1.1 serious adverse events

Experimental Control Risk Ratio
Study or Subgrou| Events  Total Events Total Weight M-H. Fixed. 95% CI
1.1.1 150mg
Richard A Furie 2019 10 93 30 184 168%  0.66(0.34,1.29]
lan N Bruce 2021 4 14 0 9 05% 6.00[0.36, 39.66]
Subtotal (95% Cl) 107 193 17.3%  0.81[0.44, 1.52]
Total events 14 30
Heterogeneity: Chi*= 2.32, df=1 (P=0.13); F=57%
Testfor overall effect Z= 0.64 (F=0.52)
1.1.2 300mg
Richard Furie 2017 16 99 19 101 157%  0.86(0.47,1.57]
Richard A Furie 2019 25 180 30 184 247%  0.85[0.52,1.39]
E.F.Morand 2020 15 180 31 182 257%  049[0.27,087]
lan N Bruce 2021 2 13 ] 9 05% 357019, 66.61]
Subtotal (95% Cl) 472 476 66.6%  0.73[0.54, 1.00]
Total events 58 a0
Heterogeneity: Chi#= 3.61, df=3 (P=0.31); F=17%
Testfor overall effect Z=1.94 (P = 0.05)
1.1.3 1000mg
Richard Furie 2017 18 105 19 101 161%  0.91[0.51,1.63]
Subtotal (95% Cl) 105 101 16.1%  0.91[0.51, 1.63]
Total events 18 19
Heterogeneity. Not applicable
Test for overall effect Z=0.31 (P = 0.76)
Total (95% CI) 684 770 100.0%  0.78 [0.60, 1.00]
Total events 90 128

Heterogeneity. Chi*= 6.27, df=6 (P =0.39), F= 4%
Testfor overall effect Z=1.97 (P = 0.05)
Test for subgroup differences: Chi*= 0.44, df=2 (P=080), F=0%

1.2 death
Experimental Control Risk Ratio

Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI
1.2.1 150mg
Richard A, Furie 2019 0 93 o 184 Mot estimahble
lan N Bruce 2021 0 14 o 9 Mot estimahle
Subtotal (95% Cl) 107 193 Not estimable
Total events 0 ]
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
1.2.2 300mg
Richard Furie 2017 0 99 o 1mm Mot estimable
Richard A Furie 2019 1 180 0 184 329% 307[013 7479
E.F.Morand 2020 1 180 0 182 331% 3.03[012 7397
lan N Bruce 2021 0 13 0 9 Mot estimahble
Subtotal (95% CI) 472 476  66.1% 3.05[0.32, 29.18]
Total events 2 o
Heterogeneity: Chi*= 0.00, df=1 (P =1.00), F= 0%
Test for overall effect. Z=0.97 (P = 0.33)
1.2.3 1000mg
Richard Furie 2017 1 105 0 101 339% 2.89[0.12 70.05)
Subtotal (95% Cl) 105 101 33.9% 2.89[0.12,70.05]
Total events 1 0
Heterogeneity: Not applicable
Test for overall effect Z= 0.65 (P = 0.51)
Total (95% CI) 684 770 100.0% 2.99 [0.47, 18.91]
Total events 3 0

Heterogeneity: Chi*= 0.00, df= 2 (P =1.00), F= 0%
Test for overall effect Z=1.17 (P = 0.24)
Testfor subaroun differences: Chi*= 0.00. df=1 (P = 0.98). F= 0%
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1.3 Adverse events leading to discontinuation

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events _ Total Events Total Weight M-H, Fixed, 95% Cl _Year M_-H. Fixed, 95% CI
1.3.1 150mg
Richard A Furie 2019 5 93 5 184 B7% 1.98[0.59, 6.66] 2018 ]
lan N Bruce 2021 2 14 o 9 16% 333([0186,62.37] 2021
Subtotal (95% CI) 107 193 10.3%  2.18[0.71,6.72] el
Total events 7 5

Heterogeneity: Chi*= 011, df=1 (P=0.75); F= 0%
Testfor overall effect Z=1.36 (P=0.17)

