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The objective of this multicenter, randomized, open-la-
bel, parallel-group, 8-week study was to evaluate the
comparative dose efficacy of the 3-hydroxy-3-methyl-
glutaryl coenzyme A (HMG-CoA) reductase inhibitor
atorvastatin 10, 20, 40, and 80 mg compared with
simvastatin 10, 20, and 40 mg, pravastatin 10, 20, and
40 mg, lovastatin 20, 40, and 80 mg, and fluvastatin 20
and 40 mg. Investigators enrolled 534 hypercholester-
olemic patients (low-density lipoprotein [LDL] cholesterol
=160 mg/dl [4.2 mmol/L] and triglycerides <400
mg/dI [4.5 mmol/L]). The efficacy end points were mean
percent change in plasma LDL cholesterol (primary), total
cholesterol, triglycerides, and high-density lipoprotein
cholesterol concentrations from baseline to the end of
treatment (week 8). Atorvastatin 10, 20, and 40 mg

produced greater (p <0.01) reductions in LDL choles-
terol, —38%, —46%, and —51%, respectively, than the
milligram equivalent doses of simvastatin, pravastatin,
lovastatin, and fluvastatin. Atorvastatin 10 mg produced
LDL cholesterol reductions comparable to or greater than
(p =0.02) simvastatin 10, 20, and 40 mg, pravastatin
10, 20, and 40 mg, lovastatin 20 and 40 mg, and
fluvastatin 20 and 40 mg. Atorvastatin 10, 20, and 40
mg produced greater (p <0.01) reductions in total cho-
lesterol than the milligram equivalent doses of simvasta-
tin, pravastatin, lovastatin, and fluvastatin. All reductase
inhibitors studied had similar tolerability. There were no
incidences of persistent elevations in serum fransami-
nases or myositis. ©1998 by Excerpta Medica, Inc.
(Am J Cardiol 1998;81:582-587)

he Adult Treatment Panel of the National CholestO0 to 80 mgt4-18 The present multicenter study
terol Education Program has established guidécURVES) was designed to evaluate the comparative

