Efficacy and Tolerability
of Continuous Release Formulation
of Simvastatin (Simvast CR)
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acokinetic properties of the statins

Rosuvastatin Pitavsatatin

Opitmal time of Any time of day ~ Any time of day

dosing 20 30
Bioavailability(%) Hydrophilic Lipophilic
Solubility No effect Not available
Effect of food 90 96
Protein binding(%) Minor Minor
Active metabolites 19 11
Elimination half-life(h) [ imited Limited
CYP450 (2C9, 2C19, 1A2, Glucuronidation

metabolism and 2D6, 2E1)

isoenzyme 10

Renai excretion(%)




Characteristics of Statins

Characteristic Lovastatin Pravastatin Simvtastin ~ Atorvastatin Fluvastatin ~ Cerivastatin
Maximal dose (mg/day) 80 40 80 80 40 0.3
Maximal serum LDL cholesterol 40 34 47 60 24 28
reduction produced (%)
Serum LDL cholesterol 34 34 41 50 24 28
reduction produced (%)
Serum triglyceride reduction 16 24 18 29 10 13
produced (%)
Serum HDL cholesterol increase 8.6 12 12 6 8 10
Plasma half-life(hr) 2 1-2 1-2 14 1.2 2-3
Effect of food on absorption of  Increased Decreased  None None Negligible ~ None
drug absorption absorption
Optimal time of administration ~ With meals Bedtime Evening Anytime Bedtime Evening
(morning and
evening)
Penetration of central nervous Yes No Yes No No Yes
system
Renal excretion of absorbed dose 10 20 13 2 <6 33
Mechanism of hepatic metabo-  Cytochrome  Sulfation ~ Cytochrome Cytochrome Cytochrome Cytochrome
lism P-450 3A4 P-450 3A4 P-4503A4  P-4502C9 P-450 3A4,2C8

Wood AJ. NEJM 1999;341(7):498-511
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< QIJSHY MK : ITT set
N Al L=
512 =1} Gk =z P-Value
(N=61) (N=62)
Ad X} 26 (42.62 29 (46.77
b = ( ) ( ) 0.6434
("B (%)) of X} 35 (57.38) 33 (53.23)
o2 Mean+SD 58.7 £+ 8.3 58.5 + 9.5
0.8908
(M) Min-Max 36-75 39-81
H= Mean+SD 66.1 £ 10.9 66.6 £ 9.5
0.7934
(kg) Min-Max 40.5-91 50.4-91.7
AZ7|3or  MeantSD 129.8 + 15.4 126.7 + 13.9
_ 0.2420
(mmHg) Min-Max 100-159 94-156
o|et7|&et MeantSD 81.1 + 8.9 81.1 + 10.2
0.9934
(mmHg) Min-Max 60-100 58-100
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y seline Characteristics (2)

+* CHD Risk Assessment : ITT set

AEZ o=
(N=61) (N=62) P-value
N (%) N (%)
CHD or CHD risk equivalent
32 52.46 34 54.84 0.3437
(10-year risk >20%) ( ) ( )
2 or more risk factors
16 26.23 10 16.13
(10%=10-year risk<20%) ( ) ( )
2 or more risk factors
6 9.84 5 8.06
(10-year risk<10%) ( ) ( )
0 to 1 risk factor 7 (11.48) 13 (20.97)
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% LDL-C HH3|=: ITT set

T-test / ANCOVA m:gs?) (Eﬂ fé:"-;
Primary analysis
Baseline (mg/dL) Mean + SD 155.0%+ 22.3 160.6x 25.0
Week8 Mean £ SD 98.9+ 23.7 98.3+ 21.6
Difference Mean £ SD -56.1% 25.8 -62.3+ 22.7
Within Group p-value <.0001* <.0001*
Between Group Mean + SD(95% CI) -6.21+ 24.28(-14.89, 2.46)
.......................................... PVAIUE s VBB
Percent change Mean =+ SD -35.7+ 15.6 -38.5+ 11.5
Within Group p-value <.0001* <.0001*
Between Group Mean + SD(95% Cl) -2.78+ 13.66( -7.65, 2.10)
p-value 0.2634

*Statistically significant difference
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acondary parameter(1)

% LDL-Co| tH3}= : PP set

el - mg/dL, %

T-test/ ANCOVA m:ﬁg (E,ﬂ fs'z_"-;
Primary analysis
Baseline Mean £ SD 155.6+ 23.3 160.9+ 25.8
Week8 Mean £ SD 96.1+ 21.9 96.0+ 20.2
Difference Mean £ SD -59.4+ 22.6 -65.0+ 21.3
Within Group p-value <.0001* <.0001*
Between Group Mean + SD(95% CI) -5.53+ 21.93(-14.06, 3.01)
p-value 0.2018
PercentchangeMeaniSD ..................................... B er gy
Within Group p-value <.0001* <.0001*
Between Group Mean + SD(95% Cl) -2.16+ 11.55( -6.65, 2.33)
p-value 0.3420

