
Background:
• Uterine carcinosarcomas (UCS) are rare 

tumors that account for less than 5% of 
all uterine malignancies and are high risk 
variant of endometrial adenocarcinoma

• Despite the identification of several 
clinicopathologic prognostic factors, more 
research is needed to determine the 
molecular features responsible for the 
aggressive behavior of this disease and 
identify therapeutic targets

KEY FINDINGS: 
• Mutations in KMT2C correlate with improved OS in UCS
• KMT2C-mut tumors have distinct molecular profiles from WT
• Exhibit greater immunogenicity, with more frequent MSI-H and 

TMB-H
• This suggests a potential role for Immune-oncology (IO) 

therapy. 
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Compare molecular profiles of KMT2C mutated 
and wild type uterine carcinosarcoma tumors 
and explore treatment outcomes

Results: Table 1: KMT2C mutated tumors have distinct molecular 
profiles compared to wildtype tumors
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Figure 2: Pathogenic KMT2C mutations, a gene in 
the chromatin remodeling pathway, were associated 
with improved median survival in UCS

KMT2C mt (n=35)

Median OS: not yet reached 
vs 19 months; HR(95% CI): 
0.37(0.19-0.72) p < 0.01 
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Figure 4: MSS tumors with KMT2C mutations continued to 
show a higher likelihood of high TMB, but PD-L1 (SP142, 
cut-off >1, 1%) expression was similar. 

Figure 5: Pathogenic KMT2C mutations were associated with 
improved median survival in MMR proficient and microsatellite 
stable UCS.

Objective: 

KMT2C wt (n=490)
Molecular
Alteration

KMT2C 
MT

KMT2C 
WT

Q 
value

JAK1 35.4% 3.6% <0.001
KMT2D 32.1% 6.9% 0.022
POLE 25.8% 1.0% <0.001

DICER1 19.4% 2.0% 0.017
ATM 16.1% 1.0% 0.015

MAP3K1 13.8% 0.6% 0.032

Chromatin 
Remodeling 100.0% 28.2% <0.001

WNT 38.7% 11.6% 0.012
Base/ 

Nucleotide 
Excision Repair

29.0% 4.5% <0.01

HR Pathway 25.8% 6.1% 0.023

DNA Damage 
Sensors 22.5% 3.9% 0.017

Fanconi Anemia 12.9% 1.2% 0.039
TMB-H PD-L1MMRd/MSI-H

Figure 3.  KMT2C mutated tumors had higher rates of IO therapy 
response markers.  
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Molecular
Alteration

KMT2C 
MT (%)

KMT2C 
WT (%)

Adjusted 
p-value

JAK1 23.8 0.86 <0.01

POLE 23.8 1.07 <0.01
Chromatin 

Remodeling 100 23.4 <0.001
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Table 2: Sub-analysis of MMR proficient and microsatellite 
stable (MSS) tumors based on KMT2C: KMT2C mutated MSS 
tumors more commonly had JAK1 and POLE mutations, and 
mutations in the chromatin remodeling pathway. 

KMT2C mut 
KMT2C wt

Median OS: 
not yet reached vs 18.9 
months; HR(95% CI): 

0.33(0.15-0.75) p< 0.01) 

KMT2C mut MSS (n=24)
KMT2C wt MSS (n=425)
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- Statistical significance determined by chi-
square and Wilcoxon rank sum test.

- p values adjusted for multiple comparisons 
(q) to be <0.05 

- Survival calculated using CodeAI data

CODEai insurance 
claims data

1144 UCS tumors

NextGen DNA 
sequencing

RNA 
sequencing

Immunohisto-
chemistry

Comprehensive 
tumor profiling (Caris

Life Sciences)

Methods:

Analysis

Figure 1: Flowchart describing methods
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