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Bénh vién Dai hoc ¥ Dugc Hué

TOM tat

Muec tiéu: So sanh hiéu qua va muc do chap nhan cua phac do phoi
hop Estrogen (EST), Mifepristone (MFP) va Misoprostol (MSP) so voi
phdc do téng thai thong thudng o cdc thai ky bénh ly.

Doi tugng va phugng phap nghién ctiu: Thu nghiém lam sang ngau
nhién co doi chuing trén 86 truong hop cham dlt thai ky cho san phu
mang thai bénh ly tu 12 tuan tré lén tai phong Tién san BV Truong BDH
Y Dugc Hué tu thdng 3/2016 dén thang 6/2017. Nhdm A (gom 41 san
phu) duoc su dung phdc do bo sung Estrogen trudc khi tong thai bang
thuéc Misoprostol. Nhom B (nhom ching gom 45 san phu) su dung
phdc doé thuong quy két hop Mifepristone va Misoprostol.

Két qua: Ty lé thanh cong chung va sdy hoan toan cua nhom A la
97% va 70%, két qua tuong ung cua nhom B la 93% va 50%. Thoi gian
sdy thai trung binh ctua nhom A la 16 + 19 gio, it hon so voi 23 + 21 gio
cua nhom B (p=0,118). Tuong tu, tac dung phu va muc do hai long cua
san phu dén tu 2 nhom thu nghiém la tuong dong nhau (93% va 89%).

Tom lai: Nhom thu nghiem (A) két hop EST + MFP + MSP co hieu
qua tong thai va muc do chdp nhan cua san phu tét hon nhom ching
(B) MFP + MSP nhung su khac biét chua co y nghia thong ke.

Abstract

EVALUATING THE EFFICACY OF ESTROGEN
IN SUPPORTING ON MEDICAL PREGNANCY
TERMINATION REGIMEN FOR FETAL ABNORMALITY

Objective: To compare the efficacy and acceptability of two medical
pregnancy termination regimens for fetal abnormality, between
combination of Estrogen (EST), Mifepristone (MFP) and Misoprostol
(MSP) regimen and conventional concomitant regimen.

Materials and methods: A randomized controlled trial of 86 cases of
pregnancy termination for fetal abnormality from 12 weeks or more at
Hue College of Medicine and Pharmacy from March 2016 to June 2017.
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Group A (41 women) was given estrogen supplements prior to the initiation of misoprostol. Group
B (the control group of 45 women) used a routine regimen combining Mifepristone and Misoprostol.

Results: The overall success rate and complete abortion of group A were 97% and 70%, whereas
in group B they are 93% and 50. The mean induction abortion interval in group A was 16 + 19 hours
compared to Group B which was significantly less 23 + 21 hours (p = 0.118). Addition, the side

effects and satisfaction of the women from the two groups were similar (93% and 89%).
Conclusion: The test group (A), combination of EST + MFP + MSP was more effective at induced
abortion and acceptability than the control group (B) MFP + MSP but the difference was not

statistically significant.

1. bat van dé

Chém dut thai ky la chuyén d& 16n coa san
khoa. Va véi trusng hop thai bénh ly (di tat bam
sinh, bénh ly me trong thai ky) thi céc vén de
chén dodn truéc sinh, chi dinh digu tri, phap ly
v& dao dic cang tré nén quan trong. T6 chuc Y
té Thé gidi, Bo Y t€ va cdc trung tam san khoa
l6n da cong bs nhigu phac dd téng thai khac
nhau va chua théng nhét. Dac biét, véi nhung
thai bénh ly con séng thi chi dinh t6ng thai con
mang tinh tuong déi cong nhu khdac nhau ve két
qué digu tri. Hién nay, phac do téng thai noi
khoa Mifepristone két hgp Misoprostol dang la
lya chon hang dau [1] [2]. Méc du vay, con 1 ty
lé khong nhé thét bai véi phac do trén cong nhu
thsi gian téng thai kéo dai hon so véi céc nghién
cUu méu trén thé gisi. Két hgp céc nghién cou co
ban vé méi lien he coa Estrogen déi véi thy thé
Oxytocin 6 co tG cung trong khéi phdt chuyén
da, ching téi dat ra cau héi: Cé hay khéng téc
dung bé trg coa Estrogen lam tang nhay cédm
cla co 10 cung trong cdc trudng hop t6ng thai
noi khoa? Do d6, ching t6i tién hanh deé tai trén
nh&m 2 muyc tiéu chinh:

(1) So sanh hiéu qué cua phac do Estrogen keét
hop Mifepristone v&i Misoprostol véi phac do két
hop Mifepristone vai Misoprostol trong céc trusng
hop téng thai benh ly.

