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Supplemental Figure 1. IL17C correlated gene analysis. (A). Network thresholding analysis
identified 6276 genes positively correlated with /L717C expression and with detectable expression
in at least 5% of PP skin samples (n = 99). The ranked list of genes is plotted on the X axis
against the correlation coefficients on the Y axis. The red line represents the minimal distance
between the lower-left origin and correlation curve, which defines a set of 191 genes having
IL17C-correlated expression (rs > 0.41). (B). Normalized expression of the above 191 IL17C-
correlated genes (Y axis; red line represents IL17C expression) is shown in the 99 PP skin
samples (X axis). (C). Network plot of /L17C-correlated genes with IL17C at center. (D).
Network genes strongly correlated with IL17C are shown with their respective correlation
coefficient (r). Gene Ontology Biological Process (GO BP) enriched with respect to the 191
IL17C-correlated genes. The number of genes associated with each GO-term are shown
(parentheses, left margin) and exemplar genes are listed within the figure.
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Supplemental Figure 2. Confirmation of siRNA knockdown and Isotype staining control.
(A) Quantitative RT-PCR confirms decreases in TCF4, NFKBI, JUN and CEBPG gene
expression following siRNA-gene specific mediated knockdown in human keratinocytes
(N/TERT, n=3, mean + SD). TNF-a stimulation (10ng/ml for 8hrs) decreases 7CF4 expression
and increases NFKB1. Two-way ANOVA with post-hoc Tukey test, *p < 0.05; ** p <0.01, ***
p <0.005 **** p <(0.0001. (B) Control rabbit isotype staining on lesional psoriasis skin.

3



Unstimulated TNF-stimulated (10ng/ml) si-Control

_ 0.000008 * 0.000025 - * 0.000004 *
2 ' !
- n
8 0.000006- = 0.000020 - 0.000003 T
3
s 0.000015
< 0.000004+ 0.000002
z 0.000010 . .
© 0.000002- 0.000005 - 0.000001
-
r [
0.000000- 0.000000 ! : 0.000000- .
> % > % N N
s & & & N )
%\' (o\' % fo\\"& '0'\
&S

Supplemental Figure 3. Additional statistical comparison of groups presented in Figure 2A.
Quantitative RT-PCR of IL17C following siRNA-gene specific mediated knockdown in
keratinocytes (N/TERT, n=3, mean + SEM) with and without TNF-a stimulation (10ng/ml for
8hrs). Unpaired T-test, *p < 0.05.
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IL17C Promoter (chr16, 88636071 - 88638770) B Conserved

Supplemental Figure 4. IL17C promoter TCF4 binding sites. A binding site (5-
CAGGTG/CACCTG-3) known to interact with TCF4 was significantly enriched in 2 kb regions
upstream of genes having IL17C-correlated expression in PP skin (P = 5.40E-09, FDR = 1.47E-
06). The IL17C promoter sequence is shown with TCF4 binding sites in bold-faced font.
Conserved sequences (PhastCons > 0.20) are highlighted (magenta color).
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Supplemental Figure 5. TCF4-coexpressed genes and upstream motifs. (A) Network
thresholding. The analysis identified 9400 genes positively correlated with 7CF4 expression and
with detectable expression in at least 5% of PP skin samples (n = 99). The figure shows
correlation coefficients (vertical axis) relative to the ranked list of 9400 genes (horizontal axis).
The vertical axis is exponentially scaled (+*®) to emphasize higher correlations. The red line
represents the minimal distance between the lower-left origin and correlation curve, which
defines a set of 184 genes having TCF4-correlated expression (s > 0.74). (B) TCF4-correlated
gene expression. Normalized expression (vertical axis) is shown across the 99 PP skin samples
(horizontal axis) for the 184 TCF4-correlated genes (red line: TCF4 expression). (C) TCF4
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network. TCF4-correlated genes are plotted in a spherical network with T7CF4 at center. The top
3 intra-network correlations were used for each gene to draw connections. (D) Top TCF4-
correlated genes. Network genes most strongly correlated with 7CF4 are shown. (E) GO BP
terms. The chart shows GO BP terms most strongly enriched with respect to the 184 TCF4-
correlated genes. The number of genes associated with each term are shown (parentheses, left
margin) and exemplar genes are listed within the figure. (F) DNA motifs. The chart (left) shows
motifs most heavily enriched in 5 kb regions upstream of 7CF4-correlated genes. Only motifs
with at least 5 sites in the 7CF4 5 kb upstream region are shown. Sequence logos for the 12 most
significant motifs are shown (right). (G) TCF4 promoter sites. Top-ranked motif matches are
shown within the TCF4 promoter sequence (interval: -2 kb, 0.5 kb). Matches are shown at three
levels of stringency (70% = weakest match; 90% = strongest match).
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Supplemental Figure 6. Gene expression changes (normalized counts) in predicted TCF4
transcription factors following stimulation of keratinocytes (N/TERT) IL-17C (200ng/ml) and
IL-17A (20ng/ml) in keratinocytes with or without TNF-a stimulation (10ng/ml; 8hrs). n=3,
mean = SEM, one-way ANOVA with post-hoc Tukey test, * p <0.05, ** p < 0.002, *** p <
0.0005.
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Supplemental Figure 7. GO BP chart shows functional categories enriched in N/TERTSs
induced by IL-17C and IL-17A when combined with TNF-a stimulation
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Supplemental Figure 8. Heatmap shows expression level of IL-17C (A) and IL-17A (B) related
genes in IL-17 receptor knockout N/TERTs.
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Supplemental Figure 9. Gene expression changes in response to IL-17C stimulation.
Quantitative RT-PCR identifies increases in ZC3HI12A, IL36G, ILIB and CCL20 in NTERTSs
following stimulation with IL-17C (200ng/ml, 8hrs, n=3, mean + SEM). Unpaired student T-test,

*p <0.05; ** p<0.01.



