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Hiéu qua cta Nifedipine trong diéu tri doa sinh non
Pham Chi Kéng®, Huynh Kim Quang
Bénh vién Phy Sén Nhi Ba Néng

Tém tat

Muc tiéu: Danh gid hiéu qua cla Nifedipin trong diéu trj thai phu bj doa sinh non cé tudi thai tir 22 - 36
tuan. P6i twgng va phwong phap nghién ciru: nghién clru mé ta cit ngang gdbm 51 thai phu dugc chan doan
I3 doa sinh non tai Khoa San Bénh ly - Bénh vién Phu San Nhi Da Nang tir thang 03/2022 d&n 09/2023. Két
qua: Tudi trung binh cla thai phu 1a 27,34 + 6,37 tudi. Tudi thai trung binh 13 30,15 + 2,61 tuan. Ty 1& cat duoc
con go tlr cung 1a 82,4 %. Ti 1& thai ky kéo dai tudi thai > 48 gi®r va trén mot tuan lan luot 12 82,4% va 78,5%.
Ty 1& diéu tri thanh cédng & nhdm c¢é tan sé con co tl cung < 3 (95,0%) cao hon so vi nhdm cé tan s6 con co
tlr cung > 3 (36,4%). Sy khdc biét cd y nghia théng ké (p < 0,0001). C6 sy khac biét cé y nghia thdng ké vé ti
I& (rc ché& con co tlr cung cla Nifedipine & nhém c6 tlr cung déng (89,6%) va m& 1 cm (63,6%) so v&i nhém
6 tir cung m& 2 cm (28,6%) (p < 0,05). Nhirc dau Ia tadc dung khéng mong mudn chiém ti 1é cao nhat: 11,7%.
K&t luan: Nifedipine cé hiéu qua cao va an toan trong diéu tri doa sinh non. Tan s8 co go tlr cung va dd xdéa
mé& ¢6 tir cung lién quan dén hiéu qua cit con go.

Tir khéa: con go tir cung, doa sinh non, sinh non.

Efficacy of Nifedipine in the treatment of threatened preterm labor

Pham Chi Kong", Huynh Kim Quang
Da Nang Hospital for Women and Children, Viet Nam

Abstract

Objectives: To evaluate the effectiveness of Nifedipine in the treatment of pregnant women with
threatened preterm labor with a gestational age of 22 - 36 weeks. Methods: A cross-sectional descriptive
study of 51 pregnant women diagnosed with threatened preterm labor at Da Nang Hospital for Women and
Children from March 2022 to September 2023. Results: The average age of pregnant women was 27.34 +
6.37 years. The average gestational age was 30.15 + 2.61 weeks. The rate of inhiniting uterine contractions
was 82.4%. The rate of pregnancies prolonged 3 48 hours and over one week in women diagnosed with
TPL treated with Nifedipine was 82.4% and 78.5%, respectively. The treatment success rate in the group
with uterine contraction frequency < 3 (95.0%) was higher than that in the group with uterine contraction
frequency > 3 (36.4%). The difference was statistically significant (p < 0.0001). There was a statistically
significant difference in the rate of inhibition of uterine contractions by Nifedipine in the closed cervix group
(89.6%) and 1 cm dilated cervix group (63.6%) compared to the 2cm dilated cervix group (28.6%) (p < 0.05).
Headache was the most common adverse effect: 11.7%. Conclusion: Nifedipine is highly effective and safe in
the treatment of threatened preterm labor. The frequency of uterine contractions and the degree of cervical
dilation are related to the effectiveness of inhibiting contractions.

Key words: uterine contractions, threatened premature birth, premature birth.

1. DAT VAN BE

Doa sinh non la nguyén nhan nhap vién thudong
gap nhat tai MY, chiém 50% céc ly do nhap vién trong
giai doan tién san [1]. Ti lé doa sinh non chiém 10,2%
cac trwong hop sinh [2]. Khoang 30% trwong hop
doa sinh non sé tién trién dén giai doan chuyén da
va sinh non [3].

Tuy nhién, hon 50% nhitng san phu co tinh trang
doa sinh non van cé thé diéu trj thanh cong va két thuc
thai ky @0 thang néu du phong va diéu tri tét [4].