(2) Banh gié tac dung phy v mic do chép

nhan diéu tri coa sén phy.

2. bdi tugng va phuong phap
nghién ctu

Nghién ciu thd nghiém lam sang ngéu nhién
c6 d6i ching gom 86 trusng hop chém dut thai ky
cho s&n phy mang thai bénh ly tis 12 tuan tré len tai
phong Tién san bénh vién Trusng DH Y Dugc Hué
tU thang 3/2016 dén thang 6/2017.

Tieu chuén chon déi tugng: San phy tu 18 tusi
tré len duge chén dodn don thai benh ly tu 12 tuan
tré len, chua chuyén da, ty nguyén tham gia dinh
chi thai nghén béng phuong phép néi khoa.

Tieu chuédn logi tru: Cdc d6i tugng c6 bénh ly
man tinh nhu: tim mach, suy chic néng gan than
nang, bénh ly tuyén thugng than, réi logn déng méu
hay di ung véi bét ci thanh phan nao cta thuéc, seo
mé théan tu cung ldy thai va di dang sinh duyc.

Thuéc st dung cho nghién ciu

- Misoprostol (Misoprostol STADA® 200 mcg,
LD STADA-VN, TP. HCM) c¢6 céng thic hod hoc
hoan chinh l&: + methyl-11 alpha, 16 dihydroxy-
16methyl-9-oxoprost-13E-en-1-oate [43, 52] la
mét ddng phan cua PGE1. MSP dugc hép thy nhigu
va nhanh thanh misoprostol acid ¢ hogt tinh lam
sang v6i Tmax la 26 phit véi dusng ngam dp mé
va muon hon véi dusng dat am dao [3].

- Mifepristone (Mifestad 200mg, STADA-VN).
Ten goi khdc la RU-486, la hgp chét téng hop dsi
khang progesterone.

Estrogen (Estradiol valerate, biét dugc
Progynova 2mg, mau xanh). Tmax t 4-9 gig, ban



huy sau 24 gis. Progynova dugc ching minh an
toan tién lam sang bao gom: Hoan toan khéng cé
nguy co ddc biét gay ung thu, gay qudi thai hay
dot bién gen.

Phan bs déi tugng: Nghién cou dugc thyc hién
theo quy trinh cia mét thi nghiém lam sang ngéu
nhién. Béi tinh chédt nhay cam coa nghién ciu va
vén dé dao duc, chung t6i khong thyc hién viéc lam
mu. Vi gidi han vé thsi gian va 1 trung tém, ching
t6i chon hét cac déi tugng dat yéu cau trong thsi
gian trén, phan bé ngéu nhién vao 2 nhém béng
Ung dung web Random.org.

+ Nhém tha nghiém A: Két hop Estrogen, MFP
va MSP.

+ Nhom ching B: MFP v MSP.

Phdc dd nhém A (41 san phy var s d6 minh hoal):

- Ngay thu 1,2,3: Uéng Progynova 2mg x 2
vién chia 2.

- Ngay thu 2: Mifestad 200mg x 1 vién uéng.

- Ngay thu 4: S& dyng MSP (*).

Phdc do nhém B (45sén phy):

- Ngay thu 1: Mifestad 200mg x 1 vién uéng.

- Ngay tha 3: So dung MSP (*).

