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HMG CoA E F i v #d i
FAMILIAL HYPERCHOLESTEROLEMIA STUDY
DOSE RESPONSE OF MAVACOR
( Percent Change form Baseline After 6 Weeks )
LDL—C/ TOTAL-C/
DOSAGE N TOTAL-C LDL-C HDL-C HDL-C HDL-C TRIG.
(mean) (mean) (mean) (mean) (mean) (median)
Placebo 21 -1 -2 +1 -1 0 +3
MEVACOR
20 mg g.pm. 20 -18 -19 +10 -26 -24 =7
40 mg g.p.m. 21 -24 -217 +10 -32 -29 =22
10 mg b.id. 19 -22 -25 +6 -28 -25 -11
20 mg bid. 20 =27 -31 +12 -38 -34 -18
40 mg b.id. 20 -34 -39 +8 -43 -38 -12
NON-FAMILIAL HYPERCHOLESTEROLEMIA STUDY
DOSE RESPONSE OF MEVACOR
( Percent Change from Baseline After 6 Weeks )
LDL-C/ TOTAL-C/
DOSAGE N TOTAL-C LDL-C HDL-C HDL-C HDL-C VLDL-C TRIG.
{mean) (mean) (mean) (mean) (mean) (median) (median)
Placebo 20 +5 +9 +4 +7 +3 -14 -3
MEVACOR
20 mggq.p.m. 20 -18 =22 +11 -29 -24 -30 -17
40mgb.i.d. 20 -19 =21 +4 -20 -19 -31 =20
10 mgb.id. 19 -18 -24 +3 =25 -20 -2 -15
20 mgb.id. 18 -29 -34 +6 -36 -31 -31 =23
40 mgb.id. 21 -32 -39 +13 -46 -39 -31 =27
F— : Lovastatin¥ SRk IES 1415 18 B2 I fE A B3
MEVACOR vs. Cholestyramine
(Percent Change from Baseline After 12 Weeks)
LDL-C/ TOTAL-C/
TREATMENT N TOTAL-C LDL-C HDL-C HDL-C HDL-C VLDL-C TRIG.
(mean)  (mean)  (mean)  (mean)  (mean) (median) (median)
MEVACOR
20 mgb.id. 85 -27 -32 +9 -36 -31 -34 =21
40 mg b.id. 85 -34 -42 +8 -44 -37 -31 =27
Cholestyramine
12 g bid. 88 -17 -23 +8 -27 -21 +2 +11
MEVACOR vs. Probucol
(Precent Change from Baseline After 14 Weeks)
LDL-C/ TOTAL-C/
TREATMENT N TOTAL-C LDL-C HDL-C HDL-C HDL-C VLDL-C TRIG
(mean) (mean) (mean) (mean) (meam) (median) (median)
MEVACOR
40 mg qpm. 47 -25 =32 +9 -38 -31 -37 -18
80 mg gpm. 49 -30 -37 +11 -42 -36 =217 -17
40 mg qpm. 47 -33 -40 +12 -45 -39 -40 -25
Probucol
500 mg bid. 97 -10 -8 -23 +26 +23 -13 +1

¢~ : Lovastatin Cholestyramine 5 ProbucolffHesd k45
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Simvastatin—Short—Term Studies(Less than Six Months)

% Change in Lipid Parameters

No.of Dose
Study Pts. (mg) TE LDL HDL TG Apo B
Mol et al’ 11 40-80 -32t0-36 -37to-42 -9to2l -1l to-34
Weisweiler® 10 40 -35 44 -38
Nakaya and Goto’ 241 25-5 17 27 +8 -16
Kuhu et al® 19 25-20  -10to-35 -19to -49 O to +9  -15
Hayden et al’ 21 10-40 225 t0 -30  -38 to -42  +2 to +9
Bocanegra et al'® 68 5-10 -21 -26 +7

78 10-20 34 36 +9
Schulzeck et al'' 16 20-40 -30 2 -14 -38

Apo B=apolipoprotein B:HDL=high-density lipoprotein cholesterol:LDL=low-density lipoprotein choiesterol
TC=total chloesterol:Tg=triglycerides.

%= : Simvasteatin FIRHIIF ( REEIAEE A )

Simvastatin—Long—Term Studies(More than Six Months)

Abbreviations as in Table I.

