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Articles

Effi  cacy and eff ectiveness of an rVSV-vectored vaccine in 
preventing Ebola virus disease: fi nal results from the Guinea 
ring vaccination, open-label, cluster-randomised trial 
(Ebola Ça Suffi  t!)
Ana Maria Henao-Restrepo, Anton Camacho, Ira M Longini, Conall H Watson, W John Edmunds, Matthias Egger, Miles W Carroll, Natalie E Dean, 
Ibrahima Diatta, Moussa Doumbia, Bertrand Draguez, Sophie Duraff our, Godwin Enwere, Rebecca Grais, Stephan Gunther, Pierre-Stéphane Gsell, 
Stefanie Hossmann, Sara Viksmoen Watle, Mandy Kader Kondé, Sakoba Kéïta, Souleymane Kone, Eewa Kuisma, Myron M Levine, Sema Mandal, 
Thomas Mauget, Gunnstein Norheim, Ximena Riveros, Aboubacar Soumah, Sven Trelle, Andrea S Vicari, John-Arne Røttingen*, 
Marie-Paule Kieny*

Summary
Background rVSV-ZEBOV is a recombinant, replication competent vesicular stomatitis virus-based candidate vaccine 
expressing a surface glycoprotein of Zaire Ebolavirus. We tested the eff ect of rVSV-ZEBOV in preventing Ebola virus 
disease in contacts and contacts of contacts of recently confi rmed cases in Guinea, west Africa.

Methods We did an open-label, cluster-randomised ring vaccination trial (Ebola ça Suffi  t!) in the communities of 
Conakry and eight surrounding prefectures in the Basse-Guinée region of Guinea, and in Tomkolili and Bombali in 
Sierra Leone. We assessed the effi  cacy of a single intramuscular dose of rVSV-ZEBOV (2×10⁷ plaque-forming units 
administered in the deltoid muscle) in the prevention of laboratory confi rmed Ebola virus disease. After confi rmation 
of a case of Ebola virus disease, we defi nitively enumerated on a list a ring (cluster) of all their contacts and contacts 
of contacts including named contacts and contacts of contacts who were absent at the time of the trial team visit. The 
list was archived, then we randomly assigned clusters (1:1) to either immediate vaccination or delayed vaccination 
(21 days later) of all eligible individuals (eg, those aged ≥18 years and not pregnant, breastfeeding, or severely ill). An 
independent statistician generated the assignment sequence using block randomisation with randomly varying 
blocks, stratifi ed by location (urban vs rural) and size of rings (≤20 individuals vs >20 individuals). Ebola response 
teams and laboratory workers were unaware of assignments. After a recommendation by an independent data and 
safety monitoring board, randomisation was stopped and immediate vaccination was also off ered to children aged 
6–17 years and all identifi ed rings. The prespecifi ed primary outcome was a laboratory confi rmed case of Ebola virus 
disease with onset 10 days or more from randomisation. The primary analysis compared the incidence of Ebola virus 
disease in eligible and vaccinated individuals assigned to immediate vaccination versus eligible contacts and contacts 
of contacts assigned to delayed vaccination. This trial is registered with the Pan African Clinical Trials Registry, 
number PACTR201503001057193.

Findings In the randomised part of the trial we identifi ed 4539 contacts and contacts of contacts in 51 clusters 
randomly assigned to immediate vaccination (of whom 3232 were eligible, 2151 consented, and 2119 were 
immediately vaccinated) and 4557 contacts and contacts of contacts in 47 clusters randomly assigned to delayed 
vaccination (of whom 3096 were eligible, 2539 consented, and 2041 were vaccinated 21 days after randomisation). 
No cases of Ebola virus disease occurred 10 days or more after randomisation among randomly assigned contacts 
and contacts of contacts vaccinated in immediate clusters versus 16 cases (7 clusters aff ected) among all eligible 
individuals in delayed clusters. Vaccine effi  cacy was 100% (95% CI 68·9–100·0, p=0·0045), and the calculated 
intraclass correlation coeffi  cient was 0·035. Additionally, we defi ned 19 non-randomised clusters in which we 
enumerated 2745 contacts and contacts of contacts, 2006 of whom were eligible and 1677 were immediately 
vaccinated, including 194 children. The evidence from all 117 clusters showed that no cases of Ebola virus disease 
occurred 10 days or more after randomisation among all immediately vaccinated contacts and contacts of contacts 
versus 23 cases (11 clusters aff ected) among all eligible contacts and contacts of contacts in delayed plus all eligible 
contacts and contacts of contacts never vaccinated in immediate clusters. The estimated vaccine effi  cacy here was 
100% (95% CI 79·3–100·0, p=0·0033). 52% of contacts and contacts of contacts assigned to immediate vaccination 
and in non-randomised clusters received the vaccine immediately; vaccination protected both vaccinated and 
unvaccinated people in those clusters. 5837 individuals in total received the vaccine (5643 adults and 194 children), 
and all vaccinees were followed up for 84 days. 3149 (53·9%) of 5837 individuals reported at least one adverse event 
in the 14 days after vaccination; these were typically mild (87·5% of all 7211 adverse events). Headache (1832 
[25·4%]), fatigue (1361 [18·9%]), and muscle pain (942 [13·1%]) were the most commonly reported adverse events 
in this period across all age groups. 80 serious adverse events were identifi ed, of which two were judged to be 
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related to vaccination (one febrile reaction and one anaphylaxis) and one possibly related (infl uenza-like illness); all 
three recovered without sequelae.

Interpretation The results add weight to the interim assessment that rVSV-ZEBOV off ers substantial protection 
against Ebola virus disease, with no cases among vaccinated individuals from day 10 after vaccination in both 
randomised and non-randomised clusters.

Funding WHO, UK Wellcome Trust, the UK Government through the Department of International Development, 
Médecins Sans Frontières, Norwegian Ministry of Foreign Aff airs (through the Research Council of Norway’s GLOBVAC 
programme), and the Canadian Government (through the Public Health Agency of Canada, Canadian Institutes of Health 
Research, International Development Research Centre and Department of Foreign Aff airs, Trade and Development).

Copyright © 2016. World Health Organization. Published by Elsevier Ltd/Inc/BV. All rights reserved.

Introduction
Since the Ebola virus was fi rst identifi ed in 1976, sporadic 
outbreaks of Ebola virus disease have been reported in 
Africa, each causing high mortality.1 No vaccine is 
currently licensed for preventing Ebola virus disease or 
other fi lovirus infections. The 2013–16 outbreak of Ebola 
virus disease in west Africa2 highlighted the need to 
produce and assess a safe and eff ective Ebola vaccine for 
human beings.3 One promising vaccine candidate,4 the 
recombinant, replication-competent, vesicular stomatitis 
virus-based vaccine expressing the glycoprotein of a Zaire 
Ebolavirus (rVSV-ZEBOV), is protective in challenge 
models in several animal species,5–16 including mice, 
hamsters, guinea pigs, and non-human primates.4,5   A 
single dose completely protected non-human primates 
against high-dose challenge (around 1000 particle-

forming units) when administered between 7 and 31 days 
pre-challenge7–9 and partly protected non-human primates 
when administered from 3 days before7 to 24 h after 
challenge with the Makona strain responsible for the west 
African epidemic.11

We therefore undertook Ebola ça Suffi  t! (translated as 
“Ebola that’s enough!”), a ring vaccination phase 3 
effi  cacy trial in Guinea whose primary objective was to 
assess the effi  cacy of the rVSV-ZEBOV vaccine for the 
prevention of Ebola virus disease in human beings (the 
ring vaccination approach was inspired by the 
surveillance-containment strategy that led to smallpox 
eradication).17 Preliminary results indicated 100% vaccine 
effi  cacy (95% CI 74·7–100·0) at interim analysis, after 
which the delayed-vaccination arm was discontinued.18 
Here, we present the fi nal results of the trial.

Research in context

Evidence before this study
There are currently no licensed vaccines for preventing Ebola 
virus disease or other fi lovirus infections. The rVSV-ZEBOV 
candidate vaccine has been reported to be protective in 
challenge models in several non-human species. We searched 
Medline and EMBASE without language restrictions for articles 
published from January, 1990, to July 20, 2015, to identify any 
published phase 3 clinical trials assessing the effi  cacy of Ebola 
vaccines, using the search terms “Ebola virus”, “fi lovirus”, 
“prophylaxis”, “vaccine”, and “clinical trials”. The rVSV-ZEBOV 
vaccine has been studied in phase 1 and phase 2 studies, which 
have documented its immunogenicity and safety profi le. To our 
knowledge, ours is the only phase 3 trial of this vaccine in west 
Africa that has reported results, and no trial until now has used 
the ring vaccination cluster-randomised design. Therefore, we 
could not do a detailed systematic review at this point in time.

