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TU 28 DEN 34 TUAN
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TOM tat

Sinh non thdng la mot trong nhing nguyén nhan chinh gay tu vong
tré so sinh. Co nhiéu loai thuéc duoc lua chon dé cat con go tu cung,
nhung hién nay chat doi khang thu thé oxytocin ngay tai co tU cung la
van dé dang dudc quan tam. Vi vay, chung toi tién hanh mot thu nghiém
lam sang dé danh gid hiéu qua cua atosiban trong diéu tri doa sinh non
tu 28 dén 34 tuan tai Bénh vién trung uong Hué.

Muc tiéu: Danh gia hieu qua va tinh an toan cua atosiban trong diéu
tri doa sinh non tu 28 dén 34 tuan.

Dadi tugng va phuang phap nghién ciu: 38 thai phu mang thai, tuoi thai
28 dén 34 tuan dang diéu tri tai khoa Phu san- Bénh vien Trung uong
Hué. Tat ca cac san phu déu dung phac do su dung atosiban trong diéu
tri doa sinh non cua hiép hoi San Phu khoa Hoa Ky (ACOG).

Phuang phap nghién ciiu: Thu nghiém lam sang khéng doi chung.
Thoi gian nghién cuu dugc bat dau tu thang 01 nam 2016 dén thdang
07 nam 2017.

Két qua: Thoi gian cét con go trung binh la 4,2 + 0,7 gio. Ty lé duy tri
thai trong 48 gio dau dat 92,1%. Ty lé duy tri thai trong vong mot tuan
dau dat 89,47%. Tdc dung phu bao gbm budn non, dau dau nhe, chong
mat, ha huyét dp thodng qua.

Két luan: Atosiban mang lai hiéu qua trong diéu tri doa sinh non tu 28
dén 34 tuan. Hiéu qua lam ngting con go tu cung trong thoi gian ngan,
tac dung phu xay ra it.

Abstract
ATOSIBAN FOR THE TREATMENT OF PRETERM
LABOR WOMEN AT 28-34 WEEKS OF GESTATION
Background: Preterm delivery is one of the major causes of neonatal
morbidity and mortality. Several types of tocolytic drugs are used as
treatment in preterm labor, however, oxytocin receptor antagonists are
commonly investigated. We performed a non-comparable clinical trial
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to evaluate efficacy and tolerability of atosiban in the treatment of preterm labor at 28-34 weeks of

gestation at Hue central hospital.

Objectives: Efficacy and safety of atosiban in women diagnosed preterm labor were investigated.

Materials and Methods: 38 women at 28-34 weeks of gestation are currently followed up in the
department of obstetrics and gynecology, Hue central hospital. All were treated with atosiban protocol,
according to American college of obstetrics and gynecology (ACOG) guideline.

Study design: a non-comparable clinical trial. Data were collected from January 2016 to July 2017.

Results: Average time to stop uterine contraction was 4.2 + 0.7 hours. The percentage to delay
preterm delivery in the first 48 hours was 92.1%. The percentage to delay preterm delivery in seven
days was 89.47%. Side-effects include nausea, vomit, mild headache, and transient hypotension.

Conclusion: Atosiban is effective in the treatment of preterm labor at 28 to 34 weeks of gestation. The
drug is used to stop uterine contraction in a short time with tolerable side- effects.

1. bat van dé

Dé non cé ty le tu 5% dén 15 % trong téng s6 cdc
cude dé, la nguyén nhan chinh gay ra ti le benh tat
va 10 vong & tré so sinh. Hang nam trén thé gidi cé
khodng 15 triéu tré em sinh ra vi non thang [1]. Da
c6 nhiéu bién phép phong ngua va digu tri doa sinh
non, nhém lam giém ti lé to vong & tré so sinh. XU
tri doa sinh non béng céch dung thuéc cét con go
10 cung l& mot phuong phép digu tri da dugc chép
nhan. Liéu phdp giam go ti cung da duy tri thai gian
tré séng trong 10 cung dugc lau hon, cho phép thusc
géy trudng thanh phéi phat huy téc dung. Digu nay
c6 nghia l& lam giém di cée bién ching vé dusng he
hép v& giém ti lé tré non thang céin dugc chaim séc 6
trung tém ch&m séc nhi khoa dac biet [3].

