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Introduction Results
C o n CI u s I O n s  The most common subtype of breast cancer (BC; 70% of cases) is hormone receptor-positive/human « Baseline characteristics were generally consistent regardless of prior CDK4/6i treatment and HERZ2 status _
epidermal growth factor receptor 2-negative (HR+/HER2— [HER2 immunohistochemistry (IHC) 0, 1+, or and were balanced across treatment groups (Table 1) Figure 3. PFS and OS by HER2 Status
- - 2+/in situ hybridization-negative (ISH-)])’ « Patients in all subgroups had received a median of 2 prior chemotherapy regimens in the metastatic A PFS, HER2 IHC 0 PFS, HER2 low (IHC 1+, IHC 2+/ISH-)
PFS and OS favored SG vs ChemOtheraPY_ regardless 9f prior _CDK4/ ol « Sacituzumab govitecan (SG), an antibody-drug conjugate targeted to Trop-2,? is approved in multiple setting (Table 1) < o0 S S— < o0 S— S
treatment and regarC”eSS Of HER2 StatUS N AS|an pat|ent3 Wlth countries for HR+/HER2— metastatic BC (mBC) after endocrine therapy and at least 2 additional °; ?8: I\HAFe{ol(i;;:E?)(%%cn, mo 5'5(4.1(;?5'3)(0.36-3.‘;4()2'8-4.4) °; 38: T LA;d(igag;FC?)ws%cn, mo Wﬁsﬁg'&m
pretreated HR+/HER2— mBC in the phase 3 EVER-132-002 study systemic chemotherapies: - Table 1. Baseline Characteristics 2ol == K1 R
_ .. * Inthe phase 3, randomized EVER-132-002 study (NCT04639986), SG demonstrated significantly _ _ S 0- S
* The safety profile of SG was similar across all subgroups analyzed improved progression-free survival (PFS; hazard ratio [HR], 0.67; 95% Cl, 0.52-0.87; P = .0028) and Filels Tl B A o %0 o
- : : : i : - Q50 - - P = i i i i HER2 IHC 0 HER2 low? w 07 T
o Efflcacy and safety in the prior CDKA4/6i treatment and HER? status overall survival (OS; HR, 0.64; 9.5 %o Cl, 0.47 0.38, P .9061) VS chemothera_lpy in Asian patients with S 10 - B : h , ]
. stent with th . din the i pretreated HR+/HER2— mBC, with a safety profile consistent with other studies of SG* Chf'g‘: Chf'g‘; Chf':: C'lemg "% 3 & b 1 15 18 21 2 2 L S S S A
su grOl:'pS were consistent with those observed in the intent-to-treat « Treatment with cyclin-dependent kinase 4/6 inhibitors (CDK4/6is) is recommended in standardized Female, n (%) 81 (100) (;9_(99)) 85 (100) (24_(99)) 53 (100) 4(;(15;100) 113 (100 (:1; 98) No. at risk (events) Time (mo) No. at risk (events) Time (mo)
populatlon guidelines for first-line treatment of HR+/HER2— mBC,> and the sequencing of CDK4/6i may affect efficacy — ) (190) (95) Cremo  46(0) 21(18) 531 2(33) 203 2(33 0 Cremo  119(0) 49(53) 21(8) 104 561 461 168 168 168 0(es)
of subsequent treatments® Median age (range), years | 51 (33-72) | 50 (28-78) | 55 (32-71) | 53 (29-79) | 52 (36-72) | 52 (29-78) | 53 (32-71) | 51 (28-79)
* The results of this analysis further support SG as an effective . . . Median BMI (range), kg/m?| . 232 22.6 24.5 24.3 23.6 234 23.9 23.5 B ,\ 0S, HER2 IHC 0 0S, HER2 low (IHC 1+, IHC 2+/1SH-)
_ _ _ _ _ « SG treatment has previously been shown to provide PFS and OS benefit vs chemotherapy across HER?2 ’ (15.8-35.1) | (16.0-37.0) | (18.0-35.5) | (13.7-33.2) | (18.0-35.1) | (16.2-37.0) | (15.8-35.5) | (13.7-33.2) 188 T 188: el
