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Fardu Lwa'lwmﬂwemﬂuisﬂwawumwmuﬁumaﬁ‘um Rituximab Tunselanidu 159nu 185y
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Rituximab 'lunsmamau L39AIU ‘lmiumﬁnmwmmamummmL‘Uu wutzay wasdussadnsaw
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Adtdudie . wwanniafunisidndasdasn Rituximab Tausly Tsanasadendniauiesan

V (Antineutrophil Cytoplasmic Antibody (ANCA)-associated vasculitis) N30 AAV

. Wuavneitunndndiesnen Rituximab Tausly Tm'qﬂaﬁﬁmm‘sﬁgumeﬁ‘himuzmm
san1sShuaasgiu (Refractory/severe systemic lupus erythematosus)

munladafeni o - m nutpdnandliimusndnnusinisidndearinvingiuia
mwsUaﬂ'mnauisﬂmqsuuuﬂ'svmmmmmumm‘lw*nmm’lmmam $78M7587 Rituximab Usznausiig
Tanialsessoda oonin Abimevauswomsinudogiugiu lsnauedmauangiduiuliond
T‘m Autoimmune myositis ¥1in necrotizing autcimmune myopathy (NAM) %3 Salsa Dermatomyositis
wua'\mﬁuzm Badulssamsniaudassitbinevaussasaifiviosd lsadbusadiiuingia
Puusauarhineuauswissaiesosd watlsmlafifiaawnaslsawniinftinsndudus Tnsanuneuna
sesnsmnilunisamuidouuwndgrinisinm mha wardstayannilusinasaiidmualusyuu
Neurology immune treatment program (NITP) ma'vaamgummﬂmm ma‘uamamqm'smﬂmm
viavevganislde mauuamisiimieadsldiuieumnevinnaiyinanimua (eniufiie
Tsnthlsfedduia saving snedufiamedouluszuu biologic agents wazdiegseninaniishwm
g Rituximab annsoasudouuesieaigmsidndwiluszuuinailddsly) waylvidndwene
Tussuuidninenssatadnisfnmenunatnswntsiniu Wil nsldedaindndeaiuluauiauly
Fousdatmun Feevaninsalnsreamaenentsld
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auntsinwimervtanuaudndu wmunsan waiiussaniam erdedmnemuanuluinin <
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Seitdeandan 1

wrdiunadndedaen Rituximab Yeusld lsavasndiondnisuuasan
(Antineutrophil Cytoplasmic Antibody (ANCA)-associated vasculitis) %38 AAV
mamlsdansaoyiinans Al na 0416.2/2 604 asiuil 12 fuwasu 2568)

1. ssuveyiinandaennen

1.1 Wanwwarvadoledaudeedeummddinu uasiuiaveulunisquasiaiussuy
damhesudnsuiyinasueumng Weidseuy ,

1.2 Wwsayiiin1alngaeeinen Rituximab madulast https:/mra.orthvindexhtml \denssuy
Rituximab Twu‘lwamwm;wmaawzwaugmuvmmms‘h;m wasdsdoyannisunndvagiae
figniesmwenudiusienalusiapeaiiimun (Protocol RTX - AAV) fsumsdadnane

wumenERsAsULAunTwAen Rituximab SHumeuseluil

1.21 uwwmammma‘n’mgamu‘(ﬁﬂm&awmuuﬂ'mmummmu‘lwwﬂaunﬂmummmqﬁ“
nsdndesien wudunowssdoududuiinglilsmeendensniauussa (AaV) Sefutiogiu
viagUu Anfeunanyifedh (oficial report) wiasdetoyalussuy ielisyuudedorarieludy
dwinansaumendnsqurm (@na.) wavannsoidnelévui

1.2.2 swuverdwwsadeunaviayaluluslanearennsunndgpravaey uasudsamsevdey
FNTEV Rituximab anmumsviasansaiuranisasavasuansyuuasiuiduenanniuld

