PO Box 2345 Beijing 100023, China
Fax: +86-10-85381893

World Chin J Digestol 2004 June;12(6):1441-1444
ISSN 1009-3079 CN 14-1260/R

Email: wcjd@wjgnet.com www.wjgnet.com 2004
430071 AZA 6-MP. AZA , 3-6 mo
, No. 2003AA301C08
: , 430071, , R . AZA
bingxia@public.wh.hb.cn
:027-62510629 6-MP ) MTX.
1 2004-01-15 1 2003-03-02 , MTX
CD,
25 mg MTX ; 1 15 mg
(IBD) MTX L) . )
- 0,
’ IBD , AZA. 6-MP  MTX . ,  40%
A, . IBD » MTX ‘ :
, 2
IBD ,
2
NF-Kappa B. MAP infliximab 21 A(cyclosporin, CsA)
FDA 11 , Ca2+ /
, T Th
) IL-2
) . 2004;12(6): , CsA IBD uc ,
1441-1444
http://www.wjgnet.com/1009-3079/12/1441.asp ’ , \ B4 CoA
0 ,
(inflammatory bowel disease, 1BD) , CsA -8, , CsA
(Crohn’ s disease, CD) (ulcerative
colitis, UC), , . .
. . , 2.2 (tacrolimus, FK506) 23 ,
, , CsA,
, CsA 10-100 ,
. Fellermann et al [
, 11 IBD
1 , 7 , 2 , 2
IBD . .6 N N N
(azathioprine, AZA) 6- (6-mercaptopurine, .1 ™. Sandborn et al ®
6-MP) . (methotrexate, MTX) 3 CDrohn (0.15-0.29 mg/kg™/d™)
IBD, )
. 20% IBD
, 36% la IBD ,
, IBD CsA.
IBD )

[

ol

2.3 (mycophenolate mofetil, MMF)



1442 ISSN 1009-3079 CN 14-1260/R 2004 6 15 12 6
(MPA) : MPA., T. 33 ,
B , Thl , Th2 ,
, 3
AZA , CD [21-23) ,
IBD , TNF-a
) IL-12 , CD
IBD , MMF 2 g/d!, 6 mo, 4 mo [241,
5 mg/kg ™, (o] , .
, MMF(20 mg/kg™)+ 3.4 etanercept  TNF ,
UC, 4wk 67% , TNF p57 DNA 1gG-1 C
AZA(2 mg/kg™)+ DNA , ,
MMF IBD , TNF
= etanercept CD (281
etanercept CD
3 TNF onercept CNI-1493 CD
, , adalimumab
IBD CDP870 IBD (el
, TNF. TNF
IBD CD , TNF 4
CD infliximab, )
CDP571, TNF etanercept, .IBD
TNFp55 onercept, adalimumab .
(D2ET), TNF Fab’ (CDP870) a4 IICAM-1. natalizumab a4
3.1 infliximab infliximab FDA , hatalizumab CD,
IBD IgG- , , [e6-21],
1 , TNF . Infliximab , uc natalizumab
TNF , 3 mg/kg™, 2-4 wk ,
=8 LDP-02 adb7
s TNF T s infliximab s IBD 1l
BAX/Bcl-2 T , @l 1ICAM-1 DSS
12, 301, IBD ICAM-1 (1)
, infliximab ICAM-1 ISIS-2302
CD, CD (2,
, 2 wk ,
30 wk, , 5 NF-KappaB
8-12 wk 8 wk infliximab IBD , NF-KappaB
1 a [13-16] ,
infliximab , . , DSS NF-KappaB ,
AZA 6-MP , [, NF-KappaB IBD
Infliximab  UC (IL-1., IL-6. TNF-a).
N , N NF-KappaB,
(IL-10. I1L-11). . Sulphasalazine
: s, NF-KappaB . ,
3.2 CDP571 CDP571 1gG-4 , p65. proteasome IkappaBalpha
2 . NF-KappaB
CDM 2, T s3], , NF-KappaB p65
, TNBS DSS

[18]

NF-KappaB p65



1443

IBD s,
6 MAP
IBD TNF-a MAP
. TNF-a T
, - TNF-a MAPKp38,
MAPKs IBD , MAPK
IBD .
MAPK : RWJ67657. CNI-1493. SB203580
[35]
, RWJ67657
TNF-a, B
T TNF-a, RWJ67657 IBD

,  RWJ67657 IBD

[36]

