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Clinical Efficacy of Lovastatin in Patients with Hypercholesterolemia

June Soo Kim, M.D., In-Ho Chai, M.D., Seung Woo Park, M.D,,
Suk Keun Hong, M.D., Hyo Soo Kim, M.D., Cheol Ho Kim, M.D,,
Dae Won Sohn, M.D., Byung Hee Oh, M.D., Myoung Mook Lee, M.D,,
Young Bae Park, M.D., Yun Shik Choi, M.D., Jung Don Seo, M.D., Young Woo Lee, M.D.

Department of Internal Medicine, Seoul National University, College of Medicine, Seoul, Korea

Background : This study was designed to evaluate the clinical efficacy of lovastatin,
HMG-CoA reductase inhibitor, in patients with hypercholesterolemia.

Methods and Results © Lovastatin 20 to 80 mg were administered once daily for 12 weeks
in twenty five patients(11 male, 14 female ; nine patients with familial hypercholesterole-
mia) with hypercholesterolemia("> 240mg/dl). Compared with pretreatment levels, lovasta-
tin significantly decreased levels of total cholesterol(309+ 46mg/dl versus 201+ 37mg/dl)
by 35% . LDL-cholesterol(230+ 48mg/dl versus 125+ 40mg/dl) by 46% and triglyceride(170
+ 76 versus 142+ 66mg/dl) by 11% (p<<0.05) with significantly decreased levels of total-cho-
lesterol/HDL-cholesterol ratio(7.4+ 2.1 versus 4.6+ 1.5) and LDL-cholesterol/HDL-choles-
terol ratio(5.6+ 1.9 versus 2.9+ 1.4) (p<0.005 except triglyceride, respectively). The level
of Apo B(183+ 32mg/dl versus 114+ 26mg/dl) was decreased significantly by 37 % (p<<0.005)
with significantly decreased level of Apo B/Apo A-1 ratio(1.6+ 04 to 1.0+ 0.3) (p<<0.005)
while the level of Apo A-1(115+ 22 to 122+ 26mg/dl) was increased significantly by 6% (p<<
0.05). No serious side effects were found.

Conclusions * Results from the present study show that lovastatin is an effective and
well-tolerated cholesterol-lowering agent.

KEY WORDS . Hypercholestrolemia * Lovastatin.
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cholesterol, ©]3} LDL-C2 <3S 7+4AA1Z of
AT BMFOZ AT AEE RIEZ HadT
Huldg o]F WA 943 89l Ue
LEZY2EHELES EAA olF FEo] Bo] A}
450 gt 18 o]F FELS RF¥LoE B
q8 Fdde AT Bol ol FEEHY F3
fo] Hon A A N A & FE0
gg 2 3A =t Lovastatin® HMG-CoA &
TERHERZTY shvt2 ¥4 Towl-Cx|, LDL-
cxl 2 FA AW (uiglyceride, ©]3} TGZ 2F3l)
Ag ZaAFL, 2z A Zg 2H & (high
density lipoprotein, ©]3} HDL-CZ ¢3H A& F
PN 7l A#7F Q3 v E FAge] Huii
geid QAo ek 1990 123 {E &8
t3)o) 4] ¥R E Familial Atherosclerosis Treat-
ment Study(FATS)¢] o|n] ZA3}o] A lovastatin?}
colestipol g oo 7]&9 #Fu Hwo] &
A e 274& #F3od 1Y 2HEYFT B4
oA Ty Age] A} o ® ool oju] &

