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day 7 of drug therapy. The duration of drug therapy should
be for a minimum of 1 week and should not exceed 4 weeks.
(See CLINICAL STUDIES and following Note.)

In the treatment of tinea cruris (jock itch) or tinea corporis
(ringworm), Lamisil® Cream, 1% (terbinafine hydrochlo-
ride cream) should be applied to cover the affected and imme-
diately surrounding areas once or twice daily until clinical
signs and symptoms are significantly improved. In many
patients this occurs by day 7 of drug therapy. The duration of
drug therapy should be for a minimum of 1 week and should
not exceed 4 weeks. (See CLINICAL STUDIES and following
Note.)
Note:
Many patients treated with shorter durations of therapy (1-2
weeks) continue to improve during the 2-4 weeks after drug
therapy has been completed. As a consequence. patients
should not be considered therapeutic failures until they have
been observed for a period of 2-4 weeks off therapy. /See
CLINICAL STUDIES).

If successful outcome is not achieved during the post-treat-

ment observation period. the diagnosis should be reviewed.

HOW SUPPLIED

Lamisil® Cream, 1% {terbinafine hydrochloride cream)
Tubes of 15 grams +NDC 0078-0170-40)

Tubes of 30 grams (NDC 0078-0170-46

Store between 5° and 30°C +41°and 86°F).

CLINICAL STUDIES

In the following data presentations. the term “successful
outcome’ refers to those patients evaluared at a specific time

point, who had both negative mycological results tculture
and KOH preparation’ and a tota/ ciinical score of less than
2. The clinical score is the sum of the scores of each sign and

symptom graded on a scaie from O=absent to 3=severe.
Mean clinical scores at entry ranged from 8~11 in the pivotal |
clinical trials. AH studies included. ar a minimum, clinical

evaluation of ervthema. desquamarion. and pruritus.
A. Tinea Pedis

In 3 studies of Lamisil # Cream. 1¢ iterbinafine hydrochlo-
ride cream) used B.LD. in the treatment of tinea pedis. 2 :

(combined in the table below! were vehicle-controlled (pla-

cebo) evaluations of 1 week treatment duration. The third .
study (see following table' was of 4 weeks therapy compared -

to another active drug.

[See table above.]

8. Tinea Corporis/Cruris

Two studies {(combined below! compared Lamisil-® Cream.
1% (terbinafine hydrochloride cream! to vehicle tplacebo).
applied once daily for 1 week in the treatment of tinea corpo-
ris/cruris.

In the following table. sites of infection are separated into 2
groups: (1) tinea corporis and (2) tinea cruris. Patients with
mixed tinea corporis:cruris are included in both groups.

Successful Qutcomes after
1 Week of Therapy

At 1wk At 4 wks.
Disease Drug fend of Rx) {8 wk /up)
o 21 83¢%
Lamisil & (7.33) (25/30)
Corporis
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. 43% 92%
Lamisil& (21/49) (45/49)
Cruris '
; : 7708
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LESCOL® B
{fluvastatin sodium) -
Capsules

Caution: Federal law prohibits dispensing without pre-
scription.

The following preseribing information is based on official
labeling in effect on August 1, 1994.

DESCRIPTION

Lescol® ifluvastatin sodium), is a water soluble cholesterol
lowering agent which acts through the inhibition of 3-hy-
droxy-3-methylglutaryl-coenzyme A (HMG-CoA) reductase.

Fluvastatin sodium is [R* ,S* (E){+)-7- [3«(4-fluorophe-
nyl)-1-(1-methylethyl-1 H-indol -2- y1]-3,5-dihydroxy-6-hep-

tenoic acid, monosodium salt. The structural formula is:

Na™

Cy4HssENO,- Na Mol. wt. 433.46
This molecular entity is the first entirely synthetic HMG-
CoA reducrase inhibitor. and is in part structurally distinct
from the fungal derivatives of this therapeutic class.
Fluvastatin sodium is a white to pale vellow, hygroscopic
powder soluble in water, ethanol and methanol. Lescol ®
ifluvastatin sodium; is supplied as capsules containing fluva-
statin sodium. equivalent to 20 mg or 40 myg of {luvastatin.
for orai administration.

Active Ingredient: fluvastatin sodium

Inactive Ingredients: gelatin. magnesium stearate, micro-
crystailine cellulose. pregelatinized starch. red iron oxide.
sodium lzuryl sulfate. tale. titanium dioxide, veilow iron
oxide. and other ingredients.

May Alse Include: benzyl alcohol. black iron oxide, butyi-
parapen. carboxymethylcellulose sodium. edetate calcium
disodium. methylparaben. propylparaben. silicon dioxide
and sodium prepionate. .

