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3. 19G4-RD responder index 1gG4-RD

IgG4-RD responder index

Date form completed: Case number:

Scoring rules
Scoring refers to manifestations of disease activity present in the last 28 days
Scoring:
0 Normal or resolved
1 Improved
2 Persistent (unchanged from previous visit; still active)
3 New / recurrence
4 Worsened despite treatment
Definitions
Organ/site score: The overall level of IgG4-RD activity within a specific organ system
Symptomatic: Is the disease manifestation in a particular organ system symptomatic? (Y = yes; N = no)
Urgent disease: Disease that requires treatment immediately to prevent serious organ dysfunction (Y =yes; N =no)
(presence of urgent disease within an organ leads to doubling of that organ system score)
Damage: Organ dysfunction that has occurred as a result of IgG4-RD and is considered permanent (Y = yes; N = no)

Activity Damage
. Organ/site Symptomatic Urgent Present
Organ/site score (0-4) (Yes/No) (Yes/No) (Yes/No)
Pachymeninges
Pituitary gland
Orbits and lacrimal glands
Salivary glands
Thyroid
Lymph nodes
Lungs
Aorta and large blood vessels
Retroperitoneum, mediastinum, and
mesentery
Pancreas
Bile duct and liver
Kidney
Skin
Other sclerosis/mass formation
Descriptor Level mg/dl Score (04)
Serum IgG4 concentration
Steroid doseat the time of assessment: Total activity score
____ mg/day prednisone equivalent Organ/sites (X 2 if urgent) + serum IgG4 score:
Cumulative steroid dosein the past 28 days: Total number of urgent organs:
mg prednisone equivalent Total number of damaged organs:

Carruthers, Int J Rheum, 2012, doi1:10.1155/2012/259408



1. BEDEFITUNI—AHE
(Regular entry)
BEITOrLERITRICERLIZEE > EFTUR—
EESOraL

MR PSLRE 0.5 mg/kg/day A L x 2BLE

-

@ > 15 mg/day: B Li12Y5 mgkYHEVHE LD
@ 10<x< 15 mg/day: BET-Y2.5 mgkYELF OB ELESAEL
3 <10 mg/day: BEEY1mgiYLEVEELESHND
@ EEEOXRICHIELTEL

FEHE RTX X 1THEE
l (ﬁﬁ&@ll;mxx@l

RTX X 4 CTE#E

Wl l

(GClFZ#ETOraLIZKYFE - PIEA~)

2.GCEIEATH# T HHDIUN) AL
(Express entry)

GCRAtR# . BIEA (EEMERR. EBEI. BIRIE etc) T
ERICHELTWNDIEE FlE ZTOBRELKEIVEGEE
(PLEZT )
> EROZBETOrINLYLEDHTHE - ILH
> BREUHMNLBRLTLESTHF
> fEFITUR)—

RTXX 4 TEME A RTXX 1THE
il l | @R |

(GCIXATREZRY FUEICRMND)

EERNOER
Chesonb (2 &5 EREIZ#E{bnon-Hodgkin lymphomaXi R ¥ EFR#E

Vo EREFEFEPRREICRE <> BHREARBEICHELIL

B
=a,; Xb;+a,Xb,+a;Xby;+a, Xb,+asXbs+asXbg

a: KRB (&XE, cm)

b: 1#Z (AICEXRTHRKE, cm)
aZ15cmDEBEEDH LRZKeEE S
Partial response (PR) (D 5E % : SAF AT D IEFEIEFND50% LT (THE/

X
2% by <-$-) Omitted

X
$ X aZsz %31 bl %aexbs
B

(Cheson, J Clin Oncol, 2017)




19G4

1 IL-6
1 AIP IL-6
IL-6 1 AIP
r=0.767 p<0.001
IL-6 1G4 IL-6
4pg/ml IL-6
7 IL-6 21
1964 1 1gG4
AIP IL-6 IL-6
IL-6 706.7mg/dl vs.
IL-6 441mg/dl p=0.175 IL-6
1 AIP CRP IL-6
1 AIP IL-6 1.61mg/dl vs. IL-6
IL-6 0.14 mg/dl  p=0.005
IL-6
IL-6 1 IL-6 2.8g/dl vs. IL-6
AIP 3.8g/dl p=0.002
IL-6
IL-6 57.1
vs. IL-6 9.5 p=0.008
IL-6
1 AIP 28 IL-6 IL-6 28.6
vs. IL-6 42.1 p=0.529
IL-6
Odds Ratio 2.8 95%Cl
0.4-18.4 pvalue0.278 Odds Ratio
0.5 95%CI 0.1-43.6 p value 0.521
IL-6
Castleman
1 AIP28 7
25 IL-6 4pg/ml
IL-6 CRP Yamamoto Rheumatology



2009;48:860-862

19G4 27
5 IL-6
Castleman

IL-6
IL-6

IL-6
CRP

IL-6
1 AIP

IL-6

D

2)

3)

4)

IL-6 1 AIP
CRP )

AIP
IL-6

19G4

Okazaki K, Uchida K. Autoimmune
Pancreatitis: The Past, Present, and
Future. Pancreas. 2015:44; 1006-16.
Notohara K, Nishimori I, Mizuno N,
Okazaki K, Ito T, Kawa S, Egawa S,
Kihara Y, Kanno A, Masamune A,
Shimosegawa T. Clinicopathological
Features of Type 2 Autoimmune
Pancreatitis in Japan: Results of a
Multicenter Survey. Pancreas.
2015:44; 1072-7

Fukuhara T, Tomiyama T, Yasuda K, Ueda
Y, Ozaki Y, Son Y, Nomura S, Uchida K,
Okazaki K, Kinashi T. Hypermethylation
of MST1 in IgG4-related autoimmune
pancreatitis and rheumatoid arthritis.
Biochem Biophys Res Commun. 2015:463;
968-74

Nakajima A, Masaki Y, Nakamura T,
Kawanami T, Ishigaki Y, Takegami T,
Kawano M, Yamada K, Tsukamoto N, Matsui

5)

6)

7)

S, Saeki T, Okazaki K, Kamisawa T,
Miyashita T, Yakushijin Y, Fujikawa K,
Yamamoto M, Hamano H, Origuchi T, Hirata
S, Tsuboi H, Sumida T, Morimoto H, Sato
T, lwao H, Miki M, Sakai T, Fujita Y,

Tanaka M, Fukushima T, Okazaki T,
Umehara H. Decreased Expression of
Innate  Immunity-Related Genes in

Peripheral Blood Mononuclear Cells from
Patients with IgG4-Related Disease.
PLoS One. 2015:10; e0126582.
Mitsuyama T, Uchida K, Sumimoto K, Fukui
Y, lkeura T, Fukui T, Nishio A, Shikata
N, Uemura Y, Satoi S, Mizuno N, Notohara
K, Shimosegawa T, Zamboni G, Frulloni L,
Okazaki K.  Comparison of neutrophil
infiltration between type 1 and type 2
autoimmune pancreatitis.
Pancreatology. 2015:15; 271-80.

