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Héi chinmg QT dai (Long QT Syndrome, LQTS) bém sinh la bénh ly réi loan kénh ion di truyén, déc trung
14 kéo dai thoi gian tai khir cuc that va dét tir. Ching téi béo céo 1 tré nam 5 thang tudi, tién st gia dinh c6
anh trai va chi gai dét t&, co triéu chirng mét thiu va c6 khodng QT hiéu chinh (corrected QT, QTc) 548ms
trén dién tam dé. Xét nghiém gen phét hién dét bién gen SCN5A kiéu dj hop tir (NM_000335.4: c.1231G>A,
NP_000326.2: p.Val411Met). Bénh nhi dwoc chan doan LQTS loai 3 va duwoc xép vao nhém nguy co cao. Bénh
nhi duoc diéu tri bdng propranolol véi liéu khéi dau 1 mg/kg/24 gicy, sau do tang 1én 1,5 mg/kg/24 gioy, két hop
trénh st dung thuéc va thirc &n lam kéo dai khodng QTc. Sau 7 théng diéu tri, tré dung nap tét, khéng co triéu
chiing véi khodng QTc gidm con 474ms. Thanh céng budc déu nay goi y hiéu qua cua chién luoc chdn doén
va diéu tri LQTS duwa trén phén tdng nguy co, st dung théng tin Idm sang, dién tdm dé va xét nghiém gen.

T khoa: hdi chirtng QT dai bam sinh, tién sir gia dinh dot tir, dot bién gen SCN5A, chen beta giao cam,

propranolol.

I. DAT VAN PE

Dot tlr do tim la ganh nang strc khde cong
ddng véi ti 1é xay ra khodng 50 ca trén 100.000
dan méi ndm." Trong do, cac rdi loan nhip tim
di truyén, nhw hdi chirng QT dai (Long QT
syndrome, LQTS) badm sinh |a nhém nguyén
nhan quan trong gay dét tr do tim.2® Bay la co
s& dé cac khuyén cdo gan day dé xuét chién
lwoc sang loc va chan doan LQTS bam sinh
cho tré em cé tién st gia dinh dét ti do tim.?
Theo dd, chan doan cia LQTS dwa vao dién
tam db va xét nghiém gen. Trén dién tam db bé
mat, dac trwng cla LQTS la khoang thoi gian
QT hiéu chinh (corrected QT, QTc) kéo dai, con
tim nhanh that da hinh thai, xo&n dinh va dot tc.
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Cho dén nay, c6 khoang 20 loai LQTS da dwoc
phat hién, v&i cac co ché dét bién tai nhiéu gen
khac nhau, khién biéu hién dién tam do rat da
dang. Néi chung hinh anh dién tam db cé thé
goi y thé bénh nhw LQTS loai 2 thuéng c6 séng
T dang khia, LQTS loai 3 thwérng c6 séng T xuét
hién muon, déi khi xuét hién doan ngirng xoang
kéo dai. Thang diém Schwartz st dung dién
tam dd, dau hiéu Iam sang, tiéu st gia dinh co
thé dwoc str dung dé danh gia kha nang mac
LQTS: chan doan xac dinh néu = 3,5 diém, kha
ndng cao mac néu & murc 1 - 3,5 diém va kha
nang thdp méac néu < 1 diém. Tuy nhién, cac
trwdng hop coé diém Schwartz = 3,5 hodc QTc =
500ms can dwoc lam xét nghiém gen dé chan
doan chinh xac LQTS va thé bénh.* Hon nira,
xét nghiém gen la phwong phap chinh xac nhat
dé phan loai thé bénh nhw 1a LQTS loai 1 néu
c6 dot bién gen KCNQ1, LQTS loai 2 néu cé dot
bién gen KCNH2 va LQTS loai 3 néu c6 dot bién
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gen SCN5A. Bén canh gia tri giup chan doan
xac dinh, xét nghiém gen ciing dugc khuyén
cdo trng dung trong phan tdng nguy co trong
LQTS: nhém nguy co cao v&i kha nang xuét
hién bién cb tim mach = 50% néu QTc = 500ms
v&i LQTS loai 1, LQTS loai 2 hoac nam gidi co
LQTS loai 3; nhém nguy co trung binh v&i kha
nang xuét hién bién cb tim mach 30 - 49% néu
QTc = 500ms v&i nir gi¢i c6 LQTS loai 3, hoac
QTc < 500ms vo&i ni¥ gidi c6 LQTS loai 2, niy
gi¢i c6 LQTS loai 3, nam gi¢i c6 LQTS loai 3;
nhém nguy co thdp véi kha nang xuat hién bién
cb tim mach < 30% néu QTc < 500ms v&i LQTS
loai 1, nam gi&i c6 LQTS loai 2.3° Cung v&i do,
hiéu qua chéng loan nhip ctia thubc chen beta
giao cdm ciing phu thudc vao kiéu gen. Cac
bénh nhan LQTS loai 1 va loai 2 dap &ng tét v&i
diéu tri bang thudc chen beta giao cam. Trong
khi & LQTS loai 3, hiéu qua chéng loan nhip
that clia cac thubc chen beta giao cdm l1a khéng
rd, tuy nhién nhiéu bénh nhan c6 dap rng véi
propranolol.? Tai Viét Nam, méc du viéc chan
doan va diéu tri LQTS b&m sinh da dwoc chi y
v&i bao cdo chan doan va diéu tri ca bénh 1am

