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TOM TAT

Téng quan: Kéo dai khoang QT trén dién tdim
d6 1a mot tac dung khong mong mudn ctia khing
sinh nhém quinolon, c6 thé gy nén nhiing réi loan
nhip tim nguy hiém nhu xoan dinh.

Muc tiéu: (1) Dénh gi4 sy thay d6i cia khoang
QT trén dién tim d6 ¢ nhang bénh nhan sau st
dung khang sinh quinolon; (2) Phan tich mot s6
yéu t6 anh hudng dén sy thay d6i khoang QT trén
céc bénh nhan nghién ctu.

Déi tugng va phuong phap: Tix thing 8/2019
dén thang 9/2020, ching t6i tién hanh nghién ctu
trén 166 bénh nhén dugc diéu tri bing khang sinh
quinolon tai Bénh vién Bach Mai, do dac gid tri QTc
trén dién tdm do trudc va sau dung thudc, déng thoi
danh gia cic nguy co gay kéo dai khoang QTc.

Két qua: Trong 166 bénh nhan dugc diéu tri
khéng sinh quinolon, 64 bénh nhan (38,6%) la
nt, d6 tudi trung binh 68,7 £ 14,2, s6 bénh nhén
c6 bénh ly tim mach 1a 126 (75,9%) bao gém suy
tim (51,8%), nhéi méu cd tim (25,9%), hoi ching
vanh man tinh (19,3%), bénh dong mach ngoai vi
(13,3%), cic bénh ly van tim (19,3%), nhéi miu
phdi (5,4%)... Chi dinh st dung khang sinh quinolon
phd bién nhit 1a nhiém khudn hé hip (81,3%),
sau d6 dén nhiém khusn tiét niéu (13,3%), nhiém
khuén tiéu héa (7,8%), nhiém khuén coxuong khép
(7,2%). Gia tri QTc trung binh sau diing khéng sinh
quinolon (437,8 + 40,0 ms) ting c6 ¥ nghia théng
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keé so véi trude dung (430,3 + 33,7ms) véi p=0,006.
C6 21 bénh nhan (12,7%) xudt hién QTc kéo dai
trén S00ms hoic c6 QTc ting thém trén 60ms sau
dting quinolon. Céc yéu t6 nguy co lién quan dén
kéo dai QTcla suy tim, nh6i mau co tim, diing thudc
loi ti€u quai. Khong ghi nhan cac réiloan nhip nguy
hiém nhu xoédn dinh trong qua trinh theo doi.

Kétluan: Co sy gia tang c6 y nghia thong ké do
dai khodng QTc sau dung khang sinh quinolon.

T khoa: Kéo dai khoang QT, khing sinh

quinolon.

DAT VAN DE

Dién taim d6 1a moét thaim do khong xam ldn
rit phd bién trén lam sang va la cong cy khong thé
thiéu dugc cua ngudi bac si tim mach. Khi dién
giai bat ct dién tdm d6 nao, viéc xac dinh do dai
khoang QT la rit quan trong tuy nhién lai thudng
it dugc thuc hién. Khoing QT dugc do tir diém
bit ddu cua phic bo QRS dén diém cudi cua
séng T khi né tré vé dudng ding dién, dai dién
cho thoi gian khi cyc va tai cyc ctia co tam that.
Gid tri QT thudng dugc hiéu chinh theo nhip tim,
v6i phuong phap dugc st dung phé bién nhit la
cong thiic Bazett (QTc = QT/VRR). Su kéo dai
khoang QT la rdt nguy hiém do né c6 thé giy ra
dot tir lién quan dén con tim nhanh thét da hinh
thdi, con dugc goi la xo4n dinh. Nguy co nay ting
cao khi gid tri QTc > 500ms hodc gia ting trén
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60ms so véi gié tri nén [1]. Mot bang diém du
dodn nguy co xudt hién cta kéo dai khoang QTc
da dugc phat trién bai Tisdale va cs bang cach su
dung céc bién s6 lam sang 1a cac yéu t6 nguy co
doc lap doi véi su kéo dai khoang QTc ¢ bénh
nhéin nhép vién tai cic don vi chim s6c tim mach,
bao gém gidi nt, tudi > 68, dung lgi tiéu quai, kali
mdu < 3,5 mEq/L, QTc luc nhép vién > 450 ms,
nhoi mau co tim cdp, suy tim, nhiém khuén huyét,
dung > 1 thudc gay kéo dai QTc [2].

