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Vaskulit tanimi
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Vaskulit tanimi

«Vaskadlitler, cesitli capta, cesitli tip ve yerlesimde damar duvari
inflamasyonu ve sonucta damar duvar nekrozu, l[imen daralmasi ve
tikanmasi ve bazen anevrizma ve ruptur gelisimi ile organ yetmezligine

yol acan, nadir ama cogu yasamsal dnemde patolojilerdir»

E Doganavsargil. Turkiye Klinikleri J Int Med Sci. 2005;1(43):1-15
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* Patogenetik mekanizmalar kesin olarak

bilinmemektedir

 Damar duvarinda fibrinoid nekroz;

«nekrotizan vaskiulitler»

 Damar limen daralmasi / tikanmasi
— Doku iskemisi

* Damar duvar incelmesi, ruptar
— Anevrizma, trombius, kanama
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VASCULITIS

. . . Nervous system Eye
 Klinik tablo tutulan damarin yeri, - stroke O /;/il’sel?alf;ecﬂity
buyukligu, tipi, hastaligin hizi ve Heart \Nose
- myocardial - bleeds &
e e e . . v infarction
kisinin immun cevabina bagldir; hyperh
) . Lungs
* Her damar tutulabilir! E;g;‘,:;"e \ o 41
- bloody stool s
- abdominal pain Kidneys
- glomerular
: nephritis
. ol . Joints
* Tek bir organla sinirli kalabilir, birden ~ pal ‘\M |
: ' LM s
fazla organi da etkileyebilir; —
: enera
Skin — % symptoms:
* Hemen her organ tutulabilir! PR paD e BUrpUR i
- weight loss
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Vaskulitlerin siniflandirilmasi
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Terimler
Terim  |Agklama [ Omek

Isim Hastaligin ismi Poliarteritis nodosa
(nomenclature, diagnosis)

Tanim Hastaliga 6zglu temel patolojik Glomerulonefrit veya

(definition) ozelliklerle baglantili standart isim  arteriyollerde, kilcal damarlarda
veya venullerde vaskilit olmaksizin,
ANCA ile iliskili olmayan, orta veya
klicUk arterlerin nekrotizan arteriti

isimlendirme sistemi isim & tanim (tanimlayici veya 2012 CHCC
(nomenclature system) etiyolojiye dayali isimlendirme)
Siniflandirma kriterleri Klinik arastirmalar icin tek tip bir 1990 ACR Siniflandirma kriterleri
(classification criteria) hasta grubu olusturmak icin
kullanilan standartlastiriimis
tanimlar
Tani kriterleri Bir hastada hastaligin belirleyici
(diagnostic criteria) ozelliklerinin varhgini gosterir

Rheumatology Textbook, 2018
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Sistemik vaskulitlerin siniflandirmasi

* Damar capl
* Primer & sekonder

* Patolojik tutulum

* Granulomatoz & nongranitlomatoz

* Patogenez

e ANCA & immunkompleks

AyRG2021
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Caplarina gore damar tipleri

Large Vessels Medium Vessels Small Vessels

v'intraparenchymal arteries
v'aorta vmain visceral arteries & vArterioles
vinajor branches veins veapillaries
vanalogous veins vtheir initial branches enales & yeing

Jennette JC. Arthritis Rheum. 2013 Jan;65(1):1-11
16.10.2021 AyRG2021 11



1866 PAN

1952 Zeek
* 1990 ACR Siniflandirma kriterleri

1994 International Chapel Hill Consensus Conference

% VX ﬁ
e 2005 EMA algoritmasi WO\ \usens) /)

2012 International Chapel Hill Consensus Conference

EUROPEAN MEDICINES AGENCY
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2012 International Chapel Hill Consensus Conference

16.10.2021

Takayasu arteritis

Giant cell arteritis

Polyarteritis nodosa (PAN)

Kawasaki disease

ANCA associated vasculitis (AAV)

Microscopic polyangiitis (MPA)

Granulomatosis with polyangiitis (GPA)

Eosinophilic granulomatosis with polyangiitis (EGPA)
Immune complex vasculitis

Anti-glomerular basement membrane (anti-GBM) disease

Cryoglobulinemic vasculitis

IgA vasculitis (Henoch-Schdénlein)

Hypocomplementemic urticarial vasculitis (anti-C1q vasculitis)