lines for the evaluation and treatment of elevatedose efficacy of the HMG-CoA reductase inhibitor,
cholesterol concentrations based on an individual&orvastatin, with equivalent dose strengths of simva-
risk factors for coronary artery diseasé he low- statin, pravastatin, lovastatin, and fluvastatin, in hy-
density lipoprotein (LDL) cholesterol treatment goalpercholesterolemic patients after 8 weeks of treat-
are (1) LDL cholestero100 mg/dl for patients with ment.
CAD; (2) LDL cholesterol<130 mg/dl in patients
with =2 risk factors for CAD; (3) LDL cholesterol METHODS
<160 mg/dl in patients with<2 risk factors for CAD.  study design: This study was a multicenter, open-
The Adult Treatment Panel recommended bile aciglbel, randomized, paraliel-group, 8-week compara-
resins, nicotinic acid, and the 3-hydroxy-3-methylglutive study evaluating the efficacy of once-daily doses
taryl coenzyme A (HMG-CoA) reductase inhibitors agf atorvastatin 10, 20, 40, and 80 mg compared with
first-line drug treatments to achieve these treatmestice-daily doses of simvastatin 10, 20, and 40 mg,
goals. Simvastatin, pravastatin, lovastatin, and fluvgravastatin 10, 20, and 40 mg, lovastatin 20 and 40
statin lower LDL cholesterol from 18% to 41% oveimg, and fluvastatin 20 and 40 mg, and twice daily
the most commonly used recommended dose rangedelkses of lovastatin 40 mg (80 mg total daily dose).
each agermt-*3 A recently approved synthetic HMG-Male and female patients 18 to 80 years old with
CoA reductase inhibitor, atorvastatin, reduces LDplasma LDL cholesterol concentratioasl60 mg/dl
cholesterol from 35% to 61% over the dose range @4.2 mmol/L) as calculated by the Friedewald formula,
and triglyceride concentrations=400 mg/dl (4.5
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mmol/L) at 2 consecutive visits (weeks6 and —2)
were eligible for inclusiort? Patients with any of the
following conditions were excluded: primary hypo-
thyroidism; nephrotic syndrome; type 1 or uncon-
trolled type 2 diabetes mellitus; hepatic dysfunction;
serum creatine phosphokinase levet8 times the
upper limit of normal; body mass index32 kg/n¥;
uncontrolled hypertension; myocardial infarction, cor-
onary angioplasty, coronary artery bypass graft, or
severe or unstable angina pectoris within the 3 months
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before the study; known hypersensitivities to HMGeach treatment arm varied greatly due to the large
CoA reductase inhibitors; or significant abnormalitieeange of differences in lipid-lowering efficacy be-
that the investigator believed could compromise th®een atorvastatin and the other reductase inhibitors.
patient’'s safety or successful participation in th&ample sizes were inflated by 5% for enrollment tar-
study. Medications known to effect lipid levels, intergets to allow for potential dropouts.
act with study medications, or effect clinical labora- The intent-to-treat analysis performed for all effi-
tory parameters (erythromycin, anticoagulants, is@acy end points included all randomized patients with
tretinoin, immunosuppressive agents, lipid-regulatingost-treatment efficacy data for the primary efficacy
drugs, systemic steroids) were not allowed during thend point of percent change in LDL cholesterol from
study. baseline to week 8, and the secondary efficacy end
Eligible patients were instructed to follow the stepoints of percent change from baseline to week 8 in
1 diet for 6 weeks before randomization and throughetal cholesterol, triglycerides, and HDL cholesterol.
out the duration of the study. After dietary stabilizaBaseline was defined as the mean of measurements at
tion, patients who qualified were randomized to 1 offeek —2 and week 0 (randomization).
15 treatment groups, as described above, and wereFor each lipid parameter, the percent change was
treated for 8 weeks. All study medication was takeanalyzed using an analysis of covariance model to test
according to recommended dosing. The study wé#se treatment effect while controlling for baseline
performed using a common protocol at 34 sites. Alipids. The least-squares means and mean square error
appropriate institutional review board at all sites agrom this model were used to compare atorvastatin
proved the protocol and all patients signed writtewith other reductase inhibitors at each dose level using
informed consent. Dunnett’s procedure to fix the dose-wise type | error
Laboratory methods: Using standardized proce-rate at 5%#3 An analysis of variance model was used
dures, Medical Research Laboratories, Highlartd test the assumption of no treatment-by-baseline
Heights, Kentucky, performed lipid and clinical labodipid interaction.
ratory measurements for all sites. The laboratory was Comparison between the least-squares means from
certified for standardization of lipid analyses as spethe analysis of covariance model were used to evalu-
ified by the Standardization Program of the Centeete (post hoc) the effect of each reductase inhibitor at
for Disease Control and Prevention and the Nationall dose levels compared with atorvastatin 10 mg and
Heart, Lung, and Blood Institu. After patients atorvastatin 20 mg.
fasted overnight (minimum of 12 hours), blood was Safety was assessed among all patients receiving
drawn in evacuated tubes containing ethylenedianstudy medication using adverse events (coded using a
netetraacetic acid (1 mg/ml). Total plasma cholesteralodified COSTART dictionary) and clinical labora-
and triglycerides were determined enzymatically wittory assessments. Particular attention focused on the
the Hitachi 747 analyzer (Boehringer Mannheim Dipresence of myopathy or elevated serum transaminase
agnostics, Indianapolis, Indian&)Plasma high-den- levels because these conditions have been associated
sity lipoprotein (HDL) cholesterol was determinedvith the use of reductase inhibitots.
enzymatically after LDL and very low density li-
poprotein cholesterol were selectively removed froRESULTS
the plasma by heparin and manganese chloride pre-Patient characteristics: Of the 534 patients random-
cipitation22 LDL cholesterol concentration was estiized to treatment, 518 patients completed the study.
mated by the Friedewald formuld.Fibrinogen was Sixteen patients (3%) withdrew before the end of the
measured by immunonephelometry using an anstudy: 8 because of adverse events, 4 for personal
serum to human fibrinogen (BNA-100 Behring Diagreasons, and 4 who were lost to follow-up. The intent-
nostics, Westwood, Massachusetts) in EDTA plasnte-treat analysis included 522 patients who provided
stored at 70°C before analysis. post-treatment efficacy data. Fifty-nine percent of pa-
Safety: To monitor safety, complete clinical labo-tients (307) were men and 41% (215) were women;
ratory determinations were obtained at screening, ra®0% (469) were white. Mean age was 55 years (range
domization, and the end of the active treatment perio2l0 to 80), and 17% of patients had established CAD.
Physical examinations were performed at the begin- Effects on serum lipids: Mean baseline LDL choles-
ning and end of the study. Adverse events were reerol concentrations ranged from 192 to 244 mg/dl
corded at each clinic visit. Serum transaminases a(&l0 to 6.3 mmol/L) and were similar across treatment
creatinine phosphokinase concentrations were detgroups (Table I). When given once daily in equivalent
mined at every study visit and as deemed necessary(yg) doses, atorvastatin 10, 20, and 40 mg produced
the investigator. greater (p=0.01) reductions in LDL cholesterol than
Statistical methods: Sample sizes were calculatecsimvastatin, pravastatin, lovastatin, and fluvastatin
based on the 2-sided Dunnett’s test with a significan¢€igure 1). Atorvastatin administered once daily at 80
level of 5% and a standard deviation of 13% to deteotg reduced LDL cholesterol by 54%, whereas lova-
differences in LDL cholesterol reductions of 8% (e.gstatin administered as 40 mg twice daily reduced LDL
simvastatin 10 mg vs atorvastatin 10 mg) to 24% (e.@gholesterol by 48%. This difference was not statisti-
fluvastatin 40 mg vs atorvastatin 40 mg) betweetrlly significant (p= 0.17) (Table II).
atorvastatin and other reductase inhibitors at each doseAtorvastatin 10 mg produced greater £0.02)
level with at least 80% powéB The sample size in reductions in LDL cholesterol than simvastatin 10 mg,
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TABLE | Baseline Lipid and Lipoprotein Cholesterol Concentrations

