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government lowered the minimum ethanol concentration for the definition
of drunk driving, with the threshhold breath alchohol concentration (BRAC)
of 0.15 mg/L. The aim of this study was to measure BRAC in Japanese
outpatients treated with P or D and to assess intoxication according to this
standard.

Patients and methods: Japanese patients receiving P or D for treatment of
non-small cell lung cancer, breast cancer, or ovarian cancer gave written
informed consent for breath samples to be taken. Breath samples were
measured three times immediately following the infusion of P or D via
ethyl alcohol detector Alscan CA-2000. The mean value of BRAC was
recorded. In cases where BRAC was detected, BRAC was re-measured
30 minutes after the initial measurement. Symptoms of alcohol intoxication
during chemotherapy were assessed by a patient questionnaire.

Results: Fifty patients were enrolled through August to December 2003.
Patient characteristics were as follows: male/female: 12/38, median age:
55 (range, 34-78), breast/lung/ovarian cancer: 23/15/12, P/D treatment:
34/16, respectively. The mean total doses of P or D were 181 mg (range,
108-300) and 53 mg (30-100), respectively. BRAC were detected in 20
patients (59%) with P, and no D patients. In 4 of 6 BRAC re-measured pts,
BRAC became undetectable after 30 minutes. There was no correlation
between the doses of P and BRAC (r=0.249; 95% C.I.: -0.097-0.542). Five
of 20 pts felt drunkenness.

Conclusion: Clinicians should recognize the potential for alcohol intoxication
with paclitaxel administration. Patients should not be allowed to drive for at
least 30 minutes after receiving paclitaxel.

569P | The prognostic Importance of Venous

Thromboembolism (VT) in cancer patients and its
relationship with the levels of factor VIIl and Vascular
Endothelial Growth Factor (VEGF)

Ahmet Demirkazik', Mutlu Dogan?, Nahide Konuk®, Hakan Akbulut',
Bulent Yalcin®, Abdullah Buyukcelik', Ibrahim Tek', Gungor Utkan',
Handan Onur', Fikri Icli'. " Ankara University School of Medicine, Medical
Oncology, Ankara, Turkey; ?Ankara University School of Medicine, Internal
Medicine, Ankara, Turkey; °Ankara University School of Medicine,
Hematology, Ankara, Turkey

Venous thromboembolism (VT) increases mortality and morbidity in cancer
patients. We prospectively studied the prognostic value of VT in patients
with various cancers. In addition, the relationship between serum VEGF
or plasma factor VIII level or erythrocyte sedimentation rate (ESR) and
the prognosis of cancer patients were also evaluated. Eighty two cancer
patients who had locally advanced or metastatic disease were included
in this study. Thirty-one patients with VT were consequtively included in
this trial from September 2001 to March 2004 in a single center. Fifty-one
matched-paired patients without VT were prospectively selected as a
control group in the same period. Criteria for control patients were having
similar malignancy, stage, metastasis, performance status, age group (+
5 years) and gender. Factor VIII levels and ESR were significantly higher
in the group having VT as compered with control patients (p = 0.031 and
0.001, respectively) whereas mean serum VEGF levels were similar in two
groups (p = 0.190). The median survival was significantly shorter in patients
having higher levels of VEGF in the patients with VT (p=0.005). However,
there was no significant difference between the main groups for overall
survival (p=0.075).

Conclusion: There was a worse prognosis trend for cancer patients with VT.
Plasma factor VIII level and ESR had prognostic value in patients with VT.
Cancer patients with VT having higher VEGF levels seem to have poorer
prognosis.

570P | PIPOH: A new tool for use in clinical practice
guidelines adaptation

Béatrice Fervers', Jean Latreille?, Jako Burgers®, Louise Paquet?,
Margaret C. Haugh*, Mireille Poirier®, Martin Coulombe®, Thierry Philip’.
" Centre Léon Berard, Sor, Lyon, France; 2Hépital Charles LeMoyne,
Centre intégré de lutte contre le cancer de la Montérégie, Longueuil, PQ,
Canada; 3University Medical Centre Nijmegen, Centre for Quality of Care
Research, Nijmegen, Netherlands; 4 Féderation Nationale des Centres de
Lutte Contre le Cancer, Sor, Paris, France; °L’Hétel -Dieu de Québec,
Chug, Quebec, PQ, Canada; ®Ministére de la Santé et des Services
sociaux du Québec, Direction de lutte contre le cancer, Quebec, PQ,
Canada

Clinical practice guidelines (CPGs) aim to promote an evidence-based
approach to healthcare. A rigorous development process is essential to
guarantee their scientific validity and quality, but this is costly and time
consuming. Adaptation of CPGs for local use could reduce the costs and

time, and also avoid unnecessary duplication of effort. In the setting of a
France-Quebec collaboration we have developed a detailed process for the
adaptation of CPGs in oncology. The five major steps in the adaptation
process are: definition of the clinical question; search for appropriate
CPGs; CPG selection; assessment of CPGs for internal validity and
appropriateness for the context of use; and adoption or adaptation of the
recommendations from one or more CPGs. We have developed a tool -
PIPOH - that can be used in defining the clinical question, the search
strategy, and the criteria for the selection and evaluation of the CPGs.
PIPOH consists of five domains: Population, Interventions, Professionals,
Outcomes, Healthcare setting. Each domain includes a list of selectable
terms so that the working group can decide the level of detail necessary
to define the scope of the CPG to be adapted. For example, within the
domain Population, there are terms related to the type of cancer, as well
as others describing the patient. The Intervention domain includes terms
such as screening, diagnosis, treatment, support, follow up, and others.
The Professionals domain concerns the target users of the CPG, such
as clinicians or other stakeholders. The Outcome domain includes terms
such as tumour response, survival, quality of life, safety. The final domain
describes the Healthcare setting to which the CPG applies (primary care,
at-home hospitalisation, etc). Thus PIPOH will aid to select and evaluate
appropriate and pertinent CPGs for adaptation. PIPOH complements the
AGREE instrument, which is used in the adaptation process to assess the
methodological quality of the CPGs. Pilot testing of the adaptation process,
including the PIPOH tool, is under way in Quebec and in France.
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5710 | Results of Autologous Stem Cell Transplant:
Multiple Myeloma conducted from 1989-200%: i1
Austria

Heinz Ludwig', Niklas Zojer', Werner Linkesch?, Peter Kahls®,

Dieter Lutz*, Hildegard T. Greinix®, Wolfgang Hinterberger®,

Elisabeth Pittermann®, Thomas Bauernhofer’, Giinther Gastl®. ” st Dep.
of Medicine with Oncology, Wilhelminenspital, Vienna, Austria;
2Department of Hematology, University Clinic, Graz, Austria; *Department
of Medicine I, BMT, University Hospital, Vienna, Austria; * Department of
Internal Medicine I, Elisabethinen Hospital, Linz, Austria; ®2nd Medical
Department, Donauspital, Vienna, Austria; 63rd Medical Department,
Hanusch Hospital, Vienna, Austria; ”Department of Oncology, University
Clinic, Graz, Austria; ¢ Department of Hematology and Oncology, Univ.
Clinic for Internal Medicine |, Innsbruck, Austria

Background: Two prospective randomized trials (IFM 90 and MRC) and
a meta-analysis of 4 randomized trials showed superiority of high-dose
therapy + autologous stem-cell transplantion (ASCT) over conventional
treatment, although a recent US intergroup trial was unable to confirm a
benefit. Double (DT) vs. single transplantation (ST) produced a significant
prolongation of overall survival (OS) in a French trial (IFM 94), and
improvement of EFS in 2 trials, and no effect in 1 trial. Here we report the
results of ASCT in all patients (> 99.5%) with MM treated in Austria.
Patient and Methods: Data on 324 patients treated with ASCT from 1989
onwards reported to the Austrian SCT Registry have retrospectively been
analysed. Median age of patients was 55.6 years (range 24.6 - 70.7 years).
Source of stem cells was PB in 317 patients, while only 7 patients received
BM derived stem cells. Hundert-and-seventy patients were treated with ST
and 98 with DT, while all other patients received >2 autografts. Total body
irradiation (TBI) was given to 33 of 136 evaluable patients. All but one
patient were evaluable for survival, and 265 patients were evaluable for
response.

Results: A CR by conventional criteria (without proof of negative immunofix-
ation) was achieved in 37% and a PR in 53% of patients, yielding an OR
rate of 90%. Transplant related mortality was 2.5% at 3 months, and median
survival 66.5 months at a median follow-up of 14.2 months. DT yielded a
significantly longer OS as compared to ST (p< 0.05; survival at 1 year 86%
vs. 71%, respectively). There was a tendency for a shorter OS in patients
receiving TBI as compared to patients receiving conditioning without TBI
(survival 51 months vs. not reached, p=n.s.). Preliminary analysis shows
significant prolongation of maintenance duration and OS with interferon
maintenance treatment, but final analysis of a matched pair analysis will be
presented.

Conclusion: High dose chemotherapy with ASCT revealed a favourable
survival (66.5 months) in patients with MM of which only a minority have
been treated in clinical trials in Austria. DT and interferon maintenance
treatment were associated with a significantly longer survival, while use of
TBI was associated with a tendency towards shorter survival.
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5720 | Idiotype specific cellular immune response in

multiple myeloma patients as assessed by five
different methods

Amir O. f\bdalla, Lotta Hansson, Eva D. Rossmann, Hodjattallah Rabbani,
Anders Osterborg, Hakan Mellstedt. Karolinska Institutet,
Oncology-Pathology, Stockhlom, Sweden

Background: The idioype (Id) may be regarded as a tumor specific antigen
(TSA) in multiple myeloma (MM) and, as such, may be a target for
natural and induced Id specific immune responses. In this study, 5 different
readout systems ((proliferation assay, ELISPOT, real-time PCR, cytokine
flow cytometry (CFC), and cytometric bead array (CBA)) were compared
with regard to their ability to detect Id specific T cell responses.

Methods: DNA synthesis and ELISPOT (IFN-y) were traditional basic
methods for monitoring immune responses. In addition CFC was included
for phenotypic characterization of the Id specific IFN-y producing cells,
and real-time PCR and CBA were further applied and compared for the
detection of Id-induced IFN-y, IL-2, TNF-a, and IL-5 expression. Five
patients with early stage MM from an ongoing Id vaccination study were
included. Patients were repeatedly immunized with the autologous Id protein
together with the adjuvant cytokine(s) IL-12 alone or a combination of IL-12
and GM-CSF. Id specific cellular immune response was analyzed before
vaccination and at 6 time points during 32 week long vaccination period.
Result: A significant correlation was noted between Id specific proliferative
T cell response and Id-induced IFN-y production (ELISPOT) (p < 0.0001)
as well as between Id-induced IFN-y gene expression (real-time PCR) and
protein production as detected by both ELISPOT (p < 0.0001), and CFC (P
< 0.0001). No significant correlation could be noted between proliferation
assay, real-time PCR, and CBA.

Conclusion: The results indicate that various readout systems may correlate
at the protein and gene levels but also that multiple analytic tools may
be required to fully describe an immune response against weak self
antigens such as the Id protein. This information should be considered
when designing clinical vaccine trials including immune monitoring.

5730 | Marked clinical activity of the novel proteasome
inhibitor bortezomib in patients with relapsed
follicular and mantle cell lymphoma

Owen A. O’Connor. Memorial Sloan Kettering Cancer Center, Lymphoma
Service, New York, NY

Targeting of the ubiquitin proteasome pathway has proven to be a valid
approach in the treatment of hematologic malignancies. The proteasome
plays a vital role in regulatory proteins that govern cell cycle progression,
transcription factor activation & apoptosis. We have administered more than
280 cycles of bortezomib to 39 patients with relapsed or refractory indolent
lymphomas, including 4 patients with small lymphocytic lymphoma-CLL
type, 15 patients representing all grades of follicular lymphoma, 17 patients
with mantle cell lymphoma, and 3 patients with marginal zone lymphoma.
Patients were required to sign an informed consent and to have hematologic
counts. All but 1 patient had received some form of treatment prior to
receiving bortezomib, including CHOP +/- R (57%), CVP +/- R (24%),
or some other purine analog-based treatment program (15%), with some
patients having received prior high-dose chemotherapy with peripheral
blood stem cell transplantation (11%). Patients were treated at a dose of
1.5 mg/m? twice weekly for 2 weeks with a 1-week rest period. No grade
4 toxicities were observed. Restaging studies were routinely performed
after 2 complete cycles of therapy. One of 4 evaluable patients with small
lymphocytic lymphoma had a PR, and the remaining 3 had SD. Seven of 15
evaluable patients with follicular lymphoma achieved a major response, with
2 patients obtaining complete responses. As of May 2004, these responses
lasted between 6+ and 10+ months each. Two evaluable patients with
marginal zone lymphoma achieved a PR after 2 cycles of therapy, lasting 3+
and 6+ months each. Of 11 evaluable patients with mantle cell ymphoma, 6
achieved a partial remission (response rate of 55%), with these responses
lasting 1+, 2+, 4+, 6, 6+, and 19 months. The patient who attained a PR
lasting 19 months was retreated with 4 cycles of bortezomib, and achieved a
second PR now lasting 7+ months. One of 4 patients with small lymphocytic
lymphoma/CLL responded with a PR. These data support the biological
activity of bortezomib in patients with non-Hodgkin’s lymphoma. An update
on this activity, and the differences between the different NHL subtypes will
be discussed.
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5740 | Treatment of new cases of acute promyelocytic

leukaemia by arsenic trioxide

Ardeshir Ghavamzadeh', Kamran Alimoghaddam', Hamidolah Ghaffari',
Shahrbano Rostami', Roholah Hosseini2, Mohamad Jahani®,

Asadollah Mossavi', Babak Bahar', Masoud Irvani', Mehrangiz
Tootonchi'. " Tehran University of Medical Sciences, Hematology,
Oncology and BMT Research Center, Tehran; 2 Tehran University of
Medical Sciences, Faculty of Pharmacy, Tehran, Iran (Islamic Republic of)

Purpose: We studied the effects of Arsenic Trioxide as first line treatment of
new cases of APL and their follow up and also outpatient salvage treatment
of relapsed cases by Arsenic trioxide.

Material and methods: we studied 63 new cases of APL diagnosed by
morphologic criteria and confirmed by presence of t (15,17).

Our patients were 28 males and 35 females with median age 27+11.98.
Patients treated by infusion of 0.15mg/kg/d of Arsenic Trioxide to complete
remission by morphologic criteria or till day +60. In patients who complete
remission achieved, after 28 days rest, again we began Arsenic Trioxide
0.15mg/kg/d for 28 days as consolidation.

Results: complete remission was achieved in 57 patients (90.5%) and 6
early mortality. Median time to complete remission was 30+6.6 days. Most
common cause of mortality was APL maturation syndrome (4 cases)

Most common toxicities during induction phase were, APL maturation
syndrome (14.7%), serositis (11.4%) and hepatotoxicity (18%).

88.5% of patients are alive with a median follow up of 124+10.02 months.
11 relapses observed in our patients and complete remission achieved with
retreatment by Arsenic trioxide in 8 of them. 6 patients without preceding
APL differentiation syndrome treated as outpatient to complete remission
without any adverse effect and they are in complete remission now.

Mean survival time of patients by Kaplan-Meier method was 33.91 months
(Cl95% 30.98-37). Most common cause of death was APL maturation
syndrome in 3 patients and relapse in 3 cases.

Conclusion: Arsenic Trioxide is acceptable as first line treatment of APL and
its result is comparable to ATRA with chemotherapy. Also it is effective as
salvage therapy of relapsed cases after treatment by Arsenic trioxide again
and outpatient treatment is possible.

5750 | Comparison of outcomes in lymphocyte-

predomminant (LPHD) and classical Hodgkin’s
Disease (cHD). Review of three study generations of
the German Hodgkin Lymphoma Study Group
(GHSG)

Lucia Nogova, Thorsten Reineke, Andreas Josting, Karolin Behringer,
Volker Diehl, Andreas Engert. German Hodgkin Study Group, University
Hospital, Cologne, Germany

Introduction: PHD differs in pathology and clinical presentation from cHD.
The European Task Force on Lymphoma project found that treatment of
LPHD patients (pts) using standard Hodgkin disease (HD) protocol can
lead to CR in more than 95% of pts. However, survival and freedom from
treatment failure (FFTF) are substantially worse in advanced stage pts
compared with early stage pts. Since there are no randomized studies,
the GHSG reviewed all LPHD-cases registered in the last studies and
compared treatment outcome with cHD pts.

Patients and methods: e retrospectively analysed 8597 HD pts treated
within the GHSG trials (HD4 to HD12): 401 LPHD pts and 8196 cHD pts.
From 401 LPHD pts 43.9% were in clinical stage (CS) I, 33.2% in CS II,
17.7% in CS Ill and 5.2% in CS IV. Of the 8196 cHD pts analysed, 13.1%
were in CS [, 49.9% in CS 1I, 23.8% in CS Il and 13.2% in CS IV. 9% LPHD
pts developed B symptoms compared to 39.5% in cHD pts.

