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A decade of clinical Investigation In elderly patients with
non-Hodgkin's lymphoma: Results as reported In the
literature

H. Gomez, A. Colomer, D. Castlellanos, H. Cortes-Funes. Servicio de
Oncologla Medica, Hospital 12 de Octubre, 28041 Madrid, Spain

Purpose: To explore the trends in the treatment of elde~y patients with
non-Hodgkin's lymphoma reported in last 10 years.

Methods: All relevant publications in MEDLINE, and the proceedings of
the ECCO, ESMO, ASH, and ASCO meetings from 1987 to 1996 were
categorized in 24 Items, Including study design (retrospective, phase II or
(III), treatment (conservative or aggressive), characteristics of patients and
IPI prognostic factors, response, survival, and toxicity.

Results: In 64 reports, we found 43 chemotherapy regimens and 90
treatment arms. The reports were retrospective In 22"1. of the cases, phase
II trials in 64%, and randomized clinical trials in 14"10. Most of the randomized

Rescue treatment with etoposide, platinum, Ifosfamide and
dexamethasone for non-Hodgkin's lymphoma

G. Cervantes, L. Torrecilllas, A. Erazo, R. Jesus. 20 de Noviembre
HospltallSSSTE Medical Oncology Department; Mexico D.F., Mexico

Approximately 500/0 of the patients with non-Hodgkin lymphoma (NHL) will
relapse after first line treatments. We describe the results of the EPID
rescue combination.

Methods: 32 patients (pts) with refractory or relapsed NHL were treated
with the regimen: Etoposide 100 mg/m2 on days 1, 2, 3 + Platinum 100
mg/m2 divided in 3 days + Ifosfamide 5 g/rrfl divided in 3 days + Mesna
60% of the daily ifosfamIde dose and Dexamethasone 20 mg x 3 days. The
pts median age was 51 years. All pts received preViously 1-2 chemother•
apy regimens, the most common were CHOP and VACOP-B. Histology
characteristics: high lymphoma in 27 pts and low-grade with transformation
in 5 pts., bUlky tumors in 800/0.Results: After 140 delivered cycles 31 pts
were evaluable for response and 32 for tOXicity. Response rate: complete
in 38.7"10 (12 pts) and 41.9% (13 pts) for an overall response of 80.6%. The
median DFS was 13 months (range 2-42 months) with a median overall
survival of 20 months (range 2-48 months). TOXicity In 140 cycles was:
Grade (G) 3 neutropenia 12.50/0, G4 190/0, thrombo cytopenia G3 3.20/0, G4
7.50/0. Two pts died after septicemia and thrombocytopenia. Dehydration
and electrolyte imbalance G4 in two pts.

Conclusion: The EPID regimen was highly effective with a prolonged
survival rate. The most important toxicity was treatable neutropenia. We
suggest the use of EPID scheme with colony stimulating factors.
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IDEC-C2B8-induced B cell depletion Is not associated with
significant Immune suppression or Infection

C.A. White, A.J. Grillo-L6pez, P. McLaughlin, D. Maloney, B. Link, R. Levy,
R. Cohen. IDEC Pharmaceuticals Corporation, San Diego, CA, Sidney
Kimmel Cancer Center. San Diego, CA, M.D. Anderson Cancer Center.
Houston, TX, Fred Hutchinson cancer Research Center. Seal/Ie, WA,
University of towa, Iowa City. IA, Stanford Umversity Medical Center.
Stanford, CA, University of Virginia, CharlOl/esviffe, VA, USA

Purpose: Short course (22 day) therapy with the chimeric monoclonal
anti·CD20 antibody IDEe-C2B8 (rituximab) has resulted in a 50% ORR
in evaluable patients with relapsed low-grade or follicular non·Hodgkin's
lymphoma. Analysis of Integrated safety data was performed to evaluate
risk related to B cell depletion.

Methods: Of 282 pts from 5 single agenl trials, 217 received 375
mg/mZlIVqwk x4.

Results: Median circulating B lymphocyte counts dropped to zero fol•
lowing the 1st dose of IDEC-C2BS. CD3, CD4, CD8, and NK cell counts
remained unchanged. B cell recovery began at 6-9 months and was com•
plete by 12 months. Mean IgG and IgA levels remained normal. Mean IgM
dropped transiently. 12"10 of pts had >50% drop in either IgG, IgA or IgM.
Patients with low immunoglobulins were no more likely to develop infection.
Only 20/0 of pts required hospitalization for infections «1% vital, no fungal
or parasitic) during treatment and 2% during the one year follow up period.

