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MODUCT INFORMATION'

RELIANT/2699

Treatment Group
Adverse Reacti

#xcluding Non-Drug  DynaCirc CR® (isradipine! Placebo
Bisted) (N=422) (N=188]
Bdema 15.2% 22%
Headache 13 0% 12.4%
Pleziness 47% 7%
Fatigue 4 3% 2.2%
Abdominal 28% 05%
Discomfort
Pushing 19% 0 5%
Constipation T 17% 00%
pitations 12% 00%
Nausea 12% 16%
Abdominal 12% 00%
Distention

DynaCire CR® tisradipine) Controlled Release Tablets
should be swallowed whole and should not be bitten or di-
vided.

The bioavailability (increased AUC) of immediate-release
DynaCirc® (isradipine) 18 increased in elderly patients
tabave 65 years of age), patients with hepatic functional 1m-
pairment, and patients with mild renal impairment. Ordi-
nanly, a starting dose of DynaCirc CR® (1sradmine) 5 mg
once-daly should be used 1n these patients

HOW SUPPLIED '

DynaCiré CR® (isradipine) Controlied Reloase Tablets:

6 mg: 'A light pink, round, standard biconvex and film
coated tablet Printing is in red with “DynaCirc CR” 1n &
semicircle with “5” centered below the semcircle.

Bottles of 30 controlled release tablets (NDC 65726-235-10)
10 mg: A beige, round, standard biconvex and film coated
tablet Printing is in red with DynaCnrc CR"ina 5em|mcle

%he following adverse expariences were reported in 0 5%
1.0% or less of DynaCirc CR® Gsradipine) or 1mmediste-
mlease DynaCirc® (1sradipine) treated patients in hyperten-
sive studies, or were noted in postmarketing experience
with immediate-release DynaCirc® (1sradipine) Capsules
More senous events are shown in 1talics The relationship of
these adverse experiences to isradipme ndmmnstmm 18
uncertain.
BKIN Pruntus, urticana, angioedema
MUSCULOSKELETAL. backache/pam, joint pam, neck
n/sore/stiff, legs ache/pain, cramps of lega/feet
PIRATORY: Dyspnea, nasal congestion, coughe.
CARDIOVASCULAR- Epistaxis, tachycardia, chest psin,
shortness of breath, hypotension, syncope, atral or ventric-
slar fibrillation, myocardial infarction, heart farlure
GASTROINTESTINAL: Diasrhea, vommng, appetite in-
treased or decreased.
UROGENITAL Pollakiuna, impotence, dysuns, nocturia
CENTRAL NERVOUS: Drowsiness, insomnis, lethargy,
nervousness, libido decrease/frigidity, impotence, depres-
#lon, paresthesia (which includes numbness and tingling),
fransient wschemic attuck, stroke.
AUTONOMIC' Dry mouth, hyperhidromna, visual distur-

hﬂCE

MISCELLANEOUS: Weight gain, throat discomfort, drug
faver, leukopenia, elevated Liver function tests.

No gastrointestinal bleeding has been reported m chmcal
tnals with DynaCire CR® (isradipine) C 1

Tablets

Io a long-term (one-year) DynaCirc CR® (isradipine) open-
label, hypertension tnal, the adverse events reported were
generally the same as those seen in the short-term placebo-
cwntrolled studies. About 8% of DynaCirc CR® (isradipine)
reated patients discontinued the long-term trial due to ad-
verse reactions.

With immediate-release DynaCirc® (sradipine) Capaules,
most of the adverse experiences were transment, mild, and
related to vasodalatory effects. The following table shows the
most common adverse events regon,ud in U.S. chnical tnals
for immediate-refease DynaCirc® (isradipine) Capaules, vol-
unteered or elicited, and dered by the to
be at least possibly drug related. .

{See second table at top of previous pagej

In open-label, long befm atudies of up to two years in durn,
ton with | DynaCire® (isradipine) Cag-
sules, the adverse experiences reported were generally the
same as those reported in the short-term controlled trals.
The overall frequenciea of these adverse events were
shightly higher in the long-term than in the controlled stud-
ies, but 10 the controlled studies most adverse reactions
were muld and trangent.

OVERDOSAGE

Although there is no well documented experience with
DynaCirc® (isradipine) overdosage, available dats suggest
that, as with other dihydropyridines, gross overdosage
would result in excessive peripheral vasodilation with sub-
sequent marked and probably prolonged systemic hypo-
tension. Clhimcally significant hypotension everdosage calls
for active cardiovascular support including monitoring of
cardiac and respiratory function, elevation of lower extrem-
ities and nttentmn to arculating flud volume and uririe out-
put A trictor (suchy as hrine, nor phrine,
or levarterenol) may be helpful in restoring vascular tone
and blood pressure, provided that there i8 no contramndica-
tian to 1ts use Since wradipine 18 highly protein bound, di-
alysis 1s not likely to be of benefit.

