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1 Week Therapy 

At 4 wks 
(3 wk f/up) 

14% 51"1: 
(11/79) (40;78) 

6% rs~~ 

(5/79) (10r75) 

ND ;\"1) 

·;; UJJlpotential exposure at the recommended 
• dose') and a percutaneous study in rabbits, 
- up to 150 mg/kg/day (equivalent to at least 

ma.ximum potential exposure at :he recom· 
. · topical dose') did not reveal any 7eratogenic 

·,.-ever, no adequate and welJ.contrciled studies 
· ~men. Because animal reproduc::ion studies 
· predictive of human response. this drug 
• only if clearly indicated during ;iregnancy. 

rbinafine hydroc, 
ceatment ofthefo 
al tinea pedis (athl 
corporis fringw0r.n_, 

~hophyton mentas .• • ,81 dose of 500 mg of terbinafine hydrochlo· ISAGE A.VD AD.\ . • ~ 
iould be confinned . teers, the total dose of terbinafine !'iydrochlo-
of scrapings from. in human milk during the 72-hour ;iost-dosing 
otassium hvdroxidi •s.i mg in one person and 0.15 mg'...:: the other. 
5 · · · ,ion of terbinafine in human mill; was 0.13% 
rbinafine hydrochl i{the administered dose, respective:~-. The con
uals who ha,·e knor: i{the 1 metabolite measured in the C::uman milk 
afine or any oihe: teers were below the detection :imit of the 

"- ~:xi ng/mL of milk I. 
::ie small amount of data on hum2"• neonatal 
llcision should be made whether to iiscontinue 
~dLoeontinue the drug, taking into .;,ccount the 
:{the drug to the mother, as well as :he findings 
·male mice and rats following oral .;,dministra
. ine hydrochloride and the lac:~ Jf data on 
· in neonatal animals. 

rs should avoid application .::· Lamisil® 
l!rbinafine hydrochloride cream1 '~ :he breast. 

tz'.als, 6 10.2%) of 2265 patients ::-sated with 
Warn. 1% 1terbinafine hvdroch)o,..:de cream) 

therapy due to adverse events ad 52 !2.3%) 
reactions thought to be possib'.; ... probably, 

• ~lated to drug therapy. These o·;;.:.ctions in
n il'icl, burning t0.8%), itchinz 0.2%1, and 

l -

Successful Outcomes 

At 6 wks 
(5 wk f/up) 

65% 
(51/78) 

12% 
(8/69) 

ND 

4 Weeks Therapy 

At 4 wks 
(end of Rx) 

71% 
(94/1331 

'ND 

63% 
(84/133) 

At 6 wks 
(2 wk f/up) 

73% 
(97 /132) 

ND 

59% 
(79/134) 

day 7 of drug therapy. The duration of drug therapy should 
be for a minimum of 1 week and should not exceed 4 weeks. 
(See CLINICAL STUDIES and following Note.I 
In the treatment of tinea cruris (jock itch) or tinea corporis 
(ringworm), Lamisii® Cream, 1% (terbinafine hydrochlo
ride cream) should be applied to cover the affected and imme
diately surrounding areas once or twice daily until clinical 
signs and symptoms are significantly improved. In many 
patients this occurs by day 7 of drug therapy. The duration of 
drug therapy should be for a minimum of 1 week and should 
not exceed 4 weeks. !See CLINICAL STUDIES and following 
Note.! 
Note: 

Caution: Federal law prohibits dispensing without pre· 
scription. 
The following prescribing information is based on official 
labeling in effect on August 1, 1994. 

DESCRIPTION 
Lesco!@- 1fluvastatin sodium), is a water soluble cholesterol 
lowering agent which acts through the inhibition of 3-hy· 
droxy-3-methylglutaryl-coenzyme A (HMG-CoA) reductase. 
Fluvastatin sodium is [R* ,S* -(El]-(±l-7· [3-(4-fluorophe
nyil-1-11-methylethyll-1 H-indol -2- yl]-3,5-dihydroxy-6-hep
tenoic acid, monosodium salt. The structural formula is: 

0 

Na" 

Mol. wt. 433.46 

Many patients treated with shorter durations of therapy tl-2 
weeks) continue to improve during the 2-4 weeks after drug 
therapy has been completed. As a consequence. patients 
should not be considered therapeutic failures until they have 
been observed for a period of 2-4 weeks off therapy. !See 1 

CLINICAL STUDIES!. 

This molecular entity is the first entirely synthetic H}!G
Co..\. reci~crnse inhibitor. and is in part structurally distinct 
from !he fungal derivatives of this therapeutic class. 
Fluvasrn:in sodium is a white to pale yellow. hygroscopic 
powder soluble in water, ethanol and methanol. Lesco!~' 
d1uvasrntin sodium1 is supplied as capsules containing iluva
statin sodium. equivalent to 20 mg or 40 .mg of tluvastatin. 
for orai administration. 
...\ctil'e hiwedienr: tlurnstatin sodium If successful outcome is not achie,·ed during the post-treat

ment observation period. the diagnosis should be reviewed. 

HOW SUPPLIED 
Lamisil® Cream, 1 % {terbinafine hydrochloride cream! 
Tubes of 15 grams •:\DC 0078-0170-401 
Tubes of 30 grams 1NDC 0078-0170-46i 
Store between 5' and 30'C • 41 'and S6'Fl. 

CLINICAL STl"DIES 
In the following darn presentations. the term ··successful 
outcome" refers to those patients evaluated at a specific time 
point, who had both negative myco!ogical results 1culture 
and KOH preparation• anci a total clinical score of less than 
2. The clinical score is the sum oi the scores of each sii.rn and 
symptom graded on a scaie from O=absent to 3=Se\'ere. 
Mean clinical scores at entry ranged from 8-11 in the pivotal 
clinical trials. All studies included. at a minimum, clinical 
evaluation of ernhema. desauammion. and oruritus . 
A. Tinea Pedis. · . · 
In 3. studies of Lamisil li Cream. 1 re i terbinafine h\'drochlo
ride cream) used B.l.D. in the treatment of tine~ pedis. 2 
(combined in the table belowl were ,·ehicle-controlled lpla- • 
cebol evaluations of 1 week treatment duraiion. The third 
study lsee following table• was of 4 weeks therapy compared 
to another active dru!!. 
[See table above.] -
B. Tinea Corporis/Cruris 
Two studies (combined below1 comoared Lamisil·E' Cream. 
1 % (terbinafine hydrochloride cre~m' to vehicle 1placebol. 
applied once daily for 1 week in the treatment of tinea corpo
ris/ cruris. 
In the following table. sites of infection are separated into 2 
groups: !ll tinea corporis and l~l tinea cruris. Patients with 
mixed tinea corporis. cruris are included in both groups. 