2. pusniRvessanuweus
2.1 iﬁuamuwmu*mv’fﬁgfuam}'ﬁ'lumﬁﬁaé‘auasquaei'ﬂwisﬂ Antineutrophil Cytoplasmic
Antibody (ANCA)-associated vasculitis (AAV) 16lun
2.1.1 awsonssvSedmsaedPrives liun anti-neutrophil cytoplasmic antibody (ANCA),
anti-proteinase 3 (PR3), anti-myeloperoxidase (MPO), anti-glomerular basement membrane (GBM),
anti-nuclear antibody (ANA) ua¥ complement
2.1.2 gnrsansann{dniodansraneidinga \Wu n13ns19 high resolution computer
tomography (HRCT) n19¥in kidney biopsy nsdesndeaioiiads LLﬁaﬁﬂ§1szfaﬂemw?aIw'saﬂ:dn
Wy
2.2 fivmdiamsmamisesyilute 3
2.3 fiwmdiawwmemnduiiwiesssduguaimntigrimsndeuiiersuinrnlsauasAfonsmn

3. quantRveawmdgiinisinu
Wuwndidenmgldunldooyli@ndopddnionumeaniluoyanviargsmanslsade

uagganRadi (heumatology) Wiseyamnmmuuranilsadeuasguniiady ﬁaﬂgumqﬁg@gwuwvﬁma
dumseyialude 2 i :




5.2.2 Rituximab 917m 1000 faAniu mevasaidensh 2 ads Tavudmseinady 2 dUn
Guil 1 waz 15) W 4 oy (heudl 0, 4, 8, 12 uar 16) wwitlunsdiidenmsiuiud wiagiay
auaeshisnysnl (incomplete response) unuefildFunsinumd 5.2.1 wiadiheilisuem
Rituximab Tussevdusuilesnndeuside 4.3.2 (1) @matigud)

varowmeg: nsdlifiednldidunisidilevesmmdfinsinm

Auuzdufud

1) mnflaoiigssssamunndiinuazanyuinues Prednisolone Iifasnduiamiaty
5 fadndisioiu onfrsuaennaamistassssnsiioviovgaewnndululy wdanldue
Wusrernannuetwiion 18 (ieu

2) mildirlurfuan Wisudesnsnds 50 aansumedalae wnliieensukenannsadiy
nmuialumsliotusn 50 fadntusiedalan v 30 wi Easudalunsbifergeaalaliiu 400 fadniu
sedlug)

3) Aot premedication Wiu Methylprednisolone 100 fia@n$y wasen anti-histamine
reulvien 30 wnii

4) 3BUAWBINTYBN infusion reaction RNE Rituximab WnafanaunsWien nadlitiinne
infusion reaction 31nen Rituimab WivhmsuSudasudalunilfenSenyamildenthnsrmaenars
fafug

6. msUsuilunsunazsendnamsine
6.1 mavssitiuduussanBravesnisinun
Uszdiunsmeuawasiemsinwetialeeyn 3 ey nullensuancendiin mamsnias
maiswiEnisuasiidine veeiewasseitumiinsinm 4 - 6 iiou
nnueg
tthumsuaneanysel (complete response) Ain
1) Liflexmsuanmnendiniiinen vasculitis
2) Han1InTIenisaU jUng 1aun inflammatory biomarker, ANCA wienanaiaiiiden
ieusnianmavheueese o 4 Suund
3) uan1smsramededine: linaneilinasdiSu
6.2 mausaiiudruanuvasnie
6.2.1 rieum3liien Fesliinnendeilllannsonunild
6.2.2 w98 CBC waw LFT doumslieatausn uasynadarounstieluseudnly
6.2.3 %1378 HBsAg, Anti-HBc, Anti-Hepatitis C, Anti-HIV, CXR for TB, stool exam for parasite
seuniliion mnenewumsindemant] Sulfiudedimstmnmsindevislentosturteudumsnu
A Rituximab
6.2.4 sewinamsbien Ritwimab T Tedyanadin tﬁeaa}w,‘{ﬂvau'lmeja'],s)ﬁmmsuﬁujlﬁ
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aRKuAN

