
Supplementary figure legends:

Figure S1. Flow diagram for databases and registers identification and screening.

Figure S2. Comparison of the pooled risk ratio of treatment response with or without

T-VEC.

Figure S3. Detailed frequency of all types of common adverse events.

Figure S4. Comparison of the pooled risk ratio of top six common adverse events in

treatments with or without T-VEC.

Figure S5. Comparison of the pooled risk ratio of top six serious adverse events in

treatments with or without T-VEC.

Figure S6. Detailed frequency of all types of serious adverse events.
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Rash desquamating
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Skin and subcutaneous tissue disorders − Other, specify

Skin hypopigmentation
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Group
Blood and lymphatic system disorders
Cardiac disorders
Ear and labyrinth disorders
Endocrine disorders
Eye disorders
Gastrointestinal disorders
General disorders
Hepatobiliary disorders
Immune system disorders
Infections and infestations
Injury, poisoning and procedural complications
Investigations
Metabolism and nutrition disorders
Musculoskeletal and connective tissue disorders
Neoplasms benign, malignant and unspecified (incl cysts and polyps)
Nervous system disorders
Psychiatric disorders
Renal and urinary disorders
Respiratory, thoracic and mediastinal disorders
Skin and subcutaneous tissue disorders
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Subgroup

Total (fixed effect, 95% CI)
Total (random effects, 95% CI)
Heterogeneity: Tau2 = 0.2104; Chi2 = 71.66, df = 17 (P < 0.01); I2 = 76%
Test for subgroup differences (fixed effect): Chi2 = 66.13, df = 5 (P < 0.01)
Test for subgroup differences (random effects): Chi2 = 42.86, df = 5 (P < 0.01)

TypeAE = Diarrhoea

TypeAE = Nausea   

TypeAE = Chills   

TypeAE = Fatigue  

TypeAE = Myalgia  

TypeAE = Headache 

Total (fixed effect, 95% CI)

Total (fixed effect, 95% CI)

Total (fixed effect, 95% CI)

Total (fixed effect, 95% CI)

Total (fixed effect, 95% CI)

Total (fixed effect, 95% CI)

Total (random effects, 95% CI)

Total (random effects, 95% CI)

Total (random effects, 95% CI)

Total (random effects, 95% CI)

Total (random effects, 95% CI)

Total (random effects, 95% CI)

Heterogeneity: Tau2 = 0.0053; Chi2 = 2.76, df = 2 (P = 0.25); I2 = 27%

Heterogeneity: Tau2 = 0; Chi2 = 0.82, df = 2 (P = 0.66); I2 = 0%

Heterogeneity: Tau2 = 0.0616; Chi2 = 3.53, df = 2 (P = 0.17); I2 = 43%

Heterogeneity: Tau2 = 0; Chi2 = 0.12, df = 2 (P = 0.94); I2 = 0%

Heterogeneity: Tau2 = 0; Chi2 = 0.78, df = 2 (P = 0.68); I2 = 0%

Heterogeneity: Tau2 = 0; Chi2 = 1.04, df = 2 (P = 0.60); I2 = 0%

Test fixed effect: Z = 1.43 (P = 0.15)

Test fixed effect: Z = 4.53 (P < 0.01)

Test fixed effect: Z = 9.74 (P < 0.01)

Test fixed effect: Z = 4.95 (P < 0.01)

Test fixed effect: Z = 4.17 (P < 0.01)

Test fixed effect: Z = 3.49 (P < 0.01)

Test random effects: Z = 1.28 (P = 0.20)

Test random effects: Z = 4.46 (P < 0.01)

Test random effects: Z = 7.41 (P < 0.01)

Test random effects: Z = 4.97 (P < 0.01)

Test random effects: Z = 4.07 (P < 0.01)

Test random effects: Z = 3.44 (P < 0.01)
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Ribas A_2017

Andtbacka RHI_2019
Chesney J_2018
Ribas A_2017

Andtbacka RHI_2019
Chesney J_2018
Ribas A_2017

Andtbacka RHI_2019
Chesney J_2018
Ribas A_2017
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Events

