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R &7 DIREIEIIMENT ST W72 W[, 3], 18P GVHD iR A& #E
i%t*A ISR STV R0, B RIS KX OV S S E
TEZRZLTWDLEVIHEN LI NTETWDH[4-6], &1
GMD@%%@%\vyEzyb@v4%~mﬁﬁéﬁﬁmﬂﬁé
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GVHD ORIEEMZ 7= E WV I WENRH H[9].
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3. EHANFITKRDENN DN CHER « IREZIZHOWT
(1) EIEA LI, K ENRERBRE TR D AFE LHRE L COME RN

< CHRDRR R 1E RBACH R FFIE) . MERHER, UK - liEE o e

EH oD AL s 2 >

1) PubMed |Z C’rituximab”, “chronic”, “GVHD” TH & L 7= Lk 5, M3
(20 CTHREI&E LT,

<HFAMZ I T B R AR >

1) A7 a4 FEHEEME GVHD £35 37 Aicxf LTV Y F v~ 7 375mg/m2
i 10 4 BEES L7=%. 375mg/m2 # 7 1[0 4 » AREE L=, 8 A
73 complete response., 24 A7° partial response TH VY, Z D 32 AH 21
ADPRIGZE 1VFEBMERF L, A7 84 REAIOHIH D WIEHEN AR TH -
72, QOL Ok E L RO - N FICHE B TIlI o T-, R, Dk,
BRI ORENMOFE LD LA BICKISRNE - 72(71.4-100%), 2 A
MR THELE, UEE0 VYo~ 32T 04 REFEIEMN GVHD
DIRERISME L QOL 2#24% 9 25—, BYEICx T 5 PR LETH S
& &z bihvizl10l,

2) AT uA NEHiEEME GVHD B3 21 Ak L TY Y ¥~ 7 3756mg/m2
ZIE 1A 48MEE L, BHRITZT0%THY . KNI E & fHEkRD
AR OGN T Wz, ZOIGE 1 FERMER S, X714 FEloR 5 &
O FJAfEIL 40mg/H 225 1 FE%1201F 10mg/H £ THE S Tuvwi=, GVHD
DIERD AT 13% <L OBRFETHEL TV, BEEEXE 3 A, MLE
JERYE L REREAZ 1 ANTORBOZ, LEXV I Y XU <wT 3 AT, R
KHirEEM GVHD Ik L TEZBICTH 5 &5 2 biiz[11],

< HARIZBT D ERIR AR S >

1) A7 vuA NEHFHEEME GVHD B2F 7 AZxfLTY Y %<7 375mg/m2
i 1[0 4 MG Uiz, 169BAGE 1 K5 C 3 A7 partial response. 3
N 73 stable disease, 1 A7 progression Th o7z, 7T AH 4 NIZBWT X
TuaA RROBENRFTETH o7, MISZRO TR TR ) & & E O
FR&. DR, i rEE s L O /M Th - 7o, TRERDE
FMEIX 1 412 infusion reaction ZF8 72, BREK THRICEYVIELZ 2 A, T
FEREMRE & BB E L TN ZN 1 AT OO, WT s MhodEH <0
T MM R R A LT K D SR IR EE . & 5 W B GVHD 20 b DIz L b
LoLBEZOLNZ, UEXD, VX =T E3bEVEITLTVRNAT
2 A FEHEEMYE GVHD © O BFIZBWTHER TH 5 rlaEME S R
Snrzl12l,
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(2) Peer-reviewed journal Of&a&L, A Z « T U o R EDOHRERDL

1) 83 SDOHIFHRRE 4 >O% GFHENHAREZ £ L7 111 NDOBEF E X5
& D A X RAT TIXERGRIT 66% (95% 15 HEH X [E] 57-74%) TH v . BRI
262X FRBO o7, B OIS IL, KEWRZEH 13-100%, H
RG2S 0-83%., JTNiEiAs 0-66%., Ml 273 0-38% TohH V., A7 1 A NPtk
B GVHD I35 U Yo ~T7 OFMEN RIS NI, TR,
IZ infusion reaction & JEYLIE AR D=0, BHIRIC 7z 5 3t 0 7h 5 B 4
XD 220 72[13],

(3) #HFEF~OFEERERK & L TORHEIRT

<WFHMZ BT D HBFE >
1 ) [ Thomas' Hematopoietic Cell Transplantation, fourth edition

(Wiley-Blackwell$t, 2009 £ 5 A %17)] D4 GVHDDIETH S 1316 R

— Iz,

There is no current standard of care for chronic GVHD patients who fail
front-line steroid-based therapy. A number of mostly smaller phasell
studies of secondary or salvage regimens have been published, most of
which report response rate of 25-75%. Responses are frequently
incomplete and not durable. Agents used for secondary therapy of
chronicGVHD are shown in Table 87.9. Most of these agents have been
used with marginal success and with poor clinician satisfaction. Since
there is no therapeutic standard, choices in salvage therapy for chronic
GVHD are therefore made based on the patient’s history of previous
treatments, using agents with nonoverlapping toxicities, and with
sensitivity to the patient’s personal preferences.