, CD
MAPKp38 , CNI-1493 , TNF-a
B71, , SB203580
[38].
, MAP IBD
, MAP IBD
7
7.1 Daclizumab IL-2 s
, 10 uc
daclizumab 1 mg/kg™, 4wkl , 2
s s daclizumab
ucC ,
[39].
7.2 IL-6 IBD , T
T )
IL-6 f40],
IL-6R , CD
, IL-6R
T , IL-6R CD
[41—42].
7.3 IL-12 IL-12 TNBS
(s IL-12 TNBS
441, , uc ¢CD
IL-12 481 IL-12 IBD

1 Lichtenstein GR. Approach to corticosteroid-dependent and
corticosteroid-refractory Crohn’s disease. Inflamm Bowel Dis
2001;7(Suppl 1):523-29

10

11

12

13

14

15

16

17

18

19

Rutgeerts P. A critical assessment of new therapies in inflam-
matory bowel disease. J Gastroenterol Hepatol 2002;17(Suppl):
S176-185

Haslam N, Hearing SD, Probert CS. Audit of cyclosporin use
in inflammatory bowel disease: limited benefits, numerous
side-effects. Eur J Gastroenterol Hepatol 2000;12:657-660
Barabino A, Torrente F, Castellano E, Gandullia P, Calvi A,
Cucchiara S, De GL, Fontana M, Lionetti P, De Giacomo C,
Gissi A. The use of ciclosporin in paediatric inflammatory
bowel disease: an Italian experience. Aliment Pharmacol Ther
2002;16:1503-1507

Hamalainen M, Lahti A, Moilanen E. Calcineurin inhibitors,
cyclosporin A and tacrolimus inhibit expression of inducible
nitric oxide synthase in colon epithelial and macrophage cell
lines. Eur J Pharmacol 2002;448:239-244

Rafiee P, Johnson CP, Li MS, Ogawa H, Heidemann J, Fisher PJ,
Lamirand TH, Otterson MF, Wilson KT, Binion DG.
Cyclosporine A enhances leukocyte binding by human intesti-
nal microvascular endothelial cells through inhibition of p38
MAPK and iNOS. Paradoxical proinflammatory effect on the
microvascular endothelium. J Biol Chem 2002;277:35605-35615
Fellermann K, Ludwig D, Stahl M, David-Walek T, Stange EF.
Steroid-unresponsive acute attacks of inflammatory bowel
disease: immunomodulation by tacrolimus (FK506). Am J
Gastroenterol 1998;93:1860-1866

Sandborn WJ. Preliminary report on the use of oral tacrolimus (FK506)
in the treatment of complicated proximal small bowel and fistuliz-
ing Crohn’s disease. Am J Gastroenterol 1997;92:876-879
Matsuhashi N, Nakajima A, Watanabe K, Komeno Y, Suzuki
A, Ohnishi S, Omata M, Kondo K, Usui Y, Iwadare JI, Watanabe
T, Nagawa H, Muto T. Tacrolimus in corticosteroid-resistant
ulcerative colitis. J Gastroenterol 2000;35:635-640

Fellermann K, Steffen M, Stein J, Raedler A, Hamling J, Ludwig
D, Loeschke K, Stange EF. Mycophenolate mofetil: lack of
efficacy in chronic active inflammatory bowel disease. Ali-
ment Pharmacol Ther 2000;14:171-176

Orth T, Peters M, Schlaak JF, Krummenauer F, Wanitschke R,
Mayet WJ, Galle PR, Neurath MF. Mycophenolate mofetil ver-
sus azathioprine in patients with chronic active ulcerative
colitis: a 12-month pilot study. Am J Gastroenterol 2000;95:
1201-1207

van Deventer SJ. Review article: targeting TNF alpha as a key
cytokine in the inflammatory processes of Crohn’s disease—
the mechanisms of action of infliximab. Aliment Pharmacol
Ther 1999;13(Suppl 4):3-8

Targan SR, Hanauer SB, van Deventer SJ, Mayer L, Present
DH, Braakman T, DeWoody KL, Schaible TF, Rutgeerts PJ. A
short-term study of chimeric monoclonal antibody cA2 to
tumor necrosis factor alpha for Crohn’s disease. Crohn’s Dis-
ease cA2 Study Group. N Engl J Med 1997;337:1029-1035
Present DH, Rutgeerts P, Targan S, Hanauer SB, Mayer L, van
Hogezand RA, Podolsky DK, Sands BE, Braakman T,
DeWoody KL, Schaible TF, van Deventer SJ. Infliximab for
the treatment of fistulas in patients with Crohn”s disease. N
Engl J Med 1999;340:1398-1405

