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TOM TAT Réi loan I|p|d mau (RLLM) la yéu t6 nguy cd clia bénh tim mach do xo vita déng
mach. O ngusi bénh con ting trlglycend hodc RLLM hon hgp du da diéu tri statin, phéi hop
fenofibrate—statin, gém phdi hgp liéu c6 dinh (FDC) fenofibrate/pravastatin 160/40 mg, c6 thé
dudc can nhac dé cai thién kiém soat lipid ngoai LDL-C. Téng quan hé théng thuc hién theo
hudng dan Cochrane va PRISMA 2020, nham danh gia hiéu luc/hiéu qua va an toan cua phéi
hgp fenofibrate-statin trong diéu tri RLLM; tai liéu tim kiém trén PubMed va Ovid EMBASE
dén thang 07/2026. Tl 3.660 ban ghi sang loc va 203 bai danh gia toan van, 10 nghién ctu (3
RCT, 7 nghién cltu khéng ngau nhién) dugc dua vao. FDC fenofibrate/pravastatin giam thém
non-HDL-C 12,9-16,3% va triglycerid 22,6-31,6%, tang ty |&é dat muc tiéu lipid kép so vdi statin
don tri, hiéu qua duy tri dén 3 ndm trong nghién cltu POSE. Cac doan hé quy mé 1én ghi nhan
phdi hgp lién quan giam 9,9-20,0% nguy cd mét sé bién ¢ tim mach va 27,0-28,4% nguy co
tir vong do moi nguyén nhan & ngudi dai thdo dudng tip 2. Phéi hgp dung nap tét, khong ghi
nhan bénh cg hay tiéu cg van trong cac RCT, du mot s6 nghién ciu quan sat ghi nhan tin hiéu
tdng nguy cd tén thuang than cap, viém co hodc tén thuang gan, can theo déi trong diéu tri.
Tu khéa: fenofibrate, pravastatin, thuéc phéi hgp liéu c6 dinh, tdng quan hé théng, réi loan
lipid mau
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ABSTRACT: Dyslipidemia is a major risk factor for atherosclerotic cardiovascular disease. In
patients with persistent hypertriglyceridemia or mixed dyslipidemia despite statin therapy,
fenofibrate-statin combination therapy, including the fixed-dose combination (FDC) of
fenofibrate/pravastatin 160/40 mg, may be considered to further improve control of non-
LDL-C lipid parameters. This systematic review was conducted according to Cochrane guidance
and the PRISMA 2020 checklist to evaluate the efficacy/effectiveness and safety of fenofibrate—
statin combination therapy in dyslipidemia treatment. Literature was searched in PubMed and
Ovid EMBASE up to July 2026; risk of bias was assessed using RoB 2 for randomized controlled
trials and ROBINS-I for non-randomized studies. From 3,660 screened records and 203 full-text
assessments, 10 studies (3 RCTs and 7 non-randomized studies) were included. FDC fenofibrate/
pravastatin further reduced non-HDL-C by 12.9-16.3% and triglycerides by 22.6-31.6%, and
increased dual lipid target attainment versus statin monotherapy, with effects sustained over
3 years in the POSE study. Large cohort studies reported that fenofibrate—statin combinations
were associated with a 9.9-20.0% reduction in selected cardiovascular events and a 27.0-28.4%
reduction in all-cause mortality among patients with type 2 diabetes. The combination was
generally well tolerated, with no myopathy or rhabdomyolysis reported in RCTs, although some
observational studies signaled increased risks of acute kidney injury, myositis, or liver injury
requiring monitoring during treatment.
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1. DAT VAN DE

R&i loan lipid mau (RLLM) la tinh trang bat thudng vé nong do va thanh phan lipid
huyét tugng, biéu hién ‘qua tang cholesterol toan phan, LDL-C, triglycerid va/hoéc giam
HDL-C, dong thdi la yéu t6 nguy cd quan trong cua bénh tim mach do xd vita déng
mach (1, 2). Theo thong ké clia Té chirc Y té thé gidi (WHO) nam 2019, bénh tim mach xo
vita la mot trong nhitng nguyén nhan gay ti vong hang dau cla dan s6 toan cay, chiém
han 27% s6 ca ti vong, trong d6 16% do nhoi mau c¢g tim va 11% do dot quy (3). Tai
Viét Nam, ty 1€ ngudi bénh RLLM dugc ghi nhan tang nhanh nhét 6 nhém 35-44 tudi va
bénh dang co xu huang tré hoa (4).

