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PHYSICIANS’ DESK REFERENCE®

Tranxene—Cont.

Thereafter, gradually reduce the daily dose to 7.5 to 15 mg.
Discontinue drug therapy as soon as patient’s condition [is
stable.
The maximum recommended total daily dose is 90 mg.
Avoid excessive reductions in the total amount of drug ad-
ministered on successive, days.
As-an Adjunct to Antiepileptic Drugs: -
In order to minimize drowsiness, the recommended. initial
dosages and-dosage increments should not be exceeded.
Adults: The maximum recommended initial dose in pa-

- tients over 12 years old is 7.5 mg three times a day. Dosage
should be increased by no more than 75 mg every week and
should not exceed 90 mg/day, ‘
Children (9-12 years): The maximum recommended initi}
dose is 7.5 mg two times a day. Dosage should be increasd
by no-more than 7.5 mg every week and should not exce
60 mg/day.

DRUG INTERACTIONS

I TRANXENE is to be combined with other drugs acting ¢n
the central nervous system, careful consideration: should be
given to the pharmacology of the agents to be employed. An-
ima) experience indicates that clorazepate dipotassiuin: prp-
longs the sleeping time after hexobarbital or after ethyl 4l-
cohol, increases the inhibitory effects of chlorpromazine, byit
‘does not exhibit monoamine oxidase inhibition. Clinical
studies have shown increased sedation with concurrent
hypnotic medications. The actions of the benzodiazepings
may be potentiated by barbiturates, narcotics, phenothig-
zines, monoamine oxidase inhibitors or other antidepres-
sants.
If TRANXENE tablets are used to treat anxiety dssociatdd
with somatic disease states, caréful attention must be paid
to possible drug interaction with concomitant medication.
In bloavaﬂablhty studies with normal subjects, the concuf-
rent administration of antacids at therapeutic levels did n
s1g1111ﬁcantly mﬂuence the bwavallablhty of TRANXEN]
tablets :

OVERDOSAGE

Overdosage is: usua]ly manifested by varymg degrees
CNS depression ranging from slight sedation to coma.:As i
the management of overdosage with any drug, it should b
borne in mind that multiple agents may have been taken .
The treatment of overdosage &hould consist of the generd|
measures employed in the management of overdosage
any CNS depressant. Gastri¢ evacuation either by ‘the in
duction of émesis, lavage, or both, should be peiforined ‘i
mediately. General supportive care, including frequen
momtonng of the vital signs and close observation of th
patient, is indicated. Hypotexision, though rarely reportec
may occur with large overdoses. In such cases the uszﬂ

nrd‘ .“i.;

W&

w:!».,~

e

B e

agents such as Leyophed® Bitartrate (norepinéphrine bi
trate injection, USP) or Aramine® Injection (metaramin|
bitartrate injection, USP)-should be considered.
‘While reports indicate that individuals have survived ovel-
doses of clorazepate dlpotassmm as hlgh as 450 to 675 mg,
these doses are not uy an of the
amount of drug absorbed since  the time-interval betwed
ingestion and the institution of treatment was not- alwayp
known, Sedation in varying degrees was the most commap
physiological manifestation of clorazepate dipotassiufn
overdosage. Deep coma when it occurred was usually assg:
ciated with the ingestion ‘of other drugs in addxtxon to clg-
razepate dipotassium.
Flumazenil, a specific benzodiazepine receptor antagoms '
is indicated for the compléte or partial reversal of the seda-
tive effects of benzodiazepines and may- be:used-in situg-
tions when an overdose with a benzodiazepine is known qf
suspected: Prior to the administration of flumazenil, neceg-
sary- 'should be instituted to secure-airway, ventj-
- lation, and. intravenous access. Flumazenil is mtended B
an adjunct to, not as a substi for, proper mar t of
benzodiazepine overdose. Patients treated with flumazenl
should be monitored for resedatmn, respiratory depressm s
and other residual ben ine effects.for an approp
period after treatment. The prescriber should be aware of a:
risk of -seizure in with il
'parﬁcularly in long-term’b di
rdose. The completé flumazenil p
insert mcludmg CONTRAINDICATIONS WARNINGS and
PRECAUTIONS should be consu]ted pnor to use.

ANIMAL PHARMACOLOGY AND TOXiCOLOGY

Studies in rats and monkeys have shown a substantial dif-
ference between doses producing tranquilizing, sedativie
and toxic effects. In rats, conditioned avoidance respons
was inhibited at an oral dose of 10 mg/kg; sedation was in-
duced at 32 mg/kg; the LDy, was 1320 mg/kg. In monkeys
aggressive behavior was reduced at an oral dose of 0.25 mg/
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kg; sedation (ataxia) was induced at 7.5 mg/kg; the LD,
could not be determined because of the emetic effect of larg
doses, but the LDg, exceeds 1600 mg/kg.

Twenty four dogs were given clorazepate dipotassium orall
in a 22-month toxicity study; doses up to 75 mgkg wer
given. Drug-related changes occurred in the liver; weigh
was increased and cholestasis with minimal hepatocelluld
damage was found, but lobular architecture remained we
_preserved:
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infofmation will be superseded by suppl ‘and

Eighteen rhesus monkeys were given oral doses of cloraze-
pate dipotassium from 3 to 36 mg/kg daily for 52 weeks. All
tréeated animals remained similar to control animals. Al-
though total leucocyte count remained within normal limits
it tended to fall in the female animals on the highest doses.
Examination of all organs revealed no alterations attribut-
able to clorazepate dipotassium. There was no damage to
liver function or structure.

Reproduction Studies: Standard fertility, reproduction,

| and teratology studies were conducted. in rats and rabbits.

Oral doses in rats up to-150 mg/kg and in rabbits up to
15 mg/kg produced no abnormalities in the fetuses.
TRANXENE did not alter the fertility indices or reproduc-
tive capacity of adult animals. As expected, the sedative ef-
fect of high doses interfered with care of the young by their
mothers (see Usage in Pregnancy)

. HOW SUPPLIED

TRANXENE® 3.75 mg, scoréed T-TAB® tablets are supplied
as blue-colored tablets bearing the Abbott logo, the distine-
tive T shape and a two-letter- Abbo Code designation, TL:
Bottles of 100 ... (NDC 0074-4389-13).
ABBO-PAC® unit dose package

100 .o

(NDC 0074-4389-11).

7.5 mg scored T-TAB® tablets are supplied as peach-colored
tablets bearing the Abbott logo, the dlstmctlve T shape and
a two-letter Abbo~Code designation, TM: E
Bottles of 100 ...:. .. (NDC 0074-4390-13).
Bottles of 500 . .. (NDC 0074-4390-53).
ABBO-PAC® utiit dose packages: N
100 .

.- (NDC 0074-4390-11).

15 mg scored; TTAB® tablets are supplied’ as lavender-
colored tablets bearing the Abbott logo, the dlstmctlve T
shape and a two-letter Abbo-Code de51gnat10n, TN:’

Bottles of 100 .....oveeviviiiniivienseniien, (NDC 00'74-4391 13).
ABBO-] PAC® unit dose packages
100 . Aaseasass

(NDC 0074:4391-11),

TRANXENE®- se. ta,blet,s are sup-
plied. as tan-colored tablets beanng the Abbott logo-and a
two-letter Abbo-Code designation, TY:
Bottles of 100 ..

(NDC 0074-2997-13):

'TRANXENE®-SD™ HALF .STRENGTH 11.25 mg single

dose tablets-are supplied as blue-colored tablets bearing the
Abbott logo and a two-letter Abbo-Code designation; TX: .
Bottles of 100 ).
T-TAB, tablet appearance and shape are trademarks of
Abbatt Laboratories.

. Recommended storage: Store below 77°F (25°C)
" U.S. Design Pat. No. D—300 879

Ref. 03-5051-R15
Abbott Laboratories
North Chieago, IL 60064, U. SA.
Revised: April, 2001
Shown in. Product Idenzzﬁcatwn Guide, pages 303 -804

" TRICOR® I -
- [tri corl C .
. (fenofibrate tablets)

DESCR]PTION

| TRICOR (fenoﬁbrate tab]ets) is-a lipid regulatmg agent

available as tablets for oral administration. Each tablet con-
tains 54 mg or 160 mg of fenofibrate. The chemical name for
fenofibrate is 2-[4-(4-chlorobenzoyl)- phenoxy]-2-methyl-pro-

panoic acid, 1-methylethyl ester with the following struc-
- tural for:mula: .

P
OO
0H3 0 CHs
The empmcal formula is CZOH21O401 and the molecular
weight is 360.83; fenofibrate-is insoluble in water, The melt-
ing point is 79-82°C. Fenofibrate is a w}nbe solid which is
stable under ordinary conditions.
Inactive:Ingredients: Each tablet contains colloidal silicon
dioxide, crospovidone, lactose monohydrate, lecithin, micro-
crystalline- cellulose, polyvinyl alcohol, povidone, sodium
lauryl sulfate, sodium stearyl fumarate, talc, titanium diox-
‘ide, and Xanthan gum. In addition, mzhwdual tablets con-
tain:
54.mg - tablets D&C Yellow No 10 FD&C Yellow No. 6,
FD&C Blue No. 2.

CLINICAL PHARMACOLOGY

A variety of clinical studies have demonstrated that ele-
vated levels of total cholesterol (total-C), low density lipo-
protein cholesterol (LDL-C), and apolipoprotein B (apo B),
an LDL membrane complex, are associated with human
atherosclerosis. Similarly, decreased levels of high density
lipoprotein cholesterol (HDL-C). and its transport complex,
apolipoprotein A (apo Al and apo AlI) are associated with
the devélopment of atherosclerosis. Epidemiologic investi-
gations have established that cardiovascular morbidity and
mortality vary directly with the level of total-C, LDL-C, and
triglycerides, and invers‘ely with the level of HDL-C. The in-
dependent effect of raising HDL-C or lowering triglycerides
(TG) on the risk of cardiovascular morbidity and mortality
has not been determined.

Fenofibric acid, the active metabolite of fenofibrate, pro-
duces reductions in total cholesterol, LDL: cholesterol, apo-
lipoprotein B, total triglycerides and triglyceride rich lipo-
protein (VLDL) in treated patients. In addition, treatment

. with fenofibrate results in increases in high density lipopro-

tein (HDL) and apoproteins apoAl and apoAIl

The effects of fenofibric acid seen in clinical practice have
been explained in vivo in transgenic mice and in vitro in
humari hepatocyte cultures by the activation of peroxisome
proliferator activated receptor o (PPARa). Through this
mechanism, fenofibrate increases lipolysis and elimination
of triglyceride-rich particles from plasma by activating lipo-
protein-lipase and reducing production of apoprotein C-III
(an inhibitor of lipoprotein lipase activity). The résulting
fall in.triglycerides’ produces an alteration’in the size and
composition of LDL from small, dense particles (which are
thought to-be atherogenic due to their susceptibility to oxi-

- dation), to large buoyant_particles. These larger particles

have a greater affinity for cholesterol receptgrs and are ca-
tabolizeéd rapidly. Activation of PPAR« also induces an in-

' crease in the synthesis of apoprotems A-I, A-IT and HDL-

cholesterol.

" Fenofibrate also reduces serum uric acid levels in hyperun-

cemic and normal individuals by increasing the urinary ex-

i cretmn of unc acld

bol

Plasma concentrations’ of fenofibric acld after administra-
tion of 54 mig and 160 mg tablets are equivalent under fed
conditions to 67 and 200 mg’ capsules, Tespectively,
Absorption

The absolute bloavaﬂablhty of femﬁbrate Gannot be deter-
mined as the compound is virtually ‘insoluble in aquecus
medja suitable for injection, However, fenofibrate is well ab-
sorbéd from the gastromtestmal tract. Fol]owmg oral ad-
ministration in healthy volunteers, approximétely 60% of.a
single dose of radiplabelled fenofibrate dppeared in urine,
primarily as fenoﬁbnc acid and its glucurona(:e ‘conjugate,
and 25% was excréted. in the feces. Peak plasma levels of

! fenoﬁbnc acid oceur w1th1n 6 to 8 hours after administra-

tion.

The absorptmn of fenofibrate is increased when adminis-
tered with food. With fenofibrate tablets, the extent of ab-
sorption is mcreased by apprommate]y 35% under fed as
compared to fasting c(mdltlons ’ .
Distribution

In. healthy. volunteers, steady-state plasma levels of
fenofibric acid were shown to be achiéved within 5 days of
dosing and did not demonstrate accumulation across time
following multiple dose administration. Serum protein bind-
ing was apprommately 99% in normal and hyperlipidemic
subjects.

Metabolism

Following oral administration, fenoﬁbrate is rap1dly hydro- -
Iyzed by esterases to the active metabolite, fenofibric acid;

. no unchanged fenofibrite is détected in plasma,

Fenofibric acid is pnmanly conjugated with glucuronic acid
and then excreted in urine. A small amount of fenofibric acid
is reduced at the carbonyl moiety to a benzhydrol metabo-
lite -‘which is, in turn, conjugated with glucuronic. acid-and

. excreted in urine.
" In. vivo metabohsm data indicate that neither fenoﬁbrate

nor fenofibric acid undergg oxidative mstabohsm (eg, cytOA
chrome P450) to a sxgmﬁcant extent.
Excretion

| After absorption, fenoﬁbrate is mamly excreted in the urine

in the form of metabolites, primarily fenofibric acid and
fenofibric acid glucuronide. After administration of radio-
labelled fenofibrate, approximately 60% of the dose ap-

. peared in the urine and 25% was excreted in the feces.

Fenofibric acid is eliminated with a half-life of 20 hours, al-
lowing once daily administration i in & clinical setting.
Special Pogulat«on )

Geriatrics

In elderly volunteers 77-87 years of age, the oral clearance
of fenofibric acid following a single oral dose of fenofibrate
was 1.2 L/h, which compares to 1.1 L/h in young adults. This
indicates that a similar dosage regimen can be used in the

| elderly, without increasing accumulation of the drug or me-

tabolites.

Pediatrics

TRICOR has not been investigated in adequate and well-
controlled trials in pediatric patxents

Gender

No pharmacokinetic dzﬁ”erence between males and females
has been observed for fenoﬁbrate

Race

The influence of race on the pharmacokmencs of fenofibrate
has not been studied; however fenofibrate is not metabo-

CFAD Ex. 1021 (2 of 44)
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lized by enzymes known for exhibiting inter-ethnic variabif-

ity. Therefore, inter-ethnic pharmacokinetic dxfferehces afe t| S

very unlikely.

Renal insufficiency - .
In a study in patients w1th severe renal 1mpmrment (crea -
inine clearance <50 ‘mL/min), ‘the ‘rate of cleararice
fenofibric acid was greatly- ‘feduced, and thé compound a';
cumulated during chronic désage:-However, in patients hay-
ing moderate renal inipairment (creatining clearance of 50
to 90'mL/min), the oral clearance and the oral volume
distribution of fenofibric acid’ are increaseéd compared.f
healthy adults (2:1 L/h and 95 L versus 1.1 L/h and 30 1
respectively). Therefore, the dosage of TRICOR should by
minimized in patients who have severe renal impairmen

s

D3 m.o...,

while no modification of dosage is required' m patxents hay- | ’

ing moderaté renal impairment.
Hepatic insufficiency

Table 1

ment’
HDL-C TG
Pooled Cohort-- - - . . ) ‘
Meani:baseline hpld PRSI Lo e
values: (n=646) + 213.8 mg/dL --52.8 mg/dL 191:0 mg/dL
All FEN-(n=361) - 3. —20:6%* . .+11.0%* 3
Placebo (n=285) - 2 22% .0 e +0.7%
Baséline LDL-C > 160 mg/dL o :
and’'TG < 150 nig/dL (Type IIa) v . . )
Meéaii baseline lipid B i N - :
values (n=334) 8077 mgldL . 9977mgdL ... 581 mg/dL o
All FEN (n=193) —22.4%* . 31 ;- +9.8%F
Placebo (n=141) L +0:2% . +2.6% -

No phatmacokmetxc studies have been conductéd in pg

Drug-drug Inferamons i
In vitro studies Gsing human liver microsomes indicate thdt
fenofibrate and fenofibric acid .are not 1nh1b1tors of cytq-
chrome (CYP) P450 isoforms, CYP3A4, CYP2D6, CYP2E],
or CYP1A2. They are weak irhibitors of, CYP2C19, anfl
CYP2A6, and mild-to moderate mhlbltors of CYPZCQ at
therapeutic concentratlons
Potentiation of coumarin-type antlcoagulants has been ol -
served with prolongation of the prothrombin time/INR.
Bile acid-sequestrants have been shown to bind other drug
given concurrently.‘Therefore, fenofibrate-should be take:
at least 1 hour before or 4-6 hoiirs after a bile acid bifidin]
resin to avoid impeding its absorption{see WARNINGS an
PRECAUTIONS).
Clinical Trials i T -
Hyperchofesterolemia (Heterozygous Familial and Nonta-

milial) and Mlxéd Dysllpldemm {Fredrickson’ Type II ani'
Ith) Tl

The effects-of fenofibiate at a dose equivalent to 160 g
TRICOR per day were d from four rando
placebo-controlled, double-blind, parallel-group studies in-
cluding patients with the following mean baseline lipid val-
ues: total:C 306:9 mg/dL; LDL-C 213.8 mg/dL; HDL-¢
52.3 mg/dL; and triglycerides 191.0 mg/dL. TRICOR thex-
apy lowered LDL-C, Total-C, and the LDL-C/HDL-C ratiq.
TRICOR therapy also lowered triglycerides and raised
HDL-C (see Table 1).
(See table above] H
In a subset.of the subjects, measurements of apo B wer:
conducted. TRICOR treatment significantly reduced apo B
from baseline to endpoint as .compared with. placebo
(~25.1% vs. 2.4%, p<0,0001, n=213 and 143 respectively’
Hypertnglycendemla (Frednckson Type IV and V)
The effects of fenofibrate on serum triglycerides were stud
ied in two randomized, double-blind, placebo-controlled clin|
ical trials’ of 147 hypertriglyceridemic patients (Fredrick

son Types IV-and V): Patients were treated for eight weeks- (-

under protocols that differed.only in ‘that one entered
patients with baseline triglyceride (TG). levels of ,500 1«
1500 mg/dL, and the other TG levels of 350 to 500 mg/dL. Ix
patlents with hypertriglyceridemia and normal cholesterolt
emia with or without hyperchylomicronemia (Type IV/V hy 1
perlipidemia), treatment with fenofibrateat dosages equivi
alent to 160 mg-TRICOR per day decréased primarily very
low density lipoprotein (VLDL) triglycerides and VLDL.cho
lestetol. Treatment of patients with Type IV hyperhpopro'
teinemia and elevated triglycerides often results in an in:
crease of low dens1ty llpoprotem (LDL) cholesterol (sed
Table 2). -
{See table 2 at tep of next page]

The effect of TRICOR on cardiovascular morbidity and mor-
tality has not been determined.

INDICATIONS AND USAGE
Treatment of Hypercholesterolemia
TRICOR is indicated as adjunctive therapy to diet to reducd
elevated LDL-C, Total-C, Triglycerides and Apo'B and tq
increage HDL-C in adult patients with primary hypercho
lesterolemia or mixed dyslipidemia (Fredrickson Types 114
and IIb). Lipid-altering agents should be used in addition tq
a diet restricted in saturated fat and cholesterol when re
sponse to diet and non-pharmacological interventions along
has been inadequate (see National Cholesterol Education
Program [NCEP] Treatment Guidelines, below). .
Treatment of Hypertriglyceridemia. . o
TRICOR is also indicated as adjunctive therapy to diet. for
treatment. of adult patients with. hypertriglyceridemial
(Fredrickson Types IV and V hyperlipidemia). Improving
glycemic control in diabetic patients showing fasting chylo-
micronemia will usually reduce fasting triglycerides and
eliminate chylomicronemia thereby obvxatmg the need for
pharmacologic intervention:
Markedly elevated levels of. serum’ tnglycendes (e £
> 2,000 mg/dL) may increase the risk;of developing pancre-|
atitis The effect of TRICOR therapy on reducing this risk
has not been adequately studied.
Drug therapy is not indicated for patients w:th Type I hy-|
perlipoproteinemia, who have ‘elevations of chylomicrons|
and plasma triglycerides, but who have normal levels of]
very low density lipoprotein (VLDL). Inspection of plasmal
refrigerated for 14 hours is helpful in distinguishing Types|
I, IV and V hyperlipoproteinemia®.
The initial treatment for dyslipidemia is dietary therapy
specific for the type of lipoprotein abnormality. Excess body
weight and excess alcoholic intake may be important factors

Baseline LDL-C > 160 mg/dL -
and TG = 150 mg/dL (Type IIb)
- “Mean baseline lipid

3128 gL

2198 mg/dl.’  ~ 46.7.mg/dL

Hi=-L Cwn-am

any drug therapy. Physu:al exercise can be an 1mportam‘. an-
cillary measure. Diseases. eontnbutory to hyperlipidemia,

| such as hypothyrmdlsm or diabetes mellitus should be

looked for and adequately treated. Estrogen therapy, t}na-

values (n=242)-

AIL'FEN (n=126) ~16.8%* " —20.1%* +14.6%*

Placebo (n=116) ! P ~3.0% —6.6% | +2.3%
_mﬁmm.:: = e

*p= <0.05 vs. Placebo ; e :
_in hypertriglyceridemia and should be addressed prior to Cholelithiasis: Fenofibrate, like-clofibrate and gemfibrozil,

may. increase: cholesterol éxcretion into the bile, leading.to
cholehthmsxs If cholelithiasis+is suspected,:gallbladder
studies are indicated. TRICOR therapy should be dmcontm
ued if gallstones are found 2
C i Oral Anti 1 Cautxon should be ex:

zide diuretics and. beta:blackers, are

with massive rises in plasma triglycerides, especially in
subjects with familial hypertriglyceridemia. In such cases,
discontinuation of the specific etiologic agent may obviate
the need for specific drug therapy of hypertriglyceridemia:
The use of drugs should be considered only when reagonable
attempts have been made to obtain satisfactory resalts with
non-drug metheds. If the decision is made to use drugs,.the
patient should be instructed that this does not. reduce the
importance of adhering to diet. (See WARNINGS.and PRE-
CAUTIONS) s

~Fredrickson Cléégifiééﬁbn of.Hyberlipbprotgipéngias .

ercised when. anticoagulants are given in conjunction with
TRICOR because: of the potentiaﬁon of coumarin-type anti:-
coagulants in prc ing the:protl bin time/INR.:The
dosage.df the antlwagulant should: be reduced to maintain
the prothrombin time/INR at the desired level to prevent
bleeding complications. Frequent prothrombin time/INR de-
terminations are advisable until it has been definitely de-
termined that the prothrombin time/INR has stabilized. - =
Concomitant HMG-CoA ‘Reductase- Inhibitors: The com-
bined use: of TRICOR  and HMG-CoA reductase inhibitors
should be avoided unless the benefit of further:alterationsin
lxpxd levels is llkel toc outwexgh the mcreased nsk ‘of thxs :

Lipid Elevation’

Type --Lipoprotein Elevated

In a smgle-dose d_rug mteractlon study in 23 healthy adults

tration of TRICOR and pravastatin

F&=triglycerides

LDL=lew density- hpoprotem
VLDL=very low density lipoprotein
IDL-mtermedmte density hpoprotem )

[See second table at top of next page]

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 each risk category

CONTRAINDICATIONS

TRICOR is conitraindicated in patients who exhibit hyper-
sensntmty to fenofibrate.

TRICOR is contraindicated in patlents with hepatic or se-
vere renal dysfunction, including primary biliary cirrhosis,
and patients with unexplained persistent liver functmn
abnormahty .

TRICOR is contraindicated in patients with preexisting
gallbladder disease (see WARNINGS).

WARNINGS -

Liver Function: Fenoﬁbrate a\‘, doses eqmvalent to 107 mg
to 160 mg TRICOR per day has been associated with in-
creases in serum transaminases [AST (SGOT) or. ALT
(SGPT)]. In 2 pooled analysis of 10 placebo-controlled trials,
increases to.> 3 fimes the upper limit of normal occurred in
5.3% of patients taking fenoﬁbrate versus 1.1% of patlents
treated with placebo.

When transaminase determmatlons were followed either af-
ter discontinuation of treatment or during continued treat-
ment, a return to normal limits was usually observed. The
incidence of increases. :in _transaminases. related to
fenofibrate therapy appear to be dose: related. In an 8-week
dose-ranging study, the incidence of ALT or AST elevations
to at least three times the upper limit of normal was 13% in
patients receiving dosages equivalent to.107 mg to 160 mg
TRICOR per day and was-0% in those receiving dosages
equivalent to 54 mg or less. TRICOR per day, or placebo.
Hepatocellular, chronic active and cholestatic: hepatitis as-
sociated with fenofibrate therapy have been reported after
exposures of weeks to several years. In extremely rare
cases, cirrhosis ‘has been reported in association with
chronic active hepatitis.

Regular periodic monitoring of hver function, including
serum ALT (SGPT) should be performed for-the duration of

therapy with TRICOR, and therapy discontinued if-enzyme
levels persist above three times the normal limit. .

Major Minor iy o
1 (rare) chylonncmns TG T (.—X_C”
Tla o 6 foo
111 rare P cSe "¢ | druggiven alome. :
Al (Irzré) chylomﬁll){i VEDL - gg .- T&C reductase inhibitors has been
vbc—Cholesterol ) —

resulted in no  clinically important differénce:in.the pharma-
cokinetics of fenofibric'acid, pravastatin or its active metab-
olite 3a-hydroxy iso-pravastatin when: compared to either
The-combined-use of fibri¢ ac:d denvatwes and HMG- CoA
iated, in the ab; fa
marked pharmacokinetic interaction, in numerous case re-
ports, with rhabdomyolysis, markedly elevated creatine ki<
nase (CK) levels and myoglobinuria, leading in‘a hxgh pro-
portion of cases to acute renal failure. - ::

The use of fibrates alone, including TRICOR, may occasion-
ally be-associated with myositis, myopathy, or rhabdomyol-
ys1s Patients receiving TRICOR and complaining of muscle
pain, tenderness; or weakness should have prompt medical
evaluation for myopathy, including serum. creatine kinase
level determination.:If: myopathy/myositis is suspected or
diagnosed, TRICOR therapy should be stopped.

Mortality: The effect of TRICOR on coronary heart disease
morbidity ‘and mortality and -non-cardiovascular mortality
has-not been established.

Other Considerations: - In the Coronary Drug PrOJect, a
large study of post myocardial infarction of patients treated
for.5 years with clofibrate, there was no difference in mor-
tality seen between. the clofibrate group and the placebo
group: There was however, a difference in the rate of chole-
lithiasis and cholecystitis requiring surgery between the
two groups (3.0% vs. 1.8%).

Because of chemical, pharmacological, and clinical sumlar-
ities between TRICOR (fenofibrate tablets), Atromid-S (clo-
fibrate), and Lopid (gemfibrozil), the adverse findings in 4
large randomized, placebo-controlled clinical studies: with
these other fibrate drugs*may also apply to TRICOR. . -
In a stady conducted by the World Health: Organization
(WHO), 5000-subjects without known coronary-artery dis-
easé were treated with placebo or clofibrate:for 5 years and
followed for an additional one year. There was a statistically
significant; higher age-adjusted all-cause mortality in the
clofibrate group compared with the placebo group (5.70% vs.
3.96%, p=<0.01). Excess mortality was due to a 33% in-
crease;in nen—card.xovascular causes, including malignancy;
post-chol it i and pancreatitis. This
appeared to conﬁrm the higher risk of gallbladder disease
seen in clofibrate-treated patients studied i in the Coronary
Drug Project.

The Helsinki Heart Study was a large (n=4081) study of
middle-aged men without a history of coronary artery dis-
ease. Subjects received either placebo or gemfibrozil for
5 years, with a 3.5 year open extension afterward. Total
mortality was numerically higher in the gemfibrozil ran-
domization group but did not achieve statistical significance
(p=0.19, 95% confidence interval for relative risk G:P=.91~
1.64). Although cancer deaths trended higher in the gemfi-
brozil group (p=0.11), cancers (excluding basal cell carci-

"Continued on next.page

Consult 2003 PDR® ' and future for
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Oral Anticoagulants: cAUTION SHOULD BE EXERCISE!
WHEN: COUMARIN ‘ANTICOAGULANTS ARE GIVEN: 1
CONJUNCTION: WITH TRICOR. THE DOSAGE OF THE AN-
TICOAGULANTS SHOULD BE REDUCED TO MAINTAIN TH|
PROTHROMBIN TIME/INR.AT THE DESIRED-LEVEL TO PRE-
VENT BLEEDING - COMPLICATIONS. - FREQUENT PR
THROMBIN TIME/INR DETERMINATIONS ARE ADVISABL!
UNTIL IT HAS BEEN. DEFINITELY DETERMINED. THAT TH
PROTHROMBIN TIME/INR HAS STABILIZED.
HMG-CoA: reductase inhibitors: The: combined: use ¢f
TRICOR and .HMG-CoA reductase inhibitors should
avoided unless.the benefit of further alterations in lipid ley-
els is likely to outweigh the increased risk- of this drug 0!
bination (see WARNINGS).

Resins: . Since bile acid sequestrants may bind other dru 3
given concunently, patients should take TRICOR at lea:
1 hour before or 4--6 hours after a bile.aeid bmdmg Tesin to
avoid impeding its-absorption.
Cyclosporine: Because cyclosporine can produce neplu
toxicity with decreases in creatinine clearance and rises i
serum creatinine, and because renal excretion is the p:
mary elimination route of fibrate diugs including TRICO:!
there is a risk that an interaction will lead to deterioratioz.
The benefits and risks of using TRICOR with immunosu
pressants-and other potentially nephrotoxic agents shoul

mors of the testes at 2 tames the maximumi recommended
human dose.

A comparatwe carmnogemclty study was done in Tats com-
paring three drugs: fenofibrate (10 ‘and 70 mg/kg; 0.3 and
1.6 times the maximum recommended human:.dose), clofiz
brate (400 mg/kg; 1.6 times the human dose), and gemfi-
brozil (250 mg/kg;. 1.7 times the human dose) (multiples
based on mg/meter® surface area). Pancreatic acinar ad-
enomas were increased in-males and. females on fenofibrate;
hepatocellular carcinoma.and pancreatic.acinar adenomas
were increased in'males and hepatic neoplastic nodules in

- females treated with clofibrate; hepatic neoplastic nodules

were increased- in males and females treated. with gemﬁ-
brozil while testicular interstitial cell tumors were m-
creased in males on all three drugs

In:a 21-month study in mice at doses of 10, 45, and
200 ‘mg/kg (approximately.0.2, 0.7 and 3 times the maxx—
mum recommended human dose on the basis of mg/meter
surface area), there were statistically significant-in

in liver carcinoma at 3 times the-maximum recommended
human dose in both males and females: In a second
18-month study at the same doses, there was"a significant
increase in. liver carcinoma in male mice ahd liver adenoma
in female mice at 3 times the maxlmum recommended ‘hu-
man dose. : . .

Information will be sup! by

508/ABBOTT PHYSICIANS' DESK REEERENCE®
Tricor—Cont. ] Table2 - - :
s Effects of TRICOR in Patients With. Fredrickson
noma) were dlagnosed with equal frequency in both stufy - =
groups: Due to the limited size of the study, the relative rigk _| Study 1 - Placebo TRICOR. . . e L
of death from any cause was not shown to be different than - - > . g - "
that seen in the 9 year follow-up data from World Health Baseline TG levels N Baseline: - Endpoint % Change .. N . . Baseline.. Endpoint. % Change
Organization study (RR1.29). Similarly, the numerical qx- _| : 360 10'499 mg/dL {Mean) . (Mean) (Mean) . .. . . {Mean) __ {Mean) {Mean)..
cess of gallbladder surgeriés in the gemfibrozil group didnot | —— = g .‘ - 7 - -
differ statistically from that observed in the WHO study: Triglycerides - 28 449. . 450 =05 - 27 432, 223 ~46.2%
A secondary pravention component of the Helsinki Hedrt | VLD Triglycerides-- 9 - 367 - -350 2.7 19 350 o 178 —44.1%
Study enrolled middle-aged men excluded from the primary | Total Cholesterol 28 265 i 261 2.8 . 27 - 262 .. 227 —9.1%
prevention study because of known or suspected coronayy | HDL Cholesterol :28. 35 36.. 4 .20 34 40 19.6*
heart disease. Subjects received gemfibrozil or placebo for | LDL Cholesterol 28 -120 .. 2129 12 27 128 1B7 145,
5 years. Although cardiac deaths trended higher in'the gem- VLDL Cholesterol 27 9 99 5.8 27 92 46 —44.7*
fibrozil group, this was not statistically significant (hazard T = B
ratio 2.2, 95% confidence interval 0.94-5.05). The ratelof | Study 2 Placebo TRICOR
allbladder surgery wds not statistically significant be- ' " ” -
tgween study groﬁpgbut did trend higher ]-S;l t}i gemﬁbro il Baseline TG levels N - Baseline  Endpoint. % Change N Baseline  Endpoint % Change
gr;up’ (1.9% vs. 0.3%, p=0.07). There was a statistically siz- 500 to 1500 mg/dL . (Mean) {Mean) {Mean) {Mean) {Mean)_ {Mean}
nificant difference in the number - - > -
gemfibrozil group (6/311 vs. 0/§17 0;:5’ %gls;?emmws 0 8 T Triglycerides .o 710 - 150 7.2 48 726 - 308 =545
VLDL Triglycerides 29 537, 571 18,7 33 543 205 —50.6%
PRECAUTIONS Total Cholesterol 44 272 271 0.4 48 " 261 223 ~13.8*
Initial therapy: Laboratory studles should be done to ascer- | HDL Cholesterol. 44 .27 28 5.0 48 30 36 22.9%
tain that the lipid levels are consistently abnormal hefore | LDL Cholesteral’ 42 100 =90 -4.2 45 103 131 45.0%
instituting TRICOR therapy. Every attempt should be mage VLDL, Cholesterol 42 137 142 11.0 45 126 B4 —49.4*
to control serum lipids with appropriate diet, exercise, . . - -
weight loss in obese patients, and control of any medicpl = U090 VE T Ecenu -
problems-such as diabetes mellitus and hypothyroidism -
that are-contributing to-the lipid. abnormalities. Medicp- —NCEP-Frogtment restBtC-QuatsTm-Cmpottsfor
tions known to exacerbate hypertriglyceridemia (beta-block- : Therapeu’nc Lifestyle Changes and Drug Therapy in Ditferent Risk
ers; thiazides, estrogens) should be discontinued or changed * Categories -
if possible prior to:consideration of trlg]ycerlde-lowenng : .
drug therapy. : —thttevelat:
Continued therapy:- Pemod:c determmatmn of serum 11p1 s Which to initiate LDL Level.at
should.be obtained during initial therapy-in order to estab- . - Therapeutic which to Consider
lish the:lowest effective dose of TRICOR. Therapy should Be | Risk LDL Goat - Lifestyle.Changes Drug Thereapy
withdrawn in patients who do not have an:adequate rg- | Category {mg/dL) " {mg/dL). {mg/dL}
sponsé after two months of treatment with the maxnmun - i —
recommended dose of 160 g per-day: CHD! o CHDY <100 " —=>ig0 130
Pancreatitis: -Pancreatitis has been reported in patxen ts risk equivalents . . h ’ (100-129:drug
taking fenofibrate, gemfibrozil, and clofibrate. This.occur- | (10-yearsrisk -~ e . : ’ optional)tt’
rence may represent a failure.of efficacy in patients with sp« | >20%) P . A
vere hypertriglyceridemia, a direct drug effect, or a secon- - . SN
dary phenomenon: mediated-through:biliary tract stone.9r | 2+ Risk Factors - -+ = S <130 10-year risk
sludge formation with cbstruction of the common bile duct. | 10-year risk -~ 10%~20%:=130 B
Hypersensitivity Reactions:- - Acute hypersensitivity -Teap: <20%) : . : 10-Year risk -
tions including-severe ‘skin rashes requmng patient hospji- A : ’ <10%: =160
talization-and treatment with: steroids haye occurred: veyy - — — -
rarely during treatment with. fénofibrate; including rafe | 0-1Risk ‘<160 =160 =190 .
spontaneous reports: of Stevens-Johnson syndrome, and | Factor " B ~ (160-189: LDL-
toxic epidermal necrolysis. Urticaria was seen in 1.1 vs.0%, " lowering drug
and rash in 1.4 vs 0.8% of fenofibrate and plsacebo pahen (s L X optional)
respectively in controlled trials.- . ¥ — - - e
Hematologic Changés: Mild to moderate hemoglob‘ h - |y CHD = coronary heart disease - PR . e ot o L C Louos of <100 ol -
matocrit, and white blood-cell decreases have been observed rugs-in-this Han SO0 gL Gannot-be
in patients following initiation of fenofibrate therapy. Hov- achleved by therapeutic lifestyle changes- Others prefér use of drugs that-prithiarily modify trlglycendes and HDL-C,
ever, these levels stabilize during long-term administration: | 4 e.g., nicotinic acid or fibrate. Clinical judgement alsg may call for deferring drug therapy in this subcategory.
Extremely rare spontaneous reports: of thromboeytopeni Almost all people with 0-1 risk factor have 10- year msk <10% thus, 10-year nsk assessment in people w1bh 0-1 risk’
and- agranulocytosis, have. been:. received. during: pos- factor is not necessary:
marketing, surveillance outside of the U.S. Periodic blogd “be carefully cons1dered and the lowest eﬁ‘echve dose Electron microsccpy“studies 'have demonstratedv percxi-
counts. are recommended during the first-12 months’ ¢f ermptoye:
TRIGOR administration, - Carcir g Mt Impairment of Fertifity: - In || the- rat An adequate study to test for.peroxiseme prolifera-
Skeletal muscle:: The.use of ﬁbrates alone, mcludmg a 24-month study in rats (10, 45, and 200 mg/kg; 0:3, 1, and || tion in humans has not been-done, but changes in peroxi-
TRICOR, may occasionally be associated with myepathy. | g 10 the maximum recommended human dose on the ba- || some morphology and numbers. have been observed in hu-
Treatmént with drugs of the fibrate class has been assocl | g of ‘mig/meter?of surface area), the incidence of liver car- || Wans after treatment with other-members of the fibrate
ated on rare.occasions with rliabdomyolysis, usually in pa- | 0000 was significantly 1ncrease,d at 6 times the-maximum class when liver biopsies were compared before and after
tients with impaired renal function. Myopathy should: e recommerided huran dose in males and fem ales. A statisti- treatment in the same individual.
considered in any patient with diffuse.myalgias, muscle ter}- Fenofibrate has been demonstrated ‘to. be devoid of muta-
Y P yealgias, cally significant incréase i pancreatic carcinomas occurred o a
derness or weakness, and/or marked: elevatmns of creatine les at 1.and 6 th ded hu genic potential in the following’tests: Ames, mouse lym
hosphokinase levels. . in males at 1.and 6 times the maximufii recommended hu- phoma; chromosomal aberratmn and unscheduled DNA
‘Phosp: man dose; there were also iricreases in pancreatié ‘adenomias synthesis.
Patierits should be advised to- report promptly unexplame:l and benign testicalar interstitial ¢éll tumors at'6 times the Pregnancy Category C: Fenoﬁbrate hﬂs been shown to be
muscle pain, tefndemess or weakness, particularly if accomt- |y gyimum recommended huinan dose i males. In a gécotld || embryocidal and teratogenic in rats When ziven in doses 7 fo
panied by malaise or fever. CPKilovels should be assessedih | 94 month study in 3 different strain of rats.(doses of 10' and || 10 times the' maximurn recomtiended himan dose and em-
patients reporting these symptoms; and fenofibrate therap 60 mg/kg; 0.3 and 2 times the maximum recommended hu- || bryogidal in ¢abbits’when given at 9' times the maximum
should be discontinued if markedly Ele"a"ed CPK levels of- | man dose based on mg/meter® surface ared), there were sig: || tecommended human dose (on the basis of mg/meter? sur-
cur or myopathy is diagnosed: - | nificant increases in the incidence of pancreatic acinar ad- || face area). There are no adequate and well-contiolled stud-
Drug Interactions enomas in both sexes and increases in interstitial cell tu- || ies in pregnant women. Fenofibrate should be' used during

pregnancy only if the putentxal beneﬁt justifies the potential
risk to the fetus.

Adiministration of 9 times the maximum recommended hu-
man dose of fenofibrate to female rats before*and through-
out gestation caused 100% of. dams to delay delivery and re-
sulted in a 60% increase in post~1mplantatmn loss, & de-
creaseé’in litter size, a decreasé:in birth weight, a 40%
survival of pups atbirth, a 4% survival of pups as neonates,
and a 0% survwal of pups to weaning, and an increase m
spina bifida.

Administration of10 times‘the maximum recommended hu-
man dose to female rats on days 6-15 of gestation caused an
increase in gross, visceral and skeletal findings in fetuses
(domed head/hunched shoulders/rounded body/abnormal
chest, kyphosis, stunted fetuses, e]dngated sternal ribs,
malformed sternebrae, extra foramen in palatine, mis-
shapen vertebrae, supernumerary ribs).

Admindstration of 7 times the maximum recommended hu-
man dose’to female rats from day-15 of gestation through
weaning cauged & delay in delivery, a 40% decrease in live
births, a 756% decrease in neonatal survival, and decreases
in pup weight, at birth ds’ well as-on days 4 and 21 post-
partum. .

Administration of 9 and 18 times the maximum recom-
mended human dose to.female rabbits caused -abortions in
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PRODUCT INFORMATION -

ABBOTT/509

BODY SYSTEM i e Fenof‘ brate* AR : :Placebo = ::
Adverse Event {N=439) oL v +(N=368)
BODY AS A WHOLE B e
Abdominal Pain 4.6% 4.4%
Back Pain © 84% 2.5% -
Headache - - 8.2% 2.7%
Asthenia . 21% 3.0%
Flu Syndrome 2.1% 2.7%
DIGESTIVE . N ’
. Liver Function Tests Abnormal 7.6%** 1.4%
" Diarrhea 2.3% 41%
Nausea 2.3% 1.9%
Constipation: 2.1% 1.4%
METABOLIC AND NUTRITIONAL DISORDERS .
SGPT Increased ©3.0% . . 1.6%
Creatine Phosphokinase Increased 3.0% 14% .
SGOT Increased . 3.4%** 0.5% .
RESPIRATORY o
Respiratory D)sorder 6.2% 5.5%
Rhinitis 2.3% 1.1%

# Dosage equivalent to 200 mg TRICOR
**Significantly different from Placebo

10% of dams at 9 times-and 25% of dams at 18 times the
maximum recommended human dose and death of 7% of fe-
tuses at 18 times the maximum recommended hunian-dose:
Nursing mothers: Fenofibrate should not be used in-nurs-
ing mothers. Because of the potential for tumorigenicity
seen in animal studies, a decision should be made whether
to discontinue nursing or to discontinue the‘drug. .
Pediatric Use: Safety and efficacy in pediatric patleuts
have not been established. - :

Geriatric Use: Fenofibric acid is known to be substantially
excreted by the kidney, and the risk of adverse reactions to
this drug may be greater in patients with impaired renal
function. Because elderly patients are more likely to have
decreased renal function, care should be taken in dose
selection.

ADVERSE REACTIONS

CLINICAL: Adverse events reported by 2% or more of pa-
tients treated’ with fenofibrate during the double-blind,
placebo-controlled trials, regardless of causality, are listed
in the table above, Adverse svents led to discontinuation of
treatment in 5.0% of patients treated with fenofibrate and
in 3.0% treated with placeba. Increases in liver funiction
tests were' the most freq’uent events, causing discontinua-
tion of fenofibrate treatment in 1.6% of patlents in double-
blind trials.

[See table above] i

Additional adverse evénts reported by three 6r ‘More -pa-
tients in placebo-controlled trials or reported in other con-
trolled or open trials, regardless of causahty are listed be-

BODY AS A WHOLE: Chest pam, ‘pain ( ified), in-

unabsorbed drug should be aclneved by e émesis or gastnc la-
vage, usual precautions should be observed tomaintain ‘the,
airway. Because fenofibrate is highly bound to plasma pro-
teins, hemodialysis should not be consulered

DOSAGE AND ADMINISTRATION-

Patients should be placed on an appropriate Tipid-lowering
diet before receiving TRICOR, and should eontinue this diet
during treatment with TRICOR. TRICOR tablets should be
given with meals, thereby ophmlzmg the bloavalIablhty of
the medication. -

For the treatment of adult patients with primary hypercho-
lesterolemia or mixed hyperlipidemia, the m1t1a1 dose of
TRICOR is 160 mg per day. .
For adult patients with hypettnglycendemla‘ “the initial
dose is 54 to 160 mg per day. Dosage should be-individual-
ized according to patient response; and should be adjusted if
nécessary following repeat lipid determinations at-4 to
8 week intervals. The maximum dose is 160 mg per day.
Tréatment w1th TRICOR: should be initiated -at a dose of

increased only after évaliiation of the effects on renal fune-
tion and lipid levels at this dose: In the elderly, the initial
dose should likewise be limited to 54 mg/day.

Lipid levels should’'be monitored periodically snd conisider-
ation should be given to reduciiig: the dosage of TRICOR if
lipid levels-falkFsignificantly below the targeted range

HOW SUPPLIED R

TRICOR®.(fenofibrate tablets) is avarlable in two strengths
54'mg yellow tablets, imprinted with &J.and Abbo-Code

fection, malaise, allergic reaction, cyst, hernia, fever, photo-
sensitivity reaction; and accidental injury.
CARDIOVASCULAR SYSTEM: Angina pectorls, hyper-
tension, vasodilatation, coronary artery disorder, electrocar-
diogram abnormal, ventricular extrasystoles, myocardial in-
farct, peripheral vascular disorder, migraine, varicose vein,
cardiovascular disorder, hypotension, palpitation, vascular
disorder; arrhythmia, phlebitis, tachycardia, extrasystoles,
and atrial fibrillation.

DIGESTIVE SYSTEM:..- Dyspepsia, ﬂatulence, nausea, in-
creased appetite, gastroenteritis, cholelithiasis, rectal disor-
der, esophagitis, gastritis, colitis, tooth disorder, vomiting,
anorexia, gastrointestinal disorder, duodenal ulcer; nausea
and vomiting #peptic ulcer, rectal hemorrhage, liver fatty de-
posit, cholecystitis, eructation, gamma glutamyl transpepti-
dase, and diarrhea.

ENDOCRINE SYSTEM: Diabetes mellitus

HEMIC AND LYMPHATIC SYSTEM: Anemia, leukope-

nia, ecchymosis, eosmophlha, lymphadenopathy, and

thromboeytopenia.
METABOLIC AND NUTRITIONAL DISORDERS: Crea-
tinine increased, weight gain; hypoglycemia, gout, weight
loss, edema, hyperuricemia, and peripheral edema.
MUSCULOSKELETAL SYSTEM: Myositis, myalgia, ar-
thralgia, arthritis, tenosynovitis, joint dlsorder, arthrosm,
leg cramps, bursitis, and myssthenia -
NERVOUS SYSTEM: Dizziness, insomnia, depresswn,
vertigo, libido decreased, anxiety, paresthesia; dry mouth,
hypertonia; nervousneéss, neuralgia; and somnolence: ™
RESPIRATORY SYSTEM:. Pharyngms, brorichitis, cough:
incredsed, dyspnea, “asthma; pneumonia, laryngltls, and
sinusitis. ¥
SKIN AND APPENDAGES: .- Rash, pruritus,’ eczema, her-
pes zoster, urticaria, acne, sweating, fungal dermatitis, skin
disoxder, alopecia, contact dermatitis, herpes smplex e
ulopapular rash, nail disorder, and skin ulter.
SPECIAL SENSES: Conjuhctivitis, eye drsorder, amblyo
pid, ear pain, otitis media, abnormal wsxon cataract specl-
fied, and refraction disorder. X
UROGENITAL SYSTEM: Urinary frequency, prostatxc
disordet; dysuria, kidney function abnormial, urolithi
gynecomastia,’ umntended pregna.ncy, va nal moni
and cystitis. :
OVERDOSAGE - B
There is no specific treatment for overdose w1th TRICOR
General supportive care of the patient is indicated, includ-
ing monitoring. of vital signs and observation:of clinical:sta-
tus, should an overdose-occur: If.indicated, elinination of

tification letters “TA”, available in bottles of 90 (NDC
0074-4009-90).
160.mg white tablets, imprinted with )and Abbo-Ccde
identification letters “TC”, available in' bottles of 90 (NDC
0074-4013-90).
Storage - .
Store at controlled room temperature, 15-30°C (59—86°F)
Keep-out of the reach of children. Protect from:moisture.
Manufactured for Abbott Laboratories, North Chicage, IL
60064, ‘U.S.A. by Laboratoxres Fourmer, S.A., 21300
Chendve, France .- - .
Made:in France
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VICODIN®, " ‘ R
(hydrocodone bltartrate and acetammophen tablets,
usp} .

e

5:mg/500 mg
B only.

DESGRIPTION . .. ST

Hydrocodoné bitartrate and - aceta.mmophen is suppl' -1
tablet form for oral adniinistration: L
Hydroooddne bitartrate is an opioid-analgesic dnd antltus-
sive and occurs’as finej white: crystals-or-as a crystalline
powder. It'is affected by light: The chemical nanie is: 4,50

654 mg/day in patients' having impaired rénal funetion, and -

epoxy-3-methoxy-17-methylmorphinan-6-one tartrate .
| hydrate (2:5). It has the following structitral formula:

coo- )
. (?HdH)?-Zifz HO | -
COOH

CmHnNOaQ,HQOG-Z%H 0. - M.W. 494.50
Acetaminophen, 4 -hydroxyacetamhde, a slightly- bitter,
white, odorless, crystalline powder, is a non-opiate, non-
salicylate analgesic and antlpyrehc 1t has the following
structural formula:

NHCOCH,
o .
| GHNO, . . MW 15L16
Each VICODIN tablet contains: s
Hydrocodone Bitartrate .- 5 mg
| Acetaminophen 500 mg

In addition each tablet eontams the follomng inactive ingre-
dients: colloidal silicon dioxide, starch, croscarmellose 80~
dium, dibasic calcium phosphate, magnesium stearate, mi-

" crocrystalline cellulose, povidone, and steanc acid.

Meets USP Dissolution Test 2.

CLINICAL PHARMACOLOGY

Hydrocodone is a semisynthetic narcotic analgesic and an-
titussive with multiple actions qualitatively similar to those
of codeine. Most of these in_volve the central nervous system
and smooth muscle, The ptemse mechanism of actjon of
hydrocodone and other opiates is not known, although it is
believed to relate to the existérice of opiate receptors in the
central nervous system. In addition to analgesia, narcotics
may produce drowsmess, ¢hanges in mood &nd 1 ntal
clouding,

The analgesic action of acetaminophen involves’ penpheral
influences, but the specific mechanism is as yet undeter-
mined. Antipyretic activity is mediated through hypo-
thalmic heat regulating centers. Acetaminophen’ m]nlnts
prostaglandin  synthetase. ~Therapeutic: doses of
acetaminophen have negligible effects on the cardwvascular
or respiratory systems; however, toxic doses 3 may cause eir-
culatory. failure and rapid, shallow breathing.

| Pharmacokinetics: The behavior of the mdnﬁdual compo-

nents is described below.

Hydrocodone: ‘Following a 10mg oral” dose of hydrocodone
administered to five adult male ‘subjects, “the mean peak
concentration was 23.6 + 5:2ng/mL. Maximum $erum levels’
weére achievedat 1.3 + 0.3 hours and the half-life was de-
termined fo bie'3:8 0.3 hotirs. Hydrocodone exhibits a cor-
plex pattérn of metabolisti” including* O-demethylatlon N-
demethylation and 6-keto. reduction to’ the correspondmg
6-0- and 6-B-hydroxy-" metabohtes See OVERDOSAGE for
toxicity information.

Acetaminophen: Acetalmnophen is rapidly absorbed from
the gastrointestinal tract and is distributed throughout
miost body tissues. Thé plasma half-life is 1.25't0 3 hourd
but may be increased by liver damage ‘ana following over-
dogage. Elimination of acetaninophen is principally by liver
metabolisti (¢onjugation) and subsequent tenal excretion of
metabolites. Approximately 85% of an oral dose. appears in’
the urine within 24 hours of administration, most a3 the.
glueuronide conjugate; with small amounts of other’ conju-
gates and unchanged drug. See OVERDOSAGE for tox:lmty
information.

INDICATIONS AND USAGE - “
VICODIN tablets are indicated for the rehef of moderate to
moderately severe pain.

CONTRAINDICATIONS -

“This product should not be admxmstered ‘to patients who
have preyiously exhibited hypersens1t1v1ty to hydrocodone
or, acetaminophen..

Patients known to be hypersensitive to othet op101ds may
exhibit cross-sens1t1v1ty to }Lydrocodone . .

| WARNINGS-

Respiratory Depresslon At hxgh doses or.in sensntlve pa-
tients, hydrocodone may produce dose-related respiratory

. depression by acting directly on the.brain stem respu‘atory

center. Hydrocodone also affects the ceriter that controls res-
piratory rhythm, and may’ produce n—regular and penodxc
breathing. -

Head Injury and Increased Intracranial Pressure The res:
piratory depressant effects of riarcotics and their capacity to
elevate cerébrospinal fluid pressure may be markedly exag-

| gerated in the presence of head injury; other intracranial le-

sions or a preexisting increase in intracranial pressure. Fur-
thermore, ‘ndrcotics* produce adverse reactions which may
obscure the chmcal course of patients w1th head i lmunes
Acute-Abdominal Conditi The: administration -of nar~
cotics may obscure the:diagnosis or clinical cotirse of pa-
tients with: acute abdominal condltmns

Com'muad on next page

:Consult 2003 PDR® supplements and future editions for revisions
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Table 4: Adverse Events Occurring in =2.5% of PLAVIX
Patients in CAPRIE
% Incldence
{% Discontinuation)

Body System

PLAVIX Aspirin
Evént {n=9599] [n=95861
Bodyasa Whole—general disorders :
Chest Pain : 8.3(0.2) . 8.3(0.3)
Accidental/Inflicted Injury 7.90.1) 7.3(0.1)
Influenza-like symptoms 7.5(<0.1) 7.0(<0.1)
Pain 64(0.1) 6.3(0.1)
Fatigue- 3.3(0.1) 3.4(0.1)
Cardiovasiular disorders, general .
Edema 4.1(<0.1) 4.5(<0.1)
Hypertension 4.3 (<0.1)- 5.1(<0.1)
Central & peripheral nervous system disorders .
Headache 7.6(0.8)- - 7.2(0.2y
Dizziness 6.2(0.2) 6.7(0.3)
Gastrointestinal system disorders
Abdominal pain 5.6 (0.7) S 710
Dyspepsia 5.2 (0.8) 6.1(0.7)
Diarrhea 4.5(0.4) 3.4(0.3)
Nausea 3.4(0.5) 3.8(0.4)
Metabolic & nutritional disorders -
Hypercholesterolemia 4.0 (0) 4.4(<0.1)
Mdsculo-§keletal system disorders
Arthralgia 6.3(0.1)" - 62(0.1)
‘Back Pain "5.8(0.1) . 5.3(<0.)-
Platelet, bleeding, & clotting disorders .
Purpura/Bruise 5.3(0.3) 3.7(0.1
Epistaxis 2.9(0.2) 2.5 (0:1)
Psychiatric disorders . : o
Depression - 3.610.1) -3.9(0.2)
Respiratory system disorders - .
Upper resp tract mfechon 8.7(<0.1) 8.3(<0.1)
Dyspnea 4.5(0.1) 4.7(0.1)
Rhinitis 4.2(0.1) 4.2 (<0.1)
Bronchitis 3.7(0.1) 3.7(0)
Coughing 3.1(<0.1) 2.7(<0.1)
Skin & appendage disorders
Rash : 4.2 (0.5) 3.6(0.2)
Pruritus 3.3(0.3) 1.6 (0.1
Urinary system disorders
Urinary tract infection 3.1(0) 3.5(0:1)

Icidence of discontinuation, regardless of tela.tionship to
therapy, is shown in parentheses

Adverse events occurring in =2.0% of patients on PLAVIX
in the CURE controlled clinical trial are shown below Te-
gardless of relationship to PLAVIX.

Table 5: Adverse Events Occurring in 22.0% of PLAVIX
Patients in CURE :
- : % Incidence .
{% Discontinuation}

disorders:- GI hemorrhage, hematoma, platelets decreased.”

Psychiatric disorders: Anxiety, Insomnia. Red blood cell dis-
orders: Anemia. Respiratory system disorders: Pneumonia,
Sinusitis. Skin and appendage disorders: Eczema, Skin ul-
- ceration. Urinary system disorders: Cystlt.ls Vision: dLsor-
ders: Cataract, Conjunctwms

Other ‘potentially serious adverse events which may be of ’

clinical interest but were rarely reported (<1%) in patients

-who received PLAVIX in the CAPRIE or CURE controlled

clinical trials are listed below regardless of re‘lationship to
PLAVIX. In general, the incidence of thesé events was sim-
ilar to'that in patients receiving aspmn (in CAPRIE) or pla-
cebo + aspirin (in CURE).

Bady as a whole:  Allergic reaction, necrosis ischemic. Car-

-diovascular disorders: Edema generalizéd. Gastrointestinal

system disorders: Gastric ulcer perforated, gastritis hemor-
rhagie, upper GI ulcer hemorrhagic. Liver and Biliary sys-
tem disorders: Bilirubinemia, hepatitis infectious, liver
fatty. ‘Platelet, bleeding and clotting disorders: hemarthro-

" sis, hematuria, hemoptysis, hemorrhage intracranial, hem-

orrhage retroperitoneal, hemorrhage of operative wound,
ocular hemorrhage, pulmonary hemorrhage, purpura aller-
gic, Thrombocytopema Red blood cell disorders: Anemia
aplastic, anemia hypochromic. Reproductive disorders, fe-
‘male: Menorrhagia. Respiratory system disorders: Hemotho-
rax, Skin and appendage disorders: Bullous eruption, rash
erythematous, rash 1 lar, urticaria. Urinary sys-
tem disorders: Abnormal renal function, acute renal failure,
White cell and reticuloendothelial system disorders: Agran-
ulocytosis, granulocytopenia, leukemm, leukopema, neutro-
phils decreased.

Postmarketing Experience

The following events have been reported spontaneously

from worldwide postma.rketmg expenence
= & Body as a whole:

- —hypersensitivity reactwns,.anaphy]actoid reactions
¢ Central and Peripheral Nervous-System disorders:
—confusion, hallucinations, taste disorders
Liver and Biliary system disorders: . .
—abnormal liver funchon test hepatms (nonqnfsc—
tious) - -
Platelet, Bleeding and Clottmg dzsorders
—cases of bleeding with fatal outcome (especially mtra—
cranial, gastromtestmal and retropentoneal hemor-
rhage)
——agranulocytosxs, _aplastlc anemia/pancytopenia,
.+ thrombotic .thrombocytopenic purpura. (TTP)—see
WARNINGS.

-~ —conjunctival; ocular and ret.mal bleeding
Respiratory system disorders:
—bronchospasm ... ..
Skin-and. Appendage dtsorders
—angioedema, erythema multiforme.-
Urinary system disorders: - . -
—glomerulopathy, abnormal creatmme levels

OVERDOSAGE ) ”

One case of deliberate overdosage with PLAVIX was re-
ported in ‘the large, CAPRIE controlled clinical study. A 34-
year-old woman took a single 1,050-mg dose of PLAVIX
(equivalent to 14 standard 75-mg tablets). There were no
associated adverse events. No special therapy was inati-
tuted, and she recovered without sequelae,

No adverse events were reported after single oral adminis- :

tration of 600 mg (equivalent to 8 standard 75-mg tablets) of
PLAVIX in healthy volunteers. The bleeding time was pro-
longed by a factor of 1.7, which is similar to that typically
observed with the therapeutic dose of 75 mg of PLAVIX per

Body System PLAVIX Placebo | day
B3 (+ aspirin}* - (+ aspirin)* || A smgle oral dose of clopidogrel at 1500 or 2000 mg/kg was
Event [n=6259] [n=6303} lethal to mice and to rats and at 3000 mg/kg to baboons.
: -~ Symptoms of acute toxicity were vomiting (in baboons),
Bndy as-a Whole—general disorders . . L ‘| prostration, difficult breathing, and gastrointestinal hémor-
Chest Pain . 2.7 (<0. 1) 2.8 (0.0) rhage in all spec:es
- About Speclﬁc Treatment
Central & penpheral nervous system dzsorders - . Based on biological p ility, p t transfusion may be
Headache 3.1(0.1) :3.2(0.1) | appropriate to reverse the pharmacological effects of
Dizziness 2410.1) 2.0(<0.1) | PLAVIX if quick reversal is required.
Gastrointestinal system'disarders L ) - DOSAGE AND ADMINISTRATION .
 Abdominal pain 123003 2.80.3) | The recommended daily dose of PLAVIX ig'75 g once daily.
Dyspepsia 2.00.1).. 1.9(<0.1) | Recent Mi, Recent Stroke, or Establxshed Perlpheral Arte-
Diarrhea 2,100.1) 2,2(0.1) | rial Disease

+ Other standard therapies were used as appropriate.

Other adverse experiences of potential. importance occur-
ring in- 1% $o 2.5% of patiénts receiving PLAVIX (clopidogrel
bisulfate) in the CAPRIE or CURE controlled clinical trials
are listed helow regardless of relationship to PLAVIX. In
general, the incidence of these events was similar to that in
patients receiving aspirin (m CAPRIE).or placeho + aspirin
{in CURE). .

Autonomic Nervous. System Disorders: Syncope, Palpita-
tion. Body as @ Whole—general disorders: Asthenia, Fever,
Hernia. Cardiovascular disorders: Cardiac failure, Central
and peripheral nervous system disorders: Cramps legs, Hy-
poaesthesia, Neuralgia, Paresthesia, Vertigo. Gastrointesti-
nal system disorders: Constipation, Vomiting, Heart rate
and rhythm disorders: Fibrillation atrial. Liver and biliary
system disorders: Hepatic. enzymes increased. Metabolic
and nutritional disorders: Gout, hyperuricemia, non-protein
nitrogen (NPN) increased. Musculo-skeletal system
disorders: Arthritis, Arthrosis. Platelet, bleeding & clotiing

The recommended dally dose of PLAVIX is 75 mg once daily.
Acute Coronary Syndrome

For patients with acite coronaty syndrome (unstable ang\-
na/non-Q-wave MI); PLAVIX should be initiated with a sin-
gle 300 mg loading dose and then contiritied at 75 mg once
daily. Aspirin (75 mg-325 mg once daily) should be initiated
and continued in combination with PLAVIX, In CURE, most

patients with Acute Coronary Syndrome also recelved hep ’

arin acutely (seé CLINICAL STUDIES).

PLAVIX can be admiristered with or without food:

No dosage adjustment is necessary for elderly patients or
patients With renal disease. (See Clinical th'macology-
Specral Populatxons ).

HOW SUPPLIED .

PLAVIX {clopidogrel blsulfate) is avallable asa pmk round .

biconvex, film-coated tablet debossed with “75™ on one side
and“1171" on the other. Tablets dre provided as fo]lows
NDC 63653-1171-8 bottles of 30
NDC 63653-1171-1 bottles of 90
NDC 63653-1171-5 bottles of 500
NDC-63653-1171-3 blisters of 100

- Storage

Store at 25° C (77° F); excursions perm1tted to 15°—-30° C
(59°-86° F) [See USP Controlled Room Temperature]
Distributed by:
Bristol-Myers Squibb/Sanofi Pharmaceutxcals Partnership:
New York, NY 10016
Sanofi-Synthefabo
Bristol-Myers Squibb Company
PLAVIX® is aregistered trademark of Sanoﬁ Synthelabo
Revised: May 2002
B1-B001-06-02
1171DIM-14
51-021345-03

Shown in Product Identification Gutde, page 310

PRAVACHOL® - - . . B
(pravastatm sodium) Tablets -
Rx onl: y .

DESCRIPTION

PRAVACHOL® (pravastatin sodium) is one of a new class of
lipid-lowering compounds, the HMG-CoA reductase inhibi-
tors, which reduce cholesterol biosynthésis. These agents
are competitive inhibitors of 3-hydroxy- 3-methy1g1ut'aryl-
coenzyme A (HMG-CoA) reductase, the enzyme catalyzing
the early rate-limiting step in cholesterol bwsynthesls, con-
version of HMG-CoA to mevalonate,

Pravastatin sodium is designated chemically as 1-Naphtha-
lene-heptanoic acid, 1,2,6,7,8,8a-hexahydro-,5,6-trihy-
droxy-2-methyl-8-(2-methyl-1-okobutoxy)-, monosodium.
salt, [1S-[1a(BS*,55%),20,60, 8R(R*),8ac]]-. Structural for-
mula:

MW 446,52

Cas Has NaOy

Pravastatin.sodium is an odorless, white to off-white, fine or
crystalline powder. It is a relatively polar hydrophilic cora-
pound with a partition coefficient (octanol/water) of 0.59-at a
pH of 7.0. It is soluble in methanol and water (>300 mg/mL),
slightly soluble in isopropanol, and practically msoluble in
acetone, acetonitrile, chloroform, and ether.
PRAVACHOL is available for oral administration: as 10 mg,
20 mg, 40 mg and 80 mg tablets. Inactive ingredients in-
clude: croscarmellose sodium, lactose, magnesium ox1de,
ium stearate, ystalline cellulose, and povi-
done The 10.mg tablet also contains Red Ferric Oxide, the
20 mg and 80 mg tablets also contain Yellow Ferric Oxide,
and: the 40 mg tablet also contains Green Lake Blend (mix-
ture of D&C Yellow No. 10-Aluminum Lake and FD&C Blue
No. 1-Aluminum Lake).

CLINICAL PHARMACOLOGY

Cholesterol and triglycerides in the bloodstream circulate as
part of lipoprotein pl These complexes can be sep-
arated by density ultracentrifugation into h.lgh (HDL), in-
‘termediate (IDL), low (LDL), and very low (VLDL) densxty
hpoprotem fractions. Triglycerides (TG) and cholesterol syn-
thesized in the liver are incorporated into very low density
‘lipoproteins (VI.DLs) and released into the plasma for de-
livery to penpheral tissues. In a senes of subseqnent stéps,
VLDLs are transformed into inter density lipopro-
‘teins_ (IDLs), and cholesterol-rich low density lipoproteins
(LDLS) High density lipoproteins (HDLs), containing apoli-
poprotein A, are hypothesized to participate in the réverse
transport of cholesterol from tissues back to the liver.
PRAVACHOL produces its lipid-lowering effeét in two ways.
First, as a consequence of its reversible inhibition of HMG-
CoA reductase activity, it effects modest reductions in intra-
¢ellular -pools of cholesterol. This results in'an increase in
the number of LDL-receptors on cell surfacés and enhanced
receptor-mediated catabolism- and -clearance of circulating
LDL. Second, pravastatin inhibits LDL production by inhib-
iting hepatic synthesis. of VLDL, the LDL precursor.
Clinical and.pathologic studies-have shown that elevated
levels of total cholesterol (Total-C), Jow dexsity lipoprotein
cholesterol (LDL-C), and apolipoprotein' B (Apo‘B - a'mem-
brane transport complex for LDL) promoéte human athero-
sclerosis. Similarly, ‘decreased levels of HDL-cholesterol
(HDL-C) and its transport complex, ‘apolipoprotein A, are
‘associated with the development of atherosclerosis. Epide-
miologic investigations have established that cardiovascu-
lar morbidity and mortality vary directly with-the level of
Total-C and LDL-C and inversely with the level of HDL-C.
Like LDL, cholesterol-enriched triglyceride-rich lipopro-
teins, including VLDL, IDL, and remnants, can also pro-
mote atherosclerosis. Elevated plasma TG are frequently
found in & triad with low HDL-C levels and small LDL par-
ticles, as well as in association with non-lipid metabolic risk
factors for coronary heart disease. As such, total plasma TG
has not consistently been shown to be an independent risk

Continued on next page

Consult 2003 PDR® supplements and future editions for revisions
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Table 1 . LIPID — Primary and Secondary Endpoints

Pravachol—Cont.
Number (%) of Subjects

. Pravastatin 40 mg *Placebo Risk

factor for CHD. Furthermore, the independent effect of rajs- (N = 4512) {N = 4502) Reduction P-value
ing HDL or lowering TG on the risk of coronary and carli- - .

ovascular morbidity and mortality has not been determingd. | Primary Endpoint :

In both normal volunteers and patients with hyperchol¢gs- | = CHD mortality - 287 (6.4) 373 (8.3) - 24% 0.0004
terolemia, treatment with PRAVACHOL reduced Total{C, | Secondary Endpoints .

