
Table S1: cDNA sequencing results for Pdx1-Cre KrasG12D PtenL/+ tumors. 

Tumor line Pten Smad4
1240 - wild type
1456 wild type wild type 
1471 wild type wild type 
2334 wild type wild type 
2457 - wild type
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Table S2: Significantly enriched transcription factors. 

Motif ID Transcription Factor p-value 
M00500 STAT6 0.0047
M00746 Elf-1 0.012099
M00239 v-ErbA 0.013599
M00258 ISGF-3 0.019898
M00647 LXR 0.023298
M01116 CLOCK:BMAL 0.027697
M00998 Pbx 0.029097
M00208 NF-kappaB 0.029697
M00052 NF-kappaB 0.032197
M00481 AR 0.035996
M00194 NF-kappaB 0.038296
M00482 Pitx2 0.048495
M00054 NF-kappaB 0.049395
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SUPPLEMENTARY FIGURE LEGENDS 

Supplementary Figure 1.  (A) Histology of preinvasive ductal lesions arising in Pdx1-Cre

LSL-KrasG12D PtenL/L mice. H&E staining showing stromal responses with ductal 

metaplasia, PanIN formation (arrow), and invasive ductal lesions (circle) in 1 week (i) 

and 2 week (ii&iii) old pancreata. (B) Histology of 12 week old pancreata from Pdx-Cre

PtenL/+ (left) or Pdx-Cre PtenL/L mice. 

Supplementary Figure 2. Comparison of evolving pancreatic lesions in LSL-KrasG12D

and  LSL-KrasG12D PtenL/+ mice. (A) Pancreas specimens from 6 week old Pdx1-Cre

LSL-KrasG12D (i-iv) and Pdx1-Cre LSL-KrasG12D PtenL/+ (v-viii) mice were stained with 

H&E (i, v) and with antibodies to phospho-ERK (ii, vi), phospho-Akt (iii, vii) and BrdU (iv, 

viii). Scale bar: 100 �m. (B&C) Morphometric analysis of pancreata from 4, 6, 8, and 10 

week old Pdx1-Cre LSL-KrasG12D and Pdx1-Cre LSL-KrasG12D PtenL/+ mice showing 

number of ductal lesions per 100x field (B) and number of ductal lesions per 100x field 

measuring > 400 �m at greatest diameter. Five mice per genotype were analyzed with a 

minimum of 10 fields counted per mouse. *: p<0.05; **: p<0.01. 

Supplementary Figure 3. Analysis of leukocytes infiltration. Percentage of CD45+ cells in 

total live cells within pancreata of 6 week old wild-type (n=3), KrasG12D (n=3) and 

KrasG12D PtenL/+ (n=3) mice. *: p<0.05; **: p<0.01. 

Supplementary Figure 4. Molecular analysis of KrasG12D PtenL/+ PDACs. (A) Western 

blot analysis for Pten protein expression in early passage KrasG12D PtenL/+ tumor cell 
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lines. (B) Methylation-specific PCR to detect methylated CpG islands in the p16Ink4a

promoter region reveals hypermethylation in four tumor lines (lanes 1, 3, 4, 5). Middle 

and lower rows show the methylated (M) and unmethylated (U) alleles, respectively. 

PCR for p16Ink4a using non-bisulfite-treated tumor genomic DNA (top row) indicates 

deletion mutation of p16Ink4a locus in one tumor line (lane 2). 

Supplementary Figure 5. Pten deficiency alone does not induce NF-�B activation in 

vivo. 12 week old pancreata from PtenL/+ (top) and PtenL/L (bottom) mice were stained 

with phospho-NF-�B p65 (pRelA). 

Supplementary Figure 6. IKK pathway is not activated in KrasG12D PtenL/+ PDECs. 

Lysate from KrasG12D (lanes 1-2) or KrasG12D PtenL/+ (lanes 3-6) PDECs was blotted for 

phospho-IKK�/� at Serine 176/180, total IKK�, total IKK�, Phospho-I�B� at Serine 32, 

and total I�B�. KrasG12D PtenL/+ PDECs were also treated with either vehicle (Ctr) or LY-

294002 (LY) 20 �M for 24 hours before collection. 

Supplementary Figure 7. Pten deficiency induces cytokine expression. (A) The 

expression of indicated cytokines and chemokines were measured with QPCR in 6 

week old KrasG12D or KrasG12D PtenL/+ pancreata (n=5). (B) KrasG12D PtenL/+ PDECs 

were infected with pBabe (Vec) or pBabe-I�B�M. Cytoplasmic (C) or nuclear (N) extract 

was prepared and blotted for NF-�B p65 and I�B�. *: p<0.05; **: p<0.01. 
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Supplementary Figure 8. Cytokines and chemokines are upregulated in human PDAC 

and are negatively correlated with PTEN expression. (A) Heat map detailing the 

expression levels of indicated cytokine/chemokine and PTEN in human pancreatic 

ductal adenocarcinoma (n=39) and normal pancreas (n=39) (1). (B) Negative correlation 

between the expression levels of indicated cytokine/chemokine and PTEN. Dataset was 

downloaded from OncomineTM.
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