% Change in Lipid Parameters
No.of Dose
Study Pts. (mg) TC LDL HDL TG Apo B
Uno et al - 20 2.5-10 -23 +13 -31 -20
Ojala et al'? 10 10-20 a9 -26
Miller et al'® 34 20 29 -35 +16
40 -32 -38
Lintott et al'® 24 40 31 -41 +12
Peisen and Mordasini'® 8 40 24 +20 12 =20

MY : SimvastatinfHRHIFIE ( BRE7EATEAR L )




HMG CoA ZE &P F &

Mean Lipid Levels(mg/d)(Baseline and Treatment) in Simvastatin

Multicenter Study Group II

Week 12
Simvastatin Simvastatin

Baseline (20 mg) (40 mg) Probucol
Patients 243 82 80 81
Total cholesterol 323 240(-26%) 216(-33%) 285(-12%)
LDL cholesterol 251 168(-33%) 142(-43%) 227(-10%)
HDL cholesterol 45 50(+11%) 50(+11%) 33(-27%)
Apo B 203 137(-33%) 116(-43%) 162(-21%)
Triglycerides 158 120(-24%) 121(-23%) 152(-4%)

Abbreviations as in Table L

Adapted from am J C.f.m:liol.17

T : SimvastatinBZProbucol i H A

Simvatatin and Gemfibrozil Effects on Plasma
Lipids in Primary Hypercholesterolemia
Mean % Change
Drug No.of
( dose per day ) Pts. TC LDL HDL
Simvastatin(stratum 1) 68 =21 -26 +7
5-10 mg
Simvastatin(stratum 1II) 78 -27 -34 +9
10-20 mg
Gemfibrozil(stratum 1) 69 -15 -18 +17
1,200 mg
Gemfibrozil(stratum II) 75 -15 -17 +16
1,200 mg
Stratum I LDL cholesterol =4.3 and <5 mm/liter.
Stratum II LDLcholesterol =5 mm/liter.
Abbreviations as in Table L

N+ SimvastatinB2Gemfibrozil 3B R FEIRE ILAE 5 HIBCR
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@ ME SRR MAE R A 0 765 - 40mg féy B B 5 5E
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5 (FL) B4 Pravastatin B H RN
REEEDF R kB SR 26 /\ > g m Ag/E H Lk
R AR o

e

HMG CoA & Ji A0 il 25 A~ 4 7E0F 55 1A R
P i) 2 2P b vl R Rl FH SORE L RIAE
AR » HEEARIMIC » HINRBMH S > 5%
NEVERBURG °

HMG CoA jat J5 Al # il 7l FH 4% 24 /MRs ik

€ B B Y Al mevalonic acid )& AL » WK
mevalonic acid ) & IR/ 35 B R st
A LSS ERS A BINE e A 5 BRI
AR BIE HEISEUR - SO AR REY
PR ESE ( bowel habits ) » AL Sok{H
fif SR FS 1 P A creatinine kinaselt BEHE ) 5
A - HE /D, o SERENL AR B AT 1/
500 » {H # & {)f cyclosporin, nicotinic acid B,
gemfibrozil{fi Jf] B R @ BB o il
HREHA BRI RE A AT A > A FSHMG CoA
3 JE TR ) ) i A A BEHERR - TLAE AR 5
WEREE BB » R EAG

Some clinical trials comparing pravastatin (pr) in patients with familial
(FH)or nonfamilial (NFH) hyper-cholesterolaemia

Reference No.of Study Duration  Dosage Percentage change in mean values Relative
patients  design  of (mg) from baseline overall
(type) treatment efficacy
(months) total C  LDL-C HDL-C total TG
Hoogerbrugge 40 (FH) db.pg 2 Pr 40 od =28 -3y +§ -14 Pr>Pl
et al(1990) 22 (FH) Pl -2 -2 -5 +4
Hunninghake et 65 dbpgme 3 Pr 5 bid -13 -18 +6 -1 Pr ( all doses)
al. (1990a) 56 Pr 10 bid -17 =23 +6 -15 >Pl:Pr 5>
39 Pr 20 bid -23 -3 +7 -15 10: Pr 20> 5.
88 Pl +4 +3 +1 +4 10
Hunninghake et 47 dbpgme 2 Pr 20 bid =27 =34 +8 -25° Pr 40 od=20
al. (1990b) 48 Pr 40 mane -23 =30 +4 -1 bid
43 Pr 40 nocte -26 =33 +8 =24 Pr 40 mocte =
46 Pl NS NS +2 -3 40 mane
Jones et al. 16 db.pgme 2 Pr 5 od -14' -19 +5 -14 Pr (all doses )
(1991) 18 Pr 10 od -16 =22 +T -15 >Pl
19 Pr 20 od =24 -32 +2 -1
18 Pr 40 od -25 -3 +127 -24
36 Pl -3 -4 NS -4
Saito et al. (1988)41 (FH/NFH) db.pg 2 Pr 5 bid -16' =24 +15 NS Prt. 10>P1
44 (FH/NFH) Pr 10 bid 21 =30 +8 NS
13 (FH/NFH) Pl +3 +5 +4 NS

Abbreviations:C=low density lipoproteintHDL=high densiyt lipoprotein:TG=triglyceride:db=double-dlind:

pg=parallel groupmc=muiticentre:od =once daily:bid=twice dailymane=in the morningmnocte= in the evening:NS=no

singificant change: > indicates significantly superior efficacy (p=0.001):Zindicates a trend towards superior efficacy:=indicates

equal efficacySignificant differences’p=0.05 vs baseline or placebo:absence of asterisd or NS signifies no significant change.