Conclusion: IDEC-e2B8 has significant clinical activity and the associ•
ated B cell depletion does not appear to Increase the risk of immunosup•
pression or infection.
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defined by Acy/AIfl < 0.9) in five of seven patients (eight of ten samples;
mean Aq/Asp 0.43 versus 0.95). Inhibitory effects of IL-12 on spontaneous in
vitro apoptosis (Acy/Asp < 0.9) were observed in three of seven patients (five
of ten samples: mean Acy/A.p 0.57 versus 1.2).IL-12 mediated inhibition of
spontaneous cell death occurred only in patients showing a simultaneous
IL-4 induced protection from in vitro apoptosis (p :5 0.0385). Three of four
patients who developed progressive disease according to NCI criteria within
twelve months after sample collection presented with both IL-4 and IL-12
mediated inhibition of in vitro apoptosis. In contrast, no significant inhibition
of apoptosis by IL-12 alona, or both IL-12 and IL-4 was observed in patients
with prolonged stable disease. The significance of our observation for the
accumulation of malignant B lymphocytes in viVO is unclear. An Increased
susceptibility against IL-12 mediated inhibitory effects may be postulated
for those B-eLL cells responding to IL-4. Whether the clinical outcome of
patients with maintained versus lost in vitro responsiveness to inhibitory
cytoklne effects can help to define biological sUbgroups of B- CLL will be
the SUbject of further studies.
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The comparison of somatostatin receptor and 67-galllum
scintigraphy In the staging of malignant lymphomas

P.J. van den Anker-Luglenburg, B. LOwenberg, R. Valkema, H.Y. Cel,
E.P. Krenning. Erasmus University and University Hospital ROl/erdam; Dr.
Daniel den Hoed Cancer Center. Rotterdam, The Netherlands

Purpose: We conducted a prospective blinded study comparing somato•
statin receptor (SS-R) scintigraphy with gallium (GA) scintigraphy for staging
of patients with malignant lymphomas.

Methods: SE·R scintigraphy was performed In 7 Hodgkin and 13
non-Hodgkin'S lymphoma patients after I.v. Injection of [111-ln-DTPA-D·
Phe-t)-oc1reotlde (220 MBq). One week later high dose GA scintigraphy
(298 MBq) was performed. The blindly read scans were compared with
standard staging procedures.

Results: 16120 patients were true positive and four were false negative
on SS·R scintigraphy. On GA scintigraphy 9/20 patients were true positive
and 11 false negative. With standard staging procedures 58 lesions could
be Identified. The sensitivity for SS-R scintigraphy was 40/58 (69%); 28/35
(80%) In the supra-diaphragmatic region and 9/16 (50%) In the Infradi·
aphragmatic region. The sensitivity for GA scintigraphy was 28/58 (48%):
19/35 (54"10) In the supra-dlaphragmatlc region and 9/18 (500/0) in the Infra•
diaphragmatic region. SS-R scintigraphy visualized 13 previously unknown
lesions, four of these lesions were also visualized by GA scintigraphy.

Conclusion: The Interpretation of the SS-R scan was easier because of
Its lower background radioactivity. The results of SS-R scintigraphy are at
least comparable to GA scimigraphy.
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The vedex regimen: An effective and well tolerated palliative
treatment for non-Hodgkin's lymphoma (NHL)

L. EI-Helw, P.C. Lorigan, R.E. Coleman, B.W. Hancock. YCRC Department
of Clinical Oncology. Weston Park Hospital, Sheffield, S102SJ, UK

ObJectives: To evaluate the efficacy and toxicity of a novel weekly palliative
chemotherapy regimen with vincristine 1 mg, epirublcin 30 mg/m2 and
dexamethasone 20 mg (VEDex) in relapsed NHL.

Patients and Methods: This was a retrospective study of 49 patients with
NHL. The median age was 68 years (range of 34 to 88 years). 17 patients
(34.7"!o) had low grade disease resistant to conventional alkylating therapy
and 3 patients (6.10/0) had transformed NHL. 29 (59.20/0) had relapsed high
grade NHL; of these 22 had poor performance status which precluded high
dose chemotherapy and 7 were heavily pre treated. Responding patients
received a total of 8 cycles of treatment but treatment could be repeated at
a later stage If required.

Results: The overall response rate was 67.30/0, 10 patients (20.40/0)
achieved a complete response and 23 (46.90/0) a partial response. A fur•
ther 16 patients (32.70/0) had stable disease. 23 patients (46.90/0) reported
complete resolution of symptoms and 15 (30.60/0) had partial resolution of
symptoms. Grade III neutropenia was seen In 7 patients (14.30/0) and grade
IV in 1 (2%). Other significant toxicity's included nausea and vomiting grade
II (4.10/0), grade III (4.1%) and alopecia grade III (2%). Peripheral neuropathy
of greater than grade I was not reported. The median survival from onset of
treatment was 6 months. No patients died of treatment related tOXicity.

