TAP CHI NGHIEN ClPU Y HOC

HIEU QUA CUA MIFEPRISTONE KET HOP VOI MISOPROSTOL
TRONG XU TRi THAI NGU’NG PHAT TRIEN DEN HET 9 TUAN TUOI

Nguyén Ngoc Phwong'*, Ha Duy Tién', Pham Thi Thanh Hién?

'Bénh vién Phu san Trung wong
2Trwong Pai hoc Y Ha Noi

Nghién ctru nhdm danh gié hiéu qua ctia phurong phap phbi hop Mifepristone va Misoprostol trong xt tri thai

ngting phat trién cho tudithai dén hét 9 tuén. Chuing t6i ghi nhan 210 bénh nhén théa méan diéu kién nghién ctru. Sw

thanh céng ctia phurong phép duoc xéc dinh bang két qua gay say thai hoan toan, chiémty 1é 95,24%. C6 10 ca hit

budng tircung do thai khéng sdy hodc sét rau. Khéng cé swkhéc biét vé ty 16 thanh céng & céc nhém tién siv sinh, tudi

thai, raméu 4m dao va triéu chirng siéu &m. Nghién ctru cho thdy phurong phap két hop Mifepristone va Misoprostol

dé xtrtrithai ngtrng phat trién dén hét 9 tuan tudi cho hiéu qué gay séy thai cao, han ché can thiép vao bubng tircung.

Tir khéa: Thai ngirng phat trién, Mifepristone, Misoprostol, hiit budng tir cung.

I. DAT VAN PE

Thai ngirng phat trién trong budng t& cung
la bién chirng hay gép nhét trong 3 thang dau
thai ky, bao gébm tui thai réng, hodc cé phdi
nhwng khong cé hoat dong cua tim thai.' Hat
budng tlr cung la phwong phap co ban dé xa tri
thai ngirng phat trién sém trong budng t&r cung,
tuy nhién dé la mot can thiép xam lan c6 nhiéu
bién chirng va tao ra nhitng ganh nang tam
ly cho bénh nhan.2 Xt tri n6i khoa thai ngirng
phat trién da dwoc nghién ctru ap dung nham
tranh cac can thiép tha thuat vao budng t& cung
véi phac dd gay say thai bang Misoprostol.?
Céc nghién cru cho thay viéc phéi hop thém
Mifepristone cho hiéu qud gay sdy thai cao
hon do Mifepristone cé tac dung canh tranh
thu thé progesteron va lam tang nhay cam cla
co t& cung va cb tir cung véi Prostaglandin
(Misoprostol). Tlr nam 2019, trung tam tw van
strc khde sinh san - k& hoach héa gia dinh,
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phac dd phéi hop Mifepristone va Misoprostol
dé gay say thai cho cac trwong hop thai dén hét
9 tuan tudi ngirng phat trién. D& danh gia hiéu
qua cta phwong phap nay, ching téi tién hanh
dé tai nghién clru v6i muc tiéu: Panh gié hiéu
qua cta phuong phép phéi hop Mifepristone va
Misoprostol trong xt tri thai ngirng phét trién
cho tuéi thai dén hét 9 tuén.

Il. DOl TVQNG VA PHUONG PHAP

1. P6i twong

Ap dung coéng thirc tinh ¢& mau woc tinh
mot ty 1& trong quan thé nghién clru véi ty 1&
gay say thai thanh cong hoan toan la p = 0,92
(theo Schreiber CA), ching t6i chon mau n =
210 bénh nhan.*

Bénh nhan dugc chon vao nghién clru can
théa man tiéu chuan co thai trong budng t&r
cung véi tudi thai dén hét 9 tudn dwoc chan
doan thai ngirng phat trién, tudi thai dwoc tinh
dwa theo ngay kinh cudi cuing hodc siéu am lan
dau tién, khong co seo mé & t&r cung va cé két
qua xét nghiém coéng thirc mau, déng mau co
ban binh thwdng, khéng co tinh trang viém cap
tinh dwong sinh duc.
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Nghién ctru loai trir cac truéng hop c6 chdng
chi dinh v&i thuéc Mifepristone, Misoprostol,
c6 rdi loan chuyén héa hodc bénh Iy noi khoa
man tinh, dang st dung dung cu t& cung tranh
thai. Tién st can thiép, phau thuat vao budng
tlr cung ¢6 nguy co dinh budng t& cung hodc
c6 vach ngan nén ciling bj loai khdi nghién ctru.
2. Phwong phap