#Ft  Pravastatin LRI R F et sl b 5 et o s e e dR
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Summary of clinical trials reporting the efficacy of pravastatin (Pr)administered in combination with
‘ other hypolipaemic

Reference No.of Study Duration Dosage Percentage change in mean valWsative efficacy
patients design of (mg) from baseline or previous therapy
(type) treatment
total C LDL-C HDL-C total TG
: (months)
Cholestyramine(Chol)
- Carmena et al. 23(FH) dbpg 3 Pr 20 bid -26 -30 +7 -25 Pr + Chol >
(1988) 15(FH) Chol 8g bid -25 -33 +4 -7 Chol + Bez
‘ then
15(FH) nbpg 3 Pr 20 bid+
Chol Bg bid-34 -39 +11  -13
14(FH) Chol 8g bid +
Bez 400 od®-15  -21  +14  -10
Pan et al. 11(FH/NFH) 1 Pr 5 bid -17 -23 +8 -9
(1990a) 9(FH/NFH) Pr 10 bid -20 -28 +9 -6
1I(FH/NFH) Pr20 bid -24 -35 +8 -7
then
1 1(FH/NFH) 1 Pr 5 bid + Pr + Chol > Pr
Chol 24g 0d-38  -56  +I1  +5°  {all dosss)
7(FH/NFH) Pr 10 bid +
Chol 24g od-32 -47 +15 +13
9(FH/NFH) Pr 20 bid +
Chol 24g od-33 -53 +18 +8
Colestipol (Col)and Probucol (Prob)
Kostis et al. 14 nbeco 24 Pr 40 od -33  -38 NS -30
(1989)° Pr4o+ -14° 21 Ns©  +12°  PreCol > Pr
c¢OL 30g od » (totalLLDL-C)
Pr40 + NS¢ +8%  -17° NS®  PreProb < Pr
Prob lg od

a Patients with a total cholesterol level = 7.8 mmol/Lreceived combined therapy.

b Data presented as an abstact.

Abbreviations and symbols:C = cholesterol;LDL = low density lipoprotein;HDL = high density lipoprotein:TG =
triglyceride;FH = familial hypercholesterolaemia;NFH = nonfamilial hypercholesterolaemla;db = double-bilnd

¢ = parallel groups;nb = nonblind;co = crossover;od = once daily;bid = twice daily; Bez = bezafibrate;> indicates
2 significantly (p = 0.008) superior efficacy:= indicates a trend towards inferior efficacySignificantdifferences: p =
0008 vs chotestyramine + bezafiurate;”p = 0.004 vs pravastatin monotherapy:absence of asterisk or NS indicates no
p-value given or no significant change.

[ FA : PravastatinBLH At R 1 FHZEGF FRR R AR
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HMG CoA I I F 1% th & 5182 — 264
{b % » fFEalkaline phosphatase, transami-
nases M creatinine kinase R B3 o L H
transaminasef) I FH L HUE > g A2
IEEER =45 » DI HLovastatinfy@ AN &
S EREIEE R AT sig » Hit
AEL LG REEYIN - T4 - 6EN
—WHHBEIRE - 2R3 - 4 HiBHE—IK
A YRR B B s IR BE TR E S |
AEARERE » A RBERAR(E FI3 - S4EH)EHE
REBAEBEIBRUER

HMG CoA ;& 5 & ] 5l | &) B PR
214 VA

HMG CoA i Js g0 il & H Hir % i g 26
Yo Rl Bcs it —8 » A Tk s A
AE ~ TR TR LA AE B 1 v i G A R4 I
WIFRBERRCR - A B SR & 2
YRR R -
— ~ JE B S M B 1L 4E ( Primary Hyper-

cholesterolemia )

¥5E#F 8 & Lovastatin, Simvastatin M Pra-
vastatin&p A 1R ZE A ety » Lavastatingt
Z A BFELL_ LAl s o

