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Learning 
Objective 
Recommend improvements to structural 
systems to better support irAE management in 
historically disadvantaged patient populations



Immunotherapy is a “Double-edged Sword”



Martins F, et al. Nat Rev Clin Oncol. 2019; Sep;16(9):563-580;  Weber JS, et al. J Clin Oncol 2012; Jul 20;30(21):2691-7.

Overview of irAEs
• Disruption of the homeostatic mechanisms 

induces a unique spectrum of side effects 
called irAEs

• irAEs reported in 70-88% and ≥3 grade in 5-
25% of patients 

• Most common irAEs: dermatitis, enterocolitis, 
transaminitis, and endocrinopathies

• Most commonly reported irAEs of any grade: 
dermatologic toxicities 

• Higher incidence of ≥grade 3 irAE: 
gastrointestinal toxicity

• If untreated, they can rapidly progress to life-
threatening conditions and may also be fatal 



Esfahani K, et al. Nat Rev Clin Oncol. 2020 Aug;17(8):504-515.

Possible Mechanisms Underlying irAEs



Polling Question
How confident are you in promoting structural changes 
that mitigate care disparities for patients receiving 
immunotherapies?
A. Not confident at all
B. Somewhat confident
C. Confident
D. Extremely confident
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Results



American Society of Clinical Oncology Clinical Practice Guideline. J Clin Oncol. 2018 Jun 10;36(17):1714-1768. 

General ASCO Guidelines

High level of suspicion that new symptoms are treatment-related.

Grade 1: 
• ICI therapy should be continued with close monitoring. 
•Exception of some neurologic, hematologic, and cardiac toxicities.

Grade 2: 
•Hold ICI for most grade 2 toxicities. 
•Consider resuming when symptoms and/or laboratory values revert to grade 1 or less. 
•Corticosteroids (initial dose of 0.5 to 1 mg/kg/d of prednisone or equivalent) may be administered.

Grade 3: 
•Hold ICI. 
• Initiate high-dose corticosteroids (prednisone 1 to 2 mg/kg/d or methylprednisolone IV 1 to 2 mg/kg/d). Corticosteroids should be 
tapered over the course of at least 4 to 6 weeks. 

• If symptoms do not improve with 48 to 72 hours of high-dose corticosteroid, infliximab may be offered for some toxicities.
•When symptoms and/or laboratory values revert to grade 1 or less, rechallenging with ICI may be offered; however, caution is 
advised, especially in those patients with early-onset irAEs. 

Grade 4: 
•Permanent discontinuation of ICI, with the exception of endocrinopathies that have been controlled by hormone replacement.



Action Items

• Educating patients, care givers, and health care providers
• Refining irAE management guidelines
• Standardizing reporting of irAEs
• Optimizing the choice of immunosuppressive agents
• Pursuing better understanding of irAEs 
• Including high-risk patients
• Incorporating diagnostic tools to personalize irAE management
• Utilizing wireless technology and digital health
• Providing a platform to hear the missing patient’s voice 
• Sharing evolving data 

Naing A, et al. J Immunother Cancer. 2020 Dec;8(2):e001754.



• Use of drug-specific wallet 
cards, educational apps, 
social network, support 
group to provide information 
regarding irAEs and 
symptom monitoring

• Tailor patient education 
resources to preference, 
emotional, literacy and 
cultural needs of the patient

Jones C. 2014. https://www.slideshare.net/synergybroadcast/how-to-reduce-readmissions-by-changing-patient-education. Accessed July 27, 2022. 

Action Item 1: Educating Patients, Caregivers, and Health 
Care Providers

Old Model
Discharge instructions:
List of do's and don'ts
Medication reminders
Instructions to see your 
doctor in a few weeks
Problem: Does not work.

New Model
Patient assessment begins 
at admitting. 
Assess often to determine 
patient’s knowledge



• Convene irAE Management Summit
• Develop toxicity-specific management 

committees to create an evidence-based 
expert consensus guideline

• Publish the outcomes of the activities of 
the proposed summit

• Make it a regularly planned effort
• Bring in underrepresented groups

Action Item 2: Refining irAE Management Guidelines



CTCAE does not capture all the irAEs adequately

Need for addition of more terms to the CTCAE 
for standardized capture of all irAEs. 

