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CHU VIET TAT

BTC : budng tir cung.

BVPSTU : bénh vién Phu séan Trung wong.

CCTC : con co tir cung.

CTC - ¢6 tir cung.

DCTN : dinh chi thai nghén.

MFP : mifepriston.

MSP : misoprostol.

TDKMM : tac dung khong mong mudn.
PAT VAN PE

C6 thai ngoai ¥ mudn 14 van dé thuong gip trong xa hoi ¢ Viét Nam,
dinh chi thai nghén (BCTN) duoc coi 1a hop phap va ludn san co tai moi
tuyén trong hé théng y té. Trong nhitng nim gan day ty 16 PCTN & Viét
Nam tiép tuc ting cao. PCTN khong phai 1a mot bién phap tranh thai
nhung phuong phap nay da dong gop mot phén quan trong trong viéc han
ché sy gia tang déan s va ket thic thai nghen trong cac truong hop thai bét
thuong. Theo huéng dan quoc gia Viét Nam vé dich vu cham soc strc khoe
sinh san méi nhét thi c6 nhiéu phuong phap DCTN duoc ap dung cho tudi
thai tir 06 dén hét 22 tudn. Phuong phap DCTN ngoai khoa c6 thé gip
nhiing tai bién nhu bang huyét, thing tir cung, rach ¢ tir cung ( CTC), ton
thuong cac tang 1an can phai can thiép... Nhu vy, phuong phap ndi khoa
it chan thwong va khong xam 1dn dwoc ngudi phu nit va thdy thudc lya
chon.

Hién nay, Viét Nam c6 nhiéu nghién ctru vé hiéu qua DCTN véi
phac dd sir dung MSP don thudn hodc phdi hgp MFP. Tuy nhién chua co
nghién ciru nao vé hiéu qua PCTN cho tudi thai 10 — 12 tudn, va ty 1&
thanh cong cua cac nghién cuu trudc chua thuc sy cao va ty 1€ phai nao
BTC con cao, ddc biét 1a khoang cach ding MSP sau uéng MFP nhim
giam thoi gian chd doi khi DCTN cho ngudi phu nit dang 1a mdi quan tam
cta thay thude. Vi vay chung t6i tién hanh nghien ctru dé tai: “Nghién ciru
hi¢u qua va tinh an toan cia mifepriston phm hop voi misoprostol dé
két thiic thai nghén tiv 10 dén 20 tudan tai bénh vién Phu sin Trung
wong” voi cac myc ti€u sau:

1. Xac dinh hiéu qua phuong phap DPCTN bang thubc MFP phdi hop

MSP cho tubi thai tir tuan thir 10 dén hét 20 tuan.

2. Danh gia do an toan va sy chip nhdn cua phu nit déi véi phuong
phap BCTN bang thudéc MFP phdi hop MSP.



CAU TRUC LUAN AN

Luan an c6 129 trang, 4 chuong, 39 bang va 07 biéu d6

Dit van dé: 03 trang Chuong 1: Tong quan: 34 trang
Chuong 2: Ddi twong va phuong phap nghién ctru: 21 trang
Chuong 3: Két qua: 29 trang ~ Chwong 4: Ban luan: 39 trang
Két luan: 02 trang Kién nghi: 01 trang.

134 tai liéu tai liu tham khao

Céc cong trinh lién quan c6 lién quan dén luan 4n

Phu lyc: mét s6 hinh anh, phiéu thu thap s6 liéu, danh sach bénh nhan.

NHUNG PONG GOP MOI CUA LUAN AN

- Nghién ctru dau tién tai Viét Nam vé phuong phap DCTN bang
thudc MFP phdi hop MSP dé két thuc thai nghén tir 10 d&én 12 tudn gop
phéan 14p khoang trong ciia phuong phap DCTN bang thube tir 06 dén 22
tuan tai Viét Nam.

- Phéc d6 ding MSP liéu cao trong DPCTN tir 10 dén 20 tuan: uéng
200 mg MFP, sau 24 gi¢ (nhom I) hodc 48 gio (nhom 11) dédt dm dao 800
mcg MSP, tiép theo 1a ngdm dudi ludi 400 mcg MSP, mdi 3 gio cho dén
khi sy thai hodc ti da 05 liéu.

+ Hiéu qua cua phuong phap: & I¢ thanh cong 100% 6 cd hai
nhém, ty 1& hitt BTC thap chi chiém 2,61%( nhom 1) va 1,74% (nhom II),
thoi gian trung binh sdy thai ngan twong tmg 1a 6,38 + 2,81gid va 5,35 +
2,76 gio, ty 1¢ sO rau tu nhién cta nghién ctru 1a 100% ¢ hai nhom, thoi
gian nam vién trung binh ngan la 1,63 + 0,50 ngay va 1,43 £ 0,50 ngay.

+ DJ an toan va su chap nhan: khong c0 tai bién, bién chimg ning.
Tac dung khong mong muon cua thudc khong co su khac biét gitra hai
nhém, trir yéu t s6t gap it hon & nhom dung MSP sau udng MFP 48 gid
so v6i 24 gio, tac dung khong mong muén thuong tu khoi va dé diéu tri.
100% phu nit tham gia nghién ctru déu rat hai long va hai long voi
phuong phap diéu tri.

CHUONG 1: TONG QUAN

1.1. Cac phuong phap dinh chi thai nghén
1.1.1. Cac phwong phap PCTN dén hét 12 tuin tudi
1.1.1.1. Hut thai

bCTN bang phuong phap hat chan khong la phuong phép cham
dut thai nghén bang cach dung bom hut chan khong dé hut thai trong tir
cung tur tuan thir 06 dén hét tuan thir 12.

1.1.1.2. Phwong phdp nong va ngo

La thu thuét nong CTC béng dung cu, roi gép thai, rau va nao sach
BTC biéng thia nao.
1.1.1.3. Phuwong phap DCTN néi khoa

Phuong phap chdm dut thai ky trong tir cung bang cach st dung
phdi hgp MFP va MSP gay sy thai dwoc 4p dung cho tudi thai dén hét
12 tuan. Tuy nhién hién nay Viét Nam chwa c6 nghién ciru DCTN noi
khoa nao dugc tién hanh va ap dung cho tudi thai 10 -12 tudn tudi.
1.1.2. Cac phwong phap PCTN tir 13 dén hét 22 tuin tudi
1.1.2.1. Phwong phdp ngogi khoa.

» Phuong phdp nong va gap don thuin

Tién hanh nong rong CTC bang cach sir _dung nong bang kim loai,
sau d6 dung kep gap thai va rau, nao 1a1 BTC bang dung cu.

» Phuwong phdp nong va gip cé chuin bi CTC

Nong va gap ¢ chuén bi CTC la phuong phap chim dut thai
nghén bing cach sit dung thudc dé chudn bi CTC, sau d6 nong CTC
va dung bom hut chan khong két hop véi kep gip thai dé ldy thai ra,
thudng ap dung cho tudi thai tir 13 dén 18 tuén

» Phuong phap mé ldy thai hodc cdt tir cung cd khéi

Phuong phép md ldy thai duoc chi dinh cho nhiing truong hop co
chéng chi dinh voi DCTN dudng dudi, hodc DPCTN duodng dudi thét bai
hay ¢ tai bién.
1.1.2.2. Phwong phap DCTN ngi khoa.

» Lam ting thé tich buéng éi: hién nay it st dung vi hiéu qua
thap va nhiéu tai bién.

> Phuwong phdp gay say thai bang thuéc

v Gay sdy thai bang truyén oxytocin tinh mach: hiéu qua thip,
thoi gian PCTN kéo dai, ngay nay chi 4p dung trong trudng hop cé seo
md cii & tir cung.

v' Phwong phdp Stein: ngiy nay it sit dung vi hiéu qua thip va
nhiéu tai bién.

v Gy sdy thai bang MSP don thuén hodc két hop MFP

- Gdy sdy thai bang MSP don thuan: hién nay tai mot sb co so y
té tuyén tinh trong ca nudc van 4p dung phuong phap dung MSP don
thuan vi chi phi thap, thudc sin co.

- Gay sdy thai bang cdch sir dung MFP két hop MSP: nghién ctru
trén thé gidi va Viét Nam cho thdy phac dd MFP két hop véi MSP cho
thdy hiéu qua vuot trdi so v6i phac dd MSP don thuan trong DCTN.



1.2. Misoprostol

Phat hién tir nam 1973, 1a chét tong hop tuong tuy PGE1.

Tén hod hoc cua MSP (Cytotec) la: =+ Methyl -11 (13E), 16
Dihydroxy-16 Methyl-9 oxypropst - 13 - Enoate.

Cong thirc hod hoc: Cy;H350:s.

> Hip thu, phéan phéi, chuyén hod, thdi trir

Misoprostol hép thu rit nhanh sau khi udng, sau dé trai qua qua
trinh khir ester hod rat nhanh tao thanh dang acid tu do. MSP dang acid 1a
dang c6 hoat tinh chil yéu ciia thudc. Nong do cao nhét trong huyét trong
1a 30 phut sau khi udng hodc 01 - 02 gid sau khi dat 4m dao. Thudc thai
trir cht yéu qua than, thai trir hau hét sau 24 gio. Thoi gian ban huy 1a 20
- 40 phut. Thoi gian hap thu va thai trir cia MSP khéac nhau phy thudc vao
duong dung.
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Hinh 1.1. Phan b6 ndng d6 MSP trong huyét twong

» Tdc dung

-Nim 1982, MSP sir dung dé phong va diéu tri bénh loét da day.

- Chi dinh trong DCTN.

- Tac dyng lam chin mudi CTC trude khi 1am thu thuat nhu.

- Tac dung lam chin mudi CTC gay chuyén da.

- Tac dung du phong va diéu tri chdy mau sau dé.

> Tic dung khong mong muon

- Nhiéu tac dung bat lgi cia MSP da dugc bdo cdo: dau bung, tiéu
chay, nhuc dau budn nén, én lanh va rét run, sot..., tit ca ching 1a phy
thudc vao liéu sir dung.

- MSP acid dugc tim thiy & sita trong vong 01 gio sau khi udng
600mcg MSP va giam dan con rét it sau 05 gio.

- Vé doc tinh cuia MSP

+ Liéu doc cua thude chwa duoc xéac dinh trén nguoi.

+ Nam 1991 c6 mdt bao cao ghi nhén tré bi di dang co6 thé do dung
MSP dé gay sdy thai tht bai.

1.3. Mifepriston

Tén hod hoc: (11-[4-(Dimethylanimo)Phenyl]-17-Hydroxgyl-17
[1- Propynyl] - (118, 17B) - Estra - 4,9 - dien - 3 One).

COIlg thirc hod hoc la: C29H35N102

> Hip thu, phén phéi, chuyén hod va thai triv

- MFP duogc dung theo dudng ubng, sinh kha _dung cua MFP
khoang 70% sau khi uéng. Nong do cia MFP trong huyét tuong dat dinh
cao nht vao thoi diém 01 gid sau khi udng. Lidu dung cia MFP c6 thé
thay dbi trong khoang tir 50 mg dén 800 mg. Khi ding liéu tir 200 — 800
mg thi ddu tién c6 sy phéan bd lai thude trong co thé kéo dai tr 06 - 10
gio, sau do dung ¢ muc d cao trong Vong 24 gid. Néu dung véi heu cao
nhu thé nay khong cé sy khac biét vé nong do MFP trong huyet thanh
trong vong 48 gio, trong thoi gian nay ndng d6 MFP trong huyét tuong
dao dong rat thap.

- Puong dao thai chu yéu cia MFP 1a qua phan, qua nudc tiéu.

» Chi dinh dung MFP

- Trong BCTN.

- Trong tranh thai.

- Trong diéu tri bénh 1y phy khoa: lac ndi mac tir cung, u xo tir cung. ..

> Tdc dung khong mong muon

- TDKMM it xiy ra sau khi uéng MFP c6 thé gip 1a: nén, budn
n6n, dau bung... Nhitng TDKMM nay thudng nhe va khong can diéu tri.

- Cho con bii: nghién ciru cho thiy cac ba me cho con bu khong
can nging cho bu sau khi ding mét liéu duy nhat 200 mg MFP
1.4. Cac nghién ciru vé phac d6 MFP phoi hop MSP dé PCTN giai
doan mudn ciia ba thang diu va ba thang giira.
1.4.1. Céc nghién ciru trén thé giéi

Céac nghién ctru DCTN giai doan mudn ba thang dAu ciia Lokeland va
cs (2010); Heini J .M va cs (2015) va cac nghién ciru vé DPCTN ba thang
gilra ciia Ashok va cs (2004); Agarwal. N va cs (2014); Dickinson.J.E va cs
(2014); Akkenapally va cs (2016)... chi ra hiéu qua c6 phan cao hon, thoi
gian tinh dén lic sy thai ngén hon va it dau hon khi khoang cach giita MFP
va MSP 14 36 - 48 gid so voi khoang cach 24 gio. Biéu nay dudng nhu 1a dic



thu, nhét 1 v6i tudi thai trén 16 tudn. Méc di phac do diéu tri khoang cach
gitra MFP va MSP la 36-48 gi¢ 1a “tiéu chuan vang” dugc khuyeén céo va sir
dung thuong quy tai nhidu nudc phat trién & Chau Au, tuy nhién van c6 thé
ap dung phac dd diéu tri khoang cach 24 gio dé tao thun loi cho bénh nhan
khong c6 nhiéu thoi gian cho viée PCTN ciing dem lai hiéu qua cao.

Cac nghién ctru cling chi ra liéu toi wu nhat cho DPCTN 1a MFP 200
mg duong udng, sau d6 dit am dao tir 400 dén 800 mcg MSP, tiép theo
dung 400 mcg MSP dit am dao, ngdm dudi ludi hodc uong, moi 3 gio, toi
da 5 liéu mang lai hi€u qua cao va an toan trong PCTN da dugc cac hoi
san phu khoa khuyén céo st dung. .

