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FIGURE 3 | RA synthesis and degradation enzymes localize to BMP4 positive refractory telogen hair follicles. Skin from female C57BL/6J wild type mice fed an
unpuri�ed diet was collected at 70–101 days of age (n D 1–5 mice/time point). One to three regions of skin were collected per mouse. Immunohistochemistry (IHC)
was performed with antibodies against BMP4(A,B), KRT6 (C,D), SDR16C5(E,F), CRABP2(G,H), ALDH1A2(I,J), and CYP26B1(K,L) using a red chromagen. Hair
follicles that match the BMP4+ hair germ are on the left of each pair(A,C,E,G,I,K), while hair follicles that match the BMP4– hair germ are on the right of each pair
(B,D,F,H,J,L). Details of these match ups are inSupplementary Figures 3, 4 . An average of 60 hair follicles were examined per region of skin. BarD 50 mm in
(E,F), and Bar D 10.1 mm in all other images. Images were cropped around the lower hair follicle. Whole images were minimally altered in Photoshop Elements using
the exposure and balance settings in the “Quick” menu. Unaltered images are inSupplementary Figure 1 . Green arrow, inner bulge cells.

color balance in Adobe Photoshop CS3. Unaltered images are in
Supplementary Figure 6.

Statistical Analysis
Equal variance was �rst con�rmed using Levene's test of equality
of error variances using SPSS version 24 (IMB SPSS Statistics,
Chicago, IL, United States). Comparison among experimental
groups was analyzed by univariate analysis of variance using
a 2 � 3 full factorial model followed by Tukeypost-hoctest
when signi�cant treatments e�ects were seen. When there was a

signi�cant interaction between study and diet a one-way ANOVA
was performed on the interaction variable followed by Tukey
post-hoctest. When equal variances were not seen, each study was
analyzed by Kruskal–Wallis followed by Mann–WhitneyU test.
Pvalue< 0.05 is de�ned as statistical signi�cance.

RESULTS

Mice from study 1 (Figure 1G) on the 56 IU diet had 98%
of their hair follicles in telogen when analyzed histologically
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