Results: 87.1% LPHD pts reached CR/CRu compared to 80.7% cHD pts.
0.4% LPHD pts developed progressive disease (PD) compared to 3.4%
cHD. In LPHD pts there were no PD in CS | and CS I, 1.4% LPHD pts
in CS Il and 4.8% in CS IV developed PD. The relapse rate of LPHD pts
was very similar to cHD (6.9%). 4.0% LPHD pts and 8.2% cHD pts died.
FFTF rates according to clinical stages in LPHD pts were following: 93%
for CS | (median observation time (MOT) 40 months), 88% for CS Il (MOT
39 months), 87% for CS Il (MOT 44 months) and 70% for CS IV (MOT 43
months). Appropriate OS rates were: 99% for CS |, 95% for CS Il, 95% for
CS Il and 79% for CS IV. Full analysis of data will be presented.
Conclusion: cHD pts present more frequently with advanced stages and
B symptoms compared to LPHD pts. FFTF and OS rates for LPHD
pts showed significant differences between early and advanced stages.
Comparing LPHD and cHD pts we found differences in treatment outcome
in respect of CR/CRu, progressive disease and mortality. Surprisingly, there
were no differences in terms of relapses. In contrast to previous reports, our
data suggest that relapses in LPHD and cHD pts seem to be comparable
and not more frequent.
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576PD | Prognostic factors and outcome in 306 patients

with diffuse large B-cell ymphoma (DLBCL)

Basak Oyan, Gulten Tekuzman, Ibrahim Barista, Yavuz Ozisik, Ayse Kars,
Alev Turker, Suayib Yalcin, Nilufer Guler, Yener Koc, Emin Kansu.
Hacettepe University Institute of Oncology, Medical Oncology, Ankara,
Turkey

Since 70% of pts with DLBCL achieve complete remission and 30-50% of
pts are cured, it is important to manage pts according to prognostic factors
predicting response to therapy and survival. In this retrospective study,
306 consecutive pts with DLBCL were analyzed for prognostic factors.
Median age of pts was 49; 49% and 27% presented with bulky disease
and advanced stage, respectively. According to IPl, 15% of pts were in
high or high-intermediate risk group. Most common treatment modality
was chemotherapy(36%), followed by combination of chemotherapy and
radiotherapy (31%). Chemotherapy regimens were containing anthracycline
in 94% of pts. During a mean follow-up of 47 months, 82 (27%) pts
relapsed and 115 (38%) pts died. The 5-year-overall survival (OS) and
5-year-progression-free survival (PFS) were 60% and 52.7%, respectively.
In univariate analysis, adverse prognostic factors for OS were age, B
symptoms, bulky disease, poor performance status (PS), elevated LDH,
advanced stage, involvement of >1extranodal site, elevated ESR, low
serum albumin level, IPI >3 and treatment with regimens not containing
anthracycline. Response to first-line therapy was also a significant variable
predicting OS. B symptoms, involvement of >1 extranodal site, advanced
stage, poor PS, elevated ESR, low serum albumin level, elevated LDH,
IPI >3 and treatment with regimens not containing anthracycline were
adverse prognostic factors for PFS. In multivariate analysis of prognostic
factors available at time of diagnosis, IPI and treatment with anthracycline-
containing regimens were significant variables for PFS and OS; while
independent prognostic factors for PFS and OS after completion of therapy
were response to first-line therapy and treatment with anthracycline-
containing regimens. In relapsed pts, prognostic factors for OS were
IPI at relapse and time to treatment failure. When response to salvage
therapy was included, prognostic significance of IPI at relapse was replaced
with response to salvage therapy. In conclusion, considering the limited
benefit from second-line therapies in pts with poor prognostic factors,
intensification of first-line therapies before development of resistance or
relapse can improve survival rates.

577PD | Rituximab and infusional cyclophosphamide,

doxorubicin and etoposide (cde) in combination
with haart: a safe and highly active regimen in
HIV-related non-Hodgkin’s lymphomas (NHL)

Michele Spina’, Cecilia Simonelli', Emanuela Vaccher', Giuseppe Rossi?,
Ulrich Jaeger®, Joseph A. Sparano*, Umberto Tirelli'. " National Cancer
Institute, Medical Oncology A, Aviano, ltaly; 2Spedali Civili, Hematology,
Brescia, Italy; University, Haematology, Vienna, Austria; * Montefiore
Medical Center, Albert Einstein Cancer Center, New York, NY

The combination of Rituximab plus chemotherapy (ct) is more effective than
CT alone in the treatment of high grade NHL With the aim to evaluate the
efficacy and activity of combining infusional cde plus Rituximab in HIV-NHL,
we started a phase Il study using infusional cde (Cyclophosphamide 187.5
mg/m?/day, Doxorubicin 12.5 mg/m?/day and Etoposide 60 mg/m?/day)
administered by continuous intravenous infusion for 4 days every 4 weeks
and Rituximab 375 mg/m? i.v. on day 1. haart was given concomitantly
with ct. From June 1998 to December 2002, 74 patients (pts) have been
enrolled. The median CD4+ cell count was 161 (range 3-691) and the
median performance status was 1 (range 0-3). Seventy per cent of pts
had advanced stage (lll-1V) disease and 49% had B symptoms. Fifty-two
out of 74 pts (70%) achieved a complete remission (cr), 4/74 (5%) had
a partial remission and 18 (25%) progressed. Only 7/52 pts (13%) in CR
relapsed and 48/74 (65%) are alive. Grade 3-4 neutropenia, anemia and
thrombocytopenia were observed in 78%, 32% and 24% of pts respectively.
Twenty-six per cent of pts developed bacterial infections during neutropenia.
The actuarial overall survival and time to treatment failure (TTF) at 2 years
were 62% and 64%, respectively. In a Cox model, Burkitt subtype was
significantly associated to a shorter survival in comparison with diffuse
large B-cell NHL. Our data show that the combination of Rituximab and cde
in hiv-NHL treated concomitantly with HAART is safe, feasible and active.
CRrate (70%) and TTF at 2 years (64%) are comparable to those observed
in high grade NHL of the general population even if a more aggressive
treatment should be evaluated for Burkitt subtype.

Supported by ISS and AIRC grants.

578PD | Vaccination of B-cell chronic lymphocytic

leucaemia patients with peripheral blood
autologous apoptotic leucaemic cells

Ilwona Hus', Jerzy Kawiak?, Jacek Rolinski®, Jacek Tabarkiewic="

Kamila Wojas®, Ewa Wasik-Szczepanek', Anna Kosek?,

Anna Dmoszynska'. "Medical University in Lublin, Haematooncuiuyy,
Lublin, Poland; 2Medical Center of Postgraduate Education, Department of
Clinical Cytology, Warsaw, Poland; °Medical University in Lublin,
Department of Clinical Immunology, Lublin, Poland

Chronic B-cell lymphocytic leukemia (B-CLL) is a heterogenous disorder, it
generally follows an indolent clinical course, with most of patients do not
requiring any therapeutical intervention for some time from initial diagnosis.
Immunotherapy may be an advatageous therapeutical option for these
group of patients, because in early stages of the disease the tumour
burden is relatively small Our attempt was directed on use of irradiated
peripheral blood autologous leukaemic B-CLL cells, as a vaccine in patients
with B-CLL. We hypothesized, that apoptotic leukemia cells, specially in
presence of BCG vaccine, will induce skin dendritic cells maturation and
than their activation following migration to regional lymph nodes. In lymph
nodes the dendritic cells may present the processed leukemia antigens to T
cells and activate them to CTLs directed against B-CLL cells of the patient.
From June 2002 till February 2004 10 untreated B-CLL patients in stage 0
or 1 acc. Rai were included into the study. Patients were vaccinated with
autologous irradiated leukaemic cells. Vaccines were administered once a
week during first month of therapy, and then every two weeks until 12 doses,
sc. In the first two injections the irradiated cells were mixed with viable fresh
frozen BCG suspension. The phenotype of peripheral blood leukocytes and
lymphocytes was assayed by cytometry before every vaccination and every
3 months after the end of therapy. In one of the patients vaccinated from
June 2002 to January 2003 the number of leukocytes and lymphocytes
remained on the similar level and in the other one decreased during 18
months observation period. In the patients treated from November 2003
stable disease is observed so far. Most remarkable phenotypic change
during vaccination was rise in CD3+CD8+ population of T lymphocytes.
CD4/CD8 ratio decreased and populations of monocytes and NK cells
normalized after vaccination. No serious treatment-related adverse events
were observed. An attempt was made for the first time in CLL patients
to use directly of apoptotic B-CLL cells. After 18 months from start of
vaccination the patients are in a stable phase of the disease. Further
patients are vaccinated and observed now.

579PD | The gene Hypermethylated In Cancer (HIC1) is

differentially regulated in granulocytic
differentiation of myeloid leukaemic cells

Christian Britschgi', Mattia Rizzi', Tobias J. Grob', Barbara Hiigli’,
Nicolas Leupin’, Anne-Catherine Andres?, Andreas Tobler', Martin

F. Fey'. "Med. Oncology/Haematology, Inselspital, Department of Clinical
Research, University of Bern, Bern, Switzerland; ° Tiefenau Laboratories,
Department of Clinical Research, University of Bern, Bern, Switzerland

Acute myeloid leukaemia (AML) is characterised by blocked differentiation.
To define genes with specific regulatory patterns in AML maturation,
we obtained gene profiles with DNA microchip analyses from HL-60
and t(15;17)+ NB-4 leukaemic cell lines. Granulocytic differentiation was
induced in vitro with all-trans retinoic acid (ATRA), and monocytic differen-
tiation with phorbolester myristate (PMA) over 3-6 days. mRNA extracted
from undifferentiated and differentiated leukaemic cells was analysed
for gene expression profiles, which were also tested against expression
profiles from fresh AML samples to increase the stringency of selecting
differentiation-associated genes. During granulocytic differentiation of
both leukaemic cell lines, ATRA induced the HIC1 gene to a particularly
marked extent. ATRA-induced up-regulation of HIC1 mRNA production was
confirmed in quantitative RT-PCR experiments (100x in HL-60, and 1000x
in NB-4). In PMA differentiated HL-60 cells no change in HIC1 expression
was detectable. An HIC1 expression screen of clinical samples and normal
leukocytes showed, that HIC1 mRNA was 200x lower in AML samples
(n=62), or in CD34+ progenitor cells (n=3) than in normal granulocytes (n=4).
Blocking protein production with cycloheximide (CHX) in cell lines exposed
to ATRA demonstrated that HIC1 belongs to the family of "early-response”
genes, since HIC1 mRNA up-regulation was not abolished by CHX and
thus independent from protein synthesis. In NB-4 cells, we noted HIC1
mRNA superinduction by combining CHX and ATRA. HIC1 mRNA induction
by ATRA was reproduced in primary AML cells. In AML blasts from two
untreated patients (AML FAB type M2 and M4) cultured in vitro, HIC1 mRNA
production was induced after 3 days of ATRA by 30x and 60x, respectively.
HIC1 has emerged from these experiments as an interesting new candidate
gene involved in normal and leukaemic myeloid differentiation. Whilst HIC1
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has been described as a candidate tumour suppressor gene, a role of this
gene in myeloid differentiation and in the AML differentiation block has so
far never been described. Our data provide a first basis to identify HIC1 as
a possible molecular target in AML.

580PD | Final analysis of a randomized phase | study of the

C-RAF kinase inhibitor BAY 43-9006 in patients with
acute myeloid leukemia

Michael Crump’, Brian Leber?, Rena Buckstein?, Jeanine Kassis?,

David Hedley?, Mark Minden?, Oana Petrenciuc®, Lynn Maclntosh?,
Lesley Seymour?, Elizabeth Eisenhauer®. ' Princess Margaret Hospital,
Medical Oncology and Hematology, Toronto, ON; ?National Cancer
Institute of Canada Clinical Trials Group, New Drug Programme, Kingston,
ON; 3Bayer, Inc, Medical Oncology, Toronto, ON, Canada

Introduction: BAY 43-9006 (BAY) is an orally administered small molecule
inhibitor of C-RAF and B-RAF kinases and the receptor tyrosine kinases
VEGFR-2, PDGFR-B and flt-3. BAY has broad activity in preclinical models
and is currently in phase Il and Ill testing in solid tumors. We performed a
randomized phase | trial of BAY to define the optimal dose and schedule in
patients (pts) with acute myeloid leukemia (AML).

Patients and Methods: Pts with MDS or AML (1 prior regimen, unless
elderly or secondary AML at high risk of treatment failure or toxicity) were
randomized to either BAY daily x 28 days (continuous) or daily x 14 days
followed by a 14 day treatment-free period (intermittent), escalated at 3
dose levels (100, 200 and 400 mg bid orally). Peripheral blood (PB) blasts
were assessed for activation of c-kit through SCF and ERK phosphorylation
through RAF by a flow cytometry assay.

Results: 42 pts were enrolled (4 MDS, 38 AML; median age 70, range
37-82; prior chemotherapy: 22 pts); by dose level: 100 mg bid: 7 pts; 200
mg bid: 12 pts; 400 mg bid: 17 pts. Dose limiting toxicity was observed in
0/7 pts at 100 mg, 2/12 pts at 200 mg and 1/17 pts at 400 mg; however
8/17 at the highest dose level received <14 days of treatment (7 on the
28 d arm, 1 on 14 d arm), 6 due to toxicity (abdominal pain, nausea,
vomiting, rash, stroke, thrombocytopenia) and 2 because of PD, suggesting
this dose is poorly tolerated in this population. Six additional AML pts were
treated with 300 mg bid x 28 days, without DLT. One CR lasting 3 cycles
was observed (400 mg continuous), and clinical effect (reduction in blood
and bone marrow blasts) observed in 6/27 evaluable pts (1 at 100mg and
2 at 200 mg, intermittent arm; 1 each at 200 mg, 300 mg and 400 mg,
continuous). Nine of 27 evaluable pts had an internal tandem duplication
(ITD) of flt-3; clinical effects (including the one CR) have been observed in
3/6 pts with flt-3 ITD vs 1/10 with unmutated flt3. Biologic activity (inhibition
of p-ERK in SCF stimulated PB blasts) was observed in 5/14 pts, all at 400
mg bid dose level.

Conclusions: BAY 43-9006 is an orally active C-RAF inhibitor that is
tolerable at 300 mg BID in pts with AML, with early clinical and biological
activity. Further study in AML with flt-3 ITD is warranted.

581PD | PAX5 expression in acute leukaemias: higher

B-lineage specificity than CD79a and selective
association with t(8;21)-AML

Enrico Tiacci', Roberta Pacini', Annette Orleth!, Daniela Diverio?,
Alessia Tabarrini', Federica Frenguelli', Stefano Pileri®,

Francesco Lo-Coco*, Brunangelo Falini'. ' Section of Haematology, Dept.
of Clinical and Experimental Medicine, Perugia, Italy; °Dept. of Cellular
Biotechnologies and Haematology, University La Sapienza, Rome, Italy;
3Haematopathology Section, University of Bologne, Bologne, ltaly;  Dept.
of Biopathology, University Tor Vergata, Rome, Italy

Aim: The transcription factor PAX5 plays a key role in B-lymphopoiesis, but its
expression in acute leukaemias (ALs) has not been thoroughly investigated.
Here we analysed routine biopsies of 360 ALs of lymphoid (ALLs) and
myeloid (AMLs) origin with a specific anti-PAX5 monoclonal antibody, and
compared PAX5 expression pattern with that of CD79a, the best B cell
marker currently available for AL diagnosis by immunohistochemistry (IHC).
Results: In B-ALLs (n=150) blasts showed strong PAX5 nuclear staining,
and co-expressed CD79a in almost all cases. However, 5 samples were
PAX5+/CD79a-, due to possible CD79a antigen denaturation related to
fixation/embedding procedures in 3 cases, and, importantly, to true absence
of the CD79a protein in 2 cases. PAX5 labeling highlighted the nuclear
irregularities of blasts, thus facilitating detection of minimal bone marrow
infiltrates especially in post-chemotherapy samples. Conversely, PAX5 was
detected in none of the T-ALLs (n=50) analysed, including 20 aberrrantly
co-expressing CD79a.

Among 160 cytogenetically/molecularly characterized AMLs, PAX5 was
selectively expressed in 15/42 cases bearing the t(8;21)/AML1-ETO re-
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arrangement. We next extended the analysis of PAX5 expression in
1(8;21)-AML at the mRNA level by means of real-time RT-PCR studies, that
showed a similar up-regulation of PAX5 transcript in all eight 1(8;21)-AML
tested samples (including four PAX5-negative at IHC) as compared to 8
control samples lacking t(8;21). This finding suggests that PAX5 is ex-
pressed in t(8;21)-AML more widely than shown by IHC. Interestingly, PAX5*
1(8;21)-AMLs co-expressed also CD79a and/or CD19 (major transcriptional
targets of PAX5 in B cells) in 10/12 evaluable cases.

Conclusions: Our results indicate that: i) for ALL diagnosis, PAX5 is more
B-cell specific than CD79a, and it can correctly assign to the B-lineage also
cases unreactive to CD79a staining; ii) among AMLs, PAX5 expression
selectively clusters with the t(8;21)/AML1-ETO rearrangement, allowing its
easy recognition by IHC in a proportion of cases and likely explaining
a peculiar biological feature of this subset of AMLs, i.-. thi~ ::fweiiiit
expression of B cell genes such as CD19 and CD79a.

582PD | Chromosome 7 deletions are associai=
unfavorable prognosis in patients witi:
myelofibrosis

Kathrin Strasser-Weippl', Michael Steurer?, Mathias Kees®,

Florian Augustin?, Alexandar Tzankov*, Stephan Dirnhofer®,

Michael Fiegl®, Heinz Gisslinger®, Niklas Zojer', Heinz Ludwig'.
"Wilhelminen Hospital, First Medical Department, Vienna, Austria;
2Medical University of Innsbruck, Divison for Hematology and Oncology,
Innsbruck, Austria; °Vienna General Hospital, Division for Hematology and
Oncology, Vienna, Austria; *Medical University of Innsbruck, Institute of
Pathology, Innsbruck, Austria; °University Basel, Institute of Pathology,
Basel, Switzerland; ® General Hospital Natters, Department of Medical
Oncology, Natters, Austria

Background: An abnormal karyotype has been correlated with poor
prognosis in myelofibrosis with myeloid metaplasia (MF) in several recent
studies. The feasibility and significance of conventional cytogenetics is
hampered by the difficulty of obtaining sufficient numbers of analyzable
metaphases from bone marrow aspirates in MF. This obstacle can be
overcome by fluorescence in situ hybridization (FISH). A correlation
between FISH results and prognosis has not been performed.

Methods: In this study, the bone marrow of 107 patients with MF was
analyzed using FISH. The prognostic impact of individual cytogenetic
lesions on survival was evaluated using multivariate analysis.

Results: Up to now, this is the largest study using FISH in MF. In univariate
analysis, -7/7q- was significantly associated with inferior outcome (median
survival 99 vs. 25 months, p<0.001). This abnormality remained significant
in a multivariate analysis including all cytogenetic parameters, our own
myelofibrosis prognostic index (MPI) and the LILLE prognostic score. When
a cytogenetic risk indicator (CPI), based on several cytogenetic variables,
was used, patients were clearly divided into two groups with a significantly
distinct outcome.