Sigmficant letHality was observed in mice given oral doses
of over 200 mg/kg and rabbits given about 50 mg/kg of
tsradipine Rats tolerated'doses of over 2000 mg/kg without
sffects on survival.

DOSAGE AND ADMINISTRATION

The dosage of DynaCirc CR® (1sradipine) Controlied Rel
Tablets should be indiwidualized The recommended imtial
dose of DynaCire CR® (18radipine) 18 5 mg once- daily as
monotherapy or in combmation with a thiande diuretie An
antihypertensive response usunally occurs within 2 hours,
with the peak antihypertensive response occurnng 8-10
hours post-dose; blood pressure reduction 1 maintamed for
at least 24 hours following drug admnistration. If neces-
dary, the dose may be adjusted 1n tncrements of & mg at 24
week intervals up to a maximum dose of 20 mg/day Ad-
verse experniences are mcreased n frequency above 10 mg/
day

g
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with “10” ¢ A below the
Bottles of 30 controlled release tablets (N'DC 65%238 j V)]

Store and Ditpenss:
Below 86°F (30*C) in a tight container, protected from mois-
ture and humidity
Rx only
Revised: June, 2007
Distributed by.
Reliant Pharmaceuticals, Inc
Liberty Corner, NJ 07938
Address Maedical Inguliries to:
Reliant Medical Inquiries
c/o PPD
2665 Meridian Parkway
Durham, NC 27713-2203
or Call: 877-311-7515
© 2007 Reliant Pharmaceuticals, Inc.
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LOVAZA™ B
Ho-va-z8)

{omega-3-acid ethy! esters)

Capsuies

DESCRIPTION

Lovaza, a hpid-regulating agent, 1s supplied as a liquid-
filled gel capsule for oral admmstration. Each one gram
capsule of Lovaza (omega-3-acid ethyl esters) contains at
least 800 mg of the ethyl esters of omega -3 fatty acids.
These are pred ly a combination of ethyl esters of
eicosapentaenoic acid (EPA - approximately 465 mg) and
docosahexaenoi¢ acid (DHA - approximately 375 mg).

The structural formula of EPA ethyl ester 18:

a
X 0™
¥ > =

The empirical formula of EPA ethyl ester is Cp,H3,0;, and
the molecular weight of EPA ethyl ester is 330 51.
The structural formula of DAA ethyl ester is

= 0
P = o/\
The empincs! formula of DHA ethyl ester is C, Hy,0,, and
the molecular-weight of DHA ethyl ester ia 356.56.
Lovasa capsules also cantain the following inactive ingredi-
ents: 4 mg a-tocopherol (in a cartier of partially hydroge-
nated vegetable oils including soybean oil), and gelatin,
glyeerol, and punfied water (components of the capsule
shetly,

CLINICAL PHARMACOLOGY
Mechanism of Action:
The mechamsm of action of Lovaza 1s not completely under-
stood Potential mechamsms of action include inhimtion of
acyl CoA.1,2-diacylglycerol acyltransferase, increased mito-
chondrial and peroxisomal 8-oxidation in the liver, de-
creased lipogenisis in the liver, and ncreased plasma hpo-
protein lipase activity. Lovaza may reduce the synthesis of
triglycerides (TGs) 1n the liver because EPA and DHA are
poor substrates for the enzymes responsible for TG synthe-
a1, and EPA and DHA inhibit esterifichtion of other fatty
acuds
Pharmacokinetic and Bioavailsbility Studies:
In healthy volunteers and in patients with hypertniglycert-
demia (HTG), EPA and DHA were absorbed when admims-
tered as ethyl esters orally. Omega-3-acids administered as
ethyl esters (Lovaza) induced sigmificant, dose-dependent
wncreases 1 serum phospholipid EPA content, though in-
creases in DHA content were less marked and not dose-
d dent when ad ed as ethyl esters Uptake of
EPA and DHA 1nto serum phosphohpids in subjects treated
with Lovaza was ndependent of age (<49 years vs =49
years) Females tended to have more uptske of EPA nto
serum phospholipids than males Pharmacokinetic data on
Lovaza 1n children are not available.
Drug Interactions:
Cytooh P45O-D. dent M Activi
The effect of a mixture of free fatty mds (FFA), EPA/DHA
and their FFA-albumin conjugate on cytochrome P450-
dependent monocoxygenase activities was asseésed 1n hu-
man hver microsomes. At the 28 pM concentration, FFA re-
sulted 1n a less than 32% wnhibition of CYP1A2, 2A8, 2C9,
2C19, 2D6, 2E1, and 3A. At the 23 uM concentration, the
FFA-alburain conjugate resulted in a less than 20% inhibr-
tion of CYP2A8, 2C19, 2D6, and 3A, with a 68% inhibition
being seen for CYPZE1. Since the free forms of the EPA and
DHA are und ble in the airculation (<1 pM), clinically
sxgmﬁcant drngdrug interactions due to inhibition of P450
EPA/DHA

are not ex-
pected in humans.

