
80 Wittaya Tonsuwonnont 

Cerivastatin : A third-generation HMG-CoA reductase inhibitor 

Wittaya Tonsuwonnont 

Department of Pharmacology, Faculty of Medicine, Srinakharinwirot University, 
Bangkok 101 JO, Thailand 

d .r l , 4 

fll'jL 'l'UJ'll'IJ'll eM LrH<l<IL\ilil'lil<l L 'UL<lil\il 

LU'IJ risk factor ~'111'lqJlwrn1Yi11'11'LiililLWl 
tam~ei\ill11 haliliilu rn1<1111 TA L<imlil a-:;ei<i~~ 

' 
iJ m1lJ'11v1qJ1ufll'l<i1115111 'l11111 EJ'll ei~ ~'lhu~iJ 
tmam111ei1eim:N 1 uL~il\il 1 um'l1nm!ii'11'Jm 

u 

<i \ii 1'11iJu1 w ~a lil fll 'l <i 111tl'.i m ru LD L-

cholesterol L 'W'W<ll<On Lum Ul'l'llJ11l'1'1'1fl L 'W 

fll'l<l\il'l~iilu 1Amm111a1ei<i 1 u~l~flll'l m 1 u 

fl~lJ 3-hydroxy-3-methylglutaryl 

coenzyme A reductase inhibitors (HMG­

CoA reduc-tase inhibitors) 'l'l"lil~t"lunnu 
1 uih'iluui1 "statins" Lllum'l'l'1fl L 'Wfll'> 

' 
- l , 4 .J- 1 ' 
'j fl'tl1.fl11~ LA L<l<IL\il il'lil Gl<N L 'WL<l il \il'l'l'l fl1fl lJ 

u 

d 1""' ·~1 (j'Ylli<l\il LDL-cholesterol \ilLu'WiltJl~\il \ilU 

L U'W N <!'If \ii L 'If 1J'ill fl fl1 'j cl ti J~ fll 'l<l~ LA 'll ~ '1'11 A 

' ' . .,,. v 
111'Jlfl<llJ statms <lllJ1'l[l<l\il<l\il'l1\il1U'llil4l'J 

' u 

'lhmnn t 'lALa'WL~ei11111'11'ilBliliilu hi'mh~ L~u 
' 

tll 1,2,3 

tnfl<ilJ statins Ofll'i''W'Wt1i1iJq'l1Biu 
' u 

m1<11111ALam111ei'la<1iff4u~tJ w.r1. 2519 

Ulfl~lJdill'ilililU~4fl~lJriil1l1ollilllJfll'l 
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Cerivastatin ri1u 1 my~fl'll'5'1i111ilu 

Lil'W hiJ Cytochrome P450 'll"Ulil 2C8 Lta:: 

d<V 11 <V ~· 3A4 'l'lli11J fl1'l'll'illil!J1Lu'IJLLUU 

demethylation LL<'l:: hydroxylation LU~El'W 
cerivastatin 'li1'1i'lu active metabolites 1~un . . :: 
Ml LL<l:: M23 lilll'J<lllilU 'illfl'W'W Ml 'il::efl 

hydroxylated LL<l:: M23 'il::~fl demethylated 
~I . ..,....,,J.:11 

fl<llfllu'W acuve metabolite 11flli11'11'W~lilil 

.IQ , .1._,, 
M24 u'llJlWEll cerivastatm 'l'IL'llllJ'll~fllU 

tl-;::mru 30% Ofl'll'5'~~11i11u-;tl'llil~Ll.Jlil::Uil . ~ 

1 ~ . d .:If ..., 

<l'l'I <11'W'l'IL '11<lil'll'illilililf1'1'11~~'il'il1'l:: 

fll'l'li cerivastatin 'll'W11il 0.2 l.Jfl. 

