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Supplementary Table 1: Laboratory values during HLH episode and remission, including
complete blood count and differential lymphocyte subpopulations (NK — natural Killer),
biochemistry (ALT — alanine aminotransferase, AST — aspartate aminotransferase, GGT-
gamma-glutamyl transferase, ALP — alkaline phosphatase, bili — bilirubin, TAG -
triacylglycerol, and Chol — cholesterol) and inflammatory markers (C reactive protein), AW -
value above and below the reference range, respectively.

Hematology HLH Remission Reference value
Leukocytes (E9/I)) 12.8 5.3 4-10
Neutrophils (%) 17175 58.8 45-70
Monocytes (%) 1 15.5 199 20-45
Bazophiles (%) 15.6 0.2 0-2
Eozinophiles(%) 0 11 0-5
HGB (g/l) 10 147 135-175
PLT (E9/) 175 208 150-400
Lymphocytes (%) 167 29.8 20-45
CD3 (%) 83 86 57-94
CD4 (%) 40 47 20-70
CDS8 (%) 37 33 10-48
CD19 (%) 12 9 4-23
NK (%) 13 1 4 6-33
CD3 HLADR (%) 17 15 0-15
Biochemistry HLH Remission Reference value
ALT (ukat/l) 0.4 0.45 0.17-0.78
AST (ukat/l) 0.18 0.32 0.16-0.72
GGT (ukat/l) 19.01 0.66 0.14-0.84
ALP (ukat/l) 104 1.38 0.66-2.20
Bili (umol/1) 124 135 5-21
TAG (mmol/l) 1 4.65 12 0.7-1.7
Chol (mmol/l) 4.4 155 3.4-5.0
Fe (umol/l) 1 1.9 11.1 7.2-29
Ferritin (ug/l) 116,500 62 22-322
CRP (mg/l) 114 1553 0-5




Supplementary Figure 1: A. Patient’s clinical manifestations and therapy. Uncropped
membranes from the Western blot analyses of B. XIAP, C. B actin D. and GAPDH. Expression
of housekeeping proteins E. tubulin and HSP90 in patient and control PBMCs.

Thera py Methylprednisolon iv. / Prednisolon p.o. + Cyclosporine iv. /
Infliximab Adalimumab Cyclosporine p.o. (induction / maintenance therapy)

Birth 17 y.o.s: 18 y.o.a: 20 y.o.a: 24 y.o0.a.: 27 y.o.a.
(1987) Crohn’s Disease (CD)  CD complicated by Hemophagocytic Relaps of HLH Mediastinal
intraabdominal abscess lymphohistiocytosis (HLH) lymphadenopathy
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Supplementary Figure 2: Apoptosis. Patient PBMCs were treated with staurosporine (1
mmol) and 50 ng/ml PMA for 2, 4 and 6 hours or left untreated for an additional 24 and 48
hours. When indicated the cells were pre-treated with 20uM Z-VAD-fmk for 30 minutes. The
level of spontaneous and induced apoptosis was detected by A. FLICA, in which the
fluorescein-labelled inhibitor Z-YVAD-fmk is bound to activated caspase -3 and 7, signal as
detected by flow cytometry. B. The level of spontaneous apoptosis detected by flow cytometry
of cells stained with Annexin V and DAPI. Annexin+ DAPI cells were considered to be

undergoing early apoptosis.
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Supplementary Figure 3: A. MAPK and NF«B signalling pathways activation upon PMA or
TNFa stimulation for 20 minutes of patient and control peripheral blood. B. Uncropped
membranes from the Western blot analyses for MAPK and NF«kB signalling pathways
activation. C. CD69 expression on T cells expressed as MFI. D. T cell proliferation.
Proliferating cells are expressed as Ki67+CD4+ T cells.
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Supplementary Figure 4: Gating strategies for determining the populations of T and B cells
in the patient.
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