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(Statin

o fig 3 F AN R B R R RS RRR B R ERRE - BARATIE A A R T
) TAAKXTHERERBEEGRESRRS CafMEERHAT  ZEFTTER

SETERE  BAREBEFDRACRE FHELRR -  IAFZE8 BT GREBEER
sty RS BEREGERE R R RE » KRV BB R EETKRE K
SRR AR o {2 RFIELDA R EHFEM » A BERBENE R A RERAERALETEL
HR o EF A s BEFIELDA R4 RZ 5 M8 4% A fenofibratef® » T ¥R P #5 /& % .48
TR B TREE R BIA AR » Fo R B E G R BAL » T L3 B RT3
MEFARERBDEMG - EAACCORDARL RN B THEB A LETHA » XREA L
ETrE s BRERY OB F4EEFE (25T URERE KRB RER Y EA - FIELDA»
ACCORDWZE# RAR4E T H2800 I B H G g B o HAME R 5 i 5 B2 2326935

R - EBMZT bR BARAARTRAG BN EAHE T LB ENYG RE - 2ER £
KT LBERPTRRGSEHETES  LARRALSGRAEFRNZEHGTE  BEAKR

25 T BAT T E o

FA5259 : [MASEF (Dyslipidemia)

SE2RIFER R (Type 2 diabetes mellitus)
ACCORDHAZE(ACCORD study)

FIELDHAZS(FIELD study)
SPEE T (Statin)

WAEES (Fibrate)

FRKEES (Niacin)

[

=
Il

55 2 AU R f S LA I AR SR H S =R H
HlE (Triglyceride 5 TG) @& AlE&EEREH
fE[&lfi¥ (High density lipoprotein-cholesterol s
HDL-C) 3#{' o LIS IRIR & H R L AR &
HAEEZ (Low density lipoprotein-cholesterol s

LDL-C) 5 nJ g & 5 1 & A\ s A R 72 52
{HIXNHLDL-CRIALE N B 8 - At LA 5
BAIMEBEN » 353 S LIRS B8 5 I HE - 1
SEEIME A BIIREEAL o M AR B AT A R
JiiF42 (United Kingdom prospective diabetes
study s UKPDS) figHi » 555 280 K8 FR 955 o 25 A

WA A& WA 4076 P TELE PIBB 1600 &P RRAERAAR
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fe b K] 9 7 IR Bl K o Mk o 1) B S - DA
LDL-CHE# 5 — » HRFIHDL-C » 2 =HIfHE
{bIm a3 (Hemoglobin Alc s HbAlc) » WH/RE
FIRFERI 53 o S5 PURNZE 112 o ST 2 BUNE PR 8
HIME » LT (Statin) WY AT DUA SR
{ELDL-C » thr] DIFERG OB BRI a4 s (H
& TR 55 Ah W M A 52 4R AR - & TG B K
HDL-CHIGFEEE 5 » MR {RLDL-CHY
ARG RE - ZEPERFEZE (American
Diabetes Association ; ADA) 733 © A1HFEIRIFE
BE ZLDL-CE1£100-129 mg/dL (ADA#H
LDL-Ci&#% H 1/ \ 2100 mg/dL) ELHDL-C/)\
240 mg/dL » WL 28 TRIER & - #
2% B FH A I R (fibrate) B AN IHE (niacin)* © I8
MAERE PRI E > ERE AR T 8%
HOIME B AR RFAEE - PRAESEE
feim - BESRIG B LB I T 2% » MiKRE
SR IEH R E AR » PR G ML T
FE N A Ve A B R v e < B2 W) > P R {
LDL-Ctn] LIt @ HDL-C - REHE (3 8 471 m
FE{Xa4 5 ? ACCORD (The Action to Control
Cardiovascular Risk in Diabetes) F5ZEITELLE
O HEE AR (RIS T RN ARHE R E)® - B
il RAST & —FMa 2 Hiam - (B T ADiE
N — 20 BRITHI T G W 3 R o A SO B3t ¥t
ACCORDEEFIELD (Fenofibrate Intervention and
Event Lowering in Diabetes) 9 {lilf KARUHIHER
B E A O 52 2 G R T -

