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CRESTOR 5, 10, 20mg Film-Coated Tablets
024597
024131
024129
1.
CRESTOR
1 (
) (Fredrickson lla b )
(LDL-C) B(Apo B)
(HDL-C)
2.
(Fredrickson IV )
3. ( [LDL apheresis)
B(Apo B)
(NCEP-ATP 1II)
(TLC)
1
1. (NCEP)
CHD?
<100 mg/dL 100 mg/dL 130 mg/dL
CHD (100-129 mg/dL
)b
(10
20%)
10 10%-20%
2
<130 mg/dL 130 mg/dL 130 my/dL
10 10% 160
(10 mg/dL
20%)
190 mg/dL
0-1 (160-189 mg/dL
<60 mg/dL 160 mg/dL

a. CHD

b. 100
mg/dL
nicotinic acid  fibrate
c. 0-1 10 10%
0-1 10
200 mg/dL
( )
30 mg/dL
130 mg/dL
( NCEP )
20 5
CRESTOR (
)
400
mg/dL( 4.5 mmol/L)
(0.20] ]
) 400 mg/dL (4.5 mmol/L)
CRESTOR Fredrickson | 1] \%
2.
CRESTOR
CRESTOR
( )
(Fredrickson lla b )
CRESTOR 5-20 mg
CRESTOR 10 mg
5 mg
cyclosporine (
) (
190 mg/dL) 20 mg
CRESTOR / 2-4
statin statin CRESTOR
CRESTOR
CRESTOR 20 mg
CRESTOR (
[LDL apheresis])
5mg CRESTOR 5 10mg
rosuvastatin ( /



Cyclosporine
cyclosporine CRESTOR 5mg

( . )

CRESTOR
gemfibrozil CRESTOR 10 mg
( : / : )

(CLer
30 mL/min/1.73 nf) CRESTOR 5mg
10 mg (
)
3.
5 10 20
4 .
CRESTOR
* CRESTOR
( 61 )
* (hepatic
transaminase) ( 5.2) )
* HMG-CoA ?
( (81) (132) )
* HMG-CoA
?
CRESTOR ( 8.3) )
5.
5.1
HMG-CoA ? ( CRESTOR)
(myoglobinuria) (rhabdomyolysis) (myopathy)
(40mg)
CRESTOR ( =65
)
CRESTOR
(fibrates niacin), gemfibrozil, cyclosporine, lopinavir/ritonavir
( @ @ )
? (creatinine kinase)
CRESTOR
(
) CRESTOR
5.2

12

HMG-CoA ? CRESTOR
[AST(SGOT) or ALT(SGPT)]
CRESTOR
CRESTOR 1.1%
(ULN) 3
0.5%
ALT AST UN 3 CRESTOR
CRESTOR / (
(12.3) )
CRESTOR ( “4) )
5.3 Coumarin
CRESTOR coumarin
? (the prothrombin
time/INR) coumarin CRESTOR
CRESTOR INR INR
INR ( (7.4) )
5.4
CRESTOR CRESTOR
(dipstick-positive proteinuria)
(microscopic hematuria) CRESTOR
HMG-CoA ? CRESTOR 40 mg
/ CRESTOR
5.5
CRESTOR (cortisol)
(adrenal reserve
CRESTOR
( ketoconazole spironolactone cimetidine)
6 .
* ( X
(GRS
* ( (62 )
5,394 15  CRESTOR (
) 1.4%
*
*
*
CRESTOR 5,394
( 2%)
*
*
*
*
*
6.1



2%
2 12
2 2% CRESTOR
% )
Total
CRESTOR |CRESTOR [CRESTOR [CRESTOR
5mg 10mg  |20mg  |40mg gﬁEgS_Télogmg
N=291 N=283 N=64 N=106 N=744 N=382
5.5 4.9 3.1 8.5 5.5 5.0
3.8 3.5 6.3 0 3.4 3.1
3.1 2.1 6.3 1.9 2.8 1.3
2.4 3.2 4.7 0.9 2.7 2.6
2.1 2.1 4.7 2.8 2.4 2.4
* COSTART
(
)
(
5.4) ) ? ?
? (glutamyl transpeptidase) ? (alkaline
phosphatase) (bilirubin)
METEOR 981 rosuvastatin
40mg(n=700) (n=281) 1.7 5.6%
CRESTOR 2.8%
( (145 )
2%
3
3  METEOR 2% CRESTOR
% )
CRESTOR 40mg
N=700 N=281
12.7 121
10.1 7.1
6.4 5.3
4.0 2.8
Blood CPK 2.6 0.7
24 1.8
ALT >3x ULN 2.2 0.7
* MedDRA
CPK: creatine phosphokinase, ULN: upper limit of normal
6.2
CRESTOR
7.
7.1 Cyclosporine
Cyclosporine rosuvastatin
cyclosporine CRESTOR 5mg
( (5.9) (12.3) )
7.2 Gemfibrozil
Gemfibrozil rosuvastatin
CRESTOR gemfibrozil CRESTOR

