NGHIEN CUU LAM SANG

Nghién ctiru su thay doi cac thong so dién sinh ly
hoc tim duéi tac dung cua Atropin

TOM TAT

Muctiéu: Danh gia su thay d6i cic thong s6 dién
sinh ly hoc tim duéi tac dung ctia Atropin.

Doi tugng va phuong phap: Nghién ciu thuc
hién trén S1 bénh nhén (12 nam, tudi trung binh:
47,5 + 11,8 nim) khong c6 réi loan chdc nang nit
xoang dugc tham do dién sinh Iy hoc tim va dot
dién diéu tri réi loan nhip tai Vién Tim mach Viét
Nam trong khoang thdi gian tir thang 9/ 2015 -
thang 11/2016. Céc thong s6 dién sinh ly tim dugc
do dac va dénh gia thay déi trudc va sau téc dung
cta Atropin.

Két qua: Duéi tac dung ctia Atropin véi liéu 0,5
mg, cic thong s6 thoi gian chu ky tim, thoi gian
phuc hoi nut xoang, thoi gian dan truyén trong nhi,
khoang thoi gian dan truyén nhi - His, d6 rong dién
thé His, thoi gian tro co nhi va khoang QT ngan lai
c6 y nghia thong ké (p < 0,05). Céc chi s thdi gian
dan truyén His - that, thoi gian tro co thit, thoi gian
QRS khong thay déi sau tac dung ctia Atropin.

Két ludn: Atropin véi liéu 0,5 mg c6 tic dong
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trén cac thong s6 dién sinh ly tim la khéc nhau tuy
thudc vao su phin bé cac soi than kinh pho giao
cam trén hé thong than kinh tim.

Twkhoa: Atropine, dién sinh Iy tim.

DAT VAN BE

Atropin tif lau dugc biét dén 1a thudc téc dung
lam tang nhip tim s& dung phé bién trén lam sang.
Co ché tic dung da dugc chiing minh thong qua
tic ché hé than kinh phé giao cim. Céc nghién
ctiu da chi ra rang tic dong ctia Atropin lén cdc
khodng dan truyén tim la khac nhau, lién quan
dén su phan b6 va co ché tic dong theo nong do
trén cac thy thé Acetylcholin. Nhiing nam truéc
day, da c6 mot s6 nghién ctiu danh gia tac dong
ctia Atropin déi véi hé dan truyén tim trén His
va co thdt nhu ctia cdc tac gia Masood Akhatap,
Athony Damato [1], Gravenstein [2]... Hién nay,
tai cac Trung tdm Tim mach & nudc ta, Atropin la
thuéc dugc tng dung khd rong rai trong cc tha
thudt tham do dién sinh Iy tim trong kich thich
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gy khoi phét cdc r6i loan nhip cang nhu trong
danh gia két qua tic thi caa triét dot réi loan
nhip bing ning lugng séng cé tan s6 radio. Tuy
nhién, cho dén nay, chua c6 mét nghién ctiu nao
day du vé tic dong cua Atropin 1én cic thong s6
dién sinh ly hoc tim tai Viét Nam. Do d6 ching
toi tién hanh nghién ctu véi muc tiéu: “Panh gia
su thay d6i cdc thong s6 dién sinh Iy hoc tim duéi

tac dung ctia Atropin”.
DOI TUONG VA PHUONG PHAP NGHIEN CUU

Doi tugng

Bao gém 51 bénh nhan da dugc thim do dién
sinh Iy tim va triét dot cac réi loan nhip tim tai Vién
Tim mach Viét Nam tif thang 9/201S dén thang
9/2016.

Tiéu chudn lya chon

Cé4c bénh nhan dugc lam tha thuit triét dot
ngoai tim thu thit va con tim nhanh trén that do
duong dan truyén phy nhim diam bao tha thuit
triét d6t khong téc dong tsi hé théng dan truyén
binh thudng cta tim.

Tiéu chuan loai trir

- Céc truong hop c6 bang chiing réi loan chic
nang nut xoang khi tham do dién sinh Iy tim co ban
(trudc tiém Atropine).