AT A RERX—Z2 2 L —RIBRICTRS Lo @M GVHD B3I
X DR HER R IT, BUEFAE LRV, Z< ORI D 5 W IT I L_— U
EORE I HEBRPAARINTEY, TOLZITNERETH Y | RISHRIT
25-T5% L | SN TV D, RIS LIZLIEARZERTH D | AHTIEie0,
&M GVHD & O “RIBEICHOWL ATV L EREZ T — 7L 879 1Z7- T,
INOEDOFEADIFEALERD LD EEmREDD L OWRE L &b I
HINTWD, EERBENGFIELRWZO, B GVHD Ikt 251 _X—v
WiEDOBIUT, BE O ZNE TOMBRESLHEENTBE LRV EEHR BE O
NI BT D MBI L D s D,

EHY ., T—7 1 87.9 T rituximab A H TV 5 [14],

<HAERIZBIT 2HBEFE>

1) [HARIZZNL S s EBEEO KM EER (T8 (BEE Yy —TF
1 2008 £ 9 A ¥17) ] DM GVHD OIHTH H 35 ~— V|,
MWILBEDOIRFITEE T b DT <, SEIERIEH - FIENNEED
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phase I B & L THAL I, 25~50%REDOHF MR HRE I LTV D
(MMF, thalidomide, sirolimus, rituximab, extracorporeal
photochemotherapy, hydroxychloroquine, daclizumab, infliximab, steroid
7V A JEYE, cyclophosphamide 23X/L 2 &1k, pentostatin, clofazimine, 25
U RIS, BHEBAE R L),

LR STV B [15],

(4) ZENITHBREORETA KT A4 L ~OLH IR

<WEAMZBT DTA RT A 5>
1) kEIMm %2 (American Society of Hematology) ® Education Program
Book (HEMATOLOGY 2008)?D137-2— < Msecondary therapy D IHE |,
Choice of secondary therapy is currently based on the clinician’ s
expertise and sense of what appears to represent the most effective
intervention for the patient’ s particular manifestations of chronic
GVHD. Also considered are any co—morbidities, anticipated toxicities
and logistical issues (need for therapeutic level monitoring, need for
intravenous access, insurance coverage, and available clinical
trials). Initial therapies are usually continued, unless unacceptable
toxicity has occurred. Table 3 summarizes the published organ specific
response rates for the best studied secondary agents (mycophenolate
mofetil, high—dose corticosteroids, extracorporeal photopheresis,
sirolimus, 2- deoxycoformycin, calcineurin inhibitors, rituximab,
thalidomide).
CRIREORYPUTBIE, £ OBEDRFOBMEGVHDOFHEEZBE L TED
BIRPR ORI THLINE VI RIREORREEMEICE D 23T
5. TORFORHSOEIES, BEINL@M. MR RME (L~
NOF=HZ VT FRV— F~DT 7B ADOREN, RRTHN—TZ
D7, ERIREER CZ%?JDT‘%‘ L0 bEEIND, IFETERVEMENFEA
L72WRY | —IgEITEF M S b, 7—7 431, ZThvE TE A%
ST ZIGHEHE MF, A7 v A RRERE, ECP, m U LX XU b
22 F o, ANy =a—) UEEAL VYFR<T H U R A R) OR
F I N Tl e R R DR 2 T 5,
EHV, VXU NEEGVHDD " RIBEDO —DOTHDH I L NEH S
LTV 5[16],

<HARIZBTLATA T4 %>

1) 2008 4 7 A 31 HIC A ARG IMAMRBIE TS XV IIT I 7o [ ik fu R
HA KZ74> GVHD] ® 21 =T,

5. _IKIAE
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5.1 TIRIGHE  AEMER R IE IR I STV R BAR TR IS O H
HIEFNIR OGNS
5.2 JEEEOREIN - MMF, vrlU~<2X, e Fafxiraoaxy, 74 7
b=V R, UYXv<wT RN RNRETF, AT A RNV RAEE
ENBHY, FFEAOE 2 HREBEOERIZE D EK 40%LL EIZHR)
Th DD, HENITENL TOWDIREEITMEYL STV, 7.5mg/m2
1 E AR MTX EiES° 10—40mg O T T XA XF U OWE L H
L, TR EORBRBR I VWEZOFHAEEIAHTHD. KT
® CIBMTR O A > #—F v bEHAWET U7 — FRABIC I E, Rk
B DK 50% T MMF MEH SN TW5 . ARG T RIBERE 2 &
5 IZ/RT.
EHD, BEED—EHTH LD 38 N—VIT
12. Rituximab (f# [ R4%)
2 GVHD OJFReABIC B il 0B 523 /"2 X 41, rituximab O [ Rk
BIThbiud X127 o7 21 flD extensive type D AT 1 A NHEFLIEH %
X 375mg/m2 i —[Al4 BV IKTZ LE21a—RE L CREELZT
FEAm ATRE 20 Bl 14 BRI EN A B, AT oA RO ED AIHE T,
2 BHIFEIERDHE K E AT B A ROFIERFATEETH > 7o, M2 & RO AR
WHE SN TWD. R EREA, K&, fiEkict 3 28 AN HE S
TW5., BHEHFEITEEY O REOREICEL 5.
ERHEH SN TWVWB[LT],

