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Colitis rates in prospective studies with different ICl agents

Author Year | n Underlying Substance all over Grade1l | Grade2 | Grade 3 Grade 4
disease rate

colitis

Fukuoka 2020 | 50 | gastricand CTX previously n.r. Diarrhoea

[1] colorectal Nivolumab + Diarrhoea A 0% vs. B 4% vs. C 0%
cancer Regorafenib (A 80mg; | 22%

B 120mg, C 160 mg)

Feng [2] 2020 | 32 | met. biliary Nivolumab + n.r.
tract cancer Gemcitabine +

cisplatin

Kato [3] 2020 | 209 | oesophageal | A Nivolumab vs. n.r. Diarrhoea Diarrhoea
cancer B Chemotherapy A 10% (n=20) A 1% (n=2)

B 9% (n=18) B 1% (n=2)

Mc 2020 | 97 | clearcell Nivolumab n.r

Farlane renal

(4] carcinoma

Reardon | 2020 | 369 | glioblastoma | A Nivolumab vs. n.r.

[5] B Bevacizumab Diarrhoea

A5.5%
B1.2%

Peters [6] | 2019 | 82 non small Nivolumab + CTX 1.3% Grade 5
cell lung (platin based) + (n=1) 1.3%
cancer radiotherapy (n=1)

Ueno [7] 2019 | 60 biliary tract A Nivolumab vs. n.r. Diarrhoea
cancer B Nivolumab + GemCis A 7%

B 7%

Overman | 2017 | 74 | MSI CRC Nivolumab 1% (n=1) 1% (n=1)

(8]

Larkin [9] | 2015 | 945 | melanoma A Nivolumab vs. A1.3% A 0.6%

B Nivolumab + B11.8% B7.7%
Ipilimumab vs. C11.6% C8.7%

C Ipilimumab

Supplementary Table 1a: Colitis under therapy with nivolumab. In case colitis was not reported but
diarrhoea, we report in all tables the percentage of diarrhoea; n.r.: not reported; MSI: microsatellite-

instable; CRC: colorectal cancer
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Author Year | n Underlying | Substance all over Grade1l | Grade2 | Grade 3 Grade 4
disease rate colitis
Ascierto 2017 | 727 melanoma | A Ipilimumab 3% (n=10) 2% (n=9) | 0%
[10] 3mg/kg KG
B Ipilimumab 4% (n=16) 5% (n=18) | 1% (n=1)
10mg/kg KG
Eggermont | 2016 | 951 melanoma | Ipilimumab 15.5% 6.8% 0.8% (n=4)
[11] 10mg/kg KG (n=73) (n=32) Grade 5
0.6% (n=3)
Yamazaki 2015 | 15 melanoma | Ipilimumab + 6.7% (n=1) |0 6.7% 0 0
[12] Dacarbazin (n=1)
Luke [13] 2015 | 32 melanoma | Ipilimumab 7.4% n=2 7.4% n=2
3mg/kg KG +
GM-CSF
Hodi [14] 2014 | A118 Met. A lpilimumab Grade 3-5
melanoma | 10mg/kg KG + A 5.9% n=7
GM-CSF
B 120 B Ipilimumab B 8.3% n=10
10mg/kg KG
Margolin 2012 | 72 Brain Ipilimumab n.r. n.r. n.r. n.r. Grade 5
[15] metastasis n=1
of
melanoma

Supplementary Table 1b: Colitis under therapy with ipilimumab; GM-CSF: granulocyte-macrophage
colony-stimulating factor
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Author Year n Underlying Substance all over Grad | Grad | Grade 3 Grade 4
disease rate colitis | el e2
Montfort | 2021 14 melanoma Nivolumab + 0 Ovs Ovs. 1 0
[16] Ipilimumab 1
A +/- Certoluzimab
B +/- Infliximab
Kleef [17] | 2020 131 advanced low-dose 1.5% (n=2)
disease Ipilimumab +
Nivolumab in
combination with
IL-2 + hyperthermia
Sharma 2020 90 met. A Ipilimumab + 8.9% (n=4) 4.4% (n=2)
[18] Castration- Nivolumab
resistant pre- Chemotherapy
prostate
cancer B Ipilimumab + 17.8% 11.1% (n=5)
Nivolumab (n=8)
post
Chemotherapy
Gao [19] 2020 28 urothelial Durvalumab + 11% (n=3) 4% (n=1)
carcinoma Tremelimumab
Hodi[20] | 2018 A 313 melanoma A Nivolumab + A 5% n=14 A 8% (n=25) | A<1%
Ipilimumab (n=1)
B 313 B Nivolumab alone B 2% n=5 B 1% (n=3) BO
C311 C Ipilimumab alone C4% n=11 C7% (n=23) | C<1%
(n=1)
Weber 2016 140 melanoma A 15 Nivolumab 3% (n=1)
[21] 2" |pilimumab
B 1% Ipilimumab 3% (n=1)
2" Nivolumab
Hodi[22] | 2016 |A94 | advanced A Nivolumab + 11% (n=10) | A5% (n=5) | A12% (n=11) | AO
melanoma Ipilimumab
B 47 B Ipilimumab alone | B2% (n=1) | B 4% (n=2) B 2% (n=1) BO

