STAVACOR’

Pravastatin Sodium tablets

QUALITATIVE & QUANTITATIVE DESCRIPTION
PRAVASTATIN SODIUM is one of a new class of lipid- Invu.nm. cum-

mothers. Pravastatin should be administered to women of childbearing
age only when such patients are highly unlikely to conceive and have
been informed of the potential hazards. If the patient becomes pregnant
while taking this class of drug, therapy should be discontinued immediately
and the patient apprised of the potential hazard to the fetus.

WARNINGS

Liver Enzymes: HMG-CoA reductase inhibitors, like some other lipid-low-
ering therapies. have been iated with biochemical abnormalities of liver

pounds, the HMG-CoA reductase inhibit which reduce chol
biosynthesis. These agents are competitive inhibitors of 3-hydroxy-3- muhvl-
glutaryl-coenzyme A (HMG-CoA) reductase, the enzyme catalyzing the
early rate-limiting step in cholesterol biosynthesis, conversion of HMG-CoA
to mevalonate.

STAVACORY is available for oral administration as 10 mg brownish-pink
scored tablets, 20 mg brownish-yellow round scored tablets and 40 mg
y h-green round scored tablets. Each STAVACOR™ tablet contains 10
mg, 20 mg or 40 mg of the active pravastatin sodium. The tablet core excipi-

: 7

function. Overall, clinical trial experience showed that liver function test

abnormalities observed during pravastatin therapy were usually asympto-

matic, not associated with cholestasis, and did not appear to be related to

treatment duration.

It is recommended that liver function tests be performed prior to the ini-

tiation of therapy, prior to the elevation of the dose, and when otherwise

clinically indicated.

Active liver disease or are
to the use m in. Caution should be exercised when

ents are: croscarmellose sodium, lactose, oxide, mag;
stearate, microcrystalline cellulose, and povidone. The 10 mg tablet also con-
tains red ferric oxide, the 20 mg tablet also contains yellow ferric oxide and
the 40 mg tablet also contains green lake blend (mixture of D&C yellow No.
10 Aluminum lake and FD&C blue No. 2 Aluminum lake).
INDICATIONS AND USAGE

Therapy with PRA\ ASTATIN SOD]UM should be considered in those indi-
viduals at increased risk for ath is-related clinical events as a func-
tion of cholesterol level, the presence or absence of coronary heart disease,
and other risk factors.

Primary Prevention of Coronary Events: In hypercholesterolemic patients
without clinically evident coronary heart disease, PRAVASTATIN SODI-
UM is indicated to:

- Reduce the risk of myocardial infarction

- Reduce the risk of undergoing myocardial revascularization procedures

- Reduce the risk of cardiovascular mortality with no increase in death from
non-cardiovascular causes.

Secondary Prevention of Cardiovascular Events: In patients with clinically
evident coronary heart disease, PRAVASTATIN SODIUM is indicated to:

- Reduce the risk of total mortality by reducing coronary death
- Reduce the risk of myocardial infarction

- Reduce the risk of undergoing myocardial revascularization p

pravastatin is administered to panems who have a recent history of liver dis-
case, have signs that may suggest liver disease (e.g., unexplained amino-
transferase elevations, jaundice), or are heavy users of alcohol. Such patients
should be closely monitored, started at the lower end of the recommended
dosing range, and titrated to the desired therapeutic effect.
Patients who develop increased transaminase levels or signs and symptoms
of liver disease should be monitored with a second liver function evaluation
to confirm the finding and be followed thereafter with frequent liver function
tests until the abnormality(ies) return to normal. Should an increase in AST
or ALT of three times the upper limit ol normal or greater persist, withdraw-
al of in therapy is
Skeletal Muscle: Rare cases of rhabdomyolysis with acute renal failure
secondary to myoglobinuria have been reported with pravastatin and
other drugs in this class. Uncomplicated myalgia has also been reported in
pravastatin-treated patients. Myopathy, defined as muscle aching or muscle
weakness in conjunction with increases in creatine phosphokinase (CPK) val-
ues to greater than 10 times the upper normal limit, was rare (<0.1%) in
pravastatin clinical trials. Myopathy should be considered in any patient with
diffuse myalgias, muscle tenderness or weakness, and/or marked elevation of
CPK. Patients should be advised to report promptly unexplained muscle pain,
or K , particularly if accompanied by malaise or fever.

