?

In their sexual practice and knowledge
Use of contraception
Perception of OC pills
Source of information regarding
contraception

At what age did you have
intercourse for the first time?
Mean age 24.0

100%

Mean age 18.5

90%
80%

6%

Induced
abortion

9%

70%
60%
50%

Delivery

40%
30%

8%
7%

20%
10%
0%

Israeli

FSU

Is it possible to prevent
pregnancy without using
contraception?

Is it possible to conceive by
having intercourse just once?
100%

Possible if you avoid the days
of ovulation

26%

Possible, if the use the
withdrawal method
Possible, if you are breast
feeding
with the use of mornig after pill

17%
20%

31%

98%

Israeli

No

7%

96%

1%
2%

94%

FSU
1%
1%

92%
45%

Impossible
2%

96%

Yes

51%

90%

Don't know

4%

93%

7%

88%

Israeli

FSU
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What is your partner’s attitude
towards your choice of
contraceptive?
No steady partner

How important is it to share
important personal issues
between couples?
1%
7%

2%

Don't know

16%

19%

Other

Not important

5%

We have not spoken on this
issue

Slightly
important

16%

He opposes contraceptive use

30%
9%
6%

1%
5%
3%
1%
17%

82%

44%

40%

Rather
important

He supports contraceptive use
but does not share my
decisions

Very important
Israeli

FSU

P<0.05

FSU

Have you ever regularly used
contraception?
27%

Average
importance

Doe not support or oppose

He supports contraceptive use
and my decisions

Israeli

92%

28%

Use of contraception

Never

18%
30%

Previously

55%
42%

Currently

Israeli

P<0.05

FSU

What form of contraception
have you regularly used?

Do you care about the effect of
contraception on your period ?
6%
16%
20%

Does not
matter

10%

14%

17%

Delay period
when desired
Long term
without a
period

60%

Israeli

57%

Regular
monthly period

FSU
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Why have stopped regularly
using contraception?

Why are you not regularly
using contraception?

24%
24%

Not sexually active now

Clean the body / too
prolonged use

8%

10%

Pregnant / breast
feeding

9%

2%

19%

17%
11%

No need

14%

FSU

Religious
consideratio
ns

FSU

5%

13%

1%

19%

4%
4%

Pre gnant
Medical reason

12%

9%

Fear of side
effects
12%

Use when needed

Israeli

11%
14%

Trying to
conciev e

Israeli

Concern with side
effects

40%
38%

Not sexually
active

26%
23%

Trying to get pregnant

6%

Medical
reason
Not
interested

4%
3%
1%

10%

Why are you not using an
IUD?

Perception of OC pills

Why have you so far avoided
the use of OC pills ?

Have you ever used OC pills ?
100%

55%

No need

Religious reasons
Medical concerns
Afraid to gain weight

17%

50%

Israeli, n=91

2%

6%

4%

7%

NO

60%

12%

1%

35%

70%

30%
7%

Heard that the pills were
dangerous

80%

28%

5%

Concerned with using
hormones

90%
30%

13%

Fear of side effects

69%

FSU, n=72

Yes

40%
70%

30%

65%

20%

Do not have a
prescription

4%
3%

10%

Physician
contraindicated

4%
2%

0%

Israeli

FSU
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In regard to safety
of the OC pill?
8%
4%
6%

17%

Do not know
9%

4%
11%

In regard to high effectiveness
of the OC pill?

7%
14%

26%
19%

Not characteristic
Not very
characteristic

16%

2%
1%
7%

2%

Not characteristic

17%

Not very
characteristic

23%

Average
characteristic

Average
characteristic

Rather characteristic
46%

59%

39%

Do not know

2%
8%

56%

Very characteristic

Rather
characteristic
Very
characteristic

Israeli

FSU
Israeli

FSU

In regard to ease of use
of the OC pill?
9%
4%
4%
11%

15%

Do not know

4%
8%

Not very
characteristic
22%

Do not know
23%

Not characteristic

14%
24%

In regard to low cost
of the OC pill?

33%

Not
characteristic

5%
4%
6%

14%

9%

Average
characteristic

15%

24%

Rather
characteristic

48%

12%

38%

Very characteristic

Israeli

30%

26%

Israeli

FSU

FSU

Not very
characteristic
Average
characteristic
Rather
characteristic
Very
characteristic

In regard to availability
of the OC pill?

