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IgG4-related disease
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Abstract: IgG4-related disease(IgG4-RD) is a novel clinical disease entity with multiorgan involvement. Much
remains unknown about the pathophysiological mechanisms of IgG4-RD, especially whether the role of IgG4 is pri-
mary or secondary. IgG4-RD shows organ enlargement or nodular/hyperplastic lesions in various organs concurrently
or metachronously. And serologic findings, histopathological studies and imaging features are involved. A diagnostic
algorithm for IgG4~RD uses comprehensive diagnostic criteria combined with organ—specific criteria. Although there
are no guidelines for the management of IgG4-RD at present, glucocorticoids are the first choice in almost all cases.
And other treatments, either immunosuppressive agents or biologic therapies, are emerging.

Key words: IgG4-related disease; autoimmune pancreatitis; IgG4

IgG4 K%K (IgG4—related disease,IgG4-RD) IgG4-RD B —FFE WNESRS , B F ANIRIRIFF45

R—MHAANREL2GZRERGRRRER,  SHIARRBIE, 808 Xm0 TR2E SRR,
FERRBABNRZBTE X E SREBR L EERMRSRBTEA, BT H SRtk
# ,MIKULICZ #5#1 KUTTNER M9& %%, 48NN IRK. R BAFHET IgG4-RD WHR BR, %
ATRBJR T 1gG4-RD 85,2001 £ HAMANOVE ki WA B L HBIR 1 : 0.779, PR RFBER K 58 &,
EAEAL B AR R A B MLTE 1G4 W ,2003  fhiTHI A=A 0.28~1.08/100 000 A , 7E53 264 20
F KAMISAWAPHGEFEIRSMG R R BRI B S fuett AEEL HAMEHA 6 700~26 000 A S IHHHRY,
R R BE B RGEE, NIT#ETARIZR R 1gG4-RD 1B —FET B SL R Rk, I IR R Bl 5
—FRGERN, A EFZATHE G4-RD A UARRERMAENZY, BB RERERT, 55
AR, A TH—F THZR, BAXET 2011 £ B2, ITHEMNZRNHE S THREERTES
EFr i ERBGZA B N “1eG4 MR, MR SCERGER AT -

ke H #A4.2013-10-21

[EEEE B ¥, E-mail : xiaoping.x@163.com
. 50 .






EBC RS ZGR %24 %

iR 19G4-RD MR R KRR =

PR BB R4 EX T3
B o .

B B R ILER B T AR

. 4 TIN

AR 3898 CT T UM S B 2 AR 22 0l 2757 ol XU ' A 34 A (514 em)
B S CHE RS0

Wk IR ES T BEFAALE UM K IMER S IR I

AR THIR X BRI 5 898 K S LR K
BAMBRAT)

T B2 L R BT R E R e

B2 BN KR TR SR ®
BRI )

R T AT AR / SR IRES S A 1 Figa

AR IR LR S SR A5 T (R Il 5 P T AR fit
BRI

L8 MDA AR IR BT AR HAPER

A% BRI T (5 0 A ol
LINE T

IR ER : 3K WUBE AT 4% (ACTH . TSH .LH .FSH ADH SRS BUR & ¥ SEaEsl . 25R) Sk

TR T A PR BT A T PR AR BV B, MRT 2B 13 21 *
BANHREES)

R : TEAE ) U b o R R L B K LR 1 ~ 2 em) ‘

AR SR L3S P T A AT 1 e
BARCTARER )

W AR B SRR | RO A A (BT 50 5 7 BRI 850 .

BARCT FAUB A B AR R ORI (Rl -
LS

R : SRR K BB SRk e i i B s B 2 -~

R SR TR U TS M T (MO U 3K B S B ) PSR AR
VAN EBIK)

Ik : BBk 2 | B kR R K

. . [lik=gi1k=5

FAG . £ BIDKEERIE S0HE CT Wl S Sk 5 )08 1t %
MR )

R 1 T R RS B UK 5

TR I BN IKSCE 5 SR R 1 3E RN BB A b B 1L R
AN R )

W S BGRB8 P A AR 27 .

