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Supplementary Figure 1. Psoriatic plaque formation in mice deficient in IL-12/23p40, IL-23 and IL-12R. WT, //12b”, lI123a™
and /l12rb2” mice were treated with Aldara for 6 days. Back skin inflammation during the whole course of the disease repre-
sented as a percent change in skin thickness compared to untreated skin on day 0. Cumulative graph of 4 independent experi-
ments (n=21 per WT, n=15 per /l12rb2”, n=16 per II12b”, n=9 per /I23a”, average mean + s.e.m.). Each data point represents
individual mouse. *p<0.05, **p<0.01, ***p<0.001 (Two Way ANOVA with Bonferroni post test).
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Supplementary Figure 2. Analysis of inflamed skin in IL-12/23p40 deficient mice. (a,b) WT and //712b” mice were treated
with Aldara for 6 days. Flow cytometry analysis of inflamed skin; cells were gated on CD45* leukocytes and analyzed for the
presence of (a) neutrophils and (b) skin infiltrating Vy4+ydT cells. (b) Cumulative graph of 3 independent experiments, (n=12 per
WT, n=7 per ll12b”", average mean * s.e.m.). Each data point represents individual mouse. *p<0.05, **p<0.01, ***p<0.001
((b)unpaired two tailed t-test).
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Supplementary Figure 3. Analysis of Aldara treated skin in WT and //12a” mice. Mice were treated with Aldara for 6 consti-
tutive days. Flow cytometry analysis of inflamed back skin; cells were gated on CD45* leukocytes and analyzed for the presence
of neutrophils. Cumulative graph of 2-3 independent experiments, (n=6-9 per WT, n=6-8 per ll12a”, average mean =+ s.e.m.).
Each data point represents individual mouse. *p<0.05, **p<0.01**, ***p<0.001 (unpaired two tailed t-test).



Supplementary Fig. 4

120,
10| @ WT

e/~
100| & 119

901
801
704
60
501
401
301
20,

-1M3456

Days

% Change in skin thickness

Supplementary Figure 4. Impact of IFN-y deficiency on psoriatic plaque formation. WT and /fng” mice were treated with
Aldara for 6 days. Back skin inflammation during the whole course of the disease represented as a percent change in skin thick-
ness compared to untreated skin on day 0. Cumulative graph of 2 independent experiments, (n=6 per WT, n=7 per Ilfng”, aver-
age mean +s.e.m.). Each data point represents individual mouse. *p<0.05, **p<0.01, ***p<0.001 (Two Way ANOVA with Bonfer-
roni post test).
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Supplementary Figure 5. Representative flow cytometry gating strategy for the mouse skin. Cells were gated on
CD45*/singlets*/live*/CD11b" leukocytes and analyzed for the presence of skin resident and skin infiltrating yoT cells.
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Supplementary Figure 6. Analysis of inflamed skin in animals treated with anti-IL-17A antibody. WT and //12rb2” mice
were treated with Aldara, 200 ug of anti-IL-17A antibody or isotype control was injected i.p. into //12rb2" mice every second day
starting on day -1. Flow cytometry analysis of inflamed skin; cells were gated on CD45* leukocytes and analyzed for the pres-
ence of neutrophils and skin infiltrating Vy4+ and Vy6* ydT cells. Cumulative graph of 2 independent experiments, (n=8 per WT,
n=8 per I/12rb2", average mean +s.e.m.). Each data point represents individual mouse.*p<0.05, **p<0.01, ***p<0.001 (unpaired
two tailed t-test).
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Supplementary Figure 7. Effector y0T cell distribution in Aldara treated skin of IL-23, IL-12/23p40 and IL-12R deficient
animals. /I23a”, II12b” and [I12rb2” mice were treated with Aldara for 6 days followed by flow cytometry analysis of Aldara
treated skin. The graph depicts the ratio of Vy6/Vy4 v8T cells. Cumulative graph of 3 experiments, (n=4 per //12rb2”, n=9 per
I112b”, n=3 per /123a”, average mean + s.e.m.). *p<0.05, **p<0.01, ***p<0.001 (unpaired two tailed t-test).
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Supplementary Figure 8. Psoriatic plaque formation in Aldara treated Ebi3”* animals. WT and Ebi3" mice were treated with
Aldara for 6 days. The graph shows back skin swelling during the whole course of the disease represented as a percent change
in skin thickness compared to untreated skin on day 0. Cumulative graph of 2 independent experiments, (n=8 per WT and Ebi3”,
average mean =+ s.e.m.). Each data point represents individual mouse. *p<0.05, **p<0.01, ***p<0.001 (Two Way ANOVA with
Bonferroni post test ).
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Supplementary Figure 9. Mouse keratinocyte gating strategy for cell sorting. Representative dot plots displaying staining
of murine skin for keratinocyte sort isolation. Cells negative for CD45 and CD34 marker and positive for CD49f were sorted for
further analysis.
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Supplementary Figure 10. Analysis of inflamed skin in bone marrow/thymocytes chimeras. (a) Representative scheme of
reconstituted animals with donor bone marrow and neonatal thymocytes. (b,c) Mice were treated with Aldara for 7 days. On day
8 ear inflitrated cells were isolated and analyzed, (b)T cell reconstitution in Aldara treated skin of chimeric animals, (c) flow
cytometry analysis of inflamed ears; absolute numbers of skin infiltrating leukocytes are depicted. (b, ¢) Cumulative graph of 4
independent experiments, (n=17 per WT into WT, n=16 WT into //12rb2”, average mean + s.e.m.). Each data point represents
individual mouse. *p<0.05, **p<0.01, ***p<0.001 ((c) unpaired two tailed t-test).