Conclusion: FISH can be performed on paraffin-embedded material of
patients with MF. Loss of 7/7q as determined by FISH is associated with
inferior outcome in MF, even when compared to established clinical prog-
nostic models. Chromosome 7 deletions were reported to be associated
with adverse prognosis in acute myeloid leukemia and myelodysplastic
syndrome. Thus our findings underline the prognostic significance of chro-
mosome 7 deletions in myeloid disorders. By using FISH and chromosomal
probes for -7/7g-, a subset of patients with MF and poor prognosis can be
identified.

583P | High efficacy and good tolerability with rituximab in
vivo purging followed by autologous peripheral blood

stem cell transplantation (APBST) in non-Hodgkin’s
lymphoma (NHL)

Yuankai Shi', Xiaohong Han', Peng Liu', Sheng Yang', Jun Ma?,

Hanyun Ren®, Cun Wang*, Shuyun Zhou®, Wengi Jiang®, Jianmin Wang’.
" Cancer Institute/Hospital, Chinese Academy of Medical Sciences &
Peking Union Medical College, Department of Medical Oncology, Beijing,
China; ?Ha’erbin Institute of Hematopathy, Institute of Hematopathy,
Ha’erbin, China; 3First Affiliated Hospital, Peking University, Stem Cell
Transplant Center, Beijing, China; * Shanghai First People’s Hospital,
Department of Hematology, Shanghai, China; ® Nanfang Hospital, First
Military Medical University, Department of Hematology, Guangzhou, China;
8Sun Yet-sen University, Cancer Center, Guangzhou, China; ”Changhai
Hospital, Second Military Medical University, Department of Hematology,
Shanghai, China

High dose chemotherapy (HDCT) supported by APBST has been shown to
be superior over standard therapy in a variety of settings in NHL. However,
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many patients relapse due to minimal residual disease (MRD) in vivo or
in the graft. Rituximab has the potential to clear both blood and bone
marrow of malignant CD20* cells, prompting this multicenter trial of in vivo
purging with rituximab and HDCT. Cyclophosphamide 4g/m? was used
for mobilization. CY/TBI, BEAM or CBV could be used as HDCT at the
discretion of the institution. Four infusions of rituximab (375 mg/m?) were
given: prior and on day 7 during mobilization, and on day -1 and +8 during
transplantation. BCL-2/Ig-H as a marker of MRD was sampled from blood
or bone marrow before mobilization and during transplantation using the
real-time quantitative pcr technique.

Thirty-one patients from 12 centers with pathologically proven CD20+ NHL
(28 aggressive, 3 indolent NHL) were enrolled. Twenty-four patients were
previously untreated, and 7 patients had relapsed disease. Median dose of
CD34* and MNC collection were 5.9x106/kg and 4.4x10° /kg respectively.
Median time to recovery of WBC >1.5x10%/L and ANC >0.5x10°/L and
platelets >20x10%/L or >50x10%/L was 10, 10, 10 and 13 days respectively.
Generally the therapy was well tolerated with relatively few side effects
attributable to rituximab.

All patients achieved a complete remission after APBSCT. At a median-
follow-up of 12 months, overall survival (OS) and progression free survival
(PFS) are 87% and 73% respectively. OS and PFS in patients with
aggressive NHL are 85% and 73%, in indolent NHL 100% and 67%. In
previously untreated patients OS and PFS are 88% and 73%, for relapsed
patients OS and PFS are 83% and 69%, respectively. One out of the 5
patients who were initially found to be positive in the Ig-H test progressed
accompanied by a rising Ig-H. On the contrary, the other 4 patients who
remain in CR demonstrated a constant decline of Ig-H levels in the blood,
indicating a possible predictive role of Ig-H and the efficacy of rituximab
in purging MRD. These results suggest that the regimen of rituximab
combined with HDCT and APBST in NHL patients is effective and safe.

584P | Sequential treatment with alemtuzumab and
rituximab can induce long-term responses in splenic

marginal zone B-cell

Pietro Spadaro’, Vincenzo Pitini?, Giuseppe Toscano', Carmela Arrigo?,
Maria Righi?, Giuseppa Aloi?, Maria Concetta Ingemi?, Giovanna La
Gattuta®, Cinzia Amata?, Piero Nicotina?. ' Onco-Ematologia, Medicina
Interna, Universita di Messina, Italy; ?Istituto di Oncologia, Patologia
Umana, Messina, Italy

Background: Splenic marginal zone lymphoma (SMZL) is a distinctive and
well-characterized B-cell neoplasm that involves the spleen and various
organs. Rituximab has a significant activity in SMZL, even if cytokine release
syndromes are a potentially life threatening event in patients (pts.) with a
high circulating tumor load as was also experienced by us. Alemtuzumab,
which binds to the CD52 antigen, can induce a good response in a
substantial proportion of pts. with a mature B cell lymphoproliferative
disorder, however, its use has rarely been reported in SMZL.

Methods: We here report our results in six patients (pts.) with SMZL, treated
with Alemtuzumab subcutaneously (s.c.) before Rituximab as consolidation.
Indication for therapy included massive splenomegaly, elevated LDH and
Bo-microglobulin. The median age was 64 years (3 male, 3 female). Prior
therapy included Chlorambucil (3 pts.), Fludarabine (3pts). Alemtuzumab
was administered at a dose of 30 mg s.c. three times a week for 12
wks. All pts. received prophylactic Trimethoprim/Sulphamethoxazole and
Valacyclovir. In four of the six pts., Alemtuzumab treatment completely
resolved splenomegaly with the normalization of their blood cell count. One
patient had partial response after Alemtuzumab, the sixth patient developed
a transformation into a large cell lymphoma. All five pts who responded to
Alemtuzumab were administered Rituximab 375mg/m? weekly for 4 weeks.
The patient with PR after Alemtuzumab had a CR, the other pts maintained
CR. No relapses have been observed to date after a median follow-up of 11
months (4-16). Two cases of CMV reactivation have been observed, only
one being symptomatic and with a need of Gangiglovir.

Conclusions: Our results suggest that this therapy should be considered
when splenectomy is not feasible and/or when Rituximab is not indicated
as a frontline therapy.

585P | Inferior complete response rates of Chinese patients
with bulky mediastinal/advanced stage Hodgkin
lymphoma to Stanford V regimen

Thomas Yau, C.S. Chim, Amy W. Leung, Raymond Liang. University of
Hong Kong, Medicine, Hong Kong, Hong Kong Special Administrative
Region of China

Background: The Stanford V regimen was reported to have a high remission
rate in Caucasian patients with bulky mediastinal (Stage I/ll) or advanced-

stage (Stagelll/IV) Hodgkin disease. Here we report our experience with
this regimen in Chinese patients with such disease.

Patients and methods: From 1996 to 2002, nineteen patients were
treated in Queen Mary hospital for bulky mediastinal/advanced stage
Hodgkin’s lymphoma. All patients received Stanford V regime as primary
chemotherapy treatment, followed by local radiotherapy. The primary end-
point was response, and the secondary end-points were disease-free
survival (DFS) and overall survival (OS).

Results: With median follow-up of 33 months, nineteen patients were
analyzed: twelve patients in stage I/Il with bulky mediastinal disease,
and seven patients with advanced stage disease. Eighteen cases were
nodular-sclerosing histology, and one case was mixed cellularity. Twelve
patients (63%) had B symptoms and 14 patients (74%) had high LDH
on presentation. Eight patients (47%) achieved complete response (CR)
while 11 patients (53%) achieved partial response (PR) with the Stanford
V regimen alone. Five patients in partial remission with Stanford V
chemotherapy achieved complete remission after irradiation. Six patients
(32%) had refractory disease and three patients relapsed after achieving
CR; of these, seven (78%) patients responded to salvage chemotherapies
and/or autologous bone marrow transplant.

The projected OS was 95% at 5 years, and projected DFS was 47% at 5
years. One patient died of progressive Hodgkin disease. The commonest
toxicities were gastrointestinal upset (30%) and numbness (25%). No
iatrogenic mortality occurred.

Conclusion: The response to Stanford V regimen was inferior in Chinese
patients when compared with historical Caucasian counterparts, with poorer
CRrates (47% vs 72) and lower DFS (47% vs 89%). However, most patients
with refractory/relapsed disease responded well to salvage chemotherapies
followed by bone marrow transplant, accounting for similar proj—: fei « i
rates (95% vs.96%).

586P | BEACOPP (basic & modified escalated)
chemotherapy for Hodgkin’s disease (HD): A -+ i

effective protocol in developing country

Naresh Somani', PK. Agarwal?, N. Patni®, A. Parikh?, D. Gupta?.
'Bhagwan Mahaveer Cancer Hospital, Medical Oncology, Jaipur, India;
2Bhagwan Mahaveer Cancer Hospital, Jaipur, India

Introduction: In HD, ABVD has been challenged with newer regimens e.g.
BEACOPP & Stanford V. BEACOPP shows significant benefit in reduction
of early failure to CT.

Objective: To achieve higher response rate with shorter duration & cheaper
regimen in developing countries.

Material & Method: 20 previously untreated pts. from April 2000 to Jan 2003.
Risk factors used were >3 L/node areas, high ESR, extra nodal involvment
or bulky mediastinal mass. Stage | & Il without risk factor were classified
as "early stage" group. Stage IlIl/IV & stage | & Il with any risk factor were
classified as "advance stage". 4-6 cycles of basic BEACOPP were given in
early stage. In advanced stage 6 cycles of "modified Escalated BEACOPP"
(with increasing dose of Adriamycin to 30 mg/m? and Bleomycin 10 mg/m?
on D1 & 8 were given. Involved filed RT 30Gy, in all early stage & 40Gy in
advance stage with bulky/residual was given.

Results: Early stage/advance stage pts were 5/15. 19 pts completed
planned CT. All early stage pts. achieved complete response. In advance
stage 13/15 (86%) responded to CT. Toxicity Grade Ill or IV anemia,
neutropenia, thrombocytopenia were 10/105 (9.4%), 10/105 (9.4%), 6/105
(5.71%) respectively. Total cost of ABVD chemotherapeutics drugs is
US $ ~900 while basic BEACOPP is of ~450 and modified Escalated
BEACOPP is ~550. Similarly one and half month treatment duration is also
reduces.

Conclusion: Basic and modified Escalated BEACOPP are equally effective
in short-term results with reduced cost & duration. Long term & randomized
data are required before it replaces ABVD.

587P | Liposomal doxorubicin in combination with
vincristine, cyclophosphamide and prednisoii= i1
patients with aggressive diffuse large B-cell
lymphomas (DLBCL)

Marina A. Stulginskaya, Alexander S. Dudnichenko. Kharkov Re: i :l
Cancer Center, Hematology, Kharkov, Ukraine

CHOP is standard therapy for patients (pts) with aggressive DLBCL.
However its clinical use is limited by several general toxicities: particularly
cardiotoxicity, peripheral neuropathy, mycoses, myelosupression etc. dose-
limiting toxicities, restricting cumulative dose.

Liposomal formulation of drugs that allows for delayed clearance by the
reticuloendothelial system, prolonged circulation time, retention drug in the
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liposome while in circulation, and concentration of drugs in tumors with high
vascular permeability.

Methods: Twenty-four pts with DLBCL, aged 54 to 77 years median age
was 65 years, without previous treatment, high and high-intermediate IPI
(11 pts), stage Ill - IV (14 pts) were treated with the CHOP regiment at
standard dose with liposomal doxorubicin (LD) - L - CHOP. Dose level of
vincristine - 2 mg 1V, liposomal doxorubicin - 60 mg/m?, cyclophosphomide
750 mg/m?, prednisone 60 mg/m? p.o. 5 days, administered every 3 weeks.
The median number of prior regimens was 3 (range 2 - 6).

Results: The best response was a complete response in 20 pts (83%),
partial response in 3 pts (12%). At a median follow-up of 18 months relapse
has been in 1 pts (5%) after 3 month for respondents. Toxicity was mild: 2
pts had grade 1 neutropenia, 3 pts had grade 1-2 anemia, cardiac toxicity
- 1 pts (after 4 courses) other pts cardiac function was normal during and
18 month after chemotherapy. Rens and hepatic function saved normal too.
Peripheral neuropathy has not been observed.

Conclusion: liposomal doxorubicin vincristine are effective and well tolerated
in treatment for patients with aggressive non - Hodgkin’s lymphoma. Regime
L-CHOP appears to be an acceptable alternative for elderly patients.

588P | CHOP chemotherapy (ct) with rituximab and

radiotherapy (RT) as a first line treatment for
aggressive non-Hodqgkin’s lymphoma (NHL) - our
experience

Simonida Crvenkova, Aneta Dimitrovska, Vasiliki Mickovska. Institute of
Radiotherapy and Oncology, Malgnant Lymphoma, Skopje, The former
Yugoslav Republic of Macedonia

Background: In advanced aggressive NHL CT is a basic treatment.
Additional involved-field RT may achieve a better outcome.

Aims: In this study we combined two modalities of treatment (CHOP
regimen with the monoclonal antibody rituximab and RT) and assessed
their role.

Material and Methods: We treated 40 patients (pts) with advanced
aggressive NHL initially with the CHOP regimen plus rituximab. There were
26 male and 14 female, median age was 53 years (range 43-68), with
stage Il or IV disease. RT was given to 16 (40%) of pts. Indication for RT
included initial bulky disease and lack of complete remission (CR) after
CT. involved-field RT was used with one fraction per day of 1.8 Gy, to a
total dose delivered by 19-22 fractions. Response was assessed at two
months after the end of RT and then every three months. The primary end
point was freedom from progression (FFP) and overall survival (OS) after 3
years. Median observation time was 26 months.

Results: The rate of complete remission (CR) was 60% after CT.

Following RT the rates of CR and PR were 81% and 19%, respectively.
Three-year FFP and OS in pts who received RT were 71% and 79%,
respectively. In pts who were treated with CHOP+rituximab alone 3-year
FFP and OS were 52% and 61.5%, respectively. Univariant analysis
showed that stage, extranodal involvement, performance status, LDH level,
are significant prognostic factors for survival.

Conclusion: Combination of these two modalities CT and RT showed better
outcome as a first-line treatment for pts with advances aggressive NHL,
than applied CT alone.

589P | Phase Il open study using Rituximab (MabThera) +
CHORP in treatment of pts with diffuse large B-cell
Lymphoma (DLCL)

A. Shahrasbi, J. Raafat, Z. Latifzadeh. Cancer Institute, Medical Oncology,
Tehran, Iran (Islamic Republic of)

Introduction: Rituximab (MabThera) is the first monoclonal antibody ap-
proved for the treatment of pts with relapsed or refractory CD20+ low
grade non-Hodgkin’s lymphoma (NHL). The mechanism of action of Rit-
uximab is a mixed one, mainly by complement dependent cytotoxicity,
antibody dependent cellular toxicity, induction of apoptosis and working
as a chemosensitizer in pts who develop multiple drug resistance during
treamtent.

DLCL is the most common type of aggressive lymphoma and considered
for about 40% of all NHL cases. Use of different chemotherapy regimens
didn’t change the response or survival of pts in comparison with CHOP.
Studies by Coiffer showed some progression in treatment of elderly pts with
aggressive NHL adding Rituximab to std CHOP chemotherapy. In this study
we tried to show MabThera+CHOP is an effective regimen and it works in
young pts as well as elderly ones.

Material & Method: To study the efficacy of Rituximab added to std CHOP
in pts with DLCL, 20 pts were treated with the following regimen:

All pts were scheduled to receive 6-8 cycles of treatment.
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All pts had high grade DLCL, Stage IV (except one pt with stage ). PS
varies between 1-3.

Results: 9 pts received full treatment and the rest of the pts had 3-5
cycles of chemotherapy. 19 out of 20 pts achieved complete remission
almost at the 2" cycles. We did not observe any additional toxicity due to
Rituximab+CHOP in comparison with the known toxicities of CHOP. These
data show that the combination of Rituximab with std CHOP will cause
rapid response and is effective in both young and elderly pts with DLCL.
Conclusion: Rituximab+CHOP is highly effective in induction of response in
pts with DLCL. It is as effective in young pts as elderly ones. Especially it is
highly effective in pts with advanced destructive primary bone lymphoma as
all of cases are in CR up to 24 months with full activity. Study needs more
pts and time to evaluate the duration of response and OS in pts treated
with this combination.

590P | Thalidomide-dexamethasone combination in
symptomatic multiple myeloma: An Indian experience

Ashis Mukhopadhyay', Sanjeev Ganguly®. " Subodh Mitra Cancer
Hospital, Medical Oncology, Calcutta, India; ?Dabur Research Foundation,
Research, Ghaziabad, India

Background & purpose: Thalidomide is a well-established anti-angiogenic
agent used extensively in relapsed multiple myeloma. We evaluated
the activity of thalidomide-dexamethasone combination in patients of
symptomatic myeloma.

Patients and methods: Thirty seven patients (23 untreated, 14 pretreated)
were treated with thalidomide (THALIX® 200mg) orally at bedtime and
received dexamethasone 40mg for 4 days beginning on days 1, 9, and 17;
the second and third cycles of repeated dexamethasone were begun on
day 30. Both group of patients were treated for at least 4 months. Response
was assessed on the basis of reduction in paraprotein levels in the serum
and reduction of myeloma cells in the bone marrow.

Results: 20/23 newly diagnosed patients (87%) and 8/14 (57.1%) pretreated
patients showed an objective response as per SWOG criteria. 16/23 (69.6%)
untreated myeloma patients and 3/14 (21.4%) pretreated myeloma patients
showed a complete response. The median time for achieving the best
response was 8.2 weeks. 2/23 (8.7%) & 3/14 (21.4%) patients had stable
disease in the untreated & pretreated groups respectively. Only 4/37
(10.8%) patients had a documented disease progression. Most commonly
observed toxicities include peripheral neuropathy (51.4%), constipation
(51.4%), sedation (37.83%) and rashes (24.32%). Only in one patient
Grade 3 peripheral neuropathy and rashes were noticed. No Grade 4
toxicity was observed during the study.

Conclusion: The combination of thalidomide with dexamethasone indused a
high frequency of response and low incidence of serious irreversible toxicity.
These observations support further studies of this promising combination
for patients with newly diagnosed multiple myeloma.

