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Table 1: Summary on use of steroids and mechanical ventilation

Study Use of corticosteroids, n (%) Use of Mechanical ventilation, n (%)
TCZ SOC TCZ SOC

(Salvarani et al., NA NA 0 0

2021)

(Salama et al., 200 (80.3) 112 (87.5) 0 0

2021)

(Hermine et al., 21 (33) 41 (61) 0 0

2021)

(Rosas et al., 2021) 57 (19.4) 41 (28.5) 111 (37.8) 54 (37.5)

(Soin et al., 2021) (85) (89) 5(10) 5(10)

(Stone et al., 2020) 18 (11) 5(6) 0 1(1)

(Veiga et al., 2021) 45 (69) 47 (73) 11 (17) 10 (16)

(Gordon et al., 50 (14.2) 52 (12.9) 104 (29) 121 (30)

2021)

(Horby et al., 2021) 1664 (82) 1721 (82) 268 (13) 294 (14)
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Figure 1



Studies Estimate (95% C.I.)

Overall 1.147 (0.855, 1.539) <
-Salamaetal, 2021 1.191 (0.871, 1.628) —JIi}
- Salvaraniet al.,, 2021 1.158 (0.858, 1.563) .
- Horby et al., 2021 1.021 (0.654, 1.592) L
-Gordon etal., 2021 1.054 (0.819, 1.357) B :
- Hermine at al., 2021 1.139 (0.831, 1.561) .
- Rosas et al., 2021 1.160 (0.827, 1.627) .
- Soin et al., 2021 1.103 (0.799, 1.523) -
- Stone et al., 2020 1.174 (0.868, 1.589) .
- Veiga et al., 2021 1.270 (0.982, 1.643) .
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Figure 2: Leave-one-out forest plot
Tocilizumab Standard of care Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1 Severe disease
Gordon et al., 2021 98 353 142 402 236% 0.70[0.52, 0.96) —
Horby et al., 2021 621 2022 729 2094 36.2% 0.83[0.73, 0.95] L
Rosas etal., 2021 58 294 28 144 14.0% 1.02[0.62, 1.68] e
Soinetal, 2021 8 50 14 41 48% 0.37[0.14,0.99]
Veiga etal, 2021 14 65 B 64  45% 2.65[0.95,7.42) |
Subtotal (95% CI) 2784 2745 83.2% 0.84[0.63,1.12] <
Total events 799 919
Heterogeneity: Tau®= 0.05; Chi*=9.20, df= 4 (P = 0.06); F=57%
Test for overall effect: Z=1.21 (P =0.23)
1.1.2 Non-severe disease
Hermine etal., 2021 7 63 g 67  42% 0.92[0.31,2.71] e E—
Salamaetal., 2021 26 249 11 128 7.9% 1.24 [0.59, 2.60] i
Salvarani et al., 2021 2 60 1 63 09% 214[019,24.21)
Soinetal, 2021 3 41 1 47 1.0% 3.63[0.36, 36.35)
Stone et al., 2020 ] 161 3 82  28% 1.56 [0.41, 5.92] B—
Subtotal (95% CI) 574 387 16.8% 1.30 [0.77, 2.20] D
Total events 47 24
Heterogeneity: Tau®= 0.00; Chi*=1.40,df=4 (P=0.84); F=0%
Test for overall effect: Z=0.97 (P = 0.33)
Total (95% CI) 3358 3132 100.0% 0.90 [0.71,1.13] ¢
Total events 846 943
Heterogeneity: Tau*=0.03; Chi*=13.36,df =9 (P=0.15); F= 33% 0 0 10 100

Test for overall effect. Z=0.80 (P =0.37)
Test for subaroup differences: Chi*= 2.05, df=1 (P=0.15), F=51.3%

Favours [TCZ + SOC] Favours [SOC]

Figure 3: Subgroup analysis for mortality based on severity of disease



Tocilizumab

Study or Subgroup Events Total

Standard of care
Total Weight M-H, Random, 95% CI

Events

Odds Ratio

Odds Ratio
M-H, Random, 95% CI

1.2.1 Studies in which more than 50% participants using steroids at baseline/enroliment

Gordon etal., 2021 98 353
Horby et al., 2021 621 2022
Salama etal., 2021 26 249
Soinetal, 2021 11 91
Veigaetal, 2021 14 65
Subtotal (95% CI) 2780
Total events 770

