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A.K
48 vy, kadin, evli, 3 cocuklu, Talas/Kayseri
Ozgecmis: HT+ Hipotiroidi

2012 dis merkez romatoloji tarafindan RF(-) anti CCP(+) romatoid artrit disunulmds ve
azatiopurin ve plaquenil tedavisi baslanmis

Hasta takiplere duzenli gitmemis

2017 Kasim ayinda hemoptizi nedeniyle acil servise basvuruyor



* Fizik muayene:
e Ss: 22/dk, bilateral orta-alt zonlarda ral
* Eklem deformitesi yok
 Cilt dokintisu yok

* Noropati tariflemiyor

. ﬁR/P: LSOmg/dL, PROC: 0.06 , WBC: 5800, HB:9.2 , PLT:214 bin, Eoz : 120
c/u

* BUN: 10.7 GFR: 107 ve Kreatin:0.7

e TIT:

* Protein:Eser, PH 5.5,

 Eritrosit:1, Mukus: 4, NSE (-), WBC: 1
* |drar protein/kreatin: 122 mg
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At the time of the first classification - \

Clinical critena
Nasal passage involvement +3 -3 \

Cartitaginous involvement +2

Conductive or sensorineural hearing loss +1

Obstructive airway disease +3

Nasal polyp +3

Monaneuritis multiplex +1
Laboratary criteria

PR3-ANCA (or C-ANCA| positivity +5

MPO-ANCA (or P-ANCA| positivity @

Serum eosinophil =1000/pl 4

Hematuria -1
Histological cniteria

Granuloma, granulomatous inflammation, or giant cells +2

Pauci-immune glomerulonephritis 41 +3

Extravascular eosinophilic-predominant inflammation +2
Radiological criteria

Pulmonary nodules, mass, of cavitation on chest imaging G2 O

Fibrosis or ILD on chest imaging

Nasal/paranasal sinusitis or mastoiditis on imaging @
The cut-off of total scores for the classification

FN

Summary of the 2022 ACR/EULAR classification criteria for GPA, MPA, and EGPA



* FOB: Her iki sistemde aktif kanamaya ait bulgular +
* BAL: hemosiderin yukli makrofajlar

 KONSEY karari ile AAV on tanisi ile; Hb dustsit de olan hastaya 3 gtin 1000
mg, sonrasinda azalan dozlarda metilprednizolon tedavisi uygulaniyor.

» Siklofosfamid iv /4 haftada bir olmak lzere toplamda 7 kiir planlanip
taburcu ediliyor.



ARALIK 2021

Hasta hemoptizi nedeniyle yeniden acil
servise basvuruyor ( Siklofosfamid en
son dozu:1 yil 6nce almis)

Prednol kendi ayarlamis :8 mg /gin-
duzensiz

CRP:10.4 mg/dL, PCT:0.02
BFT normal

Takibinde 1 su bardagi /gtin kanama
tarifliyor

Idrar protein/kreatin:139 mg
TIT; kan-ESER

RelEldllaAldlg]

Tetkik Adi Sonug Durum Birim | Karar Siniri Onceki Sonuglar
IFAT GRUBL Numune Tiri : SERUM
ANT] PROTEINASE-3 (SERLM) Negatif Rato -1
HzmetAgk: ADSGAH
ANTI MPO (SERUM) (+) ZAYIF POZITIF Reto 0-1

NTI MPO (SERUM) 62,62 Y Pozitif Rlim| 0-20

NTI PR3 (ELISA) < Negalf ~ Fum 0-20
ARTTBPTTSERTN] Negatt R et
HzmetAgk: ADSGAH
ANTI LACTOFERRIN (SERUM) Negatf Reto 0-1
HizmetAgk: ADSGAH
ANT] ELASTASE (SERLM) Negatif Rato -1
HzmetAgk: ADSGAH
ANTI CATEPSIN G (SERLM) Negatf Reto 0-1
HizmetAgk: ADSGAH

DOCENT. OR. FROF. DR, MUSTAFA ALTAY ATALAY

FATMA MUTLU SARIGLZEL

LABORATUVAR SORLMLUSU
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Tedavi

* Metilprednizolon 500 mg/glin x3 glinden sonra azalan dozlarla
planli

 Siklofosfamid 1 gr verildi

* Rituximab planlanmak Gzere romatoloji kontroll ile eksterne
edildi.

