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Constitutively active Lyn kinase causes a
cutaneous small vessel vasculitis and liver
fibrosis syndrome
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Clinical presentation
Age of disease onset 1st day of life 1st day of life 1st day of life
Age at diagnosis 2 years 6 months old 15 years-old 4 months old
Presenting Symptoms Purpuric rash, hepatosplenomegaly, fever, Mild purpuric rash at birth, fever, and k ! galy, thrombocytop: and
thrombocytopenia at birth generalized severe purpuric rash at the  discrete purpuric rash at birth
age of 3 months
Hydrops fetalis Yes, intra-utero platelet and PRBC transfusion No No, had congenital hydrocele
at 29 weeks of GA
Liver fibrosis Yes No Yes
Other clinical Recurrent parotitis, abdominal pain, periorbi-  Recurrent abdominal pain, periorbital Intrauterine growth restriction, failure to

manifestations

tal edema and erythema, conjunctivitis, epi-
didymitis, headaches, arthralgias, oral ulcers,
fatigue, GVHD-like colitis

edema and erythema, conjunctivitis,
epididymitis, headaches, arthralgias,
oral ulcers, fatigue, GVHD-like colitis

thrive, transient periorbital erythema, jaun-
dice, direct hyperbilirubinemia

Laboratory findings*
ESR (mm/1h) 64 ND ND
CRP (mg/L) 14-86.5 46-166 6.5-107.6
SAA (mg/L) ND 182-984 ND
cec Mild anemia, mild leukocytosis, moderateto  Mild leukocytosis Mild anemia, moderate leukocytosis, moder-
severe thrombocytopenia ate to severe thrombocytopenia
LFTs Increased ALT, AST and GGT Normal ALT, AST and GGT Increased ALT, AST and GGT
Autoantibodies Positive ANA, anti-Sm, anti-SSA, ACL IgG, LAC, Negative by clinical tests, transient Borderline anti-PR3
anti-mitochondrial, RF, anti-TPO P ity for ANA on h
testing once
Complement nl CHS0, C3,C4 nlC3,C4 ND
CD4/CD8/B/NK lympho-  High/high/nl/nl nl/nUnl/nl High/high/high/high
cytes (abs #)
IgG/IgA/igM nUnVlow nl/nl/low nl/low/nl
Skin biopsies Small vessel litis with ophilic infil-  Peri lar neutrophilic dermal Small vessel vasculitis with neutrophilic infil-
trate and destruction of dermal vessel walls infiltrate trate and destruction of dermal vessel walls
Liver evaluation
Elastography (max) 6.7 kPa ND, normal LFTs 18.7 kPa
Infections Enteropathogenic E. coli, Salmonella sp, Tox-  Post-streptococcal glomerulonephritis  Late neonatal sepsis, COVID-19
ocara canis® (asymptomatic)
Treatment Poor response to IVIG, IVMP and oral pre- No response to anakinra and tocilizu- Partial improvement of CRP and thrombocy-

, partial _ to

mab, partial response to colchicine and

topenia, resolution of direct hyperbilir-

herapy, partial response to Pt good response to etanercept and ubinemia, return of normal growth rate, and
herapy, good tod b and ichi persistence of liver fibrosis on etanercept
etanercept combination therapy therapy

PREC packed red blood cells, GA gestational age, GVHD graft versus host deease, ESR erythrocyte sedimentation rate, CRP C-reactive protein, SAA serum amyloid A, CBC complete blood count, LFT
liver function tests, ALT alanine aminotransferase, AST aspartate aminotransferase, GGT gamma-glutamyltransferase, ANA anti-nuciear antbody, Sm Semith, SSA Spogren’s syndrome A, ACL anti-
cardiolipin, LAC lupus anticoagulant, RF rheumatoid factor, TPO thyroid peraxidase, PR3 proteinase 3, igs immunoglobuling, abs # absolute number, max maximum value detected, IMIG intravenous

immunoglobulin, VMP intravenous

. nl normal, ND not done.

For definition of poor response, partial response, and good response, please see the online Supplementary Information file.
*Depicted laboratory findings were collected pre-treatment
"All infections occurred on dasatinib or dasatind + etanercept therapies.
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In familial mediterranean fever (FMF), fertility is normal in treated patients.

There is no abnormality of spermatogenesis under usual therapeutic doses of colchicine.

The risk of early abortion is increased if inflammatory attacks occur during the pregnancy.

It is recommended to continue colchicine treatment during the conception and the pregnancy.
Careful follow-up must be organized, even more in patients with renal amyloidosis.

There is no indication for systematic amniocentesis in FMF patients treated with colchicine.

Breast-feeding is allowed under colchicine with no risk for the baby.
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