(5) BHENEITH DA TORERFABRBORE X OERMEHER (L5 (1) L
) 1zHoWNWTC

1)

(6) EFo (1) b (5) B E X ZELEDZ LI ONT

<BEHRE - ROV T >
1) AT oA REGuHEEBRME A 5HE 395

<BEYLEHE - RISV T>
1) 376mg/m2 % 1 #HMIC 1F, 4 HHE T

<R IRBIRLE ST I oW T >
1) EIERENFE LR VAT a4 NG EYE GVHD I2x3 5 F ZE 725K
ETH D,

4. FEhid XERBOFEEHL £ O HIER

1)
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5. 5

< Z Dfh >

1)

6. 2% LWk —&

1.

10.

Lee, S.J., G. Vogelsang, and M.E. Flowers, Chronic graft-versus-host disease.
Biology of blood and marrow transplantation : journal of the American Society for
Blood and Marrow Transplantation, 2003. 9(4): p. 215-233.

Filipovich, A.H., et al., National Institutes of Health consensus development
project on criteria for clinical trials in chronic graft-versus-host disease’ I.
Diagnosis and staging working group report. Biology of blood and marrow
transplantation : journal of the American Society for Blood and Marrow
Transplantation, 2005. 11(12): p. 945-956.

Arora, M., et al., Chronic graft-versus-host disease’ a prospective cohort study.
Biology of blood and marrow transplantation : journal of the American Society for
Blood and Marrow Transplantation, 2003. 9(1): p. 38-45.

Kapur, R., S. Ebeling, and A. Hagenbeek, B-cell involvement in chronic
graft-versus-host disease. Haematologica, 2008. 93(11): p. 1702-1711.

Teshima, T., et al., Chronic graft-versus-host disease’ how can we release
Prometheus? Biology of blood and marrow transplantation : journal of the
American Society for Blood and Marrow Transplantation, 2008. 14(1 Suppl 1): p.
142-150.

Chu, Y.W. and R.E. Gress, Murine models of chronic graft-versus-host disease-
insights and unresolved issues. Biology of blood and marrow transplantation :
journal of the American Society for Blood and Marrow Transplantation, 2008.
14(4): p. 365-378.

Miklos, D.B., et al., Antibody responses to H-Y minor histocompatibility antigens
correlate with chronic graft-versus-host disease and disease remission. Blood,
2005. 105(7): p. 2973-2978.

Miklos, D.B., et al., Antibody response to DBY minor histocompatibility antigen is
induced after allogeneic stem cell transplantation and in healthy female donors.
Blood, 2004. 103(1): p. 353-359.

Zhang, C., et al., Donor CD4+ T and B cells in transplants induce chronic
graft-versus-host disease with autoimmune manifestations. Blood, 2006. 107(7): p.
2993-3001.

Kim, S.J., et al., Weekly rituximab followed by monthly rituximab treatment for

steroid-refractory chronic graft-versus-host disease: results from a prospective,
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11.

12.

13.

14.

15.

16.

17.

multicenter, phase II study. Haematologica, 2010. 95(11): p. 1935-1942.

Cutler, C., et al., Rituximab for steroid-refractory chronic graft-versus-host
disease. Blood, 2006. 108(2): p. 756-762.

Teshima, T., et al., Rituximab for the treatment of corticosteroid-refractory chronic
graft-versus-host disease. International journal of hematology, 2009. 90(2): p.
253-260.

Kharfan-Dabaja, M.A., et al., Efficacy of rituximab in the setting of
steroid-refractory chronic graft-versus-host disease’ a systematic review and
meta-analysis. Biology of blood and marrow transplantation : journal of the
American Society for Blood and Marrow Transplantation, 2009. 15(9): p.
1005-1013.

Frederick R. Appelbaum, et al., Chronic graft-versus-host disease’ Clinical
Manifestations and Therapy. Thomas’ Hematopoietic Cell Transplantation, fourth
edition. Wiley-Blackwell inc, 2009. p. 1304-1324.

fHEM S, 18 GVHD. A ARIZHENLD il Ml B o i & BRR, E3EY v
— 7L £t, 2008. p. 31-37.

Stephanie J. Lee, et al., Recognizing and managing chronic graft-versus-host
disease. Hematology 2008, American Society of Hematology Education Program
Book. 2008. p. 134-141.

AAE MRS A R T4 ZHS GVHD A4 KT A oy, i il i 6l
WA K74 GVHD. 2008. p. 20-23.
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	１）「Thomas' Hematopoietic Cell Transplantation, fourth edition (Wiley-Blackwell社, 2009年5月発行)」の慢性GVHDの項である1316ページに、

