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Tanim

e Vaskulitler

e Kan damar duvarinin inflamasyonu, nekrozu ve bazi durumlarda granulom
olusumu ile seyreden, ilgili damarin besledigi dokularin iskemisi veya infarkti ile

sonuclanan heterojen klinik tablolardir.

* Son siniflandirma damar capina, klinik ve patolojik bulgularina gére yapilmistir
(2012 Chapell Hill uzlasma konferansinda).

Adventitia; Damar duvarinin dis tabakasidir
Media; Damar duvarinin, intima ile adventitia arasinda yer alan orta tabakasi (Tunica
media, diiz kas lifleri ile az sayida elastik ve kollajen liflerden

intima; Damar duvarim olusturan ii¢c tabaka’dan en icteki; kan damarinin i¢c tabakasidir.

Dis Tabaka

Ara Tabaka

ic Tabaka




VASKULIT SINIFLANDIRMASI

Chapell Hill Simflandirmas:

BUYUK DAMAR VASKULITLERI
— Dev Hucreli Arterit (Temporal Arterit)
— Takayasu Arteriti

ORTA DAMAR VASKULITLERI
- Kawasaki Hastaua:
— Poliarteritis Nodoza

TEK ORGAN VASKULITLERI
— Kutandz lokositoklastik vaskulit
— Kutanoz Arterit
— Primer SSS vaskuliti
— izole Aortit

KUCUK DAMAR VASKULITLERI
ANCA ILISKILI VASKULITLER

— Granulomatoz Polianjitis (GPA)

— Mikroskopik Polianjitis (MPA)

— Eozinofilik Granulomatoz Polianjitis (EGPA)
IMMUNKOMPLEKS VASKULITLERI

- Anti-GBEBM Hastalua:

— Kriyoglobulinemik Vaskialit

— IgA vaskdualiti

- Hipokomplemantemik Urtikeryal Vaskilit

SISTEMIK HASTALIK ILISKILI VASKULITLER
- SLE
- RA
- Sarkoidoz
- Diger

DEéisKEN DAMAR VASKULITLERI
— Behcget Hastaug:
- Cogan Sendromu

MUHTEMEL ETiYvOLOJi iLE iLisSkiLi
VASKULITLER

— Hepatit B, C, sifiliz

— Ilaclara baglu ANCA iliskili vaskiulit

— Kanser iliskili vaskulit

- Diger

Ulusliararas: Chapel Hill Uzlas:t Konferans:
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Vaskulit- Patogenez

» Genetik yatkinlk (cogu poligenik olmakla, HLA-51 Beh¢et, HLA DRB1 DHA)

» Cevresel faktorler (ilaclar, silika tozu, enfeksiyonlar: HCV, HBV, HIV, klamidya,
parvovirtis 19, EBV)

* Antijene karsi bagisiklik sisteminin asiri yaniti

Pathogenic immune-complex formation and/or deposition
IgA vasculitis (Henoch-Schénlein)
Lupus vasculitis
Serum sickness and cutaneous vasculitis syndromes
Hepatitis C virus-associated cryoglobulinemic vasculitis
Hepatitis B virus-associated vasculitis
Production of antineutrophilic cytoplasmic antibodies
Granulomatosis with polyangiitis
Microscopic polyangiitis
Eosinophilic granulomatosis with polyangiitis (Churg-Strauss)
Pathogenic T lymphocyte responses and granuloma formation
Giant cell arteritis
Takayasu arteritis
Granulomatosis with polyangiitis
Eosinophilic granulomatosis with polyangiitis (Churg-Strauss)




Vaskulit- Klinik (damar ¢api, anatomik lokalizasyon,
tutulan organa gore degisir)

Table Il. Clinical manifestations of vasculitis based on vessel size affected (adapted from Carlson et al.,!"! with permission; @ Elsevier 2006)

Large® Medium® Small®

Limb claudication Subcutaneous nodules Purpura

Asymmetric blood pressure Ulcers (deep) Infiltrated erythema

Absence of pulses Livedo reticularis Urticaria

Aortic dilation Pitted palmar/digital scars Vesiculobullous lesions

Bruits Digital gangrene Ulcers (superficial)

Constitutional symptoms® Mononeuritis Splinter hemorrhages
Aneurysms Scleritis, episcleritis, uveitis
Infarct Palisaded neutrophilic granulomatous dermatitis®
Erythematous nodules Glomerulonephritis
Hypertension (renal artery) Gastric colic
Constitutional symptoms® Pulmonary hemorrhage

Constitutional symptoms®
a Large vessels (aorta and its branches) are not found in the skin. However, large-vessel vasculitic syndromes, giant cell arteritis, and Takayasu
arteritis can rarely involve muscular arteries and small vessels of the skin.[3

b In the skin, medium vessels are the small arteries or small veins (diameter <800 um, four to eight medial muscular layers without distinct tunica
adventitia) found in the subcutis or dermal-subcutis junction.

¢ Small vessels include arterioles, post-capillary venules, and capillaries found in both the dermis and subcutis.
Fever, weight loss, malaise, arthralgia, and arthritis are common to vasculitic syndromes of all vessel sizes.

Also known as extravascular necrotizing granuloma. Small-vessel neutrophilic vasculitis is frequently seen in the vicinity of granulomas and
necrosis.




Vaskiilit- istenecek Tetkik ve Goriintiileme

* Tam kan sayimi, biyokimya, idrar analizi, HBV, HCV

* Spot idrar ya da 24h idrarda protein miktari

P ANCA, c ANCA, Anti GBM, ANA, RF, ACE, kriyoglobdulin, Ig G, A, M
* USG, BT, MR, PET, Anjiografi

* Biyopsi: Etkilenen bolge ya da organdan alinir, taniyi destekler.
Bobrek, akciger ve temporal arter biyopsileri degerlidir.



Avyirici Tani (Vaskiilit Taklitcileri)

Table 1 Mimics of large-vessel vasculitis

Infectious causes?®

Acute (e.g. mycotic aneurysms associated with septicemia

or endocarditis)

Chronic (e.g. syphilis, tuberculosis, HIV, and leprosy)

Atherosclerosis
Congenital causes
Aortic coarctation
Middle aortic syndrome
Hereditary disorders
Marfan’s syndrome
Neurofibromatosis
Ehler—Danlos syndrome (types IV and VI)
Loeys—Dietz syndrome
Pseudoxanthoma elasticum
Fibromuscular dysplasia
latrogenic
Postradiation therapy

Chronic periaortitis/inflammatory aortic aneurysm®

Table 2 Mimics of medium-vessel vasculitis

Viral-associated vasculitis®
HBV
HCV
HIV
Herpes viruses
Other infectious processes®
Infective endocarditis
Mycotic aneurysms
Atherosclerosis
Malignancy®
Lymphoma
Leukemia
Fibromuscular dysplasia (includes segmental arterial mediolysis)
Hereditary disorders
Ehler-Danlos syndrome
Neurofibromatosis
Grange syndrome
latrogenic (postprocedural)
Hypercoagulable states
Thrombotic thrombocytopenic purpura
Antiphospholipid syndrome




Tedavi

* Vaskilit tipi, etkilenen organ/sisteme ve altta yatan hastalik durumuna gore planlanir.
e Ciddi organ tutulumu yoksa: Steroid+Azatiopirin/leflunamid/MTX/MMF/siklosporin

