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Study 9.39% absolute 10-year EET benefit in LDR-B high patients (HR 0.41); no significant LDR-B high / LDR-R high patients (27.4%) derived significant EET No molecular testing required — predictions from routine H&E images plus

Highlights benefit in LDR-B low; treatment-by-LDR-B interaction P = 0.004 benefit (absolute benefit 10.16%; HR 0.41; P < 0.001) three clinical variables (age, nodal status, surgery type)

" IDRB + | DR.
Background Results Clinical framework: LDR-B + LDR-R

o _ . . “R. 1 1 " Clinical utility framework for LDR-B-guided EET selection with LDR-R risk context
o Hormone receptor—pOS|tlve (HR+) ea rly breaSt Ca ncer Ca rrles perS|Stent Iate d|Sta nt recu rrence (DR) LDR B' pred ICtlon Of EET bene.flt Figure 2. LDR-B high patients LDR-B is applied first as the treatment-selection model; LDR-R is then used within LDR-B categories to contextualize baseline recurrence risk and absolute benefit.
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prognostic; BCl and MammaPrint have shown predictive signals for EET in trial cohorts, with modest 215 s EET benefit (HR 0.41, 95% CI 0.25- Abs, iff9.39% Abs, diff0.81%
absolute benefit or secondary-endpoint effects, and all require molecular testing.3—10 & 10 0.69; P <0.001). LDR-B low: no gk <0001 gk P00
_ _ _ o . 5 5 significant EET benefit (HR 1.26,
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& eosin (H&E) images and clinical variables to predict late DR (10-year absolute risk difference 7.95%; o 2 s 8 S 2 Do 8 * Treatment-by-LDR-B interaction P =
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e Multimodal artificial intelligence (Al) decision-support tool for EET selection (Figure 1), trained on 2,271 et e e o o o PR
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predictions); point estimates are from the primary run. Primary endpoint: late distant recurrence (DR), e e = - oo | sor p22
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e LDR-B (predictive): EET benefit from clinicopathologic features plus whole-slide image (WSI)-predicted i B @5 1 7 LR B LI RV S B RV
expression of 11 genes. LDR-R (prognostic): late DR risk from image embeddings plus clinicopathologic Figure 3. LDR-B was the only evaluated feature with a significant treatment-by-biomarker interaction (P = 0.004). EET o 56.18% | N0 42% PN 91.03% | N0 857% PN+ 28.24% | PNO 71 76% PN+ 9.25% | BNO 2075%
featu res. EffeCt on 10‘year DR by C|InICOpathO|OgIC SuU bgroup and LDR'B group, No Other featu Fe ShOWEd d S|gn|flca nt |nteraCt|On- The largest absolute EET benefit few events; small absolute benefit higher risk; no demonstrated EET benefit low event rate; HR unstable
e Models are combined for individualized risk stratification and treatment guidance. During model treatment-effect finding is not specific to the 70th percentile threshold (robust across 40th—70th percentile cutoffs; data not K | 1 | 1 | 1
: : L : : . . shown).
development, different data-modality combinations (image-predicted molecular and clinical; Figure 4) -
pN+ pNO EET Placebo
and different foundation models (CTransPath, Prov-GigaPath, Virchow?2, H-optimus-0) as tile encoders
(Figure 5) were explored for the final LDR-B model, each summarized over 10 cross-validation repeats A Doy e B gy e st e N L B Do, D, oo Figure 6. LDR-B high / LDR-R high patients (27.4%) derived significant EET benefit (absolute benefit 10.16%). LDR-B
(model-high group defined at the 70th percentile threshold). S I R O I L I I is applied first (treatment selection); LDR-R adds risk context within each LDR-B class. Bars: pN+/pNO (pathological node-
The LDR framework: one H&E workflow, two complementary models R é %: 8 - EI T [ gf 1 positive/negative).
"""""""""""""""""""""""""""""" e = 0o f;’ ° £ _ 1 e Four subgroups: LDR-B high / LDR-R high 27.4%; LDR-B high / LDR-R low 3.4%; LDR-B low / LDR-R high 22.5%; LDR-B low /
