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1) PubMed #%|/H L C. GVHD x Infliximab THZR 21T/ -7, BZEHERE
GVHD (Zxf9 % Infliximab @ EfKRFERICE 3 2 583G A2 BN L 72,

<A I T D Bl IR AR S >

1) Biol Blood Marrow Transplant. 2009 Dec;15(12):1555-62.

A phase III study of infliximab and corticosteroids for the initial treatment
of acute graft-versus-host disease.

An open-labeled, phase III trial was conducted to determine if the addition
of infliximab to steroids could improve results for patients with newly
diagnosed grade II-IV aGVHD. Patients with newly diagnosed aGVHD
derive no benefit from the addition of anti-TNF-alpha therapy with
infliximab when compared to corticosteroids alone?).

2) Bone Marrow Transplant. 2007 Sep;40(5):473-80.

Infliximab for GVHD therapy in children.

We retrospectively evaluated the efficacy and safety of infliximab 10 mg/kg
i.v. once a week for a median of eight doses (range 1-162) in 24 children
with steroid-resistant GVHD. Infliximab appears to be well-tolerated and to
have activity in steroid-resistant GVHD?,

3) Haematologica. 2004 Nov;89(11):1352-9.

Infliximab treatment for steroid-refractory acute graft-versus-host disease.
We performed a retrospective analysis to evaluate the activity of infliximab
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in 32 patients with severe steroid-refractory acute GVHD. We conclude that
infliximab is active in the treatment of severe steroid-refractory acute
GVHD, particularly when the intestine is involved. Infections commonly
followed its administration?.

4) Blood. 2004 Aug 1;104(3):649-54.

Tumor necrosis factor-alpha blockade for the treatment of acute GVHD.

In this study we retrospectively evaluated 134 patients who had
steroid-refractory acute GVHD. In conclusion, infliximab was well tolerated
and active for the treatment of steroid-resistant acute GVHD, particularly
with gastrointestinal tract involvement. Survival after steroid-resistant
acute GVHD continues to be problematic. The possibility of excessive fungal
and other infections must be explored further®.

5) Biol Blood Marrow Transplant. 2008; 14:1783-89.

Addition of Infliximab to Standard Acute Graft- versus-Host Disease
Prophylaxis following Allogeneic Peripheral Blood Cell Transplantation
The addition of infliximab to standard GVHD prophylaxis did not lower the
risk of GVHD and was associated with an increased risk of bacterial and
invasive fungal infections!?.

< HARIZBIT D IR E >

1) HARTITERAREBR DR LG LA 7R0,

(2) Peer-reviewed journal D&, A & « 7 U T R EOHRERN

1) Bull Cancer. 2007 Jan;94(1):33-41.

Role of monoclonal antibodies in the treatment of acute graft versus host
disease

Recent experimental data indicate that acute GvHD develops in three
phases: epithelial-cell injury caused by the conditioning regimen (Pre
transplant phase); activation of donor T lymphocytes (T-cell activation
phase); and the effector phase. Unfortunately, little progress has been done
in the treatment of acute GvHD. Several approaches using monoclonal
antibodies against cytokines or other molecules involve in the
physiopathology of acute GvHD have been used, especially for the
treatment of steroid resistant acute GvHD?.

2) Semin Oncol. 2003 Aug;30(4):509-19.

Monoclonal antibodies for the prevention and treatment of
graft-versus-host disease.

Among newly developed agents suitable for the prevention and treatment of
GvHD, monoclonal antibodies hold much promise. Monoclonal antibodies

currently available, such as infliximab and anti-interferon-gamma
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(anti-IFN-gamma), are capable of blocking of the action of initiating and
effector cytokines. Daclizumab, infliximab, visilizumab, and ABX-CBL have
shown promising activity in steroid-resistant acute GvHD in early clinical
testing. This review summarizes current experience with monoclonal
antibodies in the management of acute and chronic GvHD. Over the next
decade, however, the challenge will be to define the relative place of these
antibodies in the therapeutic armamentarium for GvHD and their impact

on long-term survival®.