Treatment Dose (mg) Number of Patients Total Cholesterol Triglycerides HDL Cholesterol LDL Cholesterol
Atorvastatin 10 73 298 (7.72) 169 (1.91) 51 (1.33) 213 (5.52)
Pravastatin 10 14 309 (8.00) 176 (1.98) 49 (1.26) 226 (5.83)
Simvastatin 10 70 289 (7.48) 157 (1.78) 51(1.31) 207 (5.36)
Atorvastatin 20 51 297 (7.68) 172 (1.94) 49 (1.28) 213 (5.51)
Pravastatin 20 41 315 (8.14) 147 (1.66) 48 (1.25) 237 (6.14)
Simvastatin 20 49 313 (8.09) 159 (1.79) 51(1.32) 230 (5.95)
Fluvastatin 20 12 322 (8.34) 188 (2.12) 49 (1.26) 236 (6.10)
Lovastatin 20 16 334 (8.63) 192 (2.17) 51(1.32) 244 (6.32)
Atorvastatin 40 61 286 (7.40) 153 (1.73) 50 (1.29) 206 (5.32)
Pravastatin 40 25 299 (7.73) 172 (1.94) 49 (1.28) 215 (5.57)
Simvastatin 40 61 300 (7.77) 173 (1.95) 47 (1.20) 219 (5.66)
Fluvastatin 40 12 275 (7.12) 173 (1.95) 49 (1.26) 192 (4.97)
Lovastatin 40 16 301 (7.79) 172 (1.94) 49 (1.26) 219 (5.65)
Atorvastatin 80 10 296 (7.65) 150 (1.69) 53(1.37) 213 (5.51)
Lovastatin 80 11 306 (7.90) 200 (2.24) 47 (1.21) 219 (5.66)

Values are expressed as mean mg/dl (mmol/L).

dose when simvastatin produced
104 greater (p=0.05) elevations in HDL
cholesterol than atorvastatin (Table II).
Safety: The overall frequency
of adverse events was similar be-
tween treatment groups. Fifty-two
patients (10%) reported adverse
events that were judged by the
investigator to be possibly, prob-
ably, or definitely associated with
treatment, most of which were
mild to moderate in intensity.
Of these, the most commonly
reported events were myal-
60 < iomg 20mg 40 mg 80 mg gia (1.5%), abdominal pain
T \ T T \ T ‘ (1.3%), diarrhea (1.1%), flatu-
Total Daily Dose (mg) lence (1%), and nausea (1%).
Eight patients withdrew from
FIGURE 1. Percent reduction in low-density lipoprotein cholesterol (LDL-C) after 8 the study due to adverse events:

weeks of treatment with atorvastatin (@), simvastatin (), pravastatin (#), lovastatin 2 in the atorvastatin group (1%),
(w), and fluvastatin (C). *p =<0.01 versus atorvastatin at mg equivalent doses; 'p 4 in the simvastatin group

