Comparison of Trastuzumab Deruxtecan and Sacituzumab Govitecan in HER2-Negative /-\
Metastatic Breast Cancer: A Large Real-World Data Analysis AN\

®
George W. Sledge Jr.?, Joanne Xiu', Jeffrey Peter Solzak’, Jennifer Ribeiro!, Reshma L. Mahtani?, Maryam B. Lustberg®, Matthew J. Oberley', Milan Radovich', David Spetzler’ [ \ R I
1Caris Life Sciences, 4610 S 44th Pl, Phoenix, AZ, USA 85040, ?Baptist Health Miami Cancer Institute, Miami, FL, USA 33176, 3Yale School of Medicine, New Haven, CT, USA 06510

Background Results Results Results
Trastuzumab deruxtecan (T-DXd) and sacituzumab govitecan (SG) Table 1: Patient characteristics Table 2: Time-on-treatment (TOT) with T-DXd only and SG only in HER2 stratified cohorts | Fig. 5: ADC sequencing-associated outcomes in patients with HER2-null tumors
are anthOdy-drug Conjugates (ADCS) IncreaSIngly used In HERZ- HER2 category T-DXd only, N (;:)ngleAZ(C:i-:rT:/t,el\tlj(%) P-value |T-DXd before SG, N (%) Sgot)t:f:rzc:—DXd, N (%) P-value Total, N (%) HER2 cat TOT (T DXd SG) th N (T DXd SG) Al HR (95/ C|) P | ?ccoprglng to HR ?tatus. Ki‘?)lan:rM .el.ler curves ShOW tere-onjtriatment from Sta rt Of
. . . categor - ; , months - ; % -value
negatlve breast cancer. We hypotheS|Zed that treatment benefit T HE:;RZ;;nuIII 2;2 g;; 1321168((1677)) o001 1(2); gg; 18531((222)) oo 1883185((2415;) HERz_mf" y ERY 67 1116 (113 053 Irst C to end of second C ( O 2) (a, b) and overall surviva (OS) (c, d) comparing
. -ultra-low <0. . ./, 2. ; . . . ~ . T- . . + )
would vary across HER2-null, HER2-ultra-low, and HER2-low category HER2-low 2IE e i e R HER2-ultra-low 4.8;3.0 295; 289 1.4 (0.59-0.83) <0.001 SGde-elll;or/T-l-ll-EFxl?;(d (I?llue llnes)t;/SdT DXd before SG (orange lines) in HR+/HER2-null (a, c)
edlan Age o . . - -
subgroups of HER2-negative breast cancer patients. We also A8 | interquartl Range 5165 .67 01 5066 a7.65 S Y, HER2-low 29; 32 707, 248 1.2(083-) 2L an null groups (b, d)
. L . . . Gender Female 1427 (99) 1799 (100) 0.04 416 (99) 355 (99) 0.8 3997 (99)
aimed to study the clinical impact of different sequencing of the Asian or Pacific Islander 62 (4) 50 3) 21(5) 13 (4) 146 (4) HR+ HR- : : e TOT, Hazard Ratio
Black or African American 175 (12) 343 (19) 56 (13) 64 (18) 638 (16) TOT (T-DXd; SG), | N (T-DXd; TOT (T-DXd; | N (T-DXd; S befors -0 mectan = 10,6 (555 01 6.0011.7) S0 bfor D medan = 11.7mo 95% 01 10215, B '
two ADCs. Race White 861 (60) 900 (50) <0.0001 239 (57) 167 (46) <0.0001 | 2167 (54) HER2 category months 5G) HR (95% Cl) P-value $G), months 5G) HR (95% Cl) P-value e e e oo e Al en | HR= 0643 (0.504-0.62], p < 0.001
Other 47 (3) 74 (4) 2 (0) 18 (5) 141 (3) 2 T — S before TDXE 30 b e — SGbefore TDXe: 114
Unknown 298 (21) 440 (24) 102 (24) 98 (27) 938 (23) 0.67 (0.56- 0.91 (0.71- ' roubense s | HR-| HEREWS e
M h d S I TEIEE] 5] 316) e HER2-null 4,8;3.0 209; 277 0.83 <0.001 4.6;3.5 48; 822 13) 0.6 \\ HERz-dtradow| el
et 0 S Ethnicity Not Hispanic or Latino 1065 (74) 1224 (69) <0.01 292 (70) 251 (70) 0.6 2832 (70) : . £°° g 1 \ | HER2-null-f +—e—  HR=0.478[0.333-0.685], p < 0.0001
Unknown 277 (19) 418 (23) 99 (24) 78 (22) 872 (22) HER2-ultra-low 5.1;2.5 245,99 | 0201045 1 6001 3.2;3.0 a6, 188 | 0011063 0.4 = - A ™
Patient data collection B 251 62 s (3 115 (28 12 55 i — ' 074 ' — ' L3) ' . T I T S R
' llRleelg <0.0001 <0.001 0.67 (0.53- 0.91 (0.77- — N HER2-ultralow|  +—p——
; ; _ Site Visceral 529 (37) 464 (26) 170 (40) 92 (26) 1255 (31) HER2- 5.1; 3.1 595: 77 0.001 4.2:3.9 100; 164 0.7 p - S e i o
* Atotal of 4,033 breast tumor specimens that received T-DXd Unclens fother 20 (1.4) % (16) ) ) o ow 0.83) < 13) - | e .
