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Conclusions

* We conducted an exploratory
analysis of Trop-2 expression in
EVOKE-02 to identify potential
prognostic or predictive value of
this biomarker

— Several Trop-2 intensity
scores and exploratory cut
points were investigated

— The baseline characteristics
and efficacy results for
the BEP were comparable
with those of the patients
evaluable for response
across all 4 cohorts

* Trop-2 was highly expressed in
NSCLC tumor specimens from
EVOKE-02

— Trop-2 expression
was comparable
across squamous and
nonsgquamous histologies
and PD-L1 subgroups

» Evaluation of Trop-2 expression
did not identify a subgroup
of patients that derived
greater benefit (ORR or PFS)
from treatment with SG +
pembrolizumab

 These data are consistent with
those of the Trop-2 biomarker
evaluation from the EVOKE-01
randomized phase 3 study, In
which SG monotherapy was

compared with docetaxel in
2L NSCLC?
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Introduction

Trophoblast cell-surface antigen 2 (Trop-2) is highly expressed
In both squamous and nonsquamous non—small cell lung
cancer (NSCLC)'?

Sacituzumab govitecan (SG) is a first-in-class, Trop-2—directed
antibody-drug conjugate with a hydrolysable linker coupled to a
potent SN-38 payload?

SG is approved in metastatic triple-negative breast cancer and in
metastatic hormone receptor-positive/human epidermal growth
factor receptor 2-negative breast cancer and is being investigated
for the treatment of metastatic NSCLC (MNSCLC)?

EVOKE-02 (NCT05186974; Figure 1) is an ongoing, open-

label, global, multicohort, phase 2 study assessing first-line SG +
pembrolizumab with or without chemotherapy in mMNSCLC without
actionable genomic alterations*?

Understanding the value of Trop-2 as a potential predictive/
prognostic biomarker is important to optimize patient treatment;
biomarkers associated with the efficacy of SG in NSCLC are
currently not well understood

We performed an exploratory analysis of tumors samples from
patients enrolled in the EVOKE-02 study to evaluate Trop-2 as a
potential prognostic/predictive biomarker

Figure 1. EVOKE-02 Study Design
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ALK, anaplastic lymphoma kinase; AUC, area under the curve; BICR, blinded independent central review; DOR, duration of response;
ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; IV, intravenous;
NSCLC, non—small cell lung cancer; nsq, nonsquamous; ORR, objective response rate; OS, overall survival; PD, progressive disease;
PD-L1, programmed cell death ligand 1; pembro, pembrolizumab; PFS, progression-free survival; RECIST v1.1, Response Evaluation
Criteria in Solid Tumors version 1.1; SG, sacituzumab govitecan; sq, squamous; TPS, tumor proportion score;

Trop-2, trophoblast cell-surface antigen 2.

Although not mandated by the study, archival tumor samples were
collected from the biomarker-evaluable population (BEP), which
consisted of 129 patients (70%) with Trop-2 data of the 184 patients
evaluable for response across all 4 cohorts

Tumor tissue samples were analyzed for Trop-2 membrane
expression by histological scores (H-scores; scale 0-300) using
EPR20043FLA immunohistochemistry (Roche Tissue Diagnostics,
Oro Valley, AZ, USA)

— H-scores (11 + 2 x 12 + 3 x [3) with subgroups defined using the
overall median (< or 2 median H-score)

— Intensity scores at any intensity (11 + 12 + [3) and
moderate/strong intensity (12 + 13)

— The median Trop-2 score was derived from the BEP and used
for subgroup analyses

Trop-2 expression was evaluated for association with clinical
endpoints (objective response rate [ORR] and progression-
free survival [PFS]) using clinical data from the June 3, 2024,
cutoff date

Correlation with efficacy in Trop-2 subgroups was performed for
Cohorts A+ B and C + D combined to boost the numbers of patients
for subgroup analyses

PD-L1 expression was assessed by immunohistochemistry using the
22C3 pharmDx assay (Agilent Technologies, Inc, Santa Clara, CA,
USA) and tumor proportion score (TPS)

Results

Baseline characteristics and clinical outcomes for ORR/PFS for the BEP were comparable with those of the patients evaluable for response

High Trop-2 expression was observed in NSCLC samples, with a median H-score of 178 (Figure 2)
— Trop-2 expression at moderate or strong intensity (12 + 13): median score, 79%

