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Efficacy of Granulocyte and Monocyte Apheresis with the ""Adacolumn"
in the Treatment of eight Patients with Severe Active Ulcerative Colitis.

lizuka Bun-ei, Sugiyama Shigeki, Honma Naoko, Yamagishi Naoko, limura Mitutoshi,
Shinozaki Sachiko, Tukada Yuriko, Nakomura Tetuo, Hayashi Naoaki

Institute of Gastroenterology, Department of Internal Medicine,
Tokyo Women's Medical University,School of Medicene.

[Purse]

We have studied the effects of granulocyte and monocyte apheresis with the G-1 column (" Adacolomn"), in 8
patients with severe active ulcerative colitis (UC), who had failed to respond to conventional therapy and has re-
ceived much amount of steroid, (7/8) has received over 10g). The therapeutic benefit, and the usefulness of this
treatment were compared with that of standard medication for UC which undertaken at the prior attack of active
phase on the same patients.

[Method]

All were in-patients, and who received standard medical therapy with TPN,broad spectrum Antibiotics, and
systemic steroids intravenously. Granulocyte and monocyte apheresis with Adacolomn(:G-1 therapy)was performed
on the protocol of multicentre clinical trial as active phase therapy, weekly, 5 times. After sucsess of five week active
phase therapy,monthly, maitenance thearpy was performed.

On the seventh week of G-1 therapy, the overall assessment such as improvement, safety assessment and
usefulness were determind.

[Results]

1) 5/8 patients were significantly improved(62%), 2 were improved, and 3 were worsened and administrated
Cyclosporin intratonously,and one was also taken surgical therapy for massive bleeding. 2) 3/4 patients who
underwent mtintenance G-1 therapy, monthly after five weeks acute phase therapy, while decreasing of steroid
drugs, flared -up. At that time, early (within 2weeks)3-1 therapy is usefull to improve again, for even pseudpolyposis
type which recognized as obstinate type of UC. 3)The length of period for decreasing the steroid drug to low doses
was shorted about 2/3, after G-1 therapy compared with before therapy. 4)Author's original Colonoscopic activity
index (CSADYfor UC is usefull for assessment of inprovement, in the 3rd week of G-1 theraty.
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The pathophysiological role of interleukin-18 on IBD

Okazawa Akira', Satoh toshirou',Funakoshi shinsuke' . Fukui kazuto', Naganuma Makoto',
Yajima Tomoharu', Yamazaki Motomi', Inoue Nagamu',Kanai Takanori®, Iwao Yasushi',
Watanabe Mamoru?, Hibi Toshifumi'~

Keio University School od Medicine, Department of Internal Medicine', Keio Cancer Center?

Crohn's disease is characterized by a marked accumulation of activated Th1 type CD4* T cells and macrophages
in the inflamed intestinal mucosa. Interleukin-18 (IL-18) derived from activated macrophages induces interferon-y
production and mediates Thl responses. We have demonstrated that activated macrophages and Th1 CD4* mucosal
T cells mediated the intestinal inflammation in Crohn's disease (CD). We assess functional role of IL-18 in the
regulation of mucosal T cell in CD and examine the mechanism of therapeutic effect of leukocyte apheresis(LCAP).

[Mehtods]

We assesed serum IL-18 concentration by ELISA in patients with ulcerative colitis (UC), those with CD, and
healthy controls.Lamina propria lymphocytes (LPLs) were isolated from tissues of intestinal mucosa in patients with
UC, those with CD, and healthy controls. Proliferation assays were done by culturing LPLs with recombinant 1L-18.
IL-18R expression on LPLs was assessed by flow cytometry.

[Results]

[)Serum IL-18 concentrations were significantly in CD,as compared with those in UC and NL. 2)Proliferative
responces of LPLs to T1L-18 were significantly increased in active CD. 3)IL-18 stimulation increased the expression
of IL-2R on LPLs of CD, but not on those of UC and NL.

[Conclusion]

These results indicated that IL- 18 regulates the proliferation of mucosal T cells in the intestinal mucosa with CD.
We thus investigate the changes of serum and mucosal IL-18 in the patients before and after LCAP treatment in order
to know the mechanism of therapeutic effect of LCAP.
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UCAI (Ulcerative colitis activity index)
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Effect of Granulocyte and Monocyte Apheresis with G-1 Column
in the Treatment of Patients with Active Ulcerative Colitis

Suzuki Yasuo, Yoshimura Naoki, Saitou Yasushi
Chiba University School of Medicine, The Second Department of Internal Medicine

[Purpose]

Recently granulocyte and monocyte apheresis was introduced to the treatment of ulcerative colitis, but exact
indication of this therapy was still unknown. The aim of this study was to clarify the usefulness and indication of this
therapy.

{Method]

Thirteen moderate and severe active UC patients identified by the criteria for diagnosis of ulcerative colitis
established by the Research Committee of Ulcerative Colitis(the Ministry of Health and Welfare of Japan) were
studied. Granulocyte and monocyte apheresis was done by using the column packed with 220g cellulose acetate
beads(G-1Column, supplied by Japan Immunoresearch Laboratories Co., Lid.) underwent a total of 5 apheresis,
cach of one -hour duration, over 5 wecks. Assessment of patient's background, clinical symptoms, blood examina-
tion including immunological factors, colonosopic finding and Ulcerative Colitis Activity Index(UCAI) were used.

[Results]

Of 13 patients, 8( 61.6%) responded. Responders had higher CH50 in blood and were treated by this therapy
sooner after relapsing than non-responders. Almost of non-respoders revealed colonoscopic finding of deep ulcer-
ation with pseudpolyposis. Using the estimation of UCAI just after 2 apheresis done could predict final therapeutic
efficacy.

|Conclusion]
This clinical study suggests that the G-1 column apheresis system is safe and very effective initial therapy to
patients with active ulcerative colitis.
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