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Erlotinib plus bevacizumah Erlotinib Risk Ratio Risk Ratio

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

Saito 2019 a3 12 47 114 4% 1156[0.86, 1.54]

Seto 2014 61 75 60 TT O 39.9% 1.04[0.89,1.23]

Zhow 2021 62 187 42 183 287% 1.44[1.04,1.89]

Total {95% CI) 344 344 100.0% 1.19[1.03, 1.38]

Total events 176 144

Heterogeneity: Chif= 3.93, df = 2 (P = 0.14); "= 48% F ; 1 t |
o v 0.01 0.1 1 10 100

Testfor overall effect: 7= 2 28 (P =0.02) Favours [experimental] Favours [control]

FigureS1 Forest plot of AEs of diarrhea

Experimental Control Risk Ratio Risk Ratio
Zhou 2021 56 1587 45 153 3B.6% 1.21[0.88, 1.68]
Seto 2014 54 75 22 7T 3T.8% 252[1.72 3.689] =
Saito 2018 31 112 3114 236% 10,52 [3.31, 33.47] =
Total (95% CI) 344 344 100.0% 2.66[1.12, 6.31] el
Total events 141 7o

0.01 0.1 1 10 100
Favours [experimental]l  Favours [control]

Heterogeneity, Tau®= 0.47; Chi*=18.63, ¢f=2 (P = 0.0001); F= 89%
Test for averall effect Z=2.22 (P =0.03)

FigureS2 Forest plot of AEs of haemorrhagic event

Experimental Control Risk Ratio Risk Ratio
Study or Subgarou Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Saito 2019 36 12 6 114 B32% 6.11[2.68,13.92] ——
Seto 2014 39 75 37T 4% 13.35[4.31,41.33) —
Zhou 2021 11 187 0 183  5.4% 2242[1.33 37717 -_—
Total (95% CI) 344 344 100.0% 9.26 [4.86, 17.66] i
Total events g6 9

Heterogeneity, Chi*=1.76, df= 2 (P =041}, F= 0%

Test for overall effect: Z= 6.76 (P = 0.00001) o.m 0.1 1 1 100

Favours [experimental] Favours [control]

FigureS3 Forest plot of AEs of proteinuria

Experimental Control Risk Ratio Risk Ratio
Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Saito 2019 52 112 11 114 42.2% 4.81 [2.65,8.73] ——
Seto 2014 a7 74 10 TP O382% 5.85[3.24,10588] —a—
Zhou 2021 29 187 5 1583 196% 9.65[2.25 1427 e
Total (95% CI) 344 344 100.0%  5.37[3.66, 7.88] &>
Total events 138 26
Heterogeneity: Chi®=0.22 df=2 (F=0.89); F= 0% ID.D1 D!1 1' 1'0 1DDI

Test for overall effect: £= 8.60 (P = 0.00001) Favours [experimental] Favours [control]

FigureS4 Forest plot of AEs of hypertension

Erlotinib plus bevacizumab Erlotinib Risk Ratio Risk Ratio
Weight M-H, Random, 95% CI M-H, Random, 95% CI

1.10.1 rash

Saito 2018 a8 112 99 114  30.6% .01 [0.91, 1.41]
Seto 2014 74 75 7B 7746 T% 1.00 [0.96, 1.04]
Zhou 2021 108 187 117 153 227% 0.90[0.78, 1.03]
Subtotal (95% CI) 34 344 100.0% 0.98 [0.90, 1.07]
Total events 280 292

Heterogeneity: Tau®= 0.00; Chi*= 6.02, df= 2 (P =0.05); F= 67%
Testforoverall effect Z= 049 (P =063

Total (95% CI) 3 344 100.0% 0.98 [0.90, 1.07]

Total events 280 292

?eti;ogene\tyl:lTaﬁu ?gfﬂ;fghl;_aﬁﬂé, df=2 (P =0.08); P = 67% 'D 0 0'1 1‘ 1'D 1DD'
estioroverall effect: 2= 0.43 (P = 0.54) Favours [experimental] Favours [control]

Testfor suboroun differences: Not annlicable

FigureSS5 Forest plot of AEs of rash
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Experimental Control Risk Ratio Risk Ratio

Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Saito 2019 17 112 18 114 18.5% 0.96[0.52,1.77]

Seto 2014 57 Ta 50 TTO811% 117 [0.95,1.44]

Zhou 2021 28 157 29 153 30.4% 0.94 [0.59,1.50]

Total (95% CI) 344 344 100.0% 1.06 [0.87, 1.30]

Total events 102 a7

Heterogeneity: Chi®=1.20, df= 2 (F = 0.585); F= 0% r

L ! 0.01 0.1 1 10 100
Testfor overall effect: 2= 0.58 (F = 0.57) Favours [experimentall  Favours [control]

FigureS6 Forest plot of AEs of paronychia

Experimental Control Risk Ratio Risk Ratio
Saito 2014 3 12 12 114 23.3% 1.85[1.02 3.73)
Seto 2014 47 75 46 TT  49.8% 1.05[0.81,1.35)
Zhou 2021 25 157 17 153 26.9% 1.43[0.81, 2.55]
Total (95% CI) 344 344 100.0% 1.32[0.89, 1.96]
Total events 95 Ta

0.01 0.1 1 10 100
Favours [experimental]l  Favours [control]

Heterogeneity: Tau®= 0.06; Chi*=417, df=2 (P=012); F= 52%
Test for averall effect Z=1.37 (FP=017)

