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IgG4-RD, POEM, SLE

NTT
5
2
9 30—12 15
9 30 10 00
30

10 00 10 15
CD TAFRO 19G4-RD POEMS

10 15 12 15
CD TAFRO 19gG4-RD POEMS

CD POEMS
TAFRO POEMS
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12 15 13 00
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13 00 13 30
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13 30 14 00
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CDCN
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CD TAFRO | G-4 POEMS

TAFRO CD
TAFRO 3
1 2
2010
1
TAFRO
CD CD
TAFRO CD
TAFRO
CD
HIV/HHVS POEMS
bortezomib dexamethasone
CD 1gG

TAFRO
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2017 . 2017;58:97-107
Medical Information Network
Distribution Service MINDS
Clinical Questions

Mod Rheumatol. 2018,

28(1):161-167 CDCN Blood.
2017;129:1646-57 iMCD
MINDS Col
Clinical Questions iMCD
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TAFRO 2010

TAFRO
lwaki

UMINO00011809
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Castleman
TAFRO
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TAFRO
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TAFRO
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TAFRO
CDCN
/ * ** *k*x *kkk
*
**
*k*k
*kkk
CDCN(Castleman Disease Collaborative
Network)
CDCN Castleman
2017 “ International, evidence-based consensus
diagnostic criteria for HHV-8-negative/idiopathic multicentric Castleman disease Blood
2017 129:1646-1657" CDCN 2017 8
2018 3 5
E-mail
E-Mail
Frits van Rhee "International, evidence-based
consensus treatment guidelines for the management of unicentric and idiopathic
multicentric Castleman Disease" Journal of Clinical Oncology 2018 4

1MCD

Evidence Level
IL-6 (Tocilizumab, Siltuximab) First Choice
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2
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1 2
ARO
AMED
1
mTORC1
IL-6 2
5/22
AMED 2
1 2

42



30

TAFRO
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CHAP PS

ACCELERATE registry

30 3
5
UCD MCD
Hv PC Mix HHV-8
FDG-PET

POEMS TAFRO

CD

ACCELERATE registry

EF

19G4

PLNP



Steroid Rituximab Siltuximab Tocilizumab 28

TAFRO (UMINO00011809)

ECOG Performance status

RBC Hb Ht MCV WBC Neut Lymp Eos PLT
LDH AST ALT vy GTP ALP T-bil D-bil BUN Cr eGFR Amylase CPK CRP TP Alb

gamma loburins Na K CI Ca T-Chol TG HbAlc NGSP JDS) HCV HBs
HBs HBC HIV HHV-8 HTLV
EBV VCA-1gG VCA-IgM EA- 1gG EA- IgM EBNA EBV-DNA
pattern DNA
ds-DNA SS-A/Ro SS-B/La MPO-ANCA PR3-ANCA
PAIQG GP Ilb/1lla

CL-GPI Coombs
IgG IgA IgM IgE 1gG4 M abDesmoglein
C3 C4 CH50 KL-6 (D4 (D19

IL-6 IL-6 VEGF VEGF IL-10

ACE slIL-2R Ferritin Haptoglobin
HHV-8 DNA HIV RNA CcART(yes no)

ACCELERATE reqistry TAFRO

ACCELERATE registry

BEDG-PET SUVmax

CT,Ga-scan

dry tap

tocilizumab
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HV PC Mixed

UCD MCD HHV-8
PS1 2 3 4

CHAP score

PSL TCZ RTX PSL+TCZ PSL+RTX

PD MR PR CR

POEMS TAFRO 19G4

CD PLNP

BUN Cr eGFR UA AST ALT LDH ALP CRP

1gG IgM 1gA IgE 1gG4
sIL-2R IL-6 VEGF

KL-6 SP-D BNP A
TSH FT3 FT4
CT
EF
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2
9 00 — 17 30

9 00 9 30

4

* 31

9 30—12 00

9 30 10 00

30

10 00 10 30
CD TAFRO 19G4-RD POEMS

10 30 11 00

11 00 11 30
Minds

11 30 12 00
TAFRO

12 00 12 45
12 45—16 10
12 45 13 00

TAFRO

13 00 13 15
TAFRO
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13 15 13 30
CDCN
1
2 CDCN ACCELERATE
3 CDCN