=0.02 versus atorvastin 10 mg; *p =< versus atorvastin 20 mg. (2%), and 1 each in the pravasta-
tin (1%) and fluvastatin groups
(4%) (Table 1V). The adverse
pravastatin 10 and 20 mg, lovastatin 20 and 40 mgyents leading to withdrawal included gastrointes-
and fluvastatin 20 and 40 mg (Table Ill). Atorvastatitinal complaints, dizziness, depression, myalgia,
20 mg produced greater §0.01) reductions in LDL hypertonia, angina, and back pain.
cholesterol than simvastatin 10, 20, and 40 mg, pra- There were no incidences of persistent (2 measure-
vastatin 10, 20, and 40 mg, lovastatin 20 and 40 mglents within 1 week) elevations in serum transami-
and fluvastatin 20 and 40 mg (Table 111). nases>3 times the upper limit of normal. There were
As with LDL cholesterol, atorvastatin 10, 20, and 4@0 incidences of elevations in creatine phosphokinase
mg produced greater (0.01) reductions in total cho- >3 times the upper limit of normal or reports of
lesterol than simvastatin, pravastatin, lovastatin, and fljlyopathy in any treatment group. There were no
vastatin at milligram-equivalent doses (Table If). Thg!gnificant changes from baseline in mean fibrinogen
effects on triglycerides were not different between atofeVe!S for any of the reductase inhibitors.
vastatin and the other reductase inhibitors except at the
40-mg dose when atorvastatin produced greater ISCUSSION
=0.05) reductions in triglycerides than the 40-mg doses The CURVES study is the first trial to compare the
of simvastatin, pravastatin, lovastatin, and fluvastatiipid-lowering efficacy of all marketed HMG-CoA
(Table I1). Effects on HDL cholesterol, ranging fromreductase inhibitors, including the recently approved
3.0% to 9.9%, were not different between atorvastatdynthetic HMG-CoA reductase, atorvastatin, across
and the other reductase inhibitors except at the 40-riteir dose ranges. An open-label design was chosen

20 |

Mean% -30 -
change in
LDL-C

40 |

-50 —
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TABLE Il Mean Percent Change (=SD) in Lipoprotein Concentrations

Treatment Dose (mg) Number of Patients Total Cholesterol Triglycerides HDL Cholesterol LDL Cholesterol
Atorvastatin 10 73 —28(9) —13 (25) 5.5(12) -38(10)
Pravastatin 10 14 13 (12)f 3 (46) 9.9 (13) ~19 (14)t
Simvastatin 10 70 ~21(9)f ~12(30) 6.89) —28 (12)f
Aforvasfatin 20 51 ~35(4) ~20 (25) 51(11) —46 (8)
Pravastafin 20 41 ~18 (7t ~15(17) 3.0 (8) —24 (9)* %t
Simvastatin 20 49 ~26 (8)' “17(22) 5.2 (10) ~35 (11)**
Fluvastatin 20 12 —13 (6)1 -5(32) 0.9 (8) —17 (8)** T
Lovastatin 20 16 ~21 (9t ~12(23) 7.3(12) —20 (13)**1
Atorvastatin 40 61 ~40 (8) -32(19) 48(12) ~51(10)
Pravastatin 40 25 —24 (7)t ~10 (22) 62 (1) —34 (9)**t
Simvastatin 40 61 ~30 (10)t ~15 (29)1 9.6 (13)* —41 (13)* %
Fluvastatin 40 12 ~19 (9)f ~13 (34)* ~3.0(10) —23 (10)** 1
Lovastatin 40 16 ~23 (6)' ~2 (27)" 46(13) —31 [7)* 1
Aforvasfatin 80 10 —42(7) ~25(22) ~0.1(9) ~54(9)
Lovastatin 80 11 —36 (6) —13 (28) 8.0 (13) —48 (8)

*p =0.05; Tp =0.01, Dunnett’s test of significance compared with atorvastatin at milligram-equivalent doses.

TAtorvastatin 10 mg statistically significantly better (p <0.02).
*Atorvastatin 20 mg statistically significantly better (p <0.01).
Values are expressed as mean percent change from baseline.

