THE XIAP ANTISENSE COMPOUND AEG35156 / GEM640 DEMONSTRATES SIGNIFICANT ANTITUMOR ACTIVITY
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XIAP is the most potent anti-
apoptotic 1AP. It inhibits two key
effector caspases (caspase-3 & -7)
and a key initialor caspase
(caspase-9). Through inhibition of
these caspases, XIAP effectively

Fig. 1. XIAP antisense
reducing cellular XIAP
both in vitro and in vivo

IN MULTIPLE HUMAN CANCER XENOGRAFT MODELS
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is effective in
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Fig. 2a: Anti-tumor effect of AEG35156 / GEM640 as a
single agent in nude mice implanted with PC3 human
prostate carcinoma cells.

Fig. 2b Anti-tumor effect of AEG35156 / GEM640 in
combination with Taxotere or carboplatin in nude mice
implanted with PC3 human prostate carcinoma cells.

Fig. 4. Anti-tumor effect of AEG35156 / GEM640 as a

single agent in nude mice implanted with LS174T human

colon carcinoma cells.
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Anti-tumor effect of AEG35156 / GEMB40 in nude mice implanted with PC3 human prostate

to establish for 5 days (50 70 mgs) before antisense treatment commenced (on Day 0).
Results show a dose-dependent single agent inhibiting effect on tumor growth in this
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Antiumor effect of AEG35156 / GEMG40 in combination with Taxetere (left panel) or

days (-70 mgs) before antisense treatment commenced (on Day 0). Taxotere or carboplatin
were administered as described (Fig. 2a).
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with carboplatin. A significant post-treatment effect is maintained.

Animal were treated daily with 10 or 25 mg/kg AEG35156, or 25 mg/kg control oligo,

Results indicate that while AEG35156 had only modest single agent activity, it
synergized strongly ~with Cisplatin to inhibit tumor growth in a dose-dependent
manner.

Animal were treated daily i.p. with 1, 10 or 25 mg/kg AEG35156, or 25 mgkg of a
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Results show a dose-dependent single agent effect (up to 70% reduction in tumor size)

in this highly aggressive tumor model.
Summary and clinical plans

~AEG35156 | GEM640 is effective in reducing tumor
Fig. 5: Survival effects of XIAP antisense treatment in female Fig. 6a: The stable RNAi-mediated loss of XIAP in MDA-MB-231 Fig. 6b: The stable RNAi-mediated loss of XIAP leads to enhanced sensitization Fig. 6¢c: The stable RNAi-mediated loss of XIAP in MDA-MB-231 breast burden as a single agent in xenograt models of human
- 4 - > - prostate, lung, colon and ovarian cancer.
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