Behcet’s disease

Cogan’s syndrome

Cutaneous leukocytoclastic angiitis

Cutaneous arteritis

Primary central nervous system vasculitis

Isolated aortitis

Others

Lupus vasculitis

Rheumatoid vasculitis
Sarcoid vasculitis

Others

Hepatitis C virus-associated cryoglobulinemic vasculitis

Hepatitis B virus-associated vasculitis

Syphilis-associated aortitis

Drug-associated immune complex vasculitis
Drug-associated ANCA-associated vasculitis
Cancer-associated vasculitis

Others

AyRG2021

Jennette JCl. Arthritis Rheum 65:1-113, 2013



Immune complex-mediated small vessel vasculitis
Cryoglobulinemic Vasculitis IgA Vasculitis (Henoch-Schénlein)

T T IDe e T Hypocomplementemic Urrr'c:arfal.l’ Vasculitis (Anti-C1q Vasculitis)

Behcet's Disease ‘ |

Cogan’s Syndrome _ _
Single-organ vasculitis Medium vessel vasculitis A”f"GBﬁf disease

Polyarteritis Nodosa |
Kawasaki Disease

Venule

[
ANCA-associated small vessel vasculitis

Microscopic Polyangiitis
Granulomatosis with Polyangiits
| | Eosinophilic Granulomatosis with Polyangiitis
|
Large vessel vasculitis
Takayasu's Arteritis
Giant Cell Arteritis

Firestein & Kelley’s Textbook of Rheumatology, 2021
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Definitions for vasculitides adopted by the 2012 International Chapel Hill Consensus Conference on the
Nomendclature of Vasculitides (CHCC2012)

CHCC2012 name

CHCC2012 defini

on

Large-vessel vasculitis

Takayasu arteritis (TAK)

Giant cell arteritis (GCA)

Medium-wvessel vasculitis

Polyarteritis nodosa (PAN)

Kawasaki disease (KD)

Small-wvessel vasculitis

AMNCA-associated vasculitis (AAW)

Microscopic polyangiitis (MPA)

Granulomatosis with polyanagiitis

(Wegener's) (GPA)

Ecosinophilic granulomatosis with
polyangiitis (Churg-Strauss) (EGPA)

Immune complex vasculitis

Anti-glomerular basement membrane

(anti-GBM) disease

Cryoglobulinemic vasculitis (CWw)

Iga vasculitis (Henoch-Schénlein) (Igavw)

Hypocomplementemic urticarial wvasculitis

(HUW) (anti-C1qg vasculitis)

wvariable-vessel vasculitis

Behcget's syndrome

Cogan's syndrome

Single-organ vasculitis

Vasculi
disease

is associated with systemic

Vasculitis associated with probable
etiologw

wasculitis affecting large arteries more often than other vasculitides. Large arteries are the aorta and its
major branches. Any size artery may be affected.

Arteritis, often granulomatous, predominantly affecting the aorta and/or its major branches. Onset usually in
patients younger than 50 years.

Arteritis, often granulomatous, usually affecting the aorta and/or its major branches. with a predilection for
the branches of the carotid and vertebral arteries. Often involves the temporal artery. Onset usually Iin
patients older than 50 years and often associated with polymyalgia rheumatica.

wasculitis predominanthy affecting medium arteries defined as the main visceral arteries and their branches.
Any size artery may be affected. Inflammatory aneurysms and stenoses are common.

MNecrotizing arteritis of medium or small arteries without glomerulonephritis or wvasculitis in arterioles,
capillaries, or venules, and not associated with antineutrophil cytoplasmic antibodies (AMNCAS).

Arteritis associated with the mucocutaneous lymph Nnode syndrome and predominantly affecting medium and
small arteries. Coronary arteries are often involved. Aorta and large arteries may be involved. Usually occurs
im infants and young children.

wasculitis predominanthy affecting small vessels, defined as small intraparenchymal arteries, arterioles,
capillaries, and venules. Maedium arteries and veins may be affected.

MNecrotizing vasculitis, with few or no immune deposits, predominantly affecting small vessels (ie, capillaries,
wvenules, arterioles, and small arteries), associated with myeloperoxidase (MPO) AMNCA or proteinase 3 (PR3)
AMCA. Not all patients have ANCA. Add a prefix indicating ANCA reactivity, eg, MPO-ANCA, PR3-AMNCA, ANCA-
negative.

MNecrotizing vasculitis, with few or no immune deposits, predominantlhy affecting small vessels (ie, capillaries,
venules, or artericlas). Necrotizing arteritis involving small and medium arteries may be present. Necrotizing
glomerulonephritis is very commaon. Pulmonary capillaritis often occurs. Granulomatous inflammation is
absent.