ACCORD lipid lowering arm<Z fift7%
2215

—  IARER
ACCORDFFEEIFR 22008 55 2K 1 & fe ks
T PR 95 FECSE 1) A P2 iSO A SR R 3 A AR
(28 » )20 B B i A e (B b3
PEGITE/ NR6.5% ) MR A DI GF3E" o
it A A 20105 Hr S A% o B8 22 A 1) L [ IR 38 2%
T RE PR 9P RECE I BRI IS 5 PR O 5 SR A
BAE AN RSB > BEUT RAK I A (S R
HITE M 1202 KoKk ) g BBl b s ERIFE
Ban e £ 20N B £ 4" - ACCORD

MRS ZEHIT ST - B — (A RE i H A -
O SEVEY SEVSEIE - S W N O R o i o 5]
Rabg0 - EhEGTEN . TEEREE
RO E BT A LU AR O I SRR A A
MAEVE R E B L (0 R e I B ZE 1
20024 VA-HITHFZEE £ AT LD 7t AR B RO
ligsm #4225 » {HIEFIELDIfFZE R AIE A BE K
PIELE o MFIELDAFZE B R £ ¥ FIELDHF 52 i
%M1 (post hoc analysis) * ZEHIATETE S
TG HAXHDLAYHE FR I 8 B 1 {5 FH A e e 4
Yy > 72 0] LAYk 7t A B A el 288 2R 2R o (ATt
ACCORDFFERIEEET A i 2 AT & fe b i
WIREPR I B B b o S OF(H A st 85 T FOAEHE R
FEI)SEY) » FIBE F s 85T A [R] B8 )R B - 8
R LU DI E BRI A5 o
— M RERE SR

ACCORDIMAGAFFE » #EFLIGEE 15,5181
FRUME R IR R - B EPER ORI > Horp
2,765 B simvastatinJl]_I-fenofibrate 5515k
12,7537 HI E simvastatin Il _E 22 RS 7% S IR AH »
LB MR ST o R R Pl - 1245
RS ARTEIRIRHF2.24% » FHECH B HEAH FS
2.41% (JEfEELF50.92 » PIEf$0.32) o M LIRE
fiti AT e LLAES  B5120.8281.17. 2[4 » 48
1138 Le T a8 7> 2 28 22 1) o 2SR B DA Ay
RIGRERMGE — 2T o347 - A MERIR Z ) 2
Wit EEES o B Bfenofibratef 5 LL 201
AR T2 Bl fenofibrate VGRS JE » FE
HA[RERAER o MiEfs RELFIELDIFSE A »
[Xl F5 FIELDHF 92 %5 B fenofibrate 16 8 I [ HI| /& 1%
AR FRZESR o ACCORDFZE.Z M FRIK B %
o H17%9% B IS TG/ % 1204 mg/dLLL
| HHDL-C1%/234 mg/dL » & 6FH LLimis 25
AR PR 7R FR o T B Bl fenofibrate 1 18 S JHE ) = 2
fiti R H N RS - MERMET 2 L RE R
HEZMERN (PIEF30.0567) -°
= BYIREZEH (adverse event)

TEEBIEE 77 s 38 T I HERE M 8EY) > —
B AYE L2 EEYE R R R B0
%~ AR S LARRE - LHEME &
OHE—REEFRE > FRAIE 585 T ML gemfibrozil
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x— : TBNREBHBR (8)
Fenofibrate syl JRER
4 (N=2765) (N=2753) (95,;(:1) P
B AR/ E B B/ F
FEMER (FEAEAIFEE L 291 2.24 310 241 0.92(0.19-1.08) 0.32
MEHF)
REHER
F R0 i m ek A 641 5.35 667  5.64 0.94(0.85-1.05) 0.30
DEIEMERE
F B AR B MR SR 332 258 353 279 0.92(0.79-1.07) 0.26
FEBGAR M DL 2E 173 1.32 186 1.44 0.91(0.74-1.12) 0.39
Fh
RGN 51 0.38 48 0.36 1.05(0.71-1.56) 0.80
FEBE R 47 0.35 40 0.30 1.17(0.76-1.78) 0.48
T
EERRE T 203 1.47 221 1.61 0.91(0.75-1.10) 0.33
LIMEEHRIIET 99 0.72 114 083 0.86(0.66-1.12) 0.26
Btk sGEBm M M O =S 120 0.90 143 1.09 0.82(0.65-1.05) 0.10

