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SUMMARY
» Correspondence to Objectives: To study the characteristics of arrhythmia and
Hai Minh Dang, MD, MSc electrocardiographic changes in breast cancer patients receiving
Vietnam National Heart Institute, chemotherapy with an anthracycline regimen.
Bach Mai Hospital, Hanoi, Vietnam Subjects and methods: The study was conducted on 52 breast
Email: bshai0309@gmail.com cancer patients treated at Phu Tho Provincial General Hospital from

August 2021 to September 2022 who received chemotherapy with
Doxorubicin and had an holter electrocardiogram. 12-lead ECG before
and after four chemotherapy cycles, just before the fifth.

Results: There was a statistically significant difference (p < 0.05) in
the status of arrhythmias in general between the two times of Holter
recording and the latter (after treatment) with the proportion of patients
having arrhythmias. Heart rate is higher than the first record (59.6% vs.
55.8%). The thick ACT regimen had a higher risk of arrhythmia than the
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To cite: Nguyen VD, Tran DV, ACT regimen with an OR=5,225. The age group over 50 had a lower risk
Nguyen NH, Nguyen SV, Vu of arrhythmia than those under 50, with an OR = 0.194. The mean heart
HT, Dang HM, et al. J Vietnam rate between the two-time points of electrocardiogram recording had
(ardiol 2023;104:04-10. a statistically significant difference (p = 0.006). There was a significant

prolongation of the QT and Tp-e interval after cycle 4 (p = 0.001 and
p=0.002). The amplitude of the T wave also recorded a significant change
when the T wave tended to flatten after treatment (p = 0.004). Meanwhile,
the P, PR, and QRS intervals do not change.

Keywords: Cardiac arrhythmia, ECG changes, breast cancer,
Anthracycline.
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Pac diém réi loan nhip tim va bién doi
dién tam do 6 bénh nhan ung thuva duoc
héa tri bang phac dé co Anthracycline

Nguyén Dinh Viét'™, Tran Van Dong2, Nguyén Huy Ngoc3

Nguyén Van Son’, Vi Tudn Hai', Dang Minh Hai2

"Bénh vién Da khoa tinh Phd Tho

2Vién Tim mach Viét Nam, Bénh vién Bach Mai

TOM TAT

Muc tiéu: Tim hiéu dac diém roi
loan nhip tim va bién déi dién tam dé
& bénh nhan ung thu va dugc héa tri
bang phac d6 cé Anthracycline.

Péi tugng va phuong phap
nghién ctru: Nghién ctu dugc tién
hanh trén 52 bénh nhan ung thu vu
diéu tri tai Bénh vién Pa khoa tinh
Phui Tho tur thang 8/2021 dén thang
09/2022 dugc hoa tri véi Doxorubicin
va dugc lam holter dién tam do6, dién
tam d6 12 chuyén dao trudc khi hoa
tri va sau 4 chu ky héa tri, ngay truéc
chu ky héa tri thu' 5.

Két qua: C6 su khac biét co y
nghia thong ké (p< 0,05) vé tinh trang
réi loan nhip tim néi chung gitia 2 lan
ghi holter véi lan ghi sau (sau diéu tri)
c6 ty lé bénh nhan réi loan nhip tim
cao hon lan ghi dau tién (59,6% so véi
55,8%). Phac d6 ACT liéu day c6 nguy
cd gay r6i loan nhip tim cao hon so
Vi phac d6 ACT véi OR=5,225. Nhém
tudi trén 50 c6 nguy ca mac réi loan
nhip tim thap hon nhém dudi 50, vai
OR=0,194.Tan s6 tim trung binh gilta
2 thdi diém ghi dién tim c6 su khac
biét c6 y nghia thong ké (p= 0,006).
C6 su kéo dai dang ké khoang QT va
khodng Tp-e sau khi chu ky thi 4 (p=
0,001 va p= 0,002). Bién do séng T

3So Y t€ Phu Tho

cing ghi nhan su thay déi dang ké khi
s6ng T c6 xu hudng det hon sau diéu
tri (p=0,004). Trong khi d6 cac khoang
P, PR va QRS khong c6 su thay doi.