MNecrotizing granulomatous iINflammation usually iNnvolving the upper and lower respiratory tract, and
necrotizing vasculitis affecting predominantly small to medium vessels (eg, capillaries, venules, arterioles,
arteries and wveins). Necrotizing glomerulonephritis is common.

Eosinophil-rich and necrotizing granulomatous inflammation often involving the respiratory tract, and
necrotizing vasculitis predominantly affecting small to medium vessels, and associated with asthma and
eosinophilia. AMNCA is more fregquent when glomerulonephritis is present.

wWasculitis with moderate to marked vessel-wall deposits of immunoglobulin and/or complement components
predominantly affecting small vessels (ie, capillaries, venules, arterioles, and small arteries).
Glomerulonephritis is frequent.

wasculitis affecting glomerular capillaries, pulmonary capillaries, or both, with GBM deposition of anti-GBM
autoantibodies. Lung involvement causes pulmonary hemorrhage, and renal involvement causes
glomerulonephritis with necrosis and crescents.

wasculitis with cryoglobulin immune deposits affecting small vessels (predominantly capillaries, venules, or
arterioles) and associated with serum cryoglobulins. Skin, glomeruli, and peripheral nerves are often
involved.

wasculitis, with Igal-dominant immune deposits, affecting small vessels (predominantly capillaries, venules,
or arterioles). Often involves skin and gastrointestinal track, and frequently causes arthritis.
Glomerulonephritis indistinguishable from IgA nephropathy may occur.

wasculitis accompanied by urticaria and hypocomplementemia affecting small vessels (ie, capillaries, venules,
or arterioles), and associated with anti-C1qg antibodies. Glomerulonephritis, arthritis, obstructive pulmonary
disease, and ocular inflammation are commaon.

wasculitis with no predominant type of vessel involved that can affect vessels of any size (small, medium,
and large) and type (arteries, veins, and capillaries).

Wasculitis occourring in patients with Behget's syndrome that can affect arteries or veins. Behget's syndrome
is characterized by recurrent oral and/or genital aphthous ulcers accompanied by cutaneous, ocular,
articular, gastrointestinal, and/or central nervous system inflammatory lesions. Small-vessel vasculitis,
thromboangiitis, thrombosis, arteritis, and arterial aneurysms may occur.

wasculitis occurring in patients with Cogan’'s syndrome. Cogan's syndrome is characterized by ocular
imnflammatory lesions. including interstitial keratitis, uveitis, and episcleritis, and inner =ar disease, including
sensorineural hearing loss and vestibular dysfunction. Vasculitic manifestations may include arteritis
{affecting small, medium, or large arteries), aortitis, aortic aneurysms, and aortic and mitral valbvulitis.

Wasculitis in arteries or veins of any size in @ single organ that has no features that indicate that it is a
limited expression of a systemic vasculitis. The involved organ and vessel type should be included in the
name (eg, cutaneous small-vessel vasculitis, testicular arteritis, central nervous system wvasculitis). Vasculitis
distribution may be unifocal or multifocal (diffuse) within an organ. Some patients originally diagnosed as
hawving single-organ vasculitis will develop additional disease manifestations that warrant redefining the
case as one of the systemic vasculitides (eg, cutaneocus arteritis later becoming systemic polyarteritis
nodosa, etc).

Wasculitis that is associated with and may be secondary to (caused by) a systemic disease. The name
(diagnosis) should have a prefix term specifying the systemic disease (eg. rheumatoid vasculitis, lupus
wvasculitis, etc).

Wasculitis that is associated with a probable specific eticlogy. The name (diagnosis) should have a prefix
term specifying the association (eg, hydralazine-associated microscopic polyvangiitis, hepatitis B wvirus-
associated vasculitis, hepatitis C virus-associated cryoglobulinemic vasculitis, etc).

Jennette JC, Falk RJ, Bacorn PA, et al. 2012 revised International Chapel Hill Consensus Conference Nomenclature of Vasculitides. Arthiritis Rbveurm 201 3; 65:-1.
Reproduced with permission from Jofn Wiley & Sons, Inc. Copyright & 2013 by the American Coffege of Rfbeumatology. AN rights reserved.

15



16.10.2021

EMA algorithm for vasculitis classification

Clinical diagnosis of ANCA-associated
vasculitis or PAN

v

Fulfils ACR or Lanham criteria for EGPA?

