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Fig. S1. Generation of Nlrp6-deficient mice. (A) Scheme of generation of Nlrp6-deficient mice. (B) RT-PCR analysis of Nlrp6 expression in wild-type and mutant
mice. (C) Genotyping of Nlrp6-deficient mice by PCR on mouse tail genomic DNA. The bands corresponding to mutant and wild-type alleles are depicted.
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Fig. S2. Anakinra therapy failed to rescue Nlrp6−/− mice from dextran sodium sulfate (DSS)-induced injury. Untreated (n = 4) and Anakinra-treated (100 mg/kg
per day, n = 4) Nlrp6-deficient mice (Nlrp6−/−) were challenged with 3% DSS for 5 d followed by a 5-d period of regular drinking water. Body weight loss (A)
and clinical score (B), including stool consistency and presence of blood, was monitored daily.

Normand et al. www.pnas.org/cgi/content/short/1100981108 1 of 3

www.pnas.org/cgi/content/short/1100981108


A

B

Tumoral vs non-tumoral

Nlrp6+/+

1884

389

905

D

-L
o

g
(P

-v
a

lu
e

)

Relative gene expression (fold)

C

Tumoral vs non-tumoral

Nlrp6-/-

Up-regulated genes

2

3

4

5

Wnt signaling pathway

Alzheimer disease-presenilin pathway

Huntington disease

p53 pathway

De novo pyrimidine deoxyribonucleotide biosynthesis

Plasminogen activating cascade

Notch signaling pathway

Blood coagulation

p53 pathway feedback loops 2

Transcription regulation by bZIP transcription factor

De novo purine biosynthesis

Down-regulated genes

0 5 10 15 20
2

3

4

5

Histamine H1 receptor mediated
signaling pathway

Metabotropic glutamate receptor
group I pathway

5-Hydroxytryptamine
degredation

Alpha adrenergic receptor
signaling pathway

Acetate
utilization

Inflammation mediated by
chemokine and cytokine

signaling pathway

Angiogenesis

PDGF signaling pathway

VEGF signaling
pathway

O-antigen
biosynthesis

Oxytocin receptor mediated
signaling pathway

Thyrotropin-releasing hormone
receptor signaling pathway

Pyruvate
metabolism

Gene occurence per biological process

Nlrp6-/-Nlrp6+/+

Mycl1

Csnk1e

Prkcε

Csnk1e

0 4 8 12

***

Mycl1

0 2 4 6

***

Prkcεε

0.0 0.5 1.0 1.5 2.0 2.5

**
Tumoral

Non-tumoral
Nlrp6-/-

Tumoral

Non-tumoral
Nlrp6+/+

Fig. S3. Intestinal tumorigenesis induces an abnormal transcriptional response in Nlrp6-deficient mice. Venn diagram is depicted (A) after transcriptional
profiling of tumoral (T) and nontumoral (NT) biopsies from two wild-type and two Nlrp6-deficient mice (B). (C) Gene ontology analysis on up- and down-
regulated genes that are differentially expressed in Nlrp6-deficient mice, as described in Materials and Methods. (D) Relative gene expression on tumoral (T)
and nontumoral (NT) colonic specimens were determined by quantitative RT-PCR analysis. **P < 0.01, ***P < 0.001.
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Fig. S4. Enhanced tumoral expression of Ccl24 and Xbp1 independently of NLRP6. Relative gene expression on tumoral (T) and nontumoral (NT) colonic
specimens (n = 8) were determined by quantitative RT-PCR analysis. *P < 0.05, **P < 0.01.
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