(HEHEX4)
[FREE R S]] 16ek0109121h0002
SRk 294 5 H 31 H

Rk 28 AR & OGE MF JE B & Rk R R E

I ZEARER

EE X (BARE) HEEAIER M e Te s

(I FEB) Practical Research Project for Rare/Intractable Diseases

RS RRES, © (AAGE) HHAMEME K2 O BT o AL 72 ORI FIBF5E
(3 FB) The Strategic Study Group to Establish the Evidence for Intractable Vasculitis

Guideline

WFZERR T 2 (AARGEE) SR FEFH KEHR AHNEE
ATl &k K4 0 (3% FE) Kyorin University School of Medicine, Visiting professor,
Yoshihiro Arimura

9o B R ERk284E 4 H 1H ~ ERk 294 3 H 31 H

Sy FBFSE (AAGE) #HAEMEMERZIFEOT T » AMEED 72 OB IR FE
Eﬁ%ﬁ%%%545 : (3@ %%) The Strategic Study Group to Establish the Evidence for Intractable Vasculitis
Guideline

WEZERRZE S (AAGE) AMNEZ
ArlE ik K4 0 (& §E) Kyorin University School of Medicine, Visiting professor,

Yoshihiro Arimura



IL RROHRE (REFERE)

1. RUWGERIET M CERERERIKSE) o7 —7L L bic, ROBEMBIN SR ME %
(MPA) . ZFEIME MR ZERESE (GPA) (ZxF9 5 RTX OF M « 224k, RTX ONLE-ST 2 a5 BT,
MR R B 2 AT FEEE] & OBRIPFZE T, B2 RIX 2§ 22T O MPA, GPA B & 8 dk L
Too SRR 29 453 H 31 HEFATIX 49 5] GPAL6 5], MPA33 #il & 720 . B AESERF] 50 SEH] 2 1 FIFERM LT,
2. EIREBIEFE#A CGRRERMER T bos/—7LEbic, 2FMNMEROIAT~T 4 v 7 LE
2— (SR) D RALENBEICBITZ VS —F T ¥z U XORGNEIT o7, ARG AT ClX 41, EiE /2 B EEH
ZPED AAV T 2 MAEAZHARIE TIE 17, FEMAERHENR Tl 25, ZOMOBETIT 12 DR BN, K
BHEET Vo o X BERETETH D,
3. temFERHEEER (MILKRFERFFEERER SRR - 0% - AOWAENE) borr—7L L iz,
RemIT-JAV-RPGN D7 —& & v ~ & AT, ANCA B 12 B U CREPRADIZ BEMRITE L B AN 22 VW E B R
E L CHRIRANT A — 2 Offfft 21T -7, EHAR, MR, FRMERFAAIEEMEORE & L THHMIZRNZ L3
BB E oz, BRIMFEIIEEINMEDOIBIE L R VG L Z ERB Iz, AOMERHMECIX, 7 kR A 773
ROFRFED, AfFE - BAEGTRORIBWTHHTH 5 AR ST,
4. FHPEE#E (GRKZPERRBFRRETSR) 07 V—7 L b2, ARANES IS REFETF =
R— b7 =& % TR OB DEMET 21T 169G 2 FLIEO BBAC R+ 5 HEER R 2B 6 LT,
5. BEOrEAR GRRERERRFRFRERFREZER) b7 r—78 8610, BEHEERMELE
RIZBAT 2 FHAEMICHE & HFRIBFZE T, mLEIRK R L O E ISR O 58k, KT — %, MIROIEZFT
Slz, BRI TIL A3 FlOBEE (MEERK 20 . EMIREEARE 23 61) SfThbhiksh ch s, %
BHOBFZ2 1388 T L, 293 Bl B (e @hlRss 156 6, EABAVEBIIRZ 137 B) 3o 0 . BT TH 5,
6. FRcH—Zdw (FIRKFESE, Mk - MEeRERHE) b7 —74 L bI2, ANCA B A &
9 2% [ERR L E R AR (PEXIVAS A9 ; S > ANCA BB I E RIEBNIC IS 5, MAERHRIEOE &M, &0
AT 0 A RBEMERRIEIC L DIELEOH OB 2170, BEJERNCE LBSIIHK T L, BUEBIZEEN
e ST D,
7. BEUEELGEAT (R K FERRFERR) SO A—FL LB, HAA ANCA BHEMmE & EEICHB
T, SF-36 X° EQ-5D CHIE = AL/ fd B QOL 1%, [ERAEAEIZ L~ TR < | BVAS THIE S 2 B ETIEEE D
NSEZ RSN
VDI CHIE SN DEFEOERIC - T, QWL bIKFT 22 L E2H oML,
8. MMM RRLTERKT) o7 LV—7E 812, HARAN ANCA B
B COESEE N OHEZAT o7, FRIC, FME AR ISR L A2 OFH LTz
HERFRIERFIC D Y X U~ T RTORCI 2 7 =/ —VERE 7 = F /L (WF) 2 L7z
77,
9. ARMNEIR CRFKFPEFHEFRNRFHmEERERNE ) o7 —74 8612, BAAN ANCA B
EIMEREERF AR — P T =2 2O HRE - BHROMNT 217V BB 2 5 L8 78 T IR B LN %
Z BA%NZERY, 9 B UIP pattern 23 40% & de b 2\ 2 & ZA8 M R MEPA SFIEE 1 RS EI R 23 55%h & e b 2\ 2
L8R LM LT,
1 0. BEELERRR GURERER R ERFEGEEFREIER) bo7n—7E & Hic, REMERIZKT
L) b~ —=T1— A NIA L e BURT - XTF R =D —DRE L O EZITV, mEEIREICE

