TAP CHi NGHIEN CPU Y HOC

KET QUA PIEU TRI TANG CHOLESTEROL MAU GIA PiNH TAI
BENH VIEN NHI TRUNG UONG

D6 Thi Thanh Mai'2™, Tran Thi Chi Mai"2, Nguyén Ngoc Khanh?
"Trrong Pai hoc Y Ha Noi
2Bénh vién Nhi Trung wong

Tang cholesterol mau gia dinh gay tdng LDL- cholesterol dan dén xo vira mach va bénh ly tim mach sém.
Nghién ctru nhdm muc tiéu danh gia két qua diéu tri tré tang cholesterol méau gia dinh tai Bénh vién Nhi Trung uvong
tirthang 3/2015 dén thang 9/2024. Cé 24 tré tang cholesterol méu gia dinh dwoc xac dinh bdng phan tich gen, trong
d6 17 tré can diéu trj thudc ha lipid mau. Trung vj tudi diéu trjla 10 tudi (2,7 - 15,7 tudi). 12 tré tdng cholesterol mau
gia dinh dj hop tir dap tmg tét véi diéu tri statin don déc liéu trung binh hoéc cao, gitip gidm 41,3% LDL-C va 35%
cholesterol toan phén, 6/12 tré dat dich diéu tri. 5 tré tdng cholesterol méu gia dinh déng hop ti/ di hop tir phirc
don dap (ing kém véi diéu tri statin liéu trung binh hodc cao két hop thudc trc ché hap thu cholesterol ezetimibe,
chi cé 1/5 tré dat dich diéu tri. Néng d6 GOT, GPT, CK cia 17 tré khéng téng khi diéu tri thuéc ha lipid méu.

T khoa: Tang cholesterol mau gia dinh, két qua diéu tri.

I. DAT VAN DE

Theo WHO 2017, hang nam cé khodng hon
17 triéu ngudi tir vong do cac bénh ly tim mach,
trong d6 80% la do bénh ly mach vanh." Tang
cholesterol gan véi lipoprotein ty trong phan to
thap (LDL-C) la yéu t6 nguy co quan trong cla
sw xuét hién bénh ly tim mach, mic d6 tang va
thoi gian tiép xtc véi LDL-C ty |é thuan véi nguy
co xo vira mach.? Diéu tri gidm LDL-C giup
lam gidm nguy co' t&r vong ho&c nhéi mau co
tim.34 Tang cholesterol mau gia dinh (Familial
hypercholesterolemia-FH) la bénh di truyén
gay tédng ndng d6 LDL-C trong mau va gay xuét
hién bénh tim mach sém. FH phan 1&n do dot
bién cac gen LDLR, APOB, PCSK9 di truyén
troi trén nhiém séc thé thuwdng gay ra, mot phan
nhd do gen LDLRAP1 di truyén lan nhiém sac
thé thuwdng & nhivtng ving cé ty I& két hén can
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huyét cao.5¢ Nguwdi mac FH thé déng hop t& di
truyén troi thwong cé6 mie tang LDL- C nang
> 12,9 mmol/l; nguwdi mac FH thé di hop t& di
truyén troi thworng c6 mire LDL- C trong khoang
tr 4,9 dén 12,9 mmol/l, nguwdi méc FH di truyén
I&n c6 néng dd LDL- C tir 10 - 15 mmol/l.78 Tré
mac FH tang LDL-C tir ngay sau sinh, méc do
va thoi gian tiép xuc véi ndng d6 LDL-C tang
cao lam tang ganh nang xo vira mach mau. Vi
vay, cac bién phap ha lipid dwoc khuyén céo
bat dau sir dung s&m nhét c6 thé.° Tuy nhién,
diéu tri thuéc ha lipid mau thwong chi duoc
khuyén nghi cho tré tlr d6 tudi 8 dén 10 tudi.™
Cac hwéng dan diéu tri khuyén nghi st dung
nhom thudc statin lam thubc diéu tri buwéc dau,
c6 thé két hop véi cac nhom thubce khac nhw tre
ché hap thu cholesterol dé tang hiéu qua diéu
tri."12 Tai Viét Nam, chwa c6 nghién ctu vé két
qua diéu tri ciia nhém tré em tang cholesterol
méau gia dinh dwdi 18 tudi, chung toi tién hanh
nghién ctru vé&i muc tiéu danh gia két qua diéu
tri tré tdng cholestreol mau gia dinh tai Bénh
vién Nhi Trung wong.

