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Methods which women can use AFTER intercourse
to PREVENT pregnancy

(Consensus Statement, Bellagio, 1995)

What Is emergency contraception?

Prevents about 80% of pregnancies
Does not replace regular contraception
Does not cause abortion
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- Unwanted pregnancies result in
unnecessary suffering every year

84 million unwanted pregnancies occur
world-wide

46 million abortions take place, out of
which 19 million are performed under
unsafe conditions

70 000 women die as a consequence of
unsafe abortion; 5 million suffer temporary.
or permanent disability
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- EC indicated to prevent

pregnancy after intercourse

When no contraceptive was used

When there is a contraceptive failure or misuse,
including:

— condom breakage, slippage or misuse

— 2 or more consecutive missed oral contraceptive pills
— |late for contraceptive injection

— failed coitus interruptus, etc

In cases of sexual assault
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- Methods off EC until 1998

Ethinylestradiol/levonorgestrel
(Yuzpe regimen) (1974)
nausea 50%, vomiting 20%, efficacy approx. 74%

Copper-T intrauterine device (1970s)

— often unsuitable, requires trained providers
— painful at insertion, risk of PID
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YUZPE REGIMEN BEFORE 1995




HRP’s new approaches for
emergency contraception

LEVONORGESTREL (0.75 mg tablets)
— research on repeated postcoital use
— tablets available in several countries

MIFEPRISTONE
— influence on ovulation and endometrium
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- From single centre studies to
multinational research

Randomized comparative trial of levonorgestrel
and Yuzpe regimens in Hong Kong

Randomized comparative trial of mifepristone and
Yuzpe regimens in Edinburgh and Manchester

Multinational studies including 27 centres in 16
countries
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- No difference In efficacy In

Hong Kong study

Levonorgestrel T Yuzpe

Pregnancy rate
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(Ho and Kwan, 1993)
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- Significant difference in side-effects!

Levonorgestrel ¥ Yuzpe
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Percent of women
experiencing side-effects

o

Nausea Vomiting Fatigue Breast tenderness

(Ho and Kwan, 1993)

DEPARTMENT OF REPRODUCTIVE HEALTH AND RESEARCH tH‘ DEPARTEMENT SANTE ET RECHERCHE GENESIQUES

PVL_PCC-02_EC/11




- Multicentre confirmation of the findings
from Hong Kong study

Two doses of 0.75 mg of levonorgestrel given
12 hours apart vs. Yuzpe regimen

But start of treatment up to 72 hours
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- Double-blind randomized comparison of
levonorgestrel vs Yuzpe in 14 countries

(WHO 1998)
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LEVONUORGESTREL FOR EMERGENCY CONTRACEPTION IS
MOURE EFFECTIVE AND HAS FEWER SIDE-EFFECTS THAMN
THE YUZPE REGIMEN
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- Lower pregnancy rate after LNG

Group Number of  Observed Pregnancy

women pregnancies rate 95% Cl
Yuzpe 979 31 3.2% (2.2, 4.5)
LNG 976 11 1.1% (0.6, 2.0)

The difference in pregnancy rate was statistically significant
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- Pregnancy rates and treatment delay
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Incidence of side-effects

Yuzpe LNG

No. of Rate No. of Rate p-value

Cases (%) Cases (%)
Nausea 494 50.5 226 23.1 <0.01
Vomiting 184 18.8 55 5.6 <0.01
Dizziness 163 16.7 109 11.2 <0.01
Fatigue 279 28.5 165 16.9 <0.01
Headache 198 20.2 164 16.8 0.06
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Conclusions

The LNG regimen is more effective than the
YUuzpe regimen

It is better tolerated

With both regimens, earlier treatment is more
effective

(Lancet, 352:428-33)
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- HRP’s work catalysed
global EC activities

International Consortium of Emergency
Contraception, established in 1996

The registration of levonogrestrel for EC has gone
from 4 to >80 countries In four years

Stimulation of research

Enhanced funding to the field
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.:onsortium on emergency contraception

1. Collaborative agreement with pharmaceutical
industry

e.g. preferential public-sector pricing

2. Development of standard medical and service
delivery guidelines for EC

3. Nine steps to assist countries to develop
strategies for introducing EC
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Availablility of levonorgestrel preparations for
emergency contraception (as of June 2002)

M Norlevo Both
preparations

Postinor-2
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- Research highly acknowledged
also scientifically

The Lancet 1998; 352: 426-433
The Lancet 1999: 353: 697-702
The Lancet 1999:; 353: 721

The Lancet 2002; 360: 1803-1810
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Mitepristone vs Yuzpe regimen

compared in the UK (600 mg - 72 hours)




- Efficacy of emergency contraception

Mifepristone  Yuzpe regimen

Number of women 997 989
treated

Expected number of 35 34
pregnancies

Observed number of 0 (3) 9

pregnancies

=
(after Glasier et al., 1992 and Webb et al., 1992) é
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Emergency contraception using mifepristone
(600 mg, 50 mg, 10 mg - 120 hours)
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Efficacy of three doses of mifepristone
IN emergency contraception

Dose Number of Number of Pregnancy Number of Efficacy
Women observed rate expected (%)
pregnancies pregnancies’
10 mg 965 74 1.2 48 85
950 mg 316]0) 6 1.1 43 86
600 mg 999 I 1.3 45 84
ALL 1684 20 1.2 136 85%

" according to Trussell et al., Contraception 1998; 57:363-69
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.hree doses oft mifepristone in emergency.

