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Table S1: Compliance with follow-up visits for safety monitoring for different study

populations.
Randomised Not randomised* All clusters
Allocated to immediate Allocated to delayed Allocated to immediate
. P . All clusters
vaccination vaccination vaccination (117 clusters, n=8334)
(51 clusters, n=3232) (47 clusters, n=3096) (19 clusters, n=2006) T
No Consent Consent No No Immediately Delayed or
Consent L. .. Consent L never
consent visit DOt visit D21t consent consent vaccinated vaccinated
Compliance with follow-up visits for safety monitoring among eligible and consenting CCCs
Day 3 1958/2118 ) 916/1058 1048/1101 ) 1639/1676 ) 3597/3793 1964/2160
y (92.4%) (86.6%) (95.2%) (97.8%) (94.8%) (90.9%)
Dav 14 1819/2107 } 876/1055 1022/1100 B 1564/1668 B 3383/3774 1898/2156
y (86.3%) (83%) (92.9%) (93.8%) (89.6%) (88%)
Day 21 1911/2107 ) 877/1054 1001/1100 ) 1567/1668 ) 3478/3774 1878/2155
Y (90.7%) (83.2%) (91%) (93.9%) (92.2%) (87.1%)
Day 42 1895/2098 } 873/947 997/1099 B 1552/1663 B 3447/3761 1870/2046
y (90.3%) (92.2%) (90.7%) (93.3%) (91.7%) (91.4%)
Dav 63 1884/2086 } 879/939 973/1093 ) 1541/1659 ) 3425/3745 1852/2032
Y (90.3%) (93.6%) (89%) (92.9%) (91.5%) (91.1%)
Day 84 1934/2070 ) 887/933 1015/1085 ) 1574/1659 ) 3508/3729 1902/2018
y (93.4%) (95.1%) (93.5%) (94.9%) (94.1%) (94.3%)

*6 non-randomised rings included children 6 years of age and older (n=273).
tInformed consent was obtained either during the first visit (day 0) or second visit (day 21) of trial team.



Table S2: Distribution of all confirmed EVD cases among all eligible CCCs* in various types of clusters
according to informed consent status and onset of EVD cases** (outcomes) since randomisation

Randomised Not randomised? All clusters
Allocated to . .
immediate Allocated to delayed All 1mn_1ed1ately
vaccination vaccination vaccinated All clusters
(51 clusters, (47 clusters, n=3096) (1:_C211(;;t§)r S (117 clusters, n=8334)
n=3232) B
No Cm}s_ent Cor.ls?ent No No Immediately Delayed
Consent consent visit visit consent Consent consent vaccinated ornever
DO D21% vaccinated
Eligible CCCs
Number of subjects 2151a 1081 1435 1104 557 1678b 328
(clusters) (51) (48) (46) (45) (35) (19) (10) 3796 (70) 4538 (105)
Mean (SD) time from
S 1.46 1.71 21.72 2.47 10.28
randomisation§ to - - 1.91 (2.39)
consent, in days (1.23) (1.65) (1.25) (3.24) (10.03)
Immediately vaccinated subjects
Number immediately 21192 16772
vaccinated (clusters) (51) ) ) ) (19) ) 3796 (70) )
Mean (SD) time from
randomisation§ to 1.58 2.47
immediate (1.13) : : : (3.24) - 1.97 (2.35) -
vaccination, in days
Confirmed EVD cases <10 days since randomisation§
Number of EVD cases
(affected clusters) 11 (4) 9(7) 6 (5) - 15(10) 10 (7) 1(1) 21(11) 31 (22)
Contact with index case
&?Oifgzﬂi‘;‘ilc?;‘ga“ 0/11 9/9 0/6 _ 15/15 0/10 1/1 0/21 (0%) 25/31
consent) (0%) (100%) (0%) (100%) (0%) (100%) 0 (80.6%)
1/11 0/6 ) 0/10 ) o o
Contact of contact (9.1%) (0%) (0%) 1/21 (4.8%) 0/6 (0%)
Contact 10/11 6/6 ) ) 10/10 ) 20/21 6/6
(90.9%) (100%) (100%) (95.2%) (100%)
- 10/11 5/6 ) ) 10/10 ) 20/21 5/6
High-risk contact (90.9%) (83.3%) (100%) (95.2%) (83.3%)
Confirmed EVD cases 210 days since randomisation§
Number of EVD cases . d
(affected clusters) 0(0) 7 (4) 10<(4) 14 (1) 5(4) 0(0) 0(0) 0(0) 23(11)
Contact with index case
i rljfgr(ifli;te:(?omm 7/7 0/10 0/1 5/5 ) ) ] 12/23
0, 0, 0, 0, 0,
consent) (100%) (0%) (0%) (100%) (52.2%)
3/10 1/1 4/11
Contact of contact - N (30%) (100%) ) ) ) i (36.4%)
) ) 7/10 0/1 ) ) ) ) 7/11
Contact 70%)  (0%) (63.6%)
. . 1/10 0/1 1/11
High-risk contact - - (10%) (0%) - - - - (9.1%)