L
AsHe BEW YU TANL & A= AL

ARse n2Y2HEEE 20 o] lovas-

Q g Hrter) Yskel MAAEA 9
W nZYLHEEE 82 2 24 2P
HEYF A lovastating Fo3te] b33} 2
o A%es AU

et e

Lo 4

19919 29 78 $d 129742 A goistw W
Wieldh s #ed F4EF F Towl-CH7H
240mg/dl o]4Ql #x}t 33W & oz s
& A1) 704 o] 184 m gkl 2}
2) A7 7179 7t A 3) B TGX| 7} 400mg/dl
o]Abel B} 4) type I, 111, IV,E3 2 VY uxdZF
2} 5) Ag 7 £ AHE 82 6) 3709 nnhe
B8 ASANS 827 23 12 AHEES
B At £4 t4d-E placebo FoFF-
A 29 5% 7} lovastatin ¢ 717+ & €2t g 39S
AAG 25 (VFEAY LAEF &2 98 Y, H

TAF 153194 5 A 114, oz} 14d)og
Atk 715 nEY2HEYF B4 g
7}&8 3} Achillesig $A 2 a3t

oy

2.

A 7|Eeo Rgse $AEL A8 A% 3
g, o|3tx AL <HEAH AL 2 HAM HA}
(HE7ARA, =44 715734 83 w4
g% BUN, &% Adoleld, ¥4 CPK, ¥3
LDH, 54 @) E AlH3Ath. dd g7}t
AZE FolE Holgue vA YE2 Hech

REFEAE X 457 placeboE Fo F =
A% ¥ Total-CX| 7} 240mg/dl o] A4Sl AL lo-
vastatin 20mgg 1Y 13 AYAAA] A7 E 4370
FosATh 45 Lo 2R3 FA Total-Cx| 7} 200
mg/dl 0] 3}Q] A $- lovastatin Fof &8 Z &}
%31 A Total-CX]7} 200mg/dl o] A<l H % lo-
vastatin 5 £ 40mgo 8 Fdto 1Y 13
177 TS 87 ) 258 YA Towl-C
2] 7} 200mg/dl o] 3}¢l 7 ¢ lovastatin o &S
Z&381A] g1, ¥ A Total-CA| 7} 200mg/dl o] 4H<]
739 lovastatin ¥ £ #E 80mgl B ZF sl
19 13] 45 Tt 1250 ST EH
Total-CX] 7} 200mg/d] ©}3}¢l 73$ lovastatin &

£ $493l1, 8 A Total-Cx) 7} 200mg/dl 0] 4¢)
7§ lovastatin 80mge & A 7|7tE o} 457
o] ARt T3t ch(Table 1).

g4 A A @ o} XA (apolipoprotein) HA}
£ 45F7t9] placebo 7]7}, lovastatin 54 4, 8, 125
2 X8 £8F 45 7k9] washout period 3 & A
Total-C, LDL-C, HDL-C, TG, Apo A-1, Apo BE
ZA 3194t} Total-Cy & A (cholesterol esterase
cholesterol oxidase peroxidase)! D LDL-C¥E LDL-
C=T0[al—C‘(TG/5+HDL~C)§12), HDL-C&
phosphotungstate2 ¥ ¥ &4¥'Y, TGE &
Ay g 2389 o, Apo-1 2 Apo BE im-
munonephelometric assayoll 23] &394}

45742] placebo 7]7F ¢ lovastatin £<f 4, 8,



Table 1. Schedule and drug dosage

placebo drug drug drug washout
period period period period period
—4 wks 0 wks 4 wks 8 wks 12 wks 16 wks
lovastatin : 20mg gpm 40mg gqpm 80mg qpm
T-chol>>200mg/dl T-chol>>200mg/dl
5. % 7 e =

EE AT HTH EETHAEZ EASIYLH
op Fol AFY AR LX) ke paired t-
testg o] &3l AL p valuer} 0.05 o] }o]H
A%z folstn s

1. 83 A=< H3l(Table 2, Fig. 1)

1) Total-C-& 7]Fx]7} B 309+ 46mg/dIg &
o, placebo o] 4FZo|= HT 305+ 50mg/dl
(mean percent change —1% )& 7]& x| ¥ a3}