Nghién clru mé ta tién ctu, da dwoc hoi
déng dao duwrc théng qua, thwe hién tai Trung
tam tw van strc khde sinh san - ké hoach héa
gia dinh, Bénh vién Phy san Trung wong tw
thang 05/2020 dén thang 10/2021.

Céc bién s6

- Pac diém chung cla phu nir tham gia
nghién ctu:

+ Tudi trung binh, nghé& nghiép.

+ Tién st sinh: khong, co.

+ Tudi thai: trung binh, cac nhém < 7 tuan, 8

tuan va 9 tuan.

+ Triéu chirng tai thdi diém nhan vao nghién
ctru (ra mau am dao, siéu am).

- Ty 1& say thai sau 1 tuan va 2 tuan

+ Khéng say thai: khong c6 ra mau va té
chirc, siéu am con tui thai trong budng tlr cung.

+ S3y thai hoan toan: siéu am niém mac tt
cung < 15mm (budng t&r cung sach).5

+ Sy thai khéng hoan toan: niém mac ti
cung = 15mm, khéng déu.

- Ty 1& hat budng t& cung

Hut budng tlr cung dworc chi dinh vé&i nhirng
trwdng hop sdy thai khéng hoan toan sau 2
tuan theo dbi.

- Thoi gian say thai (gio): la thoi gian tinh
ttr luc dung Misoprostol lieu dau tién dén khi
thai say.

- Thoi gian ra mau (ngay): tir khi say thai
dén khi ngtrng ra mau.

Bénh nhan dd diéu kién duoc nhan vao
nghién cru (n=215)

| Udbng 01 vién Mifepristone 200mg |

Sau 24h

!

| Ngam duwdi lvdi 04 vién Misoprostol 200mcg |

Ngay 1 l
v v
Khéng ra mau Co6 ra mau
Ngay 2 _ (=3 (n=212)
Ngam 04 vién Misoprostol 200mcg
| ]
1 —e—se—es > 05 BN bo nghién ciru
y
Kham Iam sang + siéu am
Sau 1tuén
(n=210)
I
¥ v
Niém mac t cung < 15 mm Niém mac t& cung = 15 mm
(n=181) (n=29)
Ngam 04 vién Misoprostol 200mcg
Sau 2 tuan | Budng t¥ cung sach (n=200) | | Hut budng t&r cung (n=10)
n=210

Biéu dob 1. So’ d6 va két qua nghién clru
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Ill. KET QUA

Nghién ctu cla chang téi ghi nhan 210 trwéng hop thda méan diéu kién nghién ctu véi nhirng

dac diém sau:

1. Dac diém chung

Bang 1. Dac diém cua déi twong nghién ciru

Pic diém S6 lwong Ty 1é % p

Tudi trung binh 28,52 + 4,71
Nghé nghiép

Cdng nhan, lao dong 11 5,2

Can bd vién chtrc 140 66,7

Hoc sinh sinh vién 9 4,3

Ty do 50 23,8
Tién st sinh

Khong 142 67,6

< 0,01
Co 68 324

Nhan xét: Da sb phu nir chwa tirng sinh con, chiém 67,6%, khac biét c6 y nghta théng ké (p < 0,01).