Theo céac nghién cuu cia Tang.O.S va cs (2009) tai Hong Kong
cho thay véi tudi thai 16n viéc st dung liéu MSP dau tién bang dudng am
dao 1a quan trong bdi nd tao ra nhiing hiéu qua 16n hon trén CTC va ham
luong thude trong huyét tuong ton tai & ngudng cao kéo dai cho dén 06
gi0 sau, so vdi viéc st dung nhitng duong khac va nghién ctru cling chi ra
rang ké tir khi bit dau ra mau sy hap thu MSP theo dudng am dao giam di
mot cach dang ké. P6 chinh 1a Iy do vi sao nhimg lidu MSP tiép theo nén
str dung ngam duéi ludi hidu qua tét hon.

1.4.2. Tinh hinh PCTN bing thudc tir 10 dén 22 tuin tai Viét Nam

Tai Viét Nam phwong phap DCTN néi khoa lan dau tién dugc
nghién ctru nam 1992. DCTN ndi khoa ba thang giita dugc nghién ctru va
ap dung & Viét Nam vao dau nhitng nim 2000. Nhung dén nim 2008
phac d6 phdi hop MFP va MSP méi duoc nghién ctru va ap dung, tuy vay
cac nghién ctru ciia Nguyén Thi Nhur Ngoc va cs (2011); Nguyén Thi Lan
Huong (2012)... ciing chi ding phac d6 uéng 200 mg MFP sau d6 dung
400 mcg MSP ngam canh ma, dat am dao mdi 03 gio dé DCTN ba thang
gilta mac du cling mang lai hi€u qua va an toan cao nhung ty 1¢ thanh
cong chwa thyc sy nhu mong mudn, ty 1& phai kiém soat BTC bang dung
cu con cao. Mit khac hién nay Viét Nam chwa co nghién citu DCTN ndi
khoa nao dwoc tién hanh va dp dung cho tuéi thai tiv 10 tuin dén hét
12 tudn, trén thyc té c6 kha nhidu phu nir muén duoc ding thudc dé
DCTN 6 tudi thai nay.

CHUONG 2: POI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Thoi gian va dja diém nghién ciru
Tai bénh vién Phu san Trung wong tir 08/2015 dén 10/2016.

2.2. Poi tmrng nghlen ctu (phu nir tham gia nghién ciru)

Phu nir ¢0 thai tir 10 dén hét 20 tuan lya chon DPCTN bang thudc va
thoéa man céac dleu kién tham gia nghién curu.
2.2.1. Tiéu chuén lwa chon

Phuy nir tham gia nghién ctru phai thoa mén tht ca cac didu kién sau:

- Tinh trang sirc khoe tot

- Tur 18 tudi tro 1én, néu dudi 18 tudi phai c6 nguoi giam ho.

- C6 nhu cau DCTN ty nguyén.

-C6 01 thai song trong tir cung. Tudi thai thai tir 10 dén hét 20 tuan.

- Ty nguyén tham gla nghién ctru, dong \a quay lai kham theo hen,
sau khi da duoc cung cép day du thong tin vé muc tiéu va quy trinh
nghién ctru.

-Pong ¥ can thi¢p bang thu thuat néu phuong phap thét bai.

2.2.2. Tiéu chuin loai trir

Nhimng phu ni c6 bt ky mét trong s6 nhimng van dé sau:

- Pa thai trong BTC.

-Di u’ng voi bat ky thanh phan nao cua thuoc (MFP, MSP).

- C6 réi loan vé dong mau hay dang diéu tri thubc chéng dong mau.

- Dang str dung dung cu tir cung tranh thai.

- C6 seo mo cli ¢ tur cung, tr cung o6 u xo, tr cung di dang.

-bé nhleu >4 lan.

- Pang diéu 1 tri corticosteroid toan than kéo dai

- Suy thugng than man tinh, méc cac bénh man tinh khong 6 6n dinh
vé strc khoe.

- Thiéu mau ning (Hb < 70 g/1).

- Pang c6 nhidm tring hodc méc bénh lay truyén qua duong sinh duc.

- Khong tuan thi phéac d6 diéu tri.

2.3. Phuong phap nghién ciru
2.3.1. Thiét ké nghién ciru

Nghién ctru thit nghiém lim sing, ngdu nhién, khéng doi
chirng va co so sanh.
2.3.2. C& méu nghién ciru

12, PP +Z, (= p)+ 1= ) |

(p 1~ P )2
n: sb ddi twong nghién ctru trong mdi nhoém nghién ciru.
pl: ty 1¢ PCTN thanh cong cia nhém L
p2: ty 1¢ PCTN thanh c6ng ciia nhém 11

n=




= 1/2 (p1 + p2); lay p1 = 83,85% va lay p2 = 97,10%.

Z: hé s6 tin cdy. Vi gia dinh 1a: a.= 0,05; p = 0,10.

Ap dung vao cong thirc duge n = 102.

Nhu vy, mdi nhém it nhat 102 d6i twong nghién ctru. Udc tinh s6
rat khoi nghién ctru 1a 10%. Chung t6i chon mdi nhém 115 ddi twong
nghién ciru (phy nit tham gia nghién ctru).

2.3.4. Cac phuong tién nghién ciru
2.3.4.1. Thuéc ding trong nghién ciru: Medabon

- Mifepriston: vién nén 200 mg dudng udng.

- Misoprostol: vién nén 200 mcg.
2.3.4.2. Phwong tién thu thdp s6 liéu nghién ciru

- Miu ghi s0 1: thu tuc hanh chinh, sang loc, thu nhan.

- MAu ghi s6 2: qua trinh gy sy thai, sb rau, theo doi dén khi ra vién.

- Miu ghi s6 3: khi phu nit kham lai theo hen sau khi ra vién, tom
tat két thac nghién ctru va phong van phu nir tham gia nghién ctru.

- MAu ghi s6 4: tai kham khi c6 du hiéu bat thudng.
2.3.4.3. Phuong tién khdc

- Thuée danh gid mirc d6 dau theo thang diém VAS.

- Thudc ha sét, giam dau (paracetamol, fentanyl..), thuéc va dung
dich dung trong hdi sirc (glucose 5%, adrenalin, dimedrol...).

-Bo dung cu dung cho gap thai to.

- May siéu am.

2.4. Cac buéc nghién ciru
2.4.1. Quy trinh thu nhin phu nir tham gia nghién ciru
2.4.1.1. Xac dinh co that va xdc dinh tuéi thai

Duya vao kinh cudi cung hoac siéu am.
2.4.1.2. Kham toan thin

Nhiét d9, mach, huyét ap, kham tim phdi.
2.4.1.3. Kham san phy khoa

- Tién sir san phu khoa.

- Kham am dao, cb tir cung, tir cung.
2.4.1.4. Xét nghi¢gm cong thirc mau: dinh luong Hemoglobin
2.4.1.5. Thu nhdn va tw vin cho phu nit tham gta nghten ciru

Nhiing phu nir thoa mén cac tiéu chuan cta dé tai, mong muon va
¢6 kha nang tham gia nghién ctru s& ky Phiéu dong ¥ tham gia dé tai
nghién ciru.

2.4.2. Cac buée can thi€p phu nir tham gia nghién ciru

Budce 1: - Nguoi phu nit tham gia nghién ctru dwgc chia ngu nhién

vao nhom I va nhom II: su ng?lu nhién duoc thyc hién boi nha cung cép

chinh cua nghién ctru, nguoi tham gia nghién ctru dugc thu nhan theo thir ty
tang dan va dugc phan ngiu nhién vao nhém I (néu m& phong bi cia sb thir
tw d6 1a chir A) hogc nhém IT (néu mé phong bi ciia s6 thir tw d6 14 chir B)
da duoc nha cung cap phan ngau nhién vao s thi tyr trén.

+ Nhém I: uéng 200 mg MFP sau 24 gio thi dit am dao 800
mcg MSP, tiép theo mdi 03 gio lai ngdm dudi ludi 400 mcg MSP,
tong cong 05 lidu.

+ Nhém II: udng 200 mg MFP sau 48 gid thi dat am dao 800 mcg
MSP, tiép theo mbi 03 gio lai ngdm dudi ludi 400 meg MSP, tong cong
05 liéu. )

- Ngay dung thuoc MFP s€ 1a ngay 01 cua nghién ctru.

+ Nguoi phu nit s& dugc uéng 01 vien MFP 200 mg truéc mit cén
bd nghién cuu. )

+ Theo doi 30 phat, néu ngudi phu nir tham gia nghién ctru bi ndn
trong vong 30 phut sau udng, ho can udng lai 01 vién MFP khac.

+ Cho nguoi tham gia nghién ctru vé nha tu’theo doi ’ngoai tra va
quay lai vién sau 24 hoac 48 gio theo hen hodc c6 dau higu bat thuong.

Buoc 2: sau 24 gio hodc 48 gio

Sau khi ngudi phy nit udng thude vao ngay 01, ho s& quay lai vién
vao ngay 02 (dbi voi phu nit & nhém I) hodc ngay 03 (d6i voi phu nir &
nhém IT) d&é dung MSP va theo ddi tai BVPSTU.

- Tham kham lai nguo1 phy nir tham gia nghién ctru trude khi dung
MSP (toan trang, do nhiét 49, d€m mach, do huyét ap, kham bung, kham
am dao va CTC...). . ) )

-Tu Yén7 lai cho ho v€ quy trinh dung thudc va céac biéu hién, triéu
chung c6 thé xay ra.

- Nguoi phy nir duge dat am dao 800 meg MSP (04 vién) vao cac
cung do va theo ddi vé toan trang, nhiét d9, mach, huyét ap, dau bung, ra
mau am dao...tai khoa phong.

- Sau 03 gio ng}r(‘yi phu nit dugc danh gia lai toan trang, do nhiét
d9, dém mach, do huyét ap, danh gia mirc do dau, kham bung, quan sat ra
mau am dao, danh gia lai tinh trang CTC. Cho phu nit ngam dudi lu’g?i
400 mcg MSP (02 vién), trir truong hop nguoi phu nir da say thai. Tiep
tuc dugc 13p lai quy trinh v6i liéu 400 meg MSP (02 vién) ngdm dudi
luGi sau moi 03 gio cho dén toi da 1a 04 liu (ké ca licu dau tién dat am



dao 1a 05 liéu), hodc cho dén khi sdy thai va s6 rau tiiy thudc vao tinh
hudng nao dén sém hon.

- Truong hop ngudi phu nir sdy thai sau khi uéng MFP trudc khi
dat MSP, chi ta van duoc sir dung mot lidu 800 mcg MSP dau tién.

- Trong truong hop, ngudi phu nir khong siy thai trong vong 03
gio sau liéu 400mcg MSP thir tu, chi ta s& dwoc udng lai 200 mg MFP
(thoi gian nghi tir 09 - 11 gid) va lidu trinh diéu tri bing MSP nhu trén s&
dugc nhic lai vao sang ngay hom sau.

- Dung thude giam dau, ha sot paracetamol 0,5g x 02 vién, c6 thé
lap lai sau 04 — 06 gid néu ngudi phu nit sdt cao > 38,5° C hodc dau nhiéu
can thudc giam dau.

- Sau khi thai say néu rau chua s6 tu nhién va khong ra mau hodc
ra mau it (dudi 300ml) ma dén gio dung liéu MSP tiép theo theo phac do
thi van cho ngam dudi ludi tiép 400 meg MSP (02 vién), mdi 03 gio cho
dén khi s6 rau.

- Kham am dao va si€u am t cung trude khi nguoi phy nit roi vién.

- Pinh lwong lai hemoglobin trude khi ngudi phu nit roi co sd'y té.

Budc 3: ngay 14 -15 (ngay ngudi phu nit quay lai tai kham theo hen)

- Kham phu khoa.

- Siéu 4m kiém tra tir cung va BTC.

- B6 sung thudc MSP néu siéu 4m trong BTC van con khéi am
vang khong dong nhat nghi ngd sot rau hodc méau ton dong.

- Phong van vé TDKMM, sy chip nhan TDKMM ciia thude.

- Phong van thoi gian DCTN, sy hai 1ong ctia phuong phap.

Budérc 4: ngay nguoi phu nit quay lai tai kham lan 02

Khi nguoi phu nir quay lai tai kham sau khi kham lan 01.

- Hoi vé diu hiéu bat thuong dugc hen kham lai.

- Kham phu khoa.

- Kiém tra lai tir cung va BTC bang siéu 4m.

- Can thiép thu thuat hut BTC néu van rong huyét va sidu am trong
BTC van con kh6i 4m vang khong ddng nhat nghi ngd sot rau.

2.4.3. Theo doi

- Trong thoi gian dung thuoc MSP.

- Theo dbi sau sdy thai va s6 rau (trong khoang 02 — 03 gid dau).

- Theo d&i sau dung thudc.

2.4.4. Mirc dp dau bung dwdéi

Dau bung dudi hay gap dau bung dang co thit do CCTC dic biét 1a

giai doan siy thai vi ddy 1a dong luc dé tong thai ra khoi BTC. Mirc d6 dau

6 thé ghi lai dudi cac mirc d§ dau tir 00 - 10 diém theo thang diém VAS
v6i mirc 00 diém 1a khong dau va 10 diém 1a mirc d6 dau nhat ma c6 thé
chiu. Trong truong hop can thiét phai ding thude giam dau.

2.4.5. Ra mau am dao

Ra méu am dao c6 thé gip khi ding MFP nhung rét it, thuong gip
ra mau am dao sau dung MSP trén 01 gid. Ra mau thuong la nhu hanh
kinh, khi sy thai va s rau ra nhiéu hon d6i khi c6 ca mau cuc.

2.4.6. Cac TDKMM khi sir dung thudce

Cac TDKMM c6 thé gdp nhu rét run, sét, non, bon non, ti€u
chay...

2.4.7. Cc tai bién, bién chirng

- Bing huyét, rong huyét.

- Rach CTC, vo tr cung, thung tir cung.

