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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.
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Trastuzumab Deruxtecan Significantly Improved Both 
Progression-Free and Overall Survival in DESTINTY-Breast04 Trial 
for Patients with HER2-Low Metastatic Breast Cancer
Press Release: February 21, 2022

“Positive high-level results from the pivotal DESTINY-Breast04 Phase III trial showed fam-
trastuzumab deruxtecan-nxki demonstrated a statistically significant and clinically meaningful 
improvement in both progression-free survival (PFS) and overall survival (OS) in patients with 
HER2-low unresectable and/or metastatic breast cancer regardless of hormone receptor (HR) 
status versus physician’s choice of chemotherapy.

Up to 55% of all patients with breast cancer have tumors with an HER2 IHC score of 1+, or 2+ in 
combination with a negative ISH test, a level of HER2 expression not currently eligible for HER2-
targeted therapy. HER2-low expression occurs in both HR-positive and HR-negative disease.

Currently, chemotherapy remains the only treatment option both for patients with HR-positive 
tumors following progression on endocrine (hormone) therapy, and for those who are HR-
negative.”

https://finance.yahoo.com/news/enhertu-fam-trastuzumab-deruxtecan-nxki-161500917.html





Abstract 379 Fri, Jan 21, 2022 



HIMALAYA Phase III Trial Schema

Abou-Alfa GK et al. Gastrointestinal Cancers Symposium 2022;Abstract 379. Friday, January 21, 2022. 



HIMALAYA Primary Endpoint: OS for Tremelimumab 300 and 
Durvalumab as First-Line Therapy in Unresectable HCC

Abou-Alfa GK et al. Gastrointestinal Cancers Symposium 2022;Abstract 379. Friday, January 21, 2022. 



HIMALAYA: Safety and Tolerability

Abou-Alfa GK et al. Gastrointestinal Cancers Symposium 2022;Abstract 379. Friday, January 21, 2022. 
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Case Presentation: A 70-year-old woman with Stage IIIB 
adenocarcinoma of the lung and no targetable mutations – PD-L1 
22C3 TPS = 1%, intensity 2+; PD-L1 SP 142 TPS = 5%, intensity 3+

Dr Ranju Gupta (Bethlehem, Pennsylvania)



NCCN Guidelines Version 1.2022 NSCLC

NCCN Guidelines, Non-Small Cell Lung Cancer v1.2022.



In what situations, if any, are you currently recommending 
neoadjuvant chemotherapy (with or without an anti-PD-1/PD-L1 
antibody) for your patients with non-small cell lung cancer (NSCLC)? 

Resectable N2 disease

Resectable N2+ disease

None

Select patients with 
Stage III disease

N2 disease with 
adequate pulmonary 

reserve

None



Based on available data and your clinical experience, does 
neoadjuvant immunotherapy (alone or with chemotherapy) increase 
the risk of surgical complications in patients with NSCLC? 

It is too early to tell

No

No

No

No

No



What are the advantages and disadvantages of 
neoadjuvant versus adjuvant immunotherapy?

Is there a role for a postneoadjuvant “KATHERINE” 
strategy in NSCLC?



Why did less than half of the patients in 
the control arm of IMpower010 receive 

immunotherapy (real world)?

Do patients who receive adjuvant atezolizumab 
respond to immunotherapy on disease relapse?



How often are delayed effects of 
immunotherapy observed?

What is the optimal duration of immunotherapy?

Is there likely a future role for MRD cell-free DNA 
assays and adjuvant and neoadjuvant therapy?



Reimbursement issues aside, would you offer adjuvant 
atezolizumab…

after chemotherapy to a patient with a PD-L1 of 1% to 49%?

without chemotherapy to a patient with a PD-L1 >50%?

after chemotherapy to a patient with a PD-L1 >50% 
and Stage IB cancer?

without chemotherapy to a patient with a PD-L1 >50% 
and Stage IB cancer?

without chemotherapy to a patient with a PD-L1 >50% 
and Stage IA cancer?



Lancet 2021;398:1344-57





Timeline of Adjuvant Clinical Trials for Surgically Resected NSCLC

Passiglia F et al. Cancer Treat Rev 2021;1010:102308.