Khéng sinh quinolon la mét trong nhiing nhém
khang sinh dugc stz dung rit phd bién trén lam sang.
V6i phé khang khuén rong, nhém khang sinh nay
dugc dung dé diéu tri nhiéu loai nhiém khudn khac
nhau nhu nhiém khuén dudng hé hip, nhiém khuén
dudng tiét niéu, nhiém khudn dudng tiéu héa... [3].
Tuy nhién, khéng sinh quinolon c6 thé giy ra nhiéu
tdc dung c6 hai dic trung nhu viém gén, dut gan; réi
loan cam gidc, vin dong & ngoai vi; tén thuong, bién
dang sun khép va dic biét la gay kéo dai khoang QT
trén dién tim d6 [4]. Tai Viét Nam hién con rit it
céc cong trinh nghién ctiu vé vin dé nay.

Vi véy ching t6i thuc hién nghién ciu v6i 2 muc
tiéu: Danh gid sy thay d6i ciia khoang QT trén dién
tdm do ¢ nhiing bénh nhén sau st dung khdng sinh
quinolon va phén tich mét sé yéu t6 anh hudng
dén sy thay d6i khoang QT trén cic bénh nhan

nghién ctu.

DOI TUONG VA PHUGNG PHAP NGHIEN CUU
Dia diém va thoi gian

Nghién ctiu dugc thuc hién tai Bénh vién Bach
Mai ti thang 8/2019 dén thang 9/2020.
Doi tugng

Tiéu chudn lya chon: Nhiing bénh nhén trén
16 tudi dugc chdn doan nhiém trung ho hdp, tiét
niéuy, tiéu hoa... c6 chi dinh diéu tri bang khéng sinh
quinolon dudng uéng hodc tinh mach.

Tiéu chudn logi trii: Bénh nhin khong dugc

lam dién tdm d6 trudc va sau khi st dung khing
sinh quinolon; bénh nhan dang st dung khéng sinh
quinolon khi nhép vién hodc st dung khang sinh
quinolon trong vong 7 ngay trudc dé; bénh nhéan bi
céc r6iloan nhip tim nhu rung nhi, cuéng nhi, block
nhanh (QRS > 120ms) hoic dang dugc tao nhip
nhan tao, phu ni ¢6 thai.
Phuong phap nghién ciu

MO ta cat ngang, tién ctiu.
Phuong phap thu thap s6 liéu

Cac bénh nhén du tiéu chuidn tham gia nghién
ctu dugc thu thap cic dic diém vé lam sang, can
lam sang, do dac khoing QTc trén dién tim d6
trudc va sau dung khing sinh quinolon (sau téi
thiéu S chu ky ban thai ctia thuéc [S]). Khoing QT
dugc do dac bang phuong phap thu cong trén dién
tam d6 12 chuyén dao béi 2 bac singi tra theo cling
1 quy trinh: Iya chon chuyén dao do c6 két thuc
ctia song T dugc xdc dinh 16 rang nhit, cic lan do
tién hanh trén cung 1 chuyén dao va gia tri QT hiéu
chinh theo nhip tim bang cong thtic Bazett. Thang
diém Tisdale (bang 1) dugc 4p dung héi ctu dé
tién lugng nguy co kéo dai khoang QT ¢ bénh nhén
[2]. Su kéo dai khodng QTc dugc dinh nghia la gia
tri khoang QTc sau dung thudc tir S00ms trd 1én
(6 bénh nhan c6 khodng QTc nén < S00ms) hoic
ting hon so véi khodng QTc nén trén 60ms (AQTc
> 60ms) [1].
Xuly 6 liéu

S6 liéu dugc nhap va xily bing phan mém SPSS
22.0. D€ so sanh gitta hai bién dinh lugng cé phéan
phdi chudn chung t6i dung phép kiém dinh “t”. D&
so sanh sy khac biét gitta cic bién dinh tinh, ching
toi dung phép kiém dinh chi binh phuong. Nguy
co kéo dai QTc (QTc>500 ms hoic AQTc> 60 ms)
dugc danh gia trong mo hinh héi quy logistic. Cac
bién s6 dugc danh gia trong thang diém Tisdale va
lién quan dén kéo dai QTc trong phén tich don bién
dugc dua vao phén tich da bién.
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Bdng 1. Thang diém Tisdale

