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SUMMARY

Background: Several studies have investigated the combination treatment
of rosuvastatin and ezetimibe in patients with chronic coronary artery disease,
but few have focused on an LDL-C cutoff <1,4 mmol/L.

Objectives: This study aimed to evaluate the effectiveness of treating dyslipidemia
with acombination of rosuvastatin and ezetimibe in patients with chronic coronary
artery disease compared to rosuvastatin 20 mg monotherapy in Vietnam.

Materials and Methods: This was a randomized controlled clinical
trial with a 1:1 single-blind distribution involving 102 patients with chronic
coronary syndromes. The intervention group received combined treatment
with rosuvastatin 10 mg plus ezetimibe 10 mg daily, while the control group
received rosuvastatin 20 mg daily. The primary outcome was the efficacy of
LDL-C control between the two groups after 4 and 8 weeks.

Results: The average concentration of LDL-C before intervention, after
4 weeks, and after 8 weeks in the intervention group was 2,84 mmol/L, 1,43
mmol/L, and 1,18 mmol/L, respectively. In the control group, the average
concentrations were 2,39 mmol/L, 1,68 mmol/L, and 1,41 mmol/L (p=0,001).
After 8 weeks of intervention, the LDL-C ratio <1,4 mmol/L in the intervention
and control groups was 41.2% and 74.8%, respectively (PR=1,8, p=0,0007). The
rate of reaching the 50% LDL-C reduction goal was 60,8% and 23,5% (RR=2,6,
p=0,001), and achieving both goals was 57% and 21% (RR=2,6, p=0,0003).
The combination regimen showed fewer side effects than the increased dose
monotherapy, and both regimens were safe for patients.

Conclusion: The combination of rosuvastatin 10mg and ezetimibe 10mg
was more effective in reducing LDL-C levels and achieving treatment goals than
rosuvastatin 20mg monotherapy. This combination regimen was also safer and
had fewer side effects.

Keywords: Chronic coronary syndrome; Randomized controlled clinical trial;
Rosuvastatin 10mg; Rosuvastatin 20mg; Ezetimibe 10mg; Combination treatment.
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Hiéu qua kiém soat ndng do LDL-Cholesterol bang Rosuvastatin
10mg két hop Ezetimibe 10mg so vai Rosuvastatin 20mg
don thuan 6 nguoi bénh c6 héi chimg dong mach vanh man:
thir nghiém lam sang ngau nhién, mu don c6 déi chimg

Tran Viét An"™, Bui Minh Nghia?, Lé Tan T6 Anh?

Hoang Anh Tién3, Nguyén Thuy Quyén’, Tran Lam Thai Bao'
"Truong Pai hoc Y Duoc Can Tho

2Bénh vién Tim mach, Thanh ph6 Can Tho

3Truong Dai hoc Y Duoc Hué

> Técgialién hé TOM TAT
PGS.TS. Tran Vit An Pat van dé: Nhiéu nghién cuiu vé su két hop diéu tri gilia rosuvastatin va
Truong Bai hocY Dugc GanTha ezetimibe trén d6i tugng bénh dong mach vanh man. Tuy nhién, rat it nghién

Email: tvan@ctump.edu.vn ctiu sirdung ngudng cat LDL-C < 1,4 mmol/L.
Muc tiéu: Danh gid hiéu qua diéu tri r6i loan lipid mau bang két hop
» Ngay nhan: 19/6/2023 rosuvastatin véi ezetimibe & bénh nhan bénh déng mach vanh man so véi don
Ngay chap nhan: 23/7/2023 tri téng liéu rosuvastatin 20 mg tai Viét Nam.
Ngay xust ban online: 01/8/2023 Péi tugng va phuong phap ngién ctu: Thit nghiém lam sang déi ching

ngau nhién véi ty 1& phan bé 1:1 single-blind trén 102 bénh nhan c6 héi chiing
vanh man. Nhém can thiép tién hanh diéu tri két hgp bang rosuvastatin 10 mg
két hop ezetimibe 10 mg hang ngay, nhém kiém soat si dung rosuvastatin 20
mg hang ngay. Két qua chinh can dat dugc la hiéu qua kiém soat LDL-C gilta diéu
tri két hgp rosuvastatin 10 mg véi ezetimibe 10mg so véi don tri rosuvastatin
20mg sau 4 tuan va 8 tuan.

Két qua: Nong do trung binh LDL-C trudc can thiép, sau 4 tuan va 8 tuan &
nhom can thiép lan luot la 2,84 mmol/L, 1,43 mmol/L, 1,18 mmol/L va nhém doi
chiing la 2,39 mmol/L, 1,68 mmol/L, 1,41 mmol/L (p =0,001). Sau 8 tuan can thiép,
ty & LDL-C <1,4 mmol/L & nhém can thiép va nhom chiing lan luct la 41,2% va
74,8% (PR =1,8, p =0,0007), ty lé dat muc tiéu gidm 50% LDL-C la 60,8% va 23,5%
(RR= 2,6, p = 0,001), dat ca hai muc tiéu 13 57% va 21% (RR = 2,6, p = 0,0003).