Bang 2. Triéu chirng tai thoi diém chan doan

Triéu chirng S6 lwong Ty 1é % p
Tuéi thai 8,50 + 0,66
<7 19 9
8 68 32,4
9 123 58,6
Ra mau am dao
Co 23 11 < 0,01
Khéng 187 89
Siéu &m
Tui thai réng 55 26,2 < 0,01
Co tui noan hoang va/hoac phoi 155 73,8

Nhan xét: Khi dwoc chan doan thai nglrng
phat trién va nhan vao nghién ctru, da sb cac
trwong hop khdéng co triéu chirng ra mau &m

dao (chiém 89%) va cé két qua siéu am thay tui
nodn hoang hodc phéi nhwng khéng cé tim thai
(chiém 73,8%).
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2. Hiéu qua gay say thai
Ty Ié thanh c6ng
Bang 3. Ty lé say thai

Theo déi S6 lwong (n) Ty 1é (%)
Say thai hoan toan sau 01 tudn 181 86,19
Say thai hoan toan - 200 — 95,24%
Say thai hoan toan sau 02 tuan 19 9,05
Say thai khéng hoan toan  Hut budng t& cung 10 4,76%
Tong 210 100

Nhan xét: thdi diém kham lai sau 1 tudn cho thay ty |& sdy thai hoan toan 86,19% va ty & nay &
tuan thr 2 14 95,24%. Chi c6 10 ca hat budng t& cung (chiém 4,76%).

Bang 4. Ty 1é say thai va mét sé yéu to

Say hoan toan sau 1 tuan

Yéu to Co Khéng n p
n (%) n (%)
R 124 18 142
Khéng
. 87,3% 12,7% 100%
Tién str sinh 0,313
. 57 11 68
Co
83,8% 16,2% 100%
77 10 87
<8
. 88,5% 11,5% 100%
Tuoi thai 0,271
9 104 19 123
84,6% 15,4% 100%
R 161 26 187
Khéng
86,1% 13,9% 100%
Ra mau am dao 0,605
. 20 3 23
Co
87% 13% 100%
Tui thai rén o1 4 S5
8 92,7% 7.3% 100%
Siéu am 0,075
Co tui noan hoang 130 25 155
va/hoac phoi 83,9% 16,1% 100%

Nhan xét: Khong co6 s khac biét (p > 0,05) vé ty 1é sdy thai hoan toan & cac nhém tién st sinh,
tudi thai, triéu chirng ra mau am dao va siéu am.

Thoii gian thai say va ra mau @&m dao

- Thoi gian say thai trung binh la 4,32 + 3,55 (gio)
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- Thoi gian sdy thai ngan nhét 1a trwéng hop
ngwoi phu ni¥ sdy thai sau dung Mifepristone,
trwde khi dung Misoprostol, dwoc tinh 1a 0 gio
(14 trudng hop) Thoi gian sdy thai dai nhat 1a
32 gio.

- Théi gian ra mau trung binh 7,1 + 2,4
(ngay).

- Thoi gian ra mau ngén nhét 1a 3 ngay va
dai nhét Ia 20 ngay.

IV. BAN LUAN

Nhirng dic diém chung

Tudi trung binh clia cac phu ni¥ trong nghién
clru la 28,52 + 4,71. Trong d6, nhém tudi chiém
ty 1& cao nhét 1a tlr 25 - 35 tudi, 1a dd tudi sinh
dé, da sb cac trwong hop dang mong mudn
sinh con nhwng thai bj ngirng phat trién.

Tién s sinh cGa cac phu ni trong nghién
clru dwoc thé hién trong bang 1. Nhém phu
ni chwa c6 con chiém ty 1& cao nhat 67,6%,
twong tw nghién ctru clia Wagaarachchi (2001)
v&i 69,7%, va cao hon két qua cia Creinin
MD (2006) la 41% va Schreiber CA (2018) la
42,3%.% Thai nglrng phat trién & 1an mang thai
dau anh hwéng nhiéu dén tam ly nguwdi phu nir,
do do6 cang déi hoi mét phwong phap xtr ly it
can thiép.

Tuéi thai

Tudi thai trung binh tai thdi diém chan doan
trong nghién ctru clia chung téi la 8,50 £ 0,66,
trong d6 c6 58,6% sb trworng hop cé thai 9 tuan
ngrng phat trién cao hon 2 nhém tudi thai con
lai. Tudi thai trung binh trong nghién ctu nay
cao hon nghién ctru cta Zhang J (2005) la 7,6
+ 1,5.7 Ly do vi cac trwdng hop thai nghi ngo
ngrng phat trién déu duoc theo ddi trwdc khi
dwa ra chan doan xac dinh, nhiéu trworng hop &
tuyén duwéi hodc cac phong kham tw nghi ngd
mé&i dén vién kiém tra, hon niva hau hét cac thai
phu 1&8 muén che dé khang dinh chan doan va
chuén bj tam ly trwée khi cho thai ra.