B IRBIIRZ R S E R B M IREI AR ~ JEBE TR OUEZE ~ SRR A D o

(5% A2 AR5 L S B T H0_E fenofibrate 8155 © AN
HE{EACCORDISEZ AT » Wiy A AU » FifliE
PE > FEHE - IR R PR EABe S BER s 8E T 0 B
98 A I (] IR {0 FH ) 22 2 MR A MR R A © 1
ACCORDF7EH » NE R - NLAREE - L
%> Rt WAREE » WUEHAES (Creatinine kinase
CK) b b i B AT EH 2 R I B ) Fre i Y
BB RELE (Severe adverse event ; SAE) {F
WIAH Z [ REAE 22 A R A2 R o

JCRTA LLRfF 545 {5 FH fenofibrate & 48 A1
HEAILEET IR HEEHEH®E A AR L
THEE—{EFEE IR o 1% M fenofibrate{% » Il
15 WILIE BT 35 2 & (Bl 21045 1 Al iy B - 1 A
ACCORDFEH » th 3 267 fH A HERH V2
AR IR BTHER S LA E (BIRE EAH A
SHIERE > s NIRRT R EERI1E0.9 mg/dLIGINE
1.1 mg/dL > HPE/NR0.001) > e al R HHE
TRHENTZEANE - IR BT R AH Z R E AT 28 72
WA ZRIE - ILAh » ACCORDFSR IR 22 5
fenofibrate 1] LI E AR KM E A& A IRAE
HHEHRK -

ACCORD#FFE# B & 37 H A » F1EL FH sim-
vastatinfH LL#& » [R]5F {56 F simvastatinfIfenofi-
brate i AN & (KO & 9 58 AR 28 o RIBE S

fEbRBE 2 BB R R E T S > WA SFH
17015 F simvastatinflIfenofibrate i D/ [ & %
i o AN — EE R IR o0 M SE IS R AT B
FIF L 5 52 & ¥t simvastatinfJll_Efenofibrate
PREEE ] — LEEI ) R IE

FIELDMEREIATT R & i&fenofibrate®}
INMEREZI5RZ

— ~ HWIWNMERVFE

FIELDWF e B FRE2005F 5 % 17 K A
fenofibratei e Ef 25 2 AU HE PR P 8 & O 8 B4Ry
R o JENTIERE AL INEE 79,7950 55 2 U AR (A
SEIE TR RE PR R o S HERE B ) Bd Rk AR A
200mg fenofibratefH (VA EEFH) B 22 R RH AT HREH)
it R R R ] AR 11 %1 e AR B AR S 1 (P
E£50.16) » HA] LIRER11%09 PG O i S 14
AR (PlEF30.035) o MERERSOIME S EE
fF TR bL 2R AR - (BT BB S R AT REM,
BAMFHELS © NS /EFIELDIFZEH - B IRFH
W% i (s A AR Al T L s 3E T
(FIBEY) » QI SRHEE R FEALIE R 2K > HIRG EEAH AT
LIREE16% 1w IR B R+ (PiERS0.06) - H
Al LARRAR 15 9% [ F A 0 1058 S5 4 5% A 28 (P
0.008)" o £ ETFILEDHTFE 1% 48 1 O M & S 1
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= : [¥EIEH - BIESH oBEEHAMBEHEERAGRBERER LS (25)
o B PR v A AR s 8 A FIEtR 2R P
H N/ HEAE (%) (95%15 FEIRH])
[MBEEHE 0.67(0.51-0.87) 0.003
S 104/1429(7.3)
e 149/1427(10.4)
B MAREE 0.60(0.42-0.87) 0.006
SEE T Mlifenofibrate 52/806(6.5)
SEEE T2 R 80/787(10.2)
[MEAE I 1.23(0.84-1.79) 0.29
S 67/647(10.4)
ki 54/616(8.8)
= : Fenofibrate¥j 55— V&M SHHFE (26)