Conclusion: VEDex Is an effective and well tolerated palliative treatment
for patients with relapsed NHL who have a poor performance status or who
are heavily pre treated.
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trials have been reported after 1994. When we compared the periods
1987-1991 and 1992-1996, we have observed an Increase In the number
01 reports (19 vs 45), a trend for more aggressive treatments (50% vs 85%),
an increase in the number of chemotherapy regimens studied (16 vs 32),
and an 1 increase in the number of patients enrolled In clinical trials (872 vs
4462), bu1 the median number of patients per treatment arm has remained
small (31 vs 39). The median age of patients (74 yrs) and other clinical
characteristics have not changed. Prognostic factors, according to the IPI
have been reported completely in only 25% of the reports, and only 5%
give details of concomitant diseases. Response rate was reported in 92%,
but survival In 40%. Dose-Intensity or delivery of cycles are shown only In
30%. Toxicities have been reported InsufficienUy, especially cardiac toxicity
(20%) and mucositis (25%). Ten studies have evaluated the prophylactic
use of cytokines, bu1 none of them was randomized.

Conclusions: Most reports concerning NHL in the elderly are non-ran•
damlzed phase II studies that use very diverse chemotherapy regimens
and evaluate a small number of cases. Most investigations show response
rates, bu1 only a few show overall survival. There is a very low Incidence of
oomplete reporting of prognostic faclors, concurrent diseases, or treatment
toxicity. There is a marked need to perform oontrolled randomized trials in
elderly patients with NHL that evaluate an adequate number of patients,
in order to determine 1) treatment selection by prognostic tactors, 2) the
optimal treatment regimen(s), and 3) the need for the use of cytokines.
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Epidemiology of non-Hodgkin's lymphoma In Occidental
Canary Islands

M. Uanos, J. Oramas, R. Aleman, N. Batista, M. Morales1 , J. Dorta' .
Departmenf of Medical Oncology, Hospital Universitario de Canarias;
f Complejo Hospitalario Ntra. Sra. La Candelaria. Tenerife, Spain

Purpose: The present study review the patients's characteristics with
Non-Hodgkin's Lymphome (NHL) in an specific geographic area, Occidental
Canary Islands (Spain), along 15 years.

Methods: From 1980 to 1994 we reviewed the cases of NHL collected
from the two reference hospitals of this area, formed by four islands.

Results: We analized 525 patients. Mean age was 59 years (range 15 to
88).263 males (54%) and 242 femeles (46%). Stage 1110 p (21%), stage II
68 (17%), stage 11I88 (17%) and stage IV 218 (42%). Histology according to
Working Formulation (WF) was: low grade 154 p (29%), grade Intermediate
200 (38%), high grade 120 (23%). and 56 (11%) could not be classified.
Average annual Incidence per 100.000 In sequential time periods by age
and gender was:

AU 1s-;j4 35-54 55-74 <74
1981-&4 All 5.5 1.2 4.5 15.4 12.3

Male 6.a 1.7 4.7 21.4 15.a
Female 4.3 0.6 4.3 10.4 10.8

198s-&9 All 7.3 1.1 4a 23.5 19.4
Male a.4 1.0 5.5 26.9 34.6
Female 63 1.2 4.1 19.4 9.7

1990-94 All a.o 1.6 6.1 20.2 24.4
Male 8.0 1.4 83 22.2 28.3
Femala 80 18 5.9 18.4 21.9

17 years overall survival was 300/0, median 5 years. Median survival by
low grade. grade intermediate and high grads was 8,5 and 1.5 years. 14
years overall survival was 34%, 300/0 and 20"10 respectively.

Conclusion: The NHL Incidence In this geographic area Is Increasing.
The frequency Is higher in male older than 54 years.
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Results of radiation therapy and combined
radio-chemotherapy In the treatment of the CB-cC
non-Hodgkin's lymphoma

J. SchUltze, S. Eggera, B. Klmmlg. Department of Radiation Oncology.
Christian-Albrechts-universlty, Kiel, Germany

Purpose: To evaluate the reSUlts of treatment of centrocytlc~entroblastlc
Non-Hodgkin'S lymphomas with special respect to recurrent disease and
site of recurrence.

Method.: From 1978 to 199383 patients were treated with radiotherapy.
37 patients with localized disease were only Irradiated, 46 patients with
progressive disease underwent combined redlo-chemotherapy. Standard
dose applied was 26 Gy. In 27 cases an Involved-field technique, In 56
cases an ex1ended-field technique was used.
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Results: After treatment 53 of 83 patients were In complete remission.
44 patients (53%) dsveloped recurrent or progressive dlseas. seven to
95 months after radiotherapy. 16 recurrences (36%) occurred within the
primary target volume, 28 (64%) outside. The rate 01 recurrence was lower
and the latency to recurrence prolonged after ex1endad-field Irradiation and
chemotherapy. The overall five-year-survlval rate was 66%, the tumor-free
survival rate however only 25%.