(*) Lieu dung Misoprostol theo tudi thai

+ TU 12 dén dudi 18 tuan: Ngam dp mé hoac

PHAC PO TONG THAI BENH LY

Déi tromg: Thai bénh ly
¢6 chi dinh cham dirt thai
4
Ngiy 1: Udng
Progynova 2mgx02 vién chia 2

v

Ngay 2: Udng
Progynova 2mgx02 vién chia 2
Mifestad 200mg x 01 vién

v
Ngay 3: Udng
Progynova 2mgx02 vién chia 2

; v
| Ngay 4
!

l Thai 12-18 tuin_ |

Ngim dp mi/ Dit AD_
200ugMSP, danh gia moi
4 210, toi da 5 licu'24h

Ngim ap mi/ Dt AD.
200ugMSP, danh gia moi
6 210, toi da 3 licu'24h

Dit AD 1/,,1/, 1/, vién
MSP hai)|
i

v

B

o
( THEODOI )
T Ngi 23 ngay
Lap lai licu MSP Giip nhau hodc
nhur trén lan 2 ngo budng tir cung
Khong say: D“f‘)‘ [ Nong.mgo budng | | Theo ddi va xuat vign
gia that bai. doi tr cung Hen tai khim
phwong phip

dat éam dao 200meg MSP, ddanh gid lai méi 4 gig,
t6i da 5 lieu/ 24h.

+ TU 18 dén dusi 22 tuan: Ngam ép mé hodc
dat ém dao 200mcg MSP,

+ TU 22 tuan tré len: Dat am dao V2, V4, vien
MSP 200mcg (theo tusi thai), danh gid lai méi 6
gio, t6i da 3 lieu/ 24h.

Sén phy dugc theo déi chuyén da, tam ngung
dung thuéc néu CTC mé >2cm hogc go 3 con/10
phut. Néu sdy thai khong hoan toan, sén phy
dugc hé trg gép, noo kiém sodt budng tu cung.
Néu khong sdy, nghi 2-3 ngay roi lap lai ligu
Misoprostol lan 2. Tiép tyc khong séy thi danh gid
thét bai var chuyén phuong phdap khéc. Sén phy
dugc sieu am kiém tra sau dé va tu véin dung khang
sinh két hgp Misoprostol khi ra vién. Hen tai kham
sau 1 tuan. Phéc dd diéu tri trén dya theo khuyén
cdo cia Bo Y t&€ 2017 [4].

Céc bién s6 thu thap trong nghién ciu chinh
bao gom:

(1) Thai gian sdy thai tu khi bat dau phac do.

(2) Thai gian téng thai tu khi dung MSP.

(3) Téng s6 lieu var lugng MSP da dung.

(4) Ty le sy thai trong vong 24h va ty le
thanh cong.

(5) Céc téc dung phy nhu busn nén, nén, dau
dau, réi loan tiéu héa... va céc bién chung.

Phan tich s6 lieu bang phan mém Excel va
Medcalc. So sanh céc gid tri bang phain test X2, t-fest.

Nghién ciu dugce cho phép thyc hien bsi Benh
vién Truong Dai hoc Y Dugc Hué.

3. Két qua nghién ctiu

Bao gém 5 bang: Bac diém chung, phan logi
thai bénh ly theo ICD 10, két qua chung, dénh gia
tuong quan 2 phdc do var cdc tac dung phu.

Ve dac diém nhan khéu hoc, sy khéc bigt giva
2 nhém la khéng dang ké. Tuéi thai tuéan theo phan
phéi chuén. Nhom A cé do tudi tu 18 dén 45 va tu
18 dén 37 trong nhém B. Nhém B cé s6 bénh nhan
c6 tién su phd thai nhigu hon so véi nhém A. Ngoaii
ra, con ¢6 sy khdc biét vé phan bé tusi thai trong
muc chép nhan dugc.

