Exploratory ctDNA Analyses for the EVOKE-01 Study in Metastatic Non—Small Cell Lung Cancer

Enriqueta Felip,! Peiwen Kuo,? Pilar Garrido,®> Christos Chouaid,* Yvonne Summers,® Marcello Tiseo,° Shan Tang,? Linda Su-Feher,? Riddhi Patel,” Sabeen Mekan,” Juliane M Jiirgensmeier,? Giannis Mountzios® oo bl ety eflie:

through Quick Response (QR)
Code are for personal use only
and may not be reproduced

'Vall d’Hebron University Hospital and Vall d’Hebron Institute of Oncology, Barcelona, Spain; 2Gilead Sciences, Inc, Foster City, CA, USA; °’La Orden Clinical Management Unit, Huelva, Spain; “Service de Pneumologie, Centre Hospitalier Intercommunal de Créteil, Créteil, France; "Manchester University NHS Foundation Trust, Manchester, UK; without permission from ASCO®
*University Hospital of Parma, Parma, Italy; ‘Gilead Sciences, Inc, Morris Plains, NJ, USA; ®Henry Dunant Hospital Center, Athens, Greece or the author of this poster.

COn CI usions * In non—small cell lung cancer (NSCLC), circulating tumor DNA (ctDNA) * Exploratory biomarker analyses were conducted in the ctDNA biomarker-evaluable population (BEP) comprising 497 patients and representing 82% of the « Most oncogenic driver alterations were detected for KRAS and occurred in 20% of patients with baseline ctDNA (Figure 4A)
-— analysis is an important tool to complement assessment of clinical efficacy intent-to-treat (ITT) population _ « Median OS was longer with wild-type vs mutant KRAS, irrespective of treatment (Figure 4B)
and identify molecular alterations that may be prognostic or predictive » Cell-free DNA was extracted from blood collected at baseline and cycle 2 day 1 (C2D1) | | o o »  Small numbers of oncogenic driver alterations in ALK, EGFR, RET, and ROS1 from ctDNA analysis limited OS interpretations. Further analysis, including mutational data (eg, alterations in MET and NTRK)
¢ EXp|OratO ry ctDNA analyseS of treatment'-3 * Baseline ctDNA and ctDNA clearance (relative reduction of ctbNA from baseline to C2D1) were analyzed to determine their association with clinical collected from study sites showed a numerical OS benefit with SG vs docetaxel (Figure 4C). These analyses were limited by the small number of patients and no statistical significance
« Sacituzumab govitecan (SG) is a first-in-class Trop-2-directed antibody-dru outcomes, including OS, progression-free survival (PFS), and best overall response (BOR) * Frequency of oncogenic driver alterations in EVOKE-01 was lower than in the overall NSCLC population
pe rfO rmed for the EVO KE_O’] acitu govi P TS y-arug « The Guardant Infinity™ assay (Palo Alto, CA, USA), a tumor-agnostic platform, was used to quantify ctDNA by detecting tumor-specific methylation patterns y : _ ! _ _ _ _ _ ,
conjugate that delivers SN-§8 to cells that express 'I?rop-2,.SG IS approved in in plasma-derived ctDNA, estimating ctDNA fractions, and identifying gene alterations — Per study design, patients had to have prior treatment with chemotherapy and anti—-PD-(L)1 therapy, as well as targeted therapy, if they had known actionable genomic alterations
NSCLC stud Identlfled no previously treated metastatic breast cancer that is either triple negative or hormone — ctDNA levels and gene variants from a comprehensive panel (= 800 genes) were reported based on predefined thresholds and metrics as
y receptor positive, human epidermal growth factor receptor 2 negative’ prev_ic_)usly _describe_d | | | | | | | Figure 4. Outcomes by Oncogenic Driver Alterations
Otential red iCtive biomarke rs « EVOKE-01 (NCT05089734), a randomized, open-label, phase 3 study, compared — Additional information on oncogenic driver alterations or deleterious mutations collected from study sites was also used in some analyses o _
P P SG and docetaxel in metastatic NSCLC that had progressed on or after receiving — Oncogenic driver alterations of interest were those identified in the literature as activating in NSCLC and included alterations of EGFR (exon 19 and 20 A. Oncogenic Driver Alteration Landscape e o
for SG lainum-based chemotherapy and anis-programmed cal death prten (igand) ndele L3S, L8610, TTA0M, G794, G7245, STes), end CTO75), KRAS (G128, G12C, 612D GIoF STV G13C SUD.CIr QST 06Tl and’ |,
PD-IL11) treatment® , amplification, exon 20 insertions), : exon 14 skipping) an : : , an gene fusions ., SNV driver
( [A]Itrzough statistical significance was not met at final analysis, SG showed - ctDNA levels (conveyed as methylation score) and clearance were calculated as follows: | | 1 fiHnnmnmmm =reez B B CN ampiifcation
o I o N . . . Y . — Region-level ctDNA fractions were calculated as the ratio between the counts of differentially methylated regions and universally methylated regions for - SO .