Két ludn: hiéu qua giam LDL-C va ty |é dat muc tiéu diéu tri cia nhém can
thiép (Rosuvastatin 10mg + Ezetimibe 10mg) la cao han c6 y nghia so véi nhém
chiing (Rosuvastatin 20mg). Ca hai phac d6 déu an toan trén bénh nhan va
phac d6 phéi hgp cho thay rat it tdc dung phu clia thu6c hon so véi phac d6
don tri tang liéu.

Mau trich dan: Bui MN, Tran
VA, Le TTA, et al J Vietnam
(ardiol 2023;:106:41-50

Tu khéa: Hoi ching vanh man, thir nhiém Idm sang ngédu nhién c6 déi chimg,
rosuvastatin 10mg, rosuvastatin 20mg, ezetimibe 10m, diéu tri két hop.
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1. DAT VAN BE

Theo théng ké ctia T6 chiic Y t€ Thé gigi nam 2019,
bénh tim mach mach la nguyén nhan gay tur vong
hang dau trén thé gidi, trong d6 chl yéu la cac bénh
tim mach do xo vira '. Viéc diéu tri réi loan lipid mau
cho bénh nhan c6 hoi chiing vanh man la can thiét
dé gidm nguy ca gay xa viia thanh mach. Theo huéng
dan ca Ho6i Tim mach chau Au ndm 2019 vé chan
doan va diéu tri hoi chiing déng mach vanh man phai
dung statin cho bénh nhan dé dat muc tiéu LDL-C |a
<1,4 mmol/L va gidm LDL-C = 50% so v&i trudc khéi
tri>. Rosuvastatin la mét trong nhimng thudc thudc
nhém statin cudng do trung binh va cao, cho thay
c6 hiéu qua va an toan cao trong diéu tri tang LDL-C
hon so vGi cac thude khac trén nhom doi tugng hoi
chiing vanh man 3. Tuy nhién néu khong dat dugc
muc tiéu diéu tri LDL-C theo khuyén céo, phac dé phéi
hgp statin nhu rosuvastatin véi thudc Uic ché hap thu
cholesterol la ezetimibe dé tang hiéu qua 2. Hiéu qua
kiém soat LDL-C clia cdc nhém thudc rosuvastatin bi
gidi han khi tang liéu. Khi tang liéu rosuvastatin gap
doi thi két qua gidm LDL-C chi tang thém 6%. Nhu
vay dé ha LDL-C thém khoang 18% thi phai tang liéu
statin 1én gdp 3 lan (liéu tir 10 Ién 40 mg). R6 rang la
hiéu qua tang Ién khéng nhiéu nhung lai gidm kha
nang an toan ctia thuéc do liéu dung qua cao *.

Trén thuc té da cé nhiéu nghién ctu vé su két hop
gilia rosuvastatin va ezetimibe trén déi tuong bénh déng
mach vanh man. M6t s6 nghién ctiu cho thay két qua
diéu tri phéi hgp la t6t hon don tri liéu >°. Tuy nhién da
phan la danh gia véi muc tiéu diéu tri la <1,8 mmol/L
hodac <70 mg/dL >°. Ngoai ra, cac nghién cdu trén
nhém dan sé Viét Nam con rat han ché. Vi vay nghién
clru chiing téi dugc tién hanh véi muc tiéu danh gia
hiéu qua diéu tri r6i loan lipid mau bang két hgp
rosuvastatin véi ezetimibe & bénh nhan bénh dong
mach vanh man so véi don tri tang liéu rosuvastatin
20 mg tai Viét Nam.

poI TUONG VA PHUONG PHAP NGHIEN CUU
Thiét ké va chon mau nghién ciu

Chung téi tién hanh thd nghiém [am sang doi
chiing ngau nhién véi ty 1é phan bé 1:1 single-blind

trén 102 bénh nhan cé héi ching vanh man diéu tri
ngoai trd tai Khoa kham Bénh vién Tim Mach Thanh
ph6 Can Tho tu thang 4/2021 dén thang 8/2022.
Nghién ctiu dugc théng qua bai Hoi dong y diic trong
nghién ctu y sinh ctia Trudng Pai hoc Y Dugc Can Tha.
Tat ca bénh nhan tham gia déu dugc dién phiéu tinh
nguyén tham gia nghién ctu va diéu tri theo dung
phac d6 diéu tri ctia Bénh vién Tim Mach Thanh Pho
CanTha. Danh tinh ctia toan b d6i tugng nghién ctu
duoc bao mat.

