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Hoi ching QT dai tip 2: Nhan mét truong hop rung that dwoe
ciru song va tong quan y vin

Long QT syndrome type 2: A case of ventricular fibrillation and
literature review

Ngé Lé Xuén, Ho Anh Binh va Trin Quéc Bao* Bénh vién Trung wong Hué
Tém tat

Hoi chiing QT dai (Long QT Syndrome - LQTS) bam sinh la nhém nguyén nhan quan trong gay ngat
do r6i loan nhip tim. Chung téi bao cdo trudng hop nit 33 tudi tién st dugc chan doan ngat do nhip
nhanh that vao vién vi ngat, ghi nhan khoang QT hiéu chinh trén dién tam dé 567,9ms, xét nghiém gen
phat hién mét bién thé di hgp & gen KCNH2 tai nhiém sic thé s6 7 vi tri 150947377 véi bién thé
NM_000238.4:c.3103del (NP_000229.1:p.Arg1035GlyfsTer22). Bénh nhan dugc chan doan héi ching QT
dai tip 2 va xép vao nhom nguy co cao. Bénh nhan ban dau van dugc diéu tri véi propranolol nhung van
con xuat hién xoan dinh lién tuc, va sau d6 bénh nhan dugc chi dinh dat may pha rung (ICD) dé du
phong dot ti. Xét nghiém gen trong cac trudng hgp héi ching QT dai la can thiét dé chan doan xac dinh
rd rang va phan tang nguy co. Chi dinh dat may pha rung ICD can dugc xem xét trong cac trudng hgp
bénh nhan ngat do rdi loan nhip that dé du phong dét ti trong nhom bénh nay.

Ttr khéa: Hoi chiing QT dai, dot bién gen KCNH2, r6i loan nhip that, chen beta giao cdm, mdy pha
rung.

Summary

Congenital long QT syndrome (LQTS) is an important group of causes of syncope due to cardiac
arrhythmias. We would like to report the case of a 33-year-old female with a history of syncope due to
ventricular tachycardia and admitted to the hospital because of syncope. The corrected QT interval on the
electrocardiogram was 567.9ms. Genetic testing detected a heterozygous variant in KCNH2 gene at
chromosome 7 position 150947377 with variant NM_000238.4:c.3103del (NP_000229.1:p.Arg1035GlyfsTer22).
The patient was diagnosed with long QT syndrome type 2 and classified as high risk group. The patient was
initially still treated with propranolol but continued to have torsades de pointes, and then the patient was
indicated with an implantable cardioverter defibrillator (ICD) to prevent sudden cardiac death. Genetic testing
in cases of long QT syndrome is necessary for clear diagnosis and risk stratification. Indications for placement of
an ICD should be considered in cases of patients with syncope due to ventricular arrhythmias to prevent
sudden cardiac death in this group of diseases.

Keywords: Long QT syndrome, KCNH2 gene mutation, ventricular arrhythmias, beta blockers,
implantable cardioverter defibrillator.
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I.DAT VAN BE

Ngat la tinh trang mat hoan toan y thuc tha
phat do gidm tugi mau nao, ddc trung bdi khéi phat
nhanh, thoi gian ngan va héi phuc hoan toan ty
phat. Thuat nglt ngat do tim dung dé chi nhiing giai
doan ma nguyén nhan gay gidm tudi mau nao lién
quan truc tiép dén réi loan tim, trong khi ngat do réi
loan nhip tim dé cap dén ngat do tim dac biét do réi
loan nhip. Trong d6, cac r6i loan nhip tim di truyén
nhu hoi ching QT dai (Long QT syndrome - LQTS)
bam sinh la nhém nguyén nhan quan trong gay
ngat do rdi loan nhip tim" 2,

LQTS dugc dac trung bdi khodng QT hiéu chinh
kéo dai (corrected QT, QTc) va réi loan nhip that (con
tim nhanh that da hinh thai, xoan dinh va rung that)
chu yéu dugc kich hoat béi hoat héa adrenergic. Do
tudi trung binh tai thoi diém trinh bay 1a 14 tudi. Ty
|é dot tir do tim (Sudden cardiac death - SCD) hang
nam & nhing bénh nhan khéng cé triéu ching véi

LQTS khong dugc diéu tri da dugc udc tinh la dudi
0,5%, trong khi né tang Ién khodng 5% & nhiing
ngudi co tién sir ngat®.