Rutgeerts P, D”Haens G, Targan S, Vasiliauskas E, Hanauer
SB, Present DH, Mayer L, Van Hogezand RA, Braakman T,
DeWoody KL, Schaible TF, Van Deventer SJ. Efficacy and safety
of retreatment with anti-tumor necrosis factor antibody
(infliximab) to maintain remission in Crohn’s disease. Gastro-
enterology 1999;117:761-769

Sands BE, Tremaine WJ, Sandborn W/, Rutgeerts PJ, Hanauer
SB, Mayer L, Targan SR, Podolsky DK. Infliximab in the treat-
ment of severe, steroid-refractory ulcerative colitis: a pilot
study. Inflamm Bowel Dis 2001;7:83-88

Rutgeerts P. Infliximab is the drug we have been waiting for in
Crohn’s disease. Inflamm Bowel Dis 2000;6:132-136
Sandborn WJ. Strategies for targeting tumour necrosis factor
in IBD. Best Pract Res Clin Gastroenterol 2003;17:105-117
Sandborn W/, Feagan BG, Hanauer SB, Present DH, Sutherland
LR, Kamm MA, Wolf DC, Baker JP, Hawkey C, Archambault
A, Bernstein CN, Novak C, Heath PK, Targan SR. An engi-
neered human antibody to TNF (CDP571) for active Crohn’s
disease: a randomized double-blind placebo-controlled trial.



1444

ISSN 1009-3079 CN 14-1260/R

2004 6 15 12 6

20

21

22

23

24

25

26

27

28

29

30

31

32

33

Gastroenterology 2001;120:1330-1338

Stack WA, Mann SD, Roy AJ, Heath P, Sopwith M, Freeman J,
Holmes G, Long R, Forbes A, Kamm MA. Randomised con-
trolled trial of CDP571 antibody to tumour necrosis factor-
alpha in Crohn’s disease. Lancet 1997;349:521-524
Vasiliauskas EA, Kam LY, Abreu-Martin MT, Hassard PV,
Papadakis KA, Yang H, Zeldis JB, Targan SR. An open-label pilot
study of low-dose thalidomide in chronically active, steroid-de-
pendent Crohn’s disease. Gastroenterology 1999;117:1278-1287
Ehrenpreis ED, Kane SV, Cohen LB, Cohen RD, Hanauer SB.
Thalidomide therapy for patients with refractory Crohn”s disease:
an open-label trial. Gastroenterology 1999;117:1271-1277
Facchini S, Candusso M, Martelossi S, Liubich M, Panfili E,
Ventura A. Efficacy of long-term treatment with thalidomide
in children and young adults with Crohn disease: preliminary
results. J Pediatr Gastroenterol Nutr 2001;32:178-181
Bauditz J, Wedel S, Lochs H. Thalidomide reduces tumour
necrosis factor alpha and interleukin 12 production in patients
with chronic active Crohn’s disease. Gut 2002;50:196-200
D’Haens G, Swijsen C, Noman M, Lemmens L, Ceuppens J,
Agbahiwe H, Geboes K, Rutgeerts P. Etanercept in the treat-
ment of active refractory Crohn”s disease: a single-center pilot
trial. Am J Gastroenterol 2001;96:2564-2568

Ghosh S, Goldin E, Gordon FH, Malchow HA, Rask-Madsen J,
Rutgeerts P, Vyhnalek P, Zadorova Z, Palmer T, Donoghue S.
Natalizumab for active Crohn’s disease. N Engl J Med 2003;
348:24-32

Gordon FH, Lai CW, Hamilton MI, Allison MC, Srivastava
ED, Fouweather MG, Donoghue S, Greenlees C, Subhani J,
Amlot PL, Pounder RE. A randomized placebo-controlled
trial of a humanized monoclonal antibody to alpha4 integrin
in active Crohn’s disease. Gastroenterology 2001;121:268-274
Gordon FH, Hamilton MI, Donoghue S, Greenlees C, Palmer
T, Rowley-Jones D, Dhillon AP, Amlot PL, Pounder RE. A
pilot study of treatment of active ulcerative colitis with
natalizumab, a humanized monoclonal antibody to alpha-4
integrin. Aliment Pharmacol Ther 2002;16:699-705