Céc loai di tat bédm sinh va bénh ly di truyen
khac phan bs khong déu trong méu nghién cuu.
Hay g&p nhét la di tat vé éng than kinh nhu thai
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Bang 1: Diic diém chung cda doi tugng Bang 3: Trinh bay ty lé thanh cong thyc sy cia 2 nhom
{ Diic diém Nhém A Nhom B p Diéu tri Nhom A (n=41) | Nhom B (n=45) P
Tudi me (1B, léch chuéin) 2869 2848 | p1=00573 Thanh cong 40(97%) 42(93%)
trong khodng 95% 25 dén 30 27dén30 | p2-0.645 -Say hotin toan 28 (70%) 21 (50%) 0118
. [ ] n % n % | p=0938 Thiit bai 1(3%) 3(7%)
‘E Tur 18 dén dudi 25 2029 |11 | X Thanh cong trong dot ding MSP dau 38(93%) 40(89%) 0816
[ o Tudi me Tur 25 dén dudi 35 2 1 41D 64
f— Tu35 16 len 7117512 Bang 4: So sanh tyong quan hiéu qué cia 2 phdc do
Q- Ngitrg 16 |39 | 8 | 18 Bién s6 Nhm A Nhom B p
z Nghé nghiép | Nang dain, cong nhén 8 |20 12| % 1. Thai gian séiy s dw phac do (gio) 8418 73:22 0,016
1 Nghé nghiép khdc 17 | 4[5 |5 2. Thai gian sdy tur khi dung MSP (gic) 16+19 VAEY] 0,118
o Thanh thi 10| 24 13| -Tur 12 dén dudi 17 tuan 16+23 2118 0,275
g Bodi [ hon w7 |27 Tir 18 déh dudi 22 in 18214 72 | 024
(@) Trinh do hoc | Phé thong hodcthdphon | 32 | 78 | 29 | &4 - 22 i 1r6 len 10+14 N0:+6 0079
- viin Sau phé hang 9 | 2 | 16 | 3% 3.56 ca sty thai trong 24h déu (n,%) 35(85%) 28 (62%)
\/ ] Chua o con 0|4 |15 8 4. 56 luot ding Misoprostol trung binh |  2.08+1,07 255+1,08 0,051
- 3 Fosin oo (otir 1 con'rd fen N |51 | 30| 67 5.Tﬂng ||'§u Mile)prostgl gay sy (pg)
B , -Tur 18 dén dudi 22 tuin 441154 477239 0423
o i 6 L3 1419 Tu22tin s len 125 | 2413 | 00004
Tur 12 dén 18 uin pil 51 20 | 4 = = .
Tuoi thai Tu 18 dén 22 tuiin 17 | 4 14 | 31
T 2 tuiim f en 3 8l |M = B
L
Bang 2: Phan logi cdc thai ky bénh Iy theo ICD 10 dya trén siéu am va fu vén di truyén 100
Ma ICD Bénh ly Nhom A | Nhom B
000907 | DBS hé than kinh 16 1 ol a
010Q18 | DTBS 6 mit, ai, mit vit & 0 4
20028 | DTBS hé tun hotn b 4 ~
030034 | DTBS hé ho hp 3 2 60 = o
035037 _|Sut mai va hé ham éch 1 0 z a B
038045 | DTBS khdc hé fiéu hoa 4 4 sl ) ! =)
050056 | DTBS ca quan sinh duc 0 0 " g
Q60064 _|DTBS he e nicy 5 | s = 4 -
065079 | DT va hién dang hé coxuong 5 6 0 ) o Il
080489 | e DTBS khic 6 | 4 # I i e
090099 |Bt thuing NST, chua phéin logi 13 1 sl % 4 z ’
E70£90  |Rai loan chuyén hoa bim sinh 0 0 1 2 3
Thai dugc chin dodn da di tat 9 5 Nhim tudi thai

Bigu do 1: Phan bé thai gian sdy

v6 50, ndo Ung thiy (39% va 24%), ké dén la bat

thusng nhiém séc thé va chua phan logi (32% 1200 F . —
SNhom nghien cuu
va 24%). o—o 4
Khéng c6 sy khéc biét cé y nghia théng ke vé ty 1000 - o o i

lé thanh cong cudi cung gita 2 nhém.
Cé sy khac biét khong dang ké vé ty lé séy hoan
toain & 2 nhém.

Biéu do 1 so sanh thsi gian ra thai trung binh e I l o

ay

S00 - (¢ o O o

gita 2 nhém. Nhém A cé thsi gian sdy thai la
16£19 gis va 23 £ 21 & nhém B. ot
Biéu do 2 so sanh téng lieu MSP da dung Q1 I

y b oo mn O

Lié

giva 2 nhém theo tusi thai. Trong d6, sy khéc o )

biét 6 nhém tuéi thai tu 22 tuain tré lén cé y nghia

théng ke. Ve : : ;
Nhin chung, cdc tac dung phy ghi nhan trén 2 Nhém tudi thai

nhém la tuong dong nhau. Trong do, hay gap nhat | Bié 402 Phin b ey NSPtong thoi
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Bang 5: Tac dung phy
Tac dung phu Nhém AN=41 | Nhom B N=45 p
Buén nén 12(29%) 12(27%)
Chong mit 10 (24%) 11(24%)
Mét méi 15(37%) 16(36%)
Dau div 13(32%) 10(22%)
Sétvi nanh 163%) | 1ap | PO
Tiéu chay 2(5%) 3(7%)
Non 0 1(2%)
Muc do haii long 39(95%) 40(89%)

bao gém budn nén, chéng mat, mét mai, sét va 6n
lanh. Déi tugng tham gia nghién cdu té ra hai long
v6i két qua digu tri da theo duéi.