50

TCNCYH 186 (1) - 2025



Il. POl TWUONG VA PHUONG PHAP
1. Déi twong

Tiéu chuén Iwa chon

Tré tir 0 dén 18 tudi, tdng cholesterol co bién
thé cac gen gay tang cholesterol mau gia dinh
(LDLR, APOB, PCSK9, LDLRAP1T) va c6 thoi
gian diéu tri it nhat 1 thang.

Tiéu chuan loai trov

Tré tang cholesterol mau do dét bién gen
khac nhv gen ABCG5/ABCGS8, CYP27A1,
LIPA, tang cholesterol thtr phat do cé bénh
ndi tiét: dai thao duwong, suy gidp, Cushing,
suy tuyén yén, bénh ly gan mat: tdc mat, hep
dudng mat, teo dworng mat, viém gan, tdc mat
trong gan tai phat lanh tinh, bénh ly than: hoi
chirng than hw, suy thdn man, héi chirng huyét
tan ure huyét cao.
2. Phwong phéap

Thiét ké nghién ctru

Nghién ctru mét loat ca bénh, bao gém md
ta héi civu va tién clru, d6i chirng truvdc va sau
diéu tri.

Thoii gian nghién ciru

Cac thong tin thu thap dwoc thu thap tw
thang 3/2015 dén thang 9/2024.

Dja diém

Nghién ctu dwoc tién hanh tai Trung tdm
Noi tiét, Chuyén hod, Di truyén & Liéu phap
phan tlr, Bénh vién Nhi Trung wong.

Chon mau

24 tré thda man tiéu chuan lwa chon trong
th&i gian nghién cltru.

Céc buwdrc tién hanh nghién ctru

Cac tré dwoc lwa chon vao nghién ctru dwoc
chia thanh 2 nhém: nhém 1 bao gém tré FH déng
hop ti (c6 2 bién thé gidng nhau ndm trén 2 alen
khac nhau) va FH di hgp tl phtrc don (co6 2 bién
thé khac cla cung 1 gen nhau ndm trén 2 alen
khac nhau), nhém 2 FH di hop tt (c6 1 bién thé
gen gay bénh FH). Cac tré dwoc chi dinh dung
nhém statin liéu kh&i dau Rosuvastatin 5mg/

TAP CHi NGHIEN CU’U Y HOC

Artovastatin 5mg/ Simvastatin 5mg tang dan
dén lidu tdi da Rosuvastatin 20mg/ Artovastatin
80mg/ Simvastatin 40mg, néu chwa dat dich
diéu tri, tré dwoc chi dinh diéu tri phdi hop cuing
thuéc rc ché hap thu cholesterol ezetimibe
liéu 10 mg/ngay. C4c théng tin 1am sang dwoc
thu thap bao gbém tudi khéi phat triéu ching,
tudi chan doan - c6 két qua phan tich gen,
tudi bt dau diéu tri, thoi gian diéu tri lién tuc
gitp chi sb lipid mau dat gia tri thAp nhét, gi&i,
chi s6 khdi co thé BMI, huyét ap, tién st gia
dinh (tang lipid mau, u hat vang, mac bénh tim
mach sém - trwdc 55 tudi & nam gidi, trudc
60 tudi & nir gidi). Cac chi sb danh gia két qua
diéu tri bao gdbm cholesterol mau toan phan,
cholesterol lién két vai lipoprotein trong lwong
phan t& thap (LDL-C), cholesterol lién két véi
lipoprotein trong lwgng phéan t cao (HDL-C),
triglyceride, GOT, GPT, CK tai cac thoi diém:
trwoc diéu tri, sau khi thye hién ché do an it
nhéat 1 thang cho tré to 10 tudi, it nhat 6 thang
cho tré dwdi 10 tudi, sau khi diéu tri thudc ha
lipid mau it nhat 1 thang;™ cac théng tin vé
loai thudc ha lipid mau (loai statin, liéu dung,
dung don doc hay két hop). Statin liéu thap la
khi st¢ dung Atorvastatin 5mg, Simvastatin 5 -
10mg; liéu trung binh Rosuvastatin 5 - 10mg,
Atorvastatin 10 - 20mg, Simvastatin 20 - 40mg;
lidu cao Rosuvastatin 20 - 40mg, Atorvastatin
40 - 80mg." Tré dat dich diéu tri khi LDL-C giam
50% so v&i mirc LDL-C trwdc diéu tri, hodc
LDL-C < 3,4 mmol/l."° Tré c6 tac dung phu cla
thuéc khi ndng d6 GOT, GPT, CK ting gap 3
lan gia tri gi¢i han trén cla khoang tham chiéu.