Perceptions regarding OC pills
6%
3%
3%
8%

13%
4%
4%
5%

29%
25%

Do not know
Not characteristic
Not very
characteristic
Average
characteristic

51%

50%

Rather
characteristic
Very characteristic

Israeli

FSU
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Have you received information
on the use of contraception?
and from whom?
53%
57%

Gynecologi
st
20%
21%

School
counselor

17%
18%

Mother
7%

Internet

8%

Friend
School
lectures
Don't
remember
No
guidance

Source of information on
contraception

3%
4%

20%

Israeli

FSU

12%

8%

10%
9%

19%

Conclusions

Conclusions

 FSU

 FSU

women who so far avoided
the use of OCPs were more likely
to note:
◦ Fear of side effects
◦ Concern with using hormones
◦ Having heard that the pills were
dangerous

Can we improve the use of CO
pills among women from FSU
countries?

women have lower rates of
regular use of contraception.
 This was less likely to be due to
religious concerns and more
frequently associated with fear of
side effects.
 Concern with side effects was also
more commonly given as a reason
for stopping regular contraception
use by FSU women.

Conclusions
 Apparently

a "melting pot" effect
has occurred; since FSU
immigrants have a high rate of CO
pill use, similar to that common
among Israeli born young women.
 FSU women seemed to be well
aware of the effectiveness and
availability of OC pills.
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Thank you!

Conclusions
 The current

low prevalence of CO
pill use in FSU countries may be
influenced by better
communication of its safety and
ease of use.
 The Internet seems to be an
important tool for conveying these
messages.
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What form of contraception
have you regularly used?

70%

66%

14%

17%
12%

12%
3%

Pill

IUD

Condom

Israeil

1%

0%

Emergency pill Depo Provera

1%

4%

Other

FSU
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Health Behavior in
School-Aged Children –
A WHO
Cross National Study,
2008

Non contraceptive benefits of
hormonal contraception
 Shows

that the use of COC among
15-years-olds during the last sexual
intercourse was no more than 15%
in most Eastern European
countries, compared with over 50%
in some Western European
countries like Germany, Belgium
and the Netherlands (1).

Potential Noncontraceptive Benefits of
Hormonal Contraception












Menstrual cycle regularity
Treatment of menorrhagia
Treatment of dysmenorrhea
Inducing amenorrhea for lifestyle
considerations
Treatment of premenstrual syndrome
Prevention of menstrual migraines
Decrease in risk of endometrial cancer, ovarian
cancer, and colorectal cancer
Treatment of acne or hirsutism
Improved bone mineral density
Treatment of bleeding due to leiomyomas
Treatment of pelvic pain due to endometriosis
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Non contraceptive use
of hormonal contraception

Hormonal contraception and
hyperandrogenism
management

Case #1
#1
17 year old girl
Suffers from hirsutism and acne for 6
months
 New boy friend
 Not sexually active
 Smokes 5-10 cigarettes per day



Birute Zilaitiene,
Institute of Endocrinology,
Medical Academy, Lithuanian
University of Health Sciences

Background. Hormonal contraceptives
effectiveness for treatment of hirsutism and
acne
A Cochrane review evaluated 23 trials on the
effects of combined OCs on acne: 5 placebocontrolled trials, 17 trials comparing different
combined OC regimens, and 1 trial comparing a
combined OC to an antibiotic (Arowojolu AO et al.,
2009).
Combined OCs reduced both inflammatory and
noninflammatory facial acne lesions as determined by
acne lesion counts, severity grades, and self-assessed
acne compared with placebo. Few differences were
found between type of OCs and effectiveness of acne
treatment.
Differences in the comparative effectiveness of
combined OCs containing varying progestin types and
dosages were less clear although combined OCs
containing antiandrogenic progestins (drospirenone
or cyproterone acetate) were superior in some
comparative trials.

Background. Hormonal contraceptives
effectiveness for hyperandrogenism
management
 Hormonal contraceptive methods that
bypass the first-pass liver effects of the OC
(the contraceptive patch and the vaginal
contraceptive ring) may have a lesser
effect on sex hormone binding globulin
 Progestin-only methods are not normally
considered effective for acne.
 Some evidences exist that insulin
sensitizers in particular metformin can
improve clinical symptoms related to
hyperandrogenism and ameliorate
metabolic changes related to excess of
androgens and OC use (Artini PG et al.,
2010).