Tu khéa: Réi loan nhip tim,
bién doéi dién tdm do, ung thu v,
Anthracycline.

DAT VAN DE

Ngay nay, ung thu cung vdi tim
mach tr& thanh hai dang bénh ly
thudng gap va nguy hiém nhat, gay ra
t6i 70% céc trudng hop td vong trén
toan thé gidi. Trong cac loai ung thu,
ung thu vi la mot trong nhiing loai
bénh ung thu phé bién nhat. Theo
thong ké ctia GLOBOCAN, ung thu
vu & Viét Nam la loai ung thu diing
thi ba vé s6 lugng, véi s6 ca mac
mai nam 2020 1én téi 21555, chiém
11.3% s6 ca trong téng s6 cac loai
ung thu, chi ding sau ung thu gan
va phdi.' Réi loan nhip tim do diéu tri
ung thu (CTIA) la mét thuc thé phuic
tap véi nhiéu yéu té lién quan dén co
ché bénh sinh ctia né. Doxorubicin la
mot thudc thudc nhom Anthracycline
thudng dugc st dung két hop vai
cac tadc nhan khac nhu maét liéu phap
hoa hoc chinh trong mét s6 phac
dé diéu tri ung thu vui. DPoc tinh cla
Doxorubicin trén tim da dugc ghi
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nhan trong nhiéu nghién ctu, dac biét la doc tinh
vé lam gidm phan suat téng mau that trai va mot s6
réi loan nhip. Cyclophosphamid la mét nhém thuéc
thudng phoi hop véi Doxorubicin trong phac dé diéu
tri ung thu vu cling da dugc ghi nhan cé tac dung
phu Ién nhip tim. Tuy nhién, doc tinh gay réi loan nhip
tim clia phac d6 bao gém nhiing loai thuéc nay chua
dugc nghién ctru day du va chua cé nghién clu tai Viét
Nam vé van dé nay. Chinh vi vay, chiing t6i tién hanh
nghién ctu dé tai: "Dac diém réi loan nhip tim va bién
déi dién tam do & bénh nhan ung thu va dugc hoa
tri bang phac d6 c6 Anthracycline" véi muc tiéu: Mo
ta dac diém rdi loan nhip tim, bién doi dién tam doé &
bénh nhan ung thu vi dugc héa tri bang phac do6 cé
Anthracycline va mét s6 yéu t6 lién quan.

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

Nghién cttu dugc tién hanh trén bénh nhan kham
va diéu tri tai Bénh vién Da khoa tinh Phii Tho tirthang
08/2021 dén thang 09/2022.
Déi tuong

D06i tugng nghién clu ctia ching t6i gém nhimng
bénh nhan dugc chidn doan ung thu vua va diéu tri
bang Anthracycline tai Bénh vién Da khoa tinh Phu
Tho trong thdi gian trén va dong y tham gia nghién

chtic nang tam thu that trai (EF < 50%) trudc khi diéu
tri ung thu, bénh nhan cé cuong gidp hay suy giap,
bénh nhan c6 r6i loan dién giai, bénh nhan c6 tinh
trang nhiém trung kém theo va/hodc cac bénh nhan
khong dong y tham gia vao nghién ctu.
Phuong phap nghién ctu

M6 ta cit ngang.
Phuong phap thu thap sé liéu

Budc 1: Lua chon cac bénh nhan du diéu kién
tham gia nghién cuu.

Budc 2: Ghi BTD 12 chuyén dao, ghi holter dién
tam 24h, xét nghiém huyét hoc, sinh héa va siéu am
tim lan 1 trudc khi hoa tri .

Budc 3: Héa tri liéu véi 4 chu ky hoa tri.

Budc 4: Ghi BTD 12 chuyén dao, ghi holter dién
tam 24h, xét nghiém huyét hoc, sinh hoa va siéu am
tim lan 2 (ngay trudc chu ky thi 5 cdia hoa tri).

Budc 5: Phan tich BPTD bé mat, holter dién tam dé.