(3) HREF~DOIFERERIERK L L TORHEIRN

<2 B T D BB EE >
1) BEEARRKE L ToREIIZR W,

<HRIZBT 2 HFEFE>
1) fFHERREKE L TOREEITR,

(4) #XFHMEODRAA T A ~DFRHEIRK

<IN B T HHA T4 L F>

1) The EBMT-ESH Handbook The 2008 revised edition of the EBMT-ESH
Handbook on Haemopoietic Stem Cell Transplantation Chapter 11. Graft
versus host disease
In case of visceral GvHD, despite concerns about toxicity, second line
treatment can be either polyclonal antibodies (i.e. ATG) or monoclonal
antibodies. ?
<HRICBITIDLHARTA &>
1) HBARELMBRBHETEETA FT4 2 GVHD®
TNF PR (Pr B e st)

1 TNF HEIE L LT, A0RE a7 ) b 20aETra 7y o A
FTCF /7 ua—F/ht TNF AT " 5 Infliximab &, a[¥aEM: TNFp75
SR E 1gG O Fe ¥ DG % o~ 7T &5 Etanercept 7" i &
TWD.HTED = /M TNF, Ml a5 TNF omE 248 e 350
2k L, % &1L INF offla boLrt7 = ¥ —~Ofi &% HET 5. ik, 55
Rl DEYYEDRIEY A7 DO EFHITIEEN " BHET T HDHI.

2 Infliximab ([R5 i 7+
Infliximab [ZBCKT * 1% 10mg/kg Z 1 1 [B], ‘¥ 4 FIFREEO Q& G-D "
fThitTnwad. Lol ZoHHE - HEIZ GVHD (2% B ERREERIZ L - Tk
ESNTbOTEZ R, b EHT X, 7v—UHIcstd 2 E5EICER
L, bmg/kg DL 1Tl T 5 10, 27855 (CR+PR) 13 60-80%F2E T =,
M B A Zh 2 C = X, AR, G T @, IFRIC et 3 5 A 2h 1% 50%LL
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TCT*H5 3410 /NEFIT OFFARBRLHRESNTWD 2. FWHIEE &
L T, mPSL H#| L mPSL+infliximab ffH O III fH7 > % = AfbEREGR
BRI “ ATtz , BIMEICE 1TA LTV R 1D,

(5) BHENEITH DAL TOEKRFABRBORE X EREHZERE (LF (1) L
) oW T

1) Leuk Lymphoma. 2003 Dec;44(12):2095-7.

Infliximab for the treatment of severe steroid refractory acute
graft-versus-host disease in three patients after allogeneic hematopoietic
transplantation.

Acute graft-versus-host disease (aGVHD) is a serious complication of
allogeneic peripheral blood stem cell transplantation (PBSCT). Patients
with severe aGVHD not responding to treatment with steroids have a poor
prognosis. We treated three patients with severe aGVHD refractory to
steroids with infliximab. Patients (MDS 1, NHL 1, ALL 1) developed grade
ITI-IV GVHD at a median of 13 days (range 9-17) after non-myeloablative
PBSCT (HLA mismatched). All patients had received treatment with
high-dose steroids for a median of 7 days (range 7-10) in addition to
mycophenolate mofetil (MMF) (one). Infliximab was given in 3 weekly doses
of 5 mg/kg. In one of three patients a partial resolution of diarrhea and
minor improvement of skin were observed. One patient died with refractory
GVHD. Infliximab is apparently an effective drug for the treatment of
aGVHD, but can be more effective at doses of 5 mg/kg or higher and/or by
administering it repeatedly every week!0,

2) Infliximab "L L7 AT v A NEHHEEE GVHD O — 1
FLMgdbRepibe EREES, £6 7 HARKMKFERRER (2005 4)

3)  HA/NEMEFSHEES, 20, 1, 16-21, (2006)

Infliximab for Pediatric Patients with Graft-versus-Host Disease Following
Allogeneic Hematopoietic Stem Cell Transplantation

M GVHD (Z%F L TH 2 il ) o flkfse 23 N #7224 1112t L C Infliximab %
G L. 3BITERKMRENRBD 5T,

(6) Bt (1) 226 (5) ZEEABADZLMEIZHONT

<HEEBZRE - AR HONT>

1) Infliximab |& GVHD ORIEIZE G 5 RIEVEY A VA > Tdh % TNF-a
IR HE T 2 0 FARNEE TH 5, BYYENSREZHT D 2 & TR ez
fr L T.GVHD OFRIE T ik L O#EinE D GVHD (X9 22 R A WS 5,