*see full list of exclusion criteria [20]

**reporting of EVD cases was independent of participation in the trial and was done independently by the national surveillance system
16 non-randomised rings included children 6 - 17 years of age (n=273)
FInformed consent for enumerated and eligible subjects was obtained either during Day 0 or Day 21 contact with trial team
§For non-randomised rings the date of inclusion of the ring was used.
a 32 eligible and consent subjects, allocated to immediate clusters, were not vaccinated. None was an EVD case.
b 1 non-randomised eligible and consent subject was not vaccinated. He was not an EVD case.

¢ Including 3 vaccinees with onset of symptoms 0-9 days after vaccination (days 0, 6 and 6 days after vaccination)
d Vaccinee with onset of symptoms 0-9 days after vaccination (2 days after vaccination)



Table S3: Distribution of confirmed Ebola virus disease cases in vaccinated and

unvaccinated CCCs in all clusters (immediate, delayed and not randomised clusters)

Eligible CCCs Non-eligible CCCs*
Allocated Allocated Not Allocated Allocated Not
immediate delayed . immediate delayed Rando
L. L randomised L. LT .
vaccination vaccination vaccination vaccination mised
. . Never
in‘::;f:clllizttzclly vacl\i?r:,:tred _‘;'(}9 p ir‘::rcncel:i:ttee?y "a“;“at _‘;'3'07 _ﬁ' o1 (n:'l7139
(n=2119) (n=1113) (n=3096) (n=1677) (n=e329) (n1307) (ntaen) )
Allocated immediate (47 clusters)
Cluster 11 4-0 2-3 - - - 0-1 - -
Cluster 12 0-0 2-2 - - - 1-0 - -
Cluster 13 0-0 1-1 - - - 1-0 - -
Cluster 14 5-0 1-0 - - - 1-2 - -
Cluster 15 0-0 1-0 - - - 1-0 - -
Cluster 16 0-0 1-0 - - - 0-0 - -
Cluster 17 0-0 1-0 - - - 0-0 - -
Cluster 18 0-0 0-1 - - - 0-0 - -
Cluster 19 1-0 0-0 - - - 0-0 - -
Cluster 110 1-0 0-0 - - - 0-0 - -
Cluster I11 0-0 0-0 - - - 2-0 - -
40 clusters with 0 cases - - - - - - - -
Allocated delay (51 clusters)
Cluster D1 - - 3-3 - - - 0-4 -
Cluster D2 - - 2-2 - - - 0-0 -
Cluster D3 - - 2-0 - - - 2-0 -
Cluster D4 - - 2-0 - - - 1-0 -
Cluster D5 - - 2-0 - - - 0-0 -
Cluster D6 - - 2-0 - - - 0-0 -
Cluster D7 - - 1-6 - - - 2-1 -
Cluster D8 - - 1-2 - - - 0-0 -
Cluster D9 - - 1-0 - - - 1-1 -
Cluster D10 - - 1-0 - - - 1-0 -
Cluster D11 - - 1-0 - - - 0-0 -
Cluster D12 - - 1-0 - - - 0-0 -
Cluster D13 - - 1-0 - - - 0-0 -
Cluster D14 - - 1-0 - - - 0-0 -
Cluster D15 - - 0-1 - - - 0-0 -
Cluster D16 - - 0-1 - - - 0-0 -
Cluster D17 - - 0-1 - - - 0-0 -
30 clusters with 0 cases - - - - - - - -
Not randomised (19 clusters)
Cluster N1 - - - 2-0 1-0 - - 2-0
Cluster N2 - - - 2-0 0-0 - - 2-0
Cluster N3 - - - 1-0 0-0 - - 2-1
Cluster N4 - - - 1-0 0-0 - - 0-0
Cluster N5 - - - 1-0 0-0 - - 0-0
Cluster N6 - - - 2-0 - - - 0-0
Cluster N7 - - - 1-0 - - - 0-1
12 clusters with 0 cases - - - - - - - -
Attack rates
Onset <10 days 1172119 9/1113 21/3096 10/1677 1/329 6/1307 7/1461 6/739
since randomisation (0.5%) (0.8%) (0.7%) (0.6%) (0.3%) (0.5%) (0.5%) (0.8%)
Onset 210 days 0/2108 7/1104 16/3075 0/1667 0/328 3/1301 6/1454 2/733
since randomisation (0%) (0.6%) (0.5%) (0%) (0%) (0.2%) (0.4%) (0.3%)
Total 11/2119 16/1113 37/3096 10/1677 1/329 9/1307 13/1461 8/739
(0.5%) (1.4%) (1.2%) (0.6%) (0.3%) (0.7%) (0.9%) (1.1%)