LDL-C, and apolipoprotein B. PRAVACHOL also- reducpd Total mortality - ) 498 (11.0) 633 (14.1) 23% <0,0001 -
VLDL- C and TG and produced increases in HDL-C and afjo- CHD mortality or non-fatal ML 557 (12.3) 715 (15.9) 24% <0.0001
lipoprotein A. The effects of pravastatin on Lp (a), fibrinjo- Myocardial revascularization : s

gen, and certain other independent biochemical risk mark- procedures (CABG. or PTCA) --584 (12.9) 706 (15.7) 20% <0.0001
ers for coronary heart disease are unknown. Although Stroke ..

pravastatin is relatively more hydrophilic than other HM(- All-cause ] 169 (3.7) 204 (4.5) 19% 0.0477
CoA reductase inhibitors, the effect of relative hydrophiljc- ‘Non-hemorrhagic 154.(3.4) 196 (4.4) 23% 0.0154
ityixlfi any, on either efficacy or safety has not been estap- Cardiovascular mortality . 831(7.3) 433 (9.6) 25% <0.0001
ishel —— ” T

In one primary (West of Scotland Corérary Preventign y

Study - WOS)* and two secondary (Long-term Interventign | 12b€2 CARE — Primary and Secondary Endpoints

with Pravastatin in Ischemic Disease ~ LIPID? and the Chio- : . Number (%) of Subjects :

lesterol and Recurrent Events - CARE?) prevention studies, . . Pravastatin 40 mg Placeho Risk

PRAVACHOL has been shown to reduce cardiovasculgr - . - (N = 2081) (N = 2078} Reduction Prvalue
morbidity and mortality across a wide range of cholesterpl Primary Endpoint E

Jevals (égo Clinloal Studies) o CHD wortality or nonfatal M 212 (10.2) 274 (15.2) 249 0.003
PRAVACHOL is administéred orally in the active form, In econdary Endpoints : i

clinical pharmaqology studies in man, pravastatin is rapidly l’\’g%cciggf elsr(eggé]i??;g)z) 244D 89188 un <0.001
‘absorbed, with peak plasma levels of parent compound gt- Strolse or TIA - 93 (4.5) 124 (6.0) 26% 0.029

tained 1 to 1.5 hours following ingestion. Based on urinaty
recovery of radiglabeled drug, the average oral absorption pf
pravastatin is 34% and absolute bioavailability is 17%.
While the.presence of food in the gastrointestinal tract rg-
duces systemic bioavailability, the lipid-lowering effects pf
the drug are similar whether taken with, or 1 hour prior, o
meals.
Pravastatin undergoes extensive first-pass extraction in t}
liver (extraction ratio 0.66), which is its primary site of g
tion, and the primary site of cholesterol synthesis ar|
of LDL-C clearance. In vitro studies demonstrated th
pravastatin is transported into hepatocytes with substa
tially less uptake into other cells. In view of pravastatin
apparently exfensive first-pass hepatic metabolism, plasn
levels may not necessarily correlate perfectly with lipi
lowering efficacy. Pravastatin plasma concentrations [
cluding: area under the concentration-time curve (AUQ
peak (Cyq,), and steady-state minimum (C;,)} are direct]
proportmnal to administered dose. Systemic bioavailabili
of pravastatin administered following a bedtime dose w:
decreased 60% compared to that following an AM: dose. Dr
spite-this decrease in systemic bioavailability, the efficacy
pravastatin-administered once -daily in the evening, a
though not statistically significant, was marginally more ¢
fective than that after a morning-dose. This finding of low:
systemic bioavailability suggests greater hepatic extractig
of the drug following the evening dose. Steady-state AUC
Cpnax 30d C,;; plasma concentrations.showed no-evidence
pravastatin accumulation following once or twice daily a
ministration of PRAVACHOL (pravastatin sodium) tablets.
Approximately 50% of the circulating drug is bound {
plasma proteins. Following single dose ‘administration
*C-pravastatin, the elimination half-life (t%) for total x
dioactivity (pravastatin plus metabohtes) in humans i8]

TR TN
THETISET dtreto-treatment-withr PRAVACHOE was tonsistent i bothrsexes:

with PRAVACHOL 51gnlﬁcant1y reduced the risk for total
mortality by reducing coronary death (see Table 1). The risk
reduction due to treatment with PRAVACHOL on CHD mor-
tality was consistent regardless of age. PRAVACHOL signif-
icantly reduced the risk for total mortality (by reducing
CHD death) and CHD events (CHD mortality or nonfatal _
M) in patients who qualified with a history of either MI.or
hospitalization for unstable angina pectoris.

{See table 1 above] »

In the Cholesterol and Recurrent Events (CARE)® study the
effect of PRAVACHOL, 40 mg daily, on coronary heart dis-
ease death and nonfatal MI was assessed in 4159 patients
(3583 men and 576 women) who had experienced a myacar-
dial infarction in the precedmg 3-20 months and who had
normal (below the 75 percentile of the general population)
plasma total cholesterol levels. Patients in this double-
blind, placebo controlled study participated for an average
of 4.9 years and had a mean baseline total cholesterol of
209 mg/dL. LDL cholesterol levels in this patient population
ranged from 101 mg/dL~180 mg/dL (mean = 139 mg/dL). At
‘baseline, 84% of patients were receiving aspirin and 82%
were taking antihypertensive medications. Median (25%,
75™ percentile) percent changes from baseline after 6
months of pravastatin treatment in Total C, LDL-C, TG,
and HDL were —22.0 (~28.4, —14.9), —32.4(—39.9, —23.7),
-11.0 (—26.5, 8.6), and 5.1 (~2.9, 12.7), respectively. Treat-
ment with PRAVACHOL (pravastatin sodium) significantly
reduced the rate of first recurrent coronary events feither
CHD death or nonfatal MI), the risk of undergoing revascu-
larization procedures (PTCA, CABG), and the risk for
stroke or transient ischemic attack (TIA) (see Table 2).
{See table 2 ahove)

Clinical Studies

Prevention of Coronary Heart Disease

In the Pravastatin Primary Prevention Study (West ‘of
Scotland Coronary Prevention Study — WOS),! the.effect of
PRAVACHOL (pravastatin sodium) on fatal and nonfatal
coronary heart disease (CHD) was assessed in 6595 men
45-64 years-of age, without a previous myocardial infarc-
tion (M1), and with LDL-C levels between 156254 mg/dL
(4~6.7 mmol/L). In this randomized, double-blind, placebo-
controlled study, patients were treated with staridard care,
including dietary advice; and ‘either PRAVACHOL 40 mg
daily (N=3302) or placebo (N=3293) and followed for a me-
dian:duration of 4.8 years. Median (25%, 75'® percentile)
percent changes from baseline after 6 months of pravastatin
treatment in Total C, LDL-C, TG, and HDL -were —20.8
(-26:9, —11.7), ~27.7 (- 36.0, —16.9), 9.1 (—27.6, 12.5), and
6.7 (~2.1, 15.6), respectively.

PRAVACHOL significantly reduced the rate of first coronary
events (either coronary heart disease (CHD) death or non-
fatal MI) by 31% [248 events in the placebo group (CHD
death=44, nonfatal MI=204) vs 174 events in ‘the
PRAVACHOL group (CHD death=31, nonfatal MI=143),
p=0.0001 (see figure below)l. The risk reduction with
PRAVACHOL was similar and significant throughout the
entire range of baseline LDL cholesterol levels. This reduc-
tion was also similar and significant across the age range
‘studied with a 40% risk reduction for patients younger than
55 years and a 27% risk reduction for patients 55 years and
older, The’ Pravastatin anat‘y Prevention Study included
‘only men and therefore it is not cléar to what extent these
data can be extrapolated toa similar population of" female

GRS
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hours. patients. 1 : ) o
: In the Pravastatin Limitation of Atherosclerosis in the Cor-

fii‘;ﬁ?gfgxfﬁ;;fﬁffyH%S‘g,ﬁgﬁffﬁ?fﬁ;ﬁﬁg’rf;a}s‘:3 Coronarv Heart Disease Death or Nonfatal Myocardial Infarction * onary Arteries (PLAC D?* study, the effect of pravastatin
on bétween-sibject variability, was 50% £6.60% for AUC = ¥ Survival Distributions therapy on coronary atherosclerosis was assessed by coro-
Approximatély 20% of radlol;beled oral dose is excreted ip g . " Logrank P 00001 nary angiography in patients with coronary disease and
PP A 2 B s . - moderate hypercholesterolemia (baseline LDL-C range =

urine and 70% in the feces. After intravenous administrd-
tion of radiolabeled pravastatin to normal volunteers, ap-
pmxmately 47% of total body clearance. was via renal ey
cretion and 53% by non-renal routes (ie., biliary excretiol

130-190 mg/dLj::In: this double-blind, multicenter, con-
trolled clinical frial angiograms were evaluated at baseline
and at three years in 264 patients. Although the difference
between pravastatin and placebo for the primary endpoint

.and biotransformation). Since there are dual routes of elin]
ination, the potential exists both for compensatory excrétiol
by the alfernate route as well as for accumulation of druj
and/or metabolites in  patients w1th renal or hepamc msuﬁi
ciency.
In a study comparing the kinetics of pravastatin in patients
with biopsy confirmed cirrhosis (N=7) and normal.subj
(N=7), the mean AUC varied 18-fold in cirrhotic patie
and . 5-fold. in healthy subjects. Similarly, the .pe
pravastatin values varied 47-fold for cirrhotic patients co
pared to 6-fold for healthy subjects.-

-Bigtransformation pathways ehicidated for pravastatm
clude: (a) isomerization to 6-epi pravastatin and the 3
‘hydroxyisomer of pravastatin (SQ.31,906), (b) enzyma
ring hydroxylation to SQ 31,945, (c).w-1 oxidation of thees- -
ter side chain, (d) 8-oxidation of the carboxy. side chain, (e) .| S dary Pr
ring oxidation followed by aromatization, (f) oxidation.of a | Inthé Long- “term
hydroxyl-group to a keto group, and (g) conjugation. The | Diseasé (LIPIDY® stady, the. effect of PRAVACHOL
major degradation product is the 3a-hydroxy -isomeric me- | (pravastatin sodium) 4 a_ﬂy, was assessed in 9014 pa-
tabolite, which has onetenth to one-fortieth the HMG-CoA { tients (7498 men; 1516 women; 3514 elderly patler).ts [age
reductdse inhibitory.activity.of the parent compound. 265 yedrs}; 782 diabetic pa vts) who had experienced ei- -
Ina single oral dose study using pravastatin.20'mg, the | ther an MI (5754 patients) or'had been hospitalized for un-
mean AUC for pravastatin was approximately 27% greater | stablé angina pectoris (3260 patients) in the preceding 3-36
and the mean cumulative urinary excretion (CUE) approx- '| months, Patients in this multicenter, double blind, placebo-
imately 19% lower in elderly men (65 to 75 years old) com- | controlled study participated for an average of 5.6 years
pared with younger men (19 to 31 years old). In a similar | (median of 5.9 years) and at randomization had total cho-
study- eonducted in women, the mean AUC for pravastatin -| lesterol between 114:and 563 mg/dL (mean 219 mg/dL),
was approximately 46% higher and the mean CUE approx- | LDL-C between 46:and 274 mg/dL (mean 150 mg/dL), trig-
imately 18% lower inelderly women (65 t0.78 years old) .| lycerides between 35 and-2710 mg/dL (mean 160 mg/dL), |
compared with younger women (18 to 38 yedrs old). In both | and HDL-C between 1 and 103 mg/dL (mean 37 mg/dL), At
studies, Cpax, Tmex and (t¥3) values were similar in oldgr | baseline, 82% of patients were receiving aspirin and 76%
and younger subjects, were receiving antihypertensive medication. Treatment

(per-patient change in mean coronary artery diametér) and
one of two_secondary endpoints (change in percent lumen
diameter stenosis) did not feach statistical significarice, for
the secondary endpoint of change in minimum lumen diam-
eter, statistically significant slowing of disease was seen in
the pravastatin treatment group (p=0.02).

In the Reg‘resswn Growth Evaluation Statin Study (RE-
GRESS)®, the effect of pravastatin én coronary atheroscle-
‘Tosis was assessgd_by coronary angiography in 885 patients
with angina péctoris;“angiographically documented coro-
-nary artery disease and hypercholesterolemia (baseline to-
tal-cholesterol range = 160-310 mg/dL). In this double-
blind, multi¢enter, controlled clinical trial, angiograms were
evaluated at baseline and at two years in 653 patients (323
treated with pravastatin): Progression. of coronary athero-
sclerosis was significantly slowed in the pravastatin group
as. assessed - by changés ‘in- miean segment diameter
(p=0.037) and minimum obstruction diameter (p=0.001).
Analysis of pooled events from PLAC I, the Pravastatin,
Lipids and Atherosclerosis in the Carotids Study (PLAC
1D%, REGRESS, and the Kuopio Atherosclerosis Prevention
Study (KAPS)' (tombined N=1891) showed that treatment
with. pravastatin was associated with a statistically signifi-
cant reduction in the composite event rate-of fatal and non-
fatal myocardial infarction (46 events or 6.4% for placebo
versus 21 events or 2.4% for pravastatin, p=0.001). The pre-
dominant effect of pravastatin wasto reduce the rate of non-
fatal myocardial infaretion:

Pramazy Hypercholesterolemm (Fredrlcksnn Type Ila and

W B

0 of Car/’ _‘ f Events
nte rventmn with Pravastatin in Ischérhic

s).-
PRAVACHOL (pravastatin sodlum) is hlghly effective in re-
ducing Total-C, LDL-C and Triglycerides (TG) in patients

and

will be sup ded by §
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with heterozygous familial, presumed familial combined
and non-familial (non-FH) forms of primary hypercholester-
olemia, and mixed dyslipidemia. A:therapeutic response is
seen within 1 week, and the maximum response usually is
achieved within 4 weeks. This response is maintained dur-
ing extended periods of therapy. In addition; PRAVACHOL
is effective in reducing the risk of acute coronary-events in
hypercholesterolemic patients w1th and without prevmus
myocardial infarction.

Asingle daily dose is as eifectwe as the same total dally
dose given twice a day. In multicenter, double-blind, place:
bo-controlled studies of patients with primary hypercholes-
terolemia, treatment with pravastatin in daily doses rang-
ing from 10 mg to 40 mg consistently and significantly
decreased Total-C, LDL-C, TG, and Total-C/HDL-C and
LDL-C/HDL-C ratios; (see Table 3). :

In a pooled analysis of two multicenter, double blind, place-
bo-controlled studies of patiénts with primary hypercholes-
terolemia, treatment with pravastatin at a daily dose of
80 mg (N = 277) significantly decreased Total-C, LDL-C, and
TG. The 25™ and 75" percentile changes from baseline in
LDL-C for pravastatin 80 mg were —43% and —30%. The
efficacy results of the individual studies were. consistent
with:the pooled data (see Table 3).

Treatment with PRAVACHOL modestly decreased VLDL-C
and PRAVACHOL across all doses produced vanable in-
creased in HDL-C (see Table 3).

lamia Steredi

Table 3 anary Hyperchol
Dose Response of PRAVACHOL
° Once Daily Administration

TotalC LDL-C HDL-C TG

Dose”

Mean Percetit Changes From Baseline After 8 Weeks*

Placebo (N = 36} -3% ~4% +1% —4%
10 mg (N = 18} —16% —-22% +7%  -15%
20 mg (N =19) —24% -32% +2%  -11%
40mg (N =18) —26% —34% +12% —24%

Mean Percent Changes From Baseline After 6 Weeks**

+1%
-19%

-1%
—87%

-1%
+3%

Placébo (N = 162) 0%
80 mg {N = 277) . —27%

#a multicenter, double-blind, placebo-contro]led study
**pooled analysis of 2 multicenter, double-blmd placebo-
controlled studies

In another clinical trial, patients treated with pravastatin
in combination with cholestyramine (70% of patients were
taking cholestyramine 20 or 24 g per day) had reductions
equal to or greater than 50% in LDL-C. Furthermore,
pravastatln attenuated cholestyramine-induced increasés
in TG levels (which are themselves of uncertain clinical sig-
nificance).

Hypertriglyceridemia (Fredrickson Type IV)

The response to pravastatin in patients with Type IV hyper-
lipidemia (baseline TG- 5200 mg/dL and LDL-C <160 mg/
dL) was evaluated in a subset of 429 patients fromi.the
Cholesterol and Recurrent Events (CARE) study. For
pravastatin-treated subjects, the median (min, max) base-
line triglyceride level was 246. 0 (200. 5, 349.5) mg/dL (see
Table 4).

‘Table4  Patients With Fredrickson Type IV
" Hyperlipidemia Median (25%,75% percentile}
" Percent Change From Baseline

Pravastatin 40 mg- Placebo-
(N=429) (N=430) -
Triglycerides —21.1(-348,13) . -6.3(-23.1,18.3)
Total-C -22.1(-27.1, - 14.8) 0.2(-6.9,6.8)
LDL-C —-31.7 (~-39.6, =21.5) 0.7 (-9.0, 10.0)
HDL-C 74(-12,17.7 2.8 (—5.7, 11.7)
Non-HDL-C =~ -27.2(-34.0, -18.5) -0.8(-8.2, 7.0)

Dysbetalipoproteinemia (Fredrickson Type I1I)

The response to pravastatin in two double-blind crossover
studies of 46 patients with genotype E2/E2 and Fredrickson
Type JII dyshetalipoproteinemia is shown in Table 5.

Table 5 Patlents Wlth Fredrlckson Type 1]
Dy Median {min, max)
Percant Change From Baseline
Median % Change
(min, max)
Median (min, max) Pravastatin 40 mg
at Baseline (mg/dL) (N=20)
Study 1 - .
Total-C 386.5 (245.0, 672.0) ~32.7 (—58.5, 4.6)

Triglycerides 443.0 (275.0, 1299.0)  —23.7 (~68.5, 44.7)

VIDL-C*  206.5 (110.0, 379.0) —43.8 (—78.1, —14.3)
LDLC* 7.5 (80.0, 170.0) —40.8 (—63.7, 4.6)
HDL-C 30.0 (18.0, 88.0) 6.4 (~45.0, 105.6)

Non-HDL-C = 344.5 (215.0, 646.0)
*N=14

-36.7 (-66.3; 5.8)

NCEP Treatment Guidelines: LDL-C Goals and Cutpoints for Therapeutic
--Lifestyle Changes and Drug Therapy in Different Risk Categories

LDL Levels at Which to . . B i

- . fnitiate Therapeutic . LDL Level at Which to- ..
- LDL Goal - Lifestyle Ct Consider Drug Therapy.
Risk Category {mg/dL} - {mg/dL) .-~ {mg/dL)
CHD?® or CHD Risk <100 - =100 =130
equivalents (100 — 129: drug optional)®
(10-year. risk > 20%) - . i K
2+ Risk factors o ) 10-year risk 10%-20%
(10-year risk < 20%) . <130 = 130 = 130
- 10-year risk < 10%;
. = 160
0-1 Risk factor® '2_160 ' = 190 .
. (160-189: LDL-lowering

<160 -

drug optional)

2 CHD, coronary heart, disease. |

bSome authorities recommend the use of LDL-] lowermg drugs in this category if an LDL-C level of < 100 mg/dL cannot be
achieved by therapeutic lifestyle changes. Others prefer use of drugs that primarily mod:fy triglycerides and HDL-C, e.g.,
nicotinic acid or fibrate. Clinical judgement also may call for deferring drug therapy in this subcategory.

¢ Almost all people with 0-1 risk factor have 10-year risk < 10%; thus, 10-year risk assessment in people with 0-1 risk factor

is not necessary.

Median % Change '
R - (min, max)
‘Median (min, max)  Pravastatin 40'mg
at Baseline (mg/dL) (N=26)
Study 2. -
Total-C 340.3 (230.1, 448.6) —31.4 (—54.5, ~13.0)

Triglycerides 343.2 (212.6, 845.9) —11.9 (-56.5, 44.8)

VLDL-C 145.0 (71,5, 309.4) —85.7 (-74.7, 19.1)
LDL-C ° 128.6 (63.8, 177.9) —30.3 (-52.2, 13.5)
HDL-C '38.7-(27.1, 58.0) 5.0 (~17.7,'66.7)

Non-HDL-C . 295.8 (195. 3 421.5) —35.5 (-81.0, —13.5)

INDICATIONS AND USAGE"
Therapy with PRAVACHOL (pravastatin sodium) should be
considered in those individuals at increased risk for ather-
osclerosis-related clinical events as a function of cholesterol
level, the presence orabsence of" coronaxy heart disease, a.nd
other risk factors.
Primary Prevention of Coronary Events
In hypercholesterolemic patients without clinically evident
coronary heart disease, PRAVACHOL is indicated to:
— Reduce the risk of myocardial infarction
— Reduce the risk of undergoing myocardxal revasculariza-
tion procedures
=— Reduce the risk of" cardmvascu.lar mortality thh 1o in-
crease m death from non—cardmvascular causes
S dary Pr ion of Cardi lar Events -
In patients with clinically evident coronary heart disease,
PRAVACHOL is indicated to:
—Reduce the risk of total mortality by reducmg coronary
death
— Reduce the risk of myocardlal infarction’
— Reduce the rigk of undergoing myocardial revasculariza-
tion procedures
— Reduce the risk of stroke and stroke/transient ischemic
. attack (TIA;
— Slow the progression of coronary athernscleros:s
Hyperllpldemla
PRAVACHOL is indicated as an adjunct to diet to reduce
elevated Total-C, LDL-C, Apo B, and TG levels and to in-
crease HDL-C in patients with primary hypercholesterole-
mia and mixed dyslipidemia (Fredrlckson Type Ha and
IIb).2
PRAVACHOL is mdlcated as adjunctlve therapy to diet for
the treatment of patients with elevated serum tnglycende
levels (Fredrickson Type IV). -
PRAVACHOL is-indicated for the treatment of patxents with
primary dysbetalipoproteinemia (Fredrickson Type III) who
do not respond adequately to diet.
Lipid-altering agents should be used in addition to a diet
restricted:in saturated fat and cholesterol when the re-
sponse to diet and other nonpharmacological measures
alone has been inadequate (see NCEP Guidelines below).
Prior to initiating therapy with pravastatin; secondary
causes for hypercholesterolemia (e.g., poorly controlled dia-
betes mellitus, hypothyroidism, nephrotic syndrome, dys-
proteinemias, obstructive liver disease, other drug therapy,
alcoholism) should be excluded, and a lipid profile per-
formed 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 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 To-
tal-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 accordmg to.the
patients response to therapy.
The National Cholesterol Education Programs Treatment
Guidelines are summarized helow
[See table at-top of pagel -

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 each risk category.
At the time of hospitalization for an acute coronary event,
corisideration can be given toinitiating drug therapy at ‘dis
charge if the LDL-C is =130 mg/dL (see NCEP Treatment
Guidelines, above). i .

Since the goal of treatment is to lower LDL-C, the NCEP
recommends that LDL-C levels be used to initiate and as-
sess treatment response. Only if LDL-C levéls are not avail-
able, should the Total-C be used to monitor therapy.

As with Gther lipid-lowering therapy, . PRAVACHOL
(pravastatm sodium) is not indicated when hypercholester-
olemia is due to lwperalphahpoprotememxa (elevated
HDL-C).

CONTRAINDICA’I‘IONS : :
Hyp itivity to any t of this medication.
Active liver disease or unexplained, pers:stent elevations in
liver function tests (see W. GS).

Pregnancy and lactation. Atherosclerosis is a chronic pro-
cess and discontinuation of lipid-lowering drugs during
pregnancy should have little impact on the outeome of long-
term therapy of primary hypercholesterolemia. Cholesterol
and other products of cholesterel biosynthesis are essential
components for fetal development (including synthesis of

" steroids -and cell membranes). Since HMG-CoA reductase

inhibitors decrease cholesterol synthesis and possibly the
synthesis of other biologically active substances derived
from cholesterol, they are contraindicated during pregnancy
and in nursing mothers. Pravastatin should be ‘adminis-
tered to women of childbearing age only when ‘such pa-
tients are highly unlikely to conceive and have beenin-
formed 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 (see PRECAUTIONS: Preg-
nancy).

WARNINGS

Liver Enzymes

HMG-CoA reductase mh1b1tors, like some other lipid-lower-
ing therapies, have been associated with bischemical abnor-
mialities of liver function. In three long-term (4.8-5.9 years),
placebo-controlled clinical trials (WOS, LIPID, CARE; see
CLINICAL PHARMACOLOGY: Clinical Studies), 19,592
subjects (19,768 randomized), ‘were exposed to pravastatin
or placebo. In an analysis of serum transaminase values
(ALT, AST), incidences of marked abnormalities were com-
pared between the pravastatin and placebo treatment
groups; a marked abnormality was defined as a post:treat-
ment test value greater than three times the upper limit of
normal for subjects with pretreatment values less than or
equal to the upper limit of normal, or four times the pre-
treatmént value for subjects with pretréatment values
greater than the upper limit of normal but less than 1.5
times the upper limit of normal. Marked abnormalities of
ALT or AST occurred with similar low frequency (=<1.2%) in
both treatment groups. Overall, clinical trial experience
showed that liver function test abnormalities observed dur-
ing pravastatin therapy were usually asymptomatic, not-as-
sociated with cholestasis, and did not appear to be related to
treatment duration.

It is recommended that liver function tests be performed
prior to the initiation of therapy, prior to the elevation of
the dose, and when otherwise clinically indicated.

Active liver disease or unexplained persistent transaminase
elevations are contraindications to the use of pravastatin
(see CONTRAINDICATIONS). Caution should be exer-
cised when pravastatin is administered to patients who
have a recent history of liver disease, have signs that may
suggest liver disease (e.g:, unexplained aminotransferase el-
evations, jaundice), or are heavy users of aleohol (sée CLIN-
ICAL PHARMACOLOGY: Pharmacokinetics/Metabo-

Continued on next page

Consult 2003 PDR® supplements.and future editions for revisions
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fism). Such patients should be closely monitored, started at
the lower end of the recommended dosing range, and fi-
trated to the desired therapeutic effect.

Patients who develop increased transaminase levels
signs and symptoms of liver disease should be monitor:
with a second liver function evaluation to confirm the find-
ing and be followed thereafter with frequent liver functign
tests until the abnormality(ies) return to normal. Should an
increase in AST or ALT of three times the upper limit
normal or greater persist, withdrawal of pravastatin ther-
apy is recommended. E

Skeletal Muscle
Rare cases of rhabdomyolysis with acute renal failure sej
ondary to myoglobinuria have been’ reported wi
pravastatin and other drugs in this class. Uncomplicatg
myalgia has also been reported in pravastatin-treated pp-
tients (see ADVERSE REACTIONS). Myopathy, defing
as muscle aching or muscle weakness in conjunction wi
increases in creatine phosphokinase (CPK) values to greati
than 10 times the upper normal limit, wag rare (<0.1%)
pravastatin clinical trials. Myopathy should be considers
in any patient with diffuse myalgias, muscle tenderness
weakness, and/or marked elevation of CPK, Patients shou
be advised to report promptly unexplained muscle pain, te
derness or weakness, particularly if accompanied by mg
aise or fever. Pravastatin therapy should be discontinued
markedly elevated CPK levels occur or myopathy is dia
nosed or suspected. Pravastatin therapy should also H
temporarily withheld in any patient experiencing an acu
or serious condition predisposing to the development
renal failure secondary to rhabdomyolysns, e.g., sepsis; hy-
potension; major surgery; trauma; severe metabolic, endp-
crine, or electrolyte disorders; or uncontrolled epilepsy.
The risk of myopathy during treatment with another HMG-
CoA reductase inhibitor is increased with concurrent thef-
apy with either erythromycin, cyclosporine, niacin, or fi-
brates. However, neither myopathy nor significant increasq
in CPK levels have beén observed in three reports involvix
a total of 100 post-transplant patients (24 renal and
cardiac) treated for up to two years concurrently wi
pravastatin 1040 mg and cyclosporine. Some of these pa-
tients also received other concomitant immunosuppressiye
therapies. Further, in clinical trials involving small num-
bers of patients who were treated concurrently wi
pravastatin and niacin, there were no reports of myopathly.
Also, myopathy was not reported in a trial of combinatid
pravastatin (40 mg/day) and gemfibrozil (1200 mg/da;
although 4 of 75 patients on the combination show¢
marked CPK elevations versus one of 73 patients receivin
placebo. There was a trend toward more frequent CPK d
evations and patient withdrawals due to musculoskelet:
symptoms in_the group receiving combined treatment
compared with the groups receiving placebo, gemfibrozil,
pravastatin monotherapy (see PRECAUTIONS: Drug |
teractions). The use of fibrates alone may occasionally i
associated with myopathy. The combined use
pravastatin and fibrates should be avoided unless the be
efit of further alterations in lipid levels is likely to outweig
the increased risk of this drug combination.

PRECAUTIONS
General
PRAVACHOL (pravastatin sodium) may elevate creatin
phosphokinase and fransaminase levels (see ADVERS
REACTIONS). This should be considered in the differenti
diagnosis of chest pain in a patient on therapy wif
pravastatin.

Homozygous Familial Hypercholesterolemia. Pravastatj
has not been evaluated in patients with rare homozygoy
familial hypercholesterolemia. In this group of patients,
has been reported that HMG-CoA reductase inhibitors af
less effective because the patients lack functional LD
receptors.

Renal Insufficiency. A smgle 20 mg oral dose
pravastatin was administered to 24 patients with varyin
degrees of renal impairment (as determined by creatinin
clearance). No effect was observed.on the pharmacokineti
of pravastatin or its 3a-hydroxy isomeric metabolite (S
31,906). A small increase was seen in mean AUC values a
half-life (tZ\x) for the inactive enzymatic ring hydroxylatio
metabolite (SQ 81,945). Given this small sample size, th
dosage administered, and the degree of individual variabj
ity, patients with renal impairment who are receivin
pravastatin should be closely monitored.
Information for Patients

Patients should be advised to report promptly unexplained
muscle pain, tenderness or weakness, particularly if accon
panied by malaise or fever (see WARNINGS: Skeletal Mus-
cle).

Drug Interactions

Immunosuppressive Drugs, Gemﬁbmztl Niacin (Nicotini
Acid), Erythromycin: See WARNINGS: Skeletal-Muscle
Cytochrome P450 3A4 Inhibitors: In vitro and in vivo dai
indicate that pravastatin is not metabolized by cytochrom
P450: 3A4 to a clinically significant extent. This has bed
shown in studies with known cytochrome P450 3A4 inhiby
tors (seé diltiazem and itraconazole-below). Other examplg
of cytochrome P450 3A4 inhibitors include ketoconazol b,
mibefradil, and erythromycin.
Diltinzem— Steady-state levels of diltiazem (a known, wed|
inhibitor of P450 3A4) had no effect on the pharmacokine}
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ics of pravastatin. In this study, the AUC and C,,, of an-
other HMG-CoA reductase inhibitor which is known to be
metabolized by cytochrome P450 3A4 increased by factors of
3.6 and 4.3, respectively.
Itraconazole—The mean AUC and C,,, for pravastatin
were increased by factors of 1.7 and 2.5, respectively, when
given with itraconazale (a potent P450 3A4 inhibitor which
also inhibits p-glycoprotein transport) as compared to pla-
cebo. The mean tY, was not affected by itraconazole, sug-
gesting that the relatively small increases in C,,, and AUC
were due solely to increased bioavailability rather than a
decrease in clearance, consistent with inhibition of p-glyco-
protein transport by itraconazole. This drug transport sys-
tem is thought to affect bioavailability and excretion of
HMG-CoA reductase inhibitors, including pravastatin. The
AUC and C,,, of another HMG-CoA reductase inhibitor
which is known to be metabolized by cytochrome P450 3A4
increased by factors of 19 and 17, respectively, when given
with itraconazole.
Antipyrine: Since concomitant administration of
pravastatin had no effect on the clearance of antipyrine, in-
teractions with other drugs metabolized via the same he-
patic 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 1 hour before or 4 hours after cholestyramine
or 1 hour before colestipol and a standard meal, there was
no clinically significant decrease in bioavailability or thera-
peutic effect. (See DOSAGE AND ADMINISTRATION:
Concomitant Therapy.)
Warfarin: Concomitant administration of 40 mg
pravastatin had no clinically significant effect on prothrom-
bin time when administered in a study to normal elderly
subjects who were stabilized on warfarin.
Cimetidine: The AUCy_,5 y for pravastatin when glven
with cimetidine was not significantly different from the
AUC for pravastatin when given alone. A significant differ-
ence was observed between the AUC’s for pravastatin when
given with cimetidine compared to when admlmstered with
antacid. :
Digoxin: In a crossover trial involving 18 healthy male
subjects given 20 mg pravastatin and 0.2 mg digoxin con-
currently for 9 days, the bioavailability parameters of di-
goxin were not affected. The AUC of pravastatin tended to
increase, but the overall bioavailability of pravastatin plus
its metabolites 8Q 31,906 and SQ 31,945 was not altered.
yclosporine: Some investigators have measured:cyclospo-
rine levels in patients on pravastatin (up to 20 mg), and to
date, these results indicate no clinically meaningful eleva-
tions in cyclosporine levels. In one single-dose study,
pravastatin levels were found to be increased in cardiac
transplant patients receiving cyclosporine.
Gemfibrozil: In a crossover study in 20 healthy male vol-
unteers given concomitant single doses of pravastatin and
gemfibrozil, there was a significant decrease in urinary ex-
cretion and. protein binding of pravastatin. In addition,
there was a significant increase in AUC, Cp,y, and T,y for
the pravastatin metabolite SQ-31,906. Combination therapy
with pravastatin and -gemfibrozil is generally not recom-
mended. (See WARNINGS: Skeletal Muscle.) R
In interaction studies with aspirin,-antacids (1 hour prior to
PRAVACHOL) (pravastatin sodium) cimetidine, nicotinic
acid, or probucol, no statistically significant differences in
bioavailability were seen when PRAVACHOL (pravastatin
sodium) was administered.
Endocrine Function
HMG-CoA reductase inhibitors interfere with cholesterol
synthesis and lower circulating cholesterol levels and, as
such, might theoretically blunt adrenal or gonadal steroid
hormoneé production. Results of clinical trials with
pravastatin in males and post-menopausal females were in-
consistent with regard to possible effects of the drug on
basal steroid hormone levels. In-a study of 21 males, the
mean testosterone response to human chorionic gonadotro-
pin was significantly reduced (p<0.004) after 16 weeks of
treatment with 40 mg of pravastatin. However, the percent-
age of patients showing a =50% rise in plasma testosterone
after human chorionic gonadotropin stimulation did not
change significantly after therapy in these patients. The ef-
fects of HMG-CoA reductase inhibitors on spermatogenesis
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 evi-
dence of endocrine dysfunction should be evaluated
appropriately. Caution should also be exercised if an HMG-
CoA reductase inhibitor or other agent used to lower choles-
terol levels is administered to patients also receiving other
drugs (e.g., ketoconazole, spironolactone, cimetidine) that
may diminish the levels or activity of steroid hormones.
CNS Toxicity
CNS vascular lesions, characterized by perivascular hemor-
rhage and edema and mononuclear cell infiltration of peri-

vascular spaces, were seen in dogs treated with pravastatin-

at a dose of 25 mg/kg/day. These effects in dogs were ob-
served at approximately 59 times the human dose of 80 mg/
day, based on AUC. Similar CNS vascular lesions have been
observed with several other drugs in this class.

A chemically similar drug in this class produced optic nerve
degeneration (Wallerian degeneration of retinogeniculate fi-
bers) in clinically normal dogs in a.dese-dependent fashion
starting at 60 mg/kg/day, a dose that produced mean plasma
drug levels about 30 times higher than the mean drug level

Information will be sup ded by suppl and q

in humans taking the highest recommended dose (as mea-
sured by total enzyme.inhibitory activity). This same drug
also produced vestibulocochlear Wallerian-like degenera-
tion and retinal ganglion cell chromatolysis in dogs treated
for 14 weeks at 180 mg/kg/day, a dose which resulted in.a
mean plasma drug level similar to that seen with the 60 mg/
kg/day dose.

Carcinogenesis, Mutagenesis, Impalrment of Fertility

In a 2-year study in rats fed pravastatin at doses of 10, 30,
or 100 mg/kg body weight, there was an incréased incidence
of hepatocellular carcinomas in males at the highest dose
{p<0.01). These effects in rats were observed at approxi-
mately 12 times the human dose (HD) of 80 mg, based on
body surface area mg/m? and at approximately 4 times the
human dose, based on AUC.

In a 2-year study in mice fed pravastatin at doses of 250 and
500 mg/kg/day, there was an-increased incidence of hepato-
cellular carcinomas in.males and females at both 250 and
500 mg/kg/day (p<0.0001). At these doses, lung adenomas
in females were increased (p=0.013). These effects in mice
were observed at approximately 15 times (250 mg/kg/day}
and 23 times (500 mg/kg/day) the human dose of 80 mg,
based on AUC. In another 2-year study in mice with doses
up to 100 mg/kg/day (producing drug exposures approxi-
mately 2 times the human dose of 80 mg, based on AUC),
there were no drug-induced tumors.

No evidence of mutagenicity was observed in vitro, with or
without rat-liver metabolic activation, in the following stud-
ies: microbial mutagen tests, using mutant strains of
Salmonella typhwnurmm or Escherichia coli; a forward mu-
tation assay in L5178Y TK +/— mouse lymphoma cells; 2
chromosomal aberration test in hamster cells, and a gene
conversion assay using Saccharomyces cere evisioe, In addi-
tion, there was no evidence of mutagenicity in either a dom-
inant lethal test in mice or a micronucleus test in mice.

In a study in rats, with daily doses up to 500 mg/kg,
pravastatin did not produce any adverse effects on fertility
or general reproductive performance. However, in a study
with another HMG-CoA reductase inhibitor, there was de-
creased fertility in male rats, treated for 34 weeks at
25 mg/kg body weight, although this effect was not observed
in a subsequent fertility study when this same dose was ad-
ministered for 11 weeks {the entire cycle of spermatogene-
sis, including epididymal maturation). In rats treated
with this same reductase inhibitor at 180 mg/kg/day, semi-
niferous tubule degeneration (necrosis and loss of sperma-
togenic epithelium) was observed. Although not seen with
pravastatin, two similar drugs in this class caused drug-
related testicular atrophy, decreased spermatogenesis, sper-
matocytic degeneration, and giant cell formation in dogs.
The clinical significance of these findings is unclear.
Pregnancy

Pregnancy Category X.

See CONTRAINDICATIONS. R

Safety in pregnant women has not been established.
Pravastatin was not teratogenic in rats at déses up to
1000 mg/kg daily or in rabbits at doses of up to 50 mg/kg
daily. These doses resulted in 10X (rabbit) or 120X (rat) the
human exposure based on surface area (mg/meter?). Rare
reports. of congenital anomalies have been received follow-
ing intrauterine exposure to other HMG-CoA reductase in-
hibitors. Ina re;view” of approximately 100 prospectively fol-
lowed pregnancies in women exposed to simvastatin or
lovastatin, the incidences of congenital anomalies, sponta-
neous abortions and fetal deaths/stillbirths did not exceed
what would be expected in the general population. The
number of cases is adequate only to exclude a three-to-four-
fold increase in congenital anomalies over the background
incidence. In 89% of the prospectively followed pregnancies,
drug treatment was initiated prior to pregnancy and was
discontinued at some point in the first trimester when preg-
nancy was identified. As safety in pregnant women has not
been established and there is no apparent benefit to therapy
with PRAVACHOL (pravastatin sodium) during pregnancy
(see CONTRAINDICATIONS), treatment should be inume-
diately discontinued as soon as pregnancy is recognized.
PRAVACHOL should be administered to women of child-
bearing potential only when such patients are highly un-
likely 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 PRAVACHOL should not
nurse (see CONTRAINDICATIONS).

Pediatric Use

Safety and effectiveness in individuals less than 18 years
old have not been established. Hence, treatment in patients
less than 18 years old is not recommended at this time.
Geriatric Use

Two. secondary prevention trials with pravastatin (CARE
and LIPID) included a total of 6,593 subjects treated with
pravastatin 40 mg for periods ranging up to 6 years. Across
these two studies, 36.1% of pravastatin subjects were aged
65 and older and 0.8% were aged 75 and older. The benefi-
cial effect of pravastatin in elderly subjects in reducing car-
diovascular events and in medifying lipid profiles was
similar to that seen in younger subjects. The adverse event
profile in the elderly was similar to that in the overall pop-
ulation, Other reported clinical experience has not identi-
fied differences in responses to pravastatin between elderly
and younger patients.

Mean pravastatin AUCs are slightly (25-50%) higher in el-
derly subjects than in healthy young subjects, but mean
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Cpaxs Tinax 2and tY/; values are similar in both age groups anjl

substantial accumulation of pravastatm would not be eq-

pected.in the elderly (see CLINI PHARMACOLOG] :
).

Phar

ADVERSE REACTIONS
Pravastatin is generally well tolerated; adversé reactionk
have usually been mild and transient. In 4-month long pld-
cebo-controlled trials, 1.7% of pravastatin-treated patientf
and 1.2% of placebo-treated patients were discontinuefl
from treatment because of adverse ekperiences attributed {]

Table 6
10-40 mg in Short-Term P|

Adverse Events in >2% of Patlents Treated with Pravastatin
C

lied Trials

All Events

Events Attributed
to Study Drug

Pravastatin
{N = 900}

Bo&y System/Event
o . % of patients

% of patients

Placebo
(N=411)
% of patients

Pré\;astéﬂn
{N = 900)
% of patients

Placebo’
(N =411)

7

study drug:-therapy; this difference was not statistically sig
nificant. (See also PRECAUTIONS: Genatm: Use section],
Adverse Clinical Events .
Short-Term Controlled Trials
All adverse clinical events (regardless of attnbutlon) e
ported in more than 2% of pravastatin-treated patients i
the placebo-controlled trials up to 4 months duration.arf
identified in Table 6; also shown are the percentages of pa}
tients in ' whom these medical events were believed to be g
lated or possibly related to the drug:
[See table at right].
The safety and tolerablhty “of PRAVACHOL (pravastan
sodium) at a dose of 80 mg in two controlled trials with
mean exposure of. 8.6 months. was similar to.that o
PRAVACHOL (pravastatin sodium) at lower doses excep
that 4 out of 464 patients taking 80 mg of pravastatin had
single elevation of CK >10X ULN. compared to 0 out of .11/
patients taking 40 mg of pravastatin. . .
Long-Term Controlled Morbidity and Mortalny Tnals
Adverse event data. were pooled from seven double-blind]
placebo-controlled trials (West of. Scotland Coronary Pre|
vention study (WOSJ; Cholestercl.and Recurrent Event:
study [CARE]; Long-term Intervention with Pravastatin i
Ischemic Disease study [LIPID]; Pravastatin’ Limitation o
Atherosclerosis in the Coronary Arteries study [PLAC.T]
" Prayastatin, Lipids and Atherosclerosis in the Carotid
study [PLAC II];. Regression Growth Evaluation Statir
Study [REGRESS]; and Kuopio Atherosclerosis Preventioy]
Study {KAPS)) involving a total of 10,764 patients treated
with pravastatin 40 mg and 10,719 patients. treated
with placebo. The safety and tolerability profile in. thd
pravastatin group was comparable to that of the placebd
group. Patients were exposed to. _pravastatin for a mean o
4.0 to 5.1 years in WOS,.CARE, and LIPID and 1.9 to 2.9
years in PLAC I, PLAC I, KAPS and REGRESS. In thesg
long-term trials, the most common reasons for discontinua
tion were mild, non-specific gastrointestinal, complaints}
Collectively, these seven trials represent 47,613 patient]
years of exposure to pravastatin, Events believed to be of
probable, possible; or uncertain relationship to study dtug
oceurring in at least 1% of patients treated with pravastahn
in these studies are identified in Table 7.

Table 7 Adverse Events in =1 Percent of Patients

Treated-with Pr

Placebo-ControlIad Tr|als

Catdxac Chest Pain 4.0
Dermatologic
Rash 4.0%
Gastrointestinal i
Nausea/Vomiting 7.3 .
Diarrhea . 6.2
‘Abdominal Pain 5.4
Constipation 4.0
Flatulence 3.3
Heartburn 2.9
General s
Fatigue 3.8 :
Chest Pain 3.7
Influenza 2. 4*
Musculoskeletal -
Localized Pain 10.0
Myalgia 2.7
Nervous System .
Headache .6.2-
Dizziness 3.3
Renal/Genitourinary .
Urinary Abnormahty 24
Respiratory
Common Cold 7.0
Rhinitis .- 4.0 -
Cnugh 2.6 -

34 01

0.0
L1 1.3 0.9
7.1 29 34
5.8 2.0 19
6.9 2.0 3.9
71 . 24 5.1
3.6 2.7 34
19 2.0 0.7
3.4 1.9 10
.19 0.3 02
0.7 0.0 0.0
9.0 14 15
10° 06 0.0
3.9 17+ 0.2
3.2 1.0 0.5
2.9 0.7 12
6.3 ‘0.0 0.0
4.1 01 < 0.0+
17 01 - 0.0

._S.ta.usmallxmgmﬁnanﬂuﬁermt from placehp

Dermatologw pruritus, dermatxtls, dryness of skm, scalp
Hair abnormality (in¢luding alopecia), urticaria.
Endocrine/ Metabolic: sexual dysfunction, libido change
Gastrointestinal: decreased appetlte
General: fever, flushing.

Immunologic: allergy, edema head/neck.
M usculoskeletaL ‘ruscle weakness.
Nervous System paresthesia, vertigo, insomnia, memiory
impairment, tremor, neuropathy (mcludmg penpheral neu—
ropathy).

Special Senses: lens opacity, taste dlsturbance
Postmarketing Experience
In addition to the events reported.above, w1th other
drugs in this class, the following evénts have been reported
rarely during postmarketmg experience with PRAVACHOL
(pravastatin’ sodxum) tegardless of causality assessment:’
M keletal: myopathy, rhabdomyolysis.

Body SvstsmlEvent Pravastatin = - Placebo
tN—=—10;764——N—=16;719)
% of patients % of patients
Cardiovascular
Angina Pact 21 34
Dermatologic C i
Rash : 2.1 -22
Gastrointestinal R S
Dyspepsia/Heartburn 3.5 3.9
Abdominal Pain 24 25
Nausea/Vomiting 16 1.6
Flatulence 1.2 11
Constipation 1.2 13
General : .
Fatigue 34 33
Chest Pain 2.6 2.6
Musculoskeletal :
Musculoskeletal Pain 6.0 5.8
(includes arthralgia)
Muscle Cramp 2.0 18
Myalgia 14 14
Nervous System .
Dizziness 22 - 21
Headache 1.9 18
Sleep Disturbance 1.0 0.9
Depression "~ 1.0 1.0
Anxiety/Nervousness 1.0 1.2
Renal/Genitourinary
Urinary Abnormality 1.0 0.8
(includes dysuria,
frequency, nocturia)
Respiratory
Dyspnea 1.6 1.6
Upper Respiratory 1.3 13
Infection . E
Cough 1.0 1.0
Special Senses
Vision Disturbance 1.6 1.3

(includes burred
vision, diplopia)

Events. of probable, possible, or uncertain relationship to
study drug that eccurred in <1.0% of pravastatin-treated

N . ¥ A ine: fro:
quencies were similar in placebo-treated patients:

Nervous System: dysfunction of certain cranial nerves (m-
cluding alteration of taste, impairiient of extra-ocular
movement, facidl‘paresis), peripheral nerve palsy. -
Hypersensitivity: anaphylaxis, lupus erythematosus-like
syndrome, polymyalgia rheu.matlc'a, dermatomyositis, vas-
culitis, purpura, hemolyti¢ anemia, positive ANA, ESR in-
crease, arthritis, arthralgia, asthenia, photosensmwty,
chills, malaise, toxic epidermal nécrolysis; erythema multi-
fornie, including Stevens-Johnson syndrome,
Gastrointestinal: pancreatitis, hepatitis, including chronic
active hepatitis, cholestatic Jaunchce fatty change in liver,
cirrhosis, fulminant hepatic necrosis, hépatoma.
Dermatologic: A variety of skin changés (e.g., nodules, dis-
coloration, dryness of mucous membranes changes to hair/
nails).

Reproductive: gynecomastxa

Laboratory Abnormalities: elevated alkaline phosphatase,
and bilirubin; thyroid function abnormalities.

Laboratory Test Abnormalities

Increases in serum transaminase (ALT, AST) values and
CPK have been observed (sece WARNINGS).

Transient, asymptomatic eosinophilia has been. reported.
Eosinophil ‘counts usually returned to normal despite con-
tinued therapy. Anemia, thrombocytopenia, and leukopenia
have been reported with HMG-CoA reductase irihibitors.
Concomitant Therapy

Pravastatin has been administered concurrently with
cholestyramine, colestipol, nicotinic acid, probucol and gem-
fibrozil. Preliminary data suggest that the addition of either
probucol or gemfibrozil to therapy with lovastatin or
pravastatin is not associated with greater reduction in
LDL-cholesterol than that achieved with lovastatin or
pravastatin alone. No adverse reactions unique to the com-
bination or in addition to those previously reported for each
drug alone have been reported. Myopathy and rhabdomyol-
ysis (with or without acute renal failure) have been reported
when another HMG-CoA reductase inhibitor was used in
combination with immunosuppressive drugs, gemfibrozil,
erythromycin, or lipid-lowering doses of nicotinic acid. Con-
comitant therapy with HMG-CoA reductase inhibitors and
these agents is generally not recommended. (See WARN-

INGS: Skeletal Muscle and PRECAUTIONS: Drug inter-
actions:)
OVERDOSAGE

To date, there has been limited experience thh overdosage
of pravastatin. If an overdose occurs, it should be treated

Consult 2003 PDR® I

symptomatically with laboratory monitoring and supportive
measures should be instituted as requlred (See WARN-
INGS.)

DOSAGE AND ADM]NISTRATION

The patient should be placed on a standard cholesterol-
lowering diet-before receiving PRAVACHOL ‘(pravastatin
sodium)-and should continue on this diet during treatment
with PRAVACHOL (see NCEP.Treatment Guidelines for de-
tails on dietary therapy).

The :recommended starting dose is 40 mg once daﬂy
PRAVACHOL can be administered as a smgle dose at.any
time of the day, with or without food. In patients with a his-
tory of significant renal or hepatic dysfunctmn a starting
dose of 10 mg daily is recommended.

Since the maximal effect of a given dose is seen within 4
weeks, periodic lipid determinations should be performed at
this time and dosage adjusted according to the patient’s re-
sponse to therapy and established treatment guidelines. Ifa
daily dose of 40 mg does not achieve desired cholesterol lev-

- els, 80 mg once daily is recommended.

In patients taking immunosuppressive drugs such as cy-
closporine (see WARNINGS: Skeletal Muscle) concomi-
tantly with pravastatin, therapy should begin with 10 mg of
pravastatin once-a-day at bedtime and titration to higher
doses should- be done with caution. Most patients treated
with this combination received a maximum pravastatin
dose of 20 mg/day.

Concomitant Therapy

The lipid-lowering effects of PRAVACHOL on total and LDL
cholesterol are enhanced when combined with a bile-acid-
binding resin. When administering a bile-acid-binding
resin {e.g., cholestyramine, colestipol) and pravastatin,
PRAVACHOL should be given either 1 hour or more before
or at least 4 hours following the resin. See also ADVERSE
REACTIONS: Concomitant Therapy.

HOW SUPPLIED
PRAVACHOL@ (pravastatin sodium) Tablets are supplied

|| as!

10 mg tablets: Pink to peach, rounded, rectangular-shaped,
biconvex with a P embossed .on one side and PRAVACHOL
10 engraved on the opposite side. They are supplied in
bottles of 90 (NDC 0008-5154-05). Bottles contain a desic-
cant.canister:

20 mg tablets: Yellow, rounded, rectangular-shaped, bicon-
vex with a P embossed on one side and PRAVACHOL 20 en-
graved on the opposite side. They are supplied in bottles of
90 (NDC 0003-5178-05) and bottles .of 1000 (NDC 0003-
5178-75). Bottles contain a desiccant canister.

40 mg tablets: Green, rounded, rectangular-shaped, bicon-
vex with a P embogsed on one side and PRAVACHOL 40 en-
graved on the opposite side. They are supplied in bottles of
90 (NDC 0003-5194-10). Bottles contain a desiccant canis-
ter. .

80 mg tablets: Yellow, oval-shaped, biconvex with BMS em-
bossed on one side and 80 engraved on the opposite side.
They are supplied in bottles of 90 (NDC 0003-5195-10) and
bottles of 500 (NDC 0003-5195-12). Bottles contain a desic-
cant canister. R

Unimatic® unit-dose packs containing 100 tablets are also
available for the 20 mg (NDC 0003-5178-06) potency.

Continued on next page

and future forr
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PHYSICIANS' DESK REFERENCE®

Pravachol—Cont.

Storage

Store at 25°C (77°F); excursions permitted to 15°-30°|C

(59°-86°F) {see USP Controlled Room Temperature]. Kepp

tightly closed (protect from mivisture). Protect from light.
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SERZONE® .. B
[ser' zoné]

{nefazodone hydrochlorlde) Tablets
Rx only

{Patient Information Included)
Before prescribing SERZONE, the physician should N
thoroughly familiar with the details of this prescnbmg
information.

@

WARNING . .
Cases of life-threatening hepatic failure have been re
ported in patients treated with SERZONE.
The reported rate in the United States is about 1 cage
of liver tailure resulting in death or transplant per
250,000-300,000 patient-years of SERZONE treatmert.
The total patient-years is a summation of each patient
duration of exposure expressed in years, For example,
1 patient-year is equal to 2 patients each treated for|
meonths, 3 patients each treated for 4 months, etc. (S

WARNINGS.)
Ordinarily, treatment with SERZONE should not i
initiated in with active liver disease or with elevatg
baseline serum’ transami There is no evideng
that pre-existing liver disease increases the likelihog
of developing liver failure, however, baseline abnormal
ities can complicate patient monitoring.
Patients should be advised to be alert for signs ar
symptoms of liver dysfunction {jaundice, anorexia, gas:
trointestinal complaints, malaise, etc.) and to repoyt
them to their doctor immediately if they occur.
SERZONE should be discontinued if clinical signs ¢r
symptoms suggest liver failure (see PRECAUTIONS:
Information for Patients). Patients who develop evi-
dence of hepatocellular injury such as increased serum
AST or serum ALT levels = 3 times the upper limit pf
NORMAL, white on SERZONE should be withdrawn.
from the drug. These patients should be presumed to
be at increased risk for liver injury if SERZONE is rein-
troduced Accordmgly such patients should. not Qe
idered for re-tr

3
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DESCRIPTION

SERZONE® (nefazodone hydrochloride) is an antldepres-
sant for oral administration with a chemical structure un-
related to selective serotonin reuptake inhibitors, tricyclics,
tetracyclics, or monoamine oxidase inhibitors (MAOI).
Nefazodone hydrochloride is a synthetically derived phen-
ylpiperazine amtldepressant The chemical name for
nefazodone hydrochloride is 2-[3-[4-(3-chlorophenyl)-1-pi-
perazinyl]propyl]-5-ethyl-2,4-dihydro-4-(2-phenoxyethyl)-
3H-1,2,4-triazol-3-one monohydrochloride. The molecular
formula is .CpsHy,CIN5O, ¢ HCI, which corresponds to a
molecular weight of 506.5. The structural formula is:

Nefazodone hydrochloride is a nonhygroscopic, white crys-
talline solid. It is freely soluble in chloroform, soluble :in
propylene glycol, and slightly soluble in polyethylene glycol
and water.

SERZONE is supplied as hexagonal tablets containing
50 mg, 100 mg, 150 mg, 200 mg, or 250 mg of nefazodone

After oral administration of radiolabeled nefazodone, the
mean half-life of total label ranged between 11 and 24
hours. Approximately 55% of the administered radwacnvny
was detected in urine and about 20-30% in feces.
Distribution—Nefazodone is widely distributed in body tis-
sues, including the central nervous system (CNS). In hu-
mans the volume of distribution of nefazodone ranges from
0.22 to 0.87 L/kg.

Protein_Binding—At concentrations of 25-2500 ng/mlL
nefazodone is extensively (>99%) bound .to human plasma
proteins in’ vitro. The administration of 200 mg BID of
nefazodone for-1 week did not increase the fraction of un-
bound warfarin in subjects whose prothrombin times had
been prolonged by warfarin therapy to 120-150% of the lab-
oratory control (see PRECAUTIONS: Drug Interactions).
While nefazodone did not alter the in vitro protein binding
of chlorpromazine, desipramine, diazepam, diphenylhydan-
toin, lidocaine, prazosin, propranolol, or verapamil, it is un-
known whether displaceinent of either nefazodone or these
drugs oceurs in vivo. There was a 5% decrease in the pro-
tein binding of haloperidol; this is probably of no chmcal
significance.

Effect of Food—Food delays the absorption of nefazodone
and decreases the bioavailability of nefazodone by approxi-
mately 20%. .
Renal Di; In studies involving 29 renally impaired pa-

hydrochloride and the following inactive ingredients: micro-
crystalline cellulose, povidone, sodium starch glycolate, col-
loidal silicon dioxide, magnesium stearate, and iron oxides
(red and/or yellow) as colorants.

CLINICAL PHARMACOLOGY

Pharmacodynamics
The mechanism of action of nefazodone, as with other anti-
depressants, is unknown.
Preclinical studies have shown that nefazodone inhibits
neuronal uptake of serotonin and norepinephrine.
Nefazodone occupies central 5-HT, receptors at nanomolar
_concentrations, and acts as an antagonist at this receptor.
Nefazodone was shown to antagonize alpha;-adrenergic re-
ceptors, a property which may be associated with postural
hypotension. In wvitro binding studies showed that
nefazodone had no sighificant affinity for the following re-
ceptors: alpha, and beta adrenergic, 5-HT,,, cholinergic,
dopaminergic, or benzodiazepine.
Pharmacokinetics i
Nefazodone hydrochloride is rapidly and'completely ab-
sorbed but is subject to extensive metabolism, so that its
absglute bioavailability is low, ‘about 20%, and variable.
Peak plasma concentrations occur at about one hour and
the half-life of nefazodone is 24 hours.
Both nefazodone and its pharmacologically similar metabo-
lite, hydroxynefazodone, exhibit nonlinear kinetics for both
dose and.time, with AUC and Cy,, increasing more than
proportionally with dose increases and more than expected
upon multiple dosing over time, compared to single dosing.
For example, in a multiple -dose study involving BID dosing
with 50, 100, and 200 mg, the AUC for nefazodone and hy-
droxynefazodone increased by about 4-fold with an increase
in dose from 200 to 400 mg per day; C,,., increased by about
8-fold with the same dose increase. In a multiple-dose study
involving BID dosing with 25, 50, 100, and 150 mg, the ac-
cumulation ratios for hefazodone a.nd hydroxynefazodone
AUC, after § days of BID dosing relative to the first dose,
ranged from approximately 3 to 4 at the lower doses (50—
100 mg/day) and from 5 to 7 at the higher doses (200~
300 mg/day); there were also approximately 2- to 4-fold in-
creases in Cp,y after 5 days of BID dosing relative to the
first dose, suggesting extensive and greater than predicted
accumulation of nefazodone and its hydroxy metabolite with
multiple dosing. Stéady-state plasma nefazodone and me-
tabolite concentrations are attained within 4 to 5 days of
initiation of BID dosing or upon dose increase or decrease.
Nefazodone is extensively metabolized after oral adminis-
tration by n-dealkylation and aliphatic and aromatic hy-
droxylation, and less than 1% of administered nefazodone is
excreted unchanged in urine. Atterpts to characterize three
metabolites identified in plasma, hydroxynefazodone
(HO-NEF), meta-chlorophenylpiperazine (mCPP), and a
triazole-dione metabolite, have been carried out. The AUC
(expressed as a multiple of the AUC for nefazodone dosed at
100 mg BID) and elimination half-lives for these three me-
tabolites were as follows:

AUC Multiples.and Ty, for. - . -
Three Metabolites of Nefazodone (100 mg BID)

Metabolite AUC Multiple Tis

HO-NEF 04 | i54n
mCPP 0,07 4-8h
Triazole-dione 4.0 18h

IIU -NEF possesses pharmacologica rofiie qualitatively
and, quantltatlvely sxmlar to that of nefazodone. mCPP has
bat alsd-b 1

ity at some serotonergic receptor subtypes. The pharmaco-
logical profile of the triazole-dione metabolite has not yet
been well characterized. In addition to the abové’ com-
pounds, several other metabolites. were present in plasma

but have not been tested for pharmacological activity.

information will be sup fed by I and q

tients, renal impairment (creatmme clearances ranging
from 7 to 60 mL/min/1.73m?) had no effect on steady-state
nefazodone plasma concentrations.

Liver Disease—In a-multiple-dose study of patients with
liver cirrhosis; the AUC values for nefazodone and HO-NEF
at steady state were approximately 25% greater than those
observed in normal volunteers.

Age/Gender Effects—After single doses of 300 mg to youn-
ger (18-45 years) and older patients (>65 years), Cpqy an
AUC for nefazodone and hydroxynefazodone were up to
twice as high in the older patients. With multiple doses,
however, differences were much smaller, 10~20%. A similar
result was seen for gender, with a higher C,, and AUC in
women after single doses but no difference after multiple
doses.

Treatment with SERZONE (nefazodone hydrochloride)
should be initiated at half the usual dose in elderly patients,
especially women (see DOSAGE AND ADMINISTRA-
TION), but the therapeutic dose range is similar in younger
and older patients.

Clinical Efficacy Trial Results

Studies in Outpatients with Depression

During its premarketing development, the efficacy of
SERZONE was evaluated at doses within the therapeutic
range in five well-controlled, short-term (6—8 weeks) clinical
investigations. These trials enrolled outpatients meeting
DSM-IIT or DSM-IIIR criteria for major depression. Among
these- trials, two demonstrated the effectiveness of
SERZONE, and two.provided additional support for that
conclusion. . .

One trial was a. 6-week dose-titration study comparing
SERZONE in two dose ranges (up to 300 mg/day and up to
600 mg/day [mean modal dose for this group was about
400 mg/dayl, on a BID schedule) and placebo. The second
trial was an 8-week dose-titration study comparing
SERZONE (up to 600 mg/day; mean modal dose-was
375 mg/day), imipramine (up to 300 mg/day), and placeho,
all on a BID schedule. Both studies demonstrated
SERZONE, at doses titrated between 300 mg to 600 mg/day
(therapeutic dose range), to be superior to placebo on at
least three of the following four measures: 17-Item Hamil-
ton Depression Rating Scale or HDRS (total score), Hamil-
ton Depressed Mood item, Clinical Global Impressions
(CGI) Severity score, and CGI Improvement score. Signifi-
cant differences were also found for certain factors of the
HDRS (e.g., anxiety factor, sleep disturbance factor, and re-
tardation factor). In the two supportive studies,
SERZONE was titrated up to 500 or 600 mg/day (mean
modal doses of 462 mg/day and 363 mg/day). In the fifth
study, the differentiation in response rates between
SERZONE and placebo was not statistically significant.
Three additional trials were conducted using subtherapeu-
tic doses of SERZONE,

Overall, approximately two thirds of patients in these trials
were women, and an analysis of the effects of gender on out-
come did not suggest any differential responsiveness on the
basis of sex. There were too few elderly patients in these
trials to reveal possible age-related differences in response.
Since its initial marketing as an antidepressant drug prod-
uct, additional clinical investigations of SERZONE have
been conducted. These studies explored SERZONE’s use un-
der conditions not evaluated fully at the time initial mar-
keting approval was granted.

Studies in “Inpatients”

Two studies were conducted to evaluate SERZONE’s effec-
tiveness in hospitalized depressed patients. These were
6-week, dose-titration trials comparing SERZONE (up to
600 mg/day) and placebo, on a BID schedule. In one study,
SERZONE was superior to placebo. In this study, the mean
modal dose of SERZONE was 503 mg/day, and 85% of these
inpatients were melancholic; at baseline, patients were dis-
tributed at the higher end of the 7-point CGI Severity scale,
as follows: 4=moderately ill (17%); 5=markedly ill (48%);
6=severely ill (32%). In the other study, the differentiation
in response rates between SERZONE and placebo. was not
statistically significant. This result may be explained by the
“high” rate.of spontaneous 1mprovement among the patients
randomized to. placebo.
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Carcinogenesis, Mutagenesis and impairmient of Fertility

A reportedly apparent association between prolonged -thy-
1oid therapy and breast cancer has not been confirmed and
patients on thyroid for established indications should not
discontinue therapy: No confirmatory long-term studies in
animals have been performed to evaluate carcinogenic po-
tential,- mutagenicity, or 1mpa1rment of fertility in either
males or fomales.

Pregnancy

Pregnancy Category A: Thyroid hormones do not readily
cross the placental barrier. The clinical experience to date
does not indicate any adverse effect on fetuses when thyroid
hormones are administered to pregnant women. On the ba-
sis of current knowledge, thyroid replacement therapy to
hypothyroid women should not be discontinued during preg-
nancy. :
Nursing Mothers )

Minimal amounts of thyroid hormones are excreted in hu-
man milk. Thyroid hormones are not associated with seri-
ous adverse reactions and do not have a known tumorigenic
potential. However, caution should be exercised when thy-
roid hormones are administered to a nursing woman.
Pediatric Use

There is limited experience with Triostat in the pediatric
population. Safety and effectiveness in pediatric patients
have not been established.

ADVERSE REACTIONS
The most frequently reported adverse events were arrhyth-
mia (6% of patients) and tachycardia (3%). Cardiopulmo-
nary arrest, hypotension and myocardial infarction oc-
curred in approximately 2% of patients. The following
events occurred in approximately 1% or fewer of patients:
angina, congestive-heart failure, fever, hypertension, phle-
bitis and twitching.
In rare instances, allergic skin reactions have been reported
with liothyronine sodium tablets.
OVERDOSAGE
Signs and Symptoms: Headache, irritability, nervous-
ness, tremor, sweating, increased bowel motility and men-
strual irregularities. Angina pectoris, arrhythmia, tachycar-
dia, acute myocardial infarction or congestive heart failure
may be induced or aggravated. Shock may also develop if
there is untreated pituitary or adrenocortical failure. Mas-
sive overdosage may result in symptoms resembling thyroid
storm. N
Treatment of Overdosage Dosage should be reduced or
therapy temporarily discontinued if signs and symptoms of
overdosage appear. Treatment may be reinstituted at a
lower dosage. In normal individuals, normal hypothalamic-
pituitary-thyroid axis function is restored in six to eight
weeks after cessation of therapy following thyroid suppres-
sion.
Treatment is symptomatic and supportive. Oxygen may be
administered and ventilation maintained. Cardiac glyco-
sides may be indicated if congestive heart failure develops.
Beta-adrenergic antagonists have been used advanta-
geously in the treatment of increased sympathetic activity.
Measures to control féver, hypoglycemla or fluid loss should
be instituted if needed.
DOSAGE AND ADMINISTRATION
Adults
Myxedema coma is usually precipitated in the hypothyroid
patient of long standing by intercurrent illness or drugs
such as sedatives and anesthetics and should be considered
amedical emergency. Therapy should be directed at the cor-
rection of electrolyte disturbances, possible infection, or
other intercurrent illness in addition to the administration
of intravenous liothyronine (T3). Simultaneous glucocorti-
costeroids are required.

Triostat {liothyronine sodium injection) {T;) is for intrave-

nous administration only. It should not be given intramus-

cularly or subcutaneously. ]

« Prompt administration of an adequate dose of intrave-

. npus liothyronine (T) is important in determining clinical
outcome. .

« Initial and subsequent doses of Triostat should be based
on continuous monitoring of the patient’s clinical status
and response to therapy.

» Triostat doses should normally be administered at least
four hours—and not more than 12 hours—apart.

+ Administration of at least 656 mcg/day of intravenous
liothyronine (Ts) in the initia} days of therapy was asso-
ciated with lower mortality.

 There is limited clinical experience with m’cravenous

" liothyronine (T3) at total daily doses exceeding 100 meg/
day.

No controlled clinical studies have been done with Triostat.

The following dosing guidelines have been derived from

data analysis of myxedema coma/precoma case reports col-

lected by SmithKline Beecham Pharmaceuticals since 1963

and from scientific literature since 1956. :

An initial intravenous 7Triostet dose ranging from 25 meg to
50 meg is recommended in the emergency treatment of myx-
edema coma/precoma in adults. In patients with known or
suspected cardiovascular disease, an initial dose of 10 meg
to 20 meg is suggested (see WARNINGS). However, both the
initial dose and subsequent doses should be determined on
the basis of continuous monitoring of the patient’s clinical
condition and response to Triostat therapy. Normally at
least four hours should be allowed between doses to ade-
quately assess therapeutic response and no more than 12
hours should elapse between doses to avoid fluctuations in
hormone levels. Caution should be exercised in adjusting

the dose due to the potential of large changes to precipitate
adverse cardiovascular events. Review of the myxedema
case reports indicates decreased mortality in patients re-

. ceiving at least 65 meg/day in the initial days of treatment.

However, there is limited clinical experience at total daily
doses above 100 mcg. See PRECAUTIONS—Drug Interac-
tions for potential interactions between thyroid hormones
and digitalis and vasopressors

Pediatric Use

There is limited experience w1th Triostat in the pediatric
population. Safety and effectiveness in pediatric patients
have not been established.

Switching to Oral Therapy

Oral therapy should be resumed as soon as the clinical sit-
uation has been stabilized and the patient is able to take
oral medication. When switching a patient to liothyronine
sodium tablets from Triostet, discontinue Triostat, initiate
oral therapy at a low dosage, and increase gradually accord-
ing to the patient's response.

If L-thyroxine rather than liothyronine sodium is used in
initiating oral therapy, the physician should bear in mind

that there is a delay of several days in the onset of L-thy- |

roxine activity and that intravenous therapy should be dis-
continued gradually.

HOW SUPPLIED :
In packages of six 1 mL vials at a concentration of 10 mcg/

mL.
‘NDC 52604-5210-6
Store between 2° and 8°C (35° and 46°F).
DATE OF ISSUANCE MARCH 1999
Manufactured by:
Taylor Pharmaceuticals
Decatur, IL 62522
Manufactured for:
JONES PHARMA INCORPORATED
(a wholly owned subsidiary of King Pharmaceutlca]s Inc)
St. Louis, MO 63146
. LSOON Rev. 3/99
Printed in the U.S.A.
Shown in Product IdentLﬁcatwn Guide, page 320

Key Pharmaceuticals, Inc.