- Nhiém khuan...

2.4.8. Tiéu chuén dinh chi nghién ciru

- Ngudi phu nit khong mudn tiép tuc tham gia nghién ciru xin rat khoi
nghién ctru hodc bi mat dau theo doi, khéng tuan thu phac dd diéu tri.

- BDCTN di dugc thuc hién.

- Do d¢ tai yéu ciu néu trong trudng hop c6 tai bién tram trong.
2.5. Phuong phap danh gia két qua

- Say thai hoan toan: khong can diéu tri gi thém cho dén chu ky
kinh nguyét tiép theo.

- Séy thai khong hoan toan: nhimg trudng hop phai can thiép vao
BTC nghi do sot rau.

- Thai luu khong sdy: thai van con trong BTC ma khong c6 nhip
tim thai qua siéu am.

- Thai tiép tuc phét trién: thai van con trong BTC, quan sat thiy
nhip tim thai qua siéu am.

- Miét dau theo ddi: phu nit khong quay lai tai kham theo hen nén
khong khing dinh dwoc két qua.

-Két qua khong xac dinh: bao gém nguoi phuy nit yéu cdu can thiép
b?‘“mg phuong phap ngoai khoa hoac chi dinh vi cac ly do khac trude khi
¢6 thé dénh gia duoc két qua diéu tri.

> Néu cac két qua 1am sang va siéu am tai ngay 14 - 15 (tai kham
theo hen) c6 déu hiéu bat thuong: ra mau, dau bung, sot..

- Néu siéu 4m trong BTC vén con khdi am vang khong ddng nhat
nghi ngd s6t rau hodc mau tén dong. Cho ngudi phu nit ngam dudi ludi
04 vién MSP 200 mcg (mdi lan 02 vién, cach nhau 03 gid) va theo ddi
thém 01 tudn, chi can thiép hit BTC khi kham lai siéu 4m vin con khéi



am vang khong dong nhat nghi ngd sot rau.

- Trong truong hop ra mau nhiéu hodc nghi ngd nhiém tring, can
can thiép bang phuong phép ngoai khoa.

- Néu nguoi phu nit ngimg diédu tri va yeu ciu st dung phuong
phap hat BTC trude khi biét két qua, s& dwoc coi 1a “khéng xac dinh”.

> Két qua diéu tri thanh céng: 13 sdy thai hoan toan hoic
khong hoan toan.

> Két qua diéu tri tht bai: thai chét luu, thai tiép tuc phat trién
va nhiing két qua khong xac dinh hodc mat dau theo doi.
2.6. Pao dirc trong nghién ciru

- Nghién ctru nay tuéin theo nhimg nguyén tic ‘quy dinh cua Hoi
dong Pao dirc cia Bo Y té vé thuc hanh 1am sang t6t va cac quy dinh
phép 1y cua Viét Nam. Nghién ctru duoc tién hanh sau khi Hoi dong khoa
hoc ciia cAp ¢6 thdm quyén di phé duyét

- Su tham gia cua nguoi phu nit trong nghién ctru nay 1a hoan toan
tw nguyén.

- Tét ca nhiing théng tin vé ngudi tham gia nghién ctru hodc nhing
thong tin tir bénh an déu dugc gilr bi mat.
2.7. Thu thap, nhép va xir ly so liéu

Céc sb liéu duoc xur Iy trén may vi tinh bang phuong phéap thong
ké y hoc theo chuong trinh SPSS 20.0.

CHUONG 3: KET QUA NGHIEN CUU

3.1. Pic diém phu nir tham gia nghién ctru

- Tudi phu nit tham gia nghién ctru: nhom I 1a 26,41 + 6,33 tudi va
nhom I1 14 27,13 + 6,20 tudi, khong co su khac biét, p > 0,05.

- Nghé nghiép, trinh d6 hoc véan: khong c6 su khac biét p giita hai
nhém nghién ctru, p > 0,05.

- Tinh trang hon nhan: khong c6 su khac biét gitia hai nhém nghién
ctru, p > 0,05.

- Tién st DCTN, tién st sinh dé: khong c6 sy khac biét gitra hai
nhom nghién cuu, p > 0,05.

- Li do BCTN: khong c6 su khac biét giita hai nhom, p > 0,05.

-Tubi thai trong nghién ctru: nhom I 1a 14,73 £ 291 tudn va nhom
11 1414,34 + 2,77 tudn, khong c6 su khac biét, p > 0,05.

3.2. Hiéu qué ciia phwong phap PCTN
3.2.1. Ty 1€ thanh cong

o 100 100
Ty 1€ (%) ® Thanh cong
100 - B Thét bai
30
60 -
40 -
20 1 0 0
0 'I’ T T
Nhém I Nhom 11

L Nhém nghién ciru
Biéu do 3.1. Ty 1€ thanh cong ctia phwong phap PCTN

- Ty 1€ thanh cong & ca hai nhém nghién ctiru 1a 100%.

Bing 3.1. Phén bé sdy thai hodn toan

Nhom I Nhém II Chung P

Thanh céng nl % n % n %

Say thai hoan toan | 112{97,39| 113 |98,26| 225 97,83 | 0 651

Say thai khong hoan toan | 03 | 2,61 | 02 | 1,74 | 05 | 2,17

Téng sb 115| 100 | 115 | 100 | 230 | 100

- Khéng c6 su khac biét vé ty 1¢ say thai hoan toan ¢ hai nhém
nghién ciru, voi p > 0,05.
Bdng 3.2. Ty l¢ say thai phéin bé theo thoi gian

Nhom 1 Nhom 11
Thoi gian (gio) n o %dcong n o % cong
on don
<3 (liéu 1) 04 3,48 3,48 19 |16,52 16,52
3-6(icu2) 63 54,78 | 58,26 65 |56,52 73,04
6 -9 (liu 3) 34 29,57 | 87,83 23 120,00 93,04
9-12 (licu 4) 08 6,96 | 94,79 04 3,48 96,52
>12 (lieu 5) 06 5,21 100 04 3,48 100
Tong so 115 100 115 100
x2; p x2 =13,67; p=0,008

- Ty 1¢ say thai theo thoi gian sau khi dung MSP ¢ nhém II cao hon
nhom I ¢6 y nghia thong ké, voi p < 0,05.
3.2.2.Thoi gian sdy thai




Bdng 3.3. Thoi gian séy trung binh

Tudi thai Thoi gian trung binh (gio)
(tudn) Nhém I Nhém IT Chung P
10-12 5,52+1,51 5,42 +1,58 5,47 £ 1,54 0,805
13-16 6,28 +3,12 4,48 +1,91 5,35+2,71 < 0,001
17-20 7,11 +2,94 6,98 £431 7,06 £+ 3,54 0,885
Téng sb 6,38 + 2,81 535+2,76 5,86 +2,83 0,005

- Thoi gian sdy thai trung binh ctia nhom II ngén hon so v6i nhom

I ¢6 y nghia thong ké, vai p = 0,005
3.2.3. Lwgng MSP trung binh gy siy thai
Bdng 3.4. Lugn

MSP trung binh gdy séy thai

- Luong MSP trung binh gy séy,thai 6 nhom I cao hon nhéom 11
v6i tuoi thai 13 — 16 tuan c6 y nghia thong ké (1396,08 + 361,09 so voi
1162,96 £293,51 mcg, p = 0,0004).

3.2.4. Hinh thdi s6 rau

Tt ca 230 phu nir tham gia nghién ctru (chiém 100%) trong hai nhém
nghién ctru déu s6 rau ty nhién c6 thé s6 rau hoan toan hoac khong hoan toan.
Trong d6 c6 mdt s6 truong hgp can phai bo sung MSP.

Bing 3.5. Ty Ié bé sung MSP s6 rau

Tuéi Nhém I Nhém IT
thai , , p
(tuén) n(bosung) | n % n (bésung) | n %
10— 12 15 26 | 57,69 17 34 | 50,00
13- 16 07 51 | 13,73 12 5412222 | o
17-20 02 38 | 5,26 02 27 | 741 | 7
Tdng sb 24 115 | 20,87 31 115 | 26,96

M’gg?;‘lgg) Nhém I Nhém II Chung p
X +SD | 1429,57 351,68 | 1297,39 + 353,79 | 1363,48 + 358,14 | 0,005
Min 800 800 800
Max 2400 2400 2400

- Luong MSP trung binh cén cho siy thai nhom II thap hon &
nhom I cé y nghia thong ké, véi p = 0,005.

2000 1
1800 +
1600 1
1400 -
1200 +
1000 +
800 o
600 o
400 +
200 +

Lwgng MSP(mcg)

0

BNhom I
ONhom I1

p <0,001

10-12

13-16

Tubi thai (tuin)

17-20

Biéu db 3.2. Lwgng MSP trung binh géy sdy thai theo tuéi thai

- Sy khac biét v& ty 1¢ phai bo sung MSP d¢ s rau giita hai nhom
nghién ctru 6 cac nhom tuoi thai khong céd y nghia thong ké, p > 0,05.
Bdng 3.6. Thoi gian s0 rau trung binh

Tubi thai Nhém I Nhom 1T
(tun) | n [ X +SD(phat)| n | X +SD(phat) |
10-12 | 26 |104,62+84,41| 34 | 142,06+120,87 | 0,183
13-16 51 | 23,10+24,83 | 54 | 2570+37,51 | 0,678
17-20 | 38 | 16,32+3816| 27 | 1585+30,03 | 0,958
Tongsd | 115 | 39,29+59,77 | 115 | 57,79+ 90,06 | 0,068

- Thoi gian s0 rau trung binh sau so thai cua hai nhém nghién ctru
khong thay su khéc biét co y nghia thong ké, voi p > 0,05.
3.2.5. Thoi gian nam vién
Bing 3.7. Thoi gian nam vién trung binh

I Thoi gian trung binh (ngay)
oL that Nhém I Nhém II p
(tuan) n X +SD n X +SD
10— 12 26 1,00+ 0,00 34 1,03+ 0,17 0,373
13-16 51 1,78 £ 0,42 54 1,52+ 0,50 0,005
17-20 38 1,87+ 0,41 27 1,74+ 0,45 0,231
Tong so 115 | 1,63 +0,50 115 | 1,43+ 0,50 0,002




- Thoi gian trung binh ndm vién & nhém I ngén hon so v6i nhom I
¢6 y nghia thong ké, vai p = 0,002.
3.2.6. Thai dg xi tri khi kham lai

Nhom I ¢6 07 truong hop va nhom II ¢6 03 truong hop phai dung
b6 sung 800mcg MSP vi siéu am BTC van con khbi 4m vang khong dong
nhét, sau d6 01 tudn kham lai thi nhém I c6 03 truong hop va nhom II ¢o
02 trudng hop BTC vin con khbi 4m vang khong dong nhét va rong

3.3.2. Tac dung khéng mong mudn ciia thudc
Bing 3.10. Tic dung khong mong muén ciia thuéc

huyét nghi s6t rau nén tién hanh hit lai BTC.

3.2.7. Mirc dg dau

Bdng 3.8. Mvrc do dau ciia phu nir tham gia nghién ciru

Nhom I Nhoéom 11 Chung
TDKMM P

n % n % n %
On lanh, rét run 83 | 72,17 | 76 | 66,09 | 159 | 69,13 | 0,318
Sbt>37,5°C 80 | 69,57 | 65 | 56,52 | 145 | 63,04 | 0,040
Budn ndn, nén 20 | 17,39 | 28 | 24,35 | 48 | 20,87 | 0,194
Ti€u chay 19 | 16,52 | 25 | 21,75 | 44 | 19,13 | 0,314
Dau dau 10 | 8,70 | 10 | 8,70 | 20 | 8,70 | 1,00
Chéng mat 09 | 7,83 |12 | 10,43 | 21 9,13 | 0,492
Mén ngura,phat ban 02 | 1,74 |02 | 1,74 04 1,74 1,00

Mibc d§ dau Nhoém I Nhoém I1 Chung

(diém VAS) n| % | n| % | n| % P
Khong dau (00 -01) | 02 | 1,74 | 01 | 0,87 | 03 | 1,30
Pau it (02 - 04) 22 19,13 | 38 [33.04 [ 60 | 26,10 | ;o
Dau vira (05 - 07) 67 | 58,26 | 49 | 42,61 | 116 | 50,43 |
Dau nhicu (> 08) 24 | 20,87 | 27 | 23,48 | 51 | 22,17
Tong sb 115 ] 100 | 115| 100 | 230 | 100

- Muc d9 dau dugc nguoi phu nit tham gia nghién ciru danh gia

khong co6 sy khac biét hai nhém nghién clru, véi p > 0,05.

3.2.8. Thoi gian ra mau cvia qud trinh DCTN
Badng 3.9. Thoi gian ra madu ciia qua trinh DCTN

- TDKMM trong nghién ctu ¢ nhom I tuong ty nhom 11, ngoai trir
sdt gap & nhom 11 it hon nhom I, véi p < 0,05.
3.3.3. Panh gia mirc d9 chip nhan
3.3.3.1. Mitc d§ chip nhin TDKMM ]
Baing 3.11. Danh gia mirc do chap nhdn TDKMM

LA £ A Nhém I Nhoéom 11 Chung
Murc d chap nhan 0 A n % p 0 A
It hon mong doi 64 | 55,65 | 70 | 60,87 134 | 58,26
Nhu mong doi 50 | 43,48 | 42 36,52 10,375 | 92 | 40,00
Nhi¢u hon mongdgi | 01 | 0,87 | 03 | 2,61 04 | 1,74
Tong so0 115 100 | 115 | 100 230 | 100

Tudi thai Thoi gian trung binh (ngay)
(tuin) Nhom I Nhém 11 P
10-12 12,35+4,18 11,82 +2.,85 0,097
13-16 13,24 + 3,84 12,52 +3,90 0,343
17 -20 12,61 + 3,19 12,78 +3,12 0,832
X +SD 12,83+ 3,71 12,08 + 3,51 0,118

- Khong c6 su khac biét vé thoi gian ra mau giita hai nhom nghién
ctiru ¢ cac tudi thai khac nhau, voi p > 0,05.

