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Reproductive health research at Reproductive health research at 
WHOWHO

Paul F.A. Van Look, MD PhDPaul F.A. Van Look, MD PhD
Department of Reproductive Health and ResearchDepartment of Reproductive Health and Research

World Health OrganizationWorld Health Organization

Geneva, 11 March 2004Geneva, 11 March 2004
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“Health is a state of complete 
physical, mental and social 
well-being and not merely 
the absence of disease or 
infirmity.”

7 April 1948

“Health is a state of complete 
physical, mental and social 
well-being and not merely 
the absence of disease or 
infirmity.”

7 April 1948
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FunctionsFunctions
““In order to achieve its objective, the functions of In order to achieve its objective, the functions of 
the Organization shall be:the Organization shall be:

(a)(a) to act as the directing and coto act as the directing and co--ordinating ordinating 
authority on international health work;authority on international health work;

......
(n) (n) to promote and conduct research in the to promote and conduct research in the 

field of health;field of health;
......””

(WHO Constitution, Article 2)(WHO Constitution, Article 2)
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Growth of total world populationGrowth of total world population
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““REQUESTS the DirectorREQUESTS the Director--General to General to 
develop further the programme proposed:develop further the programme proposed:

(a)(a) in the fields of reference services, studies in the fields of reference services, studies 
on medical aspects of sterility and fertility on medical aspects of sterility and fertility 
control methods and health aspects of control methods and health aspects of 
population dynamics; population dynamics; …”…”

(WHA Resolution 18.49; 1965)(WHA Resolution 18.49; 1965)

The ProgrammeThe Programme’’s historys history
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““To coordinate, To coordinate, 
promote, conduct promote, conduct 
and evaluate and evaluate 
international international 
research in human research in human 
reproductionreproduction””

UNDP/UNFPA/WHO/World Bank Special Programme of UNDP/UNFPA/WHO/World Bank Special Programme of 
Research, Development and Research Training Research, Development and Research Training 

in Human Reproduction (HRP)in Human Reproduction (HRP)
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Factors contributing to fertility declineFactors contributing to fertility declineFactors contributing to fertility decline
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How can contraceptive use be increased?How can contraceptive use be increased?

•• DevelopmentDevelopment ofof new new andand improvementimprovement
ofof existingexisting methodsmethods

• Improving access to existing methods
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Bleeding patterns experienced by Bleeding patterns experienced by 
DepoDepo--proveraprovera users at 1 year of useusers at 1 year of use
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OnceOnce--aa--month month injectablesinjectables developed by developed by 
the Programmethe Programme

MesigynaMesigyna®® :: 50 mg 50 mg norethisteronenorethisterone enantateenantate
+ 5 mg + 5 mg estradiolestradiol valeratevalerate

CyclofemCyclofem®® :: 25 mg 25 mg medroxyprogesteronemedroxyprogesterone
acetate acetate 
+ 5 mg + 5 mg estradiolestradiol cypionatecypionate
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Bleeding patterns experienced by Bleeding patterns experienced by 
injectableinjectable users at 1 year of useusers at 1 year of use
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Cyclofem/CyclofeminaCyclofem/Cyclofemina

RegisteredRegistered

ManufactureManufacture

Registration discontinuedRegistration discontinued
and and refiledrefiled

Filed for registrationFiled for registration
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““ Emergency contraceptives are Emergency contraceptives are 
methods which women can use after methods which women can use after 
intercourse to prevent pregnancy.intercourse to prevent pregnancy.””

(from Consensus Statement on Emergency (from Consensus Statement on Emergency 

Contraception, Contraception, BellagioBellagio, April 1995), April 1995)
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•• When no contraceptive was usedWhen no contraceptive was used
•• When there is a contraceptive failure or When there is a contraceptive failure or 

misuse, including:misuse, including:
–– condom breakage, slippage or misusecondom breakage, slippage or misuse
–– 2 or more consecutive missed oral contraceptive 2 or more consecutive missed oral contraceptive 

pillspills
–– late for contraceptive injectionlate for contraceptive injection
–– failed coitus failed coitus interruptusinterruptus, etc., etc.