GALLOPING HILL ROAD
KENILWORTH, NJ 07033

(For product information, please see Schering Corporation.)

Knoli Laboratories/

Pharmaceuticals

Due to the acquisition of Knoll Laboratories,
Knoll Pharmaceutical Company, by Abbott
Laboratories, please refer to ABBOTT
LABORATORIES for product.information.

Kos Pharmaceuticals, Inc.
1001 BRICKELL BAY DRIVE

25TH FLOOR

MIAMI, FL 33131

For medical information contact:
Drug Information Services
1-888-4-LIPIDS

1-888-454-7437

ADVICOR™ .
fad’ vi kor']
{niacin extended-release and Iovastatm tablets)

Rx Only

DESCRIPTION

ADVICOR contains niacin extended-release and lovastatin
in combination. Niacin, a B-complex vitamin, and
lovastatin,. an inhibitor of 3-hydroxy-3-methylglutaryl-
coenzyme A (HMG-CoA) reductase, are both lipid-altering
agents.

- Niacin is nicotinic acid, or 3-pyridinecarboxylic acid. Nlacm

is a white, nonhygroscopic crystalline powder that is very
soluble in water, boiling ethanol and propylene glycol. It is
insoluble in ethyl ether. The empirical formula of niacin is
CgH;NO, and its molecular weight is 123.11. Niacin has the
following structural formula:

z
B d

COOH

Lovastatin is [1S -[l(alphaXR *), 3(alpha), 7(beta),
8(beta)(2S *, 48 *), 8a(beta)l}-1,2,3, 7,8,8a-hexahydro-3,7-
dimethyl-8-[2-(tetrahydro-4-hydroxy-6-oxo-2H-pyran-2-yl)
ethyl]-1-naphthalenyl 2-methylbutanoate. Lovastatin is a
white, nonhygroseopic crystalline powder that is insoluble
in water and sparingly soluble in ethanol, methanol, and ac-
etonitrile. The empirical formula of lovastatin is CMH3GO5
and its molecular weight is 404.55. Lovastatin has the fol-
lowing structural formula:.

ADVICOR tablets contain the labeled amount of niacin and
lovastatin and have the following inactive ingredients: hy-
droxypropyl methylcellulose, povidone, stearic acid, poly-
ethylene glycol, titanium dioxide, polysorbate 80. The indi-
vidual tablet strengths (expressed in terms of mg niacin/mg
lovastatin) contain the following coloring agents:

ADVICOR 500 mg/20 mg - synthetic red and yellow iron
oxides. -

ADVICOR 750 mg/20 mg - FD & C Yellow # 6 Aluminum
Lake.

ADVICOR 1000 mg/ZO mg - synthetic red, yellow and
black iron oxides.

CLINICAL PHARMACOLOGY

A variety of clinical studies have demonstrated that ele-
vated levels of total cholesterol (TC), low-density lipoprotein
cholesterol (LDL-C), and apolipoprotein B-100 (Apo B) pro-
mote human atherosclerosis. Similarly, decreased levels of
high-density lipoprotein cholesterol (HDL-C) are associated
with the development of atherosclerosis. Epidemiological in-
vestigations have established that cardiovascular morbidity
and mortality vary directly with the level of TC and LDL-C,
and inversely with the level of HDL-C.
Cholesterol-enriched triglyceride-rich lipoproteins, includ-
ing very low-density lipoproteins (VLDL), intermediate-
density lipoproteins. (IDL), and their remnants, can also
promote atherosclerosis. Elevated plasma triglycerides (TG)
are frequently found in a triad with low HDL-C levels and
small LDL particles, as well as in association with non-lipid
metabolic risk factors for coronary heart disease (CHD). As
such, total plasma TG have not consistently been shown to
be an independent risk factor for CHD.

Asan adJunct to diet, the efficacy of niacin and lovastatin in
improving lipid proﬁles (either individually, or in combina-
tion with each other, or niacin in combination with other
statins) for the treatment of dyslipidemia has been well doc-
umented. The effect of combined therapy with niacin and
lovastatin on cardiovascular morbidity and mortality has
not been determined.

Effects on Lipids

ADVICOR .

ADVICOR reduces LDL-C, TC, and TG, and increases
HDL-C due to the individual actions of niacin and
lovastatin. The magnitude of individual lipid and lipopro-

_ tein responses may be influenced by the severity and type of

underlying lipid abnormality.
Niacin

Niacin functions in the body after conversion to nicotina-
mide adenine dinucleotide (NAD) in the NAD coenzyme sys-
tem. Niacin (but not nicofinamide) in gram doses reduces
LDL-C, Apo B, Lp(a), TG, and TC, and increases HDL-C.
The increase in HDL-C is associated with an increase in
apolipoprotein A-I (Apo A-I) and a shift in the distribution of
HDL subfractions. These shifts include an increase in the
HDL,:HDL4 ratio, and an elevation in lipoprotein A-I
(Lp A-I, an HDL-C particle containing only Apo A-I). In
addition, preliminary reports suggest that niacin causes
favorable LDL particle size transformations, although the
clinical relevance of this effect is not yet clear.

Lovastatin

Lovastatin has been shown to reduce both normal and ele-
vated LDL-C concentrations. Apo B.also falls substantially
during treatment with lovastatin. Since each LDL-C parti-
cle contains one molecule of Apo B, and since little Apo B is
found in other lipoproteins, this strongly suggests that
lovastatin does not merely cause cholesterol to be lost from
LDL-C, but also reduces the concentration of circulating
LDL particles. In addition, lovastatin can produce increases
of variable magnitude in HDL-C, and modestly reduces
VLDL-C and plasma TG. The effects of lovastatin on Lp(a),
fibrinogen, and certain other independent biochemical risk
markers for coronary heart disease. are not well
characterized. ]

Mechanism of Action

Niagcin

The mechanism by which niacin alters lipid profiles is not
completely understood and may involve several actions, in-
cluding partial inhibition of release of free fatty acids from
adipose tissue, and increased lipoprotein lipase activity
(which may increase the rate of chylomicron triglyceride re-
moval from plasma). Niacin decreases the rate.of hepatic
synthesis of VLDL-C and LDL-C, and does not appéar.to
affect fecal excretion of fats, sterols, or bile acids:” i

Continued on next page-

Consult 2003 PDR® suppleﬁ\ents and future editions for revisions
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Advicor'__cont Fable EBE-Cmean percent dmnge frombasetine
» Weel ADVIGOR NIASPAN Lovastatir

Lovastatin - -

Lovastatin is a specifi¢‘inhibitor of 3 hydroxy 3-methylgh- n* Dose LDL: n* Dose LDL n* Dose LDL
taryl-coenzyme A (HMG-CoA) reductase, the enzyme that (mg/mg) (mg) - (rag) -
catalyzes the conversion of HMG-CoA to mevalonate. The L - ¥

conversion of HMG-CoA to mevalonate is an early step in | DBaseline 57 - 1909 mg/dL | 61 - 189.7 mg/dL | | 61 - 185.6 mg/dL
the biosynthetic pathway for cholesterol. Lovastatin is fa | 12 41 1000/20 -30% 46" 1000 -3% 56 20 -29%
prodrug and has little, if any, activity until hydrolyzed toifs | 16 45 - 1000140 . -36% 44+ 1000 -6% 56 40 -31%
active beta-hydroxyacid form, lovastatin acid. The mechd- | 20 42 1500/40 -37% 43 1500 -12% 54 40 -34%
nism of the LDL-lowering effect of lovastatin may involve | 28 42 2000/40 -42% 41 2000 -14% 53 40 32%
S e e e s

creased catabolism of LDL-C. .

Pharmacokinetics Table 3. HDL-C mean percent change from baseline

Absorption and Bioavailability =
ADVICOR Week ADVICOR NIASPAN Lovastatin

In single-dose studies of ADVICOR, rate and extent df - =

niacin and lovastatin absorption were bioequivalent under ‘n* . Dose HDL n* Dose HDL n* Dose HDL
fed conditions to that from NIASPAN® and Mevacor® talj- . (mg/mg) (mg) . (mg)

N . g, 8 8

lets, respectively. After administration of two ADVICOR - . = —_—
1000 mg/20 mg tablets, peak niacin concentrations avey- | Baseline 57 - 45 mg/dL " [ 61 - 47 mg/dL 61 - 43 mg/dL
aged about 18 meg/mL and occurred about 5 hours after dog- | 12 47 1000/20 +20% 46 1000 +14% 56 20 - +8%
ing; about 72% of the niacin dose was absorbed according to | 16 45 1000/40 +20% 44 1000 +15% 56 40 +5%
the urinary-excretion data. Peak lovastatin concentrations | 20 42 1500/40 +27% 43 1500 +22% 54 40 +6%
averaged about 11 ng/mL and occurred about 2 hours after | 28 42 2000/40 +30% 41 2000 +24% 53 40 +6%
dosing. — - -

The extent of niacin absorption from ADVICOR was ir- T T = IUIMUer 0f Patients Tenraiming i the triaat sae tmepoint

creased by administration with food. The adiinistration qf

two ADVICOR 1000 mg/20 mg tablets under low-fat or high- | 23

fat conditions resulted in a 22 to 30% increase in niacin big- | - & T ol PR RRETEE SR FERETE

availability relative to dusmg under fasting conditiong. -
Lovastatin bioavailability is affected by food. Lovastatin Week ADVICOR NIASPAN .. Lovastatin

Cmax was increased 48% and 21% after  high- and a low- = D = * TG = TG
fat meal, respectively, but the lovastatin AUC was dg- x (mg(;::g) e n l()nol; " ]()n?;

creased 26% and 24% after a high- and a low-fat meal, rq-

spectively, compared to those under fasting conditions. Basel 57 F4-mefdl 6 = 186-mgfit 61 . -—— 171 mgdb—
Niacin . ) ) . 12 .47 1000/20 -32% 46 1000- -22% 56 20 20%
Due to extensive and saturable first-pass metabolism, | 16 45, 1000/40 -39% “44 1000 . -23% 56 40 17%
niacin concentrations in the general circulation are dpse dg- | 99 42 1500/40 449 43 1500 -31% . . 54 40 21%
pendent and highly variable. Peak steady-state niacin con- | g 42 2000/40 .44% 41 2000 -31% 53 40 . -20%
centrations were 0.6, 4.9, and 15.5 meg/mL after’ doses of . -

1000, 1500, and 2000 mg NIASPAN once daily (given as tw *n = numier of patients remaining in the trial atjeach timepoint

500 mg, two 750 mg, and two 1000 mg cablets respectlvely .
Lovastatin '
Lovastatin appears to be ‘incompletély absorbed after oral
administration. Because of extensive hepatic extraction, the
amount of lovastatin reaching the systemic circulation as
active inhibitors after oral administration is low (<5%) an
shows considerable inter-individual variation. Peak concen|
-trations of active and total inhibitors occur within 2 tg
4 hours after Mevacor administration:
Lovastatin absorption appears to be incieased by at leas
30% by grapefruit juice; however, the effect is dependent o
the amount of g‘rapefrmt juice consumeéd and the interva
between grapefruit juice and lovastatin 1ngestlon
With a once-a-day dosing regimen, plasma concentrations o
total inhibitors over a dosing interval achieved a steady-

state between the second and third days of therapy and -

were .about '1. 5 _times t.hose followmg a smgle dose of
Me‘/acor ;
"Dls(ﬂbutwn .
Niacin : N
Niacin is less than 20% bound to human serum proteins and
distributes into milk. Studies using radiolabeled niacin in
mice show that-niacin and its metabolites concentrate in the
liver, kidney, and adlpose tissue,
Lovastatin
Both lovastatin and its beta-hydroxyacid metabolite are|
highly bound (>95%) to human plasma proteins. Distribu-

tion of lovastatin or its metabolites into human milk is un-| |

known; howevar, lovastatin distributes into milk in rats. Ip
animal studies, lovastatin concentrated in the liver, and
crossed the blood-brain and placental barriers. -
Metabolism

Niacin

Niacin undergoes rapid and extensive ﬁrst-pass metabolisy
that is dose-rate specific and, at the doses used to freat dyg
lipidemia, saturable. In. humans; one pathway is through
simple conjugation step with glycine to form nicotinuric:aci
(NUA). NUA is then excreted, although there may be"
small amount of reversible metabolism back -to niacin|
The other pathway results-in the formation of NAD. It i
unclear whether nicotinamide is formed as & precursor td,
or following the synthesis of, NAD. Nicotinamide is furthey
metabolized to -at least N-methylnicotinamide (MNA) an
nicotinamide-N-oxide (NNO). MNA is further metabolized
to two other compounds, N-methyl-2-pyridone-5-carboxam|
ide (2PY) and N-methyl-4-pyridone-5-carboxamide (4PY)
The formation of 2PY appears to predommate over 4PY i1
humans.

Lovastatin

Lovastatin- undergoes extensive first-passextraction an:
metabolism by ¢ytochrome P450 3A4 in the liver, its prij
mary site of action. The major active metabolites present inx
human plasma are the beta-hydroxyacid of lovastatiy
(lovastatin acid), its 6*hydroxy derwatwe, and two ‘addi
tional metabolites.
Elimination
ADVICOR
Niacin is primarily excreted in urine maialy as metabolites|
After a single dose of ADVICOR, at least 60% of the niaciy

oo

and sub

dose was recovered in urine as unchanged niacin and its
metabolites. The plasma half-life for lovastatin was about
4.5 hours in single-dose studies.

Niacin .

The ‘plasma half-life for niacin is about 20 to 48 minutes
after oral administration and dependent on dose adminis-
tered. Following multiple oral doses-of NIASPAN, up to 12%
of the dose was recovered in utine asunchanged niacin de-
pending on dose administered.-The ratio of metabolites re-
covered in the urine was also dependent on the dose admin-
istered.

Lovastatin

Lovastatin is exereted in urine and blle based on studles of
Mevacor. Following an oral dose. of radiolabeled lovastatin
in man, 10% of the dose was excreted in urine and 83% in
feces. The latter represents absorbed drug equivalents ex-
creted in bile, as well as any unabsorbed drug.

Special Populations

Hepatic

No pharmacokinetic studies_have been conducted in

patients with hepatic msuﬂimency for either macm or

lovastatin (see WARNINGS, Liver Dysfunction).

Renal

No information is avallable on the pharmacokmetlcs of
niacin in patients with renal insufficiency.

In a study of patients with severe renal insufficiency (creat-
inine clearance 10 to 30 mL/min), the plasma concentra-
tions of total inhibitors after a single dose of lovastatin were
approximately two-fold higher than those ‘in‘ healthy
volunteers.

ADVICOR should be used with cauhon in patients with re- |

nal disease.

Gender

Plasma concentrations of niacin and metabolites after sin:
gle- or multiple-dose administration of niacin are generally
higher in women than in men, with the magnitude of the
difference varying with dose and metabolite. Recovery of
niacin and metabolites in-urine, ,-is.generally sim-
ilar for men and women, indicating similar absorption for
both genders. The gender differences observed in plasma
niacin and metabolite levels may be due to gender-specific
differences in metabolic rate or volume of distribution. Data
{rom clinical trials suggest that women have a greater hypolip-
idemic response than men at equivalent doses of NIASPAN
and ADVICOR:

In a multiple-dose study, plasma concentrations of active
and total HMG-CoA reductase inhibitors were 20 to 50%
higher in ‘women than in men. In two single-dose studies
with ADVICOR, lovastatin concentrations were about 30%
higher in women than men, and total HMG-CoA reductase
inhibitor Concentratmns were about 20 to 25% greater in
women.

In a multi-center, randomized, doubla’-blmd, active compar-
ator study in patients with Type IIa and IIb hyperlipidemia,
ADVICOR was compared to single-agent treatment
(NIASPAN and lovastatin). The treatment effects of
ADVICOR compared to lovastatin and NIASPAN differed
for males and females with a significantly larger treatment

seded by '.

‘ormation will be

effect seen for females. The mean percent change from base-
Iine at endpoint for LDL-C, TG, and HDL-C by gender are
as follows (Table 1):

Table 1. Mean percent change from baseline at endpomt
for LDL-C, HDL-C and TG by gender

_ADVICOR . NIASPAN Lovastatin
2000 mg/40 mg | 2000 mg 40mg
{iWomen . Men Women Men |Whmen Men
(T=22)(=30) [ (n=28) —(n=28) |- (4=21 (n=38—
LDLC|[-47% -84% |12 = 9% | $1% -31%
HBE-CH+33%—+24% 22%—+15% 3%
TG -48% -35% -25%  -15% 5% -23%
Clinical $tudies
In a multi-center, randomized, double-blind, parallel,

28-week, active-comparator study in patients with Typella

and IIb hyperlipidemia, ADVICOR was compared to each of

its components (NIASPAN and lovastatin). Using a forced
dose-escalation study design, patients received each dose for
at least 4 weeks. Patients randomized to treatment with

ADVICOR initially received 500 mg/20 mg: The dase was

increased at 4-week intervals to a maximum of 1000 mg/

20 mg in one-half of the patients and 2000 mg/40 mg in the

other half. The NIASPAN monotherapy group underwent a

similar titration from 500 mg to 2000 mg. The patients ran-

domized to lovastatin monotherapy received 20 mg for 12

weeks titrated to 40 mg for up to 16 weeks. Up to a third of

the patients randomized to ADVICOR ‘or NIASPAN diston-
tinued prior to Week 28. In this study, ADVICOR. décreased

LDL-C, TG and Lp(a), and increased HDL-C in a dose-

dependent fashion (Tables 2, 3, 4 and 5 below). Results from

this study for LDL-C mean percent change from baseliné

(the primary efficacy variable) showed that:

1) LDL-lowering with ADVICOR was’ significantly greater
than that achieved with lovastatin 40 mg only after 28
weeéks of titration to a dose of 2000 mg/40 mg (p<.0001)

2) ADVICOR at doses of 1000 mg/20 mg or higher achieved
greater LDL-lowering than NIASPAN (p<.0001)

The LDL-C results are summarized in Table 2.

[See table 2 above] : .

ADVICOR achieved significantly greater HDL-raising com-

pared to lovastatin and NTASPAN monotherapy at all doses

(Table 3).”

[See table 3 above]

In addition, ADVICOR achieved significantly greater TG-

lowering at doses of 1000 mg/20 mg or greater compared to

lovastatin and NIASPAN monotherapy (Table 4).

[See table 4 abovel

The Lp(a) lowering effects of ADVICOR and NIASPAN wefe

similar, and both were superior to lovastatin (Table 5). The

independent effect of lowering Lp(a) with NIASPAN or

ADVICOR on the risk of coronary and cardiovascular mor-

bidity and mortality has'not been determined.

[See table 5 at top of next page]
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ADVICOR Long-Term Study

A total of 814 patients were enrolled in a long-term
(52-week), open-label, single-arm study of ADVICOR. Pa-
tients were force dose-titrated to 2000 mg/40 mg over 16
weeks. After titration, patients were maintained on the
maximum tolerated dose of ADVICOR for a total of
52 weeks. Five hundred-fifty (550) patients (68%) completed
the study, and fifty-six percent (56%) of all patients were
able to maintain a dose of 2000 mg/40 mg for the 52 weeks
of treatment. The lipid-altering effects of ADVICOR peaked
after 4 weeks on the maximum tolerated dose, and were
maintained for the duration of treatment. These effects
were comparable to what was observed in the double-blind
study of ADVICOR (Tables 2-4).

INDICATIONS AND USAGE
ADVICOR is a fixed-dose combination product and is not in-
dicated for initial therapy (see DOSAGE AND ADMINIS-
TRATION). Therapy with lipid-altering agents should be
only one component of multiple risk factor intervention in
individuals at significantly increased risk for atherosclerotic
vascular disease due to hypercholesterolemia. Initial medi-
cal therapy is indicated with a single agent as an adjunct to
diet when the response to a diet restricted in saturated fat
and cholesterol and other nonpharmacologic measures
alone has been inadequate (see also Table 7 and the NCEP
treatment guidelines®).

ADVICOR is indicated for the treatment of primary hyper-

cholesterolemia (heterozygous familial and nonfamilial) and

mixed dyslipidemia (Frederickson Types ITa and IIb; Table

6) in:

+ Patients treated with lovastatin who require further TG-
lowering or HDL-raising who may benefit from having
niacin added to their regimen .

+ Patients treated with niacin who require further LDL-
lowering who may benefit from having lovastatin added to
their regimen

Table 6. Classification of Hyperlipoproteinemias

Lipid Eievations

Type Lipoproteins Elevated .
Major - ) Minor

I (rare} Chylomicrons TG 1-TC .

Tla LDL TC -

1l LDL, VLDL TC TG

1 (rare) IDL TC/TG -

v VLDL TG 1-TC

V (rare) Chylomicrons, VLDL TG 1->TC

Table 5. Lp(a) median percent change from baseline

Week ADVICOR NIASPAN Lovastatin

n Dose Lp(a) n Dose Lp(a) n Dose Lp(a)

(mg/mg) (mg) (mg)

Baseline 57 - 34 mg/dL 61 - 41 mg/dL 80 - 42 mg/dL
12 .47 1000720 -9% 46 1000 -8% 55 20 +8%
16 45 1000/40 -9% 44 1000 -12% 55 40 +8%
20 42 1500/40 -17% 43 1500 -22% 53 - 40 "+6%
28 42 2000/40 -22% 41 2000 -32% 52 40 0%

*n = number of paﬁenﬁs remaining in the trial at each timepoint

Table 7. NCEP Treatment Guidelines: LDL-C Goals and Cutpoints for Therapeutic Lifestyle Changes and
Drug Therapy in Different Risk Categories

LDL Level at Which

to Initiate Therapeutic

LDL Level at Which to

. LDL Goal Lifestyle Changes Consider Drug:
Risk Category (mg/dL) (mg/dL) Therapy (mg/dL)
CHD' or CHD <100 =100 i =130
risk equivalents - (100-129: drug optional)
(10-year risk >20%)
2+ Risk factors 10-year risk 10%-20%:=130

<130 =130

(10-year risk =20%) 10-year risk <10%:=160
0-1 Risk factor'™ <160 =160 . 2190

(160-189: LDL-lowering
drug nptinnal)

fCHD, coronary heart disease

h‘Some authorities recommend use of LDL-lowering drugs in this category if an LDL-C level of <100 mg/dL cannot be
achieved by therapeutic lifestyle changes. Others prefer-use of drugs that primarily modify triglycerides and HDL-C, e.g.,
nicotinic acid or fibrate. Clinical judgement also may call for deferring drug therapy in this subcategory

™ Almost all people with 0-1 risk factor have 10-year risk <10%; thus, 10-year risk assessment in people with 0-1 risk factor

is not necessary.

WARNINGS

ADVICOR should not be substituted for equivalent doses of
immediate-release {crystalline) niacin. For patients switch-
ing from immediate-release niacin to NIASPAN, therapy
with NIASPAN should be initiated with low doses (i.e.,
500 mg once daily at bedtime). and the NIASPAN dose
should then be titrated to the desired therapeutic response
{see DOSA(}E AND ADMINIS’I‘RATION)

Liver-Dy

TC = total cholesterol; TG ="triglycerides; LDL =
low-density lipoprotein; VLDL: = very low-density
lipoprotein; IDL = intermediate- densﬂ:y hpopxotem
t- = increased or no change

General Recommendations
Prior to initiating therapy with a lipid-lowering agent, sec-
ondary causes for hypercholesterolemia (e.g., poorly con-
tolled diabetes mellitus, hypothyroidism, nephrotic syn-
drome, dysproteinemias, obstructive liver disease, other
drug therapy, alcoholism) should be excluded, and a lipid
profile performed to measure TC, HDL-C, and TG. For pa-
tients with TG < 400 mg/dL, LDL-C can be estlmated using
the following equation:

LDL-C = TC~ [(0.20 ¥ TG) + HDL-C]
For TG levels > 400 mg/dL, this equation is less accurate
and LDL-C concentrations should be determined by ultra-
centrifugation. Lipid deserminations should be performed at
intervals of no less than 4 weeks and dosage adjusted ac-
cording to the patient’s response to therapy. The NCEP
Treatment Guidelines are summarized in Table 7.
[See table 7 above] .
After the LDL-C goal has been achieved, if the TG is still
> 200 mg/dL, non-HDL-C (TC minus HDL-C) becomes a
secondary target of therapy. Non-HDL-C goals are set
30 mg/dL higher than LDL-C goals for each risk category

CONTRAINDICATIONS

ADVICOR is contraindicated in patients with a known hy-
persensitivity to niacin, lovastatin or any component of this
medication, active liver disease or unexplained -persistent
elevations in serum transaminases (see WARNINGS), ac-
tive peptic ulcer disease, or arterial bleeding. -

Pregnancy and lactation—Atherosclerosis is a chronic pro-
cess and the discontinuation of lipid-lowering drugs during
pregnancy should have little impact on the outcome of long-
term therapy of primary hypercholesterolemia, Moreover,
cholesterol and other pyoducts of the cholesterol biosynthe-
sis pathway are essential components for fetal development,
including synthesis of steroids and cell membranes. Be-
cause of the ability of inhibitors of HMG-CoA reductase,
such as lovastatin, to decrease the synthesis of cholesterol
and possibly other products of the cholesterol biosynthesis
pathway, ADVICOR is contraindicated in women who are
pregnant and in lactating mothers. ADVICOR may cause fe-
tal harm when administered to pregnant women. ADVICOR
should be administered to women of childbearing age only
when such patients are highly unlikely to conceive. If the
patient becomes pregnant while taking this drug,
ADVICOR should be discontinued immediately and the pa-
tient should be apprised of the potential hazard to the fetus
(see PRECAUTIONS, Pregnancy).

Cases of severe- hepatic toxicity, including fulminant he-
patic necrosis, have occurred in patients who have substi-
tuted sustained-release (modified-release, timed-release)
niacin products for immediate-release (crystalline) niacin at
equivalent doses.

ADVICOR should be used with cautlon in patients who con-
sume substantial of hol and/or have a past
history of liver dlsease Active liver disease or unexplained
transaminase el are i 1S to the use of
ADVICOR. )

Niacin preparations and lovastatin preparations have been
associated with abnormal liver tests. In studies using
NIASPAN alone, 0.8% of patients were discontinued for
transaminase elevations. In studies using lovastatin alone,
0.2% of patients were discontinued for transaminase eleva-
tions.2 In three safety and efficacy studies involving
titration to final daily ADVICOR doses ranging from
500 mg/10 mg to 2500 mg/40 mg, ten of 1028 patients (1.0%)
experienced reversible elevations in AST/ALT to more than
3 times the upper limit of normal (ULN). Three of ten eleva-
tions occurred at doses outside the recommended dosing
limit of 2000 mg/40 mg; no patient recewmg 1000 mg/20 mg
had 3-fold elevations in AST/ALT.

In clinical studies with ADVICOR, elevations in transami-
nases did not appear to be related to treatment duration;
elevations in AST and ALT levels did appear to be dose re-
lated. Transaminase elevations were reversible upon dis-
continuation of ADVICOR.

Liver function tests should be performed on all patients dur-
ing therapy with ADVICOR. Serum transaminase levels, in-
cluding AST and ALT (SGOT and SGPT), should be moni-
tored before treatment begins, every 6 to 12 weeks for the
first 6. months, and periodically thereafter (e.g., at approxi-
mately 6-month intervals). Special attention should be paid
to patients who develop elevated serum transaminase
levels, and in these patients, measurements should be re-
peated promptly and, if confirmed, then performed more
frequently. If the transaminase levels show evidence of
progression, particularly if they rise to 8 times ULN and are
persistent, or if they are associated with symptoms of nau-
sea, fever, and/or malaise, the drug should be discontinued.
Skeletal Muscle

Lovastatin

Lovastatin and other inhibitors of HMG-CoA reductase oc-
casionally cause myopathy, which is manifested as muscle
pain or weakness associated with grossly elevated creatine
kinase (> 10 times ULN).

Rhabdomyolysis, with or without acute renal failure secon-
dary to myoglobinuria, has been reported rarely and can
occur at any time. In a large, lon% -term, clinical safety and
efficacy study (the EXCEL study)®* with lovastatin, myop-
athy occurred in up to 0.2% of patients treated with
lovastatin 20 to 80 mg for up to 2 years. When drug treat-

ment was interrupted or discontinued in these patients,
muscle symptoms and creatine kinase (CK) increases
promptly resolved. The risk of myopathy is increased by
concomitant therapy with certain drugs, some of which were
excluded by the EXCEL study design.

The risk of myopathy appears to be mcreased by high levels
of HMG-CoA reductase inhibitory activity in plasma.
Lovastatin is metabolized by the cytochrome P450 isoform
3A4. Certain drugs which share this metabolic pathway can
raisé the plasma levels of lovastatin and may increase the
risk of myopathy. These include cyclosporine, itraconazole,
ketoconazole and other antifungal azoles, the macrolide an-
tibiotics erythromycin and clarithromycin, HIV protease in-
hibitors, the antidepressant nefazodone, or large quantities
of grapefruit juice (>1 quart daily).

ADVICOR

Myopathy and/or rhabdomyolysis have been reported
when lovastatin is used in combination with lipid-altering
doses {=1g/day)} of niacin. Physicians contemplating the
use of ADVICOR, a combination of lovastatin and niacin,
should weigh the potential benefits and risks, and should *
carefully monitor patients for any signs and symptoms of
muscle pain, tenderness, or weakness, particularly during
the initial month of treatment or during any period of up-
ward dosage titration of either drug. Periodic CK determi-
nations may be considered in such situations, but there is
no assurance that.such monitoring will prevent myopathy.
In ¢linical studies, no cases of rhabdomyolysis and one sus-
pected case of myopathy have been reported.in 1079 pa-
tients who were treated with ADVICOR at doses up to
2000 mg/40 mg for periods up to 2 years.

Patients starting therapy with ADVICOR should be advised
‘of the risk of myopathy, and told to report promptly unex-
plained muscle pain, tenderness, or weakness. A CK level
above 10 times ULN in a patient with unexplained muscle
symptoms indicates myopathy. ADVICOR therapy should
be discontinued if myopathy is diagnosed or suspected.
Inpatients with complicated medical histories predisposing
to rhiabdomyolysis, such as preexisting renal insufficiency,
dose escalation requires caution. Also, as there are no
known adverse consequences of brief interruption of ther-
apy, treatment with ADVICOR should be stopped for a few
days before elective major surgery and when any major
acute medical or surgical condition supervenes.

Use of ADVICOR with other Drugs .
The incidence and severity of myopathy may be increased
by concomitant administration of ADVICOR with drugs’
that can cause myopathy when given alone, such as gem-
fibrozil and other fibrates.

The use of ADVICOR in combination with flbrates should
be avoided unless the benefit of further alterations in lipid
levels is likely to outweigh the increased risk of this drug
combination. In patients taking concomitant cyclosporine
or fibrates, the dose of ADVICOR should generally not ex-

ceed 1000 mg/20 mg {see DOSAGE AND ADMINISTRA-
TION), as the risk of myopathy may increase at higher
doses. Interruption of ADVICOR therapy during a course of
treatment with a systemic antifungal azole or a macrolide
antibiotic should be considered,

Continued on next page

Consult 2003 PDR® supplements and future editions for revisions
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PHYSICIANS’ DESK REFERENCE®

Advicor—Cont.

PRECAUTIONS
General

Before instituting therapy with a lipid-altering medicatioh,
an attempt should be made to control dyslipidemia with ap-
propriate diet, exercise, and weight reduction in obese ph-
tients, and to treat other underlying medical problems (s¢e
INDICATIONS AND USAGE),
Patients with a past history of jaundice, hepatobiliary dip-
ease, or peptic ulcer should be observed closely durirg
ADVICOR therapy. Frequent monitoring of liver functiq
tests and blood glucose should be performed to ascertaj
that the drug is producing no adverse effects on these orgd
systems.
Diabetic patients may experience a dose-related rise in fas}:
ing blood sugar (FBS). In three clinical studies, which i
cluded 1028 patients exposed to ADVICOR (6 to 22%
whom had diabetes type II at baseline), increases in FH
above normal occurred in 46 to 66% of patients at any tiny
during study treatment with ADVICOR. Fourteen patien
(1.4%) were discontinued from study treatment: 3 patien|
for worsening diabetes, 10 patients for hyperglycemia and|
patient for a new diagnosis of diabetes. In the studies
which lovastatin and NIASPAN were used as active co
trols, 24 .to 41% of patients receiving lovastatin and 48
58% of patients receiving' NIASPAN also had increases
FBS above normal. One patient (1.1%) receiving lovastatj
was discontinued for hyperglycemia. Diabetic or potentiall
diabetic- patients should be observed closely during trea
ment with ADVICOR, and adjustment of diet and/or hyp:
glycemic therapy may be necessary.

In one long-term study of 106 patients treated wit]
ADVICOR, elevations in prothrombin time (PT) >3 X UL
occurred in 2 patients (2%) during study drug treatment. I}
a long-term study of 814 patients treated with ADVICOR,
patients were noted to have platelét counts <100,000 du
ing study drug treatment. Four of these patients were di§-
continued, and one patient with a platelet count <100,000
had prolonged bleeding after a tooth extraction. Prior stud-
ies have shown that NJASPAN can be associated with dosg¢-
related reductions in platelet count (mean of -11% with
2000 mg) and increases of PT (mean of approximately +4%).
Accordingly, patients undergoing surgery should be car
fully evaluated. In controlled studies, ADVICOR has be]
associated with small but statistically significant dosq
related réductions in phosphorus levels (mean of -10%. wit|
2000 mg/40 mg). Phosphorus levels should be monitoréd p
riodically in patients at risk for hypophosphatemia. In cliy-
ical studies with ADVICOR, hypophosphatemia was mo3|
¢ommon in males than in females. The clinical relevance
hypophosphatemia in this.population is not known.
Niacin

Caution should also be used when ADVICOR is used in pd-
tients with unstable angina or in'the acute phase of MI, pa
ticularly when such patients are also receiving vasoactiv]
drugs such as nitrates, calcium channel b]ockel S, O adrer
ergic blockmg agents.
Elevated uric acid levels have occurred with niacin therapy;
therefore, in patients predisposed to gout, niacin therap
should be used with caution, Niacin is rapidly metabolizeft
by the liver, and excreted through the kidneys. ADVICOR i
contraindicated in patients with significant or unexplainefl
hepatic dysfunction (see CONTRAINDICATIONS' anfl
WARNINGS) and should be used w11;h caution in patientp
with renal dysfunction.
Lovastatin

Lovastatin may elevate creatine phosphokmase and trang-
aminase levels (sece WARNINGS and ADVERSE REAG-
TIONS). This should be considered in the differential diag-
nosis of chest pain in a patient on therapy with lovastatir].
Endocrine function—HMG-CoA reductase inhibitors intei-
fere with cholesterol synthesis and as such might theoret}:
cally blunt adrenal and/or gonadal steroid production. Rg-
sults of clinical studies with drugs in this class have beeft
inconsistent with regard to drug effects on basal and reservp
steroid levels. However, clinical studies have shown-thal
lovastatin does not reduce basal plasma cortisol concentra-
tion or impair adrenal reserve, and does not reduce basal
plasma testosterone concentration. Another HMG-CoA rg
ductase inhibitor has been shown to reduce the plasma teq
tosterone response to human chorionic gonadotropin (HCG].
In the same study, the mean testosterone response to HCG
was slightly but not significantly reduced after treatmeng
with lovastatin 40 mg daily for 16 weeks in 21 men. Th
effects of HMG-CoA reductase inhibitors on male fertilit;
have not been studied in adequate numbers of male paj
tients. The effects, if any, on the pituitary-gonadal axis i
plemenopausal women are unknown. Patients treated wit]
lovastatin who develop clinical evidence of endocrine dys|
function should be evaluated appropriately. Caution shouls
also be exercised if an HMG-CoA reductase’ inhibitor o
other agent used to lower cholesterol levels is administere
to patients also receiving other ‘drugs (e.g:, ketoconazold,
spironolactone, cimetidine) that may decrease the levels of
activity of endogenous steroid hormones. .
CNS toxicity—Lovastatin produced optic nerve degeneral
tion (Wallerian degeneration of retinogeniculate fibers) i
clinically normal dogs in a dose-dependent fashion starting
at 60 mg/kg/day, a dose that produced mean plasma dru;
levels about 30 times higher than the mean drug level i
humans taking the highest recommended dose (as mea
sured by total enzyme inhibitory activity). Vestibulocochlea
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Wallerian-like degeneration and retinal ganglion cell chro-
matolysis were also seen in dogs treated for 14 -weeks at
180 mg/kg/day, a dose which resulted in a mean plasma
drug level (Cmax) similar to that seen with the 60 mgrkg/
day dose.

CNS vascular lesions, characterized by perivascular hemor-
rhage and edema, mononuclear cell infiltration of perivas-
cular spaces, perivascular fibrin deposits and necrosis of
small vessels, were seen in dogs treated with lovastatin at a
dose of 180 mg/kg/day, a dose which produced plasma drug
levels (Cmax}.which were about 30 times higher than the
mean values in humans taking 80 mg/day. .

Similar optic nerve and CNS vascular lesions have been ob-
served with other drugs of this class.

Cataracts were seen in dogs treated with 1ovastatm for 11

and 28 weeks at 180 mg/kg/day and 1 year at 60 mg/kg/day.

information for Patients

Patients should-be advised of the following:

— to report promptly unexplained muscle pain, tenderness,
or weakness (see WARNINGS, Skeletal Muscie);

— to take ADVICOR at bedtime, with a low-fat snack. Ad-
ministration on an empty stomach is not recommended;

— to carefully follow the prescribed dosing regimen (see
DOSAGE AND ADMINISTRATION);

— that flushing is a common side effect of niacin therapy
that usually subsides after several weeks of consistent
niacin use. Flushing may last for several hours after dos-
ing, may vary in severity, and will, by taking ADVICOR
at bedtime, most likely occur during sleep. If awakened
by flushing, especially if taking antihypertensives, rise
slowly to minimize the potential for dizziness and/or
syncope;

— that taking aspirin (up to approximately 30 minutes be-
fore taking ADVICOR) or another non-steroidal anti-
inflammatory drug (e.g., ibuprofen) may minimize
flushing;

—to ‘avoid ingestion of alcohol or hot drinks around the
time of ADVICOR administration, to minimize flushing;

— should not be administered with grapefruit juice;

— that if ADVICOR therapy is discontinued for an extended
length of time, their physician should be contacted prior
to re-starting therapy; re-titration is recommended (see
DOSAGE AND ADMINISTRATION);

— to notify their physician if they are taking vitamins or
other nutritional supplements containing niacin or
related. compounds. such as nicotinamide. (see Drug
Interactions};

— to notify their phymman if symptoms: of dizziness occur,

— if diabetic, to notify thelr physician of changes in blood
glucose;

— that ADVICOR tablets should not be broken, crushed or
chewed, but should be swallowed whole.

Drug Interactions .
Niacin
Antihypertensive Therapy—Niacin may potentiate the ef-
fects of ganglionic blocking agents and vasoactlve drugs re-
sulting in’ postural hypot.ensmn
Aspirin: Concomitant aspirin may decrease the metabolic
clearance of niacin, The clinical relevance of this finding is
unclear.
Bile Acid Sequestrants—An in vitro study was carried out
investigating the niacin-binding capacity of colestipol and
cholestyramine. About 98% of available niacin was bound to
colestipol, with 10 to 30% binding to cholestyramine. These
results suggest that 4 to 6 hours, or as great an interval as
possible, should elapse between the ingestion of bile acid-
binding resins and the administration of ADVICOR.

Other—Concomitant alcohol or hot drinks may increase the

side effects of flushing and pruritus and should be avoided

around the time of ADVICOR ingestion.. Vitamins or other
nutritional supplements containing large doses of niacin or-
related compounds such as nicotinamide may potentiate the

adverse effects-of ADVICOR. .

Lovastatin’ )

Serious skeletal muscle disorders, e.g., rhabdomyolysis,

have been reported during concomitant therapy of

lovastatin or other HMG-CoA reductase inhibitors with.cy-

| closporine, itraconazole, ketoconazole, gemfibrozil, niacin,

erythromycin, clarithromyein, nefazodone or HIV protease
inhibitors. (See WARNINGS, Skeletal.-Muscle).

Coumarin Anticoagulants—In-a small clinical study in
which lovastatin was-administered to warfarin-treated pa-
tients, no effect on PT was detected. However, another
HMG-CoA reductase inhibitor has béén found to produce a
less than two seconds increase in PT in healthy volunteers
receiving low" doses of warfarin. Also, bleeding and/or in-
creased PT have been reported in a few patients taking cou-
marin anticoagulants concomitantly with lovastatin. It-is
recommended that in patients taking anticoagulants, PT be
determined before starting ADVICOR and frequently
enough during early therapy to insure that no significant
alteration of PT occurs. Once a stable PT has been docu-
mented, PT can be monitored at the intervals usually rec-
ommended for patients on coumarin anticoagulants. If the
dose of ADVICOR is changed, the same procedure should be
repeated.

Antipyrine—Lovastatin had no effect on the pharmacokinet-
ics of antipyrine or its metabolites. However, since
lovastatin is metabolized by the cytochrome P450 isoform
3A4 enzyme system, this does not preclude an interaction
with other drugs metabolized by the same isoform.

editions

Propranolol—In normal volunteers, there was no clinically
significant pharmacokinetic or pharmacodynamic interac:
tion with concomitant administration of single doses of
lovastatin and propranolol.

Digoxin—In patients with hypercholesterolemia, concomi-
tant administration of lovastatin and digoxin resulted inno
effect on digoxin plasma concentrations.

Oral Hypoglycemic Agents—In pharmacokinetic studies of
lovastatin in hypercholesterolemic, non-insulin dependent
diabetic patients, there was no drug interaction with glipi-
zide or with chlorpropamide.

BPrug/Laboratory Test Interactions

Niacin may produce false elevations in some fluorometric
determinations of plasma or urinary catecholamines. Niacin
may also give false-positive reactions with cupric suifate so-
lution (Benedict’s reagent) in urine glucose tests.

Carci 1esis, Mut: Impairment of Fertility

No studies have been conducted with ADVICOR regarding
carcinogenesis, mutagenesis, or impairment of fertility.
Niacin

Niacin, administered to mice for a lifetime as a 1% solution
in drinking water, was not carcinogenic. The mice in this
study received approximately 6 to 8 times a human dose of
3000 mg/day as determined on a mg/m? basis. Niacin was
negative for mutagenicity in the Ames test. No studies on
impairment of fertility have been performed.

Lovastatin

In a 21-month carcmogemc study in mice, there was a sta-
tistically significant increase in the incidence of hepatocel-
lular carcinomas and adenomas in both males and females
at 500 mg/kg/day. This dose produced a total plasma drug
exposure 3 to 4 times that of humans given the highest rec-
ommended dose of lovastatin (drug exposure was measured
as total HMG-CoA reductase inhibitory activity in extracted
plasma). Tumor increases were not seen at 20 and
100 mg/kg/day, doses that produced drug exposures of 0.3 to
2 times that of humans at the 80 mg/day dose. A statistically
significant increase in pulmonary adenomas was seen in fe-
male mice at-approximately 4 times the human drug expo-

_gure, (Although mice were given 300 times the human dose

on a mg/kg body weight basis, plasma levels of total inhib-
itory activity were only 4 times higher in mice than in hu-
mans given 80 mg of lovastatin.)

There was an increase in incidence of papilloma in the non-
glandular mucosa of the stomach of mice beginning at expo-
sures of 1 to 2 times that of humans. The glandular mucosa
was not affected; The human stomach contains only glandu-
lar mucosa. ’
In.a 24-month carcinogenicity study in rats, there was a
positive dose-response relationship for hepatocellular carci-
nogenicity in males at drug exposures between 2 to 7 times
that of human exposure at 80 mg/day (doses in rats were 5,
30, and 180 mg/kg/day). o
An increased incide of thyroid 1 lasms in rats appears
to be a response that has been seen with other HMG-CoA
reductase inhibitors.

A drug in this class chemically 51mllar to ]ovastatm was ad-
ministered to mice for 72 weeks at 25, 100, and 400 mgkg
body weight, which resulted in mean serum drug levels ap-
proximately 8, 15, and 33 times higher than the mean hu-
man serum drug concentration (as total inhibitory activity)
after a 40 mg oral dose. Liver carcinomas were significantly
increased in high-dose females and mid- and high-dose
males, with a maximum incidence of 90 percent in males.
The incidence of adenomas of the liver was significantly in-
creased in mid- and high-dose females. Drug treatment also
significantly increased the incidence of lung adenomas in
mid- and high-dose males and females. Adenomas of the
Harderian gland (a gland of the eye of rodents) were signif-
icantly higher in high-dose mice than in controls.

No evidence of mutagemcxty was observed in a microbial
mutagen test using mutant strains of Salmonella typhimu-
rium with or without rat or mouse liver metabolic activa-
tion. In addition, no evidence of damage to genetic mater al
was noted in an in'vitro alkaline elution assay using rat or
mouse hepatocytes, a V-79 mammalian cell forward muta-
tion study, an in vitro chromosome aberration study in CHO
cells, or an in vivo chromosomal aberration assay in mouse
bone marrow.

Drug-related testicular -atrophy, decreased spermatogene-
sis, spermatocytic degeneration and giant cell formation
were séen in dogs starting at 20 mg/kg/day. Similar findings
were seen with another drug in this class. No drug-related
effects on fertility were found in studies.with lovastatin in
rats. However, in studies with a similar drug in this class,
there was decreased fertility in male rats treated for
34 weeks at 25 mg/kg body weight, although this effect was
not observed in a subsequent fertility study when this same
dose was administered for 11 weeks (the entire cycle of
spermatogenesis, including epididymal maturation).
In rats treated with this same reductase inhibitor at
180 mg/kg/day, seminiferous tubule degeneration (necrosis
and loss of spermatogenic eplthehum) was observed. No mi-
croscopic changes were observed in the testes from rats of
either study. The clinical significance of these findings is
unclear.

Pregnancy

Pregnancy Category X—See CONTRAINDICATIONS
ADVICOR should be administered to women of childbearing
potential only when such patients are highly unlikely to
conceive and have been informed of the potential hazard.
Safety in pregnant women has not been established and
there is no apparent benefit to therapy with ADVICOR dur-
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ing pregnancy (see CONTRAINDICATIONS). Treatment
should be immediately discontinued as soon as pregnancy is
recognized.

Niacin
Animal reproduction studies-have not been conducted with

piacin or with ADVICOR. It is also not known whether
niacin at doses typically used for lipid disorders can cause
fetal harm when administered to -pregnant women or
whether it can affect reproductive capacity. If a woman re-
ceiving niacin or ADVICOR for primary hypercholesterole-
mia (Types IIa or IIb) becomes pregnant, the drug should be
discontinued.

Lovastatin

Rare reports of congenital anomalies have been received
following mtrauterme exposure to HMG-CoA reductase
inhibitors. In a review® of approximately 100 prospectively
followed pregnancies in women exposed to lovastatin or an-
other structurally related HMG-CoA reductase inhibitor,
the incidences of congenital anomalies, spontaneous abor-
tions and fetal deaths/stillbirths did not exceed what would
be expected in the general population, The number of cases
is adequate only to exclude a 3- to 4-fold increase in congen-
ital anomalies over the background incidence. In 89% of the
prospectively followed pregnancies, drug treatment was ini-
tiated prior to pregnancy and was discontinued at some
point in the first trimester when pregnancy-was identified.
Lovastatin has been shown to produce skeletal malforma-
tions at plasma levels 40 times the human exposure (for
mouse fetus) and 80 times the human exposure (for
rat fetus) based on mg/m? surface area (doses were
800 mg/kg/day). No drug-induced changes were seen in ei-
ther species at multiples of 8 times (rat) or 4 times (mouse)
based on surface area. No evidence of malformations was
noted in rabbits at exposures up to 3 times the human ex-
posure (dose of 15 mg/kg/day, highest tolerated dose).

Labor and Delivery

No studies have been conducted on the effect of ADVICOR,
niacin or lovastatin on the mother or the fetus during labor
or delivery, on the duration of labor or delivery, or on the
growth, development, and functional maturation of the
child. .
Nursing Mothers

No studies have been conducted with ADVICOR in nursing
mothers.

Because of the potential for serious adverse reactions in
nwsing infants from lipid-altering doses of niacin and
lovastatin (see CONTRAINDICATIONS), ADVICOR
should not be taken while a woman is breastfeeding. ’
Niacin has been reported to be excreted in human milk. It is
ot known whether lovastatin is excreted in human milk. A
small amount of another drug in this class is excreted in
human breast milk.

Pediatric use X

Nostudies in patients under 18 years-of-age have been con-
ducted with ADVICOR. Because pediatric patients are not
likely to benefit from cholesterol lowering for at least a de-
cade and because experience with this drug or its active in-
gredients is liniited, treatment of pediatric. patients with
ADVICOR is not recommended at this time.

Geriatric Use

Of the 214 patients who received ADVICOR in double-blind
clinical studies, 37.4% were 65 years-of-age and older, and
of the 814 patients who received ADVICOR in open-label
dinical studies, 36.2% were 65 years-of-age and older. Re-
sponses in LDL-C, HDL-C, and TG were similar in geriatric
patients. No overall differences in the percentage of patients
with adverse events were observed between older and youn-
ger patients. No overall differences were observed in se-
lected chemistry values between the two groups except for
amylase which was higher in older patients.

ADVERSE REACTIONS

Overview

In controlled clinical studies, 40/214 (19%) of patients ran-
domized to ADVICOR discontinued therapy prior to study
completion, 18/214 (8%) of discontinuations being due to
flushing. In the same controlled studies, 9/94 (10%) of pa-
tients randomized to lovastatin and 19/92 (21%) of patients
randomized to NIASPAN also discontinued treatment prior
to study completion secondary to adverse events. Flushing
episodes (i.e., warmth, redness, itching and/or tingling)
were the most common treatment-emergent adverse events,
and occurred in 53% to 83% of patients treated with

ADVICOR. Spontaneous reports with NIASPAN and clini- .

cal studies with ADVICOR suggest that flushing may also
be accompanied by symptoms of dizziness or syncope, tach-
yeardia, palpitations, shortness of breath, sweating, chills,
and/or edema. .

Adverse Reactions Information

Because clinical studies are conducted under widely varying
conditions, adverse reaction rates observed in clinical stud-
ies of a drug cannot be directly compared to rates in the clin-
ical studies of another drug and may not reflect the rates
observed in clinical practice. The adverse reaction informa-
tion from clinical studies does, however provide a basis for
identifying the adverse events that appear to be related to
drug use and for approximating rates.

The data described in this section reflect the exposure to
ADVICOR in two double-blind, controlled clinical studies of
400 patients. The population was 28 to 86 years-of-age, 54%
male, 85% Caucasian, 9% Black, and 7% Other, and had
mixed dyslipidemia (Frederickson Types Ila and IIb).

In addition to flushing, other adverse events oceurring in
5% or greater of patients treated thh ADVICOR-are shown
in Table 8 below.

{See table 8 above]

Table 8. Treatment-Emergent Adverse Events in = 5% of Patients

(Events Irrespective of Causality; Data from Controlled, Double-Blind Studies)

Adverse Event ADVICOR NIASPAN Lovastatin
Total Number of Patients 214 92 . . 94
Cardiovascular 163 (76%) 66 {72%) *24 (26%)
Flushing 152 (71%) 60 (65%) 17 (18%)
Body as a Whole 104 (49%) 50 (54%) 42 (45%)
Asthenia 10 ( 5%) 6 ( 7%) 5( 5%)
Flu Syndrome 12( 6%) 7{ 8%) 4 ( 4%)
Headache 20 ( 9%) 12 (13%) 5( 5%)
Infection " 43 (20%) 14 (15%) 19 (20%)
Pain 8( 8%) 3( 3%) 9 (10%)
Pain, Abdominal 9( 4%) 1(1%) 6( 6%)
Pain, Back 10 ( 5%) 5( 5%) 5( 5%)
Digestive System 51 (24%) 26 (28%) 16 (17%)
Diarrhea 13 ( 6%) 8( 9%) 2 ( 2%)
Dyspepsia 6( 3%) 5(-5%) 4( 4%)
Nausea 14 ( %) 11 (12%) 2 ( 2%)
Vomiting 7( 3%) 5( 5%) 0
Metabolic and Nutrif. System 37 (17%) 18 {20%) 13 (14%)
Hyperglycemia 8 ( 4%) 6 ( %) 6( 6%)
Musculoskeletal System 19 { 9%) 9 (10%) 17 (18%)
Myalgia 6 ( 3%) 5( 5%) 8( 9%)
Skin and Appendages 31 2%) 19 (21%) 11 (12%)
Pruritus 14 ( 7%) 7( 8%) 3( 3% -
Rash 11 ( 5%) 11 (12%) 3( 3%

Note: Percentages are calculated from the total number of patients in each column.

The following adverse events have also been reported with
niacin, lovastatin, and/or other HMG-CoA reductase inhibi-
tors, but not necessarily with ADVICOR, either during clin-
jcal studies or in routine patient management.
Body as a Whole: chest pain; abdominal pain;
edema; chills; malaise

atrial fibrillation; tachycardia;
palpitations, and other cardiac
arrhythmias; orthostasis; hy-
potension; syncope

toxic amblyopia; cystoid macu-
lar edema; .ophthalmoplegia;
eye irritation

activation of peptic ulcers and
peptic ulceration; dyspepsia;
vomiting; anorexia; constipa-
tion; flatulence, pancreatitis;
hepatms, fatty change in
liver; jaundice; and rarely, cir-
rh081s, fulminant hepatic ne-
crosis, and hepatoma

gout

muscle cramps; myopathy,
" rhabdomyolysis; arthralgia
dizziness; insomnia; dry
mouth; paresthesia; anxiety;
tremor; vertigo; memory loss;
peripheral neuropathy; psy-
chic disturbances; dysfunction
of certain cranial nerves
hyper-pigmentation; acantho-
sis nigricans; urticaria; alope-
cia; dry skin; sweating; and a
variety of skin changes (e.g.,
nodules, discoloration, dry-
ness of mucous membranes,
changes to hair/nails)
dyspnea; rhinitis
gynecomastia; loss of libido;
erectile dysfunction

An apparent hypersensitivity
syndrome has been, reported
rarely, which has included one
or more of the following fea-
tures: anaphylaxis, angio-
edema, lupus erythematous-
like syndrome, polymyalgia
rheumatica, vasculitis, pur-
pura, thrombocytopenia, leu-
kopenia, hemolytic anemia,
positive ANA, ESR increase,
eosinophilia, - arthritis, ar-
thralgia, urticaria, asthenia,
photosensitivity, fever, chills,
flushing, malaise, dyspnea,
toxic epidermal necrolysis, er-
ythema multiforine, including
Stevens-Johnson syndrome.

Cardiovascular:

Eye:

Gastrointestinal:

Metabolic:
Musculoskeletal:

Nervous:

Skin:

Respiratory:
Urogenital:

Hypersensitivity reactions:

Other: migraine
Clinical.Laboratory Abnormalities
Chemistry

Elevations in serum transaminases (see WARNINGS -
Liver Dysfunction), CPK and fasting glucose, and reductions
in phosphorus. Niacin extended-release tablets have been
associated with slight elevations in LDH, uric acid, total bil-
irubin, and amylase. Lovastatin and/or HMG-CoA reductase
inhibitors have been associated with elevations in alkaline
phosphatase, y-glutamyl transpeptidase and b111rubm and
thyroid function abnormalities.

Hematology

Niacin extended- release tablets have been associated with
slight reductions in platelet counts and prolengation in PT
(see WARNINGS)

DRUG ABUSE AND DEPENDENCE
Neither niacin nor lovastatin is a narcotic drug. ADVICOR
has no known addiction potential in humans.

OVERDOSAGE

Information on acute overdose with ADVICOR in humans is
limited. Until further experience is obtained, no specific
treatment of overdose with ADVICOR can be recommended.
The patient should be carefully observed and given support-
ive treatment.

Niacin

The g.c. LD50 of niacin is 5 g/kg in rats.

The signs and symptoms of an acute overdose of niacin can
be anticipated to be those of excessive pharmacologic effect:
severe flushing, nausea/vomiting, diarrhea, dyspepsia, diz-
ziness, syncope, hypotension, possibly cardiac arrhythmias
and clinical laboratory abnormalities. Insufficient informa-
tion is available on the potential for the dialyzability of
niacin. ’

Lovastatin .

After oral administration of lovastatin to mice the median
lethal dose observed was >15 g/m?,

Five healthy human volunteers have received up to 200 mg
of lovastatin as a single dose without clinically significant
adverse experiences. A few cases of accidental overdose have
been reported; no patients had any specific symptoms, and
all patients recovered without sequelae. The maximum dose
taken was 5 to 6 g. The dialyzability of lovastatin and its
metabolites in man is not known at present.

DOSAGE AND ADMINISTRATION

The usual recommended starting dose for NIASPAN is
500 mg ghs. NIASPAN must be titrated and the dose should
not be increased by more than 500 mg every 4 weeks up to
a maximum dose of 2000 mg a day, to reduce the incidence
and severity of side effects. Patients already receiving a sta-
ble dose of NIASPAN may he switched d]rectly to a niacini-
equivalent dose of ADVICOR.

The usual recommended starting dose of lovastatin is 20 mg
once a day. Dose adjustments should be made at intervals of
4 weeks or more. Patients already receiving a stable dose of
lovastatin may receive concomitant dosage titration with
NIASPAN, and switch to ADVICOR once a stable dose of
NIASPAN has been reached.

Flushing of the skin (see ADVERSE REACTIONS) may be
reduced in frequency or severity by pretreatment with aspi-
rin (taken up to approximately 30 minutes prior to
ADVICOR dose) or other non-steroidal anti-inflammatory
drugs. Flushing, pruritus, and gastrointestinal distress are
also greatly reduced by slowly increasing the dose of niacin
and avoiding administration on an empty stomach.
Equivalent doses of ADVICOR may be substituted for
equivalent doses of NJASPAN but should not be substi-
tuted for other modified-release {sustained-release or time-
release) niacin preparations or immediate-release (crystal-
line) niacin preparations (see WARNINGS). Patients previ-
ously receiving niacin products other than NIASPAN should
be started on NIASPAN with the recommended NIASPAN
titration schedule, and the dose should subsequently be in-
dividualized based on patient response.

ADVICOR should be taken at bedtime, with a low-fat snack,
and the dose should be individualized according to patient
response. ADVICOR tablets should be taken whole and
should not be broken, crushed, or chewed before swallowing.
The dose of ADVICOR should not be increased by more than

Continued on next page

Consult 2003 PDR® supplements and future editions for revisions
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PHYSICIANS' DESK REFERENCE®

1818/KOS

Advicor—Cont.

500 mg daily (based on the NIJASPAN component) eve
4 weeks. The lowest dose of ADVICOR is 500 mg/20 nf
Doses of ADVICOR greater than 2000 mg/40 mg daily

not recommended, If ADVICOR therapy is discontinued

an extended period (>7 days), reinstitution of thera
should begin with the lowest dose of ADVICOR.

HOW SUPPLIED
ADVICOR is an unscored, capsule-shaped tablet containi
either 500, 750, or 1000 mg of niacin in an extended-relea
formulation and 20 mg of lovastatin in an immediaf
release formulation. Tablets are color-coated and deboss|
with “KOS” on one side and the tablet strength code on t}
other side, ADVICOR 500 mg/20 mg tablets are light yell
code “502”. ADVICOR 750 mg/20 mg tablets are llght
orange, code “752”. ADVICOR 1000 mg/20 mg tablets ajre
dark pink/light purple, code “1002”. Tablets are supplied fin
bottles of 30, 90, or 180 tablets as shown below.
500 mg/20 mg tablets: bottles of 30 - NDC# 60598-006-
bottles of 90 - NDC# 60598-006-
bottles of 180 - NDC# 60598-006-
750 mg/20 mg tablets: bottles of 30 - NDC# 60598-007-
bottles of 90 - NDC# 60598-007-
bottles of 180 - NDC# 60598-007-
1000 mg/20 mg tablets: bottles of 30 - NDC# 60598-008-:
bottles of 90 - NDC# 60598-008-
bottles of 180 - NDC# 60598-008-
Store at room temperature (20° to 25°C or 68° to 77°F).
Rx Only
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NIASPAN®
[nid-span]
niacin extended-release tablets

Rx Only

DESCRIPTION
NIASPAN® (niacin extended-release tablets), contain ni
¢in, a B-complex vitamin and antihyperlipidemic agent. Nji
acin (nicotinic acid, or 3-pyridinecarboxylic acid) is a whitg
crystalline powder, very soluble in water, with the followir
structural formula:

Q.
COOH

CeHsNO, MW.=123.11

NIASPAN® is an unscored, off-white tablet for oral admiy
istration that contains no color additives and is available i
three tablet strengths containing 500, 750, and 1000mg n|
acin. NIASPAN tablets also contain the inactive ingredient
methylcellulose, povidone, and stearic acid.

CLINICAL PHARMACOLOGY
Niacin functions in the body after conversion to nicotin:
mide adenine dinucleotide (NAD) in the NAD coenzyme sy.
tem, Niacin (but not nicotinamide) in gram doses reducds
total cholesterol (TC), low-density lipoprotein cholestergl
(LDL-C) and triglycerides.(TG), and increases high-density
lipoprotein cholesterol (HDL-C). The magnitude of the ind
vidual lipid and lipoprotein responses may be influenced
the severity and type of underlying lipid abriormality. Th
increase in total HDL-C is associated with an increase i
apolipoprotein A-I'(Apo A-I) and a shift in the distribution
HDL subfractions. These shifts include an increase in th|
HDL,:HDL; ratio, and an elevation in lipoprotein A-I (L
A-], an HDL particle containing only Apo A-I). Niacin trea
ment. also decreases serum levels of apolipoprotein B-10
(Apo B), the major protein component of the very low-den
sity lipoprotein (VLDL) and LDL fractions, and of Lp(a),
variant form of LDL independently associated with cor
nary risk.! In addition, preliminary reports suggest that n
acin causes favorable LDL particle size transformations, &
though the clinical relevance of this effect requires furthe
investigation. The effect of niacin-induced changes in lipid:
lipoproteins on cardiovascular morbidity or mortality in in
dividuals without pre-ex1st1ng coronary disease has nq
been established.
A variety of clinical studies have demonstrated that elq
vated levels of TC, LDL-C, and Apo B promote human ath
erosclerosis. Similarly, decreased levels of HDL-C are ass
ciated with the development of atherosclerosis. Epidemid
logical investigations have established that cardiovascula
morbidity and mortality vary directly with the level of T
and LDL-C, and inversely with the level of HDL-C.
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Like LDL, cholesterol-enriched triglyceride-rich lipopro-
teins, including VLDL, intermediate-density lipoprotein
(IDL), and remnants, can also promote atherosclerosis. E1-
evated plasma TG are frequently found in a triad with low
HDL-C levels and small LDL particles, as well as in associ-
ation with non-lipid metabolic risk factors for coronary
heart disease (CHD). As such total plasma TG has not con-
sistently been shown to be an independent risk factor for
CHD. Furthermore, the independent effect of raising
HDL-C or lowering TG on the risk of coronary and cardio-
vascular morbidity and mortality has not been determined.
Mechanism of Action ~

The mechanism by which niacin alters lipid proﬁles has not
been well defined. It may involve several actions including
partial inhibition of release of free fatty acids from adipose
tissue, and increased lipoprotein lipase activity, which may
increase the rate of chylomicron triglyceride removal from
plasma. Niacin decreases the rate of hepatic synthesis of
VLDL and LDL, and does not appear to affect fecal excre-
tion of fats, sterols, or bile acids.

Metahol:

Phar
Absorption

Niacin is rapidly and extensively absorbed (at least 60 to
76% of dose) when administered orally. To maximize bio-
availability and reduce the risk of gastrointestinal (GI) up-
set, administration of NIASPAN with a low-fat meal or
snack is recommended.

Single-dose bioavailability studies have demonstrated that
NIASPAN tablet strengths are not interchangeable.
Distribution

Studies using radiolabeled niacin in mice show that niacin
and its metabolites concentrate in the liver, kidney and ad-
ipose tissue.

Metabolism .
The pharmacokinetic profile of niacin is complicated due to
rapid and extensive first-pass metabolism, which is species
and dose-rate specific. In humans, one pathway is through a
simple conjugation step with glycine to form nicatinuric acid
(NUA). NUA is then excreted in the urine, although there
may be a small amount of reversible metabolism back to ni-
acin, The other pathway results in the formation of nicotin-
amide adenine dinucleotide (NAD). It is unclear whether
ficotinamide is formed as a precursor to, or following the
synthesis of, NAD. Nicotinamide is further metabolized to
at least N-methylnicotinamide (MNA) and nicotinamide-N-
oxide (NNO). MNA is further metabolized to two other com-
pounds, N-methyl-2-pyridone-5-carboxamide (2PY) and
N-methyl-4-pyridone-5-carboxamide (4PY). The formation
of 2PY appears to predominate over 4PY in humans. At the
doses used to treat hyperlipidemia, these metabolic path-
ways are saturable, which explains the nonlinear relation-
ship between niacin dose and plasma concentrations follow-
ing multiple-dose NJASPAN administration (Table 1).
Nicotinamide does not havé hypolipidemic activity; the ac-
tivity of the other metabolites is unknown.

Mean Steady-State Pharmacokinetic Parameters

Elimination

Niacin and its metabolites are rapidly eliminated in the
urine. Following smg]e and multiple doses, approximately
60 to 76% of the niacin dose administered as NTASPAN was
recovered'in urine as niacin and metabolites; up to 12% was
recovered as unchanged niacin after multiple dosing. The
ratio of metabolites recovered in the urine was dependent
on the dose administered.

Special Papulatzons

Hepatic

No studies have been performed. NIASPAN should be used
with caution in patients with a past history of liver dlseaSe,
who consume substantial quantities of alcohol, or have un-
explained transaminase elevations. NIASPAN is contraindi-
cated in patients with active liver disease (see WARN-
INGS). )

Renal .

There are no data in this population. NIASPAN should be
used with caution in patients.with renal disease (see PRE-
CAUTIONS).

Gender . .

Steady-state plasma concentrations of niacin and metabo-
lites after administration of NIASPAN are generally higher
in women than in men, with the magnitude of the difference
varying with dose and metabolité. Recovery of niacin and
metabolites in urine, howéver, is generally similar for men
and women, indicating that absorption is similar for both
genders. The gender differences observed in plasma levels of
niacin and its metabolites may be due to gender-specific dif-
ferences in metabolic rate or volume of distribution. Data
from the clinical trials suggest that women have a greater
hypolipidemic response than men at equivalent doses of
NIASPAN.

Niacin Clinical Studies

The role of LDL-C in atherogenesis is supported by patho-
logical observations, clinical studies, and many animal ex-
periments. Observational epidemiological studies have
clearly established that high TC or LDL-C and low HDL-C
are risk factors for CHD. Additionally, elevated levels of
Lp(a) have been shown to be independently associated with
CHD risk.! The efficacy of niacin in improving lipoprotein
lipid profiles, either alone or in combination with other lip-
id-altering drugs, as an adjunct to diet therapy in the treat-
ment of hyperlipoproteinemia has been well documented.
Niacin’s ability to reduce mortality and the risk of definite,
nonfatal myocardial infarction (MI) has also been assessed
in long-term studies. The Coronary Drug Project,” com-
pleted in 1975, was designed to assess the safety and effi-
cacy of niacin and other lipid-altering drugs in men 30 to
64 years old with a history of MI. Over an observation pe-
riod of 5 years, niacin treatment was associated with a sta-
tistically significant reduction in nonfatal, recurrent ML
The incidence of definite, nonfatal MI was 8.9% for the 1,119

Table 1. patients randomized to nicotinic acid versus 12.2% for the
for Plasma Niacin 2,789 patients who received placebo (p<0.004). Total mor-
tality was similar in the two groups at § years (24.4% with
NIASPAN Niacin nicotinic acid versus 25.4% with placebo; p=N.S.). At the
dose/day givene: Pesalk + time of a_ 15-year, follow-up, there were 11% (69) fewer
Concentration Peak deaths in the niacin group nompared to the placebo cohort
(ng/mL) (hrs) (52.0% versus 58.2%; p=0.0004).® Howeéver, mortality at 15
N years was not an original endpoint of the Coronary Drug
1000mg 2X500mg 0.6 5 Project. In addition, patients had not received niacin for ap-
1500mg 2X750mg 49 4 proximately 9 years, and confounding variables such as con-
2000mg - 2x1000mg 15.5 5 comitant medication use and medical or surgical treatments
were not controlled.
Table 2 Tipid Responge to NIASPAN Therapy
Mean Percent Change Irom Baselme to Week 16+
Treatment n TC LDL-C HDLC TCHDLC - TG  ILpa) ApoB  ApoAl
NIASPAN 1000mg'ghs-- 41 =3 =5 FI8 =17 =2T =13 =06 T
NIASPAN 2000mg ghs 41 -10 -14 +22 —-25 -28 -27 -16 +8
7 0 40 Y =T RE] =3 1Y O FI T3
NIASPAN 1500mg ghs 76 -8 -12 +20 -20 =13 -15 -12 +8
Placebo 73 +2 +1 +2 +1 +12 +2 +1 +2
n= number of patients at baseline;
* Mean percent change from baseline for all NIASPAN doses was significantly different (p<0.05) from placebo for alI Lipid
_| parameters shown except Apo A-1 at 2000mg.
Table 3. Lipid Response in Dose-Escalation Study
Didabinaia MaciRoicaninChiongadiniBasalinet
n’ TC LDL-C_HDL-C TC/HDL-C TG Lp(a) ApoB  ApoA-l
Placebo* 44 -2 -1 +5 -7 -6 -5 -2 +
NIASPAN 87
500mg ghs -2 -3 +10 -10 -5 -3 -2 +5
1600mgghs =5 =9 +15 =17 =1t —12 =7 +§
1500mg ghs -11 —14 +22 -26 -28 -20 ~15 +10
2000mg ghs 12 1T 426 -29 -85 -2 -16 412

n= number of patients enrolled;

* Placebo data shown are after 24 weeksvof placebo treatment.