 55
 41
 74

104
 38
 94

142
 50
 74

147
 57

140

 51
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 33

 55
 35
 63

Total
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 731

 731

 731

 731

 731

 731
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  95

 344

 292
  95

 344

 292
  95

 344

 292
  95

 344

 292
  95

 344

 292
  95

 344
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Events

14
35
73
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61

11
 4
17

46
40
95

 7
 4
16

12
22
45

Total
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 566

 566

 566

 566

 566
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  95
 344

 127
  95
 344

 127
  95
 344

 127
  95
 344

 127
  95
 344

 127
  95
 344

Control
(common)

100.0%
−−

21.3%

20.5%

6.1%

33.2%

5.0%

14.0%

−−

−−

−−

−−

−−

−−

3.3%
5.8%

12.2%

5.8%
4.5%

10.2%

2.6%
0.7%
2.8%

10.7%
6.7%

15.9%

1.6%
0.7%
2.7%

2.8%
3.7%
7.5%

Weight
(random)

−−
100.0%

−−

−−

−−

−−

−−

−−

18.1%

18.7%

13.9%

20.1%

12.1%

17.1%

5.3%
6.3%
6.6%

6.1%
6.0%
6.6%

5.1%
3.3%
5.5%

6.7%
6.6%
6.8%

4.2%
2.8%
5.1%

5.1%
5.8%
6.3%

Weight
MH, Fixed + Random, 95% CI

1.74 [1.59;  1.91]
1.90 [1.49;  2.42]

1.16 [0.95;  1.43]

1.59 [1.30;  1.94]

5.78 [4.06;  8.23]

1.44 [1.24;  1.66]

2.48 [1.62;  3.81]

1.57 [1.22;  2.02]

1.16 [0.93;  1.45]

1.57 [1.29;  1.92]

5.80 [3.65;  9.24]

1.44 [1.24;  1.66]

2.43 [1.58;  3.71]

1.55 [1.21;  2.00]

1.71 [0.99;  2.96]
1.17 [0.83;  1.66]
1.01 [0.76;  1.35]

1.81 [1.23;  2.66]
1.41 [0.94;  2.11]
1.54 [1.16;  2.05]

5.61 [3.15; 10.00]
12.50 [4.70; 33.24]
4.35 [2.63;  7.22]

1.39 [1.07;  1.80]
1.43 [1.07;  1.90]
1.47 [1.19;  1.82]

3.17 [1.48;  6.79]
2.50 [0.81;  7.69]
2.06 [1.16;  3.68]

1.99 [1.11;  3.59]
1.59 [1.01;  2.50]
1.40 [0.98;  1.99]

Risk Ratio

0.5 1 2 30

Risk Ratio
MH, Fixed + Random, 95% CI

Control T−VEC



Subgroup

Total (fixed effect, 95% CI)
Total (random effects, 95% CI)
Heterogeneity: Tau2 = 0; Chi2 = 6.36, df = 17 (P = 0.99); I2 = 0%
Test for subgroup differences (fixed effect): Chi2 = 2.75, df = 5 (P = 0.74)
Test for subgroup differences (random effects): Chi2 = 2.21, df = 5 (P = 0.82)

TypeAE = Anaemia                  

TypeAE = Pyrexia                  

TypeAE = Sepsis                   

TypeAE = Dyspnoea                 

TypeAE = Abdominal distension/pain

TypeAE = Pneumonia                

Total (fixed effect, 95% CI)

Total (fixed effect, 95% CI)

Total (fixed effect, 95% CI)

Total (fixed effect, 95% CI)

Total (fixed effect, 95% CI)

Total (fixed effect, 95% CI)

Total (random effects, 95% CI)

Total (random effects, 95% CI)

Total (random effects, 95% CI)

Total (random effects, 95% CI)

Total (random effects, 95% CI)

Total (random effects, 95% CI)

