Hematology Division

I ntroduction

In the past, the Hematology Division had made
important discoveries in a number of lymphoid
malignancies including adult T-cell leukemia-lymphoma
(ATL) and angioimmunoblastic T-cell lymphoma. The
divisionisoneof theleading hematol ogy-oncology centers
in the world, in number of patients treated and in its
research activity, especially for lymphoid malignancies.

Routine Activities

Thenumber of newly diagnosed cases of hematological
malignancies in our division is still increasing annually
from86in1997to0 140in 1998, 199in 1999, 267 in 2000, 295
in2001, 324in 2002, and 347 in 2003. Thenumber of patients
who visit our clinic to obtain a second opinion is also
increasing. We hold a weekly case conference where a
summary of each hospitalized- or out-patient is presented.
An educational cytology conference is weekly held for
young doctors. Newly diagnosed lymphoma cases are
presented at the weekly lymphoma case conference, where
oncologists, pathologists, radiologists, and radiation
oncologists discuss diagnoses and treatment plans.

Our daily duties include the running of the two
hematology clinics and performing bone marrow puncture
or biopsy, microscopic examination, flow cytometric
analysis, and molecular-genetic analysis. Three staff
physicians, one or two chief residents, one resident, and
one or two rotating fellows share these activities.

Research Activities

We have introduced a new World Health Organization
Classification into our practices on the diagnosis of
hematological malignancies. In addition to
immunophenotypic analysis, molecular diagnosis is
routinely performed as alaboratory test using polymerase
chainreaction (PCR), and fluorescencein-situ hybridization
(FISH), including a dual-color FISH for the detection of
t(8;14), t(14;18),1(11;18), 1(9;22), (8;21), t(15;17), etc.

In 2003 we published five original articles and three
review articles. Among them, the followings are unique: a
multicenter phase I study of deoxycoformycin-containing
combination chemotherapy for untreated ATL (JCOG9109)
and amulticenter phase Il study of cladribine for relapsed
or refractory ATL. Although positive results were not
obtained in the two studies, they will provide useful
information for other investigators in the world. Among
the five review articles or textbook chapters published or
in press, three dealt with ATL and two with monoclonal

antibody therapy.
Clinical Trials

Current clinical trialsinclude seven new agent studies
including two antibody studies and five trials of
combination chemotherapies. We completed a phase 1/11
study of gemtuzumab ozogamicin, ahumanized anti-CD33
chemoimmunoconj ugate agai nst acute myelocytic leukemia
(AML). Of the 20 patients enrolled in the phase | portion,
seven (35%) showed objective responses. In 2003, we
completed a phase | study of ibritumomab tiuxetan, an
yttrium-90-label ed murine anti-CD20 antibody for rel apsed
indolent B-cell lymphoma. Thiswasthefirst clinical trial of
radioimmunotherapy in Japan. Of ten patients enrolled into
the cohort | (0.3 mCi/kg) or cohort 11 (0.4 mCi/kg), seven
showed objective responses.

We are conducting a phase I1/111 study of a chimeric
anti-CD20 monoclonal antibody (rituximab)-containing
combination chemotherapy for untreated indolent B-cell
lymphoma, comparing rituximab plus CHOP (R-CHOP)
versus rituximab plus biweekly CHOP (JCOG 0203). Inthe
latter arm, augmentation of the efficacy of rituximab with
the combined use of G-CSF is expected. Furthermore, we
analyzed the results of arandomized phase |l study of R-
CHOP comparing concurrent and sequential administ-
rationsin untreated indolent B-cell lymphoma. The results
of this unique study will be presented in the next annual
meeting of American Society of Clinical Oncology (ASCO).

Between 1998 and 2002, we conducted aphase 11 trial
comparing biweekly CHOP versus standard CHOP against
advanced, aggressive lymphoma (JCOG 9809). The first
planned interim analysis in December 2002 reveal ed that
the efficacy of biweekly CHOP was rather inferior to
standard CHOP. According to the recommendations by
the JCOG Dataand Safety M onitoring Committee, the study
was terminated. In June 2003, the results of JCOG 9809
were presented in the oral session of the annual meeting
of ASCO. In the treatment of ATL, we completed patient
enrolment into JCOG 9801, whichisthefirst phaselll trial
for ATL intheworld. In thetreatment of multiple myeloma,
we are conducting aphase 111 trial to compare the efficacy
of two kinds of maintenance therapy, interferon- plus
prednisolone versus prednisolone alone. In addition, we
are preparing a phase I/11 study of bortezomib, a novel
proteasome inhibitor, for relapsed or refractory myeloma.
The preceding US studies revealed the very promising
activity of bortezomib in heavily pretreated myelomaand
mantlecell lymphoma.
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