CLINICAL PHARMACOLOGY 5,

v of clinicai studies have dethonstrated that elevated
of zotal cholesterol (Total-C). low density lipoprotein
roi +LDL-C). and apolipoprotein B (a membrane
transport compiex for LDL-C) promote human atherosciero-
is. Similariy. decrsased levels of HDL-cholesterol { HDL-C)
ansport compiex, apolipoprotein A, are associated
¢ development of atherosclerosis. Epidemioiogic in-
vestigations have established that cardiovascular morbidity
and morsality vary directly with the level of Totai-C and
LDL-C and inversely with the level of HDL-C. The Lipid Re-
search Ciinics Coronary Primary Prevention Trial +LRC-
CPPT. was a muiticenter. randomized. double-blind study
invoiv: 3.306 asymptomatic middle-aged men in the
United States with Type II hyperlipoproteinemia treated
! with diet and cholestyramine. Resuits of this trial demon-
strated that a statistically significant reduction of 19% in
the incidence of definite myocardial infarction and: or coro-
nary heart disease death was associated with an 8¢ decrease
. in bicod dholesterol and 119 decrease in LDL-C levels. In
i other muiticenter ciinical trials, those pharmacologic and/
or nonpharmacologic interventions that simultaneously
lowerea LDL-C and increased HDL-C also have reduced the
rate of vardiovascular events (both fatal and nonfatal myo-
cardial infarctions:

In patients with hypercholesterolemia. treatment with Les-
col & ifiuvastatin sodium) reduced Toral-C, LDL-C, and
apolipoprozein B. Lescol & (fluvastatin sodium) aiso moder-
ately reduced trigiycerides (TG) while producing an increase
in HDL-C of variable magnitude. The agent had no consis-
tent effect on either Lpia) or fibrinogen. The effect of fluva-
statin sodium-induced changes in lipoprotein levels on the
evolution of atherosclerosis has not been established.
Mechanism of Action

Lescol & ifluvastatin sodium) is a competitive inhibitor of
HMG-CoA reductase, which is responsible for the conversion
of 3-hydroxy-3-methyl-glutaryl-coenzyme A (HMG-CoA) to
mevalonate, a precursor of sterols, including cholesterol. The
inhibition of cholesterol biosynthesis reduces the cholesterol
in hepatic cells. which stimulates the synthesis of LDL recep-
tors and thereby increases the uptake of LDL particles. The
end result of these biochemical processes is a reduction of the
plasma cholesterol concentration.
Pharmacokinetics/Metabolism

Lescol & (fluvastatin sodium) is administered orally in the
active form. Fluvastatin is absorbed rapidly and completely
{98%] following oral administration to fasted volunteers. In
a fed state, even up to 4 hours post prandial, the drug is also
completely absorbed, but-at a reduced rate (C,y,,, is reduced

815, 31

Continued on next page

Consult 1995 supplements and future editions for revisions




>

2166/PHYSICIANS' DESK REFERENCE@

Sandoz—Cont.

by 40%-709). The action of HMGR inhibitors occurs within
the liver. The absolute systemic bioavailability for this drug
class is low. The absoluie bioavailability of fluvastatin fol-
lowing a 10 mg oral dose was 24z (range 9$¢-50%). At doses
above 20 mg, fluvastatin exhibits nonlinear kinetics, at least
in the fasting state, resulting in dose normalized AUC values
20%-40% higher than expected for the 40 mg dose. The vol-
umne of distribution (VD) for the drug is calculated to be 34.4
liters. More than 984% of the circulating drug is bound to
plasma proteins, 2nd this binding is unaffected by drug con-
centration.

Biotransformation pathways for fluvastatin include: a) hy-
droxylation of the indole ring at the 5- and 6-positions; b)
N-dealkylation; and ¢) beta-oxidation. The major circulating
blood components are fluvastatin and the pharmacologically
inactive N-desisopropyl-propionic acid metabolite. The hy-
droxylated metabolities have pharmacological activity but
do not circulate systemically. Both enantiomers of fluvasta-
tin are metabolized in a similar. manner resulting in only
minor differences in systemic expesure.

Following administration of ®H-fluvastatin sodium to
healthy volunteers, excretion of radioactivity was about 5%
in the urine and 906z in the feces. with the parent, fluvasta-
tin, accounting for less than 2¢¢ of the total radioactivity
excreted. The plasma clearance for fluvastatin in man is
calculated tc be 39.2 = 4.4 liters per hour. Steady-siate
plasma concentrations show no evidence of fluvastarin accu-
mulation following administration of 40 mg daily; however,
after 6 days of dosing with 40 mg H-fluvastatin sodium solu-
tion, total radioactivity—which inciudes parent compound
and pharmacologically inactive metabolites—accumulated
by a factor of 2 based on C;, values. Following oral adminis-
tration of 20 mg of fluvastatin sodium, the beta elimination
half-life for fluvastatin is 1.2 hours \range 0f 0.53-3.1 hours).
The bioavailability of Lescol& (fluvastatin sodium) 20 mg
capsules is equivalent to a solution of fluvastatin sodium
except that the time to peak under fasted conditions is about
0.7 hours following administration of the capsule compared
to about 0.4 hours for the solution. Following ingestion of a
single 20 mg Lescol'& (fluvastatin sodium) capsule under
fasted conditions, measurable plasma concentrations of
fluvastatin appear systemically within 10 minutes after dos-
ing and reach a peak of.147 = 86 ng/mL a1t 0.66 = 0.3 hours.

