LIPOSTAT®

Pravastatin Sodium

TABLETS

Lbnmuniwadmlnummu 10 mg, 20 mg, 40 mg, or 80 mg pravastatin sodium.
Inactive lrvd.n microcrystaling  cell . lactose, magnesium oxide, magnesium Stearate.

INDIGAT'IONS AND USAGE
Tharapy with LIPOSTAT shouid be considered a component of matpie risk factor Intervention i those

From: NATIONAL INSTITUTE OF HEALTH

Third Rapoﬂ of the National cm-hm Program (NCEP)
Export Panel on Detection, tion an ent of High Blood
Cholostrdl n Aduts (Adul Troatmont P-mn \May 2001
The NCEP classification of cholesterol in pediatric patients with a familial history of
hy s

mia or ular disoase
Acceptable <170 <110
Borderiine 170- 199 110-129
High >199 >128
As with other lip therapy, LIPOSTAT ls 8 due to

ST
(elevated HOL-C)

Individuals at incroased rik for

should be used in addilion to a diet restricled in saturated fat and cholesterol when the
response to diet and other nonpharmacological measures alone has been inadequate(sen Guidelines
below)

)
Pravention of Coronary Heart Dissase: In hypercholesterolemic patients without clinically evident
coronary heart disease, mnnmuhuummbmmmmwmuwnm
to improve

aurvival by
r-mdrqumwuwlu

DOSAGE AND ADMINISTRATION
Prior 1o initiating LIPOSTAT, the patent should be placed on a standard cholesterol-lowering diet which
Shousd s cooiiad g e

and oldar),

-mnu 'wmm- chiave 0
dail
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n the moming. LIPOSTAT oy be taen WINGE Somd © mests,
he

,n-ymwnmnou

asion,
mwnmlnp-mmm-muymmw-mmmmwmu o

pmnm LIPOSTAT
(induding myocardial Infarcton), need for myocardal i procodures, and need for
hospitalzation
Carobrovascular Disoase: In patients With & history of coronary artery disease [i.e,, elther a fiyocardial
nfarcion or unstable angina pecions), LIPOSTAT is indicated 1o reduce the risk of siroke of transient
ischemic attacks (TIAS).

In disease, LIPOSTAT is ndicated as
mmmammmmmmd-mmmnm clinical
cardiovascular

cmwwrmml patients receiving Immunosuppressive therapy solid
organ transplantation, LIPOSTAT 1o improve survival in cardiac iransplant patiegts and to
reduce the risk of a umw»nxmnnmmpnhm

Hyporlipidemia & Dysiipidemia; LIPOSTAT (s indicated for n of elevatod
cholesterol lestorol, apolipoprotein B and triglyceride levis ot o icrease MDLLG n patients.
wm\ p«m.ry hypercholesterolemia and fhteod dyspidenia.

): LIPOSTAT is indicated as an adjunct to diet

For patlents with renal or hepatic impaimant, nmmwmwmmmw
Since

hould be

d
troatment guidelines. The recommended dodage range s 10 1o 80 mg administered once a day.
LIPOSTAT may be given in divided doses.

o wiliout other

In patients taking cyclosporine, with mmmmmmmwm
pravastatin, therapy should be iniiatod with 10:20 mg per day and tiration to higher doses

of 20 mg/day.

GO“CD“ITANTYHEWV

y requi o0y iph
(see . Skelatal Muscle) did statistically significant alterations in the
bloavaiiabilty of pravastain
Tho lipid-lowering effects of LIPOSTAT on ttal and LDL chalestarol are enhanced when combined with a

bile
pravastatin, LIPOSTAT should
resin.

Pt 10 intaing ierapy Wi LIPGSTAT, secondary ceuses ko hypercholsiacoien ( gy besty
pootly controlied undin

ma--uw-vumn -mmymhn-nmun a lipid_profile perdormed to
measure Total-C, HOL-C, and TG, For patients with triglycerides (TG} less than 400 mg/dL. LDL-C can
mmmwmmammpm
LDL:C = Total-C - HDL-C - 1/5 TG

wwmnymmympw-mmmm active liver disease or unexplained persistent
elevations of serum transaminases.

during pregnancy should have fittle impact on the oulcome of fong-term therapy of primary

For TG levals >400 mgfdl, mu ‘equation Is less accurate and LDL-C

Cholesterol and olfver products of cholesterol biosynthesis ata essential
of steroids and cell membranes). Since HMG-CoA

