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HIEU QUA HO TRQ' BIEU TRI GIAM LIPID MAU CUA VIEN
NANG KENU TM O’ NGU'O'| BENH TANG CHOLESTEROL MAU
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Muc tiéu: Panh gia hiéu qua cta vién nang Kenu TM trong hé tro' giam lipid mau &
nguwoi bénh tang cholesterol mau.
Phwong phap: Thir nghiém |am sang ngau nhién c6 d6i chirng, nhan mé trén 487
ngudi tr 30-79 tudi cé tang cholesterol mau. Péi twong nghién ctru dwoc chia [am hai
nhém: nhém nguy co tim mach cao (NCC) va nhém nguy co tim mach thap (NCT) theo
khuyén cao cula Hiép hoi Tim va Hiép hdi nghién clru va diéu tri bénh tim Hoa Ky 2018.
Trong m&i nhém, ngudi bénh dwoc phan ngéu nhién vao nhém can thiép va dbi chirng.
Nhém can thiép st dung vién nang Kenu TM trong 3 thang.
Két qua: Nhém can thiép, sau 3 thang, ndng dé cholesterol mau gidm nhiéu hon so véi
nhém déi chirng (nhém NCT: 0,9+1,4 so v&i -0,1£1,9; NCC:0,9+1,4 so voi 0,1+1,0
mmol/L), p < 0,05. Vién nang Kenu TM c6 tac dung gidm s6 bénh nhan tang cholesterol
mau 1,7 1an v&i RR(95%CI): 1,7(1,1-2,5) & nhém NCT va 2,6 lan v&i RR(95%CI):
2,6(1,6-4,3) @ nhém NCC so voi nhém doi chirng. Nhém can thiép, sau 3 thang, nong
do6 triglyceride mau gidm nhieu hon so v&i nhém doi chirng (nhéom NCT: 1,2 + 2,4 so
v&i-0,8 +2,5; va NCC:1,5 £ 3,2 so v@i -0,7 £ 3,2 mmol/L), v&i p< 0,05.
Két luan: Vién nang Kenu TM cé thé cé tac dung ha cholesterol, triglyceride mau sau 3
thang.

Terkhoéa: Tang cholesterol mau, L. Plantarum

EFFECTIVENESS OF KENU TM CAPSULES IN SUPPORTING
LIPID-LOWERING TREATMENT IN PATIENTS WITH
HYPERCHOLESTEROLEMIA

ABSTRACT

Aims: To evaluate the effectiveness of Kenu TM capsules in supporting lipid-
lowering treatment of in patients with hypercholesterolemia.

Methods: A randomized open-label clinical trial was conducted on 487 patients
with hypercholesterolemia. The subjects were divided into two groups, high
cardiovascular risk group, and low cardiovascular risk group, according to the
American Heart Association and American College of Cardiology 2018
recommendations. In each group, the subjects were randomly assigned to the
intervention and control groups. The intervention group used Kenu TM capsules
for three months.
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Results: After three months, plasma cholesterol concentration decreased more in
the intervention group than that in the control group (low cardiovascular risk
and high cardiovascular risk group: 0.9 £+ 1.4 versus -0.1 £1.9; 0.9 + 1.4 versus
0.1 £ 1.0 mmol/L, respectively), p < 0.05. Kenu TM capsules were effective in
reducing the number of patients with hypercholesterolemia by 1.7 times with
RR (95%CIl): 1.7 (1.1-2.5) in the low cardiovascular risk group and 2.6 times
with RR (95%Cl): 2.6 (1.6-4.3) in the high cardiovascular risk group compared
with the control group. After 3 months, plasma triglyceride concentration
decreased more in the intervention group than that in the control group (low
cardiovascular risk and high cardiovascular risk group: 1.2 £ 2.4 versus -0.8 £
2.5; 1.5 £ 3.2 versus -0.7 = 3.2 mmol/L, respectively) with p < 0.05.

Conclusion: Kenu TM capsules could have had the effect of reducing plasma
cholesterol, and triglyceride in patients with hypercholesterolemia after three

months.

