Supplementary Materials

Supplementary Data Table 1: All related adverse events from baseline to ATl start, by grade (ordered by decreasing frequency for systemic
AEs).

Any AEs 1(1-29) 2(1-93) 15(100) 97 30(100) 258 7(46.7) 14 20(66.7) 70 0(0) O 1(3.3) 1 15(100) 111 30(100) 329
Local AES 1(1-29) 2(1-7) 6(a0) 12 29(96.7) 92 0(0) 0 12(40) 16 O0(0) O O0(0) O 6(40) 12 29(9.7) 108
Injection site
erythema L Sl el o v 3(10) 3 0(0) 0 133 1 o0( o0 o0 O 0(0) 0 3 (10) 4
Injection site 1(1-1) 2(1-7) 0(0) 0 3(10) 3 0(0) 0 0(0) 0 0(0) 0 0(0) 0 0(0) 0 3(10) 3

inflammation

Injection site

o 1(1-29) 2(1-7) 6(40) 12 28(93.3) 86 0(0) 0 11(367) 15 0(0 O 0(0) O 6(40) 12 29(9.7) 101

Systemic AES 1(1-8) 1(1-93) 15(100) 85 27(90) 166 7(46.7) 14 18(60) 54 0(0) O 1(3.3) 1 15(100) 99 27(90) 221

Asthenia/Fatigue  1(1-5)  1(1-15) 11(73.3) 29 21(70) 62  4(26.7)

~

7(233) 10 0(0 O 1(33) 1 11(733) 33 22(733) 73

Headache  1(1-4) 2(1-10) 10(66.7) 21  9(30) 22 4(267) 6 12(40) 19 0(0) O 0(0) O 12(80) 27 18(60) 41

Myalgia 1(1-1)  2(1-4) 3(200 4  18(60) 22 0(0) 0 8(267 13 0(0 O 0( 0 3(200 4 19(633) 35
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93 (93 -

Pruritus  1(1-1) 03) 0(0) 0 0(0) 0 0(0) 0 1(33) 1 00 0 0() 0O 0(0) 0 1(3.3) 1
Rash  1(1-1) 2(2-2) 0(0) 0 0(0) 0 0(0) 0 1(33) 1 00 0 0() 0O 0(0) 0 1(3.3) 1
Upper
respiratory tract 1 (1-1) 5(5-5) 0(0) 0 0(0) 0 0(0) 0 1(33) 1 00 0 0() 0 0(0) 0 1(3.3) 1
infection
Arthralgia  1(1-1) 1(1-1)  1(6.7) 1 0(0) 0 0(0) 0 0(0) 0 0( O0 o0( o0 1(67) 1 0(0) 0
Dermatitis
acneiform 1(1-1) 1(1-2) 1(6.7) 1 0(0) 0 0(0) 0 0(0) 0 0() o0 o0() o0 1(6.7) 1 0(0) 0
Hepatic enzyme 8(3-8) 1(1-1) 1(6.7) 1 0(0) 0 0(0) 0 0(0) 0O 0(0 O o0() o© 1(6.7) 1 0(0) 0

increased

Local: local pain, inflammation and site erythema occurred in the site of injection. Systemic: rest of AE.

SOC: System Organ Class and PT: Preferred Term, according to MedDRA v20.1.

N pat (%): Absolute number of participants reporting one AE is shown, and percentages are calculated as the number of participants (N) reporting an AE of a specific severity divided by the
total number of Safety Population participants.

Grading was performed according to the DAIDS grading table ( '1 - Mild', '2 - Moderate', '3 - Severe', '4 - Life-threatening, ‘5 — Death’). In case various severities were reported from start to end
date of an AE, the highest grade was registered.

An AE ended the day the patient restored his/her baseline condition. When a given AE ended and occurred the next day again, it was recorded as a new AE.

No related grade 4 was reported.

The duration of any AE is computed as: end date - start date + 1; AE that lasted <24h are recorded as 1 day of duration.