Data X-Y are X: number of confirmed cases with onset <10 days since randomization; Y: number of confirmed cases with onset 210 days since
randomisation.
*see full list of exclusion criteria in [18].



Table S4: Vaccine effect on EVD deaths* for different comparisons of study population.

All clusters**

Randomised clusters***

All

vaccinated All Al All
. All vaccinated vaccinated vaccinated
mn in immediate contacts in in Al
immediate (A) and immediate immediate vaccgnated All e!lglble Al CCCs
(A) contacts of in in - .
versus (A) (A) . . . . in immediate
versus SR contacts immediate  immediate
all eligible in R versus versus (A)
all delayed in . . (A) (A)
delayed plus . . all eligible all eligible versus
plus . immediate versus versus .
all eligible never and . all CCCs in
all never (A) . all eligible delayed
. never vaccinated consented . delayed (B)
vaccinated . . versus . . in delayed (B)
. vaccinated in in on DO visit
in . . delayed . . X (B)
. . immediate (B) immediate in delayed
immediate (B) (B) (B)
(B)
Group A
Participants (clusters) 3775 (70) 3775 (70) 7241 (70) 3775 (70) 2108 (51) 2108 (51) 3212 (51) 4513 (51)
EVD cases (clusters
afocted) 0(0) 0(0) 2(2) 0(0) 0(0) 0(0) 1(1) 2(2)
Risk of EVD-specific 0% 0% 0.03% 0% 0% 0% 0.03% 0.04%
death
Group B
Participants (clusters) 7995 (116) 4507 (104) 4529 (47) 1432 (57) 1429 (46) 3075 (47) 3075 (47) 4529 (47)
EVD cases (clusters
affected) 17(8) 13 15 (6) 1) 8(4) 12 (6) 12 (6) 15 (6)
dR;l;l:’f EVD-specific 0.21% 0.29% 0.33% 0.07% 0.56% 0.39% 0.39% 0.33%
Vaccine effect
0, 0, 0, 0, 0,
Vaccine effect and 100% 100% (9522':;?0 (_;ggfm (22(;/'30 (2206/'20 (29324/0,[0 88.8%
o . . . .
95%CIt (54.8 to 100) (67 to 100) 98.8) 100) 100) 100) 99.2) (27.6 t0 98.3)
p valuet 0.0257 0.0426 0.0588 1 0.0471 0.0102 0.0525 0.148

*For the secondary analysis, endpoints are confirmed EVD deaths with onset of symptoms at least 10 days post-randomisation.