- Reduce the risk of stroke and stroke/transient ischemic attack (TIA)

- Slow the f of coronary ath

H)perllpldemla PRAVASTATIN SODIUM is indicated as an adjunct to
diet to reduce elevated Total-C, LDL-C, Apo B, and TG levels and to
increase HDL-C in patients with primary hypercholesterolemia and mixed
dyslipidemia (Fredrickson Type Ila and IIb).

PRAVASTATIN SODIUM is indicated as adjunctive therapy to diet for the
treatment of patients with elevated serum triglyceride levels (Fredrickson
Type IV).

PRAVASTATIN SODIUM is indicated for the treatment of patients with pri-
mary dysbetalipoproteinemia (Fredrickson Type I1I) who do not respond ade-
quately to diet.

PRAVASTATIN SODIUM is indicated as an adjunct to diet and life-style
modification for treatment of HeFH in children and adolescent patients ages
8 years and older if after an adequate trial of diet the following findings are
present.

LDL-C remains > 190 mg/dL or LDL-C remains > 160 mg/dL and;

- there is a positive family history of premature cardiovascular disease or

- two or more other CVD risk factors are present in the patient.
Lipid-altering agents should be used in addition to a diet restricted in saturat-
ed fat and cholesterol when the response to diet and other nonpharmacologi-
cal alone has been inad

Pravastatin therapy should be discontinued if markedly elevated CPK
levels occur or p or ct Pr in therapy
should also be temporanly mthheld in any patient experiencing an acute
or serious i predisp to the of renal failure sec-
ondary tor ysis, e.g., sepsis; hyp major surgery; trau-
ma; severe metabolic, endocrine, or electrolyte disorders: or uncontrolled
epilepsy.

The risk of myopathy during treatment with another HMG-CoA reductase
inhibitor is increased with concurrent therapy with either erythromycin,
cyclosporine, niacin, or fibrates. However, neither myopathy nor significant
increases in CPK levels have been observed in three reports involving a total
of 100 post-transplant patients (24 renal and 76 cardiac) treated for up to two
years concurrently with pravastatin 10-40 mg and cyclosporine. Some of
these patients also received other concomitant immunosuppressive therapies.
Further, in clinical trials involving small numbers of patients who were treat-
ed concurrently with pravastatin and niacin, there were no reports of myopa-
thy. Also, myopathy was not reported in a trial of combination pravastatin (40
mg/day) and gemfibrozil (1200 mg/day), although 4 of 75 patients on the
combination showed marked CPK elevations versus one of 73 patients
receiving placebo. There was a trend Im\md more frequent CPK elevations

Pnor m mmanng therapy with pravasmlm. secondary causes mr it
d idis

and patient w due to p in the group
i as pared with the groups receiving place-
i bo, brozil, or p i h . The use of fibrates alone may

(c g.. poorly iabetes mellitus, hypothy

) obstructive liver disease, other drug
lhempy. dlwhohsm) should be excluded, and a lipid profile performed to
measure Total-C, HDL-C, and TG. For patients with triglycerides (TG) <400
mg/dL (4.5 mmol/L), LDL-C can be estimated using the following equa-
tion: LDL-C=Total-C - HDL-C - 1/5 TG

For TG levels >400 mg/dL (>4.5 mmol/L) lhlb equation :\ less accurate and
LDL-C should be det by ation. In many
hypertriglyceridemic patients, LDL-C may be low or normal despnc elevated
Total-C. In such cases, HMG-CoA reductase inhibitors are not indicated.
Lipid determinations should be performed at intervals of no less than four
weeks and dosage adjusted according to the patient's response to therapy
After the LDL-C goal has been achieved, if the TG is still > 200 mg/dL, non-
HDL-C (Total-C minus HDL-C) becomes a secondary target of therapy.
Non-HDL-C goals are set 30 mg/dL higher than LDL-C goals for cach risk
category.