* Romatoloji basvurusu: Rituximab ilk dozda tim ciltte yaygin
dokintl ve nefes darligi gelisiyor

* Metilprednizolon + Mtx 15mg/hafta ile tedavi plani olusturuluyor.




www.BANDICAM.com

e )

* Klinik semptomlar azalmis
e Anti MPO(-), PR-3 (-)
* |drar protein/kreatin: 100

e MTX 15 mg/hafta+ Prednol 8
mg ile tedaviye devam
ediliyor




NISAN 2023

Yeniden hemoptzi
nedeniyle romatoloji
poliklinige basvuruyor.




15 mg MTX+GK 8 mg altinda
hasta nuksetmis

CRP:15mg/dL, PCT: 0.01, BFT ve
KCFT normal

Idrar protein/kreatin: 82

Mtx 20 mg’a cikilip , 3 kir CYC
sonrasl degerlendirme
planlanmis
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Seroloji Laboratuvan Barkod Mo : BS3T5573 Wumune T @ SERUM
Tetkiki Isteyen :
TUGEA KAHRAMAN DENIZHAN Tetkik Istem Zamani  : 22.06.2023 10114 Numune Kabul Zamani : 22.06.2023 10:34
ROMATOLOJI {IG HASTALIKLARI) POLIKLINIK Mumune Alma Zamani : 22.06.2023 10:19 Uzman Onay Zamani  : O7.07.2023 10:50
ReferansAraligi
Tetkik Adi Sonug Durum Birim ! Karar Sinin Onceki Sonuglar
IFAT GRUBU Mumune Tarl : SERUM
ANTI ELASTASE (SERUM) Negatif Rato 0-1
Mizmed Agk: WEGENER
ANTI LACTOFERRIN {SERLM) Negatif Ratio Q-1
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Plan

* Alerji-immunoloji ile konsiiltasyon: RTX ile
desensitizasyon

* Basarisiz olursa endikasyon disi ilaclar...




ANCA iliskili Vaskiilitler

Sistemik ve kicuk damarlari daha ¢ok etkileyen heterojen bir hastalik grubudur.

GPA-MPA-EGPA

Miyeloperoksidaz (MPO) veya proteinaz 3 (PR3)’e karsi olusan antikorlarin varhgi
ile karakterize
ANCA (-) vakalar, ozellikle EGPA’'da, daha az oranda da GPA’'da goérulebilir.




GPA

Histolojik olarak vaskaiilitin yani sira nekrotizan graniulomatoéz inflamasyonla
karakterizedir

Destruktif sintizal lezyonlar
pulmoner noduller
pausi-immun glomerulonefrit

45-60 yaslarda pik yapar
K/E=1

Genellikle sitoplazmik ANCA- proteinaz 3 (PR3) antikorlari ile iliskilidir.

Lynch JP 3rd, Derhovanessian A, Tazelaar H, Belperio JA. Semin Respir Crit Care Med. 2018 Aug;39(4):434-458. doi: 10.1055/s-
0038-1660874



Systemic lupus erythe meabosis

Systemic sclerosis

Primary Sjogren’s syndrome

Adtodmmmune liver diseases

Inflammatory bowel diseases

Anti-GBM disease

Idiopathic intersttial
Preewmon ia

Malignancy

D gs
Other diseases

MPO-ANCA by ELISA: 0—4% (up to 18%)

