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ABSTRACT

Objective: To synthesize clinically meaningful herb-statin interactions involving CYP3A4 and
transporters, assess the certainty of current evidence, and propose a cautious practice-oriented
framework for statin selection and safety monitoring.

Methods: A structured narrative review was conducted using PubMed/MEDLINE, Google Scholar,
recent consensus or guidance documents, and reference tracking through January 2026. Priority was
given to human studies, case reports, interventional studies, and pharmacokinetic investigations
directly addressing herb/food-statin interactions mediated by CYP3A4 or transporters. .

Results: The strongest evidence involves grapefruit with simvastatin or lovastatin; inhibition of intestinal
CYP3A4 increases statin exposure and may raise the risk of muscle toxicity in susceptible individuals.
Moderate evidence exists for St John’s wort, which induces CYP3A4 and may reduce exposure and
lipid-lowering efficacy of simvastatin or atorvastatin, whereas pravastatin appears less affected.
Evidence for EGCG-rosuvastatin remains limited and formulation-dependent. Red yeast rice should
be considered separately because it contains monacolin K, a lovastatin-like compound, which may
increase the risk of additive muscle toxicity when combined with prescription statins.

Conclusion: Herb-statin interactions are mechanistically plausible, but the evidence base remains
limited. Therefore, favoring statins less dependent on CYP3A4, avoiding products with statin-like
activity, and monitoring muscle symptoms should be regarded as cautious practice guidance rather
than formal guideline recommendations.

Keywords: Herb-drug interaction; statins; CYP3A4; OATP1B1; statin-associated muscle symptoms;
grapefruit.
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TOM TAT

Muc tiéu: Téng hop céc tuong tac dugc liéu-statincé y nghla ldm sang theo truc CYP3A4 va chét van
chuyén, dénh gia dd chac chan cua bang chiing va dé xuat dinh hudng thuyc hanh than trong trong lya
chon statin, theo doi an toan.

Phuong phap: Téng quan tudng thuat cé cau tric, tim kiém trén PubMed/MEDLINE, Google Scholar, tai
liéu dong thuan hoac khuyén céo gan day va truy vét tai liéu dén hét thang 01/2026. Uu tién nghién ctu
trén ngudi, bao cdo ca, nghién clru can thiép hoac dugc dong hoc lién quan truc tiép dén tuong tac dugc
liéu/thuc pham-statin qua CYP3A4 hodc chat van chuyén.

Két qua: Bang chitng manh nhat ghi nhan vaéi grapefrmt dung cung simvastatin hodc lovastatin; (‘c ché
CYP3A4 rudt lam tang phoi nhiém statin va c6 thé tdng nguy co ddc tinh co & ngu’dl nhay cam. Bang
chu’ng murc kha c6 vdi St John’s wort, do cam ng CYP3A4 lam giam phoi nhlem va c6 thé gidm hiéu luc
clia simvastatin hodc atorvastatin; pravastatin it bi anh hudng hon. D liéu vé EGCG-rosuvastatin con
han ché& va phu thudc ché pham. Gao men dé can xem nhu nhom riéng vi chira monacolin K ¢cé hoat tinh
kiéu lovastatin, lam tang nguy co cdng gop déc tinh cd khi ph6i hgp statin ké don.

Két luan: Tuong tac dugc liéu statin cé cd s& ca ché rd, nhung bang chirng hién con han ché; do dé,
céc bién phap nhu uvu tién statin it phu thudc CYP3A4, tranh san pham c6 hoat tinh kiéu statin va giam
sat triéu chirng co nén dugc xem la dinh hudng thuc hanh than trong, khéng phai khuyén céo guideline
chinh thirc.

T khéa: Tuong tac dugc liéu-thudce; statin; CYP3A4; OATP1B1; triéu ching co lién quan statin;

grapefruit.

1. DAT VAN DE

Statin la nén tang cua diéu tri réi loan lipid mau, nhung lgi
ich tim mach c6 thé bi suy giam khi ngudi bénh ngung thuéc
vi dau cg, yéu co hodc lo ngai vé ddc tinh co. Vé dugc dong
hoc, mic phai nhiém statin phu thudc khéng chivao chuyén
héa qua CYP3A4 ma con vao van chuyén qua OATP1B1 va
mot s6 transporter khac [1],[2]. Vi vay, cédc duoc liéu hoac
thuc phdm chic ndng c6 kha nang Uc ché, cam &ng enzym
hay lam thay d&i hoat tinh transporter déu c6 thé lam thay
ddi hiéu qua va dé an toan cua statin.