Theo hUGng dan hién hanh cGa H&i Tim mach Chau Au 2019 (ESC) va Hu’dng dan
chén doan va diéu tri RLLM 2015 cGa Héi Tim mach hoc Viét Nam, thay déi I6i séng la
nén tang diéu trj, con statin Ia lya chon thudc dau tay dé giam LDL-C va nguy cg tim
mach. O ngudai benh nguy G cao con tang triglycerid dai dang sau khi da t6i uu hoa 16i
s6ng va dleu tri statin, fibrate c6 thé dugc can nhac, dac biét & kiéu hinh RLLM sinh xg
vira V@i trlglycerld tang va HDL-C thap. Tuy nhién, bang chu’ng vé |gi ich giam bién c6
tim mach khi b6 sung fibrate vao nén statin chua nhat ‘guan, nén phéi hgp statin—fibrate
khéng dugc khuyén cao thudng quy chi nham muc tiéu nay; cac hudng dan cling nhan
manh viéc theo doi bién c6 bat Igi trén ca, gan va than khi phéi hgp (5-8).

& ngudi bénh con tiang triglycerid hoac RLLM hon hop du da diéu tri statin, phdi
hop fenofibrate—statin 1a mot chién lugc c6 thé cai thién kiém soat cac thanh phan
lipid ngoai LDL-C, dudi dang cac thudc riéng biét hoac dang phéi ‘hop lieu cé dinh
fenoflbrate/pravastatln (FDQ). FDC fenoflbrate/pravastatln da dugc cap phep luu hanh
tai chau Au va Viét Nam, gitp don gian hoa phac dé va cé tiém nang cai thién tuan thu
diéu tri.

Bang chiing hién c6 vé phéi hgp fenofibrate—statin bao goém ca cac nghién clu tryc
tiép trén FDC fenoﬂbrate/pravastatln va cac nghién ctu st dung fenofibrate hodc acid
fenofibric phdi hgp vdi statin dudi dang thudc riéng biét. Do do, nghién clu nay dugc
thuc hién nham tong quan hé théng cac bang chiing vé hiéu Iu‘c/h|eu qua va tinh an
toan ctia phéi hop fenofibrate—statin trong diéu tri RLLM, 1am cd s& khoa hoc cho viéc
st dung thudc hgp ly trong thuc hanh lam sang.

2. D0l TUONG VA PHUONG PHAP NGHIEN cUU

2.1. Thiét ké nghién ciru

Nghién cltu téng quan hé théng dugc thuc hién theo hudng dan cta Cochrane vé
téng quan hé théng cac nghién clu can thlep va tuan theo bang ki€m PRISMA 2020
(Preferred Reporting Items for Systematic Reviews and Meta-Analyses).

2.2. Boi tugng nghién cliru

D6i tugng nghién cu la cac nghién ctu danh gia hiéu luc/hiéu gua va tinh an toan
cia phdi hgp fenofibrate—statin trong diéu tri RLLM, bao gom phéi hgp ligu c6 dinh
fenofibrate/pravastatin (FDC) va phoi hop fenoflbrate hoac acid fenofibric v&i statin
dudi dang thudc riéng biét. Cau hai nghién cltu dugc xay dung theo khung PICO (Bang

1).

