264 BEREIZH T3 [g64 YT S AHEHREARTEDEA

RERPERFARELHRN  ERRREF
NEmARSr  #ErehE] HUERT =AM

(5] TeG4 BRERMBIIIE Te64 O EF & Te64 EEATREMNAO LR~ DRI R & 3 DIBMEIIENE
RETH D, AIRBITIT D 164 DFRRTEFRITNEIZNHATH Y | HHEWE T MRS M LR35
RBIZRES LTV LB Z HILTNDDS, 1864 BEAEDS Th2 A b A AZK 2 BRIKAODAR Y 7 m—F)Lielg
PRI Z 2 b 00> FED B CHURORERIC X 5 B MIEMLAMFET 2528 5 DT B3 Tldany,

FZE BY] 164 BB AR MB35 5 164 72 5 A H CHUEDIR & 7 O/SHIRORIE % BHY
L LT,

[H1E] 1G4 BEEEE R R FE NI TG4 2 W35 BTt b 1G4 & /) 7 u— T UHEE S N o VESE I VRGEE
E—REAER L, S A F A= AR Hela FlAHH & OGS, Rk S-St % SDS-RY 72
UNT R REZIKEI L, A— F T V47T 7 ¢ — Tl LB MTE 1e64 D35S T 2 HUROE ARG DREIE
BRI,

[RER] B MY TeG4 OFERT DA G0 H PRI Shieh o Tz,
(k8] SEIDFRERNOARBITINNT 164 Y77 7 X B EHFURIFRBIZEES L TR ATREMEDSHER] =

Niehs, BEHURY —2 & UTAW MR OZERIC & - TR DERME LD TR R S TR Y |
SROBEFRE L Z 2 b,
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164 BEERE LRI ZEE L =SS v v LT VRO R iR b FaRaT

ERERAFERRFES || REP T
2E ¥ HHEHRFT ATEEF F R HEEZ'  AEEH°

(=] 164 BEERER Gl Th2 BEEA b Ao L ORI, TeE HiADREEA, CD4, CD25 BRtED
HIFEIAE T HRE (Tregs) BN, TL-10 R0 TGF- B DIEMALA L HAL, ZDFER, 1g64 DOREASRRHEMERF{LL35 |
TR INBD EBZ LTS, 1g64 BERBOZMEMEL, OMiEEa070% 1g64 MIE (135mg/dl LAE) |
QF R LR, Tg64/ TG BB 405 ETH D, Lo L, IfiF IL-6 DEEZ R TZH0
PEF ¥ » A= ARIZRBVT S 164 BRERBORWEEL - TIHERH Y | BITE, 20 2 >OHRESH
XA D BB TR, AEH A1, Th2 HIREOTEME L, Tregs X° Thl HIFROHEEERIHI, B MkaORE M
R B REE- L Ta IL-6 & Tregs DRFERAY~——CTéh 5 FOXP3 Z VT, TgG4 BRERE & it
X v A/~ ARD SRR LRI FTRED R L C AT,

(BB LOUFEE] it v v 2L~ R GERRBD . ¥ v 2L~ Vg RE T A & 1g64 B
FREB LW U7 7 311 (U e 1, B 1, RBAE S 1, Jifs 1, MRRAR: 3) & AV VT, 1G4 (HP6025 ; Binding Site) .
IeG(Polyclonal ; DAKO), IL-6(10C12 ; Leica). FOXP3(236A/E7;abcam) ZSfSfiik(laciat Ly, *
Teo MA DT Y (OHT7. 0) 12T, IERBIROE AT LT,

[ER] ZHiES v v 2L~ R Cld, 1e64/1eG BT ALY 40%20 L2 R IBEshMEEGRD &
LB, IL-6 SRESIEORE RN 245 HER L CU 2, FOXP3 DIEHIIA LT, It e EpE,
BREBICZERE L CWe, —H, v v A0~ VS T 1664/ 16 B ERIALLDS 40%LL FC, IL-6
3RetTE o7, FOXP3 OFBUEL . IR S B 7z /e oTz, RIZ, 1G4 B2 MRMEMRI LoD/
UWNERZ (TG4 (-) ], MRMEMERE LoD B ST [TgGa—f (+) NZXAy L, [E—E ) HChat L72FT, 1G4 ()
TIXIL-6 13T L ERERER N B S D, FOXPS itk U o/ SBROOBENNSERD vz, 77, HE??E%&IB@%
M JEBE, BRI CSE0RE LTy Ve, Tg64-F (+) Tl IL-6 IZFatE~RERRME T, U o SBREEFEEA T
SET2Y, FOXP3 Bt U v SERODAR T 253880 Hiniz, E7z, JERHIIRREIX B /e o7, Mo IgG4/IgG
BRI K & 722 B TR D o 1203, TG4 (+) Tl 1G4 B DR RIRaEA D 72w MER D3 3 - 77,

[fFE]  ZiES v v 2L~ 9/ T, IL-6 OMBFEBRICHE D, Tregs 0)1%%’@ W B Z > T 5 &
EZ b, —J5, 1g64 BREREETIL, U o BREEFEINIC Tregs ORSRETLED TR HAVZ A8, HRkErnE
(bR, U L SBREEFEEMN 2 72 BITOH, Tregs OESREIIHINIB Z > T 5 k%x b, Flz, IO
ARSI B ORHEMR LIZBE S L QD Z L AVRIR SN, 4%, ZHMEX v v AL~ 98 & Te64 BE
SRR 5 1T, [L-6, FOXP3 DSEEFEREL 720 9 5 LB X DL, JERIORE 2 AEhsE bz
VY,
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164 BREREBICHITD 1864 U 5 AR Ay FEESFOREMT