* Tdc gid lién hé: Pham Chi Kéng. Email: kongpc@danang.gov.vn

Sinh non la nguyén nhan hang dau gay bénh tat
va tlr vong & tré so sinh, wdc tinh cé khodng 15 triéu
tré sinh non mdi ndm. Viéc kéo dai thai ky & nhitng
trudng hop doa sinh non cé vai trd rat quan trong,
d3c biét |a trong giai doan rat sém cua thai ky, vi moi
tuan thai nhi séng trong tlr cung s& gilp cai thién
dang ké céc két cuc cla thai ky [5]. 80% tré sinh ra
& tuan thir 24 s& tlir vong, trong khi 90% tré sinh ra
trong tudn th& 30 cla thai ky s& séng sét. Ty |& ti
vong cua tré sinh ra & tuan thir 22, 24 va 26 cla thai
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ky 1an lwot 13 54%, 21% va 2%, véi ty |1é sdng sot sau
mot nam khong cé bénh cao hon 0,02%, 14,1% va
45,9%. Diéu nay c6 nghia la viéc kéo dai thai ky lam
téng kha nang séng sét cla tré so sinh [6].

Sinh non |2 mét thach thirc dang k& trong thuc
hanh 1am sang san khoa, doi hoi céc chién luvgc hiéu
qua dé gidm bénh suat va tlr suit cho tré so sinh.
Thudc cit con go, nham e ché con go t& cung, 1a
mot khia canh quan trong dé gidi quyét thach thirc
nay. Nhiéu loai thudc thuéc gidm go d3 duoc st dung
nhu thudc cha van B, thudc chen kénh canxi, thuéc
rc ché& téng hop prostaglandin, magie sulfat (MgS04)
va thuéc d6i khang thu thé oxytocin. Méc du d3 co
nhiéu nghién ctru sdu réng trong nhiéu ndm, nhung
hién nay van chua xac dinh dwoc tac nhan nao gay cat
con go hiéu qua nhat va it tdc dung phu nhat [5, 7].

Thudc chen kénh canxi 13 loai gidn co tron khéng
dac hiéu, cht yéu dugc st dung dé diéu tri ting huyét
ap va duoc dung dé cat con go tlr cung vao thap nién
1980. Nifedipine (rc ch& dong canxi ngoai bao di vao
té€ bao co tlr cung. Nong dd canxi ndi bao gidm ngan
chan sy hoat héa clia kinase chudi nhe myosin va do
dé co tac dung cét co go t&r cung. Thir nghiém ngiu
nhién mu doéi c6 nhdm ching cda Songthamwat S
cho thay hiéu qua cat con go cta Nifedipin cao hon
so v&i nhém ching (77,6% so vai 49,5%, p < 0,001)
[3]. Méc du nifedipine dwoc xem 13 lya chon dau tién
trong diéu tri doa sinh non-sinh non, nhung bang
chirng clia cac thir nghiém 1am sang hd tro cho hiéu
qua cla nifedipne van con han ché [3, 5, 8]. Chinh vi
vay, chung t6i thyc hién nghién clru nay véi muc tiéu
dénh gid hiéu qua cta Nifedipin trong diéu trj thai
phu bi doa sinh non ¢é tudi thai tir 22 - 36 tuan.

2. pOI TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Pdi twong nghién ciru: gdm nhirng bénh
nhan duoc chan dodan 1a doa sinh non tai khoa San
Bénh Iy - Bénh vién Phu San Nhi Da Nang tir thang
03/2022 dé&n 09/2023.

2.2.1. Tiéu chudn lwa chon

- Bon thai séng, thai binh thuwdng, tudi thai tir 22
tuan-36 tuan, dugc chan doan doa sinh non: Con co
tlr cung déu dan, tir 1 - 2 con co trong 10 phut va cé
thé kém theo mét hodc nhiéu dau chirng sau: co sy
x6a, m& cd tlr cung, ra mau 4m dao it hodc ra nhay
héng 4m dao [9].

2.2.2. Tiéu chudn logi triv

- Da thai.

- Céc bat thuong vé thai va phan phu cla thai:
Thai bénh ly, da 6i, thiéu &i, rau tién dao, 8i v& non
hoac 6i v& s&m.

-CTCmd&>3cm

- B4t thudng vé tlr cung va cb tlr cung: u xo tl
cung, Polyp c6 tl cung, tr cung di dang.

