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Assessment of Sacituzumab Govitecan in Black Patients From the Phase 3 ASCENT Study
In Metastatic Triple-Negative Breast Cancer
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Clinical Trial

Background Methods (continued) Results (continued)

Figure 2. ASCENT: A Phase 3 Confirmatory Study of SG in Refractory/Relapsed mTNBC (NCT02574455)

Efficacy in ITT Population Reporting Black Race Safety in ITT Population Reporting Black Race

Metastatic Triple-Negative Breast Cancer (ImMTNBC)

« mTNBC is a heterogenous disease with few treatment options and poor outcomes' Metastatic TNBC . : e Median PFS was improved with SG vs TPC (5.4 vs 2.2 months; HR, 0.44; 95% CI, 0.24-0.80; P=0.008; Figure 3)  The most common treatment-related adverse events (TRAEs; SG vs TPC) of any grade in this subgroup (Table 3) were neutropenia
etastatic Sacituzumab Govitecan (SG) Endpoints | | 64% vs 61%). diarrhea (64% vs 13% d fat 599, vs 399%
» Single-agent chemotherapy remains standard for previously treated mTNBC, but is associated with low (per ASCO/CAP) 10 ma/ka IV =NCROIES * Median OS was longer with SG vs TPC (13.8 vs 8.5 months; HR, 0.64; 95% Cl, 0.34-1.19; P=0.139; Figure 4) (64% vs 61%), diarrhea (64% vs 13%), and fatigue (52% vs 39%)
response rates and short prOgression_free survival (PFS)4-7 >9 ChemOtherapieS for Days 1&8, evgrygz1-day cycle Primary e ORR with SG vs TPC was 32% vs 6% (Table 2) ° ITh?( mOSt. Cog(l)/mon :I|-6RO}A\ES (3(: \t/)SITPC) ?f graC!e 2830/|n thisso/SUbgrOUp (Table 3) were neUtrOpenia (48% VS 42%), anemia (12% VS 6%),
* TNBC i;pighly prevalent in Black women,® with incidence rates twice as high compared with rates in White advanced disease (n=267) Continue . * PFS° . In the SG arm, 1 patient (4%) had a complete response (CR) and 8 patients (29%) had a partial response (PR) eiho'oenf'at( i \flls f;)c’:n th.e " Zneu fopenia | ’ :’S t °.)th that of the full trial ation’”
, L - The safety profile o in this subgroup was consistent wi at of the full trial population
women | | N | | | | [no upper limit; 1 of the tr:f;grzzts?on:l Secondary . In the TPC arm, 1 patient (3%) had a CR and 1 patient (3%) had a PR yP Jrotp POP
* Black women with TNBC may experience worse clinical outcomes compared with non-Hispanic, White women required prior regimens . PES for the full | | | |  No SG-related events of severe cardiovascular toxicity, grade >1 neuropathy, or interstitial lung disease were reported in this subgroup
. : : : : : : | f or
with TNBC, including a higher risk of mortality potentially due to:®* could be "?[hm t nacceptable bopulation® * Median duration of response (DOR) was 9.2 months in the SG arm and not evaluable in the TPC arm (Table 2) analysis
. n . . progression tha Treatment of Physician’s Choice u . : : : - - : :
- Disparities (eg, access to health care, delays in treatment, income) occurred within a e Z o " toxicity . 0S. ORR, DOR, Efficacy outcomes for SG in Black patients were consistent with those of SG in the full ASCENT study population’’ . Dose reductions due to treatment-emergent adverse events occurred in 28% vs 35% of patients in the SG vs TPC arms
: C.omorbiditie.s | 12-n;8rr::gl gteicr)ir?% 1Eafter (capecita ;?Z,e?:ci;]a:oni,n \;l)nore Ine, TTR, safety Figure 3. Progression-Free Survival « Discontinuations due to TRAEs occurred in 0% vs 3% of patients in the SG vs TPC arms
- Differences in TNBC biology (neoadjuvant therapy] (n=262) * No treatment-related deaths occurred in either arm
. i i i i i _ — BICR Analysi SG (n=28 TPC (n=34
As a result, Black patients with TNBC may benefit from novel therapies to improve outcomes N=529 < 100 —— nalysis O ) ) Table 3. TRAEs of Any Grade (220%) and Grade >3 (25%)
. . Stratification factors — vents, n
Sacituzumab Govitecan (SG) . Number of prior therapies (2-3 vs >3) £  80- Median PFS, mo. (95%) CI 5.4 (2.8-7.4) 2.2 (1.5-2.9) SG (n=25) TPC (n=31)
e Trop-2 is expressed in all subtypes of breast cancer and linked to poor prognosis''2 * Geographic region (North America vs Europe) § HR (95% Cl) 0.44 (0.24-0.80), P=0.008 TRAE= All gf;lde, Grao(l)/e 3, Grao‘l)/e 4, All gl;j\de, Graotl)/e 3, Graotl)/e 4,
