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Inhibitors and Other Key Emerging Immunologic Strategies
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Glycolysis leading to increased lactate, leading to immunosuppression
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Overcoming Resistance to Immunotherapy



Felip E, et al. Presented at: ASCO;2022. 



Efficacy – Waterfall plot1 – TACTI-002

Felip E, et al. Presented at: ASCO;2022. 



CITYSCAPE: Randomized Phase 2 Study of Tiragolumab + 
Atezolizumab in PD-L1+ Patients with NSCLC

Rodriguez-Abreu D, et al. Presented at: ASCO;2020.
IHC, immunohistochemistry; PROs, patient-reported outcomes; TPS, tumor proportion score.



Investigator-Assessed PFS: PD-L1 Subgroups

Rodriguez-Abreu D, et al. Presented at: ASCO;2020.

*Unstratified. 
Updated analysis data cut-off: 16 August 2021 (median follow-up: 30.4 months)

PD-L1 status determined by 22c3 IHC assay. 



ARC-7: Randomized, Open-label, Phase 2 Study in First-Line, Metastatic, 
PD-L1-High NSCLC

• As of the clinical cut-off date (31 August 2022), a total of 150 patients were randomized with a median follow-up of 
11.8 months (range: 0.03 – 23.5)

Etruma + Dom + Zim (EDZ)
150 mg PO QD + 15 mg/kg IV Q3W + 360 mg IV Q3W

Key eligibility:
• Treatment-naive for 

metastatic disease
• PD-L1 ≥50%, locally 

assessed by SP263 or 
22C3

• EGFR/ALK wild-type

R
1:1:1

N = 150

Strat. Factors:
ECOG 0 vs 1
Male vs Female

Participants randomized to Arm 1 have the option to crossover to EDZ upon radiographically confirmed disease progression (PD) 

Stage IV NSCLC

ADA, anti-drug antibody; Dom, domvanalimab; Etruma, etrumadenant; ORR, overall response rate; PFS, progression-free survival; PK, pharmacokinetics; R, randomized; Zim, zimberelimab.

Arm 3

Crossover 
to EDZ 

Co-primary endpoints
Investigator-assessed 

ORR & PFS per RECIST v1.1

Secondary endpoints
Duration of response, disease 
control rate, overall survival,

safety, PK/ADA

Zim (Z)
360 mg IV Q3W

Arm 1

Dom + Zim (DZ)
15 mg/kg IV Q3W + 360 mg IV Q3W

Arm 2

Johnson M, et al. Presented at: ASCO;2022. Abstract 397600. 
M. Johnson, ASCO Plenary, 2022



Progression-Free Survival – ITT-13

13

6-mo PFS
Z: 43%

6-mo PFS
DZ: 65%
EDZ: 63%

Time from Randomization (months)

Johnson M, et al. Presented at: ASCO;2022. Abstract 397600. Johnson M, et al. Presented at: ASCO;2022. Abstract 397600. 
M. Johnson, ASCO Plenary, 2022



Best Change From Baseline in Target Lesions 

Neal JW, et al. Presented at: ASCO;2022. Abstract 9005. 

Cabozantinib Plus Nivolumab

December 8, 2022
ALAMEDA, Calif.--(BUSINESS WIRE)--Dec. 8, 2022-- Exelixis, Inc. (Nasdaq: EXEL) today announced that 
the CONTACT-01 study did not meet its primary endpoint of overall survival at the final analysis. 
CONTACT-01 is a phase 3 trial evaluating cabozantinib in combination with atezolizumab versus 
docetaxel in patients with metastatic non-small cell lung cancer (NSCLC) without actionable 
mutations who experienced disease progression on or after treatment with an immune checkpoint 
inhibitor and platinum-containing chemotherapy.

https://cts.businesswire.com/ct/CT?id=smartlink&url=http%3A%2F%2Fwww.exelixis.com%2F&esheet=53029986&newsitemid=20221208005867&lan=en-US&anchor=Exelixis%2C+Inc.&index=1&md5=9403050cddedff395809062c88a7d448


Borghaei, ESMO 2023



S1800A Schema—Randomized Phase II trial

Reckamp KL, et al. Presented at: ASCO;2022. Abstract 9004.

S1800A Schema—Randomized Phase 2 Trial

PRAGMATICA LUNG, Phase 3 trial ongoing……..



T. Leal, ASCO 2023



Rom Leidner et al; J Immunother Cancer. 2023 Oct

First-in-human phase I/Ib study of NIZ985, a recombinant heterodimer of IL-15 and IL-15Rα, as a 
single agent and in combination with spartalizumab in patients with advanced and metastatic solid 
tumors



Autologous T cell therapy for MAGE-A4+ solid cancers in 
HLA-A*02+ patients: a phase 1 trial

David Hong et al, Nat Med. 2023 Jan

38 patients treated, 2 with NSCLC



Conclusions

• Resistance to checkpoint inhibitors is a common occurrence
• Several different mechanisms of resistance have been identified
• Tumor biopsies at the time of recurrence is required to identify these 

mechanisms
• Trials involving various other checkpoint inhibitors are in progress
• Inhibition of the VEGF pathway hold promise as we await the results 

of the phase 3 PRAGMATICA Lung trial