Aedurswuuieuuaminfumadndrednen Rituximab el floslsevaenifiensnisuiesen
(Antineutrophil Cytoplasmic Antibody (ANCA)-assoclated vasculitls) wia AAV

The 2022 European League Against Rheumatism uag American College of
Rheumatology (EULAR/ACR) classification criterla for GPA, MPA and EGPA U ag. 2022

a1914#l 1 classification criteria for granulomatosis with polyangiitis, microscopic polyangiitis
and eosinophilic granulomatosis with polyangiitis

2022 AMERICAN COLLEGE OF RHEUMAYOLOGY / SUROPEAN ALLIANCE OF ASSOCIATIONS FOR RHEUMATOLOGY
CLASSIFICATION CRITERIA FOR GRANULOMATOSIS WITH POLYANGITIS

CONSIDERATIONS WREN APPLYING THESE CRITERIA

= Thise classiication crikerla should be applied to classify a patientas having granulomatosls
with polyanglith when a diagnosis of small- or medium-vessst vasculitls hay been made

+ Alternate disgnoses mimickiag vasculitls should be excluded prior to applying the criterla

CUNICAL CRITERIA

Nasal involvament: bloody discharge, ulcers, crusting, congastion,
blockage, or septal dufect fperforation

Cartilaginous involvernent inflommation of ear or nose cartilage, hoarse voice
or stridor, endobronchiat involvement, or sadiis nose deformity)

Conductive or sensotineursl hearlng loss

LABORATORY, IMAGING, AND RIOPSY CRITERIA
Positive test for cytoptasmic antineutrophil cytoptasmic antibodies (CANCA}
of antiproteinase $ {anli-PRY antibodies
Pubmonary nodules, mass, of cavitation on chest imaging
Granstons, extravaseular granulomatous inAammation, or glant ¢ells ot blopsy

Inflammation, consolidation, or effusion of the nasal/patanasal sinuses,

or mastoldilis on imaging

Pauci-immune gomerulonephyitis on blopsy

Potitive tast Tor perinuclear antineulsophit cytoplasmic antivodies IpANCA
or antimyetoperoxidase (anli-MPO) antibodies

Blood-eosinophit count 2°1 X0’ liter

Sum the scores for 10 items, If prasent, Ascore of 2 Sisnesded for cssification of GRARULOMATOSIS WITH POLYAHGHTIS.




msaeil 2 driaranuveddapuussdionaiungnisggdenisiauveeteasieetessuils
wiaide¥n (organ/life-threatening disease) Tuffllas Antineutrophil Cytoplasmic Antibody
(ANCA) associated vasculitis (AAV)

- nasal and paranasal disease with bony involvement (erosion) or cartilage collapse
or olfactory dysfunction or deafness

- retro-orbital disease

- severe episcleritis/scleritis

- skin involvement with ulceration

- glomerulonephritis

- meningeal involvement

- central nervous system involvement

- pulmonary hemorrhage

- cavitating pulmonary nodules

- cardiac involvement

- mesenteric involvernent

- mononeuritis multiplex

- limby/digit ischemia

a1saefl 3 wmmmnsg'un"fuusﬁ‘w‘lﬁ”lﬂé"lumﬁ%'nm Antineutrophil Cytoplasmic Antibody
(ANCA)-assoclated vasculitis (AAV)