Successful Outcomes after 
1 Week of Therapy 

At 1 wk 
Disease Drug (end of Rx) 

Lamisil~ 
Zlrc 

(7.'331 
Corporis 

Vehicle 0% 
(0/311 

Lamisii& 
43% 

(21/49) 
Cruris 

Vehicle 9"(-
(5/58) 

Sandoz Pharmaceuticals Corporation 
East Hanover, New Jersev 07936 USA 
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At 4 wks 
(3 wk I/up) 

83% 
!25/30) 

31% 
('i/131 

92'7c 
(45/49) 

'.25'1-
(7/28J 

Inactit'e Ingredients: gelatin. magnesium stearate. micro
crystaiE~e celluiose. pregeiatinized starch. red iron oxide. 
sodiurr. :aurvl -sulfate. talc. titanium dioxide. ,·eilow iron 
oxide. :1::d other ingredients. -
Jfav Aiso Include: benzvl alcohoL black iron oxide. butvi
µar'aben. ;;:arboxymethylcellulose sodium. edetate calcium 
disodiu:::. methy!paraben. propylparuben. silicon dioxide 
and 5oci!u:n propionate. 

CLI:';ICAL PHAR:IIACOLOGY.·:: 
. .\ ,·ar:et•: of ciinicai stuciies have de'fu.onstrated that eievared 
lewis or' :oral choiesrerol 1Total-CI. low density liooorocein 
choiesteroi 1LDL-C1. and apolipoprotein B 1a ~e~brane 
transpor: compiex r'or LDL-Cl promote human atherosciero
sis. 5ir:iiiariv. ce.:reased le,·els of HDL-.:ho(esteroi <HDL-Cl 
and its :ransport compiex. apolipoprotein ..\, are associated 
with :i:,; deve!ooment of atherosclerosis. Eoidemioiogic in
wsti>:at:ons ha\'·e established that cardiovascular mo.=biditv 
and mor:alin· ,·an· directlv with the le,·el of Totai-C and 
LDL-C Jc.cl ii{w!"Se°I;.· with the level of HDL-C. The Lipid Re
seurd: C:inics C0ronarv Primarv Pre,·ention Trial 'LRC
CPPT ·was a muiticem.er. randomized. double-blind studv 
invoi,·in< 3.806 asvmotomatic middle-mred men in the 
C'niteci States with· T,:pe II hyperlipoproteinemia treated 
with diet and choiestnamine. Results of this trial demon
>trateci ::-.at a statistically significant reduction of 19'\: in 
the incidence of definite mvocardial infarction and; or coro
nan· hearr disease death wtis associated with an Sc;. decrease 
in biood ~holesterol anci 11 % decrease in LDL-C levels. In 
other muiticenter ciinical trials, those pharmacologic and/ 
or nonoharmacoioiric interventions that simultaneouslv 
lowered. LDL-C ana"increased HDL-C also have reduced the 
rate oi .:ardiovascuiar events !both fatal and nonfatal myo
cardiai inr'arctions;. 
In patients with hypercholesterolemia. treatment with Les· 
colJ· ttiuvastatin sodium) reduced Total-C, LDL-C, and 
apoiipoprotein B. Lesco! J· tf1uvastatin sodium) aiso moder
ately reduced trigiycerides tTGJ while producing an increase 
in HDL-C of variable magnitude. The agent had no consis· 
tent effect on either LP1al or fibrinogen. The effect of fluva
starin sodium-jnduced changes in lipoprotein levels on the 
ernlution of atherosclerosis has not been established. 
Mechanism of Action 
LescolJ· 1fluvastatin sodium) is a competitive inhibitor of 
Hi.\!G-Co..\ reductase. which is responsible for the conversion 
of 3-hydroxy-3-methyl-glutaryl-coenzyme A (HMG-CoAl to 
mernlonate, a precursor of sterois, including cholesterol. The 
inhibition of cholesterol biosvnthesis reduces the cholesterol 
in hepatic cells. which stimuiates the synthesis ofLDL recep
tors and thereby increases the uptake of LDL particles. The 
end result of these biochemical processes is a reduction of the 
plasma cholesterol concentration. 
Pharmacokinetics/Metabolism 
Lesco! J ti1uvastatin sodium) is administered ornllv in the 
active form. FIU\·astatin is absorbed rapidly and completely 
t98'7ol ioilowing oral administration to fasted volunteers. In 
a fed state. even up to 4 hours post prandial, the drug is also 
completely absorbed, bun1t a reduced rate ICmax is reduced 