Added value of this study
Ebola Ça Suffi  t used a novel trial design based on identifi cation 
of people at risk around a newly confi rmed case of Ebola virus 
disease (contacts and contacts of contacts) and ring vaccination 
to improve the prospect of generating robust evidence on the 
eff ects of the vaccine despite the low and decreasing incidence 

of Ebola virus disease. Individuals were either randomly 
assigned to immediate vaccination or delayed vaccination, or 
not randomly assigned (and received immediate vaccination). 
Interim analysis suggested that rVSV-ZEBOV off ered very high 
protection, leading to the delayed-vaccination arm being 
discontinued. Final data from all trial clusters (randomised and 
non-randomised, with children included in the 
non-randomised group) showed that at 10 days or more after 
randomisation, there were no cases of Ebola virus disease 
among immediately vaccinated contacts and contacts of 
contacts; ie, 100% protection. Adverse events data indicated no 
safety concerns in adults or children.

Implications of all the available evidence
We used a novel trial design, which had a high probability of 
generating evidence on the individual and cluster-level eff ects of 
the vaccine despite the low and decreasing incidence of Ebola 
virus disease. These results indicate that rVSV-ZEBOV is safe and 
eff ective in averting Ebola virus disease when added to 
established control measures as a ring vaccination approach. 
Ring vaccination trials might have application in the assessment 
of other vaccine candidates in epidemics of other viral 
haemorrhagic fevers or other emerging infectious diseases. 
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Methods
Study design and participants
The Guinea ring vaccination trial was a cluster-
randomised controlled trial designed to assess the eff ect 
of one dose of the candidate vaccine in protecting against 
laboratory confi rmed Ebola virus disease. We did this 
trial in the community in Conakry and eight surrounding 
prefectures in the Basse-Guinée region of Guinea 
(appendix).

The Guinean national medicines regulatory agency 
(Direction Nationale de la Pharmacie et du Laboratoire) 
and the national ethics committee (Comité National 
d’Ethique pour la Recherche en Santé), the WHO 
Ethical Research Committee, and Norwegian Regional 
Committees for Medical and Health Research Ethics 
approved the study protocol. In Aug, 2015, after approval 
by Sierra Leonean National Regulatory Authority and the 
Ethics Review Committee, the trial was extended to 
Sierra Leone (Tomkolili and Bombali).

Ebola virus spread across many geographical areas of 
Guinea, mainly through familial and social networks and 
funeral exposures.19 After confi rmation of a case of Ebola 
virus disease (index case), we enumerated and 
randomised clusters (called rings) of epidemiologically 
linked people.20 The ring vaccination design ensured that 
the study was undertaken in pockets of high incidence of 
Ebola virus disease despite the declining epidemic and 
an overall low attack rate (ie, the total number of cases of 
Ebola virus disease in the three worst aff ected countries 
divided by the estimated total population of these 
countries; estimated here as about 0·13%). Details of the 
study protocol, study team composition, study 
procedures, and statistical analysis plan have been 
previously reported.18,20

Briefl y, we enumerated clusters as a list of all contacts 
and contacts of contacts of the index case including 
residents temporarily absent at the time of enumeration. 
We defi ned contacts as individuals who lived in the same 
household, visited or were visited by the index case after 
the onset of symptoms, provided him or her with 
unprotected care, or prepared the body for the traditional 
funeral ceremony. These contacts included high-risk 
contacts who were in close physical contact with the 
patient’s body or body fl uids, linen, or clothes.21 Contacts 
of contacts were the neighbours of the index case to the 
nearest appropriate geographical boundary plus the 
household members of any high-risk contacts living 
away from the index cases’ residence. A new cluster was 
defi ned if at least 60% of the contacts and contacts of 
contacts were not enumerated in a previous cluster.

We randomly assigned clusters into immediate 
vaccination or vaccination delayed by 21 days. Exclusion 
criteria were: history of Ebola virus disease (self-declared 
or laboratory confi rmed), being aged less than 18 years, 
pregnancy (verbally declared) or breastfeeding (women 
were invited, but not forced, to take a pregnancy test),  
history of administration of other experimental 

treatments during the past 28 days, history of anaphylaxis 
to a vaccine or  vaccine component, or serious disease 
requiring confi ning to bed or admission to hospital by 
the time of vaccination.  Within each cluster, all people 
who were eligible and consented were off ered vaccination.

A team obtained written informed consent from all 
eligible contacts and contacts of contacts using a printed 
information sheet. If the person in question was illiterate, 
these documents were read to him or her in their local 
language and a fi ngerprint from the participant and the 
signature of an independent literate witness documented 
consent. Eligible contacts and contacts of contacts were 
informed of the outcome of the randomisation at the end 
of the informed consent process.  

The trial personnel were predominantly composed of 
nationals from Guinea and other African countries. An 
internal quality assurance and quality control system was 
put in place, with 100% monitoring of study documents. 
An independent data and safety monitoring 
board (DSMB) reviewed the study protocol and the 
analysis plan before the analysis and assessed adverse 
events and effi  cacy results. The pilot phase of the trial 
began on March 23, 2015, and random assignment of 
clusters started on April 1, 2015. On July 31, 2015, random 
assignment into immediate and delayed vaccination was 
discontinued on the recommendation of the DSMB, 
whose decision took into consideration the interim 
analysis showing 100% vaccine effi  cacy18 (although they 
noted that the prespecifi ed α spending criterion of 0·0027 
was not achieved) and the low probability of being able to 
recruit substantial numbers of additional rings (given 
the declining number of cases of Ebola virus disease in 
the country). Thereafter, all identifi ed rings received 
immediate vaccination. Ring enrolment was concluded 
on Jan 20, 2016.

Additionally, in view of emerging data for vaccine 
safety among children aged 6–17 years,22 the protocol was 
amended on Aug 15, 2015, to also include children in this 
age group. Consequently, we obtained written informed 
consent from the parents or guardians of children aged 
6–17 years with written assent from children aged 
12–17 years.

Randomisation and masking
Contacts and contacts of contacts of individuals with Ebola 
virus disease were enumerated into clusters (and the 
information stored on a list) and these clusters were 
cluster-randomised (1:1) to either immediate vaccination 
or delayed vaccination (21 days later) of all eligible 
individuals.20 The teams who defi ned the clusters were 
diff erent from the team who took informed consent or did 
the vaccinations. Randomisation took place only after the 
list enumerating all the contacts and contacts of contacts 
of a cluster was closed. An independent statistician not 
otherwise involved in the trial generated the allocation 
sequence, and Ebola response teams and laboratory 
workers were unaware of the allocation of clusters.
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We used block randomisation randomly varying block 
sizes, stratifi ed by location (urban vs rural) and size of 
rings (≤20 vs >20 individuals). The randomisation list 
was stored in a data management system not accessible 
to anyone involved in the recruitment of trial 
participants. Allocation of a cluster was done once the 
enumeration of the cluster (ie, the list of contacts and 
contacts of contacts) was done. Allocation of the cluster 
was informed to the participants at the end of the 
informed consent process. In the pilot phase and after 
July 27, 2015, clusters were not randomised and all 
eligible participants received the vaccine immediately 
after informed consent.

Procedures
Active surveillance for, and laboratory confi rmation of, 
cases of Ebola virus disease were independently 
undertaken by the national surveillance system, and 
cases of Ebola virus disease were confi rmed by designated 
surveillance laboratories.23,24 The national Ebola 
surveillance team and the trial team were independent; 
the trial team did not communicate any specifi c 
information to the surveillance teams and laboratories 
about which cases of Ebola virus disease were used to 
form a new cluster or which people would be included in 
a cluster.

Within 1–2 days of confi rmation of a new case of 
Ebola virus disease, our social communication teams 
visited the area of residence of the case and sought the 
communities’ consent for the trial team to enumerate a 
new cluster. A second team enumerated the cluster list 
of contacts and contacts of contacts. This list was then 
stored. From the complete cluster list, preliminary 
inclusion and exclusion criteria were applied (eg, age) 
to generate a list of all potential trial participants 
(eligible contacts and contacts of contacts) to be 
approached for consent. Eligible contacts and contacts 
of contacts cluster-randomised to immediate 
vaccination had only one opportunity to give their 
informed consent; ie, during the fi rst contact (day 0). 
Eligible contacts and contacts of contacts assigned to 
delayed clusters had two opportunities to consent: 
day 0 and day 21 when vaccination was off ered to 
the cluster.