13 30 14 00
AMED

14 00 14 30

Coffeebreak 14 30 15 00

15 00 16 10
TAFRO

LIP

®TAFRO

16 10 16 25

16 25 16 40

HP

16 40 16 50

16 50 17 00
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Minds
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TAFRO
12 45 13
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13 15 13
CDCN
13 30 14

17 30
30

TAFRO

2

9 00 — 17 30

30
19gG4-RD  POEMS

00

30

00

00
TAFRO

15
TAFRO

30

00
AMED
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14 00 14 30

p.61
15 00 16 10
TAFRO
LIP p.62
p.63
p.67
p.68
TAFRO
p.69
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p.71
16 10 16 25
p.72
16 25 16 40
HP p-73
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TAFRO

CD TAFRO 19gG4-RD POEMS

2018 12 8 1gG4
POEMS TAFRO
TAFRO
MCD 1gG4RD TAFRO
Castleman POEMS

19G4RD 19G MCD
19G4RD CRP
I G4D

TAFRO MCD
TAFRO iMCD 1 TAFRO

TAFRO MCD TAFRO
POEMS MCD MCD
POEMS

MCD

TAFRO
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Minds

58: 97-107, 2017 Fujimoto S, et al. Tentative
diagnostic criteria and disease severity classification for Castleman disease: A report
of the research group on Castleman disease in Japan. Mod Rheumatol 28: 161-167, 2018.

MINDS

HP
Minds

— col
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Hypervascular type

1MCD TAFRO  non-TAFRO (IPL )
® 1MCD-TAFRO IMCD- IPL IMCD- NOS
® |IPL iMCD CRP 1 mg/dL 15 19G 2500
mg/dL

[ FrYvRILIUE J

B ZHlfE
(FRRHE., ucD) (MCD)
SEAT I

FICHTFmMER

HHV-8ES &
SR
FEHEREE

ek Pl

T Mg RS

[POEMSEE%E&E} [ s Bk }

iMCD-IPLE! iMCD-TAFRO®%
bk e bl s 12k el el eg iMCD-NOS

FiEEH R EeRrELER
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IPL  TAFRO Fujimoto et al.

submitted.

iMCD-NOS (n=87)

TAFRO-IMCD (n=63)

IPL
Age (years) 50 (39-59) 49 (44-63)
Male:female ratio 48:39 36:27
Fever (temperature >37.5° C) 31% 97%
Splenomegaly 67% 71%
Anasarca 11% 100%
WBC (x 1000/p L) 7.7 (6.0-9.1) 9.3 (7.1-13.0)
Hb (g/dL) 9.8 (8.3-11) 9.6 (7.4-11.6)
PLT (x 1000/p L) 337 (264-413) 33 (17-56)
BUN (mg/dL) 12 (10-16) 31 (20-60)
Creatinine (mg/dL) 0.7 (0.6-0.91) 1.5(1.1-2.4)
Total protein (g/dL) 9.9 (8.8-10.6) 5.7 (5.1-6.3)
ALB (g/dL) 2.8 (2.4-3.2) 2.3 (1.9-2.7)
CRP (mg/dL) 7.7 (4.5-11.5) 16.1 (6.3-21.7)

LDH (IU/L) 120 (97-158) 207 (176-280)
ALP (1U/L) 279 (219-393) 537 (375-1,108)
IgG (mg/dL) 4,905 (3,510-6,113) 1,345 (1,091-1,778)
IL-6 (pg/mL) 21 (10-42) 26 (15-40)

sIL2R (U/mL)

1,450 (1,084-2,232)

1,669 (1,070-2,490)

FDP (u g/mL)

4(2.4-7.1)

23.9 (13.9-45.8)

25%-75%
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Clinical Questions

IL-6
uch
ucb
ucb
1MCD-NOS
1MCD-NOS
1MCD-NOS
1MCD-NOS
1MCD-NOS
TAFRO  1MCD
POEMS MCD
HHV-8 MCD

IPL
IPL

IPL
IPL

IPL

IMCD-NOS IPL  iMCD

1MCD
1MCD

1MCD
1MCD

1MCD
IMCD-NOS IPL
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TAFRO
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TAFRO

grade 1

TAFRO
2015

TAFRO
2017 12 31

TAFRO TAFRO

225
2015
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10 /pL

grade 5 5
TAFRO

2015
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30

TAFRO
CDCN
/
Castleman Castleman disease collaborative Network(CDCN)
CDCN CDCN
ACCELERATE

1)

A)Fajgenbaum DC, Uldrick TS, Bagg A, et al.lInternational, evidence-based consensus
diagnostic criteria for HHV-8-negative/idiopathic multicentric Castleman disease.
Blood. 2017;129:1646-1657.