•• In cases of sexual assaultIn cases of sexual assault

Emergency contraception is indicated to Emergency contraception is indicated to 
prevent pregnancy after intercourseprevent pregnancy after intercourse
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Methods of emergency contraception in Methods of emergency contraception in 
early 1990searly 1990s

•• Ethinylestradiol/levonorgestrelEthinylestradiol/levonorgestrel
((YuzpeYuzpe regimen) regimen) (1974)(1974)
–– nausea 50%, vomiting 20% nausea 50%, vomiting 20% 
–– efficacy approx. 75%efficacy approx. 75%

•• CopperCopper--T intrauterine device T intrauterine device (1970s)(1970s)
–– often unsuitable, requires trained providersoften unsuitable, requires trained providers
–– painful at insertion, risk of PID painful at insertion, risk of PID 
–– efficacy of greater than 95%efficacy of greater than 95%
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Group    Group    Number ofNumber of ObservedObserved Pregnancy Pregnancy 
womenwomen pregnancies         rate (95% CI)pregnancies         rate (95% CI)

YuzpeYuzpe 979979 3131 3.2% 3.2% (2.2, 4.5)           (2.2, 4.5)           
LNGLNG 976976 1111 1.1% 1.1% (0.6, 2.0)(0.6, 2.0)

*

Lower pregnancy rate after Lower pregnancy rate after 
levonorgestrellevonorgestrel

The difference in pregnancy rate was statistically significant.The difference in pregnancy rate was statistically significant.

(Source: WHO, Lancet, 1998)(Source: WHO, Lancet, 1998)



P
V

L_
G

E
_S

tu
dC

ou
rs

e_
M

A
R

04
/1

7

�������� �	�
�	�� ������
���
���	�
����
������� �	������������������
����
��	����
����


YuzpeYuzpe LNGLNG

SideSide--effect effect No. (%) of casesNo. (%) of cases No. (%) of casesNo. (%) of cases pp--valuevalue

NauseaNausea 494494 (50.5)(50.5) 226 (23.1)226 (23.1) <0.01<0.01

VomitingVomiting 184184 (18.8)(18.8) 55 (5.6)55 (5.6) <0.01<0.01

HeadacheHeadache 198198 (20.2)(20.2) 164 (16.8)164 (16.8) 0.06 0.06 

DizzinessDizziness 163163 (16.7)(16.7) 109 (11.2)109 (11.2) <0.01<0.01

FatigueFatigue 279279 (28.5)(28.5) 165 (16.9)165 (16.9) <0.01<0.01

Less sideLess side--effects after effects after levonorgestrellevonorgestrel

(Source: WHO, Lancet, 1998)(Source: WHO, Lancet, 1998)
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NorlevoNorlevo Both preparationsBoth preparations

PostinorPostinor--22

Availability of Availability of levonorgestrellevonorgestrel preparations for preparations for 
emergency contraception (as of November 2002)emergency contraception (as of November 2002)

OthersOthers
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-- pregnancy termination (firstpregnancy termination (first
and second trimester)and second trimester)

-- cervical ripeningcervical ripening

-- menses inductionmenses induction

-- ovulation blockingovulation blocking

-- lutealluteal contraceptioncontraception

-- emergency contraceptionemergency contraception

MifepristoneMifepristone researchresearch
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Unmet needs in contraceptive Unmet needs in contraceptive 
hardwarehardware

•• Methods for dual protection (including Methods for dual protection (including 
improved barrier methods)improved barrier methods)

•• Reversible methods for menReversible methods for men
•• PostcoitalPostcoital methods for repeated use during methods for repeated use during 

the cyclethe cycle
•• Improved (hormonal) methods for womenImproved (hormonal) methods for women
•• LongLong--acting, nonacting, non--hormonal methods for hormonal methods for 

womenwomen
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How can contraceptive use be increased?How can contraceptive use be increased?