Buéc 6: Phan tich mai lién quan gitia moét s6 yéu
t6 véi tinh trang r6i loan nhip tim va cac khoang BTD.
Xt ly sé liéu

Cac s6 liéu cta nghién ctu dugc thuc hién
bang phan mém SPSS 20.0, sir dung cac thuat toan
théng ké y hoc. Gia tri p< 0,05 dugc coi la co y
nghia thong ké.

ctu. Loai ra khai nghién ctiu cac bénh nhan cé réiloan KET QUA
Bdng 1. Ddc diém cdc khodng dién tam do
his Trudc diéu tri Sau diéu tri b
Min Max Trung binh Min Max Trung binh
Tan so (ck/p) 58 119 82499 66 130 87,25+14,3 0,006
P (ms) 80 116 845+11,7 81 n7 846+118 0,429
PR (ms) 105 206 146,6%1,3 112 212 148,6%21,1 0,231
QRS (ms) 04 110 83,6£10,4 04 14 82,9+8,7 0,437
QTc (ms) 350 44 405,8+183 360 468 414,4+20,7 0,001
Biéndo T (mV) 0,6 78 299+ 1,26 05 6,3 259111 0,004
Tp-e (ms) 50 95 71,7£11,3 50 100 73,9116 0,002

Nhdn xét: Tan s6 tim trung binh gitia 2 thai diém ghi dién tim c6 su khac biét c6 y nghia théng ké. C6 su kéo dai
dang ké khoang QT va khoang Tp-e sau khi chu ky thit 4. Chi c6 1 bénh nhan c6 khoang QTc > 460 ms & thai diém
ghi dién tim lan 2. Bién do6 séng T cling ghi nhan su thay déi dang ké khi séng T c6 xu hudng det hon sau diéu tri.
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Bding 2. Ddc diém cdc théng sé holter dién tdm dé

Bdng 4. Ddc diém ngoai tdm thu thdt theo phdn do Lown

his6 T il i ot e TiS (R Ngoai tim thuthat | Truécdiéutri | Saudiéutri | P
Nhip trung binh (ck/p) 82,1518,1 83,02+10,7 | 0,455
Nhip chdm nhaét (ck/p) 59,5+7,2 60,1+8,7 0,581 Dol 13 6 <0,05
Nhip nhanh nhét (ck/p) | 124,3+144 128,7£17,5 | 0,059
SONTTT 110,9£529,3 | 1126,5+4731,8 | 0,12 Dol 4 6 <0,05
SO NTT nhi 9,5+25,1 38,3£101,7 0,04
; ; bolll 0 0

Khoang ngling xoang
dainha 1203+176,4 11881926 | 0,485

a,I nhat (ms) ‘ ‘ Do IV 0 0
S6 bénh nhan ¢6 con Lan1 Lan2
Rung nhi (n) 0 0 DoV 0 0
Nhanh thét (n) 0 0
Nhanh trén thét (n) 2 3 >0,05 Tong 19 12 <0,05

Nhdn xét: Chi co6 mot thong s6 cho thay khac biét

Nhdn xét: Lan ghi holter thi 2 c6 ngoai tam thu

c6 y nghia thong ké la s6 lugng ngoai tdm thu nhi
trung binh véi lan ghi thd 2 ghi nhan nhiéu ngoai tam

thu nhi hon lan ghi holter dau tién.

Bdng 3. Ddic diém ngogi tam thu thdt

Ngoai tam thu that | Truécdiéutri | Sau diéu tri P
Nhip doi 1 4 <005
Nhip ba 3 2 >0.05
Da dang, phic tap 0 0

Chum dbi, chum ba 0 0

RIT 0 0

Nhdn xét: S6 luong bénh nhan cé ngoai tam thu
nhip déi gitta 2 lan ghi holter lan lugt la 1 va 4 bénh

nhan, su khac biét cé y nghia thong ké.

that dé | it hon va do Il nhiéu hon mot cach cé y nghia
thong ké so vdi lan ghi holter dau tién.