Van dé ldm sang ndm & ché bang chirng cla linh vuc nay
khoéng d‘c‘mg déu. Mét s6 cap tuong téc nhu grapefruit-sim-
vastatin c6 d¥ liéu nhat quan, nhung nhiéu dugc liéu khac
chi dugc ggi y tir cac nghién clru dugc dong hoc nho, ché
pham khéng chuan héa hodc bao cdo ca. N&u dién glal qua
muc, dif liéu co ché rat dé bi nang thanh khuyén cdo nhu
thé da dugc thAm dinh trén bién c6 [dm sang cing. Do do,
cach tiép can haop ly la phan tang mdc dé chic chén cua
tirng tuang téc va trinh bay céc khuyén nghi duéi dang dinh
hudng thuc hanh than trong.

Muc tiéu clia bai viét nay la hé théng hda céac tuang tac dugc
liu statin quan trong theo truc CYP3A4 va OATP/transport-
ers, tdm tat mic dd chic chan clia tiing nhém bang chu’ng,
va dé xudt moét khung thuc hanh mang tinh hd trg ra quyét
dinh chir khdng thay thé guideline lipid hién hanh [9].

2. PHUONG PHAP NGHIEN CcUU

Pay la tdng quan tudng thuat co cu tric. Nhém tac gia tim
kiEm PubMed/MEDLINE va Google Scholar dén hét thang
01/2026, dong thdi ra soat thi cong céac tai liéu dong thuén

*Téc gia lién hé

hodc huéng dan thuyc hanh cé lién quan dén statin, triéu
ching co lién quan statin va dugc ly transporter; danh muc
tai liéu tham khao clia cac bai phu hgp cling dugc truy vét
thém [2],[9]. C4ch ti€p can nay nhdm phuc vu t8ng hop cé
dinh hudng thuc hanh va lam ré co ché, khong phai t6ng
qguan hé théng bao phu toan bd dugc liéu.

Tiéu chi dua vao gom: nghién ctu trén ngudi, thir nghiém
dugc déng hoc, nghién ctru can thiép, nghién clru quan sat
hodc bao cdo ca mé ta truc ti€p tuong tac dugc liéu/thuc
pham statin cé lién hé véi CYP3A4, OATP1B1, BCRP hoac
hiéu qua/doc tinh co. Cac nghién cltu in vitro hodc trén déng
vat chi dugc tham khao & mirc giai thich ca ché, khong dung
dé nang murc két luan lam sang. Khi téng hgp, chung toi uu
tién cac tuong tac co dit liéu lap lai & nguai, tach rieng nhém
bang chirng manh, nhém béng chiing mic kha, nhém dir
liéu con han ché va nhém c6 nguy co cong gop dugc luc.