The rVSV-ZEBOV vaccine (Merck Sharp & Dohme, 
Kenilworth, NJ, USA) was selected for the trial according 
to a framework developed by an independent group of 
experts.25 All vaccinees received one dose of 2 × 10⁷ plaque-
forming units of the rVSV-ZEBOV vaccine intra-
muscularly in the deltoid muscle.

To assess safety, vaccinees were observed for 30 min 
post-vaccination and at home visits on days 3, 14, 21, 42, 
63, and 84. The possible causal relationship of any 
adverse event to vaccination was judged by the study 
physicians and reported to the DSMB. Vaccinees were 
provided with acetaminophen or ibuprofen for the 
management or prevention of post-vaccination fever.

Outcomes
The primary outcome was a laboratory confi rmed case of 
Ebola virus disease, defi ned as any probable or suspected 
case from whom a blood sample was taken and laboratory 
confi rmed as positive for Ebola virus; or any deceased 
individual with probable Ebola virus disease, from whom 
a post-mortem sample taken within 48 h after death was 
laboratory confi rmed as positive for Ebola virus 
disease.23,24 In our secondary objectives, we analysed the 
vaccine eff ect on deaths due to Ebola virus disease. A 
prespecifi ed secondary analysis examined the overall 
ring vaccination eff ectiveness in protecting all contacts 
and contacts of contacts in the randomised clusters 
(including unvaccinated cluster members) although the 
trial was not powered to measure population level eff ects. 

Local laboratories of the Ebola surveillance system 
confi rmed cases by either detection of virus RNA by 
reverse transcriptase-PCR or detection of IgM antibodies 
directed against Ebola virus.23,24 If available to us, aliquots 
of samples were retested at the European Mobile 
Laboratory using the RealStar Zaire Ebolavirus reverse 
transcriptase-PCR kit 1.0. All index cases and secondary 
cases of Ebola virus disease occurring in the clusters 
were documented using laboratory results, case 
investigation forms and information on chains of 
transmission developed independently by the national 
surveillance team and, if needed, supplemented with 
information collected by trial personnel.

A priori, we defi ned that only cases of Ebola virus 
disease with an onset 10 or more days from randomisation 
were valid outcomes for the trial.18,20 This was done to 
account for the incubation period of Ebola virus 
disease,26,27 the time between onset of symptoms and 
laboratory confi rmation and the unknown period between 
vaccination and a vaccine-induced protective immune 
response (lag period).20 Additionally, vaccinated cases of 
Ebola virus disease with an onset of more than 31 days 
after random assignment were censored to account for 
vaccination in the delayed clusters on day 21.18,20

Statistical analysis
The sample size calculation is described elsewhere.18,20 
We analysed outcomes at the cluster level rather than 
individual level using the cumulative incidence of valid 
outcomes for each cluster. Additional to the planned 
analyses,20 and to address external suggestions on our 
interim analysis report28–30 we did further analyses of the 
randomised data. For the randomised evidence, we 
compared the incidence of Ebola virus disease in: 1) all 
vaccinated in immediate versus all contacts and contacts 
of contacts eligible and who consented on day 0 visit in 
delayed; 2) all vaccinated in immediate versus all contacts 
and contacts of contacts eligible in delayed; 3) all contacts 
and contacts of contacts eligible in immediate versus all 
contacts and contacts of contacts eligible in delayed; 
and 4) all contacts and contacts of contacts in immediate 
versus all contacts and contacts of contacts in delayed.
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We also analysed the evidence from all clusters, including 
data from randomised and non-randomised clusters. For all 
clusters, we compared the incidence of Ebola virus disease 
in: all vaccinated in immediate versus all contacts and 
contacts of contacts who were eligible in delayed plus all 
contacts and contacts of contacts who were eligible but never 

vaccinated in immediate; all contacts and contacts of contacts 
in immediate versus all contacts and contacts of contacts in 
delayed and; all vaccinated in immediate versus all eligible 
but never vaccinated in immediate. Additionally, we 
characterised the risk of Ebola exposure and participant 
characteristics for all the groups being compared.

476 confirmed cases of Ebola virus disease reported in 
 Basse-Guinée (from March 23, 2015, to Jan 20, 2016)

 117 clusters (rings) defined*
11 841 contacts and contacts of contacts

 98 clusters randomised
 9096 contacts and contacts of contacts

 19 clusters non-randomised†
 2745 contacts and contacts of contacts

361 cases excluded (ie, rings were not defined)
 273 not considered for inclusion: distance too large, 
  delayed reporting, inadequate team capacity
 73 already included in an existing cluster
 10 security issues or negative attitude of community
 5 negative tests at reference laboratory

1307 individuals not eligible for 
  vaccination
 1141 aged <18 years
 145 did not provide basic 
  information for ring 
  definition 
 17 pregnant or breastfeeding
 3 severely ill
 1 pregnant or breastfeeding 
  and severely ill

 51 clusters assigned to immediate 
  vaccination
 4539 contacts and contacts of contacts

3232 individuals eligible for vaccination

1081 individuals excluded
 728 consent not given
 353 absent

2151 individuals consented

1461 individuals not eligible for 
 vaccination
 1332 aged <18 years
 106 did not provide basic 
  information for ring 
  definition
 22 pregnant or breastfeeding
 1 severely ill

3096 individuals eligible for vaccination

557 individuals excluded
 441 consent not given
 116 absent

739 individuals not eligible for 
 vaccination
 26 aged <18 years (pilot phase)
 295 aged <6 years (pilot phase)
 416 did not provide basic 
  information for ring definition 
 2 severely ill

2006 individuals eligible for vaccination

328 individuals excluded
 165 consent not given
 163 absent

1435 individuals consented during first 
  contact with the team (day 0)

1104 individuals consented during second 
  contact with the team (day 21)

32 individuals excluded
 31 withdrew consent 
 1 absent

2119 individuals vaccinated

495 individuals excluded
 344 withdrew consent 
 136 absent
 2 pregnant, 
 1 severely ill
 12 with suspected or confirmed 
  Ebola virus disease

940 individuals vaccinated

1678 individuals consented

1 individual excluded
 1 individual severely ill, but not a 
  case of Ebola virus disease

1677 individuals vaccinated

3 individuals excluded
 3 withdrew consent 

1101 individuals vaccinated

 47 clusters assigned to delayed 
  vaccination
 4557 contacts and contacts of contacts

Figure 1: Trial profi le
The vaccine eff ects analyses set included all eligible contacts and contacts of contacts and the safety analysis set included all participants who had received the vaccine. Participants were analysed in the 
group corresponding to the allocated arm. *Including two non-randomised rings from Sierra Leone with 325 contacts and 255 contacts of contacts. †Including three pilot rings.
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Similar to the interim analysis, if no cases of Ebola virus 
disease occurred in one group, we derived a 95% CI for the 
vaccine eff ect by fi tting a β-binomial distribution to the 
cluster-level numerators and denominators and used an 
inverted likelihood ratio test to identify the lower bound for 
vaccine eff ect. For comparisons in which cases of Ebola 
virus disease occurred in both groups, we fi tted a Cox 
proportional hazards model using a cluster-level frailty term 
to adjust for clustering within rings.18 We used Fisher’s exact 
test to compare the proportions of clusters with at least one 
event across the two trial groups. The primary analysis was 
per protocol. We did all analyses in R, version 3.3.1.31 

We received comments on the protocol and statistical 
analysis plan from an independent scientifi c advisory 
group. Independent clinical monitors validated 100% of the 
case report forms and an independent auditor assessed the 
study site, fi eld activities, and supporting documentation. 
This trial is registered with the Pan African Clinical Trials 
Registry, number PACTR201503001057193.

Role of the funding source
Funders other than the institutions of the authors had no 
role in the design of the study, data collection, data 
analysis, data interpretation, or writing of the report. The 
authors contributed to study design and data 
interpretation. The corresponding author had full access 
to all the data in the study and had fi nal responsibility for 
the decision to submit for publication.

Results
During the trial period between March 23, 2015, and 
Jan 20, 2016, there were 476 cases of Ebola virus disease 

in Guinea, all in the study area. 117 were index cases for 
clusters, 27 were index cases and also endpoints. In total, 
105 were endpoints (75 among the eligible contacts and 
contacts of contacts and 30 among non-eligible contacts 
and contacts of contacts). We did not defi ne a cluster 
around 281 (59%) of the cases of Ebola virus disease 
occurring during this period. These 281 cases of Ebola 
virus disease mostly arose during March and April, 2015, 
during the pilot phase and when most study teams were 
still being trained and the study did not have full capacity 
(fi gure 1; appendix).