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ot || e e e M e T oo LT T T Ty R S o o o patients were predominantly node-positive (95.18% pN+ vs 39.89% overall).
M m o I e LDR-B low: no significant EET benefit in either LDR-R group; LDR-R high: -3.32% (HR 1.77, 95% Cl| 0.84-3.73; P = 0.13);
c..._Shared HAE proprocessing  one W, used by both models _ | . o . . . . . ) , 0 0 B o . ) . : : . :
n = 2,271 0 Figure 4. Clinical plus image-predicted molecular Figure 5. The LDR-B variant built on the CTransPath-based LDR-R low: 0.48% (HR 0.65, 95% C1 0.23-1.83; P = 0.41). High late-DR risk alone did not identify EET benefit.
remng - nlene vl eaton , I ~ T e p— w features are both required for benefit prediction. tile encoder showed the strongest EET-benefit
Muicenter, mult.-.nst.tut.onal o _’ [ n ]‘ et st I { concer H N ]_) & Treatment-by-risk interaction P values (A) and 10-year stratification. Treatment-by-risk interaction P values (A) and 10- .
I ‘ o | nalalanal | | o absolute EET benefit (B) by data modality over 10 cross- year absolute EET benefit (B) in LDR-B high vs low, for LDR-B Conclusion
. y e L g validation repeats. i i i . : . . .. : . : : . :
! be . variants built on four foundation models | e Using routine H&E images and three clinical variables, this multimodal Al tool identifies patients most
Both models include an auxiliary head predicting lowest BMD T-score (training only - not required at inference). Only the Comb|ned mOdEI Showed ConS|Stent treatment Only the CTranSPath-based Vd r|ant reaChed ConS|Stent|y . . . . . . L .
| - interactions (A; significant in 10/10 repeats with the binary significant treatment interactions (A) and showed the largest EET likely to benefit from EET within the context of late DR risk and may enable more individualized EET
WSI and extracts CTransPath embeddings. LDR-R (multimodal transformer) outputs a continuous late-DR risk score; LDR-B largest benefit in model-high patients (median 8.70%; B) : : .. : .-
. : B). o ) )
predicts the 11 BCl genes with a GEP model (trained on 9,003 Caris breast cancer patients), concatenates them with age, nodal The§§ retrospective, cross validated flndlngs Ssupport prospective validation of LDR-B as an EET
status and surgery type, and outputs a continuous benefit score. Both trained in NSABP B-42 (n = 2,271). decision-support tool.
GEP, gene expression prediction; MLP, multilayer perceptron; BMD, bone mineral density; px, pixels; LDR, late distant recurrence (LDR-R, risk model; LDR-B, DiSC|Os.ures: EPM discloses consulting (Merck, Genentech, Exact Sciences, Novartis, GE Healthcare, Biotheranostics, Delphi Diagnostics, Lilly, AstraZeneca) and speaker fees (Merck, Exact Sciences, AstraZeneca, References 4. Dubsky P, et al. Ann ?”CO'-2013;241640'7- 9. Noordhoek |, et al. Clin Cancer Res. 2021;27:311-3.
benefit model); CTransPath, pathology foundation model used as the tile encoder; NSABP, National Surgical Adjuvant Breast and Bowel Project. Novartis). - Pan i, etal. N EnglJ Med, 2017,377:1836-46. > ortiett I, el Cin Canceries, 2qeas s e O Cordoso T L TEne el SHIORTR AT, )
Funding and acknowledgements: This research was conducted at and funded by Caris Life Sciences. The NSABP B-42 trial was supported by the National Institutes of Health (U10CA180868, U10CA180822, 2. EBCTCG. Lancet. 2025/406:603-14. :' z/lan_]oucnas ET'Je;aI'I Sm Canlcer Re;' 202(:322844_91' ;;'GZ/_IE?CO_;E?;_Q,EE;PZ' et el Cancer es Commun. 2026:6:1825-35. dor0-L158/2767
3. Wallden B, et al. BMC Med Genomics. 2015;8:54. - Sgroi DG, et al. J Natl Cancer Inst. 2013;105:1036-42.

UG1CA189867, U24CA196067) and Novartis. We thank the NSABP B-42 patients and investigators and NRG Oncology for access to trial specimens and data.
8. Rastogi P, et al. J Clin Oncol. 2024;42:3561-9.

ESMO Congress 2026 - FPN: 217P - Publication category: Al for clinical workflows and decision-making



