SNS-595 Demonstrates Predictable, Dose-Proportional Pharmacokinetics In Three Phase 1 Clinical Trials

- Abstract (updated october 2007)

Purpose: To describe the pharmacokinetic properties of SNS-595 observed
m phase 1 solid and hematologic malignancy trials. SNS-595 is a replication-

NA i agent that causes irreversible G2 arrest and a
rapld onset of i A y i for SNS-595 is a unique
ibition of t i 11 that highly ive DNA
Methods: In studies SP0-0001 and SP0O-0002, SNS-595 was administered to
patients (pts) with ad d solid s as an IV i ion over 10 mi
on a q3w and qwx3 schedule, respectively. In study SP0O-0004, SNS-595 was
administered to pts with orr y acute ias as an IV

infusion over 10 minutes on a qwx3 (arm A) or biwx2 (arm B) schedule.
Phar i ic (PK) for SNS-595 were performed on plasma
samples collected during cycle 1, day 1 administration (SP0O-0001 and SPO-
0004 arm A), days 1 and 14 post-administration (SP0-0002), and days 1, 4, 8,
and 11 post-administration (SP0O-0004 arm B). SNS-595 was analyzed using a
validated LC-MS/MS method, and PK were i using

Phar ic properties were analyzed in 40 pts receiving
doses of 3-75 mg/m? in SP0O-0001, 20 pts receiving doses of 3-24 mg/m? in
SP0-0002, 33 pts receiving doses of 18-90 mg/m? in SPO-0004 arm A, and
29 pts receiving doses of 9-50 mg/m? in SP0O-0004 arm B. Across all studies
and dose levels, drug exposure as measured by AUC is similar in the various
patient populations and mcreases linearly wnh dose (ranging between
1-60 pgehr/mL). CL, V. and T,, with increasing
doses and average 2 L/hr/m?, 50 L/m? and 20 hrs, respectlvely. PK

propertles do not change with repeat y or
ing a lack of ion upon repeat admmlstratlon of SNS-! 595.
Conclusions: SNS-595 has d t phar

properties in three phase 1 studies. There is a proportional increase in
exposure with dose, low inter-and intra-patient variability and no evidence
of accumulation of drug ing repeat across the
schedules used. The consistent and hence predictable PK properties
combined with the safety profile observed in the phase 1 studies will
facilitate development of SNS-595.

Background

SNS-595 is a i i DNA agent that causes
irreversible growth arrest of proliferating cells and rapid apoptosis resulting
m potent anti-tumor activity. SNS-595 has a mechamsm of action that

DNA i i as well as a iq it of t i ase
11 that highly i DNA In the clinic, SNS-595 has
demonstrated single agent activity in 2™ line Iung cancer (NSCLC + SCLC)
and i i ovarian . In ies SNS-595 has

properties with tight inter-
mdlwdual varlablllty, Iuw—medlum clearance, Iong termi al half-lives, and

in of i in rats
blllary excretion (~40%), direct mtestmal secretion (~30%), and urinary

excretlon (~20%)- In rats, SNS-595 was excreted unchanged, as phase 1

and with gl ic acid.

Methods

8P0-0001 - Drug administered by IV bolus to patients with solid tumors, once every three weeks
with a starting dose of 3 mg/m2. 8PO-0002 - Drug administered by IV bolus to patients with solid
tumors, weekly x 3 followed by 14 days of observation with a starting dose of 3 mg/m2. SPO-
0004 - Drug administered by IV bolus to patients with hematologic tumors, weekly x 3 with a
starting dose of 9 mg/m? (arm A) and twice-weekly on days 1, 4, 8, 11 (arm B) with a staring
dose of 18 mg/m2.

Dose escalation was performed in cohorts of 3 patients and doses were doubled until the first

d AE or abnormal lab value was ) dose

Fibonacci schema.

(PK) analyses for SNS-595 were performed on plasma samples collected durlng
cycle 1, day 1 administration (SPO-0001 and SPO-0004 arm A), days 1 and post-
administration (SPO-0002), and days 1, 4, 8, and 11 post-administration (SP0-0004 arm s)
SNS-595 was analyzed using a validated LC-MS/MS method with a lower limit of quantitation of
1 ng/mL.

PK using alysis. For of linearity,
individual PK parameters were plotted against the administered dose, A linear regression
analysis was performed to assess whether the regression line deviated from 0. To assess serial
changes after repeat ad ration, the within-patient in

parameters between Days 4 & 1, 8 & 1, 11 & 1 were and to

Signed Rank tests.
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Solid lines represent the linear regression based on mean values.

Dotted lines represent 95% confidence interval.

A p-value of < 0.05 would indicate that the slope of the regression line differs significantly from zero
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Repeat Administration of SNS-595 Results in Small Changes in

PK Parameters
Solid lines represent the mean value, boxes represent one standard deviation, and whiskers represent the
range. The p-values are derived from Wilcoxon Signed Rank tests, evaluating whether the serial changes from
Day 1 differ from zero.
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Repeat ini i caused a i ignifi in volume of
distribution and clearance on Days 4 and 8 by a medlan of 12 and 0.28 value
units. was not Day 11. T,, remained

constant. AUC/Dose increased by a median of .09 value units on Day 4, but
remained unchanged on Days 8 and 11.
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Solid lines represent the linear regression based on mean values.
Dotted lines represent 95% confidence interval.
A p-value of < 0.05 would indicate that the slope of the regression line differs significantly from zero.
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SNS-595 PK Par ters Are Unchanged After Repeat Administration
Solid lines represent the mean value, boxes represent one standard deviation, and whiskers represent the
range. The p-values are derived from Wilcoxon Signed Rank tests, evaluating whether the serial changes from
Day 1 differ from zero
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Repeat i caused no statisti change in any of the PK
parameters.
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Solid lines represent the linear regression based on mean values.
Dotted lines represent 95% confidence interval.
A p-value of < 0.05 would indicate that the slope of the regression line differs significantly from zero.
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- Summary & Conclusions

Summary:

SNS-595 shows repi phar Kil i in three i in
patients with solid and hematologic tumors.

SNS-595 i d i of
distribution and half-life remained unchanged over the dose range.

SNS-595 i show bi i i with a
clearance of 2 L/hr/m?, a volume of distribution of 50 L/m? and a
half life of 20 hr.

SNS-595 pha after repeat
admlmslratlon in solid tumor patlents. \'"/ % ami cL show a small,
tr in with ies upon
repeat administration, which is likely not pharmacologically

important.

Conclusions:
The i and p! PK properties allow for selection of
doses that imi. phar i and minimi i i

ff ble the of PK/PD correlations, and
facmtate the ongomg development of SNS-595 in acute leukemias
and ovarian .