FURKFR AR AR AR AR R EHHEF SRR |
FN KRR A A i el O SRR B R RE S R e SR A R S e 7 B
FEHEAN REESR' SREFME PARE AT hREE: FREZ

[B#Y] IgG4 BREEREITMIE [g64 OO F5- L AR~ Te64 B MIRODIRE A R & 3 B 2B R
BTHD, IHEER SN TWAEREBTHY ., BEREICOW T T TA TS, R - FRBICET
B ERESEIA5CTH D, B2z v | AEBRE ORI AR L OVEBFNCRT 5, Th2 Hifks L Ot
Treg AMIADEENN, ENODEATHYA M IA O EFNHE S, 1g6d 7 T A AL »F & OEFENEH
SNTWD, SEFR LT, AECBITS 1g64 7 T ARA v FTUEDG T A =X LEZR LT BT,
PBMC 3 L ORI 61T 5 TeGA RFERY72 b ONTIFRRRY 7 T AAA v F A F DFEB A TEEPCR Theat
L7z, S OICASEDIRIA - HEICBHET 20 FAMEET 572, DNA 7 LA &7 o7,

[5iE] 1) IgG4BREER, S =— 7 L EERE (SS), @A HC) DPBMC (FHEIULN=3), LN Ig64
BEhERE (N=3), SS (N=3), HC (N=1) DIVEMERARE Y RNA 24t L7z, 164 FRRAT T AAA v FIZB
T DT L LT, Th2 %1 b4 2 (IL-4, IL-13), Treg %4 M1 > (IL-10, TGF B). GATA3, Foxp3,
IEERA 7 T AAA v F IS H45F & LT, AID, CD40/CD154, IRF4, BAFF, APRIL (D3&HiZ% %E®: PCR
TH#EZ LT,

2) G4 BEREREE, SS (FALFNN=3) D OERMERIRE FAVCDNA 7 LA 2fTo72,

[FER] 1) ToG4 BRERBIZIIT D, 164 FrRA) - JEIRRI T T AL » FREES T ORBIE SS BLW
HC &l T 2,

2) TeG4 BRESRED ORIV T, SS B L CEREIR L QWA FERREF TH D,

[#E5a] 7 7 AAA » FICBRET A Z b DS F08, AEDRK « FREIZESE LT\ RTREMEA-FFRA L7
VY,
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1gGA'MOLPS (1gGAREE ZligiaR ')~/ IEIBAEIREY) DMFEAIBIETFHEFN

ERERKEREEFRAN
RIEBEA SHEE IBFT EKMEA MLt #

HAY : TeGAMOLPSDJFRE - JRMENT A B LT, LA T D 2 DOffTa#Ed T 5,
(1) IgG4'MOLPS DEBEFRYM Y > BRIZIST B R T 22 U h—ITA1T 9,
(2) IgG4'MOLPS DEEARIHMIZIST HIE T v T 4 X 7 A %475,

BB FIE -

(1) (AR LOEEOIERATRICIT HARMMIY > BRIV 2 RNA 9271 & UThiE L7z, DNA
~A 7T VAT OTT > M 74—k UL, Affymetrix #:Human Gene 1.0 ST 7 LA %]
F L. GeneChip WT expression kit ¥3J:TNGeneChip terminal labeling and control kit {ZJ¥
T LT TN A T ) B A RSRT T Y 7 b U7 & LTl Agilent ftGeneSpring
version 11.0 ZFIA L. \Ef/ AT A 5 —H~X—R 21T Ingenuity Pathways Analysis (IPA)
Z Wz,

(2) a7 7 AR TTERIKENN DRBZRDH H ARy M LT AN 71
VT4 TEENEEE AR L CREEITo 7

HEoR -

BE B IO ADFEH/ ¥ — % Principle component analysis (PCA) IZ X ¥ 3IRTTIZEPIIE5 &
B HMBIZHMT D T ERALMNNI o7z, IBFATRICBWTER) LB Fatd 28 &bl R
RRIZ 0 b T BE TEH L QW OBETHEAME Lz, 2o X9 U TELNEEB T REOME:
RFET D & SEORIEIZ BT ABIE TR E AT U RIEMF-OIEE & O 0 RTINS, BIfE,
UTNEALPRIZE DNV T =g UaEDD L L b, TaTA 7 A& OFta % B L CHIT
ZHEDTUND,

ES

w
&

ARIITRL 2T =5y N EDOT—ZOME - HikEED D & & bIT, FRERTAFSROHEICHIM T
5 &9 B FREDRIEZHED TNE TV,

&
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15GA'MOLPS DRI A 1RERRIZR DB IR R