*Statistically significant difference
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condary parameter (2)

(S [~ = [~ = o -
% TC, TG tH3o}zF Sl tHol= : ITT set k9] : mgldL, %
A&zt (N=61) = (N=62)
Baseline 234.0+ 28.9 238.4+ 31.1
Week8 173.7+ 311 171.9+ 29.1
Difference Mean + SD -62.3+ 28.5 -66.5+ 27.3
Within Group p-value <.0001* <.0001*
TC Between Group Mean + SD(95% CI) -4.22+ 27.87(-14.17, 5.73)
p-value 0.4026
Percent Change Mean + SD -26.2+ 11.6 -27.6+ 10.0
Within Group p-value <.0001* <.0001*
Between Group Mean + SD(95% CI) -1.44+ 10.84( -5.31, 2.43)
................................................ PVAIUG e e OO e e s e nn e e
Baseline 157.1+ 65.2 147.31+ 63.1
Week8 130.3+ 65.2 125.3+ 64.9
Change Mean + SD -26.8+ 61.0 -22.0+ 73.9
Within Group p-value 0.0011* 0.0224*
TG Between Group Mean + SD(95% CI) 4.82+ 67.81(-19.39, 29.03)
p-value 0.6942
Percent Change Mean + SD -12.4+ 35.8 -7.3+ 46.4
Within Group p-value 0.0089* 0.2207
Between Group Mean + SD(95% CI) 5.09+ 41.47(-9.71, 19.90)
p-value 0.4964

*Statistically significant difference
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2= : ITT set

Ct2] - mg/dL, %

Al®2 (N=61)

Ci = (N=62)

Baseline 48.6+ 9.7 50.3+ 11.3
Week8 53.2+ 10.9 55.6+ 12.3
Difference Mean + SD 4.6+ 7.5 5.3+ 8.2
Within Group p-value <.0001* <.0001*
HDL-C Between Group Mean + SD(95% CI) 0.67+ 7.81( -2.12, 3.46)
p-value 0.6333
Percent Change Mean + SD 10.5+ 16.0 11.8+ 17.0
Within Group p-value <.0001* <.0001*
Between Group Mean + SD(95% CI) 1.22+ 16.53( -4.68, 7.12)
................................................ PVAINS s 08838,
Baseline 141.91+ 21.4 145.7+ 24.0
Week8 155.2+ 24.6 157.3+ 25.4
Change Mean + SD 13.3+ 18.3 1.6+ 22.4
Within Group p-value <.0001* 0.0001*
Apo Al Between Group Mean £+ SD(95% CI) -1.76+ 20.45( -9.07, 5.54)
p-value ® 0.6334
Percent Change Mean + SD 10.1+ 13.4 9.1+ 15.7
Within Group p-value <.0001* <.0001*
Between Group Mean + SD(95% CI) -1.04% 14.59( -6.25, 4.17)
p-value (®) 0.6933

*Statistically significant difference
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condary parameter (4)

< Apo B, Lipoprotein(a) HHS}ZF 9l Hol=s : ITT set

Ct2] - mg/dL, %
L=t (N=62)

At (N=61)

Baseline 106.0+ 16.7 110.0t 16.0
Week8 74.4+ 16.0 73.5+ 17.4
Change Mean £+ SD -31.6% 17.6 -36.5+ 17.4
Within Group p-value <.0001* <.0001*
Apo B Between Group Mean + SD(95% CI) -4.91+ 17.51(-11.16, 1.34)
p-value 0.1227
Percent Change Mean + SD -29.0% 16.0 -32.8+ 14.0
Within Group p-value <.0001* <.0001*
Between Group Mean + SD(95% CI) -3.85% 14.99( -9.20, 1.50)
................................................ OO % & N
Baseline 21.4% 21.2 29.0f 22.3
Week8 19.4+ 18.5 27.98+ 24.9
Change Mean + SD -1.9+ 8.1 -1.0%+ 10.5
Within Group p-value 0.0705 0.4386
L Between Group Mean + SD(95% CI) 0.87+ 9.37( -2.47, 4.22)
p(a) p-value 0.6059
Percent Change Mean £+ SD -6.0+36.2 -3.0+ 48.9
Within Group p-value 0.2064 0.6365
Between Group Mean £+ SD(95% CI) 3.02+159.70(-12.45, 18.49)
p-value) 0.6987

*Statistically significant difference
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Secondary parameter (5)

*» LDL-C/HDL-C Ratio, Apo B/Apo Al Ratio: ITT set

At (N=61)

Ci = (N=62)