Adjuvant Treatment Strategies for Surgically Resected NSCLC

Passiglia F et al. Cancer Treat Rev 2021;1010:102308.



Abstract PL0205



Altorki N et al. World Conference on Lung Cancer 2021;Abstract PL0205. 



Altorki N et al. World Conference on Lung Cancer 2021;Abstract PL0205. 



Altorki N et al. World Conference on Lung Cancer 2021;Abstract PL0205. 



Abstract LBA9



Felip E et al. ESMO 2021;Abstract LBA9.



Felip E et al. ESMO 2021;Abstract LBA9.



Felip E et al. ESMO 2021;Abstract LBA9.

CIT = chemoimmunotherapy





Benjamin Besse. ESMO 2021; Discussant.

IMpower010: Summary of results



Benjamin Besse. ESMO 2021; Discussant.



Benjamin Besse. ESMO 2021; Discussant.



Benjamin Besse. ESMO 2021; Discussant.



Journal Club with Dr Naidoo (Part 1)



What about the microbiome!

What relative and absolute risk numbers 
should be offered to interested patients 

after these benefits and risks?





Naidoo J. ASCO 2021 Discussant: Microbiome racial disparities and neoadjuvant strategies.  





Potential Pros and Cons of Neoadjuvant Therapy in NSCLC

Friedlaender A et al. Cancer Treat Rev 2022;[Online ahead of print]. 



Depth of Pathologic Response to Neoadjuvant Therapy

Friedlaender A et al. Cancer Treat Rev 2022;[Online ahead of print]. 



Potential Predictive Biomarkers of Response 
to Neoadjuvant Immunotherapy

Friedlaender A et al. Cancer Treat Rev 2022;[Online ahead of print]. 
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Dr Nikesh Jasani (Houston, Texas)

Case Presentation: A 45-year-old woman with Stage IIIA 
NSCLC and an EGFR exon 19 mutation – PD-L1 <1%



What would you most likely recommend as consolidation treatment 
for a patient with locally advanced NSCLC who has completed 
chemoradiation therapy and is found to have an EGFR activating 
mutation?

Durvalumab 

Osimertinib

No further therapy

Durvalumab 

Durvalumab 

Observation



Journal Club with Dr Naidoo (Part 2)



Lung Cancer (Auckl) 2021;12:123-31. 



J Clin Oncol 2022;[Online ahead of print].



PACIFIC: Five-Year Overall Survival (OS) with Durvalumab After 
Chemoradiation Therapy for Stage III NSCLC 

Spigel DR et al. J Clin Oncol 2022;[Online ahead of print].



PACIFIC: Five-Year Progression-Free Survival (PFS) with 
Durvalumab After Chemoradiation Therapy for Stage III NSCLC 

Spigel DR et al. J Clin Oncol 2022;[Online ahead of print].



PACIFIC: Updated Time to Death or Distant Metastasis (TTDM) —
BICR in the ITT Population

Spigel DR et al. J Clin Oncol 2022;[Online ahead of print].
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Case Presentation: A 75-year-old man with metastatic 
adenocarcinoma of the lung and MET amplification with 
PD-L1 90%

Dr KS Kumar (New Port Richey, Florida)



Case Presentation: A 58-year-old woman with MSS 
adenocarcinoma of the lung with an NRG1 fusion mutation 
and CNS metastases

Dr Ranju Gupta (Bethlehem, Pennsylvania)



Case Presentation: A 63-year-old man with metastatic 
adenocarcinoma of the lung who receives carboplatin, 
pemetrexed and pembrolizumab

Dr Raymond Lobins (Mentor, Ohio)



Which first-line treatment regimen would you recommend for a 
65-year-old patient with metastatic nonsquamous lung cancer, 
no identified targetable mutations and a PD-L1 TPS of 0%?