Llil u m'li'i u 'l u <11 a1 air lil'lil'll.fll'W~ 1 tl~uu 
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L iiuunum., 1 '11'u1'1'11~M<lillil La 111i1~1 'l u'l1u1~ 
0.1 l'Jfl. wui1 absolute bioavailability 'llil~ 

d•~· .l1•'j" cerivastatin 1.Jflllu'W 60% Ll.Jil '11El1 Llil!Jf11'l 
""' ..., ct .J ~'i" 
fl'W'il:lilU!Jltl~'illil<l~<llil'l'IL1<l1 2.5-3 '111 LIJ-3 ' . . 
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1m.,~!ilu1'l11u1'1i':w'li'u1uwa1a:w1a'lalil 
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th~mru 0.002 !Jfl.!lilil'> vl'uffi<ilfl11vl 

1'l11m'li'u'li'u-na1 (AUC) i1~hth~u1ru 
J_, 'f <>. <:::j I .J """"" 

0.01 !Jfl. X '111L!J'l/1.l\il"l l'Jl:IJl'lll'l"l-1'111\il?JeN 

fll"llil\il:zil,Jth:;mru 1-2 ?i'1lu'l tnu1u 6 ?i'1 
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lu'lm~~flfllillil:ziu 1mmflfli1 80% 1'i1l'l~'I 
u u 

:zi11i1'11eNfl1">'11~1ilm 1u~1'lmmm1mb'! 1.5-
" 

2.4 ?i'1fo'! total body clearance iil'i1 13 

a\il"l /~1 LlJ'I LtadhBu1 \il'Sfll "j fl'j~~ll'J 
th~mru 0.3 iilil'i/flfl. 
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ol-' 1·· ~o1~ 
~1 fl fll'>'l'I I'll <t11J 'IHlJ ~fl '11 ~\ii '11 \ii U 

Lli1Uiil'i1 total clearance 13 li1i111?i'1LlJ'l ~1lJ 
nu'li'BlJ1.l~1flfll"li'lfl1fl L\ill'l 1'!i' cerivastatin ~ 

u 

&ililumfl{'la ~'lwui1m11111i11i1:zim'li'1a~1"mu 
u u u 

I ,J • ' 
"1flfl11 98% fll'l'l'I absolute oral b10ava1la-

bility '11fl'I cerivastatin iil'iwrlu'l 60% ~~ii 

aim~~lfl fisrt-pass metabolism Ltlua1u 

lmy 
1ua11J'11fl'IU1lJ1\il'ifll':ifl"l~~1UU1~ii 

v ..J"" 
L11J'l1\ilU 

wa1ammflii-:i 99% 
J' - ol 

1'11fl'111\il mu LWi'I fl111T'm1.l~l11.l1'11 • 
iimn hi ii N am:;'l'lul'i m11a'11~aui'11a1i1-i'?JB'l 

cerivastatin
1"1< fll"l1'11 cerivastatin ~1!JOU 

cimetidine 11~fl magnesium/aluminium 

hydroxide wui11iiii~rnl'im11a'11~aumalil-i' 

'11fl'l cerivastatin
15 

cholestyrarnine ~'I 1'1l'~1u 
numfl~j,J statins 11Jfll':i1.l\il lm!u 1mafllil ii 

N1.l1.l\il bioavailability '11fl'l cerivastatin 

·' ol 1. • ~ '1 •d u"l~mru 21 % ll,Jfl 11U1W'lfllJfl1J LL\il UUN1.l 

l'i fl fll'j{fflil Lrl fl 1 '11mli1-:i nu flUl'IU BU 1 ?i'1 

LU~16 
erythromycin iiNauut'!IU\il~UfliialJ 
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.: J' 
'11fl'l cerivastatin Llilul'i1'l'11 AUC LWl,J'111J 

21% Ll<l~fill'l~-l?i'lliltvi:w?fu 10% Bril'lhO~ 
N<1 tu ~uu ti ua'l 1 u'>~!ilud'lii'il1 t i'.Jum B'lu-ru 