1.3.2 300mg

Richard Furie 2017 3 99 8 101 206% 038([0.10,1.400 2017 e

Richard A, Furie 2019 11 180 5 184 128% 225([0.80,6.34] 2019 T
E.F. Morand 2020 5 180 13 182 336% 039[0.14,1.07) 2020 —

lan N Bruce 2021 3 13 0 9 1.5% 500(0.29, 86.43] 2021

Subtotal (95% CI) 472 476 68.5%  0.84[0.48, 1.46] -

Total events 22 26

Heterageneity ChiF= 861, df= 3 (P = 0.03); F= 65%
Test for overall effect Z= 0.63 (P = 0.53)

1.3.3 1000mg

Richard Furie 2017 10 105 a8 101 21.2% 1.20[0.49,292) 2017 -

Subtotal (95% CI) 105 101 21.2%  1.20[0.49,2.92] -

Total events 10 8

Heterogeneity: Mot applicable

Test for overall effect Z=0.41 (P = 0.68)

Total (95% CI) 684 770 100.0%  1.05[0.69, 1.62]

Total events 39 39 ) )

0.01 0 1 10 100
Favours [experimental] Favours [control]

Heterogeneity: Chi*= 1099, df=6 (P = 0.09); ?= 45%
Test for overall effect Z=0.24 (P = 0.81)
Testfor subaroun differences: Chi*= 2.36. df=2 (P=0310.F=151%

1.4 headache
Experimental Control Risk Ratio Risk Ratio
or Subgrou Events _ Total Events Total Weight M.H, Fixed, 95% ClI_Year M_-H. Fixed, 95% CI
1.4.1 150mg
Richard A, Furie 2019 6 93 16 184 199% 0.74[0.30,1.83] 2019 T
lan N Bruce 2021 2 14 1] 9  11% 333([0.18,62.37] 20
Subtotal (95% CI) 107 193 21.1%  0.88[0.38, 2.04] —a—
Total events 8 16
Heterogeneity: Chi*= 093, df=1 (P =033), F= 0%
Test for overall effect: Z=0.30 (P = 0.76)
1.4.2 300mg
Richard Furie 2017 12 99 13 101 239% 094 [0.45 1.96) 2017 —_—
Richard A. Furie 2019 17 180 16 184 294% 1.08[0.57,2.08) 2019 ——
lan N Bruce 2021 2 13 0 9  11% 357016, 66.61] 2021
Subtotal (95% CI) 292 294 54.3%  1.07[0.66, 1.73] -
Total events k]l 29
Heterogeneity. Chi*= 077, df= 2 (P = 0.68), F= 0%
Test for overall effect Z=0.29 (P=0.77)
1.4.3 1000mg
Richard Furie 2017 12 105 13 101 246% 0.89[0.43,1.85 2017 =
Subtotal (95% CI) 105 101  24.6%  0.89[0.43, 1.85] -
Total events 12 13
Heterogeneity. Mot applicable
Testfor overall effect Z= 032 (P=0.75)
Total (95% CI) 504 588 100.0% 0.99 [0.69, 1.42]
Total events 51 58 ) . ) )
Heterogeneity: Chi*=1.97, df= 5 (P = 0.85), F= 0% 0ot o1 ] 10 100

Test for overall effect Z=0.08 (P = 0.94)

F erimental] F frol
Test for subaroun differences: Chi*= 0.27. df= 2 (P = 0.87). F= 0% avours [experimental] Favours [contral]



1.5 Upper respiratory tract infection

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events _ Total Events Total Weight M-H, Fixed, 95% Cl Year M-H. Fixed, 95% CI
1.5.1 150mg
Richard A Furie 2019 16 93 18 184 161% 1.76[0.94,3.29] 2018 —
lan N Bruce 2021 5 14 3 9  49% 1.07 [0.34,3.42] 2021 - =
Subtotal (95% CI) 107 193 21.0%  1.60[0.92, 2.77] -
Total events 21 21

Heterageneity Chi*= 0.55, df= 1 (P = 0.46); F= 0%
Test for overall effect Z=1.67 (P = 0.08)

1.5.2 300mg

Richard Furie 2017 13 99 10 101 13.2%  1.33[0.61,2.88 2017 -
Richard A, Furie 2019 22 180 18 184 237%  1.25[0.69,2.25 2019 -
E.F.Morand 2020 39 180 18 182 238%  219[1.30,368] 2020 =
lan N Bruce 2021 1 13 3 9  47%  023[0.031.88 2021 - 1
Subtotal (95% Cl) 472 476 65.5%  1.53[1.10,2.15] <>
Total events 75 49