treatment optlon for patlents with HR+/HER2— mBC, |rrespect|ve of subgroups in metastatic triple-negative breast cancer and HR+/HER2— mBC"?® ECOG PS, n (%) S e S e
prior CDK4/6i treatment or HERZ2 status 0 20(25) | 21(26) | 13(15) | 20(24) | 15(28) | 9(20) | 18(16) | 32(27) g gl TN
1 61 (75) 59 (74) 72 (85) 65 (76) 38 (72) 37 (80) 95 (84) 87 (73) = T S ..... o ) e g
- Median number of prior R 20 7 [Vicgian 08 95% Cl), mo | 21.0 (13.6NE cr:Togr;_:;s) A 20 7 [Viedian 0 (5% o), mo %ﬁg??z(;:;og)
Plal n Language Summary jeCtlve systemic anticancer 6(3-11) | 6(3-11) | 6(2-10) | 5(2-10) | 6(3-10) | 6(3-11) | 6(2-11) | 6 (2-11) © bl “R<95‘|’/°C'(> .) . ( ‘:-6“)0-3?‘:-15 .) . - ° bl ”R<95;’/°C'(> .) . ( ‘:-6120-42‘?-8(9 .) |
« To determine efficacy and safety of SG vs chemotherapy by prior treatment with CDK4/6is and by baseline ;:j;ﬁin:u(:ﬁreif orior o risk(evznts) Por 127im;5(mo)1 oo m N (evznts) P00 12Tim;5(mo)1 Co m
» Sacituzumab govitecan (SG) is a drug that has been approved HERZ status in patients with pretreated HR+/HER2— mBC from the EVER-132-002 study lines of chemcitherapy in | 2(1-4) | 2(1-4) | 2(1-4) | 2(144) | 2(1-4) | 2(1-4) | 2(1-4) | 2(1-4) Chemo  46(0) 42(2) 36(5) 27(12) 24(15) 13(20) 7(22) 2(23) 1(23 1(29 0(28) Chemo  119(0) 113(5) 100(18) 78 (26) 62(42) 52(30) 31 (57) 15(65) 4(56) 1(66) 0 (s
: " tastatic setti
for the treatment of previously treated hormone-receptor-positive/ —— ;:iO':‘ﬁn(:"ogfeghemotherapy e metactatie ot BICR, biinded independent central review; Chemo, chemotherapy; HER2, human epiderral growth factor receptor 2; IHC, immunohistochernistry;
human epidermal grOWth faC’[OF receptor 2'negative (H R+/H ERZ—) s 50 (62) 960 51 (60) 19 (55) 7 70) 2 70) 54 57) 56 (55) ISH—, in situ hybridization negative; mo, months; NE, not estimable; OS, overall survival; PFS, progression-free survival; SG, sacituzumab govitecan.
metastatic breast cancer, which is the most common subtype of >3 31(38) | 31(39) | 34(40) | 36(42) | 16(30) | 14(30) | 49(43) | 53(45) . :
breast cancer yP "HER2 low was defined as HER2 IHC 1+ or 2+/ISH-. Safety by Prior CDK4/6i and HER2 Status
BMI, bod index; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; Chemo, chemotherapy; ECOG PS, Eastern C tive Oncology G . i - - -
.  Wheth h . h f 1 « EVER-132-002 is a phase 3, open-label, randomized study of SG vs chemotherapy for Asian patients from performaxczzass’;:tll:]s;elzl(ERZ, hurrlla(i]ygr;ri]de?raz?g(regwt;\n;i(taor relcr:ar;t(;ro g; |Hg?;r%rsu§;nh?st§£ﬁg¥nistry; ISH, in siz i;/nbrigiggteig?\;lvseG, Zggiﬁj%mgobugovitecan. More gtr)ade Zjltreattrpert\t ?metrgdent_;dézrsrﬁ evgnts (TEAES) an((jj TE'?\‘E?] Ieadlﬂg to treatment |r1terrupt|on
ether a person nas receive another type OT Cancer drug, called mainland China, Republic of Korea, and Taiwan with pretreated HR+/HER2— mBC (Figure 1) vggr§476f:r:\éeHénR|ozaS|;?uz ;ejigeml;/\r)ls (Tableazr; in patients treated with chemotherapy across prior
a cyclin-dependent kinase 4/6 inhibitor (CDK4/61), may affect how . The median follow-up at the data cutoff (Aoril 30. 2023 13.4 month 0.1-28.7 . : .
Y P ( ) Y ¢ median follow-up at the data cutoff (April 30, ) was 13.4 months (range, 0.1-28.7) Efficacy by Prior CDK4/6i and HER2 Status  Rates of TEAEs leading to treatment discontinuation were low and were comparable between treatment