Continued on next page 
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by 40%-70%). The action of HMGR inhibitors occurs within 
the liver. The absolute systemic bioavailability for this drug 
class is low. The absolute bioavailability of fluvastatin fol
lowing a 10 mg oral dose was 24% lrange 9<;(-50%). At doses 
above 20 mg, fluvastatin exhibits nonlinear kinetics, at least 
in the fasting state, resulting in dose normalized AUC values 
20%-40% higher than expected for the 40 mg dose. The vol
ume of distribution tVD55l for the drug is calculated to be 34.4 
liters. More than 98% of the circulating drug is bound to 
plasma proteins, and this binding is unaffected by drug con
centration. 
Biotransformation pathways for fluvastatin include: a\ hy
droxylation of the indole ring at the 5- and 6-positions; b\ 
N-dealkylation; and c\ beta-oxidation. The major circulating 
blood components are fluvastatin and the pharmacologically 
inactive N-desisopropyl-propionic acid metabolite. The hy
droxylated metabolities have pharmacological acthity but 
do not circulate S\'Stemicalh·. Both enantiomers of fluvasta
tin are metaboliied in a similar.manner resulting in orily 
minor differences in svstemic exocsure. 
Following administration of 3H-fluvastatin sodium to 
healthy ,;olumeers, excretion of radioacthity was about 5% 
in the urine and 90'it in the feces. "ith the parent, fluvasta
tin, accounting for less than 2S-c of the total radioacthity 
excreted. The plasma clearance for fluvastatin in man is 
calculated to be 39.2 ± 4.4 liters per hour. Steady-state 
plasma concentrations show no e\idence of flU\·astatin accu
mulation following administration of 40 mg daily; however, 
after 6 days of dosing \\ith 40 mg 3H-f1U\"astatin sodium solu
tion, total radioacti\ity-which includes parent compound 
and pharmacologicaliy inactive metabolites-accumulated 
by a factor of2 based on Cmin values. Follo\\ingoral adminis
tration of 20 mg of fluvastatin sodium, the beta elimination 
half-life for fluvastatin is 1.2hours1range of0.53-3.1 hours!. 
The bioavailability of Lescol<J.· lfiuvastatin sodium I 20 mg 
caosules is eauivalent to a solution of fiuvastatin sodium 
except that the time to peak under fasted conditions is about 
0.7 hours followinsr administration of the caosule com oared 
to about 0.4 hours-for the solution. Followin-g ingestion of a 
single 20 ing Lesco!·~ {flu\'astatin sodium! capsule under 
fasted conditions, measurable olasma concentrations of 
flu\'astatin appear systemicaliy \\ithin 10 minutes after dos
ing and reach a peak of.147 ::':: 86 ng/mL at 0.66 ± 0.3 hours. 
Lesco!® lfluvastatin ~odium!. like the other HMGR inhibi
tors, has variable systemic bioa\'ailability. The coefficient of 
\'ariation \based on the inter-subject variability\ was 
47%--57'/c for AUC, and 58%--Bf>C:C for Cm._,. 
Results from an O\'ernight pharmacokinetic evaluation fol
lowing steady-state administration of Lesco!(~> lfiU\·astatin 
sodium) \\ith the evening meal or 4 hours after the evening 
meal for 15 wee k.s showed that administration of fluvastatin 
sodium \\ith the eyeninsr meal results in a two-fold decrease 
in cmax and more t:han -a rw~folci increase in tmax as com· 
pared to patients receh~ng the cirug 4 hours after the eve
ning meal. No significant difference in AUC was observed 
between the 2 treatment groups, and there were no differ
ences in the lipid-lowering effects of fluvasratin sodium ad
ministered "1th the evening meal or 4 hours after the eve
ning meal. 
The effects of gender and age on the pharmacokinetics of 
fiuvastatin sodium were evaluated in 4 patient subgroups; 
young and elderly males and females. All patients were ad
ministered 20 mg fluvastatin daily, at least 2 hours after the 
evening meal, for 21 days. Results from an overnight phar
macokinetic evaluation indicate that for the general patient 
population plasma concentrations of fiuvastatin do not vary 
either as a function of age or gender. Due to their generally 
smaller body weight, young female patients show higher 
fluvastatin plasma concentrations after administration of 
10--40 mg of fluvastatin compared to young males. 
Since fluvastatin is eliminated primarily via the biliary 
route and is subject to significant presystemic metabolism, 
the potential exists for drug accumulation in patients \\ith 
hepatic insufficiency. In a single-dose study the kinetics of 
fluvastatin sodium in subjects "1th cirrhosis (n=ll) and in 
healthy age- and sex-matched subjects (n = 11) were com
pared. The mean AUC and Cma: parameters were about 2.5 
times higher in the subjects with hepatic insufficiency. 
There was a 28% decrease in plasma clearance and a 31 % 
smaller volume of distribution. No apparent difference was 
observed in the plasma elimination half-lives for the 2 
groups. Caution should be exercised when fluvastatin so
dium is administered to patients with a hlstory of liver dis
ease or heavy alcohol ingestion (see W ARNINGSJ. 
Clinical Studies • · · ·· " 
Lesco!® (fluvastatin sodium) has been studied in 4 con
trolled Phase 3 trials. These studies involved 1605 North 
American patients with Type Ila or IIb hyperlipoprotein
emia. Lesco!® (fluvastatin sodium) was administered to 
946 patients in these trials of 24--54 weeks duration. In the 
largest single randomized study with Lesco!® (fluvastatin 
sodium) (n=292), treatment at a dose of 20 mg QPM resulted 

in a highly significant decrease in LDL-C of 22.2% after 9 
weeks of study. In the largest single study (n=210) of pa
tients randomized to 40 mg daily and limited to FH patients, 
a mean LDL-C reduction of 24.0% was observed. Reductions 
in Apo B were also seen as a result of treatment with Les
co!® (fluvastatin sodium). Small but statistically significant 
increases in HDL-C and corresponding decreases in TG were 
also noted. No consistent effect on Lp(al was found. 

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

LDL - C = Total-C - HDL-C - 115 TG 

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

LDL-Cholesterol mg/dL (mmol/L) 

Definite Two or More 
A therosclerotic Other Risk Initiation 

Disease• Factors'• Level Goal 

NO NO 2: 190 < 160 
( 2: 4.9) ( <4.1) 

NO YES 2: 160 <130 
(2:4.1) ( <3.4) 

YES YES or NO 2: 130 :>100 
(<:3.4) (:>2.6) 

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

• • Other risk factors for coronary heart diSease (CHDJ in
clude: age (males: 2: 45 years; females: 2: 55 years er pre
mature menopause without estrogen replacement ther
apy!; family history of premature CHD; current cigarette 
smoking; hypertension; confirmed HDL-C < 35 mg/dL 
( < 0.91 mmol/L); and diabetes mellitus. Subtract one risk 
factor if HDL-C is 2: 60 mg/dL (2: 1.6 mmol/L). 

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

patients with active liver disease 
sistent elevations in serum 
WARNINGS!. 
Pregnancy and Lactation 
Atherosclerosis is a chronic p~ocess and disc : 
!ipid-lowering drugs during pregnancy sho:i~ 
1mpac~ on the outcome of long-term therapy of 
percholes~erolemia: Cholesterol. and other Produ 
lesterol b1osynthes1s are essential components ~ 
velopment (including synthesis of steroids and" 
branes). Since HMG-CoA reductase inhibitors d 
lesterol synthesis and possibly the synthesis of .. 
cally active substances derived from choleste 

0 L 
cause fetal harm when administered to pr ro 
Therefore, HMG-CoA reductase inhibitors are· 
cated during pregnancy and. in nursing mothers_ ..., 
sodium should be administered to women of · 
age onlY, when such patients are highly unlikely" 
and have been informed of the potential hazards. It 
tient becomes pregnant while taking this class or ., ~ 
apy should be discontinued and the patient app'" 
potential hazard to the fetus. 

