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pRELIMINARY RESULTS OF A PHASE I TRIAL OF ANTISENSE TO BCL-2 IN 
LYMPHOMA 
J. Waters, A Webb, D. Cunningham 
Royal Marsden Hospital (RMH), UK 
lntrodution; It has been well known that 114/18 transloeation in follicular lymphoma up- 
regulates BCL-2, leading to eominued expression of BCL-2 protein. Upregulation of BCL-2 
leads to extended survivial of the cells and increased ehemol'~ismnce. Clinical trials 
demonstrated cormlmion between BCL-2 expression and poor clinical p~gnnsis m intermediate 
and high grade lymphomas. G3139 is an all.phosphorothloate 18ater aligonueh~otide targeted 
to the first six oodons of tim BCL-2mRNA. It has becm shown to specifically down regulste 
BCL-2 in vitro mad Io have. dose dcp~deat n~dvity in mice models of human lymphotm as well 
as oth~ xemgndt tmxlds of solid turnouts. Method~, Tl~ lymphonm mit -, tl~ RMH ira-formed 

c ~  mgnnem ~md who extmm~ BCL-2. R e ~ i n g  ixediniead xmolptn model, the 
padertls r~ei~xl G3139 as a contimm, us, ~ 14 dlty infi~on. The dos~ ~ escalsaad 
according to EORTC scheme and safety m well as efficacy tmmsm~ using stmzt~rd evauation 
criteria 
Re.ru//a; Until early Fcbrumy 1997,13 pts weac cnte~ in 6 dose eac~afion coborts up to a dose 
of 147.2 mg/m~t/dlw. Bmmd on excellent systemic tolcrmme the ~totlttions weee made m 100% 
increm4mts. At the 6th dose lc.vel reversible grade 3 thrmnboeytopenm wm observed in 1 i~ Mild 
topical, infusion site irritation which was gemmlly tcceptable was seen, but two pts had more 
severe tevet'sible rctctiom which were not dose dependeoL Blood levels o f t v ~  pts at the 5th 
csc~laion level ap~ximated to the coaceatmtim effective b in vivo models of lymlflaom& Of 
the first 9 pts, 4pts demonstrated imp~vemem in disee~ stat~ as defined by clinicaJ aad/or 
laboratory pammete~ including decrease in BCL-2 protein. One of those 4pts demonst~ed 
minor turnout respome. Another patient on the higher dose., who failed 4 prior tlmrapies,with 
follicular grade LI lymphon~ mage IVB, developed complete clinical and mdiological response 
of 30+weeks duration. 
Conclusion: We c.or, elude that antisera¢ approach to BCL-2 constitutes a potentially important 
treatment modality in NHL, leading to responses in poor i~ognnsis patients at doses causing low 
toxicity. The trial is continuing and the full update will be presented. 
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Our studies have dcmoastratcd the fcas~ility of an ex vivo, angiogencsis- 
driven approach to endotheiial ocU..based gem therapy of invasivc tumors. 
We have have shown previously that gemtically-nmdificd endothelial cells 
(GMECs) administered immvenoualy (IV) can target and become 
incorporated into sites ofi~Jvc angiogenesis (Cancer Res. 55:2240, 1995). 
We have now investigated how well migrating GMECs could take part in 
ncoangiogenesis associated wie pulmonary metastases. Following the 
cstablishment of tumor metastases, mouse lung endothelial cells (MLECs) 
that had bccn transduced with either lacZ, recombirant human intcrlcukin-2 
(rhIL-2), o f  herpes simplex thymidim Idmse (HSV-TK) were injected 
imravenously via the tail vein. Four days following l acZ-MI~C injection, 
X-gal staining cells were observed within the pulmonary mclastascs, with 
thc magnitude of X-gal staining increasing during the ensuing days and 
persisting for at least two weeks. Multiple injections of  GMEC resulted in 
improved targeting and more diffuse X-gal staining of  pulmonary 
metastases Intravenous injection of  MI.EC expressing either rhIl~2 or  
HSV-TK (followed by ganciclovir administration) caused a marked 
reduction in the size and m m l x r  of  BI6F10 pulmonary metastases and 
prolonged the survival of  tumor-bearing anitmls. These results suggest that 
(1) 1V-administered GMECs can migrate into, proliferate, and survive 
within the sites of  tumor metastasis, and (2) GMEC expressing therapeutic 
molecules may, function as a means of  delivering effective anti-tumor 
therapy to sites of  metastatic deposits throughout the body, including 
clinically undetectable metastases. 