• Development of new and improvement of
existing methods

•• ImprovingImproving accessaccess to to existingexisting methodsmethods
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Important new Important new knowledgeknowledge about about 
safetysafety//efficacyefficacy of hormonal of hormonal fertilityfertility--regulatingregulating

methodsmethods

•• Oral contraceptives and cancer (benefits and risks)Oral contraceptives and cancer (benefits and risks)
•• Oral contraceptives and cardiovascular diseaseOral contraceptives and cardiovascular disease
•• Oral contraceptives and breast cancerOral contraceptives and breast cancer
•• DMPA and breast cancerDMPA and breast cancer
•• Safety and efficacy of Safety and efficacy of mifepristonemifepristone
•• ThirdThird--generation oral contraceptives and venous generation oral contraceptives and venous 

thromboembolismthromboembolism
•• LongLong--term safety and efficacy of Norplantterm safety and efficacy of Norplant®®
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Cumulative net Cumulative net probabilitiesprobabilities (se) (se) ofof discontinuation discontinuation 
andand continuation rates continuation rates perper 100 100 womenwomen atat 10 10 yearsyears

ofof use*use*

TCuTCu 380A380A MultiloadMultiload 375375 pp--valuevalue

Total Total pregnancypregnancy 3.4 (0.5)3.4 (0.5) 5.3 (0.7)5.3 (0.7) 0.0290.029
-- IntrauterineIntrauterine 2.7 (0.5)2.7 (0.5) 5.2 (0.7)5.2 (0.7) 0.0020.002
-- EctopicEctopic 0.8 (0.3)0.8 (0.3) 0.1 (0.1)0.1 (0.1) 0.0110.011

ExpulsionsExpulsions 11.2 (1.0)11.2 (1.0) 14.8 (1.2)14.8 (1.2) 0.0230.023
Total Total medicalmedical removalsremovals 29.2 (1.4)29.2 (1.4) 28.9 (1.5)28.9 (1.5) 0.800.80

-- PelvicPelvic inflammatoryinflammatory 0.4 (0.2)0.4 (0.2) 0.5 (0.2)0.5 (0.2) 0.820.82
diseasedisease

Continuation rateContinuation rate 40.1 (1.3)40.1 (1.3) 37.4 (1.3)37.4 (1.3) 0.140.14
WomanWoman--yearsyears 10,16410,164 10,01410,014

* * InterimInterim data, data, cutcut--offoff July 2002July 2002
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PID  INCIDENCE  RATE PID  INCIDENCE  RATE 
(95% confidence interval)(95% confidence interval)
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Trends in use of contraceptionTrends in use of contraception
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Developing countriesDeveloping countries Developed countriesDeveloped countries



P
V

L_
G

E
_S

tu
dC

ou
rs

e_
M

A
R

04
/2

7

�������� �	�
�	�� ������
���
���	�
����
������� �	������������������
����
��	����
����


Emphasis on research capability Emphasis on research capability 
strengtheningstrengthening

US$ 2US$ 2 US$ 1US$ 1
Research and developmentResearch and development Research capabilityResearch capability

strengtheningstrengthening
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AFRO AMRO EMRO EURO SEARO WPRO

Countries collaborating with the DepartmentCountries collaborating with the Department
in the year 2002 (n = 110 countries)in the year 2002 (n = 110 countries)
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Maternal health intervention research duringMaternal health intervention research during
19951995--2003 with leading/active participation of the Programme2003 with leading/active participation of the Programme

CountriesCountries WomenWomen StatusStatus

Antenatal care Antenatal care 44 24 67824 678 Published (2001)Published (2001)
Postpartum haemorrhagePostpartum haemorrhage 99 18 53018 530 Published (2001)Published (2001)
Treatment of preTreatment of pre--eclampsiaeclampsia (MAGPIE trial) (MAGPIE trial) 3131 10 14110 141 Published (2002)Published (2002)

Caesarean sectionCaesarean section 55 149 276149 276 In pressIn press
The WHO Reproductive Health LibraryThe WHO Reproductive Health Library 22 76 05376 053 Final evaluationFinal evaluation

phasephase
Prevention of prePrevention of pre--eclampsiaeclampsia (calcium (calcium 66 8 3388 338 CompletedCompleted
supplementation)supplementation)
Screening and treatment of urinary tract infectionScreening and treatment of urinary tract infection 44 18 00018 000 OngoingOngoing
Prevention of prePrevention of pre--eclampsiaeclampsia (anti(anti--oxidants)oxidants) 33 4 0444 044 OngoingOngoing
Prevention of prePrevention of pre--eclampsiaeclampsia (treatment of(treatment of 55 1 6001 600 In preparationIn preparation
hypertension)hypertension)