X ly sé liéu

Cac théong sbé nghién clru dwoc phan tich
b&ng phan mém SPSS 26.0. Cac s6 lieu dwoc
di&n ta dwdi dang cac phan bd vé tan sb hoéc
cac tham sé thdng k& mé ta va dwoc thé hién
du6i dang ty 1& phan tram, hodc tri sb trung vi,
min - max. S dung kiém dinh Wilcoxon test,
Mann-Whitney U test.
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24 bénh nhan FH

19 bénh nhan 3 bénh nhan FH 2 bénh nhan FH

FH di hop tor di hop t&r phirc ddng hop tor
|%- Ché d6 an F_l

< 10 tudi | > 10 tudi

I
LDL-C < 5,2 mmol/l

r

LDL-C = 5,2 mmol/l

LDL-C = 4,6 mmol/l

6 bénh 9 bénh nhan 7 bénh nhan
nhan FH di (7 bénh nhan FH di hop t, (6 bénh nhan FH dj hop tl,
hop to 2 bénh nhan di hop t& phire 1 bénh nhan FH di hop tir
l don) phtrc don)
Ché do an l l ]
Rosuvastatin/Atorvastatin/Simvastatin don déc, hoac két

hop Ezetimibe 10mg

+ < 1 thang

] 2 1 thang

17 bénh nhan
(2 bénh nhan FH déng hop t, 3
bénh nhan FH di hop t&r phirc don,
12 bénh nhan FH di hop ti)

1 bénh nhan FH
di hop tor

So d6 1. So’ do diéu tri

3. Pao dirc nghién ciru

Nghién clru dwoc Hoi ddng dao dirc cla
Bénh vién Nhi Trung wong théng qua, sb IBR-
VNO01037/IRB00011976/FWA00028418. Céac
thong tin thu thap cla tré sé dwoc bdo mat va
chi phuc vu cho muc dich nghién ctru khoa hoc,
tlr d6 cai thién chat lwong cham séc bénh nhan.
Nghién ctru khéng lam phat sinh thém chi phi
diéu tri cho tré.

I. KET QUA

Tw thang 3/2015 dén thang 9/2024, tai Trung
tam Noi tiét, Chuyén hoa, Di truyén & Liéu phap
phan t&, Bénh vién Nhi Trung wong c6 24 tré
dwoc chdn doan ting cholesterol mau gia dinh
tr 18 gia dinh khac nhau. T4t ca tré déu co bién
thé cGa gen LDLR.

1. Pac diém chung cta déi twong nghién
clru

Bang 1. Dac diém chung cta 24 tré FH

Chi sé Gia tri
Gisi (n, %)

Nam 13 (54,2)
NG 11 (45,8)
Tubi kh&i bénh (nam) (trung vi, min - max) 6 (0,5-15,2)
Tubi chan doan (n&m) (trung vi, min - max) 8,3 (0,9 - 15,6)
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Chisé Gia tri
Tubi diéu tri thuéc ha lipid mau (n&m) 9,7
(trung vi, min - max) (2,7 -13,4)
Thoi gian diéu tri (thang) 6,9
(trung vi, min - max) (1-53,9)
BMI (n, %)

Béo phi 4(16,7)
Tang huyét ap (n, %) 0 (0)
Co tién st gia dinh (n, %) 20 (83,3)
Kiéu gen

