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C O n CI u s I O ns » Sacituzumab govitecan (SG) is a Trop-2—directed antibody-drug conjugate that : o : . L. : : : _
EE —————————— delivers a potent payload, SN-38, into tumor cells’ Table 1. Baseline Characteristics Figure 2. Association of BOR With Reduction in MeanVAF From Baseline to C2D1
* |n patients with pretreated HR+/HER2— mBC, ctDNA * The phase 3, open-label, randomized TROPiICS-02 study (NCT03901339) "0 BOR 00016 MeanVAF reduction from baseline to C2D1
at baseline as measured bv meanVAF was hiahl demonstrated significant improvement of progression-free survival (PFS; | A | 0.00005 1.00
. . y Ity HR, 0.66; 95% CI, 0.53-0.83; P = .0003) and overall survival (OS; HR for Chemotherapy Chemotherapy 1400 - —0.049 — | _ 017 | y
pr.ognostlc, lower base“n_e meanVAF correlated death, 0.79; 95% Cl, 0.65-0.96; P = .020) with SG over chemotherapy in = (n = 271) = (n = 97) 000 =
with longer PFS and OS in both the SG and patients with pretreated hormone receptor-positive/human epidermal growth Female, n (%) 270 (99) 268 (99) 112 (99) 95 (98) y ° S 075
chemotherapy groups factor receptor-negative (HR+/HER2- [HERZ2 immunohistochemistry 0, 1+, P :5 < 50% reduction &
or 2+/in situ hybridization-negative]) locally recurrent inoperable or metastatic Median age (IQR), years 57 (49-65) 55 (48-63) 58 (50-65) 56 (48-65) > . ] § in meanVAF 3
* MeanVAF reduction = 50% during treatment was breast cancer (mBC)?? Median BMI (IQR), kg/m? 24.8 249 25 5 3.7 2 : g O
also associated with longer PFS and OS and higher - Circulating tumor DNA (ctDNA) is an indicator of treatment outcome and risk of (21.8-28.7) (21.4-28.5) (21.8-28.7) (20.9-28.7) E % E
rates of PR in both treatment arms progression in mBC** Race, n (%)? g AN £ 025 .
: - : : White 184 (68) 178 (66) 71 (63) 55 (57) ® —40- | ®%® | % I oo, | o | : s
« Patients with high baseline meanVAF and < 50% Asian 11 (4) 5 (2) 5 (4) 1(1) = i 9 | 8 ]250%reduction . =D
_ : : SIS g 30 o in mean
ctDNA reduction had the worst PFS and OS . . Black or African American 8 (3) 13 (5) 3 (3) 7(7) L T e s e |inmeantilr 0.00-
) n=21 n =068 n=24 n=18 n=44 n=234 meanVAF 2 50% < 50% > 50% < 50%
OUtCOmeS W|th SG and ChemOtherapy ObjeCtlve ECOG PS, n (%) PR SD PD PR SD PD reduction Chemotherapy
0 116 (43) 126 (46) 48 (42) 45 (46) SG Chemotherapy
° TO assess the prognostic Va|ue Of CtD NA in an exp|oratory ana|ysis 1 156 (57) 145 (54) 65 (58) 952 (54) BOR, best overall response; C2D1, cycle 2 day 1; meanVAF, mean variant allele fraction; PD, progressive disease; PR, partial response; SD, stable disease; SG, sacituzumab govitecan.
= from the TROPICS-02 study Prior lines of chemotherapy, n (%)
P I al n La n g u ag e S u m m a ry 2 113 (42) 113 (42) 47 (42) 45 (46) « Patients with =2 50% ctDNA reduction at C2D1 had numerically higher PFS and OS (Figure 3)
3-4 159 (58) 158 (58) 66 (58) 52 (54)
. Sacituzumab govitecan is a drug approved for use Prior CDK4/6i treatment duration, n (%) Figure 3. Association of PFS and OS With Reduction in MeanVAF From Baseline to C2D1
_ . » <12 mo 161 (59) 166 (61) 62 (55) 63 (65)
in previously treated hormone receptor-positive/ m > 12 mo 106 (39) 102 (38) 51 (45) 33 (34) 107y e 1.0~ o3 s mos.