. ' n n n n n n
 SG is an antibody-drug conjugate (ADC) composed of an anti—Trop-2 antibody coupled to the cytotoxic SN-38 Presence/absence of known brain metastases (Yes/No) é 60 — - (%) (%) (%) (%) (%) (%)
payload via a proprietary, hydrolyzable linker™ o Neutropenia® 16 (64) 9 (36) 3 (12) 19 (61) 9 (29) 4 (13)
Adapted f N Engl J Med. Bardia A, Hurvitz SA, Tol SM, et al. Sacituz b govit i tastatic triple- tive b t . Vol. 384, 1529-1541. C ight ©2021 M husetts Medical )
e SGis distinct from other ADCs (Figure 1)1 Soii%t(;. Reused with perrflissioanr from Massachusetts Medical S(e)c?ety. PHEHITED SOVISERn T MO TP egaiivs DIesst ssnesh 2 PP it ToEERE TR :h_’ 40 - _ Anemia° 10 (40) 3(12) 0 9 (29) 2 (6) 0
aPFS measured by an independent, centralized, and blinded group of radiology experts who assessed tumor response using RECIST 1.1 criteria in patients without brain metastasis. D Hematologlc
. Antibody h|gh|y Specific for Trop-2 "The full population includes all randomized patients (with and without brain metastases). Baseline brain MRI only required for patients with known brain metastasis. g Leukopeniad §) (24) 2 (8) 0 10 (32) 4 (1 3) 1 (3)
_ _ _ ASCO/CAP, Americar_l Society of CIinicaI_ Oncology/C_oIIege of Amerigan_Pathologists; DOR, duration of resp_onse;_IV,_in’graven_ous; MmTNBC, metastatic triple-r_wegative brea_st cancer; ORR,_objective response ‘B
. H|gh drug-to-ant|body ratio (7_6:1 ) rate; QS, overall survival; PFS, _p.rog,ressm'n-f.ree sur\(lval; R, randomlzathn; RECIST 1.1, Response Evglua?nqn Crllterla in Solid Tumors, version 1.1; SG, sacituzumab govitecan; TNBC, triple-negative breast N 204 — SG |_| Febrile neutropenia ? (8) ? (8) 0 1 (3) 0 1 (3)
cancer; TPC, treatment of physician’s choice; TTR, time to response. National Institutes of Health. https://clinicaltrials.gov/ct2/show/NCT02574455. (b . o
- Internalization and enzymatic cleavage by tumor cell not required for SN-38 (active metabolite of irinotecan) 5 — TPC | ' T Nausea 11 (44) 0 1 (4) 11 (36) 0 0
liberation from antibody é ) + Censored | Diarrhea 16 (64) ! (4) 0 4 (13) 0 0
- Hydrolysis of the linker releases SN-38 extracellularly in the tumor microenvironment (bystander effect) | | | | | | | | | | | | | | | | | | | | ' Gastrointestinal -
o 1 2 3 4 5 o6 ¢ 8 9 10 M1 12 13 14 15 16 17 18 19 20 Vomiting 9 (36) 0 1(4) 8 (26) 0 0
 The U.S. Food and Drug Administration (FDA) granted approval for SG for patients with mTNBC who received Resu ItS Time (months) Constipation 2 (8) 0 0 9 (29) 0 0
=2 prior chemotherapies (at least 1 in the metastatic setting) and FDA accelerated approval for patients with i i i
- - - - = Ao il No. of Patients Still at Risk Fatigue 13 (52) 0 0 12 (39) 3 (10) 0
metastatic urothelial cancer who received platinum-containing chemotherapy and a checkpoint inhibitor'® SG 28 24 20 16 15 12 9 8 6 5 5 3 3 3 3 3 3 2 92 1 0 Other 9 .
* Results from the confirmatory phase 3 ASCENT study (NCT02574455) demonstrated a significant survival Patients TPC 34 29 15 6 6 4 4 2 1 1 1 1 1 1 1 0 0 0 0 O0 0O Alopecia 9 (36) 0 0 3 (10) 0 0
|mpr0vement of SG over S_lng1|7e'agent chemotherapy, with a manageable Safety prOflle in the second-line or @Treatment-related adverse events have a start date on or afte_r the_: date of first (_jose of study tregtment and up to 30 days after date of last dose of stu<_jy treatment. Patients may report more th‘an one per
greater (2L+) mTNBG setiing + Atotal of 529 patients were enrolled in the ASCENT trial (full trial population), of which 62 (12%) were Black patients (Table 1) BICR, binded independent cetral roview; PFS, progression-fres surival; SG, sacituzumab govieoan; TPC, treatment of physicars choice cbunt decresed ~Coined pretemee term o anamia, hamoglobin dearaased and req biood 6el count decreased . <Combined prefend feme of Toukopenia and white blood cell count decreased

SG, sacituzumab govitecan; TPC, treatment of physician’s choice; TRAE, treatment-related adverse events.