Bang 1. Cau hoi nghién ctu theo khung PICO
Thanh phan Noi dung
Ngudi bénh RLLM, bao gébm RLLM hén hgp; ngudi bénh cé nguy cd tim
mach hodc dudc du phong tim mach tién phat/thlr phat; nguci bénh dai

P — Dén s6 (Popu-

lation) thao dudng tip 2 kem RLLM.
| — Can thiép Ph&i hop fenofibrate-statin, bao gom FDC fenofibrate/pravastatin va phdi
(Intervention) hgp fenofibrate hodc acid fenofibric vdi statin dudi dang thudc riéng biét.
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Thanh phan Noi dung
C —So séanh Xy n x . A oo
(Comparator) Tat ca cac thudc so sanh thu thap dugc tuy van.

Thay déi non-HDL-C, LDL-C, HDL-C, triglycerid va cac chi s6 lipid khac; ty
O -Daura (Out-  lé dat muc tiéu lipid; tuan thu digu tri; bien ¢6 tim mach goém nhoi mau co
come) tim, dot quy, nhap vién do suy tim va ti vong; bién cé bat Igi, bién c6 bat
foi nthern trong va ngung diéu tri do bién co bat |agi.

2.3. Phuong phap nghién ciru

(i) Chién lugc tim kiém: Tai liéu dugc t|m ki€m trén PubMed va Ovid EMBASE dén
thang 07/2026, khong gigi han thaoi dlem cdng bé, gidi han & tai liéu ti€éng Anh. Chién
lugc tim kiém dya trén cac thuat ng{r vé dan s6 va can thiép nghlen clu (réi loan lipid
mau, fenofibrate, acid fenofibric, statin, pravastatin, liéu phap phéi hop), két hop bang
toan tir Boolean AND/OR.

(i) Sang loc va lua chon nghién cltu: Két qua tim ki€ém dugc tong hgp, loai trung lap
bang Excel, sau do sang ioc qua hai vong déc lap bai hai nghlen cltu vién trén nén tang
Rayyan: vong 1 sang loc tiéu dé/tom tat, vong 2 doc toan van dé danh gia phu hgp cudi
cung. Bat dong dudc giai quyét qua thao luan hoac bdi nghién cttu vién thi ba.

- Tiéu chuan Iya chon: Nghién clu dugc luva chon khi dap (ng cac tiéu chi: (1)
danh gia phéi hgp fenofibrate—statin, gém FDC fenoﬂbrate/pravastatln hodc phéi hgp
fenofibrate/acid fenofibric vdi statin dudi dang thudc riéng biét; (2) thuc hién trén ngugi
bénh RLLM hodc quan thé c6 RLLM pht hgp véi cau hoi nghlen ctu; (3) bao cdo it nhat
mot két cuc vé hleu lyc/hiéu qua hodc tinh an toan; (4) thudc thiét ké thir nghiém lam
sang ngau nhién c6 déi ching, nghién cru doan hé, hoac phan tich gop/dudi nhém tir
cac tht nghiém 1am sang; va (5) dugc cong bé toan van bang tiéng Anh.

- Tiéu chuan loai trlr: Nghién clu bi loai néu bao cao trung lap tu cung bé dit lieu
ma khong cung cap thém ket qua phu hap; bao cao ca hodc loat ca; khdng cé toan van;
hoac cdng bé bang ngon nglt khac tiéng Anh.

(iii) Trich xuat d{r liéu: Cac nghién ctu du dleu kién dugc trich xudt theo nam nhom
thong tin: (1) dac diém xuat ban gom tac gia, nam céng bé va qudc gia; (2) ddc dlem
phudng phap gom thiét ké nghién clru va ¢ mau; (3) dac diém quan thé, can thiép va
nhom so sanh, phan biét FDC fenoflbrate/pravastatln vGi phéi hgp fenoflbrate statin
dang thudc r|eng biét; (4) két qua hiéu luc/hiéu qua diéu tri; va (5) két qua vé tinh an
toan va bién c6 bat Idl

(iv) Banh gia chat lugng nghién clru: Nguy cd sai léch dugc danh gia doc lap bdi hai
nghién clu vién, dung cong cu RoB 2 cho cac thu nghlem ngau nhién cé doi chiing va
ROBINS-I cho cac nghién ctu can thiép khong ngau nhién/quan sat phu hgp. Bat dong
dugc giai quyét qua thao luan hoac bai nghien ctu vién thi ba.

