RN 540046: Racial Disparities in Endometrial Cancer Survival Persist 2026 ASCO

ANNUAL MEETING

CARIS After Molecular Classification T JOIDESIER

PRECISION ONCOLOGY
ALLIANCE COMPREHENSIVE CANCER CENTER
UNIVERSITY OF MIAMI HEALTH SYSTEM

Jill Roberts MD?', Wafa Khadraoui MD', Sharon Wu PhD?, Navya Nair MD', Michael D Toboni MD?3, Britt K Erickson MD#, Ninad Kulkarni®, Matthew J Oberley?, Abdulrahman Sinno MD

1Sylvester Comprehensive Cancer Center, University of Miami, Miami, FL- 2Caris Life Sciences, Phoenix, AZ, 3Comprehensive Cancer Center, University of Alabama at Birmingham School of Medicine, Birmingham, AL, “University of Minnesota, Masonic Cancer Center IN PURSUIT OF YOUR CURE.

BaCkg rou nd Figure 2. Real-world OS by race across ProMisE classifiers
A. [Univariate] Forest Plot showi ival by TCGA Subt . - sy . . . .
— - [Univariate] Forest Plot showing survival by btype v' Racial disparities in endometrial cancer persist after controlling for
able 1. Demographics . . g .
+  Black/African American (BAA) Characteristic valis ProMisE molecular classification
pation’s with endometrial cancer (EC) N 2,410 7,752 Al e v' BAA patients were more likely to develop TP53mt tumors, but the survival
ave X mortality rate vs. e Age, median (range) 67.0 (21 - 904) 69.0 (18 -90+) | <0.001 1.3p3 (1.224-1.389), p<0.0001 . . .
oatients Histology, N (%) ey disparity was largest in the NSMP group
 ProMisE molecular classification Carcinosarcoma| 17.7% (426/2410) | 10.3% (797/7752) > POLE-mt| . : v BAA and White patients show differential expression of known
(MC) is now standard for risk Clear Cell Carcinoma| 3.5% (84/2410) 2.7% (213/7752) ' 0.685 (0.269-1.732), p=0.4266 t t t d . f t . h h
stratification Endometrioid Carcinoma 18.9% (455/2410) | 35.9% (2786/7752) | prognostic mutations and immune teatures even within the same
. Previous studies demonstrate that Sgrt‘;us 23% ggggﬂg; ;?gj gi;gg;gg MSI-H e molecular subtype
: : " : : er A% 9% 1.021 (0.843-1.236), p=0.8305 . L ‘e . i i i i
racial disparities in EC persist even Biopsy Site, N (%) T 5 - Existing classification schemas may overlook important biological heterogeneity
when controlling for histology Primary| 77.6% (1871/2410) | 73.6% (5704/7752) 4 v53m . . Downregulation of immune-related pathways in BAA patients may affect
— - Metastatic| 21.4% (515/2410) | 25.4% (1967/7752) ' 1.129 (1;.045-1.219), p=0.002 |mmunotherapy response
Critical Question: Unclear] 1.0% (24/2410) 1.0% (81/7752) |
: : e Ethnicity, N (%) 0 L . B. All EMCA C. TP53-mt EMCA D. NSMP EMCA
{ . @ . . .
Do racial disparities in EC Hispanic or Latino| 1.5% (37/2410) 5.8% (448/7752) NSMP 1.353 (1.154-1.586), p=0.0002 BAA d,OVergg gU(FZV;Vj'ﬂ - BAA d.overzaelsl i‘J(VZVB"Vg' 57.7) overall survival
. . . _ _ _ > 5 ; : median=209. 4-31.7) mos. . median=206. .0-2/./) MOs. : ian=36. .7-45, .
survival persist after controlling Not Hispanic or Latino| 58.9% (1419/2410) | 89.6% (6943/7752) | White: median—39.7 (38.2-41.1) moe. White: median=29.6 (28.0-30.8) mos. V\?ﬁﬁe:mrfgé?;’n359&?5(?}6_70?555_53)?(?55_
for molecular subtype? _ _ Unkonown 39.6% (954/2410) | 4.7% (361/7752) 05 1.0 15 | HR=1.303 (1.224-1.389), p-value<0.0001 | HR=1.129 (1.045-1.219), p-value=0.0020 | HR=1353 (1.154-1.586), p-value=0.0002
Prior Carboplatin, N (%) 0.004 — BAA — BAA — aan
Yes| 12.3% (297/2410) | 10.6% (820/7752) IMPROVED OS WORSE OS 08l — White 0.8l — White 0.8k — White
Prior Radiation, (%) 0.001 . - '
— >
Yes|13.3% (321/2410)  [16.2% (1259/7752) 2 g6l 2 g6l 2 6l |