591P | Lomustine, Ifosfamide, Bleomycin, Vincristine, and
Cisplatin (CIBO-P) is an effective regimen for patients
(pts) with poor prognostic refractory or multiply
relapsed aggressive non-Hodgkin’s lymphoma

Antonino Musolino, Maria A. Perrone, Maria Michiara, Vittorio Franciosi,
Beatrice Di Blasio, Guido Ceci, Giovanna Vasini, Roberta Camisa,
Andrea Ardizzoni, Giorgio Cocconi. University Hospital, Medical Oncology
Unit, Parma, Italy

Background: Despite advances in the management of aggressive non-
Hodgkin’s lymphoma, the treatment of multiply relapsed and refractory
disease remains a major challenge. Cisplatin-based combinations have
proven to be an effective choice for patients with relapsing or refractory
lymphoma, particularly for pts with favorable prognostic characteristics.
Patients and methods: 43 consecutive pts with relapsed or refractory
non-Hodgkin’s Lymphoma were treated with Lomustine (60 mg/m? d 1 or
2), lfosfamide (1.5 g/m? d 1, 2 and 21, 22), Bleomycin (5 mg/m® d 1, 5 and
21, 25), Vincristine (1.4 mg/m? d 1, 8 and 21, 28) and Cisplatin (25 mg/m?
d 3, 4, 5 and 23, 24, 25) given every 42 d [CIBO-P regimen].

Results: 39 patients (91%) were evaluable for response. The median age
was 60 years (range 26-83). Histological subtypes were: diffuse large B
cell (n=32), extranodal diffuse large B cell (n = 4), anaplastic large cell
(n=2) and T-lymphoblastic lymphoma (n=1). 40% of the pts had previously
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been treated with more than 1 line of prior chemotherapy and 53% had
elevated lactate dehydrogenase levels at the time of treatment initiation.
The median remission duration prior to receiving CIBO-P was 195 d. The
overall objective response rate was 76% [95% Confidence Interval (Cl): 58-
90%)], including 21 (52%) complete and 9 (24%) partial responses. CIBO-P
induced responses in all histological subtypes, primary refractory disease
and pts treated at second or subsequent relapses. The median duration of
response was 7.5 months (95% ClI: 1.1-17 months) and the median survival
duration was 12 months (95% ClI: 5.9-18.1 months). Myelosuppression was
the most frequent serious complication of this regimen. However, no cases
of hemorrhage with thrombocytopenia, and only 6 (14%) cases of febrile
neutropenia were encountered.

Conclusions: CIBO-P is a novel combination salvage therapy for poor-
prognostic refractory or multiply relapsed aggressive non-Hodgkin’s lym-
phoma pts. It has clinically significant activity with a favourable toxicity
profile.

592P | Continuous Erythropoiesis Receptor Activator
(CERA) provides dose-dependent erythropoietic
activity with a prolonged half-life in healthy
volunteers

Frank C. Dougherty, Bruno Reigner, Paul Jordan, Anne Pannier. F.
Hoffmann-La Roche, Pharma Development, Basel, Switzerland

Treatment of anemia is an integral part of cancer management. There is
a clinical need for effective medications that can be administered at less
frequent dosing intervals, offering flexibility and convenience to patients and
medical staff. Preclinical studies indicate that Continuous Erythropoiesis
Receptor Activator (CERA) is an innovative erythropoiesis-stimulating
agent with a prolonged half-life, acting differently at the receptor level.
This evidence suggests that CERA may provide effective stimulation of
erythropoiesis when administered at less frequent dosing intervals. The
objective of these Phase | studies was to evaluate the pharmacodynamics
(PD) and pharmacokinetics (PK) of CERA when administered in multiple
ascending doses. Healthy volunteers (N=116) were enrolled in 2 open-label,
parallel group, placebo-controlled studies. Subjects were randomized to
receive: CERA (0.4, 0.8, 1.6 or 3.2 ng/kg) either by intravenous (IV)
injection once every 3 weeks (study days 1, 22 and 43; n=61) for a total of
3 injections; or by subcutaneous (SC) injection once every 2 weeks (study
days 1, 15, 29 and 43; n=48) for a total of 4 injections; or placebo. CERA
induced a rapid, dose-dependent, erythropoietic response; increases in
reticulocyte count peaked at 7 and 10 days after IV and SC administration,
respectively. The PK of CERA did not appear clinically affected by repeated
dosing. Serum half-life of CERA ranged from 70-140 h for IV administration
and 73-170 h for SC administration. CERA was generally well tolerated;
no serious adverse events were attributed to study agent. Antibodies were
not detected in any subject. In healthy volunteers, CERA administered
by IV or SC injection was well tolerated and demonstrated prolonged,
dose-dependent erythropoietic activity. Serum half-life was considerably
longer than that of currently available erythropoietic agents.

These data suggest that CERA can be administered with extended dosing
intervals, which may enable administration on the same dosing schedule
as some chemotherapy agents, offering flexibility and convenience in
managing cancer-related anemia. Phase |l trials in patients with cancer are
ongoing.

593P | Continuous Erythropoiesis Receptor Activator
(CERA) produces dose-related erythropoietic activity
in patients with multiple myeloma

Anna Dmoszynska', Janusz Kloczko?, Malgorzata Rokicka®,

Andrzej Hellmann*, Ivan Spicka®. 'Medical University, Hematology, Lublin,
Poland; ?Medical University, Hematology, Bialystok, Poland; °Medical
University of Warsaw, Hematology, Warsaw, Poland; ¢ Gdansk Medical
Academy, Hematology Clinic, Gdansk, Poland; °Charles University,
Hematology, Prague, Czech Republic

Continuous Erythropoiesis Receptor Activator (CERA) is an innovative,
erythropoiesis-stimulating agent with a prolonged half-life acting differently
at the receptor level. This exploratory, multicenter, open-label study of
adults with multiple myeloma (MM) receiving chemotherapy and with
anemia (hemoglobin [Hb] <11 g/dL) aimed to identify a suitable CERA dose
range for further clinical testing. Patients (n=64, randomized groups of 8-10)
received CERA subcutaneously (SC) (2.0, 3.5 or 5.0 ng/kg) once every 3 wk
for 6 wk (core period), optionally extended to 12 wk. After reviewing efficacy
and safety data, extra patients were assigned sequentially to doses of 6.5
and 1.0 pg/kg, then 8.0 and 4.2 pg/kg. Demographics were similar in all
patient subgroups. CERA produced a rapid, clinically relevant, dose-related
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increase in Hb (regression analysis of the change from baseline to end of
initial treatment [core study period completion, transfusion or dose change]).
Mean Hb increased 1.6-2.3 g/dL with CERA 3.5-8.0 j.g/kg and 50%-62.5%
of patients had a response of >2 g/dL during the core period. Levels were
maintained or improved from 6-12 wks. A plateau in response was seen at
5.0-8.0 ng/kg. CERA was generally well tolerated. AEs attributed to CERA
were rare (5 hypertension, 1 pyrexia, 1 allergic dermatitis) during the core
period. There were no unexpected clinical and laboratory measurements,
and no evidence of antibody development. In patients with MM, CERA
administered SC once every 3 wk produced a rapid and sustained increase
in Hb.

The long dosing interval of CERA may enable administration on the same
dosing schedule as some chemotherapy agents, offering flexibility and
convenience in treating cancer-related anemia.

594P | Phase Il study of prolonged administration of ::i--~iiic
trioxide (ATO) in patients with Myelodysplasti::
Syndromes (MDS) and Chronic myelomonocti
leukemia(CMML): M D Anderson Cancer Cen
experience

Miloslav Beran', Srdan Verstovsek', Steven Kornblau?, Elihu Estey’,
Francis Giles', Guillermo Garcia-Manero', Hagop Kantarjian'. "UT MD
Anderson Cancer Center, Leukemia, Houston, TX; 2UT MD Anderson
Cancer Center, Blood and Marrow Transplantation, Houston, TX

We examined the value of prolonged administration of ATO (Trisenox®) in
patients (pts) with MDS and CMML.

Treatment: ATO (0.25 mg/kg/day) was given 1 hr i.v. infusion daily x 5 days
followed by 0.25 mg/kg twice weekly for 11 weeks. Pts were assessed at 4
weeks, after the first course, then monthly. Pts. with stable disease were
eligible for further courses.

Patients: 17 patients enrolled: 14 RBC transfusion-dependent MDS (6
RA/RARS, 8 RAEB; 12 IPSS risk Low/Int1, 2 Int2/High), and 3 CMML.
Median age was 67 years (y) (range 46-84). 6 had history of previous
treatment other than supportive care. 16 were evaluable for toxicity and
response. 1 received 3 courses, 3 received 2 courses, and 13 received 1
course.

Results: Hematologic responses (IWG criteria) were observed in 4 patients
(25%).
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*Most significant response. 76 y old male, RAEB-2, Int &, oinjl=+
chromosomal abnormalities, previously failing thalidomide for «: i ciind
thalidomide + cyclosporin A for 3 mos.

Of 3 CMML, one pt. had transient reduction of absolute monocyte counts
during each of 2 courses; all 3 CMML had stable disease.

Toxicities: In 24 courses there were 6 febrile episodes requiring admission,
all in pts. with pre-existing neutropenia; 1 Gr 3 and 1 Gr 4 thrombocytopenia,
1 Gr 3 neutropenia, all requiring dose modification; 1 episode accelerated
functional cardiac rhythm; and 1 anemia-precipitated congestive heart
failure unlikely related to the drug. There were 22 episodes of Gr 1 or 2
drug-related toxicities.

Conclusions: 4 responses of 3-7+ mo. duration were observed, including 1
CR, suggesting activity in as yet undefined subgroup of MDS. No benefit of
prolonged treatment was documented. ATO was safe in outpatient setting
for elderly patients. Observed low toxicity and documented activity suggest
potential use of ATO for combination therapy of MDS.

595P | Collection of autologous peripheral blood stem cell in
71 patients with relapsed or refractory hodgkin’s
lymphoma using ESHAP + G-CSF 300 microgram sc
twice a day

Saad Akhtar, Abdelghani Tbakhi, Mohammed Rahal, Amr EI Weshi,
Hind Humaidan, Irfan Maghfoor. King Faisal Specialist Hospital &
Research Centre, Oncology, Riyadh, Saudi Arabia

Objective: To review our experience with ESHAP chemotherapy as autol-
ogous peripheral blood stem cell (PBSC) mobilization regimen in patients
with hodgkin’s lymphoma (HD) undergoing PBSC transplant (PBSCT).

Methods: Patients with relapsed or refractory HD who received ESHAP
(continuous infusion of cisplatin) from 1996 to May 2004 as salvage
chemotherapy prior to PBSCT were reviewed. Responding or stable HD
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patients received ESHAP for mobilization of PBSC. These patients received
fixed dose G-CSF 300 mcg SC twice a day starting 24 hours after finishing
mobilizing ESHAP. Daily apheresis using COBE Spectra BCT, to collect
a minimum of 2 x10*6 CD 34+ cells/kg body weight was initiated when
peripheral blood CD 34 + cell count exceeded 20 CD 34+ cells/microliter.
Apheresis volume guideline was 10 liter (< 70 kg patients), 12 liter (70-95
kg), and 15 liters (> 95 kg). patients < 60 kg often had < 9 liters due
to tolerability. Product volume, CFUC-GM, CFUC-GMME, and CFUC-E
(BFUE) were recorded.

Results: Characteristics of 71 patients with adequate CD 34 + collection
are: 37 males: 34 females. Initial stage [:ILII:IV: unknown was 4: 20: 21:
24: 2 respectively. Median age at initial diagnosis was 19 yrs (9 to 60 yrs).
Median number of cycles prior to ESHAP was 7; 80% had < 8 cycles and
20% > 8 cycles. Median ESHAP cycle used as mobilizer was 3 (1st or 2nd
in 10 patients, 3rd in 51 patients, 4th in 10 patients. 73% patients required
only 1 apheresis and 27% had > 1 apheresis. Median total and per kg.
CD34+ cells collected were 475 x 108 and 8.77 x 10°/kg respectively. Cells
collected for patients weighing <70 kg (55 patients) were 8.9 x 10%/kg and
for patients >70 kg (16 patients) was 9.05 x 106/kg. For 52 patients who
required only one apheresis, CD 34 + cell yield was 10.25 x 10%/kg and for
those who required >1 apheresis (19 patients) it was 5.5 x 10%/kg.
Conclusion: ESHAP and fixed dose G-CSF is an effective mobilizing
regimen. Most patients require only 1 apheresis. Fixed dose G-CSF at 300
microgram sc twice a day is adequate in producing desired CD 34 + cells
for apheresis even in patients > 70 kg.

596P | Successful treatment of Lymphoid granulomatosis
with anti-CD20 monoclonal antibody rituximab -
rationale and a case report

Karin Jordan', Wilfried Grothe', Axel Grothey?, Thomas Kegel', Hans
J. Schmoll'. "University of Halle, Dept. of Hematology/Oncology, Halle,
Germany; ?Mayo Clinic, Devision of Medical Oncology, Rochester, MN

Rationale: Lymphoid granulomatosis is a rare angiocentric and angiodestuc-
tive Epstein-Barr virus-positive B-cell lymphoproliferative disorder. Treat-
ment options include corticosteroids, antiviral therapy with interferon alpha
and ganciclovir as well as combination chemotherapy however long term
prognosis is very poor. Current available data suggest a beneficial role of
Rituximab even in the treatment of aggressive CD 20+ B-cell non-Hodgkins
lymphoma.

Case report: A 21-year-old white woman was admitted for evaluation of a
mediastinal bulk (50 x 60 mm) diagnosed in May 2002. Except chronic cough
her health status was not impaired. Thoracotomy and biopsy specimen
was revealed after uncertainty of the diagnosis: CD 20+-lymphomatoid
granulomatosis with clear EBV-association. Bone marrow biopsy specimen
were normal. Computed tomographic scans showed no hiliar and abdominal
lymphadenopathy.

In regard of the EBV associaton and lack of standard therapy options, we
initiated an antiviral therapy with Valganciclovir. After 2 months of continuing
treatment and no change of the mediastinal bulk, treatment was completed
with interferon-alpha. After responding to that combination therapy shortly
with a moderate decrease of the tumour, MR-imaging of the thorax in
October 2002 showed progresion of the mediastinal bulk On the basis of
positive expression of CD 20 on the lymphoid cells we started treatment
with Rituximab with four weekly doses of 375 mg/m? followed by a monthly
schedule until August 2003. After 3 months of treatment MR-imaging of
the thorax showed an remission of the bulk from 80 x 60mm to a residual
tumor mass with a size of 10 x 15 mm. From August 2003 to May 2004
the pt did not receive any specific therapy and the pt remains relapse free
until now. During the whole treatment period the pt did not experience any
therapy-associated side effects and was able to work in a full time job as a
nurse. For consolidation radiotherapy of the initial bulk was performed.
Conclusion: Rituximab is a well tolerated treatment option with a favourable
toxicity profile even in rare aggressive CD20+ lymphoproliferative disorders
like Lymphoid granulomatosis which can induce striking remission as
shown.

597P | Primary lymphoma of bone: a retrospective study

Moshe E. Stein, Abraham Kuten, Ron Epelbaum. Rambam Medical
Center, Oncology, Haifa, Israel

Objective: This retrospective study describes our experience with the
diagnosis, treatment, results and long-term follow-up of primary bone
lymphoma (PBL).

Patients and Methods: Nineteen patients diagnosed with PBL were re-
viewed: 7 with stage Ig disease, 4 with stage |Ig (regional lymphadenopathy),
8 with stage IV disease (disseminated bone involvement). Only one stage IV
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patient exhibited "B" symptoms. The majority (72%) demonstrated diffuse,
large cell, B-type lymphoma. All patients were treated with adriamycin-
based chemotherapy and consolidation radiotherapy to the primary site (8
patients: early PBL) or the most bulky area (3 patients: stage IV PBL)
(median total dose: 3,988 cGy; range: 3,960-4,000 cGy).

Results: Ten stage Ig/lle patients are alive with no evidence of disease
(NED). One died due to metastatic secondary lung cancer while with
NED from his PBL. Eight stage IV patients are alive with NED. Median
follow-up for all living patients: 77 months. Side effects were mild and did
not necessitate delay in treatment.

Conclusions: Our departmental policy of treating PBL patients with an
anthracycline-based regimen and involved field radiotherapy proved to be
successful in achieving excellent long-term, disease-free survival. Phase
IIl randomized, controlled, clinical trials will determine the true role of
consolidation radiotherapy in PBL, when considering severe late side
effects, including radiation-induced bone tumors.

598P | Second primary tumors in mycosis fungoides
patients

Ella Muller, Moshe E. Stein, Abraham Kuten. Rambam Medlical Center,
Oncology, Haifa, Israel

Background: Mycosis Fungoides [MF] patients enjoy long-standing remis-
sions following total skin electron irradiation [TSEI] but run the risk of
developing secondary malignancies.

Patients and Methods: From 1979 to 2002, 84 patients with biopsy-proven
MF were referred to our department for TSEI, until 1992 using the modified
Christie Hospital translational technique and since 1992 the Stanford
technique. Median total dose was 32 Gy (range, 16-44 Gy) Christie; 30 Gy
(range, 15-36 Gy) Stanford. Underdosed areas were boosted with a median
total dose of 100-200 Gy.

Results and Conclusions: During a median follow-up of 73 months (range,
2-191 months) from the end of TSEI, 13 (15%) patients developed 20
second primary tumors within the irradiated areas - lymphoma: 2; skin
cancer: 7; melanoma: 2; solid tumor: 9. Six patients developed second
primaries either simultaneously with the newly diagnosed MF or prior to
introduction of radiation therapy. The long-term prognosis was related solely
to the second primary. Due to excellent long-lasting response rates following
TSEI coupled with long-term survival, and the prognosis mainly associated
with the stage and histology of the second malignancy, physicians should
be aware of the possibility of second primary tumors.