Kanno A, Masamune A, Okazaki K, Kamisawa
T, Kawa S, Nishimori 1, Tsuji 1,
Shimosegawa T; Research Committee of
Intractable Diseases of the Pancreas.
Nationwide epidemiological survey of
autoimmune pancreatitis in Japan in
2011. Pancreas. 2015:44; 535-9.

Kawa S, Okazaki K, Notohara K, Watanabe
M, Shimosegawa T; Study Group for
Pancreatitis Complicated with
Inflammatory Bowel Disease organized by
The Research Committee for Intractable

Pancreatic Disease (Chairman: Tooru

Shimosegawa) and The Research
Committee for Intractable
Inflammatory Bowel Disease

(Chairman: Mamoru Watanabe), both of
which are supported by the Ministry
of Health, Labour, and Welfare of
Japan.  Autoimmune  pancreatitis
complicated with inflammatory bowel
disease and comparative study of
type 1 and type 2 autoimmune
pancreatitis. 2015:50; 805-15.

Ikeura T, Takaoka M, Uchida K, Shimatani



D

2)

M, Miyoshi H, Okazaki K. Photodynamic
diagnosis using 5-aminolevulinic acid
during endoscopic ultrasound-guided
fine needle aspiration for
pancreatobiliary lesions. DDW 2015.
Washington, DC, USA. 2015/5

K Uchida, T Mitsuyama, M Yanagawa, H
Miyoshi, T lkeura, M Shimatani, T Fukui,
M Takaoka, A Nishio, N Mizuno, K
Notohara, G Zamboni, L Frulloni, T
Shimosegawa, K Okazaki. The Difference
in Mechanisms of Neutrophil Infiltration
between Type 1 and Type2 Autoimmune
Pancreatitis. Annual Meeting of American
Pancreatic Association.San Diego, USA.
2015/11

K Uchida, Y Fukui, T Mitsuyama, H
Miyoshi, T Ikeura, M Shimatani, T Fukui,
M Matsushita, M Takaoka, A Nishio, K
Okazaki . The Pathophysiological Role of
Toll-like Receptor Signaling in Type 1
Autoimmune Pancreatitis. Asian Pasific
Digestive Week 2015. Taipei, Taiwan.
2015/12

K Uchida, Y Fukui, T Mitsuyama, M
Yanagawa, H Miyoshi, T |lkeura, Y
Sakaguchi, M Shimatani, T Fukui, M
Takaoka, A Nishio, K Okazaki. Analysis
of Innate Immune Response in Type 1
Autoimmune Pancreatitis. PCCA & IAP
2015. Shanghai, China. 2015/08.

19G4

2015710

32
2015/06
3) , ,
46
2015/06
4)
19G4
101
2015/04
5)
M2
TLR 101
2015/04
1.
2.
3.



1964

19G4

28 1 8

19G4




19G4-SC
19G4
2015  1gG4
211
521
495
=408/87 66.1
[23-89 1]
31%
12%
27% ALP
2 55% 1gG4
135 mg/dl 84%
Typel 304
AIP 419 (87%)
89%
30-40mg/
4.2+/-3.2 3 5
97.1% 95.2%
3
98 21% 1 3 5
1.9% 7.0% 15.6%
1gG-SC

19G4-

1gG4-related sclerosing cholangitis
(1gG4-SC)

19G4-SC
MRCP
10
( 9 1 [
171.5 (54-84 )
2 3
3 2
8
IDUS 10 9 8
0.85(0.7-1.25)mm 10
9 5 1gG4
1 1gG4
10 2
2
19G4-SC
19G4
1 2 3
4 5 6 7
8 9 10 8
11
1 2
3
4 5



10

11

1G4 1gG4-GE
3 1964
19G4-GE 2001
19G4
IL-6
N
1gG4
1gG4 type 1 AIP 19G4
The Bindingsite Inc. 19G4-3C
BS Siemens Heal thcare GmbH
S
type 1
) s AIP/1gG4-SC
type 1 AIP/1gG4-SC
i IL-6
BS + 25
IL-6 1gG4
BS 28 7 (25%) 194
IL-6 IL-6
type 1 AIP/1gG4-SC 70
3 19G4 63

ROC



19G4-RD
YES NO
2013
YES NO
YES NO
20 30 40

50

TB.5 /dI~

7.5

6.4

1gG4

HbAlc

, 8.0



1gG4

28 1 8 10 30 12 00
19G4-SC
19G4
2015  1gG4 211
521
495 =408/87 66.1 [23-89
] 31% 12%
27% ALP
2 55% 1gG4 135 mg/dl 84%
Type 1 304 AIP 419 (87%)
89% 30-40mg/
4.2+/-3.2 3 5 97.1%
95.2% 3 98  21%
1 3 5 1.9% 7.0% 15.6%
-B C

19G-SC



19G4-
(1gG4-SC)
MRCP
10 ( 9 1
)
3 3
IDUS 10 9
0.85(0.7-1.25)mm
5 1gG4 1
2
19G4-SC
19G4
IDUS
19G4
1 2 3 4
8 9 10 8
1 2
4 5
7
10
19G4 19G4-GE
19G4-GE 2001

19G4

1gG4-related sclerosing cholangitis

10
19G4

11

19G4-SC
[ 171.5 (54-84
2
2 8
9
10
2
6 7

11



19G4 The Bindingsite Inc.
Siemens Healthcare GmbH S
2 BS 2
BS + 25
BS
3 19G4
ROC
3 19G4
2016 2 19
suga@shinshu-u.ac. jp
25
10
N 10
IL-6
19G4 type 1 AIP  19gG4

19G4-SC

BS



type 1 AIP/1gG4-SC
AIP/19G4-SC

7 (25%) 1964 IL-6
AIP/19G4-SC 70 63

IL-6

IL-6

CRP

2 1gG4-AIH
- 1gG4-AlH compatible

1 LPSP
1gG 19G4 IL-6

IL-6

19G4-RD

YES NO

type 1
IL-6
IL-6 1gG4 28
IL-6 type 1

19G4

2013



YES

YES

20

6.4

1gG4

NO

NO

30 40

TB.5 /dI~

50

HbAlc
7.5

, 8.0



19G4

lgG4
19G4 19G4 entity
19G4
1gG4
2 1 1
1gG4 19G4
entity
19G4
3)
D
1gG4 HE, EVG 196G 1gG4
10/hpf 19G4
1gG4
19G4
2)
90
8 8
1gG4