- Sudsenu 2 me/kg/day
-9 60U 1.5 mg/kg/day
-9 70U 1.0 mg/ke/day
anTuALIaIBn 0.5 meske/day Tunsdifl GER <30 ml/min/1.73 m?
- Gadiwnenidensi 15 meskg i AUAMT 0, 2, 4, 7, 10 uae 13
-1 60 U 12.5 mg/kg
-7y 70Y 10 merkg
amatIaeBn 2.5 merkg lunsdlil GFR <30 mUmin/1.73 m?
Methotrexate 15 - 25 mg/week
Azathioprine 1.5 - 2 mg/ke/day
Mycophenolate | 2 - 3 g/day
mofetil

Cyclophosphamide




4. incusfoyiinndndrwehen
oypiAmadndrwrnen Riwdmab lufftelsagilafilomsenlsngaguuse Linevaussrantsine
13§ (Refractory/severe systemic lupus erythematosus) Tnuflinousinsunnde fil
4.1 dodiBugftasszuzgmie (terminally i)
6.2 rghoust 2 Tl
4.3 dfunsitleduindhilsn St mnmvinisduuntagliaues Systemic Lupus International
Collaborating Clinics Criteria for Systemic Lupus Erythematosus (SLICC) 2012 %%@ European League
Against Rheumatism uay American College of Rheumatology (EULAR/ACR) T a.fl. 2019 (n1swan)
isinnusinsitedufiuuuysaran
4.4 ffiawlngliaitfionnsanlingliaguus lnadinasiathtion 1 fedwialuil
4.4.1 Q’\‘huﬁmm‘smn'isﬂgilﬂssﬁ'u'zuwsqIﬂuﬁrhv‘fﬁﬂ The Systemic Lupus Erythematosus
Disease Activity Index 2000 (SLEDAI-2K) snndwiSewvidu 10 wSe clinical-SLEDAI-2K 30
wiewhiiu 8
4.4.2 {aelsngladierdail SLEDAI-2K faundh 10 w3 clinical-SLEDAI-2K fioandn 8
mude 4.4.1 wisfnmsvnlsaglassiuyuuse uazemiungmagyienishowveseitadlaetevil
amivieifiein (organ-threatening or lfe-threatening SLE disease) sstoladevilsatinion 1 oms
el
(1) ssuulnunstszmmitoBursmguinnassnisu i
(1.1) lvduvdssiay (myelopathy)
(1.2) iutszamdruanesniay (neuropathy)
(1.3) Lﬂaﬁuaumé'nmu (aseptic meningitis)
(1.4) vasaidonaasdniey (cerebral vasculitis)
(1.5) lsmmenuszamaniy (demyelinating syndrome)
(1.6) omnrimeinUsram (acute confusional state/psychosis)
(1.7) amzdnuuudedien (status epilepticus)
(1.8) anesdmiety (cerebritis)
(2) ssuussuuTaiendne 16ud
(2.1) nmamndnionsheinglle Tasiiswmindmdondan 25 x 1030
(2.2) mmﬁméanuwo’[ﬂuﬁwmnaa’muam (severe autoimmune hemolytic
anemia) @yl hemoglobin Yoendn 8 ndi/iadEns
(3) svuunsueaty aumgen
(3.1) seussammdniau (retinitis)
(32) nasniienroUssamMnIgaRuINNIITALAY (vaso-occlusive disease

jiyadbiily

vasculitis)
(3.3) Whuuszammsniau (optic neuritis, optic neuropathy)

! flrussariag (terminalty K0 winofs flaelsamienaedsliannsodnuild (ncurable) wavlafen
(irreversible) slummuthuwsammdifinu fihwonduSintuseosomiudy SR
winawin glaedsndnmsidfunsnnuuumiugizees (palliative care) Tonjm¥ilenmanduanuas -}m NIV
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5.2 nsdhwasiiiles (maintenance therapy) WS ennnldsu Rituimab ATIGAYIIY 6 LB
af ; o &
wwilunstiifihensuauswieonasinulussosGusuindy

iy YUY Rituximab
tﬁnmqgfﬁ 2 ¥ly 500 - 750 Sadnd/MARwermEmbedumems
Hlvg) - 500 Wi 1,000 Nadin¥u
vinstmmaenidasi 2 ash Tnsudmseninety 2 AUawi