599P | Primary extra nodal lymphomas: analyses of clinical
characteristicsa single centre experience

Ganapathi M. Bhat', Salem Al-Shemmari?, Reem Ameen?, Kamlesh

P. Sajnani', Jan Gyarfas'. " Kuwait Cancer Control Centre, Medical
Oncology, Lymphoma and BMT Division, Kuwait, Kuwait; 2 Faculty of
Medicine, Department of Medicine, Kuwait University, Kuwait, Kuwait;
3Faculty of Allied Health Sciences, Department of Medical Lab Sciences,
Kuwait University, Kuwait, Kuwait

Background: Primary extra nodal Non-Hodgkin’s lymphoma has varied
presentations. Emphasised in this study are the clinicopatholgical charac-
teristics and outcome of extra nodal Non Hodgkin’s Lymphomas according
to the primary sites of the disease.

Patients and methods: A retrospective analysis of 615 patients treated for
Non-Hodgkin’s lymphoma between January 1989 to December 2003 was
done. 150 patients (24.39%) were categorised as extra nodal lymphoma.
The cases diagnosed prior to 1994, were converted into WHO classification.
The characteristics of patients were as follows: Median age 46 years (15-86)
with 95 males (63.33%) and 55 females (36.66%). Pathological subtypes
were follicular and other low grade variants in 27, diffuse large and other
high grade subtypes in 112, MALT variety in 11 patients. IPl among the high-
grade histology were low risk - 71, low intermediate - 17, high intermediate
- 10, high - 6, and data missing in 8 patients. 60 patients (40%) presented
with primary extra nodal, 64 (42.66%) with regional lymph node involvement
and 26(17.33%) with extensive involvement. Patients were treated with all
three modalities chemotherapy, surgery, and radiotherapy either alone or
in various combinations. Six patients did not receive any treatment.
Results: Distribution of extra nodal sites according to the primary site
was gastrointestinal tract (n=58) musculoskeletal (n=16), tonsil (n=15),
mediastinal (n=14), oral cavity and sinuses (n=11), liver & spleen (n=6
each), CNS (n=5), thyroid (n=4), testis, kidney, lung, tongue, salivary gland
(n=2 each), skin, pleura, ovary, vagina, pancreas (n=1 case each). After
a median follow-up of 25 months (0-179), overall survival was 88% and
disease free survival was 78%. Eighteen patients died, out of which 14 due
to disease recurrence or progression.

9T0Z ‘8T AINC U0 SI0IAISS D111IUSI0S 79 915UBI0 YI[EaH puesusand) e /610°s feuino [pio jxo-ououue//:dny wou s papeojumoq


http://annonc.oxfordjournals.org/

Hematological malignancies

Conclusion: Achieving a complete remission shows a favourable prognostic
index for survival. Poor prognostic factor identified was high grade histology.
Age, IPI index and disseminated disease did not affect the survival in our
study thereby differing from nodal NHL. Incidence, distribution and outcome
(Overall survival and DFS) were comparable to other studies; however the
median follow in this analysis was short.

600P | Lympho-reticular malignancies in HIV-1infected
patients: Indian experience

Chirag J. Desai', Atul K. Patel?, Shailesh S. Talati', Bhavin A. Shah’,
Ketan K. Patel?.  Shrey Hospital, Medical Oncology, Ahmedabad, India;
2 Adit Medical Complex, ID Clinic, Infectious Disease Specialist,
Ahmedabad, India

The incidence of lymphoma in the patients with HIV infection is rising.
The outcome of these patients is considered to be poor. With use of
Highly Active Antiretroviral Therapy (HAART), effective chemotherapy and
improved supportive care the outcome has improved.

We present our experience of 11 patients with HIV-Lymphoma. All underwent
standard staging with history, physical examination, a chest X-ray or CT
thorax, CT abdomen/pelvis, complete blood count, biochemistry, bone
marrow and other required tests. CD 4 count was evaluated at baseline
and then every three months. Eight patients have received HAART and
3 did not fulfill criteria to start HAART. The chemotherapy schedule was
CHOP for large cell lymphoma, ABVD for Hodgkin's disease (HD) and
Murphy’s protocol for small non-cleaved lymphoma (SNCL). The dose of
doxorubicin was halved in the first cycle and escalated subsequently as per
the tolerance. Response was evaluated after every 2 cycles and toxicities
at every cycle.

Seven patients had large cell lymphoma, two had HD, and one each
had SNCL and acute lymphoblastic leukemia (ALL). The patients had
a fair tolerance to chemotherapy. All had severe neutropenia and other
non-hematologic toxicities in initial cycles of chemotherapy. The tolerance
improved with subsequent cycles. Of the 7 patients with large cell lymphoma,
3 are in CR from 18 to 33 months. One completed treatment at other center,
was in CR but then there is no follow up, one patient died at 48 months
of opportunistic infection, one died early without response and one patient
declined treatment and is lost from the follow up. Of the 2 patients with HD,
one is in continuous CR at 33 months and other has completed 4 cycles
of ABVD and is in CR. The SNCL patient achieved a CR but is lost from
follow up after completing treatment. The one with ALL died in 5 days after
diagnosis of tumor lysis.

We have seen encouraging result and tolerance to chemotherapy in
lymphomas in HIV infected patients. The patients need greater supportive
care for neutropenia and mucositis. Our patients also required social and
economical help to complete the treatment and to continue the follow up.

601P | The investigation of platinum drugs reactivity in
patients with CLL in vitro

V. Shishkin Yu., M.V. Ogorodnikova, A.Yu. Baryshnikov. N. N. Blokhin
Memorial Cancer Research Center of the RAMS, Moscow, Russian
Federation

The aim of this study was to investigate the molecular mechanism(s) of
apoptosis induction by new Russian antitumor platinum drug - cycloplatam
in patients with chronic lymphocytic leukemia (CLL) and to compare the
chemosensitivity of tumor cells derived from refractory patients with CLL to
known platinum-containing drugs.

Methods: The leukemic cells were isolated by Ficoll density gradient
centrifugation. The cells were incubated with 4 platinum drugs (10M) for 4
days. Leukemic cells survival (LCS) was calculated by OD treated well/OD
control wellsX100(%). LD50 was calculated from the dose- response curve.
The cells were stained with Pl and DNA fragmentation was determined by
flow cytometry.

Results: We have tested the sensitivity of leukemic cells derived from 20
patients with CLL to different platinum-containing drugs by MTT assay. 57%
of patients were sensitive to cycloplatam, 33% of patients were sensitive
to oxcaliplatin, 11% of patients were sensitive to cisplatin, 14% of patients
were sensitive to carboplatin. The data obtained indicate that the Russian
platinum-containing drug was more cytotoxic than the other platinum drugs
we used. The DNA fragmentations of leukemic cells induced by platinum
drugs were studied for 14 patients. The fluorescence of propidium iodide
staining cells was positive for 50% of patients when we used cycloplatam.
Cisplatin and carboplatin were less effective as an apoptosis inducers: 10%
and 25% respectively.

Conclusion: Platinum drugs continue to be the mainstay of curative therapy
for a wide range of adult malignancies. Here, we have shown that the

i

Russian platinum drug - cycloplatam in compare with cisplatin, carboplatin
and oxaliplatin is more effective as the cytotoxic agent and as the inducer
of apoptosis in leukemic cellsin vitro.

602P | Apoptotic synergism between histone deacetylase
(HDAC) inhibitor and imatinib mesylate (STI571,

Glivec®) on chronic myelogenous leukemia (CML)
cell lines

Byung-Su Kim', Yong-Hee Choi?, Young Jue Kim®, Eun Kyung Bae*,
Kwang-Sung Ahn*, Seonyang Park?, Byoung Kook Kim?, Yeul Hong Kim?®,
Sung-Soo Yoon®. " Capital Armed Forces General Hospital, Internal
Medicine, Seoul, Republic of Korea; ?Seoul National University, Internal
Medicine, Seoul, Republic of Korea; Seoul National University College of
Medicine, Cancer Research Center, Seoul, Republic of Korea; * Samsung
Medical Center, Samsung Biomedical Research Institute, Seoul, Republic
of Korea; ®Koryo University School of Medicine, Internal Medicine, Seoul,
Republic of Korea; ® Seoul National University College of Medicine, Cancer
Research Center, Clinical Research Institute, Seoul, Republic of Korea

Even though, imatinib mesylate(STI571, Glivec®) is highly effective against
Bcr/Abl positive malignancies, resistance against STI571 is on the increase.
To improve the treatment outcome in CML patients, new histone deacetylase
inhibitor (SK-7068) was examined. SK-7068 induced apoptosis in CML cell
lines. To investigate whether combined treatment with STI571 shows
synergism in CML cell lines (K562, KCL 22, BV173), assays for caspase
3 activity, FACS analysis, and western blot analysis were done. Combined
treatment with SK-7068 and STI571 were more effective than either SK-
7068 or Glivec alone. SK-7068 induced apoptosis in a dose dependent
manner when administrated with a fixed concentration (320nM) of STI571.
Combined with STI571, SK-7068 (4uM) potently induced cell death,
triggering apoptosis in more than 60% of cells in 48h by FACS analysis.
SK-7068 decreased cyclin D1 expression, but STI571 had no effect on the
expression level of cyclin D1. CDK4 expression level was not affected by
combined treatment. When K562 was treated with various concentrations
of SK-7068, the level of p21 expression was gradually increased, whereas
STI571 had no effect. These findings suggest that two drugs induced
apoptosis via different pathways.

603P | Positron Emission Tomography (PET) with fluorine-18
fluoreoxyglucose (['®F]FDG) as a good tool for
evaluation of response or residual disease in primary
lymphoma of bone

Yeon Hee Park', Seong Min Yoon', Baek-Yeol Ryoo', Sung Hyun Yang',
Cheol Hyeon Kim', Bong Seog Kim?. " Korea Cancer Center Hospital,
Internal Medicine, Seoul, Republic of Korea; °Seoul Veterans Hospital,
Internal Medicine, Seoul, Republic of Korea

Primary lymphoma of bone (PLB) is one of the rarest primary bone
malignancies. The main treatment modality is chemotherapy, which is
different from that for other malignant bone tumors. According to the
response to primary treatment, subsequent second-line treatment could be
different; therefore proper evaluation for treatment effectiveness is needed.
However, treatment evaluation is more difficult for bone lesion characteristics
than for other lymphomas. After chemotherapy, evaluation for the viability of
a residual tumor is very difficult. Viable tumors cannot be differentiated from
bone fibrosis and remodeling lesions without surgical resection. Therefore,
it is not easy to determine complete response accurately, and it is difficult to
establish subsequent treatment strategies. We investigate the usefulness
of the PET scanning in evaluation of PLB, as compared with CT and
MRI scanning. A survey of 1,422 NHL patients who had been diagnosed
at Korea Cancer Center Hospital between 1989 and 2003 identified 28
patients with PLB (2.0%). Among these cases, FDG-PET had been used for
evaluation of diagnosis, response and recurrence in 10 cases. We analyzed
and compared conventional CT/MRI findings with FDG-PET scanning
findings of these cases. All these 10 cases were reviewed and confirmed
by experienced hematopathologist with bone biopsy. The clinical data and
imaging findings of these patients were monitored during treatment and
follow-up period for change of the imaging findings. To decide the CR, PET
scanning following treatment showed no hypermetabolic lesion with a rapid
decline of FDG uptake. However, follow-up CT or MRI showed persistent
bone lesion after Partial Response (PR). To decide the early relapse, PET
scanning showed definite hypermetabolic lesions with a rapid increase of
FDG uptake. However, follow-up CT or MRI showed no specific changes.
Our results suggested that PET scanning was more sensitive in evaluation
for response and relapse of PLB.
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604P | Prognostic criteria in primary non-Hodgkin’s

lymphomas of the spleen

Vasile Musteata', lon Corcimaru?, Larisa Musteata', Natalia Sporas’,
Elena Corotas®. " Institute of Oncology/State Medical & Pharmaceutical
University, Chair of Hematology & Oncology/1st Hematology Department,
Chisinau, Republic of Moldova; ?Institute of Oncology/State Medical &
Pharmaceutical University, Chair of Hematology & Oncology/Hematology
Division, Chisinau, Republic of Moldova; Institute of Oncology, 1st
Hematology Department, Chisinau, Republic of Moldova

Objective: The aim of this multicentric study was to outline the prognostic
criteria for primary splenic non-Hodgkin’s lymphomas (PS NHL), which
could be used in working out the optimal treatment strategies.

Materials and Methods: 155 patients with PS NHL were comprized by
the current study. Low-grade (LG) NHL were diagnosed in 110 (70.9%)
cases, and high-grade (HG) NHL - in 45 (29.1%). Of patients with LG NHL,
107 (97.3%) had the stage IV disease. Bone marrow involvement (BMI)
and leukemic phase (LPh) were detected in 106 (96.4%) and 93 (84.5%)
cases, respectively. Of patients with HG NHL, 38 (84.6%) had the stage IV
disease, and 7 (15.4%) - the localized stage disease. The BMI and the LPh
were registered in 20 (52.6%) and 6 (30.0%) patients, correspondingly.
Results: The overall 5-year survival (SV) was 55.1% in patients with LG
NHL, and 28.9% - in those with HG NHL (P < 0.05). In HG NHL, the 5-year
SV was 71.4% in cases with the localized stage disease, and 18.2% -
in cases with the stage IV disease (P < 0.05). In LG NHL, the 5-year SV
amounted to 57.8% in patients under 50 years, and 45.5% in those of
50 years and older (P < 0.05). In HG NHL this parameter was 28.5% and
9.8%, respectively (P < 0.05). In HG NHL, the 5-year SV made up 32.5%
in cases without the BMI, and 24.1% with that one. In LG NHL with the BMI,
the 5-year SV constituted 70.0% in patients without the LPh, and 53.0%
in patients with the LPh (P < 0.05). In HG NHL with the BMI, the median
longevity was 23.5 and 4.7 months, correspondingly (P < 0.01). In splenec-
tomized patients, the 5-year SV made up 69.5% in cases with LG histology,
and 47.2% - in those with HG histology. In patients treated by therapeutic
modalities only, the 5-year SV amounted to 43.1% and 10.8%, respectively
(P < 0.05). In the available cases with postsplenectomy correction of
cytopenias, the 5-year SV constituted 75.0%. Patients without postoperative
abolition of cytopenic syndrome failed to achieve the 3-year SV.
Conclusions: In PS NHL, the histologic type and the clinical stage of the
tumour, the patient's age, the BMI, the presence of LPh, the usage of
splenectomy and the postoperative correction of cytopenias are of great
prognostic importance and require careful consideration regarding the
expedience of treatment intensification.

605P | The risk of development of disglobulinemia among
breast cancer patients

George Emile, Maud Janvier, Alain Bourguignat, Jean Oglobine,
Francois Turpin. Centre Rene Huguenin, Hauts de Seine, Saint Cloud,
France

Using the data accummulated in Centre René Huguenin at Saint - Cloud,
France, a cohort study was conducted on the occurrence of dysglobulinemia
following breast cancer in females.

Of the 25165 breast cancer patients newly diagnosed in the period from
1976 till 2000, 27 developed dysglobulinemia.

The age at the time of diagnosis, histological nature, TNM classification,
hormonal status and treatment received were studied. The average age
at time of breast cancer diagnosis was 61.1 years. Of the 27 patients 3
were T0O, 5 were T1, 11 were T2, 5 were T3, 2 T4 and 1 was unknown.
12 were node positive, 14 were node negative histologically and 1 was
unknown. Only three patients were metastatic by the time of diagnosis.
2 were ER -ve, 3 were PR -ve, 10 were ER +ve, 9 were PR +ve and
determination of hormonal status was not performed for 15 patients.
Histologically, 18 patients had infiltrating duct carcinoma (IDC), 3 had
infiltrating lobular carcinoma (ILC) and 5 had other pathologies. 23 patients
underwent surgery, 15 received radiotherapy, only 4 received chemotherapy.
10 patients received adjuvant hormonal therapy all by tamoxifen.

The age at the time of diagnosis, type of immunoglobulin, stage, treatment
received, the delay between breast cancer diagnosis and the discovery of
dysglobulinemia were also studied for every case. In 8 of these patients
dysglobulinemia was discovered at the same time as breast cancer
diagnosis. The average delay between breast cancer diagnosis and the
discovery of dysglobulinemia was 8.5 years. Of the 27 patients, there were
13 cases of MGUS; of these there were 6 1gG kappa, 3 IgG lambda, 3 IgA
kappa, one IgM kappa. There were 6 cases of Waldenstrom; 3 IgM kappa,
2 IgM lambda, 1 mixed with IgM kappa & IgG kappa. And there were 8
cases of plasma cell myeloma, 2 IgA lambda, 2 IgA kappa, 2 IgG kappa, 1
IgG lambda, 1 light chain plasma cell myeloma.

Hematological im:ili- e,

Conclusion: The risk of plasma cell myeloma among breast cancer patients
was 31 per 100,000 whereas the expected risk in normal population is 3
per 100,000. (relative risk (RR) was 10,2), which was statistically signifiant.
No common risk factors for development of dysglobulinemia were found in
the breast cancer population.

The possibility of identical pathogenesis is debatable.

606P | Local Tumor Invasiveness is more important

prognostic factor than IPI in stage Ig/llg extranodal
NK/T-cell ymphoma, nasal type

T.M. Kim, S.Y. Lee, B.S. Kim, D.-W. Kim, S.-A. Im, T.Y. Kim, D.S. Heo,
Y.-J. Bang, N.K. Kim. Seoul National University Hospital, Department of
Internal Medicine, Seoul, Democratic People’s Republic of Korea

Background: Extranodal NK/T-cell lymphoma, nasal type (NTCL) is a
subtype of non-Hodgkin’s lymphoma, which arises from upper aerodigestive
tract (nasal) or extranasal sites (extranasal). Unlike other subtypes, the
tumor is locally invasive and Ann Arbor stage did not reflect prognosis
correctly. Thus, we evaluate importance of local tumor invasiveness and
International Prognostic Index (IPI) as a prognostic factor in NTCL.
Materials & Methods: Ninety-nine new patients were enrolled from 1992
to 2003. Among them, 77 showed nasal presentation and 22 presented at
extra-nasal sites. Of 77 nasal NTCL, 63 patients showed stage Ig/llg and
14 patients showed stage Illg/IVe. Local tumor invasiveness of nasal NTCL
is defined as follows: bony invasion/destruction or perforation or invasion to
the skin. Nasal Ig/lle NTCL patients were grouped into limited and extensive
according to local tumor invasiveness.