* Ciddi organ tutulumu varsa yiksek doz steroid+siklofosfamid/RTX

* TNF alfa inhibitor: Takayasu arterit

* |L-6 reseptor bloker (tosilizumab): Temporal arterit

* Mepolizumab (anti IL-5):EGPA

* Plazmaferez/IVIG ciddi organ tutulumlarinda tedaviye eklenir.

e Anti viral tedavi (HBV, HCV eslik ediyorsa)



Dev hiicreli Arterit =DHA(Temporal Arterit=TeA,
Graniilomatoz Arterit, Horton Hastaligi)

* BUyUlk ve orta capli arterlerin granilomatdz inflamasyonuyla seyreden panarterit
tablosudur.

e >50 yas Uzeri, tani kriteri

e Kadin %65-70 (K>E), pik yasi 70-80

* Kuzey Avrupa kokenli beyaz irkta daha sik

e Insidansi: 0,1-77/100.000

* Aort ve ana dallari, vertebra ve karotis arterin eksternal dallarini etkiler.

e Hastalarin %40-50’sine polimyaljia romatika(PMR) eslik eder. PMR’de DHA
%15-20 eslik eder.



DHA-Patogenez

New insights into the pathogenesis of giant cell arteritis & hopes for the clinic | 1= /=

Macrophage activation
Multinucleated giant cells
Granuloma formation

Higher risk of visual loss

LRRC32
Polymyalgia rheumatica

Vasa vasorum vasculitis

Unknown Increased relapse rates

trigger

HLA-DRB1/HLA-DQa1 ) N
Peri-adventitial

small vessel vasculitis

Lumen
Arterial wall

Figure 2. Main pathways involved in the immunopathology of giant cell arteritis. The immune response leading to tissue dam-
age occurs within the arterial wall. An unknown trigger (e.g., infectious agent) may be recognized by TLR expressed in the wall-resident
sentinels DC that, as a consequence, start recruiting and promoting the differentiation of naive CD4+ T cells into Th1, Th17 and

Th9 cells. HLA class Il molecules, such as HLA-DRB1 and HLA-DQa.1, may be critical molecules involved in the recognition and presenta-
tion to the TCR of self-antigens. Differentiated T cells release different cytokines that result in macrophage activation, granuloma forma-
tion and in the different clinical phenotypes of the disease. Treg are underrepresented in the vessel wall and they may also play a

relevant role in the inflammatory events.
DC: Dendritic cells; TLR: Toll-like receptors; TCR: T-cell receptor.



DHA-Klinik

* Genel semptomlar (ates, kilo kaybi, halsizlik)
* Bas agrisi:%70-90, ilaca yanitsiz, sirekli, ani baslangicli

* Cene-dil kladikasyo: %40-50, daha spesifik, biopsi pozitifligi ile en
kuvvetli iliskili kliniktir, dilde sisme nekroz (fasyal, lingual arterin tut.)

* Temporal bolgede agri, hassasiyet, nodul, nabiz kaybi, nekroz-
karotodini



* Nedeni bilinmeyen ates: %15

e Oftalmik komplikasyonlar (oftalmik arter): %15-17, agrisiz, ani
gorme kaybi, diplopi, baslangicta tek tarafli, tedavisiz kalirsa diger
g0z 1-10 gun icinde etkilenir. Acildir.

* Patoloji 6n iskemik optik néropatidir (AOIN %90). AION optik siniri
besleyen posterior silier arterin tikanmasiyla gelisir.



Arterial segment

Aorta
Thoracic
Ascending
Aortic arch
Descending
Abdominal
Cerebral
Carotids
Vertebro-basilar
Extremities
Subclavian
Axillary
Iliac
Femoral
Other
Renal
Coronary
Mesenteric

Any type of large vessel

involvement

Table 1. Overview of reported extracranial
involvement in patients with cranial GCA
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DHA-Klinik

Symptom Frequency (%)
Headache 76
Weight loss 43
Fever 42
Fatigue 39
Any visual symptom 37
Anorexia 35
Jaw claudication 34
Polymyalgia rheumatica 34
Arthralgia 30
Unilateral visual loss 24
Bilateral visual loss 15
Vertigo 1
Diplopia 9

Modified from Smetana GW, Shmerling RH: Does this patient have temporal arteritis? JAMA
287:92, 2002. Data from a review of 2475 patients reported in the literature.

Fever of unknown origin

Respiratory symptoms (especially cough)

Otolaryngeal manifestations
Glossitis
Lingual infarction
Throat pain
Hearing loss

Large artery disease
Aortic aneurysm
Aortic dissection
Limb claudication
Raynaud'’s phenomenon

Neurologic manifestations
Peripheral neuropathy
Transient ischemic attack, stroke
Dementia
Delirium

Myocardial infarction

Tumor-like lesions
Breast mass
Ovarian and uterine mass
Syndrome of inappropriate anti-diuretic hormone secretion
Microangiopathic hemolytic anemia

+Fig. 93.6 CT angiogram showing giant cell arteritis causing abrupt nar-
'owing of segments of the left subclavian (amowhead) and axillary (double
arowheads) arteries. (Courtesy Dr. Elliot Levy,)



DHA-Laboratuvar-goriuntiileme

e Akut faz yaniti: CRP, sedim yuksekligi, IL-6 artis
* Normokrom normositer anemi
* Alp yiksekligi %25, ANCA, ANA (ayirici taniigin)

* Dopler USG: bilateral halo sign gortintist (6zglinligd %100), biopsinin
yerini alabilir.

* CT, MR anjiografi
* PET CT: %83 tutulum
* Tani i¢in biyopsi altin standarttir ( tercihen 2,5), %15-20 negatif olabilir.

* Biyopsi mumkunse steroid tedavisi oncesi alinmall, ilk hafta %80, >4 hafta
%40 pozitiflik



Fig. 3 These are Temporal artery ultrasound images showing (a)
longitudinal and (b) cross sectional images of a normal artery: (¢)
longitudinal and (d) cross section image of the non-compressible,
hypoechoic “halo sign™ (white asterisks)
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Figure 2. Temporal artery biopsy demonstrating inflammation of the vessel wall with
the presence of lymphocytes and multinucleated giant cells (haematoxylin and eosin
stain, x200 magnification)

Fig. 4 A 67-year-old Caucasian lady presented with headache, PMR.
drenching night sweats, weight loss and CRP 120. '"SFDGPET-CT
fused images show '"FDG avid large-vessel GCA (white arrows) ol
the thoracic aorta in sagittal (a). coronal (b) and transverse view (c).
Inflammatory activity extends into the subclavian and common carotid
arteries (d)



DHA-ACR Tani Kriterleri

*1-Yas:>50

 2-Yeni baslangicli bas agrisi

* 3-Temporal arterde palpasyonda hassasiyet ya da nabiz alinamamasi
e 4- Sedim 50>mm/h

e 5-Arter biyopsisi: mononukleer hicre infiltrasyonu ya da
granltlomatdz inflamasyon

*Tani igin 5 kriterden 3’ii olmasi yeterli



DHA-Tedavi

Induction Therapy

Prednisone, 1 mg/kg/day
Goal: resolution of laboratory
and clinical abnormalities

Course: generally 2—4 wk

Begin bone-protective therap)