Supplementary Data Table 2: All adverse events related to the three DNA.HTI/Placebo administrations in the DDDMM/PPPPP regimen
(ordered by decreasing frequency for systemic AEs in the vaccine group)

Any AEs 1(1-29) 1(1-15) 15(100) 56 23(76.7) 72 4(267) 6  6(20) 6 15(100) 62 24(80) 78
Local AES 1(1-29) 1(1-7) 5(333) 7 11(367) 15  0(0) 0 0(0) 0 5(333) 7 11(36.7) 15
Injection site pain 1 (1-29) 1(1-7)  5(333) 7 11(36.7) 15  0(0) 0 0(0) 0 5(33) 7 11(36.7) 15
Systemic AES 1(1-7) 1(1-15) 13(86.7) 49 18(60) 57 4(267) 6  6(20) 6 13(86.7) 55 19(63.3) 63
Asthenia/Fatigue 1 (1-5) 1(1-15  9(60) 17 13(433) 21  2(133) 2 0(0) 0 9(60) 19 13(433) 21
Headache — 1(1-4) 2(1-5)  7(467) 11 6(20) 11 2(133) 2  2(67) 2  9(60) 13 8(267) 13
Diarrhoea 1 (1-3) 2(1-10) 5(333) 5 8(267) 10  0(0) 0 2(67 2 5(333) 5 10(333) 12

Nausea  1(1-4) 1(1-3)  4(267) 4 4(133) 4 0(0) 0 0(0) 0 4(267) 4 4(133) 4

Myalgia  1(1-1) 1(1-1) 2(133) 2 3(100 3 0(0) 0 0(0) 0 2(133) 2 3(100 3

Abdominal pain 2.5 (1- 4) 2(1-3)  2(133) 2 2(67) 2 0(0) 0 0(0) 0 2(133) 2 2(67) 2




Abdominal

e 1(1-1) 11-1 0 0 1(33 1 00 0 00 0 o0 0 1(33 1
Decreased appetite 2.5 (2 - 3) 2(2-2)  2(133) 2 1(33) 1 00 0 0() 0 2(133) 2 1(33) 1
Flatulence ~ 1(1-1) 33-3) 00 0 1(33 1 0(0 0 0(® 0 0 0 1(33 1
Hordeolum  1(1-1) 33-3) 00 0 1(33 1 0(0 0 0(® 0 0 0 1(33 1
Oralherpes  1(1-1)  11(11-11) 0(0) 0 0(0 0 0(0) 0 1(33) 1 0(0 0 1(33) 1
Pyrexia  1(1-1) 1(1-1 0 0o 1(33) 1 0 0 00 0 00 0 1(33) 1

Rash  1(1-1) 22-2 00 0 0( 0 00 o0 1(33 1 0() 0 1(33 1

Vomiting 2 (2-2) 1(1-1) 1(6.7) 1 1(3.3) 1 0 (0) 0 0 (0) 0 1(6.7) 1 1(3.3) 1
Arthralgia  1(1-1) 11-1) 167 1 0 0O 00 0 00 0 1(67) 1  0(0 0
i‘z;’:;;’:; 1(1-1) 1(1-1 1467 1 00 0o 00 0o 0 0 167 1  0(0) 0
Hyperhidrosis 3.5 (2-7) 1(1-1) 3(20 3 0( 0 1(67 1 00 0 4(67) 4  0(0 0
Odynophagia 5 (5-5) 1(1-1 0 0o 00 O 1(67) 1 00 0 1(67) 1  0(0 0

*Median (Min — Max).

Local: local pain, inflammation and site erythema occurred in the site of injection. Systemic: rest of AE.

SOC: System Organ Class and PT: Preferred Term, according to MedDRA v20.1.

N pat (%): Absolute number of participants reporting one AE is shown, and percentages are calculated as the number of participants (N) reporting an AE of a specific severity divided by the
total number of Safety Population participants.



Grading was performed according to the DAIDS grading table ('1 - Mild’, '2 - Moderate', ‘3 - Severe', ‘4 - Life-threatening, ‘5 — Death’). In case various severities were reported from start to end
date of an AE, the highest grade was registered.

