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1. RATIONALE

3. ENDPOINTS b. CelTIL score change after one cycle of SG d. Safety

o Sacituzumab Govitecan (SG) is an antibody-drug conjugate (ADC) containing a TROP2-directed Primary objective Figure 3. Change in CelTIL score. The mean increase in CelTIL score from baseline to C2D1 was 4.33 Table 2. Treatment-related adverse events (TRAEs). Table 3. SG dose modifications.
antibody bound to a topoisomerase | inhibitor payload (SN-38) through a chemically hydrolysable - To evaluate the change in the CelTIL score after one cycle of SG in paired baseline and C2D1 tumor points (95% Cl 1.0-7.7), indicating an overall change, with a greater increase in patients that achieved e o 510% of Overall Grade > 3 5 e— ”
. . . . > =
CL2A linker. samples in the overall population. radiological response (6.3 vs 3.1 points). atie:tzccurrlng ih =187%0 N (%) N (%) frgs:: .r;;;“; Ications resulting (¢
oSG has shown significant clinical benefit and is approved for metastatic triple negative breast cancer CelTIL score is a metric for quantifying changes in tumor cellularity and the number of tumor infiltrating lymphocytes (TILs)". 4.3 points 6.3 points 3.1 points Anv AE 48 (96) 24 (48) Dose reductions 10 (20%)
(MTNBC) after at least two prior systemic therapies, including one in the metastatic setting; and for An increase in CelTIL score associates with a favorable response to treatment 82 (95%Cl 1.0-7.7)  (95%Cl 1.4-11.3) (95%Cl -1.5-7.7) y
HR+ /HER2- metastatic breast cancer (MBC) after endocrine therapy (including CDK4/6 inhibitors) CeITIL.Scozd - o 20 - T T e Fatlgu.e 29 (58) > (10) Related to SG 10 (20%)
and at least two prior systemic treatments, based on results from the ASCENT and TROPiCS-02 trials The minimum and maximum unscaled CelTIL scores are 80 and 130. This unscaled CelTIL score s subsequently scaled to 0.8 x tumor cellularity (%) + 1.3 x TiLs (%) @ | | Anemia 29 (58) 2(4) Dose interruptions 29 (58%)
) ! ! reflect a range from 0 to 100 points. R o | Neut . 27 (54) 13 (26) 20 (40%
respectively 12, b eutropenia Related to SG (40%)
o Both trials showed a manageable safety profile, and benefit from SG was consistent across a wide CelTIL response Clinical response < 104 Nausea 23 (46) 1) Permanent discontinuation 6 (12%)
range of TROP2 expression levels, although higher efficacy outcomes were observed in high and o ) . Diarrhea 23 (46) 6 (12) Related to SG 4 (8%)
medium TROP2 H-score 3-5. Secondary and exploratory objectives ﬁ% TlLs @ %”tulmq 3 : . Alopecia 15 (30) 0 (0)
cellularity a) * = " :
. o . ) ) . : SN e e oo | Stomatitis 11 (22) 0 (0) o 15 (30%) SAEs we reported, of which
© Technlcal |Imljté.ltl.0.ns ,W'th the THC ba.sec.JI. assays used for TRO',DZ detection (such as different - Overall response rate (ORR), clinical benefit rate (CBR), progression-free survival (PFS), duration of g ° ., "o : : 9 (18 0 (0 8 1(60/ ° lated tp SG
antibody sensitivities, interobserver variability and lack of standardized measurement methods and : _ ¥ Transaminases increased (18) 0) (16%) were related to
ff M oility 6 response (DoR), and time to response (TtR) = | | | Rash 7 (14) 0 (0)
cutoffs) may |.m|t Its Interpretability ®. | N - | . - Associations between TROP2 mRNA/IHC expression and CelTIL score variation and clinical benefit No CelTIL response b; o 5 Vomiting 6 (12) 102) o 3 patients expgrlenced SG-related
o To da’Fe, no biomarkers have shown a standardized clinical utility to predict anti-TROPZ2 treatment - Correlate CelTIL score at C2D1 with long-term outcome s ‘ Abdominal pain 6 (12) 12) fe.brlle-neutropenla and were trea’Fed
benefit. T tatv and tolerability of SG % TlLs % tumor = Gamma-alutamvltransferase with  granulocyte-colony-stimulating
© assess safety and tolerability of 5G | @ cellularity 5 i - . gy 5 (10) 0 (0) factor (G-CSF)*
- Integrate biological findings with clinicopathological data 20 INcreased.
- Investigate early changes in ctDNA and CTCs in response to treatment Overall Respolnders Non-resioonders Leukopenia > (10) 0(0) o 2 5G-unrelated deaths were reported
(n=43) (N=16) (n=27) Decreased appetite 5 (10) 0 (0)
2. STU DY DESIG N *In November 2024, a protocol amendment was approved to include additional guidance for neutropenia management, recommending primary

prophylaxis with G-CSF starting in the first treatment cycle for patients at increased risk of febrile neutropenia.