WARNINGS 
Liver Enzymes . 
Biochemical abnormalities of liver function hai-e 
ciated with HMG-CoA reductase inhibitors and· 
lowering agents. A small number of patients 
Lesco!® (fluvastatin sodium) in United Sta~-
trials (N =17, l.1 %) developed persisient eleva · 
aminase levels to mar~ than 3 times the upper 
mal. Ten of these patients <0.7%) were discon 
therapy. Most of these (10/17) abnormalities 
the first 6 weeks of treatment and resolved ra • 
treatment values. In a long-term open-label 
5 of 824 (0.6%) patients exposed to Lesco!® (fl·~· 
diuml at a dose of 40 mg developed persistent 
elevations. Only 2 of these patients were d' 
the study. The majority of these abnormal bi 
ings were as~·mptomatic. 
It is recommended that liver function tests be' 
before the initiation of treatment, at 6 and·12" · 
initiation of therapy or elevation in dose, and .. _ -
thereafter (e.g., semiannually). Liver enzyme 
allv occur in the first 3 months of treatmenf 
(fluvastatin sodium). Patients who de,•elop in 
aminase levels should be monitored with asecririd, 
tion evaluation to confirm the finding and be fo 
after with frequent liver function tests until !lie" 
itv(iesl return to normal. Should an increase iii 
of three times the upper limit of normal or 
v.ithdrawal of fluvast:atin sodium therapy is 
Active liver disease or unexolained tr 
are contraindications to the use of Les 
diuml rsee CONTRA.INDICATIONS!. Ca 
cised when fluvastatin sodium is adln · 
\\ith a history of liver disease or heavy ale 
CLINICAL PHA.RM.ACOLOGY: Pha 
liSmJ. Such patients should be closely moni 
Skeletal Muscle ... ;\ 
Rhabdomyolysis with renal dysrunotion .. 
globinuria has been reported with other d~1'. 
To date, this has not occurred with nuvastat?,. · 

Classification of Hyperlipoproteinemias 

Lipoproteins Lieid Elevations 

apathy, defined as muscle aching or muscle 
junction with increases in creatine phos 
values to greater than 10 times the upper 
has been reported in 1 fluvastatin sodium .. 
was related to physical exertion. An addi .. 

·ported in a patient receiving placebo. . 
. Myopath.y should be considered in any pa~ .. 

myalgias, muscle tenderness or weaknesl. 
elevation of CPK. Patients should be 8 ... 

Type Elevated 

I (rare) Chy I omicrons 
Ila LDL 
IIb LDL, VLDL 
III (rare) IDL 
IV VLDL 
V (rare) Chylomicrons, VLDL 

C = cholesterol 
TG = triglycerides 
LDL = low density lipoprotein 
VLDL = very low density lipoprotein 

Major 

TG 
c 
c 

C/TG 
TG 
TG 

IDL = intermediate density lipoprotein 

Minor 

1-C 

TG 

1 -C 
1 - c 

Lesco!® (fluvastatin sodium) has not been studied in condi
tions where the major abnormality is elevation of chylomi
crons, VLDL, or IDL (i.e. hyperlipoproteinemia Types I, III, 
IV, or VJ. 
The effect of fluvastatin sodium-induced changes in lipopro
tein levels on cardiovascular morbidity or mortality has not 
been established. 

CONTRAINDICATIONS 
Hypersensitivity to any component of this medication. 
Lesco!® (fluvastatin sodium) is contraindicated in 

promptly unexplained muscle pain, tende 
particularly if accompanied by malaise ?fo ... 
sodium therapy should be discontinued ~f.~ 
CPK levels occur or myopathy is diagn .. " 
Fluvastatin sodium therapy should also.~ 
held in any patient experiencing an. a~! 
dition predisposing to the developmen · 
secondary to rhabdomyolysis, e.g ... 
major surgery; trauma; severe meta 
trolyte disorders; or uncontrolled eplle 

1 The risk of myopathy during treatJ!len .• 
CoA reductase inhibitor ,was found to be .. 
with either cyclosporine, gemfibro~'r -
cin is administered concurrently .. 1" 

served in a clinical trial in 7 4 pat1e. 
who were treated with :(luva,stat' 
niacin. 
Uncomplicated myalgia has been o 
patients treated with Lesco!® (fluv 
indistiriguishable from placebo. · ·:· 
The use of fibrates alone may occas1 
myopathy. The combined use of 
fibrates should generally be avoid 
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·r function ha 
inhibitors a.ad 
r of.patienis, 
United Stat<! 

·sistent elel'a · 
1es the upper 
l were cliscon· 
Jrmalities 
d resolved 
pen-label ex·· 
J Lesco!® (fl 
1 persistent 
:s were discon · 
mormal bioc 

·iuting therapy with Lesco!® (flu~astatin so
IJJPt should be made to control hypercholester

eppropriate diet, exercise, and weight reduction 
~ents, and to treat other underlying medical 
n INDICATIONS AND USAGEJ. 
• A reductase inhibitors may cause elevation 
~bosphokinase and transaminase levels (see 
·and ADVERSE REACTIONS). This should be 
in the differential diagnosis of chest pain in a 
theraPY with fluvastatin sodium. 

Familial Hypercholesterolemia 
:t'(!uctase inhibitors are reported to be less effec
'.:ents with rare homozygous familial hyper

·a, possibly because these patients have few 
UJL receptors. 
for Patients 
d be advised to report promptly unexplained 

tenderness or weakness, particularly if accom-
:ialaise or fever. 
·tions 

ssive Drugs, Gemfibrozii, Niacin (Nicotinic 
:t0mycin: See WARNINGS: Skelefol lvfuscle. 
Administration of fluvastatin sodium does not 

· metabolism and excretion of antipyrine, either 
or inhibition. Antipyrine is a model for drugs 

· bl' the microsomal hepatic enzyme system; 
;te;actions with other drugs metabolized by this 
are not expected. 

no/of: Concomitant administration of fluva
~ith niacin or propranolol has no effect on the 
·of fluvastatin sodium. 

'ne: Administration of flm·astatin sodium 
• y with, or up to 4 hours after cholest}Tamine. 