SA1%: CT AU/ SR P 8 ST e RN BRI ) i BRREIRAD AP LE 4 /000 5 sk 998 CT F BRI IC SER0TF AT 1 3 et -
BEANOINIE )

R A AP e (R B T R BRIAYS E9E H A R IR e S Tl

AR Rk PE S IR P R A P AN SRS R AN R 1 TR0 A PN 5
VEANCITRE)

W R < AL .

AR BT R HF 1A RS ST b e

-52.



£ 108

LR, 5 :1gG4 MBI

B X%, FDG PET/CT W] 3kEN 2 B A&, It
e R E .

3 L
3.1 BHERAE

B F 1gG4-RD EWVLKEIAH, RRENRGES
BE,WRERLZIL, K 1gG4-RD GG E L HiR
MW B R RS S WIS SR BRI
T 41 22 B,

IgG4-RD LR &2 WrbRdE 2011: (1) G R E
BAR—AHEN I EAERBNRENE / RIREM
Kbk ; (2) MBEFREDRIME [gG4 REE S
(=135mg/dL); G)HLRHERER R a: BEN
W 40 ANSR AR IS ANET AL o b [oG4 SR ATARIZ
18 : 1gG4*/IgG* 40 fia L) >40% 3 H >10 4> 1gG4* ¥
AR THPF B2 : (1)+(2)+(3) ;AR AT8E: (1)+(3); 7T
BE: (1)+(2); R AKATHE: (1), X TIRATRE, TRERA
KATRERIR A, Q0570 2 85 B9 R 12 Widn dE (1gG4
#3& Mikulicz 5™, 1gG4 10X B 5 S5 4 B iR 2 >
1 1G4 A6 AERR) , W 7T B i 1gG4-RD K92,
3.2 KRSH

3% RS EHERCE AR (Hedn: BRI E
B, R THLRE F RBFEGHARE R CE
B,

FRLERE (toin: TR AE JR R AR AR
B L0 Castleman 75  FE R PERE IR 4 41k
Wegener PIZFERF . 459 Al Churg - Strauss Z5 & 1E)
F% B 2 Wi R 28

Z . Castleman JHEBHEHNE (IL)-6 455
fiE , )& F 1gG4-RDs, BMERF & 1gG4-RD K2 WTHR
o

4

BT

B F 1gG4-RD KR B & mRILH AR, 245
HWELE—BNRITHR, HIRTERFERE T A
BBtk RGBT, TR IE. BAD
1gG4-RD FE QT IIAREFREEREE BT, ORE
BIRITAI4Y 0 4 A0 B B R B, B iR R A A
B—Mh 30~40 mg/d #5452 1~2 M H BB KEEH
WELLABIGMR, B, BRIBTESFF R
B, —BEAM 5 mg, AR, FEREEIAR MIEFF
PR 2EBORA, —BAERN 5~10 mgd 4
BEL6MA,EAREBNE THIFEE BE

£ BANMRERRETBEER, REH, K
IR,

RER B — B AT IR R BIT R 2-3
JAW, TRESS i 1 2 AR R A M 7 A B
HA®, B EREERATLEMRE R IMIF.
MR EALREZRERER, K4 Mg G4
KT E T UAER R FWE &, AL
1B 1G4 RE R F R AT MR TG KBRS 3, SR T
KREBFANERZRRAE S HIMTE 1G4 EEH
AE, BERAELCBARE, sl EmimE
1gG4 W BE TR BT, R KT 71 B LASR R B
FRTESNIESE . M 1gG4-RD BIIGTT R BTG %
B, —BmMESRERITHEREN 1M 56%,3 &
N 929%™, ERFEENER KREUREETH
2 E . MRE XK AETHRHMRER, NEH
PATESFREN TR, IR KL THRZH, %R
WEmME.,

