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Conclusions: RO5126766 showed acceptable safety profile. The most
common drug-related toxicity was skin disorders. MTD was defined for
QD regimen. Intermittent regimens dose escalation is ongoing. Favorable
PK/PD profile associated with encouraging biological and antitumor activity
were demonstrated in this heavily pre-treated population P1 study. Full
safety, efficacy, PK/PD profile will be presented.
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Background: Increased signaling through the PI3 kinase pathway is
relevant in multiple cancers. PX-866 is an irreversible, pan-isoform inhibitor
of Class 1 PI3 kinases. In an initial phase 1 dose-escalation study
evaluating an intermittent dosing schedule, PX-866 was well tolerated with
diarrhea and nausea as main toxicities. PX-866 was rapidly metabolized
to an active metabolite (17-OH PX-866) which demonstrated improved
potency relative to parent compound in kinase and cellular assays. PX-
866 was further evaluated using a continuous dosing schedule.
Methods: Patients (pts) with advanced solid tumors received PX-866 once
daily on a 28 day cycle. Restaging was performed every two cycles.
Archived tissue was tested for PIK3CA and KRAS mutations and PTEN
deletions. Pharmacokinetics and biologic properties of PX-866 and 17-OH
PX-866 were characterized. An expanded cohort of pts with pre- and post-
therapy tumor biopsies was enrolled at the continuous schedule MTD of
8mg per day.
Results: 18 pts have been treated (3 at 10mg during dose escalation;
15 at 8mg), with median age 62; ECOG 0/1; median prior treatments 4
(1−7), and median days on study 42 (15–217). All 10mg pts were reduced
to 8mg after experiencing toxicity: Gr 3 diarrhea (n = 2); Gr 3 ALT/AST
(n = 1). At 8mg, Gr 1/2 adverse events (AEs) have been reported in 80%
of pts, including diarrhea, nausea, and asymptomatic ALT/AST elevation.
1 pt experienced related Gr 3 diarrhea. 2 pts have required dose reduction
to 6mg for Gr 1/2 AEs. Best response has been SD in 6 (60%) and
PD in 4 (40%) of 10 evaluable pts. 3 pts (pancreatic islet cell, colorectal,
and prostate cancer) have received �4 cycles. 7 pts have not yet been
assessed for response. Time-of-flight mass spectrometry from treated pts
confirmed 17-OH PX-866 as the principle metabolite. PK results show
parent compound below limit of quantification whereas 17-OH PX-866
shows an AUCINF of 3967 hr*pg/ml and a terminal half-life of 6 hr in patients
dosed at 8mg. Paired tumor biopsies have been obtained in 5 pts to date.
Conclusions: PX-866 has been well tolerated at 8mg per day and
associated with better disease control in heavily pretreated pts than
intermittent dosing. Predictive biomarkers are being explored. 17-OH PX-
866 demonstrates increased potency relative to parent compound. Final
safety, efficacy, PK and PD results will be presented. The safety profile
and disease control rate support phase 2 development.
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Background: CD105, also known as endoglin, is an endothelial cell
membrane protein that is essential for angiogenesis. CD105 is not present
on established mature vessels but is highly expressed on proliferating
vessels in solid tumors, and tumor vessel CD105 expression is up-regulated
by hypoxia and anti-VEGF therapy. TRC105 is a chimeric IgG1 anti-
CD105 monoclonal antibody that inhibits angiogenesis and tumor growth
via endothelial cell growth inhibition, ADCC, and apoptosis.
Methods: Safety and PK were evaluated in pts with advanced solid tumors
treated with TRC105 i.v. every 2 weeks. The TRC105 dose was escalated
in cohorts of 3−6 pts from 0.01 to 1mg/kg using TRC105 produced in NS0
cells, and then from 0.3 to 15mg/kg using TRC105 with increased ADCC
activity produced in a high-expressing CHO cell line.