TABLE Ill Comparison of Percent Change in Low-Density Lipoprotein (LDL) Cholesterol: Atorvastatin 10 and 20 mg Versus All
Treatments

Mean* Percent p Value vs p Value vs
Number of Change from Baseline Atorvastatin Atorvastatin
Treatment Group Dose (mg) Patients LDL Cholesterol 10 mg 20 mg
Atorvastatin 10 73 -38 Referent —
Atorvastatin 20 51 —46 - Referent
Fluvastatin 20 12 -17 0.0001 0.0001
Fluvastatin 40 12 -23 0.0001 0.0001
Lovastatin 20 16 —-29 0.0019 0.0001
Lovastatin 40 16 -31 0.0197 0.0001
Lovastatin 80 11 —48 NS NS
Pravastatin 10 14 -19 0.0001 0.0001
Pravastatin 20 41 —24 0.0001 0.0001
Pravastatin 40 25 -34 NS 0.0001
Simvastatin 10 70 —28 0.0001 0.0001
Simvastatin 20 49 -35 NS 0.0001
Simvastatin 40 61 —41 NS 0.0083

*Least-squares mean.
NS = atorvastatin not statistically significantly better.

for this study because of the impracticality of blindingrroduced reductions in LDL cholesterol of 18% to
15 treatment arms. Efficacy end points were based 84%, lovastatin 20 to 40 mg produced reductions in
objective laboratory measurements. LDL cholesterol of 25% to 38%, and fluvastatin 20 to
Atorvastatin 10, 20, and 40 mg produced greater 9 mg produced reductions in LDL cholesterol of 18%
=0.01) reductions in total and LDL cholesterol thamo 27%2-13 Only the lovastatin 40 mg twice-a-day
the other reductase inhibitors studied at milligrantreatment group had a greater reduction in LDL cho-
equivalent doses. Atorvastatin 10 mg produced greatesterol in this study (48%) than anticipated based on
(p =0.02) reductions in LDL cholesterol than to simthe results from a large clinical trial—Expanded Clin-
vastatin 10 mg, pravastatin 10 and 20 mg, lovastatical Evaluation of Lovastatin (EXCEL)—in which
20 and 40 mg, and fluvastatin 20 and 40 mg. Theductions were reported as 4@%The greater than
reduction in LDL cholesterol with atorvastatin 80 mgexpected LDL cholesterol reductions in this group
once daily (-54%) was numerically, but not statisti-may be partially explained by the small sample size.
cally, greater than lovastatin administered as 40 mg An HMG-CoA reductase inhibitor's efficacy is
twice daily (—48%) in a small sample of 10 and 11measured by its ability to lower LDL cholesterol re-
patients, respectively. gardless of the amount of drug substance needed to
The lipid-lowering effects observed in the preserdaccomplish this result (potency). Atorvastatin, admin-
study are consistent with those seen in previous coistered in doses of 10 to 80 mg to patients with
parisons between HMG-CoA reductase inhibitorqrimary hypercholesterolemia, lowers LDL choles-
Simvastatin 10 to 40 mg produced reductions in LDEerol by 35% to 61984-18 The present study, in con-
cholesterol of 28% to 41%, pravastatin 10 to 40 mminction with previous comparative studies that have
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their support and efforts related to

