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Results

Background

Table 3. Responses

» Metastatic triple-negative breast cancer (INTNBC) is a heterogenous disease with few treatment options and poor outcomes™? Patl ents

Efficacy

e Single-agent chemotherapy remains standard for previously treated mTNBC, but is associated with low response rates (<20%)

and short median progression-free survival (PFS; 2-3 months)*? e Of 529 total patients enrolled in ASCENT, there were 235 and 233 BMNeg patients in the SG and TPC arms, respectively » Treatment with SG resulted in longer median PFS vs eribulin, vinorelbine, capecitabine, or gemcitabine (5.6 vs 2.1, 1.6, 1.6,
* Eribulin is commonly used as monotherapy for previously treated mTNBC, but median PFS remains poor (<3 months) e Within the TPC arm, eribulin was the most commonly chosen chemotherapy (n=126), followed by vinorelbine (n=47), or 2.7 months, respectively; Figure 3) I(Er::?IuZI(Iir)‘ V'“(zgzl%'"e Ger(':::t2a9lc))Ine
capecitabine (n=31), and gemcitabine (n=29) » Similarly, treatment with SG resulted in longer median OS vs eribulin, vinorelbine, capecitabine, or gemcitabine (12.1 vs 6.9,

e Sacituzumab govitecan (SG) is a novel antibody-drug conjugate (ADC) composed of an anti—-Trop-2 antibody coupled to SN-38

5.9, 5.2, or 8.4 months, respectively; Figure 4) ORR—no. (%) 82 (35) 6 (5) 2 (4) 2 (6) 1(3)

via a proprietary hydrolyzable linker (Figure 1) e At data cutoff, 15 patients (6%) remained on treatment in the SG arm and no patients remained on treatment for any TPC
« SGis distinct from other ADCs0-4 agent (Table 1) Figure 3. Progression-Free Survival Best overall response—no. (%)
- Antibody highly specific for Trop-2 * The most common reasons for treatment discontinuation for TPC agents were disease progression and withdrawal of CR 10 (4) 2(2) 0 0 0
_ _ _ consent PR 72 (31) 4 (3) 2 (4) 2 (6) 1(3)
’ ngh drug_to-antlbOdy ratio (761) Eribulin Vinorelbine Gemcitabine
+ Internalization and enzymatic cleavage by tumor cell not required for SN-38 liberation from antibody « Demographics and baseline characteristics for SG and each TPC agent subgroup were balanced between treatment arms PFS BICR Analysis (n=126) (n=47) CBR*—no. (%) 105 (45) 10 (8) 3 (6) 3 (10) 4 (14)
« Hydrolysis of the linker releases SN-38 extracellularly in the tumor microenvironment (bystander effect) (Table 2) 100 - No- of events o0 % = 20 1 Median DOR—mo. (95% Cl) 6.3 (5.5-9.0) 3.6 (2.9-4.2) 2.8 (NE) NE 2.9 (NE)
Median PFS—mo (95% Cl) 5.6 (4.3-6.3) 2.1 (1.5-2.8) 1.6(1.4-27) 1.6(1.4-24) 2.7 (1.6-4.8)
» SG was granted FDA approval in April 2021 for patients with unresectable locally advanced or metastatic TNBC who have HR (95% Cl), P values 0.41 (0.32-0.52), P<0.001 Assessed by independent central review in the brain metastasis-negative population.
. . . . . . 1 1 1$1 —_— | a 1 H 1 1 H >
