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eTable 1: Multivariate Model Results for Progression-Free Survival (PFS) and Overall Survival (0S)

PFS (01
Variable Level HR (95% ClI) p-value HR (95% Cl) p-value
Histology Ductal .049 .003
Lobular 0.92 (0.85-1.00) 1.15 (1.05-1.26)
’:ﬂg:t::t';:;t Continuous 1.00 (0.99-1.00)  |<.001 1.01 (1.00-1.01) <.001
::'/I‘;’:::f;s‘:s Continuous 1.08 (1.07-1.09)  |<.001 1.08 (1.07-1.10) <.001
Race ASIAN/PACIFIC IS .001 <.001
BLACK 1.13 (0.99-1.30) 1.93 (1.63-2.30)
NATIVE AMERICAN |1.62 (0.91-2.89) 1.02 (0.48-2.17)
OTHER 1.22 (0.97-1.53) 1.43 (1.04-1.96)
SPANISH, HISPANIC |1.08 (0.94-1.23) 1.43 (1.20-1.70)
WHITE 0.99 (0.88-1.12) 1.41 (1.21-1.66)
:/llt:t::t:;:ant Non-visceral <.001 <.001
Visceral 1.15(1.09-1.20) 1.43 (1.36-1.51)
L'I':t':i :sfis De Novo 006 <.001
Recurrent 0.93 (0.89-0.98) 1.56 (1.47-1.65)
Subtype HR+/HER2- <.001 <.001
HER2+ 0.75 (0.70-0.79) 0.69 (0.64-0.74)
TNBC 1.60 (1.50-1.71) 1.77 (1.65-1.89)
Nuclear Grade I <.001 <.001
I 1.19 (1.04-1.35) 1.09 (0.94-1.27)
1l 1.54 (1.35-1.76) 1.56 (1.34-1.82)
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eTable2: Disease-free interval (DFI) for each histologic group by estrogen receptor (ER) expression and tumor grade.

miDC mILC
N Median DFI N Median DFl | Hazard p
(95% ClI) (95% Cl) Ratio
Histologic 2.47 3.93
6044 770 . .
group (2.39-2.55) (3.56-4.26) | 97 <001
Subtype
HR+/HER2- 3.31(3.21, 4.14 (3.81,
3306 3.43) 672 4.47) 0.83 <.001
HER2+ 2.12(1.99, 3.01(2.14,
1257 2.28) 48 4.32) 0.68 .005
TNBC 1.53 (1.47, 1.59 (1.25,
1481 1.60) 50 2.25) 0.68 .005
Tumor grade
1 5.39 4.29
91 . .
(4.31-6.63) 15 | 374557 | 110 >1
2 3.52 4.14
1609 (3.38—3.66) 367 (3.64—4.60) 0.89 046
3 1.95 2.81
3612 (1.89-2.02) 158 (2.03-3.07) 0.77 <.001

Cl, confidence interval; mIDC, metastatic invasive ductal carcinoma; mILC, metastatic invasive lobular carcinoma.
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eTable 3. Key genomic alterations in patients with metastatic invasive ductal carcinoma (mIDC) and metastatic invasive lobular carcinoma (mILC)
across subtypes.