likely it is that a later treatment will succeed
* Whether a person’s tumor expresses HER2 may also affect the

For the subgroup analysis, patients were grouped by prior CDK4/6i treatment in the metastatic setting

. . . . . = ” b
(yes vs no) and by HER? status (HER2 IHC 0 vs HER2-low [HER2 IHC 1+ or 2+/ISH-]) PFS per blinded independent central review (BICR) (Figure 2A) and OS (Figure 2B) favored SG vs groups across all subgroups

chemotherapy regardless of prior CDK4/6i treatment

likelihood of treatment success  PFS per BICR (Figure 3A) and OS (Figure 3B) favored SG vs chemotherapy regardless of HER2 status Table 2. Safety Summary
: . Prior CDK4/6i HER2 status
» This analysis used data from the EVER-132-002 study to show that : : . . :
. Y . . HY 1O Figure 1. Study Design? Figure 2. PFS and OS by Prior CDK4/61 Subgroup Ao ¢ A2 B
patients treated with SG lived longer and had more time without Chemo Chemo
their disease progressing than participants who were treated Metastatic or locally A PFS, Prior CDK4/6i o PFS, No Prior CDK4/6i Safety, n (%) (n = 78) (n = 86)
: ; . , , < 90 - BICR analysis __ EXUELIT chemo n = 50 S 90- ECRET . %cw: (=5 Any TEAE 81 (100) | 78 (100) | 84 (100) | 86 (100) | 52 (100) | 45(100) {113 (100)| 119 (100)
with chemotherapy, and these benefits were seen regardless of I_';;"‘;Iflrégtz'"°p§éatbh'et Treatment was continued until > 9 T YT S % R Grade > 3 65 (80) | 52 (67) | 70(83) | 62(72) | 40(77) | 32(71) | 95(84) | 82 (69)
. - - + -m a rogression or unacceptable toxicit ' = = ] '
partICIpantS’ prior CDK4/6i treatments or HER?2 status oaressed after pProg P y End points = 60 - = 60 - TEAEs Ieadrng to .dose red-uctlon 17 (21) | 28(36) | 25(30) | 25(29) | 16(31) | 17(38) | 26(23) | 36 (30)
prog Prima 8 50 B 5 ! TEAEs leading to interruption 54 (67) | 30(38) | 58 (69) | 36(42) | 36(69) | 20 (44) | 76 (67) | 46 (39)
* These results support SG as an effective treatment for people with | ST e . PFSL" £ - 2 w0- | TEAEs leading to discontinuation® 1(1) | 3@) | 45G) | 3(@3) 0 2@) | 5@ | 4(3)
pretreated HR+/HER2— metastatic breast cancer, regardless of their i east 1 entoorne 10 mgkg IV ' £l £ PSS loadi I BN o B N . ey i By G ma o
3 therapy and taxane in days 1 and 8 every 21 days BICR o 18 - . . o 10 - o . TEAEs leading to death 1(1) 1(1) 0 0 0 1(2) 1(1) 0
- - . ’ T T T T T | T T | 0 1 T T T T T T | :
tumor's HER?2 status or whether they have received CDK4/6i any setting n =166 Secondary 0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27 TRAEs leading to death 0 0 0 0 0 0 0 0
. —»' . No. at risk (events) Time (mo) No. at risk (events) Time (mo) SeIQCt grad.e 2 3 TEAESC
At least 2, but no Treatment of physician’s choice 0S o, MOTmen man wen s sem ren om sl TS0 s o e e s 260 06 Neutropenia 55 (68) | 45 (58) | 59 (70) | 56 (65) | 34 (65) | 28(62) | 80 (1) | 73(61)
more than 4, lines of (capecitabine, vinorelbine, * ORR/ Leukopenia 31(38) | 21(27) | 38(45) | 39 (45) | 19(37) | 18 (40) | 50 (44) | 42 (35)