Lescol® (fluvastatin Sodium), like the other HMGR inhibi- |

tors, has variable systemic bioavailability. The coefficient of
variation (based on the inter-subject variability) was
479%-57% for AUC, and 58%-59% for Cpax-

Results from an overnight pharmacokinetic evaluation fol-
lowing steady-state administration of Lescol® (fluvastatin
sodium) with the evening meal or 4 hours after the evening
meal for 15 weeks showed that administration of fluvastatin
sodium with the evening meal results in a rwo-fold decrease
in Cpa, and more than a twe-fold increase in t,,, as com-
pared to patients receiving the drug 4 hours after the eve-
ning meal. No significant difference in AUC was observed
between the 2 treatment groups. and there were no differ-
ences in the lipid-lowering effects of fluvasiatin sodium ad-
ministered with the evening meal or 4 hours after the eve-
ning meal. ’ .

The effects of gender and age on the pharmacokinetics of
fluvastatin sodium were evaluated in 4 patient subgroups;
voung and elderly males and females. All patients were ad-
ministered 20 mg fluvastatin daily, at least 2 hours after the
evening meal, for 21 days. Results from an overnight phar-
macokinetic evaluation indicate that for the general patient
population plasma concentrations of fluvastatin do not vary
either as a function of age or gender. Due to their generally
smaller body weight, young female patients show higher
fluvastatin plasma concentrations after administration of
1040 mg of fluvastatin compared to young males.

Since fluvastatin is eliminated primarily via the biliary
route and is subject to significant presystemic metabolism,
the potential exists for drug accumulation in patients with
hepatic insufficiency. In a single-dose study the kinetics of
fluvastatin sodium in subjects with cirrhosis (n=11) and in
healthy age- and sex-matched subjects (n=11) were com-
pared. The mean AUC and C,,,, parameters were about 2.5
times higher in the subjects with hepatic insufficiency.
There was a 28% decrease in plasma clearance and a 31%
smaller volume of distribution. No apparent difference was
observed in the plasma elimination half-lives for the 2
groups. Caution should be exercised when fluvastatin so-
dium is administered to patients with a history of liver dis-
ease or heavy alcohol ingestion (see WARNINGS),

Clinical Studies oo T :
Lescol® (fluvastatin sodium) has been studied in 4 con-
trolled Phase 3 trials. These studies involved 1605 North
American patients with Type Ila or IIb hyperlipoprotein-
emia. Lescol® (fluvastatin sodium) was administered to
946 patients in these trials of 24-54 weeks duration, In the
largest single randomized study with Lescol® (fluvastatin
sodium) (n=292), treatment at a dose of 20 mg QPM resulted

4. 1 and stihae:

in a highly significant decrease in LDL-C of 22.29% after 9
weeks of study. In the largest single study (n=210) of pa-
tients randomized to 40 mg daily and limited to FH patients,
a mean LDL-C reduction of 24.0% was observed. Reductions
in Apo B were also seen as a result of treatment with Les-
col® (fluvastatin sodium). Small but statistically significant
increases in HDL-C and corresponding decreases in TG were
also noted. No consistent effect on Lp(a) was found.

INDICATIONS AND USAGE
Lescol® (fluvastatin sodium) is indicated as an adjunct to
diet in the treatment of elevated total cholesterol (total-C)
and LDI-C levels in patients with primary hypercholesterol-
emia (Type Ila and IIb) whose response to dietary restriction
of saturated fat and cholesterol and other nonpharmacologi-
cal measures has not been adequate.
Therapy with lipid-altering agents should be considered only
after secondary caises for hyperlipidemia such as-poorly
controlled diabetes mellitus, hypothyroidism, nephrotic syn-
drome, dysproteinemias, obstructive liver disease, other
medication, or alcoholism, have been excluded. Prior to initi-
ation of fluvastatin sodium, a lipid profile should be per-
formed to measure Total-C, HDL-C and TG. For patients
with TG <400 mg/dL (< 4.5 mmol/L), LDL-C can be esti-
mated using the following equation:

LDL - C = Total-C — HDL-C — % TG
For TG levels > 400 mg/dL (> 4.5 mmol/L), this equation is
less accurate and LDL-C concentrations should be deter-
mined by ultracentrifugation. In many hypertriglyceridemic
patients LDL-C may be low or normal despite elevated
Total-C. In such cases, Lescol® (fluvastatin sodium) is not
indicated.
Lipid determinations should be performed at intervals of no
less than 4 weeks and dosage adjusted according to the pa-
tient’s response to therapy.
The National Cholesterol Education Program (NCEP) Treat-
ment Guidelines are summarized below:

LDL-Cholesterol mg/dL {mmol/L)
Definite Two or More
Atherosclerotic  Other Risk Initiation

Disease* Factors** Level Goal
NO NO 2190 <160
(24.9) (<4.1)
NO YES =160 <130
(=24.1) (<3.4)
YES YES or NO 2130 <100
(234) (£2.8)

* Coronary heart disease or peripheral vascular disease
(including symptomatic carotid artery disease).