3. KET QUA
Bang 1. C4c tai liéu then chét dugc dwa vao téng quan
Duwgc .
Tacgia | leuw | SHU" | Thigt | Kétquachinhlien
(nam) Thanh uan ké quan tuong tac
phan a
. Téng hgp cochévay
Neu- Jgg%d nghia ld&m sang cua
vonen et c?wé(CYP/ Nhiéu Téng tuwong tac statin; néu
al. (2006) trans- statin quan vai tro OATP1B1 trong
[1] orters) tang nguy co doc tinh
P ¢0 khi phai nhiém tang.
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Duoc .
Tacgia | liew | StaUM | Thigt | Kétquachinhlien
(nam) Thanh ké quan tuong tac
phan quan
Bién thé SLCO1B1
. " . e lién quan tang nguy
Link et al. E?:;(r:ugfn Simjv);zlf GWAS co[ bénhyco’.do\statin,
(2008) [2] CO1B1 tatin cung co vai tro OAT-
P1B1 trong co ché doc
tinh co.
Grapefruit tc ché
) Nhigu CYE’3A4 ruét,\téng §inh
Bailey et Grape- thudo: % kha dung dudng udng
al.(1998) |  fruit el O"8 | cac ca chat CYP3A4;
[3] juice s?a(f(?np auan | mac dé tuong tac bién
thién theo ca thé va
ligu dung.
Grapefruit lam tang
manh Cmax/AUC cua
Lilja et al. fof\ur;f- Simvas- cI?(?sTs’— simvastatin va simvas-
(1998) [4] - tatin tatin acid; co ché do
Juice OVer | tc ché chuyen héa qua
CYP3A4 lan dau.
Tiéu covan lién quan
. . statin dugc kich hoat
%fé?;f Grape- Simvas- Egg sau s,Cr dung grapefruit;
(2004) [5] fruit tatin ca nhan manh nguy co
lam sang & tinh huéng
nhay cam.
St John’s wort cam
Sug StJohn’s Simvas- ng CYP3A4 lam giam
ugimoto | wort (Hy- tatin RCT, dang ké phoi nhiém
etal. pericum ravaé— cross- chat chuyén hoéa cé
(2001) [6] | perfora- pt ti over hoat tinh ctia simvas-
tum) atin tatin; khéng anh hudng
pravastatin.
Pong sirdung lam
. gidm hiéu qua ha lipid
':[]C(I;%T)%t StJohn’s | Atorvas- Can cua atorvastat,in; goi
: 7] wort tatin thiép y nguy co “thi€u hiéu
lye” khi dung cdm ing
CYP3A4.
EGCG lam giadm phoi
nhiém rosuvastatin
Kim et al E?CG Rosu- RCT, & ngudi khoe ?A?Fh;
] tra . cross- tuwong tac co thé lién
(2017)[8] xanh) vastatin over quan transporter
(OATP/BCRP) va hap
thu.
Echina- Téng hop 66 nghién
inl,< o ’ ctrq PK trén nguoi; da
Hermann gnhégn’ Téng s6 tuong tac clia 6
& von sam Nhi‘e}u quan dugc liéu phé bién c6
Richter old: thudc hé y nghia ldm sang nho—
(2012) [9] eﬁseal théng | khéng dang ké, nhung
b phu thudc ché& pham/
milk lBU V3 thit k&
thistle iéu va thiét ké.
Monacolin K cé tac
dung/ddc tinh tuong
Mona- Danh tu statin; nguy ca bat
(gg?g colinstir | (YONEI | i loi (bao gom co) va
[10] gao men tin nguy bi€n thién ham luong
do ca san pham, hamy nguy
co cdng gop khi dung
cung statin.

3.1. Nén tang dugc dong hoc: khéng phai moi statin déu
c6 cung nguy co twong tac

Kha nang xay ra tuong tac phu thudc trudc hét vao dac diém
cla statin. Simvastatin va lovastatin phu thudéc dang ké
vao CYP3A4; atorvastatin phu thuéc & muic thap hon; trong
khi pravastatin, rosuvastatin va pitavastatin it phu thuéc
CYP3A4 hon [1]. Song song v&i dé, OATP1B1 gilr vai tro quan
trong trong van chuyén statin vao té bao gan, con ABCG2/
BCRP gép phan diéu hoa hép thu va thai trir cia mét sé
statin, nhat la rosuvastatin [2]. Do véy, cuing mot dugc liéu

nhung hau qua lam sang co thé rat khac tuy statin.

3.2, Bang chirng manh nhat: grapefruit lam tang phoi
nhiém statin phu thuoc CYP3A4

Trong céc tuong tac dugc nghién cliu, grapefruit la cap cé
mtfc dd chéc chan cao nhét. Thir nghiém bat chéo & ngudi
khde manh cho thay grapefruit lam tang rd rét nong do6 sim-
vastatin va simvastatin acid do trc ché CYP3A4 & rudt [3]. Y
nghia lam sang clia tuong tac nay dudgc cung c6 bdi bao cao
catiéucovanlién quan statin xuat hién sau khi dung grape-
fruit & ca thé nhay cam [4]. Du mUc tang phai nhiém thay doi
theo lugng dung, ché pham va khéc biét gilra cac ca thé, dir
liéu hién co du dé xem day a tuong tac can tranh trén thuc
hanh, dac biét v&i simvastatin hoac lovastatin.