Triéu chirng tai thoi diém chan doén

Sb phu ni ¢c6 triéu chirng ra mau trwde khi
dung thuéc 1a 11%, thdp hon dang ké so véi
nhom khéng ra mau (p < 0,01). Ty Ié nay twong
tw nghién ctru ctia Schreiber (2018) 1a 12,1% va
ctia Sonalkar (2020) 1a 11,8%, nhuwng thap hon
nghién ctru ctia Zhang J (2005) va Creinin MD
(2006) 1an lwot la 65% va 64,3%.468 Nguyén
nhan cé thé do 2 nghién ctru nay dwoc tién
hanh cach day lau hon, khi viéc chan doan va
theo déi thai s&m chwa chat ché nén khi cé dau
hiéu ra mau &m dao thi thai phu mé&i di kham va
phat hién thai ngirng phat trién, con nghién ctru
cula Schreiber nam 2018 va Sonalkar nam 2020
c6 ty 1& ra mau am dao khi chan doan tuwong tw
két qua cha chang t6i.

Ty l@ tdi thai réng trén siéu am trong nghién
clru cla chung t6i la 26,2%, day la cac trwdng
hop “trng tréng” khdng cé phéi thai cling nhw
tUi noan hoang. Ty Ié nay twong tw két qua
nghién ctru cla Schreiber CA (2018) la 26,8%
va Sonalkar (2020) la 25,9%.48

Hiéu qua géy say thai

Trong nghién clu cla chung téi cé 14
trwdng hop cé dau hiéu sdy thai sau khi
dung Mifepristone va tiép tuc dwoc dung liéu
Misoprostol dau tién theo phac dé. Theo béng
3, ty Ié say thai hoan toan trong nghién clru cla
chung t6i la 95,24%. Ty |é nay cao hon trong
nghién ctru clia Schreiber CA (2018) 1a 91,2%.4
C6 2 ly do c6 thé Iy giai cho sw chénh léch nay,
do trong nghién cru ctia chung téi lwa chon tudi
thai dén 9 tuan, trong khi Schreiber CA nghién
ctu cho tat ca thai quy | nglrng phat trién, hon
nira, ty 1& phu ni lwa chon hat budng ti cung
trong qua trinh theo ddi trong nghién clru cla
Schreiber CA ciing cao hon.

Ty & sdy thai hoan toan sau 1 tuan (khéng
dung liéu Misoprostol bd sung) trong nghién
ctu cla ching téi la 86,19%, twong tw két qua
cla tac gia Sinha (2018) la 86,7%.°
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Theo so dd 1, c6 3 trudng hop khong cé
d4u hiéu ra mau sau khi ngdm Misoprostol
lidu dau tién (chiém 1,43%) duwoc ngam liéu
bd sung sau 1 ngay. Sau 1 tudn, c6 29 trwdng
hop sdy khéng hoan toan dwoc dung lidu bd
sung Misoprostol (chiém 13,81%), trong dé: 19
trwdng hop da say thai hoan toan sau 2 tuan,
10 trwong hop sdy khong toan toan duoc tién
hanh hut bubng t& cung.

Khi so sanh ty 1& thanh cong sau 1 tuan &
cac nhom yéu td khac nhau (bang 4), ching
t6i nhan thay khong co sw khac biét vé ty I&
say thai hoan toan & nhém chwa hoac da twng
sinh con (p = 0,313), & cac nhom tudi thai (p =
0,271) cling nhw & cac nhém triéu chirng cé
ho&c khéng ra mau (p = 0,605) va tinh chéat tui
thai trén siéu am (p = 0,075). Két qua nay phu
hop v&i nghién clru ctia Schreiber (2018) khi
két luan rang khong cé sw khac biét vé hiéu qua
gay say thai & cac nhdm tudi thai cling nhw tién
slr san khoa va triéu chirng.* Twong tw nhw vay
Sonalkar (2020) ciing chirng minh réng khéng
c6 sw khac biét vé ty 1é thanh coéng gitra cac
nhom tién st sinh, tudi thai, triéu chirng ra mau
trwdc va dac diém siéu am, hay néi cach khac
la khéng c6 yéu té nao dy doan ty 1& thanh cong
cua phwong phap.?