Conclusions: The five-year-survlval rate Is increased after combined
radio-chemotherapy and ex1ended-f1eld-lrradlation. Ex1ended-fleld-tech•
niques are lowering the rate of local recurrences. According to the lit•
erature the dose has to be elevated to 36 Gy In order to achieve further
Improvements.
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Splenectomy In patients with non-Hodgkin's lymphoma

N. Xiros, Th. Economopoulos, Ch. Christodoulidis, J. Dervenoulas,
E. Papageorgiou. S. Mellou. P. Tsirigotis. G. Bolas. S. Raptis. Second
Department of Internal Medicine-Propaedeutic, university ofAthens,
Greece

Purpose: To evaluate the role 01 splenectomy in patients with non-Hodgkln's
lymphoma (NHL) for diagnostic or therapeutic reasons.

Methods: Among 403 patients with NHL diagnosed and treated In our
Unit during the last 17 years, splenectomy was performed In 24 (6%)
patients. Group A: In 16 cases splenectomy was performed for diagnos•
tic reasons. Group B: 3 patients were splenectomized for autoimmune
hemolytic anemia (AIHA). Group C: 5 patients were splenectomized be•
cause of hypersplenism. There were 12 men and 12 women with a median
age of 54 years (26 to 76 years). 17 patients were in advanced stages
(1II-/V). Histologically 14 patients had Intermediate or high grade, while 10
had low grade NHL.

Results: In all patients of group A spleen was Infiltrated by NHL, with a
median weight otl500 g. (rang. 700-2200 g). Uver and abdominal lymph
nodes were Infiltrated In 8/14 (570/0) and 12/16 (700/0) patients respectively.
All patients of group B were classified In stage IV. In two of them the
spleen was massively enlarged and Infiltrated by NHL. In all patients of
this group AIHA resolved after splenectomy. Hypersplenism was resolved
In 4 patients after spienectomy, while the fifth patient died postoperatively.
Surgical complications were observed in 5 (20%) patients, while 7 serious
Infections occurred in 6 patients, and one was lethal.

Conclusions: 1) Splenectomy Is useful for diagnosis In some patients
with NHLand splenomegaly. 2) In patients with NHLand AIHA unresponsive
to other manipulatiOns, splenectomy Is very effective. 3) Splenectomy should
be oonsidered in all patients with NHL associated with hypersplenism. 4)
Infections are oomrnon In splenectomized patients, and should be treated
promptly and Vigorously.
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Primary extranodal non Hodgkin's lymphoma of the head
and neck (HN-NHL)

T. Economopoulos, G. Fountzllas, A. Kostourou, J. Danlelidls, N. Pavlldls,
E. Andreopoulou, A. Nicolaou, S. Mellou, J. Dervenoulas, N. Stathakls.
Hellenic Cooperative Oncology Group; Athens University, 2nd Department
of Intemal Medicine. Evangelismos Hosp.. Athens. Greece

Purpo8e: HN·NHL accounts 10-20% of all cases of NHL. Despite their
frequency natural history and blologlcal behaviour of these lymphomas
Is pooriy understood. In this study we analysed our cases of HN-NHL
diagnosed and treated In our Units during the last 17 years.

Method..Results: Clinical and histological data from 114 patients with
HN-NHL. were reviewed. There were 63 males and 51 lemales with a
median age 56 yeara. The distribution among different anatomical 8ltea
was: tonsils 55 cases (48.20/0), pharynx 18 (15.80/0), mandible and gums
8 (7%), herd palate 7 (6.1 %), nasal cavity 6 (5.3%), parotls 6 (5.3%),
thyroid 5 (4.4%), larynx 2 (1.8%), miscellaneous 7 (6%). The patients were
treated With radiotherapy alone (15 cases). combined chemotherapy (51)
and oombined modality (45). The disease was mainly localised (Stage I:
50.8%, Stage 11: 34.4%). Aocording to the WF hl8tologlcal classification
73 cases (64.1%) were Intermediate, 28 (24.5%) high and 13 (11.4%) low
grade. Complete remission was achieved In 97 (87.4%) patients. Patients
were separated In two groups: Tonsillar NHL (55 cases) and NHL ot all other
sites of the HN (non-Tonsillar NHL, 59 cases). The patients with Tonsillar
NHL did not differ significantly from the non-Tonsillar NHL In respect of the
sex, age, stage, histological subtypes and treatment response. However
the two groups differed in 3 respects: disease free period (DFP), overall