- Cac truong hop tha thuit dét dién cé tic dong
vao hé théng dan truyén tim: triét d6t dusng cham
qua nat nhi that diéu tri con tim nhanh vao lai nut
nhi that, triét d6t cuéng nhi dién hinh...

- BN ¢ tién st di ting v6i Atropine.

- Bénh nhan khong déng y tham gia nghién ctu.
Phuong phap nghién ciiu

- Chuin bi bénh nhan trudc thu thuat: bénh
nhan dugc gidi thich va ky cam két lam thu thuat.
Céc thudc chéng réi loan nhip hodc ¢6 anh hudng
t6i cdc thong s6 dién sinh ly tim dugc ngling > 5 lan
thai gian ban hay trudc tha thuat.

- Géy té tai cho va dua céc dién cyc tham do
vao cac budng tim: dién cuc xoang vanh, dién cuc
vung cao nhi phdi, dién cyc mom thét phai, dién
cuc His.

- Tham do dién sinh ly tim trudc khi tiém
Atropine nhdm danh gia cic thong s6:

+ Thoi gian chu ky tim (ms).

+ Cac khoang dan truyén tim trén dién d6 His
(ms): thoi gian dan truyén trong nhi (PA), thoi
gian dan truyén qua nat nhi thit (AH), d6 rong
dién thé His (HH), thdi gian dan truyén His-thit
(HV), thoi gian QRS, khoang QT.

+ Thai gian phuc hoi nut xoang véi cc tin s¢
kich thich nhi khac nhau (ms).

+ Thei gian trd co nhi (ms).

+ Dan truyén qua ntt nhi thit chiéu xu6i (diém
phén ly nhi thét).

+ Dan truyén qua nut nhi that theo chiéu ngugc
(diém phan ly thét nhi).

+ Thoi gian tro co thit (ms).

- Thim do dién sinh ly tim sau khi tiém tinh
mach 0,5 mg Atropin Sulfat: danh gid sy thay dai

ctia cac thong so dién sinh ly tim trudc va sau tiém.
" 2 x ~ ~
KET QUA VA BAN LUAN

Nghién cttu dugc thyc hién trén S1 bénh nhan.
D¢ tudi trung binh 1a 47,5 + 11,8 tudi, thdp nhatla
17 tudi va cao nhit la 69 tudi, cdc bénh nhan chu

yéunim trong nhém tudi 40-59 tuéi (chiém 51%).

Bdng 1. Phan bd cdc rdi loan nhip tim theo gidi tinh

Ngoaitimthu | Contimnhanh
GiGi that trén that
(n=38) (n=13)
Nam (n=12) S 7
Ni (n=39) 33 6
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Bdng 2. Sy thay doi cdc thong s6 dién sinh Iy hoc tim trudc va sau tiém Atropin

Thong tin Trudc tiém atropin (ms) Sau tiém Atropin (ms)
’ X+SD X+SD P
Céc thong S0 (gié tri trung vi) ( gia tri trung vi)
CL 838,8+128,8 6717121 0,000
PA 194+9,6 179+9,6 0,099
748+ 15 659+ 142
AH 0,000
(77) (63)
155+39 122+38
HH 0,000
(17) (13)
HV 49,186 48+94 0,09
QRS 79,6 £11,7 78,1+10,2 0368
(82) (78) ’
Qr 3584 +29 330,8+269 0.000
(359) (329) ’

Nhdn xét: C6 sy khac biét 16 rét & cac thong s6 thdi gian chu ky tim (CL), AH, HH, QT trudc va sau
tiém Atropin. Sukhdc biét nay c6 y nghia théngké véi p < 0,001. Bién s6 thai gian chu ky la bién dinh lugng

phén b6 chudn nén bing viéc so sinh trung binh trudc va sau tiém Atropin ching t6i thidy CL sau tiém

Atropin giam di mot cach c6 y nghia thong ké véi p < 0,001.

Chuing t6i cting nhan thdy cic khodng dan truyén
AH, HH, QT sau khi tiém Atropin giam di mdt
cach c6 y nghia théng ké véip < 0,001.

Diéu nay cho thdy Atropin lam tang tin s6
tim (rat ngin thoi gian chu ky tim) bing cach rat
ngan thoi gian dan truyén nhi — His, rat ngan thoi

gian dan truyén tai His, rut ngin khodng QT.