FenofibratefH LB

(n=4895) (n=4900) J\B P{iE

NHi(%) NHi(%)
B — R
N5 28(0.6%) 52(1.1%) 0.54(0.34-0.85)  0.01
N5 24(0.5%) 26(0.5%) 0.93(0.53-1.62)  0.79
JINEERRE o ECK I R 18(0.4%) 34(0.7%) 0.53(0.30-0.94)  0.03
N TN RN IIK=ET5 34(0.7%) 42(0.9%) 0.81(0.52-1.28)  0.37
(EREEa5T 45(0.9%) 70(1.4%) 0.64(0.44-0.94)  0.02

WF5E » % ¥ fenofibrate ] LAFEAK 19% 1.0 AILAH 58
(EIEEERFIELER > PiE0.006) - H AT LI
1RAEAR BRI m O WU 28 3% 24 % (PIE
0.01)" ° Fenofibrate 1] LAY/ 56 — KO I FE 5%
TER RS > tha] DIRD & 884 THE AR L LR
€] WUBEIRIR R » 2184 LI s BrEE
AR o AIRAEACEBHE R AR R TE th—0F 5 18
M BRI DIBBUEIMARREERE (TGKA203
mg/dL & HHEIEEAYHDL-C » BMEE/M240 me/
dL » ZCPEES/ VRS0 me/dL) FOREIRIREE & -
fenofibrate[E AT A /O M L3428 0] L
1% K KEETHE27%"
— - HRIREREREE

SRS T RS B I R D ) PRI RE PRI AR
e ST 8 o TTT) A P B ) 1 S il A e/ N AR
1 B R At B 2 B ] DL e 0 e o 48 A v B
W2 g R > o MFIELDWFSE 3
fenofibrate ] LU/ 48 bR o ARSI 58 1T 7 22 75
BHERE AT HETE> » Fenofibrate 7] LUV AT H 3
FL R AR SRR 32 3 1% (PE £50.0002) »
JIAT LA T B2 B R 0 5 B K 31 % (P

E£50.002) » Yk /D T B8 G 16 SR Y 1 i P 4 A
AP 88330 % (PIEF50.015)™ o 38 Kk 1 4k R B
ACCORD R AR T2 2 — 2 » 03
H fenofibratefi B A LLKEHE bR I 15 1 I 52 1Y)
EUL” - TEACCORDHFFEHHE T » B &AM,
PETAIImAE 2] - AT LLakAz M PR i 50 e B ik 5
AL > T A I AR PR I 5 (R )™ » It
FERZ 32 AN PG HE R E REMERIm R
FIAS T8 4 2 B e R B BE PR A8 AE B - BT
5 A 2 O IR T oL MR 423 | T8 28 B R PR 1/ )
IMAERE o [EREER—B5E » fenofibratelill/)
T ELET S SRR AN i - A Y
S ALL ST SRR > 1T v] BERS H 401 i A 4 AR I
~f-(vascular endothelial growth factor * VEGF)HY
TER » HEMIRD IME A - 2 R FHER
WA A ERITE BRI > 2l -
= HEBERSHNEE

FIELDH/T 7285 1 fenofibrate %) {5 F Bl [X] 4
R 9 3 13 ) AR IS A8t — D R B 9E 0 b o S B
fenofibrate AT LUSEHE bR £ kD DX R MG RIS 1
SR B — R AT AR RBG 36 % (PIEF30.02) (K =) »
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Him 8 B S I A — 5 AP IR 5k o] LU HY W 2
AT EZR ERYZER o T E B B
|43 » fenofibrate ¥t 2 — R A E (BR_L AR 52
B miAH 2 MR A 2= B (PIE£50.79) » T
/N (BT ) HIE AT LAY 46 % (P 5
0.007)* ° Fenofibrate AT 1Y) 5288 nT REAE HH M A
BAYGERIIR 3R > TSR LLZ S8 80 B i I A 1 22
B o S ITAR I 72 S Pk B AR s S\ SHE R
MO~ HERENFE