3.3. D) an toan va sy chiap nhan
3.3.1 Tai bién, bién chirng
- Khong ¢6 trudng hop nao ¢ tai bién, bién ching ning.

- Nhom nghién ctru I ¢6 2,61% va nhém nghién ctu 1T ¢6 1,74%
truong hop phai hit BTC vi rong huy€t va siéu &m BTC van con khoi am
vang khong dong nhat nghi ngo sot rau.

- Nhom I ¢6 99,13% va nhom II 97,39% phu nir danh gia cic TDKMM
cua phuong phap DCTN nay nhu mong doi va it hon mong dgi.
- Khong c6 su khac biét c¢6 ¥ nghia thong ké vé danh gia sy chap nhén
TDKMM giita hai nhom nghién ctu, véi p > 0,05.
3.3.3.2. Panh gia vé thoi gian PCTN

Bdng 3.12. Danh gid thoi gian DCTN

Dénh gi4 Nhom I Nhém 11 p Chung
n % n % n %
Ngan hon mong doi | 59 |51,30| 66 |57,39 125 | 54,35
Nhu mong doi 49 142,61 47 |40,87|0,201 | 96 | 41,74
Dai hon mong doi 07 |6,09| 02 | 1,74 09 3,91
Tong so 115 | 100 | 115 | 100 230 100




- Nhém I ¢6 93,91% va nhom 1T ¢6 98,26% phu nit trong nghién
ctru dénh gia thoi gian DPCTN ngan hon mong doi va nhu mong doi.
- Khong c6 su khac biét giita 2 nhom nghién ctu vé danh gia thoi
gian DCTN, p > 0,05.
3.3.3.3. Mirc d9 hai 1ong vé phuong phap PCTN nay
Bdng 3.13. Murc do hai long vé phuwong phdp

Nhom I Nhom II Chung
Mikc dp hai long P
n % n % n %
Rét hai long 52 | 4522 | 61 | 53,04 0235 113 | 49,13
Hai long 63 | 54,78 | 54 | 46,96 | 117 | 50,87
Téng sd 115 | 100 | 115 | 100 230 | 100

- Khong c6 su khac biét c6 y nghia thong ké vé mic do hai long
gitra hai nhom nghién ctu, véi p > 0,05.

CHUONG 4: BAN LUAN

4.1. Tinh twong dong cac dic diém cia phu nir tham gia nghién ciru

Trong nghién ctru cia ching ti cac dic diém cia phu nir tham gia
tham gia nghién ciru ¢ hai nhom nghién ctru c6 tinh twvong dong, day l1a
yéu t6 quan trong dam bao két qua nghién ctru ¢6 ¥ nghia khoa hoc, thuc
tién va khach quan.

4.2. Ban luan vé hiéu qua ctia phwong phap

Ty 18 thanh cong cua phac dd phdi hop MFP véi MSP trong nghién
ctru cua chung t6i cia nhom I 1a 100% va nhém 1II ciing 1a 100% trong
vong 24 gid sau khi ding liéu MSP déu tién.

Theo Bang 3.1 ty 1¢ say thai hoan toan ciia nhom I khong khac biét
so voi nhoém 11 (97,39% so vai 98,26%, p = 0,651). Nhém 1 ¢6 03 truong
hop sy thai khong hoan toan (chiém 2,61%) va nhém II ¢6 02 truong
hop sdy thai khong hoan toan (chiém 1,74%).

Két qua thanh cong cia chiing toi cao hon hau hét cac nghién ctru
cta tac gia khac, c6 thé do liéu lugng, duong dung thuéc MSP va khoang
cach gitra cc lidu MSP cua chung t6i hop 1y hon cac nghién ciru cua cac
tac gid nay.

Nhuw viy, nghién cieu dd chi ra 1y 1¢ thanh céng ciia phéc dé
dung MSP sau 24 gto' ciing hiéu qud twong ty sau 48 gio uong MFP,
diéu nay glup nguoi phu nir giam thoi gian cho doi trong qua trinh DPCTN
dan ti giam ap luc vé tinh than, giam chi phi diéu tri.

Bing 4.1. So sanh két qud thanh cong véi mot so tic gia khdc

Ty 18
Tac gia n Phac do thanh
cong

200 mg MFP u6ng, sau 36 - 48h: 800 mcg
Ashok va cs (2004) | 1002 [MSP AD, sau d6 400 mcg MSP udng| 97,1%
hogc AD, mdi 3h, tdi da 5 lidu

Nguyén T L Huong 130 200 mg MFP udng, sau 24h: 400 mcg

~ r N 0,
(2012) MSP ngam canh ma, moi 3h, t6i da 5 licu 83,85%

200 mg MFP udng, sau 24h: 600 mcg

Alkenapally va s | o | \isp AB, sau d6 400 meg MSP dui ludi| 96%
(2016) x. Z. 2
moi 3h, toi da 5 licu
200 mg MFP uong, sau 48h: 800 mcg
115 |MSP AD, sau d6 400 mcg MSP duéi ludi| 100%
Vii Van Khanh moi 3h, toi da 5 liéu
(2018) 200 mg MFP uong, sau 24h: 800 mcg

115 |MSP AD,’ sau do 400 mcg MSP dudi ludi| 100%
moi 3h, tdi da 5 liéu

Theo Bang 3.2 ty 1¢ say thai theo thoi gian sau khi dung MSP &
nhom II cao hon nhém I ¢6 y nghia thong ké, dic biét 1a trong vong 09
gior dau sau ding MSP (93,04% so voi 87,83%). Tuy nhién, ty 1& siy thai
trong vong 12 gid & nhom II cao hon khong dang ké so v6i nhom I
(96,52% so v&i 94,79%). Két qua nay tuong dwong véi nghién ciru ctia
cac tac gia Tang O.S (2005); Chai.J va cs (2008).

Theo Bang 3.3 thoi gian sy thai trung binh ctia nhom II ngan hon
so voi nhom I (5,35 + 2,76 so v6i 6,38 + 2,81 gio, p = 0,005). Két qua
ctia chung toi thoi gian sdy thai trung binh ngan hon so véi céac tac gia
khac: Goh (2006); Akkenapally va cs (2016); Nalini S va cs (2017).

Nhu vay tir cac két qua trén, ching ta thidy nhém II 1a phac do
DCTN tbi uu nhat vé thoi gian gdy say thai. Tuy nhién, nhém I ciing la
phic do mang lai hiéu qud rit cao, mat khac néu xét vé thoi gian ciia
cd qud trinh DCTN thi phdac do nay con wu viét hon vi giam thoi gian
ché dpi dan dén giam cang thing vé mat tinh than, d& mit ngay cong lao
dong...

Nghién ctru cho thy thoi gian siy thai trung binh ctia nghién ctru &
tudi thai 17 - 20 tudn cao hon dang ké so v&i tudi thai 10 - 12 tudn va 13 -
16 tun. Két qua ctia ching t6i trong ty nhu nghién ciru cia cic tac gia
khac. Dleu nay 1a hop ly vi giai doan nay cua thai ky c6 su cén bing vé
noi tiét, t& bao co tir cung it nhay cam voi nhiing yéu td kich thich gay
CCTC, trong khi ¢6 CTC dai dan theo tudi thai dén thoi diém 20 - 25




tuan CTC c6 chidu dai 16n nhat, trong khi d6 mang i dinh twong dbi sat
vao mit trong BTC va 15 trong CTC nén kho khin cho sy gidn né va m&
CTC dé gay siy thai.

Trong nghién ctru lugng MSP trung binh can cho sdy thai & nhém
II thép hon nhém 1 (1297,39 + 353,79 so véi 1429,57 + 351,68 meg, p <
0,05). Két qua nay twong ty ciia Nalini. S va cs (2017) Tuy nhién, két qua
cta ching t6i cao hon so vdi cac tac gia khac nhu: Tripti Nagaria va cs
(2005); Akkenapally va cs (2016); Nguyen Thi Lan Huong (2012)...
Theo Biéu d6 3.2 lugng MSP trung binh can thiét gay siy thai voi tudi
thai 10 - 12 tuan va 17 - 20 tuan khong c6 su khac biét gitra hai nhom
nghién ciru. Luwgng MSP trung binh can thiét gdy sy thai & nhom II thap
hon so véi nhom I (1162,96 =+ 293,51 so véi 1396,08 £+ 361,09 meg, p =
0,004) véi tudi thai 13 - 16 tuan, didu nay 1a hop 1y vi trong nghién ctru
thoi gian sdy thai ciia nhom II ciing ngian hon nhém I & tudi thai nay.

Trong nghién ctr tit ca 100% phu nir tham gia nghién ctru déu sb
rau ty nhién, trong d6 nhom I c6 20,87% truong hgp va nhém 11 co
26,96% can phai bd sung MSP dé s6 rau. Két qua nay da chi ra réng sau
sdy thai Kkhong nhét thiét phai can thiép vao BTC ngay néu khéng chay
mau nhleu ma nén chd doi xem rau c6 bong va s0 tu nhién khong? Trong
mot sb truong hop can thiét ¢6 thé bd sung MSP dé gitip rau bong va s0
tu nhién. Nhu vay trong nghién ctru nay khoang 3/4 cac truong hop sO
rau ty nhién khong cén bd sung MSP va tat ca cc truong hop bd sung
MSP dé s6 rau déu thanh cong. Két qua nay tuong ty theo nghién ctru cla
Dickinson (2014); Nguyén Thi Lan Huong (2012). Theo Bang 3.5 ty 1¢
truong hop phai b sung MSP dé s6 rau d6i véi tudi thai 10 -12 tudn
chiém ty 16 rat cao 57,69% & nhom I va 50% & nhom II sau d6 giam dan
khi tudi thai ting 1én. Diéu nay c6 thé do tir thang thir 3 cua thai ky ving
mang dém co nhung mao phét trién manh va tién ngay cang sau vao nodi
mac tir cung, mit khac khi di say thai do tir cung con nho nén kha ning
co rit cua tir cung chua nhiéu va ap luc cia CCTC giam di ma CTC chua
mé nhiéu dan dén kho khin cho bong rau va mang rau nén can bd
sung MSP dé tao CCTC gilip rau va mang rau bong dé hon. Khi tudi
thai tang 1én dédc biét tor thang thi 4 dién rau bam giam, hon nira tu
cung to dan nén kha nang co rut cua tir cung tang Ién vi vay rau va
mang rau s6 d& hon. Theo Bang 3.6 thoi gian sb rau trung binh cua
nhom I dai hon déng ké so voi nhom I, tuy nhién khong c¢6 su khéac biét
57,79 +£ 90,06 phat so voi 39,29 <+ 59,77  phut,
p>0,05), két qua nay c6 thé nhom II ¢6 thoi gian dung MFP 1au hon lam

CTC chin mudi va mém hon nén dudi tic dung cia CCTC dan t6i thai
sdy khi CTC chwa mé& nhiéu, nhung khi thai siy ap luc cia budng 6i do
CCTC tao ra giam di nén CTC c6 xu hudng thu lai gdy kho khan cho
bong rau va mang rau. Ciing theo Bang 3.6 thoi gian s6 rau trung binh
sau sdy thai cia nghién ctru ¢ tudi thai 10 - 12 tuan dai nhit va giam dan
khi tudi thai tang 1én.

Theo Béang 3.7 thoi gian nam vién trung binh cua nhém II ngén
hon so véi nhoém I ¢6 y nghia théng ké (1,43 £ 0,50 ngay so voi 1,63 +
0,50 ngay, p < 0,05). Thoi gian nam vién tang dan theo tudi thai: nhom
tudi thai 10 - 12 tuan thoi gian nam vién chi trong 01 ngay, nhom tu01
thai 17 - 20 tuan c6 thoi gian trung binh nam vién dai nhat diéu nay la tat
yéu vi tudi thai 16n nén khi DPCTN ngudi phu nit chiu cam gidc dau don
nhiéu hon va nguy co chay mau cao hon. Tur két qua trén ching t6i cho
rang voi tudi thai 10 - 12 tuan c6 thé 4p dung phac d6 PCTN noi khoa
nay va diéu tri ngoai tra khong cin nhap vién nham giam chi phi va ap
lc vé tinh than cho ngudi phy nit.

Theo nghién ctru nhém I c6 07 trudng hop (chiém 6,09%) phai
ding bd sung ngdm dudi ludi 02 lidu 400mcg MSP cach nhau 03 gi¢ vi
rong huyét va siéu 4m BTC van con khdi 4m vang khong ddng nhat. Cac
truong hop nay dugc hen kham lai sau 01 tuan thi ¢6 03 truong hop
(chiém 2,61%) van rong huyét va siéu am BTC van con khdi am vang
khong ddng nhat nghi ngd sot rau nén phai hut BTC c6 ra it t6 chirc gidng
rau thai. Nhém II ¢6 03 truong hop (chiém 2,61%) phai ding bd sung
ngam dudi ludi 02 lidu 400 mcg MSP cach nhau 03 gio vi rong huyét va
siéu am BTC van con khbi 4m vang khong ddng nhat, hen kham lai sau
01 tudn thi c6 02 truong hop (chiém 1,74%) con rong huyét va siéu am
BTC van con khéi 4am vang khong ddng nhit nghi ngd sét rau nén phai
hat BTC thi 01 truong hop c6 ra it td chirc giéng rau thai, truong hop con
lai ra t6 chirc gidng mau ton dong. Két qua nay thip hon trong cac nghién
ctru PCTN ndi khoa ciia mot sd tac gia khac.

