Poster 4645P

Exposure-Response Analysis of First-Line Sacituzumab Govitecan Plus Pembrolizumab for Participants
With Metastatic Triple-Negative Breast Cancer From the ASCENT-04 Study
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C s Introduction Results
onciusions
 SG is a Trop-2—directed antibody-drug conjugate composed of the humanized « Summary of exposure metrics in the efficacy population are shown in Table 2. SG and tAB metrics were highly Figure 2. Kaplan-Meier Curves of PFS Stratified by Quartiles of Baseline Albumin
. In the ASCENT-04 studv. first-| 1L " b " 3G anti—Trop-2 antibody hRS7 IgG1k linked by a proprietary hydrolysable linker to SN-38, correlated with each other, whereas correlations between free SN-38 and SG/tAB exposures were comparatively '
- : edian Baseline edian % CI),
(PFS) vs Chemother%py N pe)r/‘nbrolizumab in participants with » SG is approved for the treatment of unresectable locally advanced or mTNBC in the Q1 Q2 Q3 Q4 | Quartile SR (Range), g/L Months
previously untreated, programmed death ligand 1 (PD-L1)—positive European Union, the United States, and other regions in the second-line or later setting —+ —+ —+ 36 (24.38 77 (6711 1
sttt triple-neg,ative breast cancer (NTNBC) as monotherapy and in 1L as monotherapy for PD-L1—-ineligible patients and as a Table 2. PK Metrics at Dose 1 in the Efficacy Analysis (ASCENT-04) (24-38) 7 (6.7-11.1)
n th cR vsis higher SG dur combination with pembrolizumab for patients whose tumors express PD-L1 (combined G 100 = - 40 (38-42) 12.9 (9.2-NE)
ihe first G056 was assodated with mproved PFS in ASGENT-04; posiive score [CPS] 2 10} Median (Range) (n = 221) . = 43 (4244 146 (7.7-NE)
. ) . _ . . . . S
higher albumin levels were also associated with improved PFS In the ASCENT-04 study,.1 L SG N peml?rf)llzumal? significantly |mproved PFS vs : S 75 - 45 (44-48) 16.8 (11.3-NE)
_ _ . o chemotherapy + pembrolizumab in participants with PD-L1—-positive mTNBC Variable =
* No obvious trends were identified between objective response rate (median, 11.2 vs 7.8 months: hazard ratio, 0.65 [95% Cl, 0.51-0.84]; P < .001)* (ng/mL) N
' - O
(ORR) and SG exposure in ASCENT 04 . |  An integrated population pharmacokinetic (PK) model was developed to characterize R T .. : 1
* The adverse events (AES) observgd Ig SQ-treated participants in the the PK of SG, free SN-38, and total antibody (tAB) following SG administration SG 5260 255,000 70,200 u:. H | ' Y
pooled safety population are consistent with the known safety profile (days 1 and 8 of 21-day cycles) (1570-8290) (128,000-547,000) (35,500-150,000) 5
. . o = L
of SG_ and can be manag.ed usmg. establl§h§d treatmenj[ guidelines  E-R analyses were performed to evaluate relationships between exposure to SG, 70.800 227 000 131.000 8 25 -
— Higher SG exposure Is associated with increased risk of free SN-38, and tAB, and key efficacy and safety endpoints tAB (9320-142,000) (114,000-485,000) (64.200-275,000) 5 + — |
neutropenia and diarrhea, although certain baseline factors o
* These findings support the favorable benefit-risk profile of the Free SN-38 0.35 (0.08-5.00) 85.1 (26.3-206.0) 14.3 (3.78-38.2) 0 3 6 9 19 15 18 91 94

approved 1L SG dose of 10 mg/kg in PD-L1—positive mTNBC, Time (Months)