** Other risk factors for coronary heart disease (CHD) in-
clude: age (males: > 45 years; females: > 55 years or pre-
mature menopause without estrogen replacement ther-
apy); family history of premature CHD; current cigarette
smoking; hypertension; confirmed HDL-C <35 mg/dL
(<0.91 mmol/L); and diabetes mellitus. Subtract one risk
factor if HDL-C is 260 mg/dL (2 1.6 mmol/L).

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

recommends that the 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.

Ciassification of Hyperiipoproteinemias

Lipid Elevations

Lipoproteins

Type Elevated Major Minor
I (rare) Chylomicrons TG 1 - C
1la LDL C —_
b - LDL, VLDL C TG
I (rare) IDL . C/TG —
v VLDL TG t-C
V (rare} Chylomicrons, VLDL TG t-C
C = cholesterol

TG = triglycerides

LDL = low density lipoprotein

VLDL = very low density lipoprotein

IDL = intermediate density lipoprotein

Lescol® (fluvastatin sodium) has not been studied in condi- |

tions where the major abnormality is elevation of chylomi-
crons, VLDL, or IDL (i.e. hyperlipoproteinemia Types I, ITI,
IV, or V).

The effect of fluvastatin sodium-induced changes in lipopro-
tein levels on cardiovascular morbidity or mortality has not
been established. .

CONTRAINDICATIONS . i _
Hypersensitivity to any component of this medication.
Lescol® (fluvastatin sodium) is contraindicated in

it editions

‘ported in a paiient receiving placebo.
. Myopathy should be considered in any P8

patients with active liver disease or Unex
sistent  elevations in  serum trapg,
WARNINGS).

Pregnancy and Lactation
Atherosclerosis is a chronic process ang disey, N
lipid-lowering drugs during pregnancy Shoulg
impact on the outcome of long-term thérapy of o
percholesterolemia. Cholesterol and othey Prod :
lesterol biosynthesis are essential Componentg P
velopment (including synthesis of steroids .and?f
branes). Since HMG-CoA reductase inhibitors 4 !
lesterol synthesis and possibly the synthesis of o
cally active substances derived from cholestery],
cause fetal harm when administered to Pregnanfid
Therefore, HMG-CoA reductase inhibitorg are BAyel
cated during pregnancy and in nursing mothers. g
sodium should be administered to women of %
age only when such patients are highly unlikely’
and have been informed of the potentia| hazardy
tient becomes pregnant while taking this clag of
apy should be discontinued and the patient app
potential hazard to the fetus,

WARNINGS
Liver Enzymes
Biochemical abnormalities of liver funciion haye
ciated with HIMG-CoA reductase inhibitors and yigy
lowering agents, A small number of patients
Lescol® (fluvastatin sodium) in United States g s
trials (N=17, 1.1%) developed persistent elevationy
aminase levels to more than 3 times the upper B}
mal. Ten of these patients {0.7%) were discon
therapy. Most of these (10/17) abnormalities o
the first 6 weeks of treatment and resolved rapdf
treatment values. In a long-term open-label e
5 of 824 (0.69%) patients exposed to Lescol® (s
dium) at a dose of 40 mg developed persistent t
elevations. Only 2 of these patients were discon
the study. The majority of these abnormal biocher
ings were asvmptomatic. '
It is recommended that iiver function tests be
before the initiation of treatment, at 6 and'1
initiation of therapy or elevation in dose, and
thereafter (e.g.. semiannually). Liver enzyme chagg
ally occur in the first 3 months of treatment’i-@
(fluvastatin sodium). Patients who develop in
aminase levels should be monitored with a secor
tion evaluation to confirm the finding and be fo]]
after with frequent liver function tests untl the
ity(ies) return to normal. Should an increasei
of three times the upper limit of normal or grealef
withdrawal of fluvastatin sodium therapy is
Active liver disease or unexplained transamina®
are contraindications to the use of Lescol® (i
dium) (see CONTRAINDICATIONS). Caution
cised when fluvastatin sodium is administe
with a history of liver disease or heavy alcohl
CLINICAL PHARMACOLOGY: Pharmaco
lism). Such patients should be closely monita
Skeletal Muscle

