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BACKGROUND
- Carcinoid tumars are highly vascular
*  Recent phase 2 studies with the sunitinib,

and sorafenib have shown admyln carcinoid lumors

+  2-methoxyestradiol (ZME2, Panzem®) is an endogenous product of estradiol
matabolism

*  2MEZ2 is an angiogenasis inhibitor

*  2ME2 causes apoptosis and G2/M cell cycle arrest and can overcome drug
resisiance in myeloma cells

= 2ME2's activities are related to its abllity to downregulate ia inducible
factor-1 alpha (HIF-1a), its effects on cellular tubulin, upregulation of DRS and
the generation of reactive cxygen spacies

Figure 1: MECHANISM OF ACTION FOR 2ZME2
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cycle arrest and induction of 2ME2
inhibits both the activaion of NF-«B and IL-6
unpublished data), and decreases the protein levels of HIF-1a and its downsiream target,
VEGF (Mabjeesh, 2003). lmmunonhana! faciors contribute 1o the antitumar
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OBJECTIVE PATIENT CHARACTERISTICS (N=31)
+  Toassess Ihe safety of Panzem™ NCD administered orally in Median Age 57 yrs (36-76)
- To the abjective tumor rate (RECIST) of Panzen® Gender N Ch)
NCD + b i b in ad d id tumors M 18 (58%)
« To the progn free and overall survival times of F 13 (42%)
i with ad incid tumors trealed with Panzem® NCD
+ bevacizumab ECOGPS
ELIGIBILITY q 14 (45%)
R : i i i 1 17 (55%)
carcinoid, ECOG <2 Tumor primary site
»  Adequate hepatic, renal, and hematologic function
+  No history of Mi or angina in last 12 months Small bowel 14 (45%)
»  No major surgery within 4 weeks of study treatment Lung 5 (16%)
. Narfari s with anti lants (except prophyl Rectum 2 (T%)
warfarin
Duodenum 1 (3%)
Pdor ueal:'r:e‘rllltﬂh l:hemotherapy (> 4 weeks prior t;s;udy Sto : 1(3%)
*  Palients i treotide must at current Unknown primary B (26%)
dose level durlng study treatment
TREATMENT GRADE 3 or 4 ADVERSE EVENTS
= Panzem® NCD administered orally at 1000 mg four times daily Event Grade 3 (%) Grade 4 (%)
kS i i i ly at 5 mglkg
«  Palients restaged with CT scan every 8 weeks Hypertension 4 (13%) 1(3%)
= Patients without evidence of progression or unacceplable toxicity P U
were allowed to continue protocol thed levated Liver
e Function Tests 4(19%) )
Figure 2 TREATMENT SCHEMA
Gl Bleeding 3(10%) 0
R Deep Venous
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* 2 patients did not complete the first cycle,

Figure 3: PROGRESSION-FREE SURVIVAL

Progression-Free Survival (PFS) was measured using the Kaplan-Meier
Method and was calculated from time of ireatment initiation 1o time of
progression or death. Median PFS has nol been reachesd.
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Figure 4: OVERALL SURVIVAL

Overall Survival (OS) was measured using Ihe Kaplan-Meier Method and was
calculated from time of treatment initiation to time of death. Median OS has not
been reached.
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CONCLUSION

+  The combination of Panzem® NCD and
bevacizumab is well tolerated in patients with
advanced carcinoid tumors

* This combination is associated with a high rate of
stable disease

» The high rate of stable disease and lack of
progression events at >8 months of follow up in
this patient population suggest that Panzem?®
NCD and bevacizumab may slow tumor growth
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