SREN A IRRERRE
EABES  ABEAGR

B : FTREOBMIOZDIZ, 2 DORIFRAEGERIFZEE D TN D,
(1) IgGAMOLPS (IgG4 BEEZNEzs Y o HEFRIEGRE) DOZWEER IR A T A U EfMESLT 2,
(2) TeGAMOLPS DR X OVERESNROIRIZEIA A igsa, BE5i. Mk~ — 0 — 28R
T 5,
AT RERPRAE,
1. WHEERENT OO © IMIN :R000002823
[TgGA'MOLPS (IgGARShEZLNgER U o BEFEFEERE) | Castlemanfii T DD v—Mmy 707 IMfE
DEERFEWIO T DR ILFRTFRIEEERIZE)  24M T, BIZ40FILLE
2. IRFEIEEFENLOT-HO/ZE : UIMIN :R000002820
[MgGAMOLPS (TeGABSEEZNAS U o HHHIE(RRY) DAT A NIBEEEHZIET 572D OB TS skt
EIRTREOIREEITZE) © S4BT, B1Z46f
PR B S AGRES K OYERPEGRIT,
201046 H 25 RBIFE, 19fEs% (@IRERKT, RMARTFRPL. BB E - #— [BINKFE, BILRFE,
FEREERE, BERESI vt & — FURERIRE, BEERKRT., SRRambt. BEERTE. RIRKFE,
ERSTEBAIRDE, BUERT. FERT. MIPBERNT, BRRS. @R KT, mfRs, DURGEIE) TR
WHEEESAR TR TCND, 05 LRI TERIEm S AR D O (X126, F2WrZE0 A Ofisk
Thiagk CTdb 5,
2010476 H 25 HEIAE, R2WiFovasfil, TRIEIFZCOBIDIERIDN B GRS LT,
FL:
B HEER DY OFEFADER N L 0 #hx I mEEBSAGRHSI G . BEREF b EFRITIE R TS/, A
FEDTCARBBIR BRI 5, L VEDENE LTV A BT 5 T2 IR ARBERIIZE N LA TH Y . 51
S IENBR7E AR 2 BB L 72U,

G229
EHEAAE ESEDNE X CREEZENHADIE, BEEE VD D02
IEARSEAE « L<oh A,
JSEAE « B 100 SEFIN M T S To DD ?
IEARSAE ¥, = RARA V hEF-Z VRO TR LT, 40 ] & b7z DSFE AL 100 i3 &
WHZ ko,
PefBdeE - B VI BIBRANIC SN LT 503 D) 2
TEARSEAE « @RERITERY FIDIZZ DS, RELRDITHEEFI TAT v A RIRED EORREN 228 5 32,

- 156 ~



HIERRFRIRICH 175 164 BERE~ B Rt R TR~

BEPEER AR NBIFE = CHERHRNED
s Fn—

THLARTEIIC 30T 5 1G4 BRERAITIZE OB MEER . B EMARE 2570 K03 5705, FTciT 1eG4 BRERE
B L L COHE O RolRA ODY?T’ETZYT EMEDRR STV D, AFICRIT 2 B ettt
TG4 BREREATEE Z LD, BRI A FTA bR ST, BOK CIIFFEnZ b B 5o MERER Dl
Bl ENTHEINTEY, b2 alE LIZ2iEEDOER b sihvoobh 5, UEEERIC, b
ENZRT 5 B DA kiUl%&@&ﬁh@¢;kﬁékmﬁﬁﬁ$kbf®U%oﬁ%¢m_ﬁ
WA deEE LET,

[FEe]
- SEBE Y 3 D23, fibroscrelosic DI~ & Y LTWAHDE, LTWRNWLONH B,
- BRI e L AR D DR GBI ?
- 0.50.6mgkg HAIDHEIL 2 BRETITO,
- duration 1% 3 4%, 3 FLUNT Q0% EXEFET 57 —F 03D 503, 2B TR IELTH
720,
s AT A REBWEEIZ LA Z 2OV T RIS biopsy & LEENZ & H&H 5, HAITZERCP
BT BHN, BKTCIIFRADELH VE LWL ZA LD D,
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164 BEBAE DM ESE(ERICT 1T

ERRFWRERE Vo~ T - BREAR
N 3esh

LgG4 BEHEEYE DBRBRES DL & BRIESTOERE BRYE LT, BABIBFE 2OV —F v 7 I N—7"T
BB eG4 BHEBEY —F 1 7 70— MR L, 2009 4E8 A 30 HIZE 1 EEHS I TR Sz,
2010 4F-6 A 16 H, M D% 3 [El=iE Tl AABIRFSMESEELZEST201045 A 24 HITARI N

[TeG4 BEERBME DEEHIRERAAVRE A B & 0N T B 72 b DO sk HLF% 7 RAIRET (1gG4RN study) | DHF
FERTEEDER S, ARSI FRRORIFEN A X — N Ui, ZAUL, 20104E7 A 1 HXY 201343 H
31 BECOMMNT, 50 fERIZ BARIC, TALE T SIVERFORMSUL S AVTTRERZ 0N, BEER
FTR., s R, BAERFTR., MR LA R DV ISR R D 1g64 BREEEN SEh B IE
% BASED BEGK LT, BAEFIOBEREARZ —F XY VAT A MU UBRRE, FEHRETEIT
HETH 5,

ZIETAT LT, MgG4 BHEBREDRBMIEME | 1ERA~DE Y fiA b A & — b Uiz, HUAGREERT R 1. %
HALR Y 7 SER - BRI A AR E 5. 2. R 40%LL 1T IgG4 MR EMIa CH 5
D 2 B ZWH- T HEEE R TH D, ZIUTINZ CBYRERCHEA2 AT R & LT 1L JRAER & 3RO
BRI B MR R, 2. BRIEZ B2 TRNAMEMERR, 3. B SEEMEER, 4. [REE
KD BTV EEMER 2, 5. PAM Y42 C'bird’s eye pattern” & U 9 RHEHIZ LA LS | 6. Bligz Y
VNIRRT, FHBEREERH 5D THEAEMH L, Zhb THEEOAFHRAIZ L 0 IREEDN
FHRODIH Ty = — 7 U BB AL D BB R O X 9 22tho BB R L EBRIMTTREN & 5 hE et
Do TOBHT, BOSEHERCIZ U v VRO L 9 725078 1gG4 BREREITAE S VMR 2 & BLL
SMTITEA B33 1gG4 BREREBDINE Z O EEMBR & G U, BEGZWOR FtEE B A
ATE TgG4 BREBRESWIELIE] ORELITTHTETH D,

