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Figure S1. Long-Term Effects of Oct4 Loss in the Intestinal Epithelium
(A) Growth of Villin-CreER mice was analyzed for a period of 9 months after inactivation of the
Oct4 conditional allele in 8-week old mice. Weight on the final day of Tamoxifen treatment (day5)
was set equal to 1. Data are mean +/- SD, n=5.
(B) Histological analysis of intestinal epithelium with H&E staining 9 months after inactivation of

the Oct4 conditional allele. Top panels show normal intestinal architecture. Center panels reveal
goblet cells (arrows) and Paneth cells (arrowheads) in the presence or absence of a functional
Oct4 gene. Ki67 staining (lower panels) shows a normal distribution of proliferating cells near the
base of the villi.
(C) qRT-PCR analysis after fractionation of the intestinal crypt villlus structure with early fractions
(1-3) corresponding to the tip of the villi (as evidenced by Trefoil Factor-3 expression) and later
fractions (4-6) corresponding to the transit amplifying compartment near the base of the crypt
(marked by PCNA expression), with intestinal stem cells most represented in fraction 6 (marked
by expression of the putative stem cell marker Msi1). Oct4 expression is negligible in all of these
fractions when compared to ESCs. All data are mean +/- SD, relative to GAPDH, n=3.
(D) Oct4 immunostaining in the control and mutant intestine reveals no Oct4+ epithelial nuclei in
comparison to Oct4 M2rtTA intestinal epithelium in which Oct4 expression is ectopically induced
through doxycycline administration. Non-specific staining is seen in the mesenchyme of control
and mutant tissue (arrowheads).

Figure S2. Oct4 Gene Expression in Progenitor Cells of the Bone Marrow
(A) Quantitative RT-PCR analysis of high-density micromass (MM) cultures of marrow-derived
MSCs under chondrogenic culture conditions shows activation of the chondrogenic transcriptional
regulator Sox9.
(B) Oct4 gene expression is undetectable in chondrogenic MSC cultures in comparison to ESCs.
(C) Oct4 expression in hematopoietic cell populations purified by flow sorting. All data are mean
+/- SD, relative to GAPDH, n=3.

Figure S3. Oct4-EGFP in Somatic Tissues
(A) Teratoma derived from Oct4-EGFP ES cells stained with an anti-GFP antibody reveals
pockets of undifferentiated Oct4-EGFP expressing cells.
(B–E) Sections of liver, skeletal muscle, the lateral ventricle of the brain, and intestinal epithelium,
respectively, from Oct4-EGFP mice stained with an anti-GFP antibody revealing no positive cells.
(F) Intestinal epithelium from wild-type mouse stained with an anti-GFP antibody acts as a
negative control.
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