| o c. Efficacy
Figure 1. Trial Design. 4. INTERIM ANALYSIS METHODS
A — Cuclo 1 I e of Figure 4. Efficacy outcomes. (a) Progression-free survival (PFS) and (b) Maximum tumor shrinkage.
s 6T Median follow-up was 8.6 months. PFS events occurred in 28/50 pts (maturity 56%). Median PFS was 6 6. CONCLUSIONS

An exploratory interim analysis was carried out after the first 50 enrolled patients completed the second months (4.2-NR) both overall and among patients treated in second line for mBC. Overall Response Rate

* Pre/Post menopausal or i | i tumor'assessment. CelTIL Score ch.ange, PFS and ORR along with safety outcomes are reported in this (ORR) was 34.0% in overall population and 38.2% among patients treated in second line for mBC o . . .
male patients | ' | analysis. No formal hypothesis testing was conducted to control the overall type | error of the study. respectively. o In this interim analysis of SOLTI ACROSS-TROPZ2, one cycle of SG led to an increase in CelTIL score,
« HR+/HER2- > g Sacituzumab | Sacituzumab Until PD or particu.larly among patients who achieved a radiological response (complete or partial response
advanced/metastatic BC | | govitecan |  govitecan toxicity according to RECIST v1.1).
* Up to 1 prior 5 i i : a) o Efficacy results are immature at this time.
chemotherapy or ADC | | | | 1.00
line for mBpr v v v 5. RESULTS 3 o The safety profile of SG was consistent with previously reported data.
. . ! o . . . . .
* Progression during or v @ CtDNA #1 @ CtDNA #2 @ CtDNA #3 = 0.751 PES = 6.0 months o The final results from the full cohort of 100 patients, along with a comprehensive translational
after CDK4/6i @ @Biopsyczm @PDB. . . .. . .. g (95%CI.4.2—NR) analysis of paired pre- and on-treatment biopsies, are expected to provide further insights into
+ Measurable or evaluable . e a. Patient disposition and baseline characteristics > - biomarkers of response and mechanisms of resistance to SG in HR+/HER2- mBC.
disease e o ined ¥ 200 P y
» Site of disease amenable ] o ] . . . . . S
to safely perform Primary objective Figure 2. Patient disposition. Table 1. Baseline characteristics. 3 0.25
sequential biopsies celtit score Assessed for eligibility N (%) S) |
Patients’ characteristics (N=50) () o ‘
(N=75) : 0.00] = 7. ACKNOWLEDGEMENTS
Age, median (range) 58 (30-79) 5 5 A 5 5 0 P
Excluded (n=25 Time (months) . . . . . . L .
. );icogsyiot (eCaIuabI)e/availabIe: 9 Female. N. at risk We thank the patients, their families, and their caregivers for their participation and the trial teams of the
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5| © More than 1L of previous CT/ADC: 3 | 39 (78)
» ECOG >1:3 Postmenopausa : : . .
What does ACROSS-TROP2 add? « HER2-positive: 2 P Corresponding author email address: eva.ciruelos.imas12@h12o.es
» Does not have normal organ and ECOG
bone marrow function: 1
 Others: 3 0 29 (58) b)
° Aims to identify predictive biomarkers of SG benefit and understanding the key resistance 1 21 (42) 100 - ORR = 34.0% Best Overall Response
mechanisms and how they longitudinally emerge. . : : - %% -
Enrolled patients (N=50) Visceral metastasis it (62 © (95%Cl 22.4 -47.9) B Partial Response
Previous Chemotherapy or ADC in 35 (70) b [ Stable Disease This study i d by SOLTI and funded by Gilead Sci |
. . o) N is study is sponsored by and funded by Gilead Sciences, Inc.
® Collects tissue biopsies before, during and after treatment which will allow: ! ! the rTIetastatlc setting x B Progressive Disease
» the exploration of reproducible predictive biomarkers to refine patient selection . ] Previous Chemotherapy 33 (66) &_-f
» a more comprehensive understanding of primary and acquired resistance mechanisms On treatment Discontinued Previ T-DXd 2 (4 5
- . . . (n=18) treatment (n=32) revious (4)
* the characterization of SG-induced tumor and tumor microenvironment (TME) - B . 47 (94 E
modaulation to inform future potential treatment combinations Measurable disease (94) E _ep
E 50
Enrollment: April 2024 - December 2024 CelTIL evaluable* 43 (86) >§< 1Bardia et al., NEJM 2021; 2Rugo et al,, J. Clin. Oncol. 2022; 3 Bardia et al., Ann. Oncol. 2021; 4
o s Hurvitz et al, SABCS 2020; > Bardia, Rugo, Tolaney, et al., JCO 2024; ¢ Zeng et al., Scientific
FocksiattusivalticioficelliiBiscorelasiaistiniogateiofiticatmentites ponseliorscl Data cut-off: May 2025 *7 patients were not evaluable for CelTIL - C2D1 sample was not ~100 - Reports 2016; 7 Nuciforo et al, Ann Oncol. 2018; 8 Chic et al., J. Natl. Cancer Inst. 2022; °

collected or sample did not meet minimal criteria for analysis. Gonzalez-Farré et al.. Ann. Oncol. 2020
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