ASEE T, LLED 2B I BfEE COETIRLERET D,

G ==9)|
g des: RN A ERT 20O THIUL, latephare b RIZFNEY, BaBFAOENE LT,
INESSEAE ., PEFESEAE « TPL OEFIEF v v 2= AR TR DD 2 1864 & LT URWITRNDTIZARW
D>
JIEFSEAE © v v AN~ URITEE LIz, U o Gk CId IPL L lrShs,
TEEFSEAE BRI L R U FERICER LB 2 bib, BIIRMERDH TR T, 220DF AT
DD D TR, BIREIIFEA R FATRHDHEBEZLNDHDT, HAFROATERELSETD
HIHERND TR s ?
JIBFSEAE BRI L LI U TR Y, AB%BEATHRE LT,
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164 B IR AR B DFS I E(ZDNT

BILXE RMEEEt 52— ERKFEARF BRI 2R RL -
KRR 7 LILEF—ER % — 7 LUILA—RR:
WHEF BREEET: R

IgG4 BHEZERIL, IBaRRETICI00T D AEMAEE & SR LR L > CHE e L BT A B 5
LT EDHBITND, WBEOHRE S, MREMEGIER, 2B LMk, BIEMEMR, HEm0eEE, Mk
78 RIEOENOMEE - B EOREL, O TEE THD,

IgG4 REEZERIZIIT HIERESRAL, BEE T & 2 AENIMIBWTEHHlod@s Lavia, IgG4
R R OlEERAE DT T, BEEEIIE BN RSN TNWD, HELINE TlE, MEkEE
EBAAR D BEEREE OSSR S 3L TR T FTREMED & 5,

A, MERERER T —F% 7 7)—7(WQ) Tl BILKF & SIS TR Uiz 1gG4 BRHERRRER 50
BlERET L, FERERRA D D LB Z DITR 30 Bl D, MgG4 BREMREREE) OBWIA~OFRNY &72
BHETRAR LT,

TNETIE, FEEIERER (MAEMEAER) OREMERE (BEMEME) MR 1gG4 BREOMES
EEATR.E U TS S CO7ess, TNEWNIABNAIEEOFTR.E LT, LLFORNET b,

(1) KEZMEREFDORENZ,

(2) FORERL LT, KRBT T AN LROEEFICED T T, MBBOHLEHREEI TR

bihd,

AR ZSZE Cld, O SEEMIBERRZA & 2720 | MBI IgG4 MIRREORD b2 & bbb
b, FOBWIIES TR, FRNY LIRDFTEMND, EO LD ITHEREREEZET L T e, WG
THETLTHOERZLY,

FEEHIZRTHCIE, TE BT O 1gG4 BhEEBEFIOMNRERER-CEGR DT — & BRI T
BV SBITZFEOMRNE O ZHIBIME TN EEZTND,

[FEE]
- ESREA D DB RIIBILEDO Z b DM, FIIE I M2
« BRI AR ERECORED LN 72 O T ERERAHEINT b0 2 U TR N X FTRE,
- FERERTE VT CREWTHSR 2 DI~ 0 55k,
- Fi72 T OREBIORT R 2
TR -TZH D,
- BAL 73 EORTRIL?
« BAL [Z2< FrRIT7en B2 s,
cFREBNIRATOA NREEZ L TN\5D,
- UL SEICIRE L CWBIER S 85 D2
- ZHUTD B |
» broncho-vascbularb band 1325 bidd 57>
TRRIC Lo TRV EDLIRWERZ,
« Ui LR &L < 72 B DSBLIRBEOIE 72 I3 b 720 2 E DU,
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164 BEERAICE T D 1664 Y T 0 5 RBEHAKRE DA

RERFRFREFR BRI RES
NEwASr  MEFhE PIRE  =HEH

(2] TeG4 BREZEABILMIE 1g64 D EH-& Te64 FEAEMIBO Ll ~DORE % FHM & 3 DB MESRENE
RETH D, ARBITBIT D 1g64 OFFRBZITNWEZARHATH O | HIEWE T HIF-CRAE M R
REIZBIE L QWD EEZ BTN, 1g64 BEAN Th2 YA M A AZ X2 BRIRAOR Y 7 a—F)LipiE
MAUIZ L Db D0y, FFED B CHUROTEIZ X 5 B S LM ET 2008 9 DNEB B> TRV,

(3B A 1gG4 BB BB INIEICRT 2 164 V77 T X B EHEORRT & FOSHIROREZ B
L7, '

[51E] 1G4 BEhERBERF M 1e64 255 W7k b 1g64 F /) 7 a—J UHUEHES b SV EIE I VRGM:
E— X2 L, PS AF A= A% Hela MG & BOS S8, TR S iiid % SDS—R U 7 7
UVT I REXUKEIL, A— T VF 7T 7 ¢ — TR LEBE I 1664 M3FEET 2HUROE B ORIE
BRI

DR BEIE 1eG4 OFEHT 281 50¥2 B CHURITME Shieh o7z,

(EE] SEIOREEN BDARBIZINT 1g64 377 T A B CHRIRRBIZES S L UV VETREMEDSHER X
Nz, BoHR Y — A L& U THWARIBERROZEFIZ L » TR ARERNME LN D AIREM R I NTEBY |
EHOBFREEEE 2 b,

(]
MR« B EHURITREIC X - THEIEIE 20% & D3vE < T 80%FREEZ2 DT, FREASHE QWD BE S A
ThDH L NEEESTHLERD D,
NS« NERAHAOd Ly, HIlEER 2 28 L TR D HERDH B,
HE : Hila %0 5 4 MT 2
I - Hila MO 72 BRHIE, 5L < BOPRERET2EE LTz s B,
NI - R SEAE DRIFSED B CAEHEER T B CHURE T2, BRI 5 B BhiiR7e & Lo
TERD 0Tz, Hila HElELISOMARE L 2
) - EERAERR A AT LT B,
fEH : 1g64 TriROREHEIE monovalency I[ZBNK Z & & Z D affiaity DIRENH Y . ZORFFEHFETITEE L
LR, ar ba—nd Ig6d ZfF D 0y, B EOFEEEERER L TS 1g64 2R L5 E 50?2
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1664 BERE LB E L =SS v v RILT RO b P aREt

