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Clinical and laboratory evaluation of systemic
autoimmune rheumatic diseases
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BOX 53.1
Systemic Autoimmune Rheumatic Diseases and Related

Disorders

. Systemic lupus erythematosus (SLE)
a. Drug-induced lupus erythematosus

2. Sjogren syndrome (primary and secondary)
3. Systemic sclerosis (scleroderma)
a. Diffuse ‘
b. Limited/CREST syndrome
c. Sine scleroderma
4. Rheumatoid arthritis (RA)

a. Juvenile inflammatory arthritis
b. Still disease (juvenile and adult)

. Idiopathic inflammatory myopathis
a. Dermatomyositis (adult and juvel
b. Antisynthetase syndrome
. Necrotizing myopathie§

d. Inclusion body myositi
. Overlap syndromes
a. Mixed connective tissue disease(MCTD)

b. RA and SLE (lupus)
¢. SLE and scleroderma (lupoderma)
d. Scleroderma and dermatomyositis (sclerodermatomyositis)
7. Systemic vasculitis
. Takayasu arteritis
. Giant cell arteritis and polymyalgia rheumatica
. Granulomatosis with polyangiitis (Wegener granulomatosis)
. Eosinophilic granulomatosis with polyangiitis (Churg-Strauss syn-
drome)
e. Polyarteritis nodosa
8. Other syndromes
a. Undifferentiated connective tissue disease
b. Behget disease
c. Autoimmune syndrome induced by adjuvants (ASIA)*

w

; amyopathic form)

=N

onowo

CREST, Calcinosis cutis, Raynaud phenomenon, esophageal dysmotility,
sclerodactyly, telangiectasias.

aData from Shoenfeld & Agmon-Levin, 2011; Perricone et al., 2013; Watad et al.,
2019.

Introduction and classification of systemic
autoimmune rheumatic diseases
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v' lymphadenopathy
v cutaneous vasculitis
v interstitial pneumonitis
v peripheral neuropathy
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! Extraglandular manifestations

ZGw bodies, also known as mammalian P-bodies, are
cytoplasmic foci involved in the post-transcriptional
regulation of eukaryotic gene expression.
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, Al@toimmune thyroiditis

. Chronic active hepatitis

~ Mixed cryoglobulinemia

. Hypergammaglobulinemic purpura
. Systemic sclerosis

. Ataxia and other nervous system diseases
. Renal tubular acidosis
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Figure 6.29 S] of the salivary
gland. (B) and cell i ion with
ductal epithelial hyperplasia in a salivary gland.
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Immune Complex-Mediated Vasculitis

Cryoglobulinemic vasculitis

Polyarteritis nodosa

IgA vasculitis (Henoch-Schonlein)

Hypocomplementemic urticarial vasculitis

Lupus vasculitis

Rheumatoid vasculitis

Drug-induced immune complex vasculitis

Cancer-induced (paraneoplastic) immune complex vasculitis
Antiglomerular basement membrane disease
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Small Vessel Vasculitis (SVV)
Antineutrophil cytoplasmic antibody (ANCA)-associated vasculitis (AAV)
Microscopic polyangiitis (MPA)
Granulomatosis with polyangiitis (Wegener's) (GPA)
Eosinophilic granulomatosis with polyangiitis (Churg-Strauss) (EGPA)
Immune complex SV
Antiglomerular basement membrane (anti-GBM) disease
Cryoglobulinemic vasculitis (CV)
IgA vasculitis (Henoch-Schonlein) (IgAV)
Hypocomplementemic urticarial vasculitis (HUV) (anti-C1q vasculitis)
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Immune Complex-Mediated Vasculitis

Cryoglobulinemic vasculitis

Polyarteritis nodosa

IgA vasculitis (Henoch-Schonlein)

Hypocomplementemic urticarial vasculitis

Lupus vasculitis

Rheumatoid vasculitis

Drug-induced immune complex vasculitis

Cancer-induced (paraneoplastic) immune complex vasculitis
Antiglomerular basement membrane disease
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Fig 11-9 Wegener's granulomatosis, palisading granuloma

Granulomatosis With Polyangiitis.

MORPHOLOGY
Renal lesions range from mild, focal glomerular necrosis with isolated 9 9 )i ._5),?,‘-0@ 9 1+ ,_5),.3."&3,).3’ )b)' Jﬂla)l

capillary loop thrombosis (focal and segmental necrotizing glomerulo-

parietal cell proliferation resulting in crescent formation
glomerulonephritis).
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Fig. 54.6 C, Glomerulonephritis with fibnnoid necrosis of
glomerular capillaries (whife arrow) and adjacent cellular beta 2- glycoprotein | ( Ky

crescent formation (black arrow) (Masson trichrome stain, x500).
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 Fig. 90.6 Anti-neutrophil cytoplasmic antibody-ass@@iated crescentic
glomerulonephritis. This pericdic acid Schiffi-stainedisectio@idemonstrates
aglomerulus with a cellular crescent partiallj@bliteratig@Bowmian’s space.
Because all types of crescentic glomerul@iephiitis appeas similar by light
microscopy, immunofluorescence is gegted to digtinguish among pauci-
immune, immune complex, and anti"glemerular Basement membrane
antibody-mediated etiologies. (@8liftesy Di8. Bagnasco.)
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v" abdominal pain

v' histopathology  demonstrating  IgA-

dominant deposits in vessels or glomeruli

v arthritis or arthralgia

v renal involvement
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PR3

* Chromosome 19p13.3

* Glycoprotein 29-32kDa

* Stored in primary,
secretory and specific
granules of neutrophils

* Variable membrane
expression on resting
neutrophils

* High membrane
expression during
neutrophil apoptosis

PR3-ANCA

* Mostly IgG (IgA in <30%
of patients)

* No clearly defined
pathogenic epitope

® Induces weak activation
of primed neutrophils
in vitro

* No spontaneous mouse
model

Nature Reviews | Rhet

ANCA PATTERNS

DOI: 10.1038/nrrheum.2016.123

MPO

* Chromosome 17g23.1

* Glycoprotein
(homodimer) 146 kDa

* Stored exclusively in
primary granules of
neutrophils

* No membrane
expression on resting
neutrophils

* Neutrophil membrane
binding of extracellular
MPO released during
neutrophil degranulation

MPO-ANCA

e Only IgG

e A well-described linear
pathogenic epitope

® Induces strong
activation of primed
neutrophils in vitro

* Pathogenicity proved
in several animal
models
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