TABLE IV Withdrawals Due to Adverse Events the conduct of the study and the data

No. of analysis.
Patients

Withdrawn
ihdron APPENDIX

CURVES Investigators: W. Virgil Brown, MD,

Dose NC?' of Adverse Relation io Emory University School of Medicine, Atlanta, GA;
Treatment (mg) Patients Events Event(s) Therapy Arthur Bucci, MD, Mercy Heart Institute, Pittsburgh,
. . R . . PA; David Capuzzi, MDphp, Medical College of Penn-
ﬁdorvqstq.hn }8 ?j (]) Abdominal pain/diarrhea  Possibly sylvania, Philadelphia, PA: Albert Carr, MD, South-
ravastatin ) o ) eastern Clinical Research & Management, Inc., Au-
S'mVUSfU“P 10 70 1 |353Pf‘55;°>"’“/°|'ZZ”‘ess POS?'b'Y gusta, GA; Michael Clearfield, DO, University of North
Atorvastatin =~ 20 51 1 Myalgia Definitely not Texas, Fort Worth, TX; Stephen Crespin, MD, St.
Pravastatin 20 42 1 Dizziness Probably Louis, MO; Paresh Dandona, MD, State University of
Simvastatin 20 51 2 Hypertonia/nausea Possibly New York at Buffalo, Buffalo, NY; Michael Davidson,
Abdominal pain/flatulence  Probably MD, Chicago Center for Clinical Research Inc., Chi-
Fluvastatin 20 12 0 cago, IL; Fred Faas, MD, John L. McClellan Memorial
Lovastatin 20 16 0 Veterans Hospital, Little Rock, AR; Keith Ferdinand,
. MD, Margo Morgan Research Center, New Orleans,
A'°N°5t°.“” 40 61 0 LA; Geoffrey S. Ginsburg, MDphp, Beth Israel Hos-
PTUVGS'Gf'f‘ 40 25 0 ) ) pital, Boston, MA; Donald B. Hunninghake, MD, Uni-
Simvastatin -~ 40 61 1 Angina Unlikely versity of Minnesota, Minneapolis, MN; William In-
Fluvastatin 40 12 1 Back pain Probably sull, MD, Baylor College of Medicine, The Methodist
Lovastatin 40 16 0 Hospital, Houston, TX; Peter H. Jones, MD, Baylor
Atorvastatin -~ 80 10 0 College of Medicine, The Methodist Hospital, Houston,
Lovastatin 80 11 0 TX; Stephanie Kafonek,* MD, The Johns Hopkins Uni-

versity, Baltimore, MD; John P. Kane, MD, University
of California, San Francisco, CA; Moti L. Kashyap,
MD, Veterans Administration Medical Center, Long
Beach, CA; Kent D. Katz, MD, Veterans Administra-
tion Medical Center, Long Beach, CA; Robert H.
. i . Knopp, MD, University of Washington, Harborview
included atorvastatin, have clearly established atomvedical Center, Seattle, WA; Peter Kwiterovich, MD, The Johns Hopkins

i i i _ iversity, Baltimore, MD; Andrew J. Lewin, MD, National Research Institute,
astatin as the most efflcaC|ous HMG-CoA redUCta%gs Angeles, CA; Irving K. Loh, MD, Ventura Heart Institute, Thousand Oaks,

inhibitor for lowering LDL cholesteroté-18 CA; Charles P. Lucas, MD, William Beaumont Hospital, Birmingham, MI; James

This study was not powered to detect differences h McKenney, PharmbD, National Clinical Research Inc., Richmond, VA; John
: . . . : Morgan, Medical College of Pennsylvania, Philadelphia, PA; David T. Nash,
effects on trlglycendes. The patlent populatlon StUd'd@o, Syracuse, NY; Stephen D. Nash, MD, Syracuse, NY; Christopher M.

consisted mostly (74%) of patients with elevated cholesembold, MD, University of Virginia, Charlotiesville, VA; Lawrence M.

I I 1 i idResnick, MD, Veterans Affairs Medical Center, Allen Park, MI; Robert G.
teroI WIthOUt elevated trlglycerldes (mean baselme tri obertson, MD, Emory University School of Medicine, Atlanta, GA; Robert J.

cherides ranged from 147 to 200 mg/dl [1-66 to 2.2 osenson, MD, Rush-Presbyterian/St. Luke’s Medical Center, Chicago, IL; F.
mmol/L]). Atorvastatin 10, 20, and 80 m roducedulie Samuels, MD, National Clinical Research Inc., Richmond, VA; Xavier
i gnp ke's/ | K kad
H H : iRi-Sunyer, MD, St. Luke’s/Roosevet Hospital Center, New York, NY; Arkady
nymerlc_ally, but not StatIStlca"y’ grea_ter_reductlons_l nhavsky, MD, Kidney Disease & Critical Care, Roseville, MN; Stephen F.
trlglycerldes than the other reductase inhibitors at milliweis, po, University of North Texas, Forth Worth, TX; Stuart R. Weiss, MD,
gram_equiva|ent doses. and Statistica"y greater redhe San Diego Endocrine & Medical Clinic Inc., San Diego, CA; James H.
- . . . ! . Zavoral MD, Preventive Cardiology Institute, Fairview Southdale Hospital,
tions In mglycendes aF the_40 _mg dO_SG. As Wlth I—DLEdina, MN; Paul Ziajka, MDP_hD, The Florida Lipid Associates, Orlando, FL;
cholesterol, the reductions in triglycerides seen in all Oéange(gelrog, MD, Eoltel-‘Dleu dfeMQuebe?, 3uebec,I CQanaga; Jcacquées (;en;]est,
; i inical Research Institute of Montreal, Montreal, Quebec Canada; Rutl
th.e treatment groups In the. present StUdy are ConSIStgcﬁsherson, MD,php, University of Ottawa Heart Institute, Ottawa, Ontario
with those reported in previous studfes? Canada,
Reductase inhibitors are generally well tolerated.
Clinically important adverse effects of the drugs in-
clude increases in serum transaminase concentratiornspect Panel on Detection, Evaluation, and Treatment of High Blood Cho-