EREMRKFERRRES || REP I
28 £  SHBRF ATEEF F R HEEZ'  (HREBHR’

[#S] 1264 BEERERTIE Th2 BBV b A1 » OFRBTTEICEE N, Tk FUADEEA, D4, (D25 FatkD
HEE T A (Tregs) OHEAN, TL-10 <0 TGHF- B DIEMALAIB BAL, EOFRER. 1864 DEEAKREMERR LS5
TRZ END EBZ BN TND, Tg64 BRERBOBMEIE L, OiiEFH72m 164 MiE (135mg/d1 LLLE) |
QbR AN, 1e64/1eG BEMTERIIEELAS 406 ECH D, LA, MiE IL-6 OFEfEE R~ TZHu0
P » 2L PRI T Y 164 BRERBOBWEELR-THE0H 0 | BfE, 20 2 >OEEZH
KB D EEHE TR, AlBlFk 2 1T, Th2 HEIBOTEMEAL, Tregs <° Thl MROHERERH], B HIRRORZEHM
RasH iz BIE- LT IL-6 & Tregs ORFRA~—— T 5 FOXP3 2V T, 1G4 BB B L Zr it
Xy v A RS LR BB R RTRED SRR L C AT,

[FBHS L OVHIE] S v » A= 0 G . v v 2L~ R (T ER) & 1664 B
FEER LT U7 7 B (U 2o S 1 S 1, ARASS 1, i 1. MEEARRR: 3) % AV vC., TG4 (HP6025 ; Binding Site) .
TgG(Polyclonal ; DAKO) . IL-6(10C12 ; Leica). FOXP3(236A/E7;abcam) Z$afSfHfk{ AR Lz, £
7o B PTGt (pHT. 0012 C, ERSHIIROA AT Uiz,

[RER] i v 2= A5 i, 1e64/1g6 MBS 40%LL 27~ 3 lidge 03 EEGRD &
AL IL-6 BRMEMEOTVEMIAASEEHER LT\ 2, FOXPS ORI A LT, AR mE EpE, &
BB SEEE L TV, —F, v v AL~ BB T 1864/ 16 MR ERIIREEAY 40%LLFC, IL-6
VIR 77, FOXP3 DMK . JERHIIAY B2 7a0 o7z, IRIZ, 1G4 BEERBR A MRHEMRE LoD 7e
VBT [TgGa—f (-) 1. BRMEMERE LD B SE DML [ 164 (1) NIZX 4 L, [Rl—E0R R Chat L7, 1gG4-f ()
T IL-6 13atECU L EREFERS BN D, FOXP3 BEiE Y o7 EROBENIDSERS bivle, £7o. AEHREs
A% B, SEE AP AR L QU e, 1g64-F (+) TIL, IL-6 [IREME~REERGE T, ) o SEREEFREIT
SE7= 9, FOXPS BEMEY o SBRODIK T80 bz, Fio, IERHIISEEIL E L7z 7eh o Te, MiE D 1g64/1g6
PRI R & 7o R T 2 o T3 TgGA—f (+) Tl LG4 IO ERINEED D 7o\ MBI 8 5 72,

[#38] ZhidkEFv v A< 98Tl IL-6 OFEFEHIIHE N, Tregs OIREIIHINIBZ o T\H &
EZ DN, —J7, Ig64 BREREBTIL, U >/ SBREEFEINIC Tregs OBSRETTED SRS HAVIZAN, HHEMERR
AEDSEETR, U L7 SEREEFEEAN 72 < T BT, Tregs OMSREMIRINNRB Z o TV EE 2 bz, F7-. B
HIRE SR BB OB LIZBE G- L QD Z EAVRIR EN T, £, ZHOMEF v v 2L~ R & Tg64 B
EREA R LT, IL-6, FOXP3 WEERGEYA L0 5 5 LB Z L, FEFIDE 2 HMENIE DT
VY,

(]

c VAR TND END T L

- A LNTIIE R TR,

- TG4 BHERAB TO~ A /LB L 2

- TGF- B & &> 5 T2 B I DBHEN & % DT,

- tnnltiple eastleman disease (% IgG4 DEIEETHT-F 2
- fiife g

- JPEREEAOIC MeD & TgG4 OE DD
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1g64 BREREIZH TS 1864 U 5 RARA w FEES FDEHT

FRKF R R AR SR PR B IR SRR S
TN KRR AR Sl O P SRR R AR R SR A R S P ) B 2
PEHEA T WMEER' SRERR PRRE WA hHEE: GEEZ

[BAY] 1G4 BHEFRAERIIMIE 1g64 D EF &SR~ 1e64 M EMIINDIRE A R & 3 2 &5 MR
BTHD, IEER SN TWARBTHY , BHREBIZOW T A TS, JEIE - FREEICESd
D EREEINFUNIRT2TH D, HaltlZ/2 Y | AEEFE OARMM IS LOWERFTNCIRIT 5, The fifais Lot
Treg MEIEOEENM, N6 DEET DA M aA L OEFNEE SN, 1864 7 T AAA »F L OREENRER
SNTCND, GEFEL L, NECKITD 1g64 7 T AR v FTEDS T A I =X LEHBNIT HT280,
PBMC 35 OV 2351 T D 1G4 FFEREY 2 & ONTHRFRAY S T AAA » F RS T DFBL A TEEPCR TRt
L7o, S OIZASEDIAR - JRABIZBHET 50 F AT 5720, DNA 7 LA 21To7z,