3. KET QUA
3.1. Két qua tim kiém tai liéu va dac diém cac nghién ciru

Qua trinh tim kiém xac dinh 4.025 ban ghi tir PubMed (n= 804) va Ovid EMBASE
(n=3.221). Sau khi loai 365 ban ghi trung Iap, 3.660 ban ghi dugc sang loc theo tiéu dé/
tom tat, trong do 3.457 ban ghi khéng dap ung tiéu chuan va 203 bai dugc danh gia

toan van. Sau danh gia toan van, 193 bai bi loai va 10 nghién cltu dap (ng tiéu chuan
dugc dua vao téng quan hé thong

Cac nghién ctu dugc nhom theo ba nhdém can thiép: (1) 05 nghién cdiu danh gia truc
ti€p FDC fenoflbrate/pravastatm 160/40 mg, gébm 03 RCT, 01 phan tich gép di liéu pha
[l va 01 nghién cfu quan sat thuyc té POSE (9- 13); (2) 03 nghlen cliu danh g|a ph0| hdp
fenofibrate/acid fenofibric—statin dudi dang thudc rieng biet, gom 01 phan tich gép va
02 doan hé hoi clru quy m6 toan qudc tai Han Qudc (14—16) va (3) 02 nghién cuu doan
hé hoi clu quy mé I6n danh gia phoi hdp statin—fibrate noi chung tai Hoa Ky va Nhat
Ban (17,18). Dac diém chi tiét cia 10 nghién cltu dugc trinh bay trong Bang 2.
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STT Tac gia Dia 1;1hg|ﬁ?él:‘e Thoigian C&mau  Thudc can Thuéc so
(nam) diem P theo doi (N) thiép (n) sanh (n)
Nhém 1. FDC fenofibrate/pravastatin
RCT
Michel Farni- . mu doi, Pravastatin
1 er va cong sy Phap, Ba  song 12 tuan 248 FDC 190/40 40 mg don tri
(2010) (9) Lan, Bi song, mg (n=123) (n=125)
gia dugc B
kép
Phap,
. Dlc
Michel Far- ! RCT . .
Lo A Hunga- Nyt Simvastatin
nier va con mu doi, “ FDC 160/40 .
2 o (01/20119) v, l\éa song 12 tuan 291 g (n=145) 20 mg&cén tri
(10) y, ba song (n=146)
Lan, Ro-
mania
. ) A B4 tuan (12 FDC; duy tri Khong co
e B phepgs MY uanmy foc(p=109)  homdo
3 sur (09/2017) Lan, Bi rong doi + 52 224 chuyénsang chung trong
) Ahan ma tuan r)han FDC sau tuan giai dpan ma
mo) 12 (n=115) rong
Phan Statin dan
Phap, tich gbp tri (n=519)
Michel Farni-  Bi, Bdc, di liéu FDC 160/40 hoac fenofi-
4 ervacongsy NaUy, tu5thd 12-64tuan 1.566 mg (n=1.566) brate don tri
(2012) (12) Ba Lan, nghiém g n=1. (n=122) trong
Hungary lam sang giai doan mu
pha lll doi
Poan hé
guan sat
Niléolaos IPa— Téﬁ/ Ban thucté Statin ddg
adopoulos Nha, H (POSE), < FDC 160/40  tri cudng do
> \F/)é céﬂg sy Lap, Bg da trung 3 nam 3.075 mg (n=1.546)  trung bglnh
(2024) (13) Pao Nha tam, (n=1.529)
nhan md&

Nhom 2. Phéi hgp fenofibrate/acid fenofibric—statin dudi dang thudc riéng biét

Phan . .
, n e Statin daon tri
fc?:\%; |:|/a Hoa Ky tlcdhu%?p s acpit]jofler;%?i— (n=212) hoac

6 . Y hé 12 tuadn 586 : : acid fenofi-
cdng su Canada  nhém bric—statin bric don tri
(2010) (14) tr 3 RCT (n=216) (n=105)

pha lll B
Poan hé
hoi clu, Phéi hgp
Sangmo ghép fenofi-

7 Hong va Hép cap Trung bjnh 221446 brate—statjn Statin don tri
cdng su Quéc  diémxu 4,03 nam : dang thuéc  (n=110.723)
(2024) (15) hudng rieng biét

1:1 (n=110.723)
Poan hé
hoi clu,
ghép Phéi hgp feno-
Ji Yoon Kim \ cap . fibrate-statin Statin
PN Han Trung vi x .

