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This study is still ongoing although the support was discontinued in 2004. We continue to
enrol| patients receiving allogeneic transplantation to this study in this year. Theinitial result of this
study showed that the pos-transplant serum level of T hel per2-cytokine, the interleukin-10, correlate
well with the clinical activity of chronic graft-versus-host disease (GVHD). | submitted this result
to the American Society of Hematology (ASH) and was selected to present at the 2004 annual
meeting, which will be hold in this December at San Diego. Attached are the acceptance letter and
the abstract to be presented, which will also be published at “Blood” journal. Despite the initial
success, | will further study on the T cell subpopulation (TH1/TH2) before / during / after the onset
of GVHD after collecting more specimens. | believe this novel study & possibly the novel results
will be of great interest to most of the hematologists engaged in hematopoietic stem cell
transplantation. | will also continue to submit the study result to Journals in this field for
consideration of publication. Of course, | will aso submit al the new information of this study to
NSC.

Su-Peng Yeh

Division of Hematology and Oncology / Stem Cell Research Lab.
Department of Internal Medicine and Medical Research
ChinaMedical University Hospital

ChinaMedical University

Oct. 30, 2004
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Current evidence suggest the interaction between subset of T cells, the T helpl (Thl) and T help2
(Th2), plays an important role in the pathogenesis of GVHD. Cytokines, either produced by
Thl/Th2 or other cells, are important regulators in the whole process and will define the
polarization of Thl or Th2 from naive T cell. In this study, we used ELISA (R&D, Minneapolis,
MN, US) to monitor the serum level of Interleukin-4 (IL-4), 1L-10, IL-12, and interferon-v
(INF-v) in patients receiving allogeneic transplant weekly from day O to at least day 200. From
Jan. 2003, consecutive 20 patients were enrolled. The GVHD prophylaxis consisted of
Cyclosporine-A and short course Methotrexate. Of the 20 patients, 2 had grade 3/4 acute GVHD
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(aGVHD) and 7 had extensive chronic GVHD (cGVHD). The serum levels of I1L-4 and IL-12
were below the detectable level (0.13pg/ml and 0.5pg/ml respectively) in most occasions, even
during the period of GVHD. Nevertheless, the serum level of IL-10 correlated well with the
activity of cGVHD and we used data gathered from 5 patients to demonstrate this good
correlation in figure 1 and 2. Patient 1 (open square, figure 1) had no GVHD and the IL-10 levels
were below 5pg/ml during the whole period of follow-up. Patient 2 (solid triangle, figure 1) and 3
(open triangle, figure 2) had de novo cGVHD. The IL-10 level increased gradually when cGVHD
developed, however, both clinical manifestations of cGVHD and serum IL-10 level decreased
rapidly after the administration of Prednisolone (black bar on figure 1 and 2, with the thickness
indicating the relative dosage of Prednisolone). Patient 4 (open circle, figure 2) had grade 2
aGVHD that resolved quickly after Prednisolone treatment. However, 1L-10 level increased
gradually after discontinuing Prednisolone and cGVHD developed subsequently. After adding
Prednisolone again, cGVHD improved and IL-10 decreased to undetectable level rapidly. Patient
5 (solid square, figure 2) had steroid-refractory cGVHD. The IL-10 level kept above Spg/ml for
more than 1 month despite Prednisolone 1mg/kg/day giving at the same time and the patient
eventually needed further salvage treatment (thalidomide). The serum INF-t were undetectable in
most occasions. It became detectable during period of cGVHD in patients 3, 4 and 5 but not
patient 2. In conclusion, post-transplant serum IL-10 level correlates well with the clinical
activity of cGVHD as well as the responsiveness to corticosteroid treatment. This novel finding
will alow the functiona evaluation of individuals' immune system after alogeneic transplant and
should give insight for the adjustment of immunosuppression necessary for cGVHD control.
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Certification for Human Subjects: | certify that this study abides by the rules of the appropriate
internal review board and the tenets of the Helsinki protocol, if human subjects were involved.

Signature of Presenting Author:

Su-Peng Yeh
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