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that an improvement of function and adaptation to daily life routine took 
place during the second half year following completion of treatment. 

Conclusions: Preoperative ILP combined with an aggressive surgical 
approach results in an excellent local control rate in high grade soft tissue 
sarcomas. Long-term limb salvage can be achieved in the overwhelming 
majority of our patlents. Ranked by the patients themselves, functional 
results allow to maintain greater than 80% of preoperative routine activities. 
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Long-term fotlow-rs) of pa#nts with newly diagnosed adult 
Acute Lymph&astii Leukei&a (ALL): A single lnst@tion 
experience of 378 consecutive patients over a Pl-year period 
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V. Lh&ttier’, M. Miihallet’ , J.P. Magaud*, D. Fiere’ ‘Service 
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Purpose: Although the prospect of long-ten leukemia-free survival (LFS) 
after treatment for adult ALL is widely accepted, few studies have reported 
long-term survival data. 378 ALL patients (pts). referred to our hospital from 
1978 to 1999, wem reviewed for long-tern7 follow-up data. 

Methods: The analvsis included data on 351 pts treated bv standard 
chemotherapy according to 11 diierent success& regimens. . 

Reel&: Complete remission (CR) was achieved in 299 pts (79%). Initial 
performance S&IS, LDH level, imminophenotype, age, aid ;isk &up at 
diagnosis were of significant prognostic value for CR achievement. Median 
LFS was 14 monthswith a 3-year (y), a 5-y, and a 8-y LFS at 30%, 26%, and 
24% respectiiely. LFS was better in T-lineage ALL than in B-lineage ALL 
(p = 0.05). Younger age was also a favorable prognostic factor for LFS (p 
= 0.001). Philadelphia-positive (Ph+) ALL displayed a poor outcome since 
median LFS was 7 months with only 13% of survival at 3 ys. Median overall 
survival (OS) of the entire cohort was 18 months with a 3-y, a 5-y, and a 
8-y OS af 32%, 24%, and 22% respectively. Favorable prognostic factors 
for OS were younger age (p c O.OOOl), and T-lineage ALL (p = 0.001). 
Among non T-lineage ALL, standard-risk ALL displayed a significant better 
outcome than high-risk AU (p = O&)03). All pts relapsing after 3 ys of CR 
were B- or non B non T-lineage ALL. Long-term survivors (LTS). defined as 
survival in CR z 3 ys, represented 23% of evaluable pts. 83 pts remain alive 
in initial CR at 13 ys, while only 3 were LTS after a second CR. Regarding 
survival, a significant improvement was demonstrated in T-lineage AU (p 
= 0.03). Furthermore, pts (aged less than 50 ys) transplanted while in 
first CR did significantly better than those receiving only chemotherapy 
as post-remission therapy (p -Z 0.0001). The 3-y OS, after ailogenelc 
transplantation in first CR, was 74% in T-lineage ALL, while it was less than 
50% in B-lineage ALL. 

Conclusion: This single center study on a large cohort of unselected 
ALL pts reftects the degree to which ALL treatment remains unsuccessful in 
adults. Only T-lineage ,ALL outcome has improved over the ys. The resutfs 
suggest a time (3 ys) at &ich it becomes reasonable to speak of potential 
cure, provided the pt is in CR. 
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myeloid leukemia with SU6416, a novel receptor tyrosine 
kinase inhibitor 

W. Fiedler’, P. Staib2, R. Kuse3, U. Dilhrsen4, M. Flassho&, 
V. Spata&, S. Kelsey#, P. Scigallas, D.K. Hossfeld’, W.E. Berde17. 
’ University Hospital H8mbur@Epdendorf, OncologyMemafolo.~ 
Hamburg,. Gemby; a &rive&$ hospital, Oncolo&Memato&~ Cologne. 
Germany; 3AK Sf. Georg, Hematology. Hamburg, Germany; 4 University 
Hospital (GHS), Hemafdbgy; Essen;&ennany; B Univers& Hospital 
(f2rb%r research), Oncology. Essen, Germany: 6 University Hospital, 
Onco!x?gyHematolo~ Bellinzona, Switzerland; ‘University Hospital, 
Onwlogy~ematolog~ Monster, Germany; 8Sugen Inc., South San 
Francisco, USA 

In acute myeloid leukaemia (AML) increased microvessel densities have 
been detected on bone marrow histologies. Etldothelial cell (EC) prolifer- 
ation is driven by VEGF released by AML blasts. Stem cell factor (SCF) 
secreted by activated ECs or AML blasts may promote AML growth. SUM1 6 
represents a small molecule inhibitor of phosphorylation of VEGF receptor-l 

and -2 and of c-kit, the SCF receptor. This possible mechanism represented 
the rationale to initiate a phase tt trial of St15416 in patients with refractory 
AML. 