8 va cong sy o diém xu . 23.444 dang thuéc daon tri

(2025) (16) ~ QUOC  “higng 04 thang riéng biet  (n=11.722)
1:1 (n=11.722)
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STT Tac gia Dia Lh'ﬁgélff Thei gian C&mau  Thudc can Thuéc so
(nam) diem %au theo doi (N) thiép (n) sanh (n)
Nhom 3. Phéi hgp statin—fibrate ndi chung
Statin
dan tri
(n=7.228)
David L. Mc- s 1a 5nam o . hoac
9 Clurevacong Hoaky DO2NNe (1999 15.033 nggtgiﬁfﬁaéﬁg khéng
sy (2007) (17) 4 2003) = dung
thuoc
ha lipid
(n=6.157)
Doan .
hé hoi 285.508 Thém statin vao gg:a,fﬁ
Yohei Sobu- Nhat clu tu trude fibrate (n=498) (n=2.988)
10  kawa va cdng Ban cdsddd 1nam hé hoac thém ho_é1c.statin
su (2024) (18) lieu bao ghep fibrate vao statin don tri
hiém P (n=1183) (n=11.830)
(SKDB) -

3.2. Két qua vé hiéu qua/hiéu luc va an toan cta thuéc

Két qua vé hiéu qua/hiéu luc dugc trinh bay trong Bang 3. V6i nhém FDC fenofibrate/
pravastatin, cac RCT cho thay thudc giam thém non-HDL-C 12,9-16,3%, triglycerid 22,6—
31,6% va tang HDL-C so vGi don tri statin, dong thdi tang ty € dat muc tieu lipid kep
1, 5— 2,5 lan (9-11); nghién cltu quan sat dai han POSE ghi nhan hiéu qua kiém soat lipid
duy tri 6n dinh dén 3 nam ma khong lam tang bién c6 tim mach (13). V4i nhom phoi
hop fenoﬁbrate/aad fenofibric-statin dang thudc riéng biét, phan tich gop cua Jones
cho thay ty 1é dat dong thai 5 muc tiéu lipid cao gap 5-7 lan so v&i don tri (14), trong khi
hai doan hé quy mé 18n tai Han Quéc ghi nhan Igi ich 1am sang thuc té rd rét, véi muc
giam 9,9-20,0% nguy cd mot s6 bién co tim mach chinh (nhoi mau cg tim, dot quy, nha
vién do suy tim) va 27,0-28,4% nguy co ti vong do moi nguyén nhan & ngudi benh dai
thao dudng tip 2 (15,16).

Bang 3. K&t qua vé hiéu qua/hiéu luc clia thubc

Nghién ciu Can thiép So sanh Két qua chinh p-value

Nhom 1. FDC fenofibrate/pravastatin
non-HDL-C -14,1% vs —-6,1%;

. N TG -22,6% vs -2,0%; HDL-C ) )
Michel F e FDC Pravastatin  +6,5% vs +2,3% LDL-C ~11,7%  Jo0% 0901,
©) g st 160/40 mg 40 mg vs —5,9%; dat muc tiéu lipid kép 001

19,2% vs 7,6%. !
non-HDL-C -12,9% vs —-6,8%; TG 0.008:

. . -28,6% vs +5,0%; HDL-C +6,3% A
Michel Farni- . - ' . A ! <0,001;
Shastatin e LB LD Ko K 0008 [oL.c
(01/2011) (10) 9 1750 pid Kep 6,070 0,29; dich