FigureS7 Forest plot of AEs of stomatitis

Experimental Control Risk Ratio Risk Ratio
Study or Subgrou Events  Total Events Total Weight M H, Fixed, 95% CI M_H. Fixed, 95% CI
Saito 2019 g 112 1 114 400% 8.14[1.04, 64.04] I E—
Seto 2014 B Th 0 TYoo198.9% 13.34[0.78, 232.758] +
Stinchcombe 2019 ] 43 1] 45 19.7% 11.50([0.66, 201.90] 4
Zhou 2021 11 187 0 153 204% 2242[1.33 37717 e E—.
Total (95% CI) 387 389 100.0% 12.75[3.54, 45.97] e EE——
Total events 30 1
Heterageneity Chi#= 0.34, df= 3 (P = 0.95%; P= 0% In P 051 150 100’

Testfor overall effect: Z= 3.689 (P = 0.0001}) Favours [experimental] Favours [control]

FigureS8 Forest plot of severe AEs of proteinuria

Experimental Control Risk Ratio Risk Ratio
Study or Subgrou Events Total Events Total Weight M-H, Random. 95% Cl M-H. Random, 95% CI
Saito 2018 26 112 1 114 124%  26.46[3.65 191.71) e —
Seto 2014 45 74 g 77O307% 5.781[2.92,11.42] —
Stinchcombe 2018 17 43 9 45 30.5% 1.98[0.99, 3.95] —
Zhou 2021 29 1587 9 1493 26.4% 5.65[2.25,14.22) —
Total (95% CI) 387 380 100.0% 5.00 [2.14, 11.68] R it
Total events "y 23
Heterogeneity: Tau?= 0.49; Chi*=10.20, df= 3 (P = 0,02, F=7T1% ID o 051 1’0 100’

Testioroverall effect Z=3.72 (F = 0.0002) Favours [experimentall Favours [control]

FigureS9 Forest plot of severe AEs of hypertension

Erlotinib plus bevacizumah Erlotinib Risk Ratio Risk Ratio
Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% C|
Saito 2019 23 112 24 114 48.0% 0.98 [0.59, 1.62]
Seto 2014 19 75 15 77 299%  1.3000.72, 2.36] T
Stinchcombe 2019 4 43 6 45 118%  070[0.21,2.30 I
Zhou 2021 8 1587 5 183 102% 1.56[0.52, 4.66] I
Total (95% CI) 387 389 100.0%  1.10 [0.78, 1.56] >
Total events G4 a0
Heterogeneity: Chi®= 1.46, df= 3 (P = 0.69); F= 0% ID o1 wa 1.0 100\

Testfor overall effect 2= 0.53 (P = 0.59) Favours [experimental] Favours [control]

FigureS10 Forest plot of severe AEs of rash
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Erlotinib plus bevacizumah Erlotinib Risk Ratio Risk Ratio
Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Saito 2019 6 112 2114 21.2%  3.05([0.63,1481) -
Seto 2014 1 78 1 77 106%  1.03[0.07,16.12)
Stinchcombe 2019 4 43 B 45 G2.8% 0.7000.21, 2.30 ——
Zhou 2021 4 157 0 153 54% 877[0.48, 161.56) *
Total (95% CI) 387 380 100.0%  1.67 [0.76, 3.68] ~_
Total events 15 9
Heterogeneity: Chi*= 3.98, df = 3 [P = 0.26); IF= 25% t f t |
T . 0.01 0.1 10 100
Testfor overall effect: Z=1.27 (P=0.20) Favours [experimental] Favours [control]
FigureS11 Forest plot of severe AEs of diarrhea
Experimental Control Risk Ratio Risk Ratio
Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Saito 2019 2 112 3114 351% 0.68[0.12, 3.98] —
Seto 2014 2 Th 3 TY O 35.0% 0.68[0.12, 3.98] - &
Zhou 2021 0 1a7 2153 29.9% 0.19[0.01,4.03 * )
Total (95% CI) 344 344 100.0%  0.54[0.17, 1.66] ~apfE—
Total events 4 g
T o Favours [experimental]  Favours [control]
FigureS12 Forest plot of severe AEs of paronychia
Experimental Control Risk Ratio Risk Ratio
Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Saito 2019 1 112 1 114 2449% 1.02[0.06 16.07]
Seto 2014 1 75 2 77 496% 0.51 [0.05, 5.54] .
Zhou 2021 1 1a7 1 153 2545% 0.97[0.06 15.44]
Total (95% CI) 344 344 100.0%  0.76[0.17, 3.36] -~ RRRER—
Total events 3 4
Heterogeneity: Chi*= 018, df= 2 (P = 0.913; F= 0% f f f |
o v 0.01 0.1 10 100
Testfor overall effect: Z=0.37 (P=0.71) Favours [experimental] Favours [control]
FigureS13 Forest plot of severe AEs of stomatitis
Experimental Control Risk Ratio Risk Ratio
Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Saito 2019 2 112 1 114 498% 2.04[019 2213 L
Seto 2014 2 75 o TP O248% 513[025 10514] ol 4
Zhou 2021 2 1a7 0 153 254% 4.87[024, 100649 = *
Total (95% CI) 344 344 100.0% 3.52 [0.74, 16.87] =R ———
Total events 4 1
Heterogeneity: Chi®= 031, df= 2 (P = 0.86); F= 0% '0.01 071 1'0 100'

Test for overall effect Z=1.58 (P =011}

Favours [experimental] Favours [control]

FigureS14 Forest plot of severe AEs of haemorrhagic event
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