Name .
Male Birth Date Years

||r mm/mV 25 mm/s Fi It

Ay Ay A A A M |

H50 d 35 Nz

/\«/-\,ﬁ/ W/\'\./\ /\»Jr/w/w/\d; - *

| | |
/-M—-/V""‘"\/‘""'—\/"‘“ "‘\”"""‘\/“‘J

BADY & B ARG B A T i

| | |
o s 'W-J

sang, nhwng viéc ap dung phéi hop danh gia
lam sang, dién tam d6 va xét nghiém di truyén
trong chan doan, phan tdng nguy co va diéu
tri vAn con chwa day dd.” Vay nén, chdng toi
b&o c&o chi tiét mot ca bénh nhi da dwoc tiép
can chan doan va diéu tri LQTS bam sinh co
dot bién gen SCN5A da dwoc chan doan xac
dinh, phan ting nguy co, diéu tri va theo dbi
dwa trén théng tin 1am sang, dién tam do va xét
nghiém gen tai Vién Tim mach Viét Nam, Bénh
vién Bach Mai.

Il. GIOI THIEU CA BENH

Tré trai 5 thang tudi dwgc bd me cho dén
kham tai Vién Tim mach Viét Nam, Bé&nh vién
Bach Mai vi xuét hién biéu hién mét thiu khi
nghi. Khai thac tién str, ching t6i ghi nhan tién
st gia dinh cé nguwdi than doét tir sém: anh trai
dot t&r luc 7 tudi, chi gai dot tir luc 2 tudi. Tré bu
stra me hoan toan, khéng st dung cac thubc
hay thwc phdm bd sung. Tré phat trién thé chat
tinh than phu hop tudi, kham Iam sang tim-phdi
chwa phat hién dau hiéu bat thwong. Dién tam
dd ngoai vi cla tré cé khoang QTc la 548ms,
séng T xuét hién muoén (Hinh 1).

e —

cm kg mmH g 126 bpm

= |5 aw/my

Hinh 1. Dién tam d6 ngoai vi tai th&i diém tham kham ban dau khi tré 5 thang tubi

Holter dién tam dd 24 gi®r ctia tré ghi nhan: nhip xoang, tan sé tim trung binh 132 chu ky/phut, dao
dong tr 90 - 179 chu ky/phut; gia tri khodng QTc trung binh 531ms, dao dong tir 459 - 592ms; c6 it
ngoai tm thu nhi don dang; khéng cé con tim nhanh trén that va that; khéng cé khodng ngirng xoang
> 2 giay; dan truyén nhi that binh thwdng; khéng cé biéu hién 1am sang trong thdi gian 1am holter dién
tam d6. Tré khong c6 tién s dung thube, thirc &n gay kéo dai khoang QTc. Cac xét nghiém sang
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loc bénh ly rdi loan chuyén héa acid amin, acid
béo, acid hiru co khéng phat hién bat thwong.
Trén siéu am tim, cAu tric va chrc nang tam
thu that trai trong gi¢i han binh thwong. Siéu
am & bung, X-quang tim phdi thdng khéng ghi
nhan diu hiéu bat thwong. Ter cac théng tin
trén, diém Schwartz cho chan doan LQTS cua
bénh nhi la 3,5. D& xac nhan thé bénh LQTS
bam sinh, bénh nhi da dwoc thwe hién chi dinh
lam gidi trinh tw toan b6 hé gen ma hoa tai
Trung tam Di truyén Lam sang va Hé gen, Bénh
vién Dai hoc Y Ha Noi. Két qua xét nghiém phat
hién 1 dot bién trén gen SCN5A kiéu di hop ti,
dot bién sai nghia NM_000335.4: ¢.1231G>A,