chemotherapy for —» gemcitabine, or eribulin) CBR, DOR B ... OS, Prior CDK4/6i oo - 0S, No Prior CDK4/6i Anemia 15(19) | 3(4) | 15(18) | 7(8) | 12(23) | 3(7) | 18(16) | 7(6)
metaStatIC dlsease n= 165 by BICR ) 90 7 "%o“ ) 90 7 Censoring Time: —e— SG —¥— Chemo Diarrhea . 2 (2) O 9 (11) O 3 (6) O 8 (7) O
References: 1. American Cancer Society. Female Breast Cancer Subtypes. https://seer.cancer.gov/statfacts/ntml/breast- + Regardless of prior - Safety < 80- o6 —v—Chem < Hypokalemia 4 (5) 3(4) | 12(14) | 2(2) 4 (8) 1(2) | 12(11) | 4(3)
subtypes.html. Accessed August 14, 2024. 2. Starodub AN, et al. Clin Cancer Res. 2015;21:3870-8. 3. TRODELVY® CDKA4/6i 2 £ Febrile neutropenia 4 (9) 3 (4) 5 (6) 4 () 4 (8) 2 (4) 5 (4) 5 (4)
(Sacituzumab govitecan_hziy) [prescribing information]_ Foster C|ty’ CA: Gilead Sciences, Inc., February 2023. 4. Xu B, et al. Stratification § B e S g g e gt 66665600 § Thrombocytopenia 4 (5) 1(1) 3 (4) 7 (8) 2 (4) 3 (7) 5 (4) 5 (4)
Nat Med. 2024 [Online ahead of print]. DOI: 10.1038/s41591-024-03269-z. 5. Im SA, et al. ESMO Open. 2023;8:10154.  Measurable disease * Visceral metastases (yes vs no) o gg ] o 20 - - Lymphopenia 5 (6) (1) 5 (6) 3(3) 4 (8) 1(2) 6 (5) 33)
6. Chainitikun S, et al. Breast Cancer Res Treat. 2020,183729-39 7. Bardia A, et al. J Clin Oncol. 2024,421738-44 by RECIST v1.1 e Prior lines of Chemotherapy for metastatic disease 3; 20 - | : Chemo (n = 80) ; 20 - | : Chemo (n = 85) Fatigue 6 (7) 2 (3) 6 (7) 1 (1) 2 (4) 0 10 (9) 3 (3)
8. Schmid P, et al. Ann Oncol. 2022;33:588-5121. (2 vs 3/4) O Y — Y o 7 R — 20 = — Gamma-glutamyltransferase increased 0 5 (6) 1(1) 5 (6) 0 3 (7) 1(1) 7 (6)
_ : - : : 0 1 S A AR N 0 T T T T T T T ] TEAESs are defined d ts that started fter first dose date and up to 30 days after last dose date.
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Disclosures: JS repgrts gra_nts or C(_)ntraCtS from AStrazeneC_a ’ Boeh_rlnger. Ingelheim, BrIS_tOI Myers SqUIbb_’ Celcuity, Da_“ChI human epidermal growth factor receptor 2-negative; HR+, hormonal receptor positive; 1V, intravenous; mBC, metastatic breast cancer; ORR, objective BICR, blinded independent central review; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; Chemo, chemotherapy; mo, months; NE, not estimable; OS, kinase 4/6 inhibitor; Chemo, chemotherapy; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization;
Sankyo, Dragonfly, Eikon, Gilead Sciences, Inc., GSK, Hanmi, HLB Life Science, lldong, Lilly, MSD, Novartis, Olema, Pfizer, response rate; OS, overall survival; PFS, progression-free survival; R, randomized; RECIST, Response Evaluation Criteria in Solid Tumors. overall survival; PFS, progression-free survival; SG, sacituzumab govitecan. SAE, serious adverse event; SG, sacituzumab govitecan; TEAE, treatment-emergent adverse event; TRAEs, treatment-related adverse events.

Qurien, Roche, Samyang, Sanofi, Seagen, and Sermonix, and stock in Daiichi Sankyo.

This presentation is the intellectual property of the author/presenter. Contact them at oncosohn@yuhs.ac for permission to reprint and/or distribute.