B) van Rhee F, Voorhees P, Dispenzieri A, et al. International, evidence-based consensus
treatment guidelines for idiopathic multicentric Castleman disease. Blood.
2018;132:2115-2124.

2 CDCN ACCELERATE

Castleman CDCN ACCELERATE
CDCN
31 239 ( 176 )
3 CDCN
CDCN
CDCN Castleman
Castleman
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TAFRO
AMED
1
1
/ 1,2 3 4 5 6

7 8 9 10
2
3 4 SNTT 6
7 8 9 10

iMCD
TCZ TCZ
iMCD mTOR mTOR
331 TCZ
TCZ TCZ
iMCD 2018 11 20 PMDA
2019 AMED
2
iMCD CHAP
TCZ iMCD CHAP CHAP
30% 16

CHAP

2009 1 31 AMED

TCZ iMCD
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TAFRO
T
/
iMCD IL-6
QoL
iMCD
iMCD
2009 iMCD
RayBio Label-based (L-Series) Human Antibody Array L-507
PBMC T B

Bio-PlexGroup 1 27-plex Panel Bio-Plex
Inflammation Panel 1 37-plex MILLIPLEX MAP Kit:Human Soluble Cytokine Receptor Panel

Multi-plex
TCZ SAA - S100 Tarc
T iMCD Effector Memory T
Th2 Thl7 Multi-plex
RA  MCD
Multi-plex

iMCD

TAFRO
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TAFRO
TAFRO
/
19G4
19G4
(lymphoid interstitial
pneumonia;LIP) diffuse lymphoid hyperplasia; DLH
DLH elastolytic check valve formation
19G4 Castleman overlap
1gG consolidation

|
G4
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TAFRO

Castleman TAFRO

TAFRO
1lg/day

membranoproliferative glomerulonephritis(MPGN) ,
Endocapillary proliferative glomerulonephritis thrombotic
microangiopathy: TMA

foot process
fusion or effacement

) TAFRO MCD AA-amyloidosis, IgA
TMA , O
= Castleman  IMCD
MCD 21% -54% D2 MCD
19 9 47 .4%
TMA 21.1%
76 Castleman D 25%
95% 74% 63% 25%
19 16 (11
5 ) 11 10
6
thrombotic microangiopathy(TMA)
1
75% 16%
10 /plL TAFRO
1
40%
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ANCA %

1gA
IL-6 (situximab (Sylvante)) IL-6
®)) situximab  FDA
tocilizumab 8mg/kg 2
MCD MCD 2
9 MCD
MCD 1gA AA
tocilizumab
m TAFRO
TAFRO 2018 60
11 10-20)
0.5¢9 19
lgawa 22) TAFRO
5 3
(TVMA)
14)
TAFRO
iMCD TAFRO
iMCD
rituximab
TAFRO
2 /pL
2
2
Coutier ) 5 PRES

64

6)

(tocilizumab(

D)

Murakami
iMCD
9)
15,17) gCre
55.6%
( 2)
TMA

tocilizumab
SS-A



iMCD TAFRO

iMCD TAFRO
36) 22)
( 13% 100%
17% 100%
19% 88.9%
100% 94.4%
19-54% 55.6%
NA NA
NA NA
M NA NA
NA NA
MPGN
TMA
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TAFRO

Castleman

/
Castleman
Castleman 16
16 1
MALT
HHV-8
(PEL) diffuse large B-cell lymphoma, NOS
HHV-8
HHV-8 Castleman
2 20
Castleman
FDG-PET
SUVmax 4-5
Castleman 16
Castleman HHV-8
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MALT 2
Kaposi primary effusion lymphoma
B
Castleman
Castleman



30

TAFRO
TAFRO
/
TAFRO
iNCD 19 :
3 TAFRO 11 iMCD
13 6 Hb10.1g/dl PLT31.9 /up 1 CRP5.69 /dl Alb2.9mg/

dl LDH1671U/ 1 ALP3271U/L 19G3991 /dl 1gE22311U/ 1 Ferritin229ng/ ml IL6 48. 4pg/
ml