4.Ban luan

Véi sy phét trién nhanh chéng coa chén dodn
trudc sinh, vén d& dinh chi thai ky sém dang tré
nén ngay mét quan trong. Cac phuong phép ngoai
khoa (cét tG cung, nong & gép) t6 ra nhanh chéng
nhung tiém @n cdc bién ching nghiém trong nhu
thing t cung, nhiém trung néi mac hodc trong &
bung, han ché chic néing sinh ly ¢6 to cung cho thai
ky trong tuong lai, xuét huyét qua muc va tham chi
mét ty lé 1o vong ba me [5]. Bén canh do, tho thuat
ngoai khoa con doi héi tay nghe coa ngusi thay
thuéc var cac phuong tién hé trg kem theo. Vi le do
var sy phé bién coa thusc phd thai, Misoprostol la
lya chon hang dau trén thé gisi. Nam 2017, Bo Y
1€ tiép tyc chuong trinh tép huén dao tao hudng
dén quéc gia dsi véi phd thai an toan tu 13 dén
22 tuan theo litu 200mcg dat am dao hogic ngam
dp md méi 4 gid véi thai dugi 18 tuan, t6i da 5
litu/24h va méi 6 gis t6i da 3 lieu/24h [4]. Day
cong lar lieu lugng dugc ép dung trong nghién cuu.

Mifepristone (hotic RU-486), mot logi thusc
téng hop déi khéng progesterone cing dugc su
dung phé bién. N6 khéng c6 sén 6 hau hét cac
quéc gia, tuy nhién, viéc két hop Mifepristone va
Misoprostol c6 hiéu qua cao nhét va thsi gian digu
tri ngén nhét [2], [ 5].

Estrogen la hormon noi tiét sinh duc ¢ nhigu
vai trd déi véi ngusi phy na. Tu nhang thép nien 90
cUa thé ky XX da cé nhigu nghién cou fim hiéu vai tro
cba Estrogen trong thai ky. Mét trong s6 dé khéng
dinh réing: Estrogen (ma cho yéu la Estradiol) cé
tdc dung l& tang nhay cém coa receptor Oxytocin
trén co G cung, cé tac dung bé trg tang tac dung

cba Prostaglandin trong khéi phat chuyén da. Tu
do, Estrogen hé trg khéi phat chuyén da véi cdc
phdéc dd phé thai noi khoa [6].

biém khdc biét chinh giva 2 phac d6 la sy bs
sung Estrogen véi biét dugc Progynova 2mg &
nhém thg nghiém. Do d6, nhém thu nghiém sé kéo
dai digu tri trén ly thuyét them 24 gis so véi phac
ds thong thusng.

Nghién cou nay khéng dinh réing cé 2 phac do
téng thai néi khoa dung Misoprostol cho thai ti 12
tuan tré lén la 6 hiéu qua cao va an toan cho ba
me. C6 3% trusng hop thét bai khi st dung phéc
dd tho nghiém va 7% trusng hop thét bai 6 phac
do thusng quy va khéng cé trusng hop tai bién
ndo déng ké nhu chdy méu nang hay vé to cung
trén ca 2 phéc do. Phac d6 thu nghiém cé téng thai
gian ra thai t dau phac dé dai hon, tuy nhién, thsi
gian ra thai trung binh tU ligu Misoprostol dau tién
ngdn hon. Sy khac biét nay khd ré rang du chua
cé y nghia théng ké theo test Fisher. Két qué nay cé
thé ggi y vai trd cia Estrogen trong chdm dut thai
ky. Trong khuén khé nghién cou vi han ché ve ¢
mau va dao duc nghién cou nén két qua thu nhan
dugc con nhigu yéu t6 nhiéu nhu tam ly san phy,
quan diém tu véin cta thay thuéc, thsi gian tuan thu
dieu tri, chi phi digu tri ...