recel\fd 22 prior SyStemIC theraples, at least one of them for metastatic disease based on results of the phase 3 ASCENT Table 1. Patient DISpOSItlon E\i 80 CCBBRR, :;Slir?i?:grll?)Celr?esfiihthz?geRrjtsgriSIfeEt):trleeQ;?)r\?gteh; gg)oRn,ﬂc;TrZ?i:r?z}?;spr)zul;ee??\log,sﬁoﬁfe(\:/zl?e:bF;(';; ?)rl]?dRS,gbISc?\?enge]zbonse rate; PR, partial response; SD, stable
StUdy P disease; SG, sacituzumab govitecan; TPC, treatment of physician’s choice.
: L . : : = 60—
» The pivotal ASCENT study demonstrated a significant survival improvement of SG over single-agent chemotherapy treatment of -
physician’s choice (TPC), with a manageable safety profile in the second-line or greater mTNBC setting™® S 40 Safety
« Median PFS of 5.6 vs 1.7 months (HR, 0.41; P<0.001) Eribulin | Vinorelbine Gemcitabine 3—) y do >3 treatment.related ad ts (TRAES) with SG bulin included neut i (51% vs 31%), leuk .
. . . _ (n=126) (n=47) (n=29) @ » Key grade 23 treatment-related adverse events S) wi vs eribulin included neutropenia o vs 31%), leukopenia
Median overall survival (OS) of 12.1 vs 6.7 months (HR, 0.48; £<0.001) & 20- (10% vs 5%), diarrhea (10% vs 0%), anemia (8% vs 2%). febrile neutropenia (6% vs 2%). fatigue (3% vs 5%), and peripheral
* |n this subanalysis from the ASCENT study, we assess safety and efficacy outcomes for SG vs each TPC agent to examine how Randomized—no. 235 126 47 31 29 neuropathy (0% vs 2%) (Table 4)
each TPC agent performed individually N —— y — 5 - N 5 o T 1 T~ T T T T T T T T T T T T T T T T T T ] » Key grade 23 TRAEs with SG vs vinorelbine, capecitabine, and gemcitabine combined included neutropenia (51% vs 36%),
: . . . . ALl LI UCELER s (), (3) (10) (21) (10) (21) 0 3 6 9 12 15 18 21 24 leukopenia (10% vs 6%), diarrhea (10% vs 1%), anemia (8% vs 8%), febrile neutropenia (6% vs 2%), and fatigue (3% vs 6%),
Figure 1. Sacituzumab Govitecan Antibody-Drug Conjugate Time (months) (Table 4)
Remain on treatment—no. (%) 15 (6) 0 0 0 0 No. of Patients Still at Risk
Humanized anti—Trop-2 antibod SG 235222166 134 127104 81 63 54 37 33 24 22 16 15 13 9 8 8 5 3 1 0 e Discontinuation rates due to treatment-emergent adverse events for SG, eribulin, vinorelbine, capecitabine, and gemcitabine
y Discontinued treatment—no. (%) 213 (91) 113 (90) 37 (79) 28 (90) 23 (79) Eribulin 126 98 49 23 20 11 5 4 2 2 2 1 1 1 1 0 0 0 0 0 O 0 O were 5%, 2%, 10%, 7%, and 9%, respectively
« Directed toward Trop-2, an Vinorelbine 47 32 13 3 3 1 1 1 1 1 0 0 0 0 0 0 O 0 0O O O O O 1 treat ¢ related death o for the TPC (eribul t _ ) and i SG
epithelial antigen expressed on . . Capecitabine 31 28 6 5 5 4 3 3 3 2 2 1 1 1 1 1 0 0 0 0 0 0 O . reatment-related death was reported for the arm (eribulin; neutropenic sepsis) and none wi
mpany solid Cagncers P Disease progression 199 (85) 95 (75) 29 (62) 23 (74) 19 (66) Gemcitabine 29 21 10 4 4 3 3 1 1 1 O 00 0O 0O OO O O O O O O P P P
Linker for SN-38 ] Assessed by independent central review in the brain metastasis-negative population. Table 4. TRAEs (All Grade, >20%: Grade 3/4, >5% of Patients)?
* Hydrolyzable linker for Withdrawal of consent 4(2) 12 (10) 6 (13) 2 (6) 3 (10) *Hazard ratio statistical analysis based on comparison of SG vs total TPC arm. ' ( ’ 0 ’ ° )