mirty-two patients (pts) with c-kit positive AML whiih was either refrac- 
tory or occurred in patients older than SOyis not judged medically fit enough 
for induction therapy, were treated twice weekly with t45 mg/m’ SU8416 
as a 60-minute infusion via a central venous device. From July 2000 to 
April 2001 15 female and 17 male patients with a median age of 68yrs 
(range 27-79) were enrolled. Treatment was generally weli ,tolerated and 
toxicity was mild. Side effects included severe bone pain in 3 pts, liier 
failure with gastric hemorrhage and fatal shodc (I pt). grade N pancreatitis 
(1 pt). Leukemia related side effects were: fatal thrommopenic hemor- 
rhage (2pts), pneumonialpyrexialsepsis (6pts). 19 pat&its are evaluable 
for response: one patient with morphological remission (absence of blasts 
in peripheral blood and in bone marrow ~5% without norinalisation of pe- 
ripheral blood thrombocytes and granulocytes), 7 pts with PR (ieduction of 
blasts in blood and bone manow by at least 50%) with a doration of 1-5 
months, 11 pts were Non-responders after 4 weeks of therapy. IO patients 
were non evaluable due to a treatment of less than two v&&s caused by 
rapid disease progression after one infusion or serious adverse events due 
to underlying disease. 3 pts are too early to assess. 

Treatment of c-kit positive AML with SU5416 represents a,novel ther- 
apeutic approach. Administration of SU5416 was fairly well tolerated and 
toxicity was mild. Morphotogical and partial remissions were observed in a 
subgroup of patients. Future research is necessary to further )deAfy the 
subgroup of AfvlL patients where SU5416 shows activity. 
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Troxatyl is effective in non-lymphoid blastic phase chronic 
myeloid leukemia (CML-BP) 

F.‘, M. Talpaz’, C. Bivins’, J. Jolivet2, H. Kantaijian’. lUnive&fyof 
Texas MD Anderson Cancer Center Departments of leukemia and 
Bioimmunothemp~ Houston, USA 