Marshall JK. LDP-02 (Millenium). Curr Opin Investig Drugs
2001;2:502-504

Taniguchi T, Tsukada H, Nakamura H, Kodama M, Fukuda
K, Saito T, Miyasaka M, Seino Y. Effects of the anti-ICAM-1
monoclonal antibody on dextran sodium sulphate-induced
colitis in rats. J Gastroenterol Hepatol 1998;13:945-949
Brannigan AE, Watson RW, Beddy D, Hurley H, Fitzpatrick JM,
O’ Connell PR. Increased adhesion molecule expression in serosal
fibroblasts isolated from patients with inflammatory bowel dis-
ease is secondary to inflammation. Ann Surg 2002;235:507-511
van Assche G, Rutgeerts P. Antiadhesion molecule therapy in
inflammatory bowel disease. Inflamm Bowel Dis 2002;8:291-300
Dijkstra G, Moshage H, Jansen PL. Blockade of NF-kappaB
activation and donation of nitric oxide: new treatment op-
tions in inflammatory bowel disease? Scand J Gastroenterol
Suppl 2002;236:37-41

34

35

36

37

38

39

40

41

42

43

44

45

Hibi T, Inoue N, Ogata H, Naganuma M. Introduction and
overview: recent advances in the immunotherapy of inflamma-
tory bowel disease. J Gastroenterol 2003;38(Suppl 15):36-42
Schafer PH, Wadsworth SA, Wang L, Siekierka JJ. p38 alpha
mitogen-activated protein kinase is activated by CD28-medi-
ated signaling and is required for IL-4 production by human
CD4+CD45RO+ T cells and Th2 effector cells. J Immunol 1999;
162:7110-7119

Wadsworth SA, Cavender DE, Beers SA, Lalan P, Schafer PH,
Malloy EA, Wu W, Fahmy B, Olini GC, Davis JE, Pellegrino-
Gensey JL, Wachter MP, Siekierka JJ. RWJ 67657, a potent,
orally active inhibitor of p38 mitogen-activated protein kinase.
J Pharmacol Exp Ther 1999;291:680-687

Hommes D, van den Blink B, Plasse T, Bartelsman J, Xu C,
Macpherson B, Tytgat G, Peppelenbosch M, Van Deventer S. Inhibi-
tion of stress-activated MAP kinases induces clinical improvement in
moderate to severe Crohn’s disease. Gastroenterology 2002;122:7-14
ten Hove T, van den Blink B, Pronk I, Drillenburg P,
Peppelenbosch MP, van Deventer SJ. Dichotomal role of inhi-
bition of p38 MAPK with SB 203580 in experimental colitis.
Gut 2002;50:507-512

Van Assche G, Dalle I, Noman M, Aerden I, Swijsen C, Asnong
K, Maes B, Ceuppens J, Geboes K, Rutgeerts P. A pilot study
on the use of the humanized anti-interleukin-2 receptor anti-
body daclizumab in active ulcerative colitis. Am J Gastroenterol
2003;98:369-376

Neurath MF, Finotto S, Fuss I, Boirivant M, Galle PR, Strober
W. Regulation of T-cell apoptosis in inflammatory bowel
disease: to die or not to die, that is the mucosal question.
Trends Immunol 2001;22:21-26

Atreya R, Mudeter J, Finotto S, Mullberg J, Jostock T, Wirtz S,
Schutz M, Bartsch B, Holtmann M, Becker C, Strand D, Czaja
J, Schlaak JF, Lehr HA, Autschbach F, Schurmann G, Nishimoto
N, Yoshizaki K, Ito H, Kishimoto T, Galle PR, Rose-John S,
Neurath MF. Blockade of interleukin 6 trans signaling sup-
presses T-cell resistance against apoptosis in chronic intesti-
nal inflammation: evidence in crohn disease and experimental
colitis in vivo. Nat Med 2000;6:583-588

Petrucci MT, Ricciardi MR, Gregorj C, Ciapponi L, Savino R,
Ciliberto G, Tafuri A. Effects of IL-6 variants in multiple
myeloma: growth inhibition and induction of apoptosis in
primary cells. Leuk Lymphoma 2002;43:2369-2375

Tozawa K, Hanai H, Sugimoto K, Baba S, Sugimura H, Aoshi
T, Uchijima M, Nagata T, Koide Y. Evidence for the critical
role of interleukin-12 but not interferon-gamma in the patho-
genesis of experimental colitis in mice. J Gastroenterol Hepatol
2003;18:578-587

Neurath MF, Fuss I, Kelsall BL, Stuber E, Strober W. Antibod-
ies to interleukin 12 abrogate established experimental colitis
in mice. J Exp Med 1995;182:1281-1290

Nielsen OH, Kirman I, Rudiger N, Hendel J, Vainer B.
Upregulation of interleukin-12 and -17 in active inflamma-
tory bowel disease. Scand J Gastroenterol 2003;38:180-185