iti i i i i lesterol in Adults. Summary of the Second Report of the National Cholesterol
and myosms, with or without Compllcatmg rhabdo ducation Program (NCEP) Expert Panel on Detection, Evaluation, and Treat-

myOIySiS- In the _present study, no pz_:\ti_ent in any t_re ient of High Blood Cholesterol in Adults (Adult Treatment Panel JAMA
ment arm experienced persistent clinically significan9s;269:3015-3023.

; H ; idones PH, Farmer JA, Cressman MD, McKenney JM, Wright JT, Proctor JD,
increases in serum transaminases. Most cases Of %[kaon DM, Farnham DJ, Wolfson PM, Colfer HT, Rackley CE, Sigmund WR,

nificant elevations in serum transaminases have begRant Rc, Arenberg D, McGovern ME. Once-daily pravastatin in patients with
reported to occur within the first 2 to 5 months o#frimary hypercholesterolemia: a dose response stiity Cardiol 1991;14:146—
. . 1.

treatment, and the duration of this StUdy (8 Weeké?lllingworth DR, HMG CoA reducatase inhibitor€urr Opin Lipidol 1991;2:
may not have been long enough to detect such ¢&sess-3o.

i i i lingworth DR, Tobert JA. A review of clinical trials comparing HMG CoA
In rare mstanc_es, severe Creatl.ne. phosphoklnase érp! uctase inhibitorsClin Ther 1994;16:366—385.
vations 10 times the upper limit of normal) ands, weir MR, Berger ML, Weeks ML, Liss CL, Santanello NC, for the Quality of
myositis have been associated with the use of reduge Multicenter Group. Comparison of the effects on quality of life and the
tase inhibitor€? In the present study, no subject ex%;ﬁf)c_az)?/;nd tolerability of lovastatin versus pravastatim J Cardiol1996;77:
perienced creatine phosphokinase concentratioBs 6. The simvastatin Pravastatin Study Group. Comparison of the efficacy, safety

times the upper limit of normal. or myopathy and tolerability of simvastatin and pravastatin for hypercholesterolefnia.J
! ) Cardiol 1993;71:1408-1414.

7. Simvastatin Pravastatin European Study Group. Comparative efficacy and

*Relation to therapy was judged by the investigator.

Ac!(nOWI?dlgmenf: We aCKnOWIGdge and thank BOS'*Stephonie Kafonek, MD, is now Senior Director of Cardiovascular
ton Biostatistics Inc., Framingham, Massachusetts, fo&dical Research at Parke-Davis, a Division of Warnerlambert.
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tolerability of 5 and 10 mg simvastatin and 10 mg pravastatin in moderaf8. Dart A, Jerums G, Nicholson G, d’Emden M, Hamilton-Craig |, Tallis G,
primary hypercholesterolemi&ardiology 1994;85:244—-254. Best J, West M, Sullivan D, Bracs P, Black D. A multicenter, double-blind,
8. Douste-Blazy P, Ribeiro VG, Seed M, and the European Study Groupne-year study comparing safety and efficacy of atorvastatin versus simvastatin in
Comparative study of the efficacy and tolerability of simvastatin and pravastatratients with hypercholesterolemiam J Cardiol1997;80:39—-44.

in patients with primary hypercholesterolemidrug Invest1993;6:353—-361. 19. Friedewald WT, Levy RI, Fredrickson DS. Estimation of the concentration of
9. llingworth DR, Stein EA, Knopp RH, Hunnighake DB, Davidson MH, low-density lipoprotein cholesterol in plasma, without use of the preparative
Dujovne CA, Miller VT, Tobert JA, Laskarzewski PM, Isaacsohn JL, Bacon SRyltracentrifuge Clin Chem1972;18:499-502.
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