DPdng hop tt bién thé gen LDLR 2 (8,3)

Di hgp t&r phirc don gen LDLR 3(12,5)

Di hop tr gen LDLR 19 (79,2)

Trung vi tudi khéi phat bénh, chan doan va
diéu tri bénh déu dwdi 10 tudi. Mac du, co tré
dwoc chan doan FH ddng hop tr nhuwng khéng
c6 tré tdng huyét ap tai thoi diém chan doan.
2. Két qua diéu tri ctia bénh nhan

14
12

10

o N b~ OO o

FH ddng hop tt/di hop t& phirc

don
8 Statin don déc

Nghién ctru c6 22 tré diéu chinh ché d6 an,
2 tré FH ddng hop t& dwoc chi dinh thubc diéu
tri ha lipid mau ngay tir liic chdn doan. Trong sé
22 tré diéu chinh ché d6 &n, 15 tré tiép tuc duoc
chi dinh thuéc ha lipid mau.

FH di hop ter

B Statin phéi hop Ezetomibe

Biéu dod 1. Sir dung thuéc don doc hodc phéi hop & 17 tré FH

Trong sb tré dwoc chi dinh diéu tri thudc ha

lipid mau, tat ca cac tré FH ddng hop t& hodc

di hop t& phirc don déu can phdi hop st dung

thudc statin va ezetimibe, trong khi nhém FH
di hop t&r chi c6 1 tré can st dung phéi hop
thuée.
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Bang 2. Nong dd cholesterol toan phan, LDL-C sau ché dé an cua 19 tré FH

) Trwéce diéu tri Sau diéu tri
Nhom Chi so p
Trung vi Trung vi
Cholesterol TP 7,7 7,5 0.938
FH dj hop tir phie  (mmol/l) (5,6 -11,3) (5,2-12,3) ’
don (n = 16) LDL-C 5,6 5,3
’ ’ 0,698
(mmol/l) (3,8-7,9) (3,7-9,1)
Cholesterol TP 14,2 13,4 0.109
FH di hop tir (mmol/l) (13,2 - 21,6) (9,9 - 18,3) ’
(n=23) LDL-C 10,8 10,2
0,109
(mmol/l) (9,4 - 14,9) (7,1-14,2)
Cholesterol TP: cholesterol toan phan
Trong 22 tré thwc hién ché do an, cé 3 tré cholesterol gidm khéng cé thdng ké véi p >
khong du di¥ liéu két qua cholesterol mau. 0,05. Khong co tré dat dich diéu tri khi thwe hién
Néng dd Cholesterol toan phan va LDL-C ché d6 an.

Bang 3. Nong doé cholesterol toan phan, LDL-C sau diéu tri thuéc ha lipid mau cta 17 tré FH

) Trwéce diéu tri Sau diéu tri
Nhém Chi so p
trung vi trung vi
. X Cholesterol TP 14,2 13,7 0.043
FH dong hop td o) 9.9-18.3) (4.6-17.2) ’
FH di hgp tr phite LDL-C 10,7 9,6
don (n = 5) i ’ ’ 0,043
(mmolll) (7,1 -14,2) (2,9 -11,7)
Cholesterol TP 9,3 5,8 0,002
FH dj hop ti (mmol/l) (6,7 - 15,5) (4,9 - 13,5)
(n=12) LDL-C 6,9 3.8
0,002
(mmol/l) (4,7 - 13,5) (2,9-9,8)
Cholesterol TP: cholesterol toan phan
Sau diéu tri thubc ha lipid mau, cac tré FH di chi gidm ndng dé cholesterol toan phan, LDL-C
hop ttr gidm 35% ndng d6 cholesterol toan phan lan lwot 14 20% va 26,8% véi p = 0,043.
va giam 41,3% ndng dd LDL-C so vd&i truéc 6/12 tré FH di hop tir dat dich diéu tri, trong

diéu tri, cé y nghia thdng ké vé&i p = 0,002; trong khi chi c6 1/5 tré FH déng hop t&/ di hop tr
khi cac tré FH déng hop ti/ di hop tlr phire don phirc don dat dich diéu tri.