Theo Bang 3.8 s6 phu nit cam thiy dau bung dudi giira hai nhom
nghién ciru khong khéc biét c6 ¥ nghia thong ké, véi p > 0,05. Trong do,
sO phu nit ¢6 cam giac dau nhiéu & hai nhém nghién ciru 1a twong dwong
nhau lan luot 13 20,87% va 23,48%. Két qua nghién ciru cho thay s6 bénh
nhan cam thdy dau nhiéu thap hon Joensuu.M va cs (2015). Tuy nhién,
chung t6i cho thay sé bénh nhan cam thiy dau nhiéu cao hon cac nghién
ctru khac: Nguyén Thi Lan Huong (2012); Agarwal. N (2014) vi cac tac
gia nay dung liéu MSP thip hon chiing t6i.



Theo Bang 3.9 thoi gian ra mau trung binh ctia qua trinh BPCTN
khong c6 sy khac biét gitra hai nhom nghién ciru & cac tudi thai khac
nhau va giita cic nhom tudi thai. Két qua cta chung ti twong duong voi
Singh. K va cs (2003); Bang Thi Ngoc Tho (2013).

4.3. D) an toan va sy chiap nhan

4.3.1. Tai bién, bién chirng, tic dung khong mong muén

Nghién ctru cua chiung t6i voi phac d6 DCTN noi khoa nay
khong gip trudng hop nao co tai bién, blen chung nghlem trong: rach co
tir cung, v tir cung, bang huyét phai truyén mau, nhiém khuén ning..
Tuy nhién & nhom nghién cuu I c6 2,61% truong hgp va nhom nghlen
ctru I ¢6 1,74% trudng hop phai hit BTC vi rong huyét va siéu am nghi
ngd con soét rau. Két qua nay cho thiy nghién ciru cia chung toi gap it
tai bién va bién chimg hon céc tac gia khac.
Bing 4.2. So sdnh vé tai bién, bién chirng so vdi tic gid khdc

Bdng 4.3. So sanh mét s6 TDKMM véi tic gid khac

TDKMM | Rét Tiéu | Buon Man | Dau
Tac oid run Sot | chiay | non | Non | ngira | dau
& ) | (B) | (o) | (B) | (%) | (H) | (%)
Hamoda.H (2005) | 70 70 52,2 65 62,5 35
Chai.J (2009) 40,0 | 343 | 143 52,9 8,6
N.T.L.Huong 20,8
(2012) 5 46,15 | 38,85 | 32,69 | 18,53 | 2,31 | 10,38
Patil S.B (2008) 50 33,3 6,7 96,7 70 3,3
Nautiyal.D (2015) | 30 24 22 14 12
Vil Van Khanh
(2018) 69,13 | 63,04 20,87 19,13 1,74 8,70

Tai bién | Rach | V& | Chay | Sé6t | Nhiém
TAc gia CTC | TC | miu rau khuin
Lé Hoai Chwong (2005) [3,89%| 00 | 2,78 00 00
Mentula.M (2011) 00 | 00 | 63-7%] 00 [89-113%
Dickinson(2014) 00 [01% [ 05% 00 00
Kaur. M(2015) 00 | 00 00 8,3% 00
Joensuu.M (2015) 00 | 00 | 05% | 07% 05%
Nalini.S va cs (2017) 00 | 00 00 5,7% 00
Vii Vin Khanh (2018) 00 [ 00 00  [217% 00

Nhu vay theo nghién ctru ctia chung toi phac d6 udng 200 mg MFP
sau 24 gio hodc 48 gio dat 4m dao 800 mcg MSP, tiép theo mdi 03 gio
ngam dudi ludi 400 meg MSP, t6i da 05 liéu mang lai d6 an toan cao cho
cac phu nit DCTN 10 - 20 tuan khéng c¢6 seo mb cii & tir cung.

Trong nghién ctru cia chiing t6i TDKMM hay gip nhét & ca hai nhom
13 6m lanh, rét run va sét. Theo Bang 3.10 cho thay phac d ding MSP sau
ubng MFP 48 gid so v6i 24 gid khong ¢ su khac biét trong hau hét cac
TDKMM, trir yéu t6 st gap it hon & nhoém ding MSP sau uéng MFP 48 gidy
so v6i 24 gio khi DCTN (56,52% so v6i 69,57%, p = 0,040). Két qua nay
twong dwong v6i nghién ctru ciia mot s tac gia khac.

Nghién ctru ciing cho thay, nhom tudi thai 10 - 12 tuan ty 1¢ gép
tridu trimg 6n lanh va s6t thip nhit so vdi cac nhom tudi thai, cac
TDKMM khéc gip nhiéu hon so véi nhom tudi thai con lai.

4.3.2. Danh gida mwrc dj chép nhdn, hai long cua phwong phdp

Theo Bang 3.11 nhém I chi ¢6 0,87% va nhoém 11 ¢6 2,61% $6 phu
nit cam thdy TDKMM nhiéu hon mong doi, con lai phu nir dé dang chap
nhan TDKMM cua thuc khi BCTN ¢ nhom I 14 99,13% va nhom II 1a
97,39%. Két qua nay twong dwong véi mot so nghién ctru khac: Nguyén
Thi Lan Huong (2012); Von Hertzen. H (2008). Két qua nghién ciru chi
ra khong ¢ su khac biét giita hai nhom nghién ciru vé do chip nhén
TDKMM ctia thudc.

Theo Bang 3.12 nhom I sé phy nit danh gia thoi gian PCTN dai
hon mong doi 6,09% va nhom II 1a 1,74%, con lai phu nit dé dang chép
nhan thoi gian DPCTN ¢ nhém I 1a 93,91% va nhom 11 14 98,26%. Khong
¢6 sy khac biét giita hai nhom nghién ctru. Két qua nay tuong dwong
Nguyén Thi Nhu Ngoc (2011); Nguyén Thi Lan Huong (2012).

Nghién ctru ctia ching t6i ¢ ca hai nhom nghién cuu 100% phu nit
tham gia nghién ciru déu rat hai 1ong va hai long v6i phuong phéap didu
tri, trong do sd phu nit rat hai long & nhom II cao hon & nhém I (53,04%
s0 vOi 45,22%) tuy nhién su khac biét khong cé ¥ nghia thong ké. Két
qua ciia chung t6i cao hon cac nghién ciru ctia Nguyén Thi Lan Huong
(2012) va cao hon nhiéu so véi Hamoda (2005); Lokeland. M (2010).
Thuc té nguoi phu nir Viét Nam cho rang phuong phap DCTN néi khoa
nay hiéu qua, an toan cao, TDKMM cua thudc dé chap nhan, phuong
phép nay tu nhién hon, kin d4o hon va it anh huéng dén sic khoe, thoi
gian DCTN va nim vién ngin, dic biét phuong phap nay mang tinh nhan
van do thai nhi sdy ra vin con nguyén ven...




KET LUAN

1. Hiéu qué ciia phwong phap PCTN bing thuéc MFP phdi hop MSP

- Hi¢u qué tuong duong nhau gitta nhém I va nhom II: Ty I€ thanh
cong & ciia hai nhom nghién ctru 1a 100%, ty 18 say thai hoan toan cua
nhém 11a 97,39% cia nhom 11 1a 98,26%, ty 1€ phai hit BTC ctia nhom II
la 1,74% va nhom 1 1a 2,61%. Ty 1¢ s6 rau tu nhién cta hai nhom nghién
ctru 12 100%, thoi gian s6 rau trung binh khong co su khac biét giira
nhom [ va nhom I1.

- Mot s6 yéu td & nhom II hidu qua hon so v6i nhom It Thoi gian
trung binh sy thai cta nhom II ngén hon nhém I. Lwong MSP trung binh
gdy sdy thai ciia nhém II thdp hon nhom I. Thoi gian ndm vién trung binh
ctia nhom II ngén hon nhém 1.

2. D) an toan va sy chip nhin ciia phic d0 PCTN

- B6 an toan & nhom I khoéng cé sy khac biét so voi nhom 1I:
Khong co truong hop nao c6 tai bién, bién chimg ning. TDKMM trong
nghién ctru khong c6 sy khac biét giita nhém I va nhom II ngoai trir st
gip & nhém IT it hon nhom 1. Cac TDKMM thuong ty khoi va dé diéu tri.

-Su chép nhén & nhom I khong c6 su khac biét so véi nhom I1:

S6 phu nit d& dang chap nhan TDKMM ciia thude khi DCTN & nhém I 1a
99,13% va nhom II 13 97,39%. Sé phu nit d& dang chap nhan thoi gian
DCTN ¢ nhom I 14 93,91% va nhom 11 1a 98,26%. 100% phu nir tham gia
nghién ciru rat hai 1ong va hai 1ong véi phwong phap DCTN & ca hai
nhom.

KIEN NGHI

- Hai phac d6 PCTN noi khoa nay nén dugc bd sung vao phac dd
DCTN bang thudc trong huéng din Qudc gia Viét Nam vé stc khoe sinh
san.

- Vi tudi thai 10 - 12 tudn ¢6 thé diéu tri, theo ddi ngoai trii dé giam
chi phi, gidm thoi gian di lai va ap luc vé tinh than cho ngudi phu ni.

- Tiép tuc nghién clru phac dd nay véi cac truong hop DCTN ¢
seo md cil & tir cung va tudi thai cao hon.
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BACKGROUND

Unintended pregnancy is a commonly met problem in
Vietnamese society, and termination of pregnancy (TOP) is considered
legal and readily available at all levels in the health care system. In recent
years, the TOP rate in Vietnam has been increasing. TOP is not
a contraceptive, but this method has provided an important contribution
in controlling population growth and ending pregnancy in case of
abnormal pregnancies. According to the latest national guidelines for
reproductive health care service in Vietnam, there are several methods of
TOP applied for gestational age from 06 to 22 weeks (wks). The surgical
abortion may have such complications as hemorrhage, uterus perforation,
cervical tear, and lesion of adjacent organs, etc. Thus, medical methods
which are less traumatic and non-invasive are preferred by women and
physicians.

Currently, there are many studies on the efficacy of TOP with
such regimens of either MSP alone or a combination of misoprostol
(MSP) and mifepristone (MFP). However, no studies have been
conducted on the efficacy of TOP for gestational age of 10-12 wks, and
the success rate of previous studies is not very high while the rate of
uterine D&C is high, especially the interval in using MSP after MFP
administration to reduce the waiting time for women’s TOP is a concern
of physicians. Therefore, we conducted a research entitled "Effectiveness
and safety of mifepristone plus misoprostol for the termination of
pregnancy from 10 to 12 weeks at the National Obstetrics and
Gynecology Hospital" with the following objectives:

1. To determine the efficacy of TOP by MFP plus MSP
for gestational age from 10 to 20 weeks.

2. To assess the safety and acceptability of women for TOP
method by MFP plus MSP.

STRUCTURE OF THESIS

The thesis has 129 pages, 4 chapters, 39 tables and 07 graphs,
134 reference documents

Introduction: 03 pages Chapter 1: Overview: 34 pages
Chapter 2: Research Subjects and Methods: 21 pages

Chapter 3: Results: 29 pages Chapter 4: Discussion: 39 pages
Conclusions: 02 pages Recommendations: 01page.
Works related to the thesis

Annexes: some pictures, data collection forms, patient lists.

CONTRIBUTIONS BY THIS DISSERTATION

- The first research in Viet Nam on medical termination of
pregnancy (MTOP) method with MFP plus MSP to terminate
pregnancy from 10 to 12 wks’ gestation, thus contributing to filling the
gap of MTOP for 06 to 22 wks’ gestation in Viet Nam.

- Regimen of high dose MSP in MTOP for 10 - 20 wks’ gestation:
oral administration of 200 mg MFP, followed by vaginal insertion of
800 mcg MSP after 24 hours (Group I) or 48 hours (Group II), and then
by sublingual 400 mcg MSP, every 3 hours (hrs) until occurrence of
abortion or maximally 5 doses.

+ Effectiveness of regimen: the success rate was 100% in both
groups, and there was a low proportion of uterine aspiration: 2.61% in
the Group I (G-I) and 1.74% in the Group II(G-II), respectively. The
median time till abortion was short: 6.38 £+ 2.81 hrs (G- I) and 5.35 +
2.76 hrs (G-II), respectively, and spontaneous placenta expulsion rate in
this study was 100% in both groups (grps), and the length of hospital
stay was short: 1.63 = 0.50 and 1.43 + 0.50 days, respectively.

+ Neither complications nor severe complications were found.
There was no difference in drug adverse events, except fever which was
less found in the group using MSP and taking MFP after 48 hrs
compared to the group taking MFP after 24 hrs. The side effects were
often easy to treat or relieved without any treatment. 100% of the
women involved in the study were satisfied and very satisfied with the
treatment method.

CHAPTER 1: OVERVIEW

1.1. Methods for termination of pregnancy
1.1.1. TOP methods for up to 12 weeks of gestational age
1.1.1.1. Manual vacuum aspiration (MVA)

TOP by vacuum aspiration method is the method of
ending pregnancy by using a vacuum pump to remove intrauterine
contents from week 06 until the end of week 12.



1.1.1.2. Dilation and curettage (D&C)
A surgical procedure to dilate the cervix with instruments, then
remove the tissues, placenta and scrape the uterine with scraper.
1.1.1.3. Medical abortion
According to national guidelines on reproductive health care services
in 2016, the method of TOP for the fetus in the uterus usinga
combination of MFP and MSP for induced abortion is applied to
gestational age at the end of week 12. However, there is no currently
available medical abortion study for gestational age ranging from 10-12
wks.
1.1.2. Methods for TOP for gestation from 13 to 22 wks
1.1.2.1. Surgical methods.
» Dilation and Curettage method
Cervical dilatation is performed using metal dilatator, followed
by removing fetus tissues and placenta with clamp, then scraping the
uterine with the instrument.
» Dilation and evacuation (D&E) with cervical preparation
Dilation and evacuation is a method of termination of pregnancy
by using medication for cervical preparation, then dilation of the cervix,
and use a vacuum pump in conjunction with a clamp for removal of
fetus contents, usually for 13 to 18 wks’ gestation.
» Carean section or hysterectomy
Carean section method is indicated for cases of contraindications
to lower tract TOP, or lower tract TOP failures or complications.
1.1.2.2. Medical termination of pregnancy
» Increase of amniotic fluid volume.
» Medically induced abortion
v’ Intravenous oxytocin for induced abortion: low efficiency,
prolonged TOP duration.
v’ Stein method
v' Induced abortion by MSP alone or plus MFP
- Induced abortion by MSP alone: the method of using MSP
alone
is being applied in some provincial health facilities across the country
due to its low-cost and availability of the medicine.

