Lymphomas

pts resistant to first, last, or all chemotherapy were 43%, 34%, and 32%
respectively. In 23 pts relapsed after ABMT the ORR was 78%.
Conclusions: IDEC-C2B8 is well tolerated and does not impair marrow
reserves. Thus, subsequent chemotherapy is not precluded. Outpatient
therapy is feasible and 1s completed within 22 days (days 1, 8, 15, and 22).
IDEC-C2B8 is safe and effective in the treatment of pts with R-LG/F NHL.
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Introduction: It has been well known that T14/18 translocation in follic-
ular lymphoma up-regulates BCL-2, leading to continued expression of
BCL-2 protein. Upregulation of BCL-2 leads to extended survival of the cells
and increased chemoresistance. Clinical trials demonstrated correlation
between BCL-2 expression and poor clinical prognosis in an intermedi-
ate and high grade lymphomas. G3139 is an all-phosphorothioate 18mer
oligonucleotides targeted to the first six codons of the BCL-2 mRNA. It has
been shown to specifically down regulate BCL-2 in vitro and to have dose
dependent activity in mice models of human lymphoma as well as other
xenograft models of solid tumours.

Methods: The Lymphoma Unit at the RMH performed the first Phase
| trial in all grades NHL pts who relapsed following several previous con-
ventional chemotherapy regimens and who expressed BCL-2. Replicating
preclinical xenograft modet, the patients received G3139 as a continuous,
subcutaneous 14 day infusion. The doses were escalated according to
EORTC scheme and safety as well as efficacy measured using standard
evaluation criteria.

Results: Until early February 1997, 13 pts were entered in 6 dose
escalation cohorts up to a dose of 147.2 mg/m?/day. Based on excellent
systemic tolerance the escalations were made in 100% increments. At
the 6th dose level, reversible grade 3 thrombocytopenia was observed in
1 pt. Mild topical, infusion site irritation which was generally acceptable
but two pts had more severe reversible reactions which were not dose
dependent. Blood levels of two pts at 5th escalation level approximated
concentration effective in in vivo models of lymphoma. In the first 9 pts,
4 pts demonstrated improvement in disease status as defined by clinical
and.or laboratory parameters including decrease in BCL-2 protein. One of
those 4 pts demonstrated minor tumour response. Another patient on the
higher dose, who failed 4 prior therapies, with follicular grade Il lymphoma,
stage IVB, developed complete clinical and radiological response of 30+
week duration.

Conclusion: We conclude that antisense approach to BCL-2 constitutes
a potentially important treatment modality in NHL, leading to responses in
poor prognosis patients at doses causing low toxicity. The trial is continuing
and the full update will be presented.
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Purpose: Some therapsutic aspects of primary gastric non MALT-type
lymphoma remain undefined. Impact on survival of gastrectomy as exclusive
treatment, role of adjuvant chemotherapy (CHT) or radiotherapy (RT), use
of AT in stage Il and conservative treatment without gastrectomy were
evaluated in a retrospective series

Patlents and Methods: 136 pts with primary gastrointestinat NHL were
reviewed. Pts with MALT lymphoma (n = 32), stage IV (n = 9) or extragastric
sites (n = 9) were excluded. Study group consists of 86 pts: 43 with stage |,
23 with stage 11, and 20 with stage il,-disease. Median age was 62 ys (range
25-85). Seventy-three cases had intermediate- or high-grade lymphoma
(IG-HG). Sixty-eight pts were submitted to surgical resection: as exclusive
treatment (S) in 18 cases, followed by CHT (S-C} in 26, by RT (S-R) in 6 or
by CHT and RT (S-C-R) in 18 cases. Eighteen pts did not undergo surgical
resection, receiving only CHT followed or not by RT (conservative treatment).

