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A. FFEEH

BRI DGR IIER TH D 25 MEx ) 7~ —F A(systemic lupus erythematosus :
SLE) &, B4kl 1:9, FIEERD ©— 27 73 20-40 5% & RN TR L R D HRET
BB, AL, FMARREE ., HYGRER EORERZE. DIPEEE R & ORBERZE.,
BRI 70 E ORI A, TR L, eyt fn MR TEZ: & O ke, BIZHE
Fge. BN, FRAKRREE, B Do M. BEDE. SREHARES. WENE. IR72 &L NERZ
DIHELT 5, ARARFERED 70 < | RIFEDTFIBICHDOETAT a A FFRAE U EZHLE
U 7o S @ IR 8 272 b B 03 1B T 5 & TR C& 97, —EERGIR 22
B IERAENE L SPOHAMRE TH D, R, EEM. HHEHEERIZB W TITE
ERRRIETH DL AT u A FAIOAR TS L a L ha— LT 52 NI EL
2T uA REIBRED TH-> Th—EREL TICHET 2 FN R TIERICHEET 5 2
ENE LL 720 SLE W EMIARIC X 0 FEAE Sz B B PR BB AR E Rk L,
FAMEZIEE L CTHIRR OIEMEAL 7 & 2 U CRIEMZ LI QNS EENEEZ S h
FRIET DHEEZLINTWD, Lo TSLE OFFERIERE LT, BoOKEAZ
FEHICEY, 2>, ZRANIHLE T 5 72912 B MR B EHIIEICE 5 PriE £/
RAOHINHFHTH D Z &N EFFS L, FLCD20 Fiik (VYo =7) <°BMink
FKE 7T 5 BLyS ICX T 2 HURSEOEM AN RE S TE, LLan
O, ZAVDFTHIEREIC LD ERREBROB R BIHE CTE DR TIIR | BICHUELRE
AR L LT AR 2R & LT RIE RN NETH D EEZ DD,

RVT V2 TR A OB RS T 0T T Y — ARER TLIEMEE HIEIC ST D
BIMENHESL L TWD, AT I 707 aT 7V —LlEICL 2% F 1bF v
R DOEREIT/NEAERA NV AEZFTELT R b~ A 2ERTDHIN, X BARD
BN TR TEAIRIT/ R A ML AR L9 7 u T 7 Y — ARER O RS M
BV, TOXIBRANT Y I TOERBEFEND. SLEZIT U &4 2 HiikBEE B R
BIHLTHORAT VI TRERTHD I ENTFHREND, EEL—TZAERDLN)
ETIR T AIRBWNT, RLT Y I T OHEEIZ XY dsSDNATUARE £ MIE 0 TH &
L. LNORENSIHE SHWAEFHRSIERET 5 Z L nESn Wb, £/, SLES
DR MEBRIEERICARNLT Y I 72K EG LEBRIGESCICE BN EE L &
DEDRH D,

T ZTCHEL FRAFEE LY BEAFEERFHREDOD & BHBMESLEIZX T 2R
VT Y I TEEORMESLE B LB SRR ED TE 2, AR OMBIEITIE
FIEBICXT LA TH D ARNT Y 2 7% BRI X 2WH 8 CHkELA 2 R
ELTRIETASLEICEA L, BRICAZ BT RICH 5, BEEERBICKT A
 BMIRE CThH ASLEIS LAV A HERZ Y - BEMEIZ oW T, $TIE7 4%
MBI TH DB 70T AT 7 I RSV —F ALK LERENTWS = & AR%E
RIDNER DB AAN & INTRIR D0 TIENETH D Z & SR EFHEICT 518K S
a2 ha— L EDhngEa—AFERETHZ LI VHEEIND EELZ TN,
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F7/-. SLEET /L~ A% H
WTRILT VI T OEGEZBRTHIMELEEHET D,

(REE~DEE)