::ivastatin decreases of more than 50% for A.UC 1 

. forCm 0 ,. However, administration offlm·asrn-
l hours after cholestyramine resulted in a clini-

• t additive effect compared with that achieved 
:omponent drug. 

bacrossover study involving 18 patients chroni-
: •digoxin. a single 40 mg dose offlurnsrarin had 
m digoxin AUC, but had an 11 % increase in 

and small increase in digoxin urinary clear- 1 

Is taking digoxin should be monitored appropri- ' 
fluvastatin therapy is initiated. 
~anitidine/Omeprazo/e: Concomitant adminis-

. ·tatin sodium with cimetidine. ranitidine and 
·results in a significant increase in the fluni.sta
'1%, 70% and 50%, respectively I and AUC 124"<-
. an 18%-23<:'<: decrease in plasma clearance. 

Administration of fluvastatin sodium to sub-
1 with rifampicin results in significant reduc-

, {59%) and AUC (51 %), with a large increase 
a clearance. 

bi vitro protein binding studies demonstrared no 
!! therapeutic concentrations. 

itant Therapy: Although specific interaction 
--not performed, in clinical studies. fluvastatin 

used concomitantly with angiotensin-converting 
o!tlJ inhibitors. beta blockers. calcium-channel 
Curetics and nonsteroidal anti-inflamrpatory 
. l without evidence of clinicallv significant 
· tions. · 
limction 
lllluctase inhibitors interfere with cholesterol 
t.i lower circulating cholesterol levels and, as 
theoreticallv blunt adrenal or gonadal steroid 
uction. · 

~hired no effect upon non-stimulated cortisol 
.. onstrated no effect upon thyroid metabolism 

. TSH. Small declines in total testosterone have 
Iii treated groups, but no commensurate eleva
. ed, suggesting that the observation was not 

effect upon testqsterone production. No effect 
)llales was noted. Due to the limited number of 
di females studied to date, no cone! usions re-

.ect of fluvastatin upon female sex hormones 

·11 ~onal clinical studies in patients receiving 
oses up to 80 mg daily (twice the recom

., for periods of 24-28 weeks demonstrated no 
. nt Upon the adrenal response to AC'I'.H stim

"to study evaluated the effect offluvastatin at 
111~ daily for 28 weeks upon the gonadal re
st11nulation. Although the mean total testos

significantly reduced (p < 0.05) relative 
mg group, it was not significant in com

nges noted in groups receiving either 
or placebo. 

h fluvastatin sodium who develop clini
?crine dysfunction should be evaluated 
ion should be exercised if an HMG-CoA 
or other agent used to lower cholesterol 
ed to pati.ents receiving other drugs (e.g. 

ketoconazole, spironolactone, or cimetidine) that may de: 
crease the levels of endogenous steroid hormones. 
CNS Toxicity 
CNS effects, as evidenced by decreased activity, ataxia, loss 
of righting reflex, and ptosis were seen in the following ani
mal studies: the 18-month mouse carcinogenicity study at 
50 mg, kg/day, the 6-month dog study at 36 mg/kg/day, the 
6-month hamster study at 40 mg/kg/day, and in acute, high
dose studies in rats and hamsters 150 mg/kg), rabbits 
(300 mg/kg) and mice (1500 mg/kg). CNS toxicity in the 
acute high-<lose 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 mgtkg. CNS toxic
ity, characterized by. periaxonal vacuolization, was observed 
in the medulla of dogs that died after treatment for 5 weeks 
with 48 mg/kg/day; this finding was not observed in the re· 
maining dogs when the dose level was lowered to 36 mg/kg/ 
day. CNS vascular lesions, characterized by perivascular 
hemorrhages, edema, and mononuclear cell infiltration of 
perivascular spaces. have been observed in dogs treated w'ith 
other members of this class. ~o CNS lesions have been ob
served after chronic treatment for uo to 2 vears with fluva
statin in the.mouse (at doses up to 350 mgikg/dayl, rat (up to 
24 mg/kg/day), or dog \up to 16 mg/kg/day). 
Carcinogenesis, Mutagenesis, Impairment of Fertility 
A 2-year study was performed in rars at dose levels of 6, 9, 
and 18-24 !escalated after 1 yearl mg/kg/day. These treat
ment levels represented plasma drug levels of approximately 
9, 13. and 26-35 times the mean human plasma drug concen
tration after a 40 mg oral dose. A low incidence of fore
stomach squamous papillomas and 1 carcinoma of the fore
stomach at the 24 mg/kg/day dose level was considered to 
reflect the prolonged hyperpiasia induced by direct contact 
exposure to fluvastatin sodium rather than to a svstemic 
effect of the drug. In addition. ::m increased incidence of thv
roid follicular cell adenomas and carcinomas was recorded 
for males treated with 18-24 mgikg.'day. The increased inci
dence of thyroid follicular ceil neoobsm in male rats with 
fiul'asta'rin sodium appears to be consistent with species spe
cific findings from other H~!G-CoA reductase inhibitors. In 
contrast to other HMG-CoA reducrase inhibitors. no hepatic 
adenomas or carcinomas were obser\'ed. 
The carcinogenicity study conducted in mice at dose levels of 
0.3. 15 and 30 mg/kg/day revealed. as in rats, a statistically 
significant increase in forestomach squamous cell papil
lomas in males and females ar 30 mg.' kg: day and in females 
at 15 mg/kg/day. These :reatmenr levels represented 
plasma drug levels of approximately 0.05. 2. and 7 times the 
mean human plasma drug concentration after a ~O mg oral 
dose. 
>io evidence of muiagenicity was observed in vitro. with or 
without ratliver metabolic acth·arion. in the following stud
ies: microbial mutagen tests using mutant strains of Salmo
nella typhimurium or Escherichia coli: malignant transfor
mation assay in BALB/3T3 cells: unscneduled DNA synthe
sis in rat primary heparocytes: chromosomal aberrations in 
V79 Chinese Hamster cells: HGPRT V79 Chinese Hamster 
cells. In addition. there was no evidence of mutagenicitv in 
l'it•o in either a rat or mouse micronucieus test. • · 
In a study in rats at dose le1·els for females of0.6. 2 and 6 mg/ 
kg/day and for males at 2. 10 and 20 mg/kg/day fluvastatin 
sodium had no adverse effects on the fertilitv or reoroductive 
performance at any of the ciose levels srn-died. A stu.dy in 
which female rats were dosed during the third trimester at 
12 and 24 mg/kg.;day resulted in maternal mortality at or 
near term and postpartum. In addition. fetal and neonatal 
lethality were apparent. No effects on the dam or fetus oc
curred at the low dose level of 2 mg1 kg/day. A second ·study 
at levels of 2, 6, 12 and 24 mg/kg.'day confirmed the findings 
in the first study. A modified Segment III study was per
formed at dose levels of 12 or 24 mg/kg/day with or without 
the presence of concurrent supplementation with mevalonic 
acid. a product of HMG-CoA reductase which is essential for 
cholesterol biosmrhesis. The concurrent administration of 
mevalonic acid completely prevented the maternal and neo
natal mortalitv. Therefore, the maternal and neonatal le
thality observed \\ith fluvastatin sodium reflect its exagger
ated pharmacologic effect during pregnancy. . 
Pregnancy 
Pregnancy Category X 
See COSTRAINDICATIONS. 
Fluvastatin sodium was not teratogenic in rats at doses up to 
36 mg/kg daily or in rabbits at doses of up to 10 mg/kg/day. 
There are no data in pregnant women. 
Nursing Mothers 
Based on preclinical data. drug is present in breast milk in a 
2:1 ratio 1milk:plasmal. Because of the potential for serious 
adverse reactions in nursing infants, nursing women should 
not take Lesco!~ 1fluvastatin sodium) (see CONTRAINDI
CATIOSSi. 
Pediatric Use 
Safety and effectiven~ss in individuals less than 18 years old 
have not been esrabhshed. Treatment in patients less than 
18 years of age is not recommended at this time. 
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Geriatric Use 
The effect of age on. the pharmacokinetics of fluvastatin so
dium was evaluated. Results indicate that for the general 
patient population plasma concentrations of fluvastatin 
sodium do not vary either as a function of age or gender. !See 
also CLINICAL ·PHARMACOLOGY: Pharmacokinetics/ 
Metabolism.) Elderly patients ('<: 65 years of age) demon
strated a greater treatment response in respect to LDL-C, 
Total-C and LDL/HDL ratio than patients < 65 years of age. 

