Wang et al

LEGENDS TO SUPPLEMENTARY INFORMATION
Supplementary Figure 1. IHC and proliferation analysis of pten-deficient mammary tumors
A. Induced expression of estrogen receptor o (ERa) in AME vs PDA tumors. Student’s t test,
p=0.0005, n>3.
B. Induced expression of Ki67 in PDAs vs AMEs. Student’s t test, p=0.0031, n>3.
C. Enlarged immunohistochemistry images of AMEs and PDAs shown in Figure 11. N=6.
D. In vitro growth curves of independent AME tumor cell lines incubated with indicated

concentrations of B-estradiol. Student’s t test, *p<0.05, **p<0.01; ***p<0.001, n=2.

Supplementary Figure 2. Proliferation and apoptosis analyses of AME and PDA cells following
orthotopic transplantation into NOD/SCID mice
Shown are representative IHC images of phospho-H3, Ki67 and activated caspase 3 of

mammary glands injected with AME or PDA cells at indicated time points. n>3.

Supplementary Figure 3. GSEA reveals distinct pathways in PDAs versus AMEs
Complete GSEA of AMEs (blue) versus PDAs (red) using canonical pathways (c2.all, v4.0,
Broad Institute) visualized using Cytoscape Enrichment Map. Green lines connect overlapping
pathways. Size of the circles corresponds with levels of enrichment (normalized enrichment
score) whereas thickness of lines corresponds with degree of overlap. p<0.001, FDR<0.001.

PDA n=8, AME n=13.

Supplementary Figure 4. g:Profiler analysis of AMEs versus PDAs. p<0.05. PDA n=8, AME n=13.
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Supplementary Figure 5. aCGH analysis showing distinct genetic alterations in PDAs versus AMEs
Shown is a list of genes with significant copy number changes in PDAs versus AMEs including

chromosomal location and frequency of alterations. PDA n=5, AME n=5.

Supplementary Figure 6. Schematic representation of Cul/9 (a) and Cb/ (b), and relative location

(asterisks) of mutations identified in PDAs. PDA n=7, AME n=3.

Supplementary Figure 7. Kaplan-Meier survival analysis for patients with miR-145-low/PTEN-low
expression showing a trend toward significantly worse DFS compared to patients with miR-145-

high/PTEN-low expression.

Supplementary Figure 8. miR-143/145 knockdown cooperates with pten loss by activating the Ras
pathway
A. In vitro growth curves of independent AME tumor cell lines transduced with miR-143/145
decoy. n>5.
B. Epithelial marker analysis of AME and PDA tumors for ERa, K18 and K14. n>3.
C. Representative Western Blot analysis of PTEN knockdown by lentiviral sShRNA. n>3.
D. In vitro growth curves of HC11 cells transduced with miR-143/145 decoy, pten shRNA or both.
n>3.
E. Western blot quantification showing elevated phospho-Erk levels in HC11 cells treated with
both miR-143/145 decoy and pten shRNA compared to cells transduced with only miR-

143/145 decoy, or only pten shRNA. n>8.
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F. Quantitative RT-PCR analysis of indicated predicted miR-143/145 targets following miR-

143/145 overexpression. n=3.

Supplementary Figure 9. Distinct levels of activation of 18 signaling pathways in AMEs vs PDAs
* denotes significant differences. Red — induction in PDAs; green — induction in AMEs. PDA n=8,

AME n=13.
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Figure S1
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Figure S5
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Figure S6
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Figure S7
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Figure S8
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Figure S9
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