Té6i thai diém hién tai, c6 dén 17 bién thé gen
khac nhau c6 lién quan dén LQTS. Tuy nhién, thi chu
yéu hay gap va da dugc nhiéu nghién cdu chi ra la
gen gay ra LQTS1, LQTS2 va LQTS3: KCNQ1, KCNH2
va SCN5A, tuong Ung véi cac yéu to kich hoat gen
dac hiéu 1a gdng suc (LQTS1), cdm xuc cang thing
(LQTS2) va ngu (LQTS3). Sang loc di truyén xac dinh
dot bién & 75% truong hgp LQTS va ba gen chinh
chi@m 90% céc trudng hap co kiéu gen duong tinh?,

Vé tiéu chudn chan doan, theo Khuyén céo ESC
2022 vé quan ly bénh nhan réi loan nhip that va
phong ngtia dot ti do tim: QTc > 480ms hodc diém
nguy co LQTS > 3 dé chan doan lam sang (Bang 1)
Khi c6 ngat hoac ngling tim do loan nhip tim, QTc >
460ms la d0 dé xem xét chan doan LQTS.

Bang 1. Thang diém chan doan Héi chiing QT dai cai tién?

Pac diém Piém
= 480ms 3,5
=460-479ms 2
QTc =450-459ms 1
> 480ms trong vong 4 phut thai gian héi 1
ECG phuc cia nghiém phép gang stc
Xoan dinh (Torsade de pointes) 2
Séng T luan phién 1
S6ng T ¢6 khia (Notched T wave) & 3 chuyén dao 1
Nhip tim thdp theo tudi 0,5
Tién st Ngst Vi stress 2
Khoéng stress 1
\ C6 thanh vién dugc chan doan LQTS 1
Tién su gia dinh - - - - — .
Thanh vién doi thi nhat dét t& do tim khong giai thich dugc < 30 tudi 0,5
Di truyén hoc Dot bién gay bénh 3,5

T4t cd bénh nhan LQTS dugc khuyén cao vé
thay déi 16i séng nhu tranh dung thudc kéo dai QT,
diéu chinh bat thudng dién giai (Kali/Magie) c6 thé
xay ra do rdi loan tiéu hoa hoac réi loan chuyén hoa,
va tranh cac yéu t6 kich hoat dac hiéu kiéu gen nhu
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boi 16i hay tap luyén qua stic & LQTS1 va tiéng 6n
I6n & LQTS2. Thudc chen beta ciing dugc khuyén
dung & tat cd bénh nhan LQTS. Thudc chen beta
khong chon loc nadolol va propranolol ¢6 hiéu qua
cao hon trong viéc gidm nguy ca réi loan nhip tim.



TAP CHI Y DUOC LAM SANG 108

Tap 19 - S6 6/2024

DOI: https://doi.org/10.52389/ydIs.v19i6.2386

Nhiing ngudi song sét sau CA ¢ nguy co tai phat
cao, ngay ca khi dung thuéc chen beta (14% trong
vong 5 nam diéu tri), ing hoé viéc st dung ICD &
nhiing ngudi song s6t sau CA. Hon niia, cdy ICD
dugc chi dinh khi bénh nhan bi ngat va/hodc VA
mac du diéu tri bang thudc téi uu, vi cac bién c6
ngat c6 lién quan dén nguy co tang CA%. Boc bé than
kinh giao cam tim trai (LCSD) dugc khuyén céo cho
cac bénh nhan cé triéu chiing mac du dung thudc
chen beta khi ICD bi chéng chi dinh hodc bi tir choi,
hoac cho ngudi mang ICD trai qua nhiéu cud soc khi
dang dung thu6c chen beta. Diéu nay dugc hé trg
bang bang ching cho thay LCSD, dac biét khi dugc
thuc hién véi ky thuat ho trg bang video, an toan va
hiéu qua, dugc bénh nhan dung nap tot va khong cé
tac déng tiéu cuc dén hoat déong tim mach®.

Tai Viét Nam, viéc chan doan va diéu tri bang
cach danh gia lam sang, dién tam doé va xét nghiém
di truyén trong chan doéan, phan tang nguy cc va
diéu tri van con chua dugc nghién cdu nhiéu. Do dé

chuiing t6i bao cao chi tiét moét trudng hop lam sang
dugc tiép can chan doéan va diéu tri LQTS bam sinh
dugc cliu séng c6 dot bién gen KCNH2 da duoc
chan doan xac dinh va diéu tri dua trén thong tin
lam sang, dién tam d6 va xét nghiém gen tai Khoa
Cap ctu tim mach can thiép, Trung tdm Tim mach,
Bénh vién Trung uong Hué.