Baseline 3.28+ 0.72 3.30+£ 0.72
Week8 1.93+ 0.58 1.84+ 0.56
Change Mean £+ SD -1.36+ 0.58 -1.46+ 0.55
LDL-C Within Group p-value <.0001* <.0001*
Between Group Mean + SD(95% CI) -0.11+ 0.57( -0.31, 0.10)
/HDL_'C p-value 0.2994
Ratio “pgrcent Change Mean + SD -41.19+ 13.77 -44.04+ 11.88
Within Group p-value <.0001* <.0001*
Between Group Mean + SD(95% CI) -2.85% 12.85( -7.44,1.74)
................................................. S .. A
Baseline 0.76x 0.16 0.77£ 0.16
Week8 0.49+ 0.13 0.48+ 0.14
Change Mean + SD -0.27+ 0.13 -0.30+ 0.13
Apo B Within Group p-value <.0001* <.0001*
Between Group Mean + SD(95% CI) -0.02+ 0.13( -0.07, 0.02)
[Apo Al p-value 0.3361
Ratio “percent Change Mean + SD -35.13+ 13.83 -37.85+ 13.26
Within Group p-value <.0001* <.0001*
Between Group Mean + SD(95% CI) -2.73+ 13.55( -7.56, 2.11)
p-value 0.2669

*Statistically significant difference
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condary parameter (6)

% LDL-C X|2Z &

ST Z: ITT set

AlEat o=t Between
Risk category == (N=61) (N=62) Group
N (%) N (%) p-value
CHD or CHD risk equivalent of 21 (65.63) 20 (58.82) 0.5692
(10-year risk > 20%) ojL| L 11 (34.38) 14 (41.18)
(10%=10-year risks20%) ojL| 2 2 (12.50) 0 (0.00)
2 or more risk factors off 4 (66.67) (80.00) 1.0000
(10-year risk<10%) oL 2 (33.33) (20.00)
o 7 (100.0) 13 (100.00) -
0 to 1 risk factor
OjL| 2 0 (0.00) 0 (0.00)
ol 46 (75.41) 47 (75.81) 0.9592
Percent to achieve target goals
ojL| 2 15 (24.59) 15 (24.19)
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Secondary parameter (5)

<» Non HDL-C S 8X| 2Md= : ITT set

Alga o=t Between
Risk category == (N=61) (N=62) Group
N (%) N (%) p-value
CHD or CHD risk equivalent of 24 (75.00) 29 (85.29) 0.2933
(10-year risk > 20%) ojL| L 8 (25.00) 5 (14.71)
(10%=10-year risks20%) ofL| 2 3 (18.75) 0 (0.00)
(10-year risk<10%) oL L 2 (33.33) 1 (20.00)
o 7 (100.0) 13 (100.00) -
0 to 1 risk factor
OiL| 2 0 (0.00) 0 (0.00)
ol 48 (78.69) 56 (90.32) 0.0743
Percent to achieve target goals
OfL| 2 13 (21.31) 6 (9.68)
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Compliance

<+ Compliance : Safety set

Compliance(%) m?‘;"—; (Eﬂfé_;"—; (J::glz) p-value
Baseline ~ Week 8
........ 0}’2%08979
N 631 66 * 129
MeantSD 93.44+12.37 93.73+13.11 93.58+12.71
........ I-|'=".C406154
N 63+ 66 T 129
MeantSD 89.61+12.97 90.88+13.66 90.26+14.27
oF&l oF-x{ o} -
MeantSD 3.82+6.43 2.84+8.20 3.32+7.38
p-value <.0001* 0.0064* <.0001*
7.<;I751|09350 ........
N 63 66 129
MeantSD 91.52+13.35 92.30+12.74 91.92+13.00
TSimvast CR
#Placebo
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Adverse Events (1)

<+ Summary of adverse events : Safety set

AlEa CH =

olgs (N=64) (N=68) p-value
n(%) [d] n(%) [d]
g — B - o
90% Exact C.| (0.8427,0.9687 ) (0.8899,0.9879 )
e R e el —
90% Exact C.I (0.5791,0.7823) (0.5865, 0.7828 )
..................................................................... e
R — e L
........................................................................... e S
ojAtHl20| S5 1 Moderate 4(6.25) 2(2.94)

Severe 0(0.00) 0(0.00)
R S - T o
S S SR e b
Afat : : :

t Treatment-emergent adverse event
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y - Adverse Events (2)

*» Treatment related Adverse Events: Safety set

A= o=
o] &ah3 (N=64) (N=68)
n (%) n (%)
Gastrointestinal disorders 5 (7.81) 2 (2.94)
Constipation 3 (4.69) 0 (0.00)
Dyspepsia 2 (3.13) 1 (1.47)
Musculoskeletal and 0 (0.00) 2 (2.94)

connective tissue disorders
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nmary and Conclusion
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