Ipilimumab/nivolumab 

Carboplatin/pemetrexed/
pembrolizumab  

Carboplatin/pemetrexed/
pembrolizumab  

Carboplatin/pemetrexed/
pembrolizumab  

Carboplatin/pemetrexed/
pembrolizumab  

Carboplatin/pemetrexed/
pembrolizumab  



FDA-Approved Single-Agent Immunotherapy Options for 
First-Line Therapy 

Monotherapy FDA approval Pivotal study Histologic type HR (OS)

Pembrolizumab1,2

(q3wk or q6wk)
4/11/19

10/24/16
KEYNOTE-042
KEYNOTE-024 PD-L1 TPS ≥1% 0.63

Atezolizumab3

(q2wk, q3wk or q4wk) 5/18/20 IMpower110 PD-L1 TPS ≥50,
EGFR and/or ALK wt 0.59

Cemiplimab4 

(q3wk) 2/22/21 EMPOWER-Lung 1
(Study 1624)

PD-L1 TPS ≥50,
EGFR and/or ALK 
and/or ROS1 wt

0.57

1 Mok. Lancet 2019. 2 Reck. J Clin Oncol 2019. 3 Herbst. N Engl J Med 2020. 4 Sezer. Lancet 2021. 



EMPOWER-Lung 1: A Phase III Trial of Cemiplimab Monotherapy 
for First-Line Treatment of NSCLC with PD-L1 ≥50%

Sezer A et al. Lancet 2021;397:592-604.

Overall Survival Progression-Free Survival



EMPOWER-Lung 3: First-Line Cemiplimab with Platinum-Doublet 
Chemotherapy for Advanced NSCLC 

Gogishvili M et al. ESMO 2021;Abstract LBA51.



EMPOWER-Lung 3: First-Line Cemiplimab with Platinum-Doublet 
Chemotherapy for Advanced NSCLC 

Gogishvili M et al. ESMO 2021;Abstract LBA51.



KEYNOTE-146: Maximum Change in Target Lesion Size (All Patients)

Taylor MH et al. J Clin Oncol 2020;38:154-63.



KEYNOTE-146: Phase IB/II Trial of Lenvatinib/Pembrolizumab in 
Advanced Solid Cancers

Efficacy in the Metastatic NSCLC Population
N Line of therapy ORR Median 

DOR
Median PFS

21 Any 33% 10.9 mo 5.9 mo

Summary of Treatment-Related Adverse Events (TREAs): All Patients

Parameter (N = 137)

Serious AEs 26%

TREAs leading to pembrolizumab dose interruption 45%

TREAs leading to pembrolizumab discontinuation 15%

TREAs leading to lenvatinib dose reduction and/or interruption 85%

TREAs leading to lenvatinib discontinuation 13%

Taylor MH et al. J Clin Oncol 2020;38:154-63.

DOR = duration of response



Ongoing LEAP Phase III Trials in NSCLC

Trial ID N Patient population
Line of 
therapy Treatment

LEAP-006 726 Previously untreated metastatic
nonsquamous NSCLC

1L • Pemetrexed + platinum chemo + 
Pembrolizumab + lenvatinib

• Pemetrexed + platinum chemo + 
pembrolizumab + placebo

LEAP-007 620 Previously untreated, advanced
(Stage IV), PD-L1 positive (TPS
≥1%) NSCLC

1L • Lenvatinib + pembrolizumab
• Placebo + pembrolizumab

LEAP-008 405 Metastatic NSCLC that
progressed during/after
platinum doublet chemotherapy
or on treatment with
anti-PD-1/PD-L1 monoclonal
antibody as monotherapy or
combination therapy

≥2L • Lenvatinib + pembrolizumab
• Standard chemotherapy
• Lenvatinib

Taylor MH et al. Futur Oncol 2021;17(6):637-47. www.clinicaltrials.gov. NCT03829319, NCT03829332, NCT03976375. Accessed November 2021. 



Rodriguez-Abreu D et al. ASCO 2020;Abstract 9503.



Rodriguez-Abreu D et al. ASCO 2020;Abstract 9503.



CITYSCAPE: PFS by PD-L1 Subgroup

Cho BC et al. ESMO Immuno-Oncology 2021;Abstract LBA2.



CITYSCAPE: OS by PD-L1 Subgroup

Cho BC et al. ESMO Immuno-Oncology 2021;Abstract LBA2.