Céc khoang dan truyén tim PA, HV, QRS truéc
vasau tiém Atropin thay d6i khong c6 y nghia thong
ké (p > 0,05). Nghia la Atropin khong lam thay d6i
thoi gian dan truyén trong nhi va cic khoang dan
truyén dudi nut nhi that.

Bdng 3. Thay d6i cdc thong so thoi gian tro va chiic ndng niit xoang trudc va sau tiém Atropin

Thong tin Trudc tiém Atropin (ms) Sau tiém Atropin (ms)
X+SD X+SD p
Cacthongsé (trungvi) (trung vi)
Wenkeback nut nhi that 378,6+70,7 337,8+823 0,000
2178+31,7 206,8 £ 34,2
Thei gian tro co nhi 0,000
220 210
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] 215,1+£228 211,1£234
Thi gian tro co thit 0,890
220 215
Thoi gian PHNX 600 ms 1050,3+193 888,8+201 0,000
Thoi gian PHNX 500 ms 1036,6+161,2 8783+ 187 0,000
Thoi gian PHNX 400 ms 1051,1 £180,8 841,8+189,7 0,000
Thoi gian PHNX 330 ms 1013,2+157,1 819,7+171,3 0,000

Nhdn xét: Cac chi s6 Wenkerback nut nhi that,
tro co nhi, tro co that, thoi gian phuc hoi nit xoang
va thoi gian phuc héi nat xoang hiéu chinh sau
tiém Atropin giam hon so véi trudc tiém Atropin
1a c6 y nghia théng ké véi p < 0,001. Diéu nay cho
thdy thoi gian dan truyén xudi qua ndt nhi that
dugc rat ngdn lai. Atropin cting lam thoi gian tro
co nhi va thai gian phuc héi nit xoang ngén lai
nhung khong lam thay déi thoi gian tro co thit.
Gia thuyét nay da dugc tac gia Kurachi dua ra khi
co ché tic dung ctia Atropin thong qua phén t
Acetylcholin, bing chiing cho thdy cic phan tu
nhay cam véi cac kénh kali § n6i bo co tim nhi va
nat nhi that va cdc té bao Purkinje, cic kénh nay
dugc hinh thanh bai lién két gita protein GIRK1
va GIRK4 véi ti 1é 1:1 vé cin bing hod hoc[9].
Céc kénh nay dugc gin tryc tiép véi cac thu thé
Acetylcholine Muscarinic M2 (M2R) théng qua
Protein G. Sau khi dugc kich hoat béi cic phan
ta Acetylcholine do cic ddu mut day than kinh
phé vi tiét ra, cac thu thé men catalyze chuyén
déi GTP thanh GDP trén cdc phén tu Protein G
lam kich hoat kénh acetylcholin va kénh Na - K
diéu nay dong vai tro quan trong trong viéc ting
phéin cuc dé chéng lai qué trinh kht cuc chim,
diéu nay thé hién tic dung lam tiang nhip tim cua

