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Methods: Healthy obese patients (BMI>30 kg/m2) whose SBP, DBP, and
HR were assessed by 24-hr ABPM at baseline and at ~1-4 weeks postdose
in three double-blind, randomized, pbo controlled parallel group multiple
dose studies of setmelanotide. 24-hr ABPMresults were analyzed over 24
hours, including daytime and nighttime intervals, for both absolute values
and change from baseline compared to pbo. In the Single Ascending Dose
(SAD) study, frequent sitting vital signs were obtained over 24 hrs
postdose in a crossover setting, one period with placebo treatment and

PK/PD Analysis Across 24 hour Ambulatory BP

Twelve-Week Continuous Infusion Study

Studies

In the ambulatory blood pressure sub-study (N=25) of Study RM-493-003,
a 12-week continuous infusion study, there was little if any evidence of
SBP, DBP or HR effects when comparing change from baseline between
RM-493 and placebo treatments (Figure 3).

A PK/PD analysis across patients who were studied with 24-hr ABPM
showed no evidence of any PK/blood pressure relationship for SBP or
DBP (Figure 5; heart rate was similar, data not shown).

The hypothalamic Leptin- Proopiomelanocortin -MC4R pathway is a critical regulator of appetite and
weight regulation. The synthetic MC4R agonist peptide setmelanotide (RM-493), a firstin class efficacious
and well-tolerated MC4R agonist, is ideally positioned for the treatment of defects inthis pathway. Several
previous MC4R agonists caused significant increases inblood pressure (BP) and heart rate (HR).
Preclinical evaluations supported that RM-493 did not cause such increases at doses that resulted in
weight loss in a primate weight loss study. Methods: Healthy obese patients (BMI=30 kg/m2) were enrolled

in clinical safety, tolerability and weight loss studies, where BP (systolic [S]and diastolic [D]) and heart rate

Figure 2. Head-to-head comparison of LY2112688 and RM-493 as a crossover in one
obese rhesus monkey. Left: a baseline SBP tracing (red line) then superimposed SBP
with treatment by LY2112688 (black line) one week later. Right: same monkey at
baseline (red line) followed by the SBP tracing with treatment with RM-493 (black
line; until theimplantedtransducer failed 24-hrs into the last tracing). Similar data
was obtained for diastolicblood pressure and heart rate.

Table 2. RM-493-002 MAD study ABPM data across 4 cohorts at doses equal to, or
more than doses that resulted in clinically relevant weight loss over the 14-day or 28-
day treatment courses in these Phase 1b panels. Twenty-four-hour ambulatory blood

pressure measurements were taken on day -1 (baseline), as well as Days 14 (all cohorts)
and Days 28 (for 28-day cohorts).
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While the preliminary data is encouraging, there will need to be
continued focus on potential cardiovascular risk until addressed in
larger and longer clinical trials.