Tiéu chuan chon bénh: Bénh nhan ngoai trd chan
doan hoi chiing mach vanh man theo guideline ESC
2019 2, bao gém thé lam sang (1) Bénh nhan ¢6 tién
st hoi chiing dong mach vanh cap hoac dugc tai
théng DMV trong vong 1 nam, cé hoac khéng cé triéu
chiing; (2) Bénh nhan sau héi chiing dong mach vanh
cap hoac dugc tai théng DMV trén 1 nam; (3) Bénh
nhan nghi ngd cé bénh DMV véi triéu chiing dau that
nguc 6n dinh va/hodc kho kho véi chup déng mach
vanh >50%; Bénh nhan da dugc chan doan réi loan
Lipid mau theo ESC/EAS 2019 va dugc chi dinh diéu tri
rosuvastatin 10 mg > 4 tuan nhung LDL-C mau khéng
dat muc tiéu (= 1,8 mmol/L hoac = 70 mg/dI).

Tiéu chuén loai trir & nhiing bénh nhan hoi ching
dong mach vanh man nhung cé kem cacbénh noikhoa
nang nhu: (1) Suy than man cé dé loc cau than <30ml/
phut/1,73m? (2) Bénh xa gan, viém gan thé hoat déng,
nghién rugu, thai ky; (3) Tang AST, ALT > 3 lan. Nhiing
bénh nhan tang lipid mau thd phat do héi ching
than hu, suy gidp, cudng giap hoac dang s dung
thubc Uc ché CYP3A4 (ketoconazol, clarithromycin,
erythromycin, thuéc Uc ché HIV protease). BEnh nhan
khéng déng y tham gia nghién ctu.

C& mau

(2a/2ZP A= P) + 25\ (T —pD) + P2 (1 - pz))2
A2

C&mau dugc tinh dua theo nghién ctru cia Harold
E Bays ', ty lé kiém soat dat muc tiéu LDL-C < 1,4
mmol/L & nhodm kiém soat [a 21,5% (p, =0,215), nhém
can thiép la 53,7% (p, = 0,537). Chung t6i tinh dugc
N=64,6V6ia=0,01vaB=01(Z,,=257,Z,,=1282).
Trén thuc té ching t6i tién hanh nghién ctu trén 102
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bénh nhan chan doan, nhiéu hon so véi c& mau nham
dé du phong mat ddu bénh nhan hoic bénh nhan
khong tuan tha diéu tri.

Cach tién hanh va phuong phap can thiép

Tat cd bénh nhan ngoai trd dugc chan doan hoi
ching dong mach vanh man va diéu tri giam LDL-C
bang rosuvastatin 10mg trong 4 tuan tham gia
nghién ctu sé tién hanh héi bénh, tham kham va ghi
nhan cac dac diém chung, dic diém lam sang dugc
tham kham bai bac si chuyén khoa. Mét s6 dac diém
chung bao gém: tudi, gidi tinh, thira can béo phi
(phan d6 dua theo phan d6 BMI Chau A ctia WHO,
thita can béo phi khi BMI > 23 Kg/m? "), tién st hoi
chiing déng mach vanh cap (it nhat 1 1an phai nhap
vién), tang huyét ap (dua theo ESC/ESH 2018, c6 tang
huyét ap khi huyét ap tdm thu >140mmHg va/hoac
huyét 4p tam truong > 90mmHg trong hai lan do
huyét ap hodc dang diéu tri thuéc ha ap '?), hat thuéc
la hoac khong hut thuéc 14 (hodc tuong duong khi da
ngung hut it nhat 5 nam '3); Hoat déng thé luc kém
(khi hoat déng thé luc < 4 lan/tuan, va/ hodc khéng
c6 hoat dong thé luc kéo dai > 10 phut va khéng ra
mo hoi '); dai thao dudng type 2 (theo khuyén céo
ADA 2020 ™).

Binh lugng céc thanh phan lipid mau budi sang
IGic déi tai cac thoi diém bao gom: ltic chon mau, ldc
sau diéu tri 4 tuan, lic sau diéu tri 8 tuan. Tién hanh
rat mau ldc bénh dén kham lay 2ml mau tinh mach
(cach blia an t6i hém trudc it nhat 12 gid), dé déng
tu nhién, tach huyét thanh va thuc hién dinh lugng
cac thanh phan lipid mau theo phuong phap so
mau enzym (trén mady hiéu COBAS-C502 do hang
HITACHI ctia Nhat Ban). Ngoai ra, sinh héa mau con
ghi nhan glucose mau doi, AST, ALT va CK khi cé dau
. Phan loai muic d6 réi loan lipid mau, theo National
Cholesterol Education Program Adult Treatment
Panel Ill Guidelines (NCEP — ATP IlI) 6.

