Exposure-Response Analyses of Sacituzumab Govitecan Efficacy and Safety in Patients With Metastatic Breast Cancer
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Key Findings Introduction Results
* Sacituzumab govitecan (SG) is a Trop-2—directed antibody-drug conjugate (ADC); it contains a hydrolyzable Exposure-efficacy analysis = > Ob 4 R 4 dicted o abilits of ORR ve CAVG  (A) Predicted bty of
* SG efficacy and safety end points of clinica o s o st oy sbetey st Baseine chaactristos o pi b study are summarized  Tabe 2de neutropenia ve CAVG. . by UGT1AT genctype (B), Kaplan-Meter curvis of PFS (C) and OS (D) stratifie
interest were correlated with SG serum exposures . | o . « Within the evaluated exposure range, higher CAVG,, . values were associated with significantly longer PFS gradge neutropenia vs sc 0Y genotype (B). Kaplan-Meier curves o (C)an (D) stratifie
] ) ) « SG is approved for unresectable, locally advanced or metastatic triple-negative breast cancer (MTNBC) ) AB . . by CAVG,, . quartiles®
n natients with mBC . . . . . . . and OS (Table 2, Table 3, and Figures 2C and 2D). Higher baseline lactate dehydrogenase was associated tAB
in p following = 2 prior systemic therapies (= 1 in the metastatic setting) and for HR+/HER2- (IHC O, IHC 1+, or . . . . o .
IHC 2+/ISH-) metastatic breast cancer (mBC) following endocrine-based therapy and = 2 additional systemic with shorter OS (data not shown). No additional effects of covariates were identified in the PFS model. Higher A 0. | ; 5 B 0.
e Th SG th therapies in the metastatic setting’ J y B y CAVG_, values were associated with increased probability of CBR, CR, and ORR (Table 2, Figure 2A). ‘ ‘ ‘
¢ etaver?gde " A T Iet)l(1posuges (.)Vtel’ ‘ = P J No additional effects of covariates were identified - L
reatment duration until the end point o | g O
[ [ e
interest were consistently identified as the most Objectwe ¢ E
. egs : : Table 1. Demographics and baseline characteristics 5 £ 050-
significant exposure metric correlated with CBR, grap £
CR. and ORR in ptS with HR+/HER2- mBC. and * These analyses characterized the relationship between the exposure of SG (ADC), free SN-38, and total TROPiCS-02 IMMU-132-01 ASCENT 095 E . v ’ === Not *28/28
. t;1 lect AE f di h ¢ . ’ antibody (tAB) and the efficacy outcomes in 260 patients (pts) with HR+/HER2— mBC from TROPiICS-02 Inclusion criteria (N = 260) (N = 56) (N = 253) g0 "281°28
b SlelEtss it S (e Ledilae W o) RAnlEh el SAoeE (NCT03901339) and safety outcomes in all 569 pts with mBC (mTNBC or HR+/HER2— mBC) from Age, median (range), years 58 (29-86) 53 (31-79) 54 (27-82) 000- SR S 4
Vomltlng, and hypersenSItIVIty N ptS with mBC IMMU-132-01 (NCT01631552), ASCENT (NCT02574455), and TROPiICS-02-* Female, n (%) 259 (100) 56 (100) 251 (99) 10 15 20 25 30 " 20 40 60
(MTNBC or HR+/HER2- mBC) LDH, median (range), IU/L 263 (129-2040) 274 (114-2190) 283 (107-5930) CAVGq (Hg/mL) CAVGq (ng/mL)
Body weight, median (range), kg 67 (40-128) 62 (42-125) 68 (37-132) c 1.01 CAVG, D 1.01 CAVG,,
» Within the evaluated exposure range, higher values ;rép'zhexpret?ion’_ media”d(_fange) 122 (8'289) m 2230 (10'13500) * + st Quarile " + st Quarile
. rior chemotherapies,? median (range - - ] 2nd Quartile 0] 2nd Quartile
of total antibody average serum exposures were * The designs of the 3 clinical studies used for these analyses are presented in Figure 1 ECOG PS 0. n (%p) 2ngo) 105(3 (42)) 24 (43) 11(2 (44)) 0.7 + 3rd Quartile 0.7 + 3rd Quartile
associated with significantly longer PFS and OS + Exposure-response models were developed to characterize the relationship between exposure and efficacy ECOG PS 1, n (%) 152 (58) 32 (57) 138 (55) o0 i Quartle oo T 4ih Quartie
or safety using previously described methods.> Four exposure metrics for each analyte (SG, free SN-38, and ECOG PS 2, n (%) 0 0 3 (1) L 057 o 05
) tAB) based on the pre\(iously describgd population phar_macokinetic mod.els,6 Including average concentratigns UGTTA1 genotype *1/*1, n (%)’ 98 (38) 19 (34) 110 (43) 0.4 0.4
Concl usions (QAVG) betwe_en the first dose and time of event, maximum conceptrathn and area under the concentration- UGT1A7 genotype *1/°28, n (%)’ 116 (45) 21 (38) 95 (38) 0.3 0.3
time curve during first treatment cycle, and cumulative exposure until the time of event, were assessed UGT1AT genotype *28/°28. n (%)’ 24 (9) 8 (14) 34 (13) 0.2- 0.2
* Impact of exposure on efficacy end points was evaluated using logistic regression for clinical benefit rate £COG PS. Eastern Cooperafi | | . o I ..