An AE ended the day the patient restored his/her baseline condition. When a given AE ended and occurred the next day again, it was recorded as a new AE.

No related grade 3 or 4 were reported.

The duration of any AE is computed as: end date - start date + 1; AE that lasted <24h are recorded as 1 day of duration.



Supplementary Data Table 3: All adverse events related to the two MVA.HTI/Placebo administrations in the DDDMM/PPPPP regimen
(ordered by decreasing frequency for systemic AEs in the vaccine group)

Any AEs 1(1-3) 2(1-10) 5(333) 10 28(93.3) 110 3(20) 4  18(60) 41  5(33.3) 14 28(93.3) 151
Local AES 1(1-12) 2(1-7)  1(67) 1 24(0) 39 0(0) O 10(333) 13  1(67) 1  27(%0) 52

'"jf;::eﬁz 1(1-1) 45(4-5  0(0) 0 133 1 0(0) 0 1(33) 1 0(0) 0 267 2

”"')g:f;’,‘r”'; :Ig: 1(1-1) 45(2-7) 0 0 267 2 00 0  0(0 0 0(0) o 267 2
Injection site pain 1 (1-1) 2(1-7)  1(67) 1 23(767) 36 0(0) 0  9(30) 12 1(67) 1 27(%0) 48
Systemic AES 1(2-3) 1(1-10) 4(267) 9 24(80) 71  3(20) 4 14(467) 28  4(267) 13 25(83.3) 99
Asthenia/Fatigue 1 (1-1) 1(1-10) 2(133) 3 20(667) 29 1(67) 1  6(20) 6 3200 4 22(733) 35
Myalgia  1(1-1)  15(1-3) 0(0 0 12(40) 13  0(0 O 5(167) 7 0(0) 0 14(467) 20

Headache — 1(1-3) 1.5(1-10) 2(13.3) 2  4(133) 6 3(20) 3 9 (30) 12 4(26.7) 5 13(43.3) 18




Hyperhidrosis 2 (2-2) 1(1-2) 1(6.7) 1  5(167) 5 0(0) 0 2(6.7) 2 1(6.7) 1 6 (20) 7

Diarrhoea 1.5 (1-2) 2(1-2) 2(133) 2 4(133) 5 0(0) 0 0(0) 0 2(133) 2 4(133) 5
Decreased appetite 1 (1-1) 2(1-2) 0(0) 0o 2(67) 3 0(0) 0 0(0) 0 0(0) 0o 2(67) 3
Nausea  1(1-1) 1(1-2) 1(67) 1 3(10 3 0(0) 0 0(0) 0 1(6.7) 1 3(10 3

Pyrexia  1(1-1) 1(1-1) 0(0) 0 3(100 3 0(0) 0 0(0) 0 0(0) 0 3(100 3
Abdominal pain 1 (1-1) 2(2-2) 0(0) 0o 133 1 0(0) 0 1(33) 1 0(0) 0 2(67) 2
Cough  1(1-1) 2(2-2) 0(0) 0o 133 1 0(0) 0 0(0) 0 0(0) 0 133 1
Odynophagia ~ 1(1-1) 3(3-3) 0(0) 0o 133 1 0(0) 0 0(0) 0 0(0) 0 133 1
Vomiting ~ 1(1-1) 1(1-1) 0(0) 0o 133 1 0(0) 0 0(0) 0 0(0) 0 133 1

*Median (Min — Max).

Local: local pain, inflammation and site erythema occurred in the site of injection. Systemic: rest of AE.

SOC: System Organ Class and PT: Preferred Term, according to MedDRA v20.1.

N pat (%): Absolute number of participants reporting one AE is shown, and percentages are calculated as the number of participants (N) reporting an AE of a specific severity divided by the
total number of Safety Population participants.