3.3. Bang chirng mirc kha: St John’s wort c6 thé lam giam
hiéu luc ctia statin phu thuéc CYP3A4

Khac véi grapefruit, St John’s wort la chat cam (ing CYP3A4.
Trong nghién ctu bat chéo ngiu nhién, dugc liéu nay lam
giam phai nhiém simvastatin hydroxy acid nhung khéng anh
hudng dang ké dén pravastatin [5]. Mét nghién ctu can thiép
khéc ghi nhan atorvastatin giam hiéu luc ha lipid khi dung
kem St John’s wort [6]. Nhu vay, tuong tac quan trong g day
khoéng phai tang doc tinh co ma la glam hiéu qua diéu tri,
dé dan dén tang liéu statin khéng can thiét hoac danh gia
nham la that bai diéu tri. Mic d6 chac chén cua tuong tac
nay thap hon grapefruit nhu’ng du dé can nhac chuyen sang
statin it phu thuéc CYP3A4 néu ngudi bénh van mudn ti€p
tuc duoc liéu.

3.4. Bang chirng con han ché va phu thudc ché pham:
EGCG, transporter va rosuvastatin

EGCG tu tra xanh lam nay sinh mé hinh tudng tac phuc
tap hon vi lién quan cht yéu dén transporter. o nguoi khoe
manh, EGCG lam giam phoi nhiém rosuvastatin trong mot
thir nghiem bat chéo [7] Tuy nhién, hu’dng va muc doé anh
hudng cla tuong 1 tac nay c6 thé thay déi theo liéu, dang
duing, thoi diém udng va thanh phan di kem trong ché pham
tra xanh. Do d6, EGCG-rosuvastatin hién nén dugc xép vao
nhém bang chiing han ché: ¢ tin hiéu sinh hoc hop ly, c6 di¥
lieu & ngu’(‘fi nhung chua dd co s& dé ngoai suy rong thanh
khuyén céo cing. Trén thuc hanh, trong tam la theo doi ca
LDL-C l&n triéu ching cd khi nghi ngd cé dung ché& pham tra
xanh liéu cao.

3.5. Nguy co cong gop dugc lwc: gao men dé khong don
thuan la “mét duoc liéu khac”

Gao men do can dugc tach khéicac tuong tac enzym-trans-
porterthong thu’dng vi monacolin K vé ban chét co6 hoat tinh
kiu lovastatin. Y kién khoa hoc méi ctia EFSA ti&p tuc nhan
manh rang pho’l nhiém monacolin ti gao men do c6 thé gay
tac dung bat |lgi co xuong va gan ngay & murc thap, dong thai
khé xac dinh dugc ngudng dung an toan [8]. Vi vay, dung
dongthdl gao men do vdi statin ké don nén dugc xem la tinh
huéng céng gop dugc luc, cé thé lam tang nguy co dau ca,
tang creatine kinase hoac nang hon & bénh nhan cé san yéu
t6 nguy co. Diém mé&u chdt clia nhdm nay (a tinh bién thién
l&n gitra cac ch& pham, ghi nhan khéng déng nhat va nguy
c0 ngudi bénh khéng nhan ra day la san pham “c6 tac dung
kiéu statin”.

3.6. Nhiéu dwoc liéu khac: tin hiéu yéu, dir liéu chwa du
dé xép cung murc véi grapefruit

Dai vaGi ginkgo, nhan sam, milk thistle, echinacea hoac tdi,
dit liéu & ngudi nhin chung khéng nhat quan va thuong phu
thudc manh vao congthirc ché pham, lidu cingnhuthoigian
dung. Vivay, viéc trinh bay cac dugc liéu nay ngang hang vdi
grapefruit hodc St John’s wort sé dé gay hidu nham rang muc
dd chac chén 4 tuong duong. Ti goc dé ra quyét dinh, cach
antoan han la xem day la nhom “can hoibénh chii déng, cén
canh giac, nhung chua di bang chiing dé khang dinh tuong
tac c6é y nghia lam sang rong rai”.

3.7. Khung thyc hanh dé xuat: hitu ich nhung chwa phai
thuat toan da dugc kiém dinh

Tircac dirliéu trén, co thé dé xuat mot khung thuc hanh gom
b&n budc. Trude hét, hdi cha déng vé grapefruit, St John’s
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wort, gao men dé va cac ché pham tra xanh liéu cao. K& ti€p,
xac dinh statin dang dung c6 phu thuéc CYP3A4 hay phu
thudc transporter & mic dang k& hay khéng. Thi ba, néu
tén tai nguy co tuong tac rd, uu tién déi sang statin c6 hd
so dugc déng hoc thuan lgi hon, giam phu thuéc CYP3A4,
ho&c ngitng san pham cé hoat tinh kiéu statin. Cuéi cung,
huéng dan ngudi bénh nhan biét dau cg, yéu ca, nudc tiéu
sam mau va chi dinh creatine kinase khi c6 triéu chirng hoac
nguy cd nén cao. Khung nay phu hgp véi tinh than ca thé héa
cla céc tai lieu dong thuan vé SAMS, nhung chi nén xem a
dé xuat thuc hanh dua trén cd ché va di liéu hién c6, chua
phai thuat toan da dugc thadm dinh tién ctu [9].