Rhabdomyolysis with renal dysfunstion
globinuria has been reported with other d
To date, this has not occurred with fluvasts!
opathy, defined as muscle aching or musclé
junction with increases in creatine phosp
values to greater than 10 times the upper
has been reported in 1 fluvastatin sodium ¥
was related to physical exertion. An additi

myalgias, muscie tenderness or weaknés%
elevation of CPK, Patients should be 2
promptly unexplained muscle pain, t?ﬂde
particularly if accompanied by malaise 0F;
sodium therapy shouid be discontinl{?d it
CPK levels occur or myopathy is dieg
Fluvastatin sodium therapy should als0 283
held in any patient experiencing 8“,99“{”
dition predisposing to the developme™ 43
secondary to rhabdomyolysis, e.g- °
major surgery; trauma; severe metabol®,
trolyte disorders; or uncontrolled eplle .
The risk of myopathy during treatmes!
CoA reductase inhibitor was found t0
with either cyclosporine, gemfibrozb =
cin is administered concurrently. ,‘
served in a clinical trial in 74 pahie®
who were treated with fluvastatin
niacin. t o '
Uncomplicated myalgia has been 0
patients treated with Lescol® (fluva
indistinguishable from placebo.
The use of fibrates alone may occasio®
myopathy. The combined use of
fibrates should generally be avoided
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CNS Toxicity

CNS effects. as evidenced by decreased activity, ataxia, loss
of righting reflex, and ptosis were seen in the following ani-
mal studies: the 18-month mouse carcinogenicity study at
50 mg: kg/day, the 6-month dog study at 36 mg/kg/day, the
6-month hamster study at 40 mg/kg/day, and in acute, high-
dose studies in rats and hamsters (50 mg/kg), rabbits
(300 mgrkg) and mice (1500 mg/kg). CNS toxicity in the
acute high-dose studies was characterized (in mice) by con-
spicuous vacuolation in the ventral white columns of the
spinal cord at a dose of 5000 mg/kg and (in rat) by edema
with separation of myelinated fibers of the ventral spinal
tracts and sciatic nerve at a dose of 1500 mg/kg. CNS toxic-
ity, characterized by. periaxonal vacuolization, was observed
in the medulla of dogs that died after treatment for 5 weeks
with 48 mg/kg/day; this finding was not observed in the re-
maining dogs when the dose level was lowered to 36 mg/kg/
day. CNS vascular lesions, characterized by perivascular
hemorrhages, edema, and mononuclear cell infiltration of
perivascular spaces, have been observed in dogs treated with
other members of this class. No CNS lesions have been ob-
served after chronic treatment for up to 2 vears with fluva-
statin in the.mouse (at doses up to 350 mg/kg/day), rat (up to
24 mg/kg/day), or dog tup 10 16 mg/kg/day).
Carcinogenesis, Mutagenesis, Impairment of Fertility

A 2-year study was performed in rats at dose levels of 8, 9,
and 18-24 (escalated after 1 vear) mg.’kg/day. These treat-
ment levels represented plasma drug levels of approximately
9, 13. and 26-35 times the mean human plasma drug concen-
tration after a 40 mg oral dose. A low incidence of fore-
stomach squamous papillomas and 1 carcinoma of the fore-
stomach at the 24 mg/kg/day dose level was considered to
reflect the prolonged hyperpiasia induced by direct contact
exposure to fluvastatin sodium rather than to a systemic
effect of the drug. In addition. an increased incidence of thy-
roid follicular cell adenomas and carcinomas was recorded

for males treated with 18-24 mg kg day. The increased inci-
dence of thyroid follicular ceil neoplasm in male rats with
fiuvastatin sodium appears to be consistent with species spe-
cific findings from other HMG-CoA reductase inhibitors. In
contrast to other HMG-CoA reductase inhibitors. no hepatic
adenomas or carcinomas were observed.

The carcinogenicity study conducted in mice at dose levels of
0.3. 15 and 30 mg/kg/day revealed. as in rats, a statistically

lomas in males and females at 30 mg: kg. day and in females
at 15 mg/kg/day. These treatment levels represented
plasma drug levels of approximately 0.03. 2, and 7 times the
mean human plasma drug concentration after a 40 mg oral .
dose.

No evidence of murtagenicity was observed in vitro, with or
without ratliver metaboiic activation, in the following stud-
ies: microbial mutagen tests using mutant strains of Salmo-
nella typhimurium or Escherichia coii: malignant transfor- |
mation assay in BALB/3T3 cells: unscheduled DNA synthe- |
sis in rat primary hepatocytes: chromosomal aberrations in
V79 Chinese Hamster cells: HGPRT V79 Chinese Hamster
cells. In addition. there was no evidence of mutagenicity in
vivo in either a rat or mouse micronucieus test.