P-ANCA by OF: 14-31.4%
MPO-ANCA (ELISAJ: 023 8%
PRI-ANCA (ELISA): 0-127%

0-9.1%

P-ANCA by OF 5.4-17.0%
MPO-ANCA (ELISA} 2.0-6.7%

Atypical P-ANCA (1IF): 65-81% in AIH
type-1, 26-67% in PBC, 26-94% in PSC

Atypical P-ANCA (IF) 41-73% in UCand
6-38% in CD

PRI-ANCA (CLIA) 29 2-57 6% in UC
1.9-2.7% in CD

MPO-ANCA (CLIAY: 9.1-12.8 in UC
(-3.6% in CD

MPO-ANCA (more frequent) and PR3-
ANCA: 13-47%

MPO-ANCA 4-36%, PR3-ANCA 2-4%

IIF: 18—24%
ELISA: 8-14% (33% in one study)

Very rane

0.2-0.4%

Very rare

Very rane

Very rare

RA patients is not definitely established. MPO-ANCA positivity was rarely found by
antigen-specific immunoassay, Testing for MPO-ANCA may be justified in BA patients
with a nephritic sediment

SLE can be associated with ANCA positivity in up to 15-20% of patients (particularly
MPO-ANCA). One study suggested that the presence of ANCA may be associated with
the severity of lupus nephritis and disease activity. However, the clinical implication of
AMNCA positivity in SLE is not clearly established.

MPO-ANCA predominated in all except one study. In one large study (n = 1303), ANCA
were associated with a higher prevalence of ILD, PE, and death. Rapidly progressive
glomerulonephritis in ANCA-positive patients with 55 should be differentiated from
SRC,

The prevalence of MPO-ANCA in patients with primary Sjégren’s syndrome was 3%,
ANCA positivity was associated with a higher prevalence of extragland ular

mand festations of Sjogren’s syndrome. Testing for ANCA may be justified in the presence
of renal disease or other features suggesting AAN.

Atypical P-ANCA targeting nuclear antigens or neutrophil granule proteins are
frequently found by IIF in patients with AILD and may assist diagnosis of AIH type-1 in
the absence of conventional autantibodies. Their clinical or prognostic value is not
established. In one study, PR3-ANCA by CLIA was a specific biomarker for PSC though
with a low sensitivity.

Atypical P-ANCA and ASCA may aid in discriminating UC from CD in case of diagnostic
uncer tainty. PR3-ANCA, as detected by CLIA, may be a sensitive and specific biomarker
for UC Routine testing of the serological profile for diagnosis or for predicting the
COUrse Or response to treatment cannot be recormomemded.

ANCA-positivity may identify patients who have better response to initial
immunosuppressive therapy and a greater propensity to renal recovery, but can relapse
during follow-up and require careful long-term monitoring.

Interstitial lung disease may precede diagnosis of AAY, eg. MPA develops in up to 25%
of MPO-ANCA positive patients initially diagnosed with 0P, ANCA-positivity in 1IF
cannot guide treatment decision

In [E, ANCA-positivity may be linked with multiple valve involvement and more
frequent renal impairment. However, the presence of ANCA seems more important in
the context of differential diagnosis with AAV

The evidence indicating a causal relationship between malignancy and AAV is
inconclusive. However, it cannot be excluded in some patients.

Antigen-specific ANCA were reported in patients with midline destroctive disease
induced by cocaine inhalation, cholesterol emboli syndrome, cystic fibrosis, relapsing
polychondritis, and lgG4-related disease. In patients with cystic fibrosis, BFEANCA may

have prognostic significance.

Note: For each disease, the ANCA positivity rate is indicated as well as the occurrence of AAV.
RA - rheumatoid arthritis, SLE — systemic lupus erythematosus, AIH-1 - autoimmune hepatitis type 1, PBC — primary biliary cholangitis, PSC — primary sclerosing
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Table I. Airway and pulmonary manifesta-

tions in granulomatosis with polyangiitis.