- Tién st cé phau thuat cac khéi u & tl&r cung va
6 tlr cung.

- Cac trwong hop chdng chi dinh cda thudc: huyét
ap thap < 90/50 mmHg, bénh tim (Thi€u mau co tim,
suy that trai), réi loan chirc ndng gan, than, dang
dung thu6c ha huyét ap khac.

2.2. Phurong phap nghién ctru

Phuong phdp nghién ctru md ta ct ngang.

2.3. Cac bwédc tién hanh

Chon vao mau nghién cttu cac bénh nhan duoc
chan doan doa sinh non theo tiéu chuan chon va tiéu
chuan loai trur.

Budc 1: Hoi tién sir, bénh sir, khdm 1am sang (ghi
nhéan cac triéu chirng co nang nhu dau bung, ra mau
am dao va cac triéu chirng thuc thé nhu tan sé co go
tlr cung, xda m& CTC), can |am sang (biéu d6 theo dsi
tim thai con go tlr cung trong 30 phut, siéu dm)

Bwdc 2: diéu tri doa sinh non bang Nifedipine
(20mg ngam dudi ludi trong 20 phut, t&i da 03 liéu.
Sau khi cat con go duy tri Nifedipin cham 20 mg, uéng
4 - 6 giy/lan trong 24 - 48 gid. Khdng dung thudc khi
huyét dp < 90/50 mmHg) [10].

Budc 3: Ghi nhan dién tién qua trinh diéu tri

- Tiéu chun danh gid thanh cong va that bai [11]

Thanh cong:

+ Cat hodc gidm con go tlr cung, tim thai tot

+ Kéo dai tudi thai trén 48 givy

That bai:

+ Con go t&r cung khong gidam hodc tang

+ C6 tac dung phu ma bénh nhan khdéng chiu
dung duoc

+ Phai chuyén sang phac d6 khac hodc cudc dé
dién ra trong vong 48 gio.

3. KET QUA NGHIEN cU'U

T&r thang 03/2022 dén 09/2023, cb 51 truwong
hop doa sinh non dap ¢ng tiéu chuin chon va loai
trir dwoc dwa vao mau nghién ctru.
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3.1. Pic diém chung cla déi twgng nghién ciru
Bang 1. Dac diém chung cla d6i twgng nghién ciru

Tudi (ndm) S6 lwgng Tilé (%)
<19 4 7,8
20-29 30 58,8
30-39 14 27,5
>40 3 59
Téng 51 100
S4 con

Chuwa cé con 26 51,0
1 con 16 31,4
>2 con 9 17,6
Tong 51 100
Tién st sinh non n Tile%
Co 8 15,7
Khéng 43 84,3
Téng 51 100

Nhém san phu cé d6 tudi tir 20 - 29 chiém ty 1& cao nhat |3 58,0%. Tudi trung binh cla thai phu 12 27,34 + 6,37 tudi.
Ty 1& san phu con so chiém cao nhat: 51%. San phu cé tién s sinh non chiém 15,7%.
3.2. Pac diém |am sang cla doa sinh non

Bang 2. Dic diém |1am sang cla doa sinh non

Pic diém S6 lwong Tilé (%)
Tudi thai khi nhap vién

22-28 6 11,8
29-31 16 31,4
32-<37 29 56,9
Téng 51 100
Triéu chirng co’ nang n Tilé (%)
Pau bung 23 45,1
Ra mau 11 21,6
Pau bung va ra mau 17 33,3
Téng 51 100
Tan sé CCTC

<3 40 78,4
>3 11 21,6
Téng 51 100
D6 mé& CTC

boéng 29 56,9

1 15 43,1
2 07

Tong 51 100

DPau bung |a triéu chirng co nang chiém ti 1&é cao nhat: 45,1%. Da s& bénh nhan cé s8 con go tlr cung ldc
vao vién < 3 con/10 phut: 78,4%. Da s6 trwdng hop doa sinh non cé tudi thai > 28 tuan: 88,3%. Tudi thai trung
binh 13 30,15 + 2,61 tuan.
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3.3. Hiéu qua cha Nifedipin trén con go tir cung