FIELDHfF 52 58 B fenofibrate ] LR /D (&
FRAEFEI L o 73 le B2 FAH A 539(11%)
{793 RO M 25 P R O 8 B (3 B 1 PR BT T
JREREBIEE HIK » MifenofibrateflHIEH
466(10%) 1L o T # H RN EIHETETE HIZ400(8%)
(L EE F462(9%)(L(FEPY) © 38 X A2 R HI#H AH
Et > fenofibrateffl i /) H 2.6 %17 & HIRTETE
T HUEEEIA FE I (PIER0.002) » 18 fif A B
ACCORDF5E & —EH* ©

=00 - BEBRE (9)

2| FenofibratefH
WHoehies o R (n=4900)  (n=4895)
NB(w)  ANBu(%)
IEH 1E® 3140(64%) 3155(65%)
MEEEAR 41509%) 347(71%)
EREEHEHRKR 21<1%) 26(1%)
MEHR EHF 338(7%)  384(8%)
MEEEAR 43009%) 366(8%)
EREEHEHRK 1032%) 9302%)
BEEARKR EH 13(<1%)  22(<1%)
MEEEAR 4901%)  56(1%)
EEHEHK 842%) 62(1%)

it

F &
=—=a
NE
FIELD# 3245 2 45 Hi fenofibrate Y 78 51 5

FE AN O M HE A~ IR0 88 SR e
s~ PO BB m B ~ R B E PREAL - T EL
P& AR THOFBERE < & Bk B M A 5 e My A i 21
WIAHRA © 8 A fenofibratelil /U 18 FR 7 FEGE R RE S
HFAE 2 VIR B E (number needed to treat s

NNT)HIBEGREETIR FE > - B S - oAU
FRI7 I B H fenofibratelG % » AJ LA/ I i 52
ERELME SR AERE27% (NNT=23) i
RS T RS RS TERIRL IR R > AIE31% % o
ZE/NEDFFHE > FIELDIFEREH > A AR
R FZEHI AR > fenofibrate ]IV 37 %7 &5 BHA
T A A R 5> - Rl 36 % MU AR I D
14 %1 & B 8 HIRAEAL” o B8 H#E & (50
fenofibrate BEIR/D 3 G R HIAERIR A ~ Bl DA
i\ Bg ~ YR 1 8 I PR L R RE Y 1R FH A il 4r
I (—)Fenofibrate L HHTHE RAPTEILHIEET] -

Fenofibrate 7] A% HH PN —fi%(malondialdehyde)
HIUREE > TN R B LB — (25 S4EE

HHIRA L AITGRYS L 2 B EFHRARIBALR -
[z > SRR T A AR R - (Z)

Fenofibratet{ # A KX JJHE : Fenofibrate A LU{(E
AMP-JE1LE H#ES (AMP-activated protein
kinase ;s AMPK) > WAL A —E LA &
X (Endothelial nitric oxide synthase ; eNOS) *

Whn—S LB R EL - ME—L L REN LI
REANHNHIHIRRE L o & [R1IRE AT YR/ Sl B Ast i A1
SR B IRERI AR > 140 A A i b B AT
~f-(intercellular adhesion molecule-1 ; ICAM-1) ~
[ R AL K K7 (vascular cellular adhesion

A : {BBfenofibratelBi I ER R BB HEEF S HJE2 BB (26)