Keywords: Hypercholesterolemia, L. Plantarum

I. PAT VAN PE

R4i loan chuyén hoéa lipid 1a mot
bénh Iy khéng lay nhiém pho bién. Tang
cholesterol mau duoc xac dinh 12 yéu t6
nguy co cua bénh tim mach do xo vira.
Tang cholesterol méau lam tiang 4,5 1an
nguy co mac bénh mach vanh va dot quy
do tim [1]. Kiém soét tét cholesterol mau
da dugc chitng minh giam nguy co xuét
hién céc bién cb tim mach va giam nguy
co tir vong & bénh nhéan ting huyét ap,
dai thao duong. Tai Viét Nam, theo béao
c4o qudc gia vé benh khdng lay nhiém
nam 2015, ty I¢ tang cholesterol duoc
chan doan 1a 71,4% [2]. Diéu tri sém céc
truong hop tang cholesterol mau co tac
dung giam ty Ié tir vong va tan tat. Hién
nay, c6 rat nhiéu thudc va tién bo trong
diéu tri tang cholesterol méau, trong dé co
cac liéu phap sinh hoc.

Liéu phap probiotics cho thdy nhiing
loi ich trong hd tro diéu tri bénh tim
mach, dac biét 1a nhiing loi khuan thudc
chi Lactobacillus. Kenu-TM duoc phéat
trién dya trén thanh phan chinh 1a lgi
khuan Lactobacillus plantarum véi tac
dung lam két taia mudi mat trong dudng
tiéu hoa khién mudi mat khong thé duoc
tai hip thu vao rudt va s& dugc dao thai
theo phan ra ngoai. Pé duy tri su can
bang mudi mat trong co thé, cholesterol
trong méau sé duoc téng hop b lai lugng
mudi mat bi dao thai ra ngoai. Hoat dong
nay trong duong tiéu hodéa cua L.
plantarum gidp lam giam cholesterol
mau. Nghién cau c6 muc tiéu danh gia
hiéu qua cua vién nang Kenu TM trong
hd tro diéu tri giam lipid méu & nguoi
bénh tang cholesterol mau.

II. PHUONG PHAP NGHIEN CUU

2.1. Thiét ké nghién cieu

_Nghién cau thu nghiém lam sang
ngau nhién c6 doi chung, nhan mo duoc
thuc hién tur thang 6/2021 dén thang

6/2022. Tom tit qua trinh nghién cau
duoc trinh bay ¢ Hinh 1.
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2.2. Poi twong nghién cieu

Nghién cau thuc hién trén 487 nguoi
bénh chan doén ting choleterol mau voi
nong d6 cholesterol toan phan > 5.2
mmol/L, c6 tudi tir 30 dén 79 tudi duogc
quan 1y diéu tri ngoai tru tai cac khoa
kham bénh cua 3 co s6: Bénh vién da
khoa huyén Vi Thu, Bénh vién da khoa

thanh phé Thai Binh, Trung tam kiém
soat bénh tat Thai Binh, tinh Thai Binh.
Céc tiéu chuan loai trir bao gdom: mic
bénh cap tinh, phu nir cé thai va cho con
bd, mic cac bénh: bénh than man co
muc loc cAu than < 60 ml/phat/1,73m?
da, suy tim sung huyét, xo gan.

500 ngurdi bénh ting cholesterol mau

v
Nguy co tim mach thap (NCT)

¥
Nguy co tim mach cao (NCC)

n=251 n =249
Phan nhém ngiu nhién
v v v v
Tham gia NCT-Kenu NCT-BC NCC-Kenu NCC-bC
nghién ctru n=126 n=125 n=124 n=125
- 01 truirng hgp tir chéi | 05 trueyng hop
07 tru‘orTg hop str dung tiép san pham khong tai kham
khéng tai kham
. NCT-Kenu NCT-bC NCC-Kenu NCC-DC
Sau3th
a02Tan8 | 126 n=118 n=123 n=120

Hinh 1. So d6 tom tat thiét ké nghién cizu

NCT-Kenu: Nguy co tim mach thap sir dung Kenu TM; NCT-BC: Nguy co tim mach thap doi ching;
NCC-Kenu: Nguy co tim mach cao si dung Kenu TM; NCC-BC: Nguy co tim mach cao doi chiing