Comment

user failure
user failure
user failure

user failure

contraception
Details of pregnancies
Coitus- Coitus-
treatment interval conception interval Further acts of
Pregnancies (hours) (days) coitus
15 98 30 protected
16 102 27 protected
17 108 15 protected
18 108 22 protected
The Lancet, Vol 353; No. 9154; 697-702
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- Side-effects™ of three doses of
Mifepristone in emergency contraception

Side effect 10 mg 50 mg 600 mg p value **
(n=562) (n=557) (n=558)

Nausea 17% 15% 20% NS
Vomiting 2% 1% 2% NS
Headache 13% 14% 11% NS
Dizziness 12% 10% 15% NS
Fatigue 20% 21% 24% 0.06
Bleeding disturbances 18% 23% 36% < 0.01

" percentage rates (recorded for 7 days after treatment)

~ non-zero correlation between mifepristone dose and occurrence of side-effects
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.II\/IING OF MENSES AFTER MIFEPRISTONE
AMONG 521 CHINESE WOMEN
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Cumulative probability of
onset of menstruation

Delay of menses by group: cumulative
robabilities of onset of menstruation in relation

o time from expected date ofi menstruation
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Pharmacokinetics after oral administration:

peak concentration 1.6 (+ 0.7) hours

elimination half-life 24.4 (+ 5.3) hours
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study

- 15 centres, 4200 women, up to 120 hours

LNG 0.75 mg 12h —— 0.75mg
LNG 1.5 mg 12h ——— placebo
MIFEPRISTONE 10 mg 12h —— placebo
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- Mifepristone and levonorgestrel
do not differ in efficacy

Observed
preghancies
Group [total Rate
Mifepristone 21/1359 1.55%
LNG 1.5 mg x 1 20/1356 1.47%
LNG 0.75 mg x 2 24/1356 1.77%

All LNG 44/2712 1.62%
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-Side-effects within 7 days after treatment

LNG H\[e

Side effect Mifepristone 1.5 mgx1 0.75 mgx 2 p-value
Nausea 14.4% 13.9% 14.6% NS
Vomiting 0.9% 1.4% 1.4% NS
Headache 10.3% 10.4% 9.6% NS
Bleeding 18.9% 31.3% 31.3% <.0001
Delay of menses

>7 days 8.9% 4.6% 4.7% <.0001

(Mifepristone and two LNG regimens
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High risk ofi pregnancy after Mifepristone

Intercourse without contraception after treatment

NO YES
Observed Observed
pregnancies pregnancies
Group /total Rate /total Rate
Mifepristone 12/1318 0.9% 9/41 22.0%
LNG 40/2651 1.5% 4/61 6.6%

Interaction p=0.0226
(Mifepristone and two LNG regimens)
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! Tremendous advancement in the
evelopment ofi EC in the Past Decade

Technical developments
Provision of guidance to policy makers

Support for introduction activities
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Assess user needs and service capabilities

Select a product

Develop distribution plans

Train providers

Identify and meet clients’ needs
Introduce the product

Monitor and evaluate EC services
Disseminate evaluation results

Four demonstration countries: Indonesia, Kenya, Mexico, Sri Lanka

1.
2.
3.
4.
5.
6.
/.
0.
9.
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Build support for EC introduction at appropriate levels

PVL_PCC-02_EC/40

|




	EMERGENCY CONTRACEPTION
	What is emergency contraception?
	Unwanted pregnancies result in unnecessary suffering every year
	EC indicated to prevent pregnancy after intercourse
	Emergency contraception can help ...
	Methods of EC until 1998
	HRP’s new approaches foremergency contraception
	From single centre studies to multinational research
	No difference in efficacy in Hong Kong study
	Significant difference in side-effects!
	Multicentre confirmation of the findings from Hong Kong study
	Pregnancy rates and treatment delay
	Levonorgestrel versus the Yuzpe regimenConclusions
	HRP’s work catalysed global EC activities
	Consortium on emergency contraception
	Research highly acknowledged also scientifically
	Efficacy of emergency contraception
	Emergency contraception using mifepristone(600 mg, 50 mg, 10 mg  -  120 hours)
	Efficacy of three doses of mifepristone in emergency contraception
	Details of pregnancies
	Side-effects* of three doses of Mifepristone in emergency contraception
	TIMING OF MENSES AFTER MIFEPRISTONEAMONG 521 CHINESE WOMEN
	Delay of menses by group: cumulative probabilities of onset of menstruation in relation to time from expected date of menstru
	LEVONORGESTREL 0.75 mg
	Comparison of two regimens of levonorgestrel and 10 mg of mifepristone
	Mifepristone and levonorgestrel do not differ in efficacy
	Side-effects within 7 days after treatment
	High risk of pregnancy after Mifepristone
	Tremendous advancement in the development of EC in the Past Decade
	THE 9 STEPS