** Randomised and non-randomised allocated to immediate vaccination are combined.
***Non-randomised immediate clusters are excluded from this analysis.

tFrom fitting a B-binomial distribution to the cluster-level numerators and denominators and using an inverted likelihood ratio test to identify the

lower bound for vaccine efficacy (columns 1, 2, 5 and 6);

From 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 efficacy (column 4).

+ From Fisher’s exact test (two-sided), which is approximate for columns 1 and 2 . From sign 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 efficacy (column 4).



Table S5: Distribution of confirmed Ebola virus disease cases among non-

eligible CCCs
Allocated to Allocated to
immediate delayed Not randomised
vaccination vaccination

Number of EVD cases (affected clusters) 9 (6) 13 (6) 8 (4)

Number of non eligible children

Confirmed EVD cases <10 days after randomisation
Number of EVD cases (affected clusters)

High-risk contactt

Confirmed EVD cases 210 days after randomisation
Number of EVD cases (affected clusters)

High-risk contactt

7/9 (77.8%)

6(5)
6/6 (100%)

3(2)
1/3 (33.3%)

11/13 (84.6%)

7(5)
7/7 (100%)

6(3)
6/6 (100%)

5/8 (62.5%)

6(3)
6/6 (100%)

2(2)
2/2 (100%)

T Contact information comes from the subject identification form for non-eligible subjects.



Table S6. Proportion of vaccinated participants (n = 5837) experiencing a solicited adverse

event by time since vaccination.

0 to 30 mins 31 mins to 3 days 4 to 14 days Overall (0 to 14 days)

Adverse Response Response Response Respons

events rate (%) % rate (%) N % rate (%) N % rate (% N %
Arthralgia >99 3 01 95 854 154 90 80 1.5 88 919 179
Diarrhoea >99 0 0 95 53 1 90 16 0.3 87 69 1.4
Fatigue >99 5 0.1 95 1243 224 90 113 21 89 1312 254
Fever >99 2 0 95 9 0.2 90 3 01 87 14 0.3
Headache >99 41 0.7 95 1610 29 90 181 34 89 1739 333
Induration >99 0 0 95 1 0 90 0 0 87 1 0
Injection Pain >99 70 1.2 95 371 6.7 90 8 02 87 444 8.7
Muscle Pain >99 7 01 95 879 158 90 56 1.1 88 928 18.1
Myalgia >99 6 01 95 820 14.8 90 48 0.9 88 862 16.8
Vomiting >99 0 0 95 22 0.4 90 4 0.1 87 25 0.5
Other AEs >99 16 0.3 95 544 9.8 90 146 2.8 88 666 13
Any AE+ >99 127 2.2 95 2972 534 90 468 8.9 92 3149 58.8

T Response rate calculated as the proportion of participants who answered all AE fields or reported at least one AE.



Table S7: Severity of solicited adverse events in all vaccinated (n = 5837).

Mild Moderate Severe Unknown
Adverse events n % n % n % n %
Arthralgia 835 89.1 95 10.1 7 0.7 0 0
Diarrhea 58 84.1 8 11.6 3 4.3 0 0
Fatigue 1147 84.3 193 14.2 21 1.5 0 0
Fever 0 0 0 0 0 0 14 100
Headache 1664 90.8 160 8.7 8 0.4 0 0
Induration 1 100 0 0 0 0 0 0
Injection Pain 402 89.5 30 6.7 17 3.8 0 0
Muscle Pain 785 83.3 148 15.7 9 1 0 0
Myalgia 728 83.3 136 15.6 10 1.1 0 0
Vomiting 19 73.1 4 15.4 3 11.5 0 0
Other AEs 672 95.2 19 2.7 5 0.7 10 1.4
Total 6311 87.5 793 11 83 1.2 24 0.3




Table S8: Reported Serious Adverse Events in all vaccinated (n = 5837).