i ndliflaedigsseranmendiin (clinical-SLEDAR2K wintfu 0 Trelsfuinnaiuns anti-csDNA
uay complement) uaz anvwaveinglanesdreud (Glucocorticoid) Tuunmiiauwi Prednisolone
vesndwlewiviu 0.2 fadniu/Maniu/iu dwsufftheinhiwmintioond 25 Alandi vie anwunn
wenglanediiaees (Glucocorticoid) tuunmiituivia Prednisolone tasmimiawintu 5 fadndisy
dwiuiiherdlng viedad nitthimindaus 25 Alant Wussesnaasefnegwtios 6 dou
onfivananuinauawielnsesnstivwiewyeemmadululy

Az

1) nlerundusnlidusaosnds 50 fednsivili bl sidormmsnitusns s
Tunnstiiortdn 50 fadinsiatas wn 30 wil @manirlunsliengegaliviu 400 fadndu i)

2) Warsali premedication (i Methylprednisolone 1-2 a8 ﬂ%’:}/ﬁ‘[an%"u/ﬂ%ﬁm%'wj:ﬁ')mﬁn
w3 Methylprednisolone 100 ﬁaﬁn"s’uﬂ’m%’uﬁﬁ'wc{lmﬁ uazy anti-histamine naulyien 30 uaii

3) WapunmenTsves infusion reaction 1nen Rituximab wresareunsin nsditfiams infusion
reaction 1081 Rituximab Wivhmaviudhsidiluniliewdanyamstifondansmmuenansiiug

6, mavsuliusgndninising
6.1 mivsludwuseinBravosnisine
vssiuninsuauswiemsinuethalosyn 3 deu Tneflennsuanamenaiin wansnsag
matenfiimiuasiiiine veediosuaenedtundinsinm 4 - 6 oy
wnemn masaliumsmevauss ihlafudeladevilstaielud
1) fawmauaussenysal (complete response) An SLEDAI-2K ity 0 Taeliiuinausiues
anti-dsDNA ua¥ complement (iflsuwia clinical--SLEDAI-2K)
2) {aumpuaussdl (good response) Ao SLEDAI-2K anasotiation 4 asuy wip clinical-
SLEDAI-2K anasstnnion 3 azuuu
3) nsdififtheit SLEDAR2K bigsnarto 4.4.2 Wiusziiunsmauauesiiomsmndiin wansnsi
e fifnisuasiid@inemssuuiinacy
6.2 mstsudivd e masnde
6.2.1 nipunslien deshiflnmsindorlaiannsonunle
6.2.2 1379 CBC uae LFT daunfuﬂﬁmﬂ%mnmmnﬁ%daumﬂﬁa1'[14'5@1;:“1’61’11}




ANAKRUTN

Aesursuuwisuumaiifunisiingassaen Rituximab
o ¥ w
tousld Tsngilaitiionmnsquusetlilneuauessianisdnumnasg
(Refractory/severe systemic lupus erythematosus)

wasimsdauunlsaniu Systemic Lupus International Collaborating Clinics Criteria for Systemic
Lupus Erythematosus (SLICC) 2012

Clinteal Critevia hinmssologic eriteria
1. Acute entaneons fupus 1. ANA
3 Clwonie cutaneous lpus 2. AntiDNA aiboidies
3. Oralornasal ulcees 3 AntiSm antbeddics
4. Nonscasring alopecia 4. Antiphogpholipid antibedy
§: Antheitis 5. Low complement {C3, C4, CH50)
& Secosiths 6, Ditect Coombs’ west (o not connt i the presence of
7. Renal hemalytic mnenia)
& Neurologic
9. Hemolytic anemin

10. Lenkopenia
11 Thrombocyropenta ($100.000/mung

Legend: ANA=anti naclear aitibodies; Moid DNA Autibodies = At deoxsribonuclele acid An.rihadirs; AnteSm Antibodies =Anti-Smith
Antibodies.