Consider aspirin

Consider gastroduodenal
protection

(
Maintenance Therapy

Taper prednisone by 10-20%/mr

Monitor clinically

Monitor acute-phase reactants

When dose <10 mg/day, taper b
1 mg/mo

N

Suggested tapering regime by BSR [66]

* 40-60 mg prednisolone until symptoms and lab results are

normal (2-4 weeks)

* Reduce dose by 10 mg every 2 weeks to 20 mg

* Reduce dose by 2.5 mg every 2-4 weeks to 10 mg

* Reduce dose by 1 mg every 1-2 months if there is no relapse

(ESR and CRP) -

- B
Management of Flares

Severe flare: repeat prednisone
induction therapy

Mild flare: increase prednisone
by 10-20%

Be cautious in treating elevated
ESR or CRP level in absence of
clinical symptoms

Glucocorticoid-sparing agents:
methotrexate, marginal benefit;
infliximab, no benefit; dapsone,
adalimumab, leflunomide,
hydroxychloroquine,
tocilizumab, azathioprine,
anecdotal use




Komplikasyonlar

* En sik komplikasyon arter stenozundan kaynaklanir.
* Iskemi, SVO, MI, PDH

* Aort anevrizmasi

* Aort diseksiyonu, rtuptur

* Gorme kaybi (erken tani ve tedavi onemli)

* llac komplikasyonlari (osteoporoz, enfeksiyon..)



Takayasu Arteriti (TAK)=Aortik Ark
sendromu

* Ik kez japon oftalmolog (Mikito Takayasu) tarafindan 1908
tarafindan tanimlanmis.

* Aort ve ana dallarini tutan vaskulittir.
* Dogu irkinda siktir (Japon, Hint)

* 50 yas altinda, pik yasi:20-30

* Prevalansi 40/milyonda (japonya)

* TUrkiye prevalans 15-33/milyonda
*K/E:9/1

M. Takayasu
(1859-1938)



TAK-Patogenez

* TAK'da baslangicta inflamasyon vasovasorumlardan baslar.

* Kronik evrede panarterite ilerleyerek intimal kalinlasma, endotel
disfonksiyon arteriyel stenoz ve dilatasyon gelisir.

* Etyolojide genetik:HLA-52 iliskili, IL-2,6, 12 polimorfizm
* Enfeksiyon: Mikobakteri enfeksiyonu sik goruldigu Asya



TAK-Klinik

e [ki fazli baslangic gosterir.

* Erken donem:inflamatuar seyir

* Halsizlik, ates, myalji, artralji, kilo kaybi, anemi
e Ge¢c donem:vaskiiler iskemi/okliiziv dbnem



TAK-Klinik

. Sistemik wgs ° Naralok %57+ Muskuloskeletal %42
_ Halsilik 56 — Aort Yetmezligi 33 ;
— Me 77 —- Gogis agrisi 17 - Artral] 39
_ K":kayb, % — Perikardit 5 - Mivalii 30
o Vaskiiler ooy ° Santralsinir sistemi % 63 )
= Ul U e ,,  Htemanodsm :
i — JENKOp
~ Karotis/subklavyen 49-51 : et
= Hiperta/nsiyon y 3 - Inme 15 - Psoriasls 2




TAK-Anjiografik siniflama

Angiographic classification of Takayasu arteritis

Type Vessel involvement
| Branches from the aortic arch
lla Ascending aorta, aortic arch and its branches
Iib Ascending aorta, aortic arch and its branches, thoracic,
descending aorta
]| Thoracic, descending aorta, abdominal aorta, and/or
renal arteries
v Abdominal aorta and/or renal arteries
') Combined features of types llb and IV
I la b n w v
Sl I T
 Er e ¥ r
¢ N # O\ £\ 7\ 7N 4\

Source: Hata et al."”

Tipl: % 32
Tiplla: % 6.9
Tipllb: % 3.2
Tiplll: % 3.2
TiplV: % 3.7
TipV: % 51

Koroner: %9
Pulmoner: % 7

12

(%)

N

. Aorta

Ascending aorta
Aortic arch
Thoracic aorta
Abdominal aorta

. Aortic arch branches

Subclavian
Carotid
Vertebral
Axillary

. Visceral branches

Celiac
Superior mesenteric
Inferior mesenteric

. Renal artery

. Iliac artery



TAK-Laboratuar

e Akut faz yaniti: CRP (%50), sedim (%80) artar.

e Lokositoz, trombositoz, kronik hastalik anemisi
e Kreatin ve ure artisi (RVHT)

* Hipergamaglobulinemi



TAK-Goruntuleme

* Tanida en onemli arac¢ anjiografidir. Damarda stenoz ve anevrizmalar
gorular.

* Konvasiyonel anjio: yalniz damar [imeni degerlendirmesi, sik
uygulama zorlugu, kontrast ylki dezavantaj

* CT anjio: radyasyon ve kontrast yuku, erken fazda damar [imeni ve
duvarlari degerlendirmeye izin verir.

* MR anjio:Aktif hastalikta damar duvar 6demi %94, remisyonda %54
e Odem hastalik aktivitesi ile iliskisiz
* FDG-PET/CT: tanida yararli



TAK- Goruntuleme

Fic. 1 Impact of arterial disease in TAK

1

Vo

-
=9

(A) Characteristic severe left subclavian artery stenosis (arrow) with associated collaterals (asterisk). (B) Large ascending

Figure 1.
aortic aneurysm (arrow) with cuffing of the aorta by inflammatory tissue seen around the descending aorta (arrowhead). 3 D reconstruction multislice computed .'wmzcm/?/)) angiogre 1/,/,)
(C) "®F-FDG-CT-PET scan showing intense homogenous uptake in the arch of the aorta, consistent with aortitis (arrow) Aortopram - dimonstrating -ssvere iwvoloowentof Jeft subclavias
. s . i i 4 4 e (€ SIre =5 5 avic
(D) Colour Doppler ultrasound study illustrating concentric homogenous thickening of the wall of the common carotid artery. s 5 sl e i ‘

TAK: Takayasu arteritis; '®F-FDG-CT-PET: 2-[18F]-fluoro-2-deoxy-D-glucose-CT-PET. artery and abdominal aorta.



TAK-ACR Kriterlerine Gore Tani (1990)

Table 3. Differential diagnosis for Takayasu arteritis.

* 40 yas oncesi baslangi¢

Infections
Septicaemia or endocarditis (mycotic aneurysms)

° E k t .t I d kl d - k Tuberculosis

stremiteierae KiodiKkasyon Syphilis

Human immunodeficiency virus
- Borelliosis
* Brakial arter nabzinda azalma Brucellosi
Inflammatory vasculitides
. . Giant cell arteritis (adults)

* Sistolik kan basinci farki > 10 mm Hg oo
Granulomatous Polyangiitis

* Subklavyen arterler ya da aortada ufiriim g e 7wl

Rheumatic fever
a - Sarcoidosis
® Arte rlog rafl k bozu kl u k Non-inflammatory vasculopathies

Fibromuscular dysplasia

William's syndrome

e = Congenital coarctation of the aorta
-~ Ehlers-Danlos type IV
Ta ni 'g| n 3/6 krlter Marfan syndmmf

Neurofibromatosis type |

- Duyarhilik: % 91, 6zguinliik: % 97 Ocher

Post radiation therapy




TAK-Tedavi

> 1® GLUCOCOR“COIDD e [ Main stay for induction of remission ]

. \
-1mg / kg / day of prednisone or its equivalent for 3-6
months.