and/or SG and underwent comprehensive tumor profiling at Total 1443 1807 420 360 4030 B R e PR
Caris Life Sciences (Phoenix, AZ, USA) were included. SG-only patients were preferentially HER2-null and T-DXd-only patients were far more Fig. 3: T-DXd outcomes according to HER2 and HR status. (a, b) Forest plots summarize
. . . . . . . . c HR+/HER2-null: T-DXd/SG, OS d HR"HEM'"”U“:T'_DXWSG’Os f , Hazard Ratio
 Real-world clinical data were obtained from insurance claims. commonly HER2-low. hazard ratios (HRs) for T-DXd-only time-on-treatment (TOT) (a) and overall survival (OS) (b) e BT e BT oy ) 08, Hazard Rat |
o In patients treated with a single ADC, time-on-treatment in HR+ vs. HR- groups in all HER2-negative tumors and HER2-negative subsets. TP ————— S o D IR
: - T Fig. 1: Time-on-treatment (TOT) with TDX-d and SG according to HER2 status. Kaplan-Meier oo IR N LN B I I
(TOT) was determined as the interval from the initiation to . . . . ) HERZ utra-ou 1 —
the conclusion of that treatment survival analysis of TOT with TDX-d (a) and SG (b) in HER2-null (blue lines), HER2-ultra-low a T-DXd-only TOT, Hazard Ratio b T-DXd-only OS, Hazard Ratio W, _ HERZ-“:::: B st
, , , (orange lines), and HER2-low (green lines). | HeRoow] e HR=09570556170] p=068
o |In patients treated with both ADCs, TOT2 was determined S I B
) T-DXd, TOT SG, TOT Al H®— HR = 1.069[0.917-1.246], p = 0.391 All - ——®—— HR = 0.939 [0.742-1.188], p = 0.598 00— " o 30 s
from the start of the first ADC to the last of the second ADC. 4 HER2-null: median = 3.45 mo (95% Cl: 3.13-4.15) B HER2-null: median = 3.39 mo (95% Cl: 3.06-3.62) S I I E
. . . HER2-ultra-low: median =4.15 mo (95% ClI: 3.52-4.74) HER2-ultra-low: median = 2.76 mo (95% CI: 2.47-3.22) HRgaEht | & 2 6 1 0 0 SpMERZL, | i o a 15 2 00 05 10 15 20 25
O Ove ral.l. SUFVlval (OS) was deﬂned as the pe”Od from ADC HER2-low: median = 4.84 mo (95% Cl: 4.34-5.13) HER2-low: median = 2.99 mo (95% Cl: 2.76-3.42) HER2-low ¢ HR =0.951[0.77-1.176], p = 0.642 HER2-low I d | HR =1.125[0.785-1.612], p = 0.521 HELREEL T | g 57 18 1 . 0 HEEER LT | 27 5 0 0 FaVO,SZ'GbefO,eT_DXd FavorsT_Dde:mresG
e e . . , P=2.0e-5 P=0.008
treatment initiation to the date of the patlent s last known 10 — EERZ i B 1.0 — Nt 5 HER2-ultra-low - FH—e—— HR=1.217[0.886-1.671], p=0.218 HER2-ultra-low - ——e—— HR=1.138[0.717-1.808], p = 0.582
clinical activity. HERD-ultra low: 463 HERD-ultra-low: 467 C l. o
. . . — HER2-low: 1004 — HER2-low: 534 “null = ] = -null4 = i - HER2 Negative
O Kaplan-MeleI’ SUI’Vlval eStImateS were generated fOI’ COhOI’tS 0.8 ow 08 ow HER2-null ——®— HR =1.008 [0.735-1.383], p = 0.958 HER2-null H—eo— HR =0.987 [0.643-1.516], p = 0.954 Onc USIOnS MBC
defined by molecular characteristics. Hazard ratios (HR) 5 s 00 05 10 15 20 00 05 10 15 20 _ —
cre . . S o6 5 o.
were computed utilizing the Cox proportional hazards $ § FavorsHR- Favors HR+ “FavorsHR-  Favors HR+ — r—
model, and significant differences in survival times were g g Raceplias Basitive | | Racapiar Nagativa
T 0.4 L 0.4 :
assessed with the log-rank test, where P < 0.05 was : : : : /\ /\
dered sionifi gt ’ - = Fig. 4: Time-on-treatment from start of first ADC to end of second ADC (TOT2) for patients .