At the time of hospitalization for an acute coronary event, con\idcration can
be given to initiating drug therapy at discharge if the LDL-C is > 130 mg/dL
(see National Cholesterol Education Program Treatment Guidelines).

Since the goal of treatment is to lower LDL-C. the NCEP that

d with myop: . The use of pravas-
tatin and I'brates should be avoided unless the benefit of further alter-
ations in lipid levels is likely to outweigh the increased risk of this drug
combination.
PRECAUTIONS
General: PRAVASTATIN SODIUM may elevate creatine phosphokinase
and transaminase levels. This should be considered in the differential diagno-
sis of chest pain in a patient on therapy wnh pravastatin
gous Familial Hyper : Pravastatin has not been evalu-
ated in patients with rare h familial hyp . In this
group of patients, it has been reported that HMG-CoA reductase inhlbnors are
less effective because the patients lack functional LDL receptors.
Renal Insufficiency: A single 20 mg oral dose of pravastatin was adminis-
tered to 24 patients with varying degrees of renal impairment. No effect was
observed on the pharmacokinetics of pravastatin or its 3(alpha)-hydroxy iso-
meric metabolite (SQ 31,906). A small increase was seen in mean AUC val-
ues and half-life (t;,5) for the inactive enzymatic ring hydroxylation metabo-
lite (SQ 31,945). Given this small sample size, the dosabg administered, and
the degree of |nd|v|dua| variability, patients with renal impairment who are

LDL-C levels be used to initiate and assess treatment response. Only if LDL-
C levels are not available, should the Total-C be used to monitor therapy.

As with other lipid-lowering therapy, PRAVASTATIN SODIUM is not indi-
cated when hyper ia is due to h (ele-
vated HDL-C).
CONTRAINDICATIONS
H i to any P of t

Active liver disease or unexplained, per elevations in liver function te:
Pregnancy and Lactation. Atherosclerosis is a chronic process and discon-
tinuation of lipid-lowering drugs during pregnancy should have little impact
on the outcome of long-term therapy of primary hypercholesterolemia.
Cholesterol and other products of cholesterol biosynthesis are essential com-
ponents for fetal development (mcludmb synthesis of steroids and u.ll e

branes). Since HMG-CoA red decrease chol
and possibly the synthesis of other biol ly active sub derived
from chol I, they are indicated during p y and in nursing

receiving p should be closely monitored.

Information for Patients: Patients should be advised to report promptly

unexplained muscle pain, tendemess or weakness, particularly if accompa-

nied by malaise or fever.

Drug Interactions: /) e Drugs, Gemfibrozil,

(Nicotinic Acid), F) : see Wdrnim,\ skeletal muscle.

Cytochrome P450 344 Inhil : In vitro and in vivo data indicate that
in is not boli P450 3A4 to a clinically sig-

mhcanl extent. This has been shown in studies with known cytochrome P450

3A4 hibi ()lhu les of cytoct P450 3A4 i include

Niacin

and eryth
Diltiazem: Steady-state lc»cls ofdlltlazem (a known, weak inhibitor of P450
3A4) had no effect on the pharmacokinetics of pravastatin.