CtD NA was prOgnOStIC fOr OS numengal |mprovement in the primary endpoint of overall survival (OS) in regions identified from testing a large cohort of nontumor and tumor samples 1% [ 1IN RET | oy tment
in bOth treatment arms W|th comparison with docetaxel — Sample-level ctDNA fractions were determined by averaging the top 100 region-level ctDNA fractions | 11! NTRKS | M Docetarel
/ * Determining the prognostic value of ctDNA levels and molecular alterations — The sample-level percentage reduction in ctDNA was calculated as the percentage decrease from the baseline value to the on-treatment value 0% f oRAF prior PD-(L)T thorapy
: detected in ctDNA is important to predicting outcomes, guiding treatment decisions, ~ « Baseline ctDNA and ctDNA clearance were used to define subgroups for analyses: 0% ALK CRIPR
undetectable ctDNA at baseline and improving patient care — Baseline ctDNA subgroups: < median ctDNA fraction, = median ctDNA fraction, and ctDNA not detected o | Rost | Histology
a SSOCi ated W|th the IOn eSt * Here, we report data from exploratory analyses conducted to assess the — ctDNA clearance subgroups: < 50% reduction and = 50% reduction from baseline to C2D1, and ctDNA low (ctDNA not detected at either baseline or C2D1) o Il e | Squamous
g prognostic/predictive value of ctDNA and genomic alterations in EVOKE-01 « Clinical data used in the biomarker analyses were from the study’s final analysis (cutoff date: November 29, 2023) o 1] vz | Not otherwise specified
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Results
» ctDNA clearance at C2D1 B 0s b - -
. o o . : y KRAS Mutation Status C. OS by EGFR, ALK, ROS, RET, NTRK, and MET Mutation Status
: ] o Basel!ne characteristics were similar betweep the ctDNA BEP and ITT populations _ _ EGFR + ALK + ROS + RET GtDNA only EGFR + ALK+ ROS + RET + MET + NTRK GtDNA and 6CRFs. within ITT
Supp()rts SG’s antitumor aCt|V|ty - Baseline samples were available for 497 patients, of whom 477 had samples Figure 1. OS by Baseline ctDNA Level Subgroup
available at C2D1, representing 79% of the ITT population wr wuT wr wut wr mut
N N SCLC — Baseline ctDNA was not detected in 48/497 patients (9.7%), and in a similar S Median | <Median Nt Detected Docstaxel o Median - ot Dlasio 2% ey e 0 R
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Greater CtD NA Clea rance docetaxel, reSpeCFIV?W ] ] HR (95% Cl) 1.58 (1.11-2.26) - HR (95% Cl) 1.78 (1.28-2.46) - 90 ) (95% (I )1-13(0-78-1-64) 9 ""—L\ '
- » Levels of ctDNA were similar in SG and docetaxel arms at both baseline and C2D1 100 | , 100 }——. ! _ pael
: : « Median OS was slightly longer in the ctDNA BEP than in the ITT population with 90 F 90 T » o]
at th|S pOInt was aISO both SG (12.2 vs 11.1 months, respectively) and docetaxel (10.2 vs 9.8 months, 80 | 80 1 e ! 20 70
: : respectively) 701 701 50 50
prognostic for OS with both — The between-treatments hazard ratio (HR [95% CI]) was 0.78 (0.62-0.99) in o 60 o 60 < S % _______ 2
the ctDNA BEP and 0.84 (0.68-1.04) in the ITT population g o B I S S L S | “\m% S
treatment arms - Median OS was the longest (not assessable [NA] in either arm) in patients with no ;‘g :g 1 : ] B .
detectable ctDNA at baseline, and longer in patients with < median of 0.0284 than . ; ; W . : : . e ’ ‘ 30 L L
: : : in those with = median tumor methylation score for samples with ctDNA detected _ | | _ | | 201 B | 201 R ‘
* Oncogenic driver alterations at baseline (Figure 1) S I S S| o SR . .