[FIE] 1) TeC4BREARMA, o =—7 LIEERE (SS). A HC) O PBIC (BALEIUN=3), BLUV Ig64
BREE (N=3). SS (\=3), HC (N=1) DOEMERARL D RNA At U7z, TgG4 #ERAYS T A AL » FIEE
BT 507E LT, Th2 %1 A2 (IL-4, IL-13), Treg ¥ bhA > (IL-10, TGF B). GATA3, Foxp3.,
R 7 T AAA » FIBHET 543 F & LT, AID, CD40/CD154, IRF4, BAFF, APRIL D¥&Hi% =& PCR
THER L7z,

2) IgG4 BHEFR, SS (ZNZEHUN=3) O EMEEIRZ FV\CDNA 7 LA 21T 577,

[RER] 1) 1G4 BEEREICIIT D, 1e64 FREAY - RS T 2R A o T RIS F DB SS BL O
HC & Hlat T B,

2) TgG4 BREZRRO MEMERIRZI\ T, SS &l L CERIR L CW A FEBRERT TH 5,

[f&am] 7 T AAA v FICBHET 2 2 b D4FH, AEOFR - RIS L T\ A FTHEME A7 L7z
v,

(GEEer]
EHE . IRF4H31[B] B CHEMNTLE LTV Dimuture B-cell &9 DITERENDB—cell)>?
P BE L EREIH TV A,
FHE - SRAHM Y > SBRCAIDDITTE LT D O FBIHRIZE N,
P - AIDDSTUHEE L CO D ARIEMRD SR A T TS E B2 B,
HE - RNCR U TRET L TRR LYY,
AT : 2 TIEITh2BNL72A3, ARIEM CIIThIMBEL S WV D Z & b BT 5, ZOMMOBEERDtol1-1ike
receptorBEEE L CWA EWIELH BN - - -
P« E O MRRICEE U QIR L QU DTIE S 72V A3, BE L QB RTREIMEILdH 5,
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1gGAMOLPS (1gGARSE Shiian ) v/ \BETRAEIREY) OMBFRATEIETFIRMNT

EREMKFAESEEIZ
RIEEA SHEE ITHEFT KEEA ML.#@

B89 : T6GAWOLPSDFHE - FERARIT A HHIL T, LIFO> 2 SOR i TL 5,
(1) TgG4'MOLPS DOBERMMY o SBRICBITA TV AT YT I“"Aﬁﬁﬁ%ﬁ? 5.
(2) TgG4'MOLPS DEEARIMIMIZIST DIIET 1 T4 I 7 AT 21T 2.,

ML Hik

(1) AR LOREFOIBFRAIEICIST 240 Y » BRIV 2 RNA 24 7)1 e LTIt L7z, DNA
<A aT VA DOTT v b7 —2bE LTL, Affymetrix #Human Gene 1.0 ST 7 L %7
F L. GeneChip WT expression kit 334 (NGeneChip terminal labeling and control kit 12 ¥
P U TAT N TN oA T ) F A XS ff/rY 7 U7 & LT3 Agilent # GeneSpring
version 11.0 ZFH L, BT AT A F—H~_—2|Z1F Ingenuity Pathways Analysis (TPA)
Z Nz,

(2) a7 7 AR ROTERIKEN ORBZEROH D ARy Mt L b H) /7|
T4 TEESHEEAFIA L CREETT- T

TR

BB IO NDFEIR % — % Principle component analysis (PCA) 124 V) 3RITIZEB S5 &
B DAMBIZHIT 5 2 LA LN o7z, TRRAHRICRBWTER) LcBE a5 & L bic, 7
REIZDD D BT BE TEE L QWA BETFHEHE Lz, Z0X 510 U TE LN EENEETREOMEE
RERT D & SEORIEIC B D R FREN S AT D FIE R & DR8I U N TARE L5, BITE,
UTNEALPRIZEDANY T = arailfdd b L bic, a7 A7 Al & Ofta % B U CRT
DTN D,

ERBIIER 2T — By N EDT—Z OIS - D D L &b, TRRCTEESHEOHIEICHIAT
D19 I BETRHORIEEED THETYY,

ES

(\V‘
&

[FEEs]
s FOBGFIIR Y NT—T 20> TND0?
< ADITIEDOSTUVRY,
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JE A= S R R e BT R M R FE ST AR T JE S SR SR8 B 45 B TR 58 Ig G4BT E LAt U o/ MRl IR BB (Ig G4+ MOLPS)
DOFESLDT= DD B H Y FI—F 47 201082 A11E@ KT V&R REPRBZESE ERAY<Y —

RE RSB 7077 A

JREL 2 W T — L

o N SO 77
R RSB 4
AN e
BE 2 kA&
B MR ek
Hl& IEK ER

(W LR B R I 5 )

(G BRI - KF BRI R SRR A )
(B IR R IREL Y TAR)
(REFRFIREDIE )

(BRI D)

(BRERKY mREZENRS)