1270 kép <0,05

Tuan 64: non-HDL-C -16,3%,
Michel Farni- So Vi nen/ LDL-C -12,2%, TG -31,6%, HDL-C <0,0001
er va cdng sy chuvén dai  +48%; nhom chuyén déi dat muc cho thay doi
(09/2011) (11) y tiéu kép 24,3%. chinh

Sau 3 nam: TG -49,3% vs —16,4%;
Nikolaos Papado- Statin cudng HDL-C +9,1% vs +2,6%; LDL-C Lipid <0,001;
poulos va cong do trung -28,1% vs —32,5%; bién co tim bién c6 tim
su (2024) (13) binh mach 1,6% vs 1,2%. mach >0,05
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Nghién ciu Can thiép So sanh Két qua chinh p-value
Nhom 2. Phéi hgp fenofibrate/acid fenofibric—statin dudi dang thudc riéng biét
~ o
Peter H. Jonesva Acid feno- Statin/acid TG -434 dén _403’,9 %; HDL-C
~ L S +16,3 dén +16,8%; ty lé dat dong
cong su (2010) fibric + fenofibric thai 5 tidu linid 20.8-21 6% <0,001
(14) statin don tri I > muc tieu lipid v, 70
: vs 3,0-4,1%.
MI giam 12,2% (HR=0,878); dot
Sangmo Hong va Fenofi- Statin dgn AuY. 9.9% (HR=0,901); bién c6 tim
cong sy (2024) brate + : mach gop 10,3% (HR=0,897); ti <0,001
(15) statin vong moi nguyén nhan 28,4%
(HR=0,716).
HHF giam 20% (HR=0,80); HHF/
Ji Yoon Kim va Fenofi- Statin dan t& vong tim mach 21% (HR=0,79); 0,036; 0,016;
cdng sy (2025) brate + : t& vong moi nguyén nhan 27% <0,001;
(16) statin (HR=0,73); TG -48,4 vs —28,9 mg/ <0,001

dL.

K&t qua an toan dudc trinh bay trong Bang 4. V&i nhom FDC fenofibrate/pravastatin,
ty 1& bién c6 bat Igi khong khac biét co y nghia gitra hai nhom, khéng ghi nhan bénh
cd hay tiéu cc van, du c6 bién dong nhe vé chiic nang than (9- 13) V&i nhoém phéi hap
riéng biét, Kim ghi nhan tang nguy co ton thuong than cap (aHR=1,32; p=0,004) nhung
khong tang nguy cg bénh than glai doan cudi (16). Vi nhém statin—fibrate noi chung,
McClure ghi nhan tang nguy cc viém cao (RR=9,06; p<0,01) (17), con Sobukawa cho thay
thém statin vao fibrate lam tang cé y nghia nguy co tén thuang gan va than cép (18).