BICR, blinded independent central review; PFS, progression-free survival; SG, sacituzumab govitecan; TPC, treatment of physician’s choice.

payload release

Co — Adverse event 6 (3) 0 3 (6) 2 (6) 2(7)
High ("7“&9130 ArtiloEey 4 overall Sumviva SG (n=258) Eribulin (n=123) Vin+Cap+Gem (n=101)
o\ . . . igure 4. overa urviva
SN-38 payload e o) 2(2) 1) L L TRAE? All grade, % Grade 3/4, % All grade, % Grade 3/4, % All grade, % Grade 3/4, %
+ SN-38 more potent Death 1(0.4)° 3(2) 0 1(3) 0 _ , : " Hematologic
T T et Overall Survival (o126 | (noan) ze Neutropenia® 63 51 39 31 48 36
Treatment delay >3 weeks 0 2(2) 0 0 0 100 = No. of events 155 103 36 23 23 Anemia® 34 8 23 2 26 8
— - - : -i. Median OS—mo (95% CI)  12.1 (10.7-14.0) 6.9 (5.8-7.8) 59 (456.7) 52 (3.5-8.6) 8.4 (5.0-9.6) Leuk.openlab _ 16 10 11 S 11 6
op-2, trophoblast cell surface antigen 2. Unacceptable toxicity 0 0 1(2) 0 0 = Febrile neutropenia 6 6 2 2 2 2
80 - HR (95% ClI), P value® 0.48 (0.38-0.59), P<0.001
Assessed in the brain metastases-negative population. &\i A Gastrointestinal
a7 patients in the SG arm and 32 patients in the TPC arm were randomized but not treated in the brain metastases-negative population. *This was considered > Diarrhea 59 10 8 0 17 1
unlikely to be related to SG treatment. = 60-
M eth Od S SG, sacituzumab govitecan; TPC, treatment of physician’s choice. o) Naus,e_a o7 3 29 1 23 0
8 Vomiting 29 1 11 1 9 0
Table 2. D hics and Baseline Characteristi g Other
« ASCENT is a phase 3 trial of SG vs single-agent TPC, which included eribulin, vinorelbine, gemcitabine, or capecitabine aple <. Uemographics and Baseline Lharacteristics ) 1o Alopecia 46 0 25 0 4 0
(Figure 2) O 20 = > A— Fatigue 45 3 31 5 30 6
» Efficacy outcomes were assessed in the brain metastases-negative (BMNeg) population for each agent kK “i w v v aPatients may report more than 1 event per preferred term. AEs were coded using MedDRA v22.1, and AE severity was graded per NCI CTCAE v4.03. ®Neutropenia
. PFS (primary endpoint) and Objective response rate (ORR) were assessed by blinded independent central review (BlCR) per 04 | | | | | | | | | | | | | | | | contains compined prgferred tgrms of neutropenia and decreasgd neutrophil count, gnemia contains co_mbined preferred terms of anemia and decreased hemoglobin,
Eribulin Vinorelbine Gemcitabine I I I I I I I I I and leukopenia contains combined preferred terms of leukopenia and decreased white blood cell count; all are counted once for each preferred term.
RECIST 1.1 (n=126) (n=47) (n=29) 0 3 6 9 12 15 18 21 24 AEs,.adverse events; cap, cgpecitabine; gem, gemcitabine; MedDRA, M_eglical DictIonary for Regulatory Activities; NC_I CT_CAE, I_\lational Cancer Institute Common
. Secondary endpoints were ORR per RECIST 1.1, duration of response (DOR), 0S, and safety = = Time (months) Terminology for AE; SG, sacituzumab govitecan; TPC, treatment of physician’s choice; TRAE, treatment-related AE; vin, vinorelbine.
« Safety outcomes were assessed in the population of patients who received =1 dose of study treatment (safety population) for Female—no. (%) 233 (99) 126 (100) 47 (100) 31 (100) 29 (100) No. of Patients Still at Risk
each agent SG 235228 220 214 206 197 190 174 161 153 135 118 107 101 90 70 52 43 37 30 21 13 8 1 0 O
. . ) ) ) ) ) Eribulin 126 117 111 98 89 77 68 57 48 42 32 28 25 24 21 16 1 8 7 5 3 3 3 2 1 O
« Data cutoff for analysis was March 11, 2020 Median age (range)—y °4(29-82) 53 (2r-80) 54 (30-74) S0 (31-81) 26 (37-80) Vinorelbine 47 41 39 31 28 24 20 15 14 13 10 9 8 6 6 5 2 1 1 1 1 0 0 0 0 0 Refe rences ACknOWIGdg me ntS
R thni (%) Capecitabine 31 30 27 23 20 16 12 1 10 8 7 7 7 6 6 5 5 4 2 1 0 0 0 O 0 O
ace or etnnic group—no. : :
Figure 2. ASCENT: A Phase 3 Confirmatory Study of SG in Refractory/Relapsed mTNBC (NCT02574455) i ° Gemcitabine 29 26 23 21 19 17 17 16 15 11 7 6 5 5 4 4 2 1 1 0 0 0 0 0 0 0
White 188 (80) 98 (78) 35 (74) 25 (81) 23 (79) fljasgfdefait?otgteag;igajnaerfgfytgiSi;ggggtévne;ﬁ;;}fo“ﬁ £ SG ve total TPC arm 1. Berrocal JK, et al. Am J Hematol Oncol. 2017;13:16-19. « We thank the patients and their caregivers for helping us
_ . . OS, overall survival; SG, sacituzumab govitecan; TPC, treatment of physician’s choice. 2. Kohler BA, et al. J Natl Cancer Inst. 2015;107:djv048. realize the possibilities of this research