Cdc thuéc cho yéu trong diéu tri doa sinh non
bao gém chét Gc ché canci néi bao nhu nifedipine,
B- adrenergic nhu terbutaline, salbutamol. Mot
s6 co s6 y t& van con su dung magnesium sulfate,
Uc ché xyclo-oxygenase nhu indomethacine. Hiéu
qué cta nhong thuéc nay vén chua duge ching
minh vi chung khéng tdc dung dac hieu trén co
to cung, déng nghia véi nhigu tdc dung phy cing
xdy ra thudng théy khi dung nhang thuéc nay [4].
Nifedipine thusng géay ra trieu ching nhip tim
nhanh, dénh tréng nguc, tac dung phy nguy hiém
nhét [& ha huyét ap khi dang dung thuéc. Theo dbi

lien tuc huyét ap sén phy va fan s6 thai nhi l& digu
kien can phai c6 khi dung phdac do digu tri doa
sinh non béang nifedipine [6]. Cdc chét dong van
B-adrenergic sé cé thé gay ra cdc tdc dung khong
mong muén nhu loan nhip tim sén phy, gian mach
dén dén ha huyét ép tam thu, kich thich he than
kinh trung uong va thay déi chic nang tuyén gidp.
Hiéu qua cia magnesium sulfate trong digu tri doa
sinh non véan chua dugc khéng dinh, méac du thusc
nay dugc dung réng rai dé diéu tri doa sinh non &
cdc bénh vien Bac My [5].

Atosiban, mét chét déi khang véi oxytocin, l&
chét gay ngung con go dac hiéu duge cdp phép
st dyng dé diéu tri doa sinh non trong vai nam tré
lai day [3]. Atosiban la mét nonapeptid vong téng
hop, cé tac dyung nhu la mét chét dsi khéng canh
tranh tryc tiép lén receptor cla oxytocin tai co tu
cung theo mét phuong thic phy thuéc ligu, két cyc
lr con go 10 cung bi Uc ché hoan toan. Ngoai tc
ché téc dong cia oxytocin, atosiban con ¢6 thé gay
canh tranh véi receptor vasopressin tai vung co tu
cung. Trong qud trinh chuyén da sinh non, oxytocin
gip phong thich inositol 1,4,5 triphophat (IP3) tis
mang té bdo co 10 cung. Atosiban ngén chan sy
phéng thich nay va sau dé lam giém phéng thich
canci tU hé lugi néi chét [7]. Hiép hoi sén phy khoa
Hoang Gia Anh (RCOG) da khuyén céo dung



atosiban trong doa sinh non nhu la mét thuée dau
tay, béi hieu qua diéu tri doa sinh non vugt troi var
than thién véi bénh nhan [8]

Atosiban déa dugc chép thuan va dua vao so
dung trong diéu tri doa sinh non & cdc quéc gia
chau Au tr nam 2000, va hién tai da duoc chdp
nhén 6 68 quéc gia trén thé gisi [10], [11]. Nghién
cUu nay nham myc tiéu xdc dinh hiéu qua digu tri
va tinh an toan coa atosiban & céc sén phy mang
thai cé doa sinh non tu 28 dén 34 tuan.

Sé6 lieu duge xu ly béng phain mém SPSS 20.0
véi p < 0,05

3. KET QUA

Bang 1. Diic diém lam sting
Dic diém Trung binh + do léch chudn
Tudi me (fudi) 29153
Tudi thai (tuiin) 30819
Do mé c6 10 cung (cm) 1,65 £0,85
Tt s6 con go 10 cung/ 10 phit 15 05
S6 ngay nhiip vién trung binh (ngay) 92 +24

2. bdi tugng va phuong
phap nghién ctu

Phuong phép nghién ciu tién ciu thu nghiem
lam sang khong dsi chung.

Tieu chudn chon bénh: tusi sén phy trén 18,
tusi thai t 28 dén 34 tuan tinh theo ky kinh cuéi;
con go ti cung 1-4 con go trong 10 phdt, cé to
cung mé tu O dén 3 cm.

Tieu chudn loai tru: i v& sém, 8i vé non, ra
huyét am dao, nhip tim thai khong én dinh, cao
huyét dp man tinh, c6 bét thusng co quan sinh dyc.

Tét cé dugc kham xét lam sang va duge cho xét
nghiém cén lém sang theo yéu cau nhu céng thic
mdu, chic nang gan than, sieu ém do do dai ¢6 o
cung. Méi san phy dugc dung atosiban bang phac
do cta hiep hoi sén phy khoa Hoa Ky (ACOG)
[10]. Khéi da béng tiém finh mach chém 6,75 mg
trong vong mét phut, sau dé chuyén qua bom tiem
dien véi t6c do cham 300 microgram/phdt trong
3 gio, sau dé chuyeén véi t6c d6 100 microgram
/phut dén khi két thic 09 lo atosiban. Chi dinh
ngung truyén atosiban khi chuyén da dang tién
trién, c6 t0 cung mé trén 4 cm hodc néu cé &i v
sém. Corticosteroid (Dexaron 4 mg) dugc chi dinh
dé gay trudng thanh phéi khi tusi thai dudi 34
tuan. Khdang sinh dugc chi dinh khi thay thuéc nhan
théy san phy cé nguy co nhiém trung.

