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Supplemental Table 1: Description of the MITT cohort baseline characteristics stratified by gender

Men (N=441) Women (N=359)
Vaccine Placebo Vaccine Placebo Total
(N=222) (N=219) (N=178) (N=181) (N=800)

Baseline Adenovirus 5 status

Seronegative 50 (22.5%) 48 (21.9%) 25 (14.0%) 31(17.0%) 154 (19.2%)

Seropositive 172 (77.5%) 171 (78.1%) 153 (86.0%) 150 (82.9%) 646 (80.8%)
Age (years)

Median (range) 22 (18,35) 22 (18,35) 23 (18, 35) 23 (18,34) 22 (18,35)
Race

Black 222 (100.0%)  215(98.2%) 176 (98.9%) 179 (98.9%) 792 (99.0%)

Other 0 (0.0%) 4 (1.8%) 2 (1.1%) 2 (1.1%) 8 (1.0%)
HSV-2 status

Positive 40 (18.0%) 32 (14.7%) 90 (50.8%) 86 (47.5%) 248 (31.1%)

Negative 177 (79.7%) 181 (83.0%) 84 (47.5%) 93 (51.4%) 535 (67.0%)

Atypical 5 (2.3%) 5 (2.3%) 3 (1.7%) 2 (1.1%) 15 (1.9%)
Circumcised (men only)

At enrolment 61 (27.5%) 68 (31.1%) - - 129 (29.3%)

During the study 72 (32.4%) 67 (30.6%) - - 139 (31.5%)

Uncircumcised throughout 85 (38.3%) 80 (36.5%) - - 165 (37.4%)

No on study assessment* 4 (1.8%) 4 (1.8%) - - 8 (1.8%)
Risk behaviors (previous 6 months)
Number of sexual partners

Median (range) 2 (1,20) 2 (1,14) 113 113 1 (1,20)
Unprotected vaginal sex 129 (58.1%) 125 (57.1%) 103 (57.9%) 96 (53.0%) 453 (56.6%)
Unprotected anal sex 4 (1.8%) 8 (3.7%) 4 (2.2%) 5 (2.8%) 21 (2.6%)
Drinking/drugs with sex 93 (41.9%) 81 (37.0%) 26 (14.6%) 14 (7.7%) 214 (26.8%)
Had a main partner 155 (69.8%) 149 (68.0%) 151 (84.8%) 150 (82.9%) 605 (75.6%)
Had a main partner but apart regularly 97 (43.7%) 95 (43.4%) 83 (46.6%) 73 (40.3%) 348 (43.5%)
Had a casual or anonymous partner 109 (49.1%) 100 (45.7%) 22 (12.4%) 18 (9.9%) 249 (31.1%)
Away from home regularly (men only) 46 (20.7%) 48 (21.9%) - - 94 (21.3%)
Heavy drinking 49 (22.1%) 59 (26.9%) 7 (3.9%) 9 (5.0%) 124 (15.5%)
Smoked dagga (marijuana) 77 (34.7%) 80 (36.5%) 8 (4.5%) 5 (2.8%) 170 (21.3%)

Behavioral risk data were based on self-reported behavior within 6 months prior to screening. Apart regularly from main
partner was defined as living in a different location or partner regularly away from home for 3 or more days per week or for
men, being away from home for 3 or more days per week. Heavy drinking was defined as having >5 drinks per day on at
least 10 days within the six month reporting period. *Men with no on study assessment have missing data for circumcision as
status was determined by physical exam.



Supplemental Table 2: Men circumcised on study by site and treatment

Site Total # (# infected) Vaccine # (# infected) | Placebo # (# infected)
All 139 (5) 72 (3) 67 (2)
Soweto 67 (1) 33 (1) 34 (0)
Cape Town 6 (0) 5(0) 1(0)
KOSH 43 (1) 22 (0) 21 (1)
eThekwini 22 (1) 11(2) 11(1)
MEDUNSA 1(0) 1(0) 0(0)