AEIIEMTERR THY | BEFEEO EEGOBEKRRBOEROELEICEF
584 (GCP) | IZHEHLL TITH,
BAERBIZIZUTO X 51979,
1) HALRZB I OERS IR DIREREEZES (IRB) OEARE/H L,
2) WBREIZOWTCILEEAREELLEZTT O,
3)MEREICK L QI EZ AW CRBROER., B, FIEZEORNFEZHA L,
TECLAREBEZB AV 73— Rarer 2179,
2B, UTOEEHRE L AEHEEICEET S,
cZIMNTBEBHESTICESS Z &,
- FAEOHENIFIEETHDZ L
- [FEEAEE L TCHALARREESZ T RN &
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1) TRBREN . e
day 1 4 8 11 29 32 36 39
RNVT Y I T DSLEIL | L - & SFURA 11 LA ) 2 -
= ki " RLTFYETES TStuAESs
Xt HEEAFETOR 14B%~7ER ():gmg/mz) o
O »: /

— kv vy FIIEOEY T mirai
HbH, ZOHTARBIIL L
%%ﬂmpocﬁgﬁ@gﬁéﬁ@b: day 1 4 8 11 2 '
FET D, TSRS e
e 2485 SOE
BT A . whomm  wssins

%fp’@%&;ﬂ;"ﬁ] 70‘3 ’E ‘/_ji‘;(‘j' BER RS (LRF1-)
REERL _ESRIWIT  ENOBRIERS | mEeMICLD |
RERT LB B : L o el

A\ | —

R

HIAMSLE & L COEFIEIIILL FTORG 2=+ 8E LT 5,
120 kLl k65 mARE O BE (FEIGE)
DT AV AV U~FHE (ACR) 7747 VT1EBF4EE2HEZTHO

N—EHEV TV R=yr #EI0mgll LORXT oA RALVECRAFZ6 AL E
ML THERALTWS,

H—FILL EOREIMEE I OFERBERH 5. H D WITERE S —HILL_EOREmEIH %
BERLTWA,

5)SLENA SLEDAIA 2 7IZT6ALLE31EUTTH D
6)1% 5-B1ART28 H LN DIRE CREFNIEEMEZ BT 2,
(FLdsDNA IgGHLAE 131U/mILL E)

BEX Y a—)

SRMEHE CARIN TV A HE5E(13mgm2), &5Ed], 4, 8, 1104E1F 5,
VAMOKRETla— )R EALT 5,
EMERTHLISLELRR LT HZ &, ZRUEFHEICHT DEEICBWTHRLT
VI T OIREBENRENITATERATLIZ LD, BEVA 7022 —RXEBRELIE
ENR AT S,

TEEHHEE -




B 5-BAgA & V2408123817 2 dsDNAFUKRE DK T,
BIVEHEER -

BERRIE LV 128%., 24BRICBITLUTOEE T2,
. PidsDNAYUEDIR T, flitkD EF
2. 1B i3 SLEDAI response index (SRI) *

[a—

3. BILAG AF72I3BOIRREER 27 OWEE

4. SLICC/ACR damage indexiZ k& 5 lgsabEs i D4 1b,

5. 7V F= U EEEDER

*SRIUCE L CIEB T O T2 TEMZIGRRISN b o TER & LTER LT,
1. SLENA SLEDAI 480 EothE

2. EERIZ X HDPGATE(Z L

3. BILAG A 1HHHE® 5 IBILAG B2IEE O HERA 220

VA EOBEEIZHEV Y, AR 25 FICE| &, 1RRE Eha L7z, RIBBRSINZXER
BELZ19BOEBRED S B, MAANEEIZEZY LW EOHERBICL Y REELIC
Bk Uiz S ERLS 14 B2 RNT Y I TEIC 8B, 77T BARBEIZ 6 BIEIERIZEIY
) 72 B0 41T & 7o 205 & B I REAT ST R H I K VR 2RI e R E I B
Lize RATY I 7OREEIT, 13mgm® ((KEEHE) 2®51. 4.8, 11 HA (1
A7 NVE) ISR TFEFICTHRE L, IREH®, &5 29, 32, 36. 39 HA Q¥ A7~
WVE) ICRRRICEES L, 20%, BREIEHZRIT T, &5 169 HE (&5 24H)
FCTHEL,