In all, we obtained aliquots from 79% (93/117) Ebola 
virus disease index cases; 88% (30/34) of confi rmed 
Ebola virus disease outcome cases with onset 10 or more 
days after randomisation and 80% (57/71) of all confi rmed 
Ebola virus disease outcome cases. 5837 individuals in 
total received the vaccine (5643 adults and 194 children); 
all were followed up for 84 days.

The measured characteristics of index cases of Ebola 
virus disease and clusters were broadly comparable at 
baseline for immediate, delayed, and non-randomised 
clusters, including time from onset to randomisation 
and the proportion of index cases who were dead at the 
time of randomisation (table 1). Mean time from 
symptom onset in index cases to ring inclusion was 
9·8 days in immediate rings, 10·9 days in delayed rings, 
and 7·3 days in non-randomised rings. Randomised 
clusters had a median 80 people (IQR 64–101) for 
immediate and a median 81 people (69–118) for delayed 
clusters. Non-randomised clusters were slightly larger 
with a median 105 people (49–185), partly due to public 
knowledge of the interim results as well as to the 
eligibility extension to children aged 6 years and older.

At baseline, the characteristics of contacts and contacts 
of contacts in all comparator groups for immediate, 
delayed and non-randomised clusters were largely 
comparable (table 2; appendix). A higher fraction of high-
risk contacts was included in the immediate clusters. 
More than 80% of contacts and contacts of contacts were 
defi ned as contacts of contacts. Compliance with 
follow-up visits on all types of clusters and for all 
scheduled visits was more than 80% with no diff erences 
between groups (appendix).

In the randomised part of the trial, there were 
4539 contacts and contacts of contacts in 51 clusters in 
the immediate vaccination arm (of whom 3232 were 
eligible, 2151 consented, and 2119 were immediately 
vaccinated) and 4557 contacts and contacts of contacts in 
47 clusters in the delayed vaccination arm (of whom 
3096 were eligible, 2539 consented and 2041 were 
vaccinated 21 days after randomisation; fi gure 1). In 
immediate clusters, 34% (1113/3232) of eligible 
individuals were not vaccinated mainly because informed 
consent was not obtained (n=728) or it was withdrawn 
(n=32), or because individuals were absent at the time of 
the team’s visit (n=353; fi gure 1, tables 1, 2; appendix).In 
delayed  clusters, 34% (1055/3096) of eligible individuals 

Randomised Not randomised

Assigned to 
immediate 
vaccination 
(51 clusters)

Assigned to 
delayed 
vaccination 
(47 clusters)

Assigned to 
immediate 
vaccination 
(19 clusters)

All clusters 
(117 clusters)

Index cases used to defi ne clusters

Age (years) 35 (18–43) 35 (27–50) 23 (13–42) 35 (20–47)

Women 27/51 (53%) 31/47 (66%) 12/19 (63%) 70/117 (60%)

Dead at time of randomisation 30/51 (59%) 32/47 (68%) 9/19 (47%) 71/117 (61%)

Time from onset of symptoms 
to admission to hospitalisation 
or isolation (days)

3·9 (2·9) 3·8 (2·6) 3·2 (2·4) 3·7 (2·7)

Time from onset of symptoms 
for index cases to 
randomisation of cluster (days)

9·7 (5·3) 11 (4·1) ·· 10·3 (4·8)

Time from onset of symptoms
for index cases to inclusion of 
cluster (days)

9·8 (5·1) 10·9 (4·1) 7·3 (3·7) 9·9 (4·6)

Characteristics of clusters

Located in rural areas 39/51 (76%) 36/47 (77%) 9/19 (47%) 84/117 (72%)

Total number of people in 
cluster

80 (64–101) 81 (69–118) 105 (49–185) 83 (66–115)

Data are median (IQR), n/N (%), or mean (SD). ··=not applicable. 

Table 1: Baseline characteristics of clusters and index cases

See Online for appendix
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were not vaccinated mainly because informed consent 
was not obtained or it was withdrawn (n=788) or because 
individuals were absent at the time of the team’s visit 
(n=252) or developed Ebola virus disease during the 
0–20 days period (n=12; fi gure 1, tables 1, 2; appendix). 
Additionally, two individuals were pregnant, and one was 
severely ill, so these were not vaccinated. Among those 
who consented in the delayed clusters, 57% (1435/2539) 
gave their consent during the fi rst visit with the study 
team (day 0) and 43% (1104/2539) gave consent on the 
vaccination visit (day 21); all were included in the cluster 
enumeration list.

Random assignment had little eff ect on the onset of 
Ebola virus disease during days 0–9. 20 cases of Ebola 
virus disease occurred among 3232 eligible contacts and 
contacts of contacts (nine clusters aff ected) in 
51 immediate clusters versus 21 cases among 3096 
eligible contacts and contacts of contacts (14 clusters 
aff ected) in 47 delayed clusters (table 3; appendix). 
However, vaccine allocation reduced Ebola virus disease 
onset to 0 cases from 10 days post-randomisation in 
immediately vaccinated contacts and contacts of contacts 
versus ten cases of Ebola virus disease (four clusters 
aff ected) among the eligible contacts and contacts of 
contacts in delayed clusters who gave consent on day 0. 
Vaccine effi  cacy was still 100% (table 3). The calculated 
intraclass coeffi  cient (ICC) was high at 0·14, largely due 
to clustering of six confi rmed endpoint cases of Ebola 
virus disease in one of the clusters. This would make the 
Fisher’s test even more conservative. This ICC value 
contrasts with the ICC value of 0·0520 that we used to 
estimate the trial sample size and power calculation 
(appendix).

One additional case of Ebola virus disease was 
identifi ed in the delayed clusters among eligible contacts 
and contacts of contacts who consented on day 21 for a 
total of 11 cases of Ebola virus disease among eligible and 
consenting contacts and contacts of contacts in delayed 
clusters. The remaining ten cases in the delayed clusters 
were among the eligible contacts and contacts of contacts 
who consented on day 0. Among these 11 cases of Ebola 
virus disease, including four vaccinees (onset 0, 2, 6, and 
6 days after vaccination), seven (64%) were among 
unvaccinated contacts (one high-risk contact) and the 
four others were contacts of contacts (appendix).

The overall ring vaccination eff ectiveness in protecting all 
contacts and contacts of contacts in the randomised clusters 
(including unvaccinated cluster members) was 64·6% 
(table 3), with 65·6% of the eligible contacts and contacts of 
contacts receiving the vaccine at the cluster level.

No cases of Ebola virus disease occurred 10 days or 
more after randomisation among randomly assigned 
contacts and contacts of contacts vaccinated in immediate 
clusters versus 16 cases (7 clusters aff ected) among all 
eligible individuals in delayed clusters (table 3). Vaccine 
effi  cacy was 100% (95% CI 68·9–100·0, p=0·0045), and 
the calculated ICC was 0·035. Additionally, we 
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enumerated 2745 contacts and contacts of contacts (three 
in the pilot phase) in 19 non-randomised clusters, 2006 
of whom were eligible and 1677 were immediately 
vaccinated, including 194 children aged 6–17 years 
(fi gure 1).

The evidence from all 117 clusters (randomised and 
non-randomised) showed that no cases of Ebola virus 
disease occurred 10 days or more after randomisation 
among the 3775 immediately vaccinated contacts and 
contacts of contacts versus 23 cases (11 clusters aff ected) 
among the 4507 eligible contacts and contacts of contacts 
in delayed plus all eligible contacts and contacts of 
contacts never vaccinated in immediate clusters (tables 3, 
4; appendix). Of these 23 cases of Ebola virus disease, 
four were vaccinated but had onset of Ebola virus disease 
at days 0, 2, 6, and 6 after vaccination and the remaining 
19 cases were among non-vaccinated contacts and 
contacts of contacts. Thus, immediate vaccination 
resulted in complete protection against subsequent onset 
of Ebola virus disease 10 days later or more. The 
estimated vaccine effi  cacy here was 100% (95% CI 
79·3–100·0, p=0·0033; table 4). 52% of contacts and 
contacts of contacts assigned to immediate vaccination 

and in non-randomised clusters received the vaccine 
immediately; vaccination protected both vaccinated and 
unvaccinated people in those clusters. 