HTHREREWA LU R EHEEIRIE, &
FEMHIF BAEYRGTT E A A R TR ERA. &
FEAMHIR £ E e KM B IEERS 2.0~2.5 mg/ (kg d)BX,
B BHPRES (750 mg Bid)™, &4 Gy 7 il 77l 25
BENE EBAYRT, AIZERPUESIHEFEB 4
J, B AP R A %o 3 40 e A A PR B M AR IR YT AE T
BRGFEERR P,

5 RE

[¢G4-RD ZA—FM /PR R R EZHERGIE
%, ERE RS R ES TS RN ED
P KN IRIR B, 1gG4-RD B B2 T R B BT iR &
EREFIZRAZFOLH A, WRERBH , K
REPARA R — A . RHERYUHST Ri2kr
PR EE T KA R R BHE T RESEE . BT
TR KR AR T EOR . B, BIfFEE XS B 404
A AR AR R TT B, KX RS |
9 1gG4-RD % — RIS e KB 25 R B IRl .

2 £ X W:

[1] HAMANO H, KAWA S, HORIUCHI A, et al. High serum IgG4
concentrations in patients with sclerosing pancreatitis[J]. N Engl J
Med, 2001, 344(10): 732-738.

[2] KAMISAWA T, FUNATA N, HAYASHI Y, et al. A new clini-
copathological entity of IgG4-related autoimmune disease[J]. J
Gastroenterol, 2003, 38(10): 982-984.

[3] STONE JH, KHOSROSHAHI A, DESHPANDE V, et al. Recom—

« 53 =



PEHBREERE

EPIE:

mendations for the nomenclature of IgG4-related disease and its
individual organ system manifestations[J]. Arthritis Rheum, 2012,
64(10): 3061-3067.

{4] UCHIDA K, MASAMUNE A, SHIMOSEGAWA T, et al. Preva-
lence of IgG4-Related Disease in Japan Based on Nationwide
Survey in 2009[J). Int J Rheumatol, 2012, 2012 358371.

[5] UMEHARA H, OKAZAKI K, MASAKI Y, et al. A novel clinical
entity, lgG4-related disease(IgG4RD): general concept and details
[J]. Mod Rheumatol, 2012, 22(1): 1-14.

[6] AUCOUTURIER P, DANON F, DAVEAU M, et al. Measurement

of serum IgG4 levels by a competitive immunoenzymatic assay

with monoclonal antibodies[J]. J Immunol Methods, 1984, 74(1):

151-162.

VAN DER NEUT KOLFSCHOTEN M, SCHUURMAN J, LOSEN

M, et al. Anti-inflammatory activity of human IgG4 antibodies by

2007, 317 (5844):

M
dynamic Fab arm exchange [J]. Science,

1554-1557.

CANFIELD SM, MORRISON SL. The binding affinity of human

IgG for its high affinity Fc receptor is determined by multiple

[8

finar]

amino acids in the CH2 domain and is modulated by the hinge
region(J]. ] Exp Med, 1991, 173(6): 1483-1491.

[9]1 TAO MH, SMITH RI, MORRISON SL. Structural features of hu-
man immunoglobulin G that determine isotype-specific differences
in complement activation[J]. ] Exp Med, 1993, 178(2): 661-667.

{10] ZEN Y, FUJII T, HARADA K, et al. Th2 and regulatory im—
mune reactions are increased in immunoglobin G4-related scle~
rosing pancreatitis and cholangitis[J]. Hepatology, 2007, 45 (6):
1538-1546.

[11] PUNNONEN J, AVERSA G, COCKS BG, et al. Interleukin 13

induces interleukin 4-independent IgG4 and IgE synthesis and

CD23 expression by human B cells[J]]. Proc Natl Acad Sci US-

A, 1993, 90(8): 3730-3734.

JEANNIN P, LECOANET S, DELNESTE Y, et al. IgE versus

IgG4 production can be differentially regulated by IL-10[J]. J

Immunol, 1998, 160(7): 3555-3561.