Results: Sixty pts (70%) are alive (58 NED) at a median follow-up of 57
mo. Nineteen pts (22%) relapsed, 17 pts (20%) died of NHL and of 9 other
causes (6 NED). There were no differences In relapse rate nor survival
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among pts with stage | treated with S alone, with S plus adjuvant CHT/RT
or with conservative treatment. Partial or total gastrectomy showed similar
relapse rate and survival among pts submitted either to S alone (p = 0.16)
or to S followed by CHT and/or RT (p = 0.13). Addition of adjuvant CHT in
pts with stage |l and IG-HG significantly improved survival (56 mo, p = 0.01)
in comparison to S alone (51 mo). Pts treated with S-C survived longer
(62 mo) than pts submitted to S-R (9 mo, p = 0.008). Addition of RT to S
did not improve local control nor survival (p = 0.16). S-C showed similar
relapse rate and survival (62 mo) to S-C-R (73 mo, p = 0.24). Conservative
treatment was associated to longer survival (67 mo) than S alone (51 mo)
in pts with stage ll-disease (p = 0.01). Conservative treatment showed a
similar survival (66 mo) to S-C or S-C-R (57 mo, p = 0.23). Independent
prognostic factors were age (p = 0.02), systemic symptoms (p = 0.009) and
LDH level {p = 0.0006). Treatment modality showed prognostic value only
among pts with stage Il (p = 0.02).

Conclusions: Results with surgical or conservative treatments are ex-
cellent for pts with stage |. Extension of gastractomy seems not to influence
survival. CHT significantly improves survival in pts with stage If and IG-HG,
and it should be preferred to RT as adjuvant therapy. Addition of RT to S
or to S-C seems not to improved outcome. Since conservative treatment
with CHT followed or not by RT obtains similar survival to $-C or S-C-R,
surgical treatment should be indicated only for pts with high risk of bleed-
ing or perforation with the aim to avoid the late-morbidity associated to
gastrectomy.
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Purpose: A prospective multicenter trial was performed to evaluate survival
and prognostic factors for patients with nodal cb-cc lymphoma in stages
I-llIA (<5 involved regions) after EF and TCL radiotherapy.

Methods: 117 adults with clinical stage (CS) I-IlIA nodal cb-cc lymphoma
were recruited. Patients with mediastinal or retroperitoneal stage Il or
stage IlIA lymphoma received TCL, the others EF radiotherapy. The whole
abdomen was irradiated to 25.5 Gy (1.5 Gy/f), the mantel to 26 Gy (2
Gy/f); 5x2 Gy boost to macroscopic tumour. Age: 2079 years; CS I/IIA:
60/40/17; med. follow-up: 68 m.

Results: Overall survival at 8 years was 86%. The probabilities of nodal
and disseminated extralymphatic relapses were 32% and 9% at 8 years.
The dominant adverse prognostic factor for nodal in-field recurrences was
a dose deviation below 80% of the prescribed dose (15 patients). After
EF irradiation, patients in stage | had a significantly lower nsk of nodal
recurrences in adjuvant irradiated than in unirradiated lymph node regions.
Acute toxicity was moderate.

Conclusion: This trial shows a steep dose-response relation betwaen
26 and 36 Gy for cb/cc lymphoma. Adjuvant irradiation reduced the risk of
nodal relapses per lymph node region. A randomised study of TCL vs. EF
radiotherapy is in preparation by this group.
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Rationale: The EORTC H8 protocol for early stage Hodgkin's disease
include a precise definition of target volumes and dose. The aims of this
study is to ensure that the radiation treatment effectively done is those
required by the protocol,

Materlal and Methods: Each patient technical record was reviewed by
all the radiation oncologists Involved in the protocol of a given region (Paris,
Lyon et Nancy), with a careful review of initial CT scans, simulation films,
port films and radiation therapy data. For each target volumes, the quality of
balistics (particularly the shape of the blocks) was judged adequate, doubtful
or non adequate; and dose evaluated with DIF: DIF = (Dose received —
dose provided by the protocol)/Dose received” 100.

Results: 161 patient records have been reviewed, 102 treated in
involved fields (IF) and 59 with a subtotal nodal irradiation (STNI). We noticed





