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Systemic noninfectious vasculitides
Vasculitis = a general term for inflammation of vessel vgall

Any type of vessel in all locations can be affected -’“"i’
In practiceg overwhelming number of clinical symptoms ar %
problems

A Clinical manifestationvery variable, the disease
has attacks and spontaneous remissions
A the diagnosis is difficult

The vasculitides are often serious diseases,
prompt recognition and therapy.

Patients suffer fronsymptoms of systemic inflammation
(such as fevearthralgias myalgias weight loss), and can
simultaneously haveymptoms of local system involvement
They can develofwcal mass lesiomvhich can lead to the
diagnosis of malignant tumor




Historicaldevelopmentof namesof vasculitides

1. description of necrotiziagteritis(PANR o k | t (48629 k 1

Periarteritis nodosa (1866 Kussmaul, Maler)
1890Hutchison GCA
1908Takayasu 19030sler SLE
1934Horton GCA

1936Negener
1942Rich, hyperserangiitis 194852 7Zeek, hypersenangiitis
1978auci, hypersen.a. smallvesseVasculitis
mainly skin involvement Adrg Strauss

1954GodmarandChurg(MPA x PAN)
1982 Davi’ANCAantibodies

GCA PAN agddCAtedGPA, MPO, EGP/
Takayasu Kawasaki Immunecomplexsmalvessel.

For decades PAN was the term used for virtually any patient with necrot@ztegtis




First description of necrotizingrteritis with
aneurysmata(PAN 1852
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Aneurysmalesions in numerous arteries in a
23-yearold shoemaker (without histology)

Eppingerhistologicalconfirmation

1866;Kussmauénd Maier: 2#yearold tailor;
periarteritis nodosawith histology (with the
involvement of gli)

Death of colleague DiKoletscko who succumbed the sepsis after injury at autopsy rooin,
has inspired DighazSemmelweiga pioneer in antiseptic medical practice).




W ENCYCLOPADIA BRITANNICA

POPULAR TOPICS QUIZZES GALLERIES LISTS DICTIONARY

Karl, baron von Rokitansky

Austrian pathologist

N 99
The Editors of Encyclopmdia Britannica 0 I

Karl, baron von Rokitansky, (born Feb. 19, 1804, Koniggratz, Austria—died July 23,
1878, Vienna), Austrian pathologist whose endeavours to establish a systematic .
picture of the sick organism from nearly 100,000 autopsies—30,000 of which he Ka r'v ba ronvon ROk'tanSky
himself performed—helped make the study of pathological anatomy a cornerstone of
modern medical practice and established the New Vienna School as a world medical
centre during the latter half of the 19th century.

PU—

A professor of pathological anatomy (1844-74) at the Vienna General Hospital, he
Inspired the Bohemian student Ignaz Semmelwels, later a martyr to the cause of
antiseptic medical practice, to take up the study of medicine (1846) and afterward
supported him in his struggle to eliminate childbed fever by cleaning up Europe’s
maternity wards.
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First to detect bacteria in lesions of malignant endocarditis, an often raplidly fatal
inflammation of the membrane lining the inner walls of the heart, Rokitansky created
the basis for a differentiation of lobar pneumonia (originating in the lower lobe of the

lung) and lobular pneumonia, or bronchopneumonia (originating in the finer
subdivisions of the branched bronchial tree). He made a fundamental study of acute — = =
4 L ) Rokitansky, detall of an engraving
yellow atrophy of the liver (now known as Rokitansky's disease; 1843), established the }
i } B8C Hulton Picture Library
micropathology of pU|m°nary emphysema (a condition of the lung characterized by o =——




2012 revised international CHCC nomenclature
of vasculitides

Immunecomplexsmallvesselv.

Anti-GBM
Medium vessew. |. IgAv. (HSP)
PAN Cryoglobulinemiw.
Kawasakdisease —
Hypocomplementiarticarialv.

ANCAassociatecsmallvesselv.
GPA\\Vegenerg.)

MPA (icroscopigolyangiti9
EGPAChurgStrausssy)

Largevesselasculitis
Takayasa.
Giantcell a.

According to the article: Jennette et al. Arthritis Rheum. 2013;-6%:1




Nomenclaturenoninfectiousvasculitides

1. Large vessel vasculitiGCA dakayasu
2. Medium vessel vasculiti®?AN a Kawasaki
3. Small vessel vasculit{arteries, arteriolesyenules veins):

a) ANCAassociated vasculitifmost frequent vasculitis of
adults!!!

b) Immune complex:

IgAv.(HenochSch nlein), anttGBM (ANCA : ar&BM = 100 : 1),
cryoglobulinshypocomplementiarticarial (anti-C1q) v., serum
sickness

Single organ vasculitisytaneousSVYV, primary CNS vasculitis, etc.)

Vasculitis associated with systemic diseases (e.g. Rheumatoid, Sapcsid
etc.)