10mg ( (12.3) )
7.3 Lopinavir/Ritonavir
Lopinavir/Ritonavir rosuvastatin
lopinavir fritonavir CRESTOR 10mg
? (protease inhibitors)  rosuvastatin
( (5.1
(12.3) )
7.4 Coumarin
CRESTOR coumarin INR
CRESTOR coumarin
CRESTOR  coumarin INR
CRESTIOR
INR ( (5.3
(112) )
7.5 Niacin
CRESTOR  niacin
CRESTOR (
5.1 )
7.6 Fenofibrate
CRESTOR fenofibrate
(AUC) CRESTOR fibrates
(
(5.1) (112 )
8.
8.1
X
CRESTOR
( “4)
CRESTOR
HMG-CoA ?
100 HMG-CoA ?
/
3~4 8%
Rosuvastatin
40mg CRESTOR
40mg  10~12
40mg CRESTOR
( (12.2) )
CRESTOR CRESTOR
8.2
rosuvastatin
rosuvastatin
HMG-CoA ?
CRESTOR ( 4) )

8.3



CRESTOR
CRESTOR
8
18 (9 9 ) 10 17
CRESTOR Rosuvastatin (Cmax ) AUC
8.4
CRESTOR 10,275 3,159 (31%)
65 698 (6.8%) 75
CRESTOR (
(5.1) (112) )
8.5
(CLer 30 mL/min/1.73m2) rosuvastatin
(CLer 30 mL/min/1.73 m2)
rosuvastatin
CRESTOR (
(5.1) (112 )
8.6
CRESTOR (
) rosuvastatin CRESTOR
( @ (52
(11.2) )
8.7
2
CRESTOR (
(112 )
9.
rosuvastatin
10.

CRESTOR ® (rosuvastatin calcium) Rosuvastatin calcium
bis[(E) - 7-[4-(4-fluorophenyl) - 6-isopropy} 2-{methyl(methylsulfonyl)

amino] pyrimidin-5-y1](3R,5S)-3,5-dihydroxyhept-6-enoic acid] calcium salt

Ca?*

(Co2 Ha7 FN3s O S)2 Ca

Rosuvastatin calcium

1001.14 Rosuvastatin calcium

Rosuvastatin pH 7.0 -
(octanol/water) 0.13
(tribasic calcium

phosphate) crospovidone (hypromellose)

(triacetin)
11.
11.1
CRESTOR HMG- CoA ? ?

3-hydroxy-3- methylglutaryl coenzyme A mevalonate

mevalonate
rosuvastatin

rosuvastatin

11.2

* 3-5

rosuvastatin CRESTOR Cmax AUC
CRESTOR 20%

CRESTOR rosuvastatin ~ AUC

Rosuvastatin

* Rosuvastatin 134 88% rosuvastatin

(albumin)
* Rosuvastatin 10%

N-desmethyl rosuvastatin

P450 2C9 N-desmethyl
rosuvastatin -~ HMG- CoA ? rosuvastatin -~ 1/6 ~
1/2 HMG-CoA ? 90%

rosuvastatin
* rosuvastatin (90%)
Rosuvastatin 19
28% 2%
*
(
) (AUC  C may
2
rosuvastatin
( 65 ) rosuvastatin
(CLer 30 mL/min/1.73m2)
rosuvastatin (CLer 30
mL/min/1.73 nt) rosuvastatin
(CLer 80 mL/min/1.73m2) 3
rosuvastatin
(steady -state plasma concentration)
50%
rosuvastatin
Child-Pugh A Cmax AUC



