Clinical, genomic, and tumor microenvironment characterization of MTAP-deletion
in advanced/metastatic non-small cell lung cancer
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Introduction

e Homozygous deletion of methylthioadenosine phosphorylase (MTAP) is observed
in approximately 10%-15% of cancers and has been associated with poorer clinical
outcomes'?

— Tumors harboring MTAP deletion (MTAP-del) are associated with inferior prognosis
compared with MTAP-wild-type (MTAP-WT) tumors, highlighting a substantial unmet
clinical need?

— Therapeutic approaches that exploit synthetic lethal vulnerabilities in MTAP-del
cancers, including protein arginine methyltransferase 5 (PRMT5) inhibition, are
currently under clinical investigation?

Non-small cell lung cancer (NSCLC) accounts for approximately 85% of lung cancer
cases and remains a leading cause of cancer-related mortality worldwide*

— Homozygous MTAP-del occurs in approximately 13% of NSCLC and frequently
co-occurs with CDKN2A-del, due to its proximity to tumor suppressor gene
CDKNZ2A on the 9p21 locus’’

Here, we evaluated MTAP-del prevalence in advanced NSCLC and its associations with
genomic features, the tumor microenvironment (TME), and clinical outcomes across
multiple real-world and clinical trial datasets

Methods

Study design and data sources

This retrospective analysis extracted information from de-identified patient records
from real-world databases (TEMPUS and Flatiron) and CheckMate trials evaluating
immunotherapy-based regimens in advanced NSCLC, including CheckMate 227 (parts 1
and 2), 9LA, 568, 592, and 817 (cohorts A and A1)

— Among 2223 treatment-naive patients in the CheckMate studies, 1004 were from
CheckMate 227 part 1, 353 from 227 part 2, 455 from 9LA, 98 from 568, 100 from
592, and 213 from 817

Patients were eligible if they:
— Were aged = 18 years
— Had advanced NSCLC

o TEMPUS and Flatiron databases included patients with stage IlI/1V disease;
Flatiron also captured patients with earlier-stage NSCLC that later recurred or
progressed

o The CheckMate studies included patients with recurrent/metastatic disease;
patients with EGFR mutations or known ALK translocations sensitive to targeted
therapy were excluded

Patients were stratified into treatment-naive and treatment-exposed groups
— Treatment-naive patients had biopsy samples obtained before first-line (1L) therapy

— Treatment-exposed patients had biopsy samples collected after 1L initiation with a
14-day buffer to ensure treatment exposure

MTAP-del prevalence

o MTAP-del was observed in 13.5% of 1L treatment-naive and 17.1% of 1L treatment-

exposed patients from TEMPUS, 12.6% of 1L treatment-naive and 14.8% of 1L
treatment-exposed patients from Flatiron, and 10.8% of 1L treatment-naive patients
from the CheckMate studies

Demographics and baseline characteristics by MTAP status are presented in Table 1

— In the CheckMate studies, the rate of MTAP-del by region was 10.4% in Europe,
12.4% in Asia, 12.9% in North America, and 9.0% in the rest of the world

— All TEMPUS and Flatiron data were derived exclusively from US patients

The prevalence of potentially actionable genomic alterations (AGAs; EGFR, KRAS, MET,
and BRAF) was similar by MTAP-del status in the 1L treatment-naive TEMPUS cohort,
although some subgroups were limited by small sample sizes (Figure 1)

— In the 1L treatment-exposed TEMPUS cohort, EGFR mutations were numerically
more frequent in MTAP-del than MTAP-WT tumors (26% vs 20%)

In the treatment-naive TEMPUS cohort, the prevalence of additional relevant NSCLC
genomic alterations (STK11, KEAP1, and SMARCA4) was numerically higher in MTAP-del
than MTAP-WT tumors; the sample sizes in the 1L treatment-exposed group limit
evaluation of the relationship between MTAP status and co-alterations (Figure 2)

— Nearly all tumors with MTAP-del (97.8%) also had CDKN2A-del

OS

In the treatment-naive TEMPUS cohort, patients who received 1L pembro-containing
regimens and had MTAP-del tumors had numerically shorter OS than those with
MTAP-WT tumors (median [95% Cl], 11.2 months [8.0-14.8] vs 16.3 months [15.0-19.2];
HR, 1.22 [0.97-1.54]; Figure 3)

Similar trends were observed across PD-L1 expression strata (< 1%, 1%-49%, and = 50%)
for patients who received 1L pembro + chemo (Figure 4)

TME features associated with MTAP-del

In patients with NSCLC in CheckMate 227, MTAP-del was associated with a lower
abundance of immune cell populations within the TME (Figures 5 and 6)

— The immunologically cold TME appeared to be predominantly associated with
MTAP-del, rather than CDKN2A deletion alone

MTAP-del tumors exhibited reduced CD8 T-cell infiltration in the total tumor area and
stromal and tumor epithelial compartments in CheckMate 227 and CheckMate 9LA
(Figure 7)

— The observed reduction in CD8 T cells was primarily attributable to MTAP-del, rather
than CDKNZ2A-del in CheckMate 227 and CheckMate 9LA

Table 1. Demographics and baseline characteristics by MTAP status?®

Figure 1. Co-occurrence of AGAs by MTAP status?
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3Data are from the TEMPUS database. 1L treatment-naive: MTAP-del, n = 409; MTAP-WT, n = 2630.
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Figure 2. Co-occurrence of relevant NSCLC genomic alterations by

MTAP status?
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Figure 3. OS by MTAP status®
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2Data are from the TEMPUS database.

Figure 4. OS by MTAP status across PD-L1 strata®

1L pembro + chemo
PD-L1 > 50%

1L pembro + chemo
PD-L1 < 1%

1L pembro + chemo
PD-L1 1%-49%

75-
< 504

251

0

0 10

No. at risk

MTAP-del MTAP-WT MTAP-del MTAP-WT MTAP-del MTAP-WT
“ Median OS (95% Cl) “ Median OS (95% Cl) “ Median 0S (95% Cl) “ Median OS (95% Cl) n Median 0S (95% Cl) “ Median OS (95% Cl)

10.2 (7.8-14.0) 291 13.1 (11.1-16.3) 8.0 (5.3-19.3) 254 15.8 (12.9-21.5) 18.8 (5.1-NA) 113 27.4 (20.5-42.9)

aData are from the TEMPUS database. NA, not available.

Figure 5. Major TME cell types by MTAP and CDKN2A status®

Figure 6. TME gene signatures by MTAP and CDKN2A status®
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aData are from CheckMate 227. Median z-scores of the gene signature were calculated using RNA-seq, followed
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Figure 7. CD8 T-cell infiltration by MTAP and CDKN2A status®
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