Can thiép tién hanh trén bénh nhan khi cé két qua
sinh hdéa mau khong dat kiém soat LDL-C muc tiéu (=
1,8 mmol/L). Su can thiép dugc dua vao guideline
cla ESC 2019, tat ca bénh nhan c6 HCMVM can duoc
kiém soat lipid mau v6i muc tiéu diéu tri la giam
LDL-C > 50% so v3i muc ban dau va dich la LDL- C

< 1,4 mmol/L (<55 mg/dL) 2. Tat ca bénh nhan tham
gia nghién ctu déu dugc danh so lan lugt tir nho dén
I&n. Phan bé déu véi ty s6 la 1:1, 1an lugt cho 2 nhém
bénh nhan co (s6 thi tu 1é ctia hé so bénh an goi la
nhém A, con lai la nhdém B ¢6 s6 thir tu chdn). Nghién
clu chung téi thuc hién mu don, trong nghién cdu
bénh nhan khéng nhan thiic dugc gilta 2 phac dé.
Nhom can thiép tién hanh diéu tri két hop bang
rosuvastatin 10 mg két hgp ezetimibe 10 mg udng
1 1an vao budi t6i hang ngay, nhém kiém soét tang
liéu rosuvastatin 20 mg uéng 1 1an vao budi téi hdng
ngay. Tat ca bénh nhan tham gia déu dugc huéng dan
cach sttdung thuéc, tuan tha diéu tri va hen tai kham.
Ghinhan két qua bilan lipid mau sau 4 tuan va 8 tuan,
ti€n hanh so sanh ty 1é kiém soat LDL-C dat muc tiéu
gitta 2 nhéom. Theo déi tac dung khéng mong muén
cla thudc sau 4 tuan va 8 tuan ghi nhan bao gom:
(1) Triéu chiing co nang nhu dau dau co, réi loan tiéu
hod; (2) Ty 1& bénh nhan c6 tang AST, ALT gap 3 lan so
véi gia tri gidi han trén; (3) Xét nghiém CK cho bénh
c6 triéu ching dau co, tang CK mau dugc xac dinh
khi c6 CK tdang hon gap 5 lan gidi han trén cla tri s6
binh thung. Co nang: Dau dau, dau co, réi loan tiéu
hoa (dau bung, buén nén, tdo bon hodc tiéu chay...).
Két qua can dat

Két qua chinh can dat dugc la hiéu qua kiém soat
LDL-C gilta diéu tri két hop rosuvastatin 10 mg véi
ezetimibe 10mg so v&i don tri rosuvastatin 20mg sau
4 tuan va 8 tuan. Goi la dat hiéu qua diéu tri khi LDL-C
gidm > 50% hodc (< 1,4 mmol/L), su thay d6i vé néng
do LDL-C trung binh gi{ta 2 nhém trudc va sau can
thiép sau 4 tuan va 8 tuan diéu tri. Mot s6 két qua phu
cling dugc danh gia, bao gém: (1) cac tac dung phu
cla thuéc va tir vong do moi nguyén nhan (néu cd)
sau 8 tuan déu tri.
Phuong phap xi ly sé liéu va kiém soat sai s6

Tat ca s6 liéu duoc thu thap dam bao: Kiém soat
sai léch théng tin (Dinh nghia rd rang, cu thé cac
bién s& nghién cliu, cac théng tin vé chan doén va
phan loai theo tiéu chuan théng nhat, nghién cdu
vién héi bénh si, tham kham, thu thap thong tin
théng qua mau bénh an théng nhat); Kiém soat sai
léch chon lua (Tuan thu tiéu chi thu nhan, loai tru
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va quy trinh nghién cdu, xét nghiém hinh anh hoc
dugc dién gidi bai bac si chuyén khoa chin doén
hinh dnh va béc si chuyén khoa tim mach déc lap,
nhap sé liéu va xt ly théng ké bsi nha thong ké
doc lap, tién hanh 2 1an dé déi chiéu két quad); Giai
thich rd rang cho bénh nhan truéc khi thuc hién.
Xét nghiém dugc thuc hién & Labo dat chudn, cac
phuang phap dinh lugng sinh hoa dugc kiém soat
chat lugng bang biéu do6 Levey- Jennings.

NhUing s6 liéu nghién ctiu dugc nhap va xu ly va
phan tich bang may vi tinh theo phan mém stata. Bién
dinh lugng phan bé chuidn mé ta bang trung binh +
do léch chuan (SD), khéng phan bé chudn dugc mo
ta bang gia tri I6n nhat, nhé nhat, khoang ti phan vi
(IQR), bién dinh tinh mé ta bang, tan s6, ty 1&. Su khac
nhau gitfa hai bién dinh tinh mé ta bang CHI binh

phuang, bién dinh lugng phan bé chuan bang simple
t-test hodac ANOVA, bién dinh luong khong phan bé
chudn bang Mann- Whitney test hodc Kruskal-Wallis
test, p<0,05 dugc xem nhu c6 y nghia théng ké.