- Induced abortion by MFP plus MSP: many researches in the
world and Vietnam show that MFP regimen plus MSP has superior
efficacy compared to the MSP alone regimen in TOP.

1.2. Misoprostol

Developed in 1973 - a synthetic substance similar to PGE1.

The chemical name of MSP (Cytotec): + Methyl -11 (13E), 16
Dihydroxy-16 Methyl-9 oxypropst - 13 - Enoate.

Chemical formula: C5,H330:s.

» Absorption, distribution, metabolism, and excretion

Misoprostol is rapidly absorbed after oral administration, then it
undergoes very rapid de-etherization to form free acid. MSP is the
active acid form of the medicine. The highest concentration in plasma is
at 30 minutes after oral administration or 01- 02 hrs after vaginal
insertion. The medicine is excreted primarily via kidney, mostly
eliminated after 24 hrs. The elimination half-life is 20 - 40
minutes. Time absorption and excretion of MSP varies depending on the
route of administration.
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Figure 1.1. Distribution of MSP concentration in plasma

> Use

- MSP was widely used to prevent and treat stomach ulcers.

- Being indicated for TOP.

- Providing effects on uterine cervix prior to performance

- Providing effects on uterine cervix to induce labor.

- Prevention and treatment of postpartum bleeding.

» Side effects
- Many side effects (SEs) of MSP have been reported:
abdominal pain, diarrhea, headache, nausea, chills and
shivering, fever ..., all of which are dose dependent.



- MSP acid is found in milk within 1 hour after taking 600mcg
MSP orally and gradually decreased after 5 hrs.
- Regarding MSP toxicity
+ The toxic dose of the medicine has not been determined in
humans.
+ In 1991, there was a report noted a deformed child possibly
because of MSP use to induce abortion but it was a failure.
1.3. Mifepriston
Chemical name: (11-[4-(Dimethylanimo) Phenyl]-17-Hydroxgyl-
17 [1- Propynyl] - (118, 178) - Estra - 4,9 - dien - 3 One).
The chemical formula: C29H35N102
» Absorption, distribution, metabolism and excretion
- MFP is used orally, and the bioavailability of M FP is about
70% after oral administration. The concentration of MFP in plasma is
peaked at one hour after oral administration. Dosage of MFP can vary
from 50 mg to 800 mg. Given the doses of 200 - 800 mg, there is a
medicine re-distribution in the body lasting from 06 to 10 hrs in the first
place, then it stops at high levels within 24 hrs. At such high doses,
there is no difference in MFP concentration levels in serum within 48
hrs, during which MFP concentration in plasma has a very low
fluctuation.
- The main excretory pathway of MFP is through faeces, and urine.
» Indication for MFP
- In TOP. In contraception.
- In the treatment of gyn diseases: endometriosis, uterine fibroids ...
» Side effects
- Very few SEs occur after taking MFP: vomiting, nausea...
These SEs are usually mild and do not require treatment.
- Breastfeeding: Studies show that breastfeeding mothers do not
need to stop breastfeeding after a single dose of 200 mg MFP.
1.4. The regimen of MFP plus MSP for TOP in late first trimester
and second trimester.
1.4.1.The around the world
Studies on TOP in late first trimester by Lokeland et al.
(2010); Heini J. M et al. (2015) and studies on TOP in the second
trimester by Ashok (2004); Agarwal. N et al. (2014); Dickinson.JE et al.
(2014); Akkenapally (2016) ... show a higher efficacy to some extent,
and shorter duration till abortion and less painful with the interval of 36

to 48 hrs compared to 24 hrs between MFP and MSP
administration. This appears to be a specificity, especially
with gestational age of over 16 wks. Although the 36-to-48-hour
interval MFP and MFP regimen is the "gold standard" that is
recommended and used routinely in many developed countries in
Europe, a 24-hour interval regimen to facilitate patients who do not
have much time for TOP is also highly effective.

Studies also show that the optimal dose for TOP is 200 mg MFP
orally, followed by vaginal (vag) insertion of 400 to 800 mcg MSP, and
then followed by 400 mcg vag insertion, sublingually (sub) or orally,
every 3 hrs, maximum of 5 doses proves to have high efficacy and
safety in TOP which have been recommended by Ob & Gyn
associations.

Studies conducted by Tang.O.S et al. (2009) in Hong Kong show
that gestation of older age, using MSP first dose with vag insertion is
important because it creates greater effect on uterine cervix and
medicine concentration in plasma remains high for up to six hrs as
compared with other routes, and studies also show that since the onset
of bleeding, the absorption of MSP vag route decreases
considerably. That is why the next doses of MSP should be used sub for
better efficacy.

1.4.2. Situation of MTOP for 10 to 22 wks’ gestation in Vietnam

In Vietnam, the MTOP method was first studied in 1992. The mid-
trimester MTOP was studied and applied in Vietnam in the early
2000s. But by 2008, the new regimen of MFP plus MSP was studied
and applied. However, studiesby Nguyen Thi Nhu Ngoc
(2011); Nguyen Thi Lan Huong (2012) ...only use 200 mg MFP,
followed by 400 mcg MSP buccally, and vag insertion every 3 hrs for
mid-trimester TOP, which brought about high efficacy and
safety but the success rate was not really as expected and the rate of
uterine evacuation by instrument was still high. On the other hand, no
MTOP research has been conducted and applied for gestational age
from 10 to 12 wks. In fact, there are many women who want to use
medicines for TOP at this gestational age.

CHAPTER 2: RESEARCH SUBJECTS AND METHODS

2.1. Time and site of research
At the NOGH from 08/2015 to 10/2016.
2.2. Research subjects (women participating in the research)



Pregnant women with 10 to 20 wks’ gestation were selected for
MTOP and met the criteria for participating in the research.
2.2.1. Selection criteria

Women must meet all of the following conditions: - Good health
status.

- At least 18 years of age and older, and if under 18 years of age
there must be a guardian.

- There is one living fetus in the uterus. The gestational age is
from 10 to 20 wks.

- Voluntary participation in the research, agreement to return to
the appointment, after having been provided with information about the
research objectives and process.

- Consent for surgical intervention if the method fails.

2.2.2. Exclusion criteria

Women, who have any one among the following issues will be
excluded from the study:

- Multiple pregnancy in the uterus. Multiparity > 4 times.

- Allergy to any ingredients of the medicine (MFP, MSP).

- There is a disorder of blood clotting or being in anticoagulant
medication.

- Using contraceptive uterine devices.

-Surgical scar in  the uterus, uterine fibroids, uterine
malformations.

- Systemic persistent corticosteroid treatment

- Chronic adrenal failure, chronic diseases causing unstable
health status. Severe anemia (Hb < 70g/1).

- Having an infection or a sexually transmitted disease.

- No adherence to treatment protocol.
2.3. Research methods
2.3.1. Research design: A4 clinical trial, randomized, non-controlled

and comparative research.
2.3.2. Research sample size

[Zl%\/zp(l‘f’) +Z]-m/P1(1—P1)+p2(l—pz)}

(pl — D> )2
n: number of subjects in each study group.
pl: Success rate of TOP (group I).

n=

p2: Success rate of TOP (group II).

P=1/2 (p: + p2); take p: = 83,85% and take p, = 97,10%.

Z: confidence coefficient.

Selected assumption in the study is: o = 0,05; p = 0,10.

Application to the formula releases n = 102.

Thus, each group has at least 102 study subjects. If the percentage
of withdrawal ~ subjects  from the research is  10%.We
selected 115 subjects for each group (women participating in the study).
2.3.4. Research facilities
2.3.4.1. Medicine used in the research: Medabon

- Mifepriston: 200mg tablet, oral administration.

- Misoprostol: 200mcg tablet.
2.3.4.2. Research data collection tools

- Form No. 1: administrative procedures, screening and
reception.

- Form No. 2: the abortion induction process, placenta
expulsion, monitoring until hospital discharge.

- Form No. 3:for women returning by appointment on
examination after discharge, end-of-research summary and interview of
women participating in research.

- Form No. 4: re-examination upon having abnormal signs.
2.3.4.3. Other instruments

- Visual analogue scale (VAS) for assessment of pain levels.

- Antipyretic, analgesic (paracetamol, fentanyl ..), medicines and
olutions used in resuscitation (5% glucose, adrenalin, dimedrol ...).

- Instrument kit for removal of high gestational age fetus.

- Ultrasound machine.

2.4. Research steps
2.4.1. The process of recruiting women for the research
2.4.1.1. Determination of pregnancy and gestational age

Based on the last menstrual period or ultrasound.
2.4.1.2. Full body examination
2.4.1.3. Obstetrics and Gynecology
2.4.1.4. Blood testing: Hemoglobin quantification
2.4.1.5. Receiving and counseling for women

Those women who meet the criteria of the research, have the
desire and are able to participate in the study will sign a consent form
to participate in the research project.



2.4.2. Interventional steps for women's participation in the study
Step 1: - The research participating women were randomly assigned to
G-I and G-II : G-I (seeing the letter A upon opening the envelop of the
ordinal number) or G-II (seeing the letter B) which was randomly
assigned to the order of the ordinal number by the provider.

+ Group I: oral administration of 200 mg MFP and vaginal
insertion of 800 mcg MSP after 24 hrs, followed by 400 mcg MSP
sublingually every 03 hrs, a total of 05 doses.

+ Group II: oral administration of 200 mg MFP and vaginal
insertion of 800 mcg MSP after 48 hrs, followed by 400 mcg MSP
sublingually every 03 hrs, a total of 05 doses.

- The date of MFP administration will be the day 01 of research.

+ The women will be given 200mg MFP in front of the
researcher.

+ A 30-min monitoring will be given, and if woman has nausea
within 30 mins, she needs to take another MFP tablet.

+ The research participants are allowed to go home for

outpatient self-monitoring and return for hospital visit after 24 or 48 hrs
by appointment or have abnormalities.
Step 2: after 24 hrs or 48 hrs

After the women go to the hospital for taking medicine on day
01, they will return to the hospital on day 02 (for women in G-I) or on
day
03 (in G-II) to use MSP and be monitored at NOGH.

- Giving re-examination women before taking MSP (temperature,
pulse, blood pressure, vaginal and cervical examination ...).

- The women are given vag insertion of 800 mcg MSP on
douglas pouch and monitored of overall condition, temperature, pulse,
blood pressure, abdominal pain, vag bleeding... in the ward. After 3 hrs,
the women are given assessment for full body condition, pain levels,
abdominal examination, observation of vag bleeding, cervical
status. The women are asked to take 400 mcg MSP sub, except those
women who have abortion. Repeat the same procedure with the same
dose of 400 meg MSP sub every 3 hrs to a maximum of 4 doses or until
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either occurrence of abortion or placenta expulsion, whichever comes
first.

- In cases where a woman has abortion after taking MFP, she is
still receiving the first dose of 800 mcg MSP.

- In cases where a woman does not have abortion within 3 hrs
after taking the fourth dose of 400 mcg MSP, she will be given 200 mg
MFP again (rest period of 9 - 11 hrs) and MSP treatment process
as described
above will be repeated the next morning.

- Taking painkillers and antipyretic paracetamol 0.5 g x 2 tablets
(tabs), and repeating after 04 to 06 hrs if the woman has a high fever >
38.5°C or being painful that needs pain killers.

- After abortion if the placenta has not spontaneously expulsed
and there is no bleeding or less bleeding (less than 300 ml) at the time
when the next MSP dose is needed according to the regimen, continue
with 400 mecg MSP sub, every 3 hrs until the occurrence of placenta
expulsion.

- Vaginal examination and ultrasound of the uterus will be given
before the woman leaves the medical facility.

- Re-quantify Hb before the woman leaves the medical facility.

Step 3: days 14 -15 (when the women return for a follow-up visit)

- Give gynecological examination.

- Perform ultrasound examination of the uterus and cervix.

- Provide MSP supplementation if ultrasound of the uterus still
show heterogeneous echoes reflecting suspected retention of placenta.

- Interview on side effects and acceptance of medicine side
effects.

- Interview on TOP duration and satisfaction of the method.
Step 4:The day when the women return for a second visit of

examination.
- Ask for abnormal signs to be re-examined.
- Give gynecological examination.
- Perform ultrasound examination of the uterus and cervix again.

- Provide uterine aspiration if there is prolonged bleeding and
ultrasound of the uterus shows a heterogeneous echoes of suspected
remaining placenta.

2.4.3. Mornitoring
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- During the time of MSP administration.
- After occurrence of abortion and placenta expulsion
- Post medicine administration monitoring.
2.4.4. Level of lower abdominal pain
Common lower abdominal pain is spasm due to uterine
contraction, especially during abortion stage because this is the force to
expel fetus from the uterus. The pain level can be recorded from 0 to 10
points on a VAS scale with 0 point being painless and 10 points being
the most painful level that can be tolerated.
2.4.5. Vaginal bleeding
Vaginal bleeding may occur after administering MFP but very
rare. Usually vaginal bleeding is found after administering MSP over 1
hour. Bleeding is usually like menstruation, until occurrence of abortion
and placenta expulsion which makes bleeding more and sometimes
including blood clots.
2.4.6. Side effects upon using medicines
The commonly known side effects are chills, fever, vomiting,
nausea, and diarrhea, etc.
2.4.7. Complications:

- Hemorrhage, prolonged bleeding.

- Cervical lacerations, uterine rupture, uterine perforation.

- Infection...
2.4.8. Criteria for withdrawal from research

- Women who do not want to continue with the study and request
to withdraw from the study or lost-to-follow-up or not to adhere to the
treatment protocol.