ZDFER., ARhMET, EEFEEE B L OBIREHEEH OV W T MR
ICEBZIIRDONT, BTV I THOBRITHER SN2,

HhHEIREMEBEE ICET A2EMBEH T, RAVT Y ITHT 12 B
SELENA-SLEDAI A =7 7% 0 # & (b B REICIET L EBFREMEOER TR bt/

F 7z, SLICC/ACR damage index |Z X 2 fEasfEE EIXMBERICA BEEITA DAL D
ST, RVT Y ITETIEIRG 24 BETOHEEEELTET L,

REMIZE L TL,. I BRECH LALT Y I THTEEEZ ORI S L,
BELRAEEESRIFBLE N1, TLAEOFEREZIIRLVT VI 7THEA| (v
A RPESH 3mg) THONDZELTH o=, MARMERNLAEFEITRER LA
TIERNLT Y I TOFEEES L L TCIEIRMTH o 7=, AR LS E O £ 22 BRRAE
RIZM/MEBAE, IR, BHERECTHAH L INTEY . 2N HDOMERITA
NTY ITICRRATHERTH S Z L b, MAERM/NEEORKFIL FHRIFEE & &
bibd,



2) SLE ET /v T AZxtT B AT VI T IO BREGE
FFNwTRE AN, SLE IZBITARNALTYIT DIBENREDORREIEE 7uT7 + A7 73R

B CTHEREELRLIZA(X]), 5511 O i 51 dsDNA FUAE (X 2) &g D7 E ##
fE(E 3) 13, RVTYITHEDHRIIBWTHEBERE T 2R

B2 EAZEEIZLDHdsONARIFED EL

- 60 .
1 AREEERIT ‘ = B3 BRICHIIEREERY
2.5 o 15 -
= =i w228 a
2 ’ . o2 4 *p<0.05
* p<0.08 € 1
o 1.5 } 1.2 = p<.03
£ 4 2 o p<0.03
| l I - | L |
) - l—
0 +— ——— —— 05 T [ — T ——t—
Cye (n=5

PBS(n=16) Cye(n=20) Bz(n=16) PBS(n=13) Cye(n=15) Bz(n=12) PBS (n=5) ve (n=% ) Bor (n=4)

RNVTIT | a7+ A7 7INE 5% 6 ORIz EEFElbE~AraTL A
WCTHRMTLIZEZ A, &4 177 A, 52 EOEGTHEEICEBIL TV, MERICILE
LTEEL CWABIZFIIRholz, A EE LB FIZX L TAEICHET LV
FTHAGRERKIZIRO LN OO, L@ETHREIT R -272([K 4, ZNHDZ Lo
HBARNT Y ITILDN—TRAET NS T ADIBRERDIRIZI. /7 n 74277 I N
BRoFiclstE2 b0, 2, 14—22 BICARLT Y I T7HEHR, OFEF|H
LB, QRN T Y I THREMERE. @37 a7+ A7 5 I RAOEREEFED 3 BEC
DUV TDHL dsDNA FURMED L A AT 72, EAIFILBE LB L T, 7 a7+ R 7
7 X F~OZEFERH THL dsDNA FUAEOF BERIE TR O b7 (X 5),

seline n

7

«

H4 ZBLEREFICHECHEET 559+ LE2 28 (Tops) H5 FEFIRAvFITHITHHdsDNAFLIAEDZE L
4 Bor vs PBS 4 Cye vs PBS 100 -
3 2
~_E :.E ; 80
i g <
= = g ——Bor
. . § -=—Bor->PBS
=] —+Bor->Cyc
S Ty 2 Y o £ L —=-PBSSCyc
i i T 2 2§ 3 1B EYEFBEMEL,
- z 3 :- i f ;: . —é é‘ RATEMATELETo1=.
‘5; < —if 3 ; —i i ,: 2 *p<0.05