Bang 4. K&t qua vé tinh an toan cla thudc

Nghién ciu Can thiép So sanh Két qua an toan chinh p-value
Nhoém 1. FDC fenofibrate/pravastatin
AE bat ky 36,6% vs 32,0%;
el AE lién quan thudc 10, G%VS AE/SAE:
Michel Farnier va . 9,6%; SAE 4,1% vs 1,6%; dau  P>0,05; SAE:
cong sy (2010)  TDC160/40  Pravastatin 5’659, vs 6,4%; bénh co 0% P=0,28; cre-
9) 9 9 vs 0,8%; khong ghi nhan ALT/  atinin/CrCl:
AST 23 ULN. Creatinin tang P<0,05
nhe, CrCl gidm so vdi nén.
AE bat ky 17,2% vs 15,1%; AST: P=0,03;
Michel Farni- ) . khong ghi nhén bénh ca/ creatinin:
er va cong su FDC 160/40  Simvastatin  tiéu cd van. AST tang 9,6% P=0,002;
(01/201-1) (10) mg 20 mg vs 1,5%; creatinin tang 13,7%  CrCl:
vs 6,8%; CrCl giam 10,8% vs P<0,001; AE
4,3%. khac: P>0,05
AE bat ky 59,4%; AE lién
quan thudc 10,7%; SAE 5,4%; Creatinin/
Michel Farni- FDC 160/40 . nguing diéu tri 2,2%; bénh co/ CrCl: P<0.05:
er va cong sy m So véi nén tieu co van 0%; ALT >3 ULN AE I4m sana-
(09/2011) (11) 9 1,3%; CPK 5-10 ULN 0,4%; P>0.05 9
CrCl giam tir 96,1 xuéng 91,4 '
mL/phut.
Pha mu doi: AE lién quan
) . 5 . < thudc 12,3% vs 8,9% vs 21,3%; A N
Michel Farnier va FDC 160/40 Statin hoac ngimg do AE 5,1% vs 2,7% s AE Iam.sa.r]g.
cong su (2012) mg fenoﬂbrate 4°9%: bénh cd/tiéu s vén 0% P>0,05; giam
(12) don tri Dai han: viém tuy 0,3%, Crcl ¢l P<0.05
<60 mL/phut 13,8%.
ol Bién c& an toan gop 6,8% vs
Nikolaos Pap- . \ 5,1%; cd xuong 3,0% vs 2,4%;
adopoulosva ~ FDC160/40  S2tin CUONG  than tigt nidu 19% vs 16%; 5002 MO
cong su (2024) mg binh 9 tiéu ca van 0% vs 0,07%; an toan
(13) nglng diéu tri do AE 1,2% vs
0,4%.
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Nghién ciu Can thiép So sanh Két qua an toan chinh p-value
Nhom 2. Phéi hgp fenofibrate/acid fenofibric—statin dudi dang thudc riéng biét
TEAE 75,5-77,4%; dau co

Peter H. Jones va Acid fenofi- Statin/acid 1,9-2,7%; ALT >3 ULN 0,9- P>0,05 cho
céng sy (2010) bric + statin fenofibric 1,9%; creatinin tang >1,5 lan bién ¢6 ca va
(14) dan tri nén 3,7-3,8%; khong gh| nhan gan

tiéu cd van.

Khéng ghi nhan khac biét c6
Statin don tri y nghia lam sang vé AST, ALT P>0,05
va creatinin sau diéu tri.

. R AKI 5,45 vs 4,07/1.000 ngudi- Db .

i'éﬁoogu'?%gg) Fenofibrate + ¢, < . nam, aHR=1,32; ESKD 0,41 é&D‘?‘O'OO“'
oNg st statin * vs 0,54/1.000 ngugi-nam, " N3

(16) g7 P=0,369

Sangmo Hong va

a Fenofibrate +
ﬁ?sn)g SU(2024)  otin

Nhom 3. Phéi hgp statin—fibrate ndi chung

Viém cg: 12 ca 8 nhom phdi

David L. Mc- Statin don hgp; RR hiéu chinh 9,06 so

Clure va cong su ﬁf:a'?; tri/khdng vGi khéng dung thudc; tieu P<0,01
(2007) (17) dung thuéc  cd van rat hiém, NNH khoang
10.000.
Thém statin vao fibrate lam
Thém statin tang ton thuong gan 1,2% Gan: P<0.01:
Yohei Sobuka- vao fibrate Don tri tugng VS 0,3% va AKI 1,3% vs 0,3%; AKI: P=0.01:
wa va cong su hoac thém ana 9 khéng tang viém tuy/tiéu co két - Khac:
(2024) (18) fibrate vao 9 van. Thém fibrate vao statin Piocgg ac.
statin khéng lam tang c6 y nghia '

cac bién cé danh gia.

