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The NSABP B-42 Trial
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 Postmenopausal pts with ER+ or PR+ BC

« Stage I-llla at diagnosis
« Disease-free after 5 years of ET

4

Al or TAM - Al for 5 Years

STRATIFICATION

Pathologic nodal status (-/+)
Prior adjuvant TAM (Yes, No)
Lowest BMD T score: (>-2.0, <-2.0 SD)

7O\

Letrozole x 5 yrs Placebo x 5 yrs
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10-Year Results
Extendfad Letozole Therapy Absolute Benefit
Efficacy Outcomes
0 " g HR =0.97
vera o (95% CI: 0.82-1.15)
Survival P=0.77
Distant HR =0.72
R * | (95% Cl: 0.55-0.92) 1.8%
ecurrence P=0.01
Breast HR =0.75
Cancer-Free —° | (95% Cl: 0.62-0.91) 2.7%
Interval P=0.003
Di - § HR =0.85
ISease-rree — (95% Cl: 0.74-0.96) 3.3%
Survival ! P=0.01
0x o6 os 10 12 & 1 2 3
Hazard Ratio (HR) Absolute Benefit
Favors ELT Favors Placebo
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Multi-task (M3T) Models for Risk Prediction / i mss

B-42 Translational Cohort: 2271 Training/Evaluation: 5-fold cross validation

/o AUXILIARY TASK
IMAGE ONLY MODEL /0 Lowest BMD T-score
» > —
: RISK SCORE
i IMAGE + CLINICAL MODEL t
| |
1 |
| CLINICAL FEATURES i In Multimodal-multitask architecture,
!_ . EDZI * Nodal status i BMD T-score is not used as input.
« Surgery [TT77 Instead, there is an auxiliary task that
- Age predicts T-score, along with a risk

score, in the training set.

MODEL INPUT

* Image only model input: H&E

* Multimodal model: H&E + clinical
* Multimodal-multitask (M3T) model: H&E + clinical as input and T-Score as additional target variable

T-score is not needed for test cases.
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Comparison of Model Prognostic Performance C/ gumion. 07
Low Risk 10-yr DR High Risk Absolute HR
estimate 10-yr DR Difference (95% Cl)
(%) (%) (%) °
IEEE 2.72 8.5 5.79 3.419 (2.241-5.215) <0.001
only
Multimodal 2.09 9.22 713 4.507 (2.863-7.096) <0.001
Multimodal- 1.69 9.63 7.95 5.710 (3.500-9.317) <0.001

multitask (M3T)

Multimodal-multitask model achieved the strongest risk discrimination (HR = 5.71, 95% CI 3.50-9.32),
followed by the multimodal and image-only models.

The absolute risk difference between low- and high-risk groups increased from 5.8% (image-only) to 7.1%

(multimodal) and 8.0% (multimodal-multitask)
Similar patterns were observed within both the ELT and placebo groups.
NRG AR
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M3T Model Shows Robust 10-Year Risk by 75€%£§§§§§A%ER
Stratification Independent of Treatment (" Guren AACR
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Multimodal-multitask Model (M3T)

Cumulative incidence of distant recurrence

-
i All Patients g0 ELT g 040 Placebo
(] o
A B
0.35 - :?-’ 0.351 :?: 0.351
5 . (] : : Q s 2
i 10-yr risk Abs.Diff HR P - £
0.30 1 10-yr risk Abs.Diff HR P -oE-O.SO- 0-y bs -EO.SO- 10-yr risk Abs.Diff HR P
= [} -—-low  1.44% 5.3 < --- low .939 109
low' 1.69% 7 o5m " somiy <0001 % _ ® 6.15% 47011049 <0.001 £ W 198% g 75% (3‘22_1?_593) <0.001
0251 __high 9.63% o ©025{ —high 7.59% © 025/ —high 11.68%
k) ©
0.20 - 8 0.20 8 0.201
c c
Q (D]
= =
0.15 1 ©0.15 ©0.15
= £
Q Q
0.10 - 2 0.10 2 0.10
S o
g £
0.05 - p— 80.05- e 80.05- o e
- N NPT ITTE TRRTE TR A
0.00 Ll it WA : , , , 0.00-_ccel i iy - sitpgrari-HIHHEHFHHHH-H . . 0.001_ el HH it HHIAT . | |
0 2 4 6 8 10 12 0 2 4 6 8 . 10 12 0 2 4 6 8 10 12
Years after random assignment Years after random assignment Years after random assignment
low low low
Atrisk 1138 1098 1043 969 864 559 55 Atrisk 565 545 517 481 427 283 27 Atrisk 573 553 526 488 437 276 28
high high high
Atrisk 1133 1073 1004 895 789 523 49 Atrisk 565 534 503 455 405 271 25 Atrisk 568 539 501 440 384 252 24

The M3T model yielded a 10-year absolute risk difference of 7.95% between high and low-risk

patients and shows strong prognostic performance independent of treatment.
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Multivariable Cox Analysis for (O EBOSIOM
Image-only Model Risk Score Ouew 222

HR [95% CI

Placebo 1 0.017
Treatment ELT 0.642 (0.446-0.923) '

Low 1

<0.001

Image-only High 2.761 (1.799-4.238)
Pathologic Negative 1 <0.001
nodal status Positive 2.324 (1.573-3.435)

Lumpectomy 1 <0.001
Surgery type Mastectomy 2.146 (1.479-3.115)

In multivariable Cox analysis adjusting for clinical features, risk label from the Image-only model
remained an independent prognostic factor.