SKYSCRAPER-02: A Phase III, Randomized, 
Double-Blind, Placebo-Controlled Study of 
Atezolizumab plus Carboplatin and Etoposide 
with or without Tiragolumab in Patients with 
Untreated Extensive-Stage SCLC
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Dr Rohit Gosain (Jamestown, New York)

Case Presentation: A 74-year-old woman with unresectable 
squamous cell lung cancer (PD-L1 25%) develops pruritus during 
durvalumab consolidation therapy



Case Presentation: A 52-year-old woman with MSS 
adenocarcinoma of the lung and brain metastases

Dr Ranju Gupta (Bethlehem, Pennsylvania)



Journal Club with Dr Naidoo (Part 3)



J Clin Oncol 2021;39:4073-126.



J Immunother Cancer 2021;9(1):e001731 



Serial Radiologic Imaging in 6 Patients with Steroid-Refractory
Immune Checkpoint Inhibitor (ICI) Pneumonitis with or without Improvement

Balaji A et al. J Immunother Cancer 2021;9(1):e001731. 



Cancer Invest 2021;39(10):789-96. 



Oncologist 2021;26(10):e1822-32 



Representative Computed Tomography Images of Radiation 
Therapy Pneumonitis

Chen X et al. Oncologist 2021;26(10):E1822-32.



Nat Commun 2022;13(1):392 



Innovation in Research of Immune-Related Adverse Events (irAEs)

Conroy M, Naidoo J. Nat Commun 2022;13(1):392.



J Dermatolog Treat 2021;23:1-5. 
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Case Presentation: A 76-year-old woman with epithelioid 
mesothelioma and disease progression on multiple lines of 
therapy, including chemotherapy and immunotherapy

Dr Sunil Gandhi (Lecanto, Florida)
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Case Presentation: A 59-year-old woman with extensive-stage 
SCLC and PD-L1 TPS 1%

Dr Ranju Gupta (Bethlehem, Pennsylvania)



In general, what would be your preferred first-line treatment 
regimen for a 65-year-old patient with extensive-stage small 
cell lung cancer (SCLC)? 

Carboplatin/etoposide 
+ atezolizumab

Carboplatin/etoposide 
+ atezolizumab 

Carboplatin/etoposide 
+ atezolizumab 

Carboplatin/etoposide 
+ atezolizumab

Carboplatin/etoposide 
+ atezolizumab

Carboplatin/etoposide 
+ atezolizumab



In what situations if any, do you administer trilaciclib to patients 
with extensive-stage SCLC who are receiving platinum/etoposide-
or topotecan-containing regimens to reduce the incidence of 
chemotherapy-induced myelosuppression?  

I have not used this in 
my practice

I have not used trilaciclib but might 
consider it if multilineage 

myelosuppression noted with 
topotecan

I have not yet done so

Intolerance to G-CSF

None

I do not



The benefits and risks of adding durvalumab to platinum/etoposide 
and of adding atezolizumab to carboplatin/etoposide are very similar, 
and from a clinical point of view selecting between the 2 regimens as 
first-line treatment for a patient with extensive-stage SCLC can be 
considered a “coin flip.” 

Agree 

Agree

Agree

Agree 

Agree 

Agree



In general, what is your preferred second-line treatment for a patient 
with extensive-stage SCLC with metastases and disease progression 
on chemotherapy/atezolizumab?

Lurbinectedin 

Lurbinectedin

Lurbinectedin 

Lurbinectedin 

Topotecan or irinotecan 

Lurbinectedin



Appendix



Recent Advances in Adjuvant Systemic Treatment of Solid Tumors

Disease Agent or regimen

NSCLC Atezolizumab (10-15-21) Osimertinib (12-18-20) Durvalumab (2-16-18) Nivolumab/chemotherapy*

Breast Abemaciclib (10-13-21) Olaparib Pembrolizumab (7-26-21) T-DM1 (5-3-19)

Upper GI Nivolumab (5-20-21)

RCC Pembrolizumab (11-17-21)

Bladder Nivolumab (8-19-21) Pembrolizumab† (1-8-2020)

Ovarian Olaparib/bevacizumab (5-8-20) Niraparib (4-29-20) Olaparib (12-19-18)

Melanoma Dabrafenib/trametinib (4-30-18) Pembrolizumab (2-15-19) Nivolumab (12-20-17)

Prostate Abiraterone (+ LHRH agonist)

* Neoadjuvant therapy
† Indicated for patients with non-muscle-invasive bladder cancer who are not eligible for cystectomy but who may have undergone TURBT



FDA Approves Atezolizumab as Adjuvant Treatment for NSCLC
Press Release – October 15, 2021

“The Food and Drug Administration approved atezolizumab for adjuvant treatment 
following resection and platinum-based chemotherapy in patients with stage II to IIIA 
non-small cell lung cancer (NSCLC) whose tumors have PD-L1 expression on ≥ 1% of tumor 
cells, as determined by an FDA-approved test.