Cdc bién s6 vé me nhu con go 10 cung, fan s6
con go trong 10 phot, d6 xéa mé ¢6 ti cung dugc
ghi nhan vaio nghién cou dé danh gia hieu qua cét
con go cla atosiban. Biéu dd con go 1§ cung va
tim thai (CTG) dugc chi dinh dé theo dai thay déi
vé tan s6 tim thai va tan sé con go 10 cung. D6 an
toan dugc danh gid khi ¢é tac dung phy ghi nhan

trén sén phy va/hodc trén thai nhi.

S6 ngay nhép vién trung binh la 9,2 ngay. S6
ngdy nhap vién ngén nhét la 5 ngay, s6 ngay dai
nhét l& 18 ngay.

Ti 1¢ phan trdm chua sinh
120%
100% l I
80%
60%
40%
20%

0%
sau 48 giy

Bigu do 1. i lé phéin tréim séin phy chua sinh sau 48 gid, 72 gio v 07 ngay

sau 72 gio sau 07 ngay

Két qua cho théy ti lé phan tram sén phy chua
sinh sau 48 gis va 72 gis la ngang nhau, chiém
ti l& kha cao (92,1%) so véi ti lé chua sinh sau 07
ngay, nhung khéng cé y nghia théng ké (p> 0,05)

Bang 2. Tudi thai cda san phy lc xudt vien

Tudithai | S6 bénh nhn nghién ciu | S6 bénh nhan dwasinh | Tyle p
2830 fuin 15 13 86,7%
31-33 tuin 12 1 91.7% | p>0,05
34-36 tuin 1 9 81,8%

Do tusi 31-33 tuain chiém ti lé thanh cong cao
hon so véi hai nhém dé tudi con lai, su khac biét

khéng c6 y nghia théng ké (p> 0,05).

Bang 3. S6 lugng bgnh nhan chua sinh sau 07 ngay theo fién st san khoa
Tién strstn khoa | S6 bénh nhiin nghién ciu | So bénh nhn chuasinh | Tyle p

Conso 7 20 90,9%) 005
(onrg 16 14 875% |

Ti le duy tri thai sau 07 ngay & hai nhém con so
va con ra la tuong duong nhau, sy khac biét khong
cé y nghia théng ke (p> 0,05).

Bang 4. Hiéu qua atosiban theo don thai hodic song thai sau 07 ngay

S6 luong thai 56 bénh nhan nghién cu | 56 bénh nhéin chua sinh Tyle
Bon thai 3 30 90,9%
Song thai 5 4 80,0%
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Hiéu qud cdt con go i cung sau 07 ngay gita
mang thai don thai va song thai tuong duong nhau.

Bang 5. Téc dung khong mong muén khi dung atosiban (sau 07 ngay diév tri)

Tic dung phu Tyl
Buon ndn, nén 99%
Chong mit 12%
Tiéu khé 24%
Thay déi mach 85%
Ha huyét dp 35%
Thay doi do fan s6 fim thai co ban 1,3%
Di tng fai ving fiém 12%

Tét cd cdc bénh nhan deu hoan tét lieu trinh
digu tri doa sinh non béing atosiban va hau hét cho
thély khéng c6 tac dung phy ndo dang ké xdy ra,
hotic chi xdy ra thodng qua néu cé. Triéu chung
budn nén, nén chiém ti lé cao nhét (9,9%), nhung
chi xdy ra trong thsi gian ngén va khéng can can
thiep gi. Nhin chung, tac dung khéng mong muén
chi xdy ra thodng qua va chiém ti l¢ thép.