Pariod) ould be 0 o ol
l:}‘mpmu‘!mwumwmm ogically
National Cholesterol Education Program’s A reducta 4
Troatment aro summanzad ecaioes, LA
‘Women of childbearing potentiel wl'mhwhmnmmaa
NCEP Treatment Guidelines: LDL-C Goals for Therapeutic L ngos and o
Drug Therapy in Different Risk Categories s X drug. dempy shoukd e jubery
LDL Goal LDL Lovel at Which LDL Lavol at which Fnecmmous {
Risk Category (mgldL) 1o Initiate Therapeutic to Consider
Lifestyle Changes Therapy HMMM Muﬂm Inhiibitors have been associated with biochemical abnormalities of liver function.
/gl with other I nts, including bile_acid-binding resins, incroases in I
CHD" o GHD. T enzymes 1o loss than throa times the upper it of normal apy
risk equivalents. <100 2100 2130 (100
(10-year risk > drug ] ummmmmammﬂ'mmmmmum these incroased values
20%) theragy at the same dose.
= cn v Markod porsistent increases (greator than thie times the upper limit of normal) in serum transaminsses.
o] 1| Mgl 2140 b i were seen in 6 out 1139 (0.5%) patients irated with pravastati in clinical trials. These elevations were
ot associated with clinical signs and symploms-of liver disease and usually decined 1o protraatment
apy. Only
toth
0-1 Risk factor <160 2160 2190 (160-189; As with other lipid- hould periodically.
LOL lowering Sosca mmwmumqw-numm-mwmp Incroased transaminase levels. Livor function
drug opt sts should be repeated to ind subsequently monitored at more froquent intervals.
ol (Ampn (AST) equal or exceed
.cuu coronary heart disease three times the upper limit of
b Some authorites. with disoase or

recommend use of LOLAowering drugs in this categary if an LDL-C leval of <100
Wdtumnammbymu-mw Ofhers prefer use of drugs that primarily

heavy alcohol ingestion.
Myalgia. myopathy, and thabdamyolysis have been aporied wil he use of HMG-CoA

lo¢ deferring

dnug thorapy n this subcat
 Almost all people w01 1k ko have 10-year risk <10%; thus, 10
with 0-1 risk factor is not necessar

an incidenca simifar to placebo. Myopathy. defined as muscle aching or muscle weakness in emwmbn
with mmnu in creatine kinase (CK) vl\ull,hgmllv han 10 fimes the Fid limit of normal, was
% of patient

Afto the LDL-C goal has baen achieved, I the TG s stl 2 200 mg/dL., non-HOL-C (total )
becomes a secondary targe! of therapy. Non-HDL-C goals are set 30 mg/dL higher than LDL+ cp-u for
each risk category

A the time of hospitalzation for an acule coronary even, consideration can be given 1o iniiating drug
tharapy at discharge if he LDL-C is z 130 mg/dL (see NCEP Guidelines, above).

reported

uyniunudnn

secondary to myoglobinuria has aiso very rarely been reported with pravastatin. Howaver, myopathy
marked

‘elevation of CK. Palients should be advised 10 feport promplly ed muscle pain, tanderness or
weakness.

LOLC. DL-C i
and assess treatment response. Only if LDL-C levels are not avallable, shouid the Tolak-C b used to
monitor therapy

ATP Il Classification of LDL, Total and HDL Cholesterol (mg/ dL)
LDL Cholestarol

unexplain pain,
narkedly olevated CK levels occur of myopathy
is suspected or
muumynpmyw mxmmmnmcummum

with
‘concurrent therapy with either fibrates, cyclaspofine, niacin. The use of fibrates alone is
o it sica clrial e o combined therapy with

occaslonally associated with myopathy. i pravastatin
1 ST (40 mg/day) and gemfibrozil (1200 mg/day) myopathy was not reported, although a trend towards CK
100128 Lol g ?&w::.wr:.: been observed In clinical trals involving a total of 100
jopathy has not in chini involving & 100 postdransplant patients (76
130 158 Sordedin high cardiac and 24 upto2 (10-40 mg)
Rl Hoh of rom ‘with niaci nT:. s
% patien in, Were no reports of myopathy.
190 or more. Very high uomnzmnF-nﬁl not been evaluated in patients with rare
Total Cholesterol homazygous familial hypercholesterolemia minwmpnvpmm it has been reported, that HMG-CoA
Tesirable e
| Bordertine high | Antipyrine - Clawance of anipyrne by he cochrome PASO system was nallered by concomiant
High | of pravastatin, Since pravastatin does not appear to induce hepatic dmn -matabolizing
s It Y o ey ugs (e.9., in,
<40 T tow | one hour before or four hours after
== T g 1 umwmw“lwmmummwmm




AND ADMINISTRATION).