_ 4 >0  Efficacy endpoints from ASCENT-04 (PFS and ORR assessed by blinded independent C,.. average concentration; C__ , maximum concentration; C_,, minimum concentration; PK, pharmacokinetics; SG, sacituzumab govitecan; tAB, total SG antibody.
regelltrdle?S of pat;ept Chﬁ’r?the”St'CS' Thc?sde p;r’il-Clpagt? hF?g tLe13ted central review) were evaluated at an SG dose of 10 mg/kg No. at risk (events)
positive for a protein called programmed death ligand 1 (PD-L1) » Safety endpoints (AEs and time to dose modifications) used pooled data from Q1 56 (0) 47 (9) 34 (21)  20(28) 9 (36) 6 (39) 6 (39) 3 (39) 1(39)
. SG-treated participants in ASCENT-04, IMMU-132-01, IMMU-132-05, and IMMU-132-09, * There was a flat E-R relationship for ORR across the range of SG exposures at the 10 mg/kg dose (n = 221). Q2 55 (0) 49 (6) 36 (16) 28 (19) 17 (23) 8 (24) 7 (24) 5 (25) 0 (25)
Plal n Lang uage Summary with SG starting doses of 8-18 mg/kg The estimated exposure slope was not statistically significant (odds ratio, 1.38 [90% CI, 0.58-3.26]; P = .536) Q3 55 (0) 50 (2) 40 (9) 25 (18) 16 (21) 7 (23) 3 (23) 0 (24) 0 (24)
| | - Exposure metrics including cycle 1 and steady-state minimum concentration (C__ ),  Participants with CmmmSG exposures in quartiles 2-4 (Q2-Q4) had a lower risk of PFS events compared with Q1 55 (0) 51 (2) 42(8) 32 (15) 21 (19) 13(21) 8 (22) 3(22) 1(22)
* Inthe ASCENT-04 study, sacituzumab govitecan (SG) plus average concentration (C,, ), and maximum concentration (C__ ) of SG; free SN-38; (disease progression or death; P < .01; Figure 1)
pembrolizumab helped pgrtlmpants w_|th metas_tatllc trlple-negatlv_e and tAB were tested using covariates shown in Table 1 + No E-R trend was observed across Q2-Q4 C______ exposure quartiles for PFS events (Figure 1) NE, not evaluable; PFS, progression-free survival; Q, quartile.
breast cancer (”.‘TNBC) ive I_onger without thglr disease worsening » Logistic regression, parametric time-to-event models, and Cox proportional hazards
(called progression-free survival) compared with chemotherapy model evaluated E-R relationships
lus pembrolizumab. These participants had tested positive for a : : . :
PILIS P Particip P Figure 1. Kaplan-Meier Curves of PFS Stratified by Quartiles of C . . .. Table 3. PK Metrics at Dose 1 in the Safety Analysis (All Data)

protein called programmed death ligand 1 (PD-L1)

* |n this analysis, researchers evaluated whether progression-free Median (Range) (n = 1012)
survival and adverse events experienced by the participants were . . . Median Exposure, Median PFS (90% Cl),
different based on SG levels in the blood * Median age of_part|C|pants was 57 (rar)ge, 23-88_) years. Most participants were female Q1 (Range), ng/mL Months Variable (ng/mL)
| | | | (88%) and White (75%). Median baseline albumin was 39 g/L (Table 1) —+
« Higher SG levels after the first treatment dose were associated with 3881 (1570-4474) 7.7 (5.6-13.3) SG 5230 250,000 69,900
|mpr0\]/cfed tprogresséjor)—frebe_l.fu[;vwal. nghir 3lb}1|rr?:jn levels (V\IlhICh Table 1. Baseline Covariates in the Pooled E-R Safety Dataset ® 100 4875 (4498-5256) 11.7 (9.1-NE) (467-12,100) (91,300-547,000) (24,800-156,000)
inked o improved progression-fres sumivel | G 3 484 (5200-5659) 19.0 (11.6-N)
P Prog | Median (Range) n (%) (n = 1012) E 6434 (5875-8289) 12.9 (9.1-NE) (320-208,000) (82,200-485,000) (44.100-309,000)
 However, SG levels may not be linked to the chance of the tumor S i
shrinking or disappearing Female 895 (88) ® Free SN-38 0.45 (0.07-94.60) 93.3 (9.9-436.0) 16.4 (2.54-126.0)
» Higher SG levels may increase the chance of adverse events such Age, years 1012 o7 (23-88) Race® o 50 - o —" _ | | | | — | — | | _

as neutropenia (lOW number of a type of white blood cell that flghtS White 761 (75) L I | :-IF f m C,. average concentration; C__ , maximum concentration; C_ ., minimum concentration; PK, pharmacokinetics; SG, sacituzumab govitecan; tAB, total SG antibody.

infections) and diarrhea, although patient characteristics at the start Black 58 (6) S . |

of treatment also played a role Body weight, kg 1011 69 (37-140) Asian 65 (6) & o5 et |

| [ | . . . . .