Table 2. Changes of serum lipid level during lovastatin treatment

baseline placebo 4 wks 8 wks 12 wks washout
Total-C(mg/dl) 309+ 46 305+% 50 2431 58*%* 216+ 40** 201k 37**  275% 41**
LDL-C(mg/dl) 230+ 48 229+ 53 169+ 57%* 144+ 45%* 125+ 40%* 1951 48**
HDL-C(mg/d}) 44115 43+ 13 43+ 13 4411 46+ 12 42+ 12
Total-C/HDL-C ratio 7.4%2.1 7.6%26 6.012.2%* 52+ 1.7%* 46x15%* 7.0%25
LDL-C/HDL-C ratio 56t 1.9 55119 4.2+2.0%* 351 1.6%* 29+14*%* 50%21]
TG(mg/dl) 17076 162* 64 149+ 53 140% 45 1422 66* 184+ 91

Values are meant standard deviation *p<{0.05 ;

**p<{0.005 vs baseline

C ! cholesterol LDL : low-density lipoprotein HDL : high-density lipoprotein
TG : triglvceride LDL-C=Total C-(HDL-C+TG/5)

%
20+ | M@ Total-C LDL-C 3 HoL-c
Total-C/HDL-C LoL-c/HpL-¢ [ 7e
0 o
-20 -
_40 =
1

placebo 4 wks 8 wks 12 wks

period

Fig. 1. Mean percent changes of serum lipid during lovastatin treatment
Abbreviations as in Table 2.
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o)t M3 gll o}, lovastatin 5o 4F
Lol = Ho 243+ 53mg/dl(—21%) 2, 85L&
HF 216+ 40mg/dl(—30%) 2, 1257 L& HF
201+ 37mg/dI(—35%) & 7| 2|0l vt 2}tz
Fo3tA ZA3Y H(p<0.005). washout period
4Fdo = HF 275+ 41mg/dIgG T}

2) LDL-C2 7]&X|7} B 230+ 48mg/dIg] 2
o, placebo ¥ o] 4F ol &= H F 229+ 53mg/dI(—
1%2)2 71& R vlwste] {23 Harh NS
Y, lovastatin £ 45l = HF 169+ 57mg/dl
(—27%)8, 85L& BT 144+ 45mg/dl(—37
%) 2, 125 LolE B 1254 40mg/dl(—46%) &
71E X o) v wakod 24zt f o & A ARG (p<
0.005). washout period 4F ol HF 195+ 48
mg/dI4 o}

3) HDL-CL& 7] X7} ¥ 44* 15mg/dIg o
o, placebo ¥ of 45-2oll = H T 43+ 13mg/dl(—2
%) 2, lovastatin o] 4F o= HT 431 13mg
/dI0%) 2, 8FWoll = Ha 44+ 11mg/dl(2%) 2,

125 2ol HE 46+ 12mg/dl(7%) 2 7]F X9
H|waled Zhzh fo| g w3l 7} gl ok washout pe-
riod 4o H 424 12mg/dIg o

4) Total-C/HDL-C ratio= 7|ZX|7} YT 7.4+
2.199 2.9, placebo ¥ 43Tl = FH 7.6+ 2.6
(3%)E 71&R ) vlaste Fo5 H3trt U
O}, lovastatin o 4F Dol = HHF 6.0+ 2.2(—
19%)8, 85 %ol HF 52+ 1.7(—29%) &, 12
FatolE= T 4.6+ 1.5(—37%)2 7]F X o) vl
3t Z4zt {F93hAl s tH(p<<0.005). wa-
shout period 4F2oll= HF 7.0+ 2590}

5) LDL-C/HDL-C ratio® 7|& X7} H& 5.6+
1.9 2.1, placebo B 4FTol= HdA 5.5 1.9
(—1%)2 71EAd ¥aste {9 Est7t 9
Qo 1}, lovastatin o 45 Lol = HF 4.2+2.0
( 24%)2, 85 Lol BT 3.5 1.6(—36%)=,

Fadole B 2.9t 14(—48%)E 7|EX 0]
hw}&l Zzy fFostA A d A v (p<0.005).
washout period 4F2dl& HT 5.0+ 2.1}