4. Ban luan

Thuéc gidm go 10 cung cé vai trd quan trong
trong doa sinh non vi né ¢6 thé kéo dai dsi séng
thai nhi trong t0 cung nén cé thé lam giam thiéu
ti le benh tat va to vong & tré so sinh. Cdc thusc
dugc dung dé ngan ngua doa sinh non phéi nén
dugc can nhéc giva hiéu qua cét con go 1 cung
va tac dung khéng mong muén c6 thé xdy ra trén
san phy va thai nhi. Dung thuéc béta- agonist nhu
ritodrine, salbutamol hodic terbutaline thusng gay
ra cac dyng phu nghiém trong nhu nhip tim nhanh,
ha huyét dp, ddanh tréng nguc, khé thg, dau nguc,
phu phéi [12]. Cdc thuéc tc ché canci mac du it
gy ra tac dung phy hon béta- agonist nhung trigu
ching dé bung mét va ha huyét ép vén cé thé xay
ra khi dung nifedipine [2], [12]. Atosiban cho thdy
hiéu qué cét con go ti cung tuong duong so Véi
cée thuse khéc nhung lai khong gay ra tac dung
phy nao dang ké. Céc nghién cou da chi ra réng
atosiban cé thé géy ra di Ung vung da tai ché tiem
hodic budn nén, nén maa [12].

Ti lé cét con go tU cung sau 48 gis 6 nghién ciu
chong téi la 92,1%. Két qua nay tuong duong véi
két qua cua tdc gid Nguyén Thi Thanh Tam va cong
sy (93,1%) [2]. Mét nghién cuu 6 Buc, atosiban c6
hieu qua trong viéc kéo dai thai ky trong 7 ngay
v6i ti lé thanh cong 78.4%, so vé6i 66,7% & nhém

béta- agonist. G mét nghién cuu khac, khi so sanh
véi nhém nifedipine, nhém dung atosiban da duy
tri dugc 78,6% trong s6 cdc bénh nhan doa sinh
non trong vong 07 ngay. G nghién ciu coa ching
t6i, ti le duy tri thai ky trong td cung trong vong 01
tuan la 89,5%. Mac dau day la th nghiem lam
sang khéng déi chung, két qua cho théy ti lé thanh
cong kha kha quan.

Atosiban ¢6 hiéu qua duy tri thai ky 6 moi tuéin
thai 6 céc sén phy dugc chén dodn va digu tri doa
sinh non. Theo két qué nghién ctu coa chung toi,
qua bang 2 ghi nhan réng tai thai diém xuét vien,
hieu qua cét con go khodng 86,7 % 6 tuéi thai 28-
30 tuan; 91,7% 6 tusi thai 31-33 tuan va khodng
81,8 % 6 tusi thai 34-36 tuain. Hiéu qua cét con
go 14 cung cua atosiban thé hién qua sy giam tan
s6 con go 1 cung trong 10 phut, d6 x6a mé 6 1
cung. Trong mét nghién cou da trung tam & 6 quéc
gia chau Au, ti le thanh cong la 85,4% & nhém tusi
thai nhé hon 29 tuan va 91,3 % & nhém tuéi thai
I6n hon 29 tuan [9]. Hiéu qua cia atosiban trong
viéc tri hoan chuyén da dugc cho la do atosiban ¢6
tinh i lyc canh tranh cao véi thy thé oxytocin va
vasopressin V1a tai vung co t cung [11].

G céc trusng hop song thai, loi ich cua atosiban
vén chua ré rang vé hiéu qua lam giam nguy co
sinh non. Cdc thuéc béta- agonist hodc Uc ché
canci ¢6 thé gay kho thé, ha huyét dp, thiéu oxy,
nhip tim nhanh hogc phu phéi [8]. O nghién cou
nay ghi nhan dugc c6 04 bénh nhan song thai
dugc digu tri béing atosiban nhung khéng ghi nhan
tac dung phy nao khi dung thuéc nhung rét kho dé
dua ra két luan vé d6 dung nap cia atosiban & céc
trusng hop song thai hogc tam thai.

Nghién cou nay danh gid hiéu qua va dé an
toan cua atosiban 6 bénh nhan doa sinh non tu
28 dén 34 tuan. Nhin chung dung atosiban trong
doa sinh non khda hiéu qué va tusng déi an toan.
RCOG da khuyén cdo atosiban la thuéc dau tay
trong diéu tri doa sinh non so véi cdc thusc digu tri
doa sinh non khdc.

5. Két luan

Két qué cua nghién ciu nay cho théy hieu qua
va d6 an toan cua thudc atosiban trong digu tri doa
sinh non. Hiéu qua duy tri thai nhi trong to cung



sau 48 gid va 72 gis dat 92,1%. Hieu qué duy
tri thai nhi trong t& cung sau 07 ngay dat 89,5%.
Khéng c6 mét san phy ndo ngung digu tri vi tac
dung phy coa thuéc. Can cé nhiong nghién cou

réng hon, s6 lugng bénh nhan I6n hon dé ong ho
céc quan diém hién nay cho rang thusc déi khang
thy thé oxytocin la lya chon déu tay trong digu tri
doa sinh non.
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