Supplementary Fig. 11

Supplementary Figure 11. IL-12RB2 expression in human cells. Immunoblot analysis of IL-12RB2 in human primary kerati-
nocytes. Human monocytes, naive and activated PBMC were used as negative and positive controls. Figure shows uncropped
western blot data.



Supplementary Fig. 12
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Supplementary Figure 12. IL-12RB32 expression in human skin. Skin sections from healthy human donor and psoriatic
patient were stained with antibodies against human IL-12R(2 or isotype control for immunohistochemistry, scale bar: 200 um.
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Supplementary Figure 13. Next generation sequencing of mouse keratinocytes isolated from Aldara treated animals.
Heat maps showing list of genes affected by disrupted IL-12 signalling. Significance is shown alongside, (unpaired two tailed
t-test).
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Supplementary Table 1

PRIMERS

SEQUENCE

mouse Il12rb2

5-TGT GGG GTG GAG ATC TCA GT

5-TCT CCT TCC TGG ACA CAT GA

mouse Vg6

5’-GAT CCAAGA GGAAAG GAAAGACGG C

5°-AAG GAG ACAAAG GTA GGT CCC AGC

mouse Cxcl9

5-ATT TCATCACGC CCTTGAGCC T

5-AGC CAG ACAGCT GTT GTG CATT

mouse Ccl20

5-AAC TGGGTG AAAAGG GCT GT

5-GTC CAATTC CAT CCC AAAAA

mouse Tnfa 5'-CTG TAG CCC ACG TCG TAG C
5-TTGAGATCCATG CCGTTG
mouse Il17a 5-ATC AGG ACG CGC AAA CAT GA
5-TTG GACACG CTGAGC TTT GA
mouse Il17f 5-TGC TACTGT TGATGT TGG GAC
5-AAT GCC CTG GTT TTG GTT GAA
mouse 1122 5-ATGAGT TTT TCC CTT ATG GGG AC
5-GCT GGAAGT TGG ACA CCT CAA
mouse Il1b 5-GAAATG CCACCTTTT GACAGT G
5-TGG ATG CTC TCATCA GGA CAG
mouse Ifng 5-GCATTC ATG AGT ATT GCC AAG

5-GGT GGA CCA CTC GGA TGA

mouse Defb1

5-AGG TGT TGG CAT TCT CAC AAG

5'-GCT TAT CTG GTT TACAGG TTC CC

mouse Defb2

5'-TAT GCT GCCTCC TTT TCT CA

5'-GAC TTC CAT GTG CTT CCTTC

mouse Defb3

5-GTC TCCACC TGCAGC TTT TAG

5-AGG AAA GGAACT CCACAACTG C

mouse Defb4

5-ACAATT GCC AAT CTG TCG AA

5-GCAGCC TTT ACC CAAATT ATC

mouse S100a8

5'-TCA AGA CAT CGT TTG AAAGGAAAT C

5'-GGT AGA CAT CAATGAGGT TGC TC

mouse S100a9

5-AAA GGC TGT GGG AAG TAATTAAGA G

5'-GCC ATT GAG TAAGCC ATT CCC

mouse Reg3b

5-CTCTCC TGC CTGATG CTCTT

5'-GTA GGA GCC ATAAGC CTG GG

mouse Gapdh

5'-CGT CCC GTA GAC AAAATG GT

5-TTG ATG GCAACAATC TCC AC

mouse Polr2a

5-CTG GTC CTT CGAATC CGC ATC

5-GCT CGATAC CCT GCA GGG TCA

mouse Lcn2

Primer Set VMPS-3457, Biomol

Supplementary Table 1. The list of gPCR primers.
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