Yes No

;

Fulfils ACR criteria for GPA

EGPA
- [y ]
Histology compatible with CHCC GPA
Yes |
GPA
M Histology compatibie with CHCC MPA
+ GPA surrogate markers
No histology, GPA surrogate markers
present AND +ve serology for PR3/MPO
Histology compatible with small-vessel
wvasculitis. No GPA surrogate markers.
Yonc]
MPA No histology. No GPA surrogate markers.
' I Vas | Surrogate markers for renal vasculitis AND sve
serology for PR3/MPO *includes renal limited
vasculitis
cPAN Yes Histology compatible with CHCC cPAN or
Angiographic Features typical of cPAN

f

Unclassified
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Siniflandirmada gelinen nokta...

* Patogenez konusundaki bilgilerimiz arttikca gelismeye devam

etmektedir

* MPO-ANCA & PR3-ANCA

* Klinik ve prognoz ile iliskili

* Kesin tani kriterleri heniz gelistirilmemistir

» «Diagnostic and Classification Criteria in Vasculitis Study» (DCVAS) Projesi

16.10.2021 AyRG2021
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Vaskulitlere yaklasim

AyRG2021
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* Genellikle ciddi & bazen olumcul hastaliklar; hemen tani ve tedavi!
» Hafif / lokalize <—> yasam / organ tehditi

* Heterojen klinik & nadir = zor tani ve yonetim

* Genellikle tani gecikmesi+

«yasamsal degerde bir zaman kaybi olabilecegi icin hekim tani koyma

cabasi yaninda mantikli bir tedavi yaklasimini da formule etmelidir»



* Yapisal semptomlarla + tek ve/veya coklu organ disfonksiyonu
-> Vaskiilit?!

e Sistematik ve kapsamli bir 6ykii ve muayene
-=> Belirli vaskilitik patolojilere 6zgl belirti ve bulgular

 Vaskulitler arasinda «¢akismalar»



Vaskiilit diistindiiren belirti ve bulgular

Yapisal Aciklanamayan ates, kilo kaybi, anoreksi, halsizlik, terleme

Cilt Palpabl purpura, Raynaud fenomeni, livedo retikiilaris, dijital gangren, Urtiker, zimba ile
delinmis gibi Ulser, hemorajik makil, sc nodil, splinter hemoraji, sach deri hassasiyeti

KBB Kalici nazal kurutlanma, epistaksis, kanli burun akintisi, kulak akintisi, isitme kaybi

Solunum sistemi Hemoptizi, astim, nefes darligi

KVS HT, ekstremite kladikasyosu, periferik nabiz degisiklikleri, periferik Gflirim ve kan basinci

uyumsuzluklari, Cene ve/veya dilde klaudikasyo, gogis agrisi

Sinir sistemi Disik ayak veya dustik bilek, Periferik SS (duysal ve/veya motor NP (MNM, PNP)),
SSS (bas agrisi, gorme bozukluklari, nébet, inme, biling bulanikhgi)

Genitoiiriner sistem  GN (pulmonorenal sendrom), testikiiler agri

Kas-iskelet sistemi Artralji, kas agrisi

GOz Sklerit, gorme kaybi, agrili kirmizi goz

GiS Karin agrisi, diare, hematemez, melena, hematokezya
Diger llac, hepatit veya baska sistemik hastalik (SLE) hikayesi

16.10.2021 AyRG2021 M Hng. Clinical Medicine 2020 Vol 20, No28: 572-9



Vaskiuliti yuksek olasilikla diustnduren klinik 6zellikler

Mononeuritis Pulmonary-

Multiplex Renal Paticen Livedo Reticularis Palpable Purpura

Diger:

Bas agrisi, HT, pulmoner kanama, karin agrisi, anormal idrar sedimenti, EN, artralji, kladikasyo

16.10.2021 AyRG2021 22




Vaskiilitlerde farkli damar tutulumlarina gore
gelismesi olasi klinik bulgular

Biiyliik damar

Ekstremitelerde kladikasyo

Nabizsizlik, iki kol arasi tansiyon
farki

Aort dilatasyonu
Ufiiriim

Renovaskuler HT

16.10.2021

Orta capli damar

Cilt nodulleri/ulserleri
Dijital Glser/gangren
Livedo retikilaris
Mononoritis multipleks
Mezenter iskemi
Mikroanevrizmalar

Renovaskuler HT

AyRG2021

Kliclik damar

Palpe edilen purpura
Vezikulobilloz lezyonlar
Urtiker
Glomerulonefrit
Mononodritis multipleks
Alveolar kanama
Splinter kanama

Uveit, episklerit, sklerit

Kelley’s textbook 2013
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Patterns of Symptoms/Signs

