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Recognizing and

Managing
Immune
Checkpoint
Inhibitor
Complications in
the ED




What Are
Immune

Checkpoint
Inhibitors (ICls)?

Monoclonal antibodies that block T-
cell signaling (CTLA-4, PD-1, PD-L1,
LAG-3)

Used to STIMULATE T-cell activation
against tumors

Common agents: ipilimumab,
nivolumab, pembrolizumab,
atezolizumab, durvalumab




Why
Emergency
Providers

Need to Care

Immune-related Adverse Events (irAEs) can
affect any organ system, often mimic other
conditions (especially autoimmune
conditions!)

25% of patients on ICls visit the ED with
IrAES

Potential for delayed, severe, or chronic
presentations



ICls seeing increase use in treatment of

cancers.
Wh |Ch e Melanoma and SCC
cancers and e Lung cancer
What tlmlng e Renal cell carcinoma | |
] e Gl: HCC, Colorectal carcinoma, Gastric
Of IrAES adenocarcinoma

e Hodgkin's lymphoma
e Cervical cancer

Most occur within first few doses, but
up to 15% arise 6—24 months later




Always ask about current and prior
cancer therapy

General ED REVIEW a patients treatment regimen
Approach to

Patients on Maintain broad differential: autoimmune
ICls mimics

Collaborate with oncology

Early steroids indicated in many irAE (to
suppress immune system)




Most common (up to 72% with combo ICI)

Eczematous, psoriasiform, bullous, vitiligo,
SJS

Skin irAEs Mild: topical steroids

Severe: systemic steroids ~1-2 mg/kg/day IV
methylprednisolone or oral equivalent




Gl IrAEs —
Colitis &

Hepatitis

Colitis: diarrhea, hematochezia, fever, ileus, toxic
megacolon, perforation (consider similarity to IBD flare)

Hepatitis: often asymptomatic, monitor LFTs and watch
for overt liver failure

Consider how similar presentation is to IBD flare, or
autoimmune hepatitis

Workup: stool studies (c diff and culture), imaging, LFTs

Management: corticosteroids



Hypothyroidism: fatigue, weight gain -
levothyroxine

Hypophysitis: headache, hyponatremia,
fatigue - steroids, hormone replacement

Endocrine

IrAES Type 1 DM: DKA, rapid onset = insulin

Involve endocrinology!




Arthritis, PMR-like, Sicca

May resemble RA or
i AFc vasculitis

Rheumatologic

Management: NSAIDs,
glucocorticoids, DMARDs




Myocarditis, arrhythmias,
cardiogenic shock

Cardiac irAEs Often co-occurs with myositis,
— High MG

Mortality Workup: ECG, troponin, CK, BNP,
ECHO

Management: steroids, cardiac
monitoring




SOB, cough, ground-glass

opacities
Pulmonary Mimics infection, COVID,
i AES — radiation pneumonitis
Pneumonitis Workup: CXR, CT chest, 02 sat,

infection screen

Management: steroids




AKI, interstitial nephritis

Often mild but common (10—
30%)

Renal irAEs UA, creatinine, proteinuria

Early steroids, nephrology
consult




MG, myositis, GBS, encephalitis

Again, consider how these are already
auto-immune diseases!

Neurologic Mortality high with MG + myocarditis

IrAES

MRI, LP, CK, neuro exam

Management: stop ICl,
IVIG/plasmapheresis, steroids




Hematologic: ITP, hemolytic anemia, HLH

Ocular: uveitis, episcleritis

Less Common Pancreas: exocrine insufficiency,
Toxicities pancreatitis
Musculoskeletal: myositis, vasculitis,
sicca

...again, many similar to other auto-
immune disease processes




Many irAE present similar to recognizable auto-immune
CINEN:S

ED Red Flags
& Practical

Pea rI ) Consider the following workup:

Cornerstone of many diseases include corticosteroids

e CBC, lytes

e Coagulation studies (INR, PTT)

e LFTs

e Troponin and BNP

e TSH and free T4

e Cortisol level (if adrenal insufficiency possible)
e POCUS to evaluate for myocarditis




iIrAEs = common, dangerous, and often

delayed
Summary &
Take-Home Skin, GI, endocrine are most common;
Messages cardiac, neuro, pulm = highest risk

Early steroids, subspecialist input,
supportive care




References

* Farkas, J. Checkpoint Inhibitor Toxicity. EMCrit Project — Internet Book
of Critical Care (IBCC).Accessed June 2025. Available
at: https://emcrit.org/ibcc/checkpoint/

* Meara AS, Zois JP, Bischof JJ. Immunotherapy Complications: Immune
Checkpoint Inhibitors. Emerg Med Clin North Am. 2025.
doi:10.1016/j.emc.2025.03.003.

 Postow M, Johnson DB. Overview of toxicities associated with
immune checkpoint inhibitors. In: UpToDate, Atkins MB (Section
Editor), Shah SM (Deputy Editor). Waltham, MA: UpToDate; Accessed
May 2025.


https://emcrit.org/ibcc/checkpoint/

	Recognizing and Managing Immune Checkpoint Inhibitor Complications in the ED
	What Are Immune Checkpoint Inhibitors (ICIs)?
	Why Emergency Providers Need to Care
	Which cancers and what timing of irAEs
	General ED Approach to Patients on ICIs
	Skin irAEs
	GI irAEs – Colitis & Hepatitis
	Endocrine irAEs
	Rheumatologic irAEs
	Cardiac irAEs – High Mortality
	Pulmonary irAEs – Pneumonitis
	Renal irAEs
	Neurologic irAEs
	Less Common Toxicities
	ED Red Flags & Practical Pearls
	Summary & Take-Home Messages
	References