Grading was performed according to the DAIDS grading table ('1 - Mild’, '2 - Moderate', ‘3 - Severe', ‘4 - Life-threatening, ‘5 — Death’). In case various severities were reported from start to end
date of an AE, the highest grade was registered.

An AE ended the day the patient restored his/her baseline condition. When a given AE ended and occurred the next day again, it was recorded as a new AE.

No related grade 3 or 4 were reported.

The duration of any AE is computed as: end date - start date + 1; AE that lasted <24h are recorded as 1 day of duration.



Supplementary Data Table 4: All adverse events related to the CCM/PPP regimen, by grade (ordered by decreasing frequency for systemic AEs
in the vaccine group)

Any AEs 1(1-8) 2(1-93) 10(66.7) 31 22(81.5) 76 2(13.3) 4 8(296) 23 0(0) 0 1(3.7) 1 11(73.3) 35 22(81.5) 100
Local AES 1.5(1-3) 2(1-4) 4(26.7) 4 20(74.1) 38 0(0) 0 3(111) 3 0(0) 0 0(0) 0 4(26.7) 4 21(77.8) 41
Injection site
erythema ©(00) 2(1-3) 000 0 2(74 2  0(0 0 00 0 0( 0 o0( 0 0(0) 0o 2074 2
Injection site
inflammation ©(©0) 1(1-1) 0 o0 137 1  0(0 0 00 0 0( 0 o0( 0 0(0) 0 137 1
Injection site 2(1-3) 2(1-4) 4(267) 4 20(741) 35 0(0) 0 3(12.1) 3 0(0 0 0(0) 0 4(26.7) 4  21(77.8) 38

pain
Systemic AES 1(1-8) 2(1-93) 10(66.7) 27 16(59.3) 38 2(13.3) 4 7(259) 20 o0(0) 0 1(3.7) 1 11(733) 31 18 (66.7) 59

Asthenia/Fatig

o L01-4) 2(1-8) 7(467) 9 8(296) 12 1(6.7) 1 4(148) 4 0(0) O 1(37) 1 7(467) 10 11(407) 17
Myalgia  1(1-1) 2(1-4) 2(133) 2 5(185) 6 0(0) 0 4(148 6 0(0 0 0() 0 2(133) 2  8(296) 12
Headache  1(1-3) 2(1-6) 6(40) 8 5(185) 5 1(6.7) 1 4(148) 5 0(0) O 0( 0 7(467) 9 9(333) 10

Hyperhidrosis 1 (1-1) 1(1-2) 1(67) 1 5(185 5 0(0) 0 1(37) 1 0(0 0 0() 0 1(67) 1 6(222) 6




Nausea  1(1-1) 1(1-3) 1(67) 1  3(111) 3 0 (0) 0 1(37) 1 0(0 0 0() 0 1(6.7) 1 4148 4

Decreased
wopetize 1171 1(1-3)  2(133) 2 3(111) 3 0(0) 0 0( o0 o0( o o0 0 2(133 2 30111 3
Diarrhoea 2 (1-2) 3(1-4) 2(133) 2 2(74) 2 1(67) 1 0(0) 0 0( 0 0(0) 0  3(20) 3 2 (7.4) 2
Pyrexia  0(0-0) 2(1-2) 0(0) 0 1(3.7) 1 0(0) 0 1(37) 1 0(0) 0 0(0) 0 0(0) 0 2(7.4) 2
Dizziness 0 (0-0) 1(1-1) 0(0) 0 1(37) 1 0(0) 0 0(0) 0 0( 0 0(0) 0 0(0) 0 1(3.7) 1
Pruritus 0(0-0) 93 (93-93) 0(0) 0 0(0) 0 0(0) 0 1(3.7) 1 00 O 0(0) 0 0(0) 0 1(3.7) 1
Upper
respiratory 0(0-0) 5(5-5) 0 (0) 0 0 (0) 0 0 (0) 0 1(3.7) 1 00 O 0 (0) 0 0 (0) 0 1(3.7) 1
tract infection
Abdo";”;;’ 2(2-2)  1(21-1) 0 o 00 o0 167 1 0( 0 0( 0 0(© 0 167 1 00 0
Hepatic
enzyme  8(8-8) 1(1-1) 1(6.7) 1 0(0) 0 0(0) 0 0(0) 0 0( 0 0(0) 0 1(6.7) 1 0(0) 0
increased
Oral herpes 5 (5-5) 1(1-1) 1(6.7) 1 0(0) 0 0(0) 0 0(0) 0 0(0 0 0(0) 0 1(6.7) 1 0(0) 0

*Median (Min — Max).