ADVERSE REACTIONS 
In the controlled clinical studied and their open extensions, 
Lesco!® (fluvastatin sodium) was discontinued in 1.0% of 
1881 patients du~ to adverse experiences (mean exposure 
approximately 14 months ranging in duration from 1-> 24 
months). This results in an exposure adjusted rate of 0.9-;c 
per patient-year iµ fluvastatin patients compared to an inci
dence of 1.3% in placebo patients. Lesco!® (fluvastatin so
dium) has been studied in more than 2200 patients. Ad1·erse 
reactions have usually been mild and similar in incidence ro 
placebo. 
Adverse experiences occurring with a frequency > 2% ·~ 
gardless of causality include the foilowing: 

Adverse Event 

lntegumentary 
Rash 

Musculoskeletal 
Back Pain 
Arthropathy 
Exercise-Related 
llfoscle Pain 

Respiratory 
Upper Respiratory 
Traer Infection 

Pharyngitis 
Rhinitis 
Sinusitis 
Coughing 
Bronchitis 

Gastrointestinal 
Dyspepsia 
Diarr.hea 
Abdominal Pain 
Nausea 
Constipation 
Flatulence 
Misc. Tooth Disorder 

Central Nervous System 
Dizziness 

Psychiatric Disorders 
Insomnia 

Miscellaneous 
Headache 

Lesco I~ 
(fluvastatin sodium) 

(%) 
{N=620) 

2.7 

6.1 
.ta 

3.-! 

11.6 
.J.5 
.u ,, -
2.6 
2.3 

-~. 

S.l 
6.0 
5.5 
3 ., 
2.0 
2.0 
:2.1 

:!.6 

2.6 

S.7 
Influenza-Like Symptoms 5.3 
Accidental Trauma 5.3 
Fatigue 3.5 
Allergy 2.6 

Placebo 
(%) 

(N=411) 

u.o 

8.5 
:3.::? 

~A 

15.3 
-!.9 
6.: 
~·"J 

:3.:? 

-!.e 
5.0 
-ti 
~A 
.:.~ 
~.l 

~.:? 

::.e 
1.7 

s.s 
5.4 
5.1 
3.-4 
3.6 

The following effects hare been reported with di:ug= in this 
class. Not all the effects listed below have necessariiv been 
associated with fluvastatin sodium therapy. · 
Skeletal: myoparhy, rhabdomyolysis. arthralgjas. 
Neurological: d1·sfunction of cerrain cranial nerves <in
cluding alteration of taste, impairment of extra-ocular 
movement, facial paresis), tremor, vertigo, memory loss. 
paresthesia, peripheral neuropathy, peripheral nerce palsy. 
anxiety, insor1mia. depression. . 
Hypersensitivity Reactions: An apparent hypersensitil·ity 
syndrome has been reported rarely which has in· 
eluded one or more of the following features: anaphyl~"is. 
angioedema, lupus erythematosus-like syndrome, polymyal· 
gia rheumatica. rnsculitis. purpura. thrombocytopenia, leu
kopenia, hemolytic anemia, positive ANA, ESR increase, 
eosinophilia, arthritis, archralgia, urticaria, asthenia. phow
sensitivity, fever. chills. flushing, malaise, dyspnea, toxic 
epidermal necrolysis, erythema m ultiforme. including 
Stevens.Johnson svndrome. 
Gastrointestinal: ·pancreatitis, hepatitis, including chronic 
active hepatitis. cholestatic jaundice, fatty change in liver. 
and, rarely, cirrhosis, fulminant hepatic necrosis, and hepa· 
toma; anorexia. vomiting. 
Skin: alopecia, pruritus. A variety of skin changes te.g .. 
nodules, discoloration. drrness of skin/mucous membranes. 
changes to hairinailsl have been reported. 
Reproductive: gynecomasti.a, loss oflibido, erectile dysfunc
tion. 
Eye: progression of cataracts (lens opacities), ophthalmo
plegia. 
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laboratory Abnormalities: elevated transaminases alka
line phosphatase, and bilirubin; thr;oid function abn~rmali-
ties. · 
"Concomitant Therapy 
Fluvastatin sodium has been administered concurrently 
with cholestyramine and nicotinic acid. No adverse reactions 
unique to the combination or in addition to those pre\•iously 
reported for this class of drugs alone have been reported. 
Myopathy and rhabdomyolysis (with or without acute 
renal failurel have been reported when another HMG-CoA 
reductase inhibitor was used in combination with 
immunosuppressive drugs, gemfibrozil, er:ihromycin, or 
lipid-lowering doses of nicotinic acid. Concomitant therapy 
with HMG-CoA reductase inhibitors and these agents is gen
erally not recommended. !See W.4.R.l\"JXGS: Skeletal Muscle.! 