AL ‘Therapy, DOSAGE

and to date, these results
In one single-dose study, pravastatin plasma levels wero found to be increased in cardiac iransplant
patients receiving cyclosporine.

WI~MIMM 20 healthy male volunteers given doses of

nistraton with warfrin. Pravastatin did not aler o plsma protein-binding of warfarin. Chronic
dosing of the two drugs did not produce any changes in the anticoagulant action of warfarn (1., no
dally.

Other Drugs - umu-mmmmmmmmm"ummw
matabolized by cylochrome mwmmdmnmmm
by

prior 10 LIPOSTAT). unmmm- wmlmnl nicotinic.
significant differances in bioavallability of pravastatin were seen when

oytoch

acld or probucol, no satistcally
LIPOSTAT was administerod
Ouring clinical tral, no noticeable drug interactions wore feporied when LIPOSTAT was added to;
inis. wribfpuriraves, Kb, orectingons o IREHore, omlckss Ghael biocers, B4
bltekors, or niloglycern.

A 22-month oral study m mm wm pravastatin doses of 10 16 100 molkg daly i not demonstate any

ar stidy
m mg/kg/day (-pwulmmiy 155 times the maximum human mwkn dose), m- was a statistically
inthe males and females at both doses. At
thase doses, mgmwlnlwnunr-mmnmmwm In a 2-year oral study In rats, a

Pravastatin
N=10,764
(%)
AR
Angina a 34
DERMATOLOGIC
Rash 21 22
GASTROINTESTINAL
Dyspepsiaeartburn 35 a7
Abdominal pain 24 25
18 16
Flatulenco 12 11
12 13
GENERAL
Fatigue 34 33
Chest pain 26 28
MUSCULOSKELETAL
foskelotal pain 60 58
(includes arthralgia)
Muscle crarnp 20 18
Myalgia 14 1
NERVOUS SYSTEM
Dizziness 22 21
Hoadacho 18 18
Slaep disturbince 10 09
Dopression 10 10
Anxiaty/nervousness 10 12
RENAL/GENITOURINARY
Abnarmallty urination 10 08
(Includes dysurin, frequency, nocturia)
RESPIRATORY
Dyspnea 16 16
Upper respiratory infection 13 13
10 10
SPECIAL SENSES
18 13

as high 310 tmes the maximum human
mm),wmawmmmmmmmmwummn
performance.

(includes blurred vision, dipiopia)
In additon, nummmwmmmmumadmmm
ADES occurred

mwmm iacebo treated patients, respectively:
pruritus (0.9 vs. 1.0); dermatitis (0.4 vs. 0.5); drm-uu(\nn 0.1); scalphair
.01

03 vs. 03),

See CONTRAINDICAT

Sty n pranan womec s ot een esabhehe, N Grmamist wes ok skogeri o 8 sl g aopac (0.1, 0.1 rara (0.1 13

doses as high as. 1000 maykg daily nor in rabbits at doses of up 1o 50 mghg daly. LIPOSTAT should be 07),
to conceive ),
IPOSTAT, [ 2), fushing (0.1 vs. 0.1);

advised

Nursing Mothers.
A negligible amount of pravastatin is excreted in human milk. Because of the potential for adverse

u.m(ohuo!)

| muscle weakness
N-rwu-am parasthesia (0.9

0.1vs. 0.0
«n <0.1);
V8. 0.0), vertigo (04 vs. 0.4), insomnia (0.3 va. 0.2); memory

Pediatric Use
Safoty and afficacy in childron and adolosconts from 8-18 years of age has been estabiishod in an
study loss

than & e old
Gerlatric U
Among 6, Jnﬂmhm\n aivad pravastatin In two placebo-controlied secondary prevention tral
(CARE and LIPID), no overall difarances in efficacy of safaty were observed between older patiets (65
years or older, n=2,439 )-nu Jou patients.
ADVERSE CLINICAL