; o 3 oo : S
Figure 1. ProMisE classification by race Table 2. Molecular differences by race and classifier S 0.4l e S o4t o S 0.4} "
A. e < < Q
Cohort TCGA Subtype Distribution in BAA Biomarker TP5:?-mt NSMP 0ok ol 0ol )
“H: 13.5° BAA% White% A% BAA% White% A% Black/AA, n=2,410, 29.8 BAA, n=1,665, 26.1 BAA, n=396, 36.8
N_1 O 1 62 EC MSI-H: 13.5% (31.7-45.5) m -
. =10, samples (BAA POLE-mt: 1% | ARID1A-mt 447 10.3 -5.83 30 8 489 16.1 (27.4-31.7) m . (@8827.7)m | . .
n=2,410; White n=7,752) from . i@fgﬁf‘ig}t‘ﬁ"ﬁg\i CTNNBI-mt NS NS ) 311 400 9 1 007525 50 75 100 125 150 00725 50 75 100 125 150 00725 50 75 100 125 150
. . . . 1 . t th . I
Caris Life Sciences® NSMP: 16.4% POLE-w/MSS FGFR2-mt 0.6 294 | 234 | 3.29 1.3 | 801 | _ Atrsk 17;'me3[1m°”1”1‘51 S g Al 108'me2[3m°” 951 - oap PEISC 3;'me [Smontgs] L
tumors compared to PIK3CA-mt 23.1 36.6 -13.5 NS NS - White 7745 3469 599 171 57 18 2 White 3336 1343 220 40 7 2 O White 2398 1152 230 89 38 12 2
Molecular Classiﬁcaﬁon Ygglgeo/psgez[;/ PIK3R1-mt 9.58 15.4 -5.82 17.9 35 -17.1
«  NGS (NextSeq/NovaSeq) for p<0.00001) PTEN-mt 6.63 157 | 887 | 404 669 | 265 | . Across EC, BAA patients had shorter OS (29.8 vs 39.7 months (m); HR: 1.303 (1.224-1.389), p<0.0001).
ProMisE classification: White patients were ’Z’Z F;(ZAZ ;A;jm;[ 1|\5|55 2|\:1358 e ':S 1';87 8-3 « BAA patients had worse OS in the NSMP cohort (36.8 vs 49.5m; HR 1.35 (1.15-1.59), p<0.001) and TP53-mt cohort (26.1 vs
* POLE-mt (ultramutated) NSMP (TP53- CORN el | NS NS : 13.7 545 | 8.25 29.6 m; 1R 1.13 (1.05-1.22), p=0.002).
- -de - : : : . - : ' i i - — - =
+  MSI-H (hypermutated) WUPOLE-WyMSS) TAP-dal NS NS : 88 5 0 588 Race was not associated with differences in OS in POLE-mt (NR vs 51.4 m, p=0.4266) and MSI-H (44.4 vs 45.9 m, p=0.8305).
o - tumors compared to B} i
ngl\zP : " \ ;20156%01’) ks ' ' ' Figure 4. Post-Pembrolizumab/Dostarlimab survival by race across ProMisE classifiers
. no specific .
A i - i All EMCA
molecular profile; TP53-wt) B Flg_ure 3. Immune pathvx_/ays are _d_ownregulated in BAA vs White A. [Univariate] Forest Plot showing post- B Pembrolizumab C peNrﬁﬂ”rZ”Ez'\f,rcn/;b
* RNA sequencing (NOV&SGQ) for " TCGA Subtype Distribution in White patients across all ProMiskE classifiers by pre-ranked GSEA Pembro/Dostar survival by TCGA Subtype ] overall survival . overall survival
] . . BAA: median=16.4 (13.9-18.2) mos. BAA: median=16.9 (12.0-21.8) mos.
transcriptomic profiling NSMP: 3156 OLErmt 220 Al i White: median=23.2 (21.1-24.8) mos. White: median=24.6 (22.5-28.2) mos.
S -2.96 | NSMP gg | —— 1_5|R=1.339(1.195-1.502), p-value<0.0001 , diR=1.458 (1.089-1.952), p-value=0.0113
Analysis MSI H: 25.7% 4.80 I, P53 E & 1950 11151508, .00 —— Baa o
«  Qverall survival (OS) calculated -4.03 I MS-H S MSI-H | _ 0.8 —— White R 0-8r —— White
. . - —e i o O
from tissue collection to last -5.31 I TP53-mt S o 1.069 (0.746-1.532), p=0.715 = 0.6f White. me.316. 23,2 = 0.6F White, n=529, 24.6
contact using Cox proportional 422 I S 52 Tp53.mt £ oal Erzs 8 oaf e
hazards models 3.08 I FOLE-mE 5 —e— = = o
« Gene set enrichment analysis -4.58 I  TP53-mt © @ I s 0.2r B0, 164 2 B g
: gg | (13.9-18.2) m . . . e .
performed to assess pathway 302 I S < & NSMP - . : 00— & 8 100 0035 40 60 80 100
level differences 3l POLEmES | 1458(1.089-1.952), p=0.0113 At risk time [months] At risk time [months]
TP53-mt: 43% 7 B 10 15 2.0 BAA 707 153 17 0 0 0 BAA 98 22 2 0 0 0
Normalized Enrichment Score (NES) IMPROVED OS WORSE OS