'111J1\ii1'11'11 fl'! ceri vastatin 
17 

m'l1'11 cerivastatin liiiiN<1l'iB111a'1l­

~<1umalil-i''1IB'I digoxin LL<!~ warfarin ~'I 
I ' <>. ,J <>I 

LL\ilfllill'l~lfll'll statms Ul'l'lflJ\il'l'l:WNam:;'l'!U 
' <V ,,. • • 18 

lilBLlla'11~aumalil"l'11fl'l d1goxm u<1:; 
19.J 019/!V AIQ.I ~ 

warfarin '11'1'111 11\ilfl'lu"lU'111J1\ill'l111"leJl'l11J 

\ill,JN<l?JB'lfll'> 1'1i'm L 11<hllBril'l Lfla1l1i1 
' 

fl1'>Afl1"11 u l'l'tl1a hl'l 11il ~11 fll"l 
u 

l u ~ UlJILU <Mfll"ll'i1'111J'1111'111il 1iiiiNa~a1!1ty 
""... ' "" d' 'l'll'll'l<11JfllilBL11a'11~aui'l1a\il"l?JB'l 

cerivastatin Ll<l~L:IJ\il~UB 1a'l1"'
0 LlilU~11u~'l 

hlii1'l111J'il11i'.Ju<ii'a'!u{u'IJullilm1ul\l'tl1u1 '>l'l 
u 

11il 11ri1'l1., il ~1 u ~ tl1 u~ ii fll '> ~t\! 1au fll'> 

l'i1'111J'111l'l 11ill,Jlfl (creatinine clearance UflU 

fli1 30 "a.1mi'i) l'l1'>Ll1mm1u1'l11u 

"l~Ulil"l~1'! L\ilu L\:lw1~ 1 u'>~U~L~!J<ii'u 

Nam"li'mn 

1 • ol ~· 1JNU1U 319 'l1U'l1Lu1J type Ila 
u 

. ~ . 
hypercho le s tero !em 1 a fll ">"l fl 1"1 \il1 U 

cerivastatin LlJ'111J1\il 0.2 !Jfl.!11J <l\il LDL­

cholesterol lmii-:i 30% 'l~!ilu total 

cholesterol 1rn:; llil">flaL'lm hlii'alila'! 22% 

. ~ 1 ol LL<!:; 12% lilll,J1.ll\ilU lJ'lllli~'l'I HDL-
.: .¥ .¥ •.1 1· cholesterol LWl,J'IJlJ 5% NaLUB'llillJu"llfl!) 11 

"' 1 ~.. ' "' ol - J' mumu u r aulil111 ua~Nat\ilU'l'ltnlil'111J 

1rlB1'1i'm1<ii' 3 au\illll m-;1l1m1ua~l'lf'!11J 
"li1'! 1au11~Bri auu Bu 1li'Na1um':ia\il LI'! Laa 

• 
Llil B"l11<1l<ii'~fl'llfl1'>1 '11m1u<1~ 2 l'li''l

21 

L1Jfll'>i'lfl1"1~U1U type IIb 

hypercholesterolemia 'il1u1u 7 51 l'llJ fhti' 
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m cerivastatin L'W'll'!.!llil 0.1, 0.2 bLa:: 0.3 

lJf1.11u tlJunm 16 atllil1M -wui1 LDL-

cholesterol <llil<M 15.l, 23.0 LL<l:: 24.2% 

~nmhlilu <bulm'l11aL'l.f1i1·>1;l<llil<M 14.B, 

11. 7 LL<i:: 20.3% m1mhlilu th::lh1ilm-w 

'lllN cerivastatin ~1"l~<JUVl'1"1'1l'm~ei 1tlli11 l 
" 

ti 1u111'li'lmfl L~ <11 nu miv111111-; 1'/l'm 

gemfibrozil LU'!l'!.!lW 1,200 lJf1./1u 

<lllJ1'l'1<lVI LDL-cholesterol <l'I '[Iii' 7.5% 

Lta::<iw 1m.,11aL'l.fei hw1111 50.3% 22 

f11'i~fnfll'll'll'lliiln1u phase II ua:: 

III 'll<l'I cerivastatin L'!.!~U1!J~LlJu primary 

hypercholesterolemia 'iiltJ1'!JlJ1f1fli1 2, 700 

'l1t1 faalJ11111i1 1, ooo "l1t11'1i'mvu1i" t 

"''" .Joi • ~ u 'IJ'!JlWEll'l'lL'll 0.025-0.4 lJfl./1'!.! 