Déi twong tham gia nghién ctu dugc
chia thanh hai nhém: nguy co tim mach
thap (NCT) va nguy co tim mach cao
(NCC) theo khuyén céo cua Hoi tim
mach Hoa Ky (AHA) va Truong mon
tim mach Hoa Ky (ACC) 2018 [3].
Nhém NCT: néng d6 LDL-Cholesterol
méu < 4,9 mmol/L, huyét &p tdm thu <
160 mmHg va huyét ap tam truong <
100 mmHg, khéng mic dai thao duong.
Nhom NCC c6 it nhat mét trong cac yéu

t6 sau: nong d6 LDL-Cholesterol méau >
4,9 mmol/L, dai thao duong, huyét ap
tam thu > 160 mmHg hozc huyét ap tam
truong > 100 mmHg. Trong mdi nhom
chang tdi lai phan ngau nhién d6i tuong
nghién cau vao nhém can thiép hoac
nhém dbi chimg. Nhu vy, nghién cau
cua chung tdi ¢6 4 nhdém: 2 nhdém can
thi¢p su dung Kenu TM (NCC-Kenu va
NCT-Kenu), 2 nhém ddi ching (NCC-
PC va NCT-bC).
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2.3. C& mau va chon mau

C& mau duoc tinh theo coéng thic
tinh ¢&@ mau cho két cuc la bién so lién
tuc:

Zyq+ Z1_p)’
5 — 5,
Trong d0, sy khac biét mong mudn

gitta nhom can thiép va nhom déi chang

la § = 1,2 mmol/L, §, = 0,6 mmol/L,

S=1,8. Chung toi tinh dugc ¢& mau la

2.4. Phac do can thiép

Vién nang Kenu TM dugc san Xxuét
boi cong ty TNHH duwoc phim
NAPHARCO c6 thanh phan chinh Ia loi
khuan Lactobacilus plantarum (250 mg
chira 10° CFU trong mdi vién). San
phdm d3 dugc Cuc an toan thyc pham
cip gidy ching nhan GMP s
28/2020/ATTP-CNGMP.

Déi véi nhém NCT: ca hai nhom déu
dugc tu van ché d6 dinh dudng va tap
luyén tai thoi diém tham gia nghién ctu
bai cac bac sy chuyén khoa dinh dudng.
Nhém can thiép st dung thém Kenu TM
X 2 vién/lan x 3 lan/ngay trong 3
thang DS véi nhdm NCC: ca hai nhom
déu dugc tu van ché do dinh dudng va
tap luyén, st dung statin. Nhom can
thiép s dung thém Kenu TM x 2
vién/lan x 3 lan/ngay trong 3 thang.

n=2 2

2.5. Xir ly s6 liéu
Kiém dinh su khac biét gitra nong do
cholesterol, triglyceride trudc-sau can
thigp bang kiém dinh Wilcoxon, tinh
nguy co tuong doi dé danh gia hiéu qua
cua bién phap can thiép. Kiém dinh su
2.6. Pao dwrc trong nghién cau
‘ Nghién ctu duoc thdng qua tai Hoi
dong dao duac trong nghién cau y sinh
cua Truong DPai hoc Y Dugc Thai Binh
s6 529/HDPD ngay 20/5/2021. Tét ca

111 dbi twong cho mdi nhém. Nghién
ctu cua chung toi da thuc hién trén 500
nguoi tdng cholesterol mau trong do 1
truong hop tir chdi tiép tuc tham gia tai
thang thir 2 va 12 truong hop bo cuoc do
khong dén tai kham. Cac d6i tuong
nghién ciru duoc phan ngau nhién vao
nhom can thiép hodc nhom dbi ching.

Cac dbi tuong nghién ciu déu duoc
danh gia tai thoi diém bat dau nghién
ctu, theo dBi 1am sang, cap thudc sau 1
thang, 2 thang va 3 thang. Sau 3 thang,
d6i tuong tham gia dugc kham 1am sang,
va dinh luong nong do cholesterol mau,
nong do triglyceride mau, dé danh gia
higu qua coa san pham.Néng do
cholesterol mau tai thoi diém sau 3 thang
1a tiéu chi chinh dénh gi4 hiéu qua cua
can thiép. Cac mau mau xét nghiém
duoc ldy mau tinh mach vao budi sang
truéc an. Pinh luong néng do
cholesterol, triglyceride thyc hién bang
phuong phéap do quang trén may Clinical
Chemistry Analyzer Model CA 800,
Furuno Electric Co., Ltd, Nhat Ban.

khac biét do chénh nong do cholesterol,
triglyceride mau trudc-sau can thi¢p gitra
hai nhom can thiép va dbi ching bang
kiém dinht test. S& liéu xu ly bang phan
mém SPSS 16.0.

déi twong tham gia nghién ctru phai dong
y dugc thé hién bang ky phiéu chap
thuan tham gia nghién ctu.