o - . _ _ _ , perative Oncology Group performance status; LDH, lactate dehydrogenase; NA, not available. 0- 04 o
The clinically desirable efficacy and manageable (CBR), complete response (CR) and objective response rate (ORR), and Cox proportional hazard models I the metastatic setting. "Excludes other genotypes or missing data. - ————— - i S s S/ e
safety profile of the 10 mg/kg SG dose on for progression-free survival (PFS) and overall survival (OS). Impact of exposure on safety end points was Time (months) Time (months)
_ evaluated using categorical logistic regression with nonproportional odds for adverse events (AEs; diarrhea, | |
days 1 a.nd 3 ofthe 2.1 day. Cyde. suppor.t the hypersensitivity, nausea, neutropenia/febrile neutropenia, and vomiting) or Cox proportional hazard models ] o ] _ ] o ot Guartle 6 40 23 10 7 5 3 2 2z 1 1 1 0 0 0 0 ot Guartie G5 59 46 38 3 2 2 8 8 7 T 5 3 2 2 1
approprlateneSS Of thIS reglmen N ptS Wlth (time to first dose delay or reduction). The effects of Clinically relevant covariates (eg, Trop-2 expression, Table 2. MOdel-prEdICted prObabllltleS for Efflcacy end pOI"tS In ptS receiving SG 3rd Quartle 65 41 34 17 13 10 5 3 2 1 1 0 0 0 0 O 3rd Quartle 65 64 64 60 59 52 46 39 32 24 20 14 7 6 4 1
HR+/HER2— mBC UGT1A1 genotype) were assessed in 3 Stepwise Covariate mOdel (Starting dose 10 mg/kg) 4th Quartile 65 58 565 40 34 15 13 6 5 3 3 1 0 0 0 0 4th Quartile 65 65 64 62 61 59 56 51 40 37 29 23 18 15 7 2
. g : CAVG_,, sacituzumab govitecan average concentration; CAVG , total antibody average concentration; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; pts, patients.
* Data for the most significant metric per outcome are presented End point (at 6 months) Survival probability at mean CAVG,, . “Gray circles indicate data from individual pts. Closed squares (error bars) show observed proportion of pts. bB_ased on the primary PFS analysis and second OS interim analysis.
CBR 0.331 (0.285-0.381) PES 0.438 (0.369-0.508) Dashed vertical lines in A indicate boundaries of the exposure quartiles. Dashed lines in C and D indicate median OS and PFS for each quatrtile.