-Progressive reduction once the inflammation is controlled

— 2° line: c-DMARDS
—_— Ld Methotrexate
® Azathioprine
Facilitate reducing dose of GC P Mycophenolate A SRR
mofetil
e Leflunomide.

Cyclophosphamide

v

.
b- DMARDS

) |

TNF inhibitors
Tocilizumab
Rituximab
Abatacept

‘ In chronic stages of TA: REVASCULARIZATION

Endovascular or surgical
procedures

-Angioplasty balloon.
-Graft replacement stent

Surgical bypass

Windoy

Windows|

-




TAK-Komplikasyonlar

e HT

* Myokardit, perikardit

* Aort yetmezligi

* Aort diseksiyonu

* MI

* Pulmoner arter vaskuliti
* Inme, bas agrisi, senkop

e Steroid komplikas (avaskiler nekroz, DM, osteoporoz, katarakt, adrenal
sipresyon, HT)

e Stent restenozu



Orta Capli Damar
Vaskilitleri (PAN ve
Kawasaki)



Poliarteritis Nodoza (PAN)

Immune Complex Small Vessel Vasculitis
Cryoglobulinemic Vasculitis
IgA Vasculitis (Henoch-Schénlein)
Hypocompilementemic Urticarial Vasculitis
(Anti-C1lqg Vasculitis)

Medium Vessel Vasculitis

Polyarteritis Nodosa l Anti-GBM Disease ‘
Kawasaki Disease

|

ANCA-Associated Small Vessel Vasculitis
Microscopic Polyangiitis
Granulomatosis with Polyangiitis
' (Wegener’s)
Eosinophilic Granulomatosis with Polyangiitis
(Churg-Strauss)

Large Vessel Vasculitis
Takayasu Arteritis
Giant Cell Arteritis

Buyuik capli damarlar: Aorta ve major dallari ve analog venler

Orta capli damarlar: Ana visseral arterler ve venleri ile ilk dallari
Kiiciik capli damarlar: intraparankimal arteriol, kapiller, veniil ve venler



PAN-Epidemiyoloji

* PAN: orta capli damarlar (orta ve klicik capli arterler)
* En nadir vaskulittir.

* Her yas ve irkta, 40-60 yas arasi en sik

*K/E:1.8-2

* Insidansi:4.6-9/milyonda

* Prevalansi:0-16/milyonda

* 348 hastalik serisinde:1/3 HBV ile iliskili



PAN-patogenez

* PAN etyopatogenezi tam bilinmiyor. Cogu idyopatiktir. Kliiclik orta
capli arterlerin nekrotizan inflamasyonudur.

* Akut evrede perivaskuler ve damar duvarinda PMNL artisi

* Lezyonlar segmentaldir ve damar dallari ve bifurkasyonlari tutmaya
egilimlidir. Pulmoner arter ve venleri tutmaz.

* Bobrekte glomerulonefritsiz arterit ve hipertansiyon gorulir.



PAN-patogenez

* HBV disinda grub A streptokok, HCV, HTLV1, CMV, HIV, EBV ve
parvovirus B 19 iliskili PAN vakalar bildirilmis.

* Adenozin deaminaz tip2 eksikligi, cocuklarda daha sik
* Haircell losemi birlikte gorilmekle, iliskisi tam acik degil
* llaca bagli PAN (minoksilin)

* FMF’li hastalarin %1’inde PAN iliskili, prognoz iyi, hastalar daha genc,
perinefritik hematom siktir diger PAN’g6re



lezyonlar

* Fibrinoid nekroz (siyah ok) ve pleomorfik selltler infiltrasyonla
karakterize

e Damar duvarinin yapisi elastik (yildiz) lamina dahil bozulmustur.

* lyilesme bolgelerinde fibréz doku artisi damarda okliizyona yol
acabilir.

* Lezyon bdlgesinda tromboz veya 1cm varan anevrizmal genisleme
olabilir, PAN icin karakteristiktir (biyopsi bu durumda yapilamaz).



HBV lliskili PAN- Patoloji

*Viral replikasyon sonucu direk vaskuler hasar
« Immiinkompleks olusumu

* Kompleman aktivasyonu

* Endotelyal hasar



PAN-Klinik

Clinical manifestations of PAN

Manifestation

Description

Frequency (%)

General symptoms

Fever, malaise, weight loss, arthralgias,
myalgias

90

Neurologic Mononeuritis multiplex, peripheral 5
neuropathy
Cutaneous Nodules, purpura, livedo 60
Renal Increased creatinine level, hypertension, 50
hematuria, proteinuria
Gastrointestinal Abdominal pain, rectal bleeding 40
Orchitis Testicular pain, swelling 20
Other <10
Ophthalmologic Retinal vasculitis/exudates, conjunctivitis, 8
keratitis, uveitis
Vascular manifestations Claudication, ischemia, necrosis 6

Cardiac

Cardiomyopathy, pericarditis

Central nervous system

Stroke, confusion
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PAN Klinik

" | Figure 2:

| Tender red nodu-
le at the inner side
of the left arm

Palpabl purpura

F

livedoretikularis

Eritemli agrili nodiller

Disuk el noropatiye bagl



PAN- Laboratuar ve Goruntuleme

* Spesifik laboratuar bulgusu yok

* CRP ve sedim artar, |okositoz, trombositoz, kronik hastalik anemisi
* ANA, ANCA ve kriyoglobulin neg

* HBV, HCV, HIV taramasi yapilir.

 ALT, AST, kr, Ure, Alb, Tp, Akciger gr, idrar tetkiki, spot idrarda
protein/kreatin oran, Ig G, A,M

* Kesin tani anjiografi (konvansiyonel, CT/MR anjio) ve biyopsiyle
konur. (anevrizma varsa yapilmaz, bu durumda anjiografiye bakilir)



Konvansiyonel Anjiografi

- Anjiyografi-PAN | - - - -

Renal ve ¢olyak arterlerde anevrizmalar
~_PAN



PAN- ACR Klasifikasyon Kriterleri

*Diyet olmaksizin 4 kg’dan fazla kilo kaybi

*Livedo retikularis

*Testikiiler agri veya duyarhilik

*Miyalji, halsizlik veya bacaklarda duyarhlik

*Monondropati veya polinoropati

*Diastolik kan basinci> 90 mmHg

*Dehidratasyon veya obstriiksiyona bagh olmayan BUN>40 mg/dl veya Cre>1.5 mg/dl|
*HBsAg veya anti-HBsAg antikor pozitifligi

*Arteriografide ateroskleroz, fibromiiskiiler displazi veya diger noninflamatuvar nedenlere bagli olmayan visseral arterlerde
anevrizma veya tikanikhk

*Kiiglik ve orta ¢caph arter biopsisinde arter duvarinda PMNL veya PMNL+monositlerin gosterilmesi

3 kriter varligi tani igin yeterli



PAN-Varyantlari

Kutanoz PAN

Idiopatik jeneralize PAN HBV asosiye
PAN
Siddetli olmayan Sidddetli



Kutanoz PAN

* Cilde sinirli orta capli damarlari tutan
* Alt ekstremitelerde cogunlukla diz alti
* Cilt predominant tutulum

* Lokal ekstrakUtanoz bulgular
— Artalji, artrit

= Miya |ji Tutulan damarlar derin dermis ve subkutan dokuda

- . Biyopsi derin insizyonel sekilde alinmali
— Noropati ?