1gG4

19G4
entity
1gG4
19G4

1964 1964
10/HPF 19G4/19G
40%
(storiform fibrosis)

19G4
19G4
19G4
19G4
19G4
1gG4
19G4
1G4 19G4
entity
19G4
8
1gG4

19G4



19G4

1gG4
19G4 (1gG4-related sclerosing cholangitis:
19G4-SC) (autoimmune pancreatitis: AIP)
AlIP 1gG4-SC
19G4-SC
AlIP
1gG4-SC
10 ( 9 1 L 171.5
(54-84 )
19G4-SC
IDUS
1G4 > 10( /HPF)
2
1gG4 (1gG4-SC)
(autoimmune
pancreatitis: AIP) 1gG4-SC
3)
AIP
1gG4-SC
b 1992 2015 8
1gG4-SC
19G4-SC AIP MRCP
2 10 (




9 1 [
(54-84 )
1) 10 ,

171.5

2)
D
19G4-SC

4 Intraductal

ultrasonography: IDUS
)
19G4

®)

950

D

7 1 8
2
(primary sclerosing
cholangitis: PSC)

1gG4-SC
3)
€y
IDUS 10 9 8
0.85(0.7-1.25)mm 0.8mm

1

@

10 9 5
19G4 1
19G4 10 2
€))

2
19G4-SC
3)
1DUS
4)
1964 > 10(  /HPF)
2
19G4-SC

1. Hirano K, Tada M, Isayama H, et al:
Endoscopic  evaluation of factors
contributing to intrapancreatic biliary
stricture in autoimmune pancreatitis.
Gastrointest Endosc 71;85-90:2010

2. Watanabe T, Maruyama M, Ito T, et al:

Mechanisms of lower bile duct stricture
in autoimmune pancreatitis. Pancreas
43;255-260:2014

3. Hamano H, Kawa S, Uehara T, et al:
Immunoglobulin G4-related
lymphoplasmacytic sclerosing

cholangitis that mimics infiltrating



hilar cholangiocarcinoma: part of a
spectrum of autoimmune pancreatitis?
Gastrointest Endosc 62;152-157:2005

. Naitoh 1, Nakazawa T, Ohara H, et al:
Endoscopic transpapillary intraductal
ultrasonography and biopsy in the
diagnosis of IgG4-related sclerosing
cholangitis. J Gastroenterol
44;1147-1155:2009

1) Kawa S, Okazaki K, Notohara K, Watanabe
M, Shimosegawa T; Study Group for
Pancreatitis Complicated with
Inflammatory Bowel Disease organized by
The Research Committee for Intractable
Pancreatic Disease (Chairman: Tooru
Shimosegawa) and The Research Committee
for Intractable Inflammatory Bowel
Disease (Chairman: Mamoru Watanabe), both
of which are supported by the Ministry of
Health, Labour, and Welfare of Japan.
Autoimmune pancreatitis complicated with
inflammatory bowel disease and
comparative study of type 1 and type 2
autoimmune pancreatitis. J
Gastroenterol. 50:805-15, 2015

2) Khosroshahi A, Wallace ZS, Crowe JL,

Akamizu T, Azumi A, Carruthers M, Chari S,
Della-Torre E, Frulloni L, GotoH, Hart P,
Kamisawa T, Kawa S, Kawano M, Kim MH,
Kodama Y, Kubota K, Lerch MM, Lshr M,
Masaki Y, Matsui S, Mimori T, Nakamura S,
Nakazawa T, Ohara H, Okazaki K, Ryu JH,
Saeki T, Schleinitz N, Shimatsu A,
Shimosegawa T, Takahira M, Takahashi H,
Tanaka A, Topazian M, Umehara H, Webster
G, Witzig T, Yamamoto M, Zhang W, Chiba T,
Stone JH. International consensus
guidance statement on the management and
treatment of 1gG4-related disease.
Arthritis Rheumatol. 67:1688-99,2015

3) Kanno A, Masamune A, Okazaki K, Kamisawa

4)

5

6)

T, Kawa S, Nishimori I, Tsuji I,
Shimosegawa T. Nationwide
epidemiological survey of autoimmune

pancreatitis in Japan in 2011. Pancreas.
44:535-9,2015

Maruyama M, Watanabe T, Kanai K, Oguchi
T, Asano J, Ito T, Muraki T, Hamano H,
Arakura N, Uehara T, Kawa S.
Extracorporeal shock wave lithotripsy
treatment  of pancreatic stones
complicated with  advanced  stage
autoimmune pancreatitis. BMC
Gastroenterol . 2015 Mar 10;15(1):28. doi:
10.1186/s12876-015-0255-9.

Oguchi T, Ota M, Ito T, Hamano H, Arakura
N, Katsuyama Y, Meguro A, Kawa S.
Investigation of susceptibility genes
triggering lachrymal/salivary gland
lesion complications in Japanese patients
with type 1 autoimmune pancreatitis. PLoS
One. 2015 May 18;10(5):e0127078. doi:
10.1371/journal .pone.0127078.

Notohara K, Nishimori I, Mizuno N, Okazaki
K, Ito T, Kawa S, Egawa S, Kihara Y, Kanno
A, Masamune A, Shimosegawa T.
Clinicopathological Features of Type 2
Autoimmune Pancreatitis in Japan: Results
of a Multicenter Survey. Pancreas.
44:1072-7. 2015

7Asano J, Watanabe T, Oguchi T, Kanai K,

8)

2
D

Maruyama M, Ito T, Muraki T, Hamano H,
Arakura N, Matsumoto A, Kawa S.
Association  Between  Immunoglobulin
G4-related Disease and Malignancy within
12 Years after Diagnosis: An Analysis
after Longterm Followup. J Rheumatol.
42:2135-42. 2015

30:94-100,2015

Kawa S, Maruyama M, Arakura N.



2)

3)

International Session (symposium) 2:
Recent progress in IgG4-related
pancreatobiliar diseases. Prognosis
and long-term outcomes of autoimmune
pancreatitis. JDDW2015, Tokyo, Grand
Prince Hotel, New Takanawa. October 8,
2015.

19G4
12 PSC
19G4-SC:
101
2015.4.25
1
46
2015.6.19



g AN ENER D S o EEE Fro BB FFRAEE
IREME%kE IRz

19G4-SC

1964-SC



19G4

IgG4
1gG4 1gG4-RD
1gG4-RD 1gG4-RD
1gG4-RD
1gG4
1gG4-RD
1gG4 1gG4-RD
19G4
1gG4-RD
1gG4 1gG4-RD
66 19G4 19G4/1gG
1gG4-RD 44
SS 12 SS 4 1gG4
3 SLE 1
1gG4-RD
1gG4-RD

1.

