Endocrine-Related Dysfunction of Immune Checkpoint Inhibitor

Hyperglycemia in PD-1 inhibitor Weight Weight
Events Total Proportion 95%-Cl (fixed) (random)
Camrelizumab
Fang W, 2018 5 116 —%—: 0.04 [0.01;0.10] 4.6% 7.0%
Huang J, 2020 1 228+~: ! 0.00 [0.00;002] 1.0% 5.3%
Xu J, 2021 6 190 =— | 003 [0.01;007] 55% 71%
Yang Y, 2021 1 134+ 001 [0.00; 0.04]  0.9% 5.3%
Zhang W, 2021 0 200—— 0.00 [0.00;0.17] 05% 4.0%
Cemiplimab I
Migden MR, 2020 3 78 _._: 0.04 [0.01;011] 28% 6.6%
Sezer A, 2021 1 3550 000 [0.00; 0.02] 1.0% 5.3%
Gogishvili M, 2022 33 312 & 0.11 [0.07; 0.15] 28.2% 7.5%
Sintilimab S
Jiang H, 2021 6 207 = | 0.03 [0.01;006] 56% 71%
shi Y, 2019 1 96++ | 0.01 [0.00; 0.06] 0.9% 53%
Lu S, 2022 8 145 —=—, 006 [0.02 0111 7.2% 7.2%
Toripalimab : E
Lu M, 2020 14 40 H —_— 035 [021;0.52] 87% 7.3%
Tang B, 2020 39 128 H —8— 0.30 [0.23; 0.39] 25.9% 7.5%
Hua Y, 2021 9 25 | § —s— 036 [0.18;057] 55% 71%
Wang FH, 2021 1190~ 0.01 [0.00;003] 0.9% 5.3%
Spartalizumab H E
Minami H, 2021 L —— 006 [0.00;027] 09% 5.2%
Fixed effect model 2282 o 0.12 [0.10; 0.14] 100.0% -
Random effects model < 0.04 [0.02; 0.09] _. 100.0%
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Hyperglycemia in PD-L1 inhibitor Weight Weight
. Events Total Proportion  95%-Cl (fixed) (random)
Atezolizumab
Pal SK, 2018 3 214 4 001 [0.00; 0.04] 3.8% 54%
Socinski MA, 2018 1 393+ 0.00 [0.00; 0.01] 1.3% 3.9%
Adams S, 2019 1 33 34——10 003 [0.00; 0.16] 1.2% 3.9%
West H, 2019 4 4734 001 [0.00; 0.02] 5.0% 57%
Emens LA, 2020 1 132 & 0.01 [0.00; 0.04] 1.3% 3.9%
Galsky MD, 2020 4 453 % 001 [0.00; 0.02] 5.0% 5.7%
Herbst RS, 2020 12 286 ';’i— 0.04 [0.02; 007] 14.6% 6.3%
lkeda S, 2020 6 17 1 ——— 035 [0.14; 062] 4.9% 5.7%
Jotte R, 2020 4 334 = 001 [0.00; 0.03] 5.0% 5.7%
Mittendorf EA, 2020 1 164 -§:- 001 [0.00; 003] 1.3% 3.9%
Shu CA, 2020 1 30 —r— 003 [0.00; 0.17] 1.2% 3.9%
Bellmunt J, 2021 1 390~ 0.00 [0.00; 0.01] 1.3% 3.9%
de Azevedo SJ, 2021 5 52 .—;-— 010 [0.03;021] 57% 5.8%
Miles D, 2021 5 432 -: 0.01 [0.00; 0.03] 6.3% 59%
Moore KN, 2021 2 642w 000 [0.00;0.01] 25% 5.0%
Nishio M , 2021 3 291« 0.01 [0.00; 0.03] 3.8% 5.4%
Pal SK, 2022 23 390 = 006 [0.04; 0.09] 27.5% 6.5%
Peters S, 2022 2 234+ 0.01 [0.00; 0.03] 2.5% 5.0%
Mettu NB, 2022 0 82w 0.00 [0.00; 004] 0.6% 2.8%
Kenmotsu H, 2022 4 495 i-: 0.01 [0.00; 002] 50% 5.7%
Fixed effect model 5537 '0 0.03 [0.02; 0.03] 100.0% -
Random effects model 0.02 [0.01; 0.03] _. 100.0%
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Weight Weight

Atezolizumab Events Total Proportion  95%-Cl (fixed) (random)
Heery CR, 2017 e —— 006 [0.01;016] 77%  11.7%
Disis ML, 2019 1125 +—— 001 [0.00;004] 27% 6.8%
Hassan R, 2019 2 53 004 [0.00;013]  5.2% 9.9%
Chung HC, 2019 2 150 =— 001 [0.00;005] 54%  10.0%
Kim JH, 2020 3033 009 [002,024] 74%  11.6%
Ascierto PA, 2021 10335 000 [0.00;002] 27% 6.8%
Cowey CL, 2021 LI L — 004 [0.00;0.18]  2.6% 6.7%
D'Angelo SP, 2021 1 116 —— 001 [0.00; 005] 2.7% 6.8%
Monk BJ, 2021 21 657 - 003 [0.02,005] 554% 17.6%
Tomita Y, 2022 3 344 =5 001 [000;003] 81% 120%
Fixed effect model 1894 & 0.03 [0.02; 0.04] 100.0% _
Random effects model < 0.02 [0.01; 0.04] -- 100.0%
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Durvalumab Events Total Proportion  95%-Cl (fixed) (random)
Powles T, 2017 0 191} 000 [0.00;002] 24% 5.5%
Kelly RJ, 2020 0 24— 000 [0.00;0.14]  2.4% 5.5%
Powles T, 2020 1 3451 000 [000;002] 4.8% 8.2%
Rizvi NA, 2020 0 369~ i1 000 [0.00;001] 24% 5.5%
Goldman JW, 2021 5 265 S 002 [001;004] 236%  134%
Altorki NK, 2021 0 30— 000 [0.00;0.12]  24% 5.5%
Park §, 2022 2 50 H=— 004 [0.00;0.4] 93%  107%
Park S, 2022 R —— 004 [001;015]  92%  10.7%
Herbst RS, 2022 2 66 —=— 003 [0.00;011] 93%  107%
Zeidan AM, 2022 6 42 1 — @ 014 (005029 248%  13.5%
Rosenberg JE, 2023 2 76 —-]::— 003 [0.00;009] 94%  108%
Fixed effect model 1503 & 0.03 [0.02; 0.05] 100.0% .
Random effects model = 0.02 [0.01; 0.05] .- 100.0%

Heterogeneity: /2 = 67% 1 = 1.0716 p < 0101
0 005 01 015 02 025

Supplemental Fig. S6. Incidence of all-grade hyperglycemia by the class of immune checkpoint inhibitors. PD-1, programmed cell death
protein-1; CI, confidence interval, PD-L1, programmed death-ligand 1.
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