OVERDOSAGE 
Th1" approximate oral LD50 is greater than 2 g/kg in mice 
and greater than 0.7 g/kg in rats. 
The maximum single oral dose received by healthy volun· 
teers was 60 mg. No clinically significant adverse experi
ences were seen at this dose. There has been .a single report 
of 2 children. one 2 years old and the other 3 years of age, 
either of whom may have possibly ingested fluvastatin so· 
dium. The maximum amount of flurnstatin sodium that 
could ha,·e been ingested was 80 mg 14 x 20 mg capsules!. 
Vomitin&" was induced by ipecac in both children and no cap· 
sules were noted in their emesis. :\either child experienced 
any adverse symptoms and both recovered from the incident 
without oroblems. 
No specifi~ information on the treatment of overdosage can 
be recommended. Si10uld an accidental o,·erdose occur, treat 
symptomatically and institute supporti,·e measures as re
quired. Tile dialyzability of fluvastatin sodium and of its 
metabolites in humans is not known at present. 

DOSAGE AND AD:IIINISTRA TIO:\ 
The patie~: should be placed on a standard cholesterol· 
iowering ciie~ before. re::ei,·ing Le~col i tfluYastatin sodium I 
and shouid continue on this diet during treatment with Les
col-E' !fluvastatin sodiuml.1See !\CEP Treatment Guidelines 
for details on dietary therapy.l 
Tile recorr.mended startJ.!lg dose for the ma_iority of patients 
is 20 mg once daily at b·edtime. The recommended dosing 
range is 2C'-40 mgiday as a single dose in the evening. Split· 
ting the 40 mg QP~! dose into a BID regimen provides a mod
est improvement in LDL-C response. Lesco] E: lfluvastatin 
sodium·• :ne\' be taker. without re[ard to meals. since there 
are no ap;i;rent differences in th£. lipid-iowering effects of 
flu\·ru;tatir: sodium administered with the eYening meal or 4 
hours afte: the evenim: meal. Since the maximal reductions 
in LDL-C of a given dose are seen within 4 weeks, periodic 
lipid dete:::iinatior?.E should be performed ciuring this time 
with dosage adjusteci according to the patient's response to 
therapy and established treatment guidelines. The thera
peutic efie:t of Lesco]! !fluvastatin sodium• is maintained 
with proionged aciministration. 

·Concomitant Therapy 
Lipid-lowering effects on total cholesterol and LDL choles· 
terol are additive when Lescol·E 1flurnstatin sodium) is com
bined with a bile-acid binding resin or niacin. When adminis
tering a bile-acid resin 1e.g., cholestyramine1 and fluvastatin 
sodium, Lescol® lfluvastatin sodiumi should be adminis
tered at bedtime, at least 2 hours following the resin to avoid 
a significant interaction due to drug binding to resin. (See 
also ADVERSE RE.4.CTIONS: Concomitant Therapy.) 
Dosage in Patients with Renal Insufficiency 
Since flu\·astatin sodium is cleared hepatically with less 
than 5% of the administered dose excreted into the urine, 
dose adju.stments for mild to moderate renal impairment are 
not necessary. Caution should be exercised with severe im
pairment. 

HOW SUPPLIED 
Lesco!® (fluvastatin sodium) Capsules 
20mg · 
Brown and light brown imprinted twice with "A" and 
"20" on one half and "LESCOL" and the Lesco!® (f]uvasta-· 
tin sodium) logo twice on the other half of the capsule. 
Bottles of 100 capsules <NDC 0078-0176-05) 
Bottles of 30 capsules (NDC 0078-0176-15) . 
40mg 
Brown and gold imprinted twice with "A " and "40" on one 
half and "LESCOL" and the Lesco!® (f]uvastatin sodium) 
logo twice on the other half of the capsule. 
Bottles of 100 capsules (NDC 0078-0234-05) 
Bottles of 30 capsules <NDC 0078-0234-15) 
Store and Dispense 
Below 86'F (30'C) in a tight container. Protect from light. 
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(thioridazine HCll TABLETS, USP 
(thioridazine HCI) ORAL SOLUTION. USP 
MELLARIL-S® 
(t!iioridazine] ORAL SUSPENSION, USP 

FOR ORAL ADMINISTRATION 

CAUTION: Federal law prohibits dispensing without pre· 

scription. 
The following prescribing information is based on official 
labeling in effect on August 1, 1994. · 

DESCRIPTION 
Mellaril ® (thioridazinel is 2-methylmercapto-10-[2-(N
methyl-2-piperidyl) ethyl] phenothiazine. 
The presence of a thiomethyl radical (S-CH3) in position 2, 
conventionally occupied by a halogen, is unique and could 
account for the greater toleration obtained with recom· 
mended doses of thioridazine as well as a greater specificity 
of psychotherapeutic action. CH3 