- TOP has been performed. In case of severe complications.
2.5. Methods of outcome assessment

- Complete abortion: No need for further treatment.

- Incomplete abortion: cases that need intervention in uterus with
suspected retained placenta.

- Stillbirth  without abortion: pregnancy is still in the
uterus without fetal heart rate seen on ultrasound.

- Developing pregnancy: pregnancy is still in the uterus with fetal
heart rate observed on ultrasound.

- Loss to follow-up: women do not return by appointment and
therefore the result cannot be confirmed.

- Undetermined result: surgical intervention is requested by
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women or indicated for other reasons before treatment result can be
assessed.

> Initial diagnosis of treatment results is made at the health facility
before the women leave the health facility.

» If the clinical and ultrasound results at days 14-15 show

abnormal
signs: bleeding, abdominal pain, fever, etc. ...

- Provide follow-up without treatment when uterine ultrasound
shows no abnormal mass, and no signs of infection.

- If the uterine ultrasound still has heterogeneous echoes of
suspected remaining placenta or blood, give women 04 tabs of 200 mcg
MSP sub (02 tabs each time with an interval of 03 hrs) and 01 week
monitoring. Uterine aspiration is given only when heterogeneous echoes
is still heard due to suspected remaining placenta.

- In case of heavy bleeding or suspected infection, surgical
intervention is required.

- If emergency intervention is not needed during the whole
process until the next menstrual cycle, treatment outcomes are
considered as "complete abortion". The remaining cases where uterine
curettage or aspiration is needed are considered as "incomplete
abortion".

- If women discontinue treatment and ask for uterine aspiration
before knowing the result, it will be considered as "undetermined".

> Successful treatment outcome: complete or incomplete
abortion.

» Treatment failure: stillbirth, developing pregnancy,

undetermined
results or loss-to-follow-up.
2.6. Research ethics

- This research follows the principles set by the Ethics Council of
the Ministry of Health on GCP and Vietnamese legislation. The
research is conducted after the approval issued by the Scientific Council
of the competent level.

- Participation of women in this study is completely voluntary. Only
women who have been provided with sufficient information or have
discussed directly with the doctors/midwives about their rights and
responsibilities in the study and voluntarily signed the consent form for
participation in the study were included in the research.
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- All information about the study participants or information from
the medical records is kept confidential.
2.7. Data collection, entry and processing

- The data was processed by computer with biostatistical program -
SPSS 20.0.

- The mean, standard deviations and rates are used to describe the
characteristics of women in the study.

- Test "y*" is used to test the difference between 02 ratios/rates.

- Test “t” is used to test the difference between the two mean values.

- The difference is statistically significant with p < 0.05.

CHAPTER 3: RESEARCH RESULTS

3.1. Characteristics of research participating women
- Age of women in the study: G-1-26.41 + 6.33 years, and G-II-
27.13 £ 6.20 years. There was no difference between the 2 grps,p >
0.05.
- Occupation: there was no difference in terms of occupation
between the two research grps, p > 0.05
- Education level: there was no difference in educational level
between the two research grps, p > 0.05.
- Marital status: there was no difference between the 2 grps, p >
0.05.
- TOP history: there was no difference between the 2 grps, p > 0.05.
- Delivery history: there was no difference between the 2 grps,p>
0.05.
- TOP reasons: there was no difference between the 2 grps, p > 0.05.
- The gestational age in the study: G-I - 14.73 + 2.91 weeks, and G-
II 14.34 = 2.77 weeks, with no difference, p > 0.05.

3.2. TOP efficacy
3.2.1. Success rate

Research group
Graph 3.1. TOP success rate
- The success rate in both groups was 100%.
Table 3.1. Distribution of complete abortion

14
Complete 112 | 97.3 | 113 | 98.2 | 225 | 97.83
9 6
Incomplete 03 | 261 | 02 | 1.74 | 05 | 2.17
Total 115 | 100 | 115 | 100 | 230 | 100

- There was no difference in complete abortion rate in two study
groups, with p > 0.05.
Table 3.2. Distribution of abortion rates over time

Group 1 Group 11
Time (hour) o Accumulate o Accumulated
n ) d4% n ) %
<3 (dose 1) 04 | 3.48 3.48 19 | 16.52 16.52
3-6(dose 2) 63 | 54.78 58.26 65 | 56.52 73.04
6 -9 (dose 3) 34 | 29.57 87.83 23 | 20.00 93.04
9-12(dose 4) | 08 6.96 94.79 04 | 3.48 96.52
>12 (dose 5) 06 | 5.21 100 04 | 3.48 100
Total 115 | 100 151 100
x2; p x2=13.67; p=0.008

- The abortion rate over time following the use of MSP in Group
II was significantly higher, with p <0,05.

3.2.2. Abortion time
Table 3.3. Abortion/abortion average time

Gestational Average time (hour)
age(week) Group 1 Group II Both P

10-12 5.52+1.51 542 +1.58 547+1.54 0.805

13-16 6.28+£3.12 | 448+1091 535+£2.71 | <0.001

17-20 7.11+£2.94 | 6984431 7.06 +3.54 0.885

Total 6.38+2.81 | 535+2.76 5.86 £2.83 0.005

- Abortion average time of Group II was shorter compared to that
in Group I which was statistically significant, with p = 0.005
3.2.3. The average amount of MSP causing abortion

Group I Group I1 Both p

Success n | % n | % n | % 0,651

Group | Group Il

Table 3.4. The average amount of MSP causing abortion
(1:;[35) Group I Group 11 Both P
)S(DJ—” 1429.57+351.68 | 1297.39 + 353.79 | 1363.48 + 358.14 | 0.005
Min 800 800 800
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| Max | 2400 2400 | 2400 |

- The average amount of MSP required for abortion in G- II was
lower than in G-I which was statistically significant, with p = 0.005.

Graph 3.2. The average amount of MSP by gestational age
- The average amount of MSP to cause abortion in G-I was higher than
in G-II with gestational age of 13-16 wks, which was statistically
significant(1396.08 + 361.09 mcg vs 1162.96 =2 93.51 mcg, p =
0.0004).
3.2.4. Placenta expulsion pattern

All 230 study participating women (100%) in the two study
groups had spontaneous placenta expulsion which was either complete
or incomplete (retained placenta).

Table 3.5. MSP supplementation rate for placenta expulsion

Gestational Group I Group 11

age (week) (supplltlement) n %o (supp;;‘ment) n Yo P
10—12 15 26 [57.69 17 34 150.00
13-16 07 51 (13.73 12 54 122,22 0756
17-20 02 38| 5.26 02 27 | 7.41
Total 24 115/20.87 31 115/26.96

- The difference in the percentage of MSP supplementation for
placenta expulsion between the two groups in gestational age groups
was not statistically significant, p > 0.05.

Table 3.6. Average duration for placenta expulsion

Gestational Group I Group I1

age(week) | m | X£SD(min) | n | X +SD(min) | "
10-12 26 | 104.62 +84.41 | 34 | 142.06+120.87 | 0.183
13-16 51 | 23.10+24.83 | 54 25.70 £37.51 | 0.678
17-20 38 | 16.32+38.16 | 27 15.85+30.03 | 0.958

Total 115 | 39.29+59.77 | 115 | 57.79+90.06 | 0.068
- The difference in the mean duration for placenta expulsion after
fetus expulsion between the 2 grps was not statistically significant, p
>0.05.
3.2.5. Length of hospital stay
Table 3.7. Average hospital stay
Average length (day) | p |

| Gestational |

16
age(week) Group I Group I1I
n X +SD n X +SD
1012 26 1.00 £ 0.00 34 1.03+0.17 | 0.373
13-16 51 1.78 + 0.42 54 1.52+0.50 0.005
17-20 38 1.87+0.41 27 1.74+0.45 0.231
Total 115 | 1.63+0.50 115 | 1.43+£0.50 0,002

- The mean length of hospital stay in G-II was shorter than that in G
I, with p = 0.002.

- The length of hospital stay increased gradually with
increasing gestational age in 2 grps.
3.2.6. Management upon re-examination

G-I and G-II had 07 cases and 03 cases with supplementation of
800 mcg MSP, respectively, because of presence of ultrasound
heterogeneous echoes in the uterus. From the re-examination conducted
1 week later, heterogeneous echoes and prolonged bleeding were still
found in 03 cases and 02 cases (G-I and G-II, respectively), therefore
uterine aspiration should be taken again.
3.2.7. Pain level
Table 3.8. Study participating women’s pain levels

Pain level Group I Group I1 Both
(VAS score) n A n A n % p
None (0 -1) 02 | 1.74 | 01 0.87 | 03 | 1.30
Mild (2 - 4) 22 | 19.13 | 38 | 33.04 | 60 | 26.10
Moderate (5-7) | 67 | 58.26 | 49 | 42.61 | 116 | 50.43 0.056
Severe (> 8) 24 | 20.87 | 27 | 23.48 | 51 | 22.17
Total 115 100 | 115] 100 | 230 | 100

- The level of pain was assessed by the women in the study that
there was no difference in pain level for the two study groups, p > 0.05.
3.2.8. Time of bleeding during the TOP process

Table 3.9. Time of bleeding during the TOP process

Gestational Average time (day)

age(week) Group I Group 11 P
10-12 12.35+4.18 11.82 £2.85 0.097
13-16 13.24 £3.84 12.52 £3.90 0.343
17-20 12.61 £3.19 12.78 +£3.12 0.832
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X +SD 12.83+3.71 12.08 + 3.51 0.118

- There was no difference in bleeding time between the two groups
at different gestational ages, with p > 0.05.

3.3. Safety level and acceptance of TOP regimen
3.3.1. Complications

- No cases had serious complications.

- Uterine aspiration due to prolonged bleeding and uterine
ultrasound with heterogeneous echoes due to suspected retained
placenta was found in 2.61% and 1.74% of cases in G-I and G-II,
respectively.

3.3.2 Side effects of medicines
Table 3.10. Side effects of medicines

Groupl | Groupll Both
n % n % n % P

Adverse effects

Chills,shivering | 83 | 72.17 | 76 | 66.09 | 159 | 69.13 | 0.318

Fever >37.5°C 80 | 69.57 | 65| 56.52 | 145 | 63.04 | 0.040

Nausea,vomiting | 20 | 17.39 | 28 | 2435 | 48 | 20.87 | 0.194

Diarrhea 1911652 125 |21.75| 44 [ 19.13 | 0314
Headache 10 870 | 10| 870 | 20 | 8.70 1.00
Dizziness 09| 7.83 | 1211043 | 21 9.13 | 0.492
Rash 02| 1.74 | 02| 1.74 | 04 1.74 1.00

- Side effects in G-I were similar to that in G-II, except fever
which was in G-II compared to G-I, with p < 0.05.
3.3.3 Assessment of acceptance level
3.3.3.1. Acceptance level of side effects
Table 3.11. Assessment of adverse effect acceptance level

Group I Group 11 Both
Acceptance level n % n % p n %
Less than expected 64 | 55.65| 70 |60.87 134 | 58.26
As expected 50 4348 ] 42 [36.52 0375 92 |40.00
More than expected 01 | 0.87 | 03 |2.61]|" 04 | 1.74
Not assessed 00 00 00 00 00 00
Total 115 | 100 | 115 | 100 230 | 100

- Up to 99.13% of women in G-I and 97.39 % in G-II reported
that side effects of this TOP method were as expected and less than
expected.
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- There was no statistically significant difference in acceptability
of side effects between two study groups, with p > 0.05.
3.3.3.2. Assessment of TOP duration
Table 3.12. Assessment of TOP duration

Group I Group I1 Both
Assessment n % n % P n %
Shorter than expected | 59 | 51.30 | 66 | 57.39 125 | 54.35
As expected 49 | 42.61 | 47 | 40.87 96 |41.74
Longer than expected | 07 | 6.09 | 02 | 174 |0.201| 09 | 3.91
Not assessed 00 00 00 00 00 | 00
Total 115] 100 | 115] 100 230 | 100

- Up to 93.91% of women in G-I and 98.26% in G-II reported
that TOP duration was shorter than expected and as expected. There
was no difference between the 2 grps on assessment of TOP duration, p
>0.05.

3.3.4. Satisfaction level for this TOP method
Table 3.13. Satisfaction level for this method

. . Group I Group I1 Both
Satisfaction level n % " % p " %
Very satisfied 52 14522 | 61 | 53.04 0235 113 | 49.13
Satisfied 63 | 5478 | 54 | 4696 | 117 | 50.87
Total 115 | 100 | 115 ] 100 230 | 100

- There was no statistically significant difference in satisfaction
level between the two groups, with p > 0.05.

CHAPTER 4: DISCUSSION

4.1. Characteristic similarities of women participating in the study

In our research, the characteristics of participating women in the
two study groups were similar, which is an important factor in ensuring
that the research results are of scientific, practical and objective
significance.
4.2. Discussion on the efficacy of the method

The success rate of the combined regimen of MFP and MSP in
this research for G-I was 100% and G-II was also 100% within 24 hours
after the first dose of MSP, and no cases had to take MFP for the 2nd
time.

Table 4.1. Comparison of success with some other authors

Authors | n Regimen | Success |
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200 mg MFP orally, after 36-48h: 800 mcg MSP
Ashok et al. (2004) | 1002 | vag insertion, followed by 400 mcg MSP orally,| 97,1%
every 3 h, maximum 5 doses

200 mg MFP orally, after 24h: 400 mcg MSP

N'TL Huong (2012) | 130 buccally, every 3 h, maximum 5 doses

83.85%

200 mg MFP orally, after 24h: 600 mcg MSP

Akkenapally et al. 100 |vag insertion, followed by 400 mcg MSP sub,| 96%
(2016) .
every 3 h, maximum 5 doses
200 mg MFP orally, after 48h: 800 mcg MSP
115 |vag insertion, followed by 400 mcg MSP| 100%
Vii Vin Khanh subligually, every 3 h, maximum 5 doses
(2018) 200 mg MFP orally, after 24h: 800 mcg MSP

115 |vag insertion, followed by 400 mcg MSP sub,| 100%
every 3 h, maximum 5 doses

According to Table 3.1 the complete abortion rate of G-I is not
different from G-II (97.39% vs 98.26%). G-I had 3 cases of incomplete
abortion (2.61%) and G-II had 2 incomplete abortions (1.74%). The our
success rate is higher than most other authors, possibly due to the MSP
dose, administration route and intervals between MSP doses are more
reasonable than findings of these authors.

