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Expanded View Figures
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. [ ]
§ . »
g sl 20»Th1«:e|ls 6
'_% ¢ naive B~c;ls gh
% : ® CD4+ Tem g
i 04 e : = e sampleType D 1.5 - 3
5 lesional % """"""""" K_e;a_ngo(_yt_es """""""" Emomwalo&”s = T T T CD8+ naive %(_ellg """
E ® nonLesional g. MeTory B-cells ly Endothelial cells zZ
s § 1.0- DB+ Tem o Teos 9,_
g 1 e 2 Neutrophils S0 menionyi-cells P‘asm;cceus cp8+7m P
% - Macrophages o O Macrophages M2 B:;—a & (g
-g; ® 0.5 oc® ooc® GFibroblasts® Smwmnr:ru:\fothelial'cells * Preadipocytes ® =
E 1004 Monocytes o NKT / ICIDLH’;‘nIaive T-cells Basophils 8
Class-switched memory B-cells’ cells _Melanocytes pericytes _ Nk cells 3
L) . Lt —
' ' ' 5 | 0.04 Eosinoph! M_sc.'cnu T»ce.Tlsc 4+ Em
gr?ncipal Compo:;m 1(21.6% e:plained var.) ’ -100 Perce?\t Difference 100 200
C
Pathway padj log2err NES Size
G0:0140053 Mitochondrial gene expression 3.62E-14 1.086441 -2.79493 161
G0:0032543 Mitochondrial translation 8.46E-14 1.06721 -2.88019 130
G0:0001525 Angiogenesis 3.53E-13 1.037696  2.175602 457
G0:0090287 Regulation of cellular response to growth factor stimulus | 5.90E-10 0.921426 2.22513 261
G0:0034470 ncRNA processing 5.98E-10  0.921426 -2.06419 414
GO:0001501 Skeletal system development 1.45E-09 0.898671 2.017345 426
G0:0060537 Muscle tissue development 1.50E-09 0.898671 2.118144 315
G0:0045229 External encapsulating structure organization 1.50E-09  0.898671 2.176517 261
G0:0071559 Response to transforming growth factor beta 1.50E-09  0.898671 2.252733 234
G0:0043062 Extracellular structure organization 1.50E-09 0.898671 2.195713 259

Figure EV1. RNAseq analysis of lesional and non-lesional DD skin biop

(A) Principal component analysis (PCA) plots based on mRNA expression profiles. Each dot represents an individual patient. Red = lesional skin; blue = non-lesional skin.
(B) Table of the top ten most significantly differently expressed Gene Ontology (GO) pathways in lesional vs non-lesional skin. NES = normalized enrichment score; size =
number of genes in each respective pathway. (C) Volcano plot showing differential cell abundance of cell types between lesional and non-lesional biopsies derived from
deconvolution analysis. Statistical significance determined through paired t tests.
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Figure EV2. Ca?' live cell imaging calibration.

(A, B) Graph and representative images of Fura Red cytosolic Ca?* calibration in (A) DDK and (B) Tg HEKa. Scale bars = 25 pum. (C, D) Graph and representative images of
ER-Ca?* calibration in (C) DDK and (D) Tg HEKa. Scale bar = 25 um. (E) Representative pseudocoloured images of ER-Ca?* imaging in DDF. Colors are adjusted in the
same manner. Scale bar = 10 um. (F) Graph (mean £ SEM) of ER-Ca** fluorescence in DDF. Two-way ANOVA; ****P < 0.0001; ***P < 0.001; *P < 0.05. Source data are
available online for this figure.
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Figure EV3. Gene expression analysis of NFAT markers.

(A, B) RT-gPCR quantification (mean £ SEM) of relative mRNA gene expression of different NFAT markers in (A) HEKa cells and (B) DDK cells. Vivit was used as a
negative control to inhibit NFAT marker expression. P values were calculated by two-way ANOVA; ****P < 0.0001; ***P < 0.001; **P < 0.01; *P < 0.05; N = 3 biological
replicates containing 3 technical replicates for all conditions. Source data are available online for this figure.
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Figure EV4. Optimization of ATP2A2 knockdown.

(A) Representative immunoblots depicting SERCA2 downregulation in HEKa cells transfected with either siNEG or siATP2A2. (B) Relative band intensity quantification
(mean + SEM) of SERCA2 protein expression after normalization to B-actin. P values two-way ANOVA; ***P < 0.001. N = 3 biological replicates.
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