17.60%

1 Cét duoc con go

Khéng cit duoce cong

Hinh 1. Hiéu qud clha Nifedipin trén con go t& cung
Ty |é& cdt dugc con go tir cung 1 82,4 %. 9 trwong hop khong cit dwoc con go chiém 17,6%.
3.4. Thoi gian kéo dai tudi thai
Bang 3. Thoi gian kéo dai tudi thai

Thoi gian (ngay) n %
<2 9 17,6
2-7 2 3,9
>7 40 78,5
Téng 51 100,0

Thoi gian kéo dai tudi thai > 48 gid va trén mot tuan chiém ty 18 [an luot 13 82,4% va 78,5%.
3.5. Lién quan giira hiéu qua cta Nifedipin v&i tan s6 con co tlr cung
Bang 4. Lién quan gilta hiéu qua cta Nifedipin v&i tan sé con co tlr cung

Hiéu qua Thanh cong That bai Tong p
Tan s CCTC n (%) n (%) n (%)
<3 38(95,0) 2 (5,0) 40 (100,0) <0,001
>3 4 (36,4) 7 (63,6) 11 (100,0)

Ty |& diéu tri thanh c6ng & nhdm cé tan s6 CCTC < 3 (95,0%) cao hon so vdi nhém cé tan s6 CCTC > 3
(36,4%). Su khac biét cé y nghia théng ké (p < 0,0001).
3.6. Lién quan giira hiéu qua ctia Nifedipin v&i d6 mé c6 tir cung
Bang 5. Lién quan gilta hiéu qua cla Nifedipin véi d6 m& cd tlr cung

Hiéu qua Thanh cong That bai Tong p
Do mé CTC n (%) n (%) n (%)
béng 26 (89,6) 3(10,4) 29 (100)
1 14 (63,6) 1(26,4) 15 (100) 0,0003
2 2 (28,6) 5(71,4) 07 (100,)

Ti lé (rc ch& CCTC cua Nifedipine & nhdm CTC ddng (89,6%) va m& 1 cm (63,6%) cao hon so v&i nhém CTC
m& 2 cm (28,6%). Su khac biét ¢ y nghia théng ké (p = 0,0003).
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3.7. Cac tac dung khdng mong muén chia thudc

11.70%

12.00% -

7.80%
10.00% -

0,
8.00% A 5.90%

= Budn ndn

6.00% -

Phirng mat

4.00%

m Nhirc dau

2.00% -

0.00% T
Buon non

Phirng mat

Nhtre dau

Hinh 2. Céc tdc dung khéng mong muén
Cé 11 trwong hop b tdc dung khdng mong muén, chiém 25,4%, trong dé budn nén chiém 5,9%, phirng
mat chiém 7,8% va nhirc dau chiém 11,7%. Khong ghi nhan céc tdc dung khédng mong mudn cda Nifedipine

dén huyét 4p clia me va tim thai.

4. BAN LUAN

Pic diém chung cia miu

Trong nghién ctu cla chung toi, doa sinh non
thuwong gdp @ nhdm tudi tré (dwdi 30 tudi, chiém
66,6%. K&t qua nay cling twong ty nghién clru cla
H5 Thuyén va cs [8], Ragunath va cs [12] tai An D§,
Klauser va cs [13] tai Iran, Ashraf B [14] tai Pakistan.

Tudi thai trung binh trong nghién cru cda ching
toi 13 30,15 + 2,61 tuan. Tudi thai trung binh trong
nghién cru clia Ashraf B [14], Dwong Céng Bang va
¢s [15], Roos C va cs [16] Ian lwot 1a 31,7 + 2,84 tuan,
29,2 + 1,7 tuan va 32,01 + 1,92 tuan. Trong nghién
clru cla chdng tdi tudi thai tir 32 - 36 tuan chiém ty &
cao nhat 56,9%%, tudi thai tir 29 - 31 tudn va 22 - 28
tuan lan lwot 13 31,4% va 11,8%.

