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* Overall 82% develop grade 3-4 ccRCC tumors at 25-61 wks (>9 mo spread)
+  Male ~87% 25-40 wks (6-10mo onset, 3.6mo spread) and more tumors/mouse
* Female ~70% 35-61 wks (6.4mo spread)
+ Histological and molecular characteristics similar to human ccRCC
* Range of therapeutic response to sunitinib and everolimus
+ No aneuploidy or large regions of CNA, but 55 regions of focal CNA found.
+ Have 161 vs 50 SNVs per tumor in humans
September 11-13, 2025 *  No Mets
* Other common ccRCC mutations (PBRM1, BAP1, SETD2) not detected
* Mixed background (50% FVB.129P2, 25% C.129S, 25% B6.Cg)

KidneyCancerAssociation® IN PARTNERSHIP wiTH UTSouthwestern
Medical Center

Kidney Cancer Program



Renal epithelial cell-specific co-deletion
of Vhl, Trp53 and Rb1 permits the evolution of
ccRCCs.
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ccRCCs in VhIA/ATrp532/2Rb 12/ mice exhibit
HIF-a and mTORC1 pathway activation.
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Longitudinal Tumor Tracking
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Drug Treatment
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Categorize Response
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Transition regions
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Immune cells per mn?
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5004

RNAseq (11 tumors, 9 NK): lower
angiogenesis, more macrophage and overall
immuneScore and TIS but lower CD8 T cells
IHC: T- and B-cells enriched in margins, high
macrophage infiltration throughout.

But no response to anti-PD-1/anti-CTLA-4!
(6-8mice/group, over 20 tumors each
imaged by MRI; Frew group)

p=0.39 *p<0.01 *p < 0.0001
v
*p < 0.0001 *p < 0.001 *p<0.01
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UMAP

KVpR CD45* ﬁ
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ICB and TKI differentially modulate the TME in mice
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response
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* KVPR model likely representative of Tp53 myeloid subset
* Strong response to Lenva opportunities for studying acquired resistance
* Synergizes with PD1

* Male predominance for tumor formation (opportunities to model similar
human findings)

* Does not metastasize, with long latency and mixed backgroud
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