Local: local pain, inflammation and site erythema occurred in the site of injection. Systemic: rest of AE.

SOC: System Organ Class and PT: Preferred Term, according to MedDRA v20.1.

N pat (%): Absolute number of participants reporting one AE is shown, and percentages are calculated as the number of participants (N) reporting an AE of a specific severity divided by the
total number of Safety Population participants.

Grading was performed according to the DAIDS grading table ('1 - Mild’, '2 - Moderate', ‘3 - Severe', ‘4 - Life-threatening, ‘5 — Death’). In case various severities were reported from start to end
date of an AE, the highest grade was registered.

An AE ended the day the patient restored his/her baseline condition. When a given AE ended and occurred the next day again, it was recorded as a new AE.

No related grade 4 was reported.



Supplementary Data Table 5: Flow Cytometry. T cell lineage, phenotype, activation and

exhaustion surface markers in CD4* and CD8" T cells after completion of last series of vaccination

(week 28). Results are presented by median (min-max). Wilcoxon-Mann-Whitney is used for

comparison between groups of treatment.

considered.

Adjustment for multiple comparisons was not

Surface markers Placebo (n=12) Vaccine (n=20) p-value
Memory/Naive

CD4+TCM: CD45RA-CCR7+ 20.85(11.35 - 35.3) 19.73 (11.55 - 44.5) 0.9160
CD4+TNaive: CD45RA+CCR7+ 40.5 (18.35- 64.1) 34.53 (13.9-70.7) 0.6110
CD4+TEMRA: CD45RA+CCR7- 3.77 (1.42-10.2) 3.89 (0.675 - 7.82) 0.8631
CD4+TEM: CD45RA-CCR7- 35.58 (12.8 - 55.9) 36.28 (9.54 - 67.4) 0.7372
CD8+TCM: CD45RA-CCR7+ 4.83 (2.01 - 8.58) 6.2 (1.52-11.7) 0.2677
CD8+TNaive: CD45RA+CCR7+ 35.75(18.7 - 74.15) 32.05(10.75 - 79.6) 0.7156
CD8+TEMRA: CDA5RA+CCR7- 22.25 (7.61 - 37.05) 18.88 (6.59 - 33.35) 0.3456
CD8+TEM: CD45RA-CCR7- 30(13.3-57.35) 37.78 (8.545 - 61.15) 0.1953
TFC (T follicular helper)

CD4+TFC:CXCR5+PD1hi 2.15(1.2-4.7) 2.65(1.6-5.5) 0.0591
CD8+TFC:CXCR5+PD1hi 8(2.2-13.4) 7.55 (3.6 - 22) 0.6383
Activation & Exhaustion

CD4+CD69+ 7 (4.9 -10.6) 7.75(3.8-17) 0.2508
CD4+HLADR+ 5.7 (3.5-9.6) 5.65(1.9 - 21.5) 0.8555
CD4+PD1+ 3.1(1.2-4.3) 3.3(1.5-8.2) 0.4022
CD4+TGIT+ 14.6 (6.5 - 25) 14.6 (7.3 - 22.3) 0.9465
CD8+CD69+ 4.25(2.2-7.7) 4.35(2.9-10.7) 0.6245
CD8+HLADR+ 11.7 (5.1-24.4) 14.45 (2.2 - 35.2) 0.4028
CD8+PD1+ 2.4(0.9-3.4) 2.35(0.8-6.5) 0.6107
CD8+TGIT+ 33.9(13.1-55.7) 36.3(14.7 - 58.1) 0.7811