Akbosterone Signaling



D. ZE&

SLE X272 BCHUEADEL L N OHAEDIRIRRILEIC L b 72 ) BEENREOE
BT bH, LIz > T SLE OREMINE L LT, BEHBEEAZEIICHED, o,
ZHERANCFRIE T B 7212 B Mg D I EAIRICE A FUREAMEOFIENEHTH
DT ENIFREND, BT Y I TIIAHER PRI 2T 0T 7 Y — AEEETH
D, BREEBEICTTHEDERELL TS, BTV IT0Fas7 V—il
EILL 28X F A0F 7 OFRBIL, PMREA MLV 2 EFHEE L (UPR: unfold
protein response) , 7 AR M=V REERT AN, BEIS T Y UEFLDETEE Y
NI BEBOEALRTEEMIAILIUPR 282 Lo, ZOEDMOMBL Y a5
7V — AAERIOBRZMERE, ZOX I RANT Y I T ORRBFEN G, Z2REF
BEE7Z 0 C7 <, BEAZEEBZ IO &7 2 HRBEER BMERBICH L TH, AL
TYITHENTHLZERTREND, BEIC, AT Y ITOREIZLY ., SLE
BLON—TZABRET L~ T RV T UPRIEMILIZ LV dsDNA Hifk % EAT
HIEEHBEATEE L, — T ZABEOIENIH S, AFHENERT 5 Z 088
BENTWD, 2, BBEEGEFICBWT, ALY I 73R/ a7y o,
Rituximab (2t~ HEMERISOJRE TH 250 HLA HuiEZ EAE T 2 REHIEEZ BRI
TR —=VANEEL T ERHRIN TN D,

INDDOEREE D EICEIEN SLE IZHT A RAT YV I T OFNE - BEMERER
Bra ER Lo, AIBBRTIX, BRMEOFMZ 8, 16, 24 HWE 21T 12, 24 BT T- T
BY., ENEFNOEBIZOWTEDOHEREZ A5 & Pl dsDNA FLiE CraAiLT Y
TEOT T2 RBIIRTAEME, BRIWTR GRS 8E, 16 BETidmmnL
TNWDIB RNV T Y I TOREET N OBRBEMBOEN -7 24 BTIIET L,
—J7. MR C3 B LUK C4 TP dsDNA FLiRBOER T & i, 0K T %
T EEMEA AR LT, IRERIGERIT, AT Y I TEOESEN T T v REEE LE
V. £, BTV I TEETIIERE 12 812 SELENA-SLEDAL A 2 7 23MEF L, HA
EEMEOIK T LTE Y | 51 DNA FUIK & W o 7o MEFHIZIRTET TR < BRRERE
HEIEDHAREME LR LTS, ¥ (SELENA-SLEDAI SLE Flare Index) Ti&, 24
BEIZEBW T 7R TREEZIIFTEEOFRGFID 2 4] (50%) BHO LR, &
VT X TR o (045, o, FEFHMEEE (B524BiIE
iT B 9L dsDNA FLIRI O F G712 6 OBLER L OELE) IZOW THEMIZIT- 72
LOCF f#H7 i, 24 BOMEER DOBLROZEIL 33.77%E K&, RAT VI THED
PREEZEZSEDT—HFTHDH, 2D LITFIEE B 2500 TER THHEN T
TWAAREMRH Y . FEFHMBEE (F1 dsDNA FriRfl) Ot CIEghEAR 560
AR L C WD ETREME DN B 5,

EE EAEERIIONTI2 A I VE ORBEEN 1A 7 LE LD ZELL F
LTNBZENLL 2V A 7 VELUBOBRENRFRETHS EHETEAHN, 2l
YA 7 IVE CHIEZESTIEFDBERINTCEELEZE 2 LD, FIEFITAD &, 1HE



HOFEFEHORILO T2 O G PP ik UIJERBN R LT Y I THTEN—TF
T BB IR IR TS EREETC ol 2l & %< ERa Ly ha—
NVARAAN K B IEFE AL E B CHIEIZ /2 > T D DI L RAVT Y 2 7TRETIR
Boy b — VR4 COHRIEBIIV R o T2,

CU b EEEYE SLE (2695, RLT V2 TREIEICOWTIL, DB 2 RET
HETRBE NN, — T TE L OFEFEFEENRD b, AHEFRIZOVWTIEHERSE
BEOEFIZL DL TE DAREMER H U (A% FEFHIE OB G A7 Vo — vk R
BT Z L TROERT = — X EDDAREENH D EHB L TND

