Whntless/Wils a conserved 7-pass
\ < / membrane protein dedicated to the
| secretion of Wnt proteins

Carla Banziger & Davide Soldini
Konrad Basler
Institut fur Molekularbiologie
Universitat Zurich



YWnti, stem celils ana cancer
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Signalling pathways, stem cells and cancer

Pathway Stem cell Cancer

WNT Haematopoietic stem cells Lymphoblastic leukaemia
Intestinal epithelial stem cells Colorectal cancer
Keratinocyte stem cells Pilomatricoma
Cerebellar granule-cell progenitors Medulloblastoma

CNS stem cells Gliomas?
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wnt patnway in Cancer
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enetic screen 1or new components o

wnt pathway

38’000 flies screened
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3 complementation groups
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Deficiency mapping: 240 kb, 50 genes
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SNP mapping: 3L3 = Wntless
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/VNtless IS nhecessary ror
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Fold induction
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vntiess IS specirtic Tor most vvnt proteins

Whnts+siRNA

“producing cells” “receiving cells”

Luciferase measurement

Whntba Whntba empty vector empty vector
+ sihWLS + siGFP + sihWLS + siGFP

TOPFlash



runction ot vvntiess In the secretion or vwnt
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Jverexpression or vwnt and diseases

Whnt1 Cancer, schizophrenia and rheumatoid arthritis
Wnt2 Cancer

Wnt3 Cancer

Wnt4 Cancer

Whntba Cancer and rheumatoid arthritis

Wnt7b Cancer

Adopted from Janssens et al. 2006

Could Wntless be a drug target?
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