Today, the FDA also approved the VENTANA PD-L1 (SP263) Assay (Ventana Medical 
Systems, Inc.) as a companion diagnostic device to select patients with NSCLC for adjuvant 
treatment with atezolizumab.

The major efficacy outcome measure was disease-free survival (DFS) as assessed by the 
investigator in the primary efficacy analysis population (n=476) of patients with 
stage II-IIIA NSCLC with PD-L1 expression on ≥1% of tumor cells (PD-L1 ≥1% TC). Median 
DFS was not reached (95% CI: 36.1, NE) in patients on the atezolizumab arm compared with 
35.3 months (95% CI: 29.0, NE) on the BSC arm (HR 0.66; 95% CI: 0.50, 0.88; p=0.004).”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-atezolizumab-adjuvant-treatment-non-small-cell-lung-cancer



IMpower010: A Phase III Trial of Adjuvant Atezolizumab After 
Chemotherapy for Resected Stage IB-IIIA NSCLC 

Wakelee HA et al. ASCO 2021;Abstract 8500.



IMpower010 Primary Endpoint: Disease-Free Survival in the PD-L1 
≥1% Tumor Cells Stage II-IIIA Population

Felip E et al. Lancet 2021;398(10308):1344-57.



IMpower010: Efficacy Summary

Felip E et al. Lancet 2021;398(10308):1344-57.

Atezolizumab BSC HR (p-value)
TC PD-L1 ≥1%, Stage II-IIIA (n = 248, 228)

Median disease-free survival (DFS)
2-year DFS rate
3-year DFS rate

Not estimable
75%
60%

35.3 mo
61%
48%

0.66 (0.0039)
-
-

All randomized Stage II-IIIA (n = 442, 440)
Median DFS
2-year DFS rate
3-year DFS rate

42.3 mo
70%
56%

35.3 mo
62%
50%

0.79 (0.020)
-
-

ITT population (n = 507, 598)
Median DFS
2-year DFS rate
3-year DFS rate

Not estimable
71%
58%

37 mo
64%
53%

0.81 (0.040)
-
-

Overall survival data in the ITT population were immature and not formally tested.

BSC = best supportive care; TC = tumor cells



Chaft JE. IASLC 2021;Abstract PL05.04  

Adapted from Wakelee H et al. ASCO 2021;Abstract 8500  



IMpower010: Safety Summary

Felip E et al. Lancet 2021;398(10308):1344-57.



CheckMate 816 Met a Primary Endpoint of Improved Event-Free 
Survival with Neoadjuvant Nivolumab in Combination with 
Chemotherapy
Press Release: November 8, 2021

“The Phase 3 CheckMate-816 trial met the primary endpoint of improved event-free 
survival (EFS) in patients with resectable stage IB to IIIA non-small cell lung cancer 
(NSCLC). In a prespecified interim analysis, nivolumab plus chemotherapy showed a 
statistically significant and clinically meaningful improvement in EFS compared to 
chemotherapy alone when given before surgery. This combination previously showed a 
significant improvement of pathologic complete response (pCR), the trial’s other primary 
endpoint. The safety profile of nivolumab plus chemotherapy was consistent with 
previously reported studies in NSCLC. CheckMate-816 is the first Phase 3 trial with an 
immunotherapy-based combination to demonstrate a statistically significant and clinically 
meaningful benefit as a neoadjuvant treatment for patients with non-metastatic non-
small cell lung cancer.”

https://news.bms.com/news/details/2021/Neoadjuvant-Opdivo-nivolumab-Plus-Chemotherapy-Significantly-Improves-Event-Free-
Survival-in-Patients-with-Resectable-Non-Small-Cell-Lung-Cancer-in-Phase-3-CheckMate--816-Trial/default.aspx



CheckMate 816: A Phase III Trial of Neoadjuvant Nivolumab with 
Chemotherapy for Newly Diagnosed, Resectable, Stage IB-IIIA NSCLC 

Spicer J et al. ASCO 2021;Abstract 8503.