Bdng 5. So sdnh sé trudng hop c6 nhip nhanh xoang
trudc va sau diéu tri

Trudc diéu tri
OR P
Khong RLNT | Co RLNT
Khéng
Saudiéu | gy 28 5 og | <
tri ' 0,05
(ORLNT 7 12

Nhdn xét: S6 truong hop co réi loan nhip tim
nhanh xoang sau diéu tri cao hon moét cach cd y nghia
thong ké so vai trugc diéu tri véi OR=9,6.

Bdng 6. So sdnh s6 luong bénh nhan ¢6 réi loan nhip tim gitia hai lan ghi holter

Trudc diéu tri
OR P
Khong RLNT Co RLNT
Khang RLNT 13 8
Sau diéu tri 3,413 <0,05
CORLNT 10 21

Nhdén xét: Co su khac biét cé y nghia théng ké vé tinh trang réi loan nhip tim néi chung gitia 2 lan ghi holter
vdi lan ghi sau c6 ty 1é bénh nhan réi loan nhip tim cao han lan ghi dau tién (59,6% so vaéi 55,8%).
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Bdng 7. Lién quan giiia mét s6 yéu té va tinh trang nhip nhanh xoang, thay déi tinh trang ngoai tdm thu nhi

Nhip nhanh xoang Ngoai tam thu nhi
Yéuto
Khdng @ P Khéng thay doi (6 thay déi P

>50 25 6 <0.05 21 10

Tudi ” > 0,05
<50 11 10 i 15 6
A 25 5 <005 22 8

Giai doan - > 0,05
i,V 11 1 =5 1 8

ohicds ACT 31 8 <0,05 23 16 <0,05

ACT liéu day 5 8 OR=6,2 13 0 OR=0,59

Nhén xét: Nném tudi <50 cé ty |é bi nhip nhanh xoang cao hon nhom tuéi =50 véi OR= 3,8. Phac d6 ACT
liéu day dé gap nhip nhanh xoang hon phac dé ACT véi OR=6,2. Giai doan muén (lll, IV) ¢ ty 1& bénh nhan nhip
nhanh xoang cao hon giai doan sém (I, Il) véi OR=5.Ty |é bénh nhan diéu tri bang phac d6 ACT c6 tang s6 lugng

ngoai tam thu nhi cao hon phac dé ACT liéu day.

Bding 8. Lién quan gitia mét s6 yéu té va tinh trang bién déi khodang QT, khodng Tp-e, bién dd séng T

Yéutd QTc trung binh (ms) P Tp-e trung binh (ms) P Bién dd song T (mV) P
<50 714+124 714+124 2,24+0,97
Tudi >0,05 >0,05 >0,05
>50 75511 75511 2,82+1,16
<15 76104 76104 2,7+0,93
BSA (m?) >0,05 >0,05 >0,05
=15 72,6101 72,6101 2,5+1,11
Khong 75,9+12,9 75,9+12,9 2,7+0,93
Thiéu méu >0,05 >0,05 >0,05
@6 72,7+£10,8 72,7+£10,8 2,5+1,21
Il 77,510 77,510 2,7+1,06
Giai doan <0,05 <0,05 >0,05
I, v 68,9+12 68,9+12 2,4+1,18
<3 74,8+13,3 74,8+13,3 2,64+0,96
Kich thuéc u >0,05 >0,05 >0,05
>3 72,4+8,6 72,4+8,6 2,5+1.33
ACT 749+11,6 749+11,6 2,712
Phac do >0,05 >0,05 >0,05
ACT liéu day 708+11,6 708+11,6 2,3+0,6
e G 75411 75411 2,58+1,16
. >0,05 >0,05 >0,05
cau hat Khong 3718 3718 264091
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Nhdn xét: Bénh nhan & giai doan |, Il c6 xu huéng
c6 khodng QT kéo dai hon moét céch c6 y nghia
thong ké so véi bénh nhan & giai doan Ill, IV. Bénh
nhan khéng cé tinh trang thiéu mau c6 khoang
QT ngédn hon dang ké so vdi bénh nhan thiéu mau.
Khoang Tp-e clla nhdm bénh nhan & giai doan I-lI
dai hon c6 y nghia thong ké so véi giai doan muon.
Cac yéu t6 trén khong c6 méi lién quan téi bién do
song T trén dién tim.