Upper airway manifestations
Sinusitis 61%
Nasal mucosa ulcers/crusting
Saddle nose
Nasal mass
Other (bone deformaty)

Lower airway manifestations
Strictures and stenosis (usually
subglottic)

Bronchiectasis
Other (ulcers, inflamed mucosa)

Pulmonary manifestations

Consolidations
Ground glass opacities 25-50%

Daffuse alveolar haemorrhage

Pleural manifestations
Pleural nodules rare
Pneumothorax rare

idemi , "y , _Pleural effusion o 12-20%
Epidemiology and management of interstitial lung disease in ANCA-associated vasculitis. Clin Exp Rheumatol. 2020




Scleritis Meningitis

Episcleritis Intracranial hemorrhage
Proptosis CNS vasculitis
Dacryocystitis Otitis
Rhinitis / sinusitis Vestibular / auditory nerve injury
Septal perforation
“Saddle nose” Subglottic stenosis
Oral and nasal ulcers Endobronchial stenosis
Myocarditis Cough
Pericarditis Hemoptysis
Endocarditis Chest pain
Dyspnea
Glomerulonephritis
, ANCA
Usually cytoplasmic pattern
Anti - PR3 >> MPO
Myalgias
Arthitis / arthralgias Skin
Leucocytoclastic vasculitis
Subcutaneous nodules
Ulcers
Gangrene
Peripheral neuropathy
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Klinik

Organ/Hayat Tehdit Eden
durumlar

Alveolar hemoraji
Glomerulonefrit

SSS vaskdlit

Mononoritis multiplex
Kalp tutulumu
Mezenterik iskemi
Retro-orbital etkilenim

Organ/Hayati Tehdit Etmeyen
Durumlar

Non-kaviter pulmoner noduller

Ulserasyon olmadan cilt tutulumu
Miyozit

Episklerit

Erozyonsuz paranazal tutulum




Diffuz Alveolar Hemoraji

GPA'da %5-15 oraninda gorulur

Ilk prezentasyon DAH ise, tani ve tedavisi zor olabilir

Hemoptizi, anemi ve yaygin alveolar infiltrasyonlarla birlikte hipoksemik
solunum yetmezligi




NAH’Aa RAl vva Rinnci

EULAR recommendations for the management of
ANCA-associated vasculitis: 2022 update

Pozitif bir biyopsi, vaskulit tanisiicin gliclu bir destek saglar ve yeni bir tani koyma
konusunda yardimci olur. Relaps vaskilit stiphesi bulunan hastalar icin daha ileri
degerlendirme yapabilmek icin biyopsiler onerilir

e ‘
. A:E * Net olarak ANCA iliskili vaskulit
dustnulmeyen akciger

lezyonlarina sahip hastalarda,
o : torakoskopik veya acik akciger
- v .4 _ Dbiyopsileri dusunulebilir.




Tam Kismi
Remisyon Remisyon




2021 American College of Rheumatology/Vasculitis
Foundation Guideline for the Management of

R EULAR recommendations for the management of
GPAT ANCA-associated vasculitis: 2022 update

rituxir

3. For induction of remission in patients with neww-onset or
relapsing GPA or MPA with organ-threatening or life-threatening
disease, e recomimend treatment with a combination of GCs

and either RTX or CYC. [REXs pr&ferrﬁd in r&:fapsrug d?SEHSE.
mOl |V\.J_|1'\"[P‘|_""H S A e aa “.I i -_J- 1-1. = - .] g
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Antibody-Associated Vasculitis

e Rituksimabin, bir RKC’da remisyon induksiyonu icin siklofosfamid ile

benzer faydalar sagladigi gosterilmistir™®

* Fertilite problemi olan,daha once siklofosfamid alan, alopesi, malignite
supheli olanlarda Rituximab tercih edilmeli

Stone JH, RAVE-ITN Research Group. Rituximab versus cyclophosphamide for ANCA-associated vasculitis. N Engl J Med. 2010

Jul 15:363(3):221-32. doi: 10.1056/NEJMo0a0909905.