<HYHE - HEIZHOWT>
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1) BEMRHELENTNDZ B— ikt T 2 B G BICHER L, Sng/kg @
AL, 13— 30 (P, 2H%. 6 %) BETHZENRRYTH
LEERD,

<ERIRMIPLE ST T >

1) BAERTALE % O #LA% R =12 X 5 GVHD RAERTD TNF- o BEA O 2 B 1§
& LT Infliximab ¥R 5 L. &t GVHD 3JE% OFFEML T flan s o
TNF-aPEEZIHI T2 HME LERIERBMOBRER GRS, 2.
HEVEME DAL GVHD 26T 220 R s n s,

4. FEfiT XERBROMEE L £ D TER

1) Infliximab FRi#& 512 K %540 GVHD ORIEME, EEE L2 RRA
v b & U7zl & 5 1T FH B R B

(J715) FE x5 I R AR RS AR E (5] &2 %F 5 & L C, GVHD T B IC AR RTALE % 1T
Infliximab % #5- L 7= JE 6] O A GVHD, B YLIE O FE M S 36 L OV 1R 4 fif
a5,

2) Ak GVHD RJE% . #1159 & LT mPSL & infliximab %5 II/III f8 5
VL AN (e (&

(i) FEM%E M RFEBME G 2 xHiE & LT, Gradell LA Eo&ftE GVHD
Z FEIE LT IEBI o )59 & L T mPSL & infliximab 127 > # 44k L .GVHD
DYE R, TEYE D FIEBE I L OVEFERE BT T 2,

3) 2T uA FEHFIMIMLE GVHD (%3 % Infliximab @ &5 1T FH B K 3 5k

(FiE) A7 v A FEEHMENLE GVHD JEF % x4 & L <. Infliximab 5mg/kg
M EE, 12— 30 (FE, 2#%, 6#%) &5 L, GVHD OikER
FOBRYEORIEME R X OVEFRE I 5,

5. 5

< ZE D>
1)

6. 25 Lk—%&

1) Couriel DR et al. A phase III study of infliximab and corticosteroids for
the initial treatment of acute graft-versus-host disease. Biol Blood Marrow
Transplant. 2009 Dec;15(12):1555-62.

2 ) Sleight BS et al. Infliximab for GVHD therapy in children. Bone Marrow
Transplant. 2007 Sep;40(5):473-80.

3) Patriarca F et al. Infliximab treatment for steroid-refractory acute
graft-versus-host disease. Haematologica. 2004 Nov;89(11):1352-9.

4) Couriel D et al. Tumor necrosis factor-alpha blockade for the treatment
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of acute GVHD. Blood. 2004 Aug 1;104(3):649-54.

5) Bay JO et al. Role of monoclonal antibodies in the treatment of acute
graft versus host disease. Bull Cancer. 2007 Jan;94(1):33-41.

6 ) Bruner RJ et al. Monoclonal antibodies for the prevention and treatment
of graft-versus-host disease. Semin Oncol. 2003 Aug;30(4):509-19.

7) The EBMT-ESH Handbook The 2008 revised edition of the EBMT-ESH
Handbook on Haemopoietic Stem Cell Transplantation Chapter 11. Graft
versus host disease

8) HARGMMWBEAE T A K7 A GVHD

9) Marty FM et al. Infliximab use in patients with severe graft-versus-host
disease and other emerging risk factors of non-Candida invasive fungal
infections in allogeneic hematopoietic stem cell transplant recipients: a
cohort study. Blood. 2003 Oct 15;102(8):2768-76.

1 0) Yamane T et al. Infliximab for the treatment of severe steroid
refractory acute graft-versus-host disease in three patients after allogeneic
hematopoietic transplantation. Leuk Lymphoma. 2003 Dec;44(12):2095-7.

1 1) Antin JH et al. Novel approaches to the therapy of steroid-resistant
acute graft-versus-host disease. Biol Blood Marrow Transplant. 2004
Oct;10(10):655-68.

1 2) Hamadani M et al. Addition of Infliximab to Standard Acute Graft-
versus-Host Disease Prophylaxis following Allogeneic Peripheral Blood Cell
Transplantation. Biol Blood Marrow Transplant. 2008; 14:1783-89.
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