- Median PFS of 4.8 vs 1.7 months (HR, 0.43; 95% CI, 0.35-0.54) in the full trial population

- Of these patients, 28 were randomized to receive SG and 34 to receive TPC

- Median overall survival (OS) of 11.8 vs 6.9 months (HR, 0.51; 95% CI, 0.41-0.62) in the full trial population _ o Figure 4. Overall Survival
e Baseline characteristics were generally balanced across treatment arms (Table 1)

. ﬁ,pfg%elzcgi'?d tSL:jbgroup analysis was performed to better understand the clinical outcomes of Black patients in . Two patients (3%; 1 each in the SG and TPC arms) were positive for BRCA1/2 mutations 1005 SG (n=28) TPC (n=34) ]
e stu
Y - Six patients (18%) in the TPC arm had known brain metastases at study entry vs none in the SG arm g e , - Events, n 17 26 CO n CI u S | O n S
Figure 1. Sacituzumab Govitecan Antibody-Drug Conjugate * Median treatment duration was 5.3 vs 1.6 months in the SG and TPC arms, respectively 2 80- | 4 Median OS, mo. (95%) CI 13.8 (9.4-18.0) 8.5 (4.8-12.4)
‘S I'| HR (95% CI) 0.64 (0.34-1.19), P=0.159 . - 0 : _ :
Table 1. Demographics and Baseline Characteristics of ITT Population Reporting Black Race § In the phase 3 ASCENT study of SG in refractory/relapsed mTNBC, 12% of patients self-reported their race as Black
Humanized anti—-Trop-2 antibody o 60- e Black patients treated with SG in the 2L+ mTNBC setting derived a similar clinical benefit from SG over TPC, consistent with that of the
 Directed toward Trop-2, an S_G ch E | full trial population”
epithelial antigen expressed on (n=28) (n=34) [ '_H_I . Median PFS of 5.4 vs 2.2 months (HR, 0.44: 95% Cl, 0.24-0.80; P=0.008)
many solid cancers Female, n (%) 28 (100) 34 (100) 2 — T - | . Median OS of 13.8 vs 8.5 months (HR, 0.64; 95% Cl, 0.34-1.19; P=0.159)
Linker for SN-38 Median age at study entry, y (range) 50 (35-69) 55 (32-75) 2 204 — SG . | _'-‘ - - ORR of 32% vs 6%
: © -
* Hydrolyzable linker for ECOG performance status, n (%) 2 — TPC  The safety profile of SG in Black patients from ASCENT was manageable, and consistent with that of the full trial population'”
pe.zyload release. 0 12 (43) 14 (41) O 0 — + Censored  SG should be considered a treatment option for Black patients with mTNBC who have received =2 prior chemotherapies, with at least 1
° ngh drug_to_antlbody | | | | | | | | | | | | | | | | | | | | | | | | |n the metaStat|C Sett|ng
ratio (7.6:1) 1 16 (57) 20 (59) o 1. 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23
SN-38 payload Known brain metastases at study entry, n (%) 0 6 (18) No. of Patients Still at Risk Time (months)
« SN-38 more potent than parent TNBC at initial breast cancer diagnosis, n (%) 22 (79) 27 (79) SG 28 26 26 26 25 23 22 21 20 20 16 13 13 13 10 8 7 S5 5 4 3 1 0 Refe re n CeS
d, irinot
compound, Irinotecan Number of prior chemotherapies, n (%) TPC 34 33 31 28 26 22 20 16 16 14 12 12 1 9 9 9 6 5 4 2 2 2 1 0
2-3 21 (75) 22 (65) OS, overall survival; SG, sacituzumab govitecan; TPC, treatment of physician’s choice 1. Berrocal JK, et al. Am J Hematol Oncol. 2017;13:16-19. 12. Nagayama A, et al. Ther Adv Med Oncol. 2020;12:1758835920915980.
Trop-2, trophoblast cell surface antigen 2. 2. Kohler BA, et al. J Natl Cancer Inst. 2015;107:djv048. 13. Goldenberg DM, et al. Oncotarget. 2015;6:22496-224512.
>3 7 (25) 12 (35) 3. Plasilova ML, et al. Medicine. 2016;95:35(e4614). 14. Cardillo TM, et al. Bioconjugate Chem. 2015;26:919-931.
Table 2. Overall Response 4. Brufsky A, et al. Breast Cancer Res Treat. 2012;133:1067-1075. 15. Govindan SV, et al. Mol Cancer Ther. 2013;12:968-978.
Median prior systemic regimens,a n (range) 4 (2_8) 4 (2_1 O) . 5. Pivot X, et al. Ann Oncol. 2016;27:1525-1531. 16. TR(.)DELVYT"’I (sacituzumab govitecan-hziy). Prescribing Information. Immunomedics, Inc.;