Troxatyl(TM) (troxacitabine) is the first diiolane nudeoside with potent 
antitumor activity. In a Phase I study of Troxatyt in patients (pts) with refrac- 
tory acute myeloid or lymphocytic leukemia, myelodysplastic syndromes or 
CML-BP, muccsitis and hand-foot syndrome were DLTs (Giles et al, JCO 
2001). The Phase II single agent dose was defined as 8 mg/m2fday daily 
for 5 days. Seventeen pts (10 F, 7 M; median age: 52 years, range: 23-80) 
with CMLBP have been treated at the recommended dose. Nine pts had 
failed prior therapy for CMLBP which included topotecan-based therapy - 5 
pts, allogeneic SCT - 3 pts, 6 thioguanine - 1 pt, hom&ardn&nine - 2 pts, 
mitoxantmne/ara-C - I pt, ST1571 - 6 pts, donor lymphocyte irtfusions - 1 pt, 
ZCDAlcyclophosphamideNP1G - 1 pt, hCVXD - 1 pt, ctofarabine/decitabine 
- 1 pt, liposomal daunorubicin/ara-C - 1 pt, CVAO - 1 pt. Toddies included 
Grade 2 skin rash - 5 pts. hand-foot syndrome Grade 2 - 4 pts, Grade 3 - 
3 pts, Grade 2 mucositis - 1 pt, Grade 4 mucositis - 2 pts. Six pts (35%) 
have returned to a second chronic phase. The durations of 2nd chronic 
phase in these pts are 3 to 18 plus months. In a fecent analysisof results in 
182 pts following first salvage therapy for non-lymphoid CML-f3P treated at 
MDACC between 1986 to 1997 (Sac&i et al. Cancer 1999);s pts (22%) 
had an objective response and the median overall survival was 22 weeks. 
The median survival in the Troxatyl-treated CML-BP patients is 52+ weeks 
at the present time @ < 0.01). Troxatyl is being studied as a s+gle agent in 
a multicenter Phase II study of pts with CML-BP’including STt571 (Gliiec) 
failures. Initial data from this study will be presented. 
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Zevalin consists of the anti-CD20 mudne monoctonal antibody ibritumomab 
covalently bound to tiuxetan. which chelates 9OY for therapy. Zevalii therapy 
includes pretreatment with 2 dbses of rituximab (250 mg/m2) 1 week 
apart to clear peripheral blood B cells and provide improved targeting. 
A total of 349 patients with relapsed or refractoty low grade, follicular, 
or CD20+ transformed or intenediate grade B-cell NHL were treated 
with 9OY Zevalin on five clinical trials: a Phase l/II dose finding trial, a 
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Phase II tn’al of reduced dose 90Y Zevalin (0.3 mciig) in patients with 
mild thrombocytopenia, a Phase Ill randomized trial of 9OY Zevalin (0.4 
mCi/kg) versus a standard course of rituximab (375 mg/m2 weekly x 4) 
a Phase III nonrandomized trial of 90Y Zevalin (0.4 mCi/kg) in patients 
with tituximab-refractory follicular NHL. and an expanded access trial in 
patients with relapsed or refractory NHL. All patients had < 25% bone 
marrow involvement, ANC > 15OO/mm3, platelets > 1 OOKImm3, and no prior 
highdose therapy. These patients are a refractory population with advanced 
disease: median age 60 yrs (range: 24 ti 65 yrs); 10% splenomegaly; 42% 
with bone marrow involvement; 16% intenned/high or high IPI risk groups; 
31% with => 4 prior therapies. Overall response rates (ORR) for the 
two Phase Ill trials, using ihe International Workshop response criteria 
for NHL [JCO 1999;17(4)1244-531, were determined by an independent 
panel, blinded to investigator assessment of response. The ORR for the 
randomized trial was 60% (34% CWCRu) in the Zevalin arm and 56% 
(20% CWCRu) in the rituximab arm. The ORR in the nonrandomized, 
rituximab-refractory trial was 74% (15% CWCRu). Toxicity was primarily 
hematologic. Median nadirs: ANC = 6OO/mm3; platelets = 49Kfmm3; and 
Hgb = 10.3 gfdL. Grade 4 neutropenia and thrombocytopenia occurred 
In 30% and 10% of patients, respectively. The median duration below an 
ANC of 1000 cells/mm3 or platelets of 5OKfmm3 was 13 days and 14 
days, respectively, for all patients, and 22 and 25 days, respectively, for 
those patients with a Grade 3 or 4 nadir. 7% of patients were hospitalized 
with infection or febrile neutropenia. Myelodysplasia or AML was reported 
in 6 patients (1.4%) from 6 to 34 months after Zevalln treatment, which 
is below the 46% cumulative background incidence reported for such 
heavily-pretreated patients. In summary, Zevalin therapy is effective and 
well tolerated, even in this refractory population at risk for toxicity. 
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Histiocyte-rich, T ceil rich B ceil iymphoma. A distinct 
ciinicopathoiogicai entity 
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Hospitals KLLLsuven, Department of morphology and Molecular 
Pathology Leoven, Belgium; 2 Universfty Hospitals KU. Leuven, 
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Background: Although it has proven difficult to delineate diagnostically 
reproducible and clinically relevant subgroups, the heterogeneity of diffuse 
large B cell lymphomas (DLBCL) is widely acknowledged. In 1992 we 
reported on six cases that suggested that histiocyte rich, T cell rich B cell 
lymphoma (HRTR-BCL) may be identffied as a separate clinicopathological 
entity within DLBCL. 

Methods: tn a retrospective study of 60 cases, the clinicopathological 
features of HRTR-BCL were analyzed in order to provide a precise disease 
definitton and to suggest reliable differential diagnostic criteria. In addition 
the clinical relevance of recognizing HRTR-DLBCI as a distinct lymphoma 
entity was evaluated and the predictive value of several phenotypic markers 
in TRHRBCL was assessed. 

Resutte: HRTR-BCL is easily distinguished from other B cell lymphomas 
rich in stmmal T cells by (1) a diffuse or vaguely nodular growth pattern, 
(2) the presence of a minority population of CD15, CD20 large neoplas- 
tic E cells, (3) a prominent stromal component composed of both T cells 
and nonepitheloid histfocytes, and (4) the absence of small reactive B 
cells. These diagnostic criteria also allow one to differentiate HRTR-BCL 
from lymphocyte-rich classical Hodgkinzs disease, from lymphocyts-pre- 
dominant Hodgkinzs disease, paragranuloma type and from peripheral T 
cell lymphoma. HRTR-BCL typically affects middle-aged male patients who 
present with advanced-staged disease that is not adequately managed 
with current therapeutic strategies. Whereas pmlife,n=rtion fraction and ~53 
overexpression, in addition to the clinical variables mcorporated in the IPI, 
significantly correlated with response to treatment and survival in a univari- 
ate analysis, only the IPI score identified relevant prognostic HRTR-BCL 
subpopulattons in a multivariate model. 