Il. TRUGNG HOP LAM SANG

Bénh nhan n{t 33 tudi tién si dugc chan doan
ngat do nhip nhanh that 10 nam, diéu tri thudng
xuyén véi metoprolol trong 2 nam va sau dé bénh
nhan ngung thudc, nay vao bénh vién tuyén dudi vi
ngat dugc chan doan rung that/héi ching QT dai
dugc shock dién, bisoprolol 2,5mg/ngay, bu dién
giai va chuyén Bénh vién Trung uong Hué diéu tri.
Ghi nhan luc tham kham lam sang huyét déng 6n,
tim déu ré va cac xét nghiém lam sang dugc tom tat
& bang dudi day.

Bang 2. Cac xét nghiém co ban ctia bénh nhan

Can lam sang Tham chiéu Bénh nhén Pon vi
Glucose 39-56 6,16 mmol/L
Ure (BUN) 2,8-80 2,3 mmol/L
Creatinine 45 -84 38 pumol/L
Kali 34-51 3,59 mmol/L
Magie 0,66 - 1,07 0,9 mmol/L
FT4 78-144 9,9 pmol/L
TSH 0,38-5,33 1,859 pIU/mL
pH 735-745 7,395

Dién tam d6 ghi nhan tai thai diém nhap vién
véi nhip xoang va QT hiéu chinh 567,9ms (theo cong
thuc Bazett) (Hinh 1). Siéu am tim chua ghi nhan gi
bat thudng vai chic nang tam thu that trai EF 65%.
Trong thai gian nam vién bénh nhan dugc diéu tri:
propranolol 120mg/ngay, kali va magie uéng hang
ngay, tuy nhién thi ngay thu 2 bénh nhan dét ngét
xuat hién kho thd va dau nguc nhiéu, ghi nhan
huyét ap tai thai diém d6 110/60mmHg, hinh anh
x0an dinh trén monitor (Hinh 2), bénh nhan dugc x
tri v&i magie sulfate tinh mach cham 2g bolus va

duy tri 3mg/phut cung vdi kali, sau dé hét ghi nhan
tinh trang réi loan nhip.

-

Hinh 1. Dién tdm d6 ctia bénh nhan tai thai diém nhap
vién ghi nhan nhip xoang, khodng QT hiéu chinh theo
c6ng thuc Bazett 567,9ms.

45



JOURNAL OF 108 - CLINICAL MEDICINE AND PHARMACY  Vol.19 - N°6/2024

DOI: https://doi.org/10.52389/ydls.v19i6.2386

14:19:94

PO AA A

HR 153{bpn) YPC

Hinh 2. Hinh anh bénh nhan xoén dinh khi theo déi
bang monitor.
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Sau hai ngay theo déi, bénh nhan dugc chi dinh
dat ICD mét budng. Két qua dat ICD mot budng
khong xay ra tai bién va lap trinh may véi tan sé tao
nhip cham t6i thiéu la 70 lan/phut, vung rung that &
tan s6 240 lan/phut.

Hinh 3. Két qua giai trinh gen theo phuong phap
Sanger: Nhiing doan ldp ngan lién tuc (nucleotide
repeat), viing giau CG, va mét sé trudng hop
dang kham.

Bénh nhan sau dé dugc xuat vién va diéu tri véi
metoprolol succinate 25mg/ngay, bé sung dién giai
kali va magie. Sau han 3 thang theo déi thi chua ghi
nhan cac con réi loan nhip tim clng nhu cac lan
shock tu may ICD.

lll. BAN LUAN

Vé chan doan hoi chiing QT dai trén bénh nhan
cla chung toi ciing kha rd rang véi 1am sang biéu
hién véi ngat dugc ghi nhan c6 con rung that dugc
shock dién & bénh vién tuyén dudi. Sau khi loai trur
cac nguyén nhan khac nhu r6i loan dién giai, réi loan
chiic nang tuyén giap, réi loan chuyén hoa (két qua
cac xét nghiém trong gidi han binh thudng & Bang
2) dong thai khi theo déi tai khoa ching t6i ciing
ghi nhan hién tugng xodn dinh va rung that, dién
tam d6 c6 QTc > 500ms, va dot bién gen KCNH2
duong tinh (Hinh 3). Theo thang diém héi ching QT
dai cai tién (Bang 1) thi bénh nhan dugc 10 diém (3,5
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diém QTc = 480ms + 2 diém xodn dinh + 1 diém
ngat + 3,5 diém dot bién gen KCNH2 duong tinh)
nén chan doan hdi ching QT dai tip 2 & bénh nhan
nay da ro.