6) TGE 7]&X7F B 170+ 76mg/dI] 2.,
placebo ¥ 4F o= HF 162+ 64mg/dl(3%)
2, lovastatin ¢ 43 Lol E HF 149+ 53mg/dl
(0%)2, 85T &= HT 140+ 45mg/dl(—6%) 2

NEAol vlzstel 247t Felg Wshrt o,
1220l P 1422 66mg/dl(—11%)E &
Ao vt fog Wit YA (p<0.05).

washout period 4F %o &= H T 184+ 91mg/dIY

o,

2. @3 ol A I xe]l W}(Table 3, Fig. 2)

1) Apo A-1& 7|ZX7} B 115+ 22mg/dIY
o1, lovastatin £ 45F%oll= HF 114% 29mg
A(—-1%)E, 8F e HH 116+ 22mg/dI(1%)
2 7]EX ) vwste z+zh fog Wk AN
oy, 1238 = HT 122+ 26mg/dl(6%) 2 7]
X o vl st foj g W7t AAH(p<0.05).
washout period 4F2ol|l= H 115+ 23mg/dIg
=

2) Apo B 715 X7} ¥ 183+ 32mg/dig] o1,
lovastatin ¥ 4FZol& HH 136+ 39mg/di(—
25%) 2, 85 Lol BT 124+ 25mg/dl(—31%)
2, 25T Ht 1141 26mg/dl(—37%) 2 7]
Ao vlaste 2tz {9 &4 A 7 sk ) oh(p<o.
005). washout period 4F %ol HF 165+ 28
mg/dIg c}.

3) Apo B/Apo A-1 ratio® 7|F X7} B 1.6% 0.
49 00, lovastatin ¥ 45 o= HF 1.2+0.4
(—24%) 2, 8FDo= H 1.1£0.3(-31%) 2,

1258 golE HF 1.0£03(—40%)2 7]F X 9
Hlaste] Z4zb folatA 7 s o (p<0.005).
washout period 4FZol= He 1.5+ 04¥}

3. 2% 1Y 5o £ 80mg7tA| FHs)
g% A Total-CX| 7} 200mg/dl ol4el ALE
7HolAL, olF 6Wo] VIEA nZY2HELS
gxolAdrt. ol 5o 80mgE 457 vl AR}
T3 A 197 A Total-Cx] 7} 200mg
/dl ol3lZ2 ZAsg .

R
ﬂn]zﬂ. A2%7ZHe Fug s HE iz o] lovastatin
Fo| L% s0mgo g ZFF 1A LY
oy Bk A& AL E oYY, EWE
E8lo] A4EAT

5. AAL 279 W3
83 CPKY] Zulg 44 (147 U/L—416 U/L)9)
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Table 3. Changes of serum apolipoprotein level during lovastatin treatment

baseline 4 wks 8 wks 12 wks washout
Apo A—](mg/dl) 115+ 22 114129 116+ 22 1224 26* 115+ 23
Apo B(mg/dl) 183+ 32 136+ 39** 124+ 25%* 1141 26** 165+ 28%*
Apo B/Apo A-1 ratio 1.6 04 l.éi 0.4%* 1.1+ 0.83%* 1.0+ 0.3** 1.5+ 0.4*

Values are meant standard deviation *p<{0.05; **p<{0.005 vs baseline

Apo A-1 : apolipoprotein A-1 Apo B : apolipoprotein B

%

20

10

M Apo A-1

XN Apo 8

[:]Apo 8/Apo A-t

0

-10+

-20+

-30 -

-40+

i

-50 L
4 wks

8 wks
period

12 wks

Fig. 2. Mean percent changes of serum apolipoprotein during lovastatin treatment
Abbreviations as in Table 3.
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Fig. 3. Structure of various 3-hydroxy-3-methylglutaryl coenzyme A reductase inhibitor.
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lovastatin o] &8 80mgo & ZFaFd 19 oA,
¥4 transaminase?] J5S Furalz gL A
] 29l A4(0.8mg/dl—>2.2mg/dl) o] lovasta-
tin 568 3F& 40mgo 2 Za3t 1o A A3t
Hout ddH oz A7} 5] ke Qha}stE
AALE lovastatin oA T2 vl@ 7} 753 108
ol M ok W3yt s A koo
nl oF