Adverse evants, both clinical and laboratory, are usually

LIPOSTAT is onmrluy woll wlm mild and

3vs.0.3); tremor (0.1vs, 0.1); neuropathy, including mouropathy (0.1 v 0.1y
ciol (0.5vs.04), 1 v8, 01).
boan i with LIPOSTAT.
In addton to isted the followi very rarely from

el raiaton -mnm angioedema, jaundice (mmng cholesiat), hegatls an¢
fulminant hepatic necrosis, lupus erythematous-like syndrome, paicreatitis rombacytopenia. A
causal SHSaton Wk LIPORTAT hes ol bekn ssmbishm for SRS vent, LFT sbronmilon have
also been rap

In 820 patients troatad with LIPOSTAT for periods up to a D& ol there wais no evidence that
cataract formation.

transient. In ail cinical studies (controllad and uncontrolled), approximately 2% of patients were  LIPOSTAT was associated with Cata ions of the placabo controlied short term
attributable o LIPOSTAT. trials, 294 patients (92 on placebolcontrol, La%aen uPos’m) wore evaluated using the Lens Opacity
mgin with 0 RIS oo sesmart 2t e ax ove your oy e
ol 8. similar fo that of doses Inifation of freatment. Whan comparad with the baseline evaluation, the.
Short Term Trials. following:
AuSciers ciioal vans ragardess of o) fpcred i grestr e 2% o padeks i ecnc- LIPOSTAT ontrol
cantrolied studies of up to four months duration are presentd in the following table: Number of patients (%) of patients (%)
ADVERSE CLINICAL EVENTS e Improved 29 (14%) 13 (14%)
PERCENTAGE OF TOTAL POPULATION TREATED No change 142 (70%) 63 (68%)
LIPOSTAT Placsbo Worsenod 31 (15%) 16 (17%)
(N=900) (N=411) Total 92
% % There was o statistically significant diflerance in the change in lefis opacity betwoen the control and
Gastrointestinal
Nausealomiting 73 71 Comparative data indicate that pravastatin is 100-fold less potent than both lovastatin and simvastatin
Diarrhea 82 56 (other HMG-CoA reductase inhibitors) inhibiting cholesterol in ral lens and 40-fold less
Constipation 40 74 potent than lovastatin in inhibiing rabbitlens. Furthermore, ,
Abdominal Pain 54 69
Fintulence 33 386 from 15 0 126 two years.
Tost Abnormalities
Musculoskeletal Pain (Localized) 100 90 Increases in serum transaminases and In creatine kinase (CK, CPK) In patients treated with LIPOSTAT
Myaigia 10 have been discussed (see PRECAUTIONS).
Respiratory
Common Cold 70 63 Pravasatin has been administered concurrently with cholestyramine, colestipol, nicotini acid, el
Rhinitis 40 41 No adverse reactions unique 1o the combination or in addition o thase
Narvous System o beon Myositis has been reported with the combination nvwmunnr
Meadache 62 39 (Lopid®) and lovastatin (see PRECAUTIONS)
Dizziness 33 32
Ganeral “There [s Iimitod experience with overdose of pravastatin If an ovardose occurs, it should be treated
Fatigue a8 34 i
Ghest Pain (noncardiac) ar 19 Pmmcomov
Dirmatologio
Rush 40 1 LIPOSTAT  (Pravastatn Sodium) designated chamically ay [1S{1a(is* 552080, 8A(R")8a
Cardiovascular all1:2,6.7.8,
Chest Pain 40 34 acid, monosodium sall of a new class of Ipid- Jowering caiipounce e HKG.CoA reduciase

* Statistically significantly different from placebo.
uu'r-mmldny mmm-l-
biind placebo-controlled trials involving over 21,400 patients treated with

one
nhibiors, that reduce cholesterol biosynthesis. These aro competitive nhibitors of 3-hydrory-3-
b sy bl iy oy the sarl rate-imiting step in

cholasiarol blosynihesis, conversion of HMG-CoA to mevalon:
Actions

mumndnp«mm ‘Over 19,000 patlenis were folowed for a median of 4.8-5.9
remaining patients were followed for two years or more. Collectively, these seven trials
wuswwm-y-mwcwnmvm Mnn-aug probable,

o ways—First-as- o te-TeversIon
‘This results In an Increase in the number of LDL-receptors surfaces and enhanced receptor-
i inhibits LDL production by

ADVERSE
AND PLACEBO TREATED PATIENTS IN LONG-TERM MORBIDITY AND MORTALITY TRIALS.