KET QUA

Téng s6 188 bénh nhan ngoai tru thoa tiéu chi
chon mau dugc dua vao nghién ciu, trong d6 c6 29
(15,4%) bénh nhan diéu tri rosuvastatin liéu 10mg
moi ngay dat LDL-C t6i uu (<1,4 mmol/L) va 56
(29,8%) bénh nhan dat muc tiéu (<1,8 mmol/L). 132
bénh nhan khéng dat muc tiéu (= 1,8 mmol/L) dugc
dua vao ngau nhién, trong d6 30 bénh nhan loai khoi
nghién ctru do mat dau va khéng tuan tha diéu tri.
102 bénh nhan tién hanh phan tich, 51 cho nhém can
thiép va 51 cho nhém chuing (Hinh 1).

188 bénh nhan dén kham

56 bénh nhén loai khoi nghién ciru do
LDL-C da dat muc tiéu

29 bénh nhan khéng déng y tham gia [ |

nghién ciru

52 bénh nhén ngiu nhién vao
nhém can thiép

51 bénh nhan ngau nhién
vao nhém doéi chimg

2 bénh nhan mat dau

Sau 4 tuan, 52 bénh nhan d4nh gi4 lai LDL-
C huyeét twrong va chirc nang gan

Sau 4 tuan, 49 bénh nhan dénh gié lai LDL-C

huyét thanh va chirc niang gan

Két cuc chinh

6 bénh nhan mat dau
hodc khong tuan thu

Sau 8 tuén, 52 bénh nhan d4nh gia LDL-
C huyét twong va céc tac dung phu ctia
thudc

diéu tri

Sau 8 tuan, 43 bénh nhéan danh gia
LDL-C huyeét twong, chirc ndng gan va
céc tac dung phu cua thuoc

Két cuc chinh va phu

Hinh 1. S0 d6 nghién ctiu
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DPic diém chung chia déi tuong nghién cuu

Téng 102 bénh nhan HCDMVM ¢6 r8i loan lipid mau tham gia nghién ctu, tudi trung binh 1a 62 + 8 (tudi),
70,6% la nit. Trong d6, tang huyét ap la bénh déng mac chiém ty 1é cao nhat (96%). C6 dén 50% bénh nhan it
hoat ddng thé luc, thira can béo phi (BMI > 23 Kg/m?) chiém 36,2% (Bang 1).

Bdng 1. Bdc diém chung cua déi tuong nghién cuu

Tong Can thiép Chiing
Dacdiém (n=103) (n=52) (n=51) p
n % n % n %
Tudi > 65 45 83,7 23 44, 22 45,1 0,911
Ni 72 70,6 39 75,0 35 68,6 0,472
Thita can, béo phi 37 36,2 20 38,5 18 353 0,739
Tién st hi chiing vanh cap 3 29 3 58 0 0 0,082
Tang huyét ap 9 9% 52 100 49 % 0,149
Ddi théo dutng type 2 49 48 25 48,1 24 47 0,918
it hoat ddng thé luc 51 50 24 46,2 26 50,9 0,624
Hut thudc I 27 26,3 15 288 n 21,6 0,395
Toi uu 70 68 33 63,5 36 70,6
.. | Ganmiicbinh thuong 20 19,4 7 13,5 14 27,4
Phanloai — —
NCEP Tang cao gidi han 7 6,8 6 11,5 1 2 0,017*
Tang cao 4 3,8 4 7,7 0 0
Tang rat cao 2 2 2 38 0 0

aChi-squared test*p < 0,05; T2MD: type 2 diabetes melitus;
Hiéu qua can thiép sau 4 tuan va 8 tuan

Nong do LDL-C huyét thanh gidm rd rét sau 4 tuan va 8 tuan & ca hai nhom va su khac biét gilra 2 nhém sau can
thiép cé y nghia thong ké (p < 0,01). Néng do trung binh LDL-C trudc can thiép & ca hai nhém lan lugt 1a 2,84 mmol/L
(nhém can thiép) va 2,39 mmol/L (nhém chiing). Nong do sau 4 tuan thay déi diéu tri 8 nhom can va nhém chiing
lan luot la 1,43 mmol/L va 1,68 mmol/L (p =0,01), sau 8 tuan la 1,18 mmol/L va 1,41 mmol/L (p =0,001) (Hinh 2).