Yéu t6 nguy co Diém so
Tudi> 68 1
Gidina 1
Dung thudcloi tiéu quai 1
Kalimdu <3,5mEq/L 2
QTcluc nhap vién > 450 ms 2
Nhéi mdu co tim cip 2
Suy tim 3
Nhiém khudn huyét 3
Dung 1 thudc gay kéo dai QTc 3
Dung > 2 thudc gay kéo dai QTc 3
Téng diém t6i da 21

(Nguy co thap: < 6 diém; Nguy cd trung binh: 7-10 diém; Nguy co cao: > 11 diém).

KET QUA

Tur thang 8/2019 dén thdng 9/2020, c6 166 bénh nhén du tiéu chuidn dugc lya chon dua vao nghién

cdu.

DPiac diém cia doi tugng nghién ctéu

Bdng 2: Ddc diém ciia d6i tugng nghién ciiu

bicdiém X £SDhoicn (%)
Tuéi 687+ 142
Dacdiémchung | Gidina 64 (38,6%)
BMI 21334
Suy tim 86(51,8%)
Nhéi mdu co tim 43(25,9%)
Hoi ching vanh man 32(19,3%)
Bénhly tim mach Réiloan nhip 8(4,8%)
Bénh dong mach ngoai vi 22(13,3%)
Cécbénhly van tim 32(19,3%)
Nhéi mau phéi 9 (54%)
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Nhiém khuin hé hap 135 (81,3%)
Nhiém khudn tiéu héa 13(7,8%)
Bénh ly nhiém khudn - PR
Nhiém khudn tiét niéu 22(13,3%)
Nhiém khuin co xuong khdp 12(7,2%)
Nhiém khuén huyét 5(3,0%)
Ciprofloxacin 39(23,5%)
Loai khing sinh Levofloxacin 102 (61,4%)
Moxifloxacin 25 (15,1%)

Nhdn xét: 64 bénh nhan (38,6%) 1a nii, d6 tudi
trung binh 68,7 + 14,2, s6 bénh nhan cé bénh Iy tim
mach 1a 126 (75,9%) bao gom suy tim (51,8%),
nhdi méu co tim (25,9%), hoi chiing vanh man tinh
(19,3%), bénh dong mach ngoai vi (13,3%), cic
bénh Iy van tim (19,3%), nhéi méu phéi (5,4%)...

Chi dinh st dung khang sinh quinolon phd bién
nhét 13 nhiém khudn ho hip (81,3%), sau d6 dén
nhiém khudn tiét ni¢u (13,3%), nhiém khu4n tiéu
héa (7,8%), nhiém khuin co xuong khép (7,2%).
Bién thién khoing QTc 6 nhom bénh nhian
nghién ctiu

Bdng 3. Bién thién khodng QTc 6 bénh nhdn diing khdng sinh quinolon

X+SD
P n
QIc trudc (ms) QTcsau (ms)

Quinolon 430,3+33,7 437,8+40,0 0,006 166
Ciprofloxacin 429,1+30,5 430,2+38,6 0,843 39
Levofloxacin 4299+ 36,7 436,1 +404 0,085 102
Moxifloxacin 434,0+26,1 456,44+ 36,1 0,000 25

Nhdn xét: Cé sy gia tang c6 y nghia théng ké gia tri trung binh ctia khoang QTc ¢ bénh nhan sau stt dung

khang sinh quinolon néi chung va khang sinh moxifloxacin, véi p < 0,0S.