* For all NIASPAN doses except 500mg, mean percent change from baselme was 51gmﬁca tly different (p<0. 05) fmm pla

1500mg and 2000mg, respectlvely

perseded by suppl
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The Cholesterol-Lowering Atherosclerosis Study (CLAS)
was a randomized, placebo-controlled, angiographic trial
testing combined colestipol and niacin therapy in 162 non-
smoking males with previous coronary bypass surgery.® The
primary, per-subject cardiac endpoint was global coronary

artery change score. After 2 years, 61% of patients in the |

placebo cohort showed disease progression by global change
score (n=82), compared with only 38.8% of drug-treated sub-
jects (n=80), when both native arteries and grafts were con-
sidered (p<0.005); disease regression also occurred more
frequently in the drug-treated group (18.2% versus 2.4%;
p=0.002). In a follow-up to this trialin a subgroup of
103 patients treated for 4 years, again, significantly fewpr
patients in the drug-treated group demonstrated progres-
sion than in the glacebo cohort (48% versus 85%, respéc-
tively; p<0.0001).
The Familial Atherosclerosis Treatment Study (FATb)

Table 4. Selected Lipid Response to NIASPAN in Placebo-controlled Clinical Studies*

NIASPAN -
Dose n LDL-C HDL-C TG -
1000mg ghs 104 .
Baseline (mg/dL) 218 45 172 -
Percent Change -7(-15,0) * +14 (+7,+23) —16 (-34,+3)
1500mg ghs 120
Baseline (mg/dL) 212 46 171
Percent Change -13(-21,-4) +19 (+9,+31) —25 (~45,-2)
2000mg ghs 85
Baseline (mg/dL) 220 44 160
Percent Change -~16 (~26,—7) +22 (+15,+34) ~38 (-52,—14)
2R 'y + Jad L £ Iy ; H > 43 il »: s ol V] L

in 146 men ages 62 and younger with Apo B levels 2125 mg/
dL, established coronary artery disease, and family histo-
ries of vascular disease, assessed change in severity of dis-

Table 5. Effect of Gender on NIASPAN Dose Response

ease in the prommal coronary arteries by quantitative arte
riography.® Patients were given dietary counseling an
randomized to treatment with either conventional theray
with double placebo (or placebo plus colestipol if the LDL
was elevated); lovastatin plus colestipol; or niacin pl
colestipol. In the conventional therapy group, 46% of pa-
tients had disease progression (and no regression) in at

B Q<

Mean Percent Change from Baseline

least one of nine proximal coronary
was the only change in 11%. In contrast, progression (as the
only change) was seen in only 25%in the niacin plus colesti-

pol group, while regression was observed in 39%. Though -

not an origindl endpoint of the trial, clinical events (death,

MI, or revascularization for worsening angina) occurred in
10 of 52 patients who received conventional therapy, com-
pared with 2 of 48 who received niacin plus colestipol.
The Harvard Atherosclerosis Reversibility Project (HARP)
was a randomized placebo-controlled, 2.5-year study of the
effect of a stepped-care antihyperlipidemic drug regimen g
91 patients (80 men and 11 women) with CHD and averag
baseline TC levels less than 250mg/dL and ratios of TC 1
HDL-C greater than 4.0.7 Drug treatment consisted of a
HMG-CoA reductase inhibitor administered alone as initi
therapy followed by addition of varying dosages of either
slow-release nicotinic acid, cholestyramine, or gemfibrozi]
Addition of nicotinic acid to the HMG-CoA reductase inhib
itor resulted in further statistically significant mean redu
tions in TC, LDL-C, and TG, as well as a further increase i

HDL-C in a majority of patients (40 of 44 patients). The r
tios of TC to HDL-C and LDL-C to HDL-C were also signi
icantly reduced by this combination drug regxmen (sey

WARNINGS, Skeletal Muscle)

NIASPAN Clinical Studies

Placebo-controlled -Clinical Studies in Patients with Pri
mary Hypercholesterolemia and Mixed Dyslipidemia: 1
two randomized, double-blind, parallel, multi-center, plac

LDL-C HDL-C TG ApoB
NIASPAN n M F M F M. T M F
Dose (M/F)
ts; regres ign:
500mg ghs 50/87 -2 -5 +11 +8 -8 . -9 -1 - =5
1000mg ghs 76/52 -6* -1* +14 +20 -10. —20 -5% —10%
1500mg qhs 104/59 -12 -16 +19 +24 -17 —28 ~13 -15
2000mg ghs 75/53 ~15 -18 +23 +26 -30 —36 ~16 . ~16
n = Number of male/female patients enrolled.
* Percent change significantly different between genders (p<0.05).
Tabla B DIA m 3 HYNE a) Lo rey 'H Py
n . .
N MeanPercent-Ch fromBaseh
0 . bl
mn ’I\-eatment Durati()n n TC 1D ¢ HDL O TOHEDL O me L :” At Ax’ B
Baseline 185 - - = -
NIASPAN Alone 48 weeks 101 ~11 -18 +29 —29 -24 —-36 -15
96 weeks 74 ~10 -18 +32 -30 =27 na na
Baseline 53 = - - . ~ - - -
NIASPAN & HMG-CoA 48 weeks 45~ =23~ =32 26 =38 =30 =19 =26
96 weeks 37 L ~24 -32 +25 —38 -32 na na
Baseh 16 - -_— - — = = =
NIASPAN & BAS 48 weeks 15 -1 -20 +36 —33 -13 —24 -19
96 weeks 7 ~15 —28 +31 -34 +5 na na

Note: Median NIASPAN dose was 2000mg ghs in each dose group. Mean duration of HMG-CoA ggmbinétion therapy was

bo-controlled trials, NIASPAN dosed at 1000, 1500 of
2000mg daily at bedtime with a low-fat snack for 16 week
(including 4 weeks of dose escalation) favorably altered lipi

approximately 47 weeks. Mean duration of BAS combination therapy was approximately 40 weeks.
* number of patients (n) are up to 33% lower at baseline and at 48 weeks; na = data are not available.

profiles compared to placebo (Table 2). Women appeared 1]

have a greater response than men at each NIASPAN dos
level (see Gender Effect, below).

Table 7. Lipid Response to NIASPAN in Patients with Low HDL-C

[See table 2 at bottom of previous pagel

- Mean Baseline and Mean Percent Change from Baseline

Inadouble-blind, multi-center, forced dose-escalation studg
monthly 500mg increases in NIASPAN dose resulted in in)
cremental Teductions of approximately 5% in LDL-C an
Apo B levels in the daily dose range of 500mg throug
2000mg (Table 3). Women again tended to have a greate
response to NIASPAN than men (see Gender Effect, below
[See table 3 at bottam of previous page]
Pooled results for .major lipids from these three placebq
controlled studies are shown below (Table 4).
{See table 4 above]
Gender Effect: Combined data from the three placebo-con)
trolled NIASPAN studies in patients with primary hype
cholesterolemia and mixed dyslipidemia suggest that, aj
each NJASPAN dose level studied, changes in lipid concen|
trations are greater for women than for men (Table 5).
{See table 5 above] ‘
Long-term Study: In a recently completed long-term open
lobel study, patients with primary hypercholesterolemi
and mixed dyslipidemia received NIASPAN in doses ti-
trated to individual response and tolerance. An HMG-CoA
reductase inhibitor or a bile acid sequestrant (BAS) was
added to NIASPAN therapy for patients whose response to
NIASPAN alone (usually at 2000mg ghs) was insufficient, or
who would not tolerate higher niacin doses. Interim data
from 48 and 96 weeks of treatment (Table 6) suggest com-
bination therapy enhanced T'C and LDL-C response (see
WARNINGS, Skeletal Muscle).
{See table 6 above] ’
Other Patient Populations: In a double-blind, multi-center,
19-week study the lipid-altering effects of NLASPAN (forced
titration to 2000mg ghs) were compared to baseline in pa-
tients whose primary lipid. abnormality was a low level
of HDL-C (HDL-C=40 mg/dL, TG =400 mg/dL, and

LDL-C=160, or <130 mg/dL in the presence of CHD). Re- |

sults are shown below (Table 7).

(See table 7 abovel

At NIASPAN 2000 mg/day, median changes from baselme
(25%, 75% percentiles) for LDL-C, HDL-C, and TG were
~3% (-14, +12%), +27% (+13, +38%), and ~33% (-50,
-19%), mspectively.

n TC - LDL-C- HDL-C TC/HDL-C TG  Lp(a ApoB' ApoAI' LpAT#
Baseline (mg/dL) 88 . 190 120 31 6 194 8 106 105 32
Week 19 (% Change) 71 ~3 0 +94 =29 =30 =20 -9 411 420

n = number of patients enrolled
* Mean percent change from baseline was significantly different (p<0.05) for all lipid parameters shown except LDL-C.

Ti=7Z at Dasenne amn at week 19.
*n=30 at baseline and week 19.

INDICATIONS AND USAGE

percholesterolemia (Type Ila; Table 8), when the response
Therapy with-lipidalt te chould b 1 i

to an a to diet or diet nlus smonotherany hag

been inadequate.

5. Niacin is also indicated as adjunctive therapy for treat-
ment of adult patients with very high serum triglyceride
levels (Types IV and V hyperlipidemia; Table 8) who pre-
sent a risk of pancreatitis and who do not respond
adequately to a determined dietary effort to control them.
Such patients typically have serum TG levels over
2000 mg/dL and have elevations of VLDL-C as well as
fasting chylomicrons (Type V hyperlipidemia; Table 8).
Patients who consistently have total serum or plasma TG
below 1000 mg/dL: are unlikely to develop pancreatitis.
Therapy with niacin may be considered for those patients
with TG elevations between 1000 and 2000 mg/dL. who
have a history of pancreatitis or of recurrent abdominal
pain typical of pancreatitis. Some Type IV patients with
TG under 1000 mg/dL may, through dietary or alechol in-
discretion, convert to a Type V pattern with massive TG
elevations accompanying fasting chylomicronemia, but
the influence of niacin therapy on risk of pancreatitis in
such situations has not been adequately studied. Drug
therapy is not indicated for patients with Type I hyper-
lipoproteinemia, who have elevations of chylomicrons
and plasma TG, but who have normal levels of VLDL-C.
Inspection of plasma refrigerated for 14 hours is helpful
in dlstmgmshmg Types I, IV, and V hyperlipoproteine-
mla

ponent of muluple risk factor intervention in individuals at
significantly increased risk for atherosclerotic vascular dis-
ease due to hypercholesterolemia. Niacin therapy is indi-
cated as an adjunct to diet when the response to a diet re-
stricted in saturated fat and cholesterol and other nonphar-
macologic measures alone has been inadequate (see also the
NCEP treatment guidelings®). Prior to initiating therapy ||
with- niacin, secondary causes for hypercholesterolemia
(e.g., poorly controlled diabetes mellitus, hypothyroidism,
nephrotic syndrome, dysproteinemias, obstructive liver dis-
ease, other drug therapy, alcoholism) should be excluded,
and a lipid profile-obtained to measure TC, HDL-C, and TG.
1. NIASPAN is indicated -as an adjunct to diet for reduction
of elevated TC, LDL-C, Apo'B and TG levels, and to in-
crease HDL-C in patients with primary hypercholesterol-
einia (heterozygous familial and nonfamilial) and mixed
dyslipidemia (Frederickson Types ITa and IIb; Table 8),
when the response to an appropriate diet has been inad-
equate.
. In patients with a hlstory of myocardlal infarction and
hypercholesterolemia, niacin is indicated to reduce the
rigk of recurrent nonfatal myocardial infarction..
In patients with a history of coronary artery disease
(CAD) and hypercholesterolemisa, niacin, in combination
with a bile acid binding resin, is indicated to slow pro-
gression or promote regression of atherosclerotic disease.
NIASPAN in combination with a bile acid binding resin is
indicated as an adjunct to diet for reduction of elevated
TC and LDL-C levels in adult patients with primary hy-

>
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>

Continued on next page
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Table 8. Classification of Hyperlipoproteinemias

1820/KOS

Table 9 Treatment-Emergent A@vérse Events by Dose Level in =5% of Patients;

Niaspan—Cont. ’ : j

Placebo-Controlled Studies

I NIASPAN Treatment’
Type Lipoproteins Elevated 'ivf’iPid Ele"aﬁ‘?ﬂs e " “Recommended Daily - ) Greater Than Recommended‘
pop: ajor inor * " Maintenance Doses - Daily Doses
%Igm) chylomicrons gg -TC Placebo  500mgt [1° 1000mz 1500mg 2000mg * ||. 2500mgt 3000mg*
b LDL, VLOL . G (n=157) n=87) (n=110) (n=136)- -~ - (n=95) - (n=49) (n=46)
101 (rare) IDL - TCTG - i i * z % % *
v VLDL ive} 1 TC : o ol
V (vare) chylomicrons, VLDL TG 1->TC Headache 15 5 9 1 8 . -4 4
. . . Pain 3 1 2 5 3 0 2
TC = total cholesterol; TG = triglycerides; LDL = : . .
low-density lipoprotein; VLDL = very low-density g&;:;}ﬁebadommal g 2 % 2 g 100 101
lipoprotein; IDL = intermediate-density hpoprotem Dyspepsia 8 9 4 5 5 6 0
1 — ='increased or no change Nauséea 4 2 5 3 8 10 4
Vomiting 2 0 2 3 8* 8 2
CONTRAINDICATIONS Rhinitis 7 2 5 4 - 3. 0 0
NIASPAN is contraindicated in patients with a known hy] | Pruritus 1 6 <1 3 1 0 0
persensitivity to niacin or any component of this medica: Rash <1 5 5 4. 0 0 0

tion, significant or unexplained hepatic dysfunction, activd
peptic ulcer disease, or arterial bleeding.

WARNINGS

NIASPAN preparations should not be substituted for equiv-
alent doses of immediate-release (crystalline) niacin. Fo
patients switching from immediate-release niacin td
NIASPAN, therapy with NIASPAN should be initiated with
low doses (i.e., 500 mg ghs) and the NIASPAN dose should

Note: Percentages are calculated from the total number of patients in each column, AEs are reported at the lowest dose

where they occurred.

*Pooled results from placebo- controlled studies; for NIASPAN, n=245 and mean treatment duratmn = 17 weeks, Number

of NIASPAN patients (n) are not additive across doses.

*The 500mg, 2500mg and 3000mg/day doses are outside the recommended dally maintenance dosing range; see DOSAGE

AND ADMINISTRATION.

* Significantly different from placebo at p=0.05; Chi-square test.(cell slze>5), Flsher s Exact test (cell sizes<5).
In general, the incidence of adverse events was }ugher in women compared to men.

then be titrated to the desired therap resp (sed
DOSAGE AND ADM]NISTRATION)
Liver Dysfunction

Cases of severe hepatic toxnclty, including fulminant he:
patic necrosis, have occurred in patients who have substi
tuted sustained-release (modified-release, timed-release
niacin products for immediate-release {crystalline) niacin a
equivalent doses.
NIASPAN should be used with caution in patients who con
“sume substantial quantities of alcohol and/or have a pas{]
history of liver disease. Active liver diseases or unexplained
transaminase elevations are contraindications to the use of]
NIASPAN, .
Niaein preparations, like some other lipid-lowering thera-|
pies, have been associated with abnormal liver tests. In|
three placebo-controlled clinical trials involving titration to
final daily NIASPAN doses ranging from 500 to 3000mg,
245 patients received NIASPAN for a mean duration of]
17-weeks. No patient with normal serum transaminase lev-
els (AST, ALT) at baseline experienced elevations to more]
than 3 times the upper limit of normal (ULN) during treat
ment with NIASPAN. In these studies, fewer than 1% (2
245) of NIASPAN patients’ discontinued due fo transami-
nase elevations greater than 2 times the ULN. ° -
Interim results from a recently completed, long-term exten-|
sion study involving more than 700 patients (617 who were
treated for a mean duration of 50 weeks) showed that less|
than 1% (4/717) of NIASPAN-treated patients with normal
serum transaminase levels at baseline experienced eleva-
tions greater than 3 times ULN (one of the four was receiv-|
ing concomitant HMG-CoA reductase inhibitor therapy).
In the placebo-controlled clinical trials and the long-term
extension study, elevations in transaminases did not appear
to be related to treatment duration; elevations in AST levels
did appear to be dose related. Transaminase elevations
were reversible upon discontinuation of NIASPAN.
Liver tests should be performed on all patients during ther-
apy with NIASPAN. Serum transaminase levels, including
AST and ALT (SGOT and SGPT), should be monitored be-
fore treatment begins, every 6 weeks to 12 weeks for. the
first year, and periodically thereafter (e.g., at approximately
6-month intervals). Special attention should be paid to pa-
tients who develop elevated serum transaminase levels, and
in thesé patients, measurements should be repeated
promptly and then performed more frequently. If the trans-
aminase levels show evidence of progression, particularly if|
they rise to 3 times the ULN and are persistent, or if they
are associated with symptoms of nausea, fever, and/or mal-
‘aise, the drug should be discontinued.
Skeletal Muscle
Rare cases of rhabdomyolysis have been assomated with
concomitant administration of lipid-altering doses
(=1 g/day) of niacin and HMG-CoA reductase inhibitors.
However; no cases.of rhabdomyolysis have been reported in
124 patients who were treated with NIASPAN in combina-
tion with various HMG-CoA reductase inhibitors. Physi-
cians contemplating combined therapy with HMG-CoA re-
ductase inhibitors and NTASPAN should carefully weigh the
potential benefits and risks and should carefully monitor
patients for any.signs and-symptoms.of muscle pain, tender-
ness, or weakness, particularly during the initial months of
therapy and during any periods of upward dosage titration
of either drug. Periodic serum creatine phosphokinase
(CPK) and potassium determinations should be considered
in such situations, but there is no assurance that such mon-
itoring will prevent the occurrence of severe myopathy.

PRECAUTIONS
General

Before instituting therapy with NIASPAN, an attempt
should be made to control hyperlipidemia with appropriate

will be

" iti

diet, exercise, and weight reduction in obese patients, and
to treat other underlying medical problems (see INDICA-
TIONS AND USAGE)
Patients with a past history of jaundice, hepatobiliary dis-
ease, or peptic ulcer should be observed closely during
NIASPAN therapy. Frequent monitoring of liver function
tests and blood glucose should be performed to ascertain
that the drug is producing no adverse effects on these organ
systems. Diabetic patients may experience a dose-related
rise in glucose tolérance, the clinical significance of which is
unclear. Diabetic.or potentially diabetic patients should be
observed closely. Adjustment of diet and/or hypoglycemic
therapy may be necessary.
Caution should also be used when NIASPAN is used in pa-
tients with unstable angina or in the acute phase of MI, par-
ticularly when such patients are also receiving vasoactive
drugs such as nitrates, calcium channel blockers, or adren
ergic blocklng agents.
Elevated uric acid levels have occurred with niacin therapy,
therefore use with caution in patients predisposed to
gout.
NIASPAN-has been associated with small but statlstxcally
significant dose-related reductions in platelet count (mean
of -11% with 2000mg). In addition, NTASPAN has been as-
sociated with small but statistically significant increases in
prothrombin time (mean of approximately +4%); accord-
ingly, patients undergoing surgery should be carefully eval-
uated. Caution should be observed when NIASPAN is ad-
ministered concomitantly with anticoagulants; prothrombin
time and platelet counts should be monitored closely in such
patients.
In placebo- controlled trials, NIASPAN has been assomated
with small but statistically significant, dose-related reduc-
tions in phosphorus levels (mean of —13% with 2000mg).
Although these reductions were transient, phogphorus lev-
els should be monitored periodically in patlents at risk for
hypophosphatemla
Niacin is rapidly metabolized by the hver and excreted
through thé kidneys. NIASPAN is contraindicated in pa-
tients with significant or unexplained hepatic dysfunction
(see CONTRAINDICATIONS and WARNINGS) and should
be used with caution in patients w1th renal dysfuniction. -
Information for Patients
Patients should be advised:
— to take NI TASPAN at bedtime, aﬂ;er a low-fat snack. Ad-
ministration on an empty stomach is not recommended;
— to carefully follow the prescribed dosing regimen, includ-
ing the recommended titration schedule, in order to min-
imize side effects (see DOSAGE AND ADMINISTRA-
TION); .
— that flushing is a common: s1de effect of niacin therapy
that usually subsides after several weeks of -consistent
niacin use. Flushing may vary in severity;:may last for
several hours after dosing, and - will; by taking
" NIASPAN® at bedtime, most likely.occur during sleep;
however, if awakened by flushing at night, .to. get up
slowly, especially if feeling dizzy, feeling faint, or taking
blood pressure medications;
— that taking aspirin (approximately 30 mmutes before
taking NIASPAN) or &' non-steroidal anti-inflammatory
drug (e:g:, ibuprofen) may minimize flushing; .
— to avoid ingestion of alcohol or hot drinks around the
time of NIASPAN administration, to 1hinimize flushing;

— that if NIASPAN therapy is discontinued for an extended |

lerigth of time, their physician should beé coritacted prior
to re-starting therapy; re-titration is fecommended (see
DOSAGE AND ADMINISTRATION; Table 10);

ded by | and

— to notify their physician if they are taking vitamins or
other nuiritional supplements containing niacin or re-
“lated compounds such as nicotinamide (see Drug Inter
actions);

— to notify their physician if symptoms of dizziness occur;

— if-diabetic, to notify their physician nf changes in bloed
glucose;

— that NIASPAN tablets should not be broken crushed or
chewed, but should be swallowed whole.

Drug Interactions
HMG-CoA Reductase Inhibitors:
tal Muscle. .
Antihypertensive Therapy Niacin may potentiate the ef-
fects of ganglionic blocking agents and vasoactive drugs re-
sulting in postural hypotensio,n‘ .
Aspirin: Concomitant aspirin may. decrease the metabolic
clearance of nicotinic acid. The clinical relevance of this
finding is unclear.
Bile Acid Sequestrants: An in vitro study was carried out
investigating the niacin-binding capacity of colestipol and
cholestyramine. About 98% of available niacin was bound to
colestipol, with 10 to 30% binding to cholestyramine. These
results suggest that 4 to 6 hours, or as great an interval as
possible, should elapse between the ingestion of bile acid-
binding resins and the administration of NIASPAN.
Other: Concomitant alcohol or hot drinks may increase the
side effects of flushing and pruritus and should be avoided
around the time of NIASPAN ingestion. Vitamins or-other
nutritional supplements containing large doses of niacin or
related eompounds such as nicotihamide may potentlate the
adverse effects of NIASPAN:
Drug/Laboratory Test Interactions’
Niacin may produce false elevations in some fluorometric
determinations of plasma of urinary catecholamines. Niacin
may also give.false-positive reactions with cupric sulfate so-
lution (Benedlcts reagent) in urine glucose tests.
Carci Mut: is, Impairment of Fertility
Niacin administered to mice for a lifetime as a 1% solution
in drinking water was not carcinogenic. The mice in this
study received approximately 6 to 8 times a human dose of
3000 mg/day as determined on a mg/m? basis. Niacin was
negative for mutagenicity in the Ames test. No.studies on
impairment of fertility have been performed. No studies
have been conducted with NIASPAN regarding carcinogen-
esis, mutagénesis, or impairment of fert]hty
Pregnancy
Pregnancy Category C.
Animal reproduction studies have not been conducted with
niacin or with NIASPAN. It is also not known whether nia-
cin at doses typically used for lipid disorders can cause fetal
harm when administered to pregnant women or whether it
can affect, reproductive capacity, If a woman receiving niacin
for primary hypercholesterolemia (Types Ila or IIb) becomes
pregnant, the drug should be discontinued. If a woman he-
ing treated with niacin for hypertriglyceridemia (Types IV
or V) conceives, the benefits and risks of continued therapy
should be assessed on an individual basis.
Nursing Mothers
Niacin has been reported to be excreted in human milk, Be-
cause of the potentlal for serious adverse reactions in nurs-
mg infants from lipid-altering doses of nicotinic acid, a de-
cision should be made whiether to discontinue nursmg orto
discontinue the drug, taking into account the importance of
the drug to the mother. No studies have been conducted
with NIASPAN in riursig mothers.

Pediatric Use

Safety and effectiveness of niacin therapy in pediatric pa-

tients (=16 years) have not been established. No studies in

See WARNINGS, Skele-
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Table 10. Recommended Dosing

Week(s) Daily dose NIASPAN Dosage
T -
1 S ) © 1 NJASPAN 500mg tablet
1 T C ltod 500mg at bedtime
N R H )
1 A E
T T D .
I I U 2 NIASPAN 500mg tablets
A O L 5to8 1000mg 7 at bedtime - -
L N E
- 2 NIASPAN 750mg tablets or
* © "1500mg 3 NIASPAN 500mg tablets
. at bedtime
. 2 NIASPAN 1000mg tablets or
* 2000mg - &'NIASPAN 500mg-tablets -

at bedtime

* Aﬁer Week 8, titrate to patlent response and tolerance. If response to 1000mg daily is madequate, increase dosé to 1500mg
daily; may subsequently increase dose t0.2000mg daily. Daily dose should not be increased more than 500mg in ‘a 4-week

period, and doses above 2000mg daily are not recommended. Women may respond at lower doses than men.

patients under 21 years of age have been conducted with
NIASPAN.

ADVERSE REACTIONS

NIASPAN is generally well tolerated; adverse reactions
have been mild and transient. In the placebo-controlled clin-
ical trials, flushing episodes (i.e., warmth, redness, itching
and/or tingling) were thie most common treatment-emergent
adverse everits (réported by as many as 88% of patients) for
NIASPAN. Spontaneous reports suggest that flushing may
also be accompanied by symptoms of dizziness, tachycardia,
palpitations, shortness of breath, sweating, chills, and/or
edema, Which in rare cases may lead to syncope. In pivotal
studies, fewer that 6% (14/245) of NIASPAN patients dis-
continued due to flushing. In comparisons of immediate-
release (IR) niacin and NIASPAN, although the proportion
of patients who.flushed was similar, fewer flushing episodes
were reported by patients who received NIASPAN. Follow-
ing 4 weeks. of maintenance therapy at daily doses of
1500mg, the incidence of flushing over the 4-week period av-
eraged 8.56 events per patient for IR niacin versus 1.88 fol-
lowjng NIASPAN.

Other adverse events occumng in 5% or greaf,er of patlents
treated with NIASPAN, at least remotely related to
NIASPAN, are shown in Table 9 below

[See table 9 at top of previous page]

The following adverse events have also been reported with
niacin products, either‘during cllmcal trials or in routine
patient management. -

Body as « Whole: edema, as’chema, chills

Cardiovascular: atrial fibrillation, and other cardiac ar-
rthythmias; tachycardia, pa]pltatmns orthostasxs, syncope,
hypotension -

Eye: toxic amblyopia, crystoid macular edema
Gastrointestinal: activation of peptic ulcers and, pephc ulf
ceration; jaundice .

Metabolic: decreased glucose tolerance; gout
Musculoskeletal: myalgia

Nervous: dizziness, insomnia

Skin: hyper-plgmentatwn, maculopapular rash acantho-
sis nigricans; urticaria; dry skin; sweating

Other: migraine

Clinical Laboratory Abnormalities

Chemistry: Elevations in serum transaminases (see
WARNINGS - Liver Dysfunction), LDH, fasting glucose, uric
acid, total bilirubin, and amylase; reductions in phosphorus
Hematology: Slight reductions in platelet counts and pro-
longation in prothrombin time (see WARNINGS)

DRUG ABUSE AND DEPENDENCE
Niacin is a non-narcotic drug. It has no known addiction po-
tential in humans,

OVERDOSE
Supportive measures shouid be undertaken in the event of
an overdosage.

DOSAGE AND ADMINISTRATION
NIASPAN should be taken at bedtime, after a low-fat snack,
and doses shouid be individualized according to patient re-
sponse. Therapy with NIASPAN must be initiated at
500 mg gbs in order to reduce the incidence and severity of
side effects which may occur during early therapy. The rec-
smmended dose escalation is shown in Table 10 below.
[See table 10 above]
Maintenance Dose: :
The daily dosage of NIASPAN should not be increased by
more than 500mg in any 4-week period. The recommended
maintenance dose is 1000mg {two 500mg tablets} to
2000mg {two 1000mg tablets or four 500mg tablets]) once
daily at bedtime. Doses greater than 2000mg daily are not
recommended. Women may respond at lower NIASPAN
doses than men (see CLINICAL PHARMACOLOGY, Gender
Effect).
If lipid response to NIASPAN alone is insufficient, or if
higher doses of NIASPAN are not well tolerated, some pa-
tients may benefit from combination therapy with a bile-
aci@ binding resin or an HMG-CoA reductase inhibitor. (see

WARNINGS, PRECAUTIONS, Drug Interactions, Concom-
itant Therapy below, and CLINICAL PHARMACOLOGY,
NIASPAN Clinical Studies)

Flushing of the skin (see ADVERSE REACTIONS) may be |

reduced in frequency or severity by pretreatment ‘with aspi-
rin (taken 30 minutes prior to NIASPAN dose) or non-ste-
rojdal anti-inflammatory drugs. Tolerance to this flushing
develops rapidly over the course of several weeks. Flushing,
pruritus, and gastromtesl:mal distress are also greatly re-
duced by slowly increasing the dose of niacin and aveiding
administration on an empty stomach.

Equivalent doses of NIASPAN should not be substltuted for
sustained-release (modified-release, timed-release) niacin
preparations or immediate-release (crystalline) niacin (see
WARNINGS), Patients previously receiving other niacin
products should be started with the recommended
NIASPAN titration schedule (see Table 10), and the dose
should subsequently be individualized based:on patient re-
sponse. Single-dose bioavailability studies- have demon-
strated that NIASPAN tablet strengths are not interchange-
able.

If NIASPAN therapy is discontinued for an extended period,
reinstitution of therapy should include a titration. phase
(see Table 10).

NIASPAN tablets should be taken whoIe and should not be
broken, crushed or chewed before swallowing.

Concomitant Therapy

Preliminary evidence suggests that the lipid-lowering ef-
fects of NIASPAN on TC and LDL-C are enhanced with ah
HMG-CoA reductase inhibitor, e.g.; lovastatin, pravastatin,
simvastatin, and fluvastatin. Additive effects on LDL-C are
also seen when niacin is combined with bile acid binding
resins. (sce WARNINGS and PRECAUTIONS, Drug Inter-
actions)

‘Dosage in Patients with Renal or Hepatic Insufflelency
Use of NIASPAN in patients with renal or hepatic insuffi-
ciency has not be studied. NJASPAN is contraindicated in
patients with significant or unexp]amed hepatic, dysfune:
tion. NIASPAN should be used with caution in patients with
renal insufficiency (see WARNINGS, PRECAUTIONS)..

HOW SUPPLIED : .

NIASPAN is supplied as unscored off-white capsule-shaped
tablets containing 500, 750 or 1000mg of riacin in an ex-
tended-release formulation. Tablets are debossed KOS on
one side and the tablet strength (500, 750 or 1000) on the
other side. Tablets are supplied in bottles of 100 as shown
below.

500mg tablets: bottles of 100 - NDC# 60598~001-01
750mg tablets:. bottles of 100 - NDC# 60598-002-01
1000mg tablets: bottles of 100 - NDC# 60598-003-01

Store at room temperature, (20 to 25°C or 68 to 77°F).
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SEN-SEI-RO LIQUID GOLD™

Kyowa's Agaricus blazei Murill Mushroom Extract
100 mi liquid

Dietary Supplement

DESCRIPTION .
Sen-Sei-Ro Liquid Gold™, a dietary supplement containing
an exclusive all-natural, standardized extract of the
Kyowa’s cultured Agaricus blazei Murill mushroom is pri-

marily used to reduce symptoms of fahgue, to promote vi-
tality, overall well-being, and to support immurnie furictions.
Normal immune function can decline with age;, and are nec-
essary for maintenance of vitality; energy, good health, and
quality of life. A few major biomarkers for decreased im-
mune functions are decreased natural killer cell (NK) activ-
ity, and the number of lymphocytes and macrophage-cells.

These cells, primarily attack diseased cells and thereby,
maintain body homeostasis; promote health and quality of
life. For the past half a century in Brazil and other coun-
tries, Agaricus blazei Murill mushroom has-been used to re-
store vitality, and energy, and to-serve as a potent tamc con-
ducive-to general health and agmg concerns: F -

CLINICAL TR]ALS

The .effectiveness of ABMK22 in Sen-Sei-Ro Gold™ for
health beneﬁts were tested in several controlled pre- and
clinical trials in animals and in humans.” Recent studies in
Japan led researchetsto report that in humans, ABMK22 in
Sen-Sei-Ro. Gold™ enhangced NK cell activity, promoted
maturation and activation of dendritic cells indicated by.in-
creased cell kill, elevated expression of CD80 and CD83 éx-
pressions (Biotherapy 15(4): 503-507, 2001), increased the
number of macrophage (Anticancer Research 17(1A):
274284, 1997; Japanese Association of Cancer Research,
no. 2268, 1999) and tumor necrosis factor o (TNF-a)(Japa-
nese Association of Cancer Research, no. 1406, 1999; Japa-
nese J.- Veterinary Clin. Medicine 17(2):31~42, 1998).
Further clinical studies with Sen-Sei-Ro Gold™ among 100
cancer patients undergoing chemotherapy in .Korea have
shown that NK cell activity were significantly enhanced,
while NK cell activity in the placebp group was markedly
diminished.” Earliey and recent both pre- and clinical stud- -
ies in Japan, and. Korea, led researchers to report that
Kyowa's Agaricus blazei Murill mushroom extract can be
part of an effective treatment for supporting the immune
systems of cancer patients by stimulating host defense sys-
tem (Biotherapy 15(4): 503-507, 2001; Carbohydrate Res.
186(2): 267-273, 1989; Japanese J. Pharmacology 662: 265~
271,1994; Asucultural and Biological Chemistry 54: 2889~
2905 1990).

INGREDIENTS
Each 100ml heat-treated high pressure pack of all natural
Kyowa’s Agaricus blazei Murill water extract is scientifi~
cally standardized to contain 300mg% carbohydrate,
700mg% protein, Omg% fat,; 1. 4mg% sodium, 0% food qual-
ity cellulose, and 4 Keal energy.
Molecular weights of polysaccharopeptides ranges between
600~8,000. Water: 99.2g%,; includes a variety of amino ac-
ids and vitamins (arginine 12mg%, lysine 6mg%, histidine
2mg%, phenylalanine 4mg%, tyrosine 4mg%, leucine 5mg%,
isoleucine 3mg%, methionine 1mg%, valine 5mg%, alanine
13mg%, glycine 7mg%, proline 13mg%, glutamic acid
53mg%, serine 6mg%, threonine 5mg%, and asparagine
10mg%.

RECOMMENDED USE

As a dietary supplement, take 1~3 packs per day. Pour the
liquid content into a cup or drink directly from the pack. Do
not heat the pack either in a microwave oven or heating
range or leave the pack open since the product does not con-
tain any preservatives. If warming is necessary, place the
pack in warm to mildly hot water for desired length of time.
Once the pack is open, drink immediately. -

ADVERSE REACTIONS

No subjects have reported any side effects since the dietary
supplement was placed for consumers in Japan, and Korea
for the past 9, and 4 years, respectively. The use of this di-
etary supplement is generally safe based on two-year
chronic toxicity studies.of the product carried out by the
Good Laboratory Practice (GLP) and American Association
of Accreditation of Laboratory Animal Certification
(AAALAC) certified Toxicology Research Center. Toxicity
evaluation of general, CNS, reproductive and developmen-
tal, cardiovascular, i logy, and the two-year bi y
for carcinogenicity was negative. Recent clinical studies
with 100 cancer patients undergoing. chemotherapy in Ko-
rea have shown no known side effects or contraindications.?

Contlnued on next page

Consult 2003 PDR®-supplements and future editions for revisions
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Patients, parents or guardians should'be instructed to rp-
port any serious adverse reactions to their health-care prp-
vider whe in turn should report such events-to the U.S. D¢-
partment of Health and Human Services through the Vaj-
cine Adverse Event Reporting System (VAERS), 1-800-82%-
7967.
Pregnancy should be avoided for three months followmg
vaccination.
Laboratory Tests
See INDICATIONS AND USAGE, Non-Preghant Adoled-
cents and Adult Females, for Rubella Susceptibility Testm 3
and CLINICAL PHARMACOLOGY.
Immunosuppressive Therapy
The immune status of patients about to undergo immung-
suppressxve therapy should be evaluated so that the physj-
cian can consider whether vaccination prior to the initiatiop
of treatment is indicated. (see CON’I‘RAINDICATIONS anfl
PRECAUTIONS).
The ACIP has stated that “patients with leukemia in remig
sion who have not received chemothe:apy for at leaq
3 months may receive live-virus vaccines. Short-tery
(<2 weeks), low- to moderate-dose systemic corticosteroi
therapy, topical steroid therapy (e.g., nasal, skin), long-terx
alternate-day treatment with low to moderate doses ¢
short-acting systemic steroid, and intra-articular, bursal, o
tendon injection of corticosteroids are not immunosuppies
sive in their usual doses and do not contraindicate the ad}
ministration of rubella vaccine.”
Immune Globulin
Administration of immune globulins concurrently wit
MERUVAX II may interfere with the expected immune ref
sponse.
See also PRECAUTIONS, General.
Carcinogenesis, Mutagenesis, Impairment of Fertility
MERUVAX II has not been evaluated for carcinogenic o;
mutagenic potential, or potential to impair fertility.
Pregnancy
Pregnancy Category C
Animal reproduction studies have not been conducted with
MERUVAX II. It is also not known whether MERUVAX I
can cause fetal harm when administéred to a pregnan
woman or can affect reproduction capacity. There is evi
dence suggesting transmission of rubella vaccine viruses t
products of conception. Therefore, rubella vaccine shoul
not be administered to pregnant females (see CONTRAIN:
DICATIONS). . .
In counseling women who are inadvertently vaccinated
when pregnant or who become pregnant within 3 months o
vaceination, the physician should be aware of the following|
In a 10 year survey involving over 700 pregnant women wh
_received rubella vaccine within' 8 months before or afteq
conception, (of whom 189 received the Wistar RA 27/
strain) none of the newborns had abnérmalities compatiblg
with congenital rubella syndrome.
Nursing Mothers
Recent studies have shown that lactating postpartum
women immunized with live attenuated rubella vaccing
may secrete the virus in breast milk and transmit it td
breast-fed infants. In the infants with serological evidencq
of rubella infection, none exhibited severe disease; however)
one exhibited mild clinical illness typical of acqmred TU-
bella. Caution should be exexcised when MERUVAX 1T is ad
ministered to a nursing woman.
Pediatric Use
Safety and effectiveness in infants below the age of 19
months have not been established (see INDICATIONS AND)
USAGE, Recommended Vaccination Schedule).
Geriatric Use
Clinical studies of MERUVAX 1I did not include suﬂiment
numbers of seronegative subjects aged 65 and over to deter|
mine whether they respond differently from -younger sub-
Jjects, Other reported clinica} experience has not identified]
differences in responses between. the elderly and youngel
subjects.

P8

ADVERSE REACTIONS

The following adverse reactions are listed in decreasing or
der of severity, without regard to causality, within each bod;
system category and hiave been reported during clinical tri|
als, with use of the marketed vaccine, or with use of poly-|
valent vaccine containing rubella:

Body as a Whole

Fever; syncope; headache; dizziness; malaise; irritability.
Cardiovascular System :

Vasculitis,

Digestive System

Diarrhea; vomiting; nausea.

Hemic énd Lymphatic System ;

Thrombocytopenia (see WARNINGS, Thrambocytapema)
purpura; regional lymphadenopathy; leukocytosis.
Immune System

Anaphylaxis and anaphylactoid reactions have been re-

rotic|

ported as well as reldted ph such as
edema (including peripheral or facial'edema) and bronchial
spasm in individuals with or without an allergic history.
Musculoskeletal System

Arthritis; arthralgia; myalgia.

Information will be superseded by supplements and subsequent 4

Chronic arthritis has been associated with natural rubella
infection and has been related to persistent virus and/or vi-
ral antigen isolated from body tissues. Only rarely have vac-
cine recipients developed chronic joint symptoms.
Following vaccination in children, reactions in‘joints are un-
common and generally of brief duration. In women, inci-
dence rates for arthritis and arthralgia are generally higher
than those seen in children (children: 0-3%; women: 12~
26%) and the reactions tend to be more marked and of
longer duration. Symptoms may persist for a matter of
months or on rare occasions for years. In adolescent girls,
the reactions appear to be intermediate in incidence be-
tween those seen in children and in adult women. Even in
women older than 35 years, these reactions are generally
well tolerated and rarely interfere with normal activities.
Myalgia and paresthesia have been reported r arely after ad-
ministration of MERUVAX II.

Nervous System

Encephalitis; Guillain-Barré Syndrome (GBS); polyneuritis;
polyneuropathy; paresthesia..

Respiratory System

Sore throat; cough; rhinitis.

Skin

Stevens-Johnson Syndrome, erythema multiforme; urtxca
ria; rash.

Local reactions including burning/stinging at injection site;
whéal and flare; redness (erythema); pain; induration.
Special Senses-Ear

Nerve deafness; otitis media.

Special Senses-Eye

Optic neuritis; papllhtxs retlobulbar neuritis; conjunctivi-
tis.

Other .

Death from various, and in some cases unknown, causes has
been reported rarely following vaccination with measles,
mumps, and rubella vaccines; however, a-causal relation-
ship has not been established. No deaths or permanent se-
quelae were reported in a published post-marketing surveil-

lance study in Finland invelving 1.5 million children and *

adults who were vaccmated with M-M- R 1I during 1982-
1993.

Under the National Childhood Vaccine Injury Act of 1986,
health-care providers and manufacturers are required to re-
cord and report certain suspected adverse events occurring
within specific time periods after vaccination. However, the
U.S. Department of Health and Human' Services (DHHS)
has established a Vaccine Adverse Event Reporting System
(VAERS) which will accept all reports of suspected events. A

VAERS report form as well as information regarding report- -

ing requirements can be obtamed by calling VAERS 1-800-
822-7967.

DOSAGE AND ADMINISTRATION

FOR SUBCUTANEOUS ADMINISTRATION

Do not inject intravenously

The dose for any age is 0.5 mL administered subcutane-
ously, preferably into the outer aspect of the upper arm.
The recommended age for primary vaceination is 12 to 15
months,

Revaccination with M-M-R 1I is recommended prior to ele-
mentary school entry See also INDICATIONS AND US-
AGE, R ination Schedul

Immune Globulin (IG) is not to be given concurrently with
MERUVAX II

CAUTION: A sterile syringe free of. pexservataves, antisep-
tics, and detergents should be used for each injection and/or
reconstitution of the vaccine because these substances may
inactivate the live virus vaccine. A 25 gauge, 5/8 needle is
recommended.

To reconstitute, use only the diluent supplied, since it is free
of preservatives or other antiviral substances which mlght
inactivate the vaccine.

Smgle Dose Vial-First withdraw the entire volume- of dilu-
ent into the syringe to be-used for reconstitution. Inject all
the diluent in the syringe into the vial of lyophilized vac-
cine, and agitate to mix thoroughly. If the lyophilized vac-
cine cannot be dissolved, discard. Withdraw the entire con-
tents into a syringe and inject the total vulume of restored
vaccine subcutaneously.

It is important to use a separate sterile synnge and needle
for each individual patient to prevent transmission-of hep-
atitis B and other mfechous agents from one person to an-
other.

Parenteral drug products should be mspected visually-for
particulate matter and discoloration prior to administration
whenever solution and container permit. MERUVAX 1I,
when reconstituted, is clear yellow. .

Use With Other Vaccines

MERUVAX II should not be given less than one month be-
fore or after administration of other live viral vaccines.
M-M-R" Il has- been -administered concurrently with
VARIVAX* [Varicella Virus Vaccine Live (Oka/Merck)], and
PedvaxHIB* [Haemophilus b Conjugate Vaccine (Meningo-
coccal Protein Conjugate)] using separate sites and syrin-:
ges. No impairment of immune response to individual
tested vaccine. antigens was demonstrated. The type, fre-
quency, and severity of adverse experiences observed in
these studies with M-M-R II were similar to those seen
when each vaccine was given alone.

Routine administration of DTP (diphtheria, tetanus, pertus-
sis) and/or OPV (oral poliovirus vaccine) concurrently with

ditions

measles, mumps and rubella vaccines is not recommended
because there are limited data relating to the simultanecus
administration of these antigens.

However, other schedules have been used. The ACIP has
stated “Although data are limited concerning the simulta-
neous administration of the entire recommended vaccine se-
ries (i.e., DTP, OPV, MMR, and Hib vaccines, with or with-
out hepatitis B vaccine), data from numerous studies have
indicated no interference between routinely recommended
childhood vaccines (either live, attenuated, or killed), These
findings support the simultaneous use of all vaccines as rec-
ommended.”

HOW SUPPLIED

No. 4747-MERUVAX 1I is supplied as a single-dose vial of
lyophilized vaccine
NDC 0006-4747-00, and a vial of diluent.
No. 4673/4309—-MERUVAX 1I is supplied as follows: (1) a
box of 10 single-dose vials of lyophilized vaccine (packageA)
NDC 0006-4673-00; and (2} a box of 10 vials of diluent (pack:
age B). To coriserve refrigerator space, the diluent may be
stored separately at room temperature (Ten Pack)
Storage
During shipment, to ensure that there is no loss of potency,
the vaccine must be maintained at a temperature of 10°C :
(50°F) or colder. Freezing during shipment will not affect po- |
tency.
Protect the vaccine from light at all times, since such expo- |
sure may inactivate the virus.
Before reconstitution, store the vial of lyophilized vaccine at
2-8°C (36~46°F) or colder. The diluent may be stored in the
refrigerator with the lyophilized vaccine or separately at
Toom temperature.
It is recommended that the vaccine be used as soon as pos:
sible after reconstitution, Store reconstituted vaccine in the *
vaccine vial in a dark place at 2—8°C (86-46°F) and discard
if not used within 8 hours.
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MEVACOR® Tablets B
(Lovastatin) ’

DESCRIPTION

MEVACOR* (Lovastatin), is a cholestero]l lowering agent
isolated from a strain of Aspergillus terreus. After oral in-
gestion, lovastatin, which is an inactive lactone, is hydro-
lyzed to the corresponding B-hydroxyacid form. This is a
principal metabolite and an inhibitor of 3-hydroxy-3-meth-
ylglutaryl-coenzyme A (HMG-CoA) reductase. This enzyme
catalyzes the conversion of HMG-CoA to mevalonate, which
is an early and rate limiting step in the biosynthesis of cho-
lesterol.

Lovastatin is (1S -[Ta(R #),30,78,8B(2S #,48 #),8aB]]-1,23,
7,8,8a-hexahydro-3,7-dimethyl-8-[2-(tetrahydro-4-hydroxy- .
6-0x0-2H-pyran-2-yl)ethyl]-1-naphthalenyl 2-methylbu- |

tanoate. The empirical formula of lovastatin is CyyHp05
and its molecular weight is 404.55. Its structural formulais:

owder
hanol,

Lovastati
that is ins
methanol, and acetonitrile.

Tablets MEVACOR are supplied as 10 mg, 20 mg and 40 mg
tablets for oral administration. In addition to the active in-
gredient lovastatin, each tablet contains the following inac-
tive ingredients: cellulose, lactose, magnesmm stearate, and
starch. Butylated hydroxyamsole (BHA) is added as a pre-
servative. Tablets MEVACOR 10 mg also contain red ferric
oxide and yellow ferric oxide, Tablets MEVACOR 20 mg also
contain FD&C Blue 2. Tablets MEVACOR 40 mg also con-
tain D&C Yellow 10 and FD&C Blue 2.

# Registered trademark of MERCK & CO., INC.

CLINICAL PHARMACOLOGY

The involvement of low-density lipoprotein cholesterol

| (LDL-C) in atherogenesis has been well-documented in clin-

ical and pathological studies, as well as in many animal ex-
periments. Epidemiological and clinical studies have estab-
lished that high LDL-C and low high-density lipoprotein
cholesterol (HDL-C) are both associated with coronary heart
disease. However, the risk.of developing coronary heart.dis-
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ease is continuous and graded over the range of cholesterp
levels and many coronary events do occur in patients wigh
total cholesterol (total-C) and LDL-C in the lower end of ths

TABLE I

(Mean Percent Change from Baseline After 6 Weeks)

range. LDL-C/ TOTAL-C/ :
MEVACOR has been shown to reduce both normal and elg- | DOSAGE N TOTAL—C LDL-C HDL-C HDL-C HDL/C TRIG. .
vated LDL-C concentrations. LDL is formed from very lo}- | Placebo 33 -2 -1 -1 0 +1 +9
density lipoprotein (VLDL) and is catabolized predom}- | MEVACOR . . .

nantly by the high affinity LDL receptor. The mechanism ¢f | 10 mg q.p.m. 33 -16 ~21 +5 —-24 -19 -10
the LDL-lowering effect of MEVACOR may involve both rg- | 20 mg q.p.m. 33 -19 ~27 +6 =30 -23 +9
duction of VLDL-C concentration, and induction of the LD 10 mg b.i.d. 32 . —19 ~-28 +8 -33 -25 -7
receptor, leading to reduced production and/or increased cj- 40 mg q.p.m. 33 -22 -81 +5 . =33 -25 -8
taholism of LDL-C. Apolipoprotein B also falls substantially 20 mg b.id. 36 -24 -32 +2 -32 ~24 -6
duing treatment with MEVACOR. Since each LDL particle

contains one molecule of apolipoprotein B, and since litt}e :

apolipoprotein B is found in other lipoproteins, this strong] TABLE II

suggests that MEVACOR does not merely cause cholesterpl MEVACOR vs. Cholestyramine

to be lost from LDL, but also reduces the concentration §f (Percent Change from Baseline After 12 Weeks)

circulating LDL particles. In addition, MEVACOR can pr¢- . LDL-C/ TOTAL-C/

duce increases of variable magnitude in HDL-C, and mod- | TREATMENT N TOTAL-C = LDL-C HDL-C HDL-C. HDL-C VLDL-C TRIG.
estly reduces VLDL-C and plasma triglycerides (TG) (sde | (mean) © (mean) (mean) (mean) (mean) (median)  (median)
Tables I-111 under Clinical Studies). The éffects of MEV4- | MEVACOR .

COR on Lp(a), fibrinogen, and certain other independert | 20 mg bid. . 85 —-27 .'32 +9 -36 -31 —-34 —-21
hiochemical risk markers for coronary heart disease are wj- 40 mgbid, . 88 -34 ~42 +8 ~44 ~37 -31 -27
known. Cholestyramine . )

MEVACOR is a spemﬁc inhibitor of HMG-CoA reductas§, [ 12 g bid—— 88 ~17 —23 +8 ~27 ~21 +2 +11
the enzyme which catalyzes the conversion of HMG-CoA o

mevalonate. The conversion of HMG-CoA to mevalonate §s

an early step in the biosynthetic pathway for cholesterol. TABLE TIT

Pharmacokinetics - MEVACOR vs. Placebo

Lovastatin is a lactone which is readily hydrolyzed in vivo tp (Perce: ne—

the corresponding B-hydroxyacid, a potent inhibitor {f Average Values Between Weeks 12 and 48)

HMG-CoA reductase. Inhibition of HMG-CoA reductase § LDL-C/ TOTAL-C/ .
the basis for an assay in pharmacokinetic studies of th | DOSAGE TOTAL-C LDL-C HDL-C HDL-C HDL-C TRIG.
p-hydroxyacid metabolites (active inhibitors) and, followink (mean) (mean) (mean) (mean) (mean) (median)
base hydrolysis, active plus latent inhibitors (total inhib|- | Placebo +0.7 +0.4 +2.0 +0.2 +0.6 +4
tors) in plasma following administration of lovastatin. MEVACOR .

Following an oral dose of C-labeled lovastatin in man, 10% | 20 mg a.p.m. 1642 -17 —24 +6.6 -27 - ~21 ~10
of the dose was excreted in urine and 83% in feces. The laf- | 40 mg q.p.m. 1645 -22 -30 +7.2 —~34 ~26 ~14
ter 1epresents absorbed drug equivalents excreted in bild, | 20 mgbid. 1646 -24 ~34 +8.6 -38 -29 ~16
as well as any unabsorbed drug. Plasma concentrations ¢f | 40 mg bid. 1649 -29 - —40 +9.5 —44 =34 -19
total radioactivity (lovastatin plus *C-metabolites) peakefl Co

at 2 hours and declined rapidly to about 10% of peak by 2j :

hours postdose. Absorption of lovastatin, estimated relativp | x5Pationts enrolled

toan intravenous reference dose, in each of four animal spq-
cies tested, averaged about 30% of an oral dose. In animdl

studies, after oral dosing, lovastatin had high selectivity fop
the liver, where it achieved substantially higher concentrd-
tions than in non-target tissues. Lovastatin undergoes e}
tensive first-pass extraction in the liver, its primary site ¢f
action, with subsequent excretion of drug equivalents in thp
bile. As a consequence of extensive hepatic extraction of lo
astatin, the availability of drug to the general circulation j|
low and variable. In a single dose study in four hyperchg
lesterolemic patients, it was estimated that less than 5% df
an oral dose of lovastatin reaches the general circulation a
active inhibitors. Following administration of lovastatip
tablets the coefficient of variation, based on between-subjeq
variability, was approximately 40% for the area under th
curve (AUC) of total inhibitory activity in the general cireq
lation.
Both lovastatin and its B- hydroxyac:d metabolite are highl
bound (>95%) to human plasma proteins. Animal studie|
demonstrated that lovastatin crosses the blood brain an
placental barriers,
The major active metabolites present in human plasma ar|
the p-hydroxyacid of lovastatin, its 6'-hydroxy derivative
and two additional metabolites. Peak plasma concentral
tions of both active and total inhibitors were attaine(
within 2 to 4 hours of dose administration. While the red
ommended: therapeutic dose range is 10 to 80 mg/day, lin|
earity of inhibitory activity in the general circulation wa
established by a single dose study employing lovastatin tal
fet dosages from 60 to as high as 120 mg. With a once-a-da
dosing regimen, plasma concentrations of total inhibitor:
over a dosing interval achieved a steady state between thy
second and third days of therapy and were about 1.5 time:
those following a single dose. When lovastatin was giveq]
under fasting conditions, plasma coneentrations of total in|
hibitors were on average about two-thirds those found whei
lovastatin was administered immediately after a standar
test meal.
Ina study of patients with severe renal insufficiency (creat]
inine clearance 10-30 mL/min), the plasma concentration
of total inhibitors after a single dose of lovastatin were ap|
proximately two-fold higher than those in healthy volun]
teers.
In a study including 16 elderly pahents between 70-7.
years of age who received MEVACOR 80 mg/day, the mea:
plasma level of HMG-CoA reductase inhibitory activity was
increased approximately 45% compared with 18 patients be|
tween 18-30 years of age (see PRECAUTIONS, Geriatri
Use).
Lovastatin is a substrate for cytochrome P450 isoform 3A4
(CYP3A4) (see PRECAUTIONS, Drug Interactions.) Grape
fruit juice contains one or more components that inhibi
CYP3A4 and can increase the plasma concentrations of
drugs metabolized by CYP3A4. In one study**, 10 subjects
consumed 200 mL of double-strength grapefruit juice {on
can of frozen concentrate diluted with-one rather than
cans of water) three times daily for 2.days and an additiona]
200 mL double-strength grapefruit juice together with an
30 and 90 minutes following. a single dose of 80 m
fovastatin on the third day. This regimen of grapefruit juic
resulted in a mean increase in the serum concentration of

lovastatin and its B-hydroxyacid metabolite (as measured
by the area under the concentration-time curve) of 15-fold
and 5-fold, respectively [as measured using a chemical as-
say—high performance liquid chromatography.] In a second
study, 15 subjects consumed one 8.0z glass of single-
strength grapefryit juice (one can of frozen concéntrate di-
luted with 3 cans of water) with breakfast for 3 consecutive

- days and a single dose of 40 mg lovastatin in thé evening of
the third day. This regimen of grapefruit juice resulted in a
mean increage in the plasma concentration (as-measured by
the area under the concentration-time curve) of active and
total HMG-CoA reductase inhibitory activity fusing an en-
zyme inhibition assay both before (for active inhibitors) and
after (for total inhibitors) base hydrolysis] of 1.34-fold and
1.36-fold, respectively, and of lovastatin and its B-hydroxy-
acid metabolite [measured using a ¢hemical assay—liquid
chromatography/tandem mass spectrometry—different
from that used in the first™ study] of 1.94-fold and
1.57-fold, respectively. The effect of amounts of grapefruit
juice between those used in these two studies of lovastatin
pharmacokinetics has not been studied.

*#*Kantola, T, et al., Clin Pharmacol Ther 1998 63(4):397~
402.

T Clinieal Studies

MEVACOR has been shown to be highly effective in reduc-
ing total-C and LDL-C in heterozygous familial and non-
familial forms of primary hypercholesterolemia and in
mixed hyperlipidemia. A marked response was seen within
2 weeks, and the maximum therapeutic response occurred
within 4-6 weeks. The response was maintained during
continuation of therapy. Single daily doses given in the eve-
ning were move effective than the same dose gwen in the
morning, perhaps b hol ol is syn‘L d mainly
at night.

In multicenter, double-blind studies in patients with famil-

ial or non-familial hypercholesterolemia, MEVACOR, ad-
ministered in doses ranging from 10 mg q.p.m. to 40 mg
b.i.d.,, was compared to placebo. MEVACOR consistently
and significantly decreased plasma total-C, LDL-C, total-C/
HDL-C ratio and LDL-C/HDL-C ratio, In addition, MEVA-
COR produced increases of variable magnitude in HDL-C,
and modestly decreased VLDL-C.and plasma TG (see
Tables I through III for dose response results).

The results of a study in patients with primary hypercho-
lesterolemia are presented in Table I.

[See table I above] |

MEVACOR was compared to cholestyramine in a random-
ized open parallel study. The study was performed with pa-
tients with hypercholesterolemia who were at high risk of
myocardial infarction. Summary results are presented in
Table 11

[See table II above)

MEVACOR was studied in controlled tri 1als in hypercholes-
terolemic patients with well-controlled non-insulin depen-
dent diabetes mellitus with normal renal function, The ef-
fect of MEVACOR on lipids and lipoproteins and the safety

profile of MEVACOR were similar to that demonstrated in

studies in nondiabetics. MEVACOR had no clinically impor-
tant effect on glycemic control or on the dose requirement of
oral hypoglycemic agents. )

Expanded Clinical Evaluation of Lovastatin (EXCEL) Study
MEVACOR was compared to placebo in 8,245 patients with
hypercholesterolemia (total-C 240-300 mg/dL [6.2 mmol/L~
7.6 mmol/L], LDL-C >160 mg/dL [4.1 mamol/L}) in the ran-
domized, double-blind, parallel, 48-week EXCEL study. All
changes in the lipid measurements (Table III) in MEVACOR
treated patients were dose-related and significantly differ-
ent from placebo (p =0.001). These results were sustained
throughout the study. ' )
[See table III above}

Air Force/Texas Coronary Atherosclerosis Prevention Study
(AFCAPS /| TexCAPS)

Thé Air Force/Texas Coronary Atherosclerosis Prevention
Study (AFCAPS/TexCAPS), a double-blind, randomized,
placebo-controlled, primary prevention study, demonstrated
that treatment with MEVACOR decreased the rate of acute
major coronary events (composite endpoint of myocardial in-
faretion, unstable angina, and sudden cardiac death) com-
pared with placebo during a median of 5.1 years of follow-
up. Participants were middle-aged and elderly men (ages
45-73) and women (ages 55-73) without symptomatic car-
diovascular disease with average to moderately elevated to-
tal-C and LDL-C, below average HDL-C, and who were at
high risk based on elevated total-C/HDL-C. In addition to
age, 63% of the participants had at least one other risk fac-
tor (baseline HDL-C <35 mg/dL, hypertension, family his-
tory, smoking and diabetes).

AFCAPS/TexCaps enrolled 6,605 participants (5,608 men,
997 women) based on the following lipid entry criteria: to-
tal-C range of 180264 mg/dL, LDL-C range of 130~190 mg/
dL, HDL:C of =45 mg/dL for men and =47 mg/dL for
women, and TG of =400 mg/dL, Participants were treated
with standard cave, including diet, and either MEVACOR
20-40 mg daily (n= 3,304) or placebo (n= 3,301). Approxi-
mately 50% of the participants treated with MEVACOR
were titrated to 40 mg daily when their LDL-C remained
>110 mg/dL at the 20-mg starting dose.

MEVACOR reduced the risk of a first acute major coronary
event, the primary efficacy endpoint, by 37% (MEVACOR
3.5%, placebo 5.5%; p<0.001; Figure 1). A first acute major,
coronary event was defined as myocardial infarction (54
participants on MEVACOR, 94 on placebo) or unstable an-
gina (54 vs. 80) or sudden cardiac death (8 vs. 9). Further-
more, among the secondaly endpoints, MEVACOR reduced
the risk of unstable angina by 32% (1.8 vs. 2.6%; p=0.023),
of myocardial infarction by 40% (1.7 vs. 2.9%; p=0.002), and
of undergoing coronary revascularization procedures (e.g.,

Continued on next page

Information on the Merck & Co., inc., products listed on .
these pages is from the full prescribing information in
use September 30, 2002. For mformanon, please call

72k

Consult 2003 PDR® supplements and future editions for revisions
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coronary artery bypass grafting or percutaneous translhumi.
=0.001). -
Trends in risk reduction associated with treatment with

nal coronary angioplasty) by 33% (3.2 vs. 4.8%;

. MEVACOR were consistent across men and women, smol

ers and non-smokers, hypertensives and non-hypertensives,

and older and younger participants. Participants with 2
risk factors had risk reductions (RR) in both acute maj

procedures (RR 37%). Because there were too few even
among those participants with age as their only risk fact
in this study, the effect of MEVACOR on outcomes could n
be adequately assessed in this subgroup. .

2
r
coronary -events (RR 43%) and coronary revascularization
(s
r
t
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Atherosclerosis

In the Canadian Coronary Atherosclerosis Interventio
Trial (CCAIT), the effect of therapy with lovastatin on cox
onary atherosclerosis was assessed by coronary angiogry
phy in hyperlipidemic patients. In this randomized, doubld
blind, controlled clinical trial, patients were treated witl
conventional measures (usually diet and 325 mg of aspirh
every other day) and either lovastatin 20~80 mg daily o
placebo. Angiograms were evaluated at baseline and at tw
years by computerized quantitative coronary angiographj

(QCA). Lovastatin significantly slowed the progression of 1¢-
sions as measured by the mean change per-patient in min-
imum lumen diameter (the primary endpoint) and percent
diameter stenosis, and decreased the proportions of patients

categorized with disease progression (33% vs. 50%) an
with new lesions (16% vs. 32%).

In a similarly designed trial, the Monitored Atherosclerosif

Regression Study (MARS), patients were. treated with die
and either lovastatin 80 mg daily or placebo. No statisticall;
significant difference between lovastatin and placebo wa
seen for the primary endpoint (mean change per patient i
percent diameter stenosis of all Jesions), or for most secon

dary QCA endpoints. Visual assessment by angiographers

who formed a consensus opinion of overall angiographi
change (Global Change Score) was also a secondary end}
point. By this endpoint, significant slowing of disease wa
seen, with regression in 23% of patients treated with lovas
tatin compared to 11% of placebo patients.
In the Familial Atherosclerosis Treatment Study (FATS), eil

ther lovastatin or niacin in combination with a bile acid ser

questrant for 2.5 years in hyperlipidemic subjects signifi

cantly reduced the frequency of progression and increased

the frequerncy of regression of coronary atherosclerotic lef
sions by QCA compared to diet and, in some cases, low-dos
resin.

The effect of lovastatin on the progression of atherosclerosig

in the coronary arteries has been corroborated by simila
findings. in another vasculature. In the Asymptomatic Ca}
rotid Artery Progression Study (ACAPS), the effect of ther|
apy with lovastatin on carotid atherosclerosis was assessed
by B-mode ultrasonography in hyperlipidemic patients wit
early carotid lesions and without known coronary heart dis|
ease at baseline. In this double-blind, controlled clinica|
trial, 919 patients were randomized in a 2 x 2 factorial de|
sign to placebo, lovastatin 10—40 mg daily and/or warfarin|

Ultrasonograms of the carotid walls were used to determing

the ¢hange per patient from baseline to three years in mea

maximum intimal-medial thickness (IMT) of 12 measured

segments. There was a significant regression of carotid le|
sions in patients receiving lovastatin alone compared t
those receiving placebo alone (p=0.001). The predictiv
value of changes in IMT for stroke has not yet been estab
lished. In the lovastatin group there was a significant reduc
tion in the number of patients with major cardiovascula:
events relative to the placebo group (5 vs. 14) and a signif
icant reduction in all-cause mortality (1 vs. 8).
Eye

There was a high prevalence of baseline lenticular opacities

in the patient population included in the early clinical trial
with lovastatin. During these trials the appearance of nev
opacities was noted in both the lovastatin and placebq
groups. There was no clinically significant change in visua|
acuity in the patients who had new opacities reported no
was any patient, including those with opacities noted a

baseline, discontinued from therapy because of a decrease

in visual acuity.

o

t

A three-year, double-blind, placebo-controlled study in hy-
percholesterolemic patients to assess the effect of lovastatin
on the human lens demonstrated that there were no clini-
cally or statistically significant differences between the lov-
astatin and placebo groups in the incidence, type or progres-
sion of lenticular opacities. There are no controlled clinical
data assessing the lens available for treatment beyond
three years.

INDICATIONS AND USAGE

_Therapy with MEVACOR should be a component of multiple
risk factor intervention in those individuals with dyslipi-
demiaat risk for atherosclerotic vascular disease. MEVA-
COR should be used in addition to a diet restricted in satu-
rated fat and cholesterol as part of a treatment strategy to
lower total-C and LDL-C to target levels when the response
to diet and other nonpharmacological measures alone has
been inadequate to reduce risk.

Primary Prevention of Coronary Heart Disease

In individuals without symptomatic cardiovascular disease,
average to moderately elevated total-C and LDL-C, and be-
low average HDL-C, MEVACOR is indicated to reduce the
risk of:

— Myocardial infarction

— Unstable angina

— Coronary revascularization procedures

(See CLINICAL PHARMACOLOGY, Clinical Studies.)
Coronary Heart Disease

MEVACOR is indicated to slow the progression of coronary
atherosclerosis in patients with coronary heart disease as
part of a treatment strategy to lower total-C and LDL-C to
target levels. .
Hypercholesterolemia

Therapy with lipid-altering agents should be a component of
multiple risk factor intervention in those individuals at sig-
nificantly increased risk for artherosclerotic vascular dis-
ease due to hypercholesterolemia. MEVACOR is indicated
as an adjunct to diet for the reduction of elevated total-C
and LDL-C levels in patients with primary hypercholester-
olemia (Types IIa and IIb*#**), when the response to diet re-
stricted in saturated fat and cholesterol and to other non-
pharmacological measures alone has been inadequate.
General Recommendations

Prior to initiating therapy with lovastatin, secondary causes
for hypercholesterolemia (e.g., poorly controlled diabetes
mellitus, hypothyroidism, nephrotic syndrome, dysproteine-
mias, obstructive liver disease, other drug therapy, alcohol-
ism) should be excluded, and a lipid profile performed to
measure total-C, HDL-C, and TG. For patients with TG less
than 400 mg/dL{<4.5 mmoI/L), LDL-C can be estlmabed us-
ing the following equation:

LDL-C = total-C — [0.2 X (TG) + HDL-C}

For TG levels >400 mg/dL, (>4.5 mmol/L), this equahon is

less accurate and LDL-C concentrations should be deter-

. mined by ultracentrifugation. In hypertriglyceridemic pa-

tients, LDL-C may be low or normal despite elevated
total-C. In such cases, MEVACOR is not indicated.

The National Cholesterol Education Program (NCEP)
Treatment Guidelines. are summarized below: ’

LDL-Cholesterol

mg/dL (mmol/L)
Definite Two or More
i itiati
Disease’ Factors' Level Goal ~
NO NO =190 <160
’ (=4.9) (<4.1)
NO YES =160 <130
(=4.1) (<3.4)
YES YESor NO =130 =100
(=3.4) (=2.6)

T Coronary heart disease or peripheral vascular disease
(including symptomatic carotid artery disease).
isk factors for coronary heart disease (CHD) in-
. clude: age (males: =45 years; females; 255 years of pre-
mature menopause without estrogen replacement thera-
py); family history of premature CHD; current cigarette
smoking; hypertension; confirmed HDL-C <35 mg/dL
(<0.91 mmoV/L); and diabetes mellitus. Subtract one risk
_factor if HDL-C is 260 mg/dL (=1.6 mmol/L).
1 In CHD patients with LDL-C levels 100-129 mg/dL, the
physician should exercise clinical judgment in deciding
whether to initiate drug treatment.