CLINICAL STUDIES

High Triglycerides: Add-on to HMG-CoA reductase inhibitor
therapy

The effects of Lovaza 4 g per day as add-on therapy to treat-
ment with simvastatin’ were evaluated v 8 randomized,
placebo-controlled, double-blind, parallel-group study of 264
adult patients (122 on Lovaza and 132 on placebo) wath per-
sistent high triglycendes (200-499 mg/dL) despite simva-
statin therapy (Table 1). Patients were treated with open-
label simvastatin 40 mg per day for 8 weeks prior to
randomization to control their LDL-C to no greater than
10% above NCEP ATP III goal and remained on this dose
throughout the study. Following the 8 weeks of open-label
treatment with sunvastatin, patients were randomized to
either Lovaza 4 ¢ per day or placebo for an additional 8
weeks with sumvastatin co-therapy. The median baseline
triglyceride and LDL-C levels in these patients were
268 mg/dL and 89 mg/dL, respectively. Median baseline
non-HDL-C and HDL-C levels were 138 mg/dL. and 45 mg/
dL, respectively.

The changes 1 the major hipoprotein hipid parameters for
the Lovaza plus simvastatin and the placebo plus simva-
statin groups are shown in Table 1.

{See table 1 below}

Lovaza 4 g per day sigmificantly reduced non-HDL-C, TG,
TC, VLDL-C, and Apo-B levels and increased HDL-C and
LDL-C from haseline relative to placebo.

Very High Triglycerides: Monotherapy

The effécts of Lovaza 4 g per day were asseesed In two ran-
domized, placebo-controlled, double-blind, parallel-group
studies of 84 aduit patients (42 on Lovaza, 42 on placebo)
with very high trglycenide levels (Table 2). Patients whose
baseline triglyceride levels were between 500 and
2000 mg/dL were enrolled in these two studies of 6 and 16

Continued on next page

Table 1i Response to the Addition of LOVAZA 4 g per day to On-going Simvastatin 40 mg per day Therspy
in Patients with High Triglycerides (200 to 499 mg/dL)

LOVAZA + Simvastatin Piacebo + Simvastatin
Nx122 N=132
Py Ditfarence P-Velue
BL EOT Median BL EOT Madian
% Change % Change

Non-HDL-C 137 123 -9.0 141 134 22 68 <0 0001
TG 268 182 -29.5 271 260 63 -23.2 <0 0001
TC 184 172 48 184 178 <17 31 <0.06
VLDL-C 52 37 -275 52 49 12 -20.3 <0.05
Apo-B 86 80 -4 2 87 86 -1.8 -2.3 <0 05
HDL-C 46 48 +3 4 43 44 -12 +4 6 <0.06
LDL-C 91 88 +0.7 88 85 28 +3.5 =0 05

BL = Baseline (mg/dL); EOT = End of Treatment (mg/dL), Median % Change = Median Percent Change from Baseline,
hfference = LOVAZA Median % Change - Placebo Median % Change

Find authenticated court documents without watermarks at docketalarm.com.
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Lovaza—Cont.

weeks duration The median triglycende and LDL-C levels
in these patients were 792 mg/dL and 100 mg/dL. respec-
tively Median HDL-C level was 23 0 mg/dL

The changes 1n the mayor hpoprotein hpid parameters for
the Lovaza and placebo groups are shown in Table 2

Table 2: Madian Baseline and Percent Change From
Bassiine in Lipid Paramaters in Patisnts with Very High

In some patients, Lovaza increased low-density hpoprotein
cholesterol (LDL-C) levels As with any lipud-regulating
product, LDL-C levels should be monttored perodically dur-
g Lovaza therapy
Drug Interactions.
Anticoagulants: Some studies with omega-3-acids demon-
strated prolongation of bleeding time. The prolongation of
bleeding time reported in these studies has not exceeded
normal limits and did net produce chimically significant
bleeding episodes Chmical studies have not been done to
thoroughly examine the effect of Lovaza and concomtant
anticoagulants Patients receiving treatment with both
Lovaza and anticoagulants should be momitored periodi-
Y
HMG-CoA reductase inhibitors: In a 14-day study of 24
healthy adult sub , daily d
statin 80 mg with Lovaza 4 g did not affect the extent (AUC)
or rate (C,,,,) of exposure to simvastatin or the major active
metaboht.e beta-hydroxy mmvast.at,m at steady state
P450-D d

Omega -3-fatty acid containing products have been shown to
increase hepatic concentrations of cytochrome P450 and ac-
twvities of certain P450 enzymes 1n rats The potential of
Lovaza to induce P450 activities in humans has not been
studied

TG Levels (=500 mg/dL}
LOVAZA Placebo
N=42 N=42
P Difference
BL % BL %
Change Change
TG 816 -44.9 788 +67 516
Non-HDL-C| 271 -138 292 -36 -10.2
TC 296 97 314 -17 -8.0
VLDL-C 175 -417 175 08 408
HDL-C 22 491 24 00 +91
LDL-C 89 +44 5 108 48 +49.3