Incorporate SITC CTCAE Task Force irAE-
specific module into future versions of CTCAE.

Yu Y, et al. AMIA Jt Summits Transl Sci Proc. 2019 May 6;2019:771-778. eCollection 2019.

Action Item 3: Standardizing Reporting of irAEs



Action Item 3:  Approaches to Improved Screening and 
Identification of irAEs
• Electronic medical health record alerts

o Raise awareness of symptoms potentially related to their treatment outside of oncology-
specialized centers (such as emergency rooms) 

Oncology Nursing Society. Available at https://www.ons.org/clinical-practice-resources/immunotherapy-patient-wallet-card. Accessed July 1, 2022.
Association of Community Cancer Centers.  Available at https://www.accc-cancer.org/projects/io-survivorship/resources. Accessed July 1, 2022

• Immunotherapy wallet cards
o Wallet cards clearly communicate who the patient is, current 

medications, and who should be contacted if needed.
o Patients should be instructed to show the card to all health 

care providers they see



Action Item 3:  Standardize Screening for irAEs and 
Coordination of Care

Standardize screening measures within the oncology clinic

Standardize nursing assessments

Standardize documentation and assessment of adverse events related to 
immunotherapy

Standardize screening timeframes

Standardize coordination of care



• Data is evolving
• Conduct prospective studies to 

evaluate 
o Safety and efficacy of 

immunosuppressant agents in 
irAE management and their 
impact on response to immune 
checkpoint inhibitor therapy

o Optimize the choice, dosing and 
duration of use of 
immunosuppressants in 
management of irAE

Ramos-Casals M, et al. Nat Rev Dis Primers. 2020;volume 6, Article number: 38.

Action Item 4: Optimizing the Choice of 
Immunosuppressive Agents



• Knowledge gaps include: 
o After adjustment for factors such as class of the drug, tumor type, age, race, and sex, 

why do patients have same irAE but different severity, or different irAEs of the same 
severity or different irAEs of different severity? 

o What makes some patients more susceptible to irAEs, and what are organ-
specific/tissue-specific immune microenvironments that could drive specific irAE? 

o As mechanisms underlying irAEs are thought to be driven by autoimmunity, does 
germline genetic variation affect risk of irAEs? 

o Is it possible that in some cases the toxic effect results from the immune system’s 
attacking what most resembles the tumor due to shared expression of antigens 
between tumor and normal cells (e.g., vitiligo in patients with melanoma)?

Action Item 5: Pursuing Better Understanding of irAEs 



• Additional knowledge gaps: 
o Will characterization of immune-effector pathways driving irAEs inform the choice of 

immunomodulatory agents used in management of irAEs?
o What is the relationship between irAEs and response to ICIs?
o Understand the risk and effectiveness of vaccination of patients on immunotherapy-

based treatment?
o What is the role of antiviral, antibacterial, or antifungal prophylaxis as there are 

several concerns about the risk of infections?
o Will greater inclusion of non-White patients change our understanding of irAEs and 

their management?

Action Item 5: Pursuing Better Understanding of irAEs 



Action Item 6:  High-risk Patients

Brahmer JR, et al. J Clin Oncol. 2018 Jun 10;36(17):1714-1768. Postow MA, et al. N Engl J Med. 2018 Jan 11;378(2):158-168; Peravali M, et al. 
World J Clin Oncol. 2021;12(2):103-114

Transplant recipients 
High body mass index

Pre-existing autoimmune 
diseases

History of primary or secondary 
immune deficiencies

Women on CTLA4 and men on 
PD-1/PD-L1 agents

History of HIV, hepB or hepC
infection

Past history of irAE
Age < 60 yrs

Risk factors for irAEs remain unclear

White patients may have higher overall incidences of irAEs, but     
non-White patients have greater severity

Need to assess patients individually and consider treating with ICI when 
deemed most appropriate (first-line vs second-line or later)



Identify markers to predict risk for 
irAEIdentify

Develop tools to monitor patients for 
emergence of irAEDevelop

Validate the immune markers and 
clinical tools in large, prospective 
studies for reliability and 
generalizability

Validate

Association between irAE and related factors

Jing Y, et al. Nat Comm. 2020;volume 11, Article number: 4946.