B PR FE it e =R WEIRER (54F)
i 5 FIELDFFE0 R LMES 71

G LI 23

JHE A L A o B HHA RO 58 90

A TR AR A B HHA RO 58 17

Fft 5 FIELDH}F 52 H 3757 197

RV 5 A0 B DRI i 25

FIT 6 FIELDIF 72 H H 8 R R 68
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molecule-1 3 VCAM-1) ~ fEFEILA F- a
(Tumor necrosis factor- @ 3 TNF-a) ~ /T H -6
(Interleukin-6 ; TL-6)5¥* ¢ (=) Fenofibrate 5.
HHFEREEN - fE/NE BV ER E o fe-
nofibrate AJ LAY /D ife I 14 B Hp JaL Y A R R »
11 38 o 25 15 12 A0 i A 5 A3 IR - 1T /252 5
peroxisome proliferator-activated receptor- «
(PPAR- a)HIEAL » N HAEPPAR- « fik L1 /)N
B EBEAFEREHEREER - (1Y)
PPAR- o 15 b AT 2 A B A o (LA e 2 B R e
filt (cutaneous barrier) : 57 &R izl ik 33 & )
WARGR A - BEUEE R > HIRRE e
TR EZDNARY &AL » il 2% R Al g A= o
3% 3t H clofibrate R ER B Hk/ N 2R g - BERE
[ BZPPAR- a {EAL T AR b K234 - DindHiie
PRSI A4 - ARG mES - £5
G UL AR E AR > BEF AL I KA SR Y 0
/NIERIERTE > AT IHDL-CHIFE K TGHY
dEEMARERMmE -

E A fenofibrateffi LK Z &M » 1E
FIELDHFZE Il A i VA EE R Bl & 1
2005 F-FIELDRF ST/ 0 M 52 800 SR H I % - 3
HAREAE I RE 429 LU H ATEE AR » A DU
SIE TR O M RIR A W B R AR TER ™ o TR
e AT LLSE S T 0 b alAe e S &5 Y) 5 15 21 5
gt LT A 4 R o I 7 R IS O TR 2 20 105 1Y
ACCORDfHFEHHE &3 H MR E R A -

ACCORDIHFEFEH! » [RIF i F simvastatin £l
fenofibratefft i A~ & LL B {5 F simavastatin#
PSR RO M R #4248 » (HELDL-CE2
ERFHEHFHEEmMERY (WS TGHK
HDL-C) HIMEIRIEEE & b » Alna] LUt — ik
D31%FE O IME B IFREZR o HIMRE0HE
Ffenofibrate Zfi & » AT LUR/Y F R FIRRR
A PR i (0 AP L9 S O A L - i ELECBE A B
LR > D EEMERERHE » IR CRL
HRIEA® - B A ACCORDIFFERE R » FFREE
I S BT I_E fenofibrate ¥/ NI (F 58 E 1Y 43
i > il A A A A 3 2 B — D AU 5E

REH o

+za
==l

fRE Ll E o R AMEZ AL T - B
i fenofibrate BT L& T —#EHFH 7 LU R HEA&
PR« B T TERG O B R R E R
1711 B8 FH fenofibrate {£20055F Z FIELDH/F 72 H 44 5
WiAEEE o 2 fenofibratefff FH S0 £ T HI A LI
&M AELDL-C UE G #E H AR HA B e Mg 55
IME PRI R B & T H A REAR A
B s B T A BRI - SRR A HE
IMAE SR HAIRE R E > fenofibrate 1O I 2
PRI A KK @R o LLEFFRIRY 2 » fenofibrate
AT LA/ I A (F 8 AE > RLHE AR 5 -
fRezs » PSR AT 3 PR -

e

1.American diabetes association. Management of dyslipidemia
in adults with diabetes. Diabetes Care 2003; 26 (Suppl 1):
S83-6.

2. Turner RC, Millns H, Neil HAW, et al. Risk factors for
coronary artery disease in non-insulin dependent diabetes
mellitus: United Kingdom Prospective Diabetes Study
(UKPDS:23). BMJ 1998; 316: 823-8.

3.Knopp RH, dEmden M, smiled JG, et al. Efficacy and safety
of atorvastatin in the prevention of cardiovascular end points
in subjects with type 2 diabetes: the Atorvastatin Study for
Prevention of Coronary Heart Disease Endpoints in Non-
insulin-dependent diabetes mellitus (ASPEN). Diabetes Care
2006; 29: 1478-85.

4. American Diabetes Association. Standards of medical care in
diabetes-2009. Diabetes Care 2009; 32 (Suppl 1): S13-61.

5.Collins R, Armitage J, Parish S, Sleigh P, Peto R. MRC/
BHF Heart Protection Study of cholesterol-lowering with
simvastatin in 5963 people with diabetes: a randomized
placebo-controlled trial. Lancet 2003; 361: 2005-16.