TAFRO Hbl4.1g/dl PLT6.5 /u I CRP14 .84
/dl Alb2.2mg/dl LDH2441U/ 1 ALP6531U/L  19G1139 /dl 1gE1541U/ 1 Ferritin563ng/
ml 1L6 32. 3pg/ ml TAFRO PLT 119G IgE
Alb
TAFRO
TAFRO
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TAFRO
/
TAFRO
TAFRO
TAFRO
Kiguchi TAFRO 11 CT 7 64% “ matted” appearance
0 TAFRO
IL-6 VEGF vascular endothelial growth factor
TAFRO 10 VEGF 2
IL-6 VEGF TAFRO
VEGF  IL-6
TAFRO
TAFRO IL-6 VEGF
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TAFRO
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dry Tap

TAFRO
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2018 CD

2019

2019
2019 6 23

> 97
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TAFRO
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m 10:10-10:30
TAFRO - -
m 10:30-12:30
30
TAFRO
lgG4
POEMS ( )
12:30-12:45
m 12:45-13:15
| G4
m 13:15-13:35
TAFRO
m 13:35-16:20
| 10 20
Castleman POEMS
Y 1
lgG4
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TAFRO
lgG4
Castleman 5
m 16:20-16:50
20 10
Casleman POEMS 13 100
m 16:50-17:30

m 17:30
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m 10:30-12:30 |

lgG4
POEMS

m 12:45-13:15

TAFRO

m1315-1335 | ]

TAFRO

m 13:35-16:20 |

lgG4

m 16:20-16:50

Casleman

Castleman

TAFRO

Castleman

POEMS

13

POEMS

gG4
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[ ] TAFRO — —
[ ]
[ ]
[ ]
TAFRO
2010 Thrombocytopenia, Anasarca, Fever, Reticulin fibrosis of bone marrow, Organomegaly
TAFRO Castleman
Castleman
cyclosporin A tocilizumab, rituximab
2015
[ ]
3 2 TAFRO
10 /Zpl
(375 ) CRP2mg/dI
Castleman Castleman-like
(SLE), ANCA
, , , (SFTS)
POEMS
lgG4
(TTP)/ (HUS)
[ ]
TAFRO MCD MCD
(30%) TAFRO
TAFRO
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TAFRO

(n=6)
(n=0)
TAFRO

lgG4

TAFRO

AN N NN

IMCD

TAFRO
TAFRO

CD38

TAFRO

IMCD

IMCD

TAFRO

(n=33)
iMCD
iMCD

TAFRO

TAFRO
IMCD TAFRO
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lgG4

lgG4 MCD

lgG4 lgG4 lgG4 lgG4
lgG4

lgG4 1

capsule-like rim

lgG4

lgG4
lgG4 lgG4 IgG4/1gG
lgG4
lgG4
lgG4
MCD lgG4 lgG4/1gG lgG4
MCD lgG4
MCD lgG4
IgG4 MCD
dense
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POEMS

POEMS (polyneuropathy, organomegaly, endocrinopathy, monoclonal gammopathy, and skin

changes) syndrome

POEMS
gammopathy of uncertain significance (MGUS) IgM
lymphoplasmacytic lymphoma IgM

POEMS
1/3
POEMS
rimming 90% A
POEMS vascular endothelial growth factor (VEGF)
VEGF POEMS
VEGF
POEMS
A POEMS
POEMS
POEMS

82
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lgG4

lgG4
lgG4

systemic plasmacytosis
cutaneous and systemic plasmacytosis
cutaneous plasmacytosis
systemic plasmacytosis
systemic plasmacytosis HHV-8
variant
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TAFRO T (thrombocytopenia, ), A(anasarca including pleural effusion and
ascites, ),F(fever ), R(renal insufficiency , reticulin fibrosis
) O (organomegaly including hepatosplenomegaly and lymphadenopathy

53 34-84 , 4,

41 (1.1-6.0)Cre 1.17(0.77-5.71), 1 3.7g/day 6
1g/day 3 11-30/HPF 4 1-4/HPF
VEGF
1
7 TAFRO
(TMA-like)
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Castleman
41
CT
cell type

