PROTOCOL ABSTRACT
0C-04-8
A Phase | Study of VEGF-Antisense Oligonucleotide (VEGF-AS) Given as a Daily Fixed Dose
Subcutaneous Injection in the Treatment of Patients with Relapsed or Refractory Malignancies

ELIGIBILITY CRITERIA

INCLUSION CRITERIA:

+ Histologically or cytologically confirmed

malignancy for which standard therapeutic

measures do not exist or are no longer effective

Age 218 years old

ECOG PS =2 (KPS 250%)

Estimated survival 23 months

AGC 21.5; platelets 275,000 (A3C and platelets

waived for patients with proven metastatc or prmary disease

in BM)

* Total bilirubin 1.5 x uln; SGOT/SGPT 2.5 x uln

+ Creafinine =1.5

+ HW-infected patients eligible (provided that a7 other
elighiity criteria are met)

* Patients with history of prior malignancy eligible
(provided that all ather eligibility criteria are mat)

* Patients who have had prior VEGF-AS may be
entered (provided that all other eligibfy criteria are met)

* Signed informed consent {including HIPAA
authorization)

EXCLUSION CRITERIA:
* Prior chemotherapy, immunotherapy, or RT within 4

weeks prior to study enfry (6 weeks for nitrosourea-
confaining chemaotherapy). Must have recoversd from towicities of
prior theragy.

Receiving therapy with other investigational agents at
the time of study enrollment

Cancer involving the brain or brain metastases
Uncontrolled intercurrent illness including. but not limited
to, ongaing or actwve infection (excluding HIV in patients known to
be HIV-seropostive)

History of symptomatic CHF, unstakle angina
pectoris, or clinically significant cardiac arrhythmia
History of DVT or PE

Pregnant or nursing women. Women of childbearing
potential and men must agree 1o use adequate contracepton
(hermonal or barmer method of birth contrel) prior to study entry
and for the duration of study paricipaton. Should a woman
become pregnant or suspect she is pregnant while participating in
this study, she should inform her treating MD immediately.

Any prior major surgery within 2 weeks of study entry

TREATMENT

VEGF-AS as subcutaneous injection given cnce daily for 28 days (1 cycle).

Patients/family member/support perzon to administer drug; diary will be given fo record each injection, as well as
anmy symptom or side effect. Patients to return all used drug vials on a weekly basis.

Dose Lavel WEGF-AS (mg) SC daily x 28 days
1 50
2 100
3 160
4 200

3 patients will be freated at initial cohort and the 3rd patient on the cohort will be followed for at least 28 days from
the first dose for evaluation of side effects. If no DLT, then the next doze level will be opened. If DLT iz observed
in 1 patient, 3 additional patients will be accrued to that dose level and chzerved for a minimum of 21 days from
the first dose of therapy. A minimum of 2 patients will be evaluated at each dose level. The next cochort of patients
will be treated at & higher dose level if no DLT is encountered in these first 3. There will be no dose escalations
within the same patient. If 2 DLTs are obgerved in an expanded cohort of & patients, that level will be declared as
the DLT level and the preceding dose will be declared MTD. At least 6 evaluable patients must be treated at MTD

level.

f patient does not experience any DLT and does not have PD, they may receive additional treatment cycles. A
maximum of & cycles will be permitted. There will be no infra-patient dose escalation.
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