L U~tlU L fi ti U rlU £11VIi.1fl11 VI~ <J I'll L U~tl UL Viau~ 
.(4.J • d1· 

flflfl(J'l'lli'll'!JW<J'!.! 'WU11 cerivastatin LlJfl VI 

LlJunm 8 atJw1'1f:ffu 1tl<11lJTHl<lW LDL­

cholesterol 11ii' 14.2-36.1% lJlflVl~mfou 

VlllJ'IJ'Wl(ilEJl l'W'!l'!.11(11 0.025-0.2 lJf1.!1'W 

1111c.rn1u111"li.1W LDL-cholesterol 14.2-

28.2% 'IJ'!Jl(il 0.3 LL&1:: 0.4 lJfl.111.J iillil 

LDL-cholesteroI 1111 31.3 Lta:: 36.1% VlllJ 
o<V 4.Jf1 
mwu fll"l<lW LDL-cholesterol LflW'll'W"l1lJ 

ri'u1111aw total cholesterol lwmda 1'1l1u 

'IJ'Wl(il 0.4 lJfl.11uv::<iw total cholesterol 11ii' 

26.8% cerivastatin ih 1 M HDL-cholesterol 
d~, .i~~.i 

4-8% 'll"Lu'WN<l'l'ILVllJfl'WflUl'llfl'W 'l 

statins fll'H vl lJ:ff uil'ltiamfo iflwu 

Vl"l"rlU'll'Wllilm a1ul'l11lJ<lllJ1"l'1 L 'Wfll"li.1W 

1m"lfl~L'llfl h~'llfl" cerivastatin alJwtJil'ri'u 

"l::!ilu 1m.,naL'1fB h~L~iJiHu 1ml'u1a~ih::iilu 
" 

Wittaya Tonsuwonnont 

lJfl./W!.'I. cerivastatin LU'IJ'Wllil 0.4 lJfl./1'W 

<lllJl"l'1<1W"l::filu 1m'>n~L'1fil hw1111 36% 

Ni.'l'!leN cerivastatin LU'IJ'Wl(il 0.2 
~ d 1~ lJfl./1'W 'l'l<lllJl"l'1i.1W LDL-cholesterol ., 

28% fl~L'IJ"l::lilrn~u1ri'u pravastatin 1u 

'!l'WlW 40 lJ11.11u 1um">i>imn wosc0Ps1 

Lta:: CARE2 1umu:;~ LDL-cholesterol <iw 

i.'l'I 1111 36% 'Jlflfll'l 1'11 cerivastatin 'IJ'Wl(il 0.4 

:wn.11u LU~!JULiiuu 11ii'i\'u simvastatin 'IJ'Wllil 

20-40 lJn.11u "'illflfll'>fin1,n 4S
3 

WOSCOP L \Jurn;;~mflNi.'l'IJ fl'l£11bb uu 

primary coronary prevention <h'W CARE 

bL<l:: 4S tl'lun1"lf!n1flN!.'l'!l<J"UlLLUU 

secondary coronary prevention 

"1bVllili.1'11111 LLll"i111::i.'lliJB(il'l1Vl1U'l1flfll"lb0(il 
• 

hi'! L<i'uLaawl11 hawtii'u~m1lJ v.i<iiil~mh1ii' • 
l1h i1ui1m"l L Ml'llfll'ilii v.i<i 1l-iw'ltl'l~<l'IAU1~ 
• I d ~ 1· f d d u "l:: 111 'l'l'lfl au u L w lJ 111 '>lill av1nm mm au • 
N<lm'li'!mmnn WOSCOP, CARE Ll<l:: 4S 

'ii1 L \Ju v.i <im"li>lfl'lfl~ih l'i'i;y1 u m'lii'1 M't i1u 

LlJu11{-:iLL"lni1mlumh.1 statins hiLWtl'ILL~ • 
<lW Blil"ll L~l'N'll eNm"lu1mti.1::m1uv1n 1 'll'l tau 