142
729
11
15
6

903

402 21.9%
2094 51.0%
128 52%
88 41%
64  28%
2776  85.0%

Heterogeneity: Tau*=0.04, Chi*=7.39, df=4 (P=0.12); F= 46%

Test for overall effect. Z=1.07 (P =0.28)

0.70[0.52, 0.96]
0.83[0.73, 0.95]
1.24[0.59, 2.60]
0.67 [0.29, 1.55]
2.65(0.95,7.42)
0.87 [0.66, 1.13]

1.2.2 Studies in which less than 50% participants using steroids at baseline/enroliment

Hermine etal., 2021 7 63
Rosas etal., 2021 58 294
Salvarani etal., 2021 2 60
Stone etal., 2020 ] 161
Subtotal (95% CI) 578
Total events 76

8
28
1
3

40

67  25%
144 10.3%
63  0.5%
82 1.7%
356  15.0%

Heterogeneity: Tau*= 0.00; Chi*=0.73, df=3 (P =0.87), F=0%

Testfor overall effect. Z=0.32 (P =0.75)

Total (95% CI)
Total events 846

3358

943

3132 100.0%

Heterogeneity: Tau*=0.01; Chi*=9.43, df=8 {(P=0.31), F=15%

Test for overall effect: Z=1.56 (P=0.12)

Testfor subaroun differences: Chi*= 0.70, df=1 (P = 0.40), F=0%

0.92[0.31,2.71]
1.02[0.62,1.68]
2.14[0.19, 24.21]
1.56 [0.41,5.92]
1.07 [0.70, 1.64]

0.87 [0.73, 1.04]
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Figure 4: Subgroup analysis for mortality based on percentage of participants on steroid use at

enrollment

Tocilizumab

Study or Subgroup Events Total

Standard of care
Total Weight M-H, Random, 95% CI

Events

Odds Ratio

Odds Ratio
M-H, Random, 95% CI

1.3.1 Studies that included MV patients at enrollement

Gordon etal., 2021 98 353
Horby et al., 2021 621 2022
Rosas etal, 2021 58 294
Soinetal, 2021 11 91
Veiga etal, 2021 14 65
Subtotal (95% CI) 2825
Total events 802

142
729
28
15
6

920

402 253%
2094 49.6%
144 128%
88 53%
64 36%
2792  96.7%

Heterogeneity: Tau®= 0.03; Chi*=6.89, df=4 (P=0.14); F= 42%

Testfor overall effect Z=1.34 (P=0.18)

1.3.2 Studies that did not include MV patients at enroliment

Hermine etal., 2021 7 63
Salamaetal, 2021 26 249
Salvarani et al., 2021 0 0
Stone etal., 2020 0 I
Subtotal (95% CI) 312
Total events 33

Heterogeneity: Mot applicable
Test for overall effect. Z=0.15 (P =0.88)

Total (95% CI)
Total events 835

3137

8
0
0
0

8

928

67  33%

0

0

0
67  3.3%
2859 100.0%

Heterogeneity: Tau*= 0.02; Chi*=6.93, df=5 (P=0.23); *= 28%

Test for overall effect. Z=1.62 (P=0.10)

Test for subaroun differences: Chi*=0.02, df=1 (P =0.89), F=0%

Figure 5: Subgroup analysis for mortality based on use of Mechanical ventilation (MV) at

enrollment.

0.70[0.52, 0.96]
0.83[0.73,0.99]
1.02[0.62, 1.68]
0.67 [0.29,1.55]
2.65[0.95,7.42]
0.85[0.67,1.08]
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Tocilizumab Standard of care

Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Odds Ratio
M-H, Random, 95% CI

Gordon etal., 2021 100 242 144 273 23.2%
Hermine etal., 2021 11 63 18 67  56%
Horby et al., 2021 619 1754 754 1800 51.8%
Salamaetal.,, 2021 30 249 12 128 7.7%
Stone etal,, 2020 17 161 10 82 58%
Yeiga etal., 2021 18 65 13 64  59%
Total (95% CI) 2534 2414 100.0%
Total events 795 951

Heterogeneity: Tau*= 0.02; Chi*=6.63, df=5 (P = 0.25); F= 25%
Test for overall effect: Z=2.31 (P=0.02)

0.63 [0.44, 0.89]
0.58[0.25,1.34]
0.76 [0.66, 0.87]
1.32[0.65, 2.68]
0.85[0.37,1.95]
1.50 [0.66, 3.40]

0.78[0.63, 0.96]
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Figure 6: Forest plot for progression to mechanical ventilation or death
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