(a) Khi
bénh nhi
8 thang
tudi

NP_000326.2: p.Val411Met.

Dwa trén cac thong tin ké& trén, bénh nhi
dwoc chan doan xac dinh 1a LQTS loai 3. Bénh
nhi bat dau dwoc diéu tri bang propranolol (liéu
1 mg/kg/24 gi&, ubng chia 3 14n cach nhau 8
gi®). Két qua dién tam dd ngoai vi tai thoi diém
tré 8 thang tudi (sau khi da dung propranolol 3
thang) ghi nhan khodng QTc gidm xudng con
499ms (Hinh 2a). Sau do, chung toi tang liéu
propranolol 1&n la 1,5 mg/kg/24 gid. Khi tré dwoc
12 thang tudi (sau khi d& dung propranolol 7
thang), dién tdm dd ghi nhan QTc tiép tuc gidm
con 474ms (Hinh 2b).

QTc= 499 ms

(b) Khi
bénh nhi
12 thang
tudi

Hinh 2. Bién tam d6 bé mat sau khi diéu tri bang propranolol
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Cung vé&i do, cha me cta bénh nhi dwoc tw
van ché d6 an ubng va st dung thubc dé tranh
cac nguyén nhan, yéu té cé thé 1am khoang
QT kéo dai va khdi phat rdi loan nhip that. Do
hién tai bénh nhi chwa dwoc dat may pha rung
tw déng (Implantable Cardioverter Defibrillator,
ICD) nén cha me clia bénh nhan duoc dé xuét
hoc vé cip clru ngirng tuan hoan, dé cé thé
c6 kién thirc, ky ndng phat hién, xt tri kip thoi
ngrng tuan hoan tai nha. Hién nay, qua quan
sat hang ngay, cha me clia bénh nhi théng bao
tré khong c6 triéu chirng mét thiu, phat trién thé
chét-tinh than binh thwong.

Ill. BAN LUAN

LQTS thudc nhém bénh ly di truyén dét
bién gen lam rdi loan kénh K+, Na+ va Ca++.
Trong d6, cé khodng 5% bénh nhan cé dot
bién gen SCN5A, ndm trén nhiém séc thé sb
3 (38606058), di truyén trdi, co hau qua la tang
chirc nang kénh Nav1.5.28 Thong tin vé thoi
gian kh&i phat, yéu t6 khéi phat réi loan nhip
va dién tam d6 ngoai vi ¢ thé hiru ich dé dinh
hwéng phan loai kiéu hinh LQTS. Trong thuc
té, bénh nhi cGa ching téi c6 cac biéu hién goi
y chéan doan kiéu hinh la LQTS loai 3, bao gém:
tién st gia dinh cé anh trai va chi gai dot td,
ngét thiu xuat hién t khi 5 thang tudi va trong
lic ngu, dién tam dd c6 QTc > 500ms va song T
xuat hién muodn.® Thuce té, kiéu hinh LQTS loai 3
clia bénh nhi cling phu hop véi kiéu gen 1a dot
bién sai nghia p.Val411Met tai gen SCN5A da
dwoc bao céo trwédc day trong y van.™