Results: Patients’ mean age was 47 years and male: female ratio was
1.8:1. Extranasal involvement (extranasal presentation and nasal Illg/IVeg
patients) showed poor prognosis as compared with nasal Ig/lle NTCL (8.8
months vs. 36.1 months: p=0.0072). In nasal Ig/lle NTCL, Ann Arbor stage
did not predict survival correctly (stage lg, 36.1 months; stage llg, 64.8
months). However, patients with limited local tumor showed longer survival
than extensive involvement (104.0 months vs. 10.9 months; p<0.0001). IPI
also showed predictive value (IPI 0~1, 64.8 months; IPl >2, 17.6 months;
p=0.0307). Multivariate analysis showed local tumor invasiveness is the
most significant prognostic factor in nasal |g/lle NTCL (p<0.001, Odds ratio
5.3, 95% Cl 2.5~10.9).

Conclusion: Tumor invasiveness is more significant prognostic factor than
Ann Arbor stage or IPl in nasal Ig/lle NTCL.

607P | A retrospective analysis of the clinical profile and
induction outcome for acute myeloid leukemia at a

tertiary care center in a developing country

Digumarti Raghunadharao, Senthil J. Rajappa, Anjna Surath, Lakshmi
S. Maddali. Nizams Institute of Medical Sciences, Department of Medical
Oncology, Hyderabad, India

Objectives: To analyse the clinical profile and induction outcome in acute
myeloid leukemia (AML) at our center, a tertiary care referral center for the
state of Andhra Pradesh in India.

Database: About 100 new patients of AML are seen every year. This
analysis includes 200 consecutive patients presenting from 1 Jan 2002
to 31 December 2003. Only about 46% of these underwent induction
chemotherapy, due to financial constraints. The record contain all the
demographic features, presenting signs and symptoms, the investigative
work up including complete blood picture, biochemistry, marrow aspiration
and biopsy, cytochemistry and karyotyping. Our typical induction over the
entire period consisted of cytosine arabinoside 100mg/sq m as continuous
intravenous infusion over 24 hours daily for 7 days along with mitoxantrone
10mg/sq m daily as short intravenous infusion for the 1%t 3 days. We used
blood components and antibiotics as need demanded - both prophylactically
and therapeutically.

Results: There was a male preponderance - 59% were men. Most of our
patients were between 21- 60 years (61%). Only 5% were over 60 years.
Anemia was the commonest presentation (97%0. The white blood cell
count was > 10,000/cu mm in 49% patients. The platelet count was <
50,000/cu mm in 67% of patients. AML-M2 was the commonest subtype
(38%) followed by 20% AML-M4 and 18% AML MS3. Of the 46% patients
who underwent induction, complete remission was documented in 31%.
Partial remission and refractory disease accounted for 39%. The induction
mortality was 30%. Infection was the commonest cause of death.
Conclusion: The results of our center reflect the treatment outcome with this
group of patients using this protocol - similar to other centers in India. They
are however, far inferior to that observed in the western world. The results
could probably be improved with better supportive care and alternative
induction regimens.
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608P | Lymphoblastic lymphoma - a review of 56 cases from
India

Geetha Narayanan, Sreejith Nair, Vasu Soman Lali. Regional Cancer
Centre, Medical Oncology, Trivandrum, Kerala, India

Lymphoblastic lymphoma is a very aggressive form of non-Hodgkin’s
lymphoma (NHL). It often occurs in young patients, and is commonly
associated with large mediastinal mass and a high predilection for
dissemination to bone marrow and the central nervous system (CNS).
Aim: To study the clinical presentation, treatment and survival in patients
with lymphoblastic lymphoma in a developing country.

Methods: 56 patients with a diagnosis of lymphoblastic lymphoma form
the subjects of our study. These patients were seen, treated and is being
followed up by us at Regional Cancer Centre, India, during the period 1994-
2001. The patient records were studied in detail regarding the presentation,
staging, treatment and follow up.

Results: Among the 56 patients, there were 39 males and 17 females.
The age ranged from 14 years to 60 years (median 20 years). The
commonst presentations were lymphadenopathy, dyspnoea, chest pain,
pallor and SVC obstruction. B symptom was present in 31 patients. The
median duration of symptoms was 6 weeks. Organomegaly was seen in
14 patients. Nine patients had a Haemoglobin less than 10 gms/dl, and
10 patients had a platelet count less than 1,00,000/mm?®. Serum LDH was
elevated in 28 patients. Chest radiograph showed mediastinal mass in 20
patients, pleural effusion in 10 patients, and hilar nodes in 4. Para aortic
lymphadenopathy was present in 11 cases. Bone marrow was involved
in 17 patients. Among the 56 patients, 48 patients received treatment, 7
refused and one child died before we could start the specific chemotherapy.
Multicentric protocol (MCP) designed by NCI for developing countries was
used in the treatment of these patients. Twenty seven patients received
MCP 841 (ALL protocol), and 18 patients received MCP 842 protocol (for
marrow negative lymphoblastic lymphoma). Three patients received only
VCR, Cyclophosphamide and steroids with intrathecal methotrexate in view
of their old age. Twelve patients died, 33 patients are alive in remission, and
3 with disease at last follow up. Median survival of the series is 36 months
(range 1-120 months), and 19 patients are alive beyond 48 months.
Conclusions: Lymphoblastic lymphoma, an aggressive lymphoma seen in
adolescent males is curable with aggressive chemotherapy.

609P | Relevance of molecular remission for clinical
outcome in patients with follicular lymphoma. Single
center experience

Ewa Paszkiewicz-Kosik', Jadwiga Kulik?, Monika Swierkowska-
Czeneszew', Joanna Romejko-Jarosinska', Jan A. Walewski'. " Maria
Sklodowska-Curie Memorial Cancer Centre, Dept. of Lymphoproliferative
Diseases, Warsaw, Poland; ?Maria Sklodowska-Curie Memorial Cancer
Centre, Dept. of Molecular Biology, Warsaw, Poland

Background: Follicular lymphomas (FL) are indolent lymphomas. FL cells
carry the translocation t(14;18)(gq32:921) in about 80% of patients(pts). This
translocation involves MBR or mcr region of BCL2 locus and IgH locus.
First-line chemotherapy(chth) in FL results in clinical remission lasting a
year or two. FL is difficult to eradicate. Even pts achieving a clinically
complete response have malignant cells circulating in peripheral blood or
residing in the bone marrow - residual disease (RD). A sensitive method
detecting RD is polymerase chain reaction (PCR). PCR negativity in the
presence of {(14;18) at diagnosis is called molecular remission.

Aim: The aim of this study was to investigate the correlation between clinical
and molecular response in pts with FL.

Methods: 34 consecutive FL patients were seen at our center between
2000 and 2002. Using nested PCR we detected the presence of t(14;18)
in peripheral blood and bone marrow in only 15 of 34 cases (44%). This
group was selected for monitoring RD by PCR. The median age was 47
years (range 30-61), 4 pts were male, 11 female. Ann Arbor stages were
-1V -10 pts. WHO classification of pathological material was: G1 - 7
pts, G2- 4 pts, G3 - 1 pts, not known - 3 pts. BCL2 breakpoint in the
MBR region was identified in 14 pts, mcr region in 2 pts. Both MBR and
mcr breakpoints were present in 1 patient. Pts received various kinds of
treatment (COP, R-COP, CHOP,R-CHOP,DHAP). 6 pts underwent autologus
stem cell transplantation.

Results: 1 patient achieved complete response with RD detected in
peripheral blood. 1 patient had a partial response with evidence of RD in
peripheral blood. 1 patient after clinically complete response and molecular
remission had recurrence of lymphoma with molecular relapse 6 months
after finishing treatment. She died because of disease progression. The
other 13 pts achieved complete clinical response and molecular remission.
They are in good condition, with no clinical evidence of disease and
sustained molecular remission with follow-up of about two years.

Conclusion: Detection of t(14;18) by PCR in our group was lower than
reported by others. Monitoring BCL2 rearrangement in peripheral blood
and bone marrow in our group strictly correlated with clinical outcome.

610P | Ga-67 uptake: A predictor of active minimaly residual
disease and clinical outcome in patients with diffuse
large cell lymphoma

Ali Unal', Ismail Sari', Bulent Eser', Mustafa Kula?, Fevzi Altuntas’,
Ertugrul Mavili®, Kemal Deniz*, Metin Ozkan', Ahmet Tutus',

Mustafa Cetin'. " Erciyes University Faculty of Medicine,
Hematology-Oncology, Kayseri, Turkey; ?Erciyes University Faculty of
Medicine, Nuclear Medicine, Kayseri, Turkey; °Erciyes University Faculty of
Medicine, Radiology, Kayseri, Turkey; *Erciyes University Faculty of
Medicine, Pathology, Kayseri, Turkey

Background: Most of the patients with diffuse large cell lymphoma (DLCL)
can achieve complet remission (CR) after multidrug therapy, but evaluation
of the presence or absence of a MRD following treatment stil represents
a difficult diagnostic problem. So, 67Ga scan has been considered a good
technique for monitoring response after treatment of patient with lymphoma.
Aim: The purpose of this study was to investigate 67Ga scan performed
after treatment as a means to predict active minimaly residual disease and
outcome in patients with DLCL.

Methods: Sixty-three patients with DLCL were studied with CT and 67Ga
scan at the end of intensive chemotherapy.

Results: After treatment, 29 patients had a negative restaging CT. Of these
patients, 15 had a positive 67Ga scan, 9 of whom (60%) relapsed; 14 had
negative 67Ga scan of whom 1 (7%) relapsed. The 5-year relapse-free
survival rate was 92% for those with negative scans compared with 33%
for gallium-positive patients (p< 0.001). At the same time, 34 patients had
a positive restaging CT. Of these patients, 17 had a positive 67Ga scan,
13 of whom (76%) relapsed; 17 had negative 67Ga scan of whom 5 (29%)
relapsed. The 5-year relapse-free survival rate was 70% for those with
negative scans compared with 23% for gallium-positive patients (p< 0.004).
Conclusion: 67Ga scan after intensive chemotherapy is a good predictor
of active minimaly residual disease and clinical outcome of patients with
DLCL.

611P | Age and hemoglobin level emerge as the most
important clinical progostic parameters in patients

with osteomyelofibrosis: Introduction of a simplified
prognostic score

Niklas Zojer', Kathrin Strasser-Weippl', Michael Steurer?, Mathias Kees®,
Florian Augustin?, Alexandar Tzankov*, Stephan Dirnhofer®,

Heinz Gisslinger®, Heinz Ludwig'. "Wilhelminen Hospital, First Medical
Department, Vienna, Austria; °Medical University of Innsbruck, Division for
Hematology and Oncology, Innsbruck, Austria; °General Hospital Vienna,
Division for Hematology and Oncology, Vienna, Austria; *Medical
University of Innsbruck, Department of Pathology, Innsbruck, Austria;
SUniversity Basel, Institute of Pathology, Basel, Switzerland

Background: Several prognostic models for patients with myelofibrosis with
myeloid metaplasia (MF) have been developed, with the LILLE score now
most commonly used. The latter and other previous scoring systems,
however, fail to consistently separate patients with intermediate and poor
prognosis. In this study we re-evaluated previous prognostic models and
developed an improved prognostic score for patients with MMM.

Methods: We have studied 107 patients with MF and correlated clinical
parameters at the time of diagnosis with survival by multivariate analysis.
First, previous prognostic models were evaluated in our cohort of patients.
Subsequently, an improved prognostic model was developed in a randomly
selected training group and validated in a test group.

Results: Surprisingly, however, most previous scoring systems failed to
clearly separate an intermediate and poor prognostic group, including
the LILLE model. Instead, age and hemoglobin level emerged as most
significant parameters in multivariate analysis. By allocating one risk point
each for Hb<10 g/dL and age>60 years, three subgroups of patients with
distinct prognosis could be identified in our cohort. The overall model and
the difference between each of the subgroups were statistically significant
in a training group, a test group, the overall cohort of patients and the group
of patients with chronic idiopathic myelofibrosis.

Conclusion: We confirm that the LILLE and most other scores do not
significantly separate the intermediate from the poor prognostic group of
patients in MF. We propose an alternative prognostic model for patients
with myelofibrosis which reliably identifies three groups with highly different
outcome.
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612P | Dermatologic side effects of Imatinib mesylate
corelate with cytogenetic response in CML patients
from India

Purvish Parikh, C.D. Deshmukh, A.V. Bakshi, N. Prasad, A. Vora, V.R. Pai,
P.A. Kurkure, R. Nair, S. Gupta, S.K. Pai. Tata Memorial Hospital, Dept. of
Medical Oncology, Mumbai, India

We have prospectively evaluated a total of 240 patients with CML who
were treated with Imatinib between May 2001 and May 2004. There was
lightening of the skin color (hypopigmentation) in 158 of the 240 patients
(66%) - the effect being seen in previously treated and de novo patients
(i.e. with no previous exposure to hydroxyurea or any other chemotherapy).
Development of hypopigmentation correlated with cytogenetic response.
Major or complete cytogenetic response was seen in 71 of the 158 patients
(45%) with generalized hypopigmentation in contrast to only

22 of the 82 patients (27%) without hypopigmentation (p = 0.01). Dermatitis
was seen in 61 patients (25%).

Of these, 12 patients had Grade I, 39 had grade Il and another 10 had
grade Il toxicity. In all patients with Grade | and 21 with Grade Il dermatitis,
topical steroids resulted in resolution of the skin lesions without need to
discontinue imatinib. Imatinib had to be discontinued in 19 patients with
grade |l toxicity, following which there was complete response to continued
topical steroids. Systemic steroids were used for all 8 patients with grade
Il toxicity - with response in all of them. Imatinib could be restarted in all of
them - without reappearance of dermatitis.

Of the 49 patients with grade [I/lll toxicities, 44 patients were males (90%)
and only 5 were females (10%) (p = 0.001). Sixteen (33%) of these 49
patients achieved major cytogenetic response as compared to 80 of the
191 patients (42%) with no or grade | dermatitis (p=0.148). Dermatitis was
not related to the dose of imatinib (400mg Vs 600-800 mg, p=0.187).

We conclude that hypopigmentation and dermatitis correlates with cytoge-
netic response to imatinib in patients with CML from India.

613P | Interleukin-10 and IFN-y cytokine gene
polymorphisms can be risk factors for chronic
myelogenous leukemia

Bilkay Basturk', Elif Evke?, Ahmet Tunali®, Sema Karakus®*. Baskent
University, Faculty of Medicine Immunology Unit, Ankara, Turkey; ?Uludag
University, Faculty of Medicine Department of Genetics, Bursa, Turkey;
3Uludag University, Faculty of Medicine Department of Hematology, Bursa,
Turkey; *Baskent Universty, Faculty of Medicine Department of
Hematology, Ankara, Turkey

Chronic myelogenous leukemia (CML) is a myeloproliferative disease
characterized by a proliferation of myeloid cells without loss of their capacity
to differentiate. Cytokines play crucial roles in the regulation of immune
response. The cytokine production capacity varies among individuals and
depends on the cytokine gene polymorphism. In the current study we
investigated the association of cytokine gene polymorphisms with the
development of CML and whether there is an association between gene
polymorphisms Th1, Th2 or regulatory type cytokines and CML.

The study included 30 patients with the diagnosis of CML and 60 healthy
controls. All genotyping (TNF-o, TGF-g, IL-10, IL-6, IFN-y) studies were
performed using sequence-specific primers PCR (PCR-SSP).

The cytokine genotyping results of the patients were compared to those of
the healthy controls. It was found that IL-10 (-1082, -819, -592) GCC/ATA
(P=0.009), IFN-y + 874 T/A (P=0.037), polymorphisms were significantly
higher in the CML group than in the healthy control group. In contrast,
significantly lower frequencies of IFN-y A/A (P=0.004) genotype were
observed in the patient group in comparison to controls.

The results suggest that IL-10 GCC/ATA, IFN-y T/A, polymorphisms are
potential risk factors, IFN-y A/A polymorphism is a protective factor for
CML in the Turkish population. In conclusion, we have demonstrated an
association between certain cytokine gene polymorphisms and CML in the
Turkish population. Our results provide information for further clinical trials
in large series of CML patients. To our knowledge, this study provides the
first evidence for a genetic association between CML and the cytokine
genes.

Hematological im:ili- e,

614P | The significance of P53 and Bcl-2 protein expression
in patients with primary gastrointestinal diffuse large
B-cell ymphomas

Erol Cakmak!', Bulent Eser!, Ismail Sari', Fevzi Altuntas', Ozlem Canoz?,
Metin Ozkan', Ozlem Er', Mustafa Cetin', Ali Unal'. ' Erciyes University
Faculty of Medicine, Hematology-Oncology, Kayseri, Turkey; °Erciyes
University Faculty of Medicine, Pathology, Kayseri, Turkey

Background: In recent years, it was found that mutations occurring in
apoptosis-related gens have important roles in the pathogenesis and
course of lymphomas and also was found related with drug resistance,
treatment response and decreased survival.

Aim: We investigated the effect of expression aof poptosis-related proteins
such as P53, Bcl-2 and Fas protein on the clinical course, treatment
response and also prognosis in the patients with primary gastrointestinal
diffuse large B-cell lymphoma.

Methods: A total of 39 patients, whom had diagnosed in Erciyes University
Department of Pathology and whom had followed at Hematology Depart-
ment between January 1992 and September 2003 were included in our
study. In the sections obtained from paraffin blocks, P53, Bcl-2 and Fas
protein expression was showed with immunohistochemical methods.
Results: P53 protein expression was determined in 24 of the patients
(61,5%), Bcl-2 protein expression in 26 (67%) and Fas protein in 28 (72%).
While 5-year overall survival (OS) was found 17%, disease free survival
(DFS) 34%, event free survival (EFS) 44% in patients with p53 protein
expression; it was found 68%, 85% and 85% respectively in patients with
no protein expression and this was statistically significant. While 5-year OS
was 23% in patients with Bcl-2 expression, it was found 59% in patients with
no Bcl-2 expression, this was statistically significant. However, in patients
with Bcl-2 expression, while 5-year DFS was 44%, EFS 51%, it was 83%
and 85% respectively in the patients with no protein expression and there
was no statistically significance. While 5-year OS was 33%, DFS 58%,
EFS 54% in patients with Fas expression, it was found 36%, 75% and
75% respectively in patients with no protein expression and there was no
statistically significance among them. P53 and Bcl-2 protein expression rate
was found higher in patients whom was Ann-Arbor advanced stage and
also whom had high-intermedium and high International Prognostic Index
(IP1) scores.