Hiéu qua ctia thudc trén con co tlr cung

Ti & thanh cong kéo dai thai ky > 48 h trong
nghién cru clia ching toi la 82,4%. Ti |é nay cling
tuwong duong véi nghién clru cia Bui Dang Minh Tri
va cs: 80,5% [11], Dwong Cong Bing va cs: 80,3%
[12], Habib S va cs: 73,3% [17]. Ti |é thanh céng trong
nghién clru cda chung téi cao hon nghién ctru cla
Spring Walsh B va cs: 58,9% [18] nhuwng thap hon
nghién clru cia Gowda VBT va cs: 96% [8], va Hb
Thuyén va cs: 89,5% [9]. Su khac nhau vé ti I& thanh
cbng gilta cdc nghién ctu do sy khac nhau vé dic
diém lam sang cla mau nghién ctru lién quan dén
ti 1& thanh cdng nhu tan sudt CCTC, dé xdéa/mé CTC.

Thoi gian kéo dai tudi thai trén 1 tudn trong
nghién clru ca ching t6i 1a 78,5%. K&t qua nay ciing
tuong ty k&t qua nghién ciru cla HO Thuyén va cs:
82,5% [9], Maher va cs [19]: 68,6%. Trong 30 nam
qua, Nifedipine dwgc khuyén cdo manh va st dung
c6 hiéu qud trong viéc (rc ché go tlr cung nham tri
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hoan viéc chuyén da trong it nhat 48 gid, véi muc
dich c6 dd thoi gian dé€ dung corticosteroid, giam tlr
sudt va bénh suat cho tré sinh non ciing nhu chuyén
me dén co s& y té cb diéu kién dé chdm sdéc tré so
sinh t6t hon sau khi sinh [19]. Ngoai ra, viéc st dung
nifedipine giup lam gidm nguy co sinh non trong
vong 7 ngay ké tir khi bat dau diéu tri va sinh trwdc
34 tuan thai. Diéu nay gilp cai thién cac két cuc 1am
sang quan trong & tré so sinh, vi du gidm bénh suét
lien quan dén hoi chirng suy hd hap, xuat huyét n3o
that, viém rudt hoai tlr va vang da & tré so sinh [14].

Sy hiéu biét vé tinh an toan va hiéu qud cua
nhitng loai thudc thudc gidm go cé vai trd quan
trong nhdm t8i wu héa hiéu qua diéu tri vdi it tac
dung phu nhat. Cé nhiéu nghién clru da duoc thuc
hién dé so sénh nifedipine v&i cic thudc gidm co ti
cung khdc (ritodrine, nitroglycerine va magnesium
sulfate). Ritodrine hydrochloride 1a loai thuéc duy
nhat dugc FDA chip thuan dé diéu tri chuyén da
sinh non. Mét s6 nghién ctru cho thay khdéng cé su
khac biét dang k& gitra hai loai thuéc vé hiéu qua.
Nguoc lai. mét s6 nghién clru cho thay nifedipine cé
hiéu qua hon ritodrine. Khi so sanh gitta nifedipine
V@i nitroglycerine hodc magnesium sulfate, két qua
cling con trdi ngwgc nhau. Mét phan tich gép gan
day (2024) clia Zamani M. va cs nhdm so sanh hiéu
qua cua nifedipine véi ritodrine, nitroglycerine va
magnesi sulfat trong diéu tri chuyén da sinh non cho
thay nifedipine cé hiéu qua hon magnesium sulfate
trong viéc tri hodn chuyén da sinh non trong vong 48
gio. Tuy nhién, Nifedipine cé hiéu qua twong duong
trong viéc tri hodn sinh non so véi cdc thuéc gidm co
that khac, bao gdm nitroglycerin va ritodrine trong
48h dau tién. M3t khac, hiéu qua cla nifedipine
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khong khéc biét so vai cac thubce gidam co khac trong
viéc tri ho3n chuyén da trong khoang thoi gian tir 48
gioy dé€n mdt tuan. Ngoai ra, hiéu qua cua nifedipine
trong viéc phong ngura sinh non lau dai trong hon
mot tudn va hon 34 tuidn cao hon ritodrine nhung
bang magnesium sulfate va nitroglycerin. Cac tac gia
cho rang phan tich gdp clia ho con nhiéu han ché,
Vi vay,can cé nhiéu nghién ciru hon nita dé xac dinh
hiéu qua cla cac loai thudc gidm go trong diéu tri
doa sinh non [20].