BL = Baselne (mg/dL); % Chg = Median Percent Change
from Baseline, Difference = Lovaza Median % change -
Placebo Median % Change

Lovaza 4 g per day reduced median TG, VLDL-C, and non-
HDL-C levels and increased median HDL-C from baseline
relative to placebo Lovaza treatment to reduce very high
TG levels may result in elevations in LDL-C and non-
HDL-C 1n some individuals Patients should be monitored
to ensure that the LDL-C level does not increase exces-
sively

The effect of Lovaza on the risk of pancreatitis in pattents
with very high TG levels has not been evaluated

The effect of Lovaza on cardiovascular mortahty and mor-
bidity 1n patients with elevated TG levels has not been
determuned.

INDICATIONS AND USAGE

Very High Triglycerides

Lovaza is indicated as an adjunct to det to reduce triglycer-
ule (TG) levels in adult patients with very high (=500 mg/
dL) triglyceride levels.

Usage Considerations:

In individuals with hypertmglyceriderma (HTG), excess
body weight and excess alcohol intake may be important
contributing factors and should be addressed before initiat-
ing any drug therapy Physical exercise can be an important
ancillary measure. Diseases contributory to hyperlipidemia,
(such as hypothyroidism or diabetes mellitus) should be
looked for and adequately treated. Estrogen therapy, t.hu
zde diuretics, and beta blockers are

with massive rses in plasma TG levels In such cases, dis-
continuation of the specific etiologic agent, if medically in-
dicated, may obviate the need for specific drug therapy for
HTG

The use of liprd-regulating agents should be conmdersd only
when reasonable attempts have been made to obtain satis-
factory resuits with non-drug methods If the decsion s
made to use lipid-regulating agents, the patient should be
advised that use of lipid-regulating agents does not reduce
the importance of adhernng to diet (See PRECAUTIONS).

CONTRAINDICATIONS

Lovaza is contraindicated in patients who exhibit hypersen-
sitivity to any of this medication
PRECAUTIONS

Ganeral:

Initial Therapy: Laboratory studies should be performed to
ascertain that the patient’s TG levels are consistently ab-
normal before mstituting Lovaza therapy. Every attempt
should be made to control serum TG levels with appropriate
diet, exercise, weight loss 1n overwexght patlents and con-
trol of any medical probl (such as dunbet, and
hypothyroidism) that may be contributing to the patient’s
TG abnormalities. Medwatmm known to exacerbate HTG
(such as beta block and ) should be
discontinued or changed, if possible, before considering TG-
lowering drug therapy.

Continued Theraspy: Laboratory studies should be per-
formed periodically to measure the patient’s TG levels dur-
ing Lovaza therapy. Lovaza therapy should be withdrawn in
patients who do not have an adeguate response after 2
months of treatment.

Information for Patients:

Lovara should be used with caution n patients with known
sensitvity or allergy to fish. Patients should be advised that
use of hpid-regulating agents does not reduce the impor-
tance of adhering to diet.

Laboratory Tests:

In some patients, increases 1n alanine aminotransferase
(ALT) levels without a concurrent mcrease i aspartate
aminotransferase (AST) levels were observed. Alanine
aminotransferase levels should be monitored penodically
during Lovaza therapy

f will be d by and subr
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Carci. P noai of Fertility-
In a rat carcinogemaity study with oral gavage doses of 100,
600, 2000 mg/kg/day by oral gavage, meles were treated
with omega-3-acid ethyl esters for 101 weeks and femak

ADVERSE REACTIONS

Treatment»emergent adverse events reported n at least 3%
of patients treabed w1th Lovaza 4 g per day or placebe dw
g8 rand by trolled, double-blind, puf

group studies for H'T‘G are histed 1n Table 3 Adveme W
led to discontinuation of treatment mn 3.5% of pa
treated with Lovaza and 2 6% of patients treated
placebo

Table 3: Ady Events in Randomized, .
Piacebo-Controlled, Double-Blind, Parsilel-Group Studis
for Very High TG Levels (> 500 mg/dL) that Uud

for 89 weeks without an increased incidence of tumors (up
to 5 times human systemic exposures following an oral dose
of 4 g/day based on & body surface area companson) Stan-
dard hfetiune car 8 were not

in mice.
Omega-3-acid ethyl esters were not mutagenic or claato-
geme with or without metabolic activation 1n the b. !

mutagenesis (Ames) test with Salmonella typhimurium and
Escherwchia coli or 1n the chromosomal aberration assay 1n
Chinese hamster V79 lung cells or human lymphocytes
Omega-3-acid ethyl esters were negative 1n the in vivo
mouse mucronucleus assay