CheckMate 816 Coprimary Endpoint: Pathologic Complete Response (pCR)

Forde PM et al. AACR 2021;Abstract CT003.



CheckMate 816: Depth of Pathologic Regression in Primary Tumor 
by Stage

Spicer J et al. ASCO 2021;Abstract 8503.



CheckMate 816: Treatment-Related Adverse Events in ≥15% of Patients

Forde PM et al. AACR 2021;Abstract CT003.



Select Ongoing Phase III Trials of Immunotherapy in the Neoadjuvant Setting

www.clinicaltrials.gov; Accessed November 2021.

Trial identifier N Patient population Study arms

IMpower030
(NCT03456063) 453

Resectable Stage II, IIIA or select IIIB 
(T3N2 only) NSCLC 
Squamous or nonsquamous histology

• Atezolizumab + 
platinum-based 
chemotherapy

• Placebo + platinum-
based chemotherapy

KEYNOTE-671
(NCT03425643) 786 Resectable Stage II, IIIA or resectable

IIIB (T3-4N2) NSCLC

• Pembrolizumab + 
platinum-based 
chemotherapy

• Placebo + platinum-
based chemotherapy

AEGEAN
(NCT03800134) 800 Resectable Stage IIA to select (ie, N2) 

Stage IIIB NSCLC

• Durvalumab + platinum-
based chemotherapy

• Placebo + platinum-
based chemotherapy



Select Ongoing Phase III Trials of Immunotherapy in the Adjuvant Setting

www.clinicaltrials.gov; Accessed November 2021.

Trial identifier N Patient population Study arms
BR31
(NCT02273375) 1,360 Stage IB (≥4 cm in the longest diameter), 

II or IIIA after complete resection
• Durvalumab
• Placebo

KEYNOTE-091/ 
PEARLS
(NCT02504372)

1,177
Stage IB with T ≥4 cm, II-IIIA NSCLC after 
complete surgical resection with or without 
adjuvant chemotherapy

• Pembrolizumab
• Placebo

ANVIL
(NCT02595944) 903

Complete surgical resection of Stage IB 
(≥4 cm), II or IIIA NSCLC with adjuvant 
chemotherapy
Negative for ALK translocation and EGFR 
exon 19 deletion or exon 21 L858R mutation

• Nivolumab
• Placebo



Stage III NSCLC



J Clin Oncol 2021;[Online ahead of print].



J Clin Oncol 2022;[Online ahead of print].



PACIFIC: Five-Year Progression-Free Survival (PFS) with 
Durvalumab After Chemoradiation Therapy for Stage III NSCLC 

Spigel DR et al. J Clin Oncol 2022;[Online ahead of print].



PACIFIC: Five-Year Overall Survival (OS) with Durvalumab After 
Chemoradiation Therapy for Stage III NSCLC 

Spigel DR et al. J Clin Oncol 2022;[Online ahead of print].



PACIFIC-R: Real-World Study of Durvalumab After Chemoradiation 
Therapy for Patients with Unresectable Stage III NSCLC
• International observational study (N = 1,155)
• Median PFS: 22.5 months
• Median duration of durvalumab treatment: 11 months

Summary of safety and pneumonitis N = 1,155
Discontinuation of durvalumab due to AE 17.5%
Discontinuation of durvalumab due to pneumonitis

Temporary
Permanent

13.8%
5.1%
8.7%

Any-grade pneumonitis and/or interstitial lung disease
Moderate severity
Life-threatening
Fatal

18.5%
8.8%
0.2%
0.1%

Girard N et al. ESMO 2021;Abstract 1171MO.



FDA Approves Durvalumab for Fixed-Dose Use in NSCLC, Bladder 
Cancer Indications
Press Release: November 20, 2020

“The FDA has approved durvalumab for an additional dosing option, a fixed dose of 1500 mg 
every 4 weeks, in the approved indications of unresectable stage III non-small cell lung 
cancer after chemoradiation and previously treated advanced bladder cancer.