Conclusion: Lymphoma patients with an expression of apoptotic gen related
proteins such as P53 and Bcl-2 are in high-risk and these patients should
be treated by aggressive chemotherapy.

615P | HHV-8 plasma viral load (VL) in HIV associated
lymphoproliferative diseases

Roberta Cinelli', Cecilia Simonelli', Rosamaria Tedeschi?,

Renato Talamini®, Maria Teresa Bortolin?, Michele Spina',

Emanuela Vaccher', Paolo De Paoli?, Antonino Carbone?,

Umberto Tirelli'. " National Cancer Institute, Medical Oncology A, Aviano,
Italy; 2National Cancer Institute, Microbiology Unit, Aviano, Italy; °National
Cancer Institute, Epidemiology Unit, Aviano, Italy; *National Cancer
Institute, Division of Pathology, Aviano, Italy

We evaluated the HHV-8 VL and HIV infection in: 8 patients (pts) affected by
Multicenter Castleman Disease (MCD), 4 with primary effusion lymphoma
(PEL) and 3 with HHV-8 positive solid lymphomas (SL) diagnosed and
treated in our Institute. At the onset HHV-8 VL was measurable in all 3
groups and the median value was 4400 (range 6x102-1.6x10°), 12700
(range 2.9x102-8.0x10*) and 555000 cp/ml (range 5.1 x10°-5.4x10%) in
MCD, PEL and SL, respectively. MCD pts had a median value of CD4 count
of 327/mm3 (range 55-424), PEL of 43/mm® (range 25-839) and HHV-8
of 104/mm?3 (range 20-282). HIV-viremia was undetectable in 3/7 pts in
MCD group, in 3/4 PEL pts and only in 1/3 HHV-8 SL. All pts had positive
serology for EBV. EBV-plasma DNA was measurable in all pts with PEL
and SL, and only in 3/8 MCD pts. In PEL pts, HHV-8 had a significantly
negative correlation with CD4 count (r=0.80). In MCD EBV plasma DNA
was significantly lower level than in PEL and SL (p=0008, p=0.01). The
HHV-8 VL was lower in MCD pts than in PEL pts (p= 0.07) and significantly
lower than SL pts (p=0.02). Four out of 8 MCD pts were treated only with
HAART and 5 with oral VP16 and HAART, the median overall survival (OS)
was 44 mos, 3 PEL pts were treated with CHOP-like regimen and HAART
and 1 with HAART alone the median OS was 18 mos. The 3 SL pts were
treated with CHOP-like regimen with a poor outcome: OS <1 mo. We found
that pts with HHV-8 >40000 cp/ml had a shorter OS when considering all
diseases together. The same trend is present in each distinct diseases.
MCD has the better prognosis and it is associated with higher CD4 count
with a lower HHV-8 VL while SL have the worst outcome and the highest
level of HHV-8 VL. HHV-8 VL might be a prognostic marker in this setting.
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616P | Haemopoiesis restoration in sternal bone marrow
after low dose accelerated hyperfractionated
radiotherapy for mediastinal Hodgkin’s lymphoma

Alena Terekhova, Tatiana Bogatyreva, Olga Konova, Marina Danilova,
Antonina Kolesnikova. Medical Radiological Research Centre RAMS,
Radlation Therapy Dept., Obninsk, Russian Federation

Background: Conventional irradiation to 40 Gy produces permanent ablation
of exposed bone marrow. It may cause problems with adequate stem cells
harvesting when high dose chemotherapy becomes necessary.

Purpose: Our aim was to evaluate whether bone marrow haemopoiesis
may be preserved when low-dose radiotherapy is delivered in accelerated
hyperfractionated regimen (LDAHFX).

Materials/Methods: Therapeutic benefits of LDAHFX (1,3-1,5 Gy twice daily
to 20-22 Gy) against conventional 40 Gy for control of bulky or residual
disease have been investigated in a series of clinical trials of combined
modality therapy for HL I-1Y stages. 120 patients received LDAHFX between
2nd and 39 COPP (total 6) cycles, or after 6 x COPP/ABV or ABVD or
BEACOPP regimens. Bone marrow aspirates were obtained from an
exposed sternum and evaluated for total myelokaryocyte count, as well
as for CFU-GM and CFU-F concentration. Investigation started 4 month
posttreatment; 14/15/15 pts were examined at follow-up visits of the 1st,
2nd year and later, respectively.

Results: During first two years the median myelokaryocyte content (x10%/1)
was increased from 20 (range 6-54) to 36 (range 8-150) without further
changes. Concentration of CFU-GM and subpopulations of CFU-F, forming
in culture dense or sparse colonies of fibroblasts clones, were evaluated
4-12 (median 5) months post treatment in a group with LDAHFX between
COPP cycles (n=9). In these patients, relatively low cellularity (30+11x10°/1)
at first year was associated with preserved functional capacity, judging from
CFU-GM and CFU-F evaluations. Since 2™ year, mean cellularity (x10%/1)
of bone marrow exposed to LDAHFX was similar in pts after COPP
(43+9), BEACOPP (44+10) or ABVD (50+7) regimens. Thus no evident
explanation was found so far to the fact of low cellularity after COPP/ABV
regimen (1943 vs 4545, p=0,01).

Conclusion: Functional capacity and supportive function of bone marrow
stroma were restored during first year after low dose AHFX. Myelokaryocyte
content increased by second year to the extent depending on CT regimen
at use.

617P | New translocation t(11;17)(q11;q11) leading to a
dicentric chromosome in AML FAB M6

Georgia Schilling, Doris Seeger, Svenja Otterstetter, Heinz Eckart Laack,
Dieter Kurt Hossfeld. University Hospital Hamburg-Eppendorf, Internal
Medicine Il, Hamburg, Germany

In March 2004, this previously healthy 48-year old man was admitted to
our hospital because of increasing fatigue, fever up to 39°C, cough and
night sweats during the past weeks. Physical examination and chest x-ray
were unremarkable. Peripheral blood count was as follows: haemoglobin
7,4 g/di, platelets 32 x 10%/L, white blood cells 5,6 7times; 10%/L with
10% myeloid blasts. Routine laboratory values with exception of the lactate
dehydrogenase (497 U/L, normal below 225 U/l) and slightly elevated
transaminases were normal. Bone marrow aspiration showed a 24 percent
infiltration by myeloid blasts. Megaloblastoid erythropoiesis was markedly
increased by proerythroblasts with vacuolated cytoplasma, positive for PAS-
staining. Immunophenotyping demonstrated erythroblasts to be positive for
glycophorine A and CD36 and myelomonocytic cells to be positive for
CD14, CD4, CD13, CD33 and CD36. According to these findings acute
myeloid leukemia FAB M6 was diagnosed.

Cytogenetic investigation showed the following complex karyotype: 42-46,
XY,del(3)(q11),del(5)(gq31), dic(11;17)(q11;q11), -13,-21,-22,+2 mar({4].
Additional FISH-analyses with painting- and a-satellite-probes for chro-
mosomes 11 and 17 confirmed the dicentric nature of the derivative
chromosome. Interestingly, we found two signals for P53 with a probe,
specific for 17p13, suggesting that the p-arm of chromosome 17 is not lost,
but is contained in one of the marker chromosomes.

Translocations of chromosomes 11 and 17 are described in 11 cases of
AML with various FAB subtypes, but to the best of our knowledge so far no
dicentric chromosome has been found. Whether this new translocation is
of prognostic impact has to be studied in the future.

618P | The expression of CD56 on malignant plasmocytes
and bone disease in patients with multiple myeloma

Tomas Buchler', Eva Dolezelova', Pavel Fabian?, Ludek Pour!,

Mojmir Moulis®, Leos Kren2, Zdenek Adam', Marta Krejci',

Roman Hajek', Jiri Vorlicek'. "Masaryk University Hospital, Department of
Internal Medicine - Hematooncology, Brno, Czech Republic; °?Masaryk
Memorial Cancer Institute, Department of Pathology, Brno, Czech
Republic; *Masaryk University Hospital, Institute of Pathologic Anatomy,
Brno, Czech Republic

Osteolytic lesions and osteoporosis are among the principal causes of
morbidity in multiple myeloma (MM). CD56 (NCAM - neuronal cell adhesion
molecule) is a molecule that has a role in interactions between cells
and between cells and extracellular matrix. The objective of this study
was to evaluate the correlations between the expression of CD56, bone
disease, and selected biochemical and clinical parameters in MM. The study
included 35 patients with newly diagnosed MM and 12 patients with relapse
or progression of the disease. The expression of CD56 was detected in
bone marrow biopsies using a monoclonal antibody. Malignant plasma
cels expressed CD56 in 74.5% of the patients. No statistically significant
differences in selected biochemical markers (beta2-microglobulin, calcium,
albumin), bone marrow infiltration, age, gender, myeloma type and stage
(Durie-Salmon and IPI) have been found between the CD56+ and CD56-
groups. The expression of CD56 correlated significantly with the presence
of osteolytic lesions detected by x-rays (p=0.0006) and with the occurrence
of bone events (pathologic fracture or a bone lesion requiring paliative
radiotherapy or surgical intervention) (p=0.0339). Thus, CD56 is a useful
marker that closely correlates with the presence of bone disease in patients
with MM. In contrast to standard imaging, the expression of CD56 is related
to certain intrinsic properties of malignant plasmocytes and, therefore, can
predict the clinical course of myeloma bone disease.

Partially supported by the grant VZ 6526 9705 from the Ministry of Health
of the Czech Republic.

619P | Expression of death associated protein kinac~ 2
(DAPK2) during myeloid differentiation, a geii—-
selected through differential gene expressioi:
profiling

Mattia Rizzi', Christian Britschgi', Tobias J. Grob', Barbara Hiiili',
Nicolas Leupin', Andrew Ziemiecki?, Martin F. Fey', Andreas Tctl=i .
"Med. Oncology/Haematology, Inselspital, Department of Clinic. :i
Research, University of Berne, Berne, Switzerland; ° Tiefenau Laboratories,
Department of Clinical Research, University of Berne, Berne, Switzerland

Myeloid differentiation is a complex process governed by orchestrated
regulation of many different genes. We were interested in identifying
new genes involved in both normal and leukaemic myeloid differentiation.
The promyelocytic HL-60 and t(15;17)+ NB-4 leukaemic cell lines were
differentiated in vitro with all-trans retinoic acid (ATRA) towards granulocytes,
and with phorbol ester myristate (PMA) to monocytic-like cells. Gene
expression profiles were obtained by DNA oligonucleotide microarrays
(Affymetrix U133 A) which contain 24’000 human genes. NB-4 cells treated
with ATRA (1nM during 6 days) showed a particularly pronounced (4000x)
up-regulation of DAPK2 mRNA, confirmed with Real time Quantitative
RT-PCR (RQ-PCR), and an increase of DAPK2 protein expression in
Western blots. Likewise HL-60 cells treated with PMA (10 ng/ml, during 3
days) showed an up-regulation of DAPK2 mRNA (800x in RQ-PCR), as well
as increased in protein expression. Differentiated myeloid cells expressed
variant DAPK2 transcripts on Northern blots. Furthermore, Western blots
revealed differentially expressed protein variants in the nucleus and the
cytosol, respectively. In keeping with results from cell lines, fresh neutrophil
granulocytes and monocytes showed high DAPK2 expression levels whilst
expression of DAPK2 in undifferentiated CD34+ progenitor cells, and in
patient samples from various types of AML was low.

DAPK2 is a 42-kDa Ca2+/Calmodulin-regulated serine/threonine kinase
acting as a positive mediator of apoptosis. Our data now show, that
the gene is highly expressed in differentiated neutrophil granulocytes
or monocytes, whilst AML samples, and CD34+ progenitor cells show
low DAPK2 expression, which further supports its possible functional
involvement in myeloid differentiation and in the maturation block seen in
AML. DAPK2 has so far never been identified as being involved in normal or
leukaemic myeloid differentiation. Further experiments planned to elucidate
its role includein vitro differentiation of CD34+ cells towards monocytes
and granulocytes, and blockage of induced DAPK2 up-regulation by small
interfering RNAs.
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620P | Relation of Epstein-Barr virus in pheripheral T-cell
lymphoma, unspecified (PTL, unspec)

Tatiana Vidaurre Rojas, Silvia Neciosup Delgado, Joseph Pinto Oblitas,
Claudio Flores Flores, Luis Casanova Marquez, Carlos

Barrionuevo Cornejo, Jorge Leén Chong, Juvenal Sanchez Lién, Carlos
Vallejos Sologuren, Henry Gémez Moreno. INEN, Medicina Oncoldgica,
Lima, Peru

Introduction: Peripheral T-cell lymphoma, unspecified, is often of poor
outcome; however the presence of Epstein-Barr Virus is related to worse
prognosis.

Material and Methods: From 1988 to 2000, 40 new cases of peripheral T-cell
lymphoma were diagnosed in the Instituto Especializado de Enfermedades
Neoplasicas "Dr. Eduardo Céceres Graziani" Lima-Peri. The biopsies
samples were analyzed with an in situ hibridization assay to EBV (DAKO).
Individual groups EBV (+) and EBV (-) were analyzed, and the comparison of
clinical characteristics, International Prognostic Index, regime of treatment
and response to treatment, recurrence or progression of the iliness, survival
and overall survival in both groups were evaluated.

Results: 11 EBV (+) patients (28%) and 29 EBV (-) patients were founded.
There were no difference between clinical characteristics, International
Prognostic Index, regime of treatment and response to treatment (P >
0.05). However, it was observed that the EBV (+) patients had a worse
rate of 5-year overall survival (27%) compared EBV (-) (33%), but without
significant differences.

Conclusion: These data suggest that evolution of EBV (+) PTL, unspec
patients has a similar outcome to EBV (-) PTL, unspec patients; although
the latter presents a higher survival, this is not significant.

621P | Megakaryocytopoiesis in clean-up workers of the
Chernobyl accident with myelofibrosis with myeloid

metaplasia

I.N. Kabachenko', V.I. Byelinska', S.V. Klymenko', S.I. Shpyleva?,

1.S. Dyagil', V.G. Bebeshko'. "Inst. of Clinical Radiology, Dept. of Adult
Hematology, Kyiv, Ukraine; °R.E. Kavetsky Inst. of Experimental Pathology,
Oncology and Radiobiology, Dept. of Adult Hematology, Kyiv, Ukraine

Background: It is well known that marrow fibrosis in myelofibrosis with
myeloid metaplasia (MMM) is characterized by dysplastic features of
megakaryocytes, high levels of growth factors being released by increased
number of megakaryocytes. Features of MMM developed after exposure to
ionizing radiation (IR) has not been studied before. Itis of interest because IR
can stimulate fibroblasts proliferation and lead to myelofibrosis development
by itself. The aim of the study was to evaluate the Megakaryocytopoiesis in
MMM developed in clean-up workers of the Chernobyl accident exposed to
IR in the range of 0.01-0.25 Sv.

Material and methods: We studied 52 MMM patients. Of those, there were
29 clean-up workers and 23 patients who have not been exposed to IR
(control group). Morphology of megakaryocytes was analyzed on bone
marrow smears stained by Pappenhaim. The differential count was done
on 100 megakaryocytes for each case. The significance of the differences
between group means was assessed by the Student t-test.

Results: Clean-up workers with MMM had significantly decreased number of
polychromatophilic megakaryocytes accompanied by their lower functional
activity and high content of hypolobulated forms than patients of control
group (p<0.05). At that, clean-up workers with MMM had significantly
increased the total number of oxyphilic megakaryocytes (p<0.05). Oxyphilic
megakaryocytes tended to be functionless. It was characteristic that the
megakaryocytes of all maturation stages in patients previously exposed
to IR are less functional active. The patients in control group more often
had megakaryocytes with picnotic nuclei with active platelet formation
(p<0.05) and higher mean number of platelet in peripheral blood (p<0.05).
Megakaryocytes in clean-up workers with MMM demonstrated much higher
rate of dysplastic features (p<0.05), and more often had vacuoles (p<0.01).
Conclusions: Common peculiarities of megakaryocytopoiesis in MMM
developed in clean-up workers of the Chernobyl accident are differentiation
delay, dysplastic features and alteration of maturation. The further studies
are needed to specify the role of IR in the formation of the disease.

Ten years follow up of aggressive non-Hodgkin’s
lymphoma patients treated with ACVBP/MXT-CAR
regiment

Nenad Milanovic, Zoran Tomasevic, Svetislav Jelic. Institute for Oncology
and Radiology of Serbia, Medical Oncology, Belgrade, Yugoslavia

Background: ACVB regimen was created by GELA group in the late 1980s,
and has been evaluated since 1989 (CRR 75%, TTF at 2 years, 67%, OS

Hematological im:ili- e,

at 2 years 67%). Modified ACVB was compared with standard CHOP in
2002 (CRR 58% vs. 56%, P=0.5, EFS at 3 years, 46% vs. 33% P =0.02,
OS at 3 years, 53% vs. 45% P=0.03).

Aims: The aim of study was to evaluate the therapeutic contributions of
the modified ACVB regimen (higher doses of vincristine and bleomycin in
inductional therapy and use of another anthracycline drug, mitoxantrone in
consolidation therapy).

Patients and methods: Between October 1992 and April 2002 25 patients
(M/F:13/12; age: med: 49 years, range 18-69 years), with aggressive
histology (WF: E1, F5, G12, H3, other 4), and in advanced clinical stages
(AA:1X 2, 114,1V 19), were treated with ACVBP (DOX 75/m? - |, CPM 1500
mg/m? -1, VCR2mg - and V, BLM 10 mg/m? - 1 and V, PDN 60 mg/m? - I to V;
29 days), with or without G-CSF as a primary prophylaxis (randomisation),
and responding patients (CR/PR) were treated with consolidation therapy
MXT-CAR (MXT 10 mg/m? - I, CAR 1000 mg/m?/q12 hours | and I, g29
days). Three cycles of ACVBP and two cycles of MXT-CAR were included
in the original schedule.