Supplementary Data Table 6: All adverse events reported during ATl phase (week 0 to
week 24), by grade (ordered by decreasing frequency for systemic AEs)

Any AEs

Special Interest

Retroviral rebound
syndrome
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disorders

Sexually transmitted
infections
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Headache

Abdominal
distension

Asthenia/Fatigue

Odynophagia
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Anal fissure

Anogenital warts
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Cough

CoVID-19
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Drug
hypersensitivity

Dysuria

8(53.33)

2(13.33)

1(6.67)

1(6.67)

0(0)

7 (46.67)

3(20)

0(0)

2(13.33)

0(0)
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1(6.67)
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0(0) 0
1385 1
1385 1
1385 1

7 (46.67)

1(6.67)
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1(6.67)

6 (40)
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1(3.85)

1(3.85)

10 (38.46)

3(11.54)

1(3.85)

0(0)

1(3.85)

0(0)

1(3.85)

0(0)

1(3.85)

1(3.85)

1(3.85)

0(0)

0(0)

0(0)
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[y

14

[y

11 (73.33)

3(20)

1(6.67)

1(6.67)

1(6.67)

10 (66.67)

3(20)

0(0)

2(13.33)

0(0)

1(6.67)

0(0)

1(6.67)

0(0)

1(6.67)

0(0)

0(0)

0(0)

0(0)

22

3

1

1

1

19

3

N

[y

18 (69.23)

5(19.23)

2(7.69)

1(3.85)

2(7.69)

16 (61.54)

6 (23.08)

1(3.85)

2(7.69)

2(7.69)

2(7.69)

1(3.85)

1(3.85)

1(3.85)

1(3.85)

1(3.85)

1(3.85)

1(3.85)

1(3.85)

42

5

2

1

2

37

10

N




Gastroenteritis

Gastroenteritis
shigella

Iron deficiency
anaemia

Limb injury

Myalgia

Nausea

Osteitis

Papule

Pyrexia

Tooth abscess

Upper respiratory
tract infection

Abdominal pain

Eczema

Nasopharyngitis

Oral herpes

Parasitic
gastroenteritis

Pharyngitis

Sciatica

Tonsillitis

0(0)

0 (0)

0(0)

0 (0)

0(0)

0 (0)

0(0)

0 (0)

0(0)

0 (0)

2(13.33)

1(6.67)

1(6.67)

0 (0)

0(0)

0 (0)

1(6.67)

0(0)

1(6.67)

1

0(0)

0 (0)

0(0)

1(3.85)

1(3.85)

1(3.85)

0(0)

1(3.85)

1(3.85)

0 (0)

1(3.85)

0 (0)

0(0)

0 (0)

0(0)

0(0)

0(0)

0 (0)

0(0)

1(6.67)

0 (0)

0(0)

0 (0)

0(0)

0 (0)

0(0)

0 (0)

0(0)

0 (0)

0(0)

0 (0)

0(0)

1(6.67)

1(6.67)

1(6.67)

0(0)

1(6.67)

0(0)

1

1(3.85)

1(3.85)

1(3.85)

0 (0)

0 (0)

0 (0)

1(3.85)

0 (0)

0(0)

1(3.85)

0(0)

0 (0)

0(0)

0 (0)

0(0)

0 (0)

0(0)

0 (0)

0(0)

1(6.67)

0 (0)

0(0)

0 (0)

0(0)

0 (0)

0(0)

0(0)

0(0)

0 (0)

2(13.33)

1(6.67)

1(6.67)

1(6.67)

1(6.67)

1(6.67)

1(6.67)

1(6.67)

1(6.67)

1(3.85)

1(3.85)

1(3.85)

1(3.85)

1(3.85)

1(3.85)

1(3.85)

1(3.85)

1(3.85)

1(3.85)

1(3.85)

0 (0)

0(0)

0 (0)

0(0)

0 (0)

0(0)

0 (0)

0(0)

Special interest: acute retroviral syndrome, affective/mood disorders, and sexually transmitted infections. Systemic:

rest of AE.