Nghién ciu cong cho théy sy khéc biét vé s6 lan
dung Misoprostol va téng ligu. Nhém thi nghiem
c6 s6 lan dat thusc thép hon 2,08 + 1,07 so véi
2,55 + 1,08 cta nhém ching. Do d9, ligu lugng
Misoprostol cing cé xu hudng thép hon. Trong dé,
sy khdc biét c6 y nghia théng ké déi véi nhém tusi
thai tU 22 tuan tré len. Dac biet, ty lé thanh cong
trong 24 gié dau cia nhém thi nghiém cao hon
kha nhigu so v&i nhém ching (85% so véi 62%). Ve
hinh thic sdy thai, nghién ciu khdo sat trén nhém
tudi thai kha dai to 12 tuan dén 29 tuan, do d6,
hinh thic séy va sinh c6 sy khéc nhau. Dé don gién
héa, ching t6i chi phan lam 2 nhém chinh la sdy
thai ty nhién va nhém sdy ty nhién c6 hé trg can
thiep tho thuat béing gép hodc nao budng bang
thia réng. Két qua nhém thi nghiém cong c6 ty le
sdy ty nhién cao hon (70% so vé6i 50%).

Ngodi ra, mét s6 vén dé khdc ma nghién cou
khong dat trong tam la méi lien quan giva s6
lan mang thai va thsi gian sdy thai, dusng dung
Misoprostol: dat ém dao hogc ngém ép ma. S
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dung Misoprostol theo céic dusng khdc nhau ¢6 thé
tao ra cac hieu qué khdc nhau. Dickinson [7] va
Janet [8] tim thdy réng viéc sG dyng MSP dusng
uéng cé khéi dau nhanh, hép thu tét var cé diém tap
trung huyét thanh sém v cao hon so véi dusng ém
dao, tuy nhién dé tap trung & dusng ém dao lai kéo
dai lau hon. Dinh tép trung cia MSP acid tai dusng
ém dao la sau 80 phut nhung giam thép rét cham.
Tdc dung phy & nhém ngém dp mé cé xu huéng cao
hon nhung c6 thé chép nhan dugc dya theo muc do
hai long coa san phy (93% va 89%) [7], [9], [10]
. Tuy vary, ching ta cong nén hiéu khia canh tam ly
cba viéc chdm dut thai san cho ngusi me dé cung
céip phuong thuc thay thé khi can.

5. Két luan

Phéic dd c6 b sung Estrogen 6 nhém thd nghiem
cho két qué 6t hon vé ty lé thanh cong chung va
sdy hoan toan la 97% va 70%, so v6i nhém ching
tuong ung la 93% va 50%. Nhém thu nghiém cing
cé ty lé sdy thai trong 24 gis dau va trong dot dung
Misoprostol dau tién cao hon nhém chung (93% va

85% so v&i 89% va 62%). Tuy nhién, sy khac biét
chua ¢ y nghia théng ké (p=0,066). Thsi gian sdy
thai trung binh coa nhém A la 16 + 19 gis it hon
so v&i 23 + 21 gi& cia nhém B (p=0,118). Tuong
ty, két qua nhan dugc & s6 lan dung MSP trung
binh va lisu MSP. Trong d6, chi ¢6 nhém tuéi thai
tU 22 tuan tré len sy khac biet ve liteu MSP ¢6 y
nghia théng ké. Vé mic d6 chép nhan coa 2 phdc
ds, nghién cou ghi nhan téc dyung phy v mic do
hai long cta sén phy l&a tuong déng nhau (93% va
89%). Trong d6, téc dung phy hay gap nhu la sét
va 6n lanh, mét méi(>30%), budn nén, dau dau,...

Nhu vay, c6 thé néi réing phac do bé sung
Estrogen ¢ hiéu qua va muc dé chép thuan tét so
véi phéc do theng thusng két hop Mifepristone var
Misoprostol nhung sy khdc biét chua c6 y nghia
théng ke. Véi céc két qua kha quan tu phdac do
bé sung Estrogen, ching t6i mong muén dugc mé
réng nghién ctu ra nhigu déi tugng hon va nang
cao chét lugng dé han ché cac yéu 16 nhiéu. Viec
thuc hién cdc thy nghiém nay c6 thé thic déy viec
cham séc t6t hon va dong nhét hon déi véi phy no
yéu cau chém dut thai ky & nudc ta.
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