Background. Hormonal contraceptives
effectiveness for treatment of hirsutism and
acne
 All

combined OCs have the
potential to improve hirsutism and
acne because they all increase sex
hormone binding globulin and
suppress luteinizing hormonedriven ovarian androgen
production, thereby reducing the
levels of free androgen, which
initiate and maintain the acne and
hair growth.

Antiandrogenic activity of progestins
(Muhn et al., 1995)
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Case #1
#1I


Question for discussion 1

39 yo F with c/o 6 month hx of increasingly
heavy menses

 Does

an ideal formulation of
hormonal contraceptive for
treatment of hyperandrogenism
exist?

◦ Has always suffered from PMS, but now heavy
bleeding + PMS symptoms becoming tiresome!
◦ Pt never really sure how long period will last
◦ Feels tired and frequently has a headache around the
time of menses





Uterine fibroids on TVUS
Hb 11.0, Ferritin 7
Husband has a vasectomy, 2 young children
Smokes 1-2 cigarettes per day

From Laura Visentin

Cycle Control

Menorrhagia


 Continuous

OC



◦ Cochrane review concluded that IUS more
effective, more patient satisfaction
◦ Reduction in blood loss up to 86% after 3
months and 97% after 12 months
◦ May need to give DIN number to pt when
checking for coverage
◦ Most cost-effective if used for > 2 years

◦ Extended cycle (e.g. 84-day CCOC)
may be more satisfactory.
◦ Remember to counsel that
unscheduled spotting or light bleeding
is common within first 3-6 months of
starting any COC.






Dysmenorrhea

Interestingly, early studies examining
effects of COCs on PMS found little
difference between users and non-users
Ethinyl estradiol / drospirenone (Yasmin)

 Affects

Intravaginal ring
◦ Recent direct comparison with ee+drospirenone
showed equivalent improvement in PMS



Extended cycle or continuous combined
OCs

PMS/PMDD

◦ The only RCTs to show improvement in
symptoms of PMDD have involved 30mcg ee +
drospirenone
◦ Trials shown to offer relief from physical and
psychological manifestations with improvement
in health-related QoL


Cyclic combined OC
IUS (Mirena)

up to 90% of young women!

 COCs

◦ shown to reduce uterine prostaglandin
production and relieve dysmenorrhea
in up to 70-80% of women
 Intravaginal

ring

◦ equivalent to COC containing 30mcg
ethinyl estradiol

CCOC/extended cycle
◦ Appears to be helpful
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Menstrual Migraine

Question for discussion 2
 Should

hormonal contraceptive
treatment be offered to a 39
year old patient who suffers
from menorrhagia, PMS and
menstrual headaches, if she
does not require
contraception?





◦ Including combined OC, patch and Depo-provera
reduces the hormonal fluctuations thought to
precipitate migraine attacks


Case #1
#1II
29 year old women
Married with no children
Does not smoke
Mother died from ovarian cancer
at age 42
 BRAC-1 mutation carrier





 Based

on numerous
epidemiological studies, it is now
accepted that
OCs protect against epithelial
ovarian cancer.

Studies Show OCs Reduce
Risk of Ovarian Cancer

CASH, 1987
Wu et al, 1988
Beral et al, 1988

1.0

Cohort

Relative Risk
(log scale)

La Vecchia et al, 1986

Community-Based Hospital
CommunityHospital--Based
Case--Control
Case
Case--Control
Case

Ovarian cancer and OCs
risk reduction by years of use

0.1
1

2

3

4

5
6
7
8
Years of OC Use

9

10

11

Consider use of progestin-only, intrauterine
or barrier contraception in women with:
◦ Migraine with focal neurological signs
◦ Smokers
◦ > 35 years old

Oral Contraceptives and
Ovarian Cancer

10..0
10

60% of women with migraines link attacks
to menstruation and documented menstrual
migraine occurs in 8-14% of women
Extended cycle or CCOC
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Grimes DA et al, eds. Modern Contraception:
Contraception Report. Emron, 1997.