4. BAN LUAN

K&t qua téng haop cho thay cach dién giai tuong tac duoc
liéu—statin phai tach bach gitta kha nang sinh hoc, thay déi
dugc dong hoc va bién cd lam sang thuc sy. Grapefruit a vi
du hiém hoi c6 su ndi tiép tuong déi day di tir co ché dén dir
liéu & ngudi va bao céo bién c6 nang[3],[4]. StJohn’s wort co
bang chiing kha, nhung chli y&u phan anh giam hiéu lyc hon
3 ting doc tinh [5],[6]. EGCG va nhigu dugc liéu khac méi &
murc tin hiéu can theo dbi, chuwa nén dién giai nhu cac tuong
tac da dugc xac lap chic chan [7].

Mét diém can nhan manh hon so vdi nhigu bai téng quan
trudc la tinh khéng déng nhat clia ché pham dugc liéu. Hoat
chét, ta dugc, tap chét, quy trinh chiét xuat va cach ghinhan
c6 thé khac nhau ro rét gitra cdc san pham; hé qua la cung
tén goi “tra xanh” hay “gao men d6” nhung muic do phai
nhiém sinh hoc va nguy cao tuong tac c6 thé rat khac. Van dé
nay dac biét quan trong véi gao men do, nai ranh gidi gilra
“thy'c phdm chlc nang” va tac nhan cé hoat tinh kiéu thuéc
tr& nén mao hon [8].

Bai viét cling c6 y nghia trong boi canh Viét Nam. Mot khao
sat nam 2024 trén 1.305 ngudi Viét cho thay 50,3% ngudi
tham gia d&@ mua it nhat mét loai thudc hoac thuc pham
chlrc nang qua mang trong nam trudc va 77,5% coé y dinh
ti€p tuc mua trong tuong lai [10]. D& liéu nay khoéng chiing
minh truc ti€p tuong tac dugc liéu-statin, nhung cho thay
nguy cd tiép can cac ché pham kho kiém soat chat lugng va
tw dung ma khéng khai bao day du vdi thay thudc. Vivay, bén
canh lya chon statin, gido duc ngudi bénh vé khai bdo moi
san pham dang dung la bién phap an toan thiét thuc.

Han ché cla téng quan nay la khong phai téng quan hé
thong, khong tim ki€m day du trén moi co s dir liéu Lon, va
phan &n bang chu’ng then ch&t van dén tir nghlen clru dugc
dong hoc ¢& mau nhoé hoac béo céo ca. Do do, cac két luan
clia chung t6i nén dugc hiéu nhu mét khung t8ng hap dinh
huéng thuc hanh, khéng phai chirng ct dé ban hanh khuyén
cdo chinh thire.

5. KET LUAN

Tuong tac dugc liéu statin co6 y nghia lam sang khong dong
déu. D@ lieu chic chan nhéat hién thudc vé grapefruit véi
statin phu thuéc CYP3A4; dir li€éu muc kha ghi nhan vai St
John’s wort lam gidm hiéu lyc clia mot sé statin; EGCG va
nhiéu dugc lieu khac mdi & mdc tin hiéu han ché; con gao
men do la tinh huéng cong gop dudgc luc can tranh. Trong
thuc hanh, lwa chon statin nén dua trén ddc diém dugc dong
hoc cua tirng thuéc, nguy co nén ctia ngudi bénh va loai ché
pham dang dung k&m. Céach tiép can hop ly hién nay | khai
thac chu dong tién s dung dugc liéu, wu tién statin it phu
thuéc CYP3A4 khicé nguy catuongtac rd, tranh san phadm cé
hoat tinh kiéu statin va theo doi triéu chirng co hodc creatine
kinase theo béi canh (Am sang.
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Nhoém tac gia tran trong cdm on Trudng va Bénh vién Dai hoc
Vo T|:u’<‘jng Toan da ho trg dinh hudng hoc thuat cho chuyén
dé tong quan nay.
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