1. Shimizu M, Okamura K, Kise Y,
Takeshita Y, Furuhashi H,
Weerawanich W, Moriyama M, OhyamaY,
Furukawa S, Nakamura S, Yoshiura K.
Effectiveness of imaging modalities
for screening 1gG4-related
dacryoadenitis and sialadenitis

55.6% 100% 70.0%



(Mikulicz’ s disease) and for
differentiating it from Sjdgren’ s
syndrome (SS), with an emphasis on
sonography. Arthritis Res Ther
17:223, 2015.

Hayashi Y, Moriyama M, M Takashi,
Goto Y, Kawano S, Ohta M, Tanaka A,
Furukawa S, Hayashida JN, Kiyoshima
T, Shimizu M, Chikui T, Nakamura S.
A case of mantle cell lymphoma
presenting as 1gG4-related
dacryoadenitis and sialoadenitis,
so-called Mikulicz®s disease. World
J Surg Oncol 13:225, 2015.

Ohta M, Moriyama M, Goto Y, Kawano S,
Tanaka A, Maehara T, Furukawa S, J
Hayashida JN, Kiyoshima T, Shimizu
M, Arinobu Y, Nakamura S. A case of
marginal zone B cell lymphoma
mimicking 1gG4-related
dacryoadenitis and sialoadenitis.
World J Surg Oncol 13:67, 2015.

19G4
Th2 T
1gG4 (1) 144-149
2015
19G4
3. 52-54
2015
60
19G4
2015.10.17 o
24
1gG4
.
2015.9.18
24

19G4

2015.9.19
25

~JRRETERUIC B 2 Th

PEACHEAE ~

1gG4

2015.9.18

28



1gG4

lgG4
1gG4 19G4
4 definite
probable possible 3
19G4
2011
1G4
19G4
1gG4
19G4
1.
Matsui S, Yamamoto H, Minamoto S,
Waseda Y, Mishima M, Kubo K. Proposed
diagnostic criteria for IgG4-related
1964 respiratory disease. Respir Investig. in
press
Nakatsuka Y, Handa T, Nakamoto Y,
Nobashi T, Yoshihuji H, Tanizawa K,
Ikezoe K, Sokai A, Kubo T, Hirail T, Chin
K, Togashi K, Mimori T, Mishima M. Total
lesion glycolysis as an I1gG4-related
disease activity marker. Mod Rheumatol
25 - 579-584:2015.
19G4
(definite)
(definite, histological) 54
(probable) (possible)
4 1G4

, 4 1 :129-132:2015.

2.
Matsui S, Yamamoto H, Handa T, Minamoto



S, Waseda Y, Mishima M, Kubo K. Proposal
for diagnostic criteria for 1gG4-related
respiratory disease. ATS 2015
International Conference; 2015 May
16-20; Denver.



19G4

lgG4 (IgG4-RD) Apoptosis inhibitor of Macrophage (AIM)
19G4 (1gG4-RD)
Apoptosis inhibitor of Macrophage(AIM) C
1gG4-RD AIM
1gG4-RD 20
64 AIM 1gG4-RD
AIM
1gG4-RD AIM
1gG4-RD B 19G4
AIM
1gG4-RD
C
AIM
M2
19G4 1gG4-RD 1gG4
19G4
19G4
1gG4-RD AIM
1gG4-RD
1gG4-RD
AIM  Apoptosis 20 42
inhibitor of Macrophage AIM 6 IPMN 6
30 22
AIM 1gG4-RD



AIM

(1) 19G4-RD 20
17 6
57.3+ 6.9 6 IPMN 6
68.3+ 7.4 4
30 69.5+ 7.7 13
22

68.7+ 8.9

66.2+ 9.3 13
2 AIM ELISA Kit
AIM 1gG4-RD 1861.0
+ 885.2 ng/mL 1670.4+ 767.6
ng/mL IPMN 1822.4+ 543.2 ng/mL
1740.1+ 1471.2 ng/mL
1313.1+ 631.0 ng/mL
1gG4-RD
AIM

©) AN
AIM

AIM 2035.0+ 964.6 ng/mL
AIM 994 5+ 372.6 ng/mL

19G4-RD
Al 19G4-RD

N-20 Al
Al

AIM

19G4-RD
19G4-RD T
M2
M2

IL-4 1L-10 TGF-B
B 1964

AlIM 1gG4-RD
AlIM
AIM

19G4-RD

19G4-RD
AlM

AIM

19G4-RD

AlIM

19G4-RD



19G4

lgG4
1gG4 19G4
19G4
100/hpf 19gG4/1gG 0.5 n=34 1gG4-SA n=27
1gG4-SA 1gG4
50/hpf 19gG4/1gG 0.4  probable
1gG4-SA
1gG4-SA  n=17 n=47
1gG4-SA
19G4
1gG4-SA 27 34 1gG4 119G
19G4 hpf 3
19G4
1gG4/1gG 3
19G4 19G4-SA 17 47
19G4
1gG4
1
1gG4 1gG4-SA
1gG4
1gG4-SA

19G4-SA




0.5

19G4
1gG4-SA 17
1
1gG4-SA 1
1gG4
1gG4-SA  1gG4 218+
84/hpf 19G4/1gG 1.08+ 0.37
29+ 32/hpt
0.27+ 0.19 1gG4-SA 17 31
66 1gG4-SA
1gG4 19G4/1gG 1 23 74
1gG4 100/hpf
19G4/1gG 0.5
19G4-SA 1gG4 19G4-SA
19G4
1gG4-SA 1 100/hpf 1gG4/1gG
0.5 1gG4-SA
19G4/1gG
25
’
2
4
1.5 -+ "’ : ’_‘
#1gG4-SA
“
1 -]—t—‘» ’ ’ .@E[‘J—E
u| $ ¢ % o
*e
0.5 #ﬁ
0 ! 1G4
0 100 200 300 400 500
1gG4 1gG4/1gG
3 100/hpf 19G4
1gG4/19G 1gG4-SA 1 19G4



100/hpf

19G4
19G4
100/hpf 19G4/19G 0.5
highly suggestive 19G4
50/hpt 19G4/19G
0.4 possible
1
19G4
1gG4-SA
19G4
19G4-SA
1gG4-SA
1gG4-SA
1
19G4-SA 19G4
1gG4-SA
1.

1. Kawano H, Ishiit A, Kimura T,
Takahashi T, Hironaka H, Kawano M,
Yamaguchi M, Oishi K, Kubo M, Matsui
S, Notohara K, lkeda E. 1gG4-related
disease manifesting the gastric wall

thickening. Pathol Int 66(1): 23-8,
2016.