6. Shepherd J, Barter P, Carmena R, et al. Effect of lowering
LDL cholesterol substantially below currently recommended
levels in patients with coronary heart disease and diabetes:
the Treating to New Target (TNT) study. Diabetes Care
2006; 29: 1220-6.

7.Colhoun HM, Betteridge DJ, Durrington PN, et al. Primary
prevention of cardiovascular disease with atorvastatin in type
2 diabetes in the Collaborative Atorvastatin Diabetes Study
(CARDS): multicentre randomized placebo-controlled trial.
Lancet 2004; 364: 685-96.

8.The Action to Control Cardiovascular Risk in Diabetes
Study Group. Effects of combination lipid therapy in type 2
diabetes mellitus. N Engl J Med 2010; 362: 1563-74.

9.Keech A, Simes RJ, Barter P, et al. Effects of long-term
fenofibrate therapy on cardiovascular events in 9795 people



328 1B ZAR

with type 2 diabetes mellitus (the FIELD study): randomized
controlled trial. Lancet 2005; 366: 1849-61.

10.The Action to Control Cardiovascular Risk in Diabetes
Study Group. Effects of intensive glucose lowering in type 2
diabetes. N Engl J Med 2008; 358: 2545-59.

11.The Action to Control Cardiovascular Risk in Diabetes Study
Group. Effects of intensive blood-pressure control in type 2
diabetes mellitus. N Engl J Med 2010; 362: 1575-85.

12.Rubins HB, Robins SJ, Collins D, et al. Diabetes, plasma
insulin, and cardiovascular disease: subgroup analysis from
the Department of Veterans Affairs high-density lipoprotein
intervention trial (VA-HIT). Arch Intern Med 2002; 162:
2597-604.

13.Scott R, O'Brien R, Fulcher G, et al. Effects of fenofibrate
treatment on cardiovascular disease risk in 9795 individuals
with type 2 diabetes and various components of the me-
tabolic syndrome: the Fenofibrate Intervention and Event
Lowering in Diabetes (FIELD) study. Diabetes Care 2009;
32: 493-8.

14.Jacobson TA. Myopathy with statin-fibrate combination
therapy: clinical considerations. Nat Rev Endocrinology
2009; 5: 507-18.

15.Genest J, Frohlich J, Steiner G. Effect of fenofibrate-mediated
increase in plasma homocysteine on the progression of
coronary artery disease in type 2 diabetes mellitus. Am J
Cardiol 2004; 93: 848-53.

16.Simes J, Voysey R, O'Connell R, et al. A novel method to
adjust efficacy estimates for uptake of other active treatments
in long-term clinical trials. PLoS One 2010; 5: e8580.

17.Burgess DC, Hunt D, Li L, et al. Incidence and predictors of
silent myocardial infarction in type 2 diabetes and the effect
of fenofibrate: an analysis from the Fenofibrate Intervention
and Event Lowering in Diabetes (FIELD) study. Eur Heart J
2010; 31: 92-9.

18.Scott R, O'Brien R, Fulcher G, et al. Effects of fenofibrate
treatment on cardiovascular disease risk in 9,795 individuals
with type 2 diabetes and various components of the me-
tabolic syndrome: the Fenofibrate Intervention and Event
Lowering in Diabetes (FIELD) study. Diabetes Care 2009;
32: 493-8.

19.Zhang J, McGwin G. Association of statin use with the risk
of developing diabetic retinopathy. Arch Ophthalmol 2007;
125: 1096-9.

20.Dorne PA. Exudative diabetic retinopathy. The use of clo-
fibrate in the treatment of hard exudates using a reduced
nut prolonged dosage over several years. Am J Ophthalmol
2007; 125: 1096-9.

it

# &k

21.Harrold BP, Marmion VJ, Gough KR. A double-blind con-
trolled trial of clofibrate in the treatment of diabetic retino-
pathy. Diabetes 1969; 18: 285-91.

22.Rencova E. Novak J, Saic E, et al. Objective evaluation of
the success of treatment in exudative diabetic maculopathy.
Cesk Oftalmol 1992; 48: 37-41.(in Czech)

23.Freyberger H, Schifferdecker E, Schatz H. Regression of
hard exudates in diabetic background retinopathy in therapy
with etofibrate antilipemic agent. Med Klin 1994; 89: 594-7.