In a study in rats at dose levels for females of 0.6. 2 and 6 mg/
kg/day and for males at 2. 10 and 20 mg/kg/day fluvastatin
sodium had no adverse effects on the fertility or reproductive
performance at any of the dose levels studied. A study in
which female rats were dosed during the third irimester at
12 and 24 mg/kg/day resulied in marternal mortality at or
near term and postpartum. In addition. fetal and neonatal
lethality were apparent. No effects on the dam or fetus oc-
curred at the low dose level of 2 mgskg/day. A second study
at levels of 2, 6, 12 and 24 mg/kg/day confirmed the findings
in the first study. A modified Segment III study was per-
formed at dose levels of 12 or 24 mg/kg/day with or without
the presence of concurrent supplementation with mevalonic
acid. a product of HMG-CoA reductase which is essential for
cholesterol biosynthesis. The concurrent administration of
mevalonic acid completely prevented the maternal and neo-
natal mortality. Therefore, the maternal and neonatal le-
thality observed with fluvastatin sodium reflect its exagger-
ated pharmacologic effect during pregnancy.

Pregnancy

Pregnancy Category X :

See CONTRAINDICATIONS.

Fluvastarin sodium was not teratogenic in rats at doses up to
36 mg/kg daily or in rabbits at doses of up to 10 mg/kg/day.
There are no data in pregnant women.

Nursing Mothers

Based con preclinical data, drug is present in breast milk in a
2:1 ratio tmilk:plasma). Because of the potential for serious
adverse reactions in nursing infants, nursing women should
not take Lescol & (fluvastatin sodium) (see CONTRAINDI-
CATIONE..

Pediatric Use . .

Safety and effectiveness in individuals less than 18 years old
have not been established. Treatment in patients less than
18 years of age is not recommended at this time.

Geriatric Use

The effect of age on the pharmacokinetics of fluvastatin so-
dium was evaluated. Results indicate that for the general
patient population plasma concentrations of fluvastatin
sodium do not vary either as a function of age or gender. (See
also CLINICAL - PHARMACOLOGY: Pharmacokinetics/
Metabolism.) Elderly patients (265 years of age) demon-
strated a greater treatment response in respect to LDL-C,
Total-C and LDL/HDL ratio than patients <65 years of age.

ADVERSE REACTIONS

In the controlled clinical studied and their open extensions,
Lescol® (fluvastatin sodium) was discontinued in 1.0% of
1881 patients dug to adverse experiences (mean exposure
approximately 14 months ranging in duration from 1-> 24
months). This results in an exposure adjusted rate of 0.9
per patient-year in fluvastatin patients compared to an inci-
dence of 1.3% in placebo patients. Lescol® (fluvastatin so-
dium} has been studied in more than 2200 patients. Adverse
reactions have usually been mild and similar in incidence to
placebo.

Adverse experiences occurring with a frequency > 2¢; re-
gardless of causality include the foilowing:

Lescol®
{fluvastatin sodium) Placebo
(%) (%)
Adverse Event {(N=2820) (N=411)
Integumentary .
Rash 2.7 3.8
Musculoskeletal
Back Pain 8.1 23
Arthropathy 4.0 3.2
Exercise-Related
Muscle Pain 3.4 24
Respiratory
Upper Respiratory
Tract Infection 11.8 153
Pharyngitis 4.5 19
Rhinitis 4.3 8.1
Sinusitis 27 %3
Coughing 2.8 32
Bronchitis 2.3 12
Gastrointestinal o )
Dyspepsia 8.1 1.2
Diarrhea 6.0 3.0
Abdominal Pain 5.5 i
Nausea 3.2 2
Constipation 2.6 %]
Flatulence 2.8 41
Misc. Tooth Disorder 21 14
Central Nervous System
Dizziness 28 29
Psychiatric Disorders
Insomnia 2.6 1.3
Miscellaneous
Headache s 83
Influenza-Like Symptoms 5.3 5.4
Accidental Trauma . 5.3 3.1
Fatigue 3.5 34
Allergy 2.6 3.6

The following effects have been reported with drugs in this
class. Not all the effects listed below have necessariiy been
associated with fluvastatin sodium therapy.

Skeletal: myopathy, rhabdomyolysis. arthralgias.
Neurological: dysfunction of certain cranial nerves iin-
cluding alteration of taste, impairment of extra-ocular
movement, facial paresis) tremor, vertigo, memory loss.
paresthesia, peripheral neuropathy. peripheral nerve palsy.
anxiety, insomnia. depression. .

Hypersensitivity Reactions: An apparent hypersensitivity
syndrome has been reported rarely which has in-
cluded one or more of the following features: anaphylaxis.
angicedema, lupus erythematosus-like syndrome, polymyal-
gia rheumatica. vasculitis, purpura. thrombocytopenia, leu-
kopenia, hemolytic anemia, positive ANA, ESR increase,
eosinophilia, arthritis, arthralgia, urticaria. asthenia. photo-
sensitivity, fever. chills. flushing, malaise, dyspnea, toxic
epidermal necrolysis, erythema multiforme, including
Stevens-Johnson syndrome,

Gastrointestinal: pancreatitis, hepatitis, including chronic
active hepatitis. cholestatic jaundice, fatty change in liver.
and, rarely, cirrhosis, fulminant hepatic necrosis, and hepa-
toma; anorexia, vomiting,

Skin: alopecia, pruritus. A variety of skin changes le.g.,
nodules, discoloration, dryness of skin/mucous membranes.
changes to hair/nails} have been reported.