105



Lé Minh Hiéu va cs.

Tap chi Dinh dwéng va Thyc pham 19(4+5)-2023

I1l. KET QUA

3.1. Pic diém cia déi twong nghién ciu

Nghién ctru di tuyén dugc 500 dbi
tuong du diéu kién tham gia nghién cau
(Hinh 1). Sau 2 thang, c6 13 dbi tuong
bo cudc: 1 bénh nhan & nhoém NCC-
Kenu bo cudc & thang thi 2 véi ly do

uéng nhiéu thudc, 7 bénh nhan ¢ nhém
NCT-DC va 5 bénh nhan & nhém NCC-
DPC. 12 bénh nhan ¢ nhom ddi ching
khéng tham gia tai kham & thang thi 3.

Bang 1. Pdc diém phan bé déi trong nghién cizu theo tudi, gidi

. Z. NCT-Kenu NCT-bC NCC-Kenu NCC-bC
Nhom tuoi (n=126) (n=118) (n=123) (n=120)
30 -39 3(2.4) 1(0,8) 5(4,1) 0
40 — 49 19 (15,1) 10 (8,5) 11 (8,9) 1(0,8)

50 — 59 40 (31,7) 33 (28,0) 29 (23,6) 8(6,7)
60 — 69 45 (35,7) 68 (57,6) 52 (42,3) 49 (40,8)
7079 19 (15,1) 6 (5,1) 26 (21,1) 62 (51,7)
Tudi trung binh 59,45 +9,64 60,66 +6,69° 61,19+992 68,46+540
Gioi tinh
Nam 57 (45,2) 47 (39,8) ¢ 63 (51,2) 50 (41,7)¢
Nir 69 (54,8) 71 (60,2)* 60 (48,8) 70 (58,3)*

" Khdc biét giita nhém can thiép va doi chirng cé y nghia thong ké véi p < 0,05

£ Khdc biét giita nhém can thiép va doi chirg khong cé ¥ nghia thong ké véi p > 0,05

Tudi trung binh nhdém can thiép va
nhom ddi chimg ¢6 NCT khac biét nhau
khéng c6 ¥ nghia théng ké (p > 0,05), &
nhoém NCC thi nhom can thiép cé gia tri

tudi trung binh thap hon nhém doi ching
khodng 7 tuoi. C6 sy tuong dong ve gioi
gitra cdc nhom can thiép va doi chung.

3.2. Hiéu qua cai thién cac chi sé lipid mau sau 3 thang sir dung vién nang
Kenu TM trén ngwdi bénh tang cholesterol mau

Theo két qua & Bang 2, nhém can
thiép cO gia tri trung binh chi sb
cholesterol mau tai thoi diém Mj thap
hon tai thoi diém My, su khac biét co y
nghia thong ké véi p< 0,05.

Béang 3 cho thdy sau 3 thang, nhém
st dung vién nang Kenu TM co6 ty Ié
nong do cholesterol vé binh thuong cao
hon nhom ddi chimg. Pé giam 1 ca ting

cholesterol mau can diéu tri 7 ca & nhom
nguy co thap va 4 ca & nhom nguy co
cao.

Két qua & Bang 4 cho thiy nhom can
thiép cO gia tri trung binh chi s
triglyceride mau sau 3 thang st dung
Kenu TM d4 giam rd rét so v6i thoi diém
tham gia nghién ctru, sy khac bi¢t c6 y
nghia thong ké (p < 0,05).
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Bing 2. So sanh nong dg cholesterol (mmol/L) mdu truéc va sau 3 thang sir dung
Kenu TM

n Tai My Tai M; bo chénh My-M3
Median (IQR)  Median (IQR) X +SD
Nhom nguy co thap
NCT-Kenu 126 6,5 (1,3) 5,4 (0,7) 09+1,4"
NCT-DC 118 5,6 (0,9) 5,7 (1,1)F -0,1+1,9
Nhém nguy co cao
NCC-Kenu 123 6,4 (1,1) 55 (1,3) 09+14"
NCC-PC 120 5,7 (0,7) 5,8 (0,9) 01+1,0

- Nong dg cholesterol méu tai M thap hon Mgy véi p < 0,001, kiém dinh Wilcoxon.