E. #&5m

A EEIRRCH D TG F T Y T~ b =T AT DHRNVT Y I T DFR
PE - ZAVERERER - 8 NSRRI 77 AN R IEEA L B BT R R
WERER | A T LT, IBBREIREE DT AR > T IROBBRAT » SR E
IDEFST HTETH D,

F. BEaRER
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1) Sampei S, Watanabe R, Ishii T, Harigae H.
Granulomatosis with polyangiitis preceded by central diabetes insipidus.
Intern Med. 2014;53(15):17256.

2) Takada N, Watanabe R, Fujii H, Kamogawa Y, Fujita Y, Shirota Y, Saito S, Ishii T,
Harigae H.
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Mod Rheumatol. 2014 Jun 20:1-2.
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B4 BRI B &
ERBANERA LR EIETE (BRITE - InBEET e 5 )

SRR TR RS

HEVEME SLE \ZRP9 2 RLT VS TEREOFE R - Z2atERIERER
BHIBRZERN & Li-2FtE ) T~ h—F ADIBRDOERIZEE T 5758

oeoEE HPRRR EXERRFZEFRE-NREEE 2R
HHEIE RETIER R HEEER
WA FIWEEE B G
MEHE AERER R B

MREE : 25MT Y7~ b—F 2 (SLE) OREBRICIT, BHIO B SHEEEIC X 2 ZE
WEENET D, LL., WEEEMT S BRMROSL L HEEEOHEMIIFTHTH D, Fik 25 4
FEETX. SLEIZRIT 2TEM L B #ifa )7 v b, WEMIROBEARE #7407 L, SLE B3E& OFRMH M
TIE, BHEARIE TFh fM D & ORI A2 L, CXCR5 DES & CXCR3 DHE AN LTV > 7 35ak%k
D HIERREE~EE LT, =7 2 s X —EERRIET D & L b, TEMIA~OSENTIE L
TWAFEEM RSN Tz, R 26 FEICIE, RBEHMHEOSEV SLE BE I L TALT Y I T
B Iz, 3ERTERBLORR, MER, 717 F=r ERE2#R0 (RRBERIIEET
W), AEFIOBGITFIEEeoTe, L, AT a4 RREERESIC CORBIEEMELHIH
SN IRENERIC, memory B cells T2 kS Aah o 7228, CD19°CD20°CD38" plasmablasts 1
43% 025 T%~LZBIZIET LTz, memory B AIIANE(L L2V H B> 59, plasmablasts
METF LEDIERARLT Y I T OEBOREMENREINE, TNHORBRLY, BEMEEE
BRERIE LTe AR T Y I 7 OEHAME SLE (O3 T 2 MFERBR. RO\, BeMERIET 57200

A TFEEH

LHMTY 7~ hb—F X (SLE) IEREH2RE
JFIR T, 20~30 RO LMEITHFR L, KB TH
# 10 TADBERPHEE S 1D, SLE DRIEE
FRICIZ. B Mifa D B CHUAEEIC X 2 ZlEaiaE
DAET D, Rk 24 FEIX. HLCD20 fifk ) ¥ %
VeI LD B MFERTRROMBES 2B L)

Dz HENE L, IRERSER. 1hEE
WCHET BIERITIE IgD CD27M B M b B
e & DRI ICRIE SIS Z LR ER
720 YERK 25 FEEEIL. SLE 2B DIEMAL B #Efa
Y7y b, WEABROEMEEZHAS T
D&z EME LBl 7ty MoyEER
Hiz, VR 26 FEIL, RAT VI T CHRELR



BE ORI Y kYT S OER & iR
L. W EREAZIH LI TA A HMNE L
7=,

B. #WFgEK ik

i AL RA BR# . SLE B3 X v KRy i 2 £
L. 8 J—7uma—W A1 A KU — (FACSVerse)
2T, T HI, BHNED 7T A Ak
S L DM AR, # Ty Ml LD
%%kﬁ&@ﬁ%%@ﬁbko$WTyl7L3
mg/m> F1E, T T ERE 1 4, 8, 11 Hicks
FTHIA I NE NV A 7 ELT, 4HBICHE?2
YA I VENT RSB FERICTE 8 BEO#S
VNS RS g Al