Notohara K, Nishimori I, Mizuno N,
Okazaki K, Ito T, Kawa S, Egawa S,
Kihara Y, Kanno A, Masamune A,
Shimosegawa T. Clinicopathological
Features of Type 2 Autoimmune
Pancreatitis in Japan: Results of a
Multicenter Survey. Pancreas.
44(7): 1072-7, 2015.

Mitsuyama T, Uchida K, Sumimoto K,
Fukui Y, lkeura T, Fukui T, Nishio A,
Shikata N, Uemura Y, Satoi S, Mizuno
N, Notohara K, Shimosegawa T,
Zamboni G, Frulloni L, Okazaki K.

Comparison of neutrophil
infiltration between type 1 and type
2 autoimmune pancreatitis.

Pancreatology 15(3): 271-80, 2015.
Kawa S, Okazaki K, Notohara K,
Watanabe M, Shimosegawa  T.
Autoimmune pancreatitis complicated
with inflammatory bowel disease and
comparative study of type 1 and type
2 autoimmune  pancreatitis. J
Gastroenterol 50(7): 805-815, 2015.
Miyabe K, Notohara K, Nakazawa T,
Hayashi K, Naitoh I, Shimizu S, Kondo
H, Yoshida M, Yamashita H, Umemura S,
Hori Y, Kato A, Takahashi S, Ohara H,
Joh T. Comparison study of
immunohistochemical staining for
the diagnosis of type 1 autoimmune
pancreatitis. J Gastroenterol
50(4): 455-66, 2015.

1gG4 .
Modern Physician 35(11): 1301-5,
2015.

Notohara K, Nakazawa T, Uehara T,
Kawa S. Type 1  Autoimmune
Pancreatitis (AIP) Confined to the
Pancreatic Duct System with Massive
Lobular Effacement: A Type of AIP
That Causes Pancreatic Atrophy after
Steroid Treatment? United States and



Canadian Academy of Pathology.
Seattle. March 14, 2016.

. 35
. 2016 2 27
1gG4
. 27
. 2015 11 14

Notohara K. Role of biopsy for the
diagnosis of 1gG4-SC and PSC. 51

2015 9 17
. 1gG4
. 104
. 2015 5 1



19G4

lgG4
2015 1gG4 1gG4-related sclerosing
cholangitis; 1gG4-SC 521 495
19G4-SC 60
19G4 15% Type 1
autoimmune pancreatitis; AIP 87%
3 0.6% 89%
5
1gG4-SC 37
478 1gG4-SC
521
19G4 1gG4-related 26 495
sclerosing cholangitis; 1gG4-SC
1gG4
2012
autoimmune pancreatitis; AIP
19G4-SC
43 1gG4-SC 15-001
AIP
1gG4-SC
19G4-SC 408 82.4%
87 17.6% 1
PSC 60
23.0
1
PSC 155  31.3%
57 11.5%
211 primary sclerosing cholangitis; PSC
2012 133
19G4-SC 26.9% PSC
2012
2
ALP 2
2015 6 10 54.9% 2 45.1%

PSC 2



19G4 135 mg/dl
16.1%
PSC
515 ERCP 453 88.0%
MRC 82 15.9%
51 113
335
3
AIP
AIP 19G4-SC
Type 1 304 64 .0%
Type2 Typ4d 4
19
63 12.1% 222
42 .6
1gG4
AIP
AIP
498
435 87.3%
65
14.1% 31 6.4%
AIP 87.3%
AIP
43
8
3 0.6% 2
1
3
2 19G4-SC
1 4
19G4-SC
488 432
88.5%

30 40 mg 88.0%

361

4.2+ 3.2

24

19G4-SC

125 500 mg

ALP 50%

86.3%
361

495

119

489
97.1%

98
1
1.9%

495

89.1%

215

3

95.2% PSC

4

21
3 5
7.0% 15.6%

521

60



PSC

4.2

3
2 19G4-SC
19G4-SC
1 19G4-SC
1gG4-SC
1
1
19G4-SC
19G4-SC
19G4-SC
60
9%
19G4 15%
: Type 1
AIP  87%
1.6%
PSL 89%

Khosroshahi, A; Wallace, ZS; Crowe, J_;

Akamizu, T; Azumi, A; Carruthers, MN;
Chari, ST; Ddla-Torre, E; Frulloni, L;
Goto, H; Hart, PA; Kamisawa, T; Kawa, S;
Kawano, M; Kim, MH; Kodama, Y;
Kubota, K; Lerch, MM; Lohr, M; Masaki,
Y; Matsui, S; Mimori, T; Nakamura, S;
Nakazawa, T; Ohara, H; Okazaki, K; Ryu,
JH; Saeki, T; Schleinitz, N; Shimatsu, A;
Shimosegawa, T; Takahashi, H; Takahira,
M; Tanaka, A; Topazian, M; Umehara, H;
Webster, GJ; Witzig, TE; Yamamoto, M;
Zhang, W; Chiba, T; Stone, JH.
International Consensus Guidance
Statement on the Management and
Treatment of IgG4-Related Disease.
Arthritis & rheumatology (Hoboken, N.J.),
67(7): 1688-99, 2015.

in press

Tanaka A, Tazuma S, Takikawa H. Present

status  of  IgG4-related  sclerosing
cholangitis in Japan -a nationwide
survey-. International session

(symposium) 2: Recent
IgG4-related pancreatobiliary diseases.

57 2015.10.8

progress in



19G4

19G4

1gG 1gG4

2013

3.4
Gut, 2013,1771 2

1500
500

2015

2005

BMI

19G, 1gG4

20150245
20150412

47 3

(43.7+ 11.7 vs 67.6+ 11.9)

(100% vs 18.4%) (0%
Vs 26.3%) 19G 1364+ 449 vs
2091+ 1116mg/dl  1gG4 86.6+ 88.1 vs
568+ 523mg/dl

39.5% 39.5%
13.9%
19G4
0% vs 47 3%
100
Vs 74% (100% vs
95%) 1
(0% vs 80%)
3
44
11 CT
41
PSL 4
31
1



3
1gG 1gG4
200
1gG4
high volume
center
1.
2.
3
JDDW2015
2015 10 9
1.
2.