Itraconazole: The mean AUC and Cmax for pravastatin were increased by
factors of 1.7 and 2.5, respectively, when given with itraconazole (a polem
P450 3A4 inhibitor which also inhibits p-glycoy transport) as

to placebo. The mean t},; was not affected by itraconazole, suggesting that




the relatively small increases in Cmax and AUC were due solely to increased

bioavailability rather than a decrease in clearance, with
of p-glycoprotein transport by uracommlc
Antipyrine: Since c: of p had no effect on

the clearance of antipyrine, interactions with other drugs metabolized via the
same hepatic cytochrome isozymes are not expected.
Cholestyramine/Colestipol: Concomitant administration resulted in an
approximately 40 to 50% decrease in the mean AUC of pravastatin.
However, when pravastatin was administered | hour before or 4 hours after
ghnluslyrdmmn or 1 hour before LU]L\(XPOI and a standard meal, there was no
clinically significant decrease in ilability or therapeutic effect.
Warfarin: Concomitant administration of 40 mg pra\asmun had no clinical-
ly significant effect on proth bin time when admini; d in a study to nor-
mal elderly subjects who were stabilized on warfarin.
Cimetidine: The AUCy.12p for pravastatin when given with cimetidine was
not significantly different from the AUC for pravastatin when given alone. A
significant L[lﬁkl’&l’lke was obur\ud between lhc AUC's for pravastatin when
given with ¢ idine compared to when ad d with antacid.
Digoxin: In a Lm“u\er trial m\olvmg I8 healthy male subjects given 20 mg
astatin and 0.2 mg digoxin concurrently for 9 days, the bioavailability
of digoxin were not affected. The AUC of pravastatin tended to
se. but the overall bi ilability of | plus its bolites SQ
Jl.‘)()b and SQ 31,945 was not altered.
Cyclosporine: Some investigators have measured cyclosporine levels in
patients on pravastatin (up to 20 mg), and to date, these results indicate no
clinically meaningful elevations in cyclosporine levels. In one single-dos
study, pravastatin levels were found to be increased in cardiac transplant
patients receiving cyclosporine.
Gemfibrozil: In a crossover study in 20 healthy male volunteers given con-
comitant single doses of pravastatin and gemfibrozil, there was a significant
decrease in urinary excretion and protein binding of pravastatin. In addition,

tatin-treated patients in placebo-controlled trials of up to 4 months duration
are as follows: chest pain, rash, nausea/vomiting, diarrhea, abdominal pain,
constipation, flatulence, heartburn, fatigue, localized pain. myalgia,
headache, dizziness, urinary abnormality, cough.

Postmarketing Experience: In addition to the events reported above. as with
other drugs in this class, the following events have been reported rarely dur-
ing postmarketing experience with PRAVASTATIN SODIUM, regardless of
causality assessment:

k I: Myopathy. rhab \
Nervous System: Dysfunction of cendm cranial nerves (including alteration

Musc

of taste, of ex . facial paresis), peripheral
nerve palsy.
[l_mer.vfnmn'ln" Anuphylaxns. Iupus erythematosus-like ~ syndrome,

der . vasculitis, purpura, hemolyti
positive ANA. ESR mcuase arthritis, arthralgia, asthenia, photo-
sensitivity, chills, malaise, toxic epid I lysis, erythema f
including Stevens-Johnson syndrome.
Gastrointestinal: Pancreatitis, hepatitis, including chronic active hepatitis,
cholestatic jaundice, fatty change in liver, cirrhosis, fulminant hepatic necro-
sis, hepatoma.
Dermatologic: A variety of skin changes (e.g., nodules, discoloration, dry-
ness of mucous membranes, changes to hair/nails).
Reproductive: gynecomastia.
Laboratory Abnormalities: Elevated alkaline phosphatase, and bilirubin; thy-
roid function abnormalitie:
Laboratory Test Abnormalities: Increases in serum transaminase (ALT,
AST) values and CPK have been observed.
Transient, asymptomatic eosinophilia has been reported. Eosinophil counts
usually returned to normal despite continued therapy. Anemia, thrombocy-
topenia, and leukopenia have been reported with HMG-CoA reductase
inhibitors.