Heterageneity: ChiF= 5.55, df= 3 (P = 0.14); F= 46%
Test for overall effect Z= 2.50 (P = 0.01)

1.5.3 1000mg

Richard Furie 2017 11 105 10 101 136%  1.06[0.47, 238 2017 —r
Subtotal (95% Cl) 105 101 13.6%  1.06 [0.47, 2.38] .
Total events 1 10

Heterogeneity. Mot applicable
Testfor overall effect Z=0.14 (P = 0.89)

Total (95% CI) 684 770 100.0%  1.48[1.13, 1.94] <
Total events 107 20

Heterogeneity: Chi*= 6.85, df= 6 (P=0.34); F=12%

Test for overall effect: Z= 2.86 (P = 0.004)

Test for subgroup differences: Chi®= 0.78, di= 2 (P = 0.68), F= 0%

0.01 01 10 100
Favours [experimental] Favours [control]

1.6 Nasopharyngitis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% ClI _Year M_-H. Fixed, 95% CI
1.6.1 150mg
Richard A, Furie 2019 14 93 22 184 221% 1.26[0.68,2.35 20118 -
lan N Bruce 2021 3 14 1 9 18% 193([0.24,1579] 2021 1
Subtotal (95% CI) 107 193 23.9%  1.31[0.72,2.38] -
Total events 17 23

Heterageneity Chi*= 015, df=1 (P = 0.70); F= 0%
Test for overall effect Z= 0.88 (P = 0.37)

1.6.2 300mg
Richard Furie 2017 12 a9 4 101 59%  306[1.02,917 2017 —
Richard A Furie 2019 3% 180 22 184 325%  167[1.03,273) 2019 —.—

E.F. Morand 2020 28 180 20 182 297%  1.42[0.83,242 2020 T

lan N Bruce 2021 2 13 1 9 18% 1.38[0.1513.07] 2021

Subtotal (95% CI) 472 476 70.0%  1.67[1.19,2.35] <>

Total evenis 78 47

Heterogeneity. Chi*=1.57, df=3({P=067),F=0%
Testfor overall effect Z=2.99 (P =0.003)

1.6.3 1000mg

Richard Furie 2017 12 105 4 1M 6.1% 2.89[0.96,8.65) 2017 -

Subtotal (95% CI) 105 101 6.1%  2.89 [0.96, 8.65] —gi—

Total events 12 4

Heterogeneity: Mot applicable

Test for overall effect Z=1.89 (P = 0.06)

Total (95% CI) 684 770 100.0%  1.66 [1.25, 2.20] L 2

Total events 107 74

Heterogeneity: Chi*= 3.31, df=6 (P =077), F= 0% 001 o 10 100

Test for overall effect Z=3.51 (P = 0.0004)

F erimental] F frol
Test for subaroun differences: Chi*= 1.56. df= 2 (P = 0.45). F= 0% avours [experimental] Favours [contral]



1.7 Urinary tract infection

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H., Fixed, 95% CI

1.7.1 150mg

Richard A Furie 2019 9 93 27 184 197%  066[0.32,1.34] 2019 -

Subtotal (95% Cl) 93 184 19.7%  0.66[0.32, 1.34] il

Total events 9 27

Heterogeneity: Not applicable

Test for overall effect Z=1.15 (P = 0.25)

1.7.2 300mg

Richard Furie 2017 15 99 " 101 11.9% 1.39[0.67,2.88] 2017 -1

Richard A Furie 2019 22 180 27 184 291% 0.83[0.49,1.41] 2018 ——

E.F. Morand 2020 20 180 25 182 271%  0.81[0.47,1.400 2020 =

Subtotal (95% Cl) 459 467 68.0% 0.92 [0.66, 1.29] -

Total events 57 63

Heterogeneity: Chi*=1.59, df= 2 (P = 0.45), F= 0%

Test for overall effect: Z=0.48 (P = 0.63)

1.7.3 1000mg

Richard Furie 2017 7 105 171 101 122% 0.61[0.25 1.52] 2017 - " 1

Subtotal (95% CI) 105 101 12.2%  0.61]0.25, 1.52] "'

Total events 7 11

Heterogeneity. Not applicable

Test for overall effect: Z=1.06 (P = 0.29)

Total (95% Cl) 657 752 100.0%  0.83[0.62, 1.11] L

Total events 73 10

Heterogeneity: Chi*= 2.78, df = 4 (P = 0.60); F= 0% f f p d
0.01 0.1 10 100

Testfor overall effect Z=1.26 (F=0.21) .