Clinical and pathologic studies have shown that elevated levels of total cholesterol (Total-C), low density

fipoprotein cholesterol (LDL-C) and apalipoprotein B (a membrane transport complex for LDL) promote
si s e HOL-

apolipoprotein A, a ith the development of atherosclerosis. Epidemiologic investigations

Bave seitied rat uﬂluvlnoullr ‘morbidity and mortallty vary directly with the level of TolakC and

phl'maomoglc Iterventions that lowered Tota-C and LDL-C and increased HDL-C reduced tha rate of

cardiovascular events (both fatal and nonfatal myocardial Infarctions) and improved survival. In both

nwmnl vokunteers and patients with fy Btarolemia, ireaiment Wity pravestalin reduoed Total-C,
8, VLDL-C and ng HOL-C and

-ma.‘ Hher eval of ol sersitly B seactve protein (hs-CRP), a marker of Inn:mmnllm were

woll as in patier dm i (CHD). Pravastatin 1s-CRP lovels in a
fong-term study of patients with CHD. (S#e Clinical Studies.) Pravastatin does not adversely affect the
fevel of Lp(a) or fibrinogon, which aro known indepandent biochemical risk markers for coronary heart
disease.
cardiovascular disease, pravastatin rapy reduced
cardiovasculr ovents (69, il and nontal Wi o Goarh
Pharmacokinetics

LIPOSTAT is administered orally in the ctive form. It is rapidly absorbed, with peak plasma levels
attained 1 1o 1.5 hours following ingostin, Based on urinary recovery o radiolabeled drug, o mw

bsorption

the progression of atherosclorosls, and

gnuumunm tractreducos systomic bioavallabily, the pi-lowerng offcts of the drug are simiar

‘whther taken with or without food.

Froivie uncergose ey (rstgil sirecion In e e (wskackon afn000) Wk s
LDL-C

mm»-n.a that pravastatin is transporied into hepatocytes with -w-u.m.ny losa uptake into other
plasma levels are of imited value
rea

m prsulum lipic-lowering efficacy.
(AUC), peak (C,,,

administered dose. Pravastatin ldmlnw once daily af
mnmlnu ﬂvu dﬁplln a hw systemic bioavailability. Steady-state AUCs, C,, and Cmin plasma
0 evidence of pravastatin accumulation following once or twice daily
ndmlnlmmkm nrf LImTAT tablets. Approximately 50% of the circulating drug is bound to ”ﬂ'\l

woro similar

or nonfatal reduced by 24% (<0.0001) in
the pravastatn reated paionts. Th risk fo fll oF nonfatal myocardia Infrcton was raduced by 29%
(p<0.0001). Pravastatin reduced both the risk fof total mortaiity by 23% (p<0.0001) and cardiovascular
‘mortality by 25% (p<0,0001). The risk for und myo revascularization procedures (coronary
artery bypass grafting or percutansous transluinal coronary angioplasty) was significantly reduced by
20% (p<0.0001) in the pravastatin treated patients, Pravastatin also signiicantly reduced the risk for

haspitalization per 100 person-ye:
CHD events was consistent regardless of age, gander, or diabetic status. Among patients who quallfied
with a history of myocardial infarction, pravastailn significantly reduced the risk for total mortality and for
fatal or non-fatal MI (risk reduction for total mortality = 21%, p=0.0016; risk reduction for fatal or non-fatal
Mi=25%, p=0.0008). Among patients who qualfied with a history of haspitaiization for unstable angina
pectoris, pravastatin significantly reducad the ek for total mortalty and for fatal o non-fatal MI (risk
reduction for total mortailty = 26%, p=0.0035; risk reuction for fatal or non-fatal MI = 37%, p=0.0003)
In the Cholestarol
death and nonfatal M| was assessed in 4159 man and women with average (normal) serum cholesterol
levals (baseline mean Total-C=209 m/dL), and who had experienced a myocardial infarction In the
. pl d study participated for an average

of 49y
CHO deain or ronatal M) by 24% L 003). The reduction in risk for this combined endpoint was
-wmmm nd

The
bypass plbolnig et angioplasty) was significanty reduced by 27%
(p=0.( 001) M Iﬂl pravastatin treated patients. Pravastatin also significantly reduced the risk for stroke by
32% (p=0,032), and stroke or transient ischeric ttack (TIA) combined by 26% (p=0.025).

