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History of Immunotherapy 

• William Coley   (January 12, 1862 – April 16, 1936)
• Injecting patients with a mixture of heat-killed bacteria in the 

hopes of stimulating the body’s “resisting powers
• Coley’s approach was abandoned because other doctors could 

not replicate his results
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• Number of patients treated with ICIs is  rapidly growing
• ICIs now approved as monotherapy, in combination with other ICIs, 

and in combination with chemotherapy
• ICIs historically used in later-line metastatic disease
• Moving into earlier lines of therapy and earlier stages of disease (eg, 

adjuvant tx for melanoma; tx for stage III NSCLC)
• Patients may receive ICI therapy for years, as optimal duration is 

unknown
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Immunotherapy  indications 
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Immunotherapy vs Chemotherapy

• Majority without

• Variable

• Any organs

• Variable

• Almost  all patients

• Well described

• Few organs

• Well established
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Immune-Related AEs

• ICIs introduce the potential for transformative, durable responses in 
multiple malignancies

• ICIs also introduce the potential for new toxicity
• Immune-related AEs
• Activation of immune cells in nontumor compartments
• Can mimic autoimmune conditions
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Immune-Related AEs

• 1    in   10  get G3 or G4 toxicity  (better than chemo)

• 1   in    20   stop due to toxicity

• PD or PDL1 Ab     monotherapy     low incidence of any grade irAEs
than   with Anti- CTLA4

• Early occurrence within days to delayed onset up to 26 weeks
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Immune-Related AEs Associated With ICIs
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RED FLAG SYMPTOMS
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Most Common irAEs in Patients With Cancer 
Presenting to Emergency Department
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General Principles for Managing irAEs

• Consult promptly with relevant specialists for affected organ systems 
(eg, gastroenterology, dermatology) 

• Management generally based on severity of symptoms
• Mild (grade 1): supportive care, consider holding drug
• Moderate (grade 2): hold drug, redose if toxicity improves, consider low-dose steroids 

(prednisone 0.5-1 mg/kg/day)
• Severe (grade 3): discontinue drug, monitor closely (likely inpatient), start high-dose steroids 

(prednisone 1-2 mg/kg/day) with a slow taper (≥ 1 mo)
• If not improving in 1-3 days, increase immunosuppression
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General Principles for Managing irAEs

• Dose reduction is not a recommended strategy
• Avoid delays in recognition and intervention

Education & Education & Education
early detection
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Most irAEs Are Reversible With 
Immunosuppression/ Steroids
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Monitoring
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Monitoring
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Colitis in Patients Treated With ICIs
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Grade 2 diarrhea with 
swollen, erosive, and friable 

mucosa

Grade 3 diarrhea with deeply red 
colon where vascular pattern 

partially absent, mucosa severely 
friable, multiple ulcers



Colitis in Patients Treated With ICIs
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Dermatologic Reactions in Patients Treated 
With Immune Checkpoint Inhibitors
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Dermatologic Reactions in Patients Treated 
With Immune Checkpoint Inhibitors
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Dermatologic Reactions in Patients Treated 
With Immune Checkpoint Inhibitors
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Case 

• 53 year old man with metastatic melanoma BRAF WT   4th cycles of 
ipilimumab and nivolumab 3 weeks ago

• Headache
• Visual  disturbance
• Fatigue
• Nausea  and vomiting 
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MRI
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• Endocrinology   consult

• Hydrocortisone  20 mg  TDS

• Oral prednisolone   1 mg /kg  
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Multidisciplinary Approach to the 
Management of Patients
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Conclusions

• More patients are being treated with ICIs as indications expand to 
new malignancies, earlier lines of therapy, and earlier stages of 
disease

• ICIs can cause irAEs by activating immune cells in nontumor tissues
• irAEs can occur after discontinuing ICI

• irAEs most commonly presenting to emergency department are 
diarrhea, colitis, dermatitis, pneumonitis, hypophysitis
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• When a patient with cancer history presents to clinic:
• Ask about immunotherapy treatment, autoimmune conditions
• Consult promptly with specialists for affected organ systems
• Manage based on severity of symptoms by providing supportive care, 

holding/discontinuing immunotherapy, and administering corticosteroids, as 
appropriate
• Make use of resources on identification and management of irAEs, including 

NCCN Guidelines, ASCO / ESMO guidelines 
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