SAE Tracking for Ebola Vaccine Ring Trial Guinea 07 Apri

2016

[SAE # Age st enroliment Gender Datoimem: DAt of vaceination Disgnosis Gaussilty assessment outcome Da o neat of Date of rexalution Burstion of SAEEWAIEN  outcome
T sovems remaie 230315 230315 Rond Tratfic Accident (RTA) Not Retarea 130015 os0525 25 Ui thremtering _ Recovered
T saveas Male | 030415  Notvaccinawd  Ehola virus Disesse Not Related 100415 170415 cdavs | Dean Death

s 27yeas Female 030415  Notvacenawd  Ehola virus Disease Not Refated 20092015 u Ui throatening _ Recovered
o aoyems Vaie 170415 170815 Traumatsm Not Retated os0515 70715 o HeThrentening _ Recovered
1 aoyears Vale  s00415 220515 Vararia Not Retated 230515 250515 s Hospalizaton | Recovered
n 2ovems Vale 00415 10515 [T Not Retated 250515 310515 B Hospalizaton | Recovered
E— Vaie 100515 190515 RTA wih Head injury Not Related 20815 200515 ° Hospializaton | Death

1 coyears Vale 230315 230515 Acute Appendicils Not Refated 020815 s Hospalizaton | Recovered
17 reyems Male 150515  Notvaccnaed | Ehola virus Disease Not Retated 270515 1015 - e threstoning _ Death

20 szyews Female 150515  Notvaccinawd  Ehola virus Disesse Not Related 200511 170015 = Lite Threatening _Death

21 coyears Male | 140515  Notvaccnawd  Ebola virus Disease Not Retated 230515 220515 2 Cite Threatening _ Death

22 23yemrs Vel 130515 030615 intection Syndrome Not Retated on0015 000015 s Hospalizaton | Resoied
2 2iyears Vale 150515 040615 Ebola virus Disease Not Retared 100615 15,0015 B Uite Threatening _ Death

21 22yemrs Female 150515 040615 Ebola vinus Disease Not Retated 100015 B Lo Threatening _ Death
2 soyems remale 090515 090615 Ebola vinus Disease Not Relared o015 200015 0 Lo Threatening _ Death

3 ssyews Female 200415  Notvaccinawd  Ehola virus Disesse Not Related 200015 000515 0 eath Death

52 ezyears Vel 150615 150615 Ebola virus Disease Not Retated 21002015 s Hospalizaton  Death

3 20yemrs Vel 260515 100615 Ebola vinus Disase Not Retated 150015 150715 2 Hosphalizaton  Recoved
3 1oyems Vi 140615 140615 Ebola vinis Diseass Not Retated 50015 020715 = Hospralizaton | Resoied
57 2syears Vale 150415 150815 Vataria Not Retated 120615 15,0015 B Uite Threatoning_ Recovered
3 toyeas Femele 130515  Notvaccnaed  Ebola virus Disease Not Retated 150515 200515 . Hospalizaton  Death
Prg—— Maie  1zoris  1zo7as Eoola viras Disease Not Related 120715 os0815 = Hospalizaton | Recovered
s 1ovears Femaie 12075 120715 Ebola vinus Disease Not Refated os0815 2 Hospalizaton | Recovered
= coyears Vaie 110715 mo71s Febrite Syndrome Not Related 10715 w0715 s Hosphalizaton | Recovered
PrET— Femaie 270515 270815 ERvEp—— Not Retatea sor1s 10815 > Doan Dean

7 1oveas Maie 050815 050815 Eoola virus Disease Not Related 100815 10815 = Hospralizaton | Recovered
o 2syears Vaie 020815 020815 Vataria Not Retared 100815 150815 2 Hospalizaton | Recovered
5 siyemrs emale 050815 030815 Ebola vinis Disease Not Retated 120815 170815 s Hospralizaton  Death

s ssyears Female 070815 07085 Vataria Not Retared 150815 170815 2 Hospalizaton | Recovered
52 soyears Vale 010515 010515 HIV-TB oo nfection Not Retated 050815 os0815 o Hospalizaton | Recovered
5 s2yems Vel 200815 200815 Ebola vinus Disease Not Related 200815 200815 o Hosphalizaton | Death