PAN-Tedavi

Kortikosteroid 1 mg/kg
9-12 ay

Polyarteritis nodosa

(PAN)

Cutaneous PAN

Consider therapy with:
* NSAIDs
= Colchicine
«+ GCS
* + Dapsone
& Immunouppressants

HBV-associated PAN

Consider therapy with:
* Antiviral agent
* + Short-term GCS
* + Plasma exchanges

Is the disease restricted to the
skin and/or to the (lower) limbs?

<—Ye5‘—|

<+ Yes

No

|

Is there evidence for active
hepatitis B virus infection?

Idiopathic generalised PAN |+

Presence of factors of
disease severity?

* Yes

No ‘

Severe

Non-severe

Consider therapy with:

« GCS +
cyclophosphamide
(preferentially I'V)

* -+ Switch from
cyclophosphamide to
azathioprine or
methotrexate for
remission-maintenance

Consider therapy with:

* GCS

* + GCS-sparing
immunosuppressant
(e.g., azathioprine or
methotrexate)




PAN-Prognoz (Bes Faktor Skoru)

Five factor score (FFS) items

Points

Gastrointestinal involvement

Renal insufficiency with serum creatinine
> 140 umol/l
Proteinuria > 1 g/day

Cardiac involvement

Central nervous system

5-year mortality based on FFS (0 to 5)
FFS=0

FFS=1

FFS>2

1
1

12%
26%
46%




Kicuk Damar Vaskiulitleri



AAV-Ortak ozellikleri

* Nekrotizan vaskulite neden olurlar.
* Immiin depolanma az ya da yoktur.
e KiicUik capli damarlari baskin olarak etkilerler.
* ANCA pozitif



Siniflama

2012 vaskulit siniflamasi (Chapel Hill Consensus

Conference)
* Buyuk damar vaskulitleri * Tek organ vaskuliti
— Dev hicreli arterit — Kutanéz I6kositoklastik anjitis
— Temporal arterit — Kutanéz arterit
* Orta damar vaskdilitleri — Primer $S5 vaskdliti
— Poliarteritis nodoza — lzole aortit
— Kawasaki arteriti — Digerleri
. Kucuk damar vaskdulitleri ® S|Stem|k hastaliklar ile |||§k|l|
= ANCA iliskili vaskalitleri (AAV) vaskdlitler
*  Graniilomatoz polianjitis (GPA) — SLE
* Mikroskopik polianjitis (MPA) - RA
* Eozsnofilik granulomatoz polianjitis — Sarkoidoz
(EGHAY — — Digerleri
— Immunkompleks vaskuliti . S e
« Anti GBM hastali * Muhtemel etiyoloji ile iligkili vaskulit
+ Kriyoglobiilinemik vaskiilit - !-lepatit B, C, sifiliz
* IgA vaskiiliti — llac iliskilil immun komplekz vaskdliti
* Hipokomplemanemik rtikeriyal vaskiilit —|_ilaclara bagli ANCA iliskili vaskiilit |
* Degisken damar vaskiilitleri — Kanser iligkili vaskiilit
— Behget hastaligi — Digerleri

— Cogan sendromu



Granulomatoz polianjitis=Wegener
Granulomatozu (GPA)

* Nekrotizan glomerulonefritle birlikte tst ve alt solunum yollarinin
klicuk ve orta capli damarlarin grantlomatoz iltihabi ile karakterize
nadir vaskulittir.

* K=E, herhangi bir yasta gérilmekle pik yasi 45-65tir.
* Insidansi: 0,4-11,9/milyonda

* Prevalansi:2,3-149/milyonda

* PR3-ANCA pozitifligi: %80-90

* MPO-ANCA pozitifligi: %20-30



GPA-PATOLOJI

* Etyopatogenezi tam bilinmiyor.

* En 6nemli histopatolojik 6zelligi nekrotizan granltilomatdz vaskdlittir.
PMNL, lenfosit ve multintkleer dev hiicre artisi gozlenir.

* PR3, MPO ve lizozom iliskili membran proteini-2 (LAMP-2) antijenlere
karsi antikorlar ve noétrofillerin aktivasyonu, endotel hasari ve
mononukleer hiicre dahil inflamasyonda artis

* Genetik yatkinlik

* S.Aureus kr. nazal tasiyicilarda relaps orani yuksek, sigara ve inhale
tozlar tetikleyici




* Lokalize GPA:Ust solunum yollari ve akciger tutulumu(alveolar
hemoraji haric)

*Sistemik GPA:Bobrek tutulumu, alveoler hemoraji ve diger hayati
organ tutulumu.

* Akcigerde bileteral kaviter nodul ve alveolar hemoraji
* KBB vaskiilitle birlikte nekroz ve grantlom

* Bobrekte hizli ilerleyen kresentrik GN, fokal ve segmental GN,
granulom olusumu



llacla iliskili GPA

* Antibiyotik: sefotaksim

* Anti tiroid ilaglar:PTU, metimazol

* Anti TNF:Etanercept, infliximab

* Antipsikotikler:klozapin, thioridazin

*Diger:Allopurinol, kokain, levamizol, stlfasalazin, fenitoin



GPA-Klinik

Table |. Clinical manifestations in GPA.

U temel TRIAD:
1- Ust ve/veya alt solunum yollarinin

Organ Clinical manifestation

Generic General malaise, myalgia, arthralgia, anorexia, weight loss and pyrexia a ku T ne kr‘ 0 T |Zan gran U l 0 m U
Skin Leucocytoclastic vasculitis, digital infarcts, purpura, cutaneous ulcers and gangrene

Oral cavity Oral ulcers, oral granulomatous lesions, gingival hyperplasia with strawberry-like aspect, swallow

Eye Episcleritis, scleritis, conjunctivitis, keratitis, uveitis, retinal vasculitis, retinal arterial or venous 2" K'jgtjk Ve OI"TG bLiYLikIUkTeki damﬂrlarl

thrombosis, retinal exudates, retinal haemorrhages, blurred vision, blindness, proptosis and

orbital granulomatous masses, epiphora eTkileyen nekroti Zan Ve gr'anu Iomasz

Nose and paranasal sinus Persistent-recurrent nasal discharges, blood-stained nasal discharge, epistaxis, crusting, mucosal
ulceration, nasal bridge collapse, nasal granulomatous lesions, parasinus and sinus inflammation, V a S kUI | T
regional tenderness
Ear Sensorineural hearing loss and conductive hearing loss ; g
Upper airway Subglottic or tracheal stenosis 3- F k I k k k GN
Lower airway Cough, breathlessness, stridor, wheeze, small air way obstruction, pulmonary nodules, cavitating o 0 ! ne r.OTI zan' r‘esenT'

lung lesions, pleuritis, pleural effusions, pulmonary infiltrates, pulmonary haemorrhage, alveolar
capillaritis and respiratory failure