Vasculitis associated with probable etiologies (e.q.




Large Vessel Vasculijig012 CHCG@efinition

Vasculitisaffecting large arteries more often than other vasculitidesrge
arteries are the aorta and its major branches. Any size artery may be affected

1. Takayastiarteritis

Patients:women under 5Q rare in the Czech Rep.
A Morphology: shares histological features of GCA
(granulomatousarteritis), no fibrinoid necrosis

2. Giant cell (temporalarteritis (GCA)
A Patients:over 50 common (withpolymyalgisrheumaticg
The distinction between the two entities is made on the basis of
a patient® age!!!  HRIALSS LSRR |
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PAN, 2012 CHQEefinition

A Necrotizingarteritis of medium or small arteriesithout
glomerulonephritisor vasculitis in arterioles, capillaries, or
venules andnot associated with ANCA.

A Very rare




Kawasakdisease: 2012 CH@Efinition

U Arteritisassociated witthe mucocutaneusymph node syndrome
predominantly affecting medium and small arteries.

U Coronary arteries are often involvetiorta and large arteries may
be involved.

U Usually occurs in infants and young children.




Smallvesselvasculitides

1. ANCAassociatecsmall
vesse.

A GPA\Vegenery.)

A MPA (microscopic
polyangiti9

A EGPACGhurgStraussy)

2. Immunecomplexsmall
vessel.

A Anti-GBM
A IgAv. (HSP)
A Cryoglobulinemiv

A Hypocomplementic
urticarial v.




ANC Aantibodies (anti-Neutrophil GytoplasmaticAntibody)

A ABs specific to antigens of neutrophil granules and to lysosoms of monocyte
A c-ANCA(cytoplasmatic)p-ANCAperinucleal

A Many different antigens in the grou- or p- ( proteinasa 3, myeloperoxidasa
MPOQ,lactoferin cathepsin G, elastasa, lysosyamurocidinatd.)

A ANCA positive vasculitides: ~ c-ANCAPR3(proteinasa 3),
< P-ANCAMPO(myeloperoxidasa)
IF determine the groug or p
ELISA distinguigsthe precise antiges
(PR3 oMPO) which are associated wifAV

A New methods for identification of specmc epltopes (MA[[DIF/TOFI\/IALDJMS)
Epitope specificity defines pathogenicity ST,

Figure 2

VPO ANCA moctive with opitope sa—447-448 e
mmm—ammm(‘m
) ELISA rosutts tealing lof meactivity agenst 2

(Roth A. at al. Epitope specificity determines
pathogenicity and detectability

in ANCAassociated vasculitisCGlininvest. 2013; /y o
123:17731783.)
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ANCA assoclatedascultis:

A very aggressive disease; systemic involvement (joints, EKifijungs,
Kidneys)

A May occur at any age, typical onset between-3th decades of life
A The most common form of systemic vasculitis in adulthood

A Estimated incidencel5-23/million

age ovelc5: 53/million
A Geographical variatiort ANCA more frequent in northern Europe,
p ANCA more frequent in southern Europe, Asia and Japan
Prognosis of untreatedsPA (c ANCA) is worse than the prognosis
of the majority of tumors; and thenortality rate at 1 year is 80%
Rapid dg is critical




Occurrence of systemic involvement
(Jennette J. NEngJ Med: 1997; 337:151P523).

location | HSP cryoglob MPA GPA EGPA
skin 90% 90% 60% 50-70% 60%
kidney 50% 55% 90% 80% 45%
lung <5% | <5% 50% 90% 70%
ENT <5% | <5% 35% 90% 50%
joint 75% 70% 60% 60% 50%
neurol. 10% | 40% 30% 50% 70%
GIT 60% 30% 30% 50% 50%

The concept that MPGand PR3AAV are genetically distinct diseases with
phenotypic overlap and that studies and clinical practice beyefit from
clustering according to serotype

Lyons P. A. et al. Genetically distinct subset within AdKSAciated vasculitis.
N.EnglJ. Med. 2012; 367: 212P3.




ANCAassociated vasculitides s
I A
A Any organ may be afflicted (kidney, lungs, ENT...) i.,%z‘ é

A Kidney involvement:
pauciimmunenecrotizingcrescentic
(rapidly progressiveglomerulonephritis
75% of patients with GN have systemic
vasculitis

A Renal biopsy:
U Gold standard to confirm the diagnosis
U To assess the prognosis
U Not absolutely required,
but recommended whenever possible




ANCAassociated GN:morphology: gli =~ = = . <

pauciimmunenecrotizing GN with crescents

Acute lesionsnecrosis + crescents
Typically scatteredvith normal gli or their partdater with combination
of acute and chronic lesions




ANCAassociated GN:morphology. gli

Crescents: epithelial/cellular, fibrepithelial, fibrotic




ANCAassociated GNmorphology
vesselsk interstici
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ANCAassocliatedsN:morphology of advanced
disease
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