s 1oyems Ve 200815 200815 Viataria Not Retarea 210015 200815 - Hospralizaton | Recovered
s zoyews Female 020715 230715 Spomaneous Abertion Not Related 1a0815 200815 " Hosphalizaton | Recovered
55 seyears Vel 190815 190815 Ebola vinus Disease Not Retated 030915 7 Hospalizaton  Death

o 7syears Female 050915 050915 Ebola vinus Disase Not Retated os0915 180915 2 Hospializaton | Recovered
0 7oyears Vaie 160715 030815 Anaphylais Retated 030815 os0815 Ui throatening _ Recovered
o5 seyears Vale 290415 20015 eryeipelas Not Related 200015 os0715 o Hospalizaton | Recovered
o soyemrs Vel 210915 210915 Ebola vinus Disease Not Retated 210915 031015 B Hospralizaton | Death

o 7ovems Vaie 100715 osoeis Iestinal obstruction from strangulated hermia  Not Related 201015 201015 ° eath Deatn

70 siyears Female 050815 050815 Fracure tof ankie Not Retated 11015 3 Hospalizaton | Recovered
7 tiyear Femaie 151015 151015 Vataria Not Related 301015 s Hosphalizaton | Recovered
72 aoyems Femae 190515 190915 Viataria Not Retared 200915 os1015 . Hospralizaton | Recovered
74 ziyews vaie 210915 210935 ~cune Appendicits Not Related 101015 251015 ° Hospalizaton | Recovered
75 ssyears Female 190905 190915 Vataria in Pregancy Not Retated 221115 71215 s Hospalizaton | Recovered
7 asyears vaie 070715 280715 Appendiciis Not Retated w1015 201015 3 Hosphalizaton | Recovered
5 a0years Female 270615 270615 Spontaneous Abortion Not Retated 1a1015 201015 s Hospalizaton | Recovered




Latitude

o pilot e randomised immediate randomised delayed = not randomised

Boke
P )
10.5- *
Fria
10.0- PRENEE SYS
Dubréka
Kindia
Coyah
N ‘
Conakry \‘ e °
9.5' : °
[ °
[ ) ’. ° ?”.
= . Forécariah
[ ) [ )
L ] =
‘ ’g" Kambia
9 -
9.0- Okm 50km 100km Bombali
[ ]
n
—i4 —i3 _:I|_2

Longitude



Number of confirmed EVD cases

75

50

25

Mar 01

. index case

Apr 01

May 01

Jun 01

Jul 01

end-point . end-point & index case

Aug 01

—— Guinea national surveillance system

Sep 01 Oct 01 Nov 01 Dec 01

Date of EVD confirmation



40

30

=
o

o

Proportion of clusters (%)
= N w H
o o o o

o

Group A0 B

All vaccinated in immediate (A) versus All vaccinated in immediate (A)
all eligible and consented on DO visit in delayed (B) versus all eligible in delayed (B)
- . - - . -

All contacts and contacts of contacts

All eligible in immediate (A) versus delayed (B) in immediate (A) versus delayed (B)

5 10 15 20 25 0 5 10 15 20
Proportion of EVD cases (%)

25



= =
o N

o
foe

Individuals with confirmed
Ebola virus disease (%)
o o
SN o)}

o
(V)

o
o

All vaccinated in immediate (A)
versus all eligible in delayed plus
all eligible never vaccinated in immediate (B)

Number—at risk

A: 3796 3775 3775 3775
B: 4535 4505 4489 4485
0 10 20 30

3775
4484

40

Group --A—B

All contacts and contacts of contacts
in immediate (A) versus delayed (B)

Number at risk

A: 7281 7239 7229 7229
B: 4556 4528 4514 4508
0 10 20 30

Days between randomisation and disease onset

7229
4507

40

All vaccinated in immediate (A) versus
all eligible never vaccinated in immediate (B)

Number—at risk

A: 3796 3775 3775 3775
B: 1440 1431 1425 1425
0 10 20 30

3775
1425

40



	1