winemg WWdunisifiaduilefiings] > ¢ ¥ Tnedesiiodration 1 4o wea clinical uaw 1 do
484 immunologic criteria nieilnisarasduidelanuiniuladniauningtla uddesdl ANA
30 anti-dsDNA 331

(i’tﬂaztﬁﬂﬂtﬁmﬁu Pelri M, et al. Arthritis Rheum 2012; 64 (8): 2677-86)
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Systemic Lupus Erythematosus Disease Activity Index 2000

(Enter welght in SLEDAI Score calumn if deseripior Is present ab the time of the visit or in 1he preceding 10 daya,)

Weight SLEDAI  Descriplor Definition
SCORE

8 Seiaure Recent onset, exclude metabolic, infectious of drug cautes.

8 Paychosis Altered ability 10 function in normal activity due to severe disiurbance in the pesteption
of reality. Inchude hallucinotions, incoherence, marked looss associations,
impaverished thought content, marked lllogical thinking, bizarve, disorganized, or
cslsionic behavior. Rxctude uremis and deug causes,

8 Organic brain Alteced menis! function with Lmpaired oricotation, memory, of other inteliectual

syndrome with rapid onset a0d 1) chinical foatures, inabitity to susiala atientioo
10 environment, plus st lenst 2 of the fol porceprual dlstucbancc, inocherent
speech, insomala or dytime drowsiness, ot increased or decrvased peychomotor
sctivity, Bxcludo metabollo, infections, or dreg causes.

8 Visual disturbance Retinal changes of SLB. Tclude oytoid bodies, reinal hemorthages, serous exudete or
hemorrhages in the choroid, of aptic newritis. Exclude hyportention, infection, or drug
cavcs,

8§ Cranisl nerve disorder  New onset of ssatory or motor ncuropathy involving crenial nerves.

8 o Lupusheadsche Severe, persisient headacho; muy be migralnous, bul s be noasesponsive to aarcotic

8 CVA Naw onset of ¢ecebrovascular accident(s). Exclude arterioscicrosis.

8 Vasculitis Ukseration, gangsene, teader finger nodules, perfungual inflrction, splinter
hemorhages, o biopsy or anglogram proof'of vasculils.

4 e Mithritls 2 2jolnts with pain and signs of inflemmation (i.¢-, sendemess, swolling or cifusion).

4 Myosiiis Pronimal muscle sching/weakaess, ansociated with elevatcd creatine
phosphokinase/aldolase or electromyogram changes o 8 blopsy showing tipositly,

4 e Urinary cants Heme-granular o1 ted blood coll cavts:

4 Hematria »5 vod blood celtwhigh power fleld. Baclude sone, infbstion or othr caum,

4 e f01CINUNS 0.3 gram/24 hoirs

4 Pyuria 58 white blood cellehigh power field, Bxelude infection.

- N T Inflanumatory type rash.

2 o Alopecis Abaomal, paichy or diffuse loss of hair.

2 Mucoss! ulcers Onal or nasat uicerations.

2 . Plourisy Plouritlc ¢hest pain with pleural rubd or effusion, or pleural thickening.

2 Pericaditis Pesicardial paln with at lesnt | of the follawing: nub, effusion, or electrocardiogram or
echocardiograin confirmation,

2 . Low complement Decrease in CHSD, C3, o C4 below the lower Limit of norma) for testing laborstory

2 . Incveased DNA binding Increased DINA binding by Fare asuay above rormal rangs for tasting laborsiory.

|

{

{

Paver »38°C. Buclude infectious cavse.
s TRIOMIDOCYIODERIR <100,000 pistelets / X101, exclude drug cautes.
Leukopenia < 3,000 white blood cells / x10'1., exclude drug couses.
TOTAL
SLEDAI

SCORE

NemmO.