£ Khac biét néng do cholesterol madu tai Mz va Mg vdi p > 0,05, kiém dinh Wilcoxon.

**Khdc biét vé dp chénh né‘ng do chqlesterol mau My-M; g{fm hai nhom sw dung Kenu TM va nhom
doi chirng sy khdac biét co y nghia thong ké voi p < 0,05, kiém dinh t test.

Bang 3: Ty Ié nguoi bénh c6 néng dg cholesterol mau vé binh thuwong sau 3 thang

Nhom nguy co thép Nhém nguy co cao
Can thiép Doi ching Can thiép Doi chung
(n=126) (n=118) (n=123) (n=120)
Cholesterol
<5,2mmol/L (n; %) 46 (36,5) 26 (22,0) 45 (36,6) 17 (14,2)
> 5,2 mmol/L (n; %) 80 (63,5) 92 (78,0) 78 (63,4) 103 (85,8)
RR (95%CiI) 1,7(1,1-25) 2,6 (1,6-4,3)
ARR, % (95%Cl) 14,4 (3,2 - 25,7) 22,4 (11,8 -32,9)
NTT, n (95%CI) 7(4-31) 4(3-8)

Bang 4. So sanh nong do triglyceride (mmol/L) mdu trudc va sau 3 thang siz dung
Kenu TM

n Tai My Tai M3 b6 chénh MO - M3
Median (IQR)  Median (IQR) X £SD
Nhém nguy co thap N .
NCT-Kenu 126 2,9 (3,1) 2,1(1,4) 12+24
NCT-BC 118 2,6 (2,3) 3,2(3,2)° 0,8+25
Nhom nguy co cao N »
NCC-Kenu 123 3,7 (4,2) 2,4 (1,9) 15+3,.2
NCC-DC 120 2,9 (2,2) 3,0 (2,8) -0,7+3,2

* Nong dg triglyceride mdu tai My thap hon My ¢é ¥ nghia thong ké véi p < 0,001, kiém dinh Wilcoxon.
¥ Khac biét néng do triglyceride mau tai M cao hon My véi p < 0,05, kiém dinh Wilcoxon.

“Khdc biét vé dp chénh nong dg triglyceride mau Mo-Ms giita hai nhém sir dung Kenu TM va nhém doi
chitng s khdc biét ¢6 y nghia thong ké véi p < 0,05, kiém dinh t test.
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IV. BAN LUAN

Loi khuan L. plantarum trong Kenu
TM lam két tia mudi mat & duong tiéu
hoa khién mudi mat khong thé duogc tai
hép thu vao rudt va dugc dao thai theo
phan ra ngoai. bé duy tri sy cén bang
mudi mat trong co thé, cholesterol trong
mau s& duge sir dung dé téng hop bu lai
luong mudi mat bi dao thai ra ngoai.
Hoat dong nay cua L. plantarum giup
lam gidm cholesterol trong mau. L.
plantarum trong Kenu TM con gin két
cac phan tir cholesterol vao mang té bao,
lam giam hap thu cholesterol tir thirc dn
tai rudt non. Do d6, L. plantarum cé tac
dung giam ndéng do cholesterol mau
thong qua 2 co ché: giam hip thu
cholesterol tr thiic an, tang dao thai
cholesterol qua duong rudt thong qua
tang tong hop mubi mat va ngan can chu
trinh gan rudt.

O nhém NCT, két qua nghién ctru da
chi ra, nong do cholesterol mau trung
binh sau 3 thang sir dung Kenu TM (5,5
+ 1,1 mmol/L) thap hon so véi thoi diém
Mo (6,5 £ 1,6 mmol/L), sy khac biét nay
c6 ¥ nghia théng ké voi p < 0,05. O
nhom NCC ciing cho két qua tuong tu,
noéng do cholesterol méau trung binh sau
3 thang st dung Kenu TM (5,6 £ 1,2
mmol/L) thip hon so voi thoi diém Mg
(6,5 £ 0,9 mmol/L), sy khac biét nay co
¥ nghia théng ké véi p < 0,05. Nhu vay,
& ca hai nhém NCC va NCT déu cho
thiy nong do cholesterol mau trung binh
tai thoi diém 3 thang giam hon so véi
thoi diém bat dau can thiép.