3.5

3

N
3]

V]

-
o

LDL-c (mmol/L)

— 1484

-

o
n

Before 4 weeks B weeks

& Group A Group A95% ClI  --®-GroupB - Group B 95% CI

Hinh 2. Nong d6 trung binh LDL-C trudc va sau can thiép 4 tudn va 8 tudn. Group A: can thiép vai diéu tri két hop
(10mg rosuvastatin va 10mg ezetimibe); Group B: chiing vdi tang liéu rosuvastatin (20 mg rosuvastatin), *p < 0,01.
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Sau 4 tuan can thiép, ty 1& dat muc tiéu giam 50% LDL-C & nhém can thiép va nhdm chiing lan luot la 41,2%
va 11,8% (RR = 3,5, p = 0,008), ty Ié LDL-C <1,4 mmol/L la 60,8% va 25,5% (RR = 2,4, p = 0,0003), dat ca hai muc
tiéula37,3%va 12,0% (RR=1,8, p = 0,002). Sau 8 tuan diéu tri, su khac biét gitra nhom can thiép va nhom chiing
&ty lé LDL-C gidam > 50%, < 1,4 mmol/L va dat ca hai muc tiéu lan lugt 1a 37,3% (RR = 2,6, p = 0,001), 33,3%
(RR=1,8, p=0,0007) va 36% (RR = 2,6, p = 0,0003) (Bang 2).

Bdng 2. Hiéu quad giam LDL-C sau can thiép 4 tudn

Ching Can thigp Khacbiét tj 12, % RR p*
n % n %

Theo doi sau 4 tuan

LDL-C gidgm > 50% 6 12,2 22 423 30,1 347 0,008
LDL-C < 1,4 mmol/L 12 245 32 61,5 37,0 2,51 0,0003
Pat ca hai muc tiéu 6 12,2 20 38,5 26,3 3,16 0,002
Theo ddi sau 8 tuan

LDL-C giam > 50% 12 27,9 29 55,8 27,9 2,00 0,001
LDL-C < 1,4 mmol/L 19 442 36 69,2 25,0 1,57 0,0007
Dat @ hai muctiéu 1 25,6 27 51,9 26,3 2,03 0,0003

Cl: Confidence interval; *Chi-squared test; LDL-C: Low-dentsity lipoprotein cholesterol; RR: Risk ratio.
Bién c6 bat Igi ciia thudc danh gia sau 4 tuan va 8 tuan can thiép diéu tri

Sau 4 tuan diéu tri chua ghi nhan bién ¢6 bat Igi nao trén tat ca bénh nhan tham gia nghién ctu. Sau 8 tuan,
nhém chiing B (rosuvastatin 20mg daily) ghi nhan c6 1 trudng hgp xuat hién dau co van va 1 trudng hgp tang men
gan (da loai trir cdc nguyén nhan khac). Trong suét thai gian nghién ctiu khong ghi nhan ca ti vong nao (Bang 3).

Bdng 3. Cdc tdc dung phu cta thuéc ghi nhdn trén 2 phdc do

4tuan 8tuan
Tacdung phu Ching Can thiép Chiing Can thiép
n % n % n % n %
. ) 0 0 0 0 0 0 0 0
Dau dau -
Khéng 49 100 52 100 43 100 51 100
@ 0 0 0 0 1 23 0 0
Pauco -
Khong 49 100 52 100 4 97,7 51 100
Tang CK gdp 10 lén gisi | (6 0 0 0 0 0 0 0 0
han trén Khong 49 100 52 100 43 100 51 100
Tang AST, ALT gdp 3 lan Q) 0 0 0 0 1 23 0 0
gidi han trén Khéng 49 100 52 100 4 97,7 51 100
A L. (6 0 0 0 0 1 23 0 0
Rai loan tiéu héa -
Khong 49 100 52 100 42 97,7 51 100
, ) 0 0 0 0 0 0 0 0
Turvong N
Khong 49 100 52 100 43 100 51 100

ALT: alanine aminotransferase; AST: aspartate aminotransferase; CK: Creatine kinase; LDL-C: Low-density
lipoprotein cholesterol.
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BAN LUAN
Dic diém chung

Su can thiép clia chung téi trong diéu chinh phac
doé diéu tri 8 bénh nhan réi loan lipid mau khong dat
muc tiéu (= 1,8 mmol/L hodc 70 mg/dL) trén 2 nhém
(nhém can thiép A véi phac d6 Rosuvastatin 10mg
+ Ezetimibe 10mg va nhém ching B véi phac d6
Rosuvastatin 20mg). Sau 8 tuan, hiéu qua giam LDL-C
huyét thanh, dat muc tiéu > 50%, va < 1,4 mmol/L la
t6t hon c6 y nghia d6i véi nhém can thiép, lan lugt
la 0,23 mmol/L, 37,3%, 33,3% (Hinh 2). Chua ghi nhan
tac dung phu nang né nao trén ca hai phac dé sau 8
tuan diéu tri.
Hiéu qua va tac dung phu ciia thuéc