24 Keech AC, Mitchell P, Summanen PA, et al. Effect of fe-
nofibrate on the need for laser treatment for diabetic reti-
nopathy (FIELD study): a randomized controlled trial.
Lancet 2007; 370: 1687-97.

25.The ACCORD study group and ACCORD eye study group.
Effects of medical therapies on retinopathy progression in
type 2 diabetes. N Engl J Med 2010; 363: 233-44.

26.Rajamani K, Colman PG, Li L, et al. Effect of fenofibrate on
amputation events in people with type 2 diabetes mellitus
(FIELD study): a prespecified analysis of a randomized
controlled trial. Lancet 2009; 373: 1780-8.

27.Skrha J, Stulc T, Hilgertova J, et al. Effect of simvastatin
and fenofibrate on endothelium in type 2 diabetes. Eur J
Pharmaco 2004; 493: 183-9.

28 .Murakami H, Murakami R, Kambe F, et al. Fenofibrate
activates AMPK and increases eNOS phosphorylation in
HUVEC. Biochem Biophys Res Commun 2006; 341: 973-8.

29.Ryan KE, McCance DR, Powell L, et al. Fenofibrate and
pioglitazone improve endothelial function and reduce arterial
stiffness in obese glucose tolerant men. Athersclerosis 2007;
194: e123-30.

30.Deplanque D, Gele P, Petrault O, et al. Peroxisome pro-
liferator-activated receptor- @ activation as a mechanism of
preventive neuroprotection induced by chronic fenofibrate
treatment. J Neurosci 2003; 23: 6264-71.

31.Wood LC, Jackson SM, Elias PM, et al. Cutaneous barrier
perturbation stimulate cytokine production in the epidermis
of mice. J Clin Invest 1992; 90: 482-7.

32.Proksch E, Feingold KR, Ban BQ, et al. Barrier function
regulates epidermal DNA synthesis. J Clin Invest 1991; 87:
1668-73.

33.Komuves LG, Hanley K, Lefebvre A, et al. Stimulation of
PPAR @ promotes epidermal keratinocyte differentiation in
vivo. J Invest Dermatol 2000; 115: 353-60.

34.Colhoun H. After FIELD: should fibrates be used to prevent
cardiovascular disease in diabetes. Lancet 2005; 366:
1829-31.



B IRk it I B S e AT R 329

New Advances of Management for Dyslipidemia
in Subjects with Type 2 Diabetes Mellitus

Chia-Po Fu, Shih-Yi Lin, and Wayne H-H Sheu

Division of Endocrinology & Metabolism, Department of Internal Medicine,
Taichung Veterans General Hospital, Taichung, Taiwan

Dyslipidemia is the principal cause of coronary artery disease in patients with type 2 diabetes mellitus. Several
prospective studies have demonstrated that statin treatment can effectively reduce LDL-C and cardiovascular
death, though residual risk of cardiovascular events still exist, probably due to hypertriglyceridemia and low HDL-C
in diabetes. Fibrates can increase HDL-C and decrease triglyceride levels, but FIELD study failed to prove that
fibrate treatment was better than statin in reducing coronary artery disease in type 2 diabetes mellitus. However,
the subsequent analysis of FIELD study showed that laser treatment for diabetic retinopathy, limb amputation, and
microalbuminuria were all decreased independent of lipid lowering effects, suggesting some additional benefits of
fibrates in diabetic microangiopathy. In the ACCORD study, it was demonstrated that the combination of fibrates
and statins did not significantly reduce the cardiovascular events compared to statin use alone, but could delay
the progression of diabetic retinopathy. Both the FIELD and ACCORD trials provided us some clinical evidence
for choosing which lipid lower agent in diabetic patients with dyslipidemia. Regarding combined fibrate and statin
therapy, its exact benefits still need further study, and a balance between therapeutic efficacy, safety and cost should
be considered. ( J Intern Med Taiwan 2010; 21: 322-329 )