Affective/mood disorders corresponds to Anxiety (Vaccine, grade 2) and Anxiety (Placebo, grade 1).

Sexually transmitted infections correspond to Syphilis (Placebo, grade 2), Genital Herpes (Vaccine, grade2), and

Urethritis (Vaccine, grade 1).

SOC: System Organ Class and PT: Preferred Term, according to MedDRA v20.1.

N pat (%): Absolute number of participants reporting one AE is shown, and percentages are calculated as the

number of participants (N) reporting an AE of a specific severity divided by the total number of Safety Population
(ATI) participants.



Grading was performed according to the DAIDS grading table ('1 - Mild', '2 - Moderate', '3 - Severe', '4 - Life-
threatening, ‘5 — Death’). In case various severities were reported from start to end date of an AE, the highest grade
was registered.

An AE ended the day the patient restored his/her baseline condition. When a given AE ended and occurred the next
day again, it was recorded as a new AE.

No grade 3 or 4 were reported.



Supplementary Data Table 7. Reasons for ART resumption during the ATI

Reason (n=35") Placebo  Vaccine
Completed 24 weeks of ATI 1 4
Premature ART resumption (<24 weeks of ATI) 12 18
Clinical
ARS 0 0
Virological
pVL of HIV-1 RNA >100,000 copies/mL 9 163
pVL of HIV-1 RNA > 10,000 copies/mL for 8 weeks 1 0
Immunological
CD4 count <350 cells/mm?3 for 2 consecutive determinations 0 13
Others* 2 2

TN=6 did voluntarily not resume ART after completion of 24 weeks of ATl and entered into an ATl-extension phase.
30ne participant (Vaccine) resumed ART fulfilling the virological and immunological criteria.

*In the context of COVID19 pandemic: 2 participants opted to resume ART (1 vaccine recipient and 1 placebo recipient
at weeks 23 and 9), 1 sponsor recommendation (participant with asthma as a baseline condition and sustained pVL

>10.000 for 6 weeks who refused home visits for personal reasons, Placebo, at week 12), 1 confirmed case of mild
SARS-CoV-2 infection (Vaccine, week 22).

ATI, analytical treatment interruption; ART, antiretroviral treatment; ARS, acute retroviral syndrome; pVL, plasma viral
load.



Supplementary Fig. 1. (a) Correlation between cumulative breadth of HTI-specific responses
after CCM and time off ART in vaccine recipients without beneficial HLA (n=20). Spearman’s
correlation is used. Distribution within different HIV-1 subproteins included in the HTI
immunogen of the HTI responses vaccine recipients without beneficial HLA that remained off
ART <12 (b) or >12 weeks (c) at AELIX-002 entry (left) and after CCM (right). Different HIV-1
subproteins included in the HTI immunogen are color coded. OLP: overlapping peptides, C:

ChAdOx1.HTI, M: MVA.HTI, ART: antiretroviral treatment.
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Supplementary Fig. 2. Gating strategy followed to determine T-cell subpopulations, activation,
exhaustion and cytokine production. (a) A forward scatter height (FSC-H) vs forward scatter
area (FSC-A) plot was used to exclude doublets. Then an FSC-A vs side scatter area (SSC-A) plot
was used to select PBMCs. Live CD3+ cells were gated with the dump channel, which allowed
exclusion of dead cells, monocytes (CD14), and B cells (CD19). Within the live CD3+ cell
population, expression of CD4 and CD8 was then determined. The evaluation of cytokine
production (INF-y, GzmB, IL-2, and TNFa) (b) in CD4* and CD8" T cell populations from
unstimulated and anti-CD3/CD28 stimulated conditions in one representative participant is

shown.
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Supplementary Data S1. Study Protocol
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1  GENERAL INFORMATION

1.1 FULLTITLE

A Phase |, Randomized, Double-Blind, Placebo-Controlled Safety, Tolerability and Immunogenicity Study
of Candidate HIV-1 Vaccines DNA.HTI, MVA.HTI, and ChAdOx1.HTI in Early Treated HIV-1 positive
Individuals

1.2 SHORT TITLE & CODE

Safety and immunogenicity study of DNA.HTI, MVA.HTI and ChAdOx1.HTI in HIV-1-positive participants
(AELIX-002)

1.3 LAY TITLE

Study of the safety and immune response to a combination of DNA, MVA and ChAdOx1 HIV vaccines in
HIV-1- positive individuals.