LY ESEZE X738 o o] £ 4
ola¥E 3 WA Y A= AN F ¥HY A
MAda7E @AeHA g W FE2 S nedst
ofop Fohd. Zieju} Aolayvter ¥ gy
2HEANN 15% A% #2000 FER o4
B 7S A R AHEES 8 2 7S
A LZH2HEYS SR M= Aojayvte
AR NdaR7) v EFo s RS HE
3te B¢ wrh

HMG-CoA EEERILERE AAZA A7t
A FH7F AgEo] e dl(Fig 3 =), 27)9)
Penicillium citrinumol] A7) 25 Mevastatin(com-
pactin) & S ZF 7154 n2Y2HSEZE B
Ao @ 3 2HEX 2 LDL-CXl 9] 22 YA
29% 9 ZAEFHE BRI 27 E AF
M 540 deA Al Yol AR E R g3
1t} Lovastatin(Mevinolin)-& HMG-CoA &= TE
RILERZT HZE FDAY #9150, gAHe =g
FHA3 A AH kA 2 Aspergillus terreusol] A]
HerE] @i, Mevastatin® o} X3 A a7
4 Aoz Bugu gV g 2x¥F
AgA e vn AT % cholestyramine!?, ge;
mfibrozil?®, probucol2VE t} ¥4 Total-Cx] =
LDL-CX ¢ 74 &7} o ©28 Hos B
i ok

HMG-CoA ZETEFILER ZF&711Le 1o
A ZE 28 E AT 27194 Q) HMG-CoAdl A
mevalonate2 25 = A Ao #A3tE HMG-
CoA reductaseE 7 Aoz AA 3o zM LDL
AEE AT W ol AUE Aoy =87
(LDL receptor) o] 8 Z7}A)1A AU LDL-C9
AAE FAANG Sy Ao, a8y 2

d2HE AFA 27144 HMG-CoAdl| A me-
valonate2 U= HFAHANA M Ee 750y
2HZolE Ao o3 FY2eE YA o
AstA ke Aoz Hugm oy,
Lovastatin®] ¥4 A2 NHMEANE O F T
& 2AEF XA HEAE TEHM B,
lovastatin @& oo A ez 7154 1
ZHU2HEEF e 84 S 2HEH 2
LDL-CX]2} 23 WX 35% <] 744 2D ¥x HDL-
Cxle #o% F7lEARE BGnt), vIEA
AU 1EFH2HEYS B E 3 LDL-
CX7} 31 WA 40% #2427 RGO g
RAEF ANEAg HES Ao NE AME
#71 S E 4 Sl= d colestipol®} 7 T A
ot A LDL-CX7} 50% o4 #2ie B
ATHT®) Lovastatin®] A A MAEAT}E=E B
4% 9 Fof e upe} g2t A 4 ) Lovasta-
tin Study Group V2Dl 2]8}9H lovastatin 1Y &
FE ot Ao 40mg Fo B, Ao 40mg Fo E,
Aol 80mg Fof B, o} 2 Mol 40mg £
Fof Bo2 TRt 247t 14 Fo F 7)A
A ok vl g vk, 8 Total-CA = 242 20%, 25 %,
30%, 33% 2 A AFAE BYL, ¥ LDL-C
Ae 242 25%, 32%, 37%, 40% 2 A ANE
H {3, LDL-C/HDL-C ratiox 247} 32%, 38%,
41%, 45% 9] 7+4 a8 ¥ 93, 84 HDL-C
Ae BE BFollAM 9~12%9 Z7 A0 E BY,
Y TGRE RE HAANA 17~25%9 A2aDE
Bt} Lovastatin oo glo] 1Y 13 EA7}
19 235]9] & Bo hE A A AX a5} 91,
19 13] §ofA] o}z B} Ao B3 uf X2
A a7 & Ao 2 el o] 38
Ao )3t lovastating] A A JMEIAE Kan-
nel$?o] B3 ¥4 LDL-CX¢] 74, HDL-
Cx] 9] 7}, Total-C/HDL-C ratio®] 7Z+A& 77}
v Ad AdADetn §0 Bdoh
TU HAEo XX lovastatin 33, 83 Total-
CH, LDL-C%], Total-C/HDL-C ratio®] &A}3
B3tE #Estg oy, 34 HDL-CA 2 TGA &
2 W37l gl 2ex U270, Lovastatin)
g4 olx Atz MM adE Baxe £o8
ol mhe} zhol = ot B A ApoBA] &= 28~33%
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ZAAZI A Apo A-1X & 6~11% F7HA17]
£ ASE HuHR PSR, B A NE
AR WistE B3 5 AU 125 7R lovas-
tatin 1 Fo] 8%-& 80mg7t A F 3l A To-
tal-Cx] 7} 200mg/dl o]8}2 7+A8h7] e 7=
6HL NEA TEZYAHEEZ FRZ oS
£ colestipol# e & A As4A 9 HEEA
7t He2 @ Aoz Azt