Supplemental Table 3. Annualized dropout rates by treatment arm

MITT Cohort Vaccine Placebo
Cohort # Dropout Annualized # Dropout | Annualized # Dropout Annualized
(# enrolled) Dropout Rate| (# enrolled) |Dropout Rate| (#enrolled) |Dropout Rate
Overall 189 (800) 8.3% 88 (400) 7.7% 101 (400) 8.8%
Men 124 (441) 9.7% 55 (222) 8.5% 69 (219) 10.9%
Women 65 (359) 6.4% 33(178) 6.7% 32(181) 6.2%
Soweto 43 (308) 4.6% 23 (154) 5.1% 20 (154) 4.1%
Cape Town 50 (165) 11.4% 21(84) 9.3% 29 (81) 13.7%
KOSH 74 (221) 12.2% 36 (110) 11.8% 38 (111) 12.7%
eThekwini 6 (53) 4.0% 2 (26) 2.7% 4(27) 5.2%
MEDUNSA 16 (53) 10.3% 6 (26) 7.9% 10 (27) 12.7%




Supplemental Figure 1. Kaplan-Meier curves of time to study dropout for vaccine and placebo groups

100 A Overall

- Log-rank p=0.40
o 90 -
=)
8 .
& 80 -
2 .
o
0 79 4 Number of events

. A 88 Vaccine

&0 © 101 Placebo

T 7T T T T T T T T T T T T

0 6 12 18 24 30 36 42

Number at risk Time from first vaccination (months)

Vaccine 400 368 353 330 315 299 285 a4
Placebo 400 371 345 332 321 309 295 35
100 B_Women 100 & Men
— Log-rank p= 0.75 - Log-rank p=0.18
90 90 —

Percentage
o ]
(=]

1
Percentage
o ]

(=]

1

Number of events

Number of events

~
[=]
|
-
[=]
|

- A 33 Vaccine - 4 55 Vaccine
60 © 32 Placebo 60 © 69 Placebo
50 LIS I N S B S B B EE S S s e | 50 LIS I N S S S N B E S R s e |
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Number at risk Time from first vaccination (months) Number at risk Time from first vaccination (months)
Vaccine178 158 150 144 136 128 123 17 Vaccine222 210 203 186 179 171 162 27
Placebo 181 165 155 150 143 138 133 1 Placebo219 206 190 182 178 171 162 24

D Ad5-seronegative Men E Ad5-seropositive Men

100 100

Log-rank p= 0.47 -

Log-rank p= 0.05

©
=1
1
©
=1
1

Percentage

o

<

1
Percentage

o

<

1

Number of events

- 4 38 Vaccine
o 55 Placebo

Number of events

. A 17 Vaccine
© 14 Placebo

~
[=]
|
-
[=]
|

[o2}
=1
|
@
=1

OT T T T T T T T T T T T T O T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42

. Time from first vaccination (months) . Time from first vaccination (months)
Number at risk Number at risk
Vaccine 50 48 45 42 38 36 33 2 Vaccine 172 162 158 144 141 136 129 25
Placebo 48 46 44 42 41 39 39 8 Placebo171 160 146 140 137 132 123 16

F Soweto Men G Cape Town Men

100 100
-1 Log-rank p= 0.96 -] Log-rank p= 0.09
o 90 4 o 90 -
=) =)
£ N £ 7]
T 80 T 80 o
o . o .
1] 1]
0O 70 4 Number of events 0 70 4 Numberof events
. A 14 Vaccine - 4 11 Vaccine
60 © 14 Placebo 60 4 0 17 Placebo
5% S e B S B S S B B R B R | 51 S e B S B B S S B R B E |
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Time from first vaccination (months) Time from first vaccination (months)

Number at risk Number at risk
Vaccine 82 79 76 74 70 69 65 4 Vaccine 34 32 31 26 25 22 20 2
Placebo 81 78 73 73 72 72 69 3 Placebo 31 26 23 22 21 17 15 1



Supplemental Figure 2. Plasma viral load set-point by treatment group
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Viral load set-point is the geometric mean of the viral loads obtained at about 2 and 3 after detection of infection. The bar
denotes the geometric mean titers of the plasma viral load. Two woman in the vaccine group were excluded from the
analysis: one because of a 6 month delay in confirming HIV infection and the other had no post diagnosis viral load

measurements.



Supplemental Figure 3. Cumulative HIV-1 incidence curves by number of vaccinations received prior to HIV-1

infection
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# at risk
1 Placebo 104 95 a2 86 83 81 78 12
2 Placebos 269 247 226 219 212 204 196 20
3 Placebos 27 27 26 26 25 23 20 3
1 Vaccine 112 95 80 82 80 75 70 13
2 Vaccines 260 242 234 216 208 196 184 26
3 Vaccines 28 28 28 28 26 25 24 4