Bdng 4. Bién thién khodng QT theo phdn tdng nguy co dua trén thang diém Tisdale

X+SD
Phén ting nguy co P n
QTc trudc (ms) QTcsau (ms)
Thip 4134+29,1 4185+27,1 0,199 58
Trung binh 432,7+299 438,1+38,8 0,234 64
Cao 449,3+£343 462,8 42,6 0,025 44

Nhan xét: C6 sy khac biét vé gid tri QTc trudc va sau dung khang sinh quinolon ¢ nhém bénh nhan

thudc phan ting nguy co cao, gid tri QTc trung binh ting c6 y nghia thong ké véi p<0,05.
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Sukéo dai khoang QTc 6 nhom bénh nhian nghién ctéu
Trong 166 bénh nhan dugc nghién cdu, c6 21 bénh nhan xudt hién QTc kéo dai (dugc dinh nghiala QTc
sau tir SO0ms trd 1én hoic AQTc > 60ms) sau dung khéng sinh quinolon (chiém ty 1é 12,7%).

Bdng S. Phan tich hoi quy logistic don bién cdc yéu t6 nguy co gdy kéo dai khodng QTc theo thang diém Tisdale

Cacyéu té nguy co OR 95% CI P

Tudi > 68 1,26 048-331 0,641
Gidint 1,23 049-3,10 0,665
Dung thuécloi tiéu quai 490 1,79 -1341 0,002
Kali méu < 3,5 mEq/L 0,84 032-222 0,729
QTcluc nhép vién > 450 ms 2,04 0,805,221 0,137
Nhéi méu co tim cdp 3,09 1,21-790 0,019
Suy tim 11,06 2,49-49,23 0,002
Nhiém khudn huyét 1,76 0,19-16,57 0,620
Dung 1 thudc gy kéo dai QTc 2,87 0,82-10,01 0,099
Dung > 2 thudc gay kéo dai QTc 2,61 0,76 -9,00 0,129

Nhdn xét: Trong phén tich don bién, cic yéu t6 nguy colién quan dén kéo dai khoang QTc ¢ bénh nhan

diing khéng sinh quinolon 1 diing thuéc 1gi tiéu quai (p=0,002), nhéi méu co tim cdp (p=0,019) va suy

tim (p=0,002).

Bdng 6. Phan tich hoi quy logistic da bién cdc yéu to nguy co gdy kéo dai khodng QTc

Cacyéu té nguy co OR 95% CI P

Suy tim 6,30 1,21 -32,67 0,028
Nhéi mdu co tim cdp 1,59 0,58 —-4,43 0,365
Dung thudcloi tiéu quai 2,13 0,70 - 6,49 0,183

Nhdn xét: Sau khi phan tich da bién, yéu t6 doc
lap tién lugng nguy co gy kéo dai khoang QTc &
bénh nhan dung khing sinh quinolon la suy tim
(p=0,028).

BAN LUAN

Trong nhiing nam cudi thé ky 20, dau thé ky 21,
tai Hoa Ky, mét trong nhiing nguyén nhéan phd bién
nhit khién cho nhiéu thudc bi rut khoi thi truong
la do cac thudc nay gy nén su kéo dai khoang

QT trén dién tam do lién quan dén cdc réi loan

nhip thét nguy hiém, trong dé c6 xodn dinh [6].
Rét nhiéu thudc véi nhiing chi dinh va co ché tac
dung khéc nhau lam kéo dai khoang QT nhu thudc
chéng loan nhip nhém IA (quinidin, procainamid),
nhém III (amiodaron), thuéc khang histamin
(terfenadin, astemizol), thuéc chong s6t rét (quinin,
chloroquin)... [7]. Khang sinh quinolon, mét loai
khéng sinh st dung phd bién trén lam sang, dic biét
1 trong viém phéi bénh vién (trong nghién ctiu ctia
chiing t6i, ty 1¢ nhiém khudn hoé hip chiém 81,3%)
da dugc chiing minh cé nguy cokéo dai khoang QT
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do chen dongkali ra ngoai té bao quakénh IKr & pha
3 cta dién thé hoat dong co tim, v6i moxifloxacin la
loai khang sinh quinolon ¢6 nguy co cao nhit, tiép
dén lan lugt 14 levofloxacin v cifprofloxacin [8].
Trong nghién ctiu cua ching t6i, gia tri QTc trung
binh sau dung khang sinh quinolon néi chung va
moxifloxacin déu ting c6 y nghia théng ké, su thay
déi nay khong quan sit dugc 6 nhém bénh nhan
dung ciprofloxacin va levofloxacin tuy c¢6 ¢6 mau
16n hon. Tuy nhién, ty 1¢ giy xodn dinh lién quan
dén quinolon 14 rét thap [9], chung téi ciing khong
ghi nhén dugc rdiloan nhip thit nguy hiém nao xay
ra ¢ 166 bénh nhan nghién ctu.

