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Webinar Agenda
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12:30 - 12:35 p.m. ET Overview: Welcome and Introductions

12:35 - 1:15 p.m. ET Presentation and Discussion

1:15 - 1:25 p.m. ET Question and Answer Session

1:25 - 1:30 p.m. ET Closing Remarks
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How to Submit Questions 
• Click the “Q&A” icon located on at the bottom of your 

Zoom control panel

• Type your question in the Q&A box, then click “Send”

• Questions will be answered in the Question & Answer 
session at the end of the webinar (as time permits)
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Webinar faculty

Sarah B. Goldberg, MD, 

MPH 

Expert Panel Member

Yale Cancer Center 

Jyoti D. Patel, MD 

Expert Panel Member

Northwestern University 

Moderator: Ramaswamy 

Govindan, MD 

Expert Panel Chair

Washington University 

School of Medicine



• Outline practical considerations for diagnostic testing and 
classification in Lung Cancer and Mesothelioma and the 
implications for immunotherapy treatment planning

• Appropriately manage challenging and/or uncommon 
toxicities/irAEs associated with immunotherapy in Lung 
Cancer and Mesothelioma

• Determine optimal sequencing of immunotherapies in all 
stages of Lung Cancer and Mesothelioma treatment, 
including treatment for persistent or relapsed/refractory 
disease after initial therapy
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Learning objectives



Poll question

What is your preferred regimen for 1st line treatment of 
advanced non-squamous NSCLC with PD-L1 1-49%?

A. Pembrolizumab

B. Carboplatin/pemetrexed/pembrolizumab

C. Nivolumab/ipilimumab

D. Carboplatin/pemetrexed/nivolumab/ipilimumab

E. Carboplatin/paclitaxel/atezolizumab/bevacizumab
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Single-agent PD-(L)1 inhibitor therapy 
for advanced NSCLC with PD-L1 ≥ 50%
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Pembrolizumab for advanced NSCLC 
with PD-L1 ≥ 1%
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Mok TSK, et al. Lancet 2019

Tumor PD-L1 1%-49%
(Exploratory Analysis)



Pembrolizumab plus chemotherapy 
for advanced non-squamous NSCLC
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Chemo/IO/VEGF inhibition for 
advanced non-squamous NSCLC

10
Socinski et al, NEJM 2018



Pembrolizumab plus chemotherapy 
for advanced squamous NSCLC

11
Paz-Ares et al, N Engl J Med 2018.



Pooled analysis of PD-(L)1 therapy +/-
chemo in advanced NSCLC with PD-L1 ≥ 50%
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Akinboro O, et al. ASCO 2022.

Chemo-IO IO-only

OS 
(median)

25.0 mos 20.9 mos HR 0.82 
(0.62, 1.08)

PFS 
(median)

9.6 mos 7.1 mos HR 0.69 
(0.55, 0.87)

ORR 61% 45% OR 1.2 
(1.1, 1.3)



Combination immunotherapy for 
advanced NSCLC
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Nivo/Ipi (Checkmate-227)

PD-L1 ≥ 1%

Ramalingham et al, ASCO 2020.

Reck M et al, ASCO 2020.

PD-L1 < 1%

Nivo/Ipi/Chemo 

(Checkmate-9LA)



Non-immunotherapy-based strategy

• Should be considered in the following situations:
• Severe autoimmune disease

• History of organ transplant

• EGFR/ALK/other molecular subsets associated with non-response 
to immunotherapy

• Typically platinum-based doublet (+/- bevacizumab for non-
squamous NSCLC)
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Summary of first-line immunotherapy 
strategies in advanced NSCLC

• Single-agent pembrolizumab, atezolizumab and cemiplimab are more 
effective than chemotherapy in PD-L1 high NSCLC

• Pembrolizumab is superior to chemotherapy in NSCLC with PD-L1 >1%, 
however the benefit was driven by the patients with PD-L1 high tumors

• Chemo plus IO (with or without bevacizumab) can be an effective strategy 
regardless of PD-L1 status, however its role in PD-L1 high tumors is less clear

• Combination IO with ipi/nivo or ipi/nivo/chemo is superior to chemotherapy 
but has not been sufficiently compared to other IO-containing regimens
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Polling Questions – Discussion
No live questions – a review of answers

What treatment strategy would you consider for a patient with 
no significant co-morbidities and a good performance status 
who has stage IIIA non-squamous NSCLC with PD-L1 80% and 
multi-station mediastinal lymph node involvement (N2+)? 

A. Neoadjuvant chemotherapy plus nivolumab followed by resection

B. Upfront resection followed by adjuvant chemotherapy and 
atezolizumab

C. Definitive concurrent chemoradiation followed by durvalumab

D. A or C

E. I would consider any of the above
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Post-immunotherapy treatment strategies

• Platinum-based doublet if immunotherapy was given as first-line 
treatment

• Docetaxel +/- ramucirumab after chemotherapy and immunotherapy

• Local therapy for oligoprogression

• Clinical trials!
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Novel strategies in development
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Poll question

What treatment strategy would you consider for a patient with 
no significant co-morbidities and a good performance status who 
has stage IIIA non-squamous NSCLC with PD-L1 80% and multi-
station mediastinal lymph node involvement (N2+)? 