In a controlled study of 782 patients within the CARE trial, pravastatin therapy appeared lo reduce the
in patients with CHD. In
the the relative risk ‘was increased by 79% (5<0.06)
In subjects with inflammation compared to subjeets without inflammation, while for pravastatin-treated
whm:h {nek) s incresse was 6% (NS)

five years in 472 CARE paiients.
who wers event ﬁn Pmnmm gy MRF 1vm by 37.8% and median levels by 21.6%

Anmmemwe nunu mnnulcn ‘and Ciinical Cardovascular Events: Pravasatn monotherapy
‘was effective In reducing both the progression of atherosclerosis and cardiovascular event rates in two
‘controlled trials among patients with moderate

disease.

10 those values observed In adults aft
o (T, 1.5and 2 hours.

of a radiolabeled oral dose is excreted in urine and 70% in the feces. Aftr intravenous administration of

radiolabeled pvlvnmln to normal volunfears, approximately 47% of total body clearance was via renal

20 mg oral dose.
of

imitation of Atheoscierosis in tha Coronary Arteries trial (PLAC I) was a

3-year, randomized, double-blind, placebo-conirolled, mulicenter trial among 408 patients with moderate

hypmmlm-mmu (baseline mean LDL-C=163 mg/dL, Total-C=231 mg/uL) um wvmily artery.

disease. Pravastatin monotherapy resulted in a significantly reduced rate rtery lumen

narrowing as determined b'y quantative angiography. In Banned wavsie of sireat
treatment

andor metabolites may occur in patients with renal or hepatic insuffciency, although, as there are dual
foutes of elimination, the raton b tow sl o, Togifier

10 one-forteth the HMG-CoA reductas inhibtory activity of the parent um\paunﬂ
Cllnll:ll Studies

OSTAT! ly Total-C, LDL-C, TG . fumilisl
uumbimd nonfamilal (non-FH) forms of hypercholesterolernia, and mixed dyslpdemia. A therapeutc
responsa is seen within 1 week, and the maximum response usually is achieved within 4 weeks. This

1o allow for
with pravastatin resulted In a 74% reduction In the rate of myoemdlll h‘Wﬂmﬂ (fatal and nonfatal)
[P=0.006], and a 629% reductio for the combined endpoint of nonf il nfarction or all cause
death [=0.02). For the entire study duration, mygcardial infarction (lml ‘and non-fata) rate was reduce
by B0% (RO04ME,

he Pravastatin Limitation of Atherosclerosis In the Carotid Arteries tral (PLAC Il) was a 3-year,
rlndomtnd double-blind, placebo-controlied irial among 151 patients with moderate hypercholesterol-
e (basel msen LDL =164 gL, Toa}Ce234 L), and cornary and caro ehercecerois
significanty roduced tha rate of prograssion of atherosclerosis n the common caroid artery

a5 measured by itrasound. A reduction of 80% in the rate of myocardial Infarction (fatal and
Asinglo daily dose administered i the evening is as effective as the same tota daiy dosa given twice . and a 81% reduction myocardial infe
day. Once dally admiisiraton n the evening appears to be marginlly more ofecio than once daly pravastatin.
pMu o ¥ inan ‘vents from the PLAC | and PLAC I trals, treatment with
In multcenter, couble-bind, pl-utho—mlfellsd stuciios of patens wilh primary hypercholestorolemia,  pravastatin was associated with 8 67% reduciion In the ovent ates for myocardial nfaction (fatal and
Iratmend i ravasiadn Spicaney decrassed Totw.C, LDL.C, 80 RUM.GHDL-C and LOLGHLC  noniatl) [p=G.000), end 8 85% rducton for !
ratos, decreased VLDL-C and phun- TG lovels, and increased HDL-C. Whethar administered once or  cause death [p=0.
twice dally, a clear dos d-loweri by 1102 weoks following the ~ Solid Organ Ynmlanmlrm ‘The safety and efficacy of pravastatin treatment in patients recelving
Initation of treatment imnuncsippressve taripy folowng cardec MK iKhey aveplrtaton were: sssssssd |y bvo
imary Dose LIPOSTAT* Once Dally At prospective, randomized cont concurrently with either pravastatin
(2040 mg) or o pravastatin, s Immunosuppressive regimen of cyclosporine and
precnicns, Ctdéo mmum pallents also roceived azathioprine s part of the immunosuppressive
Dose Lt L Ll b ravasialn significanty reduced the rate of cardiac rejection with hemodynamic
5mg 4% 19% + 5% 1% ool yuv (p=0.008), improved one-year survival (p=0.025), -m Towerad the risk of
10 -18% 22% + 1% -15% YAD0.040), 1 pakents
following Ky ranspianiation, pravastati sinificanty reduced the incidence of biopsy-proven acute
20mg 24% -32% +2% 1% rejection episodes (p=0.01), the incidance of multiple rejections episodes (p<0.0), and the use of pulse
i 25% 4% % % injections of both methylprednisolona (<0.01) and OKT3 (p=0.02). Plasma lipd levels were favorably
altered by pravastatin reatrmant. Pravastatin was well-olerated significant incraases in creatine
\ﬂ a pooled lnulylllof two. mv'ﬁﬂmwn double-blind, placebo-controliod studies in patiants with primary  phosphokinase or hepatic transaminases, In addition, there were no reported cases of myositis of
ypercholesteroler ith pravastatin ot a daily dose of B0 mg increasad HDL-C and  rhabdomyolysis.