1gG4

lgG4
19G4 19G4
19G4 196G
1gG4
19G4
19G4 19G4
1gG4 196G
19G4
1gG4
ELISA
19G4
X
X 10
cutoff 19G4
10 7
X
19G4 X
19G
19G1,19G2,19G3, 19G4
1gG1 19G4
1gG4
19G1 19G4
19G1 19G4 19G4
19G

Western blot
Mass Spectrometry
1gG4
19G4



19G4

Shiokawa M, Kodama Y, Kuriyama
K,Yoshimura, Tomono T, Morita T,
Kakiuchi N, Matsumori T, Mima A,
Nishikawa Y, Ueda T, Tsuda M, Yamauchi
Y, Minami R, Sakuma Y, Ota Y, Maruno
T, Kurita A, Sawai Y, Tsuji Y, Uza N,
Matsumura K, Watanabe T, Notohara K,
Tsuruyama T, Seno H, Chib T:
Pathogenicity of immunoglobulin G in
patients with 1gG4-related disease. Gut
(in press)

Kimura Y, Kikuyama M, Kodama Y:
Acute Pancreatitis as a Possible Indicator
of Pancreatic Cancer: The Importance of
Mass Detection. Intern Med, 54
2109-2114, 2015

Arai Y, Yamashita K, Kuriyama K,
Shiokawa M, Kodama Y, Sakurai T,
Mizugishi K, Uchida K, Kadowaki N,
Takaori-Kondo A, Kudo M, Okazaki K,
Strober W, Chiba T, Watanabe T:
Plasmacytoid Dendritic Cell Activation
and [FN-a Production Are Prominent
Features of Murine Autoimmune
Pancreatitis and Human IgG4-Related
Autoimmune Pancreatitis. J Immunol.
195:3033-3044, 2015

19G4
. 112
. 2015 4 11



1gG4

19G4
1gG4 1gG4-RD
CD20
B
A B
1gG4 |gG4-related disease: 1gG4-RD
1gG4-RD 1gG4
1gG4
CD20
B
PMDA
IRB
C
AMED lgG4
1gG4
1 1
CD20 B
1)
open-label /
2) 1gG4-RD
1gG4 3) 375mg/m2/ x4 1

add on




4) 32
5) 24
6)
24
Double dummy II
7) IgG4-RD
12

/e e op

24
e. 24 IgG4

f. 24 IgG4-RD responder
index
8)
a. 24 brush up
PMDA
b. IRB

0 1gG4-RD
24
PMDA

24 100 6
375 mg/m2/
4 24 1

—

® G.
CD20 1.
B 1) Tanaka Y, Takeuchi T, Miyasaka N, Sumida
T, Mimori T, Koike T, Endo K, Mashino N,
ANCA  Yamamoto K: Efficacy and safety of rituximab
in Japanese patients with systemic lupus
erythematosus including lupus nephritis who
are refractory to conventional therapy. Mod
Rheumatol. 26(1):80-6, 2016.
2) Khosroshahi A, Wallace ZS, Crowe JL,
IgG4-RD Akamizu T, Azumi A, Carruthers M, Chari S,
Della-Torre E, Frulloni L, Goto H, Hart P,
Kamisawa T, Kawa S, Kawano M, Kim MH,
Kodama Y, Kubota K, Lerch MM, Lohr M,



Masaki Y, Matsui S, Mimori T, Nakamura S,
Nakazawa T, Ohara H, Okazaki K, Ryu JH,
Saeki T, Schleinitz N, Shimatsu A,
Shimosegawa T, Takahira M, Takahashi H,
Tanaka A, Topazian M, Umehara H, Webster
G, Witzig T, Yamamoto M, Zhang W, Chiba T,
Stone JH: International consensus guidance
statement on the management and treatment of
IgG4-related disease. Arthritis Rheumatol.
67(7):1688-1699, 2015.

3) Nakatsuka Y, Handa T, Nakamoto Y,
Nobashi T, Yoshihuji H, Tanizawa K, Ikezoe K,
Sokai A, Kubo T, Hirai T, Chin K, Togashi K,
Mimori T, Mishima M: Total lesion glycolysis
as an IgG4-related disease activity marker.
Mod Rheumatol. 25(4):579-84, 2015.

4) Kiyama K, Yoshifuji H, Kandou T, Hosono
Y, Kitagori K, Nakashima R, Imura Y, Yukawa
N, Ohmura K, Fujii T, Kawabata D, Mimori T:
Screening  for  IgG4-type  anti-nuclear
antibodies in IgG4-related disease. BMC
Musculoskeetal Dis  16(1):129, 2015.

H



19G4

0 24

S

l = )X 7T 375 mg/m?

PR -MRRE

®
O = FACS (%CD19*/PBMC) f = BERRE - HEERE

4[]
GCIRERER GCl#if OFFa]
'ﬁT{[E 4 8 12 16 20 -
' e © ¢ @ ¢ o
o O
EE=N: e f tt
TURRA T
(EROERLER)

| R3%: RIXISEDTABERE - MIFE > Historical control| =T 2 BABEME - #iFE |

) 3
1) 1gG4 1gG4-RD Umehara, Mod Rheum 22:21-30, 2012
2011

2) 1, 2 4 3

5
3

HBV
a) 2)
b) wash out 6 MTX, CPA
4

1.
11,
1)

375mg/m?l x4 1

125 mg

2) daily dose

add on




off
7
1 3
1
daily dose 125 mg
3)
6 MTX, CPA 4
2

V.

1))

a) 24 3 4

Historical control
b) Historical control AMED IgG4
13 168

2)

a) 12 3

b) VL

<)

d) 24

e) 24 IgG4

f) 24 IgG4-RD responder index 3

g) 24
V.
)

24
2)
a) 4

IgG4-RD responder index 3
Patient’s general VAS 10 cm
Physician’s general VAS 10 cm
b) 4 1
CRP, IgG, 1gG4, IgE, IgM, IgA, C3, C4, CH50
c) 0 4 24 %CD19"/PBMC



d) 24

IgG4

CT MRI X

IgG4-RD

IgG4

CT

V1.
1)
2)
a) daily dose
b) off
)] 6
a), b)
3)

4) 1)-3)

5) 24
100

VII.
32

Historical control
5% 80%

VIII.
1) AMED IgG4
IgG4

2) 1gG4
3)

24 5

125 mg

4 375 mg/m*/

60%

32

24

80%

[0

CT



4)

CRC

PMDA

FACS



1G4

2 24 100
2 24 100
|=vuvxs<T 375 mgm: @ = B -mmHE
O = FACS (%CD19*/PBMC) f = ERRE -HEERE
EEMEHY 4R EEEHY 4R EBMEHY 4E
CEBMEAL 1ED) CEBMEAL 1ED) GEENMERZL 1@

GCILATERBR Ull Ull uu

GC OFFA]  REAFER ClIGCIEE+ 7]
FUGE ’ =

24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100:E

@ © © © © © © © © © © © © 0 0 @ @ @ O O
@) @) (@)

; ; ; ?t

[RB: RNCEAHMMIE > Historical controll BT HTAMIFE | TF KA MR

(BEEDHEF)
l.
1 0 24
2 24
100

I.
.
1)

375 mg/m*/ x4 1 0 28 52

76 +2
375 mg/m’/ x4
1 0 24 4
375 mg/m?  x 1
125 mg
2) daily dose
3)
6

IV.

1)



2)

1)

2)

VI.