cac nhém thuéc huy phé giao cam trong dé cé

Isoproterenol va Atropin, bén canh dé cic gia
thuyét cho ring Acethylcholine ciing tham gia
trong co ché gy cdc r6i loan nhip trén thit nhu
con nhip nhanh nhi, rung cudéng nhi [10]. Viéc
dau tién lién quan dén protein G la protein truc
tiép chi huy hoat dong dong ma kénh ion va gidn
tiép chi huy hoat dong cic kénh ion trén mang
té bao co tim thong qua diéu hoa cic phin tng
phu thudc cAMP. Protein G truc tiép gan vao va
tham gia diéu hoa kénh K* (GIRK) kénh ion nay
dugc ching minh cht yéu c6 ¢ co tdm nhi, nut
xoang, va nut nhi thit. Diéu nay khong c6 nghia
riang cac té bao co tim that khong co tic dong cia
phan ting muscarinic ma theo cdc téc gid Hartzell
1988, McDonald va cong sw nam 1994 cho thdy 6
héau hét cac dong vat c6 v phan ting muscarinic
chi dugc quan sat thdy trong té bao co that khi
dam bao diéu kién néng d6 cAMP da dugc ning
cao hon mtc co ban tif trudc d6 thong qua mot
co ché nhu kich hoat bsi Beta-adrenegic. Trai
ngugc lai thi véi té bao tdm nhi, cic t€ bao nut
xo0ang, 1a noi ma céc thy th€ M2 muscarinic cé thé
dugc hoat hoa ngay boi nhiing thay d6i nho cua
nong do cAMP ngay ca trong truong hop khong
co céac chat cha van kich thich san xuit cAMP ti
tridc (theo Lijima va cong sy 1985, DiFrancesco
va Troma 1988) diéu nay hop ly, Iy gidi ring ngay
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ca trong diéu kién co ban cdc té bao co tdm nhi
luén c6 nong do Adenylyl cyclase cao dé san xudt
cAMP va qua d6 c6 thé bi tic ché bai su hoat hoa
céc thu thé Muscarinic (theo Mery va cong su
1997). Nhu vay két qua nghién cdu caa ching toi
ciing tuong dong véi cac nghién ctu vé dap ting
nhay cidm cta tting té bao mo co tim véi Atropin
& muc d6 phan tu.

Nhu vay bing chiing uu thé tic dung trén co
nhi ctia cic nhom thudc htty giao cam nhu Atropin
da dugc chiing minh & géc do phén tu, tuy nhién
nghién ctiu ctia chung t6i chua cho thdy dugc sy
tdc dong cta Atropin 1én khodng thoi gian dan
truyén trong nhi phai (PA). Diéu ny c6 thé do cd
mau nghién cttu ctia ching toi chua du 16n va ban
than gia tri caa khoang thoi gian PA1a 17,9 £ 9,6
ms, day la moét gid tri khong 16n va chung t6i c6
thé gap phai sai s6 trong qua trinh do dac hodc véi
liéu Atropin c6 dinh 0,5 mg chua lam bién thién
khodng PA moét cich c6 y nghia. Hé théng mdy
EP chung t6i st dungla S] Medical 4 chanel c6 sy

sai s6 cho phép 1a 3 ms nén két qua thu dugc cho
thay khodng PA c6 giam di sau tiém Atropin, tuy
nhién sy khac biét chua c6 y nghia vé mit théng
ké véip = 0,099.

KET LUAN

Atropin la thu6c lam tang tdn s6 tim thong qua
co thé huy pho giao cdm. Tuy nhién miic 4 dap ting
ctia tting cdu truc trong hé thong dan truyén tim véi
Atropin la khéc nhau vi viy biang tham do dién sinh
ly tim dudi tic dung ctia Atropin, nghién ctiu ctia
ching t6i chi ra dugc Atropin lam rat ngin thoi
gian chu ky tim (Cycle length) lam ting tan s&
tim, rut ngdn thoi gian dan truyén nhi - His, lam
do rong dién thé His ngin lai, khoang QT ngin
lai, nhung khong lam thay d6i dan truyén His -
that, khoang QRS. Atropin rat ngin thai gian tro
co nhi nhung khong anh huéng dén thai gian tro
co that. Két qua nghién cttu nay giai thich thém vé
co ché tac dong cang nhu cac chi dinh ctia Atropin

trong thyc hanh 14m sang.

ABSTRACT

Objectives: This study aimed to assess the changes of various cardiac electrophysiological parameters

under the effect of atropine.

Patients and methods: 51 consecutive patients (13 male, aged: 47,5 + 11,8 years) underwent

electrophysiological study and radiofrequency catheter ablation of cardiac arrhythmias at the Viet

Nam Heart Institute. Electrophysiological parameters were measured before and after administering

0.5 mg atropine and the change of each parameter was assessed.

Results: Atropine (0.5 mg, intravenously) shortened the cardiac cycle length, sinus node recovery

time, intraatrial conduction time, atrio-His conduction time, atrial refractory period and QT interval

(p < 0.05) while the drug did not have any significant impact on the His-ventricular conduction time,

ventricular refractory period and QRS interval time (p > 0.05).

Conclusions: Atropine has different impacts on the cardiac electrophysiological parameters depending

on the cardiac parasympathetic innervation.

Keywords: Atropine, cardiac electrophysiology.
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