60% 5% Child-Pugh B Cmax AUC
100% 21%
P450 3A4
Rosuvastatin P450 3A4
4 Rosuvastatin
Rosuvastatin
. | AUC
(mg) Crnax
Cyclosporine — stable dose
required (75 mg — 200 mg fé? f(])gd?i)l?s ? 7-fold™ | ?11-fold"
BID)
Gemfibrozil 600 mg BID for ? s T
7 days 80 mg 1.940ld" | * 2.2-fold
Lopinavir/ritonavir 20 mg OD
combination 400 mg/100 for 7%35 ?54old" | 2 2fold’
mg BID for 10 days
Fenofibrate 67 mg TID for
7 days 10 mg ? 7% ?21%
Aluminum & magnesium
hydroxide combination
antacid 40 mg ?254%" | 250%
Administered 40 mg ?22% ? 16%
simultaneously( )
Administered 2 hours
apart( 2 )
Erythromycin 500 mg QID 80 mg 2 20% ”31%
for 7 days
Ketoconazole 200 mg BID 80 mg ” 20 ” 504
for 7 days
Itraconazole 200 mg QD 10 mg ? 39% ? 36%
for 5 days 80 mg ? 28% ? 15%
Fluconazole 200 mg QD 80 mg ? 14% ? 9%
for 11 days
( ® )
5 Rosuvastatin
Rosuvastatin
AUC Crax
40 mg QD for | Warfarin*25 R-Warfarin ?4% R-Warfarin ?
10 days mg single dose S-Warfarin 26% 1% -
S-Warfarin
0%
40 mg QD for | Digoxin 0.5 mg | ? 4% ? 4%
12 days single dose
40 mg QD for | Oral
28 days Contraceptive EE - 26% EE - 25%
(ethinyl NG - 34% NG - 23%
estradiol 0.035
mg &
norgestrel
0.180, 0.215
and 0.250 mg)
QD for 21 Days

EE = ethinyl estradiol, NG = norgestrel

* ( (5.4) )
12 .
12.1
104 rosuvastatin
2 20 60 80mg 80 mg (
AUC 40 mg 20 )
107 rosuvastatin
10 60 200 mg 200 mg ( AUC

40mg 20 )

(Salmonella typhimurium)

(Escherichia coli)

Ames (the mouse lymphoma assay)
(the chromosomal aberration assay)
rosuvastatin
Rosuvastatin (in vivo mouse micronucleus test)
rosuvastatin 5 15 50
mg 9 roswastatin 2
7 rosuvastatin rosuvastatin
50 mg ( AUC 40 mg
10 ) rosuvastatin
30 mg (spermatidic
giant cells) rosuvastatin 30 mg
40 mg 20 10
HMG-CoA ?
12.2 /
Rosuvastatin 16 rosuvastatin
25mg rosuvastatin
3% 20% 18 rosuvastatin
1mg (
25%)
7 rosuvastatin
5 15 50 mg (  AUC
40 mg 10 ) ( )
7 21 ()
rosuvastatin 2 10 50mg 50 mg (
40 mg 2 )
6 18 ( ) rosuvastatin
03 1 3mg(
40mg )
rosuvastatin 25mg
rosuvastatin 3mg ( AUC
40 mg )
HMG-CoA ?
HMG-CoA ?
30
(
[Wallerian degeneration of retinogeniculate fibers])
rosuvastatin 90 mg( AUC
40 mg 100 ) 24
(choroid plexus)
rosuvastatin 6 mg( AUC
40 mg 20 )52
rosuv astatin 30 mg( AUC
40 mg 60 )12
rosuvastatin 90 mg( AUC 40