1)

2)

3)

4)

a) 24 100 4
Historical control
b) Historical control AMED IgG4
13 168
a) 24 100 5
b)
<)
d) 52 76 100 daily dose
e) 52 76 100 IgG4 1 0
f) 1gG4-RD responder index 3, Carruthers, Int ] Rheum, 2012
24 100
a) 24 4
24

IgG4-RD responder index 3

Patient’s general VAS 10 cm

Physician’s general VAS 10 cm
b) 24 4 2

CRP, IgG, 1gG4, IgE, IgM, IgA, C3, C4, CH50
c) 52 76 100 %CD19/PBMC
d) 52 76 100 CT MRI X
2 +2
e)
5

a) daily dose
b) 6

2b), 3)



24 100

5) 24 100
VII.
32 1
VIII.
5) AMED IgG4
IgG4
6) IgG4
7)
8) FACS
CRC PMDA
1.
PSL 0.5 mg/kg/day 2
PSL 0.6 mg/kg/day 0.5 mg/kg/day
0.6 mg/kg/day AMED
I1gG4 13 0.6 mg/kg/day
2.

1) 2)-5)

2) PSL 15 mg/day Smg 4 20 mg

3) PSL 10 mg/day 15 mg/day 2.5mg 4 10 mg

4) PSL 10 mg/kg/day Img 4 4 mg

5) PSL  off

6) 2)-5)

2)-5)




A, B, C
IgG4
CT
1)-4) 5)
1
1 2
2)
3 50%
3)
a)-e)
a)
b)
¢)
d) 4
e) CT 4
4) IgG4
IgG4 30% 135 mg/dL
5) IgG4
1
2 or
3 a;xXb;ta,xby,tasxbsy+t... Cheson non-Hodgkin
lymphoma J Clin Oncol, 2017 Partial Response PR, 50%
a cm b a cm a lL.5cm 6
4
4.
A, B, C
IgG4
CT
3
IgG4 CT
1)-3) 5) 4) 1gG4
1)
1
2)
3 50%




3)

a)-e)

a)

b)

)

d)

e) CT

4
4) IgG4
IgG4 70% 135 mg/dL
5) IgG4
a;xbt+a,xb,+azxbsyt... Cheson non-Hodgkin
lymphoma J Clin Oncol, 2017 Partial Response PR, 50%
a cm b a cm a l.5cm 6
5.
A, B, C
1gG4
CT
3
I1gG4 CT
1
1)-3) 1 5) 4 eG4
1)
1
2)
3 50%
3)
a)-e) or

f) or

g) or

h)

or




J) CT
or

4) I1gG4
IgG4 70% 135 mg/dL
5) IgG4
IgG4
1
3 a;xb;+a,xbytazxbst. .. Cheson non-Hodgkin lymphoma
J Clin Oncol, 2017
a cm b a cm a 1.5 cm
6. wash out
MTX CPA 4
AZP CSP TAC MZR
MMF 2
7.
1) mg
2) mg mg =+1.25
3) mg mg =7.5
1) 2.5 mg
2) 2 mg
3) 0.25 mg

3. 19gG4-RD responder index 1gG4-RD



1gG4-RD responder index

Date form completed: Case number:

Scoring rules
Scoring refers to manifestations of disease activity present in the last 28 days
Scoring:
0 Normal or resolved
1 Improved
2 Persistent (unchanged from previous visit; still active)
3 New / recurrence
4 Worsened despite treatment
Definitions
Organ/site score: The overall level of IgG4-RD activity within a specific organ system
Symptomatic: Is the disease manifestation in a particular organ system svrnptomatic" (Y =yes; N=no)
Urgent disease: Disease that requires treatment immediately to prevent serious organ dvsfunctxon (Y =yes; N =no)
(presence of urgent disease within an organ leads to doublmg of that organ system score)

Tamase- Oroan dvsfunction that has occn rod a5 5 result 6FIoGA R and is considered sermanent (Y — ves-

. es N = 1o)
Damage: Organ dysfunction that has occurred as a result of IgG4-RD and is considerad permanent (Y =yes; N =n0)
Activity Damage
e Organ/site Symptomatic Urgent Present
Organ/site score (0-4) (Yes/No) (Yes/No) (Y es/No)
Pachymeninges
Pituitary gland
Orbits and lacrimal glands
Salivary glands
Thyroid
Lymph nodes
Lungs
Aorta and large blood vessels
Retroperitoneum, mediastinum, and
mesentery
Pancreas
Bile duct and liver
Kidney
Skin
Other sclerosis/mass formation
Descriptor Level mg/dl Score (0-4)
Serum IgG4 concentration
Steroid dose at the time of assessment: Total activity score
mg/day prednisone equivalent Organ/sites (X 2 if urgent) + serum IgG4 score:
Cumulative steroid dosein the past 28 days: Total number of urgent organs:
mg prednisone equivalent Total number of damaged organs:

Carruthers, Int J Rheum, 2012, doi:10.1155/2012/259408




19G4

19G4
19G4
2008 7 2015 3 1gG4
2011  1gG4 definite
6 25 25 64.3+ 10.9
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4.5+ 2.2 vs 16.7+ 15.3 P<0.05
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N=4 N=21 P

2 2 12 9 0.79

53.3+6.5 664103 | 0.04

month 4324120 36.6+235 | 0.39

IgG4  mg/dl 13761847 | 10174807 | 05

IgG  mg/dl 30772679 | 292541476 | 0.29

3.0%12 34+15 0.62

45422 16.7+153 | 0.03

month
PSL mg/day 312421 321439 | 088
PSL week 25+05 27038 0.68
PSL; prednisolone
2
4G4 PSL

month mg/dlg month mg/day | week month) Pr?];/day
1 (47| F | 59 304 8 30 2 49 7
2 |47 M| 48 478 5 30 3 26 9
3 (62| M| 40 4570 3 35 3 10 10
4 |57|F| 26 154 2 30 2 21 0
53.3 432 1376 45 31.2 25 26.5 6.5
SD |6.5 12.0 1847 2.2 2.1 05 142 39

F; female, M; male, PSL,; prednisolone, SD; standard deviation
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IgG4
mMRNA
1gG4 IgG4-associated MZL
1gG4-RD 1gG4-associated MZL 19G4
1gG4-negative MZL 3 Thelper2 Th2 requlatory
T-cell Treg MRNA 19G4-RD
IgG4-associated MZL MZL
1gG4-RD
19G4
19G4-RD miRNeasy
FFPE Kit (QIAGEN) RNA
MZL TagMan Gene Expression Assays (Applied
Biosystems)
FOXP3 TGFB 1 interleukin
19G4-RD (IL)-4 IL-5 IL-10 1IL-13 B -actin
19G4 MZL
lgG4-associated MZL
19G4 MZL IRB
1gG4-negative MZL 3
Th2 Treg
mRNA
PCR IL-4 IL-5 IL-10 IL-13 TGF@ 1
FOXP3 [ -actin  mRNA
PCR
Ig64-RD11  1gG4-negative MZL11 1g64-RD  lgG4-associated MZL
1gG4-associated MZL6 1gG4-negative MZL IL-4 1L-10
IL-13 FOXP3