L~awl111vawtii'u L ri1if u 1l~mm1'1'1WBVl'll • 
l~tl'IV<Mfll'lVlll'l'llfl'l'lfl<lll VIVli.'l~ 1i;J'i;J'1a • • 

L 'Wfll'lflflfl(J'l'IB<lw LDL-cholesterol 

cerivastatin LWW-:iiln'l:tru~ log-linear dose­

. response L~'Wl~Eni\'um~'W ']L'Wfl~lJ statins 

1 dd "'. (iltJLlJ m WlJ'!l'Wl(ill'Jl L uU<lfl'IL 'Yl1 'J::<lllJ1"l'1 

aw LDL-cholesterol 1iHlJln:ffuu'l::lJ1ru 
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.J'1 I ,d.J',,,i 
cerivastatin 'IJ11 Nil'11iNmUl'i!~L'Wtnl'Ui'lfl 

.J ..,: ""' ' "' ""' LlJill'WlJ'11'Ullill'J1Lfl'Ufl11 4 lJfl./1'U IJ"lll'J 

'll'U ~ Ll<f lil'l 111L i1ui1fll"l1'l'i'm1 uTiu1 Iii 8 

lJflJl'W 1'ttNil1'Wfll"lillil LDL-cholesterol 

1 • d ~I d1 • ~ w 1 • Iii 44% 'IOLu'UN<l'l'l flilLl'll'J'lflUfll'l 'IJl'Jl 

. ~d 1 24 statms 'IJ'Wlilil'U '] 'W'IJ'Wllil~'l 

Nil 1aiil~tf,,~•NA 

Nil fll'll L 1'1">l~ti'1'111lJUa1l Iii ii' l'J'll ei~ 

cerivastatin ~1iii''illflfll'li'lflrn 1 u phase II 

LLil~ III 1uwu1un11 3,0oo 'flt1wui1~rn hi 
" 

W'lU'l~<l~l'i''IJ ei'lm~wuti ill'J ilu au iilu u., n fl a 

flu syndrome, headache, pharyngitis, 

rhinitis, abdominal pain, diarrhea, back 

pain, sinusitis, arthralgia !Lil~ myalgia 11ilt1 

Nil 1liil'l'li'l~<l'lA~'WUU<l!Hllil 1iii'1ui flu 
' 

.J """ """"' ti ..,,, ,..J syndrome 'IJ'llJijUlilfll'HUfll'lLfllil 6,3% <t1'W 

'lue1uiiluauflei myalgia iliju&irn.,rurn'>tfilil 

23 .J° "I"" ""' • 2% llJ<Hu':HJUl'Vll'JU'l~Vl11~ cerivastatin l'J1 
_,~ ~ d ,£ ~ d 

VI il i'lfl llil~l'Jl L u':HJU L 'Vll'J U'VI a fl fl (j 'Vlli'IJ'U Iii au 

'Wui11liil1"1111JLL1iinoi1'lnu mh'liiumh~ty 

1 u au&lrn'l W'IJ fl'l fll"l in Iii Nil 1liw'lU'l~<l'l l"i' • 
'l u !ii'1u111 'l 'VI 'W oi a u1'Wui11111 'l 'll' 

cerivastatin L'W'IJ'Ullil 0.025-0.4 lJflJl'W 

1iJ1Llilflol1'l'i!1flfl1'l1'1l'tJ1 lovastatin, 

simvastatin, gemfibrozil Lbil~l'J1Vlil<lfl 

'li"l~mru 1.6% 'IJ<J'lHU11'Jiii'fl'l'IWlil l'll'm1da'l " . 