M 5 ARV TR
.y KON TREEARRES
AICHEEERE T EEE 7

¥ ¥



5 XXX B E 0 XXX ZER AN, XXX OFRBLEH 27 U CEREINRE ORIECRIRGERICE S LT\ 5 aTREM: &
~ LT,
1 1. HIEGEE (BRKEMBRR) D07 V—7& & b, MEROD IR 24T\, (UISHBIRIIE 51
TR L W REHICE W T BHilld~— 7 —TH 5 (D20 BBEIEIZNTYXFZ2ROHLZ LxBHoNnL,
2. JERH® B~V 7 o FEMRKEREREZEEE) bor7v—78 b0, MERICEIT2HHA CHE
DFRE &M EITV, FEEIRE Cld, MPHE = UHRMEN, I8 RHE L EOA B MEMGEEZ D
TEERALMI LT, o, BEERE Lo mmER (EEIIRES LA MAF K722 &) Tl HHT Nets HUER
ERLTCWBEDERE L,
13. BEMZERE HEKREEZERSR) O L—F L, AARANERICET S ANCA BIE i % (AAV)
DOFIE, R, BRRRICEE#E T 57 ) AR, I~ —h— 2R L, £ OHKRIER Z7HE L=, MPO-
GPA Tl fats o FRAE & bt L C, HLA-DRB1*08:02 234 EIZHIIN L T 7= (P=0. 001, #A » XK[OR]5.05), —

ji\
PR3-GPA TIZW/ MBI A ZR S 5 41L7= (P=0.71, OR 0.49), F7-. DPB1*04:01 (X PR3-GPA THIHI L TWL7=n
(P=0. 039, OR 2.37) A%, MPO-GPA TILB/MEM D H 7z (P=0.11, O0R=0.21), Z DXk Hiz, —#D HLA-

class II 7 U /Li%, MPO-GPA & PR3-GPA T#i M DBIEZ/RL, TN ONELBEFMIIRRDY Ty N THD
FREME DN RIE X7,

1. Remission induction with rituximab in Japanese patients with ANCA-associated vascutlitis
(RemIRIT) in cooperation with Research Committee of Intractable Vasculitis Syndrome of MHLW. The
purpose of this study is to determine the treatment efficacy and safety outcomes of rituximab for
Japanese patients with ANCA-associated vascutlitis. The target number of patients being 50
(completion of registration: Dec.31, 2017).The number of enrolled patients increased to 49 (16
patients with granulomatosis with polyangiitis and 33 patients with microscopic polyangiitis) as
of March 31, 2017

2. Research agenda for ANCA associated vasculitis in Japan. We obtained 41 opinions for the
remis sion induction therapy, 17 for the plasma exchange therapy in patients with severe renal
disturban ce, 25 for remission maintenance therapy and 12 for other issues. We will determine the
research a genda in fiscal 2017

3. Using dataset from RemIT-JAV-RPGN, we retrospectively analyzed clinical data about achieved
remission (BVAS 0) within three months and without subsequent relapse in AAV patients with renal
involvement. Proteinuria, hematuria, and urinary RBC casts might not be useful biomarker. Only
urinary granular casts may be a possible biomarker for disease activity of renal vasculitis. Using
dataset from two cohort studies, generalized or severe patients with MPA or GPA were enrolled

Remission, overall survival, and end-stage renal disease — free survival were compared between
patients treated with concomitant CY and those without CY during 24-months observational period

We confirmed the usefulness of concomitant CY usage in generalized or severe Japanese patients with
MPA or GPA. 4. Analysis of effectiveness of therapy for Japanese patients with systemic vasculitis
by the present cohort data. We clarified the crucial factor related to the relapses after 2 years

of remission induction therapy.



