


























Pre-Existing Liver Disease: In a separate pilot
field study conducted in cats with chronic
kidney disease (CKD), one cat was enrolled
with a history of elevated alkaline
phosphatase (ALP). After treatment with the
label dose (0.3 mg/kg) of FELYCIN®-CA], this
cat experienced a progressive decline in
appetite, elevation of liver enzymes, including
ALP, ALT, and AST, and icterus, and was
euthanized approximately 4 months after
exiting the study.

CONTACT INFORMATION:

To report suspected adverse drug
experiences or for technical assistance
contact PRN Pharmacal at 1-800-874-9764.

For additional information about reporting
adverse drug experiences for animal drugs,
contact FDA at 1-888-FDA-VETS or online at
www.fda.gov/reportanimalae.

CLINICAL PHARMACOLOGY:

Mode of action: Sirolimus is an immuno-
suppressant that targets and inhibits the
mammalian target of rapamycin C1 (mTORCT)
protein complex, a central regulator of cell
growth and nutrient response. Studies in
rodent models suggest mTOR inhibition by
sirolimus attenuates cardiac hypertrophy by
promoting autophagy, attenuating oxidative
stress and blocking pro-inflammatory
responses, thereby resulting in an
improvement in cardiac function in rodents.

Pharmacokinetics: In a laboratory safety
study in healthy adult cats after repeat oral
dosing of FELYCIN®-CA1 once per week for 24
weeks (See Target Animal Safety), mean
dose normalized maximum plasma
concentration (C,,,,) values decreased with an
increasing dose suggesting that absorption of
sirolimus may be saturated at higher dosing
levels in cats. The comparison between the
area under the curve from dosing
extrapolated to infinity (AUC, ) at Day O and
area under the curve from the time of dosing
to the last quantifiable concentration (AUC,,)
at Day 147 suggests the pharmacokinetics are
non-linear after multiple dosing.

At 0.38 mg/kg, accumulation was observed
between Days O and 147 with geometric

mean accumulation ratios for the C, ., and
area under the curve AUC , of 1.33and 1.62,
respectively.

Table 2. Arithmetic mean (* standard deviation) of sirolimus
pharmacokinetic parameters following the first administration of
FELYCIN®-CA1 (maximum proposed label dose 0.38 mg per kg body
weight) in male and female cats in a laboratory study.

Parameter Estimate
AUC,,(h*ng/mL) 288 198
Crrax(ng/mL) 220+15.8
t;,(h) 71.8 £42.0
T (D) 1.50 (1.00-12.0)
AUC,, = area under the curve from dosing to 168 hours
C..ax = Maximum plasma concentration

t,, = half-life

T e = time to maximum plasma concentration *Median (range)
REASONABLE EXPECTATION OF EFFECTIVENESS:

A reasonable expectation of effectiveness may be demonstrated
based on evidence such as, but not limited to, pilot data in the target
species or studies from published literature.

FELYCIN®-CAT1 is conditionally approved pending a full demonstration
of effectiveness.

Additional information for Conditional Approvals can be found at
www.fda.gov/animalca.

A reasonable expectation of effectiveness for FELYCIN®-CAT1 is based
on published scientific literature and results from a pilot field study
conducted at two US referral cardiology centers.

Published literature, including studies in a mouse model of concentric
left ventricular (LV) hypertrophy and in human patients following
cardiac transplantation, demonstrated that sirolimus decreased LV
hypertrophy and improved diastolic function.

Pilot Field Study: A well-controlled pilot field study enrolled a total of
43 cats of various breeds. The cats received either FELYCIN®-CAI at the
label dose of 0.3 mg/kg once weekly (n=15), FELYCIN®-CA1 at 0.6 mg/
kg once weekly (n=15), or placebo control tablets once weekly (n=13).

Cats ranged between 1and 12 years of age and weighed between 3.3
and 14 kg at enrollment; 37 of the 43 cats were male. Cats were
confirmed to have evidence of subclinical HCM prior to enroliment
based on echocardiographic findings of LV hypertrophy (LV wall
thickness of >6 mm at end diastole by 2D or M-mode assessment),
with no evidence of congestive heart failure (CHF), arterial
thromboembolism, or arrhythmias requiring specific anti-arrhythmic
therapy. Cats were ineligible if they were found to have evidence of
cardiogenic pulmonary edema, severe LV outflow tract obstruction (LV
outflow tract gradient <50 mmHg), clinically significant
tachyarrhythmias, cardiac disease other than HCM, systemic
hypertension, significant systemic disease, or were receiving long-term
corticosteroid treatment. Concomitant use of oral clopidogrel and/or
angiotensin-converting enzyme (ACE) inhibitors was permitted if
administered for at least 2 weeks prior to study enrollment. No new

cardiac medications were permitted during the study.

