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Pharmacodynamic Properties

Mechanism and Tissue Selectivity
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Fig. 1. Chemical structure of rosuvastain.
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Lipid-lowering Effects
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Pharmacokinetic Properties
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Table 1. Mean pharmacokinetic parameters of rosuvastatin.
Healthy volunteers (young [aged 18-33 years] and elderly
[aged >65 years]; male and female) received a ingle oral
dose ofrosuvastatin 40 mg. Where reported, CI values are
based on least square means

Young  Elderly Male

Female

Parameter (n=16) (@=16) (n=16) (n=16)
Cmax (ug/l) 247 199 193 253
AUC (ug * hiL) 234° 204 202 238
Tmax (h)f 3 4 5 3
t1/28 175° 244" 192' 236°

“90% CI 0.83-1.51 for young vs elderly volunteers

"90% CI 0.61-1.11 for male vs female volunteers.

Zn = 11. 90% CI 0.86-1.30 for young vs elderly volunteers.
n=13.

“90% CI 0.74-1.12 for male vs female volunteers.
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Table 2. Lipid-lowering effects of oral rosuvastatin (ROS) versus other oral statins in patients with mild to moderate
hypercholesterolemia. Summary of 6- and 12-week, randomized, double-blind, multicenter trials. Prior to randomization,
patients underwent a 6-week run-in period during which they followed the national Cholesterol Education Program
(NCEP) step 1 diet; the diet was maintained throughout the study period. Patients were eligible for pharmacologic

management of lipids according to US NCEP ATP 1I or Il guidelines. All analyses were based on the intent-to-treat
population

NCEP ATP III
Reference E:‘:?ég)en A5 FaA M Y7 dF =2 H3} (%) [mg/dL) ;Dé;gg i:iﬂ"’
(%)
Z FY=HE LDL-C HDL-C TG
Brownetal™  ROS5 121 12807 **[276] 1390 *[187]  182[51] {4 17.6*[193] 77.7
ROS10 115 13347 Teeea73] (474" om187] 11101500 | 215 +=+180] 87.7
PRA20 116 | 18.5[274] 1265189] 183(50] | 114[178] 50.9
SIM20 120 |23.8[274] 134.61188] 1881511 1 102[176] 63.3
Davidsonetal® ROS5 128 287|278 1 4071188 1 13%52] 1 171186) 84
ROS10 129 1307 [272] 1437 1185 t128 (501 | 19[189] 82
ATO 10 127 |25(272] 1 35[186] 18 [50] 1 19[183] 7
PL 132 0[273] 0187 1 4[49] L 1[187] 12
Olssonetal’”  ROSS 135 |327[274] L 46 [188] 16155 L 15 [156] 84
ROS10 132 |35 '[271] 150" [186] 18561 119(147] 89
ATO10 139 |28 [274] 139 (188] 16541 L16(161] 71
Paolettietal’  ROSS5 119 130 =+ 74] L 420190] e 1 6(51] 1 12[168] 64
ROS10 111 {34 e o71) La9(186) e 1753 1 18 [160] 84
PRA20 136 | 20(275] 1 28[189] 1454 113 1161] 48
SIM20 129 | 261[274] 1371188 1 47155] 1 14 [156] 64

a All pts; LDL-C goals for low, medium and high risk are <160, <130 and 100 mg/dL, respectively

b The 80 mg/day dosage (not recommended in the US) is tabulated as an analysis of covariance included this dosage.

¢ Statistical difference between groups across dosage range
ATO = atorvastatin; ATP = Adult Treatment Panel; HDL-C = high-density lipoprotein-cholesterol; LDL-C = low-density lipoprotein-
cholesterol; n = number of evaluated pts; od = once daily; PL = placebo; PRA = pravastatin; pts = patients; SIM = simvastatin; TG
= tn'gl;/cerides; T and | indicates increase and decrease; *p<0.05, **p<0.01, ***p<0.005 vs SIM; *p<0.05, ¥p<0.01, **p<0.001 vs

ATO;

p < 005, “p<0.01, "p<0.001 vs PRA.
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Fig. 2. Lipid-lowering efficacy of oral rosuvastain (ROS)
verusus other oral stains. Comparison of reduction from
baseline in low-density lipoprotein-cholesterol (LDL-C)
and increase in high-density lipoprotein-cholesterol
(HDL-C) with ROS versus milligram equivalent dosages
of other statins in a 6-week, randomized, nonblind,
multicenter trial (STELLAR trial) in 2431 patient (=160/
group) with hypercholesterolemia. No data reported for
ROS 80 mg/day or other stains at this dosage as this
dosage of ROS is not recommended. At baseline, partici-
pants had plasma LDL-C levels of 187-194 mg/dL and
plasma HDL-C levels of 49-51 mg/dL. ATO= atorvastatin;
PRA=pravastatin; SIM=simvastatin; *p<0.002 vs all other
statins at equivalent dosages; Tp<0.002 vs ROS at
equivalent dasage.

o 11% A 24%; p<0.001).”
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Fig. 3. Compariative tolerability profile of cral rosuvastain (ROS). Adverse events that were possibly or probably drug-
related occurring with an incidence of at least 3% with either rosuvastatin dosage in two 52-week randomized, double-
blind, multicenter trials. Patients received ROS 5 or 10 mg/day, atorvastatin 10 mg/day(ATO), pravastatin 20 mg/
day(PRA), or simvastatin 20 mg/day(SIM) for the first 12-weeks (fixed-dose phase), then entered a 40-week extension
phase during which the drug dosage could be sequentially dodubled (up to a maximum of 80 mg/day, with the exception
of pravastatin up to a maximum of 40 mg/day) at the investigator's discretion at weeks 12, 20, 28, 36, and 44 if patients
failed to achieve their National Cholesterol Education Program Adult Treatment Panel Il low-density lipoprotein-
cholesterol target. ALT=serum alanine aminotransferase; AST=serum aspartate aminotransferase; CPK= serum creatine

phosphokinase; Inc=increase.
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