X-3
CT

tocilizumab

Castleman

Castleman POEMS
POEMS
X-11
GGO / / 3cm
Castleman plasma
prednisolone PSL PSL
GGO
VEGF  1430pg/ml
POEMS Tocilizumab
1
PSL VEGF  500pg/ml
VEGF
Castleman POEMS Tocilizumab
VEGF 2
POEMS tocilizumab
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67
4
IgE lgG4
PSL30 7/
1 PSL Off
lgG
MCV 97.2 fL, Hb 9.6 g/dL, WBC 10.6 X10"3/p L, Neutro 38.0 %, Eos
47.0 %, Lymph 13.0 %, Mono 2.0 % Plasma 3 PLT 128 X10M/u L CRP 1.64
mg/dL 111 g/dL M IgG-k A 1.7 g/dL, ChE 62 U/L, T-BIL 4.7 mg/dL,
D-BIL 4.0 mg/dL, AST(GOT) 43 U/L, ALT(GPT) 30 U/L, LD 138 U/L, ALP 290 U/L, y -GT 21
u/L, 0.67 mg/dL, 11 mg/dL, Ca Alb 10.0 /dI T-Cho 61 mg/dL
/ ANCA <20 ,DNA RIA 9.7 IU/mL, RNP 8.0 INDEX, Sm <5.0 INDEX,
SS-A <5.0 INDEX, Scl-70 <5.0 INDEX ASMA20 AMA M2 ; C3 49.6 mg/dL,
C4 5.6 mg/dL IgG 6967 mg/dL IgG1 2450.0 mg/dL, IgG2 3610.0 mg/dL, 1gG3
29.5 mg/dL, IgG4 4710.0 mg/dL , IgA 94.5 mg/dL, IgM 30.3 mg/dL IgE 107IU/mL,
U-TP/C 0.23 g/g Cr, U-3 2MG/Cr 1774 p g/g.Cr, NAG/C 11.0 IU/g Cr, (1+), RBC
1-4/HPF, WBC 5-9/HPF
CT CT
sSize
polyclonal
>100/hpf  1gG4 IgG4/1gG
polyclonal 1
1
1
lgG4
lgG4 lgG4

PSL
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lgG4

lgG4
lgG4

65 2012
COPD 2017 3

CRP 9
TP 9.3 g/dL, Alb 2.1 g/dL, CRP 5.2 mg/dL, IgG 5031 mg/dL, IgA 203 mg/dL, IgM 86
mg/dL, WBC 8270/p L, Hb 104 g/dL. PLT 76 /u L Fer 1089 ng/mL FLC-k 395 mg/L, A

388 mg/L, k /A 1.0 IgG4 3120

mg/dL FDG-PET/CT
10%
lgG4 PSL 10mg
PSL 2018 6
TP 6.5 g/dL, Alb 1.7 g/dL, CRP 10.2 mg/dL, WBC 8340/p L, Hb 9.1 g/dL, PLT 2.2
/u L Fer 1276 ng/mL, 3.2%
IL-6 47.1 pg/mL
PSL 1mg/kg 5mg 3 X2
8 mg/kg CRP
6 X
1
2017
lgG4 lgG4 CRP
IL-6 lgG4
lgG4
lgG4 IL-6
lgG4 IL-6
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TAFRO

76

Coombs CT

SLE
SLE

ALP CRP

88

IL-2

ds-DNA

PDGF FGF

PDGF FGF

TAFRO



lgG4

Castleman 5 1
61 200X % A
Y
lgG4 200X+2
IgG5875 mg/dL,/gA1009 mg/dL,IgM111
mg/dL,IgE14957.21U/mL,lgG4 1480 mg/dL CRP7.91mg/dL
lgG4 lgG4 40%
Castleman IPL
lgG4 Castleman
200X+7 PSA 0.8927mg/mL B
MRI lgG4 Castleman
B R-CHOP
Y
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Castleman POEMS 13

61

POEMS Polyneuropathy, organomegaly, endocrinopathy, M-protein and skin changes

Castleman

106

Castleman

POEMS

Castleman

POEMS 10-20% Castleman
Castleman POEMS
POEMS
Castleman POEMS
POEMS
Castleman Castleman
Castleman 13 12% 61 32

Castleman

23% vs 75% P<0.001
90% vs 50% P=0.03

Castleman
88% 86%
Castleman
POEMS
Castleman POEMS

90

49 vs59 P=0.02

POEMS
5 Castleman
P=0.17 Castleman