SEF S LT —3a v
BRIR 7 LB I3 RER 2 43, TRERFRIZ S &

oA W N

. FUREE
. PG
. BRI
. ALWREFR
. BRER

Gl

RE
R

PRHEAN B, ERFEZE
FRNNACR B
fefRsk ok
AT E
hEBRERA
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A BRI ISR R B AR M R 08 TR B JeGARBIE L iBas U o /5 B (IgG4+MOLPS)
DI DT DDOHFE] $— R —F 47 20104E8A7TE @K T V&R REE P RBES  EM Y~ Y —

faER 4 BUIE K R e HYE_PFHEAN, FHZEZ
Rl 77 %, MR &L EEEF o DPEANERERER, AR TEERR
JRIE : 20094FE4 H 26 DR LR, WATE T RIERR, DRERNTEE S HEL LT,
THHRA DM, & HRICALBEDS B LRI MR, W ERICIRS -7, 8H
%% U BB R ERT R CAMERBD . fMRMET, IgGEfE, Fuzbiiis
PE. HIDNAFUKEME A 380, SLE, ¥ =—7 L U IEBEREN RO YU BHEN AT
LipoT,
HRETR  AmEER L, DENBEEH D, MATEATIROEKRS Y . 2 - K
Y oNERERER, LERE L, WEE. EMEEIT R L, B OER -
JESRE 72 U, DURRAKRERIZ 3~15mm DOALHEH Y
5 —% : Hb 12.2 g/dl, WBC_1300 /1 1,(Seg 18.7 %, Lym 50.0 %, Eos_2.2 %),
PLT 11.9 5 /r1, CRP 0.75 mg/dl, BUN_14.2 mg/dl, Cr_0.88 mg/dl, T-bil 0.4
mg/dl, TP 9.2 g/dl, Alb_3.3 g/dl, LDH_306 U/l, AST 37 U/l, ALT 23 U/, ALP
204 U/, v GTP_17 U/, Amy 132 U/
IgG 4801 mg/dl, IgA 282 mg/dl, IgM 59 mg/dl, IgE_156 U/ml
IgG1 2380 mg/dl, IgG2 989 mg/dl, IgG3 509 meg/dl, IgG4 586 mg/dl,
(323 mg/dl, C4 0 mg/dl, CH50 5.9 U/ml , IL6_10.5 pg/ 12 1, sIL2R 2389 U/ml
RF 1 U/ml, ANA 1280 % (_Homo pattern) ,ADNA (RIA) 211.9 IU/ml
P SS-A FiikEtE/t SS-B fifkiatE: (47 % v =—ik)
E{RATR : 281E% CT : B - B TR - B FIROBER, BARRBEOEKR, MR
DAY — R EZRE, HREXDLEROOEAMIEE, ExERETo28
U oREiER, FFER
MRCP : BERRBE OFEEOE AMEER, RIEALO FHEE ML
Ga > F : AR - BTRR - B8 TRRICOREEREHE N, WRIGFT - wR i gl
EFEIEM
MR
#1 : SLE (DfERiEE. WBCEA, ADNA B, ANA B5%)
# 2 IgG4 BEEE (IgG4 mfE. ZHE Y v/ i - OBEERIRAM T 1gG4 5%
BRSO TEMIM - U 2 oEREE, EAEMR - BT - T RER, 2atY v
SREER, AP, MEMB L. HE)

FERE S - TG4 BEERBICE E O P ERED - ADNA &fE% £\, SLE
DAFEILE S RIERZ 72 U72ER], PSL30 mg/ B T _XCOFTRITkE Lz,
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JEAE S BRI TR S R VR ST IR JE B SR SRR 5 50 BF [T 1B, TgG4BIE S IaR U o/ HETEMER B (Ig G4+ MOLPS)
DHESLOT=DDWF] — FI—F 17 2010F8ATR @F7TV&R FETRBMS EFY~)—

&1

fask4  HREBEREWREE  HME BRI
W 68 . MR &
SR - 20094E8 A FAI LV R FIRIERZ B R, 9 ICKEEBMTYREI,

HRETR : WA TIRERD Y,

T—H

Hb_12.0 g/dl, WBC3910/u1,(Eos_ 9 %), PLT 16.8 /ul

CRP__0.05 mg/dl, BUN_15 mg/dl, Cr 0.5 mg/dl,

T-bil 0.8 mg/dl (D-bil___ mg/dl), TP.7.0 g/dl, Alb 3.9 g/dl

LDH 171 U/, AST 23 U/l, ALT 34 U/, ALP_199 U/l, v GTP.55 U/
Amylase 64 U/, Lipase 1un

IgG__1620 mg/dl, IgA 180 mg/dl , IgM_ 294 mg/dl, Igk_159 U/ml,
IgG1 809mg/dl, IgG2 862 mg/dl, IgG3_ 105 mg/dl, IgG4_ 419 mg/dl,
C3_90.8mg/dl, C4_ 21.4mg/dl, CH50 36 U/ml

IL6 pg/ 11, sIL2R 637U/ml

RF_[&tf ,ANA <20 &% ( pattern)
Z D

B T B

PET-CT ; M58 Flg. BERES. KB FDG-PET 7%
MEERES CT ; BEAERIZ 24mm KOJEREIEHRLEH Y,

MRCP ; & ot Epe/ME, ERCP ; & OB B Ba 7 L
CS; ZEFmARL

BRIRZ T
# 1 : [gG4 %A Kuttner B, BIEE)
#2 2 BRI

FIRERL R

PET-CT MM 0% RIC A T - 7=, PSL30mg(0.8melke) T HIAA L3
TR, BEVES MBI 5 5,
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A 5 BRI S A MR B T R S B SRR 0 B TR 2B ToGA BB E SRR U o S FE MR B (IgG4+MOLPS)
DFESLDTZHDFFIE] — RI—F 17 201048 A TH @F T V4R RERABWSE ERY <Y —

& g 1 s 1 1 HME EcT

v 65 g%, M5B

JRIE © SR A EFFICWIREFRIZ 2, RINIRIER & EKBREZ M Sz, C
T CEBHRREBITMICEY SNOEEH Y, BERIEE, BERE,

K, BMFEEOIEIRE L&, IMESBIE, THREBEBIIRS IS L~ 2%
REREHRHENE . Th7- 126 HEA S PREGE R . A MIRAEE , Fifs s e SR S i,
JRESE CITIRERERE 72 <. JRAIEZ class I, HZIEBERHEE XV IgG4E8
B BEE DIV ST,