D¢ dai khoang QT trén dién tim do6 bi anh
huéng boi nhiéu yéu t6, chinh vi vy nam 2013,
Tisdale va cs da phat trién moét thang diém dy doan
nguy co xudt hién cua kéo dai khoang QTc dua
vao nhiéu bién s6 1am sang [2]. O nghién ctu nay,
nhiing bénh nhén thudc phan nhém nguy co cao c6
su gia tang dang ké khoang QT sau dung khang sinh
quinolon (462,8 + 42,6 ms so v&i 449,3 + 34,3 ms,
p = 0,025), diéu nay khong quan sét thdy & nhém
nguy co trung binh va thdp. Trong 166 bénh nhén

sau dung quinolon, 21 bénh nhan (12,7%) xuit hién
QTc > 500ms hodc c6 AQTc > 60ms, diéu nay cang
khéng dinh tdm quan trong cta viéc theo doi sat do
dai khoang QT & nhiing bénh nhan dung quinolon,
dic biét & nhiing bénh nhan c6 nguy co cao. Nhiing
bénh nhan nay nén dugc lam lai dién tim d6 sau
ding thudc 8-12 tiéng, kém theo diéu chinh cac
nguy co kém theo nhu ha kali mau, dong thoi han
ché dung loi tiéu quai néu c6 thé [1]. Suy tim, mot
yéu t6 doc lap tién lugng nguy co kéo dai khoang
QT trong nghién cttu nay, 1a bénh Iy rit phé bién ¢
nhiing bénh nhén tim mach c6 chi dinh ding khang
sinh quinolon (86/166 bénh nhén, chiém 51,8%),
do mot trong nhiing nguyén nhén giy ra dot cip mit
bu suy tim la nhiém khudn, dic biét la viém phéi.

KET LUAN

Gia tri khoang QTc tang 1én c6 y nghia sau diing
khdng sinh quinolon, dic biét1a 6 nhiing bénh nhén
nguy co cao theo thang diém Tisdale. Cac yéu t6
lam tang nguy co kéo dai QTc la suy tim, nhéi mau
co tim, dung loi tiéu quai, trong d6 suy tim la yéu t6
tién lugng doc lap.

SUMMARY

Background: QT interval prolongation on the electrocardiogram is an undesirable effect of quinolone

antibiotics, which can cause dangerous arrhythmias such as torsades de pointes.

Objectives: (1) To evaluate the change of the QT interval on the electrocardiogram in patients after

using quinolone antibiotics, (2) Analyze several factors influencing the change in QT interval in patients.
Methods: From August 2019 to September 2020, we conducted a study on 166 patients treated with
quinolone antibiotics at Bach Mai Hospital, measured QTc values on pre and after treatment, and evaluate

the risk factors associate with QTc interval prolongation.

Results: Of 166 patients treated with quinolone antibiotics, 64 patients (38.6%) were female, mean

age was 68.7 = 14.2, the number of patients with cardiovascular disease was 126 (75,9%) included
heart failure (51.8%), myocardial infarction (25.9%), chronic coronary syndrome (19.3%), peripheral
artery disease (13.3%), heart valve diseases (19.3%), pulmonary infarction (5.4%)... The most common
indication for quinolone antibiotics is respiratory infection (81.3%), then urinary tract infections (13.3%),

gastrointestinal infections (7.8%), musculoskeletal infections (7.2%). The mean QTc value after using
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quinolone antibiotics (437.8 + 40.0 ms) increased significantly compared to before (430.3 + 33.7 ms)
with p = 0.006. There were 21 patients (12.7%) with QTc prolongation over S00ms or increased QTc over
60ms after using quinolone. Risk factors associated with QTc prolongation are heart failure, myocardial
infarction, and use of loop diuretics. No dangerous arrhythmias such as torsades de pointes were observed
during the follow-up.

Conclusion: There was a statistically significant increase in the QTc interval after using quinolone

antibiotics.
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