This new dosing option is consistent with the dosing for the agent that has been approved in 
extensive-stage small cell lung cancer (ES-SCLC); this will serve as an alternative option for 
patients who weigh more than 30 kg rather than the weight-based dosing of 10 mg/kg that is 
administered every 2 weeks.

The regulatory decision was based on data from several clinical trials examining the agent, 
including the phase 3 PACIFIC trial (NCT02125461), which supported the 2-week, weight-
based dosing in patients with unresectable stage III NSCLC, and the phase 3 CASPIAN trial 
(NCT03043872), which examined a 4-week, fixed-dose during maintenance treatment in 
patients with ES-SCLC.”

https://www.onclive.com/view/fda-approves-durvalumab-for-fixed-dose-use-in-nsclc-bladder-cancer-indications



Phase II KEYNOTE-799 Trial of Pembrolizumab with Concurrent 
Chemoradiation Therapy for Unresectable Stage III NSCLC
Coprimary Endpoints: Overall Response Rate (ORR) and Grade 3 or Higher 
Pneumonitis

Cohort A (squamous and nonsquamous)
(n = 112)

Cohort B (nonsquamous only)
(n = 102)

ORR 70.5% 70.6%

12-month PFS 67.1% 71.6%

12-month OS 81.3% 87.0%

Grade ≥3 pneumonitis 8.0% 6.9%

Jabbour SK et al. IJROBP 2021;11(3, Suppl):9-10.



First-Line Therapy for Metastatic NSCLC



FDA-Approved Immunotherapy Combination Options for 
First-Line Therapy

Combination regimen FDA approval Pivotal study Histologic type HR (OS)

Pembrolizumab (q3wk or q6wk) +
Platinum and pemetrexed1 8/20/18 KEYNOTE-189 Nonsquamous 0.56

Pembrolizumab (q3wk or q6wk) +
Carboplatin, paclitaxel or nab paclitaxel2 10/30/18 KEYNOTE-407 Squamous 0.71

Atezolizumab (q3wk)  +
Carboplatin and paclitaxel and 
bevacizumab3

12/6/18 IMpower150 Nonsquamous 0.80

Atezolizumab (q3wk) +
Carboplatin and nab paclitaxel4 12/3/19 IMpower130 Nonsquamous 0.79

Nivolumab (q2wk) +
Ipilimumab5 5/15/20 CheckMate 227 PD-L1 TPS ≥1,

EGFR and/or ALK wt 0.76

Nivolumab (q3wk) +
Ipilimumab and chemotherapy6 5/26/20 CheckMate 9LA EGFR and/or ALK wt 0.72

1 Rodriguez-Abreu. Ann Oncol 2021. 2 Paz-Ares. J Thorac Oncol 2020. 3 Socinski J Thorac Oncol 2021. 4 West. Lancet Oncol 2019.
5 Paz-Ares. ASCO 2021;Abstract 9016. 6 Reck. ASCO 2021;Abstract 9000. 



EMPOWER-Lung 3: Progression-Free Survival

Gogishvili M et al. ESMO 2021;Abstract LBA51.



COSMIC-021 (Cohort 7): Best Change from Baseline with 
Cabozantinib/Atezolizumab for Metastatic NSCLC 

ORR: 27%
Disease Control Rate: 83%
DOR: 5.7 months

No apparent correlation between responses and PD-L1 status 

Patient population
• Radiographic progression 

on or after 1 prior ICI 
treatment

• ≤2 lines of prior systemic 
anticancer therapy for 
metastatic NSCLC

• No EGFR mutations, ALK 
or ROS1 rearrangements 
or BRAF V600E mutation

Neal JW et al. ASCO 2020;Abstract 9610.



COSMIC-021 (Cohort 7): Immune-Related Adverse Events with 
Cabozantinib/Atezolizumab for Metastatic NSCLC 

Neal JW et al. ASCO 2020;Abstract 9610.



Enrollment Complete in Phase III CONTACT-01 Pivotal Trial of 
Cabozantinib in Combination with an Immune Checkpoint Inhibitor 
for Previously Treated Metastatic NSCLC
Press Release: November 9, 2021

“Enrollment is now completed for CONTACT-01, the global, phase 3 pivotal trial evaluating cabozantinib
in combination with atezolizumab in patients with metastatic non-small cell lung cancer (NSCLC) who 
have been previously treated with an immune checkpoint inhibitor and platinum-containing 
chemotherapy. 