In a rat fertility study with oral gavage doses of 100, 600,
2000 mg/kg/day, males were treated for 10 weeks prior to
mating and females were treated for 2 weeks prior to and
throughout mating, g ion and 1 No adverse ef-
fect on fertility was observed at 2000 mg/kg/day (5 times hu-
man systemic exposure following an oral dose of 4 g/dey
based on a body surface area companson)

Pregnancy Catsgory C:

There gre no adequate and well-controlled studies in preg-
nant women It is unknown whether Lovaza can caunse fetal
harm when administered to a pregnant woman or can affect
reproductive capacity. Lovaza should be used dunng preg
nancy only if the potential benefit yustifies the p 1 nisk
to the fetus

Omega-3-acid ethyl esters have been shown to have an em-
bryoaidal effect in pregnant rats when given in doses result-
mg in exposures 7 times the recommended human dose of 4
g/day based on a body surface area companson.

In female rats given oral gavage doses of 100, 600, 2000 mg/
kg/day beginning two weeks prior to mating and continuing
through gestation and lactation, no adverse effects were ob-
served in the high dose group (5 times human systemic ex-
posure following an oral dose of 4 g/day based on body sur-
face area companson)

In pregnant rats given oral gavage doses of 1000, 3000,
6000 mg/kg/day from gestation day 6 through 15, no ad-
verse effects were observed (14 times human systemic expo-
sure following an oral dose of 4 g/day based on a body sur-
face area compansan)

In pregnant rats given oral gavage dmes of 100, 600,
2000 mg/kg/day from gestation day 14 through I

LOVAZA 4 g per Day
LOVAZA | Piscebs®
ation of simva- | BODY SYSTEM N=226) | (NoB3E
Adverse Event n % n .
Subjects with at least 1
Activities. | 8dverse event B0 | 354 63 | ¥k
Body as a whole
Back pan b 22 3
Flu syndrome 8 35 3
Infection ‘10 44 5
Pain 4 1.8 3
Cardiovascular
Angina pectoris 3 i3 2
Dgestive -
Dyspepaia 7 31 8
B " Eructation 11 49 5
Skin
Rash 4 18 1
Speaal senses
Taste perversion 6 2.7 0

Adverse events were coded using COSTART, versiok
Subjects were counted only once for each body systei
for each preferred term

* Placebo was corn ol for all studies

Additional adverse events reported by 1 or more M
from 22 chmcal studies for HTG are hsted below
BODY AS A WHOLE  Enlarged abdomen, asthenia,
odor, cheat pain, c}ulls suicide, fever, generahzed
fungal i | neck pain, 2
arthritis, and sudden death
CARDIOVASCULAR SYSTEM. Arrhythmia, bypsss #
gery, cardiac arrest, hyperlipemia, hypertension,
myocardial infarct, myocardial ischemua, occlusion,
eral vascular disorder, syncape, and tachycardia
DIGESTIVE SYSTEM  Anorexia, constipation, dry
dysph. colitis, fecal i gastrms

1tis, gastr 1 disorder, i d appetite, inf
obstruction, melena, pancreatitis, tenesmus, and
HEMATOLOGIC-LYMPHATIC SYSTEM:
adenopathy .
INFECTIONS AND INFESTATIONS  Viral infectisi.
METABOLIC AND NUTRITIONAL DIS
Edema, hyperglycenua, d ALT, and
MUSCULOSKELETAL SYSTEM: Arthralg,
myalgia, pathological fracture, and tendon disorder.
NERVOUS SYSTEM- Central nervous system
depression, dizziness, emotional lability, facial pa
somnis, vasodilatation, and vertigo
RESPIRATORY SYSTEM Asthma, bronchitis
cough, dyspnea, epistaxis, laryngitis, pharyngitis,
nua, rhuntis, and sinusitis

day 21, no adverse effects were seen at 2000 mg/kg/day (5
tames the human systemic exposure following an ora! dose
of 4 g/day based om & body surface area comparison), How-
ever, decreased live births (20% reduction) and decreased
survival to postnatal day 4 (40% reduction) were observed
n & dose-ranging study using higher doses of 3000 mg/kg/
day (7 times the human systemic exposure following an oral
dose of 4 g/day based on a body surface area comparson)
In pregnant rabbits given oral gavage doses of 375, 750,
1500 mg/kg/day from geatation day 7 through 18, no find-
1ngs were observed in the fetuses in groupe given 375 mg/
kg/day (2 times human systemic exposure following an oral
dose of 4 g/day based on a body surface area comparison)
However, at higher doses, enidence of maternal toxicity was
observed (4 times human systemic exposure following an
oral dose of 4 g/day based on a body surface area
<comparison).

Nursing Mothers

It 18 not known whether omega-3-acid ethyl esters are ex-
creted i human milk Because many drugs are excreted in
human milk, caution shouid be exercised when Lovaza 1s
administered to a woman who 15 breastfeeding

Pediatric Use:

Safety and effectiveness in pediatric patients under 18
years of age have not been estabhished

Gerlatric Use:

A hmited number of patients over 65 years of age were en-
rolled 1n the clinical studies Safety and efficacy findings in
subjects over 60 years of age did not appear to differ from
those of subjects less than 60 years of age

editions

SKIN. Al eczema, pruritus, and sweating
SPECIAL SENSES. Cataract.