HRFTR, © 170cm 77.6Kg MizE TIRIERRH U, THLSMFRL T RE Z &2 L,
T—H

Hb__ 142 g/dl, WBC__ 6700 /1, (Eos_ 5.1 %), PLT_19.6/ul
CRP_0.09 mg/dl, BUN_17.9 mg/dl, Cr 1.18 mg/dl,

Tbil__0.4 mg/dl (D-bil__ 0.1 mg/dl), TP_ 7.8 g/dl, Alb_ 4.1 g/dl

LDH_ 180 U/1, AST20 U/, ALT 16 U/, ALP 129 U/l, vy GTP 21 U/
Amylase 67 U/, Lipase 1un

IgG__ 2563 mg/dl, IgA_ 156 mg/dl ,IgM_ 41 mg/dl, IgE 283 U/ml,
IgG1__1700 mg/dl, IgG2 1160 mg/dl, IgG3 327 mg/dl, IgG4 1330
mg/dl,

C3__77mg/dl, C4__13 mg/dl, CH50 38 U/ml

1L6 pg/ul, sIL2R__ 913  U/ml

RF <5 ,ANA <40 f£ ( pattern)

Z O lip biopsy fEfT  (HLE)

EEFTR . B0 EBY

PR ROINT -
# 1 MR, 2 RENEE, AR
#2 W FRA

IR R SRR . MERRREAE & BE DAL D3 R L 0 TG4 BhEs &
DEEEME AR S iz,
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B AR @R TSROV R B LRI SR AT SRR B 1 B TR A8, Tg G4 B EE L ighas U o/ AR B (IgG4+MOLPS)
DEESLOTZDDWIFE] F—FI—=7F 127 201068 A 7 H@ KT V&R AR RZER ERY <) —

Mgk FLIRERIRT E-NE MME LA A
Fl . 59 k. MR B
JRIE  20084FEEE I {HIZE T EIEAR 2580 7272, 20094F 3 A It HEFR %
BEIRZZ2T D bEEZKHICE Loz, FFKEICIIOBLEE &R,
TEZV=vr (AR 2% Lz A BEFREZEDL., fLIRFNORIE
(NR) 2% Lo, MIEFICHZTER, PiSS-AFtRIZREE T, mlgG4MiE
ROz, FIFETHETRAERZED Hiv, FFEI12AICERL/{ER, V&
IXTEE S, MR IS E I 2R eG4 B MR 2R - 2 &b, IgG4R
HETRE (Fay MF—JEE) &2Baivie, LOLEERFBEHBVY ¥ U 7
THY .| BEREEL L, LD, IBEIIThT, RBEEINL T\,
2010421272 0 | MIKMRAE b, e ICBHERELE Lt BMCTEZHRE L
TAER, AAKBER R S, TORREE LT, HBIEEIC S 2 iR s
JREZITHEL TS b D EE X LI, [FF 6 HICYBEIIRERFI /B, BAER
& IEEGE T % BB AR ER S, TORE., BEHEBIISE SN,
7 A TRIZEBE & o T,

AT R, - & 154.0 cm. KE 50.0 kg, MFE 128/68. kA 72. %, LR
JERRIZER O 72V, ARETIRMH%E., EFHETHEEZZRED 5, W2 L. B
7oL, MEEAEE2 b AR AR N3,

T—H

Hb_12.0 g/dl, WBC_7200 /1 1,(Eos 4.9 %), PLT32.97 /ul

CRP_1.19 mg/dl, BUN_18 mg/dl, Cr_1.1 mg/dl,

T-bil 0.7 mg/dl (D-bil 0.2 mg/dl), TP_7.8 g/dl, Alb_3.5 g/dl

LDH 169 U/1, AST 23 U/, ALT 17 U/, ALP_168 U/l, y GTP_16 U/
Amylase_ 23 U/, Lipase x 101

IgG__ 2054 mg/dl, IgA 419 mg/dl ,IgM_ 166 mg/dl, Igk 542 U/ml,
IgGl_ mg/dl,1gG2  mg/dl,1gG3__ mg/dl, IgG4_ 874 mg/dl (7
=),

C3_106 mg/dl, C4 24 mg/dl, CH50 >66.0 U/ml

IL6 & pg/ul sIL2R___ K U/ml

RF_84 ,ANA i ( pattern)  LEERZEMILAE RRBIE
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A S B SRR SR S A M R BB ST AR SC TR ST D 0 B T IRIE R TG4 B E S EaR U o S R BB (IgG4+MOLPS)
DFESLD T DHFFE] V—FI—F 47 201088 A7 B@FTNVER RE R ABE ERAY ) —

F D,

EG AT R« JEE CT (2T, BRE ORESICIREMERAE 2780, AKEEZZLT
l/\Z)o

BRIRR2 T

#1:IgG4a BAEZE FIRK (= v N —EE)
I 2 FEMEBRRIEEREE S0

# 3 WERA

#4 HBVXx U7

R AR
SEIOBEEREDORIEE LT, #2525 TWETH, RrRMHE%IERMEE
& IgG4 BEEZE BRI G P 2 B IERHEE [P 2R BRIZH 2 DT L X 5 D,
R TgG4 BEE D% IEIEHHERE ORI T L & 9 0y, FoBIERMEkIC, S5 T
BRI 5 RECEE . BUEMER RIS 2 RME D X5 72, A7 5 WEE
MO H HEEWIIHHDTL X 9D
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