Therefore, the research has shown the success rate of MSP
regimen with MFP administered after 24 hrs has a similar efficacy as
taken after 48 hrs. This helps women reduce waiting time during TOP
process leading to reduction of mental pressure, and reduction of
treatment costs.

According to Table 3.2, the abortion rate over time after using
MSP in G-II is higher than that in G-I with statistical significance,
especially within the first 09 hrs after using MSP (93.04 % vs
87.83%). However, the rate of abortion within 12 hrs in G-II is slightly
higher than that in G-I (96.52 % vs 94.79%). This finding is consistent
with the findings of Tang O.S (2005); Chai.J et al. (2008). Table 3.3 the
mean duration of abortion in G-II is shorter than that in G-I (5.35 £ 2.76
vs 6.38 £ 2.81 hrs, p = 0.005). Our result regarding mean duration of
abortion is shorter than that of most other authors: Goh
(2006); Akkenapally (2016); Nalini. S (2017).

Thus, from the above results, we see that the regimen with 200 mg
MEP orally after 48 hours of vag insertion with 800 mcg MSP, followed
by 400mcg MSP sub every 3 hrs, maximum 05 doses is the best
regimen for TOP in terms of induced-abortion. However, the regimen
with 200 mg MFP orally after 24 hrs using MSP also has a very high
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efficacy; on the other hand, in terms of duration of the whole TOP
process, this regimen is better because it reduces the waiting
time leading to decrease of mental stress, number of work-day lost...

The research shows thatthe mean duration of abortion
for gestational age of 17 -20 wks is significantly higher compared
with gestational age of 10-12 wks and 13-16 wks. Our results are
similar to those studies of other authors. This is reasonable
because during this stage of pregnancy there is an endocrine balance,
and the uterine cell is less sensitive to the stimulants causing uterine
spasm, and at 20 — 25 wks, the uterine cervix has the greatest length,
while the amniotic membrane is relatively close to the inner surface of
the uterus and the opening in the cervix, therefore it is difficult for the
dilatation and cervical opening to cause abortion. In our study, the
average amount of MSP needed for abortion in G-II is smaller than that
in G-I (1297.39 +353.79 vs 1429.57 +351.68 mcg, p < 0.05). This
result is similar to that of Nalini. S (2017). However, our results
are higher than those of other authors such as Tripti Nagaria et
al. (2005); Akkenapally et al. (2016); Nguyen Thi Lan Huong (2012)
... According to Figure 3.2, the average amount of MSP required for
abortion with gestational age between 10 and 12 wks and 17 to 20 wks
is not significantly different between the 2 grps. The average amount of
MSP required for abortion in G-II is lower than in G-I (1162.96 +
293.51 vs 1396.08 + 361.09 mcg, p = 0.004) with gestational age of 13-
16 wks, and this is reasonable because the duration of abortion in G-II
is shorter than that in G-I with the same gestational age.

In the research, 100% of research participating women had
spontaneous placenta expulsion 20.87% of cases in G-I and 26.96% of
cases in G-1I needed MSP supplementation for placenta expulsion. This
result shows that after abortion, immediate uterine intervention is not
necessarily needed unless much bleeding is found, rather wait and see if
placenta is abrupted and expelled spontaneously? For some cases, it
may be necessary to supplement MSP to help spontaneous placenta
abruption and expulsion. In this study, about three-fourths of the cases
had spontaneous placenta expulsion without MSP
supplementation. This result is similar to that reported by Dickinson
(2014); Nguyen Thi Lan Huong (2012). According to Table 3.5, the
proportion of women in need of MSP supplementation for placenta
expulsion at 10-12 wks of gestation is very high 57.69% in G-I and
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50% in G-II, and then decreases with increasing gestational age. This
may be due to the situation in the third month of pregnancy, when the
chorion with villus develops strongly and progressively get deeper into
the uterine endometrium. On the other hand, the abortion occurs when
the uterus is small leading to its poor contraction and pressure while the
cervix is not much dilated resulting in difficult abruption of placenta
and membrane. Therefore, MSP supplementation is needed to create
uterine contraction to help easier abruption of placenta and its
membrane. When gestational age increases, especially from the 4th
month, placenta attachment decreases while uterus gradually gets
bigger leading to better uterine contraction and easier expulsion of
placenta and its membrane. Table 3.6, the mean duration of placenta
expulsion in G-II is substantially longer than that in G-I, but there is no
difference (57.79 £+ 90.06 vs 39.29 + 59.77 mins, p > 0,05). This result
shows that MFP has possibly been used in G-II with longer duration,
which makes the uterine cervix softer, and abortion happens with
uterine contraction while the cervix is not much dilated. When abortion
happens, the pressure of the amniotic fluid created by uterine
contraction decreases, and the cervix tends to get smaller, resulting in
difficult abruption of placenta and its membrane. Also according
to Table 3.6 the mean duration of post-abortion placenta expulsion in
the study at 10-12 wks of gestation is the longest and decreased
gradually with increasing gestational age.

From Table 3.7, the mean hospital stay of G-II is shorter than that
of G-I (1.43+£0.50 vs1.63£0.50days, p < 0.05).In the study,
the length of hospital stay increases with gestational age: the gestational
age group of 10-12 wks with 01 day hospital stay only; and the
gestational age group of 17-20 wks with the longest hospital stay
because of the fact that the higher gestational age makes the woman
suffer from greater pain and increased bleeding risk from TOP. Based
on the results, we believe that with the gestational age of 10-12 wks,
this MTOP regimen and non-hospitalization can be applied to reduce
costs and mental stress for women.

During the research, 07 cases in G-I (6.09%) got 02 additional
doses of 400mcg MSP sub, every 03 hrs because of prolonged bleeding
and uterine ultrasound showing heterogeneous echoes. These cases
were given appointments for re-examination after 01 week, and 03
cases (2.61%) still had prolonged bleeding condition and uterine
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ultrasound showing heterogeneous echoes with suspected retained
placenta, so uterine aspiration was applied with the result of placenta-
like contents. 03 cases in G-I (2.61%) had to take 02 additional doses
of 400 mcg MSP sub every 3 hrs because of vag bleeding and uterine
ultrasound showing heterogeneous echoes. These cases were given
appointments for re-examination after 01 week, and 02 cases
(1.74%) still had prolonged bleeding condition and uterine ultrasound
showing heterogeneous echoes with suspected retained placenta, so
uterine aspiration was applied, and 01 case with the result of placenta-
like contents, while the remaining cases with retained blood-like
contents. This result is lower compared to results of MTOP of some
other authors. According to Table 3.8 thenumber of women
experiencing lower abdominal pain between the 02 study grps was not
different with statistical significance, p > 0.05. Of these, women who
felt much pain in 02 study grps account for 20.87% and 23.48%,
respectively. Research results show that the number of patients
experiencing much pain is lower than inJoensuu. M et al
(2015). However, our research shows that the number of patients feeling
much pain is higher than other studies: Nguyen T L Huong (2012);
Nguyen Huy Bao (2005); Agarwal. N (2014) because these authors use
lower doses than ours.

In Table 3.9 the mean bleeding time of TOP process was not
significantly different between the 2 grps at different gestational ages
and between gestational age groups. Our results are equivalent to those
of Singh. K et al. (2003); Dang Thi Ngoc Tho (2013). Thus, the
bleeding time of TOP process is not dependent on the time interval
using MSP following MFP and gestational age.

4.3. Safety level and acceptance of TOP regimen
4.3.1. Complications and side effects

Our research with this MTOP regimen did not encounter any
cases of serious complications: cervical laceration, uterine rupture,
hemorrhage that needs blood transfusions, severe infections
However, 2.61% of cases in G-I and 1.74% of cases in G-II had to get
uterine aspiration because of prolonged bleeding and uterine
ultrasound showing suspected retained placenta. This result shows that
our research has fewer cases of complications than those of other
authors.

Table 4.2. Complications in comparision with other authors
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mplication (%) | Cervical | Uterine Bleeding Retained Infection
Author laceration | rupture placenta
Lé Hoai Chuong (2005) | 3.89% 00 2.78 00 00
Mentula.M (2011) 00 00 |[6.3-7% 00 8.9-11.3%
Dickinson (2014) 00 01% 05% 00 00
Kaur. M (2015) 0 0 0 8.3% 0
Joensuu.M (2015) 00 00 05% 07% 05%
Vii Vin Khanh (2018) 00 00 00 2.17% 00

Thus, according to our research, our regimen with 200 mg MFP
oral dose, and vag insertion of 800 mcg MSP after 24 hrs or 48 hrs,
followed by every 3 hrs of sub 400 mcg MSP, maximum of 05 doses,
provides a high level of safety for women with TOP of 10 - 20 weeks’
gestation without previous uterine surgical scars.

In our research, the most common side effects in both grps were
cold, chills and fever. Table 3.10 shows that the regimens of taking
MSP after taking oral MFP 48 hrs compared to taking oral MFP 24
hrs have no difference in most SEs, except fever which is less found in
the group taking MSP after taking oral MFP 48 hrs compared to 24
hrs when applying TOP ( 56.52% vs. 69.57%, p = 0.04). This result is
equivalent to study findings of other authors.

The research also shows that in the gestational age of 10-12 wks,
the rate of chills and fever was lowest compared to that in other
gestational age groups, while other SEs are more frequently seen in
the remaining gestational age groups.

Table 4.3. Comparison of some SEs with those of other authors

SEs Shiver | Fever | Diarrhea | Nausea | Vomit | Rash | Headache

Author @) | @) | %) | ) | %) | ) | (R
Hamoda.H (2005) 70 70 52.2 65 62.5 35
Chai.J (2009) 40.0 | 343 14.3 52.9 8.6
N.T.L.Huong 20.85 | 46.15 | 38.85 [32.69|18.53 | 2.31 10.38
(2012) . . . . . . .
Patil S.B (2014) 50 33.3 6.7 96.7 70 3.3
Nautiyal.D (2015) 30 24 22 14 | 12

Vii Van Khanh 69.13 | 63.04 | 20.87 19.13 1.74 8.70

4.3.2. Assessment of acceptance and staisfaction level

Table 3.11, women are more likely to accept SEs of the medicine
upon TOP - 99.13% and 97.39% in G-I and G-II, respectively. This
result is equivalent to that in some other studies: Nguyen Thi Lan
Huong (2012); Von Hertzen. H (2008). The result shows no difference
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between the 2 study grps in the acceptance level of medicine SEs. Table
3.12, 6.09% of women in G-I and 1.74% of women in G-II found that
the TOP duration is longer than expected while 93.91% in G- I and
98.26% in G-II found it easy to accept the duration of TOP. There is no
difference between the 2 study grps, p > 0.05. This result is equivalent
to that of Nguyen Thi Nhu Ngoc (2011); Nguyen Thi Lan Huong
(2012).

Our research conducted in both groups shows that 100% of
participating women in the study were very satisfied and satisfied with
the treatment method. The number of women with satisfaction in G-II is
higher than that in G-1(53.04 % vs 45.22 %), the difference, however,
is not statistically significant. Our results are higher than those of
Nguyen Thi Lan Huong (2012); Nguyen Thi Nhu Ngoc
(2011); and much  higher than Dickinson (2002); Hamoda
(2005); Lokeland. M (2010). Actually Vietnamese women think that
this medical TOP method is highly effective and safe, and medicine SEs
are easily accepted. This method is more natural, confidential and less
impact on health, while TOP duration and length of hospitalization are
short, and especially this method has a humanity feature with the intact
fetus contents ... so that women involved in the research in Vietnam
have higher rate of satisfaction compared to that in the worldwide
studies.

CONCLUSIONS

1. Efficacy of MTOP with MFP plus MSP

- Efficacy is similar between Group I and Group II: The success
rate for the two study groups is 100%, the complete abortion rate of G-I
is 97.39 % and G-Il is 98.26%. The uterine aspiration rate in G-II
i8 1.74 % and G- 1 is 2.61 %, the spontaneous placenta expulsion rate in
02 research groups is 100%, mean duration of placenta expulsion is not
different between G-I and G-I1.

- Some factors in Group II are more effective than those in Group
I: The mean duration for abortion in G-I is shorter than in G-II, the
average amount of MSP causing abortion in G- I is lower than that in
G-II, the mean length of hospital stay in G-II is shorter than that in G-1.
2. Safety level and acceptance of TOP regimen

- The safety level in G-I is not different from that in G-II: There

is no case of serious complications, the most common SEs in both
groups are cold, chills and fever, there is no difference in terms of SEs
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in the study between G- I and G-II with exception of fever that found in
G-II less than in G-I. The SEs are self-cured and easy to treat.

- The acceptance in Group I is not different from that in Group II:
The number of women who easily accept SEs accounts for 99.13 %
and 97.39% in G-I and G-I, respectively, the number of women who
easily accept TOP duration accounts for 93.91 % and 98.26% in G-I
and G-II, respectively. 100% of the women participating in the study are
very satisfied and satisfied with the TOP method in both groups.

RECOMMENDATIONS

- These two MTOP regimens should be added to the MTOP
protocol included in the National Guidelines on Reproductive Health in
Viet Nam.

- With the gestational age of 10-12 wks, outpatient treatment and
monitoring can be provided in order to reduce costs, travel time and
mental stress for women.

- These regimen should have further study on TOP cases who
have previous surgical scars in the uterus and higher gestational age.