MZL



(p< 0.05) IL-5
1gG4-RD  lgG4-associated MZL
Th1/Th2
Th1/Th2
Thl
1
Th2
1
MZL
Thl
MzL
Th2 3%  1gG4
1gG4-RD  Th2 IL-4
IL-5 IL-13  Treg IL-10
Treg
IL-4 1L-10 1gG4
IL-5 IL-13
TGFB
1gG4-RD
lgG4-associated MZL
1gG4-negative MZL Th2
Treg
MzL
Chlamydia psittaci
19G4 MzZL
MZL 1gG4-RD

19G4-RD

19G4-RD 10.4%
3.5
19G4-RD
1gG4 19G1
19G4
1gG4-associated MZL  1gG4-RD
1gG4-negative MZL Treg
FOXP3
Treg
1gG4-RD
19G4-RD
IgG4-associate MZL
19G4
MZL

IgG4-associated MZL 1gG4-negative

MZL IgG4-assiciated MZL
1gG4-negative MZL
mRNA 19G4-RD
Th2 Treg
MZL  19gG4-RD

MZL  1gG4-negative MZL
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1964 (TRAD)  TSH
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2002 19G4-RD
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2010 Kakudo
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Table 1. Comparison of clinical characteristics and serum IgG4 value in patients with GD.

2 52 | F 5

4 68 | M
5 51 | F 50

6 53 | F

Nomal-lgG4 HighlgG4
(N=102,93.6%) (N=7,6.4%) P values

Gender (maleffemale) 14i88 16 0.967"
Presence of Graves' ophthalmopathy 261102 27 0852°
Familial history of AITD 28/102 4 0445"
Own smoking history 311102 27 0919"

AVG SD. AVG. SD.

434 154 574 85 0.003

962.7 788.9 1507 340.1 0456

050 076 200 082 0.031
Increase of color dopplerflow (0, 1,2, 3) 133 088 125 126 0816
Serum IgG4 (mg/dL) 396 276 1821 423 <0.001
Serum IgG (mg/dL) 1227.0 2378 1421.0 3917 0334
TSH (mIUiL) 067 319 7.69 17.58 0315
FT3 (pg/mL) 905 740 854 1056 0.904
FT4 (ng/dL) 242 159 186 157 0392
TRAD (IUL) 6.1 275 1767 4438 0370
TgAb (1UimL) 3876 8523 11821 1666.0 0347
TPOAb (IU/mL) 2117 213.1 1817 249.1 0805

1.

19G4

19G4

3)

2.5

100

7 5 | F 5 25

19G4

(n=102, 93.6%)

19G4

(n=7, 6.4%)

value

Mean = SD

(range)

Mean + SD

(range)

value

(mm?)

962.7+
788.9 54

(279-4358)

946.1+
622.3 |5

(315-1689)

0.957

0.61+ 0.89

(0-3)

56

1.66% 0.81

1-3)

0.005

1.33+ 0.88

(0-3)

56

1.00+ 1.09

(0-3)

0.293

2.

1gG4

MMI

(mg/day)

PTU

(mg/day)

LT4

(mg/day)

F 5

4 19G4

1 1964 100
19G4 1

TSAb 1964

19G4
149

1gG4 2

Median

w4 2 135

n=149

2 204
2
3 154
ERTE
; ‘ ”
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135mg/d1 143

1964

1964 6

1964

19G4-RD

Non-elavated g4
i 5 135mgidl, n=I43, 96%)

Elavared 1G4
(=135mgiaL, n=6, 4%

Modian (mserquarniie range) _ n___ Medban nserquartile rangw) o p-Fiiue
Sex (muale female) 33110 ET) 0152
Familial history of ATTD [ (%)) T 2(33.3%) 0087
Smoking history [n (%] 20(14.0%) 2(33.3%) 0265
Age (vears) 60.0(42.0-T1.09 3 WBITLO-TE L 000"
IgG (my/dl) 310(19.0-62.0) 143 6 NA
IgG (mg/idL) 13300 (1140.0-15640) 143 - 6 0352
TgGHgG (%) 25(1544) 143 120(115-13.1) 6 0os°
Thiyrosd size in uitrasound (o ) $37.6(389.8-798.1) ur 485 2(304.4-905.3) 5 0755
Degree of ypocchogenicity® 1.0(0-30) s 20(1.0-30) 5 0.014*
Increase of color Doppler flow 0(0-1.0) 116 0(0-0) 5 0426°
TSH (WUiml) 25(134.3) M1 2301325 (] 080
T3 (pg/ml) 2825300 [3: 272131 5 0585
T4 (ag/dl) 111 141 11(10:13) 3 0P
TRA (UL} 1.0(1.0-1.0 102 10(1.0-1.0) ] 0478
TgAb (IU/mL) 3134 (83.0-531 8) 134 3702(181.0-8423) 6 0707
TPOAD (TU/mL) 1422 (16.9-300.5) 136 TLE(20.7-1269) 6 0487
L-T4 (pg/day)* 0(0-500) 12 375 (0938) 6 0288

3. 1964

Panens 1 ] 3 4 3 6
Age (years) [ Sex SL/M TT/M T0/F TIE MM RF
TSH (UL %64 305 24 27 11 1%
1T3 (pg/ml ) 205 1% 288 266 ND. 306
T4 (ng/dLy 060 103 111 058 130 132
TRAb (ULY 40 <10 <10 10 10 10
TSAb (%) ND.  ND 123 us ND.  ND.
TeAb (TUimLy* 353 4000 251 17 08 L]
TPOAD (TU/mL 6000 M0 143 1380 934 408
TG fmp/dl) 153 b 192 416 168 187
156 (mg/dL) 1312 4532 1434 1470 1364 1634
15GAIEG (%) nz 51 134 283 23 14
Thyroid sszc cn US (mm') 1400 304 905 488 38 ND.
Hypoechopenicity on US 3 2 1 1 3 ND.
L-T4 (ug'day) 109 150 0 ] 100 0
Follw-up (years) 25 i 22 19 18 10
‘Extra-thyroid organ involvement - . - Lacrimal glands  Pinsary
Follw-up IgG+ {mg/dL), periods afler first admission 105, 2y7  ND. 308, 8mo ND. 205, 15w ND.

*Thyreid function was tested on thear first visit fo ows bospital M. male: F. female: N D not detenmined.
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