Heterogeneity: Tau2 = 0; Chi2 = 0.62, df = 2 (P = 0.73); I2 = 0%

Heterogeneity: Tau2 = 0; Chi2 = 0.69, df = 2 (P = 0.71); I2 = 0%

Heterogeneity: Tau2 = 0; Chi2 = 0.27, df = 2 (P = 0.87); I2 = 0%

Heterogeneity: Tau2 = 0; Chi2 = 2.16, df = 3 (P = 0.54); I2 = 0%

Heterogeneity: Tau2 = 0; Chi2 = 0.19, df = 2 (P = 0.91); I2 = 0%

Heterogeneity: Tau2 = 0; Chi2 = 0.2, df = 1 (P = 0.65); I2 = 0%

Test fixed effect: Z = 0.30 (P = 0.77)

Test fixed effect: Z = 1.70 (P = 0.09)

Test fixed effect: Z = 0.51 (P = 0.61)

Test fixed effect: Z = 0.73 (P = 0.46)

Test fixed effect: Z = 0.38 (P = 0.71)

Test fixed effect: Z = −0.66 (P = 0.51)

Test random effects: Z = 0.34 (P = 0.74)

Test random effects: Z = 1.53 (P = 0.13)

Test random effects: Z = 0.46 (P = 0.65)

Test random effects: Z = 0.44 (P = 0.66)

Test random effects: Z = 0.36 (P = 0.72)

Test random effects: Z = −0.63 (P = 0.53)

Andtbacka RHI_2019
Chesney J_2018
Ribas A_2017

Andtbacka RHI_2019
Chesney J_2018
Ribas A_2017
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Chesney J_2018
Ribas A_2017

Andtbacka RHI_2019
Chesney J_2018
Ribas A_2017
Andtbacka RHI_2016

Chesney J_2018
Chesney J_2018
Ribas A_2017
Ribas A_2017

Chesney J_2018
Ribas A_2017

Study or
Events

 3
 0
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 5
 2
 7

 1
 1
 1

 1
 2
 5
 1

 0
 1
 2
 1

 0
 3

Total
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 731

 731
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 759

 878
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  95

 344
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  95

 344
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  95

 344
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  95
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  28

  95
  95

 344
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  95
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 1
 1
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 0
 0
 4

 0
 0
 1
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 0
 3
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 1
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Total
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   3

  95
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 344
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−−

33.5%

16.0%

6.7%

17.7%

9.2%

16.9%

−−

−−

−−

−−

−−

−−

4.3%
4.6%

24.6%

2.1%
1.5%

12.3%

2.1%
1.5%
3.1%

4.3%
1.5%
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2.7%
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3.1%
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3.1%

4.6%
12.3%
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(random)

−−
100.0%

−−

−−

−−

−−

−−

−−

32.6%

19.9%

7.2%

18.6%

9.6%

12.1%

4.3%
2.2%

26.1%

2.6%
2.4%

14.8%

2.2%
2.2%
2.9%

2.9%
2.4%

10.9%
2.4%

0.0%
2.9%
3.8%
2.9%

2.2%
9.9%

Weight
MH, Fixed + Random, 95% CI

1.37 [0.87;   2.15]
1.30 [0.81;   2.07]

1.13 [0.50;   2.54]

2.47 [0.87;   7.01]

1.55 [0.28;   8.54]

1.47 [0.53;   4.08]

1.33 [0.30;   5.93]

0.64 [0.17;   2.42]

1.15 [0.51;   2.62]

2.27 [0.79;   6.51]

1.51 [0.26;   8.67]

1.28 [0.43;   3.80]

1.32 [0.29;   5.99]

0.65 [0.17;   2.50]

1.30 [0.14;  12.42]
0.33 [0.01;   8.08]
1.25 [0.50;   3.13]

4.79 [0.27;  86.07]
5.00 [0.24; 102.77]
1.75 [0.52;   5.92]

1.31 [0.05;  31.88]
3.00 [0.12;  72.72]
1.00 [0.06;  15.92]

0.43 [0.03;   6.90]
5.00 [0.24; 102.77]
1.67 [0.40;   6.92]
0.37 [0.02;   7.41]

 
1.00 [0.06;  15.76]
2.00 [0.18;  21.95]
1.00 [0.06;  15.92]

0.33 [0.01;   8.08]
0.75 [0.17;   3.33]

Risk Ratio

0.1 0.2 0.5 1 2 5 50

Risk Ratio
MH, Fixed + Random, 95% CI

Control T−VEC
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