5. In a nationwide retrospective cohort study of Takayasu arteritis and giant cell arteritis in
cooperation with Research Committee of Intractable Vasculitis Syndrome of MHLW, 293 patients were
enrolled (156 with Takayasu arteritis and 137 with giant cell arteritis). The data are under
analysis. In a prospective cohort study, 43 patients were enrolled (20 with Takayasu arteritis and
23 with giant cell arteritis).
6. In international joint clinical trial for ANCA-associated vasculitis, we have been participated
“ Plasma exchange and glucocorticoid in anti—neutrophil cytoplasm antibody associated vasculitis:
a randomized controlled trial (PEXIVAS)” . We have reached the target number of patients
7 . Measurement of health-related quality of life in Japanese patients with ANCA-associated
vasculitis. Here we show that Health-related quality of life (HRQoL) assessed by the Medical
Outcomes Study Short Form—36 (SF-36) and the 5-level EuroQoL 5-Dimensions Questionnaire (EQ-5D-5L)
among Japanese patients with antineutrophil cytoplasmic antibody (ANCA)-associated vasculitis (AAV)
is impaired than Japanese national norm, and is inversely correlated with the Birmingham Vasculitis
Activity Score (BVAS) and the Vasculitis Damage Index (VDI).
8. Economic evaluation in Japanese patients with ANCA-associated vasculitis. We estimated the direct
cost from a social perspective in Japanese patients with ANCA-associated vasculitis. In particular,
direct medical expenses became expensive when rituximab or mycophenolate mofetil was used during
remission induction or maintenance therapy and when plasma exchange therapy was used during remission
induction therapy.
9. Analysis of pulmonary lesions by chest images in patients with ANCA-associated

Vasculitis (AAV) who enrolled in an observational cohort study of the “RemIT-JAV-RPGN

«

We showed that the interstitial fibrosis was detected in 54% of patients with
microscopic polyangiitis (MPA). UIP pattern was dominant finding (40%) of these patients
with pulmonary fibrosis. Nodular lesions were dominant findings (55%) of

patients with granulomatosis with polyangiitis(GPA).

10. Exploration of genomic, cytokine, protein and peptide biomarkers for the diagnosis of large
vessel vasculitis. We showed that the XXX mutation in XXX gene may be related to the onset and
progression of Takayasu arteritis via increased expression of XXX.

11. Analyses of molecular basis of vasculitides

We detected the variation in expression of CD20, which is one of the B cell markers, in the affected
area according to disease stages of temporal arteritis

12. Analyses of molecular basis of vasculitides. We detected that a positive correlation between
anti—moesin antibody titers and the disease activity of cutaneous arteritis

Anti—Nets antibodies are also detected in vasculitis with cutaneous symptoms (e.g., cutaneous
arteritis and IgA vasculitis). These results suggest that anti—moesin antibody and anti—Nets

antibody could play an important role in the pathogenesis of vasculitis with cutaneous symptoms

13. Identification of genome markers associated with vasculitis and evaluation of their significance
We found that,unlike in the Caucasian populations, approximately half of the patients with GPA are

positive for MPO-ANCA in the Japanese population, and whether MPO-ANCA positive GPA constitute a



unique subset different from PR3-ANCA positive GPA is a major question. In this study, we compared
HLA-class

1T association in these two subsets. HLA-DRB1*08:02 was significantly increased in MPO-GPA (P=0. 001,
OR 5.05) when compared with healthy controls, but showed a trend toward decrease in PR3-GPA
(P=0.71, OR 0.49). On the other hand, DPB1*04:01 was increased in PR3-GPA (P=0.039, OR 2.37), but
was slightly decreased in MPO-MPA (P=0.11, OR 0.21). These results may suggest that both subsets

may be genetically distinct
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