
Table I. Rare and unusual cases of ici related adverse effects and their outcome 

ICI administered Type of cancer treated ICI-related adverse 

effect 

Outcome 

Dual therapy [19] Melanoma Ulcerative esophagitis Responded to 

corticotherapy 

Durvalumab [20] NSCLC Ulcerative esophagitis Responded to 

corticotherapy 

Nivolumab [21] Pulmonary adenocarcinoma Ulcerative esophagitis Responded to 

tocilizumab therapy 

Pembrolizumab[22] Hepatocellular carcinoma Ulcerative esophagitis Fatal outcome 

Pembrolizumab[23] Larynx squamous carcinoma Ulcerative esophagitis Complete resolution 

after therapy cessation 

Nivolumab [24] Melanoma Steroid-refractory 

gastritis 

Responded to 

infliximab therapy 

Nivolumab [25] Renal cell carcinoma Neutrophilic gastritis Responded to 

corticotherapy 

Pembrolizumab[26] Melanoma Late-onset acute 

lymphocytic gastritis 

Responded to 

corticotherapy 

Pembrolizumab[27] Melanoma Lymphocytic gastritis Responded to 

corticotherapy 

Pembrolizumab[28] Melanoma CMV gastritis Responded to 

ganciclovir therapy 

Nivolumab [29] Pulmonary adenocarcinoma Hemorrhagic gastritis Responded to 

corticotherapy 

Nivolumab [30] Pulmonary adenocarcinoma Gastric perforation Stopped 

immunotherapy 

Atezolizumab [31] NSCLC Gastric perforation Fatal outcome 

Various ICI [32] Various types of cancer Celiac disease Good response to 

dietary changes 

Nivolumab [33] Melanoma Gastroduodenitis Responded to 

corticotherapy 

Dual therapy [34,35] Pulmonary 

adenocarcinoma/Melanoma 

Severe enterocolitis Responded to 

infliximab 

Nivolumab [36] NSCLC Infliximab refractory 

enterocolitis 

Fatal outcome 



Atezolizumab [37] Pulmonary adenocarcinoma Collagenous colitis Stopped 

immunotherapy; 

persistence of 

collagenous histology 

Pembrolizumab[39] Hepatocellular carcinoma Pseudomembranous 

colitis 

Responded to 

corticotherapy 

Dual therapy [40] Melanoma Granulomatous 

enterocolitis 

Required 

hemicolectomy 

Pembrolizumab[41] Nasopharyngeal squamous 

cell carcinoma 

Microscopic colitis Responded to 

corticotherapy 

Various types of 

ICI [42-44] 

Various types of cancers IBD Responded to IBD 

treatment 

Dual therapy [45] Melanoma Asymptomatic 

appendicitis 

Required 

appendicectomy 

Dual therapy [46] Melanoma Small bowel 

perforation 

Required small bowel 

resection 

Nivolumab [47] NSCLS Small bowel 

perforation 

Required small bowel 

resection 

Nivolumab [48] Melanoma Small bowel 

perforation 

Required surgery; was 

discharged after 42 

days 

Dual therapy [49] Melanoma Small bowel 

perforation 

Required small bowel 

resection 

Atezolizumab [50] Bladder cancer Small bowel 

perforation 

Required small bowel 

resection 

Dual therapy [51] Melanoma Eosinophilic enteritis Responded to 

corticotherapy 

Nivolumab [52] Maxillary sinus cancer Protein losing 

enteropathy 

Stopped 

immunotherapy 

Nivolumab [53] NSCLC Widespread 

enteropathy 

Stopped 

immunotherapy 

Pembrolizumab[54] NSCLC Apoptotic enteropathy Responded to 

corticotherapy and 

stopped 

immunotherapy 

Nivolumab [56] Pulmonary adenocarcinoma Intestinal pseudo-

obstruction 

Responded to 

corticotherapy 



Pembrolizumab[57] Gastro-esophageal junction 

cancer 

Chronic intestinal 

pseudo-obstruction 

Stopped 

immunotherapy; 

required parenteral 

nutrition for support 

Dual therapy [58] Merkle-cell renal carcinoma Myenteric plexus 

neuropathy 

Fatal outcome 

Ipilimumab [59] Melanoma Myenteric 

ganglionitis 

Developed severe 

constipation; stopped 

immunotherapy 

Nivolumab [60] NSCLC Sclerosing cholangitis Fatal outcome 

Nivolumab [61] Melanoma NAFDL and diabetes Stopped 

corticosteroids; 

required insulin and 

oral antidiabetics 

Pembrolizumab[62] Ureteral cancer Liver injury with 

predominantly biliary 

damage 

Responded to 

corticosteroids 

Nivolumab [64] Melanoma Hepatic sinusoidal 

obstruction syndrome 

(SOS) 

Required 

discontinuation of 

immunotherapy with 

melanoma progression 

and fatal outcome 

Nivolumab [65] Melanoma Hepatic sinusoidal 

obstruction syndrome 

(SOS) 

Required hemodialysis 

with no need for TIPS 

Anti PD-1/PD-L1 
[68-74] 

Different types of cancer Diabetes mellitus Well responders to 

corticosteroids 

Pembrolizumab[75] Melanoma Pancreatitis presented 

as recurrent small 

bowel perforation 

Required surgical 

treatment 

Pembrolizumab[76] Melanoma Pancreatic 

insufficiency with 

diarrhea 

Required exogenous 

pancreatic enzymes 

with good 

symptomatology 

resolution 

Abbreviations: CMV: cytomegalovirus; dual therapy: Nivolumab+Ipilimumab; ICI: immune checkpoint 

inhibitor; IBD: inflammatory bowel disease; NAFDL: nonalcoholic fatty liver disease; NSCLC: non-small 

pulmonary cell carcinoma; SOS: sinusoidal obstruction syndrome; TIPS: transjugular intrahepatic 

portosystemic shunt. 

 