Lovastatin ] -‘%z}%g gEE Aud YR
34 3 A 228 B31sta glh Hoegs” &
n1EZY2HELS ﬂﬁﬂﬂ
cholestyramine resin, lovastating H] 3} g =4,
Bz8o] ARt Lovasta-
ting WY AR A, gemfibrozil, niacin, erythromy-
cin?} & £ A myopathyE X3 B E
Bo] 9o}, ol 5 AAE S F3tA] 3 lovas-
tatin{h-& B¢ Al 1 B HEE 28 o7
BT QY. Tobert5!92 lovastatin 5o
Qg 3 o4 21 BAsle 3
nase®] $7H1.3%), 9% A2(0.4%), 4AH =
A(0.3%), myopathy(0.1%), EH835(0.1%)2 7
ol F2h8-S BEAS A A ot g lovasta-
ine] ¥AL YRHoR gl Ao FA
ATHEO. i -1 A4Q) wafaring} 43 285}
of o] ek 9} ¥ & A] prothrombin time& Z7}A1 2
5 gloma Po] AEA wafarin £FE WY
"ozt AP, AREY A9dE FFg F9
ot Fxol HE F4 ¥ LA #EE
T AR

neomycm, macm,

o] lovastatino] 7}#

A} transami-

AT 2 dATE 4Ry 1Y 2HERS
A Z

ZhA}el A %ﬂ 28 N a3 $43kd, v
o] =F oz <A v HMG-CoA
mxé&?éﬂiﬁi |91 lovastatin®] QYA & HE B et
Hi Aot

W Y A Aol ue wREA g gl
A 4574 9] placebo Fof & 8 Total-CA] 7} 240
mg/dl o] %4l Y LEFY LB ELSF FA} 254
(&2 119, oz 149)) sl lovastatin 20
mgoll A 80mgS 1Y 13 Mo 1257 T35}

At} Lovastatin 125 %o F 7]A X9} vju
A7}, 8% Total-CX = 309+ 46mg/dloll A 201+
37mg/dlZ, 3 LDL-CX% 230+ 46mg/dlo] Al
125+ 40mg/dlZ 27} 35%, 46% So8HA &
3991, ¥ A Total-C/HDL-C ratiok 7.4+ 2.1 4
46+ 152, ¥% LDL-C/HDL-C ratiox 5.6+ 1.9
oA 2.9+ 148 Zt7} 37%, 48% £-93HA T
3 th(p<<0.005). ¥ TGX & 170+ 76mg/dlo]
A 142+ 66mg/dIZ 11% 2l 8HA ZAstgdch(p
<0.05). &3 Apo BX| &= 183+ 32mg/dlo] A 114+
26mg/dlZ, 34 Apo B/Apo A-1 ratio= 1.6 0.4
oA 1.0£0302 747} 37%, 40% S93HA 7
23t tH(p<0.005). ¥ FA Apo A-1X&
115+ 22mg/dIo] A 122+ 26mg/dIZ 6% & 23}
2718 Y tH(p<0.05). Lovastatin T F Y43
o uE Folut WAL ol gaAe B