Results: 42 ECOG PS 0−1 pts were treated including 21 with NS0-
produced TRC105 and 21 with CHO-produced TRC105. Two dose limiting

toxicities (DLT) were reported in pts who received NS0-produced TRC105:
one pt experienced Grade 4 gastric ulcer bleeding at 0.1mg/kg on Day 5
which resolved spontaneously, and one pt experienced a Grade 3 infusion
reaction at 1mg/kg on Day 1 (without premedication). Infusion reactions
were also noted in the initial two pts dosed at 0.3mg/kg using TRC105
produced in CHO cells, including one Grade 3 DLT. The protocol was
amended to increase the initial infusion time from 1 to 4 hours and
mandate premedication, and dose escalation proceeded to 15mg/kg.
Serum TRC105 concentrations expected to saturate CD105 binding sites
(>0.2 ug/mL) were maintained for seven days at 10mg/kg. Neither HAMA
nor HACA was detected in patients receiving CHO-produced TRC105.
One pt with castrate-refractory prostate cancer remains on study after
29 months of TRC105 with a complete PSA response and bone scan
normalization. In addition, 6-month stable disease was seen in a pt with
ovarian cancer (CA125 decrease of 16%). Best response also included
stable disease >2 months (n = 13) and progression (n = 22).
Conclusion: TRC105 is tolerated at doses with evidence of clinical activity.
Additional monotherapy and combination studies are planned.
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Background: BAY 86-9766 (RDEA119) is a potent, non-ATP competitive,
highly selective inhibitor of MEK1/2. A phase I dose-escalation trial with
BAY 86-9766 was conducted to determine the maximum tolerated dose
(MTD), pharmacokinetics (PK) and pharmacodynamics (PD) in patients
with advanced metastatic or locally recurrent solid tumors, who have
acceptable organ function, ECOG performance status of 0−1 and a life
expectancy of at least 3 months.
Materials and Methods: Forty-nine patients were enrolled and received
doses ranging from 2–160mg once daily (QD) or 50−80mg twice
daily (BID). Tumor types included 15 colorectal, 5 prostate, 5 NSCLC,
4 melanoma, 3 adrenal, 2 pancreatic, 2 breast and 13 other. Patients were
given a single oral dose on Day 1 to determine PK, were off drug for
7 days, and then began a 28-day course of treatment. At least 3 patients
were treated at each dose level prior to dose escalation. Safety was
assessed by adverse events (AEs), clinical laboratory tests, vital signs,
ECGs, ECHO/MUGA scans and physical exams. PD assessments included
phosphorylated ERK (pERK) and cytokine levels from peripheral blood
mononuclear cells (PBMCs) and pERK from hair follicles. If benefiting
from treatment, patients continued dosing in subsequent 28-day courses.
Response was assessed every 2 courses.
Results: The most common AEs were rash, fatigue, vomiting, nausea,
diarrhoea and cough. At the 160mg dose, 4 patients reported 6 central
nervous system AEs, of which 2 were considered a dose limiting toxicity
(DLT) (hallucinations, sleep walking, confusion, and vivid dreams and
DLTs of presyncope and somnolence). Three patients continued at the
same or reduced dose of RDEA119. Other DLTs reported at 160mg were
diarrhea and rash. The MTD was determined to be 100mg/day. Group
mean Cmax and AUC0−24 values increased linearly following both single
and multiple doses (QD and BID). At doses of 60 and 100mg QD, a
sustained suppression of induced pERK and cytokine response was seen.
Stable disease was achieved in 7 patients (median: 6 months, range:
4−14 months). The safety, PD and response data will also be presented
from the ongoing MTD expansion phase of the study with 10 patients each
at 100mg QD and 50mg BID.
Conclusions: BAY 86-9766 was generally well tolerated at doses �100mg
daily with rash being the most common treatment-related adverse event.
At the MTD, significant inhibition of pERK and associated cytokines was
observed. Based on the results of this study, Phase 2 studies with BAY
86-9766 are being pursued.