At the time of hospitalization for an acute coronary event,
consideration can be given fo initiating drug therapy at dis-
charge if the LDL-C is =130 mg/dL (see NCEP Guidelines
above).

Since the goal of treatment is to lower. LDL-C, the NCEP
recommends that LDL-C levels be used to initiate and as-
sess treatment response. Only if LDL-C levels are not avail-
able, should the total-C be used to monitor therapy.
Although MEVACOR may be useful to reduce elevated
LDL-C levels in patients with combined hypercholesterole-
mia and hypertriglyceridemia where hypercholesterolemia
is the major abnormality (Type IIb hyperlipoproteinemia), it
has not been studied in conditions where the major abnor-

Information will be sup jed by suppl and

mality is elevation of chylomicrons, VLDL or IDL (e, h
perlipoproteinemia types I, ITT, IV, or V).*¥*

#*Classification of Hyperlipoproteinemias -

Lipoproteins
e elevated
I (rare) chylomicrons
1Ia . LDL
IIb LDL, VLDL

III (rare) IDL
v VLDL

v (farg) chylomicrons, VLDL
IDL = intermediate-density lipoprotein.

CONTRAINDICATIONS

Hypersensitivity to any component of this medication.
Active liver disease or unexplained persistent elevations of *
serum transaminases (see WARNINGS). {
Pregnancy and lactation. Atherosclerosis is a chronic pro-
cess and the discontinuation of lipid-lowering drugs durin
pregnancy should have little impact on the outcome of lony
term therapy of primary hypercholesterolemia. Moreoever, |
cholesterol and other products of the cholesterol biosynthe. |
sis pathway are essential components for fetal development, :
including synthesis of steroids and cell membranes, Be- :
cause of the ability of inhibitors of HMG-CoA reductase
such as MEVACOR to decrease the synthesis of cholesterol
and possibly other products of the cholesterol biosynthesis |
pathway, MEVACOR is contraindicated during pregnancy |
and in nursing mothers. MEVACOR should be administered
to women of childbearing age only when such patients are
highly unlikely to conceive. If the patient becomes pregnant :
while taking this drug, MEVACOR should be discontinued:
immediately and the patient should be apprised of the po-:
tential hazard to the fetus (see PRECAUTIONS, Pregnan-
cy).

WARNINGS

Skeletal Muscle

Lovastatin and other inhibitors of HMG-CoA reductase oc-
casionally cause myopathy, which is manifested as muscle
pain or weakness associated with grossly elevated creatine
kinase (>10X the uppei limit of normal {[ULN}). Rhabdomy-
olysis, with or without acute renal failure secondary to
myoglobinuria, has been reported rarely and can occur at:
any time. In the EXCEL study, there was one case of myop- .
athy among 4933 patients randomized to lovastatin
20—40 mg daily for 48 weeks, and 4 among 1649 patients
randomized to 80 mg daily. When drug treatment was inter-
rupted or discontinued in these patients, muscle symptoms
and creatine kinase (CK) increases promptly resolved. The
risk of myopathy is increased by concomitant therapy with
certain drugs, some of which were excluded by the EXCEL
study design.

Myopathy caused by drug interactions. .

The incidence and severity of myopathy are increased by
concomitant administration of HMG-CoA reductase inhibi-
tors with drugs that can cause myopathy when given alone,
such as gemfibrozil and other fibrates, and lipid-lowering
doses (= 1 g/day) of niacin (nicotonic acid).

In addition, the risk of myopathy may be increased by high
levels of HMG-CoA reductase inhibitory activity in plasma.
Lovastatin is metabolized by the cytochrome P450 isoform
3A4 (CYP3A4). Potent inhibitors of this metabolic pathway
can raise the plasma levels of HMG-CoA reductase inhibi-
tory activity and may increase the risk of myopathy. These
include cyclosporine; the azole antifungals, itraconazole and
ketoconazole; the macrolide antibiotics, erythromycin and
clarithromyein; HIV protease inhibitors; the antidepressant
nefazodone; and large quantities of grapefruit juice
(> 1 quart daily) (see below; CLINICAL PHARMACOLOGY,
Pharmacokinetics; PRECAUTIONS, Drug Interactions; and
DOSAGE AND ADMINISTRATION). ;
Although the data are insufficient for lovastatin, the riskof |
myopathy appears to be increased when verapamil is used
concomitantly with a closely related HMG-CoA reductase
inhibitor (see PRECAUTIONS, Drug Interactions).

Reducing the risk of myop 2

1. General measures. Patients starting therapy with lovas-
tatin should be advised of the risk of myopathy, and told to
report promptly unexplained muscie pain, tenderness or
weakness. A creatine kinase (CK) level above 10x ULN ina
patient with unexplained muscle symptoms indicates myop:
athy. Lovastatin therapy should be discontinued if myopa
thy is diagnosed or suspected. In most cases, when patients
were promptly discontinued from treatment, muscle symp-
toms and CK increases resolved.

Of the patients with rhabdomyolysis, many had complicated
medical histories, Some had preexisting renal insufficiency,
usually as a consequence of long-standing diabetes. In such
patients, dose escalation requires caution. Also, as there are
no known adverse consequences of brief interruption of
therapy, treatment with Iovastatin should be stopped a few
days before elective major surgery and when any major
acute medical or surgical condition supervenes.

2. Measures to reduce the risk of myopathy caused by drug
interactions (see above and PRECAUTIONS, Drug Interac
tions). Physicians contemplating combined therapy with
lovastatin and any of the interacting drugs should weigh
the potential benefits and risks, and should carefully mon
itor patients for any signs and symptoms of muscle pain,
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tenderness, or weakness, particularly during the initijl
months of therapy and during any periods of upward dos-
age titration of either drug. Periodic CK determinations
may be considered in such situations, but there is no assup-
ance that such monitoring will prevent myopathy.
The combined use of lovastatin with fibrates or niacin
should be avoided unless the benefit of further alteration {n
lipid levels is likely to outweigh the increased risk of this
drug combination. Combinations of fibrates or niacin with

low doses of lovastatin have been used without myopathy in -

smail, short-term clinical trials with careful monitoring. Ad-
dition of these drugs to lovastatin typically provides little
additional reduction in LDL cholesterol, but further redug-
tions of triglycerides and further increases in HDL chole)
terol may be obtained. If one of these drugs must be usq
with lovastatin, clinical experience suggests that the risk
myopathy is less with macm than with the fibrates.

o
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Information for Patients

Patients should be advised to report promptly unexplained
muscle pain,. tenderness or weakness (see WARNINGS,
Skeletal Muscle).

Drug Interactions

Gemfibrozil and other fibrates, lipid-lowering doses
(= 1 g/day) of niacin (nicotinic acid): These drugs increase
the risk of myopathy when given concomitantly with
lovastatin, probably because they can produce myopathy
when given alone.(see WARNINGS, Skeletal Muscle). There
is no evidence to suggest that these agents affect the phar-
macokinetics of lovastatin. )
CYP3A4 Interactions: Lovastatin has no CYP3A4 inhibitory
activity; therefore, it is not expected to affect the plasma
concentrations of other drugs metabolized by CYP3A4.
However, lovastatin itself is a substrate for CYP3A4. Potent
mhxbltm s of CYP3A4 may increase the risk of myopathy by
i g the plasma concentration of HMG-CoA reductase

In patients taking co it cyel fib or 1
acin, the dose of lovastatin should generally not exced
20 mg/day (see DOSAGE AND ADMINISTRATION ar
DOSAGE AND ADMINISTRATION, Concomitant Lipi
Lowering Therapy), as the risk of myopathy increases sul
stantially at higher doses. Concomitant use of lovastati

- with itraconazole, ketoconazole, erythromycin, clarithromy
¢in, HIV protease inhibitors, nefazodone, or large quantitig
of grapefruit juice (> 1 quart daily) is not recommended.
no alternative to a short course of treatment with itracons
zole, ketoconazole, erythromyein, or clarithromyein, is avai
able, a brief suspension of lovastatin therapy during sud
treatment can be considered as there are no known advers
consequences to brief interruptions of long-term cholestew
lowering therapy.
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Liver Dysfunction
Persistent increases (to more than 3 times the upper lim|
of normall in serum transaminases occurred in 1.9%’
adult patients who received lovastatin for at least one ye:
in early clinicaf trials (see ADVERSE REACTIONS). Whe
the drug was interrupted or discontinued in these patient
the transaminase levels usually fell slowly to pretreatmen
levels. The increases usually appeared 3 to 12 months aftdr
the start of therapy with lovastatin, and were not associatey
with jaundice or other clinical signs or symptoms. Then
was no evidence of hypersensitivity. In the EXCEL stud]
(see CLINICAL PHARMACOLOGY, Clinical Studies), th
incidence of persistent increases.in serum transaminase
over 48 weeks was 0.1% for placebo, 0.1% at 20 mg/da;
0.9% at 40 -mg/day, and 1.5% at 80 mg/day in patients of
lovastatin, However, in post-marketing experience wit|
MEVACOR, symptomatic liver disease has been reporte
rarely at all dosages (see ADVERSE REACTIONS).
In AFCAPS/TexCAPS, the number of participants with cor-
secutive elevations of either alanine aminotransferas|
(ALT) or aspartate aminotransferase (AST) (> 3 times th)
upper limit of normatl), over a median of 5.1 years of follo
up, was not significantly different between the MEVACOE
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and placebo groups (18 {0.6%] vs. 11 [0.3%)). The startin|
dose of MEVACOR was 20 mg/day; 50% of the MEVACO!
treated participants were titrated to 40 mg/day at Week 18.
Of the 18 participants on MEVACOR with consecutive el-
evations of either ALT or AST, 11 (0.7%) elevations occurregt
in participants taking 20 mg/day, while 7 (0.4%) elevation
oceurred in participants titrated to 40 mg/day. Elevatest
transaminases resulted in discontinuation of 6 (0.2%) paxn-
ticipants from therapy in the MEVACOR group (n=3,304
and 4 (0.1%) in the placebo group (n=3,301).
It is recommended that liver function tests be performeg
before the initiation of treatment, at 6 and 12 weeks aftefr
initiation of therapy or elevation of dose, and periodically
thereafter (e.g., semiannually). Patients who develop inl
creased transaminase levels should be monitored with &
second liver function evaluation to confirm the finding an
be followed thereafter with frequent liver function tests un-
til the abnormality(ies) return to normal. Should an in|
crease in AST or ALT of three times the upper limit of nor
mal or greater persist, withdrawal of therapy with MEVA|
COR is recommended.
The drug should be used with caution in patients who con|
sume substaritial quantities of alcohol and/or have a pas|
history of liver disease. Active liver disease or unexplained
transaminase elevations are contraindications to the use of
lovastatin.
As with other lipid-lowering agents, moderate (less than
three times the upper limit of normal) elevations of serun
transaminases have been reported following therapy witl
MEVACOR (see ADVERSE REACTIONS). These changes
appeared soon after initiation of therapy with MEVACOR}
were often transient, were not accompanied by any symp|
toms and interruption of treatment was not required.

PRECAUTIONS

General
Lovastatin may elevate creatine phosphokinase and trans:
aminase levels (see WARNINGS and ADVERSE REAC
TIONS). This should be considered in the differential diag
nosis of chest pain in a patient on therapy with lovastatin
Homozygous Familial Hypercholesterolemia
MEVACOR is less effective in patients with the rare homo
zygous. familial hypercholesterolemia, possibly becausq
these patients have no functional LDL receptors. MEVA.
COR appears to be more likely to raise serum transami
nases (see ADVERSE REACTIONS) in these homozygoug
patients.

inhib1t01y activity during lovastatin therapy. These inhibi-
tors include cyclosporine, itraconazole, ketoconazole, eryth-
romyein, clarithromycin, HIV. protease inhibitors, nefaz-
odone, and large quantities of grapefruit juice (> 1 quart
daily) (see CLINICAL PHARMACOLOGY, Pharmacokinet-
ics and WARNINGS, Skeletal Muscle).

Grapefruit juice contains one or more components that in-
hibit CYP3A4 and can increase the plasma concentrations
of drugs metabolized by CYP3A4. Large quantities of grape-
fruit juice (> 1 quart daily) significantly increase the serum
concentrations of lovastatin and its 8-hydroxyacid metabo-
lite during lovastatin therapy and should be avoided (see
CLINICAL PHARMACOLOGY, Pharmacokinetics and
WARNINGS, Skeletal Muscle).

Although the data are insufficient for lovastatin, the risk of
myopathy appears to be increased when verapamil is used
concomitantly with a closely related HMG-CoA reductase
inhibitor (see WARNINGS, Skeletal Muscle).

Coumarin Anticoagulants: In a small clinical trial in
which lovastatin was administered to warfarin treated pa-
tients, no effect on prothrombin time was detected. How-
ever, another HMG-CoA reductase inhibitor has been found
to produce a less than two seconds increase in prothrombin
time in healthy volunteers receiving low doses of warfarin.
Also, bleeding and/or increased prothrombin time have been
reported in a few patients taking coumarin anticoagulants
concomitantly with lovastatin. It is recommended that in
patients taking anticoagulants, prothrombin time be deter-
mined before starting lovastatin and frequently enough dur-
ing early therapy to insure that no significant alteration of
prothrombin time occurs. Once a stable prothrombin time
has been documented, prothrombin times can be monitored
at the intervals usually recommended for patients on cou-
marin anticoagulants. If the dose of lovastatin is changed,
the same procedure should be repeated. Lovastatin therapy
has not been associated with bleeding or with changes in
prothrombin time in patients not taking anticoagulants.
Propranolol: In normal volunteers, there was no clinically
significant pharmacokinetic or pharmacodynamic interac-
tion with concomitant administration of single doses.of lov-
astatin and propranolol.

Digoxin: In patients with hypercholesterolemia, concomi-
tant administration of lovastatin and digoxin resulted in no
effect on digoxin plasma concentrations. .

Oral Hypoglycemic Agents: In pharmacokinetic studies of
MEVACOR in hypercholesterolemic non-insulin dependent
diabetic patients, there was no drug interaction with glipiz-
ide or with chlorpropamide (see CLINICAL PHARMACOL-
OGY, Clinical Studies).

Endocrine Function

HMG-CoA reductase mhlbltors interfere with cholesterol
synthesis and as such might theoretically blunt adrenal
and/or gonada] steroid production. Results of clinical trials
with drugs in this class have been inconsistent with regard
to drug effects on basal and reserve steroid levels. However,
clinical studies have shown that lovastatin does not reduce
basal plasma cortisol concentration or impair adrenal re-
serve, and.does not reduce basal plasma testosterone con-
centration. Another HMG-CoA reductase inhibitor has been
shown to reduce the plasma testosterone response to HCG.
In the same study, the mean testosterone response to HCG
was slightly but not significantly reduced after treatment
with lovastatin 40 mg daily for 16 weeks in 21 men. The
effects of HMG-CoA reductase inhibitors on male fertility
have not been studied in adequate numbers of male pa-
tients. The effects, if any, on the pituitary-gonadal axis in
premenopausal women are unknown. Patients treated with
lovastatin who develop clinical evidence of endocrine dys-
function should be evaluated appropriately. Caution should
also be exercised if an HMG-CoA reductase inhibitor or

" other agent used to lower cholesterol levels is administered

to patients also receiving other drugs (e.g., ketoconazole,
spironolactone, cimetidine) that may decrease the levels or
activity of endogenous steroid hormones.

CNS Toxicity

Lovastatin produced optic nerve degeneration (Wallerian
degeneration of retinogeniculate fibers) in clinically normal
dogs in a dose-dependent fashion starting at 60 mg/kg/day, a
dose that produced mean plasma drug levels about 30 times
higher than the mean drug level in humans taking the high-
est recommended dose {(as measured by total enzyme inhib-
itory activity). Vestibulocochlear Wallerian-like degenera-
tion and retinal ganglion cell chromatolysis were also seen
in dogs treated for 14 weeks at 180 mg/kg/day, a dose which
resulted in a mean plasma drug level (C,,) similar to that
seen with the 60 mgrkg/day dose.

CNS vascular lesions, characterized by perivascular hemor-
rhage and edema, mononuclear cell infiltration. of perivas-
cular spaces, perivascular fibrin deposits and necrosis of
small.vessels, were seen in dogs treated with lovastatin at a
dose of 180 mg/kg/day, a dose which produced plasma drug
levels (C,,,,) which were about 30 times higher than the
mean values in humans taking 80 mg/day.

Similar optic nerve and CNS vascular lesions have been ob-
served with other drugs of this class.

Cataracts were seen in dogs treated for 11 and 28 weeks at
180 mg/kg/day and 1 year.at 60 mg/kg/day.

Carcinogenesis, Mutagenesis, Impairment of Fertility

In a 21-month carcinogenic study in mice, there was a sta-
tistically significant increase in the incidence of hepatocel-
lular carcinomas and adenomas in both males and females
at 500 mg/kg/day. This dose produced.a total plasma drug
exposure 3 to 4 times that of humans given the highest rec-
ommended dose of lovastatin (drug exposure was measured
as total HMG-CoA reductase inhibitory activity in extracted
plasma), Tumor increases were not seen at 20 and 100 mg/
kg/day, doses that produced drug exposures of 0.3 to 2 times
that of humans at the 80 mg/day dose. A statistically signif-
icant increase in pulmonary adenomas was seen in female
mice at approximately. 4 times the human drug exposure.
(Although mice were given 300 times the human dose [HD}
on a mg/kg body weight basis, plasma levels of total inhib-
itory activity were only 4 times higher in-mice than 'in hu-
mans given 80 mg of MEVACOR.)

There was an increase in incidence of papxlloma in the non-
glandular mucosa of the stomach of mice beginning at expo-
sures of 1 to 2 times that of humans. The glandular mucosa
was not affected. The human stomach contains only glandu-
lar mucosa.

In a 24-month carcinogenicity study in rats, there was a
positive dose response relationship for hepatocellular carci-
nogenicity in males at drug exposures between 2-7 times
that of human exposure at 80 mg/day (doses in rats were 5,
30 and 180 mgrkeg/day).

' An increased incidence of thyroid neoplasms in rats appears

to be ‘a response that has been seenr with other HMG-CoA
reductase inhibitors. .
A chemically similar drug in this class was administered to
mice for 72 weeks at 25, 100, and 400 mg/kg body weight,
which resulted in mean serum drug levels approximately 3;
15, and 33 times higher than the mean human serum drug
concentration (as total inhibitory activity) after a 40 mg oral
dose. Liver carcinomas were significantly increased in high
dose females and mid- and high dose males, with a maxi-
mum incidence of 90 percent in males. The incidence of.ad-
enomas of the liver was significantly increased in mid--and
high dose females. Drug treatment also significantly in-
creased the incidence of lung adenomas in mid- and high
dose males and females. Adenomas of the Harderian gland
(a gland of the eye of rodents) were SIg'mﬁcantly higher in
high dose mice than in controls.
No evidence of mutagenicity was observed in a microbial
mutagen test using mutant strains of Salmonella typhimu-
rium with or without rat or mouse liver metabolic activa-
tion. In addition, no evidence of damage to genetic-material
was noted in an in vitro alkaline elution assay using rat or
mouse hepatocytes, a V-79 mammalian cell forward muta-
tion study, an in vitro chromosome aberration study in CHO
cells, or an in vivo chromosomal aberration assay in mouse
bone marrow. ’

Drug-related testicular atrophy, decreased spermatogene-
sis, spermatocytic degeneration and giant cell formation
were seen in dogs starting at 20 mg/kg/day. Similar findings
were seen with another drug in this class. No drug-related
effects on fertility, were found in studies with lovastatin in
rats. However, in studies with a similar drug in this class,
there was decreased fertility in male rats treated for 34
weeks at.25 mg/kg body weight, although this effect was not
observed in a subsequent fertility study when this same
dose was administered for 11 weeks (the entire cycle of sper-
matogenesis, including epididymal maturation). In rats
treated with this same reductase inhibitor at 180 mg/kg/
day, seminiferous tubule degeneration (necrosis and loss of
spermatogenic epithelium) was observed. No microscopic
changes were observed in the testes from rats of either
study. The clinical significance of these findings is unclear.
Pregnancy
Pregnancy Category X
See CONTRAINDICATIONS.

Safety in pregnant women has not been established.
Lovastatin has been shown to produce skeletal malforma-
tions at plasma levels 40 times the human exposure (for
mouse fetus) and 80 times the human exposure (for rat fe-
tus) based on mg/m? surface area (doses were 800 mg/kg/
day). No drug-induced changes were seen in either species
at multiples of 8 times (rat) or 4 times (mouse) based on
surface area, No evidence ‘of malformations was noted in
rabbits at exposures up to 3 times the human exposure
(dose of 15 mg/kg/day, highest tolerated dose).

Rare reports of congenital anomalies have been received fol-
lowing intrauterine exposure to HMG-CoA reductase inhibi-

Continued on next page

information on the Merck & Co., Inc,, products listed on
these pages is from the full prescribing information in

use September 30, 2002. For information, please call
=860+ 721

and future editions for r

Consult 2003 PDR? suppl
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tors, In a review' of approximately 100 prospectively fi

lowed pregnancies in women exposed to MEVACOR or ap-

other structurally related HMG-CoA reductase inhibitg
the incidences of congenital anomalies, spontaneous abg
tions and fetal deaths/stillbirths did not exceed what wou
be expected in the general population. The number of cas
is adequate only to exclude a 3 to 4-fold increase in conge:
ital anomalies over the background incidence. In 89% of th
prospectively followed pregnancies, drug treatment was ir|
“tiated prior to pregnancy and was discortinued at .son
point in the first trimester when pregnancy was identifie
As safety in pregnant women has not been established ar
there is no apparent benefit to therapy with. MEVACO|
during pregnancy (see CONTRAINDICATIONS), treatme
should be immediately discontinued as soon as pregnancy
recognized. MEVACOR should be administered to women
child-bearing poten’mal only when such patients are high
unlikely to-conceive and have been mfm ‘med of the potentigl
hazard, .

Nursmg Molhers
It is not known whether lovastatin is excreted in huma
milk. Because a small amount of another drug in this cla

is excreted in human breast milk and because of the poten-
tial for serious adverse reactions in nursing infants, womepn
taking MEVACOR should not nurse their infants (see COI\ -

TRAINDICATIONS).
Pediatric Use

Safety. and effectiveness in pedlah ic patlents have not bee
established. Because pediatric patients are not likely 4
benefit from cholesterol lowering for at least a decade an
because experience with this drug is limited (no studies i
subjects below the age of 20 years), treatment of pediatri

patients with lovastatin is not recommended at thls time,

Geriatric Use
A pharmacokinetic study with lovastatin showed the mea

plasma level of HMG-CoA reductase inhibitory activity to be

approximately 456% higher in elderly patients betweée
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This was attributable to the noncardiac fraction of CK.
Large increases in CK have sometxmes been reported (see
WARNINGS, Skeletal Muscle).

Expanded Clinical Evaluation of Lovastatin (EXCEL) Study
MEVACOR was compared to placebo in 8,245 patients with
hypercholesterolemia (total-C 240-300 mg/dL {6.2-7.8
mmol/L)) in the randomized, double-blind, parallel, 48-week
EXCEL study. Clinical adverse experiences reported as pos-
sibly; probably or definitely drug-related in =1% in any
treatment group are shown in the table below. For no event
was the incidence on drug and placebo statistically differ-
ent.

[See table below}

Other clinical adverse expemences xepoﬂ;ed as posslbly,
probably or definitely drug-related in 0.5 to 1.0 percent of
patients in any drug-treated ‘group are listed below. In all
these cases the incidence on drug and placebo was not sta-
tistically different. Body as a Whole: chest pain; Gastroin-
testinal: acid regurgitation, dry mouth, vomiting; Musculo-
skeletal: leg pain, shoulder pain, arthralgia; Nervous Sys-
tem/Psychiatric: insomnia, -paresthesia; Skin: alopecia,
pruritus; Special Senses: eye irritation:

In the EXCEL study (see CLINICAL PHARMACOLOGY,
Clinical Studies), 4.6% of the patients treated up to 48
weeks were discontinued due to clinical or laboratory ad-
verse experiences which were rated by the investigator as
possibly, probably or definitely related to therapy with ME-
VACOR. The value for the placebo group was 2.5%.

Air Force! Texas Coronarjy Atherosz:lerosls Prevention Study
(AFCAPS | TexCAPS)

In AFCAPS/TexCAPS (see CLINICA.L PHARMACOLOGY
Clinical Studies) involving 6,605 participants treated with
20-40 mg/day of MEVACOR (n=3,304) or placebo (n=3,301),
the safety and tolerability profile of the group treated with
MEVACOR was comparable to that of the group treated
with placebo during a median of 5.1 years of follow-up. The
adverse experiences reported in AFCAPS/TexCAPS were
similar to those reported in EXCEL (see ADVERSE REAC-
TIONS, Expanded. Clmwal Evaluation of anasmtm (BEX:
CEL) Study) .
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Ce itant Therapy

70-78 years of age compared with patients.}

years of age; however, clinical study experience in the el-
derly indicates that dosage adjustment based on this agg-
related pharmacokinetic difference is not needed. In the twp
large clinical studies conducted with lovastatin (EXCEL
and AFCAPS/TexCAPS), 21% (3094/14850) of patients werp
=65 years -of age. Lipid-lowering efficacy ‘with lovastatip

was at léast as great in elderly patients compared wit]

younger patients, and there were no overall differences in
safety over the 20 to 80 mg/day dosage range (see CLINI-

CAL PHARMACOLOGY)

"Manson, J.M. Freyssmges C. Ducrocq,MB Sbephenson,
WP, Postmarketmg Survelllance of Lovastatin and Simvj-

astatin Exposure During Pregnancy. Reproductive Toxicol
ogy. 10(6):439-446, 1996, - -

ADVERSE REACTIONS

MEVACOR is generally well tolerated; adverse reactions

usually have been mild and transient.
Pliase III Clinical Studies

In Phase III controlled clinical studies involving 613 pa
tients treated with MEVACOR, the adverse expérience pro|
file was similar to that shown below for the 8,245-patien|
EXCEL study (see Expanded Clinical Evaluation of Lovas
tatin [EXCEL] Study).
Persistent increases of serum transaminases have bee
noted (see WARNINGS, Liver Dysfunction). About 11% o
patients had elevations of CK levels of at least twice the
normal value on one or more occasions. The correspondin,
valués for the control agent cholestyramine was 9 percent]

f

In controlled clinical studles in whlch lovastatm was admm-
istered concomitaritly with cholestyramine, no adverse resc-
tions peculiar to this concomitant treatment were.observed.
The adverse reactions that occurred were limited .to those
reported previously with lovastatin:or chelestyramine.
Other lipid-lowering agents.were not:administered concom-
itantly with lovastatin during controlled clinical studies.
Preliminary data suggests that the addition of gemfibrozil
to therapy with lovastatin is not associated with greater re-
duction in LDL-C than that achieved with lovastatin alone.
In uncontrolled clinical studies, most of the patients who
have developed myopathy were receiving concomitant ther-
apy with cyclosporine, gemfibrozil or niacin (nicotinic acid)
(see WARNINGS, Skeletal Muscle).

The following effects have been reported with drugs in this
class. Not all the effects listed below have necessarily. been
associated with lovastatin therapy.

Skeletal: muscle cramps, myalgia, myopathy, 1habdomyol-
ysis, arthralgias,

Neurological: dysfunction of certam cranial nerves (in-
cluding alteration of taste, impairmerit of extra-ocular
movement, facial paresis), tremor, dizziness; vertigo, mem-
ory loss, paresthesia, peripheral neuropathy, peripheral
nerve pa]sy, psychic dlsturbances anxiety; insomnia, de-
pression,

Hypersensitivity Reactions: An apparent hypersensitivity
syndrome has been reported rarely which has included one
or more of the following featurés: anaphylaxis, angioedema,
lupus erythematous-like syndrome, polymyalgia rheumat-
ica, dermatomyositis, vasculitis, purpura, thrombocytope-
nia, leukopenia, hemolytic anemia, positive ANA, ESR in-

Placebo MEVACOR| MEVACOR MEVACOR MEVACOR
20 mg q.p.m. 40 mg q.p.m, 20 mg bid. 40 mg bid.
N=3663) N 645} N4 =t =1
B % % % v % %

Body As a Whole » -

Asthenia 1.4 1.7 1.4 1.5 12
Gastrointestinal :

Abdominal pain 1.6 2.0 2.0 2.2 2.5

Constipation 19. 2.0 . 3.2 3.2 35

Diarrhea 2.3 2.6 2.4 22 2.6

Dyspepsia 1.9 1.3 1.3 1.0 16

Flatulence 4.2, 3.7 4.3 3.9 4.5

Nausea 2.5 1.9 2.5 2.2 22
Musculoskeletal

Muscle cramps 0.5 0.6 0.8 11 1.0

Myalgia 17 ©-2.8 1.8 2.2 3.0
Nervous System/
Psychiatric - .

Dizziness 0.7 0.7 12 0.5 0.5

Headache 2.7 2.6 2.8 21 3.2
Skin . .

Rash 0.7 0.8 1.0 1.2 13
Sbecial Senses .

Blurred vision 0.8 11 0.9 0.9 1.2

f will be superseded by supp and subseq editions

crease, eosinophilia, arthritis, arthralgia, urticaria, asthe-
nia, photosensitivity, 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 skm changes (e.g.,
nodules, discoloration, dryness of skin/mucous membranes,
changes to hair/nails) have been reported.

Reproductive: gynecomastia, loss of libido, erectile dys-
function.
Eye: progression of cataracts (lens opacnt:es) ophthalmo-

plegia.

Laboratory Abnormalities: elevated transaminases, alka-
line phosphatase, y-glutamyl tr: anspeptldase and bilirubin;
thyroid function abnormalities.

OVERDOSAGE

After oral administration of MEVACOR to mice the median
lethal dose observed was >15 g/m?,

Five healthy human volunteers have received up to 200 mg
of lovastatin as a single dose without clinically significant
adverse experiences. A few cases of accidental overdosage
have been reported; no patients had any specific symptoms,
and all patients recovered without sequelae. The maximum
dose taken.was 5-6 g.

Until further experience is obtained, no specific neatment
of overdosage with MEVACOR can be recommended.

The dialyzability of lovastatin and its metabolites in manis
not known at present.

DOSAGE AND ADMINISTRATION

The patient should be placed on a standard cholesterol-
lowering diet before receiviig MEVACOR and should con-
tinue on this diet during treatment with MEVACOR (see
NCEP Treatment Guidelines for details on dietary therapy)
MEVACOR should be given with meals.’

The usual recommended starting dose i$ 20 mg once a day
given with- the evenmg meal. The recommended dosing
range is' 1080 mg/day in single or two divided doses; the
maxirhim recommended doseé is 80 mg/day. Doses should be
individualized dccording to the recommended goal of ther-
apy (see NCEP Guideliries and CLINICAL PHARMACOL-
OGY). Patients requiring reductions in LDL-C of 20% or
more to achieve their goal (see INDICATIONS AND US-
AGE) should be started on 20 mg/day of MEVACOR. A start-
ing dose of 10 mg may be considered for patients requiring
smaller reductions, Adjustments should be made at inter-
vals of 4 weeks or more.

In patients taking cyclosporine conéomitantly with lovasta:
tin (see WARNINGS, Skeletal Muscle), therapy should begin
with 10 mg of MEVACOR and should not exceed 20 mg/day.
Cholesterol levels should be monitored periodically and con-
sideration should be given to reducing thé dosage of MEVA-
COR if cholesterol levels fall significantly below the tar-
geted Yange.

Concomitant Lipid-Lowering Therapy

MEVCOR is effective alone or when used concomitantly
with bile-acid sequestrants. Use of MEVACOR with fibrates
or niacin should generally be avoided. However, if
MEVACOR is used in combination with fibrates or niacin,
the dose of MEVACOR should generally not exceed
20 mg/day (see WARNINGS, Skeletal Muscle and PRECAU-
TIONS, Drug Interations). .
Dosage’in Patients with Renal Insu/ﬁczency .
In patients with severe renal insufficiency (creatinine clear-
ance <30 ml/min), dosage increases above 20 mg/day
should be carefully considered and, if deemed necessary,
implemented cautiously (see CLINICAL PHARMACOIL-
OGY and WARNINGS, Skeletal Muscle).

HOW SUPPLIED

No. 3560—Tablets MEVACOR 10 mg are peach, octagonal
tablets, coded MSD 730 on one side and MEVACOR on the
other. They are supplied as follows:
NDC 0006-0730-61 unit of use bottles of 60.

Shown in Product Identification Guide, page 323
No. 3561--Tablets MEVACOR 20 mg are light blue, octago-
nal tablets, codéd MSD 731 on one side and MDVACOR on
the other. They are supplied as follows: i
NDC 0006-0731-61 unit of use bottles of 60
NDC 0006-0731-94 unit of use bottles of 90
NDC 0006-0731-28 unit dose packages of 100
NDC 0006-0731-82 bottles of 1,000
NDC 0006-0731-87 bottles of 10,000.

Shown in Product Identification Guide, page 323
No. 3562—Tablets MEVACOR 40 mg are green, octagonal
tablets, coded MSD 732 on one side and MEVACOR on the
other. They are supplied as follows:
NDC 0006-0732-61 unit of use bottles of 60
NDC 0006-0732-94 unit of use bottles of 90
NDC 0006-0732-82 bottles of 1,000
NBC 0006-0732-87 bottles of 10,000.

Shown in Product Identification Guide, page 323
Storage
Store between 5-30°C (41-86°F). Tablets MEVACOR must
be protected from light and stored in a well-closed, light:
resistant container,

7825350 Issued April 2001

CFAD Ex. 1021 (25 of 44)




PRODUCT INFORMATION

MERCK/2041

COPYRIGHT-© MERCK & CO., INC., 1987, 1989, 1991
Al rights reserved
Shown in Product Identification Guide, page 323

MIDAMOR® Tablets B
{Amitoride HCl)

DESCRIPTION

Amiloride HCl, an antikaliuretic-diuretic agent, is a pyra:
zine-carbonyl-guanidine that is unrelated chemically to
other known antikaliuretic or diuretic agents. It is the salf
of a moderately strong base (pKa 8.7). It is designated]
chemically as 3,5-diamino-6-chloro-N -(diaminomethylene
pyrazinecarboxamide monohydrochloride, dihydrate and]
has a molecular weight of 302,12, Its empirical fnrmula i)
CeHgCIN,O-HC1-2H,0 and its structural formula is:

amterene, Potagsium supplementation in the form of medi:
cation, potassium-containing salt substitutes or a potassi-
um-rich diet should not be used with MIDAMOR except in
severe and/or refractory cases of hypokalemia. Such con-
comitant therapy can be associated with rapid increases in
serum potassium levels. If potassium supplementation is
used, careful ‘monitoring of the serum potassium level is
necessary.
Impaired Renal Function
Anuria, acute or chronic renal insufficiency, and evidence of
diabetic nephropathy are contraindications to the use of MI-
DAMOR. Patients with evidence of renal functional impair-
ment (blood urea nitrogen [BUN] levels.over 30 mg per 100
mL or serum creatinine levels over 1.5 mg per 100 mL) or
diabetes mellitus should not receive the drug without care-
ful, frequent and. continuing monitoring of sérum eléctro-
Iytes, creatinine, and BUN levels, Potassium retention as-
sociated with the use of an antikaliuretic agent is accentu-
ated in the presence of renal impairment and may result in
the rapid development of hyperkalemia.
Hypersenszthty

IDAMOR is contramdlcated in patients who are hyper-
sensitive to this product

WARNINGS
Hyperkalemia

MIDAMOR®* (Amiloride HCI) is available for oral use as tab-
lets containing 5 mg of anhydrous amiloride HCI. Each tab-|
let contains the following inactive ingredients: calcium|
phosphate, D&C Yellow 10, iron oxide, lactose, magnesium|
stearate and starch.

“Registered trademark of MERCK & CO.,, Inc.
CLINICAL PHARMACOLOGY
MIDAMOR is a potassium-conserving (antikaliuretic) drug]

that possesses weak (compared with thiazide diuretics) na-
triuretic, diuretic, and antihypertensivé activity, These ef-

fects have been partially additive to the effects of thiazide|]

diuretics in some clinical studies: When administéred with
a thiazide or loop diuretic, MIDAMOR has been shown to
decrease the enhanced urinary excretion of magnesium
which occurs when a thiazide or loop diuretic is used. alone.

Like other potassium-conserving agents, amiloride
may cause hyperkalemia (serum potassium levels
greater than 5.5 mEq per liter) which, if uncorrected,
is potentially fatal. Hyperkalemxa occurs commonly
(about 10%) when amiloride is used without a kaliu-
retic diuretic. This incidence is greater in patients
with renal impairment, diabetes mellitus (with or
without recognized renal insufficiency); and in the el-
derly. When MIDAMOR is used concomitantly with a
thiazide diuretic in patients without these complica-
tions, the risk of hyperkalemia is reduced to about
1-2 percent. It is thus essential to’ tonitor serum po-
tassium levels carefully-in any patient receiving
amiloride, particularly when it is first introduced, at
the time of diuretic dosage adjustments, and during
any illness that could affect renal function. R

The risk of hyperkalemia may be increased when potassi-

MIDAMOR has potassium-conserving activity in patients
receiving kaliuretic-diuretic agents.
MIDAMOR is not an aldosterone antagonist and its eﬁects
are seen even in the absence of aldosterone.
MIDAMOR exerts its potassium sparing effect through the
inhibition of sodium reabsorption at the distal convoluted
tubule, cortical collecting tubule and collecting duct; this de-
creases the net negative potential of the tubular lumen and
reduces both potassium and hydrogen secretion and their
subsequent excretion. This mechanism accounts in large
part for the potassium sparing action of amiloride.
MIDAMOR usually begins to act within 2 hours after an
oral dose. Its effect on electrolyte excretion reaches a peak
between 6 and 10 hours and lasts about 24 hours. Peak
plasma levels are obtained in 3 to 4 hours and the plasina
half-life varies from 6 to 9 hours. Effects on electrolytes in-
crease with single doses of amiloride HCI up to appro)u»
mately 15 mg,
Amiloride HCl is not metabolized by the liver but-is ex-
creted unchanged by the kidneys. About 50 percent of a
20 mg dose of MIDAMOR is excreted in the urine and 40
percent in the stool within 72 hours. MIDAMOR has little
effect on glomerular filiration rate or renal blood flow. Be-
cause amiloride HCl is not metabolized by the liver, drug
accumulation is not anticipated in patients with- hepatic
dysfunction, but accumulation can occur if the hepatorenal
syndrome develops.

INDICATIONS AND USAGE

MIDAMOR is indicated as adjunctive treatment with thia-
zide diuretics or other kaliuretic-diuretic agents in conges-
tive heart failure or hypertension to:
a. help restore normal serum potassium levels in patients
who develop hypokalemia on the kaliuretic diuretic

b. prevent development of hypokalemia in patients who
would be exposed to particular risk if hypokalemia
were to develop, e.g., digitalized patients or patients
with significant cardiac arrhythmias.

The use of potassinm-conserving agents is often unneces-
sary in patients receiving diuretics for uncomplicated essen-
tial hypertension when such patients-have a normal diet.
MIDAMOR has little additive diuretic or antihypertensive
effect when added to a thiazide diuretic.
MIDAMOR should rarely be used alone. It has weak (com-
pared with thiazides) diuretic and antihypertensive effects. .
Used as single agents, potassium sparing diuretics, includ-
ing MIDAMOR, result in an increased risk of hyperkalemia
(approximately 10% with amiloride). MIDAMOR should be
used alone only when persistent hypokalemia has been doc-
umented and only with careful titration of the dose and
close monitoring of serum electrolytes.

CONTRAINDICATIONS

Hyperkalemia
MIDAMOR should not be used in the presence of elevated
serum potassium levels (greater than 5.5 mEq per liter).
Antikaliuretic Therapy or Potassium Supplementation

MIDAMOR should not be given to patients receiving other
potassium-conserving agents, such as spironolactone or tri-

um-conserving agents, including MIDAMOR, are adminis-
tered concomitantly with an angiotensin-converting enzyme
inhibitor, cyclosporine or tacrolimus. (See PRECAUTIONS,
Drug Interactions. ) Warning signs or symptoms of hyperka-
lemia include paresthesias, muscular weakness, fatigue,
flaccid paralysis of the extremities, bradycardia, shock, and
ECG abnormalities. Monitoring of the serum potassium
level is essential because mild hyperkalemia is not usually
associated with an abnormal ECG.

When abnormal, the ECG in hyperkalemia is cha1 acterized
primarily by tall, peaked T waves or elevations from previ-
ous tracings. There may also be lowering of the R wave and
increased depth of the S wave, widening and even disap-
pearance of the P wave, progressive widening of the QRS
complex, prolongation of the PR interval, and ST depres-
sion.

Treatment of hyperkalemia: If hyperkalexma oceurs in pa-
tients taking MIDAMOR, the drug should be discontinued
immediately. If the serum potassium level exceeds 6.5 mEq
per liter, active measures should betaken to reduce it. Such
measures include the intravenous administration of sodium
bicarbonate solution or oral or parenteral glucose with a

| rapid-acting insulin preparation. If needed, a cation ex-

change resin such as sodium polystyrene sulfonate may be
given orally or by enema. Patients with pel sistent hyperka-
lemia may require dialysis.

Diabetes Mellitus

In diabetic patients, hyperkalemia has been reported with
the use of all potassium-conserving diuretics, including MI-
DAMOR, even in patients without evidence of diabetic
nephropathy, Therefore, MIDAMOR should be avoided, if
possible, in diabetic patients and, if it is used, serum elec-
trolytes and renal function must be monitored frequently.
MIDAMOR should be discontinued at least three days be-
fore glucose tolerance testing.

Metabolic or Respiratory Acidosis

Antikaliuretic therapy should be instituted only with cau-
tion in severely ill patients in whom respiratory or meta-
bolic acidosis may occur, such as patients with cardiopulmo-
nary disease or poorly controlled diabetes. If MIDAMOR is
given to these patients, frequent monitoring of acid-base
balance is necessary. Shifts in acid-base balance alter the
ratio of extracellular/intracellular potassium; and the devel-
opment of acidosis may be associated with rapid increases
in serum potassium levels.

PRECAUTIONS

General .
Electrolyte Imbalance and BUN Increases

Hyponatremia and hypochloremia may occur wh’én‘MI-

DAMOR is used with other diuretics and increases in BUN
levels have been reported. These increases usually have ac-
companied vigorous fluid elimination, especially when di-
uretic therapy was used in seriously ill patients, such as
those who had hepatic cirrhosis with ascites and metabolic

‘alkalosis, or those with resistant edema. Therefore, when

MIDAMOR is given with other diureties to such patients,
careful monitoring of serum eléctrolytes and BUN levels is
important. In patients with pre-existing severe liver dis-

ease, hepatic encephalopathy, manifested by tremors, con-
fusion, and coma, and increased jaundice, have been re-
ported in association with diuretics, including amiloride
HCL .

Drug Interactions

When amiloride HCI is administered concomxtantly with an
angiotensin-converting enzyme inhibitor, .cyclosporine or
tacrolimus, the risk of hyperkalemia may be increased.
Therefore, if concomitant use of these agents is indicated
because of demonstrated hypokalemia, they should be used
with caution and with frequent monitoring of serum potas-
sium. (See WARNINGS.)

Lithium generally should not be given with diuretics be-
cause they reduce its renal clearance and add a high risk of
lithium toxicity. Read circulars for lithium preparations be-
fore use of such concomitant therapy.

In some patients, the administration of a non-steroidal anti- -

inflammatory agent can reduce the diuretic, natriuretic,
and antihypertensive effects of loop, potassium-sparing and
thiazide diuretics. Therefore, when MIDAMOR and non-
steroidal anti-inflammatory agents are used concomitantly,
the patient should be observed closely to determine if the
desired effect of the diuretic is obtained. Since indomethacin
and potassium-sparing diuretics, including MIDAMOR,
may each be associated with increased serum potassium
levels, the potential effects on potassium kinetics and renal
function should be considered when these agents are admin-
istered concutrently.

Carcinogenicity, Mutagenicity, Impairment of Fertility
There was no .evidence of a' tumorigenic effect when
amiloride HCl was administered for 92 weeks to mice at
doses up to 10 mg/kg/day (25 times the maximum daily hu-
man dose). Amiloride HCI has also been administered for
104 weeks to male and female rats at doses up to 6 and
8 mg/kg/day (15 and 20 times the maximum daily dose for
humans, respectively) and showed no evidence of carcinoge-
nicity.

Amiloride HCI was devoid of mutagenic acthty in various
strains of Salmonella typhimurium with or without a mam-
malian liver microsomal actlvatlon system (Ames test). '
Pregnancy

Pregnancy Categoz y "B’ Tera.t.ogemc:ty studies with
amiloride HCl in rabbits and mice given 20 and 25 times the
maximum human dose, respectively, revealed no evidence of
harm to the fetus, although studies showed that the drug
crossed the placenta in modest amounts. Reproduction stud-
ies in rats at 20 times the expected maximum daily dose for
humans showed no evidence of impaired fertility. At approx-
imately 5 or more times the expected maximum daily dose
for humans, some toxicity was seen in adult rats and rabbits
and a decrease in rat pup growth and survival occurred.
There are, however, no adequate and well-controlled studies
in pregnant women. Because animal reproduction studies
are not always predictive of human response, this drug
should be used during pregnancy only if clearly needed.
Nursing Mothers

Studies in rats have shown that amiloride is excreted in
milk in concentrations higher than those found in blood, but
it is not known whether MIDAMOR is excreted in human
milk. Because many drugs are excreted in human milk and
because of the potential for serious adverse reactions in
nursing infants from MIDAMOR, a decision should be'made
whether to discontinue nursing or to discontinue the drug,
taking into account the importance of the drug to the
mother.

Pediatric Use

Safety and effectiveness in pediatric patients have not been
established. .

Geriatric Use

Clinical studies of MIDAMOR did not include sufficient
numbers of subjects aged 65 and over to determine whether
they respond differently from younger subjects. Other re-
ported clinical experience has not identified differences in
responses between the elderly and younger patients. In gen-
eral, dose selection for an elderly patient should be cautious,
usually starting at the low end of the dosing range, reflect-
ing the greater frequency of decreased hepatic, renal or car-
diac function, and of concomitant disease or other drug ther-

apy.
This drug is known to be substantially excreted by the kid-
ney, and the risk of toxic reactions to this drug may be
greater in patients with impaired renal function. Because
elderly patients are more likely to have decreased renal
function, care should be taken in dose selection, and it may
be useful to monitor renal function. (See CONTRAINDICA-
TIONS, Impaired Renal Function.)

ADVERSE REACTIONS

MIDAMOR is usually well tolerated and, except for hyper-
kalemia (serum potassium levels greater than 5.5 mEq per
liter—see’ WARNINGS), significant adverse effects have
been reported infrequently. Minor adverse reactions were
reported relatively frequently (about 20%) but the relation-
ship of many of the reports to amiloride HCI is uncertain
and the overall freqitency was similar in hydrochlorothia-

Continued on next page

Information on the Merck & Co., Inc., products listed on
these pages is from the full prescribing information in
use September 30, 2002. For information, please call

201
=800 728

Consult 2003 PDR? supplements and future editions for.revisions
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Vivactil—Cont.

v

@

larities among the trieyclic antldepressax\t drugs requi
that each of the reactions be considered when protriptylin
is administered. VIVACTIL is more likely to aggravate agi-
tation and anxiety and produce cardiovascular reactions
such as tachycardia and hypotension.
Cardiovascular: Myocardial infarction; stroke; heart
block; arrhythmias; hypotension, particularly orthostatj
hypotension; hypertension; tachycardia; palpitation
Psychiatric: Confusional states (especlally in the elderly)
with hallucinati disori 1 anxiety, rest-
]essness, agltatwn, hypomania;.exacerbation of psychosis;
insomnia, panic, and nightmares.
Neurological: "Seizures; incoordination; atama, tremor;
peripheral neuropathy; numbness, tingling, and paresthe-
sias of extremities; extrapyramidal symptoms; drowsiness;
dizziness; weakness and fatigue; headache; syndrome of'ip-
appropnate ADH (antidiuretic hormone) secretion; tinnitug;
alteration in EEG patterns.
Anticholinergic: Paralytic ileus; hyperpyrexia; u.rmary 8-
tention, delayed micturition, dxlatatxon of the urinary tract;
constipation; blurred vision, disturbance of accommodation,
increased intraocular pressure, mydriasis; dry mouth and
rarely associated sublingual adenitis.
Allergic: Drug fever; petechiae, skin rash, urticaria, itch-
ing, photosensitization (avoid excessive exposure to sui-
light); edema (general, or of face and tongue).
Hematologic: Agranulocytosis; bone marrow depression;
leukopenia; thrombocytopenia; purpura; eosinophilia.

®

o

ceived inadequate gastrointestinal decontamination. Moni-
toring of plasma drug levels should not guide management
of the patient.

Gastroi al i

All patients suspecbed of a tricyclic antidepressant overdose
should receive gastrointestinal decontamination. This
should include large volume gastric lavage followed by acti-

vated charcoal. If consciousness is 1mpan'ed the. airway
should be secured prior to lavage Emesis is contraindi-.

cated.

Cardiovascular

A maximal limb-lead QRS duration of =0.10 seconds may be
the best indication.of the.severity of the overdose. Intrave-
nous sodium bicarbonate should be used to maintain the
serum pH in the range of 7.45 to 7.55. If the pH response is
inadequate, hyperventilation may also be used. Concomi-
tant use of hyperventilation and sodium bicarbonate should
be done with extreme caution, with frequent pH monitoring.
ApH>7.600ra pCO; <20 mmHg is undesirable. Dysrhyth-

. mias unresponsive to sodium bicarbonate therapy/hyper-

ventilation may respond to lidocaine, bretylium or pheny-
toin. Type 1A and IC antiarrhythmics are generally contra-
indicated (e.g., qmmdme, dlsopyramlde, and proca:namlde)
In rare inst: fusion may be beneficial in acute
refractory cardiovascular instability in patients with acute
toxicity. However, hemodialysis, peritoneal dialysis, ex-
change transfusions, and forced diuresis generally have
been reported as ineffective in tricyclic antidepressant poi-
soning.

CNS

In patients with CNS depression, early mtubatxon is ad-
vised b of the potential for-abrupt deterioration. Sei-

Gastrointestinal: Nausea and vomiting; anorexia; epig:
tric distress; diarrhea; peculiar taste; stomatitis; abdominal
cramps; black tongue
Endocrine: Imp , in dord d libido; gy
ecomastia in the male; breast enlargement and galactor-
rhea in the female; testicular swelling; elevation or depres-
sion of blood sugar levels.
Other: Jaundice (simulating obstructive); altered live
ﬁmctum, parotid swelling; alopecia; flushing; weight gain qr
loss, urinary frequency, nocturia; perspiration.

Withdrawal Symptoms Though not indicative of addi
tion, abrupt of treat: after prol d therapy
may produce nausea, headache, and malaise.

2

DOSAGE AND ADM].NISTRATION

Dosage should be initiated at a low level and increasefl
gradually, noting carefully the clinical response and any ey-
idence of intolerance.
Usual Adult Dosage—TFiftéen to 40 mg a day divided intp
3 or'4 doses. If necessary, dosage may be increased tpo
60 mg a day. Dosages above this amount are not recon-
mended. Increases should be made in the morning dosg.
Adolescent and Elderly Patients—In general, lower dos
ages are recommended for these patients. Five mg
times a day may be given initially, and increased grady
ally if y. In elderly patients, the cardiovasculy
system must be monitored closely if the daily dose e
ceeds 20 mg.
‘When satisfactory improvement has been reached, dosagp
should be reduced to the smallest amount that wili main-
tain relief of symptoms.
Minor adverse reactions require reduction in dosage. Majopr
adverse reactions or evidence of hypersensitivity requirg
prompt discontinuation of the drug.
The safety and effectiveness of VIVACTIL in pediatric pg-
tients have not been established.

G Sar =

OVERDOSAGE

Deaths may occur from overdosage with this class of drugs. *

Multiple drug ingestion (including alcohol) is common in de
liberate tricyclic antidepressant overdose. As managemen
of overdose is complex and changing, it is recommendeg
that the physician contact a poison control center for cux

5

rent information on treatment. Signs and symptoms of tox--

icity develop rapidly after tricyclic antidepressant overdosd,
therefore, hospital monitoring is required as soon as possi-
ble.

MANIFESTATIONS
Critical manifestations of overdosage include: cardiac dys
rhythmias, severe hypotension, convulsions, and CNS def
pression, including coma. Changes in the electrocardiog-
gram, particularly in QRS axis or width, are.clinically sig-
nificant indicators of tricyclic antidepressant toxicity.
Other signs of overdose may include: confusion, disturbed

concentration, transient visual hallucinations, dilated pu. -

pils, agitation, hyperactive reflexes, stupor, drowsiness
muscle rigidity, vomiting, hypothermia, hyperpyrexia, or
any of the symptoms listed under ADVERSE REACTIONS,
MANAGEMENT -

General
Obtain an ECG and 1mmed1ate1y initiate cardiac moniton
ing. Protect the patient's airway, establish an intravenous
line and initiate gasfric decontamination. A minimum of sij
hours of observation with cardiac monitoring and observal
tion for signs of CNS or respiratory depression, hypoten
sion, cardiac dysrhythmias and/or conduction blocks, an
seizures is necessary. If signs of toxicity occur at any time
during this period, extended monitoring is required. Ther
are case reports of patients succumbing to fatal dysrhyth
mias late after overdose. These patients had clinical evi
dence of significant poisoning prior to death and most re

zures should be controlled with b diazepines or, if these
are ineffective, other anticonvulsants (e.g., phenobarbital,
phenytoin). Physostigmine is not recommended except to
treat life-threateriing symptoms that have been unrespon-
sive to other therapies, and then only in close consultation
with a poison control center.

PSYCHIATRIC FOLLOW-UP

Since overdosage is often deliberate, patients may attempt
suicide by other means during the recovery phase. Psychi-
atric referral may be appropriate.

PEDIATRIC MANAGEMENT

The principles of management of child and adult overdos-
ages are similar. Tt is strongly recommended that the phy-
sician contact the local poison control center for specific pe-
diatric treatment.

HOW SUPPLIED
No. 3314—Tablets VIVACTIL, 10 mg, are yellow, oval, film
coated tablets, coded MSD 47 on one side and VIVACTIL on
the other. They are supplied as follows:
NDC 0006-0047-68 bottles of 100

Shown in Product Identification Guide, page 323
Storage
Store at 25°C (77°F); excursions permitted to 15-30°C (59-
86°F) [see USP Contrelled Room ’l‘emperature] Keep con-
tainer tightly closed.-

METABOLISM

Metabolic studies indicate that protriptyline is well ab-
sorbed from the gastrointestinal tract and is rapidly seques-
tered in tissues. Relatively low plasma levels are found after
admu'nstratlon, and only a small amount of unchanged drug
is excreted in the urine of dogs and rabblts Ptehmmary
studies indicate that demethylation of the dary amine
moiety occurs to a significant extent, and ‘that metabolic
transformation probably‘:takes place in the liver. It pen-
etrates the brain rapidly in mice and rats, and moreover
that which is present in the brain is almost all unchanged
drug.
Studies on the disposition of radmactwe protriptyline in hu-
man test subjects showed significant plasma levels within 2
hours, peaking at 8 to 12 hours, then declining gradually.
Urinary excretion studies in the same subjects showed sig-
nificant amounts of radioactivity in 2 hours. The rate of ex-
cretion- was slow. Cumulative urinary excretion during 16
days accounted for approximately 50% of the drug. The fecal
route of excretion did not seem to be important.
7904026 Issued December 1999
Shown in Product Identification Guide, page 323

ZOCOR® Tablets—— B
{simvastatin) .

DESCRIPTION

ZOCOR* (simvastatin) is a lipid-lowering agent that is de-
rived synthetically from a fermentation product of Aspergil-
lus terreus. After oral ingestion, simvastatin, which is an in-
active lactone, is hydrolyzed to the corresponding B-hy-
droxyacid form. This is an inhibitor of 3-hydroxy-3-
methylglutaryl-coenzyme A (HMG-CoA) reductase. This
enzyme: catalyzes the conversion of HMG-CoA to meva-
lonate, which is an early and rate-limiting step in the bio-
synthesis of cholesterol.

Simvastatin is butanoic acid, 2,2-dimethyl-,1,2,3,7,8,8a~
hexahydro-3,7-dimethyl-8-[2-(tetrahydro-4-hydroxy-6-oxo-
2H-pyran-2-yl)-ethyl]-1-naphthalenyl ester, {18-[1a,3a,
78,88(25*,45*),-8aB]]. The empirical formula of simvastatin

Information will be sup ded by and sut

is CysHyg05 and its mnlecu]ar weight is 418.57. Its struc-
tural formula is:

Simvastatin is a white to off-white, nonhygroscopic, crystal-
line powder that is practically insoluble in water, and freely
soluble in chloroform, methanol and ethanol.

Tablets ZOCOR for oral administration contain either 5 mg,
10°mg, 20 mg, 40 mg or 80 mg of simvastatin and the fol-
lowing inactive ingredients: cellulose, hydroxypropyl cellu-
lose, hydroxypropyl methylcellulose, iron oxides, lactose,
magnesium stearate, starch, tale, titanium dioxide and
other ingredients. Butylated hydroxyanisole is added as a
preservative.

*Registered trademark of MERCK & CO., Inc.
CLINICAL PHARMACOLOGY

The involvement of low-density lipoprotein cholesterol
(LDL-C) in atherogenesis has been well-documented in clin-
ical and pathological studies, as well as in many animal ex-
periments. Epidemiological studies have established that
elevated plasma-levels of total cholesterol (total-C), LDL-C,
and apolipoprotein B (Apo B) promote human atherosclero-
sis and are risk factors for developing cardiovascular dis-
ease, while increased levels of high-density lipoprotein cho-
lesterol (HDL-C) and its transport complex, Apo A-1, are as-
sociated with decreased cardiovascular risk. High plasma
triglycerides (TG) and cholesterol-enriched TG-rich lipopro-
teins, including very-low-density lipoproteins (VLDL), inter-
diate-density lipoproteins (IDL), and remnants, can also
promote atherosclerosis. Elevated plasma TG are frequently
found in a triad with low HDL-C and small LDL particles;
as well ag in association with non-lipid metabolic risk fac-
tors for CHD. As such, total plasma TG has not consistently
been shown to be an independent risk factor for CHD. Fur-
thermore, the independent effect of raising HDL-C or low-
ering TG on the risk of coronary and cardiovascular morbid-
ity and mortality has not been determined.
In the Scandinavian Simvastatin Survival Study (4S), the
effect of improving lipoprotein levels with ZOCOR on total
mortality was assessed in 4,444 patients with CHD and
baseline total cholesterol (total-C) 212-309 mg/dL (5.5-8.0
mmol/L). The patients were followed for a median of 5.4
years. In this multicenter, randomized, double-blind,
placebo-controlled study, ZOCOR significantly reduced the
risk of mortality by 30% (11.5% vs 8.2%, placebo vs
ZOCOR); of CHD mortality by 42% (8.5% vs 5.0%); and of
having a hospital-verified non-fatal myocardial infarction
by 37% (19.6% vs 12.9%). Furthermore, ZOCOR signifi-
cantly reduced the risk for undergoing myocardial revascu-
larization procedures (coronary artery bypass grafting or
percutaneous transluminal coronary angioplasty) by 37%
(17.2% vs 11.4%) [see CLINICAL PHARMACOLOGY, Clin-
ical Studies].
ZOCOR has been shown to reduce both normal and elevated
LDL-C concentrations. LDL is formed from very-low-density
lipoprotein (VLDL) and is catabolized predominantly by the
high-affinity LDL receptor. The mechanism of the LDL-
lowering effect of ZOCOR may involve both reduction of
VLDL cholesterol concentration, and induction of the LDL
receptor, leading to reduced production and/or increased ca-
tabolism of LDL-C. Apo B also falls substantially duriig
treatment with ZOCOR. As each LDL particle contains one
molecule of Apo B, and since in patients with predominant
elevations in LDL-C (without accompanying elevation in
VLDL) little Apo B is found in other lipoproteins, this
strongly suggests that ZOCOR does not merely cause cho-
lesterol to be lost from LDL, but also reduces the concentra-
tion of circulating LDL particles, In addition, ZOCOR re-
duces VLDL and TG and increases HDL-C. The effects of
ZOCOR on Lp(a), fibrinogen, and certain other independent
biochemical risk markers for CHD are unknown.
ZOCOR is a specific inhibitor of HMG-CoA reductase, the
enzyme that catalyzes the conversion of HMG:CoA to meva-
lonate. The conversion of HMG-CoA to mevalonate is an
early step in the biosynthetic pathway for chiolesterol.
Pharmacokinetics
Simvastatin is a lactone that is readily hydrolyzed in vwoto :
the corresponding B-hydroxyacid, a potent inhibitor of
HMG-CoA reductase. Inhibition of HMG-CoA reductase is
the basis for an assay in pharmacokinetic studies of the
B-hydroxyacid metabolites (active inhibitors) and, following
base hydrolysis, active plus latent inhibitors (total inhibi-
tors) in plasma following administration of simvastatin.
Following an oral dose of C-labeled simvastatin in man,
13% of the dose was excreted in urine and 60% in feces. The
latter represents absorbed drug equivalents excreted in
bile, as well as:any unabsorbed drug. Plasma concentrations
of total radioactivity (simvastatin plus **C-metabolites)
peaked at 4 hours and declined rapidly to about 10% of peak
by 12 hours postdose. Absorption of simvastatin, estimated
relative to an intravenous reference dose, in each of two an-
imal species tested, averaged about 85% of an oral dose. In
animal studies; after oral dosing, simvastatin achieved sub-
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stantially higher concentrations in the liver than in nop-
target tissues. Simvastatin undergoes extensive first-paps
extraction in the liver, its primary site of action, with sup-
sequent excretion of drug equivalents in the bile. As a cop-
sequence of extensive hepatic extraction of simvastatin (ds-
timated to be > 60% in man), the availability of drug to the
general circulation is low. In a single-dose study in nije
healthy subjects, it was estimated that less than 5% of gn
oral dose of simvastatin reaches the general circulation s
active inhibitors. Following administration of simvastatjn
tablets, the coefficient of variation, based on betweep-
subject variability, was approximately 48% for the area up-
der the concentration-time curve (AUC) for total inhibitofy
activity in the general circulation.
Both simvastatin and its B-hydroxyacid metabolite afe
highly bound (approximately 95%) to human plasma prp-
teins. Animal studies have not been performed to determige
whether simvastatin crosses the blood-brain and placentpl
barriers. However, when radiolabeled simvastatin was afl-
ministered to rats, simvastatin-derived radioactivify
crossed the blood-brain barrier.

The major active metabolites of simvastatin present in h
man plasma are the f-hydroxyacid of simvastatin and i
6'-hydroxy, 6'-hydroxymethyl, and 6'-exomethylene deriv;
tives. Peak plasma-coricentrations of both-active and tot
inhibitors were. attained within. 1.3 to 2.4 hours postdos
While the recommended therapeutic dose range is 5

80 mg/day, there was no substantial deviation from lineari
of AUC of inhibitors in the general circulation with an i
crease in dose to as high as 120 mg. Relative to the.fasti
state, the plasma profile of inhibitors was not affected whe
simvastatin was administered immediately before an Ame|
ican Heart Association recommended low-fat meal.
In 2 study including 16 elderly patients between 70 and 7
years of age who received ZOCOR:40 mg/day, the meq
plasma level of HMG-CoA reductase inhibitory activity w4

‘-=m“<ogvﬂ.m*.-.

w B 00

increased approximately 45% compared with 18 patients bg- -

tween' 18-30 years of age. Clinical study experience in tHe

elderly (n=1522), suggests that there were no overall diffef- -

ences in safety between elderly and younger patients (sde
PRECAUTIONS, Geriatric Use)..
Kinetic studies with another reductase 1nh1b1tor, having [a
similar principal route of elimination, have: suggested thqt
for a given dose level higher systemic exposure may He
achieved in patients with severe renal insuﬁiciency,(as meg-
sured by creatinine clearance).
In a study of 12 healthy volunteers, sxmvastatm at thie
80-mg dose had no effect on the metabolism of the probe cy-
tochrome P450 isoform 3A4 (CYP3A4) substrates midd-
zolam and erythromycin. This indicates that simvastatin 1s
not an inhibitor of CYP3A4, and, therefore, is not expectefl
to affect the plasma levels of other drugs metabolized b
CYP3A4.
The risk of myopathy is increased by high .levels of HMG-
CoA reductase inhibitory activity in plasma: Potent inhib}-
tars of CYP3A4 can raise the plasma levels of HMG-Cof
reductase inhibitory activity and increase the risk of myog-
athy (see WARNINGS, Myopathy/Rhabdomyolysis anfi.
PRECAUTIONS, Drug Interactions).
Simvastatin is a substrate for CYP3A4 (see PRECAU
TIONS, Drug Interactions). Grapefruit juice contains one o
more components that inhibit CYP3A4 and can increase thi
plasma concentrations of drugs metabolized by CYP3A4. In.
one study®*, 10 subjects consumed 200 mL of doublg-
strength grapefruit juice (one can of frozen concentrate-d
luted with: one rather than 3 cans of water) three time]
daily for 2 days and an additional 200 mL double-strengt]
grapefruit juice together-with and 30 and 90 minutes follow
ing a single dose of 60 mg simvastatin on the third day. Thi
regimen of grapefruit juice Tesulted in mean increases i
the concentration (as mleasured by the area under. th
concentration-time curve) of active and total HMG-CoA ret
ductase inhibitory activity [measured using a radioenzym¢
inhibition assay both before (for active inhibitors) and afte
(for total inhibitors) base hydrolysis] of 2.4-fold and 3.6-fold
respectively, and of simvastatin and its- B-hydroxyacid mel
taholite [measured using a chemical assay—liquid chroms|
wgraphy/tandem méss spectrometry’ of 16-fold and 7+ fold|
respectively. In a second study, 16 subjects consumed on:
8 oz glass of single-strength @apeﬁ'ult juice (ane.can of fro)
zen concentrate diluted with 3 cans of water) with breakfas}
for 3 consecutive days and a single dose of 20 m
simvastatin in the evening of the third day. This regimen o
grapefruit juice resulted in & mean increase in the plasmg

T

T

concentration (as measured by -the area under thg -

concentration-time curve) of active and total HMG-CoA re
ductase inhibitory activity (using a validated enzyme inhi
bition assay different from that used in the first** stud;
both before (for active inhibitors) and after (for total inhibi
tors) base hydrolysis] of 1.13-fold and 1.18-fold
respectively, and of simvastatin and its B-hydroxyacid' me
tabolite [measured using a chemical assay—liquid chromia;
tography/tandem mass spectrometry] ‘of 1.88-fold and 1.31
{old, respectively. The effect of amounts of grapefruit-juicq
between those used in.these two stiidies on simvastatidg
pharmacokinetics has not been studied.

*#Lilja JJ, Kivisto KT, Neuvonen PJ,-Clin Pharmacol The
1998;64(5):477-83.
Clinical Studies
Coronary Heart Disease
In 48, the effect of therapy with ZOCOR on total mortality*
was assessed in 4,444 patients with CHD and baseline total
cholesterol 212-309 mg/dL (5.5~8.0 mmol/L). In this multi

center, randomized, double-blind, placebo-controlled study,
patients .were treated with standard:.care, including diet,
and either ZOCOR 20-40 mg/day (n=2,221) or placebo
(n=2,223) for a median duration of 5.4 years. Aftersix weeks
of treatment with ZOCOR the median (25% and 75™ percen-
tile) changes in LDL-C, TG, and HDL-C were —39%(—46,
—-31%), —19% (~31, 0%), and 6% (—~3, 17%). Over the course
of the study, treatment with ZOCOR led to mean reductions
in total-C, LDL-C and TG of 25%, 35%, and 10%, respec-
tively, and a mean increase in HDL-C of 8%. ZOCOR signif-
icantly reduced the ‘fisk of mortality (Figure 1): by 30%,

(p=0.0003, 182 deaths in the ZOCOR group vs 256 deaths i R

the placebo group). The risk of CHD mortality was signifi~

- cantly reduced by 42%, (p=0.00001, 111 vs+189 deaths).

There was no statistically sxgmﬁcant difference befween
groups in non-cardiovascular mortality: ZOCOR also signif-

icantly decreased the risk of having major coronary events-

(CHD mortality plus hospital-verified and silent non-fatil

myocardial infarction [MI]) (Figure 2) by 84%, {5<0.00001;

431 vs 622 patients. with one or miore événts). The risk: of |
| having a hospital-verified non-fatal MI was redixced’by 37%.".

ZOCOR significantly reduced the risk for undergoing myo-

cardial revascularization procedures (coronary artery by~
pass grafting or percutaneous transluminal ¢oronary angi-
oplasty) by 37%, (p<0.00001, 252 vs 383

more, ZOCOR 51gn1ﬁcantly reduced ‘the " risk of fatal plus,

non-fatal cerebrovascular events (combined stroke and
transient ischemic attacks) by 28% (p=0.033, 75 vs 102 pa-
tients). ZOCOR reduced.the risk of major coronary events to
a similar extent across:the range of baseline total and LDL
cholesterol levels, Because there were only 53 female
deaths, the .effect of ZOCOR on mortality in women could
not be adequately assessed. However, ZOCOR significantly

_lessened the risk of having major coronary events by 34%

(60 vs 91 women with one or more event). The randomiza-

< tion was stratified by angina alone (21% of each treatnient

group) or a previous MI. Because there were only 57 deaths
-among the patients with angina alone at baseline, the effect
of ZOCOR on mortality in this subgroup could not be ade-

quately assessed. However, trendsdn reduced coronary mor- ..

tality, major coronary events and revascularization proce-

dures were consistent between this group and the total

study cohort. Additionally; in this study, 1,021 of the pa-
tients -were .65 and.older. Cholesterol reduction with
simvastatin resulted in similar decreases in relative risk for

| _ total mortality, CHD mortality, and major coronary events .
in these elderly patients, compared with younger patients.