Nhu chdng ta da biét, trong sé cac bién ching
clia hoi chiing QT dai bam sinh thi bién ching dot tur
do tim la bién ching nguy hiém nhat bai tinh chat
dét ngot va hau qua nang né nhat ma né dé lai trén
bénh nhan. Do d6 tat cd cac bénh nhan mac hoi
ching QT dai bam sinh can dugc diéu tri vi co xac
suat SCD la triéu ching dau tién ma ho phai nhan.
Vé diéu tri & bénh nhan nay thi theo 16i khai cla
ngudi nha va bénh nhan thi bénh nhan dugc tu van
dat ICD dé du phong dot ti cach nhap vién khoang
10 nam trudc, nhung hoan canh gia dinh khéng da
diéu kién nén gia dinh quyét dinh diéu tri thudc
bang chen beta, cu thé day la metoprolol
25mg/ngay, nhung bénh nhan chi diéu tri trong
vong 2 nam va khéng ghi nhan con nhip nhanh nao
nén bénh nhan quyét dinh bo tri cho dén lic nhap
vién tai bénh vién tuyén dudgi va chuyén dén ching
t6i. Thuc té khi danh gia thi bénh nhan thuéc nhém
nguy co cao ching t6i bat dau st dung thudc chen
beta giao cdm khong chon loc (propranolol
80mg/ngay) bén canh viéc diéu chinh dién giai la
kali va magie thudng xuyén va tiép tuc theo doi sat
bénh nhan. Theo hudng dan ESC 2022 thi chen beta
khong chon loc nhu nadolol hay propranolol dugc
khuyén cao dé giam nguy co xuat hién rdi loan
nhip. Theo nghién ctu ctia Lu Han va céng su vé
hiéu qua cla chen beta & bénh nhan héi chiing QT
dai tip 1-3 chi ra nhom bénh nhan LQTS2 dugc
diéu tri véi nadolol ghi nhan gidam nhiéu nhat nguy
co xuat hién cac bién c6 tim mach khi so sanh vagi
cac loan chen beta khac. Tuy nhién thi propranolol
cing la moét sy lya chon tuong doi tét trong
LQTS2". Theo tac gia Priya Chockalingam va céng
su thi QTc ngan lai khi diéu tri vsi propranolol so
vGi cac loai chen beta khac, dac biét & nhiing doi
tuong c6 QTc > 480ms®. Do d6 bénh nhan cua
chuing téi dugc diéu tri véi propranolol 80mg/ngay
bén canh vai viéc diéu chinh kali va magie, tuy
nhién thi bénh nhan van xuat hién xodn dinh va
rung that. Vi vay, chi dinh dat may ICD dugc dat ra
trén bénh nhan nay.
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Theo cac khuyén cao hién hanh thi ICD dugc chi
dinh bén canh véi thuéc chen beta trong LQTS
ngling tim dugc ctu séng. Bén canh do ICD ciing
dugc chi dinh & bénh nhan LQTS cé triéu ching
trong khi dang diéu tri thuéc chen beta va cé liéu
phap gen duong tinh. Sau khi giai thich vé&i bénh va
ngudi nha bénh nhan cling nhu danh gia cac nguy
co va lgi ich clia viéc dat ICD, chung t6i chi dinh dat
may ICD mét budng & bénh nhan nay.

Khi chi dinh ICD, viéc lap trinh ICD dé du phong
nhing trudng hgp shock khong thich hop la rat
quan trong va thudng dugc cai dat & viing rung that
vGi ngudng tan s6 16n hon 220-240 lan/phut®. Ngoai
ra khi chi dinh dat ICD trong nhiing truong hgp
LQTS, nhém tac gid Peter J. Schwartz va cong sy
khuyén viéc cai dat thong s6 ICD & nhom bénh nay
nén & tan s6 tao nhip > 70 lan/phut va uu tién ICD
hai buéng’. Déi véi bénh nhan cla ching t6i vi diéu
kién kinh té khong cho phép nén ching toi da dat
may ICD mot budng & bénh nhan nay va tan sé tao
nhip cham t6i thiéu la 70 lan/phut, vung rung that &
tan s6 240 lan/phut.