Cardiovascular Small vessel vasculitis, occlusive vascular disease, pericarditis, pericardial effusions,
cardiomyopathy, valvular heart disease, ischaemic heart disease, heart failure

Gastrointestinal Acute abdomen secondary to peritonitis or bowel ischaemia which may be secondary to
mesenteric vasculitis

Kidney Diffuse pauci-immune crescentic necrotising glomerulonephritis, haematuria, proteinuria, cellular

casts on urine cytology, renal impairment manifested as acute kidney injury, chronic kidney
disease or end-stage renal failure

Central and peripheral Headache, meningitis, seizures, cerebrovascular accidents, spinal cord lesions, cranial nerve

nervous system palsies, sensory or motor peripheral neuropathy, mononeuritis multiplex, sensorineural hearing
loss, cerebral mass lesions

Musculoskeletal Inflammatory arthritis, erosive or deforming, arhtralgia, myalgia, arthralgia







GPA-Laboratuar ve Gorlintuleme

Test

Indication and clinical relevance in the diagnosis of GPA

Blood tests

Full blood count

Urea electrolytes
creatinine

Liver function tests

Bone profile + ACE

ESR/CRP

Immunology

Infection screen
Blood cultures
Sputum cultures
Viral serology
Urine analysis
Urine dipstick

Urine cytology
Urine protein

Anaemia, leucocytosis, eosinophilia (eGPA)

Acute kidney injury, chronic kidney disease and ESRF

Hypoalbuminemia, hepatitis

Sarcoidosis

Elevation of ESR and CRP in active vasculitis
ANCA-IF and ELISA c-ANCA or pANCA PR3 MPO
titres in AAV

ANA +/— ENA (SLE or other autoimmune disease
associated vasculitis)

RhF (Rheumatoid vasculitis)

Anti-GBM (Goodpasture’s disease pulmonary-renal
haemorrhage)

Cryoglobulins (cryoglobulinaemia)
Immunoglobulins (hypergammaglobulinaemia)

Sepsis (vasculitis mimic)
Tuberculosis, bacterial infections (vasculitis mimic)
Viral serology (HIV, HBV, HCV related vasculitis)

Haematuria, proteinuria (renal vasculitis) leucocytes

and nitrites (infections)

RBC casts, microscopic haematuria (renal vasculitis)
Urine proteinuria (renal vasculitis or nephritic
syndrome)

Radiographs
Chest radiograph

CT chest

HRCT chest
Sinus CT

Brain and orbits
MRI
Lung function tests

Bronchoscopy
EMG/NCS
Biopsy

Skin

Lung nodules, lymphadenopathy, lung infiltrates,
lung cavities, pulmonary haemorrhage,
consolidation, pleural effusions

Atelectasis, consolidation, lung masses, laryngeal
stenosis, tracheo-bronchial stenosis, bronchiectasis,
pleural thickening, pleural effusions and lymph nodes
Patchy or diffuse ground-glass opacification,

alveolar haemorrhage

Sinus opacification, mucosal thickening and bone
destruction

Granulomatous lesions, pachymeningitis, orbital
nerve compression, cerebral vasculitis

Spirometry (restrictive or obstructive airways),

DLCO (pulmonary haemorrhage)

Transbronchial biopsy and bronchial washings/lavage
Peripheral sensorimotor neuropathy, myositis

Leucocytoclastic vasculitis (commonest), cutaneous
vasculitis
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FIGURE 363-2 Lung histology in granulomatosis with polyangiitis. Tisarea Fi@ 1. (a) Erythema overlying palpable lump at 1 o'clock position, and
of geographic necrosis has a serpiginous border of histiocytes and giant cells ~~ Painful  cratered ulcer at 2 o'clock position of the left breast

surrounding a central necrotic zone. Vasculits is also present with neutrophiisan - (b) Mediolateral oblique view of left breast mammogram, showing

Iymphocytes infitrating the wall of a small arteriole (upper right). (Courtesy of  corresponding non-specific densities.
William D. Travis, MD; with permission.)



GPA-ACR klasifikasyon kriterleri

Classification criteria

Nasal or oral inflammation Painful or painless oral ulcers or purulent or bloody nasal discharge
Abnormal chest radiograph Pulmonary nodules, fixed pulmonary infiltrates or pulmonary cavities
Abnormal urinary sediment Microscopic haematuria with or without red cell casts

Granulomatous inflammation Biopsy of an artery or perivascular area shows granulomatous inflammation

Taniicin en az 2 kriter



Mikroskopik Polianjitis (MP)

 Kapiller, venul ve arteriolleri tutan vaskdlit

* Etyolojisi tam bilinmiyor. Genetik, viral, bakteriyel enf., silika inh.,
ANCA

* E>K, ortalama baslangic yasi 50-60
* Insidansi:3-5/100 000
* Fokal segmental nekrotizan GN, hematduri,ture, kreatin artisi gézlenir.



MP

* Granulom ve immunkompleks birikimi yoktur.

* Hizli progresif kresentrik GN ve bobrek yetmezligine ilerleyebilir.
* Pulmoner kapillerit, alveoler hemoraji, hemoptizi

* P-ANCA %50-80 poz

* PAN aksine bobrek ve diger organlarda anevrizma olusmaz.



MP-Klinik

KLINIK BULGULAR

Ates (%55) Monondrit multiplek
Yorgunluk,halsizlik,flulike snd. Santral sinir sistem tutulumu
Miyalji (%48)

Kilo kaybi (%72)

Hemoptizi (%11) Kirmizi goz
Nefes darlig Agri
Oksiirtik Gorme alaninda azalma

GOgus agrisi
Kalp yetmezligi bulgulari

Kanama
Karin agrisi




Perinefritik hematom

Fig. 2. Computed tomography scan demonstrating evidence of pulmonary haemorrhage in
a patient with microscopic polyangiitis. From: Chung SA, Seo P. Microscopic polyangiitis.
Rheum Dis Clin North Am 2010;36:545-558.



MP ile Klasik PAN ayirimi

Mikroskopik polianjitis: PAN:

— Pulmoner kapiller — Pulmoner kapiller
tutulmaz

— GN olmaksizin bobrek
tutulumu belirgin

— ANCA (9
— HBs Ag (-) — HBs Ag (+)

siklikla tutulur
— Glomeriilonefrit %90

— %80 ANCA (+)



TEDAVI-GPA ve MP

2021 American College of Rheumatology/Vasculitis
Foundation Guideline for the Management of
Antineutrophil Cytoplasmic Antibody-Associated Vasculitis

. G MTX baslanmasi Onerilen durumlar
<>
Y s
. .
I
* Renaltutulum olmayacak
v Sagirli, koku sinir disfonksiyonu, kartilaj ve kemik erezyony
olmayan paranazal tutulum
v Miyont [sadece iskelet kasI)
* Hemontiz olmayan nonkaviter pulmoner nodlnfitrat
o Uler olmayan der tutulumundz
IV pulse GCs IV methylprednisolone 500-1,000 mg/day (adults) or 30 rr rituximab - : CYC/ RIX kullanlmln MI@QQQJ&@ Olduéu haSta|arda
day) or equivalent for 3-5 days
High-dose oral GCs Prednisone 1 mg/kg/day (adults; generally up to 80 mg/day)«

60 mea/dav) or equivalent



Plazma Exchange (PLEX)

uzaklastiriimasi
* Endikasyonlari

» Bobrek fonksiyonunda hizli bozulma

................