human epldermal grOWth faCtor rece pto r-neg atlve ° Patients were randomized 1 :1 tO receive SG or physician’s ChOiCe Of ®Not reported in ITT, SG, n = 69; chemotherapy, n = 70; in ctDNA, SG, n = 34; chemotherapy, n = 32. Other race in ITT, chemotherapy, n = 5; in ctDNA, chemotherapy, n = 2. 0.8 - ‘ gg EEZME :2332::22:285 ‘71; E%; 212 E?,g??,i 0.8 ' gg EEZME ggﬁ:g: f5385 7 85; 1161.57((193'.655-1242'.13)
bMissing in ’ .n=5; m r .n=3; in ’ .n=0; m r n=1. > Chemo meanVAF reduct!on <50% 46 (38) 1.6 (1.4-2.8) - Chemo meanVAF reduction < 50% 46 (38) 9.9(6.3-12.4)
(H R+/ HERZ—) breaSt cancer that haS Spread tO Other Chemotherapy until disease progression, unacceptable tOXiCity, consent BI\IQ/ITS bogdy rlnzgssif\;dex; (?D(};(Z?Gi,Oé;ili?fgepengent Er?aNsé 48/(? inhibi?or(;:rc]:?Dl\(l)Xjeci?EgIating1tum0r DNA; ECOG PS, Eastern Cooperative Oncology Group performance status; = =hemo mea reduig?,js(z;/;% CI)S l 83;)18 (0_2586%;;983'?) = Znefmo meanvAr re?;;t'c,;nR (sgj CI5)1 (375)5913)53;20068282;)
: : . . . . . : : : : : L2 0.6 o a1 = a8 0.6 . _
parts Of the bOdy (metaStat|C breaSt CanCer, mBC) W|thdrawa|’ or per mves’ugator’s decision as prev|ous|y deSCr|bed2 ITT, intent-to-treat; mo, months; SG, sacituzumab govitecan. _f.g ____________________ Chemo: HR (95% Cl) = 0.328 (0.201-0.535) %; ___________________________________ Chemo: HR (95% Cl) = 0.528 (0.330-0.846)
: : : * Longitudinal plasma samples were collected at baseline and cycle 2 day 1 o 044 5 0.4
‘ CWC[_JIatmg tu_mOr DNA (ctDNA) is DNA from a_tumor (C2D1), and samples were tested at Guardant Health using Infinity RUO _ _ S o ° . S
that is found in the bloodstream of a person with CtDNA panel Figure 1. PFS and OS by Baseline MeanVAF i "1 .
cancer and has been shown to help predict the » Variant allele fraction (VAF) for each detected ctDNA variant was determined PFS. SG PES, Chemotherapy ) S S S e e P At
outcome of cancer treatment by ratio of variant allele reads to total reads at that position; meanVAF for 1.09 § Patients (Events) mPFS (95% Cl) 107, Patients (Events) mPFS (95% Cl) Nurmber at risk Time (mo) Crmber af ek Time (mo)
each sample was computed by averaging somatic single nucleotide variants - e 2 e 22 o) 534169 06 meanyiar 2 oau g 4 ora
e This analysis measured ctDNA at Study entry (SNVs), indels, and fusions that met variant inclusion criteria: % reduction in 2 HR (95% CI) = 0.741 (0.466-1.178) 2 HR (95% CI) = 0.848 (0.530-1.354) SG meanVAF 4. 18 6 3 0 0 0 0 o meanVAF 41 40 34 20 16 12 7 3 1 0 0 O
(basellne) and at 3 SpeC|f|C tlme pOlnt durmg meanVAF — (meanVAFczm . meanVAFBaseline)/meanVAFBasenne % % reduction 250% 72 45 24 12 6 5 2 1 0 reduction=50% 72 71 66 57 50 40 28 20 10 6 2 2
. . . S S 4 11 3 1 0 0 0 0 0 46 44 32 25 19 14 9 4 0 0 0 O
treatment (CyC|e 2 day 1 ) C2D)1) to determlne If the . Base“ne meanVAF and Percent- redUCtIQn-Of meanVAF from basellne- tO C2D1 c‘ll) (% %Zirgt(i)orr?gaga{)zF 51 33 16 8 2 1 1 0 0 ?ergiirgt(i)orr?iag(;{’zlz 51 51 46 43 29 21 19 13 9 4 2 0
£ tDNA aff d th < (the likel were analyzed to determine their association with clinical outcomes, including L L
amount O Ct da eCte t c prognOSIS (t € lIke y PFS. OS, and best overall response C2D1, cycle 2 day 1; chemo, chemotherapy; meanVAF, mean variant allele fraction; mo, months; mOS, median overall survival; mPFS, median progression-free survival; OS, overall
: : : : ’ ’ P ival: PFS ion-f ival: SG, sacit b govit
course and OUtCOme Of a dlsease) IN patlents Wlth . } survival, , progression-free survival; , sacituzumab govitecan.