Cases occurred in the fi rst 10 days after randomisation 
for all comparison groups, at similar times; there were 
no cases of Ebola virus disease among vaccinees from 
10 days after randomisation or vaccination in any of the 
groups, with all cases arising in clusters more than 
10 days post-vaccination occurring in unvaccinated 
individuals (fi gure 2). Additionally, the rVSV-ZEBOV 
vaccine seemed to have contributed to interrupt Ebola 
transmission in the clusters because no cases of Ebola 
virus disease among vaccinees or unvaccinated 
individuals were observed in immediate vaccinated 
clusters after 21 days after vaccination (fi gure 2). Details 
about the distribution of cases of Ebola virus disease 
among the various groups are in table 4 and the appendix.

Because no cases of Ebola virus disease occurred at 
10 days or later in the vaccinated group, the vaccine 
eff ect was high for all the comparisons of vaccine eff ect 
on deaths due to Ebola virus disease (appendix), with 
100% eff ect (95% CI 62·6–100, p=0·0102) when 
comparing all vaccinated in immediate clusters versus 

All clusters* Randomised clusters†

1 2 3 4 5 6 7 8

All vaccinated in 
immediate (group A) vs all 
contacts and contacts of 
contacts in delayed plus all 
never-vaccinated in 
immediate or 
non-randomised (group B)

All vaccinated in 
immediate (group A) 
vs all eligible in 
delayed plus all 
eligible 
never-vaccinated in 
immediate (group B)

All contacts 
and contacts 
of contacts in 
immediate 
(group A) 
vs delayed 
(group B)

All vaccinated 
in immediate 
(group A) vs all 
eligible never 
vaccinated in 
immediate 
(group B)

All vaccinated in 
immediate (group 
A) vs all eligible 
and consented on 
day 0 visit in 
delayed (group B)

All vaccinated in 
immediate 
(group A) vs 
all eligible 
in delayed 
(group B)

All eligible in 
immediate 
(group A) vs all 
eligible delayed 
(group B)

All contacts and 
contacts of 
contacts in 
immediate (group 
A) vs all contacts 
and contacts of 
contacts in 
delayed (group B)

Group A

Number of individuals 
(clusters)

3775 (70) 3775 (70) 7241 (70) 3775 (70) 2108 (51) 2108 (51) 3212 (51) 4513 (51)

Cases of Ebola virus 
disease (clusters aff ected)

0 (0) 0 (0) 12 (7) 0 (0) 0 (0) 0 (0) 7 (4) 10 (5)

Attack rate 0% 0% 0·17% 0% 0% 0% 0·22% 0·22%

Group B

Number of individuals 
(clusters)

7995 (116) 4507 (104) 4529 (47) 1432 (57) 1429 (46) 3075 (47) 3075 (47) 4529 (47)

Cases of Ebola virus 
disease (clusters aff ected)

34 (15) 23 (11) 22 (8) 7 (4) 10 (4) 16 (7) 16 (7) 22 (8)

Attack rate 0·43% 0·51% 0·49% 0·49% 0·7% 0·52% 0·52% 0·49%

Vaccine eff ect

Vaccine effi  cacy/
eff ectiveness‡ (%, 95% CI)

100%
(77·0 to 100·0)

100%
(79·3 to 100·0)

70·1%
(–4·9 to 91·5)

100%
(–51·5 to 100·0)

100%
(63·5 to 100·0)

100%
(68·9 to 100·0)

64·6%
(–46·5 to 91·4)

64·6%
(–44·2 to 91·3)

p value§ 0·0012 0·0033 0·2759 0·125 0·0471 0·0045 0·344 0·3761

*Randomly assigned and non-randomly assigned individuals who were allocated to immediate vaccination were combined. †Non-randomised immediate clusters are excluded from this analysis. ‡From fi tting a 
β-binomial distribution to the cluster-level numerators and denominators and using an inverted likelihood ratio test to identify the lower bound for vaccine effi  cacy (columns 1, 2, 5, and 6); from a Cox 
proportional hazards model (column 3, 7, and 8); from signed test (two-sided): probability of observing endpoints in control groups among treatment–control mismatched pairs and under the null hypothesis 
that the vaccine has no effi  cacy (column 4). §From Fisher’s exact test (two-sided), which is approximate for columns 1 and 2. From signed test (two-sided): probability of observing endpoints in control groups 
among treatment–control mismatched pairs and under the null hypothesis that the vaccine has no effi  cacy (column 4). 

Table 3: Eff ect of vaccine on cases of Ebola virus disease in diff erent study populations
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all eligible in delayed clusters.     We were not able to do the 
planned secondary analyses on vaccine eff ect against 
probable and suspected cases because of near-
universality of laboratory testing of such cases in Guinea 
during the study period, leaving only 26/502 (5%) of 
cases without a defi nitive diagnosis. Five cases of Ebola 
virus disease initially considered as index cases for 
clusters were negative by confi rmatory retesting and the 
corresponding clusters were therefore excluded from the 
analysis. No endpoint cases tested negative on 
confi rmatory retesting.

In total, we identifi ed 105 cases of Ebola virus disease 
among all contacts and contacts of contacts (eligible or 
not for vaccination) in the 117 clusters defi ned 
(98 randomised clusters and 19 non-randomised clusters). 
The overall attack rate was 0·9% (95% CI 0·7–1·1) 
considering the 105 cases occurring among 
11 841 individuals enumerated in 117 rings. None of the 
cases occurred in vaccinated individuals 10 days or more 
after being vaccinated (fi gure 3; appendix).

Moreover, when comparing all contacts and contacts of 
contacts in clusters immediately vaccinated versus all 
contacts and contacts of contacts in delayed clusters plus all 
contacts and contacts of contacts never vaccinated in 
immediate or non-randomised clusters, vaccine protection 

was 100% (table 3) further indicating that the vaccine is 
highly protective (table 4; appendix). This represents the 
totality of evidence for high vaccine effi  cacy when 
comparing all immediately vaccinated people to all delayed 
or unvaccinated people. The overall ring vaccination 
eff ectiveness in protecting all contacts and contacts of 
contacts (including vaccinated and unvaccinated cluster 
members) was 70·1% (table 3) with 52·1% (3796/7284) of 
the contacts and contacts of contacts vaccinated.

Cases occurred in the fi rst 10 days at a similar time in 
immediate, delayed, and non-randomised clusters and 
all comparison groups. There were no cases of Ebola 
virus disease among vaccinees from 10 days post-
vaccination in any of the groups (fi gure 3, appendix).   
Moreover, rVSV-ZEBOV vaccine contributed to interrupt 
Ebola transmission with no cases of Ebola virus disease 
after 32 days after randomisation in randomly assigned 
and non-randomly assigned clusters in vaccinated and 
non-vaccinated individuals (fi gure 2, 3).

3149 (53·9%) of 5837 individuals reported at least one 
adverse event in the 14 days after vaccination (appendix); 
across all adverse events, solicited and unsolicited, 
87·5% (6311/7211) were mild, 11·0% (793/7211) moderate,  
and 1·2% (83/7211) severe (appendix). Across all age 
groups, headache (1832 [25·4%]), fatigue (1361 [18·9%]), 

Eligible adults assigned to 
immediate vaccination

All eligible 
adults assigned 
to delayed 
vaccination

Eligible adults not assigned Non-eligible* participants (not vaccinated)

Immediately 
Vaccinated

Never 
vaccinated

Immediately 
Vaccinated

Never 
vaccinated

All assigned 
to immediate 
vaccination

All assigned to 
delayed 
vaccination

All not 
assigned

Contacts and contacts of 
contacts (clusters)

2119 (51) 1113 (48) 3096 (47) 1677 (19) 329 (10) 1307 (50) 1461 (47) 739 (19)

Attack rates

Overall 11/2119
(0·5%)

16/1113
(1·4%)

37/3096
(1·2%)

10/1677
(0·6%)

1/329
(0·3%)

9/1307
(0·7%)

13/1461
(0·9%)

8/739
(1·1%)

Onset <10 days since 
being randomly assigned

11/2111
(0·5%)

9/1113
(0·8%)

21/3096
(0·7%)

10/1677
(0·6%)

1/329
(0·3%)

6/1307
(0·5%)

7/1461
(0·5%)

6/739
(0·8%)

Onset ≥10 days since 
being randomly assigned

0/2108 7/1104
(0·6%)

16/3075
(0·5%)

0/1667 0/328 3/1301
(0·2%)

6/1454
(0·4%)

2/733
(0·3%)

Clusters aff ected by cases with onset ≥10 days after being randomly assigned

0 cases 51/51
(100%)

44/48
(91·7%)

40/47
(85·1%)

19/19
(100%)

10/10
(100%)

48/50
(96%)

44/47
(93·6%)

17/19
(89·5%)

1 case ·· 2/48
(4·2%)

3/47
(6·4%)

·· ·· 1/50 (2%) 2/47
(4·3%)

2/19
(10·5%)

2 cases ·· 1/48
(2·1%)

2/47
(4·3%)

·· ·· 1/50 (2%) ·· ··

3 cases ·· 1/48
(2·1%)

1/47
(2·1%)

·· ·· ·· ·· ··

4 cases ·· ·· ·· ·· ·· ·· 1/47
(2·1%)

··

6 cases ·· ·· 1/47
(2·1%)

·· ·· ·· ·· ··

*Aged <18 years, pregnant, or lactating (full list of exclusion criteria in references 19 and 20). ··=data not available. 