Additional multivariable Cox analysis using the M3T-predicted risk label showed an even
NRG stronger prognostic effect (HR = 3.58). A
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M3T Model Suggests a Subgroup More Likely
to Benefit from Extended LetrozoleTherapy
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o 0.40 .
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g All Patients

5 0.35

Q

e

+ 0.30 -

g 10-yr risk Abs.Benefit HR P

T 025 — ELIT  452% 0.621

S 223%  (0.432-0.804) 001

© — Placebo 6.75%

© 0.20 |

[F]

=)

g 0.15 1

S

= 0.10 |

o

=

E 005 |

(8]

0.00 =i , , : : : ‘
0 2 4 6 8 10 12
ELT Years after random assignment

Atrisk 1130 1079 1020 936 832 554 52

Placebo

Atrisk 1141 1092 1027 928 821 528 52

Cumulative incidence of distant recurrence

0.40 |
M3T Low
0.35 A
0.30
10-yr risk Abs.Benefit HR P
g - Q

025 ELT - 149% 0 5.40% 022'66_?4659) 0.378

— Placebo 1.93% (©. '
0.20 A
0.15 A
0.10 |
0.05
0.00 +_; ; A . : ‘ .

0 2 4 6 8 10 12
ELT Years after random assignment
Atrisk 565 545 517 481 427 283 27
Placebo
Atrisk 573 553 526 488 437 276 28

o 0.40 .
[£]
g M3T High
£0.35
(=]
e
£ 0.30 . .
8 10-yrrisk Abs.Benefit HR P
[72]
T025 | -- 9 .
- BT T59%  00% o deoers 0015
o — Placebo 11.68% ' ’
© 0.20 |
c
[F]
=
g 0.15
2
= 0.10
o
=
€005
o
0.00 1 : ‘ : : : .
0 2 4 6 8 10 12
ELT Years after random assignment
Atrisk 565 534 503 455 405 271 25
Placebo
Atrisk 568 539 501 440 384 252 24

The M3T model showed greatest risk stratification and the largest absolute ELT benefit in the high-risk group

There was no statistically significant treatment interaction by risk category.
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M3T Reclassifies 18.7% N+ Patients as Low
Risk and 29% NO Patients as High Risk
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Negative
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Positive
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& 015
go
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£ 010
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w® 0.05
= W
E 0.00 |t . . . . ,
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ELT Years after random assignment

Atrisk 675 647 611 564 500 343 35
Placebo

Atrisk 690 668 637 579 525 337 30
8 040

g0 N+
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Q
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s 10-yr risk Abs.Benefit HR P
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Years after random assignment
198 185 174 156 138 102 9
198 192 183 158 147 100 7
N+, M3T-High
10-yrrisk Abs.Benefit HR P
--- ELT 8.00% o 0.521
6.83% (;aop0g0s 0-005

— Placebo 14.83%

81.3% N+

Cumulative incidence of distant recurre

ELT

Atrisk 367 349
Placebo
Atrisk 370 347

0 2 4 6 10 12
Years after random assignment
329 299 267 169 16
318 282 237 152 17
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External Validation of the M3T Model in TAILORx: | ;B’Q%S,N(TI_EGT%%ER
Prediction of Risk of Late Distant Recurrence Gy AACR

m

N=4,300 Late DR (LDR): Patients with > 4.5 yrs of ET and disease-free at 5 yrs

(N = 4203, Events = 230)
HR (95% Cl)

o« 0.40 , M3T Risk High (vs. Low) " 1.61 (1.14-2.27)
a
0.35 -
. . DX R 2 . RS 0-25) 1 u 1.12 (0.59-2.14)
5 a0 15-yrrisk Abs.Diff  HR P ODX RS >25 (vs. RS 0-25)
o . )
€ oo5/ — low 6.59% o 1.893 Age > 50 (vs. Age <50 ) o 1.09 (0.69-1.73)
80 6.35% (1 4130584 <0-001
E 020! — high 12.94% Postmenopausal (vs. Premenopausal) { I 1.41 (0.90-2.21)
.02, 0151 Mastectomy (vs. Lumpectomy) — 1.06 (0.77-1.46)
S 0.10
E 0.05 . Chemo received (vs. Chemo not received) o 1.05 (0.80-1.39)
=
O 0.00 ‘ . . ‘ . . . - 1.39 (1.05-1.85)
00 25 50 75 100 125 150 1 Tumor Size > 2cm (vs. <2 cm)
High Time (years) Tumor Grade High (vs. Low) . 1.91 (1.24-2.92)
At risk 740 740 740 623 477 353 142 1
Low Tumor Grade Int (vs. Low — & 1.51 (1.08-2.11)
Atrisk 3560 3560 3559 3084 2551 2018 901 50

0.5 1 2
Hazard Ratio (95% CI)

M3T risk label provides independent prognostic information beyond age,

tumor size, grade, RS, surgery type, treatment type, and menopausal status.
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 In NSABP B-42, the M3T Model showed the strongest prognostic
performance and identified low-risk patients, unlikely to obtain
meaningful ELT benefit.

« Subset analyses by nodal status demonstrated potential treatment
guidance beyond standard clinicopathologic factors

« External validation in TAILORX confirmed independent late DR
prognostication.

« The M3T Model provides a scalable, cost-effective alternative to
genomic assays using routine H&E and clinical data.
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