HR+/HER2— mBC from the TROPiICS-02 study 0 3 6 9 12 15 18 21 24 15 18 21 24

Efficacy by Baseline MeanVAF and Reduction in MeanVAF Subgroups

* This analysis showed that patients with lower e a6 2e 1o & a4 4o o e s s a1 0 o o o — Patients with high meanVAF at baseline and < 50% ctDNA reduction at C2D1 had the worst PFS outcomes:; this
baseline CtDNA and those Who had Iarger reductions meanVAF <5.4% 57 34 18 9 2 1 1 1 0 meanVAF <5.4% 49 21 11 §) 1 1 1 0 0 was ConS|Stent in the SG and Chemotherapy groups (Figure 4)

in ctDNA from baseline to C2D1 lived lonaer without _ - _ — Patterns in OS outcomes were similar to those for PFS
o _ _ 9 Baseline Characteristics in the ITT and ctDNA Populations 0S, SG | OS, Chemotherapy
their disease getting worse and lived longer overall, . Baseline characterist ble in the intent-to.treat (ITT - 1.0~ e emme) 1.0 - Evonts) (o8 &) _ _ _ _
d thi frue for th treated with both SG aseline characteristics were comparabie in the intent-to-trea (ITT) population meanVAF 254% 56 (41) 121 (103-16.3) meanVAF 254% 48 (42) 101 (69-12.3) Figure 4. PFS by Baseline MeanVAF and MeanVAF Reduction Levels From Baseline to C2D1
a IS WaS Ue O Ose ea e WI O and the pOpulatlon Wlth avallable CtDNA data (Table 1) 0.8 meanVAF < 5.4% 57 (40) 15.5(13.3-21.9) 0.8 meanVAF < 5.4% 49 (33) 13.7 (11.2-21.6)
- HR (95% CI) = 0.786 (0.508-1.216) - HR (95% CI) = 0.564 (0.356-0.891) SG Chemothera
and chemotherapy  Chemotherapy regimens used in the chemotherapy group were balanced s = 1.0 ationts mPFS 109 > Pationts mPFS
between the ITT and ctDNA pOpulatiOnS 8 e 8 | L|J BSL low, reduction < 50% (ZTTS) 4.(29232/.073.)5) ot BSL low, reduction < 50% (5‘7“:;:8)) 1.(:(51/.23.)2)
g 0.4 g 0.4 o 0.8 _l'—L BSL low, reduction = 50% 33 (21) 7.0 (4.1-10.3) o 0.8 BgL low, reduction 2 50%/ 22 (14) 8.3 (4.0-9.4)
. . i BSL high, reduction < 50% 17 (12) 1.5 (1.4-4.0) BSL high, reduction < 50% 19 (17) 1.5(1.3-1.9)
) ] (7p) (7p) E L BSL high, reduction 250% 39 (25) 6.4 (4.3-7.4) E BSL high, reduction 250% 29 (19) 5.5 (4.0-7.6)
PFS and OS Outcomes in the ITT and ctDNA Populations ° ., ° L, g 06- 3 8 06- -
References: 1. Starodub AN, et al. Clin Cancer Res. 2015;21:3870-8. 2. Rugo HS, et al. . PES and OS \milar in the ITT and ctDNA I3t fivel | . . | o o
Lancet. 2023;402:1423-33. 3. Rugo HS, et al. J Clin Oncol. 2022;40:3365-3376. 4. Dawson S-J, an were simiiarin the 111 and ¢ popuiations, respectively ¥ S S Y5 AR S R S S 04- S 04-
etal. N Engl J Med. 2013;368:1199-209. 5. Pascual J, et al. Clin Cancer Res. 2023;29:4166- — Median PFS: 5.5 months (mo; 95% Cl, 4.2-7.0) vs 5.3 mo (95% CI, 4.1-6.9) 0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33 & . & . N