[13] ROBINSON DS, LARCHE M, DURHAM SR. Tregs and allergic
disease[J]. J Clin Invest, 2004, 114(10): 1389-1397.

[14] AALBERSE RC, PLATTS-MILLS TA. How do we avoid devel-
oping allergy: modifications of the TH2 response from a B-cell
perspective[J]. J Allergy Clin Immunol, 2004, 113(5): 983-986.

[15] GUMA M, FIRESTEIN GS. IgG4-related diseases[J}. Best Pract

Res Clin Rheumatol, 2012, 26(4). 425-438.

STONE JH, ZEN Y, DESHPANDE V. IgG4-related disease[J].

N Engl ] Med, 2012, 366(6): 539-551.

[17] HORGER M, LAMPRECHT HG, BARES R, et al. Systemic

(12]

[16]

54

IgG4-related sclerosing disease: spectrum of imaging findings
and differential diagnosis[J]. AJR Am ] Roentgenol, 2012, 199
(3 W276-282.
[18] KAMISAWA T, TAKUMA K, TABATA T, et al. Serum
IgG4-negative autoimmune pancreatitis[J]. J Gastroenterol, 2011,
46(1): 108-116.
YAMAMOTO M, TABEYA T, NAISHIRO Y, et al. Value of
serum IgG4 in the diagnosis of IgG4-related disease and in
differentiation from rheumatic diseases and other diseases [J].
Mod Rheumatol, 2012, 22(3): 419-425.
IGARASHI H, ITO T, OONO T, et al. Relationship between
pancreatic and/or extrapancreatic lesions and serum IgG and
IgG4 levels in IgG4-related diseases[]]. J Dig Dis, 2012, 13(5):
274-279.
[21] MATSUBAYASHI H, SAWAI H, KIMURA H, et al. Character-
istics of autoimmune pancreatitis based on serum IgG4 level[J).
Dig Liver Dis, 2011, 43(9): 731-735.
DESHPANDE V, ZEN Y, CHAN JK, et al. Consensus state-
ment on the pathology of lgG4-related disease[J]. Mod Pathol,
2012, 25(9): 1181-1192.
UMEHARA H, OKAZAKI K, MASAKI Y, et al. Comprehensive
diagnostic criteria for IgG4-related disease (IgG4-RD), 2011[J].
Mod Rheumatol, 2012, 22(1): 21-30.
MASAKI Y, SUGAI S, UMEHARA H. IgG4-related diseases
including Mikulicz's disease and sclerosing pancreatitis: diagnos—
tic insights[J]. J Rheumatol, 2010, 37(7): 1380-1385.
[25] OKAZAKI K, KAWA S, KAMISAWA T, et al. Clinical diagno—
stic criteria of autoimmune pancreatitis: revised proposal {J} J Gas—
troenterol, 2006, 41(7): 626-631.
KAWANO M, SAEKI T, NAKASHIMA H, et al. Proposal for
diagnostic criteria for IgG4-related kidney disease[]]. Clin Exp
Nephrol, 2011, 15(5): 615-626.
KIM HM, CHUNG MJ, CHUNG JB. Remission and relapse of
autoimmune pancreatitis: focusing on corticosteroid treatment[J].
Pancreas, 2010, 39(5): 555-560.
HORIUCHI A, KAWA S, HAMANO H, et al. ERCP features
in 27 patients with autoimmune pancreatitis[J]. Gastrointest En—
dosc, 2002, 55(4): 494-499.
KAMISAWA T, SHIMOSEGAWA T, OKAZAKI K, et al. Stan—
dard steroid treatment for autoimmune pancreatitis{J]. Gut, 2009,
58(11): 1504-1507.
GHAZALE A, CHARI ST, ZHANG L, et al. Immunoglobulin

[19]

[20]

[221

[23]

(24]

[26]

[27]

[28]

[29]

[30]
G4-associated cholangitis: clinical profile and response to thera—
pylJ]. Gastroenterology, 2008, 134(3): 706-715.