Size of Vessels
Small Medium Large
) Erythema nodosum Cyanosis
Skin Palpable purpura ] ) ) Discoloration of
Livedo reticularis Gxtramitics
) ) Mucositis Abdominal pain ) )
£ Gastrointestinal _ ] Bowel infarction
o Gl bleeding Bowel perforation
et
‘9, Hematuria without Hematuria with Hvbertension
» Renal RBC casts RBC casts yp
: -
g Proteinuria Flank pain Rahematia
L
(@) Mental status A’s
Neuro Polyneuropathy Strokes
Strokes
Muscles Myalgias Myositis Claudication

Eric Strong, 2014



Vaskulit tanisi icin tanisal islemler

Table 3. Laboratory investigations useful in the evaluation of suspected vasculitides

Preliminary investigations More specific investigations

Full blood count Perinuclear ANCA (pANCA) and cytoplasmic ANCA (cANCA)
Urinalysis, urine protein:creatinine ratio Antiproteinase 3 (antiPR3) and antimyeloperoxidase (antiMPQO)
Renal profile antibody

Liver function test Antiglomerular basement membrane antibody

Creatinine kinase Serum cryoglobulins

Fasting lipid profile, fasting blood sugar Immunoglobulin E level

C-reactive protein, erythrocyte sedimentation rate Appropriate tissue biopsy

Procalcitonin level Bronchoscopy, bronchoalveolar lavage

Blood culture Angiographic examinations

Hepatitis B and hepatitis C screening Magnetic resonance angiography / magnetic resonance imaging
HIV test Positron emission tomography

Other serology such as parvovirus B19, cytomegalovirus or Nerve conduction studies or electromyography

specific fungal serology test

Antinuclear antibody, antidouble stranded deoxyribonucleic
acid (antidsDNA), extractable nuclear antigen
Antiphospholipid antibodies

Rheumatoid factor

Complements level

Urine toxicology screening

Chest X-ray or computed tomography of the thorax

Sinus X-ray or computed tomography

Electrocardiography, echocardiography

Serum protein electrophoresis, serum free light chains, urine
Bence Jones protein

16.10.2021 AYRG2021 M Hng. Clinical Medicine 2020 Vol 20, No 625572-9



Vaskilit tanisi icin tanisal islemler

* Laboratuvar testleri, vaskdlit tipini, organ tutulum derecesini veya
baska bir hastaligi (taklitciler, sekonder hastaliklar) tanimlamaya
yardimci olabilir

e Vaskilitin kesin tanisi doku tanisidir

e Goruntuleme yontemleri
* Anjiografi, PET, vb

—> Vaskaililitlerin tanisi; genellikle organ hasari paternlerine,
etkilenen damarlarin boyutuna, serolojik ve histopatolojik 6zelliklere
ve tanisal goruntulemedeki karakteristik bulgulara dayanir




Table 1. Vasculitis mimics

Vasculitis mimics Example

Infections Infective endocarditis
Bacteria eg meningococcaemia or

Ayirici tani
Spirochetes

Fungi
Mycobacteria
Viruses

Drugs/therapy Ergotamine

 Vaskdlit taklitcileri; St e S

Warfarin
Radiation therapy

o Enfeksiyon’ malignansi! Malignancy Leukaemia cutis

Plasma cell dyscrasia

Metastatic carcinoma

Paraneoplastic syndrome

Lymphoma, especially involving nasal or

¢ Ta n I geCi km ESi paranasal cavity

Thromboembolic Atrial myxoma
disorders Cholesterol emboli from an atheroma

°® I d Antiphospholipid syndrome
| m m S u p rT V ! Thrombotic thrombocytopenic purpura
Sickle cell disease

Procoagulant states
Calciphylaxis

Other vasculopathy Fibromuscular dysplasia
Amyloid angiopathy
Neurofibromatosis type I
Coarctation of the aorta
Chronic ergotism
Scurvy
Sweet’s syndrome
Kohlmeier—Degos disease

16.10.2021 AyRG2021 M Hng. Clinical Medicine 2020 Vol 20,No 6: 572-9



Vaskulit tedavisi

* Gecikmeden dogru tani konulmali

* Hastaligin siddeti ve yayginhigi belirlenmeli!
— Hangi organ / organlarda tutulum var?
— Organi / hayati tehdit ediyor mu?

 Tedavi = ImmSuprTdv

28
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Ozet

AyRG2021

29



Vaskiilit diuistindiiren sikayet ve bulgular
Vaskiilit taklitcilerini disla Sekonder vaskiilit nedenlerini disla

Vaskiilit tanisini dogrula

Vaskiulitin siddetini & yayginlhigini belirle

Uygun tedaviye basla

E Doganavsargil. Turkiye Klinikleri J Int Med Sci. 2005;1(43):1-15
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