Table 4: Distribution of confi rmed cases of Ebola virus disease among enumerated contacts and contacts of contacts in all clusters
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and muscle pain (942 [13·1%) were the most commonly 
reported adverse events in this period across all age 
groups. Data from children indicated that in the 3 days 
after vaccination, by percentage of individuals with the 
events, the commonly reported adverse events were 
headache (51/97 [52·6%]), fatigue (11/97 [11·3%]), and 
injection pain (9/97 [9·3%]). Adults most commonly 
reported headache (1781/7114 [25·0%]), fatigue (1350/7114 
[19·0%]), and muscle pain (937/7114 [13·2%]) in the same 
period. Arthralgia was the fourth most reported adverse 
event (table 5; reported by 17·9% of vaccinated 
participants), and was reported in 4/180 (2·2%) of 
vaccinated children with a mean duration of 4·5 days 
(IQR 3–5) and in 915/4960 (18·5%) of vaccinated adults 
with a mean duration of 2 days (2–4). Cases resolved 
spontaneousl  y without sequelae.

80 serious adverse events were reported. The 
most common diagnosis was Ebola virus disease in 
39/80 participants (48·7%) followed by road traffi  c 
accident injury in 4/80 (5%; appendix). Two serious 
adverse events were judged to be related to vaccination (a 
febrile reaction and one anaphylaxis, which resolved 
without sequelae) and one possibly related (infl uenza-
like illness) which also recovered without sequelae. 
15 serious adverse events occurred among enrolled but 

non-vaccinated participants; 14 were Ebola virus disease 
in participants (all with onset 0–10 days after 
randomisation) and one was a road traffi  c accident injury.

Discussion
The results presented in this fi nal analysis of our Ebola ça 
Suffi  t trial strengthen the interim estimates and 
conclusions18 that the rVSV-ZEBOV vaccine has high 
protective effi  cacy and eff ectiveness to prevent Ebola virus 
disease. The current report included data from 
27 additional clusters; eight of which were randomly 
assigned to immediate or delayed vaccination. No 
vaccinees developed Ebola virus disease 10 days or more 
after randomisation, but cases occurred in unvaccinated 
comparators, both in randomised and non-randomised 
clusters. When we compared randomly assigned contacts 
and contacts of contacts vaccinated in immediate clusters 
(day 0) versus all eligible in delayed clusters, vaccine 
effi  cacy was 100%. These fi nal analyses hence support the 
interim report effi  cacy results, indicating that ring 
vaccination with an eff ective vaccine can contribute as a 
control strategy for future outbreaks of Ebola virus disease.

Data from early phase 1–2 studies suggest that 
rVSV-ZEBOV is well tolerated in human beings and 
produces a rapid immune response after a single dose,32,33 
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Figure 2: Kaplan-Meier plots for all confi rmed cases of Ebola virus disease among all contacts and contacts of contacts in immediate, delayed, and 
non-randomised clusters
Arrows show time of vaccination (at day 0 or day 21). The shaded area denotes the a priori defi ned lag time of 0–9 days. *Individuals aged 6–18 years were eligible for 
immediate vaccination in non-pilot, non-randomised rings. Description of Ebola virus disease cases 10 days or more after randomisation: A (allocated to delayed 
vaccination): 22 cases; six were children (aged <18 years); one was eligible and did not consent; four were absent; 11 were eligible and consented, including 
seven eligible and consented with illness onset on days 10–20 after randomisation plus four eligible, consented, and delayed vaccinated with onset on days 21–30 after 
randomisation (0, 2, 6, and 6 days after their delayed vaccination). B: ten cases, all unvaccinated; two were children (aged <18 years); four were eligible and did not 
consent; three were absent; one was not eligible (ie, pregnant, breastfeeding, or severely ill). C: two cases, both were children (aged <6 years and hence unvaccinated).
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with its short-term protection most likely mediated by 
innate immunity. One explanation for this fi nding is that 
innate immune activation by the vaccine might provide a 
window of protection that restricts virus replication in 
the essential period needed for the development of 
specifi c adaptive responses.11

A devastating outbreak of Ebola virus disease is clearly 
not the ideal situation for doing a vaccine trial. The health-
care system in Guinea was strained, potential trial 
participants were worried about a candidate vaccine made 
by foreign people, and the Ebola virus disease response 
teams were facing security issues. Therefore, we made a 
deliberate decision to tailor the logistical implementation 
of the trial to local conditions.20 The close collaboration 
with, and the support from, the Guinean National 
Authorities was a catalysing factor in the successful 
implementation of the trial. In addition, we made eff orts 
to ensure full ownership and understanding by national 
authorities and communities through active community 
engagement and individual consent. Despite the 
challenges, our team was able to do the trial in compliance 
with good clinical practice and international standards.

We addressed common biases of cluster-randomised 
trials. Our analyses suggested no imbalances in the 

demographic characteristics of the index cases or the risk 
factors for Ebola virus disease infection documented in 
the contacts and contacts of contacts, further supporting 
the hypothesis that any diff erences were due to a vaccine 
eff ect. A few diff erences remained between groups. Time 
to cluster defi nition was slightly shorter in the immediate 
vaccination group, which also had more high-risk 
contacts reported. All valid clusters enrolled were 
analysed, and more than 90% of vaccinees were followed 
up in all groups. To address recruitment bias, we fi nalised 
and closed the enumeration of eligible contacts and 
contacts of contacts in each cluster before cluster 
allocation. Although we implemented prospective 
recruitment, only contacts and contacts of contacts 
included in the cluster enumeration list were given the 
opportunity to provide informed consent. A diff erent 
team obtained informed consent to minimise subversion. 
Participants were informed of the outcome of 
randomisation at the end of the informed consent 
process, and both immediate and delayed clusters were 
given identical information about the trial before 
consent.

The inclusion of temporarily absent contacts and 
contacts of contacts contributed to a moderate 
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gave consent during the fi rst visit (day 0). Because only 
one additional case of Ebola virus disease was 
documented among those consenting late (on day 21), 
the estimated vaccine eff ect remained 100% but the lower 
95% CI bound changed from 68·9% to 63·5%.

These results are the only effi  cacy data available for 
rVSV-ZEBOV, and for any Ebola virus disease vaccine, 
available from trials in human beings to date. Because of 
the challenges of implementing the trial, we decided not 
to attempt to collect biological samples from vaccinees for 
immunological analysis and therefore an individual-level 
correlation of protection analysis was unfortunately not 
possible. Such interpretation would also have been 
rendered diffi  cult given that there were no break-through 
cases among vaccinees after day 10. The high levels of 
vaccine eff ect noted in this study are in line with fi ndings 
from other studies, such as the phase 2 PREVAIL trial,34 
which used the same dose and route of administration 
and showed that 94% of 500 individuals who received the 
rVSV-ZEBOV vaccine seroconverted after a month. 
Results from animal studies with rVSV-ZEBOV vaccines 
have also shown consistently high and rapid protection.11,12 
Our results will be further complemented by those from a 
cohort study to assess immune response after vaccination 
that we did in front-line workers in Guinea.

We designed this trial to have a high probability of 
generating meaningful data for the effi  cacy of the vaccine 
despite the low and declining incidence of Ebola virus 
disease. Our design attempted to address the challenge 
that the comparator group should not be denied access 
(at least indefi nitely) to the experimental vaccine, an 
issue raised by ethics committees and others, and we 
opened eligibility for children as soon as preliminary 
safety data were available from phase 1 studies.22   In our 
fi nal phase 3 analyses no serious safety signals were 
identifi ed in children or adults.  