4177. 6. Martens GA, et al. ESMO Open. 2024;9:102235. 7. Martinez-Saez O, et al. NPJ Breast for SG and 4.0 mo (95% Cl, 3_1_4_4) vs 4.1 mo (95% Cl, 2.8-5.6) for Number af risk Time (mo) Nurmber af risk Time (mo) ' '
Cancer. 2021;7:8. chemotherapy 56 56 47 39 29 22 14 9 4 4 1 1 48 47 35 30 19 13 10 6 4 1 0 O 0.0 | | | | | | | | 0.0 - | | | | | | | |
Acknowledgments: We extend our thanks to the patients, their families, and all participating _ Median OS: 14.4 mo (95% CI. 13.0-15.7) vs 14.5 mo (95% Cl, 11.9-17.5) meanVAF <54% 57 55 53 47 37 30 21 14 7 2 1 A1 meanVAF <54% 49 48 43 38 29 22 18 11 5 3 2 0 0 3 6 9 Tim;z(mo) 15 18 21 24 0 3 6 9 Tim;z(mo) 15 18 21 24
mve_stlgators. This Stl{dy was funded by Gilead Sciences, Inc. Medical W”tm_g and ef:“tor'al for SG and 11.2 mo (95% Cl. 10.1-12 7) vs 12.1 mo (950/0 Cl. 10.1-13 6) meanVAF, mean variant allele fraction; mo, months; mOS, median overall survival; mPFS, median progression-free survival; OS, overall survival; PFS, progression-free survival; Number at risk Number at risk
assistance were provided by Ben Labbe, PhD, of Parexel, and funded by Gilead Sciences, Inc. £ oh i+ ' S ' ' S ' SG, sacituzumab govitecan. ?e%tc';‘t’,‘c’,"n <50% 24 14 5 3 0 0 0 0 0 ?e%bé‘t’,‘(’)"n <50% 27 7 3 1 0 0 0 0 0
or chemotherapy ; ;
Presenting author disclosures: HSR reports consulting and advisory roles for Daiichi Sankyo, Ea%bcl:(t)l\é)vn >50% 33 20 12 6 2 1 1 1 0 Ee%tclzct).\gn >50% 22 14 8 5 1 1 1 0 0
Eisai, Mylan, Napo Pharmaceuticals, and Puma Biotechnology; and her institution received . . : : : B%L han,_ 50% 17 4 0 0 0 0 0 0 0 19 4 0 0 0 0 0 0 0
research funding from Astellas Pharma, AstraZeneca, Daiichi Sankyo, Genentech/Roche, Efﬁcacy by Baseline MeanVAF Efﬂcacy by Reduction in MeanVAF BSL high . e -’ ; ) ) 1 ) ) - i . . 1 . ) ) )
Gilead Sciences, Inc., GlaxoSmithKline, Lilly, Merck, Novartis, OBl Pharma, Pfizer, Stemline « When patients were separated into subgroups by median meanVAF value * Most patients exhibited decreased meanVAF from baseline to C2D1 in the SG and chemotherapy groups
Therapeutics, Taiho Oncology, and Veru. > 5.4% and < 5.4%, lower baseline meanVAF correlated with |0nger median e« Patients with partia| response (PR) had the Iargest decrease in meanVAF: those with progressive disease had the BSL, baseline; C2D1, cycle 2 day 1; chemo, chemotherapy; meanVAF, mean variant allele fraction; mo, months; mPFS, median progression-free survival; PFS, progression-free
: ; . .y . . ’ . survival; SG, sacituzumab govitecan.
Correspondence: hope.rugo@ucsf.edu PFS and OS with both SG and chemotherapy (Figure 1) smallest decrease. This association was consistent in the chemotherapy and SG arms (Figure 2)

ESMO, September 13-17, 2024, Barcelona, Spain