BAN lUl_n\N
DPac diém réi loan nhip tim va bién dai dién tam do

Trudc diéu tri, s6 lugng bénh nhan co roi loan
nhip tim la 29 bénh nhan, chiém 55,8%. Sau diéu tri,
s0 lugng bénh nhan co réi loan nhip tim la 31 bénh
nhan, chiém 59,6%, p<0,05. M6t nghién ctu vé khao
sat tdc dung Ién réi loan nhip tim ctia Doxorubicin
bang holter clia Saadettin Kilickap va cong su cho
thay ngay chu ky hoa chat dau tién, ty 1é réi loan nhip
tim gap dugc da la 65,5%, va ty |é nay la 62,1% sau khi
két thac liéu trinh.2Nhu vay, nghién ctiu cia ching toi
cling cho thay ty Ié réi loan nhip tim kha tuong déng.

S6 lugng bénh nhan c6 nhip nhanh xoang trén
holter dién tdm dé sau 4 chu ky hoa tri cao hon so véi
lan lugt 1a 19 bénh nhan so véi 12 bénh nhan, p<0,05.
M3c du tan s6 tim trung binh clia cd nhém gan nhu
khéng co su khac biét, diéu nay cé thé do bén canh
nhiing bénh nhan cé tang tan s6 tim ro rét thi nhiéu
bénh nhan khac tan sé tim lai giam di, dan tdi tan
s tim trung binh clia cd nhém nghién ctu gan nhu
khéng déi.

S6 lugng ngoai tam thu nhi va s6 bénh nhan c6
chdn doan ngoai tdm thu nhi trén holter lan 2 nhiéu
hon so véi lan 1, p<0,05. Diéu nay cho thay tac dong
rd rét clia qua trinh diéu tri lén tinh trang réi loan nhip
tim ngoai tam thu nhi. Néu chi dé cap dén su c6 mat
cUia ngoai tam thu nhi thi s6 bénh nhan c6 ngoai tam
thu nhi trudc va sau diéu tri lan lugt la 31 va 40 bénh
nhan. Nghién ctu cla Kilickap va cdng su cling cho
thay diéu tuong tu vdi ty 1é gap ngoai tam thu nhi lén
tGi 41,4% ngay sau chu ky héa chat dau tién va ty 1é
nay la 35,7% sau khi hoan tat phac dé diéu tri c6 DOX.
Nghién cttu ctia Okuma cling cho thay xu hudng gay

ngoai tam thu nhi méi sau khi truyén DOX.?

S6 ca c6 ngoai tam thu that nhip déi lan 2 1a 4
ca, cao hon so vai lan 1 1a 1 ca. S6 ca c6 ngoai tam
thu that dé 2 theo Lown lan 2 cao hon lan 1 véi lan
lugt la 6 ca so véi 4 ca, p<0,05. Nghién ctiu clia Doria
G va ¢s trén nhing bénh nhan dung phac d6 co
Cyclophosphamide cho thay 10% bénh nhan c6 tang
lén vé s6 lugng ngoai tam thu that, trong khi khong cé
hién tugng tang muic d6 ngoai tam thu theo Lown.*it
as been possible to compute the acute cardiotoxicity
of the cyclophosphamide + mitoxantrone +
5-fluorouracil (CNF Nghién cttu clia chuing t6i da cling
c6 thém gia thuyét vé réi loan nhip that clia cdc nhém
thudc nay.