Testfor subaroun differences: Chi= 1.20. df= 2 (P = 0.55). = 0% Favours [experimental] Favours [control]

1.8 Bronchitis
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events _ Total Events Total Weight M.H. Fixed. 95% Cl Year M_.H. Fixed, 95% CI

1.8.1 150mg

Richard A Furie 2019 7 93 10 184 197%  1.38[0.54,3.52] 2019 I e

lan N Bruce 2021 1 14 1 9 36% 064005903 2021

Subtotal (95% CI) 107 193 23.3% 1.27 [0.53, 3.04] ~i—

Total events 8 11

Heterogeneity: Chi*= 0.29, df=1 (P = 0.58); F= 0%

Test for overall effect: Z=0.54 (P = 0.59)

1.8.2 300mg

Richard Furie 2017 7 99 4 101 116% 1.79[054,591] 2017 -

Richard A. Furie 2019 16 180 10 184 201% 1.64 [0.76,3.51] 2019 T

E.F. Morand 2020 22 180 7 182 205%  3.18[1.39,7.28] 2020 —_—

lan N Bruce 2021 3 13 1 9  35% 2.08[0.2516.92] 2021 R R

Subtotal (95% Cl) 472 476  64.7%  2.17[1.33,3.54] L

Total events 43 22

Heterogeneity: Chi®= 1.45, df= 3 (P = 0.69); F= 0%

Testfor overall effect: Z=312 (F=0.002)

1.8.3 1000mg

Richard Furie 2017 9 105 4 101 12.0% 216 [0.69,6.81] 2017 T

Subtotal (95% CI) 105 101 12.0% 2.16 [0.69, 6.81] ""‘

Total events 9 4

Heterogeneity. Not applicable

Testfor overall effect Z=1.32 (P=0.19)

Total (95% Cl) 684 770 100.0% 1.96 [1.32, 2.92] L 4

Total events 65 37 ) . ) )

Heterogeneity: Chi*= 2.81, df= 6 (P = 0.83); F= 0% bor o " Py

Test for overall effect: Z=3.32 (P = 0.0009)
Test for subaroun differences: Chi*=1.14. df= 2 (P = 0.56). F= 0%

Favours [experimental]

Favours [control]



1.9 Herpes zoster

Experimental Control Risk Ratio

Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI
1.9.1 150mg

Richard A Furie 2019 5 a3 3184 144%  330[0.81,13.50]
lan N Bruce 2021 3 14 1 a9  87% 1.93[0.2415.79]
Subtotal (95% Cl) 107 193 23.2%  2.78[0.87, 8.89]
Total events 8 4

Heterogeneity: Chi*= 017, df=1 (P = 0.68); F= 0%
Testfor overall effect Z=1.73 (P = 0.08)

1.9.2 300mg

Richard Furie 2017 5 99 2 101 142% 255[0.51,12.84]
Richard A, Furie 2019 10 180 3184 213%  3.41[09512.18]
E.F. Morand 2020 13 180 2 182 143% 6.57[1.50,28.71]
lan N Bruce 2021 0 13 1 9 125% 0.24 [0.01, 5.26]
Subtotal (95% CI) 472 476  62.2%  3.30[1.57,6.95]
Total events 23 8

Heterageneity ChiF= 3.71, df= 3 (P = 0.29); F= 19%
Test for overall effect Z=3.14 (P = 0.002)

1.9.3 1000mg

Richard Furie 2017 10 105 2 101 146% 4.81[1.08, 21.41]
Subtotal (95% CI) 105 101 14.6% 4.81[1.08,21.41]
Total events 10 2

Heterogeneity. Mot applicable
Test for overall effect Z=2.06 (P = 0.04)

Total (95% Cl) 684 770 100.0%  3.40[1.90, 6.07]
Total events 46 14

Heterogeneity: Chi*= 4.21, df= 6 (P = 0.65); F= 0%

Test for overall effect Z= 4.14 (P = 0.0001)

Testfor subaroun differences: Chi*= 0.33. df= 2 (P = 0.85). F= 0%

1.10 Influenza

Experimental Control Risk Ratio

Study or Subgroup Events _ Total Events Total Weight M-H. Fixed. 95% CI
1.10.1 150mg