Action Item 7: Incorporating Diagnostic Tools to 
Personalize irAE management



• Efficient use of wireless technology and digital 
resources to equip health care providers

Action Item 8: Utilizing Wireless Technology and Digital 
Health

Naing A, et al. J Immunother Cancer. 2020;8(2). Jacob C, et al. JMIR Mhealth Uhealth. 2019;7(5):e13555. Davies K, et al. Future Healthc J. 
2019;6(Suppl 1):106

• For use of digital health tools, patient 
access to technology becomes 
paramount
o Socioeconomic status
o Technology aptitude
o Device access
o Internet access



• Proactive monitoring prompts 
clinician to intervene early, before 
symptoms worsen and cause 
serious downstream complication

• Symptoms control enables 
patients to stay more functional, 
which is associated with better 
survival

• Symptom monitoring improves 
control of toxicities, enabling 
longer duration of cancer 
treatment

Basch EM, et al. J Clin Oncol 2017 35:18_suppl, LBA2

Self-reporting of Symptoms Improved Overall Survival

• Patients received routine 
outpatient chemotherapy 
for metastatic solid tumors 
at Memorial Sloan 
Kettering Cancer Center 

• Compared to standard 
chemotherapy, median 
survival was 5 months 
longer among patients in 
the self-reporting arm 
(31.2 vs 26.0 months, 
P=0.03)

• Remained significant in 
multivariable analysis:  
Adjusted hazard ratio 0.83, 
95% CI 0.70 – 1.0

Overall survival



Patient Education in Identifying irAEs

● irAEs are often treatable 
with steroids but must be 
correctly identified

● Patients must know:
● The potential immune 

related side effects 
● When to discuss side effects 

with a medical professional 
(always and early)

Grade 1
(Mild)

Grade 2
(Moderate)

Grade 3 
(Severe)

Grade 4 
(Very severe)

General irAE treatment approach
Managed in outpatient/community setting        Needs hospital admission and care

Referral to specialist
Strong immunosuppressive therapy

Oral steroids à Intravenous steroids started

Stop treatment

Symptomatic therapy

Emphasize to patients that it is extremely important for them to inform their medical care team as soon as 
possible if they experience any unusual symptoms during or after treatment with cancer immunotherapy



Existing and Possible Patient Education Tools

• Online educational tools that educate patient and caregivers about 
immune-mediated adverse events

• Print material developed by cancer program or drug company
• Patient education videos
• Patient educational guides

o ESMO
o ASCO
o NCCN



Monitor longitudinal changes in 
symptoms for early detection of irAEs

Action Item 9: Providing a Platform to Hear the 
Missing Patient’s Voice



Disseminate the results of 
clinical and translational 
studies to the scientific 
community in a timely manner

Gimenes N. Science Platform Website. 2018. http://scienceplatform.cbmr.ualg.pt/?p=3956. Accessed July 13, 2022. 

Action Item 10:   
Sharing Evolving Data 



Summary

• Increase irAE awareness through education
• Solidify the irAE management guidelines
• Acquire knowledge by performing preclinical, 

translational, and clinical studies in diversified 
populations
• Share the knowledge gained



SMART Goals

●Deliver culturally-sensitive patient education, tailored to the 
needs and capabilities of the patient and caregiver

●Encourage "call early, call often" approach to symptom 
reporting

●Maintain a low threshold for suspecting irAEs in patients 
receiving immunotherapies

●Review CTCAE grading of irAEs, in order to personalize 
management

Specific, Measurable, Attainable, Relevant, Timely



Please click on the Ask Question tab
and type your question. Please include 

the faculty member’s name if the 
question is specifically for them. 

To Ask a Question



Questions & Answers



To receive CME/CE credit for this activity, 
participants must complete the post-test and 

evaluation online. 

Participants will be able to download and print 
their certificate immediately upon completion.

To Receive Credit



Oncology Hub
Free resources and education to educate health care providers and 
patients on oncology https://www.cmeoutfitters.com/oncology-
education-hub/

Diversity and Inclusion Hub
Free resources and education to educate health care providers and 
patients on health-related inequities 
https://www.cmeoutfitters.com/diversity-and-inclusion-hub/

https://www.cmeoutfitters.com/oncology-education-hub/