2.2% lillmhiilu cl1unT>Vl~lil 'l'll'm L'W':l~111i1'l 

lll"l-i'n'l,/1 b llu "l~U~ L 1 m u1u 'W ui1 il1V1-i'u 
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cerivastatin LU'W 1.9-4,7% 1u'IJW~~fll'lLW 
_,~ ~ ~ d "'' mLu'l!JUL'Yll'JU'IJ'Wlilflll IU'W 3% 

1 '~ _, <d d d 
i;J <I lJ'W'lu'l~<l'll'l'Yl'l'WLL 'l'l'Vl<llil'IM'WU 

' ' 
11il''il1flfll'lL'll'l'l11un<ilJ statins Afl • 
hepatotoxicity LLil~ myotoxicity NiloleHii'u 

1 • .: .!' 
fl1'illil'l1'i! lil'illflfll'H'WlJ'IJll'IJfl'l serum 

transaminase ~'lcl1u 1 mym statins 'l'i11 '11 
. d.J' .:., v .J1· 

transammase L'WlJ'IJ'WUUU'IJ11'1'll1 'IJ<llJil'VI Iii 
u 

'i!lflN<lfl1'li'lfl'l,fl~"l1U'l1lJ'i!1flNU1U~1'W1'W 
u 

mn wui1 cerivastatin hiill'111lJLblilflol1'l L 'W 
' 

fll"lLVllJ1~1ilu'IJfl'l alanine transaminase Vl~fl 
, d .. I""' "" "" aspartate transaminase LlJfllu'il'JUL'Vll'JUflUm 

1 ' ~ .i ~ d _,~ ~ 
'WflillJ statins 'IJ'Wlil<l'W'l1'im1Jmu"ll'JUl'Yll'JU 

' 
OU1J1Vl<li'lfl 1uwu11'Jm'll' cerivastatin 'IJ'Wllil 

" ~ Qi .... ' .,,!.,f 
lill'il'WM 0.4 lJfl./1'W 'WU11fll"lb'WlJ'11'W'IJ1M 

transaminase 1liii'J.JW'UBOU'IJ'Wllill'J1 iil'lJ'W~'l 
1iJ'l11:i:iifl1,foJflmU 1 lltlfl'l,/CU~ dose-dependent 

. . ' .d ,J' . . 
toxicity <11'Ufl11L'WlJ'IJ'U'IJ<l'l creatme kmase 

~U'l~Ci'l myotoxicity ihllu 1ti'lu'l'i1'Wfl'lL~t11 
r1'Wiifl1iJ LLlil n\ii1'l'i!lfll'J1 L 'li"ll'JUI lil'lU Vl~i'I m 

Vlilflfl Uil~ 1liii'J.JW'UB0Ufll"ll vllJ'IJ'Wllill'Jl 

fl1"lU"SV11':11'J1 

wu11'11'11'l1iii'-i'un1'l~1u1"11Ja1V11"l 
u • 

l ~ dQ1 : ' d 1 • blill'lfl'U i'l1Vl11'YllJ bl'llil<!Llilfl':l<lillillflfl'W'Vl'i!~ VI 

rn'l-i'fl'l,f1lii'1l'lm fll'iA1Ui'!lJi'l1V11"ll'11'm"l~'l'i1 

\ii fl 1tlm!i1'J~1!ii'1~lJ 1'11 cerivastatin 11<1'1 

'l Ufll'l lWl'Jl 1'11"lb~lJiii''W'il1fl'IJ'Wllil~1 
Llill'J 1'111 u'IJmlil o .1 lJn .i'u<1~1'1~'l 'l ulilflmilu 

.,.., "l~.dJ'Z 
Vl':lflflfl'W'Wfl'W i'll'i! b'l11'J1L~lJ'1l'Wl'l'l'lil~ 0,1 

lJfl. 'i!'W 1iii' 0.3 lJfl.oJfll'W '11'W11il!J1A1'l'li-i'u 

'l ttb VI lJl~<llJ nu NU11'JLLolil~"l1Ulil1lJ b U1VllJ1U 
u 
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a-:;tf • 
Cerivastatin LU'WEllll~ 1'lllJ'Wl'WLl'ifl~ 

'lfil~1111ti ~~LU'W third-generation 'llfl~l'l1l'W 
.J "'...... :; 

milJ statins Vlflfln(jl'llil'lutM HMG-CoA • 
reductase 
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