A feature of the ring vaccination trial design is the 
potential to measure indirect protection within the 
clusters. Our data suggest that such indirect eff ect 
occurred, but the small sample size prevented a defi nitive 
conclusion. Nevertheless, the high effi  cacy of the 
rVSV-ZEBOV vaccine, as indicated by the randomised 
and non-randomised analysis, suggests that the Ebola ça 
Suffi  t trial itself had some contribution to foreshortening 
the epidemic of Ebola virus disease in west Africa by 
direct and indirect aversion of cases. The evidence from 
randomised and non-randomised clusters and the fact 
no cases of Ebola virus disease occurred 10 or more days 
after vaccination (through the 84 days follow-up period 
and from the indefi nite surveillance system throughout 
the epidemic period) indicates substantial protection of 
rVSV-ZEBOV against Ebola virus disease. Ring 
vaccination was eff ective in contributing to controlling 
the Ebola virus disease outbreak. Results from 
mathematical modelling studies, which used the data 
from the ring vaccination trial, indicate that using ring 
vaccination within a surveillance and containment 

within-cluster percentage of vaccinees among the 
eligible contacts and contacts of contacts of 65·6% in 
immediately randomised clusters, 65·9% in delayed 
randomised clusters and 83·6% in non-randomised 
clusters. The higher uptake of vaccine among the 
contacts and contacts of contacts in non-randomised 
clusters might be attributable to public knowledge of the 
interim results as well as the inclusion of children aged 
6 years and older.

Confi rmation of cases with Ebola virus disease was 
done independently of the study team as part of the 
national surveillance of Ebola virus disease, throughout 
and beyond the follow-up period of the trial. Confi rmatory 
retesting of samples of index cases and endpoints 
augmented the independence of the process.

Although eligible individuals in the delayed arm had 
two opportunities to consent (day 0 and day 21), those 
consenting at day 21 could only do so if they had not been 
diagnosed with Ebola virus disease in the intervening 
time. We therefore also presented a comparison of the 
vaccine eff ect with individuals in the delayed group who 

0–30 min 31 min to 3 days 4–14 days

Children aged between 6–<18 years (n=194)

Arthralgia 0 3 (3·5%) 1 (9.1%)

Diarrhoea 0 0 1 (9·1%)

Fatigue 0 10 (11·6%) 1 (9·1%)

Fever 0 1 (1·2%) 1 (9·1%)

Headache 0 47 (54·7%) 4 (36·4%)

Induration 0 0 0

Injection pain 0 9 (10·5%) 0

Muscle pain 0 4 (4·7%) 1 (9·1%)

Myalgia 0 4 (4·7%) 1 (9·1%)

Vomiting 0 1 (1·2%) 0

Other adverse 
events

0 7 (8·1%) 1 (9·1%)

Total 0 86 (100·0%) 11 (100·0%)

Adults aged 18 years and older (n=5643)

Arthralgia 3 (2%) 851 (13·5%) 79 (12·3%)

Diarrhoea 0 53 (0·8%) 15 (2·3%)

Fatigue 5 (3·3%) 1233 (19·5%) 112 (17·4%)

Fever 2 (1·3%) 8 (0·1%) 2 (0·3%)

Headache 41 (27·3%) 1563 (24·7%) 177 (27·5%)

Induration 0 1 (<1%) 0

Injection pain 70 (46·7%) 362 (5·7%) 8 (1·2%)

Muscle pain 7 (4·7%) 875 (13·8%) 55 (8·5%)

Myalgia 6 (4·0%) 816 (12·9%) 47 (7·3%)

Vomiting 0 21 (0·3%) 4 (0·6%)

Other adverse 
events

16 (10·7%) 537 (8·5%) 145 (22·5%)

Total 150 (100·0%) 6320 (100·0%) 644 (100·0%)

Data are n (%); individuals might have had more than one adverse event.

Table 5: Frequency of solicited adverse events by time since vaccination 
in children and adults



Articles

www.thelancet.com   Vol 389   February 4, 2017 517

strategy could be highly eff ective in controlling future 
outbreaks of Ebola virus disease.35 The fi ndings from 
Ebola ça Suffi  t showed that it is feasible to undertake 
effi  cacy trials in the challenging circumstances of 
epidemics. Vaccine trial designs using case-reactive 
strategies similar to those of the ring vaccination trial 
might have an application in future haemorrhagic fever 
outbreaks and in other infectious disease epidemics.
Contributors
IML, ME, AMH-R, WJE, CHW, M-PK, and J-AR conceived and designed 
the trial; SM, CHW, GN, XR, SH, AMH-R, IML, ME, WJE, AC, GE, ASV, 
ST, and J-AR contributed to the protocol and design of the study. J-AR, 
M-PK, MKK, AMH-R, BD, RG, and GN provided management and 
oversight of the trial as members of the study steering group. AMH-R 
coordinated the study design process and implementation of the trial on 
behalf of the study steering group. MD, MKK, and AS were coprincipal 
investigators. AMH-R, M-PK, SKé, MML, MD, MKK, AS, ASV, XR, GE, 
SH, ST, SKo, TM, CHW, SM, SVW, and GN contributed to the fi eld 
implementation of the trial. MWC, SD, SG, and EK supported the 
laboratory testing and validation of endpoints. AC and IML did the 
statistical analyses. AC, IML, AMH-R, NED, CHW, WJE, ST, and PSG 
contributed to data interpretation. NED wrote the scripts for the 
statistical tests. AC, AMH-R, IML, CHW, WJE, J-AR, and M-PK 
contributed to the preparation of the report. ID and P-SG contributed to 
the implementation of the study. All authors critically reviewed and 
approved the fi nal version.

Declaration of interests
WJE, AC, ME, and CHW have acted as unpaid advisors to WHO on 
Ebola vaccination, and report travel and accommodation paid for by 
WHO to attend meetings. WJE is a coinvestigator on the European 
Commission Innovative Medicines Initiative-funded EBOVAC trial of 
the Johnson & Johnson prime-boost Ebola vaccine candidate, for which 
he has received a grant from the European Commission Innovative 
Medicines Initiative, and his partner is an epidemiologist at 
GlaxoSmithKline, in a role unrelated to the company’s development of 
an Ebola vaccine. AC and CHW have acted as unpaid advisors to the 
EBOVAC trial, for which CHW reports travel and accommodation paid 
for by the EBOVAC consortium to attend a meeting. AC and CHW have 
received non-fi nancial support from Janssen outside the submitted 
work. SG received grants from the European Commission during the 
study. ST, SH, JE, and CHW received grants from Research Council of 
Norway during the study. MWC received Ebola virus research funding 
from the European Union and US Food and Drug Administration 
during the study. The other authors declare no competing interests.

Acknowledgments
We thank the people in Basse-Guinée for their participation, and the 
entire fi eld, laboratory, and data management staff  who worked 
tirelessly and in diffi  cult conditions to successfully implement this trial. 
Merck Sharp & Dohme provided the vaccine used in the trial. We would 
like to acknowledge the support of the following organisations: 
Wellcome Trust, the UK Government through the Department of 
International Development, Guinean Ministry of Health, Norwegian 
Ministry of Foreign Aff airs, US Department of Defence, Public Health 
Agency of Canada, Swiss Agency for Therapeutic Products, the Bill & 
Melinda Gates Foundation, Health Canada, the VSV Ebola Consortium 
(VEBCON), and the European Commission. We also thank 
Donald A Henderson*, Jeremy Farrar, Richard Peto, Tore Godal, 
Bruce Aylward, Djilali Abdelghafour, Oumou Bah Sow, 
Mohammed Belhocine, Pierre-Henri Bertoye, Yap Boum, 
Mar Cabeza-Cabrerizo, Rokiatu Dembele, Laura De Paoli, 
Aboubacar Sidiki Diakité, Ahmadou Diallo, 
Mamoudou Harouna Djingarey, Julia Djonova, Pascal Frison, 
Melba Filimina Gomes, Myriam Grubo, Yper Hall, Raul David Hone, 
Raul Iraheta, Olivier Lapujade, Murray Lumpkin, Christine Maure, 
Corinne Merle, Nicholas Misso, Jérôme Mouton, Pierre Ndiaye, 
Bjørg Dystvold Nilsson, Marie-Pierre Preziosi, Vasee Moorthy, 
Jean-Marie Okwo-Bele, William Perea, Guenal Rodier, 
Maria Magdalena Guraib, Martina Rothenbühler, Abha Saxena, 

Peter Smith, Kabiné Souare, Samba Sow, Graciela Spizzamiglio, 
Milagritos Tapia, Marie Tchaton, Guido Torelli, Bear Widler, Delayo 
Zomahóun, and many colleagues at WHO for their invaluable support 
with implementation of the trial; and all members of our scientifi c 
advisory group, our data and safety monitoring board, and the Guinea 
vaccine trial working group.
*Died on Aug 19, 2016.