Khodng QTc trén dién tam dé trung binh trudc va
sau diéu tri lan luot la 405,8+18,3 ms va 414,4+20,7
ms, p<0,05. Khéng c6 bénh nhan nao c6 khodng QT
dai trén 500 ms va khong cé bénh nhan nao ghi nhan
r&i loan nhip that nguy hiém lién quan dén khoang QT.
Diéu nay cling phu hgp vai nhiéu nghién cdu khi thay
rang rat it cac truong hagp diéu tri véi Anthracycline
xuat hién xoan dinh do QT kéo dai, va hon thé, hau hét
cac trudng hop QT kéo dai dang ké déu do st dung
nhém thuéc nay cling véi nhitng nhém thuéc khéc cé
nguy cd gay roi loan nhip tim va hon thé la tinh trang
réi loan dién giai kém theo.””

Khoang Tp-e trén dién tam d6 trung binh trudc va
sau diéu tri lan luot 1a 71,7+11,3ms va 73,9+11,6 ms,
p<0,05. Chua c6 nghién ctru nao danh gia vé khoang
Tp-e & bénh nhan diéu tri bang cac phac dé nay. Do
do, can nghién ctu dai hai hon va véi s6 lugng 16n
bénh nhan hon dé c6 thé khing dinh tinh trang ciing
nhu muic dé kéo dai kéo dai khoang dién tim nay véi
liéu tich trir cao hon.

Bién d6 clia séng T dién tam dé do &V5 trung binh
trudc va sau diéu tri lan lugt 1a 4,3 £ 26 mVva 3,7 +
1,9 mV, p<0,05. Chung t6i khéng gap trudng hgp nao
c6 T dao chiéu sau diéu tri nhu trong nghién ctu clia
Vinin?®
Mot sé yéu té lién quan

Tudi <50 6 ty 1& bénh nhan ¢6 r6i loan nhip tim
cao hon tudi =50, p<0,05. Cac nhém tudi <50, diing
phac d6 ACT liéu day va UTV giai doan mudn (1ll, IV)
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c6 ty 1&é bénh nhan nhip nhanh xoang cao hon cac
nhém tudi =50, dung phac dé ACT va giai doan UTV
I, 1I, p<0,05. Tuy nhién nghién cttu ctia Anker va c¢s cho
thay khong cé su khac biét vé tan sé tim gila giai
doan bénh di can va chua di can & bénh nhan ung thu
néi chung.®

Phac d6 ACT c6 ty |é bénh nhan mac ngoai tam
thu nhi cao hon phac dé ACT liéu day, p<0,05. Diéu
nay di ngugc lai suy nghi ban dau rang khi dung
thuéc véi tan suat day hon, tac dong 1én co tim, dac
biét 1a m6 nhi sé nhiéu hon. Nhu vay, tan suat liéu
day dudng nhu tac déng lén budng nhi khéng manh
mé, ma thai gian diéu tri cé vé lai la yéu té quan trong
trong réi loan nhip nhi, diéu nay c6 thé giai thich do
thaoi gian gitta cac chu ky dai hon dan t6i mo co nhi
c6 thai gian dé tai ciu tric va lam ting ty lé ri loan
nhip nhi.

Nhém bénh nhan & giai doan sém (I, Il) c6 khodng
QT dai hon so véi bénh nhan giai doan mudn, p<0,05.
Hién tai chua c6 nghién ctiu nao vé van dé nay, co lé
can nghién ctu I16n hon dé khang dinh.

Nhém bénh nhan & giai doan sém (giai doan I-1l)
¢ khodng Tp-e dai hon so véi nhiing bénh nhan giai
doan muodn hon, p<0,05. Hién tai chua cé nghién ctu
nao vé khoang dién hoc nay & bénh nhan ung thu,
dac biét ung thu vi, trong khi ¢c& mau clia ching téi
con nhé. Do dé can nhiéu hon nghién ctu dé khang
dinh van dé nay.

KET lUl:\N

C6 méi lién quan gira cac tinh trang roi loan
nhip tim (nhip nhanh xoang, ngoai tam thu nhi,
ngoai tam thu that), kéo dai khoang QT, kéo dai
khoang Tp-e, song T det di véi phac do6 diéu tri c6
Anthracyclin & bénh nhan ung thu va. Cac yéu to
lién quan dén tinh trang trén gém: tudi, phac dé diéu
tri va giai doan bénh.
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