54 TCNCYH 186 (1) - 2025



Bang 4. Thudc statin stv dung & 17 tré FH

TAP CHi NGHIEN CU’U Y HOC

Nhom Simvastatin (mg/ngay) n (%)
FH ddng hop t&/ Liéu trung binh Simvastatin 20mg 2 (40)
di hop t&r phirc don (n = 5) Liéu cao Rosuvatatin 20mg 3 (60)
Liéu trung binh Rosuvastatin 5 - 10mg 6 (50)
FH di hop t&r (n = 12) Artovastatin 10mg 2 (16,7)
Liéu cao Rosuvatatin 20mg 4 (33,3)

Cac tré FH di hop tlr phtre don hodc di hop
tlr déu bat dau diéu trj tw liéu thap, riéng nhom
ddng hop tlr bat dau tir liéu trung binh. Tuy
nhién dé dat ngwdng néng d6 LDL-C mong
mudn, tat cd cac tré FH di hop t& phirc déu

can s dung statin liéu cao, trong khi chi cé
1/3 sb tré FH di hop tir cAn duy tri statin liéu
cao. Hai tré FH dbng hop t&r cé thdi gian theo
ddi ngan, chwa danh gia dwoc lidu tbi da can
st dung.

Bang 5. Thay déi néng dé GOT, GPT trwéc va sau diéu tri

) Trwédce diéu tri Sau diéu tri
Nhém Chi so ¢]
Trung vi Trung vi
27,6 31,3 0,686
GOT (U/)
i (21,2 - 43,6) (22,3 -37,6)
FH dbéng hop ti/
. L 12,3 15,4
di hop tr phirc don GPT (U/) 0,686
(7,2-17) (4,5-19,9)
(n=19)
125,4 144
CK (Ul 0,317
(71,5 -129,3) (82 - 158)
GOT (Uh) 25,6 30,8 0,123
(19,2 - 39,2) (20,2 - 45,6) ’
FH dj hop tir GPT (U) 10,9 17,5 0.008
(n=12) (8,8 - 25) (10,2 -60,1) ’
CK (Ul 99,2 105 0,735
(36,2 - 163) (70,4 - 176) ’
Nbéng d6 GOT, GPT, CK ctia nhom 1 trwée IV. BAN LUAN

va sau diéu tri thay déi khdng cé y nghia théng
k& v&i p > 0,05. Nhém 2 c6 chi s GPT thay
ddi c6 y nghia thdng ké, tuy nhién néng do
GPT sau diéu tri van nam trong giéi han binh
thwong, khéng cé bénh nhan nao gia tri GPT
sau diéu tri tang gap 3 lan nguéng gia tri gici
han trén khodng tham chiéu.

Cac nghién cvu vé tac dung va tinh an toan
cta thuéc diéu tri ha lipid mau chd yéu & nhom
tré 1on tlr 10 - 18 tudi, chi co 1 sb it nghién clru
danh gia hiéu qua va tinh an toan cla thuéc
rosuvastatin & tré FH déng hop t&r t 6 - 18
tudi, artorvastatin & tré FH di hop t& tv 6 - 15
tudi va ezetimibe cho tré ttr 6 - 10 tudi mac hodc
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khéng mac tang cholesterol mau gia dinh.'s"7
Trong nghién clru clia chung t6i, c6 8 tré dwoc
chi dinh diéu trj thubc ha m& mau dwéi 10 tudi,
7 tré dwdi 8 tudi va 6 tré dudi 6 tudi, tré didu tri
s&m nhét luc 2,7 tudi. Khdng gap tac dung phu
nhw dau co, tang GOT, GPT, CK & 17 tré dwoc
chi dinh diéu tri thuéc ha lipid mau.