References
1 WHO. Ebola virus disease fact sheet, 2016. http://www.who.int/

mediacentre/factsheets/fs103/en/ (accessed Nov 30, 2016).
2 Ministry of Health Guinea. Ebola situation, report 655, Jan 30, 2016. 

http://guinea-ebov.github.io/code/fi les/sitreps/GUINEA_EBOLA_
SITREP%20N%20655%20DU%2030_Jan_2016.pdf (accessed 
Nov 30, 2016).

3 Kanapathipillai R, Henao Restrepo AM, Fast P, et al. 
Ebola vaccine—an urgent international priority. N Engl J Med 2014; 
371: 2249–51.

4 Marzi A, Feldmann H. Ebola virus vaccines: an overview of current 
approaches. Expert Rev Vaccines 2014; 13: 521–31.

5 Jones SM, Stroher U, Fernando L, et al. Assessment of a vesicular 
stomatitis virus-based vaccine by use of the mouse model of Ebola 
virus hemorrhagic fever. J Infect Dis 2007; 196 (suppl 2): S404–12.

6 Wong G, Audet J, Fernando L, et al. Immunization with vesicular 
stomatitis virus vaccine expressing the Ebola glycoprotein provides 
sustained long-term protection in rodents. Vaccine 2014; 32: 5722–29.

7 Jones SM, Feldmann H, Ströher U, et al. Live attenuated 
recombinant vaccine protects nonhuman primates against Ebola 
and Marburg viruses. Nat Med 2005; 11: 786–90.

8 Feldmann H, Jones SM, Daddario-DiCaprio KM, et al. 
Eff ective post-exposure treatment of Ebola infection. PLoS Pathog 
2007; 3: e2

9 Geisbert TW, Daddario-DiCaprio KM, Lewis MG, et al. 
Vesicular stomatitis virus-based Ebola vaccine is well-tolerated and 
protects immunocompromised nonhuman primates. PLOS Pathog 
2008; 4: e1000225.

10 Qiu X, Fernando L, Alimonti JB, et al. Mucosal immunization of 
cynomolgus macaques with the VSVdeltaG/ZEBOVGP vaccine 
stimulates strong ebola GP-specifi c immune responses. 
PLOS One 2009; 4: e5547.

11 Marzi A, Robertson SJ, Haddock E, et al. VSV-EBOV rapidly protects 
macaques against infection with the 2014/15 Ebola virus outbreak 
strain. Science 2015; 349: 739–42.

12 Marzi A, Hanley PW, Haddock E, Martellaro C, Kobinger G, 
Feldmann H. Effi  cacy of vesicular stomatitis virus–ebola virus post 
exposure treatment in Rhesus macaques infected with ebola virus 
makona. J Infect Dis 2016; 214 (suppl 3): S360–66.

13 Daddario-DiCaprio KM, Geisbert TW, Geisbert JB, et al. 
Cross-protection against Marburg virus strains by using a live, 
attenuated recombinant vaccine. J Virol 2006; 80: 9659–66.

14 Geisbert TW, Geisbert JB, Leung A, et al. Single-injection vaccine 
protects nonhuman primates against infection with Marburg virus 
and three species of Ebola virus. J Virol 2009; 83: 7296–304.

15 de Wit E, Marzi A, Bushmaker T, et al. Safety of recombinant 
VSV–Ebola virus vaccine vector in pigs. Emerg Infect Dis 2015; 
21: 702–04.

16 Geisbert T, Daddario-Dicaprio K, Geisbert J, et al. 
Vesicular stomatitis virus-based vaccines protect nonhuman 
primates against aerosol challenge with Ebola and Marburg viruses. 
Vaccine 2008; 26: 6894–900.

17 Fenner F, Henderson DA, Arita I, Jezek Z, Ladnymi ID, World Health 
Organization. Smallpox and its eradication. 1988. http://apps.who.int/
iris/handle/10665/39485 (accessed Nov 30, 2016). 

18 Henao-Restrepo AM, Longini IM, Egger M, et al. Effi  cacy and 
eff ectiveness of an rVSV-vectored vaccine expressing Ebola surface 
glycoprotein: interim results from the Guinea ring vaccination 
cluster-randomised trial. Lancet 2015; 386: 857–66.

19 Osterholm MT, Moore KA, Kelley NS, et al. Transmission of Ebola 
viruses: what we know and what we do not know. mBio 2015; 
6: e00137–15.

20 Ebola ça Suffi  t ring vaccination trial consortium. The ring 
vaccination trial: a novel cluster randomised controlled trial design 
to evaluate vaccine effi  cacy and eff ectiveness during outbreaks, 
with special reference to Ebola. BMJ 2015; 351: h3740.



Articles

518 www.thelancet.com   Vol 389   February 4, 2017

21 WHO. Contact tracing during an outbreak of Ebola virus disease. 
September, 2014. http://www.who.int/csr/resources/publications/
ebola/contact-tracing/en/ (accessed Dec 22, 2014).

22 VEBCOM phase 1 study, Lambarene, Gabon 
(PACTR2014000089322), unpublished data.

23 WHO. Case defi nition recommendations for Ebola or Marburg 
virus disease. 2014. http://www.who.int/csr/resources/publications/
ebola/ebola-case-defi nition-contact-en.pdf (accessed July 22, 2015).

24 WHO. Laboratory diagnosis of Ebola virus disease, interim 
guideline, 19 September 2014. http://apps.who.int/iris/
bitstream/10665/134009/1/WHO_EVD_GUIDANCE_LAB_14.1_
eng.pdf (accessed Aug 20, 2016).

25 WHO. Ebola vaccine chosen for planned Guinea clinical trial, 2016. 
http://www.who.int/medicines/ebola-treatment/guinea_ebola_trial/
en/ (accessed Aug 18, 2016).

26 WHO Ebola Response Team. Ebola virus disease among children in 
West Africa. N Engl J Med 2015; 372: 1274–77.

27 WHO Ebola Response Team. Ebola virus disease among male and 
female persons in West Africa. N Engl J Med 2016; 374: 96–98.

28 Krause PR. Interim results from a phase 3 Ebola vaccine study in 
Guinea. Lancet 2015; 386: 831–33.

29 Zhang Y, Feng S, Cowling BJ. Changes in the primary outcome in 
Ebola vaccine trial. Lancet 2016; 387: 1509.

30 Kieny MP, Longini IM, Henao-Restrepo AM, Watson CH, Egger M, 
Edmunds WJ. Changes in the primary outcome in Ebola vaccine 
trial: authors reply. Lancet 2016; 387: 1509–10.

31 The R Project for Statistical Computing, r version 3.3.1. 
https://www.r-project.org/s (accessed July 1, 2016).

32 Regules JA, Beigel JH, Paolino KM, et al. A recombinant vesicular 
stomatitis virus Ebola vaccine—preliminary report. N Engl J Med 
2015; published April 1. DOI:10.1056/NEJMoa1414216.

33 Agnandji ST, Huttner A, Zinser ME, et al. Phase 1 trials of rVSV Ebola 
vaccine in Africa and Europe. N Engl J Med 2016; 374: 1647–60.

34 National Institutes of Health, National Institute of Allergy and 
Infection Diseases. Experimental ebola vaccines well tolerated, 
immunogenic in phase 2 study. 2016; news release, Feb 23. 
https://www.niaid.nih.gov/news/newsreleases/2016/Pages/CROI-
PREVAIL1.aspx (accessed Aug 31, 2016).

35 Ajelli M, Merler S, Fumanelli L, et al. Spatio-temporal dynamics of 
the Ebola epidemic in Guinea and implications for vaccination and 
disease elimination: a computational modeling analysis. 
BMC Med 2016; 14: 130.


	Efficacy and effectiveness of an rVSV-vectored vaccine in preventing Ebola virus disease: final results from the Guinea ring vaccination, open-label, cluster-randomised trial (Ebola Ça Suffit!)
	Introduction
	Methods
	Study design and participants
	Randomisation and masking
	Procedures
	Outcomes
	Statistical analysis
	Role of the funding source

	Results
	Discussion
	Acknowledgments
	References