Summary of RR with
ever--use of OC:
ever
0.64 (95
95%
% CI, 0.57
57-0.73
73)
)

Hildreth et al, 1981
Rosenberg et al, 1982
La Vecchia et al, 1984
Tzonou et al, 1984
Booth et al, 1989
Hartge et al, 1989
WHO, 1989
Wu et al, 1988
Prazzini et al, 1991
Newhouse et al, 1977
Casagrande et al,
1979
Cramer et al, 1982
Willet et al, 1981
Weiss, 1981
Risch et al, 1983
CASH, 1987
Harlow et al, 1988
Shu et al, 1989
Walnut Creek, 1981
Vessey et al, 1987
Beral et al, 1988

0.0

0.5

1.0

1.5

2.0

2.5

3.0

3.5

Relative Risk
Hankinson SE et al. Obstet Gynecol. 1991;80:708-714.
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OCs protect against ovarian
cancer after discontinuation

Oral contraceptives and
ovarian cancer
studies have demonstrated a
40–70% reduced risk of Ovarian
Cancer even after 10 years had
elapsed since the last use.
 In a pooled analysis based on three
European case–control studies, a 50%
risk reduction still persisted after 15
years off the pill.

10..0
10

CASH, 1987
La Vecchia et al, 1986

Relative Risk

 Several

Rosenberg et al, 1982
WHO, 1989
1.0

0.1
 .5

1–4

1

5

5

5–9

 10

Years Since Last OC Use

Stanford JL. Contraception. 1991;43:543-556.

Endometrial Cancer and OC
 The pill

decreases endometrial
cancer risk by 50–80%.
 This protective effect seems
◦ to be greater with prolonged use
◦ to persist long after discontinuation

The most important modifiable
protective factors for ovarian cancer
 Identifying

a hereditary cancer
syndrome with subsequent prophylaxis
 Avoidance of genital talc
 Treatment of endometriosis
 Use of oral contraceptives.

Curr Treat Options Oncol 2009;10:67-81

Yr
4
8
12

1

RR
0.44
0.33
0.28

CASH, 1987
Levi et al, 1991
Stanford et al, 1993
Hulka et al, 1982
Kaufman et al, 1980
Weiss et al, 1980

0.1

0.01

0

2

4

6

8

10

12

Total Years of OC Use

Schlesselman JJ. Hum Reprod. 1997;12:1851-1863

Horwitz et al, 1979
Weiss et al, 1980
Kaufman et al, 1980
Kelsey et al, 1982
Hulka et al, 1982
Henderson et al, 1983
La Vecchia et al, 1986
Pettersson et al, 1986
CASH, 1987
Koumantaki et al, 1989
WHO, 1991
Brinton et al, 1983
Jick et al, 1993
Ramcharan et al, 1981
Trapido, 1983
Beral et al, 1988

Case Control

Relative Risk
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Studies show OCs reduce risk
of endometrial cancer

Cohort

OCs reduce risk of endometrial
cancer by years of use

0.0

0.5

1.0

1.5 2.0 2.5
Relative Risk

3.0

3.5

Grimes DA et al. Am J Obstet Gynecol. 1995;172:227-235.
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OCs protect against endometrial
cancer after discontinuation

Hypotheses proposed to explain the
reduced risk of ovarian cancer
associated with OC use
2.

Relative Risk

Suppression of ovulation
Suppression of gonadotrophins
secretion
3. Progestin induces apoptosis in
ovarian epithelium
1.

Yr
5
10
20

10

1

La Vecchia, 1986
CASH, 1987
Levi et al, 1991
Stanford et al, 1993
Hulka et al, 1982
Kaufman et al, 1980
Weiss et al, 1980

0.1

0.01

RR
0.33
0.41
0.51

0

2

4

6
8
10 12 14 16 18 20 22 24
Years Since Last Use of Combined OCs

Schlesselman JJ. Hum Reprod. 1997;12:1851-1863.

Grenader T et al. Breast 2005;14:264-8.

The OC Pill & Cancer


Ovarian Cancer – Long-term protective effect



Endometrial Cancer – Long-term protective effect



Colon Cancer – Long-term protective effect



Cervical Cancer – May increase among HPV patients



Breast Cancer – No clear association, concern
regarding teenage users

 Oral

contraception is NOT
associated with an overall
increased risk of cancer.
 Oral contraception may produce a
net benefit, with absolute risk
reduction estimated at 10 or 45 per
100,000 woman years of use.