— The adverse events seen in this study were expected based Other 26 (6) % i + H * In the exposure-safety analysis (n = 1012), maximum SG concentration during the first dose (C__ ., sc) Was
on previous experience with SG and can be managed using ECOG PS O | | | j significantly associated with any-grade and grade = 3 neutropenia, febrile neutropenia, diarrhea, and time to AEs
standard supportive care and treatment guidelines Tumor size, mm 709 58 (10-348) 0 457 (45) o 0 . | _ _ | ] | | leading to dose reductions

* These results suggest that benefits of SG outweigh its risks across 12 955 (59) 0 3 6 9 12 15 18 21 24 » The following covariate effects reflect exposure-adjusted associations identified by the E-R models and are
patients with different characteristics and support the approved Ui‘l;:;g genotype® 104 (40 Time (Months) ?n’zjendeddto f[:ha]rca;:terizke variability irt1 mode_(lj—predictfd outclcztmes. These findings should not be interpreted as an
dose of 10 mg per kilogram of body weight as a first treatment for Albumin ] i Inaepenaent safely risk assessment or eviaence of causality

, g/L 1010 39 (19-51) No. at risk (events)
- o 1/*1 391 (39 - - - - -
people with PD-L1-positive mTNBC 2898 04 210; Q1 56 (0) 47 (8) 30 (23) 22 (28) 12 (34) 8 (37) 7 (38) 3 (39) 1 (39) — Higher model-predicted rates of any-grqde/grade =3 neutropgnla-related AEs were associated V\_nth UGT1A1
16 9 (1) Q2 55(0) 50 (4) 38 (13) 29 (19) 16 (24) 8 (24) 4 (24) 1(24) 0 (24) *28/*23 or *1/*28 ggnotype, lower basellr_\e_absqlute neutrophll count or glbumln, hlgher body welght or bpdy
References: 1. Goldenberg DM, et al. Oncotarget. 2015;6:22496-512. 2. TRODELVY® (sacituzumab govitecan-hziy) LDH, U/L 998 254 (60-5930) *6/*6 2 (< 1) Q3 55 (O) 51 (4) 44 (8) 28 (15) 16 (18) 10 (20) / (20) 4 (21) 1 (21) Mass mdex, and ml!d-to-mgderate hepatlc Imp_alrm_ent’ febrile nGUtrOpenla Was.addltlonazlly associated with
[prescribing information]. Foster City, CA: Gilead Science, Inc.; June 2026. 3. Gilead Sciences. European Other 21 (2) 55 (0) 49 (3) 40 (10) 26 (18) 19 (23) 8 (26) 6 (26) 3 (26) 0 (26) reduced renal function (estimated glomerular filtration rate [eGFR] 60-90 mL/min/1.73 m?)
Commission expands role of Gilead’s Trodelvy® in first-line metastatic triple-negative breast cancer across . . . _ . . :
PD-L1 status. August 24, 2026. Accessed October 14, 2026. Available at: https://www.gilead.com/news/news- Hepatic impairment © Only 5 pamC'pantS had .mOd_erate hepatlc |mpalrment, therefore’ mild and moderate hgpatlc |mpa|rment were
details/2026/european-commission-expands-role-of-gileads-trodelvy-in-first-line-metastatic-triple-negative-breast- Absolute C.rno1se» Minimum SG concentration during the first dose; NE, not evaluable; PFS, progression-free survival; Q, quartile. combined for model estimation. No conclusions should be drawn for these subpopulations
cancer-across-pd-11-status. 4. Tolaney SM, et al. N Engl J Med. 2026:394:354-66. 5. Sathe AG, et al. Clin neutrophil count, 1009 4 (1-20) Normal 713 (70) . . . . . . .
Pharmacokinet. 2024;63:669-81. 10° cells/pL Mild-moderate 299 (30) — Higher body weight was the only covariate associated with model-predicted rates of any-grade/grade = 3 diarrhea
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