Results: ORR 15/25 (60%), CRR 15/25 (60%), SD/PD 9/25 (36%), NE
1/25. TTP probability at 10 years P=0.45, plateau curve at 36 months. OS
probability at 10 years was P=0.24, plateau curve at 12-75 months.
Hematologic toxities (from 63 cycles): Hb gr. lll/IV - 5/63, Le gr. /IV -
28/63, Tr gr. lII/IV 6/63. Le gr. lII/IV (G-CSF vs. no-G-CSF) P<0.01.
Non-hematologic toxities (from 63 cycles): infection gr. Il - 2/63, peripheral
neuropathy gr. lll - 1/63, BUN gr. Il - 1/63, circulatory gr. Ill - 1/63. TRD:
2/25 (thrombocytopenia gr. IV and hemorrhagic schock, BUN gr. Ill and
kidney failour).

Secondary malignancies: 3/25 (HGL Ph positive - 59 months, HGL Ph
negative - 55 months, AML FAB/M3 - 12 months).Conclusions: The
ACVBP/MXT-CAR regimen is effective and feasibile, especially with G-CSF
as a primary prophylaxis. Probability of 10 years overal survival (p=0.24)
compared with historical controls (meta-analysis - Missori A. et al, Brit J
Cancer 2001; 84: 3) is comparable with probability levels reported for third
generation regimens and CHOP (P=0.23 and P=0.26).

The results of treatment Hodgkin’s lymphoma in
children

Josip Konja', Mirna Anicic', Boris Labar?, Damir Nemet?,

Ranka Femenic', Ljubica Rajic', Mara Dominis®, lka Kardum?®. " Children’s
Clinic Salata, Hematology-oncology, Zagreb, Croatia; °Clinical Hospital
Centre Rero, Hematology-oncology, Zagreb, Croatia; ®Clinical Hospital
Merkur, Patology, Zagreb, Croatia; Clinical Hospital Merkur, Cytology,
Zagreb, Croatia

During last decade there have been a lot of changes in strategy of treatment
Hodgkin’s disease (HD) in children. According to very good reaction of
chemotherapy we are trying to find out the stage and subtype of a disease,
and the use the less aggressive but very effective therapy which will cure
a large number of patients with less side effects. It is very well known that
secondary malignant tumours are very frequent after successful therapy of
HD. Chemotherapy has the leading role in treatment this disease but we
must say that this treatment is much less toxic than before. Radiotherapy is
used with fewer patients.

The aim of this report is to give treatment results of children with HD in
Croatia. They were staged and treated in a single institution.

Patients and Methods: At the Department of hematology and oncology
Children’s Clinic Salata Medical Faculty Zagreb, in the period of 1990 -
2003, 41 children (19 male and 22 female, 2 - 18 years) with HD have been
treated with combination of cytostatic therapy (OPPA,OEPA and COOP)
and radiotherapy (involved field radiation); 6 were in stage IA, 13 in stage
IIA, 11 in stage 1B, 5 in stage llIA, 3 in stage IlIB and 3 in stage IVA.
Results: The remission has been achieved in all patients; in 5 (12.2%)
relapse appeared due to which considerably more aggressive cytostatic
therapy as well as radiotherapy were applied; in 3 (7.3%) in combination
with bone marrow transplantation; 2 (4.9%) patients died. 39 (95.1%)
patients are alive in the 1st or the 2nd remission. Serious side effects were
not noticed. Secondary malignancies did not occur in any of patients.
Conclusion: The results of treatment are not different from the other
European Centres for children’s hematology and oncology.

Institution of the protocol Vincristin.Adriamycin.
Dexamethason (V.A.D) for home care by the university
hospital of Amiens

Cyrille Nowak, Murielle Adam, Catherine Haegel, Patrick Votte,
Bruno Royer, Francoise Desablens. Groupe Hospitalier Sud, Pharmacie,
Amiens, France

Introduction: The V.A.D protocol is an intravenous polychemotherapy used
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as an alternative is to melphalan in order to treat myeloma with big tumoral
mass (grade 3) in patients in good condition.

Methods: The reconstitution of chemotherapies is made up by centralized
facility for the reconstitution of anticancer drug. Dosages are 9 mg/m?gs
100 ml physiological salt solution for doxorubicin and 0.4 mg/m? gs 100 ml
physiological salt solution for vincristin. Packaging reservoir cassette form
graseby® included in an infusion pump graseby® 9300 PCA will allow a
24 hour continous infusion (i.e. a 4ml/hour out flow). The duration of the
anticancerous course of treatment is four days. Dexamethason per os is
combined, 40 mg pd with that infusion.

Result: This treatment presents advantages: fewer adverse effects, home
care, reduction of the nurse workload, faster turn over of patients in the
hospital and drop in the cost of treatment (no hospitalization)

Conclusion: At the moment, this way of doing begins to be applied. It opens
prospects for other anticancerous drug (e.g. aracytin). It allows to further
the home care and to drop the health spending.

Clinical profile and outcome of extranodal
non-Hodgkin’s lymphoma: Experience of a regional
cancer centre in the South Asian subcontinent

Abhishek J. Joshi, Satya D. Palanki, Pankaj M. Shah, Kirti M. Patel, Shilin
N. Shukla, Bharat J. Parikh, Sandeep A. Shah, Shailesh S. Talati, Asha
S. Anand, Harsha Panchal. Gujarat Cancer & Research Institute, Medical
Oncology, Ahmedabad, India

Aims and objectives: An in-depth analysis of the clinical profile and to
analyze the outcome of the treatment of extra nodal NHL.

Material and methods: 73 cases of extra nodal lymphomas presenting at
Gujarat Cancer & Research Institute, Ahmedabad, India from March 2001
till February 2003 were analysed prospectively.

Observations: (a) IPI scores and relation to CR rates & outcome
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Conclusions: G.I. tract NHLs were commonest (34.3%), followed by head
& neck and bone lymphomas (together 35.6%). Male to female ratio was
1.7:1 and majority (46.6%) occurred in the age group of 20 to 49 years. The
clinical manifestations corresponded to the primary site.The most common
histologic variant was diffuse large cell lymphoma (60.3%) and majority
(65.75%) were intermediate grade NHLs. 67 cases (91.8%) were B-lineage
in origin. Treatment incorporated all the three oncological modalities. 55
cases were evaluable. 42 cases achieved complete remission (76.4%). With
a median follow-up period of 17 months, the DFS (disease free survival) is
49% (27 cases) and the overall survival is 69% (38 cases). The International
Prognostic Index scoring system truly reflected the induction of remission

as well as the duration of remission. Patients with low/low intermediate IPI
scores had higher CR rates (92%) and much higher continued CR rates
(72%) than those with high intermediate/high IPI scores (CR in 52% only
and continued remission in 18.18% only).

LUNG CANCER

6260 | A randomized phase Il trial of tirapazamine (Tt iix
combination with cisplatin (C) and vinorelbii
versus cisplatin and vinorelbine in advancec

non-small cell lung cancer (NSCLC)

T. LeChevalier', U. Gatzemeier?, J.L. Breton®, S. Cigolari*, D. Stewart®,

J. Von Pawel®, J.L. Firvida’, J.R. Barcelo®, L. Shen®, E.Y. Loh'®. " Institut
Gustave Roussy, Medicine, Villejuif Cedex, France; 2Krankenhaus
Grosshansdorf, Medicine, Grosshansdorf, Germany; Centre Hospitalier
General, Medicine, Belfort, France; ¢ Ospedale Federico Il, Medicine,
Napoli, ltaly; ®Ottawa Regional Cancer Centre, Oncology, Ottawa, ON,
Canada; 6 Asklepiosklinik, Medicine, Gauting, Germany; ”Hospital Cristal
Pinor, Medicine, Orense, Spain; éHospital de Cruces, Medicine, Baracaldo,
Spain; 9Sanofi-Synthelabo Research, Clinical, Malvern, PA;

10 Sanofi-Synthelabo Research, Oncology, Malvern, PA

Background: A plateau has been reached with cisplatin-based doublet
regimens in the treatment of advanced NSCLC. Addition of a third agent
is of unproven benefit. Tirapazamine, which is a cytotoxic drug targeted
to hypoxic cells by virtue of a reduction mechanism, has been shown to
add to cisplatin efficacy in this setting (CATAPULT | trial, JCO 2000). This
trial compares TCV versus CV, one of the reference doublets in advanced
NSCLC.

Methods: Inclusion criteria: Advanced NSCLC, Stage IlIB/IV, no CNS
involvement, adequate renal, hepatic, and hematologic function, KPS >/=
70%. Patients on TCV received: Day 1, T (330 mg/m?), followed by C (100
mg/m?), followed by V (25 mg/m?); Days 8, 15, and 22, V (25 mg/m?). Each
cycle was repeated every 4 weeks up to 6 cycles. Patients on CV received
the same treatment without T.

Results: 414 patients were randomized to each arm from 8/00 to 2/02. The
two arms were well balanced. The efficacy endpoints were not statistically
different between the two arms. A higher frequency in the TCV arm occurred
for: any AE (Gr 3/4), febrile neutropenia/sepsis, vomiting (Gr 3/4), nausea
(Gr 3/4), diarrhea (all Gr), rash (all Gr), anorexia (Gr 3/4), and cramps (all
Gr).

Conclusion: Tirapazamine does not improve the response rate or survival
in advanced NSCLC but does add toxicities when added to a standard two-
drug regimen, vinorelbine-cisplatin. As with other combinations, even those
of different mechanisms of action, adding a third drug to a standard doublet
gives more toxicity without survival benefit. Studies with tirapazamine in
Head and Neck Cancer are continuing with early positive results.
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6270 | The impact of adjuvant vinorelbine (VIN) and
cisplatin (CIS) on quality of life (QoL): Results from
The National Cancer Institute of Canada Clinical
Trials Group Trial BR.10 randomized trial of VIN/CIS
versus observation in stage IB and Il non-small cell
lung cancer (NSCLC)

E. Shepherd’, T. Winton', R. Livingston?, D. Johnson?, J. Rigas*,

Y. Cormier', A. Bezjak', K. Ding', B. Graham', L. Seymour'. "NCIC CTG,
IND Program, Kingston, ON, Canada; 2 Southwest Oncology Group,
Oncology Group, Seattle, WA; °Eastern Cooperative Oncology Group,
Group, Nashville, TN; “Cancer and Leukemia Group B, B, Chicago, IL

Platinum based adjuvant chemotherapy using 2" generation regimens
increase cure by 4-5% in resected NSCLC. BR.10 tested whether the
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3 generation regimen VIN/CIS prolonged survival in this clinical setting.
Patients with completely resected Stage | (T2NO) or Stage Il (excluding
T3N0) NSCLC and ECOG PS 0-1 were stratified by nodal and ras mutation
status and randomized to receive 4 cycles of VIN (25mg/m? weekly x 16
weeks) plus CIS (50mg/m? days 1 and 8 q 4 weeks x 4) or follow up
alone; VIN dose was reduced from 30mg/m? shortly after the study started
due to unacceptable toxicity. The endpoints of the study were survival
(08), recurrence-free survival (RFS), QoL (EORTC QLQC30) and toxicity.
QoL participation was mandatory for participating Canadian centres. 482
patients were randomized between 1994 and 2001. Patients: age 61
years, 65% male, 51% PS 1, 53% N1, 24% ras mutation present. 45%
of patients had T2NO, 40% T2N1 and 15% T1N1. Grade 4 neutropenia,
was common with febrile neutropenia in 7%. The commonest Grade 3
& 4 non-hematologic toxicities for VIN/CIS patients were fatigue (14%),
nausea (10%), anorexia (9%) and vomiting (7%). Two patients died of
drug-related toxicity [sepsis, pulmonary fibrosis]. Overall survival was
significantly prolonged for VIN/CIS patients (94 months vs. 73 months;
HR 0.69, p=0.012), as was RFS (not reached vs. 46.7 months; HR 0.6,
p 0.0004). 38 patients developed 2" malignancies. 72-73% completed
baseline QoL assessments. As expected, treatment with VIN/CIS was
associated with significant effects on QoL: patients had significantly worse
global QoL, physical, role, social and cognitive function, as well as
fatigue, nausea, dyspnea, anorexia and alopecia compared to patients on
observation alone. However, after completion of VIN/CIS, only symptoms
of parasthesia, numbness and hearing loss persisted. Treatment with 3rd
generation platinum-based doublet adjuvant chemotherapy prolongs OS
and RFS after surgery in early stage NSCLC and is associated with a
significant, but generally reversible impact on QoL.
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Background: Gefitinib is active in 12-18% of NSCLC. EGFR gene mutations
were found in a subset of responding patients, but their low frequency
in unselected patients suggests that other mechanisms are involved in
gefitinib sensitivity. This study correlates EGFR and HER2 gene status with
gefitinib activity.

Patients and Methods: EGFR and HER2 were evaluated by fluorescence
in situ hybridization. One-hundred-eight NSCLC patients progressing or
relapsing with standard therapy received gefitinib at a daily dose of 250
mg until disease progression, unacceptable toxicity, or refusal. Majority of
patients were male (67%), PS 0-1 (85%), current or former smokers (85%)
and median age was 62.1 years (range 25-83). Adenocarcinoma was the
main histology (52%).

Results: High EGFR gene copy number (EGFR positive) represented
by gene amplification (GA) or >4 gene copies in >40% of tumor cells
was found in 32% of patients, and significantly related to female gender
(p=0.037) and never-smoking history (p=0.001). In EGFR GA patients
objective response (OR) was 53.8% and disease control rate (DCR) 76%.
EGFR positive patients had significantly better OR (36.4% versus 2.9%,
p<0.001), DCR (66.7% versus 26.1%, p<0.001), significantly longer time
to progression (TTP: 6.3 versus 2.5 months, p<0.001) and survival (OS:
9.0 versus 6.5 months, p=0.03) than patients with no or low genomic
gain (EGFR negative). HER2 GA was found in 10%, and was significantly
related to female gender (p=0.01) and smoking history (p<0.05). Patients
with HER2 GA had significantly better OR and DCR (60.0% and 70.0%
versus 7.7% and 35.2%, p<0.001 and p=0.04), longer TTP (p=0.01), and
a trend towards better survival (p=0.1). EGFR positive/HER2 GA patients
had better OR (83.3% versus 1.5%, p<0.001) DCR (83.3% versus 24.6%,
p=0.007), and longer TTP (p=0.002) compared to EGFR negative/HER2
non-amplified patients. Addition of HER2 GA to EGFR positive status
resulted in better OR (p=0.01).

Conclusions: EGFR GA or high polysomy and HER2 GA are strong
predictive factors for response to gefitinib therapy. Presence of HER2 GA
confers a more sensitive phenotype to EGFR positive and a better outcome
to EGFR negative patients.
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The potential relevance of EGFR mutations to NSCLC treatment has
recently been identified. In the present study, laser capture microdissection
was performed for the accurate procurement of tumor cells. EGFR exons 18,
19 and 21 and flanking intron sequences were amplified from genomic DNA
by means of PCR, and the samples were then subjected to bidirectional
automatic sequencing. So far, 34 gefitinib-treated pts have been screened,
18 from Japan and 16 from Spain, in addition to 1 cetuximab-treated
Spanish pt and 1 untreated pt. Most of the female pts and non-smokers
were Japanese, while there were more males and more smokers among
the Spanish pts. The median number of prior chemotherapy regimens was
3 in the Spanish and 2 in the Japanese group (P=0.02). EGFR mutations
were observed in 12.5% of the Spanish pts and in 41% of the Japanese
pts (P=0.17). 7/9 Japanese gefitinib responders harbored EGFR mutations:
3 missense mutations at exon 18, and 4 in-frame deletions removing
amino acids 746 through 750 (ELREA), one of which was a heterozygous
in-frame deletion (747-751) and insertion of phenylalaline residue. The only
Spanish gefitinib responder also harbored a heterozygous in-frame deletion
(746-751) and insertion of alanine residue. Some of the other mutations
were homozygous. Although no mutations were found in non-responders,
one was found in a Spanish pt with stable disease who had two primary
lung cancers. The mutation was found in the resected specimen of lung
adenocarcinoma but not in the second relapsing primary squamous cell
carcinoma. Missense mutations were also found in the untreated pt and in
the cetuximab-treated responder (L861R). In Japanese pts, mutations were
more frequently observed in pts <60 years (P=0.05) and in non-smokers
(P=0.05). Median survival for Japanese pts with EGFR mutations was
15.6 months from the start of gefitinib treatment, while for the remaining
Japanese pts with wild-type EGFR, it was 2.3 months (P=0.04). Sequencing
analysis is being performed in additional Spanish, German and Chinese
gefitinib-treated pts and in the gefitinib-sensitive human NSCLC cell line
PC9. Since median survival of Spanish pts with stable disease was 14
months, other genetic alterations are being examined in these pts. EGFR
mutations are present more frequently in Japanese, non-smokers, and pts
<60 years, and can be used as a predictive marker for EGFR inhibition.
In the meaningful number of non-Japanese pts with stable disease, other
markers may predict the relatively good response to EGFR inhibition. Final
data will be presented.
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Background: Docetaxel (D) is currently the standard second-line treatment
for refractory NSCLC based on improved survival and quality of life in
two randomized phase Il studies. Docetaxel plus gemcitabine (DG) has
also shown promising results against refractory NSCLC in several phase Il
studies. We conducted a randomized trial to evaluate whether combination
regimen of DG provides better overall survival than D in patients with
previously treated NSCLC.

Methods: Eligibility included histologically or cytologically proven NSCLC,
stage IlIB or IV, one prior platinum-based chemotherapy, performance
status of 0 to 1, 20-75 years old. Patients were randomized to receive either
D (60 mg/m?, day 1) or DG (D 60 mg/m?, day 8, G 800 mg/m?, days 1, 8),
repeated every 21 days until disease progression.

Results: 65 patients were accrued in each arm from January 2002 to April
2003 (projected accrual; 142 per arm); two were ineligible due to stage IlIA.
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