HA et
A 8049 du=E lovastatin® 1L F 3| AH|
283% AgAEN 2 297 A8y gAF

Ao Atgdth

References

1) Lipid Research Clinics Program : The Lipid Re-
search Clinic Coronary Primary Prevention Trial
Results 3 I Reduction in incidence of covonary heart
disease and II. The relationship of reduction in inci-
dence of coronary heart disease to cholesterol lowe-
ring. JAMA 251 © 351-374, 1984

2) Frick MH, Elo O, Haapa K, Heinonen OP, Heinsa-
Imi P, Huttunen JK, Kaitaniemi P, Koskinen P,
Manninen V : Helsinki Study . Primary prevention
trial with gemfibrozil in middle -aged men with dys-
lipidemia. Safety of treatment, changes in risk fac-
tors and incidence of coronary heart disease. N Engl
J Med 317 . 1237-1245, 1987

3) Canner PL, Berge KG, Wenger NK, Stamler J,

Friedman L, Prineas RJ, Friedewald W . Fifteen

year mortality in Coronary Drug Project Patients

. Long term benefit with niacin. ] Am Coll Cardiol

8! 1245-1255, 1986

Grundy SM, Bilheimer DW : Inhibition of 3-hyd-

roxy -3 -methylglutaryl CoA reductase by mevinolin

~

4

in familial hypercholesteolemia heterozygotes . Effe-

- 127 —



cts on cholestrol balence. Proc Natl Acad Sci USA
81 : 2538-2542, 1984

5) Hoeg JM, Maher Mb, Zech LA : effectiveness of
mevinolin on plasma lipoprotein concentration in
type II hyperlipoproteinemia. Am J Cardiol 57 . 933
-939, 1986

6) Grundy SM, Vega Gl . Influence of Mevinolin on
metabolism of low densily lipoproteins in primary
moderate hypercholestrolemia. | Lipid Res 26 . 1464
-1475, 1985

7) Hlingworth DR . Mevinolin plus colestipol in the-
rapy for severe heterozygous familial hypercholestro-
lemia. Ann Intern Med 101 . 598-604, 1984

8) Grundy SM, Vega GL, Bilheimer DW : Influence
of combined therapy with mevinolin and inturrup-
tion of bile-acid reabsorption on low density lipopro-
teins in heterozygous familial hypercholestrolemia.
Ann Intern Med 103 . 339-343, 1985

9) Hoeg JM. Maher MB, Bialey KR : Comparision
of six pharmacological regimens for hypercholestrole-
mia. Am J Cardiol 59 . 812-815, 1987

10) Tobert JA : Efficacy and long-term adverse effect
patterns of lovastatinAm ] Cardiol 62 28]-34],.
1988

11) Allain CC, Poon LS, Chan CSG, Richmond W, Paul
CFU | Enzymatic determination of total serum cho-
lestrol. Cli Chemi 20 @ 470-475, 1974

12) Friedwald WT, Levy RI, Fredrickson DS : Esti-
mation of plasma low density lipoprotein cholesterol
concentration without use of the preparative ultrace-
ntrifuge. Clin Chem 18 . 499-504, 1972

13) Draeger B, Ziegenhord ], Wahlefeld AW : Impro-

ved method for the precipitation of serum high den-

sity lipoprotein cholesterol. Clin Chem 28 . 1574 -

1578 1982

Nagele U, Hagele EO, Sauer G, Weidemann E,

Lehmann P, Wahlefeld AW, Gruber W | Reagent

for the enzymatic determination of serum total TG

with improved lipolytic eficiency. ] Cli Chem Cli

Biochem 22 165-174, 1984

The Expert Panel : Report of thre National Choles-

terol Education Program expert panel on detection,

evaluation, and treatment of high blood cholesterol

in adult. Arch Intern Med 148 . 36-69, 1988

16) Connor WE, Connor SL : The dietary treatment
of hyperlipidemia . rationale, technique and efficacy.