lomia,
uamnwmy decroased TolalC, wu: and TG from basaline after 6 weeks. The efficacy results of the
individual siudles were consistent with Ihe pooled data, Mean percent changes from baseline after 6
weeks of reatment were: Total-C (-27%), LDL-C (-37%), HDL-C (+3%) and TG (-18%)
Prevention of Coronary Heart Disease: LIPOSTAT is effective In reducing the risk of coronary heart
dluem s10 (CHD) deatn (fatal M| and sudden desh) plus norfatl M1 and inpraving sunval in
lomic patients Without previous myocardial
ol bind placebo

(4566 (LDL-C=156-254 mg/dl. [4-6.6
mmoliL]), and without & previous M. Patients wers treated with standard care, inciuding dietary advice,
and either pravastatin (N=3302) of placeba (N=3293) for a median duration of 4.8 years. The study was
designed 1o assess the /astatin on fatal and non-fatal Coronary heart disease (CHD).
Pravastatin significantly reduced the risk of CHD death plus non-fatal MI by 31% (5=0.0001), The effect
o nese fuive cardoresculr vark aien wee wvilont s sary se & o of resanl This

Lol

e
studled. A signficant reduction of 32% (p=0.09) in otal Gardovascular deathe was ooesved, When

fjusted for ty
patients treated with pravastatin.
Thara "

v
Including cancer death. Pravastatin aiso decreased the risk for und rdial revascularization
procedures (coronary artery bypass graft surgery or coronary angloplasty) by 37% (p=0.009) and
Sy vogemply by 1% (20,007
Cardiovascu : LIPOSTAT i fiective 0 radcio e sk for ioal moralty, CHD dean
recurrent wmnlry ‘vonts (including myocardial Infarction), frequency of siroke or transient ischemic
iacks (TI) nood for myocarcial evasialarzation procedires, and nesd for hospralzaton n paterts
with a history of either myocardial infarction or unstable angina pectoris.
In the Lang-Term Pravastatin in IPID) study

9014 men Total-

to placebo or
20 g o vt v adolescents (»g-n 1418 years) were randomized to placebo of 40 mg of
statin. There was a significant mean percent reduction in LDL-C of -22.9% and also in total
ﬂhohll.ml (-17.2%) from the pooled data ll\llylll, similar to demonstrated efficacy in adults on 20 mg of
pravastatin. Reductions were also obse In sut tin, there were no
differences seen in any of the monitored -ndocd \eters [ACTH, cortisol, DHEAS, FSH, LH, TSH,
estradiol (girs) or testosterone (boys)] refative 1o placebo. There were no davelopmental differences,
testicular volume changes or Tanner score differences observed relative to placebo.

PRESENTATION
LIPOSTAT tablets for oral administration providing 10mg, 20mg or 40mg pravastatin sodium.

STORAGE
Do not store above 25° C. Keep tighty closad (protect from moisture). Protect from light,
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e myourdlll Infarcton or had ospi
Palionts with a wide range of baseling lovels of rglycerides wero ncated (5443 mg/dL [s 0
mmum.n and enrollment was not restricted by baseline levels of HDL cholesterol, At baseline, 82%
patients wera receiving aspirin and76% ware receiving antihypertensive medication. Patients in o
multicanter, double-blind, placebo-controlied study participated for a mean of 5.6 years (median=5.9
Jors). Trosimnt with pravastai sgnificanty roduced th. sk for GHD daath by 24% (s=0.0004) The
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