considered significant. 02 02 in the full HER2-negative cohort according to treatment sequence of T-DXd and SG. (a) HER2-null — HER2-low || HER2-nuu || MER2UNE I yER) 10w
. . . . . uttra-row ow
HER2, Estrogen Receptor (ER), and Progesterone Receptor (PR) Kaplan-Meier curve shows median TOT2 of patients treated with SG before T-DXd (blue lines)
status S " ” - o " S " o o o vs. T-DXd before SG (orange lines). (b) Forest plot of hazard ratios for TOT2 with T-DXd before SG or T-DXd? oreferred to SG
o HER2-positive: IHC 3+ with >10% of cells positive (excluded Hime. monts bl i SG vs. SG before T-DXd in patient cohorts according to HER2 status. . AN
. HER2-null 505 76 7 1 0 0 HER2-null 1374 185 50 11 3 SG first E T-DXd first
from analySIS)o HER2-ultra-low 468 78 7 0 0 0 HER2-ultra-low 461 48 7 2 0 a HERZ-negative' T-DXd/SG. TOT2 b ) or E (:g':‘:lr::fa:eot;e]f i
o HER2-low: IHC 1+ with >10% of cells positive, or IHC 2+ HER2-low 1004 208 2 8 6 0 HER2-low 534 7 16 4 1 HR = 1.06 (95% Cl: 0.935-1.21) Hazard Ratio F-Ricfacat?
. h 0 f |.|. oy . . h . CISH . . . ) SG before T-DXd: median = 10.8 mo (95% CI: 10.1-11.7)
with >10% of cells positive combined with a negative Fig. 2: Time-on-treatment (TOT) with T-DXd only vs. SG only. Kaplan-Meier curves show TOT T-DXd before SG: median = 10.4 mo (95% Cl: 9.74-10.9) All patients @ 1.062[0.935-1.206], p=0.356 1. T-DXd offers a significantly prolonged TOT compared to SG in HR+ MBC across HER2-
P=0.356 g
result. with T-DXd only vs. SG only in all HER2-negative patients (a), HR+/HER2-negative patients (b), 1.0 P —————— negative categories, while both agents perform comparably in HR- tumors.
. . . — efore T- 3
o HER2-ultra-low: IHC 1+, 2+, or 3+ with =10% of cells and HR-/HER2-negative patients (c). S o T-DXd before SG: 547
nositive X | g HER2-null @1 0.68(0.515-0.839), p<0.001 2. Sequencing preferences emerge only in HR- tumors lacking any HER2 expression (HR-
' - o0t oo ot 0740867 HR= 0616 055 CL0.5910665) c HRIHERZ negatve: -0XA anly v SO only TOT S 06 /HER2-null), favoring SG-first as is shown by both TOT and OS; while outcome remains
O H ER2_nu[|_° |HC O+ All HER2-negative, T-DXd only: median = 4.84 mo (95% Cl: 4.41-5.17) HR+/HER2-negative, T-DXd only: median = 4.90 mo (95% Cl. 4.61-5.53) HR-/HER2-negative, T-DXd only: median = 4.11 mo (95% CI: 3.45-5.26) o
. . . A“HERZ_negative’SGonly:PT%%%%;&ZZ Mo (85% CI: 3,00.3.45) HR+/HER2-negative, SG ont;;roetgu;onojs.oo mo (95% Cl: 2.53-3.36) HR-/HER2-negative, SG only: ’r3n=e0di2a3n7=3.42 mo (95% Cl: 3.03-3.65) g o HER2-ultra-low | PS | 0.926 [0.692-1.24], p=0.604 la rgely unaffected by sequence across other grou PS.
ASCO/CAP 2023 (Wolff 2023, J Clin Oncol) and DESTINY-Breast04 T ————— — e g, DR ry 09 —— O 1926[0.692-1.24], p=0.
. . c os | All HER2-negative, SG only: 1649 = o -negative, SG only: 453 HR-HERZ-negative: SG only: 1174 G>J
trial (Modi 2022, NEJM ) - B @ 02 |
s o | é 0.6 § 0.6 . q
i $° oo HER2-low @1 1.041[0.829-1.308], p=0.737 2025 ASCO Annual meetlng E T
£ 041 g 0.4 £ 04 ' — o
i : g & § 0 10 20 30 40 50 S — S . "
Ad.dltlonally, the presence of ER and PR was detgrmlned by IHC : N ) 04 0k 08 10 19 14 15 18 20 Abstract #: 1076 T
using the CONFIRM Estrogen Receptor (SP1) antibody and S, — SG before « . :
. 00 0 10 . 20 30 40 0 10 20 30 40 0 10 20 30 40 T-DXd 432 238 70 8 0 0 C t t'
CONFIRM Progesterone Receptor (1E2) antibody [Roche — fime.monte _ i ___ Time. s — Favors SG before T-DXd ~ Favors T-DXd before SG ontact:
- - +/HER2- negative, T-DXd 194 40 5 1 0 547 287 49 16 11 0
(Ventana)], with a positivity threshold of 21% for both. i I I IR A i A A A N before 8¢ George W. Sledge Jr.
nega;ir\‘l;, SG- 1649 224 61 17 4 nega:i:;, SG- 453 40 5 1 1 "ega:ir“’le; SG- 1174 177 54 16 3 gS|edge @ Ca riSIS ] CO m




	Slide Number 1