Hiéu qua cuta thudc theo tan sé con co tir cung

Trong nghién cliru cla chdng toi, ty 1& diéu trj
thanh cong & nhém c¢é tan sé CCTC < 3 (95,0%)
cao hon so véi nhém cé tan s6 CCTC > 3 (36,4%)
(p < 0,001). Sy khac biét cé y nghia théng ké (p <
0,0001). Két qua nay cling tuong tu nghién clru cua
H6 Thuyén va cs: ty 1é diéu tri thanh cdng & nhdm cé
tan s8 CCTC < 3 (100,0%) cao hon so vdi nhdm cé tan
s6 CCTC = 3 (71,4%) (p = 0,003) [9], nghién c(tu cua
Bui Dang Minh Tri va cs: ty 1é thanh céng & nhdm cé
tan s& CCTC < 3 cao hon so véi nhém c¢é tan s6 CCTC
>3 (90,4% s0 véi 9,6%, p < 0,001) [11].

Tan s6 con co cang day thi hiéu qua cat con co
cang thap, thoi gian cat duwoc con co cang dai, thoi
gian diéu tri cang cao. Diéu nay cé thé giai thich nhu
sau: véi cac trudng hop cd tan sd con co it, hay gap
& nhitng san phu dén sdm hoac tac nhan kich thich
co tlr cung con & mirc d6 vira phai, con co tl cung
con thua va nhe nén khi dung thudc (rc ché con co
thi 6 tac dung nhanh. B3i véi cac trudng hop cé tan
s6 con co tlr cung I1dn, co tlr cung d3 bj co gidn nhiéu
nén thoi gian dé cat con co ciing dai hon, kha ning
cat duoc con co ciing thap hon [9].

Hiéu qua ctia thudc theo dd mé ¢6 tir cung

PO x6a ma CTC cling la mét trong nhitng yéu té
lién quan dén su thanh cdng cla viéc trc ché con go.
Nghién clru cda chung téi cho thay ti 1& (rc ché CCTC
cla Nifedipine & nhom CTC dong (89,6%) va mé 1cm

(63,6%) cao hon so véi nhém CTC mé 2 cm (28,6%).
Sy khac biét cd y nghia théng ké (p = 0,0003). Két
qua nghién clru nay ciing tuong tu két qua clda HO
thuyén va cs: ti [& thanh céng & nhom co CTC mé <
2 ¢cm cao hon so véi nhédm ¢6 CTC m& > 2 cm (90,9%
so v&i 50,0%, p < 0,05) [9]. Nghién clru clia Huynh
Thi M Lién cho thdy kha ndng that bai tdng 1én 6 lan
khi CTC xda trén 80% va tang |én 26 [an khi CTC mé&
thém 1 cm [21].

Cac tac dung khdng mong mudn

Cac nghién clru cho thay nifedipine it gy tac
dung phu 1&én me va thai hon so vdi céc loai thudc
cat con go khac. Téng quan trén thu vién Cochran
cla Flenady V va cs cho thay nifedipine it c6 tdc dung
phu hon so véi cac thudc chi van B-adrenergic (Nguy
co twong déi trung binh 0,36, KTC 95% 0,24 - 0,53)
va MgS04 (Nguy co tuwong déi trung binh 0,52, KTC
95% 0,40 - 0,68) [22]. Trong nghién clru cla ching
toi, tdc dung khéng mong mudn gap nhiéu nhat |3
nhirc dau, ké dén 13 phirng mat do tdc dong gidn
mach cla thuéc. Chung t6i khéng ghi nhan trudong
hop ndo ha huyét 4p & me va bién d6i tim thai trén
CTG. K&t qua nay cling tuvong ty nghién clru cla
Gowda VBT va cs [8].

Piém manh va han ché chia nghién ctru

Diém manh cha nghién cru 1a dugc thyc hién tai
bénh vién chuyén nganh Phu San c6 quy mo Ién, uy
tin, phac d6 diéu tri chuan vi vay cdc s6 liéu va két
qua nghién ciru dang tin cdy. Han ché cua nghién
clru 13 ¢ mau tuong doi nho, khong theo déi lau
dai dé ghi nhan cac két cuc ldc sinh va két cuc tré
so sinh.

5. KET LUAN

Nifedipine c6 hiéu qua cao va an toan trong diéu
tri doa sinh non. Tan s6 co go tlr cung va d6 xéa m&
6 t&r cung lién quan dén hiéu qua cat con go.
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