Richard A Furie 2019 1 93 2 184 97% 099[0.09,10.77]
lan N Bruce 2021 1 14 o 9 43% 2.00[0.08, 44.35]
Subtotal (95% CI) 107 193  14.0%  1.30[0.20, 8.40]
Total events 2 2

Heterageneity Chi*= 012, df=1 (P=0.72); F= 0%
Test for overall effect Z=0.28 (P = 0.78)

1.10.2 300mg

Richard Furie 2017 3] 99 2 101 142% 3.08[0.63,14.80]
Richard A Furie 2019 2 180 2 184 142%  1.02[0157.19]
E.F.Morand 2020 4 180 6 182 429%  067[019,2.35]
lan N Bruce 2021 0 13 0 9 Not estimable
Subtotal (95% Cl) 472 476  71.4% 1.22 [0.53, 2.79]
Total events 12 10

Heterogeneity: Chi*= 2.21, df= 2 (P =0.33); F= 9%

Test for overall effect Z=0.47 (P = 0.64)

1.10.3 1000mg

Richard Furie 2017 8 105 2 101 147% 3.85[0.84,17.68]
Subtotal (95% Cl) 105 101 14.7% 3.85[0.84, 17.68]
Total events 8 2

Heterogeneity. Mot applicable

Test for overall effect Z=1.73 (P = 0.08)

Total (95% Cl) 684 770 100.0%  1.62[0.83,3.13]

Total events 22 14

Heterogeneity: Chi*= 4.15, df= 5 (P=0.53), F= 0%

Test for overall effect Z=1.42 (P=0.15)

Testfor subaroup differences: Chi*=1.72. df=2 (P=042. F= 0%
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1.11 Sinusitis

Experimental Control Risk Ratio Risk Ratio

Study or Subaroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI

1.11.1 300mg

Richard Furie 2017 ] 99 3 101 198%  2.04[052,7.93] 2017 e

E.F. Morand 2020 12 180 9 182 598% 1.35[0.58,3.12] 2020 —i—

Subtotal (95% Cl) 279 283 79.6% 1.52[0.75,3.10] il

Total events 18 12

Heterogeneity: Chi*=0.26, df=1 (P=061); F=0%

Testfor overall effect: Z=1.16 (P = 0.25)

1.11.2 1000mg

Richard Furie 2017 B 105 3101 204% 1.92[0.49,7.49] 2017 -
Subtotal (95% CI) 105 101 20.4%  1.92[0.49,7.49) ——eEER—

Total events ] 3

Heterogeneity: Not applicable

Test for overall effect: Z=0.94 (P =0.35)

Total (95% CI) 384 384 100.0% 1.60 [0.85, 3.01] ""

Total events 24 15

Heterogeneity Chi®= 0.35, df= 2 (P = 0.84); = 0% u " u=1 i 1:u 1uu:
Testfor overall effect Z=1.47 (P=0.14) ’ . .

Test for subaroun differences: Chi*= 0.09. df= 1 (P = 0.76). = 0% Favours [experimental] Favours [conirol
1.12 Cough

Experimental Control Risk Ratio Risk Ratio

Study or Subaroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI

1.12.1 300mg

Richard Furie 2017 3 99 2 101 198%  1.53[0.26,8.96) 2017 I B —

E.F. Morand 2020 10 180 6 182 598%  169[063 454 2020 —T
Subtotal (95% CI) 279 283 79.6%  1.65[0.69,3.91] e

Total events 13 8

Heterogeneity: Chi*=0.01, df=1 (P=093); F=0%

Testfor overall effect: Z=1.13 (P = 0.26)

1.12.2 1000mg

Richard Furie 2017 g 105 2 101 204% 3.85[0.84 17.68] 2017 T
Subtotal (95% CI) 105 101 20.4% 3.85[0.84, 17.68] ——e—
Total events 8 2

Heterogeneity: Not applicable

Test for overall effect: Z=1.73 (P =0.08)

Total (95% CI) 384 384 100.0% 2.10[1.00, 4.40] "

Total events 2 10 ) . . )

Heterogeneity: Chi®= 092, df= 2 (P =063);*=0% o o1 ] AN 100

Test for overall effect Z=1.96 (P = 0.05)

Test for subaroup differences: Chi*=0.90. df=1{F=034.F=0%

Favours [experimental] Favours [contral]



