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Starting Point

• 30 years of epidemiologic and biologic studies have 
tried to determine whether there is truly increased 
risk of HIV acquisition associated with use of 
hormonal contraception

• The fact that there remains 
uncertainty today suggests 
that better evidence is needed 
to provide clarity for this 
important issue



HC-HIV 
Research 
Timeline

• 1987 – Plummer IAS

• 1988-on – Multiple secondary analyses

• 1996 – Marx monkey data/NIH review 

• 2005 – HC-HIV Study results

• 2007 – 1st WHO HC/HIV Consultation

• 2011 – Partners in Prevention results

• 2012 – 1st Polis review, 2nd WHO Consultation

• 2014 – 2nd Polis review, WHO MEC

• 2016 – 3rd Polis review, 3rd WHO consultation

• 2017 – WHO MEC 



WHO Medical Eligibility Criteria (MEC) for 
contraceptive use

Classification of Known 
Conditions

Definition

1 No restriction on use

2 Benefits generally outweigh risks

3 Risks generally outweigh benefits

4 Unacceptable health risk



ECHO: Overarching Goal 

To answer the pressing public health 
question of the relative risks (HIV 
acquisition) and benefits (pregnancy 
prevention) of three commonly-used, 
effective contraceptive methods among 
women who desire contraception 



Rationale for a Randomized Trial 

A randomized trial, if done well, provides the highest-
quality evidence: 
Providing clear guidance for policymakers and 

programs
Helping to formulate clear counselling messages for 

clinicians 
Permitting women to make fully informed choices



ECHO Trial Design
7,800 women ages 16-35 wanting to prevent pregnancy

and willing to be randomized

Randomize

(1:1:1 ratio)

DMPA

(2,600 women)
LNG implant

(2,600 women)

Copper IUD

(2,600 women)





ECHO Contraceptive Methods 
DMPA 

 Most commonly used reversible contraceptive in sub-
Saharan Africa

 Highly effective when used consistently (0.2% failure rate)

 Easy to administer (IM injection), can be used covertly

Jadelle (LNG) implant

 Highly effective, user-independent, rapidly reversible

 Failure rates of <1% for both perfect and typical use

Copper IUD

 Extremely safe, non-hormonal, highly effective, and rapidly 
reversible

 Approved for 10 years of use 

 Failure rates of <1% in both perfect and typical use if 
inserted properly



Study Visits
Study visits are quarterly for up to 18 months and include:

 HIV testing and contraceptive counseling 

 Brief questionnaires on contraceptive use, behaviors, symptoms, and 

related factors

All participants are provided a comprehensive contraceptive, HIV 

prevention, and HIV care package:

 Risk-reduction counselling, condoms, offer of partner testing

 STI screening and treatment 

 Other prevention options, including oral PrEP, as they became available at 

sites.  PrEP now offered as part of optimal HIV prevention package.  

 HIV care plans for seroconverters

 Linkage to contraceptive services at the end of follow-up



ECHO Overview
Design Multi-center, open-label randomized trial

Arms
Random allocation to: DMPA, levonorgestrel (LNG) 
implant, or copper IUD

Population
Sexually active HIV-uninfected women, ages 16-35 
years seeking highly effective contraception, willing 
to be randomized to any study arm

Sample size 7,800 women (~2,600 per study group)

Outcomes Primary = HIV (80% power to observe 50% increase across the 3 methods)

Secondary = pregnancy, SAEs, method continuation

Duration Up to 18 months per woman; study will last ~36 
months

Sites 12 sites in Kenya, South Africa (9), Swaziland, Zambia



ECHO Study Sites (12)
South Africa (9)

 Brits: Madibang

 Cape Town: Desmond Tutu HIV Centre

 Durban: MatCH RU

 East London: ECRU

 Edendale: MatCH RU

 Johannesburg: WRHI

 Klerksdorp: Aurum

 Ladysmith: Qhakaza Mbokodo RU

 Soshanguve: Setshaba RC

Kenya, Kisumu: KEMRI

Swaziland, Manzini: FLAS/ICAP

Zambia, Lusaka: UNC-Zambia



Oversight
 An independent DSMB reviews data on participant safety, study conduct, 

and scientific validity and integrity of the trial approximately every 6 
months

 Ethical review of protocol conducted prior to study start and annually 
IRBs/ECs at FHI 360, WHO, and each study site

 A safety oversight committee reviews safety data from all sites monthly 
and has 24/7 availability for clinical advice.

 A Global Community Advisory Group and CABs at each site meet 
regularly.  Each site has an active Good Participatory Practice plan.  

 To assure the trial meets all regulatory requirements (both US and each 
country), the study is conducting quality control and assurance activities, 
and being reviewed by qualified independent clinical monitors



ECHO Performance Standards
To do the ECHO trial well, the team, funders, and DSMB agreed 
prior to initiation that key operational metrics would be reviewed 
continually during the study and if not met would trigger careful 
reevaluation of whether to stop the trial: 

ECHO Performance Standard Target (*=overall and at each site)

#1 Accrual Achieve target sample within ~18 months 

#2  Method refusal <5% of subjects*

#3 Retention Per-visit completion of ≥90% and ≤10% of expected 
person-years lost*

#4  Method discontinuation ≤10% of all person-time off assigned method*

#5  HIV incidence sufficient to meet the study objectives (≥3.5%/year)

#6  Ineligible enrollments <1-2% of total*

#7  HIV endpoint adjudication up-to-date for each DSMB review*

#8  Data quality current for each DSMB, QC ≤5/100 CRFs, fax time ≤7d*



ECHO: What Can It Tell Us
HIV incidence comparison across the three trial 

methods (DMPA, LNG implant, Cu-IUD), with good 
statistical power, important effect size (50%), and 
robust trial quality

Demonstration of ability to randomize; experience 
with IUD across settings

Biologic mechanisms studies with systemic and 
mucosal samples 

Direct comparison of method continuation or 
discontinuation, pregnancy incidence, and other 
secondary outcomes



ECHO: What It Cannot Tell Us
HIV incidence comparison for methods not tested

Whether HIV incidence differences, if seen, reflect 
biologic effects or behavioral effects or the relative 
contribution of each 
This is because the trial tests the whole package

What to do next with policy, program, and individual 
decision-making 
ECHO provides evidence for making those decisions



ECHO Current Status
• Started December 2015  

• Open at 12 of 12 sites by mid-2016

• Enrollment completed on schedule, n = 7,830, in September 
2017

• DSMB met August 2016, March 2017, July 2017, November 
2017, and March 2018 - strongly endorsed continuation of 
the study

• Performance standards are excellent
• No additional information available while trial ongoing

• Expect study visits to be completed in late 2018





 The ECHO Study completed enrollment of 7,830 women in 12 sites in 
Kenya, South Africa, Swaziland and Zambia

 Performance metrics are excellent, counseling is directly responsive to 
current WHO guidance, and the DSMB has active oversight

 Study results expected in 2019

 Results from the trial will be highest quality evidence, and as a result:

 Women will have highest quality information to make informed 
choices

 Providers will have highest quality information for contraceptive 
counseling

 Policymakers will have highest quality information about 
contraceptive risks and benefits for family planning programs

ECHO Summary
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ECHO Funders

Contraceptive supplies donated by USAID and the Republic of South Africa.