3.3. Panh gia chat lugng nghién ciru

Danh gia nguy ca sai_léch cho thdy 03 RCT (9-11) dugc x€p muc nguy ¢ thap theo
RoB 2, nhd quy trinh ngau nhién héa phu hop, thiét ké lam mu, ty 1& mat theo doi thap
va bao cao két cuc day du. Trong 07 nghién ctru non-RCT, miic nguy cg sai léch khac
nhau gilta cac thlet ké: hai doan hé hoi cliu quy mo 18n cla Hong (2024) va Kim (2025)
(15,16) dugc x€p mic nguy co thap nh& ghép cap diém xu huéng 1:1 va hiéu chinh nhiéu
yéu t6 gay nhieu; cac nghién cu Jones (2010) (14), Farnier (2012) (12), Papadopoulos
(2024) (13) va Sobukawa (2024) (18) dugc danh gia nguy cd trung binh, cht yéu do thiét
ké phan tich gép, quan sat thuc té va kha nang con ton tai yéu té gay nhieu; McClure
(2007) (17) c6 nguy cd sai léch cao do han ché ki€m soat yéu té gay nhleu va phu thudc
dr liéu hoi cru hanh chinh. Nhin chung, phén I6n bang chiing dua vao tén guan co
chat Iucng tir thap dén trung binh vé nguy ca sai léch, trong dé cac RCT va mot s6 doan
hé I6n c6 do tin cay cao han.

4. BAN LUAN

Két qua tong quan cho thdy FDC fenofibrate/pravastatin 160/40 mg cai thién cac
chi s6 lipid mau so vdi statin don tri, v8i muc giam non-HDL-C 12,9-16,3%, trlglycerld
22,6-31,6% va tang ty & dat muc tiéu lipid kép (9-11). Nguyén nhan 13 do cd che b6 tro
gilta Uc ché téng hgp cholesterol cla pravastatin va hoat h6a PPAR-a cua fenofibrate.
Nghién cttu POSE ciing cho théy hiéu qua kiém soat lipid duy tri dén 3 nam ma khong
lam tang c6 y nghia bién ¢6 tim mach (13).

Cac nghién ctu st dung fenofibrate/acid fenofibric phéi hgp vdi statin dugi dang
thudc riéng biét b6 sung bang chiing vé két cuc lam sang. Jones ghi nhan ty Ié dat dong
thdi nhiéu muc tiéu lipid cao hon 5-7 an so vai don tri (14), trong khi Hong va Kim cho
thay phoi hap fenofibrate—statin lién quan v&i giam khoang 9,9-20,0% nguy cd mét s6
bién ¢6 tim mach va 27,0-28,4% nguy cd ti vong do moi nguyén nhan & ngudi bénh
dai thao ducng tip 2 (15 16). Tuy nhién, day chu yéu Ia bang chiing quan sat nén chua
thé quy truc tiép Igi ich trén két cuc tim mach cho riéng FDC fenofibrate/pravastatin.
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Vé an toan, FDC fenofibrate/pravastatin nhin chung dung nap thuan Igi; ty 1é bién c6
bat Igi khong khac biét dang ké so véi statin dan tri va khong ghi nhan bénh co hoac
tiéu co van trong cac RCT (9-11). DU vay, mét s6 nghién clru quan sat ghi nhan tin hiéu
tang nguy cd ton thuong than cap, viém ca hodc ton thuang gan khi phoi hgp statin-
fibrate (16-18), cho thay can theo ddéi chiic nang gan, than va triéu chiing cd trong qua
trinh diéu tri.

Diém manh ctia tdng quan la két hgp bang ching ti RCT va di liéu thuc hanh lam
sang. Han ché chu yéu gom thgai gian theo d6i RCT con ngan, nguy ¢ nhiéu tén du &
cac nghién clu quan sat va chua cé nghién ctu so sanh truc tiép FDC vdi cac hinh thic
phéi hgp fenofibrate—statin khac.

5. KET LUAN

Phoi hgp fenofibrate va statin, dac biét dang phéi hgp liéu ¢6 dinh (FDC) fenofibrate/
pravastatin, cai thién toan dién cac chi s6 lipid mau va, trong cac nghién cltu quan sat
quy mo Ién, con lién quan vdi giém cac bién ¢6 tim mach nang, nhap vién do suy tim
va tir vong & ngudi bénh dai thao dudng. Phéi hgp nay dung nap tét, véi nguy co bién
6 co xuang nghiém trong rat thap trong cac RCT. Tuy nhién, can giam sat dinh ky chic
nang gan va than, dac biét trong giai doan dau diéu tri, dé phat hien sém cac bién déng
can lam sang phan I&n co tinh chat héi phuc.
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