A. Neoadjuvant chemotherapy plus nivolumab followed by resection

B. Upfront resection followed by adjuvant chemotherapy and 
atezolizumab

C. Definitive concurrent chemoradiation followed by durvalumab

D. A or C

E. I would consider any of the above
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Early-stage NSCLC
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 DFS benefit by PD-L1 status: HR (95% CI)

‒ TC ≥50%: 0.43 (0.27-0.68)

‒ TC ≥1%: 0.66 (0.49-0.87)

‒ TC <1%: 0.97 (0.72-1.31)

Wakelee H, et al. Lancet. 2021. 
Forde P, et al. NEJM 2022
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Locally advanced unresectable NSCLC

PACIFIC: Consolidation durvalumab after definitive 
concurrent chemoradiation

21Spigel DR, et al. JCO 2022.



Polling Questions – Discussion
No live questions – a review of answers

What is your preferred regimen for 1st line treatment of 
advanced non-squamous NSCLC with PD-L1 1-49%?

A. Pembrolizumab

B. Carboplatin/pemetrexed/pembrolizumab

C. Nivolumab/ipilimumab

D. Carboplatin/pemetrexed/nivolumab/ipilimumab

E. Carboplatin/paclitaxel/atezolizumab/bevacizumab
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Immunotherapy for extensive-stage SCLC

Carbo/etoposide +/- atezolizumab 
(IMpower 133)

23Liu SV, et al. JCO 2022
Paz-Ares L, et al Lancet 2019

Carbo/etoposide +/- durvalumab 
(CASPIAN)



Immunotherapy for mesothelioma

All patients

24Bass P, et al Lancet Oncology 2021

Epithelioid histology

Non-epithelioid histology



Summary

• Immunotherapy now has a role in nearly all patients with 
NSCLC, SCLC, and mesothelioma, including:

• First-line treatment in patients with:
• Advanced NSCLC 

• Extensive-stage SCLC

• Mesothelioma

• Consolidation in unresectable locally advanced NSCLC after 
chemoradiation

• Neoadjuvant or adjuvant therapy in stage 2-3 NSCLC
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Webinar outline

• Key Principles of Immune Mediated Adverse 
Events (irAE)
Mechanisms 
Onset and Recognition
Management

26



Immunotherapy after ChemoRT:
How often can I start durvalumab within 
14 days of completion?

1. <10%

2. 20%

3. 50%

4. >50%

27



Immune Related AEs (irAEs)

• Subset of patients develop irAEs

• Wide range of manifestation
• Co-localize around “barrier” (gut, lungs, skin) or endocrine tissues
• Up to 85% of patients treated with CTLA-4
• 24-37% of patients treated with anti-PD-L1 or anti-PD-1

• Variable timing 
• Skin often earlier
• Gut and endocrinopathies later

• Dual blockade of CTLA-4 and PD-1 pathway leads to both 
increased frequency and severity of irAEs
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Postulated Mechanisms of irAEs

1. Pre-existing susceptibility to autoimmunity

2. Aberrant presentation of “self” by the tumor

3. Increasing level of inflammatory cytokines

4. Enhanced complement-mediated inflammation

29

Postow, NEJM 2018
Burke, Jour of Exper Med, 2020



Spectrum of Organs 
Affected by ICIs

Most common-
thyroid, skin, and colitis

30Postow, NEJM 2018



Kinetics of irAEs
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NIVO

NIVO + IPI

IPI

Pooled analysis of 23 Clinical Trials/8436 Patients
-Tang, Cancer Res Treat 2021



irAEs and Efficacy of ICIs

• Conflicting but intriguing data

• Challenges in adjudication, attribution, and immortal 
time bias

• Diagnostic challenges

• Impact of treatment with immunosuppression
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Using ICI Agents in Clinic

• Medical history
• Specific questions on organ function-ie, shortness of 

breath on exertion, bowel function, previous history of 
autoimmune disease?

• Physical Examination
• Vitals signs (with oximetry), weight, other significant 

findings

• Laboratory investigations
• CBC, CMP, LFTs, TSH, other endocrine function evaluation 

when appropriate
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Common Terminology Criteria of 
Adverse Events (CTCAE)

CTCAE grade Clinical description

1 Mild; asymptomatic or mild symptoms; clinical or diagnostic 
observations only; intervention not indicated

2 Moderate; minimal, local, or noninvasive intervention 
indicated; limiting age-appropriate instrumental ADL

3 Severe or medically significant but not immediately life-
threatening; hospitalization or prolongation of hospitalization 
indicated, disabling; limiting self-care ADL

4 Life-threatening consequences; urgent intervention indicated

5 Dearth related to adverse event
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General Approach to Using IO in Clinic

Grade Management Continuation of Drug?

