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Outline

* TFEB activates mTOR and mediates renal disease in TSC

* New Tsc2 mouse model (unpublished)
* Chromophobe-like tumors



TFEB and TFE3 localize to the nucleus in Tsc1/2 deficient cells
(despite high mTORC1 activity)
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TFEB knockout normalizes renal pathology
in CAGGCreERT2*: Tsc2 mice.

CaggCreERT2*;Tsc2Mf vs, CaggCreERT2*
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Tamoxifen injected day 1-3 to lactating mothers

b (Upregulated pathways)

Lysosome (n=56)

Phagosome (n=52)

Salmonella infection (n=30)

Apoptosis (n=42)

Fancreatic cancer (n=28)

Regulation of actin cytoskeleton (n=56)

Cell cycle (n=38)

Cellular senescence (n=47)

MicroRNAs in cancer (n=42)

Human T-cell leukemia virus 1 infection (n=66)
Bacterial invasion of epithelial cells (n=25)
Chronic myeloid leukemia (n=26)
Epstein-Barr virus infection (n=52)
Proteoglycans in cancer (n=52)
Tuberculosis (n=44)

Leishmaniasis (n=22)

Endocytosis (n=61)

Antigen processing and presentation (n=23)
Small cell lung cancer (n=28)

AGE-RAGE signaling pathway ... (n=30)
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TFEB is required for renal pathology
in kidney-specific Tsc2-knockout mice .,
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Outline

 TFEB activates mTOR and mediates renal disease in TSC
TFEB deletion normalizes kidneys in two Tsc2 models

* New Tsc2 mouse model (unpublished)
* Chromophobe-like tumors



Chromophobe RCC arise from Renal Intercalated Cells & Occur
in Tuberous Sclerosis Complex and Birt Hogg Dube syndrome
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Rosa26 Cre+ Tsc2 mice: Solid and Cystic Renal Tumors

Tamoxifen/vehicle (10mg/kg)
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Rosa26 Cre+ Tsc2Mmice: Solid and Cystic Renal Tumors

Tina Liu, unpublished



Summary

 TFEB activates mTOR and mediates renal disease in TSC
TFEB deletion normalizes kidneys in two Tsc2 models

New model: TFEB is primary activator of mTORC1 in TSC
* New Tsc2 mouse model with chromophobe-like tumors
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