Figure 1

Simvastatin
+ Placebo

Log-rank pv='0.0003

T T T T T 1 -
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Figure 2

Proporon without major CHO event
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'Angtographzc Studzes

In the Multicenter Anti-Atheroma Study, the effect of ther-
apy with simvastatin on atherosclerosis was assessed by
quantitative coronary angiography in hypercholesterolemic
men and women with coronary heart disease. In this ran-
domized, double-blind, controlled study, patients with a
mean baseline total-C value of 245 mg/dL (6.4 mmol/L) and
a mean baseline’ LDL-C value.of 170 mg/dL (4:4 mmol/L)

were treated with conventional measures -and -with °

simvastatin 20 mg/day or placebo. Angiograms were evalu-
ated at baseline, two and four years. A total of 347 patients
had a baseline anglog‘ram and at least one follow-up angio-
gram. The co-primary endpoints of the. study were mean
change per-patient.in minimum and ‘mean lumen diam-
eters, indicating focal and diffuse disease; respectively.
Simvastatin significantly slowed the progression of lesions

as measured in the final ang‘mg‘ram by both these param-~
eters (mean changes in minimum lumen diameter: —0.04
mm with simvastatin vs ~0.12 mm with placebo; mean
changes in mean lumen: diameter: —0.03 mm with

~ simvastatin .vs —0.08 mm with. placebo), as well as by

change from baseline in percent diameter stenosis (0.9%
simvastatin vs 3.6% placebo). After four years, the groups
also differed significantly in the proportions of patients cat-- .
egorized with-disease progression (23% simvastatin vs 33%
placebo) and disease’ regression (18% simvastatin vs 12% .
placebd). In addition, simvastatin significantly decreased
the proportion of patients with new.lesions {(13% simvasta:
tin vs 24% placebo) and with new total occlusions (5% vs
11%). The mean change per-patient in mean and minimum
lumen diameters, calculated by .comparing angiograms; in -
the -subset, of 274 patients who had matched ang‘iog‘raphic
projections at baseline, two and four years is presented
‘below (Flgm:es 3and 4) :

Figuro 3’

Mean Lumen Diameter
(Mean and Standard En-or)

Qhanga from Basellne (mm)

Figyte 4 -

Mmlmum Lumen Diameter
(Mean and Standard Error)

Change from Baséiine ¢(mm) -

.Primary Hypercholesterolemia .(Fredric:kson ;type IIa ;_nd.
1) $ ¢

ZOCOR, has been shown to be highly effectivé in reducing
total-C 'and LDL-C in heterozygous familial and non- °
familial forms of hypercholesterolemia and in mixed hyper-
lipidemia. A marked response was seen within 2 weeks, and
the maximum thérapeutic response occurred within 4-6
weeks The response ‘was maintdined during chropic ther-"
apy. Furthermore, improving lipoprotein levels with Z0:
COR improved survival in patients with CHD and hyper- .
cholesterolemia treated with 20-40 mg/day for a median of .
5.4 years. :
In a multicenter, double-blind, placebo-controlled; dose-
response study in patients with familial or non-familial hy-
percholesterolemia, ZOCOR given as a single dose in the
:evening (the recommended dosing) was similarly_ effective
as when given on a twice-daily basis. ZOCOR coisistently *
and significantly decreased total-C, LDL-C, total-C/HDL-C
ratio, and LDL-C/HDL-C ratio, ZOCOR also decreased TG
and increased HDL-C..

The results of ‘studies deplctmg the mean response to
simvastatin in patients with primary hypercholesterolemla
and combined (mixed) hyperlipidemia are presented in -
Table 1.

[See table 1 at top of next pagel

In the Upper Dose Comparative Study, the mean reduction
in LDL-C was 47% at the 80-mg dose. Of the 664 patients
randomized to 80 mg, 475 patients with plasma TG
= 200 mg/dL had a median reduction in TG of 21%, while in
189 patients with TG > 200 mg/dL,, the median reduction in
TG was 36%. In thesé studies, panents with TG
> 350 mg/dL were excluded,

Continued on néxtbage ’

Information on the Merck & Co.; Inc., products listed on
these pages is from the full prescribing information in
use September-30, 2002. For information, please call

121

Consult 2003 PDR® 1 and future editions for
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In clinical studies, simvastatin did not impair adrenal r§
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L TABLE 1
Zocor—Cont. Mean Response in Patients with Primary Hypercholesterolemia and Combined (mixed) Hyperlipidemia

. (Mean Percent Change from Baseline After 6 to 24 Weeks)
In the Multi-Center Combined Hyperlipidemia Study, a ran-
domized, 3-period crossover study, 130 patients with com=— TREATMENF ———————————————————— N——TOTAL-C¢— b6 HPL-C—P6+——
bined hyperlipidemia (LDL-C>130 mg/dL and TG: 300- .
700 mg/dL) were treated with placebo, ZOCOR 40, and | EewerDeose & tive Study
80 mg/day for 6 weeks. In a dose-dependent manner ZOCQR - .
40 and 80 mg/day, respectively, decreased mean LDL-C by | ZOCOR 5 mg q.p.m. 109 -19 ~26 10 -12
29 and 36% (placebo: +2%) and median TG levels by 28 and | ZOCOR 10 mg q.p.m. - 110 -23 —30 12 -1
33% (placebo: 4%), and increased mean HDL-C by 13 and inavian Si ly
16% (placebo: 3%) and apolipoprotein A-1 by 8 and 11% (p . | (Mean % Change at Week 6)
cebo; 4%), Placebo . | 2223 .o=1 -1 0 -2
Hypertriglyceridemia (Fredrickson type IV) ‘ZOCOR 20 mg g.p.m. 2221 -28 -38 8 -19
The results of a subgroup analysis in 74 patients with type | _Upper Dose Comparative Study
IV hyperlipidemia from a 130-patient double-blind, placeljo- | (Mean % Change Averaged at
controlled, 3-period crossover study are presented in Tahjle | Weeks 18 and 24)
2. The median baseline values (mag/dL) for the patients fn | ZOCOR 40 mg q.p.m. 433 -81 —41 9 -18
this study were: total-C = 254, LDL-C = 135, HDL-C = g6, | ZOCOR 80 mg q.p.m. 664 —36 —47 8 -2
TG = 404, VLDL-C = 83, and non-HDL- c = 9215, Multi-Center Combined Hyperlij 1dem1a Stud
[See table 2 at right] ] ﬁ__g__.____fﬁm % Change at WE%
Dysbetalipoproteinemia (Fredrickson type III) 7 Facebo. 125 1 2 3 -4
The results of a subgroup analysis in 7 patients with type | ZOCOR 4 mg qp.m. 123 -25 —-29 13 -28
III hyperlipidemia (dysbetalipoproteinemia) (apo E2/2) | ZOCOR 80 mg q.p.m. 124 -31 -36 16 -3
(VLDL-C/TG>0.25) from a 130-patient double-blin] L S medi
placebo-contm]led, 8-period crossover study are pr median percent change
in Table 3. In this study the median baseline values (mg/di})
were: total-C = 324, LDL-C = 121, HDL-C = 31, TG = 41}, TABIE Y
. Pg?e?%agle 31;712 ;;‘}i ]non‘HDL -C = 291. Six-week, Lipid-lowering Effects of Slmvastil;iatm in Type IV Hyperlipidemia

Homosyguns Fansiial Hypercholesterolemia Median Percent Change (26% and 75% percentile) from Baselme
In a controlled clinical study, 12 patients 15-39 years of agp T—TREATMENT N TotatC O HOLC TG VDL T NomHDLC
with homozygous familial. hypercholesterolemia receivefl -
simvastatin 40 mg/day in a single dose or in 3 divided dose: Placebo T4 +2 +1 8 =9 =7 T
or 80 mg/day in 3 divided doses. Eleven of the 12 patienth . (7,47 (-8, +14) (-8, +10) (25, +18) (—25, +11) (-9, +8)
had reductions in LDI-C. In those patients with reductiong, ZOCOR 40 mg/day 74 -25 -2 +11 —~29 -37 ~32
the mean LDL-C changes for the 40- and 80-mg doses welp (=384, —19) (=40, —17)  (+5,+23) (—43, -16) (—54,-23) (-42,-23)
14% (range 8% to 28%, median 12%) and 30% (range 14% ZOCOR 80 mg/day 74 -32 -37 +15 -~34 —~41 -38
46%, median 29%), respectively. One patient had an i (—388, —24) (—46, —26)  +5,423) (—4b, ~18) (—57, -28) (—49, -32)
creagse of 15% in LDL-C. Another patient with abserf :
LDL-C receptor function had an LDL-C reduction of 41§
with the 80-mg dose. TABLE 3
Endocrine Function ing Effects of Si in Type I1I Hyperlipidemia

Six-week, Lipid-1
. Median Percent Change (min,max) from Baseline

serve or significantly reduce basal plasma cortisol
tration. Small reductions from baseline in basal plasma teg
tosterone in men were observed in clinical studies with sinf
vastatin, an effect also observed with other inhibitors

HMG-CoA reductase and the bile acid sequestrarg
cholestyramine. There was no effect on plasma gonadotr
pin levels, In a placebo-controlled 12-week study there w4
no significant effect of simvastatin 80 mg on the plasma teg-
tosterone response to human chorionic gonadetropin (hCGY.
In another 24-week study, simvastatin 20-40 mg had no d4-
tectable effect on spermat is. In 4S, in which 4,444 pg-

tients were randomized to simvastatin 2040 mg/day or pl

cebo for a median duration of 5.4 years, the i
male sexual adverse events in the two treatment groupp
was not significantly different. Because of these factors, th)
small changes in plasma testosterone are unlikely to b
clinically significant. The effects, if any, on the pituitary-

gonadal axis in pre-menopausal women are unknown.
INDICATIONS AND USAGE

Therapy with lipid-altering agents should be considered i
those individuals at increased risk for atherosclerosig

related clinical events as a function of cholesterol level, thi
presence of CHD, or other risk factors. Lipid-altering agentp
should be used in addition to a diet restricted in saturatel
fat and cholesterol when the response to diet and other non
pharmacological measures alone has been inadequate (sep -
National Cholesterol Education ngram [NCEP) Treaf
ment Guidelines, below).
Coronary Heart Disease
In patients with coronary heart disease and hypercholestel-

| TREATMENT N Total-C LDL-C + IDL HDL-C TG VLDL-C+IDL Non-HDL-C
f | Placebo 7 -8 -8 -2 C 44 ~4 -8
(—24,+34) (—27,+23) (—21,+16)  (<22,+90) (-28,+78) (—26,—39)
ZOCOR 40 mg/day 7 —- ~50 +7 -41 ~5 ~57
. (—66,—39) (—60,-31) (—8,+23) (~74,-16) (—90,—-37) (-72,-44)
ZOCOR 80 mg/day 7 —52 -51 +7 -38 -60 -b9
. (—55,-41) (-57,-28) (—5,+29) (—58,42) (—72,~39) (~61,—46}
kit T
.LDL-C Goals and Cutpomts for Therapeutic Lifestyle Ch
and Drug Therapy in Different Risk Categories
LDL Level at Which to LDL Level at Which to
Risk Category LDL Goal Initiate Tt tic Lifestyle Ch der Drug Therapy
. (mg/dl) " (mg/dL) (mg/dL)
CHD' or CHD <100 =100 =130
risk equi (100-129: drug optionall
(10-year risk >20%) . -
2+ Risk factors <130 =130 10-year risk 10-20%: =130
(10 year risk =20%) 10-year risk <10%: = 160
0-1 Risk factor™t <160 =160 =190
(160-189: LD1L-lowering
drug optional)

t CHD, Coronary heart disease
" Some authorities recommend use of LDL-lowering drugs in this category if an LDL-C level of <100 mg/dL cannot be

olemia, ZOCOR is indicated to:

* Reduce the Trisk of total mortality by reducing coronarf
death;

. Redune the risk of non-fatal myocardial infarction;

lari;

achieved by therapeutic lifestyle ch Others prefer use of drugs that primarily modzfy triglycerides and HDL-C,

e.g., nicotinic acid or fibrate. Clinical judgment also may call for deferring drug therapy in this subcategory.

T Almost all people with 0-1 risk factor have a 10-year risk <10%; thus, 10-year risk assessment in people with 0-1 risk
factor is not necessary.

* Reduce the risk for undergoing myocardial rev:
tion-procedures;

 Reduce the risk of stroke or transient ischemic attack,

(For a discussion of efficacy results in the elderly and othe]

proteinemias, obstructive liver disease; other drug therapy, | At the time of hospitalization for an acute coronary event,

pre-defined subgroups, see CLINICAL PHARMACOLOGY
Clinical Studies.)
Hyperlipidemia
+ ZOCOR is indicated to reduce elevated total-C, LDL-Q
Apo B, and TG, and to increase HDL-C in patients with
primary hypercholesterolemia (heterozygous familial angl
nonfamilial) and mixed dyshpldemla (Fredrickson typep
Ila and IIb**%), ’
' o ZOCOR is indicated for the treatment of patients with hyt
pertriglyceridemia (Fredrickson type IV hyperlipidemia}.
* ZOCOR is indicated for the treatment of patients with
primary dysbetalipoproteinemia (Fredrxekson type II[
hyperlipidemia).
¢ ZOCOR is also indicated to reduce total-C and LDL-C in
patients with homozygous familial hypercholesterolemia
as an adjunct to other lipid-lowering treatments (e.g.
LDL apheresis) or if such treatments are unavailable.
General Recommendations .
Prior to initiating therapy with sxmvastatm secondar
causes for hypercholesterolemia (e.g., poorly controlled dia-
betes mellitus, hypothyroidism, nephrotic syndrome, dys|

and

consideration can be given to initiating drug therapy at dis-
charge if the LDL-C is = 130 mg/dL (see NCEP Treatment
Guidelines, above).

Since the goal of treatment is to lower LDL-C, the NCEP
recommends that LDL-C levels be used to initiate and as-
-sess treatment response. Only if LDL-C levels are not avail-
able, should the total-C be used to monitor therapy.
ZOCOR is indicated to reduce elevated LDL-C and TG lev-
els in patients with Type IIb hyperlipidemia (where hyper-
cholesterolemia is the major abnormality). However, it.has
not been studied in conditions where the major abnormality
is elevation of chylomicrons (i.e., hyperlipidemia Fredrick-
son types I and V). ¥#*

alcoholism) should be excluded, and a lipid profile per-
formed to measure total-C, HDL-C, and TG. For patients
with TG less than 400 mg/dL (< 4.5 mmol/L), LDL-C can be
estimated using the following equation:

LDL-C = total-C — [(0.20 X TG) + HDL-C]

For TG levels > 400 mg/dL (> 4.5 mmol/L), this equation is
less accurate and LDL-C concenirations should be deter-
mined by ultracentrifugation. In many hypertriglyceridemic
patients, LDL-C may be low or normal despite elevated
total-C. In such cases, ZOCOR is 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.

The NCEP Treatment Guidelines are su.mmanzed in Table
4

***Classification of Hyperlipoproteinemias

[See table 4 above] Lipid

After the LDL-C goal has been achieved, if the TG is still Lipoproteins Elevations
=200 mg/dL, non-HDL-C (total-C minus HDL-C) b a e elevated major minor
secondary target of therapy. Non-HDL-C goals are set | I (rare) chylomicrons TG t—-C
30 mg/dL higher than LDL-C goals for each risk category.. L C -

Ha

Information will be ded by
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b LDL, VLDL C TG

11 (rare) IDL : CITG —

v VLDL ) TG 1-C

V (vare) chylomicrons, =~ TG 1-C
VLDL Co

C= cholestero] TG = tnglyceudes
LDL = low-density lipoprotein,

VLDL = very-low-density lipoprotein,
DL = intermediate-density lipoprotein.

CONTRAINDICATIONS

Hypersenswmty to any component of this medication.
Active liver disease or unexplained persmtent elevatmns f
serum transaminases (see WARNINGS). .
Pregnancy and lactation: Atherosclerosis is a chronic prp-
cess and the discontinuation of lipid-lowering drugs during

pregnancy should have little impact-on the outcome of Jong--

term therapy of primary hypercholesterolemia. Moreovdr,
cholesterol and-other products of the cholesterol biosynth
sis pathway are essential components for fetal developmen
including synethesis of steroids and cell membranes, B
cause of the ability of inhibitors of HMG-CoA reducta:
such as ZOCOR to decrease the synthesis of cholesterol an
possibly other products of the cholesterol biosynthesis pat
way, ZOCOR .is- contraindicated during pregnancy and
nursing mothers. ZOCOR should be administered ‘1
women of childbearing age only' when such patients a
highly unlikely to conceive: If the patientbecomes pregnany
while taking this-drug, ZOCOR should be discontinued: ing
mediately and the patient should beé apprised. of the poter]
tial hazard to the fetus (see PRECAUTIONS, Pregnancy)|

WARNINGS
Myopathy/Rhabdomyolysis
Simvastatin, like other inhibitors of H.MG CuA reductas
occasionally cause myopathy manifested as muscle pai
tenderness or weakness with creatine kinase (CK) abo
10%-the upper limit of normal (ULN). Myopathy sometimg
takes the form of thabdomyolysis with or without actite rq
nal failure secondary to myoglobinuria, and rare fatalitig
have occurred. The risk of myopathy is increased by. hig]
levels of HMG-CoA reductase inhibitor activity in plasmg.
¢+ The risk of myopathy/rhabdomyulysis is incréaséd by
t use of sim with the foll
Potent inhibitors of CYP3A4: Cyclosporine, itraconazolq,

P oot ® O3 7 L v

ketoconazole, erythromycin, clarithromyein, HiV protq- -
ase inhibitors, nefazodone, or large quantities of grapq:.
fruit juice {>1 quart daily), particularly with higher.dosep..

of simvastatin (sée below; CLINICAL PHARMACOLOGY,
Pharmacokinetics; PRECAUTIONS, Drug Interactwnu,
CYP3A4 Interactions):

Lipid-lowering drugs that can cause myopatJ whafi

given alone: Gemfibrozil, ether fibrates,. or lipid-lowering.
doses (=1 g/day) of niacin, particularly with higher dose|
of simvastatin (see below; CLINICAL PHARMACOLOGY

Pharmacokinetics; PRECAUTIONS, Drug. Interactions;
Interactions with lipid-lowering drugs that can cause myf.

opathy when given alone).
Other drugs: Amiodarone or verapamil with hlgher dose!
of simvastatin (see PRECAUTIONS, Drug Interactions,
Other drug interactions). In an ongoing clinical tria
_myopathy has been reporied in 6% of patients receiving
simvastatin 80 mg and amiodarene. In_an analysis -of
clinical trials involving 25,248 patients treated. wit}
simvastatin 20 to 80 mg, the incidence of myopathy way
higher in patients lecewmg verapamil and simvastatiyg
(4/635; 0.63%) than in patients taking simvastatin with|
out a caleium channel blocker (13/21,224; 0.061%).
¢ The risk.of myopathy/rhabdomyolysis is dose related|
The incidence in clinical trials, in which patients wer:
carefully monitored and some interacting drugs were ex
cluded, has been approximately 0.02% at 20 mg, 0.07% a
40 mg and 0. 3% at 80 mg.
Consequently:

1. Use of simvastatin concomitantly with itraconazole, ke-
toconazole, erythromycin, clarithromycin, HIV protease.in-.

hibitors, nefazodone, or large quantities of grapefruit juice
{>1 quart daily) should be avoided. If treatment with itra-
conazole, ketoconazole, exythromyein, or clarithromyein- is
unavoidable, therapy with simvastatin should be suspended
during the course of treatment. Concomitant use with other
medicines labeled as having .a potent inhihitory effect on
CYP3A4 at therapeutic doses should be avoided unless the
benefits of combined therapy outweigh the increased risk.

2.The dose of simvastatin should not exceed 10 mg daily in
patients receiving ion with cyclosp

rine, gemfibrozil, other fibrates of lipid-lowering doses (=1-

g/day} of niacin. The cc ! use.of in, with fi-
brates or niacin should be avoided unless the benefit of fur-.
ther alteration in lipid levels is likely-to outweigh the in-
creased risk of this drug combination. Addition of these
drugs to simvastatin typically provides little additional re:

duction in LDL-C, but further reductions.of TG and fur ther B

inereases in HDL-C may be obtained. -, - -
3, The dose of simivastatin shauld not exceed 26 mg dally in-
patlents receiving concomitant medication .with.amio-

mem§0~<

unexplained mllscle pain, tenderhess or weakness.
Simvastatin therapy should be discontinued immediately if
myopathy is diagnosed or suspected. The presence of these

symptoms, and/or a CK level >>10 times the ULN indicates -

myopathy. In most cases; When patients were promptly dis-
continued from treatment, muscle symptoms and CK in-

. creases resolved. Periodic CK determinations may be con-

sidered in.patients starting therapy. with simvastatin or
whose dose is. being increased, but there is mo assurance
that such monitoring will prevent myopathy. .

5. Many of the patients who have developed rhabdumyolysxs
on therapy with simvastatin have had complicated medical
histories, including renal insufficiency usually as a conse-
quence of long-standing diabetes mellitus: -Such- patients
merit -closer monitoring: Therapy with. simvastatin-should
be temporarily stopped a few-days prior to elective major
surgery and when any major medlcal or surgical condltmn
supervenes. .

Liyer Dysfunction X

Persistent increases ({to more than 3X the ULN) in serum
transaminases have occurred in approximately 1% of pa-

tients who received simvastatin in_clinical studies, When -

drug treatment was interrupted or discontinued in these pa-
tients, the transaminase levels usually fell slowly to pre-
treatment lévels. The increases were not associated with
jaundice or other clinical signs or symptoms. There was o
evidence of hypersensitivity.

In 48 (see CLINICAL PHARMACOLOGY, Clinical Studies),
the number of patients with more than one transaminase
elevation to > 3X ULN, over the course of the study, was not
significantly different between the sifivastatin and placebo
groups (14 [0.7%] vs. 12 [0.6%)). Elevated transaminases re-
sulted in the discontinuation of 8 patients from therapy in
the simvastatin group (n=2,221) and 5 in the placebo group
(n=2,223). Of the 1,986 simvastatin treated patients in 4S
with normal liver Tunction tests.(LFTs) at baseline, only 8
(0.4%) developed consecutive LFT elevations to > 83X ULN
and/or were discontinued due to transaminase elevations
during the 5.4 years (median follow-up) of the study. Among
these 8 patients, 5 initially developed these abnormalities
within the first year. All of the patients incthis study re-
ceived .a starting dose of 20 mg-of simvastatin; 87% were
titrated to 40 mg.

In 2 controlled clinical studies in 1,105 patients, the 124
month:incidence of persistent hepatlc transaminase eleva-
tion without regard to drug relationship was 0.9%-and 2.1%
at the 40--and 80-mg dose, respectively. No patients devel-
oped persistent liver function abnormalities following the
initial 6. months of treatment at.a given dose.

It is recommended that fiver function tests be parformed
before the initiation of tr , and periodically thereaf-
ter (e.g., semiannually} for the fitst year of treatment or.un-
til one year after the last elevation in dose. Patients titrated
to the 80-mg dose should receive an additional test at'3
months, Patients who develop iricreased transaminase lev-
els should be monitored with a second liver function evaly-
ation to confirm the finding and be followed thereafter with
frequent liver function tests until the abnormality(ies) re-

- turn to normal. Should an increase in AST or ALT of 3X
ULN or greater persist, withdrawal of therapy with ZOCOR-

is recommended.
The drug should be used with cautmn in patlents who con-
sume substantial quantities of alcohol and/or have a past

history:of liver disease: Active liver diseases-or unexplained-
transaminase elevations are contramdlcatmns to 'Lhe use-of

simvastatin.

As with other lipid- lowermg agents, moderate (less than
3X ULN) elevations of serum transaminases have been re-
ported following therapy with simvastatin. These changes
appeared soon after initiation of therapy with simvastatin,
were often transient, were not accompanied by any symp-
toms and did not require interruption of treatment.

PRECAUTIONS

General

Simvastatin may cause elevation of CK and transaminase
levels (see WARNINGS and ADVERSE REACTIONS). This
should be considered in the differential diagnosis of chest
pain in a patient on therapy with simvastatin, -
Information for Patients

Patients should be advised about substances they should
not take concomitantly with simvastatin and be advised to
report promptly unexplained muscle pain, tenderness, or
weakness {see list below and WARNINGS, :Myopathy/
Rhabdomyolysis). Patients should also be advised to in-
form other physicians prescribing a new medication that
they are taking ZOCOR.

Drug Interactions

CYP3A4 Interactions

Simvastatin is metabolized by CYP3A4 bub hds no CYP3A4
inhibitory activity; therefore it is not expected to affect the
plasma concentrations of other. drugs metabolized by
CYP3A4. Potent inhibitors of CYP3A4 (below) increase
the risk of myopathy by reducmg the ehmmahon of
simvastatin.

darone or verapamil. The coimbined use of si! in at
doses higher than 20 mg daily. with amiodarone or vera-
-pamil should be avoided uniess the clinical benefit is likely
to outweigh the increased risk. of myopathy. - .

4. All patients-starting therapy with simvfastatm, or. whose
dose.of simvastatin is being increased, should be advised
of the.risk of myopathy and told to-report.promptly any

See WARNINGS, My hy/Rhabdomyoly ',and CLIN-
ICAL PHARI\MCOLOGY Pharmacokmetlcs

Itra 1

Ketoconazole

Erythromycin

_ Clarithromycin - N
! HIV protease mhlblturs -

Nefazodone

" Cyclosporine

Large quantities of grapefruit juice (>1 quart daily)
Interactions with lipid-lowering drugs that can cause myop-
athy when given olone

The risk of myopathy is also increased by the following lip-
id-lowering drugs that are not potent CYP3A m’mbltors, but
which can cause myopathy when given alone :

See WARNINGS, # hy/Rhabd
Gemfibrozil

Other fibrates

Niacin (nicotinic acid) {1 glday)
Other drug interactions
Amiodarone or Veraparhil: The' ‘risk of myopathy/rhabdo-
myolysis is inéreased by concomitant administration of.
amiodarong or verapamil (see WARNINGS Myopathy/
Rhabdomyolysis).

Propranolol; In healthy male volunteers there was a sig-
nificant decrease in mean C,,,;, but no change in AUC, for

rv-r

“|- simvastatin total and active inhibitors with concomitant ad-

ministration of single doses of ZO_COR and propranolol, The
clinical relevance of this finding js unclear. The pharmaco:
kinetics of the enantiomers of propranolol were not affectéd.
Digoxin: Concomitant administration of a single dose of
digoxin in healthy male volunteers receiving simvastatin
resulted in.a slight elevation (less than 0.3 ng/mlL) in di-
goxin concentrations in plasma (as measured by a radioim-
munoassay) compared to concomitant administration of pla-
cebo and digoxin. Patients taking digoxin should be moni-
tored appropriately when simvastatin is initiated.

Warfarin: In two clinical studies, one in normal volunteers .
and the other in hyper cholesterolemlc patients, simvastatin
2()—40 mg/day modestly potentiated the effect of coumarin .

" anticoagulants: the prothrombin time, reported as Interna-
: tional Norrnahzed Ratio (INR), increased from a baseline of

1.7 to 1.8 and from 2.6 to 3.4 in_the volunteer and patient -
studies, respectively. With other reductase inhibitors, clini-

" cally evident bleedmg and/or increased prothrombm time

has been reported in a few patients taking coumarin anti-
coagulants concomitantly. In such patients, prothrombm
time should he determined before starting sm)vastatm and
frequently enough during early therapy to insure that no
significant, alteration of.prothrombin time occurs, Once a
stable prothrombin time has been documented, prothrom-
bin times can be monitored .at the intervals usually Tecom-
mended for patlents on coumarin anticoagulants. If the dose

" of simvastatin is changed or dlscontmued the same proce-

dure should be repeated. Simvastatin therapy has not been
assoclated with_bleeding or with changes in prothrombm
.time in patients not takmg antu.oag‘ulants

. CNS Toxicity

Optic nerve degeneranon was seen in chmcally normal dogs
treated with simvastatin for 14 weeks at- 180 mg/kg/day, a
dose that produced mean plasma drug levels about 12 times
higher than the mean plasma drug level in humans taking
80 mg/day.

A chemically similar drug in this class also produced optic

| nerve degenerahon (Wallerian degeneration of retinogen-

iculate fibers) in clinically normal'dogs in'a dose-dependent
fashion starting at 60 mg/kg/day, a dose that produced fean
plasma ‘drug levels about 30 times’ higher than the mean
plasma drug level in humans taking the highest recom-
mended dose (as measured by total enzyme inhibitory activ-
ity). This same diug also produced vestibulocochlear
Wallerian-like degeneratmn and retinal ganglion cell chro-
matolysis in dogs treated for 14 weeks at 180 mg/kg/day, a
dose that resulted in a mean plasma drug level smmlar to
that seen with the 60 mg/kg/day dose.

CNS vaseular lesions, charactsrized by perivascular hemor--
rhage and edema, mononuclear cell infiltration of perivas-
cular spaces, perivascular fibrin deposits and necrosis of
small vessels were seen in dogs treated with simvastatin at,
a dose of 360 mg/kg/day, a dose that produced mean plasma
drug levels that were about 14.times higher thai the mean

. Informanon on the Merck & Co.,

plasma drug levels in’ humans taking 80 mg/day. Similar’
CNS vascular lesions have been abserved wzth Several othez

drugs of this class.

There were cataracts in female rats after two years of treat-

ment with 50 dnd 100 mg/kg/day (22 and 25 times the hu-

man AUC.at 80 mg/day, respectively) and in dogs after three

- months af 90 mg/kg/(lay (19 times) and at two years at.

50. mg/kg/day (5 times).’

Carcmogeneszs, Muta,genesta, Impmrment of FemlLty R

In a-72-week carcinogenicity study, mice were administered
daily deses of simvastatin: of 25,.100,:and 400 mg/kg body
weight, which resulted in mean plasma drug levels approx:
imately 1, 4, and 8 times higher than the mean human
plasma drug level, respectively (as total inhibitory activity
based on AUC) after an 80-mg oral dose..Liver carcinomas

| weve significantly increased in hlgh-dose females and mid-

and high-dose males w1th a maximum incidence of 90% in
males. The incidence of adenomas of the liver was signifi-
cantly increased in mid- and high-dose females. Drug treat-
ment also significantly increased the incidence of lung ad-
enomas in mid- and high-dose males and females. Ad-

. enomas of the Harderian, gland (a gland of the e}e of

B Contmuea' on next page

Inc., products fisted: on
these pages is' from tha full prescnblng information in
use September 30, 2002. For information, please call
1 800- NSC‘MERCK [1-800-672-6372], .

Consult. 2003 PDR®. ki for
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rodents) were significantly higher in high-dose mice than

controls. No evidence of a tumorigenic effect was observe
at 26 mg/kg/day.

In a separate 92-week carcinogenicity study in mice at dos
up to 25 mg/kg/day, no evidence of a tumorigenic effect wag
observed (mean plasma drug levels were 1 times highd
than humans given 80 mg simvastatin as measured 4
AUC).

In a two-year study in.rats at 25 mg/kg/day, there was
statistically significant increase in the incidence of thyroi
follicular-adenomas in female rats exposed to approximatel
11 times higher levels of simvastatin than in humans give
80 mg simvastatin (as measured by AUC).

A second two-year rat carcinogenicity study with doses of
and 100 mgrkg/day produced hepatocellular adenomas anj
carcinomas (in female rats at both doses and in males 4
100 mg/kg/day). Thyroid follicular cell adenomas were in-
creased in males and females at both doses; thyroid follicy-
lar cell carcinomas were increased in females at 100 mg/k;

Pap <nRaoe &5
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ity to be approximately 45% higher in elderly patients be-
tween 70-78 years of age compared with patients between
18-30 years of age. In 45 and other large clinical studies
conducted with simvastatin, 22% of patients were elderly
(1,522 of 6,985 patients were =65 years). Simvastatin sig-
nificantly reduced total mortality and CHD mortality in el-
derly patients with a history of CHD (see CLINICAL PHAR-
MACOLOGY) Llpld lowering efficacy was at Ieasb as great

Hypersensitivity Reactions: An apparent hypersensitivity
syndrome has been reported rarely which has included one
or more of the following features: anaphylaxis, angioedema,
lupus erythematous-like syndrome, polymyalgia rheumat-
ica, dermatomyositis, vasculitis, purpura, thrombocytope-
nia, leukopenia, hemolytic anemia, positive ANA, ESR in-
crease, eosinophilia, arthritis, arthralgia, urticaria, asthe-
nla, photosensitivity, fever, chills, flushing, malaise,

in elderly pati pared with y ts, and
there were no overall differences in safety over the 20 to
80 mg/day dosage range.

+ Manson, J.M., Freyssinges, C., Ducrocq, M.B., Stephen-

son, WP, Postmarketing Surveillance of Lovastatin and
Simvastatin Exposure During Pregnancy, Reproductive
Toxicology, 10(6):439—446, 1996.

ADVERSE REACTIONS

In the. pre-marketing controlied clinical studies and their
open extensions (2,423 patients with mean duration of fol-
low -up of approximately 18 months), 1.4% of patients were

ti d due to adverse experiences attributable to

day. The increased incid of thyroid
to be consistent with findings from other HMG-CoA “redu
tase inhibitors. These treatment levels represented plasmj
drug levels (AUC) of approximately 7 and 15 times (male:
and 22 and 25 times (females) the mean human plasm|
drug exposure after an 80 milligram daily dose.
No evidence of mutagenicity was observed in a microbig
mutagenicity (Ames) test with or without rat or mouse livg
metabolic activation. In addition, no evidence of damage 1
genetic material was noted in an in vitro alkaline elutio)
assay using rat hepatocytes, a V-79 mammalian cell forwan
mutation study, an in viéro chromosome aberration study ij
CHO cells, or an in vivo chromosomal aberration assay i
mouse bone marrow.
There was decreased fertility in male rats treated wit|
simvastatin for 34 weeks at 25 mg/kg body weight (4 time
the maximum human exposure level, based on AUC, in p4
tients receiving 80 mg/day); however, this effect was ng
observed during a subsequent fertility study in whic]
simvastatin was administered at this same dose level {§
male rats for 11 weeks (the entire cycle of spermatogenes:

L7
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ZOCOR. Adverse reactions have usually been mild and
transient. ZOCOR has been evaluated for serious adverse
reactions in more than 21,000 patients and is generally
well-tolerated.

Clinical Adverse Experiences

Adverse experiences occurring at an incidence of 1% or
greater in patients treated with ZOCOR, regardless of cau-
sality, in controlled clinical studies are shown in Table 5.

TABLE 5
i Adverse Experiences in Clinical Studies
Incidence 1 Percent-or Greater, Regardless of Causality

including epldldymal maturation). No microscop
were observed in the testes of rats from either study. Al
180 mg/kg/day, (which produces exposure levels 22 time
higher than those in humans taking 80 mg/day based o
surface area, mg/mz), seminiferous tubule degeneration (ng
crosis and loss of spermatogenic epithelium) was observed.
In dogs, there was drug-related testicular atrophy, dd
creased spermatogenesis, spermatocytic degeneration anj
giant cell formation at 10 mg/kg/day, (approximately 2 time}
the human exposure, based on AUC, at 80 mg/day). ’l‘h
clinical significance of these findings is unclear.

bt

Pregnancy
Pregnancy Category X
See CONTRAINDICATIONS

Safety in pregnant women has not been established.
Simvastatin was not teratogenic in rats at doses of 2§
mg/kg/day or in rabbits at doses up to 10 mg/kg daily. Thes
doses resulted in 3 times (rat) or 3 times (rabbit) the human
exposure based on mg/m? surface area. However, in studiep
with another structurally-related HMG-CoA reductase inp
hibitor, skeletal malformations were observed-in rats an
mice.

Rare reports of congenital anomahes have been received fol .

lowing intrauterine exposure to HMG-CoA reductase inhibil
tors, In a review' of approximately 100 prospectively fol-
lowed pregnancies in women exposed to ZOCOR or another

structurally related HMG-CoA reductase inhibitor, the inci-’

dences of congenital anomalies, spontaneous abortions and
fotal deaths/stillbirths did not exceed what would be ex-
pected in the general population. The number of cases is ad-
equate only to exclude a 3- to 4-fold increase in congenital
anomalies over the background incidence. In 89% of the pro-
spectively followed pregnancies, drug treatment was initi-
ated prior to pregnancy and was discontinued at some point
in the first trimester when pregnancy was identified. As
safety in pregnant women has not been established and
there is no apparent benefit to therapy with ZOCOR during

(=

ZOCOR  Placebo Cholestyramine
(N=1583) (N=157) (N =179)
S % % %

B, ',‘; Wheol =
Abdominal pain 32 3.2 8.9
Asthenia 16 2.5 11

Gastroi i
Constipation 2.3 13 29.1
Diarrhea 19 25 7.8
Dyspepsia 11 —_ 4.5
Flatulence 19 13 14.5
Nausea 13 .19 10.1

Nervous System / : :
Psychiatric ’
Headache 8.6 5. 4.5

Respiratory
Upper respu'atory :
infectijon - 21 19 3.4

Secandinavian-Si in-S 1.Study -

Clinical Adverse Experiences

In 45 (see CLINICAL PHARMACOLOGY, Clinical Studzes)
involving 4,444 patients treated with 20-40 mg/day of
ZOCOR (u=2,221) or placebo (n=2,223), the safety and tol-
erability profiles were comparable between groups over the-

- median 5.4 years of the study. The clinical adverse experi-

ences reported as possibly, probably, or definitely drug-
related in = 0.5% in either treatment group are shown in
Table 6.

" TABLE 6
Drug-Related Clinical Adverse Expenences in4S -
Incidence 0.5 Percent or Greater

pregnancy (see CONTRAINDICATIONS), treatment should .

be immediately discontinued as soon as pregnancy is recog-
nized. ZOCOR should be administered to women of child-
bearing pntentm] only when such patients are highly un-
likely to conceive and have been informed of the potential
hazards.

Nursing Mothers

It is not known whether simvastatin is excreted in human
milk. Because a small amount of another drug in this class
is excreted in human milk and because of the potential for
serious adverse reactions in nursing infants, women taking
simvastatin should not nurse their
CONTRAINDICATIONS).

Pediatric Use

infants (see

dyspnea, toxic epidermal necrolysis, erythema multiforms,
mcludmg Stevens-Johnson syndrome.
Gastrointestinal: pancreatitis, hepatitis, including chronic
active hepatitis, cholestatic jaundice, fatty change in liver,
and, rarely, cirrhosis, fulminant hepatic necrosis, and hep-
atoma; anorexia, vomiting,
Skin: alopecia, pruritus. A variety of skin changes (e.g,
nodules, discoloration, dryness of skin/mucous membranes,
changes to hair/nails) have been reported.
Reproductive: gynecomastia, loss of libido, erectile
dysfunetion.
Eye: progression  of
ophthalmoplegia.
Laboratory Abnormalities: elevated transaminases, alka-
line phosphatase, y-glutamyl transpeptidase, and bilirubin;
thyroid function abnormalities.
Laboratory Tests
Marked persistent increases of serum transaminases have
been noted (see WARNINGS, Liver-Dysfunction). About 5%
of patients:had elevations of CK levels of 3 or more times
the normal value on one or more oceasions. This was attrib-
utable to the noncardiac fraction of CK. Muscle pain or dys-
function usually was not reported (see WARNINGS, Myop-
athy ! Rhabdomyolysis). .
ConcomitantLipid-Lowering Therapy
In controlled clinical studies in which. simvastatin was ad-
ministered concomitantly with cholestyramine, no adverse
reactions peculiar to this concomitant treatment were ob-
served. The adverse reactions that occurred were Timited
to those reported previously with simvastatin or
cholestyramine. The combined use of simvastatin at doses
exceeding 10 mg/day with gemfibrozil, other fibrates or
lipid-lowering doses (=1 g/day) of niacin should be avoided
(see WARNINGS, Myopathy/ Rhabdomyolysis).

OVERDOSAGE |

Significant. lethahty was observed-in mice after a single oral
dose of 9 g/m?. No evidence of lethality was observed in rats
or dogs treated with doses of 30 and 100 g/m respectively.
No specific-diagnostic signs were observed in rodents. At
these doses the only signs seen in dogs were emesis and mu-
coid stools.”

A few cases of overdosage with ZOCOR have been reported;
no patients had any specific symptoms, and all patients re-
covered without sequelae. The maximum dose taken was
450 mg. Until further ‘experience is obtained, no specific

cataracts (lens  opacities),

. treatment of overdosage with ZOCOR can be recommended.

The dialyzability of simvastatin and its metabolites i in man
is'not known at present. -

DOSAGE AND ADMINISTRATION

The patient should be placed on a standard cholesterol-
lowering diet before receiving ZOCOR -and should continue
on this-diet during treatment with ZOCOR. The dosage
should be individualized according to the baseline LDL-C
level, the recommended goal of therapy (see NCEP Treat-
ment Guidelines), and the patient’s response. The dosage
range is 5-80 mg/day (see below).

The recommended usual starting dose is 20 mg once a day
in the evening, Patients who reguire a large reduction in
LDL-C (more than 456%) may be started at 40 mg/day in the
evening. Adjustments of dosage should be made at intervals
of 4 weeks or more. See below for dosage recommendations
for patients recelvmg concomitant therapy with cyclospo-

ZOCOR Placebo rine, fibrates or niacin, and for those with renal
(N = 2,221) (N = 2,223) insufficiency.
% % Dosage in Patients with H gous  Familial
Hypercholesterolemia
Body as a Whole : Based on the results of a ccntrolled clinical study, the rec-
] Abdominal pain 09 0.9 ommended dosage for patients with homozygous familial
ASLTOMNLESiNg hyperchelesterolemia is ZOCOR 40 mg/day in the evening
Dlarthea: 0.5 0.3 or 80 mg/day in 3 divided doses of 20 mg, 20 mg, and an
Dyspepsia - 0.6 05 evening dose of 40 mg. ZOCOR should be used as an adjunct
Flatulence 0.9 0.7 to other lipid-lowering treatments (e.g., LDL apheresis) in
Nausea 0.4 0.6 these patients or if such treatments are unavailable.
Musculoskeletal - Dosage in Patients taking Cyclosporine
Myalgia - 12 13 In patients taking cyclosporine concomitantly with ZOCOR
Skin (see WARNINGS, Myopathy/Rhabdomyolysis), therapy
Eczema 0.8 0.8 should begin with 5 mg/day and should not exceed 10 mg/
Pruritus 0.5 0.4 day.
Ra'sh 0.6 0:6 Dosage in Patients taking Amiodarone or Verapamil
Special Senses - In patients taking amiodarone or verapamil concomitantly
Cataract 0.5 0.8 with ZOCOR, the dose should not exceed 20 mgiday (see

Safety and effectiveness in pediatric patients have not been 7

established. Because pediatric patients are not likely to
benefit from cholesterol lowering for at least a decade and

because experience with this drug is limited (no studies in._

subjects below the age of 20 years), treatment of pediatric
patients with simvastatin is not recommended at this time.
Geriatric Use ’

A pharmacokinetic study with simvastatin showed the
mean plasma level of HMG-CoA reductase inhibitory activ-

and sut

The following effects have been reported with drugs in this
clags. Not all the effects listed below have necessarily been

& therapy.
Skeletal: muscle cramps, myalgia, myopathy, rhabdomyol-
ysis, arthralgias.

Neurological: dysfunction of certam cranial nerves (in-
cluding slteration of taste, impairment of extra-ocular
movement, facial paresis), tremor, dizziness, vertigo, mem-
ory loss, paresthesia, peripheral neuropathy, peripheral
nerve palsy, psychic disturbances, anxiety, insomnia,
depression. .

will be superseded by suppl

WARNINGS, Myopathy/Rhabdomyolysis and PRECAU-
TIONS, Drug Interactions, Other drug interactions).
Concomitant Lipid-Lowering Therapy

ZOCOR is effective alone or when used concomitantly with
bile-acid sequestrants. If ZOCOR is used in combination
with gemﬁbrozﬂ other fibrates or lipid-lowering doses
(= 1g/day) of niacin, the dose of ZOCOR should not exceed
10 mg/day (see WARNINGS, Myopathy/Rhabdomyolysis
and PRECAUTIONS, Drug Interactions).

Dosage in Patients with Renal Insufficiency

Because ZOCOR does not undergo significant renal excre-
tion, medification of dosage should not be necessary in pa-
tients with mild to moderate renal insufficiency. However,
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caution should be exercised when ZOCOR is administered
to-patients with severe renal insufficiency; such patients

should be started at 5 mg/day and be closely monitored (see _

CLINICAL PHARMACOLOGY, Pharmacokinetics and
WARNINGS, Myopathy! Rhabdomyolysw)

I-IOW SUPPLIED

No. 3588 — Tablets ZOCOR & mg are buff, shield-shaped,
film-coated tablets, coded MSD 726 on one side and ZOCOR
on the other. They are supplied as follows:
NDC 0006-0726-31 unit of use bottles of 30
NDC. 0006-0726-61 unit of use bottles of 60 -
NDC 0006-0726-54 unit-of use bottles of 90 -
NDC 0006-0726-28 unit dose packages of 100
NDC 0006-0726-82 bottles of 1000.
Shown in Product Identification Guide, page 323
No. 3589 — Tablets ZOCOR 10 mg are peach, shield-
shaped, film-coated tablets, coded MSD 735 on one side and
ZOCOR on the other. They are supplied as follows:
NDC 0006-0735-31 unit of use battles of 30 ’
NDC 0006-0735-54 unit of use bottles of 90
NDC 0006-0735-28 unit.dose packages of 100
NDC 0006-0735-82 bottles of 1000
NDC 0006-0735-87. bottles of 10, ,000. . "
Shown in Product Identification Guide, page 323
No. 3590 — Tablets ZOCOR 20 mg are tan, shield-shaped,
film-coated tablets, coded MSD 740 on one side and ZOCOR
on the other. They are supplied as follows:
NDC 0008-0740-31 unit of use bottles of 30
NDC 0006-0740-61-unit of use bottles of 60
NDC 0006-0740-54 unit of use bottles of 90
NDC 0006-0740-28 unit dose packages of 100
NDC 0006-0740-82 bottles of 1000 Lo
NDC 0006-0740-87 bottles of 10,000.
Shown in Product Identification’ Guide; page 323
No. 3591 — Tablets ZOCOR 40 mg are brick red, shield-
shaped, film-coated tablets, coded MSD 749 on one side and
ZOCOR on the other. They are supplied as follows:
NDC 0006-0749-31 unit of use bottles of 30
NDC 0006-0748-61 unit of use bottles of 60
NDC 0006-0749-54 unit of use bottles of 90
NDC 0006-0749-28 unit dose packages of 100
NDC 0006-0749-82 bottles of 1000.
- Shown in Product Identification Guide, page 323
No 6577 — Tablets ZOCOR 80 mg are brick red, capsule-
shaped, film-coated tablets, coded 543 on one side. a_nd 80 on
the ather. They are supplied as follows:
NDC 00086-0543-31 unit of use bottles, of 30
NDC 0006-0543-61 unit of use bottles of 60
NDC 0006-0543-54 unit of use bottles of 90
NDC 0006-0543-28 unit dose packages of 100
NDC 0008-0543-82 bottles of 1000.
Shown in Product Identtﬁcatmn Guide, page 323. -
Storage- .
Store between 5-30°C (41-86°F),

Tablets ZOCOR (simvastatin) 5 mg, 10 mg,- 20° mg, and
40 mg are manufactured by:
MERCK & CO., INC. .
" Whitehouse Station, NJ 08889, USA
Tablets ZOCOR (simvastatin) 80 mg are manufactured for:
MERCK & CO., INC.
Whitehouse Station, NJ 08889, USA
By:
MERCK SHARP & DOHME LTD,
Cramlington, Northumberland, UK NE23 3J'U
7825442 Issued May 2002 .
C%PYRIGHT © MERCK & CO,, Inc., 1991 1995, 1998,
2002
All rights reserved
Shown in Product Identification Guide, page 323

Merck/Schering-Plough -

Pharmaceuticals

PO BOX 1000

UG4B-75A

351 N. SUMNEYTOWN PIKE
NORTH WALES, PA 19454

For Product and Service Information, Medical Information,

and Adverse Drug Experience Reporting:

Call: Merck/Schering-Plough National Service Center
Monday through Friday, 8:00 AM to 7:00 PM (ET)
866-637-2501

Fax:  800-637-2568

For 24-hour emergency

professionals should call:

Merck/Schering-Plough National

866-637-2501

For Product Ordering,

Cal:  Merck Order Management Center
Monday-through Friday, 8:00 AM to 7:00 PM (ET)
800-637-2579

information, healthcare

Service Center at

Mericon Industries, Inc.
8819 N, PIONEER ROAD
PEORIA, IL 61615

Direct Inquiries to:
William R. Connelly
(309) 693-2150

FAX: (309) 693-2158

BIOTIN oTC
[ 'bi-6-tin |

biotin supplement-high potency

ACTIVE INGREDIENTS

Biotin 5 mg * -

DIRECTIONS )
Take one capsule daily or as directed by your: physw)an

HOW SUPPLIED -
Biotin is supplied as capsules in bottles of 120
NDC 00394-0130-12

FLORICAL® ~ oT1C

flor ¥ cal
{fluoride and calcium supplement)
ACTIVE INGREDIENTS -~ . .

Florical® contains 3.75 mg fluoride (as sodxum ﬂuonde)
145 mg calcmm (as calcmm carbonate)

DIRECTIONS

Take one tablet or capsule dazly, or as recommended by phy:
sician.

HOW SUPPLIED

Florical® is supplied as tablets’ or capsules in bottles of 100
or 500, .
NDC 00394-0102-02 (Capsules 100's)”

NDC 00394-0102-05 (Capsules 500’s)

NDC 00394-0100-02 (Tablets 100’)

NDC 00394-0100- 05 ('I‘ablets 500’)

MONOCAL® OoTC

[mon 6 eal }
{fluoride and calcium supplsment)

ACTIVE INGREDIEN'I‘S .

Monocal® contajns 3 mg fluoride (as monofluorophosphate)
and 250 mg. calcium (as calcium carbonate)
DIRECTIONS

Take onle tablet daily, or as recommended by physxcmn
HOW SUPPLIED -

Monocal® is supplied as tablets in bottles of 100.
NDC 00394 0105 02

Merz Pharmaceuticals
DIVISION OF MERZ, INC: :
"4215 TUDOR LANE (27410)

P.0O. Box 18806

GREENSBORO, NC 27419

Direct Inquiries to: e
Vice President MedlcaVRegulatory Affairs -
(336) 856-2003 -

FAX: (336) 856-0107

For Medical Inf c

in Emergencies:

Vice President Medlca]/Regulatory Aﬁ‘mrs
(336) 856-2003

FAX: (336) 856-0107

APPEAREX™ orc
(bioﬁn 2.5 mg)

DESCRIPTION AND MECHANISM OF ACTION |
Appearex™ is a biotin preparation (2.5 mg) available for
oral administration as a small, easy-to-swallow tablet. Each
Appearex™ tablet contains as its active ingredient 2.5 mg of
biotin, a dose clinically proven to improve nail strength and
quality.’* Inactive ingredients include lactose monohy-
drate, cornstarch, povidone (K25), and magnesium stearate.
Biotin is a wa’cer—soluble vitamin component of the vitamin
B complex. As an essential nutrient, biotin acts as a coen-
zyme for the body’s carboxylation reactions and is a-factor in
maintaining healthy muscle, hair, nails, and skin. Its mo-
lecular formula is C;4H,gN3038, and its molecular weight is

244,308, The structural formula of biotin is shown in Figure
1.

H

N
o= s

N OH
H
o

The presumed mechanism of achon by which AppearexTM
affects brittle nails is via the pharmacologic effects of biotin
on all keratin structures. Biotin stimulates the differentia-
tion of epidermal cells and is involved in keratinization, It is
also believed that biotin increases the quantlty of keratin
matrix protems in the nail, thereby improving keratin
structure.®

PHARMACOKINETICS

ABSORPTION AND TRANSPORT:

Biotin is efficiently absorbed in the small intestine sodium-
mediated carrier transport.%” Once absorbed, 80% of biotin
is free, and the remaining 20% is bound to plasma proteins.®
Cellular entry of biotin occurs by both diffusion and sodium-
dependent transport.

DEGRADATION AN] D EXCRETION:

About 43% of biotin is excreted unchanged in the urme
The remainder is excreted as degradation products includ-
ing bisnorbiotin (30%), biotin sulfoxide (11%), arid other
small amounts of biotin sulfone blsnorbxotm methylketone,
and tetranorbiotin sulfoxide.’®

ADVERSE REACTIONS

Adverse reactions associated with biotin supplementatlon
are rare in the medical literature; however, urticaria and
gastrointestinal upset.have been reported. As with-any oral
treatment, if patients experience any adverse reactions or
side effects, they should inform their physicians immedi-
ately and discontinue use.

DRUG INTERACTIONS

The anticonvulsants carbamazepine, phenytoin, Phenobar-
bital, and primidone may accelerate biotin metabolism,
leading to a reduction in available biotin. Chronic use of
these drugs has been assocxated with decreased plasma con-
centrations of biotin,

The use of antibiotics may reduce the contribution of biotin
made by bacteria within the large mtestme
PRECAUTIONS AND WARNINGS .

Pregnant women and nursing mothers should consult their
physicians before taking this product: Appearex™ should
not be used in patients with known allergy or hypersensi-
tivity to any of its ingredients.

TOXICITY

No toxic effects have been reported even at hlgher doses.’®
INDICATION AND USAGE

Appearex™ is recommended for first-line treatment of
weak, brittle, splitting, or soft nails. )
Appearex™ therapy should be taken regularly as directed
to maintain strong, healthy nails. Clinical 1mprovement is
generally realized within 3 to 6 months-® Cessation of
therapy may result in deterioration of nail health within 6
to 9 months. S

CONTRAINDICATION

Appearex™ is contraindicated in patients allergic or hyper-
sengitive to any of its ingredients.

DOSAGE AND ADMINISTRATION

Recommended treatment for adults is 1 tablet taken daily
with water. For use in children under 12 years of age, con-
sult a physician for guidance regarding proper dosing and
administration.

HOW SUPPLIED

OneAppearex"“ package contains 30 tablets (1 month’s sup-
ply) enclosed in blister packs.

SUMMARY

Appearex™, for the treatment of weak, brittle, splitting, or
soft nails, is pharmaceutical grade oral biotin that restores
nail quality by promoting keratinization. It has been clini-
cally proven to increase nail plate thickness, smooth brittle
nail ridges, and improve overall nail quality. As a water-
soluble essential vitamin the biotin in Appearex™ is safe
and well tolerated. For patients with brittle nails, one.
Appearex™.tablet taken daily provides the additional biotin
needed to manage onychoschiziafonychorrhexis.

These statements have not been evaluated by the Food
and Drug Administration. This product is not intended
to diagnose, treat, cure, or prevent any disease.

REFERENCES
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1993;51:303~305.

2. Floersheim GL. Treatment of brittle nails with biotin
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3. Gehring W. Effect of biotin on poor nail quality: a pla-
cebo-controlled double-blind clinical study [in Ger-
man). Aktuelle Dermatol. 1998;22:20-25.

4. Colombo VE, Gerber F, Bronhofer M, Floersheim GL.
Treatment of brittle fingernails and onychoschizia
with biotin: scanning electron microscopy. J Am Acad
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UROGENITAL SYSTEM 250 . 408
Breast Pain 53° 8.1
Urinary Tract Infection 3.2 6.2
Vaginitis i 49 54

The following adverse events have been repo'rted with estro-
gen and/or progestin therapy:

Genitourinary system: changes in vaginal bleeding pattern
and abnormal withdrawal bleeding or flow, breakthrough
bleeding, spotting, increase in size of uteriné leiomyomata,
vaginal candidiasis, changes in amount of cervical secre-
tion, pre-menstrual-like syndrome, cystitis-like syndrome.
Breasts:
the breast.
Gastroi; inal:
lence, bloating, abdominal cramps.

. Skin: chloasma or melasma that may persist when drug is
discontinued, erythema multiforme, erythema nodosum,

ol 5 i

pancreatitis, flatu-

hemorrhagic eruption, loss of scalp hair, hirsutism, itching,-

skin rash and pruritus.

CNS: headache, migraine, dizziness, chorea, insomnia.
Cardiovascular:  changes in blood pressure, cerebrovascu-
lar accidents, deep venous thrombosis, and pulmonary em-
bolism.

Eyes: intolerance to contact lenses, sudden partial or com-
plete loss of vision, proptosis, diplopia, otosclerosis.
Miscellaneous: increase or decrease in weight, reduced
carbohydrate tolerance, aggravation of porphyria, changes
in libido, fatigue, allergic or anaphylactoid reactions, leio~
myoma, fibromyoma of the uterus, endometriosis.

OVERDOSAGE

ACUTE OVERDOSAGE

Serious ill effects have not been reported following acute in-
gestion of large doses of progestm/estrogen-contammg oral
contraceptives by young children. Overdosage of estrogen
may cause nausea and vomiting, and withdrawal bleeding
may occur.

DOSAGE AND ADMINISTRATION

femhrt 1/5 therapy consists of a single tablet taken once
daily.

1. For the Treatment of Vasomotor Symptoms

femhrt 1/5 should be given once daily for the treatment of
moderate to severe vasomotor symptoms associated with
the menopause. Patients should be reevaluated at 3 to 6
month intervals to determine if treatment is still necessary.
2, Prevention of Osteoporosls

femhrt 1/5 should be given once daily to prevent poatmeno-
pausal osteoporosis (see Clinical Studies: Effect on Bone
Mineral Density). Response to therapy can be assessed by
measurement of bone mineral density.

Treated patlents with an intact uterus should be momtored .

closely for signs of endometrial cancer, and appropriate di-
agnostic measures should be taken to rule out malignancy
in the event of persistent or recurring vaginal bleeding. Pa-
tients.should be evaluated at least annually for breast ab-
normalities and more often if there are any symptoms.

HOW SUPPLIED
femhrt 1/5 tablets are white and available in the following
strength and package sizes:
N 0071-0144-23  Botile of 90 D-shaped tablets with 1 mg
C norethindrone acetate and 5 meg ethinyl
: estradiol
N 0071-0144-45

Blister card of 28 D-shaped tablets with
1 mg norethindrone acetate and 5 mcg
ethinyl estradiol

Rx only

Keep this drug and all drugs out of the reach of children.
Store at 25°C {77°F}; excursions permitted to 15-30°C
159-86°F)[see USP Controlled Room Tempéerature].

INFORMATION FOR THE PATIENT
What is femhrt® 1/5? .
Your healthcare provider has prescribed femhré 1/5, a com-
bination of two hormones, a progestin (1 mg norethindrone
acetate) and an estrogen (5 mcg ethinyl estradiol) intended
for use once a day. This insert describes the major benefits
and risks of your treatment, as well as how and when treat-
ment may be taken. If you have any questions, please con-
tact your physician, nurse or pharmacist.
femhrt 1/5 is approved for use in the following ways:
* To reduce moderate to severe menopausal symptoms.
Estrogens are hormones produced by the ovaries of men-
struating women. When a woman is between the ages of
45 and 55, the ovaries normally stop making estrogens.
This drop in body estrogen levels causes the “change of
life" or menopause, the end of monthly menstrual periods.
When estrogen levels begin dropping, some women de-
velop very uncomfortable symptoms, such as feelings of
warmth in the face, neck, and chest, or sudden intense
episodes of heat and sweating (“hot flashes” or “hot
flushes”). In some women the symptoms are mild; in oth-
ers they can be severe. These symptoms may last only a
few months or longer. Taking femhrt 1/5 can help reduce
these symptoms. If you are not taking hormones for other
reasons, such as the prevention of osteoporosis, you
should take femhrt 1/5 only as long as you need it for relief
from your menopausal symptoms.
To prevent thinning bones (osteoporosis). OSteoporoms is
a thinning of the bones that makes them weaker and al-
lows them to break more easily. The bones of the spine,
wrists, and hips may be affected by osteoporosis. femhrt

tenderness, enlargement, fibrocystic disease of

1/5 may be used as part of a program including weight-
bearing exercise, such as walkmg or runnmg, and calcium
supplements.

‘Women likely to develop osteoporosis often have the fol-

lowing characteristics: white or Asian race, slim, cigarette

‘smokers, and a family history of osteoporosis in a mother,
sister or aunt. Women who have menopause at an earlier
age, either naturally or because their ovaries were re-
moved during an operation, are more likely to develop os-
teopor051s than women whose menopause happens later
in life.

Who should not take. femhrt /562 o .

femhrt 1/5 should not be taken in the following situations:

- * During pregnancy. If you think you may be pregnant, do

not take femhrt 1/5. Taking estrogens while you are preg-
nant may causé your unborn child to have birth defects.
Do not take femhrt 1/5 to prevent miscarriage.
If you have unusual vaginal bleeding that has not been
checked by your healthcare provider. Unusual -vaginal
bleeding can be a waining sign of a serious condition, in-
cluding cancer of the uterus, especially if bleeding hap-
pens after menopause. Your doctor must find out the
cause of the bleeding to recommend the right treatment.
* If you have had certain cancers. Estrogens increase the
risk of certain types of cancers, including cancer of the
breast and uterus. If you have had cancer, talk with your
doctor about whether you should take femhre 1/5.
If you have any circulation problems. Generally, estro-
gens should not be taken if you have ever had.a blood-
clotting condition or other circulatory problem. In special
situations, some doctors may decide that estrogen therapy
is s0 necessary that the risks of taking femhrt 1/5 are ac-
ceptable (see “What are the possxble risks and side effects
of femhrt 1/57").
After childbirth or when breast-feeding a baby. femhrt 1/5
should not.be taken to try to stop the breasts from filling
with milk after a baby is born. Taking femhr¢ 1/5 may-in-
- crease your risk of developing blood clots (see “What are
the possible risks and side effects of fernhrt 1/5?"). .

e you have had a hysterectomy (uterus removed).

femhrt 1/5 contains a progestin to decrease the risk of de-
veloping endometrial hyperplasia {an overgrowth of the
lining of the uterus that may lead to cancer). If you do not
have a uterus, you do not need a_progestin, and you
should not take femhrt 1/5.

-How should | take femhrt 1/57

Take your femhrt 1/5 pill once a day-at about the same time
each day. If you miss a dose, take it as soon.as you remem-
ber. If it is almost time for your next dose, skip the missed

- dose and take only your next regularly soheduled dose. Do

not take two doses at the same-time.

The length of treatment with estrogéns varies from woman
to 'woman. You and your healthcare provider should re-
evaluate every 3 to 6 months whether or not you still need
femhrt 1/5 to control your hot flashes.

What are the possible risks and side effects of femhrt 1/52

"s Cancer of the uterus. femhrt 1/5 has estrogen and proges-

tin in it. If you take any drug that contains estrogen, in-
cluding femhrt, you should see your doctor for regular
‘check-ups and report any unusual vaginal bleeding right
" away. Vaginal bleeding after menopause may be a warn-

ing sign of a serious condition, including cancer of the

uterus. Your doctor should 1dsnt1fy the cause of any un-
usual vaginal bleeding.
The risk of cancer of the uterus increases when estrogens
are used without a progestin. The risk also increases the
longer estrogens are taken and the larger the doses, You
are more likely to get cancer of the uterus if you are over-
weight, diabetic, or have high blood pressure. femhrt 1/5,
which contains a progestin, reduces the estrogen-related
risk of getting a condition of the uterine lining called en-
dometrial hyperplasia. This condition may lead to cancer
of the uterus (see “Other Information”).
Cancer of the breast. Most studies have not shown a
higher risk of breast cancer in women who have used es-
trogens. However, some studies report that breast cancer
developed more often (up to twice the usual rate) in
women who-used estrogens for longer time periods, espe-
cially more than 10 years, or who used high doses for a
shorter time period. The effects of added progestin on the
risk of breast cancer are unknown. You should have reg-
ular breast examinations by a health professional and ex-
amine your own breasts monthly. Ask your health care
provider to show you how to do a breast exam yourself. If
you aré over 50 years of age, you should have a mammo-
gram every yeﬂl‘

Galibladder disease. Women who use estrogens after

menopause are more likely to develop gallbladder disease

that leads to surgery than women who do not use estro-
gens.

* Abnormal blood clotting. Takmg estrogens may cause
changes in your blood clotting system that allow the blood
to clot more easily. If blood clots form in your bloodstream,
they can cut off the blood supply to vital organs, causing
serious problems. These problems may include a stroke
(by cutting off blood to the brain), a heart attack (by cut-
ting of blood to the heart), or & pulmonary embolus (by
cutting off blood supply to the lungs). Any of these condi-
tions may cause death or serious long-term disability.

¢ Vaginal bleeding. With femhrt 1/5, menstrual-like vaginal
bleeding may occur. If bleeding occurs, it is frequently
light spotting or bleeding, but it may be moderate or

heavy, If you experience vaginal bleeding while taking

femhrt 175, discuss your bleeding pattern with your

healthcare provider.

In addition to the risks and side effects just listed, patients

taking estrogen or progestin have reported the following

side effects: .

¢ nausea and vomiting

* breast tenderness or enlargement

¢ headache .

* retention of extra fluid (edema) thch may make some
conditions worse, such as asthma, epilepsy, mxg‘rame,
heart disease, or kidney disease

¢ runny nose

¢ abdominal pain

* enlargement of non-cancerous tumors (fibroids) of the
uterus

¢ spotty darkening of the skin, partxcularly on the face, red-
dening of the skin; skin rashes ~

How can | reduce the risks iated with takmg

femhrt 1/5?

If you take femhrt 1/5, you can reduce your risks by care-

fully monitoring your treatment.

‘e See your healthcare provider regularly. While you take
Jemhrt 1/5, see your doctor at least once a year for a,
checkup. If you develop vaginal bleeding while taking

© femhrt 1/5, you might need further evaluation. If mem-
bers of your family have had breast cancer or if you have
ever had breast lumps or an abnormal mammogram

(breast x-ray), you may need more frequent breast exami-

nations.

* Reassess your need for treatment. Every 3-6 months,
you and your doctor should discuss whether or not you
still need femhrt 1/5 for control of your hot flashes.

 Be alert for signs of trouble. If any of the following wain-
ing signs (or any other unusual symptoms) happen while
you are taking femhrt 1/5, call your doctor right away:
 pains in the calves or chest, sudden shortness of breath;

or coughing blood (possible clots in the legs, heart, or
Jungs)

* severe headache or vomiting, dizziness, faintness, or
changes in vision or speech, weakness or numbness of
an arm or leg (possible clots in the brain or eye)

 breast lumps (possible breast cancer)

o yellowing of the skin or whites of the eyes (possible liver
problem)

- o pain, swelling, or tenderness in the abdomen (possible

gallbladder problem)

Other Information ’

¢ Discuss carefully with your doctor or health care prowder
all the possible risks and benefits of long-term estrogen
and progestin treatment as they affect you personally.

 If you take calcium supplements as part of your treatment
to help prevent osteoporosis, ask your doctor about the
amounts recommended. A daily intake of 1500 mg of cal-
cium is often r ded for post: )pausal women,

Vitamin D (400 IU daily) may help your body use more of

the calcium, *

* Taking estrogens with progestins may have unhealthy ef-
fects on blood sugar, which might make a diabetic condi-

- tion worse.

* Your doctor has prescribed this drug for you and you
alone. Do not give your femhrt 1/6 to anyone else. Do not
take femhrt-1/5 for condltmns for which it was not pre-
seribed.

* Keep all drugs out of the reach of children. In case of over-
dose, call your doctor, hospital, or poison control center
right away.

This leaflet provides the most important information about

femhrt 1/5. If you want more information, ask your doctor or

pharmacist for the professional labeling. The professional
labeling is published in a book called “The Physicians’ Desk

Reference” or PDR, available in hookstores and public li-

braries.

Revised July 2000

Manufactured by:

" DURAMED PHARMACEUTICALS, INC.

CINCINNATI, OH 45213 USA
Distributed by:
PARKE-DAVIS
Division of Warner-Lambert Co. ©1999-'00
Morris Plains, NJ 07950 USA
0132G032
Shown in Product Identification Guide, page 328

LIPITOR® : B
{Ator in Calcium) Tabl,
DESCRIPTION

Lipitor® (atorvastatin calcium) is a synthetic lipid-lowering
agent. Atorvastatin is an inhibitor of 3-hydroxy-3-methyl-

Continued on next page

This product information was prepared in August 2002.
On these and other Parke-Davis Products, information
‘may be obtained by addressing PARKE:DAVIS, a
Warner-Lambert Division, a Pfizer Company, Morris Plains,
New Jersey 07950.