Treatment of postpartum haemorrhageTreatment of postpartum haemorrhage 44 1 0001 000 In preparationIn preparation

TotalTotal 2525** 311 660311 660

* Some countries have been involved in more than one study
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Methods for dual protectionMethods for dual protection
(STI and pregnancy)(STI and pregnancy)

•• MicrobicidesMicrobicides (cellulose (cellulose sulfatesulfate))
–– doubledouble--blind, Phase I study (control: Kblind, Phase I study (control: K--Y jelly)Y jelly)
–– Kampala, Mumbai, Kampala, Mumbai, SagamuSagamu

•• Male and female condomsMale and female condoms
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GRIPGRIP
Getting research into practiceGetting research into practice

through the development of evidencethrough the development of evidence--based based 
technical and policy guidancetechnical and policy guidance
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Universally accepted guidance for Universally accepted guidance for 
family planningfamily planning
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(Arabic)(Arabic)
EnglishEnglish
FrenchFrench

SpanishSpanish
RussianRussian
LaotianLaotian

VietnameseVietnamese
IndonesianIndonesian

ChineseChinese
FaisiFaisi

Widely acclaimed evidenceWidely acclaimed evidence--based guidance for based guidance for 
maternal and newborn health carematernal and newborn health care
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The WHO Reproductive Health LibraryThe WHO Reproductive Health Library

19991998 2000 2001 2002
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The Implementing The Implementing 
Best Practices (IBP) InitiativeBest Practices (IBP) Initiative

Implementing Best Practices Implementing Best Practices 
ConsortiumConsortium

GoalGoal

To work with global, regional and country To work with global, regional and country 
networks to exchange information and networks to exchange information and 

support a systematic process to introduce, support a systematic process to introduce, 
adapt and apply best practices to improve adapt and apply best practices to improve 

access to and quality of reproductive access to and quality of reproductive 
healthhealth
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Social, Cultural, 
Political and Resource 

Contexts

PEOPLE

SERVICES TECHNOLOGY
Availability, 

Characteristics
Policies, 

Programmes, 
Access, Availability, 

Quality of Care

RH Status, User 
Perspectives, 

Gender

The Strategic Approach:The Strategic Approach:
Conceptual frameworkConceptual framework
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Using the Strategic Approach for Strengthening Using the Strategic Approach for Strengthening 
Quality of Care in Reproductive Health Services Quality of Care in Reproductive Health Services 
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““HRP is a unique Programme HRP is a unique Programme 
and the international leader in and the international leader in 
reproductive health research.  reproductive health research.  
It needs to be supported It needs to be supported 
further to enable it to continue further to enable it to continue 
its role effectively in response its role effectively in response 
to evolving reproductive to evolving reproductive 
health problems and health problems and 
practices.practices.””

(External Evaluation of HRP, (External Evaluation of HRP, 
Final Report, June 2003)Final Report, June 2003)
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The Bush administration may withhold funds The Bush administration may withhold funds 
from a World Health Organization program from a World Health Organization program 
because it is doing research on the abortion pill because it is doing research on the abortion pill 
mifepristone, also known as RUmifepristone, also known as RU--486, a 486, a 
spokesman said yesterday...spokesman said yesterday...

......““We are looking at that program in terms of We are looking at that program in terms of 
whether that is consistent with Kempwhether that is consistent with Kemp--KastenKasten,,””
State Department spokesman Richard Boucher State Department spokesman Richard Boucher 
saidsaid……

(The Washington Post, 8 November 2002)(The Washington Post, 8 November 2002)
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“…“…often I get this question whether I will be often I get this question whether I will be 
interested in supporting HRP and also whether I interested in supporting HRP and also whether I 
will be interested in supporting the sexual and will be interested in supporting the sexual and 
reproductive health programme.  The short reproductive health programme.  The short 
answer is a answer is a ““yesyes””, because I know that this is a , because I know that this is a 
very, very important programme.very, very important programme.””

(Extract from intervention by Dr J.W. Lee,(Extract from intervention by Dr J.W. Lee,
DirectorDirector--General Elect, at General Elect, at HRPHRP’’ss

Policy and Coordination Committee,Policy and Coordination Committee,
1 July 2003)1 July 2003)