mg 100 ) 4 10mg pravastatin 10 mg 20mg 40 mg simvastatin 10 mg 20 mg
30 mg (  AUC 40mg (p 0.002)
40 mg 60 ) T CRESTOR 20 mg atorvastatin
13 20mg 40 mg pravastatin 20 mg 40 mg simvastatin 20 mg 40 mg
' 80mg (p 0.002)
131 1 CRESTOR 40 mg atorvastatin
CRESTOR 40mg pravastatin 40 mg simvastatin 40mg 80 mg (p 0.002)
B
13.2
(
291) CRESTOR 20 mg
CRESTOR 6 .
atorvastatin 20 mg 6
B( 5 (G|
6. CRESTOR
( 6 )
B
13 -5 -7 -7 -3 -3 3 8
5 17 -33 -45 -44 -38 -35 13
10 17 -36 -52 -48 -42 -10 14 CRESTOR Atorvastatin
20 17 -40 -55 -51 -46 -23 8
40 18  -46 -63 -60 -54 -28 10 (n=435) (n=187)
2,240 LS Means * (95% CI) LS Means (95% CI)
CRESTOR atorvastatin
6 20mg  -47% (-49%, -46%) -38% (-40%, -36%)
simvastatin pravastatin -~ HMG-CoA ?
CRESTOR atorvastatin simvastatin  pravastatin 12 40mg  -55%(-57%, -54%) -47%(-49%, -45%)
6 ( 1 7) 18 80mg NA -52% (-54%, -50%)
1. 6 CRESTOR Atorvastatin Simvastatin ~ Pravastatin *L S Means
13.3
- 273-817 mg/dL
CRESTOR Atorvastatin Simvastatin  Pravastatin CRESTOR (5-40 mg)
e [reg) = G M 40 i X 40 B 10 X M B0 i M &
] 6 (
E 1
£y 154
< ~ ] 9. CRESTOR 6
= | ﬂ ﬂ
2= 30+ 1 L]
§=7] ) % T [ é i L] ( )
;% e | : AR CRESTOR ~ CRESTOR CRESTOR CRESTOR
g 2 .60 H N=26 5 mg 10 mg 20 mg 40 mg
= 1 I N=25 N=23 N=27 N=25
75 1(40,72) -21(-58,38) -37(-65,5  -37(-72,11) -43(-80, 7)
e i 2 . 2(13,19)  -29(-43,8)  -49 (-59, 20) -43 (-74,-12) -51 (-62, -6)
2(36,53) -25(-62,49) -48(-72,14) -49 (-83,20) -56 (-83, 10)
2 %0 * 10 %0 ¢ ) ( ) ( ) ( ) ( )
1(13,17)  -24(-40,4)  -40 (-51,-14) -34 (-61,-11) -40 (-51, 4
189 mg/dL 5(30,52) -28(7L,2)  -45(59,7) -31(-66,34) -43 (-6, 3)
7. 6 (Ls
-3(-25,18) 3 (38, 33) 8 (:8,24) 22(-5,50) 17(-14, 63)
means ) ( 156-167 )
13.4
6
10 mg 20 mg 40 mg 80 mg
40 (n=40 863 ) CRESTOR
i $
CRESTOR -46* -52 -55 - 20-40 mg
Atorvastatin -37 -43 -48 -51 22% 20 mg 40 mg
Simvastatin -28 35 -39 -46 6% 21 15%
_ 30%( 28%) 13
Pravastatin -20 -24 -30 -- 15% 3
*CRESTOR 10 mg atorvastatin



5 3
15%
13.5 METERO study

(Intima Media Thickness)

CRESTOR 40mg (METEOR)
(Framingham risk<10% over ten years)
CRESTOR
B-mode (ultrasonography)
(carotid Intima Media Thickness, cIMT)
984 ( 876
) CRESTOR 40mg 5:
2 (ultrasonograms) 2
12 cIMT (annualized rate of
change); 12 cIMT CRESTOR
-0.0145 mm/year(95%Cl -0.0196, -0.0093;
p<0.0001)
+ 0.0131mml/year(p 0.0001)
CRESTOR - 0.0014mml/year(p=0.32)
CRESTOR 52.1% (
) 37.7%
30
2008 10
5mg

IPR Pharmaceuticals Inc.( Canovanas Plant)
Carr 188 Lote 17, San Isidro Industrial Park, P.O. Box 1624,

Canovanas,
Puerto Rico 00729
10mg, 20mg

IPR Pharmaceuticals Inc.( Canovanas Plant)

Carr 188 Lote 17, San Isidro Industrial Park, P.O. Box 1624,
Canovanas, Puerto Rico 00729

AstraZeneca UK Limited

Silk Road Business Park Macclesfield, Cheshire,
United Kingdom, SK10 2NA

207 21
23782390

Crestor is a trademark of the AstraZeneca group of companies
AstraZeneca UK Limited, Macclesfield, Cheshire, United Kingdom