(B~ ELRE)

R R (2 (53~ 2 Y& i, BB R o> f R
ZES, 3T, IRBCHEGRZ B/ HFFEICRE L,
BEMNLA T4 —h Farky &z BT,
WHE B 2O AT L, TR OBUE %
%ﬁwfﬁnoﬁﬁwﬁA%%%%%%%%Kﬁ
WERL ) RESTT — X 3 T E0RE VA
T LhEGL o CHEICEIE L, NEEEICSD D &
iz, B, REAEE RO 7R 2 A FEE
RfERE b D A WEEIICT D,

C. WFFEfER

(1) FEBIIE 35 sz, 2011 FEIAIEL, JREH,
ds-DNA Fifk L5 72 56 SLE & 2, BARIC
TA—TABRIVIS LE2ish, A7rA FK
BIEIE + IV-CY 15mg/kg TR S iz, R
IZ TMA %5 U, IR HRiER E N ER S h
7z 20144 1 A, PSL 10mg lZ TMER, 5.
JREEH. dsDNA HuiEfEzR SR L. AEER
HE & LTRALT Y 2T (7R pEEX
iz, 2014 FE 7 A, THRORE, REBZRD
SLEDA=12 £ %ﬁ%ﬁ%ﬁ?%b\ﬁﬁn%

& LThTy 17 (B nksEInl,
UL, 3R FERENSIE, Mk, 7 v
TF=v ERERDT (RREBERIEIEETE A
V) RIEFIIE &Y AT m A FREFRIED
Felfi sz,

() RNT VI T X DI (2014 4R 7 H)
FL. CDI19'IgD'CD27 naive B cells (X 16%.
CD19'IgD’CD27" central memory B cells i 75%.
CD19'IgD CD27" effector memory B cells % 4%,
CD19'CD20°CD38" 43 % &
plasmablasts OB BEE TH -, F .
CD3'CD4'CXCRSICOS @ follicular helper T I
D 1.8% LHIIML Tz,

() RVTVITICLDIRF% (201541 1)
W RETEENE I S, SLEDAI=0 & 72>
Too FETo. RMIMLY o RERO TN TIE,
CD19'IgD'CD27T 9 % .
CD19'IgD’CD27" central memory B cells i 69%.
CD19'1gD"CD27" effector memory B cells 1% 9% &
B e KAk 2 R O e oo T2 D
CD19"CD20°CD38" plasmablasts 1% 43% 72> & 7%~
EERHIZIET L TEY . memory B AR L
RVDIZ LB 59, plasmablasts 2ME T L72 D
ERAT Y S T ORBO RN TR S,
7238, CD3"CD4"CXCRS'ICOS™® follicular helper
THIIE S 1.8%725 0.5% A LT,

plasmablasts

naive B cells

D. B4

X E T, SLE B3 Tl effector memory B
fitl <> plasmablasts DEIE 53 B Ak 2 FIE < 2 Tth
MO EMEMLEEMBET2Z &R0,
CD3'CD19°CD27'CD38 TR E M ~D o3k & &
Wit L, BOHEOBRIEELZHE L TWDH
REMA R L TE T, SB. AT Y ITEEH
L7ZBEIZBWT, AT A RRERESZIZT
RABEBESGE S BB EERIC,
CD19'IgD'CD27 naive B cells, CD19'IgD'CD27"



central memory B cells, CD19TgD'CD27" effector
memory B cells IXVEIRIZ £ U B2 Do 7228,
CD19°CD20°CD38" plasmablasts I% 43% %> & 7%~
EEBRICEKTLTWRE, £,
CD3"CD4"CXCRS5'ICOS™® follicular helper T #f
(Tth) & 1.8% 25 0.5%~EA LTz, RAT
VILDEBEEIAEEFERODIIHIEE Y
AT a4 FREFENHEIT S22, memory B
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