Grade 1-LOW Monitor closely Continue (*watch 
pneumonitis if risk factors)

Grade 2-MODERATE Symptomatic management
Monitor closely
Oral corticosteroids

Delay dose
Resume IO when AEs to 
grade <1 or baseline

Grade 3/4-HIGH Administer high dose iv 
corticosteroids
Symptomatic management
Monitor closely
Involve consultants

Discontinue drug, usually 
permanently (skin, diarrhea 
can be exceptions)

35
STEROID TAPER IS USUALLY AT LEAST 4-6 WEEKS MINIMUM



Types of Immunosuppressive 
Treatment

36

Severe irAE
First line treatment:
CORTICOSTERIODS

Steroid-refractory or 
steroid sparing:

Infliximab
Vedolizumab

IVIG
Mycophenolate mofetil

Tocilizumab
Etanercept

Adalimumab
Tacrolimus

Azathioprine•Generally, all irAEs are treated with high dose 
steroids but: 

• Endocrine toxicities generally are simply treated 
with replacement of hormonal deficit in most 
situations except in specific situations 
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COVID PD-1 inhibitor

Radiation 
Pneumonitis

All presented with mild cough, 
flu like symptoms with low 
grade fever, desaturation only 
with ambulation



• Immunotherapy after ChemoRT:
How often can I start durvalumab within 14 days of 
completion?

• <10%

• 20%

• 50%

• >50%

38

Polling Questions – Discussion Cont’d
No live questions – a review of answers



Autoimmune Diseases (AD) and ICIs
• 14-25% of patients diagnosed with lung cancer will have pre-existing AD

• In patients with no (>80%) or low dose immunosuppression, ICI use1:
• 20-40% of patients with exacerbation of ADs

• <15% of patients with permanent discontinuation

• In patients on pre-existing steroids, inferior outcomes, but may reflect co-morbidity2

39

1. Leonardi, JCO, 2018; Kennedy, JNCCN, 2019
2. Arbour, JCO, 2019

Patients with Preexisting Autoimmune Disease and Cancer

ICIs May Be Considered Avoid ICIs

1. Consult with appropriate specialists 1. Autoimmune neurologic or neuromuscular disorder

2. Low level or no immunosuppression with good control of AD 2. Life threatening autoimmune disease

3. Patient informed consent 3. Patients with poor control of AD OR requiring high 
doses of immunosuppressants for control



Rechallenge after irAEs

• 11-16% of patients develop Gr 3-5 irAEs1

• At rechallenge, incidence of Gr 3-4 irAE < than initial 
treatment (HR 0.44)2

• At rechallenge, GI > endocrine irAE

• Rechallenge after Gr 4 irAE should always be undertaken 
with CAUTION

40
1. Pillai, Cancer, 2018
2. Xu, JTO Clin and Res Reports, 2022



Innovation in irAEs

41Conroy, Nature Communications, 2022



irAEs-Conclusions

• Careful ongoing clinical assessment is necessary for early 
identification

• Can be life threatening when not identified early

• irAEs can occur at any time

• Toxicity does not equal response

• Consider all symptoms and signs as potential irAEs

• Refer to SITC organ-specific algorithms for management of 
irAEs

42
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Q&A

• Click the “Q&A” icon located on at the bottom of your 
Zoom control panel

• Type your question in the Q&A box, then click “Send”

• Questions will be answered in the Question & Answer 
session at the end of the webinar (as time permits)

How to Submit Questions 
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Learn more and register at:
https://www.sitcancer.org/CPG-webinars

Practical Management Pearls for Immunotherapy for the 
Treatment of Nonmelanoma Skin Cancer

October 3, 2022: 11:00 a.m.-12:00 p.m. ET

Case Studies in Immunotherapy for the Treatment of 
Nonmelanoma Skin Cancer
October 28, 2022: 3:30 p.m.-4:30 p.m. ET

https://www.sitcancer.org/research/cancer-immunotherapy-guidelines/webinars
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Join us in person in Boston, MA or virtually, on Thursday, Nov. 10–Saturday, Nov. 12 for SITC's 
37th Annual Meeting & Pre-Conference Programs (SITC 2022). 

Annual Meeting 2022

Learn more and register at:
https://www.sitcancer.org/2022/atten

dee-resources/registration

https://www.sitcancer.org/2022/attendee-resources/registration
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Targets for Cancer Immunotherapy: 
A Deep Dive Seminar Series

Eight online seminars will address key questions in the field of cancer 
immunotherapy drug development

SEMINAR 4 – Targeted Systemic Delivery of Innate Immune Activators –
Aug. 26, 2022: 11 a.m. – 1 p.m. ET

SEMINAR 5: Scientific Basis of B-cell Modulation for Anti-tumor 
Immunity and Reduction of ICI Toxicity–
Sept. 15, 2022: 1 p.m. – 3 p.m. ET

Learn more and register at:
https://www.sitcancer.org/education/deepdive

https://www.sitcancer.org/education/deepdive


47



48

Earn CME Credit as a JITC Reviewer

JITC also cooperates with reviewer recognition services (such as Publons) to 
confirm participation without compromising reviewer anonymity or journal 
peer review processes, giving reviewers the ability to safely share their 
involvement in the journal.

Learn how to become a reviewer at
sitcancer.org/jitc

https://www.sitcancer.org/research/jitc










Thank you for attending the 
webinar!

Questions or comments: connectED@sitcancer.org
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