.............................................................................................................

» PLEX renal yetmezlik gelisimini onlemede faydali




Eozinofilik Granulomatoz Polianjitis
(EGPA)=Churg-Strauss

1951’de Churg ve Strauss tarafindan tanimlanmis

Astim, doku ve periferik kanda eozinofili, ekstravaskller grantlom
olusumu ve kicuk ve daha az oranda orta capli damarlari etkileyen

vaskulittir.
K/E:1.2/1, herhangi bir yasta gorilebilir, pik yasi 40-50
Insidansi:1-3/milyonda/yillik



EGPA-Patogenez

endothelium

tissues

mast cells
basophils

+
allergic
inflammation

L

causative agent?

tissue damage granuloma vasculitis |

A 4

ASTHMA  RHINOSINUSITIS

kidney, neuropathy, alveolar haemorrhage
ANCA+

neutrophil



EGPA-Klinik

Prodromal phase
Constitutional symptoms 57-85
Asthma 95-100
Sinusitis/polyposis 51-77
Asthma duration before diagnosis-years (median) 3-10

Systemic manifestations
Lung involvement

Lung infiltrates 40-56
Pleural effusion 5
Alveolar haemorrhage 7-20
Cardiomyopathy 8-9
Pericarditis 7-13
Renal involvement 27-51
Skin involvement 45-60
Purpura 25-29
Peripheral nervous system involvement 63-84
Mononeurits multiplex 51-54
Central nervous system involvement 3-17
Gastrointestinal involvement 20-42

Deep venous thrombosis/pulmonary embolism 7



EGPA- ACR klasifikasyon Kriterleri

The 1990 classification criteria for Churg-Strauss syndrome by the American College
of Rheumatology.

Critenia

Asthma

Eosinophihia >10%

Neuropathy, mono or poly
Pulmonary infiltrates, non-fixed
Paranasal sinus abnormality
Extravascular eosinophils

For classification purpose, a patient shall be said to have the disease if at least 4 of
these 6 criteria are positive.



Facial bone CT of a 64-year-old male patient recently diagnosed with EGPA showing bilateral maxillary sinusitis (a)
and mucosal polyp (arrow) of the left nasal cavity (b). A cardiac magnetic resonance (inversion recovery four-chamber
technique) also reveals spots of late gadolinium enhancement in the interventricular septum (arrowheads) and in pos-
terior papillar muscle (arrow), compatible with foci of active myocarditis (c). Images (d-f) refer to a 57-year-old EGPA
female patient admitted for suspected relapse. High resolution CT of the chest showing diffuse ground-glass opacifi-
cation (d) and subpleural consolidation of the left lung (arrow), surrounded from septal and bronchial thickening
(arrowheads) and traction bronchiectasis (e). A reticular pattern with severe thickening of lobar scissurae and lobular
septa (arrowheads) is particularly evident in the left lower lobe (f).



EGPA-Laboratuar

* Eozinofili, trombositoz, anemi

* P ANCA %30-40 poz

*sedim, CRP artmis, Ure, kreatin artisi

e |drar analizinde: hematdiri, proteiniri, silendir
*|gG4/1gG orani artmis, Ig E artar.

* ANCA (+), periferik noropati, GN, deri tutulumu daha sik, mortalite
yuksektir

* ANCA (-), kardiyomyopati, GIS ve akciger tutulumu daha fazla



EGPA-Tedavi

Assess

disease severity

Five Factor Score (FFS)

1 point/item

-creatininemia = 150 umol/|
-cardiomyopathy
-gastrointestinal involvement
-absence of ENT manifestation

associated measures

-age= 65

-specific therapies for asthma
and ENT manifestations
-vaccinations

-avoid tobacco

non-severe
disease (FFS = 0)

corticosteroids

success failure
minimal corticosteroids /consider:
dosage or withdrawal -immunosuppressant

-anti-IgE (omalizumab) for
refractory asthma/ENT
manifestations

-anti-IL-5 (mepolizumab) *

high corticosteroids
dosage at onset

+ cyclophosphamide

as induction regimen
3-6 months

+ plasma exchange for
pneumo-renal syndrome

2 se

success

corticosteroids tapering
+ immunosuppressant

as maintenance regimen:
azathioprine or methotrexate

faiTre

consider:

-anti-IL-5 (mepolizumab)
-B-cell therapy (rituximab) *
for systemic manifestations

12-18 months -anti-lgE (omalizumab) for
alternatively: refractory asthma/ENT
-anti-IL-5 (mepolizumab) manifestations

* Targeted biologic therapies currently under evaluation in clinical trials

« Proteinuria >1g/day m

= Serum creatinine >140 umol/l (>1.58 mg/dl)
= Cardiomyopathy
« Gastrointestinal involvement

= Central nervous system involvement

8Each factor carries a score of 1. Total scores of 0, 1 and =2
are assoclated with 5-year mortality rates of 12%, 25.9%
and 46%, respectively.1®

Source: Nal Clin Prac Nephrol © 2008 Nature Publishing Group

Five Factor Score (FFS)



Ilg A Vaskiliti (Henoch-Schonlein)

e Kicuk damar vaskdulitidir.

e 4-7 arasi yas cocuklarda daha sik, eriskinde de olabilir.
* E/K:1,5/1

* insidans:5-24/yilda

* [Ikbahar mevsiminde pik yapar.

* Ust solunum yollari enfeksiyonlari, ilaclar, bécek i1sirmasi, asilama ve yiyecekler
tetikleyici rol oynar.

* |gA vaskdliti cocuklarda genelde kendi kendini sinirlar, eriskinde daha siddetli ve
mortalitesi yuksek seyreder.

* Hayati tehdit eden alveolar hemoraji, bobrek tutulumu, bagirsakta invajinasyon
eriskinde daha sik



IgA Vaskulit-Patoloji

» Postkapiller vendil, kapiller ve
arteriolleri etkileyen lokositoklastik
vaskdlit

* Dermis ve barsak duvarinda bu lezyon
sik

+ Bobrekte proliferatif glomerulonefrit

Klinik

- Ates

+ Artralji

» Purpura

+ Kolik tarzi karin agrisi
» Kanl gaita

+ Hematuri-proteiniri



IgA vaskuliti-EULAR tani kriterleri

Purpura (mandatory criterion) Purpura (commonly palpable and in crops) or petechiae, with lower limb predominance and not related to
thrombocytopenia and at least one of the four following criteria

Abdominal pain Diffuse abdominal colicky pain with acute onset assessed by history and physical examination. May include
intussusception and gastrointestinal bleeding

Histopathology Typically leukocytoclastic vasculitis with predominant IgA deposit or proliferative glomerulonephritis with
predominant IgA deposit

Arthritis or arthralgias Arthritis of acute onset defined as joint swelling or joint pain with limitation on motion
Arthralgia of acute onset defined as joint pain without joint swelling or limitation on motion

Renal involvement Proteinuria > 0.3 g/24 h or > 30 mmol/mg of urine albumin/creatinine ratio on a spot morning sample

Hematuria or red blood cell casts: > 5 red blood cells/high power field or red blood cells casts in the urinary
sediment or > 2+ on dipstick