Cac nghién ctvu trén da pha nhan gia thuyét
trwéc day dwoc dwa ra khi cho rang phac do noi
khoa co6 ty |é gay sdy thai cao hon & nhdm cé ra
mau am dao tir trwde do cb t cung da hé mé
cling nhw cao hon & nhéom phu niv sinh con it
lan ho&c chwa tirng sinh con do t& cung va cb
tlr cung sé& co6 dap trng tét hon véi tac dong clia
Misoprostol.®

Khi phan tich 10 trwong hop hat budng
t& cung (niém mac t& cung sau 2 tuan van >
15mm), chung tdi nhan thay tat ca cac trwong
hop déu thay td chirc rau thai khi hat va khéng
c6 su khac biét vé cac dac diém lam sang, siéu
am va tudi thai & cac trwong hop hat budng tr

cung. Do d6, khéng cé yéu té dé du doan s
that bai ciia phwong phap diéu tri ndi khoa.

Thoi gian say thai va thoi gian ra mau

Thoi gian sdy thai dwoc tinh ti thoi diém
bat ddu ngam Misoprostol liéu dau tién. Trong
nghién clru cla chung toi, thoi gian say thai
trung binh 14 4,32 + 3,55 gi¢. Két qua nay twong
tw thdi gian sdy thai trung binh trong nghién
clru cla Sinha la 4,47 + 2,24 gio.°

Thoi gian say thai ngén nhét 1a 0 gi’ & cac
trwong hop sady thai sau khi dung Mifepristone,
trong nghién clru clia chung t6i cé 14 trwdng
hop. Theo cac nghién ctu trén thé gidi ciing
nhw phac d6 dang dwoc st dung tai Bénh
vién Phu san Trung wong, cac treong hop say
thai sau khi dung Mifepristone van dwoc dung
Misoprostol liéu dau tién, do tac dung co bép
tlr cung clia Misoprostol trong viéc lam sach
budng t& cung, tranh sét rau va gidm ra mau
sau khi thai say." Thoi gian ra mau trung binh
clia cac phu nir trong nghién ctru la 7,1 + 2,4
ngay, trong d6 ra mau ngan nhat 1a 3 ngay va
dai nhét 1a 20 ngay. Thoi gian ra mau sau sdy
thai trong nghién ctru cta chung t6i twong tw
két qua nghién clru cta Sinha (2018) 1a 6,2
ngay va Dunford (2018) la 6,8 ngay."

V. KET LUAN

Phuwong phap st dung phdi hop Mifepristone
va Misoprostol d& x( tri thai ngirng phat trién
v&i tudi thai dén hét 9 tudn cho hiéu qua gay
sdy thai cao, gitp han ché cac can thiép tha
thuat vao budng tir cung.
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Summary

THE EFFECT OF COMBINATION THERAPY WITH MIFEPRISTONE
AND MISOPROSTOL FOR THE MANAGEMENT
OF PREGNANCY LOSS FOR GESTATIONAL AGE UP TO 9 WEEKS

The study is to evaluate the effectiveness of the combination of Mifepristone and Misoprostol
in the management of early pregnancy failure for gestational age up to 9 weeks. We recorded 210
patients who met the study conditions. The success of the method is determined by the result of
complete miscarriage, accounting for 95.24%. There were 10 cases of uterine aspiration due to no
spontaneous miscarriage or existence of residual placenta. There was no difference in success rates
in the groups of birth history, gestational age, vaginal bleeding, and ultrasound symptoms. Research
showed that combination of Mifepristone and Misoprostol to manage pregnancy loss at gestational
age up to the end of 9 weeks has high efficiency in.

Keywords: Pregnancy loss, Mifepristone, Misoprostol, uterine aspiration.
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