UROGENITAL SYSTEM. Cervix disorder, en:
carcinoma, epididymitis, and impotence. e
DRUG ABUSE AND DEPENDENCE .
Lovaza does not have any known drug abuse or wit
effects.
OVERDOSAGE
In the event of an overdese, the patient should be #
symptomatically, and general supportive care mess
stituted, as required

DOSAGE AND ADMINISTRATION
Patienta should be placed on an appropnate hpui
diet before receiving Lovara, and should continue
during treatment with Lovaza. In chimeal studm;,
was admnistered with meals

The daily dose of Lovaza is 4 g per day. The daily
be taken as a single 4-g dose (4 capsules) or as two
(2 capeules given twice daily)

HOW SUPPLIED
Lovaza (omega-3-acid ethyl esters) capsules are sup
1-gram tr soft-gelatin les filled

yellow oil and bearmg the designation REL900 1o
60 (NDC 65726-425-15) and 120 (NDC 65726-425
Recommendaed Storage: A
Btore at 25°C (77°F), excursions permitted to 5%
{69°-86°F) {see USP Controlied Room ’lbmpemturd,
freeze Keep out of reach of chuldren.

Rx only
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PRODUCT INFORMATION

RELIANT/2701
Revised: June 2007 Table 1: Analysis of tachycardia-free period (days) from Day 1 of randomization
Pistributed by:
Reliant Pharmaceuticals, Inc. RYTHMOL SR Dose
Liberty Corner, NJ 07938
Address Medical Inquiries to: 225 mg BID 325 mg BID 425 mg BID Placebo
Reliant Medical Inquines (N = 126) (N = 135) (N =136) (N = 126)
oo PPD Parameter n (%) n (%) n (%) n (%)
#5855 Merdian Parkway " N
Purham, NC 27713-2203 Patients completing with terminating eventt 66 (52) 56 (41) 41 (30) 87 (69)
¢ Call: 877-311-75156
4251F-13 ¢ ison of tachycardis-free pericds
4252713 . .

;‘RINzTBD IN USA Kaplan-Meier Median 1nz 291 * 41
£ 2007 Rehant Pharmaceuticals, Inc.

Shown tn Product Identification Guide, page 329 Range 0-285 0-293 0 - 300 0-289

p-Value (Log-rank test) 0014 < 00001 < 00001 —
RYTHMOL® SR B Hazard Ratio compared to placebo 067 0.43 035 -
;’7"""}"” o d reloase 95% CI for Hazard Ratio (0.49, 093) (0 31, 0.61) (0.24, 0 51) —
CAPSULES * Fewer than 50% of the patients had events. The median time is not calculable
t Terminating events compnsed 91% atnal fibrillation, 5% atrial flutter, and 4% PSVT.

DESCRIPTION
RYTHMOL S fe hydrochloride) i trar- 5
rhythr:uc dmgﬂsézgf:d?:Oer;ienﬂes?iel::see g a(n a‘)x;?x;g‘ ntr infusions (loading dose of 2 mg/kg | differences are greater, with slow metabolizers attaining

325 and 425 mg for oral administration.
The structural formula of propafenone HCl 18 given below:

@mgm@

MWWNMP&CHM; HCH

CoiHarNO; +HG MW =377 92

2{2-Hydroxy-3-(propylamina)
“propoxy}-3-pi
hydrochionde

Propafenone HCL has some structural similarities to beta-
blocking agents. Propafenone HCI occurs as colorless crys-
tals or white crystalline powder with a very bitter taste. It 18
slightly soluble 1n water (20°C), chloroform and ethanol.
Rythmol SR are capsules filled with cylindrical-shaped 2 x
2mm mucrotablets contaming propafencne and the follow-
ing mactive ingredients antifoam, gelatin, hypromellose,
red ron oxyde, magnesium stearate, shellae, sodium lauryl
sulfate, sodium dodecy! sulfate, soy lecithin and titanium
dioxide

CLINICAL PHARMACOLOGY

Mechanism of Action:

Propafenone 18 a Class 1C antiarrhythmic drug with local
gnesthetic effects, and a direct stabhizing action on my

| ate release tablets. In extensive

over 10 mm+ followed by 2 mg/min for 30 mn) that gave
mean plasma concentrations of 3.0 yg/mL (a dose that pro-
duces plasma levels of propafenone greater than does rec-
ommended oral dosing), showed significant mcreases n pul
monary capillary wedge pre: and p y
vascular resistances and dapresslon of cardiac output and
cardmc index.