Vi thong tin vé do dai khoang QTc trén dién
tam do, loai dot bién LQTS va gidi, ching toi
st dung hwéng dan phan tang nguy co cla
Priori SG dé phan loai bénh nhi vao nhém nguy
co cao v&i kha ndng xuét hién cac bién cb rbi
loan nhip that nguy hiém, dét t& = 50%, do c6
dd 3 yéu té: tré trai, dién tam dé dang LQTS
loai 3 v&i khodng QTc > 500ms va cé dot bién
gen SCN5A.5 Ngay sau do6, bénh nhi duoc tiép

can diéu tri theo khuyén céo ctia Hdi Nhip hoc
Chau Au, muc tiéu diéu tri LQTS Ia kéo ngan
QTc, ngén chén bién cb réi loan nhip that va
t& vong. Dwa trén phan tdng nguy co LQTS,
cac phwong phap diéu tri dwoc lwa chon wu
tién bao gébm thudc chen beta giao cam, ICD,
phau thuat hdy than kinh giao cam tim trai (left
cardiac sympathetic denervation) hoac liéu
phap gen (Hinh 3).4

Thwc té, & bénh nhi nay do thuéc nhém nguy
co cao, ching toi tiép can buwdc dau s dung
thudc chen beta giao cdm, xem xét ICD néu
khéng dap (rng chen beta giao cdm. Trong diéu
tri LQTS thudc nhém nguy co cao, thudc chen
beta giao cdm nén la lwa chon diéu tri du tay,
trong d6 wu tién st dung nhédm thubc chen beta
giao cam khong chon loc cé tac dung kéo dai
nhw nadolol, propranolol gidi phéng cham. Cac
bénh nhan c6 hen phé quan, thubc chen beta
giao cdm chon loc (metoprolol) ¢ thé xem xét
thay thé. Néu co tinh trang khang ho&c chéng
chi dinh dung thudc chen beta giao cam, thubc
chen kénh natri (nhw mexiletine) cé thé dwoc
Iwa chon thay thé. Trong phan tich gop céng b
nam 2017 cla nhém tac gia Jinhee Ahn, thubc
chen beta giao cdm c6 hiéu qué giam bién cb
tim mach cho bénh nhan LQTS nhwng tuy loai
LQTS ma hiéu qua cla cac thubc chen beta
giao cdm la khac nhau. Cu thé, nadolol dwoc
chi ra c6 hiéu qua gidm nguy co bién cé tim
mach & ca LQTS loai 1 va loai 2. Atenolol va
propranolol 1am gidm c6 y nghia bién cé tim
mach chi cho LQTS loai 1. Metoprolol dwoc chi
ra hiéu qua thap trong gidm bién cé tim mach
cho LQTS. Trong khi d6, & LQTS loai 3, thubc
chen beta giao cdm c6 hiéu qua giam bién cb
tim mach, nhung khéng béng & LQTS loai 1
va loai 2." Thuc té, bénh nhi nay da dwoc lwa
chon diéu tri bang propranolol v&i liéu khéi dau
1 mg/kg/24 gi®, sau do6 tdng dan lidu dé tré
c6 thé dung nap (nhip tim trong gi¢i han binh
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Héi chirng QT dai

TAP CHi NGHIEN CU’U Y HOC

V&i tit ca bénh nhan:

, - Chéng chi dinh thuéc kéo dai QT
- Phét hién va didu chinh cac rbi
loan dién giai

B

3 4
Ngirng tim C6 triéu chirng hodc Khéng triéu chirng
phéan tang nguy co cao
= . d
l I [QT: 2470 msec} [ QTec <470 msec ]
M B
Chen beta giao cam P 3 - Chen beta giaoc Chen beta giao
va ICD (Mirc 1) el ] cam (Mircl)  cam (Mirc lia)
2 &
C6 triéu chirng khi ding chen
Chéng chi dinh e ] )
& = PR
EP?CJHOHEIIJEW C6 tridu chi'ng ma khéng dung
ign dugc nap, chéng chi dinh hosc khéng
diung dwoc chen beta giao cam
k4 » ;4
Phiu thuat hay thin ICD P'?U thuat huy
kinh g:‘:o? clam tim trai (Mirc l1a) ﬂ;é:‘l::nmht?;o
e (Mrc l1a)

Diéu tri bé sung dic hiéu cho kiéu gen (Mcrc 11a)

Hinh 3. Tiép can str dung cac phwong phap diéu tri hdi chirng QT dai bam sinh

thwdng, khong cé bléc dan truyén nhi-that), va
khéng ché dwoc khodng QTc < 500ms.