Supplementary Table 1c: Colitis under therapy with nivolumab in combination with ipilimumab
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Author Year | n Underlying disease | Substance all over rate Grade 1and | Grade 3 Grade
colitis Grade 2 4
Boiléve 2021 | 20 biliary tract A Durvalumab + A 10% (n=1) | B20% (n=2)
[23] carcinoma Tremelimumab B 10% (n=1)
B Durvalumab +
Tremelimumab
+ Paclitaxel
Nowak 2020 | 54 pleural Durvalumab + n.r. Diarrhoea Diarrhoea
[24] mesothelioma CTX (Cisplatin+ 24% 2%
Pemetrexed)
Powles 2020 | 1032 | urothelial A Durvalumab A 1% (n=3) B 2% (n=7)
[25] carcinoma vs. B2 % (n=8)
B Durvalumab
+Tremelimumab
Garassino | 2018 | 444 non-small cell lung | Durvalumab 1% (n=2)
[26] cancer
Sarfaty 2020 | 13 met. non-urothelial | Durvalumab + n.r. Diarrhoea Diarrhoea
[27] urinary tract Tremelimumab 7.6% 15.3%
carcinoma
Chen [28] | 2020 | 180 advanced CRC A Durvalumab + | n.r. Diarrhoea
Tremelimumab | Diarrhoea A 4% (n=5)
S A 31% (n=37)
B best B 10% (n=6)
supportive care

Supplementary Table 1d: Colitis under therapy with durvalumab alone or in combination with
tremelimumab
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Author Year | n Underlying disease | Substance all overrate | Grade 1and | Grade3 Grade 4
colitis Grade 2

Gogas [29] | 2020 | 446 | melanoma A Azetolizumab + | Diarrhoea Diarrhoea
cobimetinib vs. A54.1% A7.7% ;B 1.9%
B pembrolizumab | B 16.2%

Rosenberg | 2016 | 310 | urothelial Azetolizumab 1% (n=3) 1% (n=2)

[30] carcinoma

Gutzmer 2020 | 511 | melanoma BRAF A Azetolizumab n.r. Diarrhoea

[31] mutation positive | + cobimetinib Diarrhoea A 2% (n=4)
+ Vemurafenib A 42% (n=97) B 3% (n=9)
VS. B47%
B Placebo + (n=131)
Vemurafenib +
cobimetinib

Shu [32] 2020 | 30 non-small cell lung | Atezolizumab n.r. Diarrhoea

cancer +CTXina Diarrhoea 3% (n=1)

neoadjuvant 30% (n=8)
setting

Supplementary Table le: Colitis under therapy with Azetolizumab alone or in different combinations
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Author Year n Underlying Substance allover | Gradel | Grade2 | Grade 3 Grade 4
disease rate
colitis
Friedlander 2019 49 | solid tumours Pamiparib + n.r. Diarrhoea 35% Diarrhoea
[33] Tislelizumab (n=17) 4% (n=2)
(5 dose escalation
cohorts)
Barlesi [34] 2018 792 | non-small cell A Avelumab vs. n.r. A Diarrhoea 6% Diarrhoea | Diarrho
lung cancer B Docetaxel (n=24) B 1% ea<1%
B Diarrhoea 14% (n=4) (n=1)
(n=51)
Schmid [35] 2020 60 | triple-negative Pembrolizumab + | 5% 1.7% 3% (n=2)
breast cancer chemotherapy (n=3) (n=1)
Taylor [36] 2020 137 | solid tumours Pembrolizumab + | 4% 2% (n=2)
chemotherapy (n=5)
+ Lenvantinib
Tolaney [37] | 2020 88 breast cancer A Pembrolizumab | 5% grade 5
+ Eribulin vs. (n=2) lethal:
B Eribulin 5%
(n=2)

Supplementary Table 1f: Colitis under therapy with different combinations of ICl agents
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