1.4 PROTOCOL VERSION AND DATE
Version 7.0, 3™ February 2020

Any modification of the protocol must also bear the amendment number and date.

1.5 SPONSOR

AELIX Therapeutics

Parc Cientific de Barcelona
C/ Baldiri Reixac, 4-8
08028 Barcelona

T.434 934031 339

Person authorized by the sponsor to sign the protocol and amendments:
Anne Leselbaum, MD

1.6 MONITOR

FLS-Research Support
Carretera de Canyet, s/n
08916 — Badalona (Barcelona) SPAIN

Telephone: + 34 93 497 84 14
Fax: 34 93 465 76 02

1.7 COORDINATING INVESTIGATOR

Beatriz Mothe Pujadas, MD, PhD

IrsiCaixa AIDS Research Institute

Hospital Universitari Germans Trias i Pujol
Carretera de Canyet s/n

08916 Badalona (Barcelona)

T.434 9346563 74
E-mail: bmothe@irsicaixa.es
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1.8 SITES

Single-site study. The trial will be performed at Unitat Polivalent d'Investigacié Clinica (UPIC), Hospital
Universitari Germans Trias i Pujol, Badalona.

1.9 TECHNICAL SERVICES INVOLVED

Core Laboratory: Biochemistry, hematology, serologies, quantitative HIV-1 RNA levels, HLA typing, and
CD4 counts will be performed at the biochemistry, hematology, microbiology and immunology
departments of Hospital Universitari Germans Trias i Pujol.

All other procedures including immunomonitoring and sample storage will be performed in the IrsiCaixa
AIDS Research Institute (responsible of sample distribution Dr. Beatriz Mothe, bmothe@irsicaixa.es, T.
+34 93 465 63 74).

IMP administrations and clinical visits from all participants will be performed at Unitat Polivalent
d’Investigacié Clinica (UPIC), Phase | unit located at Hospital Universitari Germans Trias i Pujol. Contact
person: Dr. Ana Maria Barriocanal, abarrio.germanstrias@gencat.cat, T. +34 93 497 84 88.

Study product reception, storage, randomization and dispensing will be performed at the Pharmacy
Service of Hospital Universitari Germans Trias i Pujol. Contact person: Adria Siles,
asiles.germanstrias@gencat.cat, T: +34 934 978 874. Study product preparation and blinding in Phase
B and C will be allowed to be performed at the UPIC of Hospital Universitari Germans Trias i Pujol by
Fundacié Lluita contra la Sida personnel.

During the Analytical Treatment Interruption (ATI) period, participants will be offered follow-up visits
at BCN-Checkpoint community center (contact details Dr. Pep Coll and Michael Meulbroek,
pcoll@irsicaixa.es, T. +34 934 656 374 and mmeulbroek@hispanosida.com, T. +34 933 182 056).
Analyses for potential viral shedding in body secretions will be performed at Covance CRS Ltd, in UK.
Contact person: Dr Andreas Claas, Principal Scientist, CMC Genomics, Andreas.Claas@covance.com, T.
+44 (0)1480 893016

Participants will be offered a free shuttle service through the company Bonotaxi (contact person: Maria
Sanchez, maria.sanchez@bonotaxi.com, T. +34 630 036 654).

Electronic Capture Data Form (eCRF) and data management will be performed by Dynamic Solutions,
(contact persons: Alex Mifiarro (IT Director) and Nuria Pajuelo (Statistics and Data management
Director), T. +34 933 51 16 15.
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