Bén canh viéc st dung thubc chen beta giao
cam, dé dat dwoc muc tieu didu tri néu trén,
cha me, nguwdi chdm séc cho tré LQTS can
dwoc tw van dé nhan thirc dwoc sy can trong
khi st dung thudc va thirc &n, nhét 1a c6 mot
sb thubc khang sinh, thubc chéng di rng hay
st dung cho tré em c6 thé lam kéo dai khodng
QTc, kh&i phat rdi loan nhip that.2 Cho dén
nay, c6 khodng hon 290 thuéc chéng chi dinh
cho bénh nhan LQTS bam sinh (https://www.
crediblemeds.org/). Trong bang 1, chung toi
cling téng hop cac thubc can lwu y chéng chi
dinh ho&c rat than trong khi st dung cho bénh
nhan LQTS. Bén canh do, ché do an nén bd
sung Kali d& dam bao khéng xay ra tinh trang
ha Kali mau, cé thé thuan loi 1am khai phat réi

loan nhip that. Tham chi, mot sbé tac gia dé xuét
spironolactone va/hodc bd sung Kali duwong
udng hang ngay dé duy tri Kali mau trong mic
binh thworng cao. Tuy nhién, nghién clru gan
day cGia nhém tac gid Marstrand cho thay khéng
khac biét vé khodng QTc git)a nhém s dung
thém spironolacton, Kali va nhém ch&ng.”™
Trong qua trinh theo d&i bénh nhi LQTS, cha
me cla tré can duoc tw van day du vé cac yéu
t6 kh&i phat réi loan nhip that nguy hiém nhw 1a
tranh hoat déng géng strc, déc biét & cac bénh
nhan LQTS loai 1, tranh tiéng on Ion dot ngdt
nhét 14 v&i cac bénh nhan LQTS loai 2, va riéng
con LQTS loai 3 con can chi y theo dbi bién cd
tim mach xay ra khi ngu.®

Chi dinh ICD dwoc dat ra cho cac bénh nhan
sbéng sot sau cap clru ngirng tudn hoan, bénh
nhan xuét hién ngét thiu méc du da dung thubc
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Bang 1. M6t s6 thuéc chdng chi dinh cho bénh nhan héi chirng QT dai bam sinh

Nhém thuéc

Tén thubc

Thubc tim mach

Amiodarone; Disopiramide; Dronedarone; Flecainide;

Nicardipine; Procainamide; Ranolazine; Sotalol.

Indapamide;

Thubc da day-tiéu héa

Domperidone; Famotidine; Granisetron; Octreotide; Ondansetron.

Thudc tam than kinh

Amisulpride; Amitriptiline; Clorpromazine; Citalopram; Clomipramine;
Clozapine; Desipramine; Escitalopram; Felbamate; Fluoxetine;
Galantamine; Haloperidol; Imipramine; Lithium; Mirtazapine; Olanzapina;
Paliperidone; Paroxetine; Pimozide; Quetiapina; Risperidone; Sertindol;
Sertraline; Tioridazina; Tizanidine; Trazadone; Venlafaxine; Ziprasidone.

Thubc khang sinh

Azithromycin; Ciprofloxacin; Clarithromycin; Erithromycin; Levofloxacin;
Moxifloxacin; Ofloxacin; Roxithromycin; Trimethroprim/Sulfamethoxazole.

Thudc chdng ndm

Fluconazol; ltraconazol; Ketoconazol; Voriconazol.

Thubc khang virus

Amantadine; Atazanavir; Foscarnet; Pentamidine; Ritonavir; Saquinavir.