there was a significant increase in AUC, Cma, and Tmax for the pravastatin
metabolite SQ 31,906. Combination therapy with pravastatin and gemfibrozil
is generally not recommended.
In interaction studies with aspirin, antacids (1 hour prior to PRAVAS-
TATIT\ SOD]LM) umcudme lm otinic acid, or probucol, no statistically
s in b bility were seen when PRAVASTATIN
SODIUVI was, ddmmlslered
Endocrine Function: HMG- CoA red interfere with choles-
terol synthesis and lower la hol | levels and, as such, might
theoretically blunt adrenal or gunadal steroid hormone production. Results of
clinical trials with pravastatin in males and post-menopausal females were
inconsistent with regard to possible effects of the drug on basal steroid hor-
mone levels. In a study of 21 males, the mean testosterone response to human
chorionic gonadotropin was significantly reduced (p<0.004) afier 16 weeks
of with 40 mg of p . However, the percentage of patients
\Imwmb a > 50% n:,c m plasma testosterone after human chorionic
did not change significantly after therapy in the

concurrently with

Therapy: has been
cholestyramine, colestipol, nicotinic acid, probucol and gemfibrozil.
Preliminary data suggest lhal the addition of cither pruhucul or gemhbruzll to
lherapy with | or pi is not ass d with greater reds
in LDL-cholesterol than that achieved with lovastatin or pravastatin alone.
No adverse reactions unique to the combination or in addition to those previ-
ously reported for cach drug alone have been reported. Myopathy and rhab-
domyolysis (with or without acute renal failure) have been reported when
another HMG-CoA reductase mhlbuur was used in combination with
drugs, er in, or lipid-I ing
doses of nicotinic acid. ((mcomnam therapy wnh HMG- CoA reductase
inhibitors and these agents is generally not recommended.
Pediatric Patients: In a two year double-blind placebo-controlled study
involving 100 boys and 114 girls with HeFH, the safety and tolerability pro-
file of pravastatin was generally similar to that of placebo.
OVERDOSAGE
To date. there has been limited experience with overdosage of pravastatin. If
an dose occurs, it should be treated symptomatically with laboratory

patients. The effects of HMG-CoA reductase i on
and fertility have not been studied in adequate numbers of patients. The
effects, if any, of pravastatin on the pituitary-gonadal axis in pre-menopausal
females are unknown. Patients treated with pravastatin who display clinical
evidence of endocrine dysfunction should be evaluated appropriately.
Caution should also be exercised if an HMG-CoA reductase inhibitor or other
agent used to lower cholesteml ]LVL]\ dmlnlstered to pauenl\ also receiv-
ing other drugs (e.g., idine) that may
diminish the levels or activity of steroid hormones.
In a placebo-controlled study of 214 pediatric patients with HeFH, of which
106 were treated with pravastatin (20 mg in the children aged 8-13 years and
40 mg in the adolescents aged 14-18 years) for two years, there were no
detectable differences seen in any of the endocrine parameters [ACTH, corti-
sol, DHEAS, FSH, LH, TSH, estradiol (girls) or testosterone (boys)] relative to
placebo. There were no detectable differences seen in height and weight
changes, testicular volume changes, or Tanner score relative to placebo.
Pregnancy: Safety in pregnant women has not been established. Pravastatin
was not teratogenic in rats at doses up to 1000 mg/kg daily or in rabbits at
doses of up to 50 mg/kg daily. afety in pregnant women has not been
established and there is no apparent benefit to lhcmpy wnh PRAVASTATIN
SODIUM during pregnancy, should be i
as soon as pregnancy is recognized. PRAVASTATIN SODIUM should be
d to women of child-bearing potential only when such patients are
highly unlikely to conceive and have been informed of the potential hazards.
Nursing Mothers: A small amount of pravastatin is excreted in human breast
milk. Because of the potential for serious adverse reactions in nursing infants,
women taking PRAVASTATIN SODIUM should not nurse.
Pediatric Use: The safety and effectiveness of PRAVASTATIN SODIUM in
children and adolescents from 8-18 years of age have been evaluated in a place-
bo-controlled study of two years duration. Patients treated with pravastatin had an
adverse experience profile generally similar to that of patients treated with place-
bo with influenza and headache commonly reported in both treatment groups.
Doses greater than 40 mg have not been studied in this population. Children
and adolescent females of childbearing potential should be counseled on appro-
priate contraceptive methods while on pravastatin therapy.
Geriatric Use: The beneficial effect of pravastatin in elderly subjects in
reducing cardiovascular events and in modifying lipid profiles was similar to
that seen in younger subjects. The adverse event profile in the elderly was
similar to that in the overall population. Other reported clinical experience
has not identified differences in responses to pravastatin between elderly and
younger patients.
ADVERSE REACTIONS
Pravastatin is generally well tolerated; adverse reactions have usually been
mild and transient. In 4-month long placebo-controlled trials, 1.7% of pravas-
tatin-treated patients and 1.2% Ofpldcch(\ treated patients were discontinued
from treatment because of adverse experiences attributed to study drug ther-
apy; this difference was not statistically significant.
Adverse Clinical Events: Short-Term Controlled Trials: All adverse clin-
ical events (regardless of attribution) reported in more than 2% of pravas-