~

14

~

15

Med Clin North Am 66 . 485-518, 1982

17) Mabuchi H, Haba T, Tatami R : Effects of an inhi-
bitor of 3-hydroxy -3 -methylglutaryl coenzyme A re-
ductase on serum lipoproteins and ubiquinone-10
levzls in patients with familial hypercholesterolemia.
N Engl ] Med 305 . 478-482, 1982

18) Alberts AW, Chen J, Kuron G . Mevinolin . A hi-
ghly potent competitive inhibitor of hydroxy-methyl-
glutaryl -coenzyme A reductase and a cholesterol lo-
wering agent. Proc Natl Acad Sci USA 77 © 3957-
3961, 1980

19) The lovastatin Study Group Il : A multicenter co-
mparision of lovastatin and cholestyramine therapy
for severe primary hypercholesterolemia. JAMA 260

- 359-366, 1988

20) Tikkanen MJ, Helve E, Jaattela A, Kaarslo E, Leh-
tonen A, Malbecq W, Okasa H, Paakkonen P, Salmi
J, Venaranta T . Lovastatin and gemfibrozil in the
treatment of primary hypercholesterolemia. The Fin-
nish Multicenter Study. Am ] Cardiol 62 . 35]-43],
1988

21) Lovastatin Study Group IV : A multicenter compa-
rison of lovastatin and probucol for treatment of
severe primary hypercholesterolemia. Am | Cardiol
66 22B-30B, 1990

22) Bilheimer DW, Grundy SM, Brown MS, Goldstein
JL > Mevinolin and colestipol stimulate receptor-
mediated clearance of low density lipoprotein from
plasma in familial hypercholesterolemia heterozygo-
tes. Proc Natl Acad Sci USA 80 : 4124-4128, 1983

23) Illingworth DR, McCorbin D : The influence of me-
vinolin on the adrenal cortical response to corticotro-
pin in heterozygous familial hypercholestrolemia.
Proc Natl Acad SCI USA 82 : 6291-6294, 1985

24) Kannel WB, Castelli WP, Gordon T : Cholesterol
in the prediction of atherosclerotic disease. New pers-
pectives based on the Framingham Study. Ann In-
tern Med 90 . 85-91, 1979

25) FUF-oHB - HFE- A Dol FH - o]
F - AN 2AEFo) & Lovastatin(Meva-
cor®)9 dFaT} T87] 19(3) | 489-496

26) WE3- 2RH - HAM - A9 -2
A¥Z @bl UM Lovastatin®] e} 3
Aol g A A 87 21(D) © 129-136,
1991

27) ol e T - &RE - AYF - 25D - AHYEE- 2

o

— 128 —



A - A 2AEF A Lovastatin(Me- Laboratories, 1989
vacor®) 8 AFEF} ¢£87) 21(3) 1567-572, 19  30) Hunninghake DB, Miller Vt, Goldbert I : Lovasta-

91 tin . Follow-up ophthalmologic data. JAMA 259 .
28) Ayanian JZ, Fuchs CS, Stone RM : Lovastatin and 354-355, 1988

rhabdomyolysis. Ann Intern Med 109 . 682-683, 31) Lovastatin(Mevacor) package insert, Merck

1988 Sharp & Dohme, West Point, Pa.

29) Data on file, Merck Sharp & Dohme Research

- 129 —



	199222010121.pdf
	199222010122.pdf
	199222010123.pdf
	199222010124.pdf
	199222010125.pdf
	199222010126.pdf
	199222010127.pdf
	199222010128.pdf
	199222010129.pdf