CONTACT-01 is a global, multicenter, randomized, phase 3, open-label study that enrolled 366 patients 
who were randomized 1:1 to the experimental arm of cabozantinib in combination with atezolizumab 
and the control arm of docetaxel. The primary endpoint of the trial is overall survival. Secondary 
endpoints include progression-free survival, objective response rate and duration of response. Results 
from cohort 7 of the phase 1b COSMIC-021 trial informed the CONTACT-01 trial design.”

https://ir.exelixis.com/news-releases/news-release-details/exelixis-announces-enrollment-completion-phase-3-contact-01



CONTACT-01 Phase III Study Design

www.clinicaltrials.gov. NCT04471428. Accessed November 2021.

Atezolizumab + cabozantinib

Docetaxel

Key eligibility
•Metastatic NSCLC
•PD during or after treatment with 
platinum-containing chemotherapy 
and anti-PD-L1/PD-1 antibody 
(concurrent or sequential)

R

Primary endpoint: Overall survival
Secondary endpoints: PFS, ORR, DOR, others



POSEIDON: First-Line Durvalumab with Tremelimumab and 
Chemotherapy for Advanced NSCLC

Johnson ML et al. WCLC 2021;Abstract PL02.01



Rodriguez-Abreu D et al. ASCO 2020;Abstract 9503.



CITYSCAPE: Investigator-Assessed PFS (ITT)

Cho BC et al. ESMO Immuno-Oncology 2021;Abstract LBA2.



CITYSCAPE: Investigator-Assessed OS (ITT)

Cho BC et al. ESMO Immuno-Oncology 2021;Abstract LBA2.



CITYSCAPE: Safety Summary

Cho BC et al. ESMO Immuno-Oncology 2021;Abstract LBA2.



CITYSCAPE: Incidence of Adverse Events

Cho BC et al. ESMO Immuno-Oncology 2021;Abstract LBA2.



Role of Immunotherapy for Small Cell Lung 
Cancer (SCLC)



IMpower133: Updated OS in Extensive-Stage SCLC (ES-SCLC) 
Treated with First-Line Atezolizumab, Carboplatin and Etoposide

Benefit independent of PD-L1 status

Median follow up: 22.9 mo

Liu SV et al. J Clin Oncol 2021;39(6):619-30.



CASPIAN: Three-Year Updated OS with First-Line Durvalumab, 
Platinum and Etoposide for ES-SCLC

D + EP EP

221/268 (82.5)

12.9 (11.3-14.7)

248/269 (92.2)

10.5 (9.3-11.2)

Events, n/N (%)

mOS, months (95% CI)

HR (95% CI)
Nominal P value

0.71 (0.60-0.86)

0.0003

No. at risk
D + EP 268 244 214 177 140 109 85 70 60 54 50 46 39 25 13 3 0 0

EP 269 243 212 156 104 82 64 51 36 24 19 17 13 10 3 0 0 0

52.8%

32.0%
22.9% 17.6%39.3%

24.8%
5.8%

13.9%

9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time from randomization (months)

Pr
ob
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ty
of

O
S

1.0

0

0.2

0.4

0.6

0.8

0 3 6

Median follow up: 39.4 mo

Paz-Ares LG et al. ESMO 2021;Abstract LBA61.



Dose-Schedule for Maintenance Atezolizumab versus 
Durvalumab: Does it Matter to Patients?
Durvalumab Prescribing Information

• Weight 30 kg and more: With etoposide and either carboplatin or cisplatin,
administer durvalumab 1500 mg every 3 weeks in combination with chemotherapy,
and then 1500 mg every 4 weeks as a single agent 

• Weight less than 30 kg: With etoposide and either carboplatin or cisplatin,
administer durvalumab 20 mg/kg every 3 weeks in combination with
chemotherapy, and then 10 mg/kg every 2 weeks as a single agent

Atezolizumab Prescribing information

• Administer atezolizumab as 840 mg every 2 weeks, 1200 mg every 3
weeks, or 1680 mg every 4 weeks

Durvalumab Prescribing information (rev 7/2021);  Atezolizumab prescribing information (rev 1/2022); 
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