Pa c6 nhiéu nghién ctu ndéi vé hiéu qua cla
ICD trong viéc cdi thién ty Ié t& vong hay doét ti do
tim trén bénh nhan. Nghién ctu cla Meng Wang
va cong su vao nam 2021 cho thay cac BN duoc
cdy ICD ¢6 nguy co tir vong, nguy cd tl vong dudi
50 tudi thap va nguy co xuat hién cac bién c6 SCD
thdp hon nhiéu so vGi cac bénh nhan chua duoc
cay ICD (Ian lugt la gidm 46%, 71% va 78%), ngoai
ra 8 nhirng nhém bénh nhan da ting 1 lan bi dot
td do tim nhung khéng gay t& vong hay nhém
bénh nhan cé triéu chiing ngat mac du st dung
chen beta hoac khéng st dung (kéem theo QTc =
500ms) thi nguy ca tir vong & bénh nhan dugc cay
ICD van thap hon nhiéu so véi khéng dugc cay ICD
(Ian luot 1a 86%, 73% va 58%)%. Trong mot nghién
ctu khac cta Schwartz va cong su, khi nghién ctu
liéu phap ICD trén cdc bénh nhan véi cac tiéu chi
nhu dugc cdy may trudc 20 tudi, cé6 QTc > 500ms
hay c6 céac lan ngling tim trudc d6 hodc cac bién
c6 tim mach khac du da diéu tri noi khoa, trong
khodng thdi gian theo d6i 7 nam ghi nhan ty 1é bi
sOc dién trén bénh nhan khong c6 ca 3 tiéu chi

trén la 0% (khéng co trudng hop nao) va cé dén
70% s6 bénh nhan cé ca 3 tiéu chi trén déu nhan
dugc it nhat 1 1an soc dién thich hop’.

Vé cac yéu t6 anh hudng dén tinh trang bénh
nhan sau khi dugc cdy ICD, theo nhu nghién ctiu cda
Younis va céng su nam 2020, khéng cé maéi lién hé
gilra gii tinh va ty lé xuat hién cac bién c6 de doa tinh
mang tich IGy trén bénh nhan LQTS da dugc cay ICD.
Ngoai ra cling khéng c6 su lién quan gilta gidi tinh va
ty 1& s6¢ ICD thich hgp lan dau (HR 0,83), két qua nay
cling tuang tng khi phan tang vé dé tudi va kiéu gen
gay bénh (KCNQ1, KCNH2 hay SCN5A). Tuy nhién ty 1é
ICD séc dién khong phu hgp & nam lai cao han & nix
(4,2 so vé6i 2,7 trén thoi gian theo doi tich lay 100
nam), cht yéu la do rung nhi, mat khac cu soc ICD dau
tién khong lam hét triéu ching r6i loan nhip nguy
hiém nhu nhip nhanh that hay rung that & 48% s6
phu nlt va 62% s6 dan 6ng dugc khao sat’.

Bén canh dé thi bénh nhan clia chung t6i dugc
chan doan rd rang la LQTS2 qua phuong phap giai
trinh trinh tu gen Sanger. Phuong phéap nay hiu ich
trong viéc tim ra nhiing dot bién nhé trén doan gen
ma nhing xét nghiém nhiém sic thé hay xét
nghiém di truyén théong thudng khac khong lam
dugc'. Giai trinh tu gen theo phuong phap Sanger
trén bénh nhan nay cho thdy nhiing doan ldp ngan
lién tuc (nucleotide repeat), vung giau CG, va moét sé
truong hop dang kham. Chinh @6t bién mat Cytosin
& vi tri da chi dinh gay nén dét bién léch khung, gay
nén sy phién ma va dich ma sai léch tu vi tri nay tr&d
vé sau, khién cho kénh Kv11.1 dugc ma hoa tir gen
nay, c6 chuc nang chinh luu dong Kali nhanh ra
ngoai té bao, bi sai léch va mat di chiic nang ban
dau, dan dén giam dong Kali nhanh ra ngoai té bao,
gay nén kéo dai khodng QT (Hinh 3).

Ngodi ra, bénh nhan dugc khuyén trdnh céc
thudc c6 tac dung phu gay khoang QT dai va dugc
khuyén tranh céac yéu té cé thé gay réi loan nhip tim
G LQTS2 la phan Ung giat minh dac biét 1a tiéng
chuéng bao thiic va chudng dién thoai''. Sau khi dat
may thi bénh nhan dugc diéu tri véi thu6c chen beta
la metoprolol succinate 25mg/ngay, bé sung dién
gidi kali va magie. Sau hon 3 thang theo déi thi chua
ghi nhan cac con réi loan nhip tim cling nhu cac lan
shock tu may ICD.
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IV. KET LUAN

Xét nghiém gen KCNH2 ddc hiéu trong trudng

hop hoi ching QT dai tip 2. Chi dinh dat mdy pha
rung ICD can dugc xem xét trong cac trudng hgp
bénh nhan ngéat do réi loan nhip that dé du phong
dét ta trong nhom bénh nhan hoi ching QT dai cé
roi loan nhip that.
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