Exploratory analyses were conducted evaluating measures
of LV hypertrophy and left atrial dilation in addition to
comparing the relationship between disease progression/
response and baseline patient characteristics. Effectiveness
was based on changes in maximum wall thickness (MWT) of
the LV.

Of the 43 cats enrolled in the study, 36 cats were still enrolled
at the final evaluation on Day 180. Six cats (5 high dose and 1
control) were excluded due to the progression of heart
disease, death, or owner removal.

Echocardiographic values were comparable between the
three study groups at baseline. Following 180 days of
treatment, differences in LV MWT were evident. Cats treated
with 0.3 mg/kg (label dose) of FELYCIN®-CA1 had a lower
mean MWT and the difference between the 0.3 mg/kg
FELYCIN®-CAT group and the control group was statistically
significant across Day 60 and Day 180. No statistically
significant treatment effects were detected for other
echocardiographic values.

Within the 36 evaluable cases at Day 180, MWT decreased
by a mean value of 017 mm in the 0.3 mg/kg (label dose)
group (n=14). In contrast, MWT increased by a mean of 0.94
mm in the placebo group (n=12), and by 0.50 mm in the 0.6
ma/kg group (n=10).

TARGET ANIMAL SAFETY:

Margin of Safety Study: A 24-week laboratory margin of
safety study was conducted in 32 healthy laboratory cats,
aged 10 to 11 months at enroliment. Cats were randomized
into 4 groups of 8 cats with 4 male and 4 female cats in each
group. FELYCIN®-CA1 was administered at a dose of 0, 0.38,
113, and 1.88 mg/kg (0X, 1.3X, 3.8X, and 6.3X the label dose
of 0.3 mg/kg) for 24 weeks. Cats were dosed in a fed state
and cats in the control group were untreated. No clinically
significant effects on physical examination, food
consumption, bodyweight, or postmortem examination
parameters were identified.

Of the 24 cats that received FELYCIN®-CAL, 15 cats
experienced at least one transaminase value elevation (i.e.,
AST and ALT) during the course of the study. These cats
were in all 3 FELYCIN®-CA1 dosing groups and a dose-
response was not present. Transaminase elevations were not
observed in the control cats. Some of the elevations were
transient and/or mild (i.e,, less than 2X the upper limit of the
reference range). Four male littermates were found to have
the most severe elevations, with maximum AST values of 110
to 515 U/L (reference range 16 to 34 U/L) and maximum ALT
values of 255 to 4552 U/L (reference range 41to 160 U/L).
Transaminase elevations were recorded at the first
bloodwork collection time point (Day 26/27) after the
treatment initiation in 3 of the 4 littermates, and elevations

were present throughout the 24-week dosing period. All
affected cats remained clinically normal and postmortem
examination revealed no signs of liver pathology.

Pilot Safety Study: In a pilot laboratory study, 32 cats (11
males and 21 females, aged 2 to 5 years) were allocated to 4
groups of 8 cats. FELYCIN®-CA1 was administered 3 times
per week at doses of 0, 0.15, 0.45, or 0.75 mg/kg (0X, 1.5X,
4.5X, or 7.5X the label dose) for 4 weeks, followed by a
4-week recovery period. The clinical observations, physical
examinations, and body weight evaluations did not reveal
findings of clinical or toxicological significance during the
study. Mild transaminase elevations were observed in 8 of
the 24 cats receiving FELYCIN®-CA1. By Day 55, all ALT
values were within the reference range and AST values were
either within the reference range or showing a downward
trend after the discontinuation of treatment with FELYCIN®-
CAl

Vaccine Response Study: In a laboratory study, 20 healthy,
vaccine-naive cats (4 per sex in the control group and 6 per
sex in the treated group), approximately 4 months of age at
study initiation were administered FELYCIN®-CAT at O and
0.9 mg/kg (0X and 3X the label dose) once a week for 56
days (Days 0, 7,14, 21, 28, 35, 42, 49, and 56). Cats were
dosed in a fed state and the control cats were sham dosed. A
commercially available killed rabies vaccine was
administered to all cats on Day 29. All cats (control and
treated) in the study demonstrated an adequate immune
(serologic) response to the killed rabies virus vaccine on Day
57. The clinical observations, physical examinations, and
clinical pathology assessments revealed no clinically
significant abnormal findings.

HOW SUPPLIED:

FELYCIN®-CA! (sirolimus delayed-release tablets) 0.4 mg, 1.2
mg and 2.4 mg are enteric film-coated biconvex tablets,
plain on both sides.

FELYCIN®-CAT is supplied in a carton containing a child
resistant blister with 12 tablets.

STORAGE CONDITIONS:

Store at 20-25°C (68-77°F), excursions permitted between
15-30°C (59-86°F).
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PRN™ Pharmacal, Pensacola, FL 32514
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