M th d SG TPC 6. Perez EA, et al. Breast Cancer Res Treat. 2010;121:261-271. April 2021.
- - - H 7. ParklIH,etal. C Res Treat. 2019;51:43-52. 17. Bardia A, etal. N Engl J Med. 2021;384:1529-1541.
e O S Previous use of checkpomt |nh|b|tors, n (0/0) 11 (39) 12 (35) (n=28) (n=34) 8. D?ertze Eg, 2t al.al,\qlgw%?e?Carﬁger. 2015;15:248-254. 18. Fce)]cr)dlaand?:)rig Ad#igrlistra’t?on. FDA grants regular approval to sacituzumab govitecan for
. . - . o 9. ChoB, etal. JAMA Oncol. 2021;7:1016-1023. triple-negative breast cancer. https://www.fda.gov/drugs/resources-information-approved-drugs/
Settlng of prior systemlc theraples, n (/0) ORR, n (OA)) 9 (32) 2 (6) 10. DeSantis CE, et al. CA Cancer J Clin. 2019;69:438-451. fda-grants-regular-approval-sacituzumab-govitecan-triple-negative-breast-cancer. Accessed
11. Goldenb DM, et al. Expert Opin Biol Ther. 2020;20:871-885. September 28, 2021.
e |In the phase 3 ASCENT trial, patients with mTNBC refractory to or relapsing after =22 prior chemotherapies Adjuvant 16 (57) 17 (50) Best overall response, n (%) R T e
(at least 1 in the metastatic setting) were randomized 1:1 to receive SG (10 mg/kg IV on days 1 and 8, every : CR 1 (4 1 (3
21 days) or single-agent chemotherapy of physician’'s choice (TPC; capecitabine, eribulin, vinorelbine, or Neoadjuvant 13 (46) 16 (47) PR g ((29)) 1 §3; A k I d t D . I
gemcitabine; Figure 2)" Metastatic 25 (89) 34 (100) cKnowie g ments ISCIOoSUres
* Primary endpoint was PFS per RECIST 1.1 by independent review in brain metastases-negative patients; key Locally advanced disease 2 (7) 0 =l RO 12186
secondary endpoints included OS, objective response rate (ORR), clinical benefit rate (CBR), and safety SD >6 months 3 (11) 3(9)
. Median PFS and ORR were assessed by blind independent central review (BICR) per RECIST 1.1 BRCA1/2 mutational status, n (%) PD 4 (14) 14 (41) . We thank the Gecicated olinicaliral ivestigators and thelr devated teem members for - GonentochiRoohe, and GSK. $pouse serves on the board of
N ati 13 (46 17 (50 Not evaluable 4 (14 6(18 pa.rticipatin_g in the ASCENT trial | Falcon Therapeutics
 In this post hoc subgroup analysis, efficacy outcomes were assessed in the full trial population of patients egative (46) (50) ] Y ou a4) (18) . Eg'f S_tuldy is Spr?nsored oy dG('j'esdTSC'eg‘;eS: Inc. 4 tunded by Gilead S |
self-reporting Black race who were randomized to receive SG or TPC, including patients with and without Positive 1(4) 1(3) CBR,” n (%) 12 (43) 5 (19) PN STIRPOT IS PIDYIEEE Y TERMESIENS ANt THNECE by HIBat SHenses, e
known brain metastases Unknown 14 (50) 16 (47) Median DOR, mo. (95% CI) 9.2 (3.2-NE) NE (2.9-NE)
. . . . > L c ot . . | o
Safety was analyzed in patients who received 21 dose of study drug in this subgroup *Prior systemic anti-cancer regimens are defined as regimens with a start and end date prior to first administration of study treatment. B(S)Igjptlztset gf/seagnigsgggt;ael;r(ezséplg,n;iemeg;? t?éit;ﬁt?;i?sCeR,iénrﬁglase '%()Srgg;]r;eet? DOR, duration of response; NE, not evaluable; ORR, objective response rate; PR, partial response; SD, stable disease; Copies of this poster obtained through Quick Response (QR) Code are for personal use only and may not be reproduced without permission
e Data cutoff was March 11, 2020 BRCA, breast cancer gene; ECOG, Eastern Cooperative Oncology Group; SG, sacituzumab govitecan; TNBC, triple-negative breast cancer; TPC, treatment of physician’s choice; y, years. SG, sacituzumab govitecan; TPC, treatment of physician’s choice. from SABCS® and the author of this poster.
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