Khi st dung Kenu TM, nguoi bénh
duoc bd sung 1 luong loi khuén L.
plantarum nhat dinh. Do day 13 ngudn
loi khuan dugc bd sung tir bén ngoai nén
ndng do s& ting dan 1én theo thoi gian va
s& dat dén ndng d6 bdo hoa nhét dinh.
Cac nghién ctru da chi ra sau 3 thang bo

sung thi ndng do6 L. plantarum s& dat
dugc do 6n dinh va duy tri & mtc do do
néu tiép tuc dugc bd sung theo khuyén
cao [4]. Bén canh d6, tic dung ha
cholesterol méau cua lgi khuin L.
plantarum lai phu thudc vao ndng do cia
nd trong duong tiéu hoda. Mari C.
Fuentes va cong su da tién hanh mot thu
nghiém 1am sang ngiu nhién, mu doi
trén 60 nguoi 16n cod ting cholesterol
méu. Thir nghiém 1am sang nay tién
hanh trong 12 tudn, nhom can thiép st
dung loi khuan L. plantarum, nhom d6i
chimg str dung placebo. Sau khi két thuc
nghién ciu, so voi nhom su dung
placebo, nhom str dung loi khuén L.
plantarum c6 noéng d6 cholesterol giam
manh (33,7 so voi 10,6 mg/dL). Két qua
nghién ctru nay ciing cho thiy néng do
cholesterol mau trung binh cua ca hai
nhém st dung loi khuan L. plantarum va
su dung placebo tai thoi diém 6 tuan
khong c6 su khac biét co y nghia thong
ké [5]. Nhu vdy, sau 12 tuan st dung loi
khuan L. plantarum méi thiy ro rét tac
dung ha cholesterol mau. Mot s6 thu
nghiém lam sang v&1  chung L.
acidophilus [6], L. reuteri [7] ciing cho
thidy cac chung lgi khuan nidy co tac
dung ha cholesterol mau.

Tang triglyceride mau c6 lién quan
dén nguy co gia tang viém tuy cap va
cac bién cb tim mach [8], [9]. Trong
nghién ctru ctia ching t6i (Bang 3), dbi
v6i ca hai nhom NCT va NCC thi nong
do triglyceride trung binh ¢ nhom sur
dung Kenu TM déu thap hon so véi thoi
diém trude str dung, su khac biét nay co
¥ nghia thong ké véi p < 0,05. Bén canh
d6, d6i v6i nhom khong sir dung Kenu
TM thi ndng do triglyceride tai thang thir
3 ¢6 xu hudng cao hon so voi thoi diém
tham gia nghién ctru. Két qua nay ciing
dugc ghi nhan ¢ cac tht nghi¢ém lam
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sang cua cac tac gia khac trén thé gisi
[5], [6]. Tac gia Marika M va cong su da
thuc hién mdt thtr nghi€ém lam sang co
dbi chimg ngdu nhién trén 164 bénh
nhan tang cholesterol mau danh gia tac
dung cua probiotic L. fermentum trong
didu tri tang cholesterol mau. Két qua
ctia thir nghiém cho thy sau 4 tuan sir
dung probiotic L. fermentum, nong do
triglyceride mau giam 17% so véi ban
dau, sy khac biét nay c6 ¥ nghia thong
ké vai p = 0,003 [10].

Nghién ciru duge thiét ké thir nghi¢m
lam sang ngau nhién c6 d6i ching nhan
mo trén dbi twong ngudi bénh chan doan
tang choleterol mau (> 5,2 mmol/L).
Phuong phap chia ngau nhién ddi tuong
tang cholesterol mau trugc can thiép gop
phan han ché sai s6 do chon mau. Tuy
nhién két qua danh gia vé hiéu qua dbi
Vol tang triglyceride méu chua dugc
phan tich dya trén sy phan nhém ngau
nhién vé tinh trang triglyceride mau nén
tiém an nhiéu sai sd. Do do, rit can co
nghién cau tha nghiém 1am sang co ddi
chitng va phan nhém ngau nhién cho
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