Hiéu qua diéu tri phu thudc vao mirc tang
cholesterol mau: nhirtng tré tdng cholesterol
mau nhe dén trung binh (nhém FH dj hop t&)
dap (rng thubc tét nhat, tré tadng cholesterol
mau trung binh - nang (FH di hop t& phirc) dap
(rng kém hon va tré tang cholesterol mau nang
(FH ddng hop t&r) khéng cé dap (ng diéu tri.
Ca biét c6 trwong hop tré cod kiéu gen di hop
tlr, tuy nhién dot bién gay mét doan Ién exon
dan t¢i mirc d6 tang lipid mau twong tw nhw
tré co6 kiéu gen dong hop tir. Pay ciing la tré
duy nhét c6 kiéu gen di hop t&r can diéu tri phéi
hop 2 thubc nhwng ndng dd LDL-C van cao kho
kiém soat. Dap (rng diéu tri kém & 2 tré em va
3 nguwoi lén FH dbng hop tlr; dap tng diéu tri
tbt & 6 ngwdi mac FH di hop tt cling da duwoc
bao cao trong nghién ctu cla tac gia Trwong
Thanh Hwong.'®®

Sau tré FH di hop tir khong dat dich diéu
tri bao gdm: 1 tré cé kiéu hinh téng cholesterol
mau n&dng; 1 tré béo phi; 1 tré nhé tudi (4,5 tudi)
chwa dung liéu téi da; 1 tré gia dinh tw y gidm
lidu thudc; 2 tré tuan tha diéu tri kém. Tré FH di
hop t& phirc don dat dich diéu tri cd mtrc tang
LDL-C trung binh, thdp hon so véi 4 tré khac
cung nhém. Nhw vay, két qua diéu tri khong chi
phu thudéc vao mirc dd tang cholesterol mau,
ma con phu thudc vao liéu thube diéu tri, cac
bénh kém theo nhw béo phi, tuan tha diéu tri
ctia bénh nhan.

Céc tré FH di hop t&r hdu hét chi can diéu trj
statin don doc, liéu trung binh. C6 4/12 tré can
dung statin liéu cao bao gém tré cé kiéu hinh
tang cholesterol mau ndng ké trén, 2 tré béo

phi. Nguoc lai, tAt ca cac tré FH di hop phirc
don déu can diéu trj statin liéu cao phdi hop voi
thudc (e ché hép thu cholesterol nhung cling
chi cé 1/3 tré dat dich diéu tri. Riéng 2 tré FH
ddng hop t&r dwoc chi dinh statin liéu trung binh
két hop ezetimibe ngay tr dau, tuy nhién két
qua khong co sw khac biét sau 1 thang diéu tri.

V. KET LUAN

Tré méc FH di hop t&r dap (rng tbt voi statin
don doc. Cac tré FH ddng hop tl/ di hop tor
phirc don can diéu tri thubc phdi hop, st dung
céc statin c6 tac dung manh, liéu cao. St dung
statin va ezetimibe khéng gay tac dung phu
ngay ca khi st dung cho tré dudi 6 tudi. Tuy
nhién, c& mau cla nghién clru nhd, thoi gian
nghién clu con ngan, nén can cé cac nghién
ctu tiép theo dé danh gia hiéu qua va tinh an
toan cla thudc khi str dung cho tré nhé.
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Summary

OUTCOME OF FAMILIAL HYPERCHOLESTEROLEMIA AT
VIETNAM NATIONAL CHILDREN’S HOSPITAL

Familial hypercholesterolemia is a genetic disease that leads to elevated LDL-C, resulting in
the development of atherosclerosis and premature coronary heart disease. The study aimed to
evaluate the outcomes of patients with familial hypercholesterolemia treated at Vietnam National
Children's Hospital from March 2015 to September 2024. A total of 24 children with familial
hypercholesterolemia were identified by genetic testing, 17 of whom required lipid-lowering medication.
The median age at treatment was 10 years old (2.7 - 15.7). Twelve patients with heterozygous
familial hypercholesterolemia responded well to moderate or high-dose statin therapy alone,
reducing LDL-C by 41.3% and total cholesterol by 35%, with 6/12 patients reaching the treatment
goal. Five patients with homozygous/compound heterozygous familial hypercholesterolemia
responded poorly to moderate or high-dose statin therapy combined with the cholesterol
absorption inhibitor ezetimibe, with only 1/5 patients reaching the treatment goal. GOT, GPT, and
CK concentrations in the 17 patients did not increase when treated with lipid-lowering medication.

Keywords: Familial hypercholesterolemia, outcome.
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