Rituximab altinda aktiflesen hastalik durumunda siklofosfamid verilmelidir.
Kombine tedavilerle alakali veriler kisithdir- YANETKI

HaAla tartisilan nokta siklofosfamidin, 6zellikle akut bébrek yetmezligi (6z. Cr>4.0
mg/dl) gibi belirli siddetli hastalik tirleri icin tercih edilmesidir

Gk ile diger ajanlarin kombinasyonu ile alti ayda remisyon %50-70 civarindadir*

Remisyon genelde 3-6 ay arasinda gerceklesir**

*EUVAS (European Vasculitis Study Group). Ann Intern Med. 2009 May 19;150(10):670-80. doi:10.7326/0003-4819-150-10-200905190-00004.
**European Vasculitis Study Group. N Engl J Med. 2003 Jul 3;349(1):36-44. doi: 10.1056/NEJM0a020286. PMID: 12840090.



Siklofosfamid
* Oral: 2mg/kg/gliin 3-6 ay
* jv: 15 mg/kg her 2 haftada bir kez
* GFR’ye gore ve yasa gore doz azaltilmalidir.
e Haftalik WBC sayimi yapilmali; WBC>3500 olmalidir.
e Tekrarlayan uygulamalarda malignite riskini artirir

Rituximab @ '- @

* 375 mg/m2 (1V) : _ :
* [dame; her uygulama 1 gr @ @ @

Obinutuzumab
* Rituximab alerjisi olanda alternatif bir anti-CD20 antikoru- 1000 mg iv



Arthritis & Rheumatology AmEericaN COLLEGE

Vol. 73, No. 8, August 2021, pp 1366-1383
DOI 10.1002/art. 41773 ﬁ{ RHEE‘JMATO}OGY
I
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Glukokortikoid

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

I L .
m <50kg 50-75 kg >75 kg <50 kg 50-75 kg >75 kg
_ pulse pulse pulse pulse pulse pulse
50 60 75 50 60 75
_ 50 60 75 25 30 40
_ 40 50 60 20 25 30
_ 30 40 50 15 20 25
7-8 25 30 40 12.5 15 20
m 20 25 30 10 12.5 15

15 20 25 7.5 10 12.5
m 12.5 15 20 6 7.5 10

10 10 15 5 5 7.5
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19-20 7.5 7.5 10 5 5 5
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5 5 5
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Investigator’s local practice Investigator’s local practice



Plazma Degisimi - Plasma

Plasmafilter

(]
Rheofilter }]

EULAR recommendations for the management of
ANCA-associated vasculitis: 2022 update

(W KR

Filtered Plasma

Anti-GBM(+) ve ANCA Akut glomerlonefrit Akut Alveoler hemorajide,
iligkili hastalik birlikteligi ve alveoler glomerilonefritte, son remisyon ve mortalite
olanlarda plazma hemorajide «kosullu donem renal hasara farki yok- sekonder

degisimi kullanimi

o , oneri» seklindedir. gidecegi enfeksiyon
onerilmektedir

ongorilebiliyorsa;
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Remisyon Induksiyonunda
R |t U X| M Aa b+ S| k Ofo Sfa M | d iﬂl:i?'gittl?onpﬁﬁlg;:::npﬁ;sorm? im?l;-l:dg;—rzsggc?;ted Vasculitis

* Veriler yetersiz

Recommendation: For patients with severe GPA/MPA that
Is refractory to treatment with rituximab or cyclophosphamide
for remission induction, we conditionally recommend switching
treatment to the other therapy over combining the 2 therapies.



‘ The NEW ENGLAND
—~—— JOURNAL o« MEDICINE

A T
EULAR recommendations for the management of

* Kom ANCA—assouated VEISCU|I1IIS 2022 update
* FDA

e 2x3

¢ KC Ve me centage points; 95% CI, 2.6 to 22.3; P<0.001 for noninferiority; P=0.007 for supe-
riority). Serious adverse events (excluding worsening vasculitis) occurred in 37.3%
of the patients receiving avacopan and in 39.0% of those receiving prednisone.




