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LZTR1 loss of heterozygosity is found in one-third of lung 
adenocarcinomas and co-occurs with KRAS mutations

Knockout of Lztr1 co-operates with oncogenic Kras and 
promotes tumor initiation and progression

LZTR1 loss causes a pro-inflammatory phenotype

Proteomic analysis of Sftpc Cre; Lztr1flox/flox

mouse lungs
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Lung immunophenotyping of Sftpc Cre; 
Lztr1flox/flox mouse lungs

LZTR1 loss affects KRAS
mutant ubiquitination

LZTR1 increases 
KRAS mutant and WT ubiquitination

KRAS WT KRAS G12V
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Mutant KRAS stability is not 
mediated by LZTR1
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THE ROLE OF THE KRAS UBIQUITINATION 
IN LUNG CANCER HETEROGENEITY
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These results shed a light on the crosstalk between dysregulation of KRAS ubiquitination,
paracrine communication exerted by the cancer cells, and the immune response in lung
cancer, which has thwarted the effectiveness of therapy to date.

LZTR1 regulates RAS signalling heterogeneity
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Anti-inflammatory treatment using Amlexanox
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About 30% of NSCLC is driven by activating

mutations in KRAS. KRAS signalling is tightly

controlled through a series of post-transcriptional

mechanisms, whereas dysregulation of KRAS activity

is translated into heterogeneous clinical behaviour.

Recently, leucine zipper-like transcriptional regulator

1 (LZTR1) was implicated, an adaptor of the CUL3-

containing E3 ligase complex, in the control of RAS

ubiquitination, suggesting that LZTR1 loss could

contribute to lung cancer by increasing the

heterogeneity of KRAS signalling and affecting the

drug response.

To assess the impact of LZTR1 on KRAS-driven lung

cancer, we used the KrasG12D mouse model.
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Noonan Syndrome,
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In vitro 
(H727 – KRASG12V)

In vivo 
(Sftpc Cre AAV KrasG12D)
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Proximity ligation assay done on 
mouse lung tumour sections

Immunoprecipitation done on 
mouse lung lysates


