Phase | Single and Multiple Ascending Dose Studies to Investigate the
Safety, Tolerance and Pharmacokinetics of CH-1504 in Healthy Male Subjects

Introduction

Methotrexate (MTX) is the most commonly used disease modifying anti-rheumatic
drug in the treatment of rheumatoid arthritis. It is efficacious but side-effects
are common and include, but are not limited to, hepato-toxicity, pneumonitis,
bone marrow suppression, nausea and diarrhea. These side-effects often result
in discontinuation of MTX therapy and in many patients precludes the use of
sufficient dose to suppress synovitis. Several studies suggest that a significant
proportion of the toxicity profile of MTX can be attributed to its hydroxylated and
polyglutamylated metabolites.'""" Therefore, an antifolate that is metabolically
stable, that does not convert to toxic metabolites, yet maintains the efficacy
of MTX should prove to be a superior therapy.

CH-1504 has been shown to be a metabolically stable, nonhydroxylatable and
nonpolyglutamylatable antifolate. It is our hypothesis that CH-1504 will demonstrate
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Meth Ods (cont’d)

Multiple Ascending Dose (MAD) Study:

e 3 groups of 8 subjects received either CH-1504 or placebo orally (6:2)

e Doses tested were 7.5, 10.0, and 15.0 mg daily for 7 days

e Subjects remained under clinical supervision until 48 h post-final-dose

e Follow-visit occurred on study days 16 and 30

e Dose escalation occurred following the review of Day 16 safety and tolerance data

All adverse events were recorded for each subject. Clinical safety assessments
included: Hematology, Serum Biochemistry, Coagulation, Urinalysis, Flow
Cytometry, Red Cell Folate, Vital signs, 12 lead ECG, Lead Il ECG, Spirometry.

Blood and urine samples were collected for pharmacokinetics.

ReS u |tS (cont’d)

MAD Study
o All doses were considered safe and well tolerated.

e C,. was attained at 1 to 2 hours post-dose following single and repeated

administration of CH-1504.

e Apparent t,,, of 3 to 6 hours (Table 3). On Day 7, a prolonged t,, of approxi-
mately 9 to 60 h was estimated for some subjects; however, these estimates
were considered unreliable (long t,, relative to the period over which it was
estimated). It is noteworthy that visual inspection of the plasma concentra-
tion-time profiles suggested a more prolonged terminal phase apparent from

approximately 16 h post-dose for many subjects.

the efficacy of classical antifolates without the toxicity secondary to the formation

MAD Study Day 1 Plasma Concentrations of CH-1504
of the hydroxylated and polyglutamylated metabolites, providing a significantly

There appeared to be no significant accumulation in | Fiewe®

plasma following repeated administration of CH-1504 MAD

improved therapeutic index.

CH-1504 was previously Figure 1
tested in 10 patients
with active RA in an
open-label, non-random-
ized, MTX controlled, pilot
study conducted at the
British American Hospital
in Lima, Peru. In this study
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SAD Study

e All doses were considered safe and well tolerated.
e C,.« Was attained at 1 to 2 hours post dose.

e Apparent t,, of 2-5 hours (Table 2).

(Figure 3 and Figure 4)

proportional manner from 10 to 15 mg.

Systemic exposure to CH-1504 appeared to increase
in a slightly greater than dose-proportional manner from
7.5 to 10 mg CH-1504 and in a less than dose-
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e Dose escalation occurred following the review of Day 10 safety and tolerance data
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