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\7/4((33/—_5% 4. I?azr(c)hza2 ,:,Oet al. II\I1I€_—;n% ‘; é\ﬂgd.SZE[)hm :(241 5?9(-:1/ 54;h 5. S|7r_1hgh I,2(e)t2 :?-I.113 Phase 1: Dose escalation PFS based on the primary analysis. OS based on second interim analysis. | CAVG,.. Pts with UGTTAT genotype *28/*28 had a slightly higher risk of neutropenia (Figure 2B)
" nc?. 40(suppl 16); 0 SAME AL, Sl al. Lin Fharm Ther: ’ _ : : * Increase in CAVG, . was significantly associated with increased probability of grade = 3 neutropenia and febrile neutropenia (Table 4). UGT1A1
(suppl S )_S70_ Phase 2: Cohort expansion End points SG _ . _ _ _ _ _ _ _ _
(MTNBC = 24: Response by *28/*28 genotype was associated with a greater risk of dose reductions and higher baseline body weight was associated with a reduced risk of
: i i i ' ' HR+/HER2- mBC = 32 investigator, : i i . .
Acl_(nowlle.dgrpents. We thapk the mve_st,gators, patients _and thelr caregivers for PtS+WhO - r:\essed Cm) chr;;/{ezllgg chs Table 3. Median survival times for PFS and OS in quartiles of CAVG dose delays (data not shown)
their participation and commitment to clinical research. This study is sponsored iy stanZar% regimen Sa%ety e tAB
by Gilead Sciences, Inc. Ed.itorial Su.pport was provided by Sam Phillips, PhD, ) | End point Quartile Median CAVG,, (range), ug/mL Median survival (95% CI), months
of Parexel and funded by Gilead Sciences, Inc. PFS 1 95 (55-116) 3.25 (2.79-4.27) Table 4. Model-predicted odds ratio for AEs associated with an increase in SG exposure
“At the time of this work. § 13(5) 8152:1 g(()); 22: Eifs:?;gi OR (95% CI) for increase OR (95% CI) for a 1 yg/mL increase
Disclosures: Indrajeet Singh was an employee of Gilead Sciences, Inc. at the —— 7 232 (190-568) 9'00 (8-51-12.5) AE in CAVG__ by 10% AE (any grade) in CAVG,_
time the work was undertaken. Abhishek Sathe declares employment, travel TROPiCS-02 . SG 10 mg/kg IV (days 1 and 8, PFS ons g‘;;; SDOR ' ' ' Neutropenia (any grade) 1.39 (1.33-1.45) Diarrhea 1.40 (1.32-1.50)
expenses, and stocks from Gilead Sciences, Inc (AR*/HER2-mBC = 260) ' 21-day cycle) or TPC CBR, PRO, safety S L 68 (48-110) 9.06 (6.67-11.6) Neut ia (grade = 3) 1.35 (1.30-1.41) N 1.37 (1.28-1.46)
’ T o 2 127 (110-143) 12.0 (9.82-14.4) cutropenia \grade = 99 U190 1. ausead of H.eo- 1.
Correspondence: abhishek.sathe@gilead.com N | | | | | 3 169 (145-187) 16.9 (13.9-22.7) Febrile neutropenia (grade = 3)? 2.21 (1.86-2.64) Vomiting 1.29 (1.22-1.37)
CBR, clinical benefit rate; DOR, duration of response; IV, intravenous; mBC, metastatic breast cancer; MTD, maximum tolerated dose; mTNBC, e
NOTE: HR+/HER?2— (IHC 0. 1+ or 2+/ISH=). hormone receptor-nositive/human metastatic triple-negative breast cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PK, pharmacokinetics; 4 226 (187-568) 26.8 (21.9-NA) Hypersensitivity 1.28 (1.21-1.35)
e ider.mal rowth faétor reée tor 2-ne ati\z,e (immunohisto%he-rFT)\istr 0 1U+ or PRO.’ patie,nt-re.port*ed outcomes, PJ.[S’ pqtients;_R, randomized; RP2D, recommengd phase 2 dose; SG, sacituzumab govitecan; TPC, treatment of CAVG,,,, total antibody average concentration; Cl, confidence interval; NA, not available; OS, overall survival; PFS, progression-free survival. AE, adverse event; CAVG,_, sacituzumab govitecan average concentration; Cl, confidence interval; OR, odds ratio; SG, sacituzumab govitecan.
2.F|)./in Sit hgybridization negat?ve) g y U, physicians’ choice. *Treatment continuation until progression or unacceptable toxicity. PFS based on the primary analysis. OS based on second interim analysis. :All febrile neutropenia events were reported as grade 3 or 4 only.
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