Lot

and Metaboli
Abcorptlon/ﬂlanvomblllty Maximal plasma levels of
are three to eight hours fol-
lowmg the admmistration of RYTHMOL SR. Propafenone s
known to undergo extensmive and saturable presystemic bio-
t.ransformatmn whxch resuh;s 1n a dose and dosage form de-
hity; e.g., a 150 mg immediate
re\ease tablet had an absolute bicavailability of 3 4%, while
a 300 mg mmmediate release tablet had an absolum b~
availability of 10.6%. Absorption from a 300 mg solution
dose was rapid, with an absolute bicavailability of 21.4%. At
still larger doses, above those recommended, bioavailability
of propafenone from immediate release tablets increased
still further
Relative oavailability assessments have been performed
between RYTHMOL SR capsules and RYTHMOL di-

concentrations about three to four times higher than exten-
sive metaboli In bolizers, saturation of
the hydroxylation pathway (CYP2D$) results in greater-
than-linear increases in plasma levels following administra-
tion of RYTHMOL SR capsules. In slow metabolizers,
pr phar ics are linear. B the dif-
ference decreases at high doses and 18 mitigated by the lack
of the active 5-hydroxy metabolite in the slnw metabohzem
and b steady@tate di are d after four
to five days of dosing in all patients, the recommended dos-
ing regimen of RYTHMOL SR is the same for all patients.
The large inter-subject vanability in blood levels require
that the dose of the drug be titrated carefully in patients
with close attention pawd to chnical and ECG evidence of
toxcity (s»ee DOSAGE AND Anms'rmmom
The 5-hydroxypr and norpropafe it
have electrophysiologic properties similar to propafenone n
witro. In man after admnistration of RYTHMOL SR, the
5-hydroxypropafenone metabolite 1s usually present in con-
centrations less than 40% of propafenone. The
norpropafenone metabolite 18 usually present i concentra-
tions less than 10% of propafenone
Inter-Subject Var

bolizers, the bioavail
abihty of propafenone from the SR formulation was less
than that of the diate release for ion as the more
gradual release of propafenone from the prolonged-release
preparations resulted in an increase 1 overall first pass me-

dial membranes The electrophysiological effect of
fests iself 1n a red of upstroke ve-
hclty (Phase 0) of the monophasic action potential. In Pur-
kinje fibers, and to a lesser extent myocardial fibers,
propafenone reduces the fast inward current carried by so-
dium 1ons. Dhastolic excitabihity lhreshold 18 mcreased and
effective refractory period prolk d Propafi
spontaneous automaticity and depresses tnggered actvity
Studies 1 anesthetized dogs and isolated organ prepara-
tions show that propafenone has beta-sympatholytic activ-
ity at about 1/50 the putency nfpropranolo] Chnieal studies
employing i enol ch testing after
single doses of propafenone mdlcate a beta-adrenergic
blocking potency (per mg) about 1/40 that of propranolel in
man In clinieal trals with the immediate release formula-
tion, resting heart rate decreases of about 8% were noted at
the higher end of the therapeutic plasma concentration
range. At very high con -ations (e vitro, prop can
inhibit the slow inward current carried by calerum, but this
ealaum antagomist eifect probably does not contribute to an-
tiarrhythmc efficacy. B ", prop hibits a va-
nety of cardiac potassium currents n iz vitro studies tie
the transient outward, the delayed rectifier, and the mward
rectifier current) Propafenone has local anesthetic activity
approximately equal to procaine. Compared to prop

tabol bolism) As a result of the increased first
pass effect, higher daily deses of propafenone were requured
from the SR formulation relative to the immediate releage
formulation, to obtain similar exposure to propafenone. The
relative bioavailability of propafenone from the 325 twice
daily regimens of RYTHMOL SR approximates that of
RYTHMOL immediate release 150 mg three times daily
regimen. Mean exposure to 5-hydroxypropafenone was
about 20-25% higher after SR capsule admimistration than
after immediate-release tablet admimstration.

Food increased the exposure ta propafenone 4-fold after sin-
gle dose administration of 425 mg of RYTHMOL SR. How-
ever, in the multiple dose study 425 mg dose BID), the dif-
ference between the fed and fasted state was not sigmficant.
Distripution: Following intravenous admimstration of
propafenone, plasma levels decline in a br-phasic manner
consistent with a twe compartment pharmacokinetic model.
The average distribution half-life corresponding to the first
phase was about five minutes. The volume of the central
compartment was about 88 liters (1 1 L/kg) and the total
volume of about 252 liters.

In serum, propafenone 18 greater than 95% bound to pro-
tewns within the concentration range of 0.5 — 2 pg/mL Pro-
tein binding decreases to about 88% in patients with severe
hepatic dysfunction.

the mam bolite, 5-hydroxypr has similar so-
dium and calcium channel activity, but about 10 times less
beta-blocking activity (N-depropylpropafenone has weaker
sodium channel activity but equivalent affimty for beta-
receptors).