Reproductive:  gynecomastia, loss of libido, erectile dysfunc-
tion. .

Eye: progression of cataracts (lens opacities), ophthalmo-
plegia. .

Continued on next page

Consult 1995 supplements and future editions for revisions
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L‘aboratory Abnormalities: elevated transaminases, alka-
igne phosphatase, and bilirubin; thyroid function abnormali-
ies.

Concomitant Therapy

Fluvastatin sodium has been administered concurrently
with cholestyramine and nicotinic acid. No adverse reactions
unique to the combination or in addition to those previously
reported for this class of drugs alone have been reported.
Mvopathy and rhabdomyolysis (with or without acute
renal failure) have been reported when another HMG-CoA
reductase inhibitor was used in combination with
immunosuppressive drugs, gemfibrozil, ervthromycin, or
lipid-lowering doses of nicotinic acid. Concomitant therapy
with HMG-CoA reductase inhibitors and these agents is gen-
erally not recommended. (See WARNINGS: Skeletal Muscle.)

OVERDOSAGE

The approximate oral LDgq is greater than 2 g/kg in mice
and greater than 0.7 g-kg in rats.

The maximum single oral dose received by healthy volun-
teers was 60 mg. No clinically significant adverse experi-
ences were seen at this dose. There has been a single report
of 2 children. one 2 vears old and the other 3 vears of age,
either of whom may have possibly ingested fluvastatin so-
dium. The maximum amount of fluvastatin sodium that
could have been ingested was 80 mg 14 X 20 mg capsules).
Vomiting was induced by ipecac in both children and no cap-
sules were noted in their emesis. Neither child experienced
any adverse symptoms and both recovered from the incident
without problems.

No specific information on the treatment of overdosage can
be recommended. Shouid an accidenzal overdose oceur, treat
symptomatically and institute supportive measures as re-
quired. The dialyzability of fluvastatin sodium and of its
metabolites in humans is not known at present.

DOSAGE AND ADMINISTRATION

The patien: should be placed on @ siandard cholesterol-
lowering die: before. receiving Lescol & (fluvastatin sodium)
and shouid continue on this diet during treatment with Les-
col & (fluvastatin sodium). (See NCEP Treatment Guidelines
for detaiis on dietary therapy.)

The recommended starting dose for the majority of patients
is 20 mg once daily at bedtime. The recommended dosing
range is 20-40 mg/day as a single dose in the evening. Split-
ting the 40 mg QP) dose into a BID regimen provides a mod-
est improvement in LDL-C response. Lescol & (fluvastatin
sodium’ may be taker without regard 1o meals, since there
are no apparent differences in the lipid-lowering effects of
fluvastatin sodium administered with the evening meal or 4
hours after the evening meal. Since the maximal reductions
in LDL-C of 2 given dose are seen within 4 weeks, periodic
lipid determinations should be performed during this time
with dosags adjusted according to the patient’s response 10
therapy znd established treatment guidelines. The thera-
peutic effect of Lescol B (fluvastatin sedium: is maintained
with prolonged administration.

‘Concomitant Therapy

Lipid-lowering effects on total cholesterol and LDL choles-
terol are additive when Lescol & (fluvastatin sodium) is com-
bined with a bile-acid binding resin or niacin. When adminis-
tering a bile-acid resin te.g., cholestyramine; and fluvastatin
sodium, Lescol® (fluvastatin sodium) should be adminis-
tered at bedtime, at least 2 hours following the resin to avoid
a significant interaction due to drug binding to resin. (See
also ADVERSE REACTIONS: Concomitant Therapy.)
Dosage in Patients with Renal Insufficiency

Since fluvastatin sodium is cleared hepatically with less
than 5% of the administered dose excreted into the urine,
dose adjustments for mild to moderate renal impairment are
not necessary. Caution should be exercised with severe im-
pairment. ‘

HOW SUPPLIED

Lescol® (fluvastatin sodium) Capsules

20 mg . .

Brown and light brown imprinted twice with "& " and

“90” on one half and “LESCOL" and the Lescol® (fluvasta--

tin sodium) logo twice on the other half of the capsule.

Bottles of 100 capsules (NDC 0078-0176-05)

Bottles of 30 capsules (NDC 0078-0176-15)

40 mg

Brown and gold imprinted twice with "/3 " and “40” on one

half and “LESCOL” and the Lescol® (fluvastatin sodium)

logo twice on the other half of the capsule.