monitoring and supportive measures should be instituted as required.
DOSAGE AND ADMINISTRATION

The patient should be placed on a standard cholesterol-lowering diet before
receiving PRAVASTATIN SODIUM and should continue on this diet during
treatment with PRAVASTATIN SODIUM.

PRAVASTATIN SODIUM can be administered orally as a single dose at any
time of the day, with or without food. Since the maximal effect of a given
dose is seen within 4 weeks, periodic lipid determinations should be per-
formed at this time and dosage adjusted according to the patient's response to
therapy and established treatment guidelines.

Adult Patients: The recommended starting dose is 40 mg once daily. If a
daily dose of 40 mg does not achieve desired cholesterol levels, 80 mg once
daily is recommended. In patients with a history of significant renal or hepat-
ic dysfunction, a starting dose of 10 mg daily is recommended.

Pediatric Patients: Children (Ages 8 to 13 vears, Inclusive): The recom-
mended dose is 20 mg once daily in children 8 to 13 years of age. Doses
greater than 20 mg have not been studied in this patient population.
Adolescents (Ages 14 to 18 years): The recommended starting dose is 40 mg
once daily in adolescents 14 to 18 years of age. Doses greater than 40 mg
have not been studied in this patient population.

Children and adol, treated with p. should be d in
adulthood and appropriate changes made to their cholesterol-lowering regi-
men to achieve adult goals for LDL-C. In patients taking immunosuppressive
drugs such as cyclosporine concomitantly with pravastatin, therapy should
begin with 10 mg of pravastatin once-a-day at bedtime and titration to high-
er doses should be done with caution.
Most patients treated with this bi
dose of 20 mg/day.

Concomitant Therapy: The lipid-lowering effects of PRAVASTATIN
SODIUM on total and LDL chol are enl d when bined with a
bil id-binding resin. When ing a bile-acid-binding resin (e.g.,
cholestyramine, colestipol) and pravastatin, PRAVASTATIN SODIUM
should be given either 1 hour or more before or at least 4 hours following the
resin.

STORAGE CONDITIONS

Store in a dry place below 30°C, protected from light. Do not refrigerate.
Do not use after expiry date.

Keep Medicament out of reach of children.
PRESENTATION

STAVACOR" Tablets 10 mg in blister pack of 30's.
STAVACOR" Tablets 20 mg in blister pack of 30’s.
STAVACOR™ Tablets 40 mg in blister pack of 30's.
Manufactured in Zouk Mosbeh Lebanon by
ALGORITHM S.A.L.
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