IDAME TEDAVI

J

Alt1 ay icinde remisyon veya iyilesme olmayan hastalarda, secilen indiksiyon
rejimine direncli oldugu kabul edilip tedavi rejimlerinin degistirilmesi
gerekmektedir

Remisyon indluksiyonu i¢cin RTX ile tedavi edilen hastalarda, idame tedavisi

genellikle son induksiyon dozundan 4-6 ay sonra baslar

BK>3500, mutlak noétrofil>1500

. \

v CYC : 2-4 hf sonra Oral CYC: Ertesi gun




Organ/Hayati Tehdit Etmeyen Tutulum

EULAR recommendations for the management of
ANCA-associated vasculitis: 2022 update

GK'lerin ve RTX'in kombinasyonu ile tedavi 6nerilir.

MMF ve Mtx, RTX'in alternatifleri olarak dusunulebilir

MMF ic¢in verileri ve resmi endikasyon sikinti




|
Organ/Hayati Tehdit Etmeyen Tutulun oo

Long-Term Outcome of a Randomized Clinical Trial Comparing
\ Methotrexate to Cyclophosphamide for Remission Induction in Early Systemic
Antineutrophil Cytoplasmic Antibody—Associated Vasculitis

Oral CYC ile oral 'i karsilastiriimis
6 ayda Guvenlik agisindan ve remisyon oranlarinda fark bulmamastir.

Ancak MTX kolunun 12.ayda %50'nin nuks yasadigi izlenmistir

Ozetle; RTX intoleransi/kontrendikasyonu varsa MMF veya MTX kullanilabilir




. p— :
Organ/Hayatl Tehdlt Etmeyen TUtUIum 2021 American College of Rheumatology/Vasculitis

L 7RazgmaroLoGy
Foundation Guideline for the Management of
\ Antineutrophil Cytoplasmic Antibody-Associated Vasculitis

Remission induction for active, nonsevere disease

Recommendation: For patients with active, nonsevere
GPA, we conditionally recommend initiating treatment with
methotrexate over cyclophosphamide or ntuximab.

— — — r—

MTX+Glukokortikoid> Glukokortikoid monoterapi (dusuk kanit)

Bu rejim, Gk+azatioprin ve Gk+MMF’e gére daha kuvvetle onerilmistir (dusuk
kanit)




’ Induction of Remission

’ 7 T
not organ-life-threatening l Active CPA/MPA ] organ-slife-threatening

{or MTX or MMF) (or avacopan-) RTX®or CYC

= [ Start RTX ] o [Combine with GC2J - Start J

Taper GCs to

Flasma exchange
5 mg/day may be considersd®

after 4-5 months?

l

Consult

No—»
Remission? s [ Expert Centre

Yes
=S 1
s

Maintenance of Remission 1

_
N

(or AZA or MTX)

Induction of remission
(see upper paneal)

J

[ Continue or switch to RTX for 24-48 months ] [

continue GC taper / stop avacopan®

I

Sustained
Remission?

Relapse

Yes

N

G Clavacopan
sftopped?

Yes

-

[ Assess individual relapse rnisk,

comorbidities and patient preferences

-

Continue or stop ]

maintenance freatment




Sonuc

* AAV’lerde remisyon tedavide Glukokortikoid(Gk) + Siklofosfamid/
Rituximab > Glukokortikoid monoterapi’ne Ustln

* Gk tedavisinde azalmis doz rejimi tercih edilmeli
* Rituximab relaps hastalarda oncelikli..
 RTX+ CYC veriler yetersiz, 6nerilmiyor..

* Plazma degisimi; Anti-GBM(+) ve AAV birlikteligi veya RPGN
durumunda

* Hayati tehdit etmeyen durumlarda idamede Gk+RTX
/MMF+RTX/Gk+Mtx distintlebilir.



esekkiir Ederl;.
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