Bottles of 100 capsules (NDC 0078-0234-05)

" Bottles of 30 capsules (NDC 0078-0234-15)

Store and Dispense :

Below 86°F (30°C) in a tight container. Protect from light.
[December 1993 - 30153901) i

Shown: in Product Identification Guide, page 328

MELLARIL®*

[mel‘ah-ril "]

{thioridazine HC) TABLETS, USP -
{thioridazine HCI) ORAL SOLUTION, USP
MELLARIL-S® B
{thioridezine) ORAL SUSPENSION, USP

FOR ORAL ADMINISTRATION

CAUTION: Federal law prohibits dispensing without pre-

seription.
The following prescribing information is based on official

labeling in effect on August 1, 1994.
DESCRIPTION

Melaril® (thioridazine) is 2-methylmercapto-10-[2-(N-

methyl-2-piperidyl) ethyl] phenothiazine.

The presence of a thiomethyl radical (S-CHj) in position 2,
conventionally occupied by a halogen, is unique and could
account for the greater toleration obtained with recom-
mended doses of thioridazine as well as a greater specificity

of psychotherapeutic action. CHy
N
)
N
SCH3

s
10 mg, 15 mg, 25 mg, 50 mg, 100 mg. 150 mg,
and 200 mg Tablets
Active Ingredient: thioridazine HCI, USP
10 mg Tablets
Inactive Ingredients: acacia, calcium sulfate dihydrate, car-
nauba wax, D&C Yellow =10, FD&C Blue 1, FD&C Yellow
£8, gelatin, lactose, methylparaben, povidone, propylpara-
ben, sodium benzoate, starch, stearic acid, sucrose, synthetic
black iron oxide, tale, titanium dioxide, and other ingredi-

ents.

15 mg Tablets

Inactive Ingredients: acacia, calcium sulfate dihydrate, car-
nauba wax, D&C Red =7, gelatin, lactose, methylparaben,
povidone, propylparaben. starch, stearic acid, sucrose, syn-
thetic black iron oxide, tale, titanium dioxide, and other in-
gredients.

25 mg Tablets

Inactive Ingredients: acacia, calcium sulfate dihydrate, car-
nauba wax, gelatin, lactose, methylparaben, povidone, pro-
pylparaben, sodium benzoate, starch, stearic acid, sucrose,
synthetic black iron oxide, synthetic iron oxide, tale, tita-
nium dioxide, and other ingredients.

50 mg Tablets

Inactive Ingredients: acacia, calcium sulfate dihydrate, car-
nauba wax, gelatin, lactose, sodium benzoate, starch, stearic
acid, sucrose, synthetic black iron oxide, talc, titanium diox-
ide, and other ingredients.

100 mg Tablets

Indctive Ingredients: acacia, calcium sulfate dihydrate, car-
nauba wax, D&C Yellow =10, FD&C Blue #1, FD&C Blue
£9 FD&C Yellow #6, lactose, povidone, sodium benzoate,
sorbitol, starch, stearic acid, sucrose, synthetic black iron
oxide, talc, titanium dioxide, and other ingredients.

150 mg Tablets

Inactive Ingredients: acacia, calcium sulfate dihydrate, car-
nauba wax, D&C Yellow £10, FD&C Green #38, FD&C Yel-
low #86, lactose, methylparaben, povidone, propylparaben,
sodium benzoate, starch, stearic acid, sucrose, synthetic
black iron oxide, talc, titanium dioxide, and other ingredi-
ents.

200 mg Tablets

Inactive Ingredients: acacia, calcium sulfate dihydrate, car-
nauba wax, D&C Red #7, gelatin, lactose, magnesium stea:
rate, methylparaben, povidone, propylparaben, starch, stea-
ric acid, sucrose, synthetic black iron oxide, talc, titanium
dioxide, and other ingredients.

30 mg and 100 mg Concenirate

Active Ingredient: thioridazine HCI, USP,

30 mg Concentrate

Inactive Ingredients: alcohol, 3.0%, flavor, methylparaben,
propylparaben, purified water, and sorbitol solution. May

contain sodium hydroxide or hydrochloric acid to adjust’

the pH.

100 mg Concentrate

Inactive Ingredients: alcohol, 4.2%, flavor, glycerin, methyl-
paraben, propylparaben, purified water, sorbitol solution,
and sucrose. May contain sodium hydroxide or hydrochloric
acid to adjust pH.

25 mg and 100 mg Oral Suspension - ..
Active Ingredient: each 5 mL contains thioridazine, USP,
equivalent to 25 mg and 100 mg thioridazine HCI, USP re-
spectively. : ] : :

*Also known as Mellerettes and Mallorol.

Information wili be superseded by supplements and subsequent editions

“for the treatment of multiple symptomg’

|- CONTRAINDICATIONS

25 mg Oral Suspension in regar¢
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purified water, sodium hydroxide ,

100 mg Oral Suspension » and sueg
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hydroxide, and sucrose. T buri

CLINICAL PHARMACOLOGY
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INDICATIONS .
For the management of manifestat
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WARNINGS
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