Metastatic TNBC Sacituzumab Govitecan (SG) Black 28 (12) 16 (13) 8 (17) 2 (6) 2(7) 3. Plasilova ML, et al. Medicine. 2016;95:35(e4614). + We thank the dedicated clinical trial investigators
(per ASCO/CAP) 10 mg/kg IV ot 5 . (U - . e The ORR (35% vs 5%, 4%, 6%, or 3%), and clinical benefit rate (CBR; 45% vs 8%, 6%, 10%, or 14%) were higher with 4. Perez EA, et al. Breast Cancer Res Treat. 2010;121:261-271. and their devoted team members participating in the
>2 chemotherapies for Days 1 & 8, every 21-day cycle Continue stan (4) (2) (4) (10) (3) SG vs eribulin, vinorelbine, capecitabine, or gemcitabine, respectively (Table 3) 5. Brufsky A, et al. Breast Cancer Res Treat. ASCENT trial
advanced disease (n=267) treatment untll Other 10 (4) 9 (7) 2 (4) 1(3) 3 (10) * 10 patients in the SG arm had a complete response (CR) vs 2 patients in the TPC arm (eribulin) 2012;133:1067-1075. + This study is sponsored by Gilead Sciences, Inc
_— progression e The median DOR was 6.3 months for SG and ranged from 2.8 to 3.6 months for TPC agents 6. Pivot X, etal. Ann Oncol. 2016;27:1525-1531. . _ S
[no upper |Imlt, 1 .Of the or ECOG performance score—no. (%) 7. Park IH.et al. Cancer Res Treat. 2019:51:43-52. e Editorial support was provided by Team9Science and
required prior regimens Treatment of Phvsician’s Choi unacceptable 8. Cortes J, et al. Ann Oncol (ESMO). 2019:30:v859-v860 funded by Gilead Sciences, Inc.
could be from progression Sl e e 2 s o) e toxicity 0 108 (46) 57 (45) 21 (45) 12 (39) 8 (28) C I - (abstract LBA21).
that occurred .Wlthln a (capecitabine, eribulin, vinorelbine, or O n C U S I O nS 9. Twelves C, et al. Breast Cancer Res Treat.
12-monthip§rlod iafter gemcitabine) 1 127 (54) 69 (55) 26 (595) 19 (61) 21 (72) 2014:148:553-561.
completion o - 1 | DM, et al. E in Biol Th
(neo)adjuvant therapy)] (n=262) Number of prior chemotherapies from randomization stratification « The efficacy benefit seen with SG vs TPC in patients with mTNBC in ASCENT was retained when evaluating each TPC 0. ;3(;)2%?;(?'68?1 -88,58t al. Expert Opin Biol Ther.
N=529 chemotherapy agent individually (eribulin, vinorelbine, capecitabine, or gemcitabine) 1. N T A ot .I Ther Adv Med Oncol
ificati 2-3 166 (71) 98 (78) 19 (40) 27 (87) 20 (69) . Median PFS of 5.6 months vs 2.1, 1.6, 1.6, and 2.7 months - agayaman, St a. |ner Ady Med Lnco
Stratification factors _ e 2020;12:1758835920915980. i tation. visit:
+ Number of prior therapies (2-3 vs >3) >3 69 (29) 28 (22) 28 (60) 4 (13) 9 (31) * Median OS of 12.1 months vs 6.9, 5.9, 5.2, and 8.4 months 12. Cardillo TM, et al. Bioconjugate Chem. 2015;26:919-931. heip it 17202 Toshaughnessy 1077
« Geographic region (North America vs Europe) * ORR of 35% vs 5%, 4%, 6%, and 3% 13. Goldenberg DM, et al. Oncotarget. 2015;6:22496-224512.
* Presence/absence of known brain metastases (Yes/No) Median prior anticancer regimens®—no. (range) 4 (2-17) 4 (2-14) 5 (2-14) 3 (2-7) 5 (2-9) « SG has a manageable safety profile, with low rates of discontinuations due to AEs and no treatment-related deaths reported 14. Govindan SV, et al. Mol Cancer Ther. 2013;12:968-978. gopiiSROf this POSithif? ;)lgagned l‘h’chUgh
. o _ _ o o _ _ 15. TRODELVY™ it it _hziv). P s uick Response ode are for
From The New England Journal of Medicine, Bardia A, Hurvitz SA, Tolaney SM, et al. Sacituzumab govitecan in metastatic triple-negative breast cancer. Vol. 384, Assessed in the brain metastasis-negative population. * The safety profiles of eribulin, vinorelbine, capecitabine, and gemcitabine were consistent with that of TPC overall™ > Infcgmation |mf‘TS‘I?J(I’;IIOl:rZ]leJ£IrII(?: ?:C\)/I eACpariri] 2(?2)/1) rescribing personal use only and may not be
pp 1529-1541. Copyright ©2021 Massachusetts Medical Society. Reprinted with permission from Massachusetts Medical Society. aAnticancer regimens refer to any treatment regimen that was used to treat breast cancer in any setting. . : . : : , ' ’ " ' reproduced without permission from ASCQO®
ASCO/CAP, American Society of Clinical Oncology/College of American Pathologists; 1V, intravenous; TNBC, triple-negative breast cancer; R, randomization. ECOG, Eastern Cooperative Oncology Group; SG, sacituzumab govitecan; TPC, treatment of physician’s choice. These results confirm that SG should be considered as a new standard of care in patients with pretreated mTNBC 16. Bardia A, etal. N Engl J Med. 2021;384:1529-1541. and the author of this poster.
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