Alfuzosin; Fingolimod; Lapatinib; Metadone; Nilotinib; Oxitocin;
Thubc khac Solifenacin; Sunitinib; Tacrolimus; Tamoxifen; Terfenadine; Tolterodine;
Vardenafil.

chen beta giao cdm. Bén canh d4, ICD c6 thé
can nhéc thwc hién két hop véi st dung thude
chen beta giao cdm cho bénh nhan khoéng co
triéu chirng mang dot bién gen KCNH2 ho&c
SCN5A c6 khoang QTc > 500ms nham dw
phong doét t&r.®> Nhw & ca bénh cla chung toi,
do dwoc xép vao nhém nguy co bién cb tim
mach cao, nén chi dinh dat ICD da dwoc thao
luan thwc hién néu tré tiép tuc xuéat hién cac
d4u hiéu goi y khéng dap (rng véi diéu tri thude
chen beta giao cam trong twong lai. Ciing can
Iwu y la viéc dat ICD & tré nhd la phire tap do
duwdng vao mach mau nhd, hon niva déc diém
& tré em la sy phat trién theo thdi gian ctia cac
cu trac tim, mach mau va té chirc co xuwong
khép cé thé lam xuét hién sy di léch day dién
cwc va than may nén nhiéu trudng hop dat
ICD & vung bung, dat dién cwc & thwong tdm
mac. Tuy nhién, mot s trwéng hop gidi phau
khéng phu hop dé thwe hién ky thuat d&t ICD,
nhét |a & tré nhd, moét s6 bao cao gan day goi

y phdu thuat hay than kinh giao cdm tim trai
(left cardiac sympathetic denervation) nhw mét
phwong phép diéu tri c6 hiéu qua dé rat ngan
khodng QTc, gidm nguy co xuét hién réi loan
nhip that va dot t&." Cung véi do, cac nghién
ctu vé diéu tri dich cho LQTS dwa trén cong
nghé chinh sira hé gen va té bao gbc ciing
dang dwoc chl y va bwéc dau cé nhirng két
qua kha quan trén mo hinh thwc nghiém.®

IV. KET LUAN

T ca bénh 1am sang nay, bai hoc can chu y
la v&i moi trworng hop c6 tién st gia dinh dot to
s&m, can canh giac sang loc cac rdi loan nhip
di truyén, nhw 1a LQTS bam sinh. Viéc sang loc
LQTS bam sinh bao gébm khai thac tién st 1am
sang, kham phat hién triéu chirng, dién tam do,
holter dién tam dd, va loai trir cac nguyén nhan
gay kéo dai khodng QTc thir phat. Xét nghiém
gen la can thiét dé chan doan xac dinh va phan
tAng nguy co LQTS, nhét 14 khi dién tam db co
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séng T xuat hién mudn goi y LQTS loai 3 do dét
bién SCN5A. Bénh nhi LQTS can dwoc phan
tang nguy co bang cac thong tin v& khoang
QTc, triéu chirng lam sang, dot bién gen dé lya
chon chién lwoc diéu tri LQTS thich hop. Cac
bénh nhi LQTS loai 3 thuéc nhém nguy co cao,
diéu tri ban dau c6 thé ap dung la thuc hién ché
dd &n ubng va s dung thuéc hop Iy tranh lam
khodng QTc kéo dai, st dung thubc chen beta
giao cam khéng chon loc nhu propranolol dé rat
ngén khoang QTc, ngan ngtra réi loan nhip thét,
va tlr vong.
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Summary
STRATEGY FOR DIAGNOSIS AND TREATMENT FOR
CONGENITAL LONG QT SYNDROME: A CASE REPORT

Congenital long QT syndrome (LQTS) is an inherited cardiac channelopathy, characterized by
delayed ventricular repolarization and sudden death. We report a 5-month-old boy with a family
history of sudden death, fatigued despite a full night sleep, and corrected QT interval (QTc)
of 548 ms on electrocardiogram. Genetic testing detected a heterozygous SCN5A mutation
(NM_000335.4: ¢.1231G>A, NP_000326.2: p. Val411Met). He was diagnosed as LQTS type 3 and
classified at high-risk group. He was treated with propranolol at an initial dose of 1 mg/kg/24h, then
increased to 1.5 mg/kg/24h, combined with avoid drugs and foods that cause to delay QTc. The
regimen was well tolerated and after 7 months of treatment, the patient was asymptomatic with
QTc 474ms. We proved that LQTS diagnosis and treatment based on risk stratification, clinical
information, electrocardiogram, and genetic testing is an effective and successful approach.

Keywords: Congenital long QT syndrome, family history of sudden death, SCN5A mutation,
beta blocker, propranolol.
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