Electrophysiology:

Electrophysiology studies in patients with ventricular
tachycardia (VT) have shown that propafencne prolongs
atrioventncular (AV) conduction while having little or no ef-
fect on smus node function Both atrioventricular (AV) nodal
conduction time (AH interval) and Fhs-Purkime eonduction
time (HV interval) are prolonged Propafenone has little or
no effect on the atrial functional refractory period, but AV
nodal functional and effective refractory periods are pro-
jonged In patients with Wolff-Parkinson-White (WPW) syn-
drome, RYTHMOL immediate relesse tablets reduce con-
duction and increase the effective refractory period of the
accessory pathway in both directions (see ADVERSE RE.-
ACTIONS/Electrocardiograms),

Hemodynamics:

Studies in humans have shown that propafenone exerts a
negative motropic effect on the myocardium Cardiac cath-
eterization stodies 1n patients with muderatelg impaired
ventneular funetion (mean C 1 = 261 LAmin/m?). utihzing

DOCKET
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i admumstration of RYTHMOL SR to slow and extensive me- !

| ing concentrations about twice those of the extensive
| metabolizers at daily doses of 850 mg/day At low doses the

Metasbol, There are two genetically determined pat-
terns of propafenone metabolism. In over 90% of patients,
the drug is rapdly and extensively metabolized with an
elimination half-life from 2-10 hours These patients me-
tabohze propafenone into two active metabolites 5-
hydroxypropafenone which is formed by CYP2D6 and N-
depropylpropafenone (norpropafenone} which s formed by
both CYP3A4 and CYP1AZ. In less than 10% of patients,
metabohsm of propafencne 1s slower because the 5-hydroxy
metabolite 18 not formed or 15 mammally formed. In these
patients, the estimated propafenone elimmnation half-life
ranges from 10-32 hours. Decreased ability to form the
5-hydroxy metabohte of propafenone 1s associated with a di-
hed ability to metabolize debrisoquine and a vanety of
ather drugs such as encainide, metoprolol, and dextrometh-
orphan whose metabolism 1s mediated by the CYP2D6 1s0-
zyme In these patients, the N-depropylp: metab-
olite occurs in quantities comparable to the levels occurring
n extensive metabolizers.
As a consequence of the observed differences in metabohism, |

tabohzers results in sigmficant differences in plasma con-
centrations of propafé , with slow metabol s achiev-

With pr there 1s a iderable degree of inter-
subject varability i pharmacokinetics which 18 due
large part to the first pass hepatic effect and non-linear
pharmacokinetics 1n extensive metabolizers. A higher de-
gree of inter-subject variability in pharmacokinetic param-
eters of propafenone was observed following both single and
multiple dose admunstration of RYTHMOL SR capsules.
Inter-subject variability appears to be substantially less n
the poor metabolizer group than in the extensive metabo-
lizer group, suggesting that a large portion of the variability
18 intrinsic to CYP2D6 polymorphism rather than to the for-
mulation.

The clearance of propafenone 1s reduced and the ehmmnation
half-hife 1creased in patients with mgmﬁcam hepatic dys-
function (see PRECAUTIONS). Decreased iver functmn
algo increases the b lability of p:

bioavailability assessments have not been determmed for
the RYTHMOL SR capsule formulation. Absolute boavail-
ability of RYTHMOL 1mmediate release tablets has been
demonstrated to be inversely related to indocyanmme green
clearance, reaching 60-70% at clearances of 7 ml/min and
below.

Stereochemistry:
RYTHMOL s a racemic mixture. The R- and S-enantiomers
of propafe display ster lective di ion character-

1stics in vitro and in vwo studies have shown that the
R-1somer of propafenone 15 cleared faster than the S-1somer
via the 5-hydroxylation pathway (CYP2DS). This results in
a higher ratio of S-propafenone to R-propafenone at steady
state. Both have equivalent potency to block
sodum channels; however, the S-enantiomer 15 a more po-
tent & than the R Following admin-
wstration of RYTHMOL immediate release tablets or
RYTHMOL SR capsules, the S/R ratio for the area under
the plasma concentration-time curve was about 1.7 The S/R
ratios of propafe b d after ad of 225,
325 and 425 mg RYTHMOL SR are independent of dose. In
addition, no difference in the average values of the S/R ra-
ti0s 15 evident between genotypes or over time

Clinical Trials:

RYTHMOL SR has been evaluated 1n patients with a his-
tory of electrocardiographically d d recurrent ep:-
sodes of symptomatic atnal fibnllation in two randomized,
double-blind, placebo controlled tnals

RAFT: In one US multicenter study (Rythmol SR Atrial Fi-
brillation Trial, RAFT), three doses of RYTHMOL SR
1225 mg BID, 325 mg BID and 425 mg BID) and placebo
were compared 1n 523 patients with symptomatie, episodic
atrial fibnllation The patient population in this tnal was
59% male with a mean age of 83 years, 91% White and 6%
Black The patients had a median history of atrial fibrilla-
tion of 13 months, and documented symptomatic atnal fi-

Continued on next page
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