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KEYNOTE 189: Chemo+IO for 1L Non-Squamous NSCLC

Key Elgibility Criteris Pembrolizumab 200 mg + ;;om"g’i‘:v“";
* Untreated stage IV Pemetrexed 500 mg/im?’ + mg 1 H
n;‘n::uamm;SCLC c.wm AUCg“gR uptosl cycies Prog reSSIOn Free SurVIVaI
« No sensitizing EGFR or Cisplatin 76 mg/m’ ey 1001 CPP Control
ALK alteration Q3W for 4 cycles 500 mg/m? QIW 90+
. ECOG P$ 0 or 1 o0l mPFS (mo) 8.8(7.6:9.2) 4.9 (4.7-5.5)
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Pgr1 nm:memp' X Placebo (normal saline) + Placebo (normal saline) ;g HR, 95% ClI 0.52 (0.43-0.64)
. : P trexed 500 mgim? + ES 1 =
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; ~ ; isplatin 76 mg/m? Pemetrexed 404
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Frequency of PDL1 TPS <1% 1-49% 250% NE 1001
P mOS (mo) NR 11.3 (8.7-15.1)
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KEYNOTE 189: OS & PFS varies by PD-L1 TPS
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IMpower150: ChemolO + Bev for 1L Non-Squamous NSCLC

(including EGFR and ALK)
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Kowanetz, Socinski AACR 2018, Socinski, et al. ASCO Annual Meeting 2018., Reck et al, ELCC 2019.
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KEYNOTE 407: Chemo+IO for 1L Squamous NSCLC
- Overall Survival: PD-L1 > 1%

Pembrolizumab 200 mg Q3W +

Kay Eligibility Critaria Carboplatin AUC 6 Q3W + Pembrolizumal o Pembro+ Chemo 18.9 (14.0-22.2)

+ Untreated stage IV NSCLC Paclilaxel200 mg/m?* Q3W OR 200 mg Q3W Chemo 12.8 (9.5-14.7)
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«ECOGPS Dor1 — for 4 cyclos (each 3 wk)
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Clinical trials of first-line Chemo-lO and IO [pl}
regimens included in FDA pooled analysis
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FOA Exploratory PFS: NSCLC PDL1 1-49%
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Exploratory OS: Chemo-lO vs |10 in NSCLC PD-L1 250% [%8
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Summary: Advanced/Metastatic NSCLC PD-L1 2 50% o

« Qur pooled analysis does not suggest a difference in OS for Chemo-10 vs 10-alone
though there appears to be a slight numerical advantage favoring Chemo-10O

Observed differences in PFS and ORR between Chemo-IO and 10-alone to be
interpreted in the context of the OS findings and the exploratory nature of this
analysis

Older adults aged 275 years may have better OS and PFS outcomes with 10-only
regimens

« These support shared decision-making in selecting a therapeutic approach

Abtyewators  Chemo-1Oegarun-Daed doubie! chemmotersyy pha runotersgy . TCOGC Po=Lavten Cocperatve Oncology Grop Perfiorraxe Stana 'Osirmunothersgy. NECLCmoon
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What do | do?

Poor-Risk
Factors
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PD-L1 > 50%

Asymptomatic

PD-111-49% —F All

Asymptomatic

PD-L1 0%
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KN 042: Not Everyone who is PDL1= 50% Benefits From Pembro Monotherapy
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The Elephant In the Middle of the Room: Patient Heterogeneity
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= P(A and/or B) > P(A)

= Combination therapy can

be superior to monotherapy
via independent drug action
[where combining Aand B
does not increase P(A), P(B)]
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Ongoing Trials
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A Biomarker-Directed, Open Label, Multi-Center Phase |l Study of Molecular
Response Adaptive Immuno-Chemotherapy in Patients with NSCLC
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Conclusions

* Not all patients benefit from chemo, 10 or chemo-IO like the long-term 10
responders and so “Bet-Hedging” becomes our default strategy in order to
leave no patient behind

 However, we should be careful not to assume synergism or even additivity are
happening for our 1L NSCLC patients with this approach

« Biomarkers are critical to further define WHO should receive WHAT front-line
strategies
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