I 

r--CH2-Q 

CX
N~SCH3 

s~ 
10 mg, 15 mg. 25 mg, 50 mg, 100 mg. 150 mg, 
and 200 mg Tablets 
Active Ingredient: thioridazine HCI, USP 
10 mg Tablets 
Inactive Ingredients: acacia, calcium sulfate dihydrate, car· 
nauba wax, D&CYellow ;';:10, FD&CBlue :;;:1, FD&C Yellow 
#6, gelatin, lactose, methylparaben, povidone, propylpara· 
ben, sodium benzoate, starch, stearic acid, sucrose, synthetic 
black iron oxide, talc, titanium dioxide, and other ingredi· 
ents. 
15 mg Tablets 
Inactive Ingredients: acacia, calcium sulfate dihydrate, car
nauba wax, D&C Red :;::7, gelatin, lactose, methylparaben, 
povidone, propylparaben. starch, stearic acid, sucrose, syn· 
the tic black iron oxide, talc, titanium dioxide, and other in
gredients. 
25 mg Tablets 
Inactive Ingredients: acacia, calcium sulfate dihydrate, car· 
nauba wax, gelatin, lactose. methylparaben, povidone, pro
pylparaben, sodium benzoate, starch, stearic acid, sucrose, 
synthetic black iron oxide, synthetic iron oxide, talc, tita
nium dioxide, and other ingredients. 
50 mg Tablets 
Inactive Ingredients: acacia, calcium sulfate dihydrate, car· 
nauba wax, gelatin, lactose, sodium benzoate, starch, stearic 
acid, sucrose, synthetic black iron oxide, talc, titanium diox
ide, and other ingredients. 
100 mg Tablets 
Inactive Ingredients: acacia, calcium sulfate dihvdrate, car· 
nauba wax, D&C'Yellow ¢10, FD&C Blue.;:'!, FD&C Blue 
#2, FD&C Yellow #6, lactose, povidone, sodium benzoate, 
sorbitol, starch, stearic acid, sucrose, synthetic black iron 
oxide, talc, titanium dioxide, and other ingredients. 
150 mg Tablets 
Inactive Ingredients: acacia, calcium sulfate dihydrate, car
nauba wax, D&C Yellow .;:10, FD&C Green .:;'i:3, FD&C Yel
low #6, lactose, methylparaben, povidone, propylparaben, 
sodium benzoate, starch, stearic acid, sucrose, synthetic 
black iron oxide, talc, titanium dioxide, and other ingredi
ents. 
200 mg Tablets 
Inactive Ingredients: acacia, calcium sulfate dihydrate, car
nauba wax, D&C Red #7, gelatin, lactose, magnesium stea' 
rate, methylparaben, povidone, propylparaben, starch, stea
ric acid, sucrose, synthetic black iron oxide, talc, titanium 
dioxide, and other ingredients. 
30 mg and 100 mg Concentrate 
Active Ingredient: thioridazine HCJ, USP. 
30 mg Concentrate 
Inactive Ingredients: alcohol, 3.0%, flavor, methylparaben, 
propylparaben, purified water, and sorbitol solution. May 
contain sodium hydroxide or hydrochloric acid to adjust· 
the pH. . 
JOO mg Concentrate 
Inactive Ingredients: alcohol, 4.2%, flavor, glycerin, methyl
paraben, propylparaben, purified water, sorbitol solution, 
and sucrose. May contain sodium hydroxide or hydrochloric 
acid to adjust pH. 
25 mg and 100 mg Oral Suspension · . . . 
Active Ingredient: each 5 mL contains thioridazine, USP, 
equivalent to 25 mg and 100 mg thioridazine HCl, USP re
spectively. 

•Also known as Mellerettes and Mallorol. 

Information will be superseded by supplements and subsequent editions 

25 mg Oral Suspension 
Inactive Ingredients: carbomer 934 ·c 
purified water, sodium hydroxide ' flav 
100 mg Oral Suspension ' and ~ 
Inactive !.ngredients: carbomer 93( D& ~'. 
Yellow :;::6, flavor, polysorbate so C,Y 
hydroxide, and sucrose. · ' Pun 

CLIKICAL PHARMACOLOGY 
I1lellaril~ ~thioridazine) is .effective in ,: 
hypermonhty, abnormal initiative m 
a.giration through its inhibitory erri:cto ,.,. 
tlons. s.u?cessful modification of such··· 
prereqms~te for: and often the beginn· ; 
rec9very m patients exhibiting m ta! 
turoances. en 
Thioridazine's basic pharmacological 
that of other·p.henothi.azines, but ce '" 
h~v~ come to light wh~ch support the , . 
chmcal spectrum of this drug sho\\'li s· •• 
from those of the other agents of th' 
emetic activity and minimal extrap 
notably pseudoparkinsonism, are dist~ 
drug. 

Il\DICATIONS 
For the management of manifes~;io~ 
ders. .. 
~or thi; short-~erm treatment of modern' . 
~ion mth variable degrees of anxiety in' 

· tor ~he treatment of multiple sympto · 
anxiety, depressed mood, tension sleep 
fears in geriatric patients. ' .... · 
For the treatment of severe behavioral, .. 
~ark~d by combativen~ss and/ or exp! 
oehav10r (out of proport10n to immediate 
in the short-term treatment of hype · 
show excessive motor activity with · r·,. 
disorders consisting of some or all ofthefi 
impulsivity. difficulty sustaining at · · 
mood ]ability, and poor frustration 1-0I 

CONTRAINDICATIONS 
In common with other phenothiazines,,. 
zinel is contraindicated in severe cen 
depression or comatose states from .. 
drug induced central nervous S) · • 
WA.RNINGSl. Ii should also be noted"" 
hypotensive heart disease of extreme 
cation of phenothiazine administra · 

WARNINGS · 
Tardive Dyskinesia 
Tardive dyskinesia, a syndrome co. 
irreversible, involuntary, dyskinelic 
\'elop in patients treated with ne __ 
drui;:s. Although the prevalence of :iie, 
be highest among the elderly, es ~~ 
impossible to rely upon prevalence ~ 
the inception of neuroleptic treatmenf;;, 
likelv to develop the syndrome. \ . .. · 
products differ in their potential to ~!2' 
is unknown. · · · 
Both the risk of developing the • . 
that it will become irreversible a.n;_,_t 
the duration of treatment and the""" 
neuroleptic drugs administered to the . 
ever, the svndrome can develop, • 
manly, after relatively brief trea 
There is no known treatment for .. 
dyskinesia, although the syndrome 
completely, if neuroleptic treat . 
leptic treatment itself, however, ... ,. 
suppress) the signs and symptod. 
thereby may possibly mas~ the 
The effect that symptomatic 5!1 
term course of the syndrome 15 , .. 
Given these considerations, n . 
scribed in a mannerthat is most __ .. 
rence of tardive dyskinesia. ·-· .. 
should generally be res~rved f~: · · 
chronic illness that, ll JS kn° · 
drugs, and, 2l for whom .aJte. 
potentially less harmful trea. 
·propriate. In patients who~· 
smallest dose and the sho .. ....,~· 
ducing a satisfactory clinicsl 
need for continued treatme. 
cally. · · ,; : 
If signs a'!d syrnp'.oms of " 
tient on neuroleptics, d11;1g ts'
ered. However, some pauen iD'ii.: 
the presence of the sJ?d.J:O • · 
(For further inf~rmat.io~r' 
dyskinesia and its cl~ 1 

..• 
sectioris .. on Infomwt!_D'l~ 
REACTIONS.) ...... ..,.. ... 