. 1. Skin lesions in children with Henoch-Schonlein purpura. Petechiae
| palpable purpurae are the most common skin lesions (A), but




Ilg A vaskuliti Tedavi Semasi

Skin and/or joint
involvement

Gastrointestinal tract
involvement

Renal

involvement

R

sl B

A 4
; Moderate
Symptomatic : i form
e Benign form Severe form Mild form form e y
treatment g : : (hematuria, ] (acute or rapidly
; : (isolated mild (massive proteinuria (hematuria, : |
(anfllgesm an.d reshng, abdominal bleeding, proteinun'a Df:OgreSSlVe I'en?
avoid NSAID if renal or ; : <0.5 g/day, failure, crescentic
e Bbls pain) perforation) | GFR >0.5 g/day, ;
digestive involvement) norma ) normal GFR) lesions)

A 4 A 4 A 4 A 4 4 A
Colchicine 1 mg/d symptomatic Surgical Evaluation at 3 ACEi Prednisone
In case of failure treatment evaluation and 6 months 1mg/kg/d

+ MP pulses
A v A 4 iL CYtC"‘
inuri or « Locatelli »
Dap.sgne, Pradnisons Proteinuria Sl
colchicine or 1mglkg/d >1 g/day schedule
low-dose g at3 or6 l
. + MP pulses
prednisone + CYC months
in case of +_surgery Failure
failure = l
Discuss
Alternative
therapies:

CsA, rituximab




Kriyoglobulinemik Vaskiilit (KV)

* Kriyoglobilinler sogukta presipite olan monoklonal ya da poliklonal
immunglobulinlerdir. 4 derecede ¢coker, 37 derecede erir.

* Tip 1 kriyoglobiilin: Monoklonal IgM (en sik), G, A ve hafif zincirler, MM,
WM ve lenfoma ile birliktedir.

* Tip Il kriyoglobiilin: En az iki immunglobilinden (biri monoklonal) olusur
RF pozitif IgM birlikte+lg G

* Tip Ill kriyoglobiilin: poliklonal Ig M, Ig G, RF poz

* Miks kriyoglobiulinemi: tip II+1ll (SLE gibi KDH, lenfoproliferatif hast., kr KC
ve enfeksiyonlar, kriyoglobulinemik vaskulitte)

Fig. 1. Classification of cryvoglobulinemia.



*Insidansi:2/100 000, HCV hastalarinin %5’inde
*K/E:2-3/1, pik yasi 45-65

* Cogunlugu idyopatik olmakla, HCV, KDH, multipl myelom,
lenfoproliferatif hastaliklar, enfeksiyon ve karaciger hastaliklariyla
iliskilidir.

* Bobrek lezyonlarindan %80’inden membranoproliferatif GN sorumlu



Klinik

 Palpabl purpura, raynound fenomeni, digital llser, gangren
* Artralji, myalji, artrit

* Mono, polindropati

* Proteinuri, hematuri

e Karin agrisi, mezenter vaskulit, pankreatit

* Hemoptizi, dispne, alveolar hemoraji

* Hiperviskosite sendromu

* Parotit



KV-Laboratuar

* Sedim, CRP yuksekligi, hemogram, biyokimya istenir
e |drar analizi, protein miktari

 Kriyoglobulin diizeyi (kan elde isitilmis tipe 37 derecede alinir,
santrifuj edilir, 4 derecede 7 gltin saklanir).

*C3 ve c4 duser, RF, ANA, anti-Ds DNA, anti sm, sm RNP, SS-A, B istenir

* Protein elektroforez, Ig diizeyi, Biyopsi (immunkompleks birikimi
gozlenir)

* Hepatit markirlari, HIV, prokalsitonin



KV-Tedavi

‘ Stratified treatment of HCV-related I

cryoglobulinemic syndrome according to disease severity
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Mild/moderate disease

Severe disease

Life-threatening

e Purpura, articular,
general features

e Mild neuropathy

e GN without renal
failure

Cutaneous ulcers,
ischemia

Severe neuropathy
GN with renal failure/
nephrotic syndrome
Gl involvement

- Rapidly
progressive GN
« CNS involvement
* Intestinal ischemia
= Alveolar hemorrhage
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Kutanoz Vaskilit

 Deri ve derialti dokunun kucguk (arteriol, venul, kapiller) ve orta capli damarlarin
inflamasyonudur.

e Akut, kronik, tekrarlayici olabilir.
* %40 idyoptik (en sik)

e ilaclar

* Asilar

* Yiyecekler

* Enfeksiyon(isye, sepsis..)

e Konnektif doku hast

* IgA vaskuliti g
* Malingte (I6semi lenfoma..., solid organ tiimérleri)
* Primer sistemik vaskilitler %4 en az

Maculopapular drug eruption with lower extremity purpura




Klinik

* Petesi (1*2mm capinda), palpabl purpura (3mm- 1cm)
* Hemorajik bul

* Subkutan nodul

* Ulser/digital nekroz
* Livedo retikularis

e Urtiker (24h gecen, agrili ve yanma)




Livedo reticularis

Erythematous nodules are present on the extremity in this patient
with polyarteritis nodosa.

Ared-blue, reticulated vascular network is present on the legs.

Bullous cutaneous small vessel vasculitis

Petechiae in infective endocarditis
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Tani-istenecek tetkikler

4 hafta icinde duzelmeyen, tekrarlayan, yeni lezyon cikan ve
gerilemeyen hastalarda biyopsi yapilir.
*24-48/h icinde yapilmali

 Direkt immunofluorescence (DIF) (4 hf altinda gerileme varsa yapilmaz
(I gA, G,M, kompleman, immun birikim)

« CBC, ALT, AST, kreatin, idrar analizi



Hepatitis B and C serologies

Serum complement levels (total hemolytic complement [CH50], C3, and C4)

Antinuclear antibody (ANA) and anti-dsDNA, anti-Ro, anti-La, anti-RNP, and anti-Smith antibodies
Rheumatoid factor

Serum cryoglobulins

ANCA

HIV antibody



Kutanoz Vaskilit Tedavi

 Sure 4 haftadan az, petesi, purpura var (nekroz, bil, Glser yok, tekrarlama )
hikayesi yoksa): yatak istirhati, ektremite elavasyonu, anti histaminik, NSAII

* Nekroz, bul, tlser varsa, tekrarliyorsa, 1 aydan uzun stirmusse:0,5-1mg steroid
basla 3-6 haftada azalt, yanit yoksa kolsisin 3x1 ekle

* Kolsisine yanit yoksa AZA, MMF, MTX, pentoksifilin, dapson baslanabilir.



Hipokomplementemik urtikeryal vaskulit

* |k kez 1970 tanimlanmustir.

* Tekrarlayan urtiker ve kompleman dusuakltgu ile seyreden nadir
gorulen otoimmun hastaliktir.

* Tekrarlayan urtiker, artrit, GN varliginda akla gelmeli



HaStallk tanl kriterleri (tani icin 2major+2minor kriter)

* Major kriterler

1-6 aydan uzun suren Urtiker
2-Kompleman dusuklugu

* Minor kriterler

1-Cilt biopsisinde gosterilen vendlit
2-Artrit veya artralji

3-Hafif glomerulonefrit

4-Uveit veya episklerit
5-tekrarlayan karin agrisi

6-C1qg antikorlarinin varligi