— Trop-2 expression at any level of intensity (11 + 12 + |3): median score, 90%

Trop-2 expression was comparable in tumors with squamous or nonsquamous histology (Figure 2)

Additionally, Trop-2 expression did not correlate with PD-L1 expression (TPS, <1%, 1%-49%, 250%) subgroups in samples from EVOKE-02 or a larger sample set that included samples from EVOKE-02

(Figure 3)

Trop-2 expression = median H-score did not result in improved PFS in patients treated with SG +
pembrolizumab (Figure 6)

In patients treated with SG + pembrolizumab and carboplatin, Trop-2 expression = median H-score
resulted in a numerically higher PFS that was not statistically significant, with the hazard ratio ClI
crossing 1 (Figure 6)

Findings were consistent for additional metrics including Trop-2 intensity scores

Figure 2. Trop-2 Expression in BEP, Combined Cohorts, and by Histology
Trop-2 Expression in BEP and Combined Cohorts
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2Biomarker data for safety run-in patients treated with SG + pembrolizumab and carboplatin were added to Cohorts C + D.
BEP, biomarker-evaluable population; H-score, histological score; Trop-2, trophoblast cell-surface antigen 2.

Figure 3. Trop-2 Expression Across PD-L1 TPS Subgroups in EVOKE-02 and in a Larger Tumor Sample Set
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BEP, biomarker-evaluable population; H-score, histological score; PD-L1, programmed cell death ligand 1; Trop-2, trophoblast cell-surface antigen 2; TPS, tumor proportion score.
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No correlation was observed between Trop-2 expression and best percentage change in tumor size
or best overall response (BOR) in patients treated with SG + pembrolizumab (Figure 4)

Figure 4. Trop-2 Expression by Percentage Change in Tumor Size and BOR in
Patients With SG + Pembrolizumab
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BOR, best objective response; CR, complete response; H-score, histological score; NE, not evaluable; PD, progressive disease; PD-L1, programmed cell death ligand 1; PR, partial response
SD, stable disease; SG, sacituzumab govitecan;TPS, tumor proportion score; Trop-2, trophoblast cell-surface antigen 2.

Similarly, no correlation was observed between Trop-2 expression and best percentage change in
tumor size or BOR for patients treated with SG + pembrolizumab and carboplatin (Figure 5)

Figure 5. Trop-2 Expression by Percentage Change in Tumor Size and BOR in
Patients Treated With SG + Pembrolizumab and Carboplatin
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BOR, best overall response; CR, complete response; H-score, histological score; NA, not assessed; NE, not evaluable; PD, progressive disease; PD-L1, programmed death ligand 1;
PR, partial response; SD, stable disease; SG, sacituzumab govitecan; TPS, tumor proportion score; Trop-2, trophoblast cell-surface antigen 2.

Figure 6. PFS by Treatment With SG + Pembrolizumab * Carboplatin and
Trop-2 Subgroup (Median H-Score)
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PFS by Median H-Score With SG + Pembrolizumab and Carboplatin
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HR, hazard ratio; H-score, histological score; NE, not evaluable; PFS, progression-free survival; SG, sacituzumab govitecan; Trop-2, trophoblast cell-surface antigen 2.

Trop-2 expression = median H-score did not result in a higher ORR in patients treated with
SG + pembrolizumab (Table 1)

In patients treated with SG + pembrolizumab and carboplatin, Trop-2 expression =2 median H-score
resulted in a numerically higher ORR that was not statistically different with overlapping 95% CI
(Table 1)

Conclusions were consistent for additional metrics including Trop-2 intensity scores with
multiple predefined cuts

Table 1. ORR by Treatment With SG + Pembrolizumab * Carboplatin and
Trop-2 Subgroup (Median H-Score)

Trop-2 ORR, o

Treatment Group H-Score n/n (%) 95% CI

<178 11/33 (33.3) 18.0-51.8
SG + pembrolizumab

>178 12/34 (35.3) 19.7-53.5

<178 10/30 (33.3) 17.3-52.8
SG + pembrolizumab + carboplatin

=178 14/32 (43.8) 26.4-62.3

H-score, histological score; ORR, objective response rate; SG, sacituzumab govitecan; Trop-2, trophoblast cell-surface antigen 2.
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