- - Consistent with OS data, median PFS was the longest (8.3 and 7.5 months with SG 0 2 4 & 8 10 12 14 16 18 20 0 2 4 & 8 10 12 M4 16 18 20 0 — S S Sy e S e D T s 3 e T s e 0 %
Of KRAS m Utat|0ns were and docetaxel, respectively) in patients with no detectable ctDNA, and was longer in No. at risk Months No. at risk Months 0 2 ’ 6 8 Month1so N “ " N ? Months Months
f t 200/ f t t . patients with ctDNA level < median than in those with ctDNA level 2 median Baseline CtDNA 2median 112 106 86 76 60 49 28 12 4 3 0 Baseline CONA 2median 113 108 8 69 45 33 18 13 3 0 0 No. at risk No. at risk No. at risk
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the StUdy and had a neg atlve S Median PFS was 5.4 vs 2.9 months (HR 180, 95% CI, 133-242) for Median baseline ctDNA methylation score was 0.0284. ctDNA, circulating tumor DNA; HR, hazard ratio; NA, not assessable; OS, overall survival; SG, sacituzumab govitecan. | | |
. < median VS 2 median CtDNA Ievel SUbgrOUpS Wlth docetaxel mutation status was defined as either wi e or mutated, independent of other genes’ alteration status. Only patients with any of these mutations are shown in panel A; atients had no alterations in these genes. copy number; complete response; ¢ circulating tumor ;e ; electronic case report form; azard ratio; indel, insertion-
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_ _ — Median ctDNA reduction was 59% and 75% with SG and docetaxel, respectively (P = .331) Deleter tati £ TP53 KEAP1. and STK11 ‘ ¢ (Fi EA
° Delete rnous TP53 mUtatIOnS — Pearson’s X? test also supported a similar proportion of patients with no detectable ctDNA at baseline and C2D1, < 50% vs = 50% reduction in categories between the treatment arms o :Anm:s rT][u atlon388(7)- 76% ,fBEP r,xag > 1 mut ’Zvere reque;]'P(’js:g;;;M) d STK11
. « Median OS was the longest (NA with SG and 15.3 months with docetaxel) in patients with undetected ctDNA at either time point, and longer in patients with = 50% ctDNA reduction than in patients with < 50% ctDNA reduction (Figure 2) o ost pa |en.s (387 ° O_ ) had 2 _ mutation among ’ ’ an _ _
were Obse rved N 680/ Of — TP53 mutations occurred in 338/497 patients (68% of BEP), and 246 patients (49% of BEP) had TP53 mutations but no mutations to KEAP1 and STK11
0 . . .
_ _ Ei 2 ctDNA CI — 40 patients (8% of BEP) had mutations to KEAP1 and/or STK71 but no TP53 mutations
pa“ents and were a neg at|ve igure <. ¢ earance * Median OS was longer with wild-type vs mutant TP53, irrespective of treatment (Figure 5B)
. ] ] ctDNA Clearance by Treatment Arm OS by ctDNA Clearance Subgroups « Similarly, median OS was longer in patients with wild-type KEAP1 and/or STK171 than in those with either of these genes mutated, regardless of TP53 status, other mutations, or treatment (Figure 5C)
prOgnOStIC b|0marker N bOth . P= 331 p—— ONA Reduction « Patients harboring tumors with wild-type TP53, KEAP1, and STK171 had the longest survival, with median OS not assessable (Figure 5D)
_ . . 2000+ e B Ry Docetaxel N « Median OS favored SG over docetaxel in patients with only TP53 mutant (wild-type KEAP1/STK11) (Figure 5D)
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