Conclusion: These results confirm that HRTR-BCL constitutes, a mor- 
photo&& identifiable and clinicallv distinct diffuse lame B cell lvmohoma 
subtype. Based on the morphological aspect and thermmunophenotypic 
profile of the neoplasttc B cells, we speculate that HRTR-BCL may be 
derived from a progenitor cell of germinal centre origin. On the analogy of 
germinal centre-derived lymphomas in SJUCD57L mice, reverse immune 
surveillance phenomena may determine the peculiar histologic features of 
the disease as well as ttsaggressiva biologic behaviour. 
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Gastric MALT iymphomas prospective LYo3 randomised 
cooperative trial: preliminary results of the molecular 
foiio~up 

F. Bertoni’, A. Conconi’, C. Capella’, T. Motta’ , R. Giardini’ , 
M. Ponzoni’ , E. Pedrinis’, F. Cavalli’, AC. Wotherspoon’ , E. Zucca’. 
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Purpose: Gastric extranodal marginal zone lymphoma of MALT-type can 
regress after anti-Helicobacter pylon treatment. The IELSG, the Groupe 
d’Etude des Lymphomes de I’Adulte (GELA) and the United Kingdom 
Lymphoma Group (UKLG) have-conducted a trial to ascertain whether 
the addition of chlorambucil is of beneftt after anti-H. pylon therapy. At 
the last intetim analysis, 105 patients out of 169 (55%) had achieved a 
complete histologic remission after antibiotics. In order to further assess 
the ability of treatment to eradicate the lymphoma clone we analysed the 
gastric biopsies from a subset of the patients by PCR targeted to the 
immunoglobulin heavy chain genes, an established molecular marker for 
molecular residual disease assessment. 

Methods: At diagnosis, DNA extracted from paraffin-embedded tumour 
tissues were first analysed using FR3A primers. Potyctonal cases were 
analysed with FR2A primer. DNA samples from gastric biopsies performed 
during the follow-up were analysed for the presence of residual disease. 
Patient-specific oligonudeotides were designed to increase the specificity 
and sensttivity of the PCR assay. Results: Fifty-seven cases were analysed 
at diagnosis. Forty-nine cases were monodonaf by PCR. Forty-six out of 
the 57 achieved histologic ,complete remission (hCR): 34 cases underwent 
molecular follow-up. Ten had not been randomised, thirteen had been ran- 
domised to chlorambucil. 11 to observation alone. Fourteen (41%) patients 
failed to achieve molecular; complete remission (mCR). as a whole. At one 
year after hCR, 17 pattents were in mCR and a further 3 were in mCR by 
2 years (mCR 69%). After a median follow-up of 2 years (6-57 months), 13 
(36%) patients are still in mCR at theNlast follow-up biopsy. mCR was per- 
sistent in 6/6 of patients randomised to chlorambucil, and in 5/9 of the ones 
randomised to observation alone. However, to date those with persistent 
molecular disease do not show a higher rate of histologic relapse. 

Conclusion: About half of the,patients with MALT lymphama can achieve 
molecular remisslon after antibiotic therapy. The presence of molecular 
disease in the absence of, histologic disease. apparently not associated to 
histologic relapse, could be due to the persistence of lymphoma - related 
terminal differentiated blasmacells. However, since the indolent nature of 
MALT lymphomas, ,a longer follow-up ‘might be needed. 

Supported by the Swiss National Science Foundation and the Schweiz- 
e&&e Krebslt&Kreb&rschung Schweiz 
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Consolidation radiotherapy to bulky disease in aggressive 
non Hodgkin’s iymphoma. Resui& of the NHL B-94 trial of 
the German high grade NHL $tudy group (DSHNHL) 
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Purpose:The role of radiotherapy (RT) in the treatment of high grade NHL 
ist not very well defined. In the study design of the DSHNHL radiotherapy 
was added after chemotherapy (CT) in patients with bulky disease. The 
presented data analyse patients with bulky disease only treated in the NHL 
B-94 trial. 

Methods:Patients with an initial tumor size larger than 7.5 cm were 
defined to have *bulky disease’. An irradiation to the bulk area had to be 
given after 6 cydes of CT Total dose was 36 Gy given /n single fractions 
of 1.6-2 Gy 5 times per week. Out of the total of 959 pts.induded in 
the study 323 (33.9%) had bulky disease, 170 of them had additional 
extranodal lymphoma; therefore, the incidence of bulky disease in patients 
without extranodal disease was 15.9% (153/959). To evaluate the impact 
of radiotherapy after chemotherapy, we analysed the group of 366 patients 
with nodal diseaseonly, who completed therapy according to, the protocol. 
Out of this group 91 pts. had bulky disease, 64 were treated with FIT, 7 
patients were not Irradiated because of prior surgery. 