Consult-2003 PDR® supplements and future editions for revisions
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PHYSICIANS' DESK REFFRENCE®

Lipitor—Cont.

glutaryl-coenzyme A (HMG-CoA) reductase. This enzynje

catalyzes the conversion of HMG-CoA to mevalonate, 2
early and rate-limiting step in cholesterol biosynthesis.
Atorvastatin calcium is [R-(R*, R*)]-2-(4-fluorophenyl)-
8-dihydroxy-5-(1-methylethyl)-3-phenyl-4-[(phenylaming
carbonyl]-1H-pyrrole-1-heptanoic acid, calcium salt (2:1) txj
hydrate. The empirical formula of atorvastatin calcium
(CyggHgyFN,0;),Ca®3H,0 and its molecular weight
1209.42. Its structural formula is:

~CHy

CHa,
o cH

Atorvastatin calcium is a white to off-white crystalline poy-
der that is insoluble in aqueous solutions of pH 4 and beloy.
Atorvastatin calcium is very slightly soluble in distilled wa-
ter, pH 7.4 phosphate buffer, and acetonitrile, slightly soly-

ble in ethanel, and freely soluble in methanol.

Lipitor tablets for oral administration contain 10, 20, 40 ¢r
80 mg atorvastatin and the following inactive ingredients:
calcium carbonate, USP; candelilla wax, FCC; croscarmel-
lose sodium, NF; hydroxypropyl cellulose, NF; lactose monp-
hydrate, NF; magnesium stearate, NF; microcrystalline cdl-
lulose, NF; Opadry White ¥S-1-7040 (hydroxypropyjl-
methylcellulose, polyethylene glycol, tale, titanium dioxide);

polysotbate 80, NF; simethicone emulsion.

CLINICAL PHARMACOLOGY

Mechanism of Action

Atorvastatin is a selective, competitive inhibitor of HM
CoA reductase, the rate-limiting enzyme that converf

RTINS

=

TABLE 1. Dose-Response in Patients With Primary Hypercholesterolemia
{Adjusted Mean % Change From Baseline)®

Dose N TC LDL-C Apo B TG HDL-C Non-HDL-C/
: . HDL-C
Placeho 21 4 4 3 10 -3 7
10 22 -29 -39 -32 -19 6 -34
20 20 -38 -48 -35 -26 9 -41
40 21 -37 -50 -42 -29 6 -45
80 23 -45 -60 -50 -37 5 -53
1 _"Results are pooled from 2 dose-response studies
TABLE 2. Mean Percent-Change From Baseline at End Point
(Double-Blind, Randomized, Active-Controlied Trials)
Treatment . . . ! Non-HDL-C/
(Daily Dose) N Total-C LDL-C Apo B TG HDL-C HDL-C
Study 1 - : .
Atorvastatm 10 mg 707 -272 -36° -28° -178 +7 37
Lovastatin 20 mg 191 -19 . -27 -20 -6 +7 -28
" 95% CI for Diff* 92,65 . -10.7,-7. 1 -10.0, -6.5 -15.2,-7.1 -1.7,2.0 -111, 7.1
Study 2 X = ’
Atorvastatin 10 mg 222 -25° -35° ot -17° +6 -36°
Pravastatin 20'mg kil -17 23 -17 -9 +8 -28
95% CI-for Diff* -10.8,-6.1 -14.5, -8.2 -13.4, .74 -14.1,:0.7 49,16 -115, 4.1
Study 3
Atorvastatin 10 mg ~ 132 -29° -37° -34° -23° +7 -39°
Simvastatin 10 mg 45 -24 -30 -30 -15 +7 - -33
95% CI for Diff! 87,27 -10.1, -2.6 -8.0,-1.1 -15.1, 0.7 43,39 -9.6,-1.9
11 i ifferencek favors-at in forall pt-HDL-C,-forwhich

a positive-value favors atorvastatin, If the range does not include 0, this indicates a statistically significant dlﬁference

2 Significantly different from lovastatin, ANCOVA, p =0.05
b Significantly different from pravastatin, ANCOVA, p <0.05

© Significantly different from simvastatin, ANCOVA, p <0.05

8-hydroxy-3-methylglutaryl-coenzyme A to r lonate
precursor of sterols, including cholesterol. Cholesterol an
triglycerides cxrculate in the bloodstream as part of lipopry
tein 1 With ult ifugation, these complexg
separate into HDL (hlgh-densny hpoprotem) 1D
(intermediate-d ), LDL (low-de .y lip

protein), and VLDL (very Jow- densxty hpoprotem) frac{uon 8.

Triglycerides (TG) and cholesterol in the liver are incorpy

rated into VLDL and released into the plasma for delivery

to peripheral tissues. LDL is formed from VLDL and is e:

tabolized primarily through the high-affinity LDL receptor.
Clinical and pathologic studies show that elevated plasma

levels of total cholesterol (total-C), LDL-cholesterol (LDI
C), and apolipoprotein B (apo B) promote human atheroscl¢:
rosis and are risk factors for developing cardiovascular di

ease, while increased levels of HDL-C are assoclated with p

decreased cardiovascular risk.

In animal models, Lipitor lowers plasma cho]esterol and }j-

poprotein levels by inhibiting HMG-CoA reductase and ch

lesterol synthesis in the liver and by inéreasing the number
of hepatic LDL receptors on the cell-surface to enhance ug-

take and catabolism of LDL; Lipitor also reduces LDL pr
duction and the number of LDL particles, Lipitor reduce
LDL-C in-some patients with homozygous familial hype;
cholesterolemia (FH), a population that rarely responds H
other lipid-lowering medication(s).

A variety of clinical studies have demonstrated that elg-
vated levels of total-C, LDL-C, and apo B (a membrane cong-
plex for LDL-C) promote human atherosclerosis. Similarly,
decreased levels of HDL-C (and its transport complex, app
A) are associated with the development of atherosclerosig.

Epidemiologic investigations have established that cardiq
vascular morbidity and mortality vary directly with th|
level of total-C and LDL-C, and inversely with the level g
HDL-C.
Lipitor reduces total-C, LDL-C, and apo B in patients wit]
homozygous and heterozygous FH, nonfamilial forms of hy
percholesterolemia, and mixed dyslipidemia. Lipitor also re
duces VLDL-C and TG and produces variable increases i
HDL-C and apolipoprotein A-1. Lipitor reduces total-G

LDL-C, VLDL-C, apo B, TG, and non-HDL-C, and increasep
HDL-C in patients with isolated hypertriglyceridemis.
Lipitor reduces intermediate density lipoprotein cholesterof

(IDL-C) in patients with dysbetalipoproteinemia. The effec|
of Lipitor on cardiovascular morbidity and mortality has no
been determined.
Like LDL, cholesterol-enriched triglyceride-rich lipopro
teins, including VLDL, intermediate density lipoprotein
(IDL), and remnants, can also promote atherosclerosis, El
evated plasma triglycerides are frequently found in a tria
with low HDL-C levels and small LDL particles, as well a
in association with non-lipid metabolic risk factors for coro|
nary heart disease. As such, total plasma TG has not con|
sistently been shown to be an independent risk factor for
CHD. Furthermore, the independent effect of raising HDI]

or lowering TG on the risk of coronary and cardiovasculaf

morbidity and mortality has not been determined.
Pharmacodynamics

Atorvastatin as well as some of its metabolites are pharma
cologically active in humans. The liver is the primary site of
action and the principal site of cholestero} synthesis and
LDL clearance. Drug dosage rather than systemic drug con
centration correlates better with LDL-C reduction. Individ
ualization of drug dosage should be based on therapeutic re
sponse (see DOSAGE AND ADMINISTRATION).
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Phar ics and Drug M
Absorption: Atorvastatin is rapidly absorbed after oral ad-
ministration; maximum plasma coneentrations occur within
1 to 2 hours. Extent of absorption increases in proportion
to atorvastatin dose. The absolute bioavailability of
atorvastatin (parent drug) is approximately 14% and the
systemic availability of HMG-CoA reductase inhibitory ac-
tivity is approximately 30%. The low systemic availability is
attributed to presystemic clearance in gastrointestinal mu-
cosa and/or hepatic first-pass metabolism. Although food de-
creases the rate and extent of drug absorption by approxi-
mately 25% and 9%, respectively, as assessed by Cmax and
AUC, LDL-C reduction is similar whether atorvastatin is
given with or without food. Plasma atorvastatin concentra-
tions are lower (approximately 30% for Cmax and AUC) fol-
lowing evening drug administration compared with morn-
ing. However, LDL-C reduction is the same regardless of the
time, of day of drug administration (see DOSAGE AND
ADMINISTRATION).

Distribution: . Mean volume of distribution of atorvastatin
is approximately 381 liters, Atorvastatin is =98% bound to
plasma proteins. A blood/plasma ratio of approximately 0.25
indicates poor drug penetration into red blood cells. Based
on observations in rats, atorvastatin is likely to be secreted
in human milk (see CONTRAINDICATIONS, Pregnancy
and Lactation, and PRECAUTIONS, Nursing Mothers).
Metabolism: Atorvastatin is extensively metabolized to
ortho- and parahydroxylated derivatives and various
beta-oxidation products. In vitro inhibition of HMG-CoA re-

.ductase by ortho- and parahydroxylated metabolites is

equivalent to that of atorvastatin, Approximately 70% of cir-
culating inhibitory activity for HMG-CoA reductase is at-
tributed to active metabolites. In vitro studies suggest the
importance of atorvastatin metabolism by cytochrome P450
3Ad4, consistent with increased plasma concentrations of
atorvastatin in humans following coadministration with
erythromycin; a known inhibitor of this isozyme (see PRE-
CAUTIONS, Drug Interactions). In animals, the ortho-
hydroxy metaholite undergoes further glucuronidation.
Excretion: Atorvastatin and its metabolites are eliminated
primarily in bile following hepatic and/or extra-hepatic me-
tabolism; however, the drug does not appear to undergo en-
terohepatic recirculation. Mean plasma elimination half-life
of atorvastatin in humans is approximately 14 hours, but
the half-life of inhibitory activity for HMG-CoA reductase is
20 to 30 hours due to the contribution of active metabolites.
Less than 2% of a dose of atorvastatin is recovered in urine
following oral administration.

Special Populations

Geriatric: Plasma - concentrations of atorvastatin are
higher (approximately 40% for Cmax and 30% for AUC) in
healthy elderly subjects (age =65 years) than in young
adults. Clinical data suggest a greater degree of LDL-
lowering at any dose of drug in the elderly patient popula-
tion compared to younger adilts (see PRECAUTIONS sec-
tion; Geriatric Use subsection).

Pediatric: Pharmacokinetic data in the pediatric popula-
tion are not available.

Gender: Plasma concentrations of atorvastatin in women
differ from those in men (approximately 20% higher for
Cmax and 10% lower for AUC); however, there is no clini-
cally significant difference in’ LDL-C reduction with Lipitor
between men and women.

will be supeiseded by

Renal Insufficiency: Renal disease has no influence on the
plasma concentrations or LDL-C reduction of atorvastatin;
thus, dose adjustment in patients with renal dysfunction is
not necessary (see DOSAGE AND ADMINISTRATION),
Hemodialysis: While studies have not been conducted in
patients with end-stage renal disease, hemodialysis is not
expected td significantly enhance clearance of atorvastatin
since the drug is extensively bound to plasma proteins.
Hepatic Insufficiency: In patients with chronic alcoholic
liver disease, plasma concentrations of atorvastatin are
markedly increased. Cmax and AUC are each 4-fold greater
in patients with Childs-Pugh A disease. Cmax and AUC are
approximately 16-fold and 11-fold increased, respectively, in
patients with Childs-Pugh-B disease (see CONTRAINDICA-
TIONS)

Clinical Studies

Hypercholesterolemia {Heterozygous Familial and Nonfa-
mifial} and Mixed Dyslipidemia (Fredrwksan Types ffa‘and
1Ib)

Lipitor reduces total-C, LDL-C, VLDL C, apo B, and G,
and increases HDL-C in patients with hypercholestero]emla
and mixed dyslipidemia. Therdpeutic response is seen
within 2 weeks, and maximum response is usually achieved
within 4 weeks and maintained during chronic therapy.
Lipitor is effective in a wide variety of patient populations
with hypercholesterolemia, with and without hypertriglyc-
eridemia, in men and women, and in the elderly. Experience
in pediatric patients has been limited to patients with
homozygous FH.

In two multicenter, placebo-controlled, dose-response stud-
ies in patients with hypercholesterolemia, Lipitor given asa
single dose over 8 weeks significantly reduced total-C,
LDL-C, apo'B, and TG (Pooled results are provided in Table

1).
" [See table 1 above} -

In patients with Fredrickson Types Ila and IIb hyperlipo-
proteinemia g)ooled from 24 controlled trials, the medjan
(25%" and 75% percentile) percent changes from baseline in
HDL-C for atorvastatin 10, 20, 40, and 80 mg were 6.4 (-1.4,
14), 8.7(0, 17), 7.8(0, 16), and 5.1 (-2.7, 15), respectively, Ad-
ditionally, analysis of the pooled data demonstrated consis-
tent and significant decrease in total-C, LDL-C, TG, total-
C/HDL-C, and LDL-C/HDL-C.

In three multicenter, double-blind studies in patients with
hypercholesteroleniia, Lipitor was compared to other HMG-
CoA reductase inhibitors. After randomization, patients
were treated for 16 weeks with either Lipitor 10 mg per day
or a fixed dose of the comparative agent (Table 2).

{See table 2 above]

The impact on clinical outcomes of the differences in lipid-
altering effects between treatments shown in Table 2 is not
known. Table 2 does not contain data comparing the effects
of atorvastatin 10 mg and higher doses of lovastatin, prav-
astatm, and simvastatin. The drugs compared in the stud-
ies summarized in the table are not necessarily inter-
changeable.

Hypertriglyceridemia (Fredrickson Type e IV)

The response to Lipitor in 64 patients with isolated hyper-
triglyceridemia -treated across several clinical trials is
shown in the table below. For the atorvastatin-treated
patients, median (min, max) baseline TG level was 565
(267-1502).

[See table 3 at top of next page]
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Dysbetalipoproteinemia (Fredrickson Type Ill) .
The results of an open-label crossover.study of 16 patients
(genotypes: 14 apo E2/E2 and 2 apo E3/E2) with.dysbetali-
poproteinemia (Fredrickson Type III) aré shown in the table
below.

[See table 4 at right]

Homozygous Familial Hypercholssterolem(a

In a study without a concurrent control group, 29 patients
ages 6 to 37 years with homozygous FH received maximum
daily doses of 20 to 80 mg of Lipitor. The mean LDL:C re-
duction in this study was 18%. Twenty-five patients with a
reduction in LDL-C had a mean response of 20% (range of
7% to 53%, median of 24%); the remaining 4 patients had
7% t0 24% increases in LDL-C. Five of the 29 patients had
absent LDL-receptor function. Of these, 2 patients-also had
a portacaval shunt and had no significant reduction-in
LDL-C. The remaining 3 receptor-negative patlents had a
mean LDL-C reduction of 22%. -

INDICATIONS AND USAGE

Lipitor is indicated:

1. 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 hypercholesterolémia (heterozygous familial
and nonfamilial) and mixed dyshpldemla (Fredrickson
Types Ila and IIb);

2. as an adjunct to-diet for the treatment of patients with
elevated serum TG levels (Fredrickson Type IV); -

3. for the treatment of patients with:primary dysbetalipo-
proteinemia (Fredrickson Type III) who do not respond ad-
equately to diet;

4. to reduce total-C and LDL-C in patlents with homozygous
familial hypercholesterolemia as an adjunct to other lipid-
lowering treatments (eg, LDL apheresis) or if such treat-
ments are unavailable.

Therapy with lipid-altering agents should be a component of

multiple-risk-factor intervention in individuals at incteased
risk for atherosclerotic vascular disease due to hypercholés-
terolemia. Lipid-altering agents should be used in addition
to a diet restricted in saturated fat and cholestérol only
when the response to diet and other nonpharmacological
measures has been inadequate (see National Cholesterol
Education Program (NCEP) Guidelines,

TABLE-3. Combined Patients With Isolated Elevated TG;
Median {min, max) Percent Changes From Baseline

Placebo Atorvastatin 10 mg Atorvastatin 20 mg Atorvastatin 80 mg
(N=12) - (N=37) (N=13) (N=14)
Triglycerides -12.4° (:36.6, 82.7) -41.0 -(-76.2, 49.4) 387 (:62.7,205) ~518 (-82.8,413).
Total-C 23 (155,244)  -282 (-44.9,-6.8) 349 (-49.6,-15.2)  -44.4 (-63.5,-3.8)
LDL-C "3.6 (:31.3, 316) 265 (-57.7,9.8) -304 (-53.9, 0.3) 405 (-60.8, -13.8)
HDL-C 3.8 (-18.6,13.4) 13.8 (-9.7, 61.5) 110 (-3.2, 25.2) 75 (-10.8,37.2)
VI:,DL-C o 1.0 (319,532 488 (-85.8,57.3) © 446 (-62.2,-10.8) 620 (-882,37.6)
non-HDL-C 28 (-17.6, 30.0) -33.0° (:52.1,-13.3) -42.7 (-53.7,-17.4) : 515 (-72.9,-4.3)
TABLE 4. Openi-Label Crossover Study of 16 Patients’
Wlth Dysbetalipoproteinemia. (Fredrickson Type )
Medlan % Change (mm, max)
.M‘édianv (min, max) at Atorvastatin 10 mg - Atorvastatin 80 mg -
‘Baseline (mg/dL) - : ) S :
Total-C 442 (225, 1320) -37(-85,17) <58 (-90, -31)
Triglycerides 678-(273, 5990) -39 (-92, -8) -53 (-95, -30) ©
IDL-C + VLDL-C 215 (111, 613) -32(.76, 9) 463 (:90, -8)
non-HDL-C 411 (21&,1’272)_ .43.(.37, -19) -64.¢-92, -36) -

TABLE 5: NCEP Treatment Guidelines: LDL-C Goals and Cutpomts for Therapeuhc Llfestyle Changes and
.. Drug Therapy in Different Risk Categories

ble 5).
[See table 5 at right]
After the LDL-C goal has been achieved; if the’ TG is still

2200 mg/dL, non HDL-C (total-C minus HDL C) b a
secondary target of therapy. Non-HDL-C goals ‘are set
30 mg/dL higher than LDL-C goals for each risk category.
Prior to initiating therapy with Lipitor, secondary causes for
hypercholesterolemia (eg, poorly controlled diabetes melli-
tus, hypothyroidism, nephrotic syndrome, dysproteinémias,
obstructive liver disease, other drug therapy, and alcohol-
ism) should be excluded, and a lipid profile performed to
measure total-C, LDL-C, HDL-C, and TG. For patients with
TG <400 mg/dL (<4.5 mmol/L), LDL-C can be estimated us-
ing the following equation: LDL-C = total-C - (0.20 X [TG] +
HDL-C). For TG levels >400 mg/dL (>4.5 mmol/L), this
equation is less accurate and LDL-C concentrations should
be determined by uliracentrifugation. -

Lipitor has not been studied in conditions where the major
lipoprotein abnormality is elevation of chylomicrons (Fred-
rickson Types I and V).

CONTRAINDICATIONS |

Active liver disease or unexplained persistent elevations of
serum transaminases.

Hypersensitivity to any component of this medlcatlon
Pregnancy and Lactatlon

Atherosclerosis is a chronic process and dlscontmuatlon of
lipid-lowering drugs during pregnancy. should have little
impact on the outcome of long-term therapy of primary hy-
percholesterolemia. Cholesterol and other products of cho-
lesterol biosynthesis are essential components for fetal
development (including synthesis of steroids and cell mem-
branes). Since HMG-CoA reductase inhibitors decrease cho-
lesterol synthesis and possibly the synthesis of other biolog-
ically active substances derived from cholesterol, they may
cause fetal harm when administered to pregnant women.
Therefore, HMG-CoA reductase inhibitors are contraindi-
cated during pregnancy and in nursing mothers.
ATORVASTATIN 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 drug, therapy should be discontinued and the patient
apprised of the potential hazard to the fetus.

WARNINGS

Liver Dysfunction

HMG-CoA reductase inhibitors, like some other lipid-
lowering therapies, have been associated with biochemical
abnormalities of liver function. Persistent elevations (>3
times the upper limit of normal [ULN] occurring on 2 or
more occasions) in serum transaminases occurred in 0.7%
of patients who received atorvastatin in clinical trials. The
incidence of these abnormalities was 0.2%, 0.2%; 0.6%, and
2.3% for 10, 20, 40, and 80 mg, respectively.

One patient in clinical trials developed jaundice. Increases
in liver function tests (LFT) in other patients were not as-
sociated with jaundice or other clinical signs or symptoms.
Upon dose reduction, drug interruption, or discontinuation,
transaminase levels returned to or near pretreatment levels

. LDL Level at Which to -
- . Initiate Therapeutic LDL Level at Which to Consider”
. LDL Goal - Lifestyle Changes Drug
Risk Category (mg/dL) (mg/dL) : Therapy (mg/dL)-
ized in Ta- -
) CHD%r CHD risk _
equivalents <100 =100 =130 :
(10-year risk >20%) (100-129: drug cpt;ion&l)b
2+ Risk Factors <130 =130 10-year risk 10%-20%:-2130
(10-year risk =20%) - - - 10-year risk' <10%: =160
0-1 Risk factor° . <160 =160 o . =190
b R . .. (160-189; LDL-lowering drug optional)

2 CHD, coronary heart disease .

b Some authorities recommend use of LDL- -lowering drugs in this category if an LDL-C level of <100 mg/dL cannot be
achieved by therapeutic lifestyle changes. Others prefer use of drugs that primarily modxfy triglycerides and HDL-C, e.g,,
nicotinic acid or fibrate. Clinical judgement also may call for deferring drug therapy in this subcategory

¢ Almost all-people with 0-1 nsk factor ‘have 10-year risk <10% thus, 10-year risk assessment in people with 0-1 risk factor

is not neoessary .

without sequelae Exghteen of 80" patlents with persxstent
LFT-¢l o118 continued tr wﬂ;h a reduced dose of
atorvastatin,

Itisr ded that liver fi tests he performed
prior to and at 12 weeks following both the initiation of
therapy and any elevation of dose, and periodically {eg,
semiannually) thereafter. Liver enzyme changes generally
occur in the first 3 months of treatment with atorvastatin.
Patients who develop increased transaminase levels should
be monitored until the abnormalities resolve. Should an in-
crease in ALT or AST of >3 times ULN persist, reduction of
dose or withdrawal of atorvastatin is recommended.
Atorvastatin should be used with caution in patients who
consume substantial quantities of alcohol and/or have a his-

tory of liver disease. Active liver diséase or unexplained per-

sistent transaminase elevations are contraindications to the
use of atorvastatin (see CONTRAINDICATIONS).

Skeletal Muscle

Rare cases of rhabdomyolysis with acute renal failure sec-
ondary to myoglobinuria. have been reported with
atorvastatin and with other drugs in this class.
Uncomplicated myalgia has been reported in atorvastatin-
treated patients (see ADVERSE REACTIONS). Myopathy,
defined as muscle aches or muscle weakness in conjunction
with increases in creatine phosphokinase (CPK) values >10
times ULN, 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, tenderness or weak-.
ness, particularly if accompanied by malaise or fever.
Atorvastatin therapy should be discontinued if markedly
elevated CPK levels occur or myopathy. is diagnosed or
suspected.

The risk of myopathy durmg treatment with drugs in this
class is increased with concurrent administration of cy-
closporine, fibric acid derivatives, erythromycin, niacin, or
azole antifungals. Physicians considering combined therapy .
with atorvastatin and fibric acid derivatives, erythromycin,
immunosuppressive drugs, azole antifungals, or lipid-
lowering doses of niacin should carefully weigh the poten-
tial benefits and risks and should carefully monitor patients:
for any signs or symptoms of muscle pain, tenderness, or
weakness, particularly during the initial months of therapy
and during any periods of upward dosage titration of either

-drug. Periodic creatine phosphokinase (CPK) determina-
tions may be considered in such situations, but there is no
assurance that such monitoring will prevent the occurrence
of severe myopathy.

Atorvastatm therapy should be temporarily withheld or
inued in any pati with an acute, serious condi-
tion suggestive of a myopathy or having a risk factor pre-
disposing to the development of renal failure secondary to
rhabdomyolysis (eg, severe acute infection, hypotension,
major surgery, trauma, severe metabolic, endocrine and
electrolyte disorders, and uncontrolled seizures).

PRECAUTIONS

General

Before instituting therapy with atorvastatm, an attempt
should be made to control hypercholesterolemia with appro-
priate diet, exercise, and weight reduction in obese patients,
and to treat other underlying medical problems- (see INDI-
CATIONS AND USAGE).

Information for Patients

Patients should be advised to report promptly unexplained
muscle pain, tenderness, or weakness, particularly if accom-
panied by malaise or fever.

Drug Interactions

The risk of myopathy during treatment with dmgs of this
class is increased with concurrent administration of cy-
closporine, fibric acid derivatives, niacin (nicotinic acid),
erythromycin, azole antifungals (see WARNINGS Skeletal
Muscle).

Antacid: When' atorvastatin and Maalox® TC suspension
were coadministered, pl ations of atorvastatin
decreased approximately 35%. However, LDL-C reduchon
was not altered.’

Antipyrine: Because atorvastatin does not affect the phar-
macokinetics of antipyrine, interactions with -other drugs

Continued on next page

This product information was prepared in August 2002,
On these and -other Parke-Davis Products, information
may be obtained by addressing PARKE-DAVIS, a
Warner-Lambert Division, a Pfizer Company, Morris Plains,
New Jersey 07950.

Consult 2003 PDR® and future editions for r
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metaholized via the same cytochrome isozymes are nqt
expected.

Colestipol: Plasma concentrations of atorvastati

decreased appronmately 25% when colestipol an)
atorvastatin were dministered. H , LDL-C redu
tion was greater when atorvastatin and cclestlpol we]l
coadministered than when elther drug was g1ven alone.
Cimetidil Atorvastati trations anfl
LDL-C reduction were not altered by coadministration ¢f
cimetidine.
Digoxin: When multiple doses of atorvastatin and digoxi
were coadministered, steady-state plasma digoxin concer
“trations increased by approximately 20%. Patients takin|
digoxin should be monitored appropriately.
Erythromycin: In healthy individuals, plasma concentr:
tions of atorvastatin increased approximately 40% wit]
coadministration of atorvastatin and "erythromyein, .
known inhibitor of cytochrome P450 3A4 (see WARNINGY,
Skeletal Muscle). .
Oral Contraceptives: Coadministration of atorvastati
and an oral contraceptive increased AUC values for noretH
indrone and ethiny] estradiol by approximately 30% an|

[ I-n-2

iy

20%. These increases should be considered when selecting

an oral contraceptive for a woman taking atorvastatin.
Warfarin:  Atorvastatin had no clinically significant effed
on prothrombin time when administered to patients receiy
ing chronic warfarin treatment.
Endocrine Function

HMG-CoA reductase inhibitors interfere with cholestero)
synthesis and theoretically might blunt adrenal and/or go
nadal steroid production. Clinical studies have shown tha
atorvastatin does not reduce basal plasma cortisol concen:
tration or impair adrenal reserve. The effects of HMG-CoA
reductase inhibitors on male fertility have not been studied]
in adequate numbers of patients. The effects, if any, on the]
pituitary-gonadal axis in premenopausal women are un
known. Caution should be exercised if an HMG-CoA reduc
tase inhibitor is administered concomitantly with drugs|
that may decrease the Ievels or activity of endogenous ster-
oid h such as k le, spironolactone, and]
cimetidine.

CNS Toxicity . :

Brain hemorrhage was seen in a female dog treated for 3
months at 120 mg/kg/day. Brain hemorrhage and optid
nerve vacuolation were seen in another female dog that was|
sacrificed in moribund condition after 11 weeks of escalating]
doses up to 280 mg/kg/day. The 120 mg/kg dose resulted in a|
systemic exposure approximately 16 times the human
plasma area-under-the-curve (AUC, 0-24 hours) based on
the maximum human dose of 80 mg/day. A single tonic con-
vulsion was seen in each of 2 male dogs (one treated at
10 mg/kg/day and one at 120 ng/kg/day) in a 2-year study.
No CNS lesions have been observed in mice after chronic
treatment for up to 2 years at doses up to 400 mg/kg/day or|
in rats at-doses up to 100 mg/kg/day. These doses were 8 to|
11 times (mouse) and 8 to 16 times (rat) the human AUC|
0-24) based on the maximum recommended human dose of]
80 mg/day.
CNS vascular lesions, characterized by penvascu]ar hemor-
rhages, edema, and mononuclear cell infiltration of perivas-
cular spaces, have been observed in dogs treated with other|
members of this class. A chemically similar drug in this
class produced optic nerve degeneration (Wallerian degen-
eration of retinogeniculate fibers) in clinically normal dogs
in a dose-dependent fashion at a dose that produced plasma
drug levels about 30 times higher than the mean drug level
in humans takmg the highest recommended dose.

Ca is, Impairment of Fertility
Ina Z-year carcinogenicity study in rats at dose levels of 10,
30, and 100 mg/kg/day, 2 rare tumors were found in muscle

e

-

in high-dose females: in one, there was a rhabdomyosar-
coma and, in another, there was a fibrosarcoma. This dose
represents a plasma AUC (0-24) value of approximately 16
times the mean human plasma drug exposure after an
80 mg oral dose.
A 2-year carcinogenicity study in mice given 100, 200, or
400 mg/kg/day resulted in a significant increase in liver ad-
enomas in high-dose males and liver carcinomas in high-
dose females. These findings occurred at plasma AUC
(0-24) values of approxxmately 6 times the mean human
plasma drug exposure after an 80 mg oral dose.
In vitro, atorvastatin was not mutagenic or clastogenic in
the follqwing tests with and without metabolic activation:
the Ames test with Salmonella. typhimurium and Escheri-
chia coli, the HGPRT forward mutation assay in Chinese
hamster lung cells, and the chromosomal aberration assay
in Chinese hamster lung cells. Atorvastatin was negative in
the in vive mouse micronucleus test.
Studies in rats performed at doses up to 175 mg/kg (15
times the human exposure) produced no changes in fertility.
There was aplasia and aspermia in the epididymis of 2 of 10
rats treated with 100 mg/kg/day of atorvastatin for 3
months (16 times the human AUC at the 80 mg dose); testis
weights were significantly lower at 30 and 100 mg/kg and
epididymal weight was lower at 100 mg/kg. Male rats given
100 mg/kg/day for 11 weeks prior to mating had decreased
sperm motility, spermatid head concentration, and in-
creased abnormal sperm, Atorvastatin caused no adverse ef-
fects on semen parameters, or reproductive organ histopa-
thology in dogs given doses of 10, 40, or 120 mg/kg for two
years.
Pregnancy
Pregnancy Category X
See CONTRAINDICATIONS
Safety in pregnant women has not been established.
Atorvastatin crosses the rat placenta and reaches a level in
fetal liver -equivalent to that of maternal plasma.
Atorvastatin was not teratogenic in rats at doses up to
300 mg/kg/day or in rabbits at doses up to 100 mg/kg/day.
These doses resulted in multiples of about 30 times (rat) or
20 tlmes (rabbit) the human exposure based on surface area
(mg/m?).
In a study in rats given 20, 100, or 225 mg/kg/day, from ges-
tation day 7 through to lactation day 21 (weaning), there
‘was decreased pup survival at birth, neonate, weaning, and
maturity in pups of mothers dosed with 225 mg/kg/day.
Body weight was decreased on days 4 and 21 in pups of
mothers dosed at 100 mg/kg/day; pup body weight was de-

_creased at birth and at days 4, 21, and 91 at 225 mg/kg/day.

Pup development was delayed (rohorod performance at 100
mg/kg/day and acoustic startle at 225 mg/kg/day; pinnae de-
tachment and eye opening at 225 mg/kg/day). These doses
correspond to 6 times (100 mg/kg) and 22 times (225 mg/kg)
the human AUC at 80 mg/day.

Pediatric Use .

Treatment experience in a pedxamc populatlon is limited to
doses of Lipitor up to 80 mg/day for I year in 8 patients with
homozygous FH. No clinical or biochemical abnormalities
were reported in these patients. None of these patients was
below 9 years of age.

Geriatric Use

The safety and efficacy of atorvastatin (10-80 mg) in the ger-
iatric population (=65 years of age) was evaluated in the
ACCESS study. In this 54-week open-label trial 1,958 pa-
tients initiated therapy with atorvastatin 10-mg. Of these,
835 were elderly (=65 years) and 1,123 were non-elderly.
The mean change in LDL-C from baseline after 6 weeks of
treatment with atorvastatin 10 mg was —38.2% in the el-
derly patients versus —34.6% in the non-elderly group.
The rates of discontinuation due to adverse events were
similar between the two age groups. There were no differ-
ences in clinically relevant laboratory abnormalities be-
tween the age groups.

ADVERSE REACTIONS

Lipitor is generally well-tolerated. Adverse reactions have
usuaily been mild and transient. In controlled clinical stud-
ies of 2502. patients; <2% of patients were discontinued due
to adverse experiences attributable to atorvastatin. The
most frequent adverse events thought to be related to
atorvastatin were constipation, flatulence, dyspepsia, and
abdominal pain. R
Clinical Adverse Experiences

Adverse experiences reported in =2% of patients in placebo-
controlled clinical studies of atorvastatin, regardless of cau-
sality assessment, are shown in Table 6.

[See table below]

The following adverse events were reported, regardless of
causality assessment in patients treated with atorvastatin
in clinical trials. The events in italics occurred in =2% of
patients and the events in plain type occurred in <2% of
patients.

Body as a Whole: Chest pain, face edema, fever, neck 1i-
gidity, malaise, photosensitivity reaction, generalized
edema.

Digestive System:. Nausea, gastroenteritis, liver function
tests abnormal, colitis, vomiting, gastritis, dry mouth, rectal
hemorrhage, esophagitis, eructation, glossitis, mouth ulcer-
ation, anorexia, increased appetite, stomatitis, biliary pain,
cheilitis, duodenal ulcer, dysphagia, enteritis, melena, gum
hemorrhage, stomach ulcer, tenesmus, ulcerative stomati-
tis, hepatitis, pancreatitis, cholestatic jaundice.
Respiratory System: Bronchitis, rhinitis, pneumonia, dys-
pnea, asthma, epistaxis.

Nervous System: Insomnia, dizziness, paresthesia, som-
nolence, amnesia, abnormal dreams, libido decreased,
emotional lability, incoordination, penpheral neuropathy,
torticollis, facial paralysis, hyperkmesm depression, hypes-

Rare reports of congenital anomalies have been ived fol-
lowing intrauterine exposure to HMG-CoA reductase inhibi-
tors. There has been one report of severe congenital bony
deformity, tracheo-esophageal fistula, and anal atresia (VA-
TER association) in a baby born to a woman who took lov-
astatin with dextroamphetamine sulfate during the first tri-
mester of pregnancy. Lipitor should be administered to
women of child-bearing potential only when such patients
are highly unlikely to conceive and have been informed of
the potential hazards..If the woman becomes pregnant
while taking- Lipitor, it should be discontinued and the pa-
tient advised again as to the potential hazards to the fetus.
Nursing Mothers

Nursing rat pups had-plasma and-liver drug levels of 50%
and 40%, respectively, of that in their mother’s milk. Be-
cause of the potential for adverse reactions in nursing in-
fants, women taking Lipitor should not breast-feed (see
CONTRAINDICATIONS). -~ -

TABLE 6. Adverse Events

h Placebo-Controlled Studies

(% of Patients)

BODY SYSTEM/ Placebo Atorvastatin Atorvastatin Atorvastatin Atorvastatin
Adverse Event 10 mg 20 mg 40 mg 80 mg
W= 4TV L‘:-Oaﬁ N =90 1"—' [k :"‘—3'1
BODY AS A WHOLE
Infection 10.0 10.3 2.8 10.1 7.4
3L daak. 7'n K'A - 1‘!.'.1 f)‘l: -4
Accidental Injury 3.7 4.2 0.0 1.3 3.2
- Flu Syndrome . 19 2.2 0.0 2.5 3.2
. Abdominal Pain 0.7 2.8 0.0 3.8 21
Back Pain 3.0 2.8 0.0 3.8 11
Allergic Reaction 2.6 0.9 " 28 13 0.0
Asthenia 1.9 22 0.0 3.8 0.0
DIGESTIVE SYSTEM .
Constipation 1.8 21 0.0 2.5 11
Diarrhea 15 2.7 0.0 3.8 5.3
Dyspepsia . 4.1 2.3 2.8 © 13 2.1
Flatulence 33 2.1 2.8 13 11
RESPIRATORY SYSTEM . .
Sinusitis 2.6 2.8 0.0 2.5 6.4
Pharyngitis 15 - 2.5 0.0 13 2.1°
SKIN AND APPENDAGES X
Rash 0.7 3.9 28 3.8 11
MUSCULOSKELETAL SYSTEM
Arthralgia 15 2.0 0.0 5.1 0.0
Myalgia 11 82" 5.8 1.3 0.0
Information will be sup jed by suppl and subseq editions

thesxa, hypertoma
™

Arthritis, leg cramps, bursitis,
tenosynovitis, myasthema tendmous contracture, myositis.
Skin and Appendages:. Pruritus, contact dermatitis, alope-
cia, dry skin, sweatmg, acne, urticaria, eczema, seborrhea,
skin ulcer.

Urogenital System: Urinary tract infection, urinary fre-
quency, cystitis, hematuria, impotence, dysuria, kidney cal-
culus, nocturia, epididymitis, fibrocystic breast, vaginal

hemorrhage, albuminuria, breast enlargement, metrorrha-
gia, nephritis, urinary incontinence, urinary retention, uri
nary urgency, abnormal ejaculation, uterine hemorrhage.
Special Senses: Amblyopia, tinnitus, dry eyes, refraction
disorder, eye hemonhage, deafness, glaucoma, pamsmm,
taste loss, taste perversion.
Cardi : Palpi vasodilatation, syn-
cope, migraine, postural hypotsnsum phlebitis, arrhyth-
ia, angina pectoris, hypertension.
Metabolic and Nutritional Disorders: Peripheral edema,
hyperglycemia, creatine phosphokinase increased, gout,
[weight gain, hypoglycemia.
Hemic and Lymphatic System: Ecchymosis, anemia, lym-
[phadenopathy, thrombacytopenia, petechia.
Postintroduction Reports
[Adverse events associated with Lipitor therapy reported
Isince market introduction, that are not listed above, regard-
less of causality assessment, include the following: anaphy-
laxis, angioneurotic edema, bullous rashes (including ery-
thema multiforme, Stevens-Johnson syndrome, and toxic
epidermal necrolysis), and rhabdomyolysxs

IOVERDOSAGE

IThere is no specific treatment for atorvastatin overdosage.
In the event of an overdose, the patient should be treated
kymptomatically, and supportive measures instituted as re-
huired. Due to extensive drug binding to plasma proteins,
hemodialysis is not expected to significantly enhance
ptorvastatin clearance.

IDOSAGE AND ADMINISTRATION

The patient should be placed on a standard cholesterol-
owering diet before receiving Lipitor and should continue
bn this diet during treatment with Lipitor.
Hypercholesterolemia (Heterozygous Famiilial and Nonfa-
Inilial) and Mixed Dyslipidemia {Fredrickson Types lla and
Jib) : :
The recommended starting dose of Lipitor is 10 or 20 mg
pnce daily. Patients who require a large reduction in LDL-C
more than 45%) may be started at 40 mg once daily. The
Hosage range of Lipitor is 10 to 80 mg cnce daily. Lipitor can
be administered as a single dose at any time of the day, with

CFAD Ex. 1021 (36 of 44)



PRODUCT INFORMATION

PARKE-DAVIS/2551

or without food. The starting dose and maintenance doses of
Lipitor should be individualized according to patient char-
acteristics such as goal of therapy and response (see NCEP
Guidelines, summarized in Table 5). After initiation and/or
upon titration of Lipitor, lipid levels should be analyzed
within 2 to 4 weeks and dosage adjusted accordingly.

Since the goal of treatment is to lower LDL-C, the NCEP
recommends that LDL-C levels be used to initiate and as-
sess treatment response. Only if LDL-C levels are not avail-
able, should total-C be used to monitor therapy. :
Homozygous Familial Hypercholesterolemia

The dosage of Lipitor in patients with homozygous FH is 10
to 80 mg daily. Lipitor should be used as an adjunct to other
lipid-lowering treatments (eg, LDL apheresis) in- these pa-
tients or if such treatments are unavailable.

Concomitant Therapy

Atorvastatin may be used in combination with a bile acid
binding resin for additive effect. The combination of HMG-
CoA reductase inhibitors and fibrates should generally be
avoided (see WARNINGS, Skeletal Muscle, and PRECAU-
TIONS, Drug Interactions for other drug-drug interactions).
Dosage in Patients With Renal Insufficiency

Renal disease does not affect the plasma concentrations nor
LDL-C reduction of atorvastatin; thus, dosage adjustment
in patients with renal dysfunction is not necessary (see
CLINICAL PHARMACOLOGY, Pharmacokinetics). - -

HOW SUPPLIED

Lipitor is supplied as white, elliptical, film-coated tablets of

atorvastatin calcium containing 10, 20, 40 and 80 mg

atorvastatin.

10 mg tablets: coded “PD 155” on one side and “10” on the

other.

N0071-0155-23 bottles of 90

N0071-0155-34 bottles of 5000

N0071-0155-40-10 X 10 unit dose blisters

20 mg tablets: coded “PD 156” on one side and “20” on the

other.

N0071-0156-23 bottles of 90

N0071-0156-40 10 X 10 unit dose bl1sl:ers

40 mg tablets: coded “PD 157” on one side and “40” on the

other. ~

N0071-0157-23 bottles of 90

80 mg tablets: coded “PD 158” on one side and “80” on the

other.

N0071-0158-23 bottles of 90

Storage

Store at controlled room temperature 20°C to 25"C (68°F to

T7°F} [see USP].

Rx only
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LOESTRIN® 21
{Norethindrone Acetate and Ethinyl Estradiol Tablets,
usp)

LOESTRIN® 21 1/20
(Each white tablet contains 1 mg norethindrone
acetate and 20 mcg ethinyl estradiol.] -

LOESTRIN® 21 1.5/30
{Each green tablet contains 1.5 mg norothmdrone
acetate and 30 mcg ethinyl estradiol.)

LOESTRIN® Fe

{Norethindrone Acetate and Ethinyl Estradiol

Tablets, USP and Ferrous Fumarate Tablets*}

*Ferrous fumarate tablets are not USP for dissolution
and assay

LOESTRIN® Fe 1/20

(Each white tablet contains 1 mg norethindrone
acetate and 20 mcg ethinyl estradiol.

Each brown tablet contains 75 mg ferrous fumarate.)

LOESTRIN® Fe 1.5/30

(Each green tablet contains 1 mg norethindrone
acetate and 30 meg ethinyl. estradiol.

Each brown tablet contains 75 mg ferrous fumarate.)

Patients should be counseled that this product does not
protect against HIV infection [AIDS) and other sexually
transmitted diseases.

DESCRIPTION

Loestrin 21 and Loestrin Fe are progestogen-estrogen com-
binations. .

Loestrin Fe 1/20 and 1.5/30: Each provides a continuous-dos-
age regimen consisting of 21 oral contraceptive tablets and
seven ferrous fumarate tablets. The ferrous fumarate tab-
lets are present to facilitate ease of drug administration via
a 28-day regimen, are non-hormonal, and do not serve any
therapeutic purpose. .

Each white tablet contains norethindrone acetate (17 alpha-
ethinyl-19-nortestosterone acetate); 1 mg; ethinyl estradiol
(17 alpha-ethinyl-1,3,5(10)-estratriene-3, 17- beta-diol),

" Norethindrone undergoes

‘20 mcg. Also contains acacia, NF; lactose, NF; magnesium
stearate, NF; starch, NF; confectioner’s sugar, NF; talc,
USP.

Each green tablet contains norethindrone acetate (17 alpha-
ethinyl-19-nortestosterone acetate), 1.5 mg; ethinyl estra-
diol (17 alpha-ethinyl-1,3,5(10)-estratriene-8, 17 beta-diol),
30 meg. Also contains-acacia, NF; lactose, NF; magnesium
stearate, NF; starch, NF; confectioner’s 'sugar; NF; tale,

| USP; D&C yellow No. 10; FD&C yellow No, 6; FD&C blue

No. 1. RS
The structural formulas are as follows:

Norethindrone Acetate

Each brown tablet contains microcrystalline cellulose, NF;
ferrous fumarate, USP; magnesium stearate, NF; povidone,

" USP; sodium starch glycolate, NF; sucrose thh modified

dextrins.

CLINICAL PHARMACOLOGY -
Combination oral contraceptives act by suppression of gona-
dotropins. Although the primary mechanism of this action is

- inhibition of ovulation, other alterations include changes in

the cervical mucus (which increase the difficulty of sperm
entry into the uterus) and the endometrium (which reduce
the likelihood of implantation).

Pharmacokinetics

The pharmacokinetics of Loestrin have not been character-
ized; however, the following pharmacokinetic information
regarding. norethindrone acetate and ethinyl estradiol is
taken from the literature.

| Absorption

Norethindrone acetate appears to be completely: and rapidly
deacetylated to norethindrone after oral admmzstratwn,

Drug-Drug Interactions

Numerous drug-drug interactions havé been reported for
oral contraceptives. A summary .of these is found under
PRECAUTIONS, Drug Interactions.

INDICATIONS AND USAGE :

Loestrin 21 and Loestrin'Fe are indicated for the prevention
of pregnancy in’ women who elect to use oral contraceptives
as a method of contraception.

Oral contraceptives are highly effective. Table 1 lists the
typical accidental pregnancy rates for users of combination
oral contraceptives and other methods of contraception. The
efficacy of these contraceptive methods, except sterilization,
depends upon the reliability with which they are used, Cor-
rect and consistent use of methods can result in lower fail-
ure rates. -

{See table I at top of next page]

CONTRAINDICATIONS

Oral contraceptives should not be used in women who cur-

rently have the following conditions:

* Thrombophlebitis or thromboembolic disorders

© A past history of deep vein thrombophlebitis or thrombo-
embolic disorders

* Cerebral vascular or coronary artery.disease

o. Known or suspected carcinoma of the breast

* Carcinoma of the endometrium or other known or sus-
pected.estrogen-dependent neoplasia

. Undlagnosed abnormal genital bleedmg

lestati dice of pr or j

dice with prior
p111 use .

o Hepatic adenomas or carcinomas

* Known or suspected pregnancy

WARNINGS

AClgarette smoking increases the risk of serious car-

_ diovascular side effects from oral contraceptive use.
This risk increases with age and with heavy smok-
ing (15 or more cigarettes per day) and is quite
marked in women over 35 years of age. Women
who use oral contraceptives should be strongly ad-:
vised not to smoke.

The use of oral contraceptives is associated with increased
risks of several serious conditions including myacardial in-
farction, thromboembolism, stroke, hepatic neoplas:a, and
gallbladder disease, although the risk of serious morbidity
or mortality is very small in healthy women without under-
lying risk factors. The risk of morbidity and mortality in-
creases significantly in the presence of other underlying risk
factors such as hypeﬂens1on, hyperlipidemias, obesity, and
diabetes.

Practitioners prescribing oral contraceptives should be fa-
miliar with the following information relating to these risks.
The information contained in this package insert is princi-
pally based on studies carried .out in patients who used oral
contraceptives with higher formulations of estrogens and

since the disposition of norethindrone acetate is i
guishable from that of orally administered norethindrone
(1). Norethindrone acetate and ethinyl estradiol are subject
to first-pass metabolism after oral dosing, resulting in an
absolute bioavailability of approximately 64% for norethin-
drone and 43% for ethinyl estradiol (1~8). -

Distribution N

Volume of distribution of norethindrone and ethinyl estra-
diol ranges from 2 to 4 I/kg (1~8). Plasma protein binding of
both steroids is extensive (>95%); norethindrone binds to
both albumin and sex hormone binding globulin, whereas
ethinyl estradiol binds only to albumin-(4).

Metabolism

ive biotransf tion, pri-
marily via reduction; followed by sulfate and glucuronide
conjugation. The majority of metabolites in the circulation
are sulfates, with glucuronides accounting for most of the
urinary metabolites (5). A small amount of norethindrone
acetate is metabolically converted to ethinyl estradiol. Ethi-
nyl estradiol is also extensively metabolized, both by oxida-
tion and by conjugation with sulfate and glucuronide. Sul-
fates are the major circulating conjugates of ethinyl estra-
diol and glucuronides predominate in urine. Thé primary
oxidative metabolite is 2-hydroxy ethinyl estradiol, formed
by the CYP3A4 isoform of cytochrome P450, Part of the
first-pass metabolism of ethinyl estradiol is believed to oc-
cur in gastrointestinal mucosa. Ethinyl estradiol may under
enterohepatic circulation (6).

Excretion

Norethindrone and ethinyl estradiol are excreted in both
urine and feces, primarily as metabolites (5,6). Plasma
clearance values for norethindrone and ethinyl estradiol are
similar (approximately 0.4 L/hr/kg) (1-3). .
Special Populatlon .

Race:

The effect of race on the dxsposmon aof Loestrin has not been

_ evaluated.

Renal [nsufficiency :
The effect of renal disease on the dlsposmon of Loestrin has
not been evaluated. In premenopausal women with chronic
renal failure undergoing peritoneal dialysis who received
multiple doses of an oral contraceptive containing ethinyl
estradiol and norethindrone, plasma ethinyl estradiol con-
centrations were higher and norethindrone concentrations
were unchanged compared to t; s in pr

pausal women. with normal renal fu.nctlon -
Hepatic Insufficiency

The effect of hepatic disease on ) the dxspnsmon of Loestrin
has not been evaluated. However, ethinyl estradiol and nor-
ethindrone may be poorly metabolized in patients with im-
paired liver function.

progestogens than those in common use today. The effect of
long-term use of the oral contraceptives with lower formu-
lations of both estrogens and progestogens remains to be de-
termined.
Throughout this labeling, epidemiclogical studles repor’oed
are of two types: retrospective or case control studies and
prospective or cohort studies. Case control studies provide a
measure of the relative risk of a disease, namely, a ratio of
the incidence of a disease among oral contraceptive users to
that among nonusers. The relative risk does not provide in-
formation on the actual clinjcal occurrence of a disease. Co-
hort studies provide a measure of attributable risk, which is
the difference in the incidence of disease between oral con-
traceptive users and nonusers. The. attributable risk. does
not provide information about the actual occurrence of a dis-
ease in the population (adapted from References 8 and 9
with the author’s permission). For further information, the
reader is referred to a text on epidemiological methods.
1. Thromboembolic Disorders and Other Vascular Prob-
lems
a. Myocardial infarction
An increased risk of myocardial infarction has been attrib-
uted to oral contraceptive use. This risk is primarily in
smokers or women with other underlying risk factors for
coronary artery disease such as hyperténsion, hypercholes-
terolemia, morbid obesity, and diabetes. The relative risk of
heart attack for current oral contraceptive users has been
estimated to be two to six (10~16). The risk is very low un-
der the age of 30.
Smoking in combination with oral contraceptlve use has -
been shown to contribute substantially to the incidence of
myocardial infarctions in women in their mid-thirties or
older with smoking accounting for the majority of excess
cases (17). Mortality rates associated with circulatory dis-
ease have been shown to increase substantially in smokers
over the age of 35 and non-smokers ovér the age of 40 (Table
1I) among women who use oral contraceptives.
[See table II at top of next pagel
Oral contraceptives may compound the effects of well-
known risk factors, such as hypertension, diabetes, hyper-
lipidemias, age and obesity (19). In particular, some
progestogens are known to decrease HDL chelestero]l and
cause glucose intolerance, while estrogens may create a
state of hyperinsulinism (20-24). Oral contraceptives have

Continued on next page

This product information was prepared in August 2002.
On these and other Parke-Davis Products, information
may be obtained by addressing PARKE-DAVIS, a
Warner-Lambert Division, a Plizer Company, Morris Plains,
New Jersey 07950,

Consult 2003 PDR® supplements and future editions for revisions
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CONTRAINDICATIONS
CLEOCIN T Topical Solution, CLEOCIN T ’Dopu:al Gel and
CLEOCIN T Topical Lotion are contraindicated in individu-
als with a history of hypersensitivity fo preparations con-
taining clindamyecin or lincomycin, a history of regional
enteritis or ulcerative colitis, or a history of antibiotic-
associated colitis.
WARNINGS
Orally and p: ally i ycin has been
associated W|th severe colitis whn:h may result in patient
death. Use of the topical formulation of clindamyein results
in absorption of the antibiotic from the skin surface. Diar-
rhea, bloody diarrhea, and colitis (including pseudomem-
branous colitis) have been reported with the use of topical
and systemlc clmdamvcln

e a toxi d iby cl is one pri-
mary cause of antibiotic- assocmted colitis. The colitis is
usually characterized by severe persistent diarrhea and se-
vere abdominal cramps and may be associated with the
passage of blood and mucus. Endoscopic.examination may
reveal pseudomembranous colitis. Stool culture for Clos-
tridium difficile and stool assay for C. difficile toxin may be
helpful diagnostically.
When significant diarrhea occurs, the drug should be dls-
continued. Large bowel i

:ge

Py should be ed
to establish a definitive diagnosis in cases “of severe diar-
rhea.

Antiperistaltic agents such as opiates and diphenoxylate
with atropine may prolong and/or worsen the condition.
Vancomycin has been found to be effetmva in the treat-
ment of antibioti branous colitis
produced by Clostridium dlfﬂclle The usual adult dosage is
600 milligrams to 2 grams of vancomycin orally per day in
three to four divided doses administered for 7 to 10 days.

Cholestyramine or colestipol resins bind vancomycin /n vi-

tro. If both a resin and vancomycin are to be administered

concurrently, it may be advisable to separate the time of |

administration of each drug.

Diarrhea, colitis, and pseudomembranous colms have been
observed to begin up ti ! weeks f g

of oral and parenteral therapy with clindamycin.

PRECAUTIONS

General

CLEOCIN T Topical So]utlon contains an alcohol base
which will cause burning and irritation of the eye. In the
event of accidental contact with sensitive surfaces (eye,
abraded skin, mucous membranes), bathe with copious
amounts of cool tap water. The solution has an unpleasant

taste and caution should be exercised when applymg medi-

cation around the mouth.

CLEOCIN T should be prescribed wnth caution in atople in-
dividuals.

Drug Interactions : T

Clindamycin has been shown to have n_eurbmuscular block-

ing properties that may enhance the action of other neuro- -

muscular blocking agents. Therefore it should be used w1th
ca\mon in patlents recewmg such agents

Preg Pr y Category B
Reproductnm studies have been performed in rats and mice
using subcutaneous and oral doses of clindamyecin ranging
from 100 to 600.mg/kg/day and have revealed no evidence of
impaired fertility or harm to the fetus due to clindamycin.
There are, however, no adequate and well-controlled studies
in pregnant women. Because animal reproduction studies
are not always predictive of human response, this drug
should be used during pregnancy only if clearly needed.
Nursing Mothers

1t is not known whether clindamycin i is excreted in human
milk following use of CLEOCIN T. However, orally and par-
enterally administered clindamycin has been reported to
appear in breast milk. Because of the potential for serious
adverse reactions in nursing infants, a decision should be
made whether to discontinue nursing or to discontinue the
drug, taking into accounit the importance of the drug to the
mother.

Pediatric Use

Safety and effectiveriess in pediatric patients under the age
of 12 have not been established.

ADVERSE REACTIONS

In 18 clinical studies of various formulations of CLEGCIN T |

using placebo vehicle and/or active comparator ‘drugs as
controls, patients experienced a number of treatment emer-
gent adverse dermatologic events {see table below].

Number of Patients Reporting Events.

Treatment Emergent  Solution Gel Lotion-

Adverse Event n=553 {%) n=148 (%) n=160 (%)
Burning 62 (11) 15 (10) 17 (11)
Itching 36 (7 150 17 an
Burning/Ttching 60 (11) # (=) # (=)
Dryness 105 (19) 34 (28) 29 (18)
Erythema 86 (16) 10(7 22 (14
Oiliness/Oily Skin 8 (1) 2618 12* (10)
Peeling 61 (11) # 0 1D
# not recorded

#* of 126 subjects

Orally and paienterally administered clindamycin has been
associated with severe colitis which may end fatally.
Cases of diarrhea, bloody diarrhea and colitis (including

pseudomembranous colitis) have been reported as adverse -

reactions in' patients treated with oral and parenteral for-
mulations of clindamycin and -rarely with topical
clmdamycm (see WARNINGS) o

bdominal pain and gastroi inal disturbances as well
as gram-negative folliculitis have also been reported in as-
sociation with the use of  topical formulations of

“clindamycin.

OVERDOSAGE

Topically applied CLEOCIN T can be absorbed in sufficient
amounts to produce systemic effects. (See WARNINGS.)

DOSAGE AND ADMINISTRATION

Apply a thin film of CLEOCIN T Topical Sohition;,
CLEOCIN T Topical Lotion, CLEOCIN T Topical Gel, or use
a CLEOCIN T Topical Solution pledget for the application of
CLEOCIN T twice daily to affected area. More than one
pledget may be used. Each pledget should be used only once
and then be discarded.

Lotion: ~ Shakewell immediately before using.

Pledget: Remove pledget from foil just before use: Do not
use if the seal is broken. Discard after single-use.

Keep all liquid dosage forms in containers tightly closed. -

HOW SUPPLIED -

CLEOCIN T Topical Solution containing clmdamycm

phosphate equivalent to 10 mg c]mdamycm per milliliter is

available in the following sizes: _

30 mL applicator bottle—~NDC 0009‘3116-01

60 mL applicator bottle—NDC 0009-3116-02 *

Carton of 60 single-use pledget” apphcators—-NDC 0009-

3116-14

CLEOCIN T Topical Gel containing chndamycm phosphate

équivalent to 10 mg clmdamycm per gram is ava:lab]e in

the following sizes:

60 gram tube—NDC 0009-3331-01

30 gram tube—NDC 0009-3331-02

CLEOCIN T fTopical Lotion containing eclindamyein

phosphate equivalent to 10 mg clindamycin per milliliter is

available in the following size:

60 mL plastic squeeze bottle—NDC 0009-3329-01

Store at controlled room temperature 20° to 25°C (68° to

T7°F) [see USP].

Protect from freezing.
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COLESTID® . - B
micronized colestipol - e
hydrochloride tablets

DESCRIPTION ) .
The aétive ingredient in COLESTID Tablets is micronized
colestipol hvdroc}ﬂonde, which is a lipid lowering agent for

oral use. Colestipol is an insoluble, high molecular weight -

basic anion-exchange copolymer of diethylenetriamine and
1-chloro-2, 3-epoxypropane, with approximately 1 out of 5
amine nitrogens protonated (chloride form). It is a light yel-
low water-insoluble resin which is hygroscopic and swells
when suspended in water or aqueous fluids.
Each COLESTID Tablet contains one gram of micronized
colestipol hydrochloride. COLESTID Tablets are light yel-
low in color and are tasteless and odorless. Inactive ingre-
dients: cellulose acetate phthalate, glyceryl triacetate, car-
nauba wax, hydroxypropyl methylcellulose, magnesium
stearate, povidone, silicon d.mmde COLESTID Tablets con-
tain no calories,

CLINICAL PHARMACOLOGY

Cholesterol is the major, and probably the sole precursor of
bile acids. During.normal digestion, bile acids are secreted
via the bile from the liver and gall bladder into the intes-
tines. Bile acids emulsify the fat and lipid materials present
in food, thus facilitating absorption. A major portion of the
bile acids secreted is reabsorbed from the intestines and re-
turned via the portal circulation to the liver, thus complet-
ing the enterchepatic cycle, Only very small amounts of bile
acids are found in normal serum.

Colestipol hydrochlonde binds bile acxds in the mtestme

forming a complex that is excreted in the feces, This non:-

systemic action results in a partial removal of the bile acids
from the enterchepatic circulation, preventing. their reab-
sorptioxi.,Since colestipol -hydrochloride is-an anion ex-
change resin, the chloride anions of the resin can be re--
placed by other anions, usually those with a greater affinity
for the resin than the chloride ion.

Colestipol hydrochloride is hydrophilic, but it is virtually
water insoluble (99.75%) and it is not hydrolyzed by diges-
tive enzymes. The high molecular weight polymer in
colestipol hydrochloride apparently is not absorbed. In hu-

-mans, less than 0.17% of a single #C-labeled colestipol

hydrochloride dose is excreted in the urine when given fol-
lowing 60 days of dosing of 20 grams of colestipol hydrochlo-
ride per-day. -

The .increased fecal loss of bile acids due to colestipol
hydrochloride administration leads to an incredsed oxida-
tion of cholesterol to bile acids. This results in an increase in
the number of low-density lipoprotéin (LDL) receptors, in-
creased hepatic uptake of LDL and a decrease in beta lipo-

( lative incid

protein or LDL serum levels, and a decrease in serum cho-
lesterol levels. Although colestipol hydrochloride produces
an increase in the hepatic synthesis of cholesterol in man,
serum cholesterol levels fall.

There is evidence to show that this fall in cholesterol is sec-
ondary to an increased rate of clearance of cholesterol-rich
lipoproteins (beta or low-density lipoproteins) from the
plasma. Serum triglyceride levels may increase or remain
unchanged in colestipol hydrochloride treated patients.
The decline in serum cholesterol levels with colestipol
hydrochloride treatment is usually evident by one month.
When colestipol hydrochloride is discontinued, serum cho-
lesterol levels usually return to baseline levels within one
month. Periodic determinations of serum cholesterol levels
as outlined in the National Cholesterol Education Program
(NCEP) guidelines, should be done to confirm a favorable
initial and long-term response.!

In a large, placebo-controlled, multiclinic study, the LRC-
CPPT? hypercholesterolemic subjects treated with
cholestyramine, a bile-acid sequestrant with a mechanism
of action and an effect on serum cholesterol similar to that
of colestipol hydrochloride, had reductions in total and
LDL:C. Over the 7-year study period the cholestyramine
group experienced a 19% reduction (relative to the incidence
in the placebo group) in the combined rate of coronary heart
disease (CHD) death plus nonfatal myocardlal infarction
of 7% cholestyramine and 8.6% pla-_
cebo). The subjects included in the study were middle-aged
men (aged 35-59) with serum cholesterol levels above
265 mg/dL, LDL-C above 175 mg/dL on a moderate choles-
terol-lowering diet, and no history of heart disease. It is not
clear to what extent these findings can be extrapolated to
other segments of the hypercholesterolemic population not
studied,

Treatment with colestipol results in a mgmﬁcant increase in
lipoprotein LpAl Lipoprotein LpAl is one of the two major
lipoprotein pamcles within the high- denslty lipoprotein
(HDL) density range®, and has been shown in cell culture to
promote cholesterol efflux or removal from cells*. Although
the significance of this finding has not been established in
clinical studies, the elevation of the lipoprotein LpAl parti-
cle within the HDL fraction is consistent with an antiather-
ogenic effect of colestipol hydrochloride, even though little -
change is observed in HDL cholesterol (HDL-C).

In patients with heterozygous familial hypercholesterole-
mia who have not obtained an optimal response to colestipol
hydrochloride alone in maximal doses, the combination of
colestipol-hydrochloride and nicotinic acid has been shown
to further lower serum cholesterol, triglyceride, and LDL-
cholesterol (LDL-C) values. Simultaneously, HDL-C values
increased significantly. In many such patients it is possible
to normalize serum lipid values.5>7

Preliminary evidence suggests that the cholesterol Jowering
effects-of lovastatin and the bile acid sequestrant, colestipol
hydrochloride, are additive.

The effect of intensive lipid-lowering therapy on coronary
atherosclerosis has been assessed by arteriography in hy-
perlipidemic patients. In these randomized, controlled clin-
ical trials, patients were treated for two to four years by ei-
ther conventional measures (diet, placebo, or in some cases
low-dose resin), or with intensive combination therapy us-
ing diet and COLESTID Granules plus either nicotinic acid
or lovastatin. When compared to conventional measures, in-
tensive lipid-lowering combination therapy significantly re-
-duced -the frequency of progression and increased the fre-
quency of regression of coronary atherosclerotic lesions in
patients with or at risk for coronary artery disease:***
INDICATIONS AND USAGE K

Since no_drug is innocuous, strict attention should be paid
to the indications and contraindications, parhcular]y when
selecting drugs for chronic long-term use.

COLESTID Tablets are indicated as adjunctive therapy to
diet for the reduction of elevated serum total and LDL-C in
patients with primary hypercholesterolemia (elevated
LDL-C) who do not respond adequately to diet. Generally,
COLESTID Tablets have no clinically significant effect on
serum trxglycendes, but with their use, triglyceride levels
may be raised in some patients.

Therapy with lipid-altering agents should be a component of -
multiple risk factor intervention in thosé individuals at sig-
nificantly increased risk for atherosclerotic vascular disease
due to hypercholesterolemia. Treatment should begin and
continue with dietary therapy (see NCEP guidelines). A
minimum of six months of intensive dietary therapy and
counseling should be carried out prior to initiation of drug
therapy. Shorter periods may be considered in patients with
severe elevations of LDL-C or with definite CHD.

‘According to the NCEP guidelines, the goal of treatment is
to lower LDL-C, and LDL-C'is to be used to initiate and as-
sess treatment response. Only if LDL-C levels are not avail-
able, should the Total-C be used to monitor therapy. The
NCEP treatment guidelines are shown below,

Continued on next page

Information on these Pharmacia & Upjohn products is based
on labeling in effect June 1, 2002. Further information
concerning these and other Pharmacia & Upjohn products
may be obtained by direct inquiry to Medical Information,
Pharmacia & Upjohn, Kalamazoo, Mi 49001.

Consult 2003 PDR® supplements and future editions for revisions
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PHYSICIANS' DESK REFERENCE®

Colestid Tablets—Cont.

‘EDL-Cholesterol -

mg/dL {mmol/L}"
Definite - Two or More Initiation Goal
Atherosclerotic - Other Risk Level .
Disease* . Factors**
No No 2190 <160
. (=4.9) . {41
-No Yes =160 <130
T i . (=4.1) (<8.4)
Yes . Yes or No =130 =100
- (=3.4) (=2.6)

*Coronary heart disease or peripheral vascular d1sea*e
(including symptomatic carotid artery disease).
**QOther risk factors for coronary heart disease (CHD) ii
-clude: age (males: =45 years; female: =55 years or pr
mature monopause without estrogen replacement thers
py); family history of premature CHD; current.cigarett
smoking; hypertension; confirmed -HDL-C <35 mg/d]
(0.91 mmol/L); and diabetes mellitus. Subtract one rig
factor if HDL-C is =60 mg/dL (1.6 mmol/L).

Lo S

CONTRAINDICATIONS
COLESTID Tablets are contraindicated in those individuals
who havé shown hypersensitivity to any of thelr compg-
nents.

PRECAUTIONS.
Prior to initiating therapy with COLESTID Tablets, secor]-
dary causes of hypercholesterolemia (e.g., poorly controllefl
diabétes mellitus, hypothyroidism, nephrotic syndroms,
dysproteinemias, obstructive liver disease, other drug thex-
apy, alcoholism), should be excludéd, and a lipid profile pex-
formed to assess total cholesterol, HDL-C, and triglycerides
(TG). For .individuals with TG less than 400 mg/dl,
(<4.5 mmol/L), LDL- C can be estimated using the folIowm;
equation: ,

LDL:C = Total cholesberol - l(’I‘rlglycendes/S) +HDL-C]"
For TG levels >400 mg/dL, this equation is less accuratp
and LDL-C concentrations should. be determined by ultra-
centrifugation. In hypertriglyceridemic patients, LDL-C
may be low or normal despite elevated Total- C. In sucx
cases COLESTID Tablets may not be indicated.
Because it sequesters bile acids, colestipol hydrochloride

may interfere with normal fat absorption and, thus, may re- |

duce absorption of folic acid and fat soluble vitamins such a
A, D; and K.
Chronic use of colestipol hydrochlhmde may be assnclate d
with an:increased bleeding tendency due to hypoprothrom
binemia from vitamin K deficiency. This will usually re
spond promptly to parenteral vitamin-K; and recurrence:
can be prevented by oral administratioi of vitamin K;.
Serum - cholesterol and-triglyceride levels should -be deten
mined periodically based on.NCEP guidelines to confirm
favorable initial and adequate long-term response.
COLESTID Tablets ‘may préduce or severely worsen pre|
existing constipation. The dosage should be increased grad|
ually in patients to minimize the risk of developing fecal im|
paction. In-patients with pre‘existing constipation, th
starting dose should-be 2 grams once or twice a day. In|
creased fluid and fiber intake should be encouraged to alle|
viate constipation and a stool softener may occasionally by
indicated. If the initial dose is well tolerated, the dose ma;
be increased as needed by a further 2 to 4 grams/day. (2]
monthly intervals) with periodic mcmtormg of serum lipo
protems If constipation worsens or the desired therapeutig
réSponse i$ not achieved at 2 to 16 grams/day, combination
therapy or alternate therapy should be considered. Particu
lar éffort should be made to avoid constipation in patients
with symptomatic coronary artery disease. Constipation as
sociated with COLESTID may’ ‘aggravate hemorrhoids.
While_there have been no reports of hypothyroidism in:
duced in individuals with normal thyrmd function, the the
oretical possibility exists, partlcularly in patients with fim
ited thyroid reserve.
Since colestlpol hydrochlorlde is ‘a chloride form of an aniox
exchange resin, there is'a possibility that.prolonged usg
may lead to the development of hypérchloremia acidosis.
Carci is, Mutag is and Impairment of Fertility-
In studies conducted in rats in which cholestyramine resix
(a bile acid sequéstering agent similar to colestlpa
hydrochloride) was used as a tool to investigate the role of
various intestinal factors, suchi as fat, bile salts; and micro
bial flora, in the development of mtestmal tumors induced
by potent carcmogens, the incidence of such tumors was ob
served to be greater in cholestyramme tesin treated rat
than in contro! rats. :
The relevance of this laboratory observation from studies in
rats with cholestyraiine resin to the’clinical use o
COLESTID Tablets is not known. In the LRC-CPPT study
refeired to above, the total-incidence of fatal and nonfata]
neoplasms was similar in both treatment groups. When thg
many different categories of tumors are exammed various
ahmentary system cancers were. somewhat more prevalent
in the cholestyramine group. The small numbers and thq
multiple categories prevent conclusions from being drawn
Further follow-up of the LRC-CPPT participants by thg
sponsors. of that study is planned for cause-specific mortal’

ity and cancer morbidity. When colestipol hydrochloride was

administered in the diet to rats for 18 months, there was no

evidence of any drug related intestinal tiimor formation. In
the Ames assay, colestipol hydrochloride was not mutagenic.