Nhém dan s6 nghién clu cla ching téi c6 do

Bdng 4. So sdnh két qua can thiép véi cdc nghién ctu khdc

tudi trung binh kha cao (Bang 1), tuong tu véi mot s
thi nghiém lam sang khac nhu Harold E. Bays et al.
(2011) '°, Dan Ran et al. (2016) °, Soon Jun Hong et al.
(2018) 8, Woohyeun Kim et al. (2018) 7, Kyung-Jin Kim
et al. (2016) ¢ Young-June Yang (2016) °, cac nghién
clu trén déu c6 doé tudi trung binh trong khoang 60
- 65 tudi. Cac nghién ctru trén ty 1& nam cao hon nir
va hon nghién ciiu cla chiang t6i (>50%). Ty |é tang
huyét ap trong dan sé nghién ctu cia ching téi la
rat cao cé su tuong déng véi cac nghién ctu nhu
Soon Jun Hong et al. (2018) & Kyung-Jin Kim et al.
(2016) ¢, Young-June Yang (2016) *da phan la > 70%.
Cac yéu t6 nguy ca khac nhu huat thudc, déi thao
dudng, thira can cling tuong déng vai cac nghién
cuu trén >,

Phan tram thay doi Pat muctiéu
Nahién cifu. n LDL-Cmuctiéu | Thoigian P— o —— P
! ’ (mg/dL) (tudn) an thiép ting an thiép \ing
(%) (%) (%) (%)
Harold E. Bays et al. (2011),n =242 <55 6 -3,7 6,3 53,7 215
-50,3 -37.9 68,3 17,1
DanRanetal. (2016),n=83° <70
12 67,3 52,8 81,0 50,0
Soon Jun Hong et al. (2018),n =130 <70 8 571 -49,2 93,9 82,8
Woohyeun Kim etal. (2018),n=1237 <100 8 558 -48,0 95,0 90,5
Kyung-Jin Kim et al. (2016), n=137°¢ <100 8 -59 -54 91,2 91,3
Young-June Yang (2016),n = 82° <100 8 -57,6 -56,0 86,8 87,2
4 -45,1 -28.2 61,5 245
Chiing t6i (2022),n =102 <55
8 51,5 -40,2 69,2 44

Rosuvastatin 10mg + Ezetimibe 10mg; *Rosuvastatin 20mg; LDL-C: Low-density lipoprotein cholesterol

Sau 4 tuan can thiép trén 2 nhoém ghi nhan muc
gidm néng d6 LDL-C & nhom A la cao hon rat nhiéu
so vGi nhdm B (p =0,01) (Hinh 2, Bang 4). Tuong tu véi
cac nghién cuu clia Harold E. Bays et al. (2011) '°, sau
6 tuan can thiép va Dan Ran et al. (2016) °, sau 4 tuan
can thiép. Nhom st dung diéu tri két hgp lubn mang
lai hiéu qua gidm LDL-C mau t6t hon don tri liéu véi
rosuvastatin °'°. Tuy nién, nghién ctiu ching téi cho
thdy su thay d6i I6n hon va rd rang hon trong hiéu qua
diéu tri khi so sanh véi nghién ctru ctia Harold E. Bays

etal. (2011) ', Sy khéc biét nay c6 thé do ca hai nhém
bénh nhan dugc diéu tri ngoai trd déu co tu van tuan
tha diéu tri va nhiing bénh nhan khéng tuan tha sé
bi loai ra trong qua trinh thu thap mau. Ty lé dat muc
tiéu néng dé LDL-C gidam > 50%, < 1,4 mmol/L, va ca
hai sau 4 tuan can thiép ctia nhom A cao han nhém B
tu 1,8 — 2,0 lan, su khac biét c6 y nghia théng ké (p <
0,01). Nhédm A c6 ty lé dat muc tiéu diéu tri LDL-C cao
hon nhom B la tirkhoang 25 - 35% (Bang 2). Diéu nay
cho thay phac do diéu tri két hgp bang rosuvastatin
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10 mg va ezetimibe 10 mg ¢6 hiéu qua kiém soat téi
uu hon so vdi don tri rosuvastatin 20 mg. Su khac
biét trong hiéu qua diéu tri da xuat hién sém trong
vong 4 tuan dau diéu tri. K&t qua ctia nghién ctiu cla
chung téi ghi nhan tuong déng vaéi cac nghién cdu
clia Harold E. Bays et al. (2011) ° danh gia 6 tuan can
thiép va Dan Ran et al. (2016) ° danh gia 4 tuan can
thiép (Bang 4).