FLE O R 00 M Y B A (
heterozygous familial hypercholesterolemia )
REE R b L B o i S A S
M LDLAE FEIREIAE » 8tk e iR Bh AR O B
FRRVER A RINESR » R L LIHMG CoAR R
BT BNA AR U

ST ) o s [ Bl i R T — R
5 H 10mg 3 40mg ) i T LD L [ §% 2 i
A EIRE R IR A4S B v] PR R AR EARAE
2R R B KITE 4 - 638 0T LLHE 1S B 1
Hh i [ A e B - LDL AT BRI 25 - 48 % >
TriglycerideZls A] #4520 - 30% » HDL HIl €48

12 - 1096 o {EAH[ | E HEL T Simvastatin bl
Lovastatin } Pravastatin 1) 4 & & F o
Lovastatin DA % H 8 52 W IR 9 UR B4F > B
Simvastatin 5 Pravastatin |5 H 13K, 27k £ 52
HA R IR o 6 DRRek Hh B MERR A Hatst
g ( Bile acid exchange resin ) R BRLZLH
B AT > ATLAREAG4 5 - 60 %6 LD LI [l
o B Niootinic acid}f HlB)HEAE » Bl Fibric
acid 5% Probucol {}f A RURAHIRE » Hes
Wt faRatE o ( Myopathy )

B4y B I BB #E ( Combined hyperli-

pidemia )

HMG CoA & J& fiff 1) i ) 3 1fi. H LDL -
VLDL ° Triglyceride M HDLAJBERUE - ¥HE
A AU I AR AR AR EER T A o ARt
9 » Tikkanen et al¥ A 36iEGRBHE (1
% LDLEVLDL#E & # ) PlLovastatinj&gfs »
REARLDLIE RS 17399 » HDLANFH4R S »
Triglyceride JRFEAIL 5 FIEKAY » Mol et al¥f8{v
F I R ML AEAE R Ll Simvastatinj&HEE » I
TPEFERERRAR T34 % » i Triglyceridetif#{%39
% - AAIREO A RE FVLDLERY &
» 3 RCeE AR i R A e 1 00 A B v s B M A 26
RIS MARE B BR_E—MLL Fibrate Sifi
TS —RR34E » (H sl B R i SORE 2
HMG COA & Jr Al | Bl A A Rl A BRUR
A IR H s i s -

M8 %M E M A5 SE ( Secondary hyperli-
pidaemia )

BB IMARGE BE LR AW - TR
TR T 5 | REAY 5 B B REA T A SR R
B AMERGIRB AR ( Premature artery ath-
erosclerosis ) * MHAREI RO EBAG IR RS 1
o5 11 BURE RS B # A OFEEHE » HMG CoA
& [RGB LA 1 FHER AL 1 AR — AR
UFRESE o ARt AR 2 Al BR e EHE



HMG CoA =2 & 1P 5 &

SCRETE T S U MR AE A ST A - RS R EEBLHMG
CoAtl IFHIH & TGOS = MARAEIR A ©

x5 .
AR

HMG CoA 75 Ji Filg 41 ) 78] 9 4 B 4R A1E 1 85
M 45 o —RE A o B R
B SRR AR H AT/ Ao ERIYEH
IGHTRERE o ANy I v M [ e i A 5 i
e T P I B S PR A B R IR » 4R
S HIE NG T DA A ARt A > AT
DMER S — MR BRI AS FHEE » 72BN SR IR &
TR A — IR - B2 B i g ME RS R
AMETERA ~ B AP EE 5 B e, » BlE
BA i Lovastatin ( Mevacor, Meck ) H{E
BE%E ( 20mg ) 507C * 1M Pravastatin (
Mevalotin, Sankyo ) 28 ( Smg ) 3570 &
R i B BE ) 5 FH3E 2000F30007T » BHiA
THE SR BE N EEXEY  (HRHMG
CoA 2 [F i P 4 AL pry 4 Bl Py B A S &
(SR AT A — 2 1,

.Management of hypercholesterolemia. (Evan
A. Stein, M.D.) The American Journal of
Medicine, Vol. 87(suppl 4A) P20S-27S
(1989)

L.Disturbances of lipid metabolism. Current
Therapy Chapter 21 P850-858 (1990)

3.Cholesterol Reductase and Coronary Artery
Disease. An Overxiew of Clinical Trials up to
1986. Drugs Vol.36(suppl 3) , P27-31 (1988)

4.Clinical Implications of New Drugs for
Lowering Plasma Cholesterol Concentra-
tions. (D. Roger Illingworth) Drugs 41(2)
P151-160 (1991)

5.An Overview of Lipid-Lowing Drugs. (D.
Roger Illingworth) Drugs 36(Suppl. 3) P63-
71 (1988)
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