Genomic HR+HER2- HR+HER2- |HR+HER2- p-HER2+ mIDC,| HER2+ | HER2+ p-|TNBC mIDC, n| TNBC TNBC p-
Alteration mIDC, n (%) | mILC, n (%) value n (%) mILC, n (%)| value (%) mILC, n (%)| value
Mutation
TP53 294 (21.9%) |40 (13.9%) .002 103 (27.2%) |4(19.1%) |61 234 (51.0%) |1 (4.8%) <.001
PIK3CA 362 (27.0%) |109 (37.9%) [<.001 60 (15.8%) 4(19.1%) |.76 59 (12.8%) 5(23.8%) |18
ESR1 137 (10.2%) |29 (10.1%) 1.00 13 (3.4%) 0 (0.0%) 1.00 9 (2.0%) 1(4.8%) .36
NF1 40 (3.0%) 19 (6.6%) .005 9 (2.4%) 2 (9.5%) A1 15 (3.3%) 1(4.8%) .52
FGFR 51 (3.8%) 12 (4.2%) 74 6 (1.6%) 0 (0.0%) 1.00 12 (2.6%) 1(4.8%) .45
RB1 35 (2.6%) 10 (3.5%) 43 7 (1.8%) 0 (0.0%) 1.00 22 (4.8%) 1(4.8%) 1.00
ERBB2 33 (2.5%) 18 (6.2%) .002 6 (1.6%) 4(19.1%) |<.001 9 (2.0%) 0 (0.0%) 1.00
AKT1 32 (2.4%) 7 (2.4%) 1.00 8 (2.1%) 0 (0.0%) 1.00 9 (2.0%) 0 (0.0%) 1.00
GATA3 49 (3.7%) 1(0.3%) .001 7 (1.8%) 1(4.8%) 0.35 3 (0.6%) 0 (0.0%) 1.00
Cyclin E 9 (0.7%) 1(0.3%) 1.00 6 (1.6%) 0 (0.0%) 1.00 17 (3.7%) 0(0.0%) 1.00
Cyclin D 22 (1.6%) 2 (0.7%) .29 2 (0.5%) 0 (0.0%) 1.00 3 (0.6%) 0 (0.0%) 1.00
Amplification
Cyclin D 104 (7.8%) 17 (5.9%) 32 17 (4.5%) 1(4.8%) 1.00 20 (4.4%) 0 (0.0%) 1.00
FGFR 79 (5.9%) 8 (2.8%) .03 9 (2.4%) 0 (0.0%) 1.00 20 (4.4%) 0 (0.0%) 1.00

© 2025 Raghavendra AS et al. JAMA Network Open.




d3aavianivo

(7))
(d})
) SNOVHJOS3
©
e
(/)]
o] QIOYAHL
i
Q
M J 3A3
©
((b] J TVLO3HOT0D B}
O &
2 5
N m
V J HOVINOLS 3
— s
< 3
©
WNIQYVOIY3d %
- - :
O :
N s
(0]
>
[hd
> O O g
T .W. D — - IvNIHaw/AaNa  ©
.. c £ &
<« %
nrv - - J IVHIDSIA TYNINOQEY-VHLNI
-
(@]
H ONN1
Q
I o

0.0 -

_ _
™ N <
o o

0.4 —

S}9\/M uoluodold



d3aaviaTivo

SNOVHJOS3

dIOHAHL

JA3

V10340100

| Metastases at Dx

HOVINOLS

ISCera

ANIAYVYOld3ad

IVNIHAV/AINAIA

S3IFYVAO

© 2025 Raghavendra AS et al. JAMA Network Open.

Types of V
Cohort
m miDC
m miLC

TVH30SIA TYNINOAEV-VHLNI

JJ__JJJ

ONN1

eFigure 2

JBAIT

_ _
(o] o
v v

[ [ |
o 0 o
S S S
o o o o o

S}9|N/M uoljodold



eFigure 3: Types of All Metastases
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eFigure 4: Types of Metastasis at Dx
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eFigure 5A: Progression-Free Survival by Histologic Type
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eFigure 5B: Progression-Free Survival by Histologic Type and Presentation
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eFigure 5C: Progression-Free Survival by Histologic Type and ER Percent
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eFigure 5D: Progression-Free Survival by Histologic Type and Tumor Grade
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eFigure 6: Forest Plot for PFS
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eFigure 7A: Overall Survival by Histologic Type

o
- Histologic Type
< —— miDC
—— mliLC
(o]
2 o
=
(qv)
O
e <t
o3
N
o
o _
< [ [ [
0 3 6 9 12 15 18
N at risk Years
mDC —— 7851 2673 902 347 131 54 13
mLC —— 1089 415 112 45 15 5 1

© 2025 Raghavendra AS et al. JAMA Network Open.



eFigure 7B: Overall Survival by Histologic Type and Presentation
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eFigure 7C: Overall Survival by Histologic Type and ER Percent
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eFigure 7D: Overall Survival by Histologic Type and Tumor Grade
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eFigure 8: Forest Plot for OS
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eFigure 9A: Disease-Free Interval by Histologic Type
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eFigure 9B: Disease-Free Interval by Histologic Type and Grade
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eFigure 9C: Disease-Free Interval by Histologic Type and Tumor Grade
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eFigure 10: Forest Plot for DFI
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eFigure 11. Distribution of key genomic alterations according to histologic type across subtypes
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