1.13 Tuberculosis

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H., Fixed, 95% CI

1.13.1 150mg

Richard A Furie 2019 0 93 1 184 328% 066[0.03,1595] 2018 =

lan N Bruce 2021 0 14 a 9 Mot estimable 2021

Subtotal (95% Cl) 107 193 32.8% 0.66 [0.03, 15.95] | e ——

Total events 0 1

Heterogeneity: Mot applicable

Test for overall effect: Z=0.26 (P = 0.80)

1.13.2 300mg

Richard A Furie 2019 1 180 1 184 321% 1.02[0.06,16.22] 2018

E.F.Morand 2020 3 180 0 182 161% 7.08(0.37,136.04] 2020 *

lan N Bruce 2021 1 13 0 9 189% 214([010, 47.38] 2021

Subtotal (95% Cl) 373 375 67.2% 2.79[0.57, 13.58] ———

Total events 5 1

Heterogeneity: Chi*= 0.92, df= 2 (P = 0.63); F= 0%

Test for overall effect Z=1.27 (P = 0.20)

1.13.3 1000mg

Subtotal (95% CI) 0 0 Not estimable

Total events 0 i}

Heterogeneity. Not applicable

Test for overall effect: Mot applicable

Total (95% Cl) 480 568 100.0%  2.09 [0.54, 8.16] —enSER—

Total events 5 2

Heterogeneity: Chi®=1.42, df= 3 (P = 0.70); F= 0% f f p d
0.01 0.1 10 100

Testfor overall effect Z=1.06 (F = 0.29) .

Testfor subaroun differences: Chi= 0.64. df=1 (P = 0.43). = 0% Favours [experimental] Favours [control]

1.14 Malignancy
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M_-H., Fixed, 95% CI

1.14.1 150mg

Richard A Furie 2019 1 93 1 184 213% 198([0.13,31.28] 2019

lan N Bruce 2021 0 14 0 9 Not estimable 2021

Subtotal (95% Cl) 107 193 21.3% 1.98[0.13,31.28] e ——

Total events 1 1

Heterogeneity: Not applicable

Test for overall effect Z=0.48 (P = 0.63)

1.14.2 300mg

Richard A Furie 2019 3 180 1 184 314% 307[0.32,29.21] 2018 b

E.F.Morand 2020 0 180 1 182 473% 034[0.01,8.22] 2020 =

lan N Bruce 2021 0 13 0 9 Mot estimable 2021

Subtotal (95% Cl) 373 375 78.7%  1.43[0.28,7.17] e

Total events 3 2

Heterogeneity Chi®=1.23, df=1 (P=0.27); F= 18%

Testfor overall effect Z=0.43 (P = 0.67)

Total (95% Cl) 480 568 100.0% 1.54 [0.38, 6.20] *

Total events 4 3 ) . ) )

Heterogeneity: Chi#= 1.26, df= 2 (P = 0.53); F= 0% b o " o0

Test for overall effect Z= 0.61 (P = 0.54)
Testfor subaroun differences: Chi*= 0.04. df=1 (P=084). F=0%

Favours [experimental] Favours [control]



1.15 Infusion-related reaction

Experimental Control Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI
1.15.1 150mg
Richard A Furie 2019 9 93 13 184 184% 1.37[0.61,3.09]
Subtotal (95% CI) 93 184 18.4%  1.37[0.61,3.09]
Total events 9 13

Heterogeneity: Not applicable
Test for overall effect Z=0.76 (P = 0.45)

1.15.2 300mg

Richard Furie 2017 2 99 6 101 125%  0.34[0.07,1.64]
Richard A Furie 2019 16 180 13 184 270% 1.26 [0.62, 2.54]
E.F.Morand 2020 25 180 14 182 293%  1.61[097 3.36]
Subtotal (95% Cl) 459 467 68.8% 1.32 [0.86, 2.04]
Total events 43 33

Heterogeneity: Chi*= 3.84, df= 2 (P = 0.15), F= 48%
Testfor overall effect Z=1.27 (P = 0.20)

1.15.3 1000mg

Richard Furie 2017 4 105 6 101 129% 064[0.19,2.21]
Subtotal (95% CI) 105 101 12.9%  0.64[0.19,2.21]
Total events 4 [}

Heterogeneity. Not applicable
Test for overall effect: Z=0.70 (P = 0.48)