Sau 8 tuan can thiép, nong d6 LDL-C ca hai nhom
déu co su cai thién, 8 nhom don tri (B) cé su sut giam
nhiéu hon trong giai doan tir 4 dén 8 tuan. Tuy nhién,
hiéu qua ctia su giam nay van con thap hon khi so véi
nhom diéu tri két hgp (Hinh 2, Bang 5). Tuong déng
véi nghién cdu ctia Dan Ran et al. (2016) °, khi danh
gia trén giai doan sau tir 4 tuan dén 12 tuan diéu tri,
phac dé két hgp van cho thay cé hiéu qua hon. Cac
nghién ctru khac danh gia sau 8 tuan can thiép déu
cho thay két qua tuong tu 5. Ty |é dat muc tiéu diéu
tri giam LDL-C > 50%, < 1,4 mmol/L va ca hai co su
tang trong giai doan tir4 dén 8 tuan cia ca hai nhém,
nhom A cao hon rat nhiéu so véi nhém B tir khoang
33,3 -37,3% (Bang 2), cao hon ca giai doan tir 0 dén 4
tuan. K&t qua sau can thiép 8 tuan clia chung téi déu
tuong tu véi mot sé nghién cru khac 7%, nhom phoi
hop mang két qua tét hon (Bang 5). C6 su khac biét
vdi nghién clu cta Kyung-Jin Kim et al. (2016) ¢ va
Young-June Yang (2016) %, sau 8 tuan diéu tri chua ghi
nhan su khac biét gitta 2 nhém. Tuy nhién su khac biét
gitta 2 nhém la rat nho (0,1 - 0,4%) (Bang 4). Qua dé
néu tiép tuc tang thém thai gian diéu tri véi phuong
phap két hop thi kha nang cang tang ty 1é kiém soat
muc tiéu néng dé LDL-C va gidm gia tri nong do
LDL-C cang nhiéu hon. Vi vay c6 thé két luan phac do
diéu tri phéi hgp 1a t6i uu hon trong viéc kiém soat
nong dé LDL-C muc tiéu & nhéom bénh nhan co réi
loan lipid mau. Diéu nay c6 y nghia rat quan trong dé
gidm cac bién c6 tim mach & d6i tugng héi ching
mach vanh man.

Tac dung phu cuta thuéc dugc ghi nhan sau 4
tuan va 8 tuan thay doéi phac dé. Qua 4 tuan can
thiép dau tién chung téi chua ghi nhan trudng
hgp nao cé tac dung phuy, ching to thuéc an toan
trén ca 2 nhém vai liéu lugng va thaoi gian st dung

tuong Ung. Nhu vay ching ta cé thé an tam trong
4 tuan dau kha nang xay ra tac dung phu & nhom
két hgp va don tri l1a khéng cé. Nghién ctiu ching
toi tuong ty véi nghién ctu cta Harold E. Bays et
al. (2011) "°véi cung thoi diém danh gia (4 tuan),
chua ghi nhan trudng hgp nao bi dau co van, dau
dau. Tuy nhién, nghién ctiu c6 ghi nhan moét sé tac
dung khong mong muén nhu 1 trudng hgp tang
CK, 2 truong hop cé tac dung khdng mong muén
trén gan & phac doé don tri, phac d6 phdéi hgp ghi
nhan tac dung trén gan va di ing nhiéu hon (4,1%
va 1,4%). Qua 8 tuan can thiép, ching t6i chua ghi
nhan trudng hgp nao c6 tac dung phu & nhém A,
3 nhom B chuing toi chi cé 1 trudng hop tang men
gan AST, ALT (1,9%), 1 trudng hgp bi réi loan tiéu
hdéa (1,9%), 1 trudng cé dau ca (1,9%), tuy nhién
khong c6 tang men CK (Bang 3). Cho thay tac dung
c6 hai trén nhom don tri véi tang liéu rosuvastatin
dé gay tac dung c6 hai trén bénh nhan hon. Tuong
tu véi mot sé nghién clu, tac dong cta hai ctia don
tri rosuvastatin 20mg va két hgp rosuvastatin 10mg/
ezetimibe 10mg lan lugt la: Dan Ran et al. (2016) °
17,0% va 4,8%; Soon Jun Hong et al. (2018) ¢ 6,3%
va 3,0%; Woohyeun Kim et al. (2018) 7 23,07% va
19,36%; Young-June Yang (2016) ° 21,5% va 21,1%.
Nghién ctu ctia Kyung-Jin Kim et al. (2016) ¢ qua
8 tuan can thiép khong ghi nhan bat ky tac dung
khong mong muén nao clia thudc. Két qua cla
chung tbi va cac nghién ctiu dugc so sanh chua ghi
nhan bat ky truéng hgp nao tir vong do thuéc hoac
bién c6 bat lgi nghiém trong. Vi vy, c6 thé két luan
ca hai phac d6 déu an toan trén bénh nhan va phac
dé phoi hop cho thay it c6 bién c6 bat Igi clia thudc
hon so vaGi phac d6 don tri tang liéu.

KET LUAN

Nghién ctiu ching téi ghi nhan hiéu qua gidm LDL-C
va ty 1& dat muc tiéu diéu tri cia nhém can thiép (phac
dé Rosuvastatin 10mg + Ezetimibe 10mg) la cao hon
c6 y nghia so véi nhém chiing (phac dé Rosuvastatin
20mg). Ca hai phac dé déu an toan trén bénh nhan va
phac dé phoi hgp cho thay rat it tac dung phu ctia thuéce
hon so véi phac dé don tri tang liéu.
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