Usein Pregnancy

‘Since colestipol hydrochloride is essentially not absorbed

systemically (less than 0.17% of the dose), it is not expected

to cause fetal harm when administered during.pregnancy in
recommended dosages. There are no adequate and well-
controlled studies in prégnant women, and the known inter-
ference with absorption of fat-soluble vitamins may be det-

rimental even in the presence of supplementation. .

Nursing Mothers: Caution should be exercised when

COLESTID Tablets are administered to a nursing mother.

The possible lack of proper vitamin absorption described in

the “Pregnancy” sectmn may havé an effect on nursmg in-

fants. R

Pediatric Use

Safety and effectiveness in the pedlatr:c populatlon have

not béen established. A

Information for-Patients.

COLESTID Tablets may be larger than pllls you have taken

before. If you have had swallowing problems or. choking

with food, liquids or other tablets or capsules in the past,
you should discuss this with your doctor before taking

COLESTID Tablets:

It is important that you take COLESTID Tablets correctly:

1. Always take one tablet at a time and swallow promptly.

2. Swallow each tablet whole. Do not cut, crush, or chew the
tablets.

3. COLESTID Tablets must be taken with water or another
liqmd that you prefer. Swallowing the tablets will be eas-
ier if you drink plenty of lqu\ld as you swallow.each tab-
let.

Difficulty swallowing and temporary obstructmn of the

esophagus (the tube hetween your mouth and stomach)

have been rarely reported in patients taking COLESTID

Tablets. If a tablet does get stuck after you swallow it, you

may notice pressure or discomfort. If this happens to .you,

you should: contact your doctor, Do not take COLES’I‘ID

Tablets again without your doctor’s advice. . -

If you are taking other medications, you should take them

at least one hour before or four hours after taking

COLESTID Tablets.

DRUG INTERACTIONS .

Since colestipol hydrochloride is an anion exchange resin, it

may have a strong affinity for anions other than the bile

acids. In vitro studies have indicated that colestipol
hydrochloride binds' a number of drugs. Therefore,

COLESTID Tablets may delay or reduce the absorption of

itant oral medication. The interval between the ad-
ministration of COLESTID Tablets and any-other medica-
tion should be as long as possible. Patients should take
other drugs at least one hour befoie or four hours after

COLESTID Tablets to avoid impeding their absorption.

Repeated doses of colestipol hydrochloride given prior to-a

single dose of propranolol in human frials have been re- |

ported to decrease propranolol absorption. However, in a fol-
low-up study in normal subjects, single-dose administration
of colestipol hydrochloride and propranolol and twice-a-day
administration for 5 days of both agents did not affect the
extent of pr oprano]ol absorption, but had a gmall yet statis-
tically significant effect on its rate of absorption; the time to
reach maximum concentration was delayed ‘approximately
30.minutes. Effects on the absorption of other beta-blockers
have not been determined. Therefore, patients on propran-
olol should be-observed when COLESTID. Tablets are either
added or deleted from a therapeutic regimen.

Studies in humans show that the absorptxon of chloroth.la-
zide as reflected in urinary excretion is markedly decreased
even when administered one hour before colestipol
hydrochloride. The absorption of tetracycline, furosemide,

penicillin G, hydrochlorothiazide, and ‘gemfibrozil was sig- |

nificantly decreased when: given simultaneously -with
colestipol -hydrochloride; these drugs were not tested to
determine -the effect ‘of admlmstratmn one hour before
colestipol hydroehloride.

No depressant effect on blood levels in humans was noted
when colestipol hydrochloride was administered with any of
the:following drugs: dspirin, clindamycin, clofibrate,

methyldopa; nicotinic acid (niacin); tolbutamide, phenytoin 1

or warfarin, Particular caution should bé observed with dig-
italis preparations since there are conflicting results for the
effect of coléstipol hydrochloride on the availability of di-
goxin“and digitoxin. The potential for binding of these drugs
if given concomitantly i présent. Discontinuing colestipol
hydrochloride could pose a hazard to health if a potentially
toxic drug that is sigrificantly bound to the resin has been
titrated to a maintenarice lével whlle the pahent was taking
colestipol hydrochloride.

Bile acid binding resins may also interfere with the absorp-
tion of oral phosphate supplements and hydrocortisone.

ADVERSE REACTIONS

Gastrointestinal

The most common adverse reactions are conﬁned to the gas-
trointestinal tract. To achieve minimal GI disturbance with
an optimal LDL-C lowering effect, a gradual increase of dos-
age starting with 2 grams, once or twice daily is recom-
mended. Constipation is the major single.complaint and at
times- is severe. Most instances of constipation aré mild,
transient, and controlled ‘with standard treatment. In-

creased fluid-intake and inclusion of additional dietary fiber |

will be sup ded by and subseq

should be the first step; a stool softener may be added if
needed. Some patients require decreased dosage or discon-
tinuation of therapy. Hemorrhoids may be aggravated.
Other, less frequent gastrointestinal complaints consist of
abdominal discomfort (abdominal pain and cramping), in-
testinal gas (bloating and flatulence), indigestion and heart-
butn, diarrhea and loose stools, and nausea and vomiting.
Bleeding hemorrhoids and blood in the stool have been in-
frequently reported. Peptic ulceration, cholecystltls, and
cholelithiasis have been rarely reported in patients receiv-
ing colestipol hydrochloride granules, and are not necessar-
ily drug related.

Difficulty swallowing and transient esophageal obstruction
have been rarely repnrted in patients takmg COLE%TID
Tablets.

Transient and modest elevatwns of aspartate- ammotrans
ferase (AST, SGOT), alanine aminotransferase (ALT, SGPT)
and alkaline phosphatase were observed on one or-more oc-
casions in various patients treated with colestipol
hydrochloride.

The following, nongastromtestma] “adverse reactions have
been reported with generally equal frequency in patients re-
ceiving COLESTID Tablets, colestipol granules, or placebo
in clinical studies: . i
Cardiovascular

Chest.pain, angina, and tachycardla have been infrequently
reported. R
Hypersensmvzty )

Rash has been infrequently reported. Urticaria and derma-
titis have been rarely noted in patients receiving colestipol
hydrochloride granules,

Musculoskeletal .

Musculoskeletal pain, aches and pains in the extremities,
joint, pain and arthritis, and backache have been reported.
Neurologic

Headache, migraine headache, ahd sinus headache have
been reported. Other infrequently reported complamts in-
clude dlzzmess, llghbheadedness, and insomnia.
Miscellaneous

Anorexia, fatigue, weakness, shortness of breath, and swell-
ing of the hands or feet, have been mfrequent]y reportecL_

OVERDOSAGE

Overdosage of COLESTID Tablets has not been reported.
Should overdosage occur, however, the chief potential harm
would be obstruction of the gastrointestinal tract. The loca-
tion of such potential obstruction, the degree of obstruction
and the presence or absence of nounal gut motility would
determine treatment.-

DOSAGE AND ADMINISTRATION
For adults, COLESTID Tablets are recommended in doses
of 2 to 16 grams/day given oncé or in divided doses. The
starting dose should be 2 grams once or twice daily. Dosage
increases of 2 grams, once or twice daily should occur at 1-
or 2-month intervals. Appropriate use of lipid profiles as per
NCEP guidelines including LDL-C.and triglycerides, is ad-
vised so that, optimal but not excessive doses are used to
obtain the desired therapeutlc effect on LDL-C level. If the
desired therapeutic effect.is not obtained at a dose of 2 to
16 grams/day with good compliance and acceptable suie ef-
fects, combined- therapy or alternate treatment should be
considered. *
COLESTID Tablets’ must be taken.one at a time and be
promptly swallowed whole, using plenty of water or other
appropriate liquid. Do not cut, crush, or chew the tablets.
Patients should take other drugs at least one hour before or
four hours after COLESTID Tablets to. minimize possible in-
terference with their absorption. (See DRUG INTERAC-
TIONS.)
Before Administration of COLESTID Tablets

1. Define the type of hyperlipoproteinemia, as descri ibed in

NCEP gmdelmes
2. Institute a trial of diet and welght reduction.
3. Establish baseline serum total and LDLC and mglycex
ide levels.

During Administration of COLESTID Tablets
1. The patient should be carefully monitored clinically, in-
cluding serum cholesterol and triglyceride levels. Peri-
odic determinations of serum cholesterol levels as out:
‘lined in the NCEP guidelines should’be done to confirm a
favorable initial and long-term response.

Failure of total or LDL-C to fall within the desired range
should lead one to first examine dietary and drug compli-
ance. If these are deemed acceptable, combined therapy
or alternate treatment should.be considered. .
. Significant rise in triglyceride level should be considered
as indication for dose reduction, drug discontinuation, or
combined or alternate.therapy.

HOW SUPPLIED

COLESTID Tabléts are yellow, elliptical, imprinted U, and
are supplied as follows: ’

Bottles of 120 NDC 0009-0450-03
Bottles of 500 NDC 0009-0450-04
Each tablet contains 1 gram of colestipol hydrochloride.
Store at controlled room temperature 20° to 25° C (68° to

o

_77° F) [see USP).
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Lipid Research Clinics Coronary Primary Preventign _— PERCENT OF PATIENTS WHO CQNVERTED (First Trial)

Trial Results. I. Reduction in Incidence of Coronary -

Heart Disease. JAMA 1984; 251:351-364. Ibutilide
3. Parra-HJ, et al. Differential electroimmunoassay of hyi- g

man LpA-I lipoprotein particles on ready-to-use plates. Placebo 0.005 0.01 0.015 0.025

Clin. Chem. 1990; 36(8):1431-1435. mg/kg . mglkg mg/kg mg/lkg.

4. Barbaras R, et al. Cholesterol efflux from cultured adi- N T
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T arrhythmic effect, CORVERT produces dosé-related prolon- || brillation was present more than 3 days, had serum potas-
CORVERT® B gation of the QT inverval, which is thought to be associated sium.of at least 4.0 mEq/L and QTc below 440 msec, and
[eor-vert) with its antiarrhythmic activity. (See WARNINGS for rela- || were monitored by telemetry for at least 24 hours. Patients
cor-ver could not be on class I or other class IIT antiarrhythmics

ibutilide fumarate injection
For intravenous infusion only

DESCRIPTION
CORVERT Injection (ibutilide fumarate injection) is an ay
tiarrhythmic drug with predominantly class III (¢cardiac a
tion potential prolongation) properties according to th
Vaughan Williams Classification. Each milliliter o
CORVERT Injection contains 0.1 mg of ibutilide fumarat
(equivalent to 0.087 mg ibutilide free base), 0.189 mg s
dium acetate trihydrate, 8.90 mg sodium chloride, hydrd-
chloric acid to adjust pH to approximately 4.6, and Water
for Injection.
CORVERT Injection is an isotonie, clear, colorless, steril
aqueous solution.
Ibutilide fumarate has one chiral ceriter, and existsas a 4
cemate of the (+) and (—) enantiomers.
The chemical name for ibutilide fumarate is Methane-
sulfonamide, N-{4-(4-(ethylheptyl-amino)-1-hydroxybutyl
phenyl}, (+) (<), (E)-2- l)utenedloate (1:0.5) (hemifumarate
salt). Its molecular formula is CyyHggN,05S, and its moled-
ular weight is 442.62.
Ibutilide fumarate is a white to off-white powder with an
aqueous solubility of over 100 mg/mL at pH 7 or lower..
The structural formula is represented below:

/CH20H3
CHg—SOZ~NH-—©—CI:H-CHQCHZCH2—N\ .

OH CHa(CHz)sCHa

O 2 =g > 2

CH-COOH
* 05 I
HOOC—CH

Ibutilide Fumarate

CLINICAL PHARMACOLOGY
Mechanism of Action: CORVERT injection prolongs ac|
tion potential duration in isolated adult cardiac myocytes
and increases both atrial and ventricular refractoriness i
vivo, ie, class III electrophysiologic effects. Voltage clam;
studies indicate that CORVERT, at nanomolar-concentra;
tions, delays repolarization by activation of a slow, inwar
current (predominantly sodium), rather than by blocking
outward potassium currents, which is the mechanism b;
which other class III antiarrhythmics act. These effects lead
to prolongation of atrial and ventricular action potential du.
ration and refractoriness, the predominant electrophysio.
logic properties of CORVERT in humans that are thought t
be the basis for its antiarrhythmic effect.
Electrophysiologic Effects: CORVERT produces mild
slowing of the sinus rate and atrioventricular conduction|
CORVERT produces no clinically significant effect on QRS
duration at intravenous doses up to 0.03 mg/kg adminis.
tered over a 10-minute period. Although there is no estab.

tionship between QTc prolongation and torsades de pointes-
type arrhythmias.) In a study in healthy volunteers, intra-
venous infusions of CORVERT resulted in prolongation of
the QT interval that was directly correlatéd with ibutilide
plasma concentration during and after 10-minute and
8-hour infusions. A steep ibutilide concentration/response
(QT prolongation) relatioriship was shown. The maximum
effect was a function of both the dose of CORVERT and.the
infusion rate. R

Hemodynamic Effects: A study of hemodynamic function
in patients with ejection fractions both above and below
35% showed 1io clinically significant effects on cardiac out-
put, mean pulmonary arterial pressure, or pulmonary
capillary wedge pressure at doses of CORVERT up to
0.03 mg/kg.

Pharmacokinétics: After intravendus infusion, ibutilide
plasma concentrations rapidly decrease in a multiexponen-
tial fashion. The pharmacokinetics of ibutilide are highly
variable among subjects. Ibutilide has a high systemic
plasma clearance that approximates liver blood flow (about
29 mL/min/kg), a large steady-state volume of distribution
(about 11 L/kg) in healthy volunteers, and minimal (about
40%) protein binding. Ibutilide is also cleared rapidly and
highly distributed in patients being treated for atrial flutter
or atrial fibrillation. The elimination half-life averages
about 6 hours (range from 2 to 12 hours). The pharraacoki-
netics of ibutilide are linear with respect to the dose of
CORVERT over the dose range of 0.01 mg/kg to 0.10 mg/kg.
The enantiomers of ibutilide fumarate have pharmacoki-
netic ‘properties similar to each other and to ibutilide
fumarate.

The pharmacokinetics of CORVERT Injection in patients
with atrial flutter or atrial fibrillation are similar,regardleés
of the type of arrhythmia, patient age, sex, or the concomi-
tant use of digoxin, calcium channel blockers, or'beta block-
ers.

Metaboli

and elimii In healthy male volunteers,
about 82% of a 0.01 mg/kg dose of [*C] ibutilide fumarate
was excreted in the urine (about 7% of the dose as un-
changed ibutilide)-and the remainder (about 19%) was re-
covered in the feces.

Eight metabolites of ibutilide were detected in metabolic
profiling of urine. These metabolites are thought to be
formed primarily by w-oxidation followed by sequential 1
B-oxidation of the heptyl side chain of ibutilide. Of the eight
metabolites, only the w-hydroxy metabolite possesses class
m electrophysmloglc properties similar to that of ibutilide
in an in vitro isolated rabbit myocardium model. The
plasma concentrations of this active metabolite, however,
are less than 10% of that of ibutilide.

Clinical Studies: Treatment with intravenous ibutilide
fumarate for acute termination of recent onset atrial flutter/
fibrillation was evaluated in 466 patients participating in
two randomized, double-blind, placebo-controlled clinical
trials. Patients had had their arrhythmias for 3 hours to 90

(these had to be discontinued at least 5 half-lives prior to
infusion) but could be on calcium channel blockers, beta
blockers, or digoxin. In one trial, smgle 10-minute 1nfus10ns
of 0.005 to 0.025 mg/kg were tested in parallel groups (0.3 to
1.5 mg in a 60 kg person). In the second trial, up to two
infusions- of 1butlluf fumarate were evaluated—the first
1.0 mg, the second given 10 minutes after completion of the
first infusion, either 0.5 or 1.0 mg, In a third double-blind .
study, 319 patients with atrial fibrillation or atrial flutter of
3 hours to 45 days duration were randomized to receive sin-
gle, 10-minute intravenous infusions -of either sotalol
(1.5 mg/kg) or CORVERT (1 mg or 2 mg). Among. patients
‘with atrial flutter, 563% receiving 1 mg ibutilide fumarate
and 70% receiving 2 mg ibutilide fumarate converted, com-
pared to 18% of those receiving sotalol. In patients with
atrial fibrillation, 22% receiving 1 mg ibutilide fumarate
and 43% receiving 2 mg ibutilide fumarate converted com-
pared to 10% of patients receiving sotalol.

Patients in registration trials were hemodynamically sta-
ble. Patients with specific cardiovascular conditions such as
symptomatic heart failure, recent acute myocardial infarc-
tion, and angina were excluded. About two thirds had car-
diovascular symptoms, and the majority of patients had left
atrial enlargement, decreased left ventricular ejection frac-
tion, a history of valvular disease, or previous history of
atrial fibrillation or flutter. Electrical cardioversion was al-
lowed 90 minutes after the infusion was complete. Patients
could be given other antiarrhythmic drugs 4 hours postin-
fusion.

Results of the first two stud)es are shown in the tables be-
low. Conversion of atrial flutter/fibrillation usually (70% of
those who converted) occurred within 30 minutes of the
start of infusion and was dose related. The latest conversion
seen was at 90 minutes after the start of the infusion. Most
converted patients remained in normal sinus rhythm for 24
hours. Overall résponses in these patients, defined as ter-
mination of arrhythmias for any length of time during or
within 1 hour following completed infusion of randomized
dose, were in the range of 43% to 48% at doses above
0.0125 mg/kg (vs 2% for placebo). Twenty-four hour
responses were similar. For these atrial arrhythmias,
ibutilide was more effective in patients with flutter than
fibrillation (=48% vs =40%). ~

{See first table above]

[See second table above]

Continued on next page

Information on these Pharmacia & Upjohn products is based
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PRODUCT INFORMATION
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Distributed and Marketed by: Table 1
Reliant Pharmaceuticals, LLC Single-dose and stead t ki par
Liberty Corner, New Jersey 07938 SR
T2000-48 Crax - "AUC tmax CL/F . ti2
89010601 {ng/mL) (ng-h/mL) (hr) (L/hr} {hr}
REV: DECEMBER 2000 PRINTED IN USA  4078-42 mean+SD mean+8D mean=SD. .mean+8p mean=SD
Shown in Product Identification Guide, page 331 {range) (range) (range) (range) {range)
Capsules
LESCOL® ] 20 mg single 166+106 20765 0.9x0.4 107+38.1 2517
{fluvastatin sodium) > dose (n=17) (48.9-517) (111~288) 0.5-2.0) (69.5~-181) {0.5-6.6)
Capsules 20 mg twice daily 200+86 275%111 1.2x0.9 87.8x45 2.8:+1.7
LESCOL® XL (=17) (71.8-366) (91.6~467) (0.5-4.0) (42.8-218) (0.9-6.0)
{fluvastatin sodium) 40 mg single 273189 456259 1.2+0.7 10844.7 2.7%1.3
Extonded-Release Tablet dose (n=16) (72.8-812) (207-1221) ©.75-3.0) . (32.8-193) ©.8-5.9)
o elease s 40 mg twice daily 4394236 697275 12206 6424211 2713
xony (0=16) (119-990) (359-1559) 0.5-2.5) 25.7-111) ©.7-5.0)
: ibine i L stk .
E?]?If;l}?z&l;%tpjﬁ;golg; information is based on official I Extended-Release Tablets 80 mg single dose (n=24)
Prescribing Information Fasting 126:+53 579341 8.2+26
- (37-242) (144-1760) (1-12)
fifggigi?atin sodium), is a water-soluble cholesterpl Fed State - 185+163 861632 6
’ B i ~ — —24
lowering agent which acts through the inhibition ¢f High Fat Meal (21-733) (199-8132) (2-24)
8-hydroxy-3-methylglutaryl-coenzyme A (HMG-Co4)

reductase.
Fluvastatin sodium is [R¥ S*-(E)]-(*)-7-[3-(4-filvorophenyl
1-(1-methylethyl)-1H-indol-2-y1]-3,5-dihydroxy-6-heptenolc
acid, monosodium salt. The empirical formula of fluvastatin
sodium is CpyHysFNO,#Na, its molecular weight is 433.46
and its structural formula is:

CoA reductase 1nh1b1tor and is in part stricturally distingt
from the fungal derivatives of this therapeutic class.
Fluvastatin sodium is a white to pale yellow, hygroscopic
powder soluble in water, ethanol and methanol. Lescol is
supplied as capsules containing fluvastatin sodium, equivg-
lent to 20 mg or 40 mg of fluvastatin, for oral administrg-
tion. Lescol® XL (fluvastatin sodium) is supplied af
extended-release tablets containing fluvastatin sodiun,
equivalent to 80 mg of fluvastatin, for oral administration.
Actlve /ngredlent fluvastatin sodium

Ingredi in ! gelatin, magnesium steq-
rate, microcrystalline cellulose pregelatinized starch (corn),
red iron oxide, sodium lauryl sulfate, tale, titanium dioxide,
yellow iron oxide, and other ingredients.
Capsules may also include: benzyl aleohol, black iron ox-
ide, butylparaben, carboxymethylcellulose sodium, edetate
calcium disodium, methylparaben, propylparaben, silicon
dioxide and sodium propionate.
Inactive ingredients in extended-release tablets: micrd-
crystalline cellulose, hydroxypropyl cellulose, hydroxyprd-
pyl methyl cellulose, potassium bicarbonate, povidone, mag-
nesium stearate, iron oxide yellow, titanium dioxide ang
polyethylene glycol 8000.

CLINICAL PHARMACOLOGY
A variety of clinical studies have demonstrated thal
elevated levels of total cholesterol (Total-C), low density
lipoprotein cholesterol (LDL-C), triglycerides (TG) an
apolipoprotein B (a membrane transport complex fo
LDL-C) promote human atherosclerosis. Similarly,- de
creased levels of HDL-cholesterol (HDL-C) and its transport
coraplex, apolipoprotein A, are associated with the develop
ment of atherosclerosis. Epidemiologic investigations havi
established that cardiovascular morbidity and mortalit
vary directly with the level of Total-C and LDL-C an
inversely with the level of HDL-C.
Like LDL, cholesterol-enriched triglyceride-rich lipoprof
teins, including VLDL, IDL and remnants, can also promot:
atherosclerosis. Elevated plasma triglycerides are fre
quently found in a triad with Jow HDL-C levels and smal
LDL particles, as well as in association with non-lipid met
abolic risk factors for coronary heart disease. As such, tota]
plasma TG has not consistently been shown to be an inde
pendent risk factor for CHD. Furthermore, the independen
effect of raising HDL or lowering TG on the risk of coronary
and cardiovascular morbidity and ‘mortality has not beer
determined.
In patients with hypercholesterolemia and mixed dyslipi
demia, treatment with Lescol® (fluvastatin sodium) o
Lescol® XL (fluvastatin sodium) reduced.Total-C, LDL-C,
apolipoprotein B, and triglycerides while producing an in|
crease in HDL-C. Increases in HDL-C are greater in pajy
tients with low HDL-C (<35 mg/dL). Neither agent had g
consistent effect on either Lp(a) or fibrinogen. The effect o
Lescol or Lescol XL induced changes in lipoprotein-levels,
including reduction of serum cholesterol, on cardiovasculay
morbidity or mortality has not been determined.
Mechanism of Action

Lescol is a competitive inhibitor of HMG-CoA reductase,
which is responsible for the conversion of 3-hydroxy-3
methylglutaryl-coenzyme A (HMG-CoA) to mevalonate, 4

precursor of sterols, including cholesterol. The inhibition of
cholesterol biosynthesis reduces the cholesterol in hepatic
cells, which stimulates the synthesis of LDL receptors and
thereby increases the uptake of LDL particles. The end re-
sult of these biochemical processes is a reduction of the
plasma cholesterol concentration.
Pharmacokinetics/Metabolism:

Oral Absorption

Fluvastatin is absorbed rapldly and completely following
oral administration of the capsule, with peak concentrations
reached in less than 1 hour. Following administration of a
10 mg dose, the absolute bioavailability is 24% (range 9%-
50%). Administration with food reduces the rate but not the
extent of absorption. At steady-state, administration of
fluvastatin with the evening meal results in a two-fold de-
crease in C,,, and more than two-fold increase in t,,, as |
compared to administration 4 hours after the evening meal.
No significant differences in extent of absorption or in the
lipid-lowering effects were observed between the two admin-
istrations. After single or multiple doses above 20 mg,
fluvastatin exhibits saturable first-pass metabolism
resulting in hlgber-than-expected plasma fluvastatin
concentrations.

Fluvastatin has two optical enantiomers, an active 3R,
55 and an inactive 8S,5R form. In vivo studies showed that
stereo-selective hepatic binding of the active form occurs
during the first pass resulting in a difference in the peak
levels of the two enantiomers, with the active to inactive
peak concentration ratio being about 0.7. The approximate
ratio of the active to inactive approaches unity after the
peak is seen and thereafter the two enantiomers decline
with the same half-life. After an intravenous administra-
tion, bypassing the first-pass metabolism, the ratios of
the enantiomers in plasma: were similar throughout the
concentration-time profiles,

Fluvastatin administered as Lescol XL 80 mg tablets
reaches peak concentration in approximately 3 hours under
fasting conditions, after a low-fat meal, or 2.5 hours after a
low-fat meal. The mean relative bioavailability of the XL
tablet is approximately 29% (range: 9%—66%) compared to
that of the Lescol immediate releasé capsule administered
under fasting conditions. Administration of a high fat meal
delayed the absorption (Tpe: 6H) and increased the bio-
availability of the XL tablet by approximately 50%. Once
Lescol XL begins to be absorbed, fluvastatin concentrations
rise rapidly. The maximum concentration seen after a high
fat meal is much less than the peak concentration following
a single dose or twice daily dose of the 40 mg Lescol capsule.
Overall variability in the pharmacokinetics of Lescol XL is
large (42%-64% CV for C,,,, and AUC), and especially so
after a high fat meal (63%~89% for C,,,, and AUC). Intra-
subject variability in the pharmacokmetlcs of Lescol XL, un-
der fasting conditions (about 26% for C,, and AUC) tends
to be much smaller as compared to the overall variability.
Multiple peaks in plasma fluvastatin concentrations have
been observed after Lescol XL admmlstratwn

Distribution

Fluvastatin is 98% bound to plasma proteins. The mean vol-
ume of distribution-(VD,,) is estimated at 0.35 L/kg. The
parent drug is targeted'to the liver and no ‘active metabo-
lites are present systemically. At therapeutic concentra-
tions, the protein binding of fluvastatin is not affected by
warfarm, salicylic acid and glybunde .

Metabolism :

Fluvastatin' is metabolized"in the hver, primarily via hy-
droxylation of the indole ring at the 5- and 6-positions.
N-dealkylation and beta-oxidation of the side-chain also o¢-
curs. The hydroxy metabolités have some pharmacologic ac-
tivity, but do not circulate in the blood. Both-enantiomers of
fluvastatin are metabolized in a similar manner.

In vitro studies d trated that fl in undergoes
oxidative metabolism, predominantly via 2C9 isozyme sys-
tems (75%). Other isozymes that contribute to fluvastatin
metabelism are 2C8 (~5%) and 8A4 (~20%). (See PRECAU-
TIONS: Drug Interactions Sectzon)

Elimination

Fluvastatin is primarily (about 90%) eliminated in the feces
as metabolites, with less than 2% present as unchanged

drug. Urinary recovery is about 5%. After a radiolabeled
dose of fluvastatin, the clearance was 0.8 L/h/kg. Following
multiple oral doses of radiolabeled compound, there was no
accumulation of fluvastatin; however, there was a 2.3 fold
accumulation of total radioactivi’cy‘

Steady-state plasma concentrations show no evidence of ac-
cumulation of fluvastatin following immediate release cap-
sule administration of up to 80 mg daily, as evidenced by a
beta-elimination half-life of less than 3 hours. However, un-
der conditions of maximum rate of absorption (i.e., fasting)
systemic exposure to fluvastatin is increased 33% to 53%
compared to a single 20 mg or 40 mg dose of the immediate
release capsule. Accumulation following once daily adminis-
tration of the 80 mg Lescol XL tablet has not been studied.
Single-dose and steady-state pharmacokinetic parameters
in 33 subjects with hypercholesterolemia for the capsules
and single dose data in 24 healthy subjects for the extended-
release tablets are summarized below:

{See table above]

Special Populations

Renal Insufficiency: No significant (<6%) renal excretion
of fluvastatin occurs in humans,

_ Hepatic Insufficiency: Fluvastatin is subject to saturable

first-pass metabolism/sequestration by the liver and is elim-
inated primarily via the biliary route. Therefore, the poten-
tial exists for drug accumulation in patients with hepatic
insufficiency. Caution should therefore be exercised when
fluvastatin sodium is administered to patients with a his-
tory of liver disease or heavy alcohol ingestion (see
WARNINGS).

Fluvastatin AUC and C,,, values increased by about 2.5
fold in hepatic insufficiency patients, This result was attrib-
uted to the decreased presystemic metabolism due to he-
patic dysfunction. The enantiomer ratios of the two isomers
of fluvastatin in hepatic insufficiency patients were compa-
rable to those observed in healthy subjects.

Age: Plasma levels of fluvastatin are not affected by age.
Gender: Women tend to have slightly higher (but statisti-
cally insignificant) fluvastatin concentrations than men for
the immediate release capsule. This is most likely due to
body weight differences, as adjusting for body weight de-
creases the magnitude of the differences seen. For
Lescol XL, there are 67% and 77% increases in systemic
availability for women over men under fasted and high fat
meal conditions.

Pediatric: No data are available. Fluvastatin is not indi-
cated for use in the pediatric population.

CLINICAL STUDIES

Hypercholesterolemia (heterozygous familial and non
familial) and Mixed Dyslipidemia

In 12 placebo-controlled studies in patients with Type Ila or
IIb hyperlipoproteinemia, Lescol® (fluvastatin sodium)
alone was administered to 1621 patients in daily dose regi-

- mens of 20 mg, 40 mg, and 80 mg (40 mg twice daily) for at

least 6 weeks duration. After 24 weeks of treatment, daily
doses of 20 mg, 40 mg, and 80 mg (40 mg twice daily) re-
sulted in median LDL-C reductions of 22% (n=747), 25%
(n=748) and 36% (n=257), respectlvely Lescol treatment
produced dose-related reductions in Apo B and in triglycer-
ides and increases in HDL-C. The median (25%, 75% percen-
tile) percent changes from baseline in HDL-C after 12
weeks of treatment with Lescol at daily doses of 20 mg,
40 mg and 80 mg (40 mg twice daily) were +2 (~4,+10), +5
(~2,+12), and +4 (—3,+12), respectively. In a subgroup of pa-
tients with primary mixed dyslipidemia, defined as baseline
TG levels =200 mg/dL treatment with Lescol also produced
mg‘mﬁcant decreases in Total-C, LDL-C, TG and APo B and
variable increases in HDL-C. The median (25%, 75% percen-
tile) percent changes from baseline in HDL-C after 12
weeks of treatment with Lescol at daily doses of 20 mg,
40 mg and 80 mg (40 mg twice daily) in this population were
+4 (=2,+12), +8 (+1,+15), and +4 (—3,+13), respectively.

In a long-term open-label free titration study, after 96
weeks LDL-C decreases of 25% (20 mg, n=68), 31% (40 mg,
n=298) and 34% (80 mg, n=209) were seen. No consistent
effect on Lp(a) was observed.

Continued on next page
for
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PHYSICIANS’ DESK REFERENCE®

Lescol—Cont.

Lescol® XL (fluvastatin sodium) Extended-Release Tablets
have been studied in five controlled studies of patients with
Type 1la or IIb hyperlipoproteinemia. Lescol XL was admin-
istered to over 900 patiénts in trials from 4 to 26 weeks in
duration. In the three largest of these studies, Lescol XL
given as a single daily dose of 80 mg significantly reduced
Total-C, LDL-C, TG and Apo B. Therapeutic response is well
established within two weeks, and a maximum response is
achieved within four weeks. After four weeks of therapy, the
median decrease in LDL-C was 38% and at week 24 end-
point the median LDL-C decrease was 35%. Significant in-
creases in HDL-C were also observed. The median (25™ and
75% percentile) percent changes from baseline in HDL-C for
Lescol XL were +7(+0,+15) after 24 weeks of treatment.
[See table 2 at right]

In patients with primary mixed dyslipidemia (Fredrickson
Type IIb) as defined by baseline plasma triglycerides levels
=200 mg/dL, Lescol XL 80 mg produced a median reduction
in triglycerides of 25%. In these patients, Lescol XL 80 mg
produced median (25 and 75 percentile) percent change
from baseline in HDL-C of +11(+3,+20). Significant de-
creases in Total-C, LDL-C, and Apo B were also achieved. In
these studies, patients with triglycerides >400 mg/dL were
excluded.

Atherosclerosis

In the Lipoprotein and Coronary Atherosclerosis Study
(LCAS), the effect of Lescol therapy on coronary atheroscle-
rosis was assessed by quantitative coronary angiography
(QCA) in patients with coronary artery disease and mild to
moderate hypercholesterolemia (baseline LDL-C range 115—
190 mg/dL). In this randomized double-blind, placebo con-
trolled trial, 429 patients were treated with conventional
measures (Step 1 AHA Diet) and either Lescol 40 mg/day or
placebo, In order to provide treatment to patients receiving
placebo with LDL-C levels =160 mg/dL at baseline, adjunc-
tive therapy with cholestyramine was added after week 12
to all patients in the study with baseline LDL-C values of
=160 mg/dL. These baseline levels were present in 25% of
the study population. Quantitative coronary angiograms
were evaluated at baseline and 2.5 years in 340 (79%) an-
giographic evaluable patients.

Lescol significantly slowed the progression of coronary ath-
erosclerosis. Compared to placebo, Lescol significantly
slowed the progression of lesions as measured by within-
patient per-lesion change in minimum lumen diameter
(MLD), the primary endpoint (see Figure 1 below), percent
diameter stenosis (Figure 2), and the formation of new le-
sions (13% of all fluvastatin patients versus 22% of all pla-
cebo patients), Additionally, a significant difference in favor
of Lescol was found betv all fluvastatin and all placeb
patients in the distribution among the three categones of
definite progression, definite regression, and mixed or no
change. Beneficial angiographic results (change in MLD)
were independent of patients’ gender and cor

Table 2
Median Percent.Change in Lipid Parameters from Baseline to Week 24 Endpoint
All Placebo-Controlled Studies (Lescol) and Active Controlled Trials (Lescol XL)

; Total Chol. TG LDL Apo B HDL
Dose N % A N % A N % & N % A N % A
All Patients
- Lescol 20 mg* 747 -17 747 -12 47 —22 114 -19 747 +3

Lescol 40 mg! 748 -19 748 ~14 748 —25 125 -18 748 +4
Lescol 40 mg twice daily’ 257 -27 257 -18 257 -36 232 —-28 257 +6
Lescol XL 80 mg? 750 —25 750 -19 748 ~35 745 -27 750 +7
Baseline TG =200 mg/dL :
Lescol 20 mg! 148 ~16 148 -17 148 -22 23 -19 148 +6
Lescol 40 mg* 179 -18 179 —~20 179 -24 47 -18 179 +7
Lescol 40 mg twice daily” 76 27 7% -23 76 —35 69 -28 76 +9
Lescol XL 80 mg? 239 —25 239 —25 237 -33 235 —-27 239 +11
1 Data for Lescol from 12 placebo controlled trials
2 Data for Lescol XL 80 mg tablet from three 24 week controlled trials
Table 3 !
NCEP Treatment Guidelines: LDL-C Goals and Cutpeints for Therapeutic Lifestyle Ch and Drug

Therapy in Different Risk Categories

LDL Level at Which to

LDL Level at Which to Consider

LDL Goal Initiate Therapeutic Drug
, Lifestyle Changes Therapy
Risk Category {mg/dL} (mg/dL} {mg/dL)
CHDf or CHD risk <100 =100 =130
equivalents
(10-year risk >20%) (100-129; drug optional)it
2+ Risk factors <130 =130 10-year risk 10%-20%: =130
(10-year risk (=20%) 10-year risk <10%: =160
0-1 Risk factorttt <160 =160 =190
(160-189: LDL-lowering drug
optional)

TCHD coronary heart disease

+tSome authorities recommend use of LDL-lowering drugs in this category if an LDL-C level of <100mg/dL cannot be
achieved by therapeutic lifestyle changes. Others prefer use of drugs that primarily modify triglycerides and HDL-C, e.g.
nicotinic acid or fibrate. Clinical judgement also may call for deferring drug therapy in this subcategory.

t11Almost all people with 0-1 risk factor have 10-year risk <10%; thus, 10-year risk assessment in people with 0-1 risk

factor is not necessary.

Table 4

_Classification of Hyperlipoproteinemias

Lipoproteins

Lipid Elevations

a range of baseline LDL-C levels.
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INDICATIONS AND USAGE

Therapy with lipid-altering agents should be a component of
multiple risk factor intervention in those individuals at-sig-
nificantly increased risk for atherosclerosis vascular disease
due to hypercholesterclemia.

and

Information-will be sup ded by

1ge Type Elevated Major Minor
across
I (rare) Chylomicrons TG t->C
Tla LDL C -
IIb LDL, VLDL ¢ TG
III (rare) IDL C/TG -
VLDL TG t-¢
V (rare) Chylomlcmns, VLDL TG t-C

C = cholesterol, TG = triglycerides, LDL = low density lipoprotein, VLDL = very low density lipeprotein, IDL = intermediate

density lipoprotein

Hypercholesterolemia {heterozygous familial and non fa-
miliaf) and Mixed Dyslipidemia
Lescol® (fluvastatin sodium) and Lescol® XL (ﬂuvastatm
sodium) are indicated as an adjunct to diet to reduce ele-
vated total cholesterol (Total-C), LDL-C, TG and Apo B lev-
els, and to increase HDL-C in patients with primary hyper-
cholesterolemia and mixed dyslipidemia (Fredrickson Type
Iia and IIb) whose response to dietary restriction of satu-
rated fat and cholesterol and other nonpharmacological
measures has not been adequate.
Atherosclerosis
Lescol and Lescol XL are also indicated to slow the progres-
sion of coronary atherosclerosis in patients with coronary
heart disease as part of a treatment strategy to lower total
and LDL cholesterol to target levels.
Therapy with lipid-altering agents should be considered
only after secondary causes for hyperlipidemia such as
poorly controlled diabetes mellitus, hypothyroidism, ne-
phrotic syndrome, dysprotememlas, obstructive liver dis-
ease, other medication, or alcoholism, have been excluded.
Prior to initiation of fluvastatin sodium, a lipid profile
should be performed to measure Total-C, HDL-C and TG.
For patients with TG <400 mg/dL (<4.5 mmol/L), LDL-C
can be estimated using the following equation:

LDL-C = Total-C - HDL-C - 1/5 TG
For TG levels >400 mg/dL (>4.5 mmoV/L), this equation is
less accurate snd 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 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)
Treatment Guidelines are summarized below:
[See table 3 above)

b it editions

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 each risk category.
At the time of hospitalization for an acute coronary event,
consideration can be given to initiating drug therapy at dis-
charge if the LDL-C level is 2130 mg/dL (NCEP-ATP II).
Since the goal of treatment is to lower LDL-C, the NCEP
recommends that the LDL-C levels be used to initiate and
agsess treatment response. Only if LDL-C levels are not
available, should the Total-C be used to monitor therapy.
[See table 4 abave]

Neither Lescol nor Lescol XL have been studied in condi-
tions where the major abnormality is elevation of chylomi-
crons, VLDL, or IDL (i.e., hyperlipoproteinemia Types I, 11,
IV, or V).

CONTRAINDICATIONS

Hypersensitivity to any component of this medication.
Lescol® (fluvastatin sodium) and Lescol® XL (fluvastatin
sodium) are contraindicated in patients with active liver
disease or unexplained, persistent elevations in serum
transaminases (see WARNINGS).

Pregnancy and Lactation

Atherosclerosis is a chronic process and discontinuation 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 components for fetal
development (including synthesis of steroids and cell mem-
br. anesg Since HMG-CoA reductase inhibitors decrease cho-
lesterol synthesis and possibly the synthesis of other biolog-
ically active substances derived from cholesterol, they may
cause fetal harm when administered to pregnant women.
Therefore, HMG-CoA reductase inhibitors are contraindi-
cated during pregnancy and in nursing mothers.
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Fluvastatin sodium should be administered to bf

H ygous Familial Hypercholesterolemia

childbearing age only when such patients are highly up-
likely to conceive and have been informed of the potentfal
hazards. If the patient becomes pregnant while taking this
class of drug, therapy should be discontinued and the pp-
tient apprised of the potential hazard to the fetus.

WARNINGS
Liver Enzymes
Biochemical abnormalities of liver function have been assp-
ciated with HMG-CoA reductase inhibitors and other lipifl-
lowering agents. Approximately 1.1% of patients treatdd
with Lescol® (fluvastatin sodium) capsules in worldwide tfi-
als developed dose-related, persistent elevations of trank-
aminase levels to more than 3 times the upper limit of nd-
mal. Fourteen of these patients (0.6%) were discontinudd
from therapy. In all clinical trials, a total of 33/2969 patien}:
(1.1%) had persistent transaminase elevations with an ap-
erage fluvastatin exposure of approximately 71.2 weeks; 19
of these patients (0.6%) were discontinued. The majority pf
patients with these abnormal biochemical findings wefe
asymptomatic.
In a pooled analysis of all placebo- conuolled studies
which Lescol capsules were used, persistent transaminag
. elevations (>3 times the upper limit of normal ([ULN] on t+
consecutive weekly measurements) occurred in 0.2%, 1.5
and 2.7% of patients treated with 20, 40, and 80 mg (titraf-
ed to 40 mg twice daily) Lescol capsules, respectively.
Ninety-one percent of the cases of persistent liver functidn
test abnormalities (20 of 22 patients). occurred within 32
weeks of therapy and in all patients with persistent livgr
function test abnormalities there was an abnormal livgr
function test present at baseline or by week 8. -
In the pooled analysis of the 24-week controlled trials, pe}-
sistent transaminase elevation occurred in 1.9%, 1.8% arjd
4.9% of patients treated with Lescol® XL (fluvastatin
sodium) 80 mg, Lescol 40 mg and Lescol 40 mg twice daill,
respectively. In 13 of 16 patients treated with Lescol XL tH
abnormality occurred within 12 weeks of initiation of trea|
ment with Lescol XL 80 mg.
It is recommended that liver function tests be performg
before the initiation of therapy and at 12 weeks followin|
initiation of treatment or elevation in dose. Patients wH
develop transaminase elevations or signs and symptoms
liver disease should be monitored to confirm the finding an
should be followed thereafter with frequent liver functio
tests until the levels return to normal. Should an incread
in AST or ALT of three times the upper limit of normal
greater persist (found on two consecutive occasions) wit]
drawal of fluvastatin sodium therapy is recommended.
Active liver disease or unexplained transaminase elevation
are contraindications to the use of Lescol and Lescol XL (s
CONTRAINDICATIONS). Caution should be exercise]
when fluvastatin sodium is administered to patients with
history of liver disease or heavy alcohol ingestion (see CLIN
ICAL PHARMACOLOGY: Pharmacokinetics! Metabolism).
Such patients should be closely monitored.
Skeletal Muscle
Rhabdomyolysis with renal dysfunction secondary to myg-
globinuria has been reported with fluvastatin and with
other drugs in this class. Myopathy, defined as muscle ac}-
ing or muscle weakness in conjunction with increases in crd-
atine phosphokinase (CPK)-values to greater than 10 timep
the upper limit of normal, has been reported.
Myopathy should be considered in any patients with dif
fuse myalgias, muscle tenderness or weakness, and/oy
marked elevation of CPK. Patients should be advised to r¢
port promptly unexplained muscle pain, tenderness of
weakness, particularly if accompanied by malaise or fevef.
Fluvastatin sodium therapy should be discontinued §
markedly elevated CPK levels occur or myopathy is diag
nosed or suspected. Fluvastatin sodium therapy shoul
also be temporarily withheld in any patient experiencing
an acute or serious condition predisposing to the developt
ment of renal failure secondary to rhabdomyolysis, e.g
sepsis; hypotension; major surgery; trauma; severe meta
bolic, endocrine, or electrolyte disorders; or uncontrolleq
epilepsy.
The risk of myopathy and or rhabdomyolysis during treat}
ment with HMG-CoA reductase inhibitors has been re
ported to be increased if therapy with either cyclosporing
gemfibrozil, erythromycin, or niacin is administered concur
rently. Myopathy was not observed in a clinical trial in 7
patients involving patients who were treated wit
fluvastatin sodium together with niacin. .
Uncomplicated myalgia has been observed infrequently i
patients treated with Lescol at rates indistinguishable fron]
placebo.
The use of fibrates alone may occasionally be associated
with myopathy. The combined use of HMG-CoA reductasq
inhibitors and fibrates should generally be avoided.

PRECAUTIONS
General

Before instituting therapy with Lescol® (fluvastatin
sodium) or Lescol® XL (fluvastatin sodium), an attempf
should be made to control hypercholesterolemia with appro
priate diet, exercise, and weight reduction in obese patients]
and to treat other underlying medical problems (see INDI.
CATIONS AND USAGE).
The HMG-CoA reductase inhibitors may cause elevation o
creatine phosphokinase and transaminase levels (se
WARNINGS and ADVERSE REACTIONS). This should bd
considered in the differential diagnosis of chest pain in 4
patient on therapy with fluvastatin sodium.
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HMG-CoA reductase inhibitors are reported to be less effec-

tive in patients with rare homozygous familial hypercholes- |

terolemia, possibly because these patients have few funec-
tional LDL receptors.

Information for Patients

Patients should be advised to report promptly unexplamed
muscle pain, tenderness or weakness, patticularly if ac-
companied by malaise or fever.

Women should be informed that if they become pregnant
while receiving Lescol or Lescol XL the drug should be dis-
continued immediately to avoid possible harmful effects on
a developing fetus from a relative deficit of cholesterol and
biological products derived from cholesterol. In addition,
Lescol or Lescol XL should not be taken during nursing.
(See CONTRAINDICATIONS.)

Drug Interactions

The below listed drug interaction information is derived
from studies using immediate release fluvastatin. Similar
studies have not been conducted using the Lescol XL tablet.
Immunosuppressive Drugs, Gemfibrozil, Niacin (Nicotinic
Acidj; Erythromyein (See WARNINGS: Skeletal Muscle).

In vitro data indicate that fluvastatin metabolism involves
multiple Cytochrome P450 (CYP) isozymes. CYP2C9 isoen-
zyme is primarily involved in the metabolism of fluvastatin
(~75%), while CYP2C8 and CYP3A4 isoenzymes are in-
volved to a much less extent, i.e. ~6% and ~20%, respec-
tively. If one pathway is inhibited in the elimination process
of fluvastatin other pathways may compensate.

In vivo drug interaction studies with CYP3A4 inhibitors/
substrates such as cyclosporine, erythromycin, and ‘itra-
conazle result in minimal changes in the pharmacokinetics
of fluvastatin, confirming less involvement of CYP3A4 iso-
zyme. Concomitant administration of fluvastatin and phen-
ytoin increased the levels of phenytoin and fluvastatin, sug-
gesting predominant involvement of CYP2C9 in ﬂuvastatm
metabolism.

Niacin/Propranolol: Concomitant administration of imme-
diate release fluvastatin sodium with niacin or:propranolol
has no effect on the bioavailability of fluvastatin sodium.
Cholestyramine: Administration of immediate release
fluvastatin sodium concomitantly with, or up to 4 hours af-
ter cholestyramine, results in fluvastatin decreases of more
than 50% for AUC and 50%-80% for C,,,,. However, admin-
istration of immediate release fluvastatin sodium 4 hours
after cholestyramine resulted in a clinically significant ad-
ditive effect compared with that achieved with either com-
ponent drug.

Cyclosporine: Plasma cyclosporine levels remain un-
changed when fluvastatin (20 mg daily) was administered
concurrently in renal transplant recipients on stable cy-
closporine regimens. Fluvastatin AUC increased 1.9 fold,
and C,,,, increased 1.3 fold compared to historical controls.
Digoxin: In a crossover study involving 18 patients chron-
ically receiving digoxin, a single 40 mg dose of immediate
release fluvastatin had no effect on digoxin AUC, but had an
11% increase in digoxin Cp,, and small increase in digoxin
urinary clearance.

Erythromycin: Erythromycin (500 mg, single dose) did not
affect steady-state plasma levels of fluvastatin (40 mg
daily).

Itraconazole: Concomitant administration of Auvastatin
(40 mg) and itraconazole (100 mg daily X 4 days) does not
affect plasma itraconazole or fluvastatin levels.
Gemfibrozil: There is no change in either fluvastatin
(20 mg twice daily) or gemfibrozil (600 mg twice daily)
plasma levels when these drugs are co-administered.
Phenytoin: Single morning dose administration of pheny-
toin (300 mg extended release) increased mean steady-state
fluvastatin (40 mg) C,,,, by 27% and AUC by 40% whereas
fluvastatin increased the mean phenytoin C,,, by 5% and
AUC by 20%. Patients on phenytoin should continue to be
monitored appropriately when fluvastatin therapy is initi-
ated or when the fluvastatin dosage is changed.
Diclofenac: Concurrent administration of fluvastatin
(40 mg) increased the mean C,, and AUC of diclofenac by
60% and 25% respectively.

Tolbutamide: In healthy volunteers concurrent adminis-
tration of either single or multiple daily doses of fluvastatin
sodium (40 mg) with tolbutamide (1 g) did not affect the
plasma levels of either drug to a clinically significant extent.
Glibenclamide (Glyburide): In glibenclamide-treated
NIDDM patients (n=32), administration of fluvastatin
(40 mg twice daily for 14 days) increased the mean C,,
AUC, and ts, of glibenclamide approximately 50%, 69% and
121%, respectively. Glibenclamide (5-20 mg daily) increased
the mean C,, and AUC of fluvastatin by 44% and 51%,
respectively. In this study there were no changes in
glucose, insulin and C-peptide levels. However, patients on
concomitant therapy with glibenclamide (glyburide) and
fluvastatin should continue to be monitored appropriately
when their fluvastatin dose is increased to 40 mg twice
daily. .

Losartan: Concomitant administration of fluvastatin with
losartan has no effect on the bioavailability of either losar-
tan or its active metabolite.
Cimetidine/Ranitidine/Omeprazole: Concomitant admin-
istration of immediate release fluvastatin sodium with ci-
metidine, ranitidine and omeprazole results in a significant
increase in the fluvastatin C,q, (43%, 70% and 50%, respec-
tively) and AUC (24%-33%), with an 18%-23% decrease in
plasma clearance.

Rifampicin: Administration of immediate release fluvastatin
sodium to subjects pretreated with rifampicin results in sig-

nificant reduction in C,, (69%) and AUC (51%), with a
large increase (95%) in plasma clearance.

Warfarin: Invitro protein binding studies demonstrated no
interaction at therapeutic concentrations. Concomitant ad-
ministration of a single dose of warfarin (30 mg) in young
healthy males receiving immediate release fluvastatin
sodium (40 mg/day X 8 days) resulted in no elevation of ra-
cemi¢ warfarin concentration. There was also no effect on
prothrombin complex activity when compared to concomi-
tant administration of placebo and warfarin. However,
bleeding and/or increased prothrombin times have been re-
ported in patients taking coumarin anticoagulants coricom-
itantly with other HMG-CoA reductase inhibitors. There-
fore, patients receiving warfarin-type anticoagulants should
have their prothrombin times closely monitored when fluv-
astatin sedium is initiated or the dosage of fluvastatin so-
dium is changed.

Endocrine Function

HMG-CoA reductase inhibitors interfere with cholestern]
synthesis and lower circulating cholesterol levels and, as
such, might theoretically blunt adrenal or gonadal. steroid
hormone production.

Fluvastatin exhibited no effect upon non-stimulated cortisol
levels and demonstrated no effect upon thyroid metabolism
as assessed by TSH. Small declines in total testosterone
have been noted in treated groups, but no commensurate
elevation in LH occurred, suggesting that the observation
was not due to a direct effect upon testosterone production.
No effect upon FSH in males was noted. Due to the limited
number of premenopausal females studied to date, no con-
clusions regarding the effect of fluvastatin upon female sex
hormones may be made.

Two clinical studies in patients receiving fluvastatin at
doses up to 80 mg daily for periods of 24 to 28 weeks dem-
onstrated no effect of treatment upon the adrenal response
to ACTH stimulation. A clinical study evaluated the effect of
fluvastatin at doses up to 80 mg daily for 28 weeks upon the
gonadal response to HCG stimulation. Although the mean
total testosterone response was significantly reduced
(p<0.05) relative to baseline in the 80 mg group, it was not
significant in comparison to the changes noted in groups re-
ceiving either 40 mg of fluvastatin or placebo.

Patients treated with fluvastatin sodium who develop clin-
ical evidence of endocrine dysfunction should be evaluated
appropriately. Caution should be exercised if an HMG-CoA
reductase inhibitor or other agent used to lower cholesterol
levels is administered to patients receiving other drugs
(e.g., ketoconazole, spironolactone, or cimetidine) that may
decrease the levels of endogenous steroid hormones.

CNS Toxicity

CNS effects, as evidenced by decreased act1v1ty, ataxia, loss
of righting reflex, and ptosis were seen in the fnllowmg an-
imal 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 mg/kg) 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 tox-
icity, characterized by periaxonal vacuolation, 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
observed after chronic treatment for up to 2 years with
fluvastatin in the mouse (at doses up to 350 mg/kg/day), rat
(up to 24 mg/kg/day), or dog (up to 16 mg/kg/day).
Prominent bilateral posterior Y suture lines in the ocular
lens were seen in dogs after treatment with 1, 8, and
16 mg/kg/day. for 2 years.

Carcinogenesis, Mutagenesis, Impairment of Fertility

A 2-year study was performed in rats at dose levels of 6, 9,
and 18-24 (escalated after 1 year) mg/kg/day. These treat-
ment levels represented plasma drug levels of approxi-
mately 9, 13, and 26-35 times the mean human plasma
drug concentration after a 40 mg oral dose. A low incidence
of forestomach squamous papillomas and 1 carcinoma of the
forestomach at the 24 mg/kg/day dose level was considered
to reflect the prolonged hyperplasia induced by direct con-
tact exposure to fluvastatin sodium rather than to a sys-
temic effect of the drug. In addition, an increased incidence
of thyroid follicular cell adenomas and carcinomas was re-
corded for males treated with 18-24 mg/kg/day. The in-
creased incidence of thyroid follicular cell neoplasm in male
rats with fluvastatin sodium appears to be consistent with
findings from other HMG-CoA reductase inhibitors. In con-
trast to-other HMG-CoA reductase inhibitors, no hepatic ad-
enomas or carcinomas were observed.

The carci icity study conducted in mice at dose levels
of 0.3, 15 and 30 mg/kg/day revealed, as in rats, a statisti-
cally significant increase in forestomach squamous cell pap-
illomas in males and females at 30 mg/kg/day and in fe-
males at 15 mg/kg/day. These treatment levels represented
plasma drug levels of approximately 0.05, 2, and 7 times the
lmean human plasma drug concentration after a 40 mg oral
dose.

Continued on next page

onsult 2003 PDR® supplements and future editions for revisions
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PHYSICIANS’ DESK REFERENCE®

Lescol—Cont.

No evidence of mutagenicity was observed in vitro, with
or without rat-liver meétabolic activation, in the following
studies: microbial mutagen tests using mutant strains of
Salmonella typhimurium or Escherichia coli; malignant
transformation assay in BALB/3TS cells; unscheduled DNA
synthesis in rat primary hepatocytes; chromosomal aberra-
tions in V79 Chinese Hamster cells; HGPRT V79. Chinese
Hamster cells. In addition, there was no evidence of muta-
genicity in vivo in either a rat or mouse micronucleus test.
In a study in rats at dose levels for females of 0.6, 2 and
6 mg/kg/day and at dose levels for males of 2, 10 and 20 mg/
kg/day, fluvastatin sodium had no adverse effects on the fer-
tility or reproductive performance.

Seminal vesicles and testes were small in hamsters treated
for 3 months at 20 mg/kg/day (approximately three times
the 40 milligram human daily dose based on surface area,
mg/m?). There was tubular degeneration and aspermato-
genesis in testes as well as vesiculitis of seminal vesicles.
Vesiculitis of seminal vesicles and edema of the testes were
also seen in rats treated for 2 years at 18 mg/kg/day (ap-
proximately 4 times the human Cp,, achieved with a
40 milligram daily dose).

Pregnancy

Pregnancy Category X

See CONTRAINDICATIONS.

Fluvastatin sodium produced delays in skeletal develop-
ment in rats at doses of 12 mg/kg/day and in rabbits at
doses of 10 mg/kg/day. Malaligned thoracic vertebrae were
seen in rats at 36 mg/kg, a dose that produced maternal tox-
icity. These doses resulted in 2 times (rat at 12 mg/kg) or 5
times (rabbit at 10 mg/kg) the 40 mg human exposure based
on mg/m? surface area, A study in which female rats were
dosed during the third trimester at 12 and 24 mg/kg/day re-
sulted in maternal mortality at or near term and postpar-
tum, In addition, fetal and neonatal lethality were appar-
ent. No effects on the dam or fetus occurred at 2 mg/kg/day.
A second study at levels of 2, 6, 12 and 24 mg/kg/day con-
firmed the findings in the first study with neonatal mortal-
ity beginning at 6 mg/kg. A modified Segment 11 study was
performed at dose levels of 12 or 24 mg/kg/day with or with-
out the presence of concurrent supplementation with
mevalonic acid, a product of HMG-CoA reductase which is
essential for cholesterol biosynthesis. The concurrent ad-
ministration of mevalonic acid completely prevented the
maternal and neonatal mortality but did not prevent low
body weights in pups at 24 mg/kg on days 0 and 7 postpar-
tum. Therefore, the maternal and neonatal lethality ob-
served with fluvastatin sodium reflect its exaggerated phar-
macologic effect during pregnancy. There are no data with
fluvastatin sodium in pregnant women. However, rare re-
ports of congenital anomalies have been received following
intrauterine exposure to other HMG-CoA reductase inhibi-
tors. There has been one report of severe congenital bony
deformity, tracheo-esophageal fistula, and anal atresia (VA-
TER association) in a baby born to a woman who took dn-
other HMG-CoA reductase inhibitor with dextroampheta-
mine sulfate during the first trimester of pregnancy. Lescol
or Lescol XL should be admi ed to nen of child-
bearing potential only when such patients are highly un-
likely to conceive and have been informed of the potential

hazards. If a woman becomes pregnant while taking Lescol -

or Lescol XL, the drug should be discontinued and the pa-
tient advised again as to the potential hazards to the fetus.
Nursing Mothers

Based on preclinical data, drug is present in breast milk in
a 2:1 ratio (milk:plasma). Because of the potential for seri-
ous adverse redctions in nursing infants, nursing
women should not take Lescol or Lescol XL (see
CONTRAINDICATIONS). ’
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 i .

The effect of age on the pharmacokinetics of immediate re-
lease fluvastatin sodium was evaluated. Results indicate
that for the general patient population plasma concentra-
tions of fluvastatin sodium do not vary as a function of age.
(See also CLINICAL PHARMACOLOGY: Pharmacokinet-
ics/ Metabolism.) Elderly patients (265 years of age) dem-
onstrated a greater treatment response in respect to LDL-C,
Total-C and LDL/HDL ratio than patients <65 years of age.

ADVERSE REACTIONS

In all clinical studies of Lescol® (ftuvastatin sodium), 1.0%
(32/2969) of fluvastatin-treated patients were discontinued
due to adverse experiences attributed to study drug (mean
exposure approximately 16 months ranging in duration
from 1 to >36 months). This results in an exposure adjusted
rate of 0.8% (32/4051) per patient year in fluvastatin pa-
tients in controlled studies compared to an incidence of 1.1%

(4/855) in placebo patients. Adverse reactions have usually

been of mild t6 moderate severity. -

In controlled clinical studies, 3.9% (36/912) of patients
treated with Lescol® XL (fluvastatin sodium) 80 mg discon-
tinued due to adverse events (causality not determined).
Adverse experiences occurring in the Lescol and Lescol XL,
controlled studies with a frequency >2%, regardless of cau-
sality, include the following:

Table 5
Adverse experiences occurring in >2% patients
in Lescol and Lescol XL contralied studies

Lescol'  Placebo! - Lescol XL2
(%) (%) (%)
Adverse Event {N=2326) {N=960}) {N=912)
Integumentary
Rash - 2.3 2.4 1.6
Musculoskeletal . :
Back Pain . 5.7 6.6 4.7
Myalgia - 5.0 45 3.8
Arthralgia " 4.0 4.1 1.3
Arthritis 2.1 2.0 13
Arthropathy NA NA 3.2
Respiratory *
Upper Respiratory
Tract Infection 16.2 16.5 125
Pharyngitis 3.8 3.8 2.4
Rhinitis 4.7 4.9 15
Sinusitis .28 1.9 3.5
Coughing 24 2.9 1.9
Bronchitis 1.8 1.0 2.6
Gastrointestinal
Dyspepsia 7.9 3.2 3.5
Diarrhea 4.9 4.2 3.3
Abdominal Pain 4.9 3.8 3.7
Nausea 3.2 2.0 2.5
Constipation 31 3.3 : 2.3
Flatulence 26 2.5. 1.4
Misc. Tooth
Disorder 21 1.7 14
Central Nervous System -
Dizziness 2.2 25 - - 1.9
Psychiatric Disorders
Insomnia 2.7 14 0.8
Genitourinary
Urinary Tract .
Infection o 1.6 11 2.7
Miscellaneous
Headache 8.9 78 4.7
Influenza-Like
Symptoms 5.1 5.7 7.1
Accidental .
Trauma . b1 4.8 4.2
Fatigue 2.7 2.3 1.6
Allergy 2.3 2.2 1.0

1 Controlled trials with Lescol Capsules (20 and 40 mg daily
and 40 mg twice daily)
2 Controlled trials w1th Lescol XL 80 mg Tablets

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

Skeletal: muscle cramps, myalgia, myopathy, rhabdomyol-
ysis, arthralgias.

Neurological: dysfunction of certain cranial nerves (in-
cluding alteration of taste, impairment of extra-ocular
movement, facial paresis), tremor, dizziness, vertigo, mem-
ory loss, paresthesm, peripheral neuropathy, peripheral
nerve palsy, psychlc disturbances, anxiety, insomnia,
depression.

HMypersensitivity Reactions: An apparent hypersensitivity
syndrome has been reported rarely which has included one
or more of the following features: anaphylaxis, angicedema,
lupus erythematosus-like syndrome, polymyalgia rheumat-
ica, vasculitis, purpura, thrombocytopenia, leukopenia, he-
molytic anemia, positive ANA, ESR increase, eosinophilia,
arthritis, arthralgia, urticaria, asthenia, photosensitivity,

- 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 hep-
atoma; anorexia, vomiting.

Skin: _alopecia, pruritus. A variety of skin changes (e.g.,
nodules, discoloration, dryness of skin/mucous membranes,
changes to hair/nails) have been reported.

Reproductive: gynecomastia, loss of libido, erectile
dysfunction. : g
Eye: "progression  of
ophthalmoplegia.
Laboratory Abnormalities: elevated transaminases, alka-
line phosphatase, y-glutamyl transpeptidase, and bilirubin;
thyroid function abnormalities. ’
Concomitant Therapy

Fluvastatin sodium has been administered concurrently
with cholestyramine and nicotinic acid. No adverse reac-
tions unigué to the combination or in addition to those pre-
viously reported for this class of drugs alone have been re-
ported. Myopathy and rhabdemyolysis (with or without
dcute renal failure) have been reported when another HMG-
CoA reductase inhibitor was used in combination with im-
munosuppressive drugs, gemfibrozil, erythromyein, or lipid-
lowering doses of nicotinic acid. Concomitant therapy with
HMG-CoA reductase inhibitors and these agents is gener-
ally not recommended. (See WARNINGS: Skeletal Muscle.)

OVERDOSAGE
The approximate oral LDgy is greater than 2 g/kg ir mice
and greater than 0.7 g/kg in rats.
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The maximum single oral dose of Lescol® (fluvastatin
sodium) capsules received by healthy volunteers was 80 mg.
No clinically significant adverse experiences were seen
at this dose. The maximum dose administered with an
extended-release formulation was 640 mg for two weeks.
This dose was not well tolerated and produced a variety of
GI complaints and an increase in transaminase values (..,
SGOT and SGPT).

There has been a single report of 2 children, one 2 years old
and the other 3 years of age, either of whom may have pos-
sibly ingested fluvastatin sodium. The maximum amount of
fluvastatin sodium that could have been ingested was 80 mg
(4 X 20 mg capsules). Vomiting was induced by ipecac in
both children and no capsules were noted in their emesis.
Neither child experienced any adverse symptoms and both
recovered from the incident without problems.

Should an accidental overdose occur, treat symptomatically
and institute supportive measures as required. The dialyz-
ability of fluvastatin sodium and of its metabolites in hu-
mans is not known at present.

Information about the treatment of overdose can often be
obtained from a- certified Regional Poison Control Center.
Telephone numbers of certified Regional Poison Control
Centers are listed in the Physicians’ Desk Reference®.*

DOSAGE AND ADMINISTRATION

The patient should be placed on a standard cholesterol-
lowering diet before receiving Lescol® (fuvastatin sodium)
or Lescol® XL (fluvastatin sodium) and should continue on
this diet during treatment with Lescol or Lescol XL. (See
NCEP Treatment Guidelines for details on dietary therapy.)
For patients requiring LDL-C reduction to a goal of =25%,
the recommended starting dose is 40 mg as one capsule,
80 mg as one Lescol XL tablet adfinistered as a single dose
in the evening or 80 mg in divided doses of the 40 mg cap-
sule given twice daily. For patients requiring LDL-C reduc-
tion to a goal of <25% a starting dose of 20 mg may be used.
The recommended dosing range is 20~80 mg/day. Lescol or
Lescol XL may be taken without regard to meals, since
there are no apparent differences in the lipid-lowering ef-
fects of fluvastatin sodium administered with the evening
meal or 4 hours after the evening meal. Since the maximal
reductions in LDL-C of a given dose are seen within 4
weeks, periodic lipid determinations should be performed
and dosage adjustment made according to the patient’s re-
sponse to therapy and established treatment guidelines.
The therapeutic effect of Lescol or Lescol XL is maintained
with prolonged administration.

Concomitant Therapy

Lipid-lowering effects on total cholesterol and LDL choles-
terol are additive when immediate release Lescol is com-
bined with a bile-acid binding resin or niacin. When admin-
istering a bile-acid resin (e.g., cholestyramine) and
fluvastatin sodium, Lescol should be administered at bed-
time, at least 2 hours following the resin to avoid a signifi-
cant 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 6% of the administered dose excreted into the urine,
dose adjustments for mild to moderate renal impairment
are not necessary. Fluvastatin has not been studied at doses
greater than 40 mg in patients with severe renal impair-
ment; therefore caution should be exercised when treating
such-patients at higher doses.

HOW SUPPLIED

Lescol® (fluvastatin sodium) Capsules

20 mg

Brown and light brown imprinted twice with "Z&” and
20" on one half and “LESCOL” and the Lescol® (fluvastatin
sodium) logo twice.on the other half of the capsule.
Bottles of 30 capsules ... ... (NDC 0078-0176-15)
Bottles of 100 capsules . .. (NDC 0078-0176-05)
40 mg

Brown and gold imprinted twice w1th "A" and “40” on one
half and “LESCOL” and the Lescol® (fluvastatin sodium)
logo twice on the other half of the capsule.

Bottles of 30 capsules ... .. (NDC 0078-0234-15)
Bottles of 100 capsules . .. (NDC 0078-0234-05)
Lescol® XL {fluvastatin sodium) Extended-Release Tablets
80 mg

Yeliow, round, slightly biconvex film-coated tablet with bev-
eled edges debossed with “Lescol XL” on one side and “80"
on the other.

Bottles of 30 tablets ..
Bottle of 100 tablets
Store and Dispense
Store at 25°C (77°F); excursions permitted to 15°C-30°C
(59°F-86°F). [See USP Controlled Room Temperature]. Dis-
pense in a tight container. Protect from light.

.. (NDC 0078-0354-15)
(NDC 0078-0354-05)

*Trademark of Medical Economics Company, Inc.
Distributed by:
Novartis Pharmaceuticals Corporation
East Hanover, New Jersey 07936
Marketed by:
Reliant Pharmaceuticals, LLC
Liberty Corner, New Jersey 07938
. . . T2001-78
REV: OCTOBER 2001
Shown in Product Identification Guide, page 331
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