Total (95% Cl) 657 752 100.0%  1.24[0.87, 1.79]
Total events 56 52

Heterogeneity. Chi*=5.14, df= 4 (P=0.27), F= 22%

Test for overall effect Z=1.18 (P = 0.24)

Testfor subaroun differences: Chi*=1.24. df= 2 (P=0.54). F= 0%

1.16 Anaphylaxis

Experimental Control Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI
1.16.1 150mg

Richard A Furie 2018 1 93 0 184 100.0% 5.90(0.24, 143.54)
lan N Bruce 2021 0 14 0 9 Not estimable
Subtotal (95% CI) 107 193 100.0% 5.90[0.24, 143.54]
Total events 1 0

Heterageneity: Mot applicable
Test for overall effect Z=1.09 (P = 0.28)

1.16.2 300mg

Richard A. Furie 20189 0 180 0 184 Mot estimable
lan N Bruce 2021 0 13 0 9 Not estimable
Subtotal (95% CI) 193 193 Not estimable
Total events 0 0

Heterageneity: Not applicable
Testfor overall effect: Not applicable

Total (95% CI) 300 386 100.0% 5.90[0.24, 143.54]
Total events 1 0

Heterogeneity. Not applicable

Testfor overall effect: Z=1.09 (P =0.28)

Testfor subaroun differences: Mot anolicable

Risk Ratio
Year M_-H. Fixed, 95% CI
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1.17 Non-opportunistic infections

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events _ Total Events Total Weight M-H. Fixed. 95% Cl Year M-H. Fixed, 95% CI
1.17.1 150mg
Richard A. Furie 2019 2 93 g 184 231% 049[0.11,2.28) 2019 .
lan N Bruce 2021 0 14 o 9 Mot estimable 2021
Subtotal (95% CI) 107 193 23.1%  0.49[0.11,2.28] e i———
Total events 2 8

Heterogeneity: Not applicable
Test for overall effect: Z=0.90 (P = 0.37)

1.17.2 300mg

Richard A. Furie 2019 9 180 8 184 341% 1.15([0.45,2.91] 2019 —
E.F. Morand 2020 5 180 10 182 428% 0.51[018,1.45] 2020 ——

lan N Bruce 2021 0 13 0 9 Mot estimable 2021

Subtotal (95% CI) 373 375 76.9%  0.79]0.40, 1.57] -
Total evenis 14 18

Heterogeneity: Chi*=1.32, df=1 (P =0.25), F= 24%
Testfor overall effect Z= 0.67 (P = 0.50)

Total (95% CI) 480 568 100.0%  0.72[0.39, 1.35] R
Total events 16 26

Heterogeneity: Chi#= 1.64, df= 2 (P = 0.44); F= 0%

Test for overall effect Z=1.02 (P = 0.31)

Testfor subaroun differences: Chi*= 0.30. df=1 (P = 0.58). F= 0%

0.01 0.1 10 100
Favours [experimental] Favours [control]

1.18 Opportunistic infections

Experimental Control Risk Ratio Risk Ratio
or Subgrou| Events _ Total Events Total Weight M-H. Fixed. 95% Cl Year M-H. Fixed, 95% CI
1.18.1 150mg
Richard A. Furie 2019 0 93 1 184 4505% 066[0.03,1595] 2018
lan N Bruce 2021 0 14 0 9 Mot estimable 2021
Subtotal (95% CI) 107 193 50.5% 0.66 [0.03, 15.95]

Total events 0 1
Heterogeneity: Not applicable
Test for overall effect: Z=0.26 (P = 0.80)

1.18.2 300mg

L]
e ——
Richard A. Furie 2019 1 180 1 184 495% 1.02[0.06,16.22] 2019
lan N Bruce 2021 0 13 0 9 Mot estimable 2021
Subtotal (95% CI) 193 193 49.5% 1.02[0.06, 16.22]
--‘—-

Total events 1 1
Heterogeneity. Mot applicable
Test for overall effect Z=0.02 (P = 0.99)

Total (95% Cl) 300 386 100.0%  0.84[0.10, 6.69]
Total events 1 2

Heterogeneity: Chi*= 0.04, df=1 (P=0.84), F= 0%
Test for overall effect Z=0.17 (P = 0.87)
Testfor subaroun differences: Chi*= 0.04. df=1 (P=0.84). F= 0%

0.01 01 10 100
Favours [experimental] Favours [contral]



