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Felycin®-CA1 (sirolimus

delayed-release tablets)

First-in-kind medication for hypertrophic cardiomyopathy in cats

THE PROBLEM

Hypertrophic cardiomyopathy
(HCM) affects approximately one
in seven cats,"” causing progressive
left ventricular (LV) wall thicken-
ing, which leads to impaired LV
relaxation, a smaller LV chamber
size, and left atrial dilation.
Reduced cardiac efficiency leads to
secondary complications, including
congestive heart failure (CHF),
arterial thromboembolism, and
sudden death.'

Unfortunately, HCM is known
as a “silent killer,” with clinical signs
not becoming apparent until the
disease has reached an advanced
stage."> Once clinical signs develop,
the median survival time for
affected cats is approximately one
year.? Despite the fact that HCM
has a long subclinical phase,
therapeutic options have tradition-
ally been reactive in nature and
focused on treating complications of
HCM once they become apparent.

THE SOLUTION

The ideal solution would be a
medication that could maintain
cats at a subclinical stage indefi-
nitely or reverse heart muscle
changes. HCM'’s long subclinical
phase provides an optimal window
of time to slow or prevent progres-
sion and possibly reverse

LV hypertrophy.

Although veterinary cardiolo-
gists have maximized opportunities
to treat HCM-related CHF and
prevent thromboembolic disease,
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no therapy to prevent left ventricu-
lar hypertrophy was available.
However, recent research on
molecular-level changes in heart
muscle cells opened the door to
more targeted therapies.

HCM is associated with specific
pathophysiologic changes in the
heart. Hemodynamic stressors that
increase cardiac workload activate a
protein kinase referred to as
mechanistic target of rapamycin
complex 1 (mTORCI). Increased
mTORCI activity promotes
anabolic (i.e., muscle-building)
mechanisms in heart muscle while
also decreasing autophagy, the
normal removal of damaged
proteins. Ultimately, this means
that new cardiac muscle cells are
created faster than they are
removed. These alterations in
normal cell turnover result in
maladaptive LV hypertrophy.>>¢

In addition, HCM is associated
with dysfunctional mitochondria,
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resulting in poor energy produc-
tion. Mitochondrial function is
essential for cardiac muscle cells,
which have a high energy demand.?*
Rapamycin, also known as
sirolimus, is a macrolide used to
help prevent organ rejection in
human transplant recipients.”
Rapamycin has been found to
inhibit the mTORCI protein
complex that leads to LV hypertro-
phy. It also restores mitochondrial
biogenesis, improving cardiac

811 These actions

energy production.
make it a promising candidate for

therapeutic treatment of HCM.

THE INNOVATION
Felycin®-CALl (sirolimus delayed-
release tablets) is conditionally
approved for the management of
ventricular hypertrophy in cats
with subclinical HCM. The
medication intermittently inhibits
the mTORCI1 protein complex,
restoring normal cellular turnover



and curbing the progression of
maladaptive LV hypertrophy.

Felycin-CA1 is administered
orally once a week to cats. This
intermittent dosing schedule
suppresses the mTORCI protein
complex at a level that allows for a
more normal cell turnover rate.
Once-weekly dosing also makes
treatment more convenient for
owners, since cats are notoriously
difficult to medicate.

In a study of 36 client-owned
cats with subclinical HCM who
received the recommended dose of
Felycin-CA1 for six months, the
mean maximal left ventricular wall
thickness decreased by 0.17 mm.
In control cats who received a
placebo, the left ventricular wall

thickness increased by an average of

0.94 mm.? This demonstrates that
Felycin-CA1 not only effectively
stops LV wall hypertrophy but can
also reverse thickening in some
cases. An additional study is
underway to confirm the findings
of this initial study and secure full
FDA approval. The pivotal

placebo-controlled, randomized

clinical trial will follow 300 cats for
one year, and is the largest study of

its kind in cats with HCM.

In three unique safety studies
conducted on a total of 84 healthy
cats for up to 24 weeks, Felycin-
CA1 was administered at up to
7.5 times the label dose up to three

times per week."? The studies found:

B A once-weekly dosing regimen
demonstrated a favorable safety
profile.

B Regular monitoring of liver
function is essential, as treatment
can be associated with elevation
of alanine aminotransferase and
aspartate aminotransferase.

B Administration does not impact a
cat’s ability to mount an immune
response to rabies vaccination
administration.

These clinical and safety studies
demonstrate that Felycin-CA1 can
be used to safely manage LV
hypertrophy in cats with subclinical
HCM. This advancement in the
field of veterinary cardiology is
life-changing for cats with HCM,
who can enjoy longer, healthier
lives. It also provides an improved
experience for pet owners manag-
ing a cat with HCM. Instead of
learning their cat has an incurable
condition that may eventually
progress to congestive heart failure,
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thromboembolism, or sudden
death, they can proactively prevent
progression with once-weekly
dosing of a safe and effective
medication. The availability of a
proven management option can
turn despair into hope for a long,
healthy future.
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