BMJ 2007;335;651



The main dataset contained:
◦ 339,000 woman years of observation for
never users
◦ 744,000 woman years for ever users.



Compared with never users ever users
had statistically significant lower rates
of cancers of the large bowel or rectum,
uterine body, and ovaries, tumors of
unknown site, and other malignancies;
main gynecological cancers combined;
and any cancer.
BMJ 2007;335;651
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Who are the candidates for
prevention with OCPs?

OCs reduce risk of ovarian cancer
in BRCA carriers
Study

BRCA1

BRCA2

Modan, 2001

No risk

No risk

Norad, 1998

Reduced Risk
20-50%

Reduced Risk

Antoniou, 2009

Reduced Risk
50%

Reduced Risk
50%

What is the lifetime benefit/risk in
women with BRCA1 who take OC?
Increased risk of breast cancer
over lifetime ~61% (range 37-85%)
2. OC increase the risk by 20% for a
net increase of 12% over a
lifetime
3. Increased risk of ovarian cancer
over lifetime ~50% (range 40-60%)
4. OC decrease the risk by 50% for a
net increase of 25% over a
lifetime
1.

 Women

at risk for familial breast
and ovary cancers, e.g. carriers of
BRCA1 and BRCA2 mutations.
 Women with obesity and diabetes
at risk for endometrial cancer.

OCs and
Breast
Cancer
in BRCA
carriers

Study
Ursin, 1997
Norad, 2002

BRCA1

BRCA2

Increased
(n=9)
Increased

Increased
(n=5)
No risk

(First use <30 y;
>5 y use)

Jernstrom,
2005

Increased

Increased

(First use <20 y or
before 1975)

(First use <20 y or
before 1975)

Milne, 2005

Reduced Risk
(O.R. 0.22)

No Risk (O.R.
0.95)

Haile, 2006

No risk

Increased

Increased

Increased

(Before 1st preg.)

(Before 1st preg.)

(>5 y use)

Brohet, 2007

Grenader T et al. Breast 2005;14:264-8.

What is the lifetime benefit/risk in
women with BRCA2 who take OC?
Increased risk of breast cancer
over lifetime ~61% (range 37-85%)
2. OC do NOT increase the risk
3. Increased risk of ovarian cancer
over lifetime ~25%
4. OC decrease the risk by 60% for a
net increase of 10% over a
lifetime
1.

Grenader T et al. Breast 2005;14:264-8.

What is the lifetime benefit/risk in
women with BRCA1 who take OC?


If 1,000 women with BRCA1
take OC:
◦ A net increase of 120 women
with breast cancer over their
lifetime
◦ A net decrease of 250 women
with ovarian cancer over their
lifetime
Grenader T et al. Breast 2005;14:264-8.
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What is the lifetime benefit/risk in
women with BRCA2 who take OC?


If 1,000 women with BRCA2
take OC:
◦ No a net increase in women with
breast cancer over their lifetime
◦ A net decrease of 150 women
with ovarian cancer over their
lifetime

Grenader T et al. Breast 2005;14:264-8.

Question for discussion 3
 In

a woman who is at high risk
for breast and ovarian cancer,
should hormonal contraceptive
treatment be offered?

Current recommendations for management
of women at risk for ovarian cancer:
1.
2.
3.

4.
5.

Genetic counseling
Screening by TV U/S every 6
months
Oral contraceptive should be
recommended to young women
before they embark on an attempt to
have a family
Prophylactic BSO
Annual mammographic screening
from age 30.
Berek & Novak, 14 ed., 2007, p. 1472
th

Take home messages




Level A evidence:
◦ COCs have been shown to regulate and
reduce menstrual bleeding, treat
dysmenorrhea, reduce PMDD and improve
acne
◦ CCOC, depo-provera or IUS/Mirena may be
considered for long-term menstrual
suppression
◦ Use of COCs has been shown to decrease
risk of endometrial and ovarian cancer
Level B evidence:
◦ Consider hormonal contraception for women
with menorrhagia who may desire future
pregnancies

17

