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PAT VAN PE

Chtra ngoai tr cung 1a hién twong trimg thu tinh, 1am t6 va phat trién
ngoai budng tir cung, 1a mot cip ctru san phu khoa, néu khong dugc chan
doan, xir tri kip thoi, khéi thai v& gdy chdy mau trong 6 bung de doa tinh
mang ngudi bénh va tham chi tr vong.

Ti 1€ chira ngoai tir cung c6 xu hudng tang tai Viét Nam va trén toan
Thé gidi. Theo nghién ctru ciia Stulberg tai Hoa Ky, ti 1& chtra ngoai tir cung
giai doan 1991-1992 la 1,97%, tang lén 2,07%-2,43% trong giai doan 2000-
2003 [1]. Nghién ctu cua Mai Trong Diing (2016) tai bénh vién Phu san
Trung wong, ti 1& chira ngoai tir cung ngay cang tang, tir ndm 2003 dén 2013
14 6,67%, nam 2015 13 6,9% trudng hop chira ngodi tir cung trén tong so
nguoi bénh dén diéu tri [2]. Nghién ctru cia Vuong Tién Hoa c6 téi 56,51%
chtra ngoai tir cung chan doan muon [3].

Hién nay, trong thuc hanh 1am sang, dé chan doan chira ngoai tir cung
cac thiy thudc thudng dwa vao tridu ching 1am sang va siéu am dudng 4m
dao. Tuy nhién, khi cac tri¢u chirng 1am sang va siéu am khong r6 thi nén chi
dinh thém cac xét nghiém can lam sang khac dé 1a cac dau 4n sinh hoc. Hién
tai co trén 20 d4u 4n sinh hoc cua chira ngoai tir cung dd duoc xac dinh, trong
d6 dau an B-hCG, Activin-A va PAPP-A duoc quan tim va con nhiéu tranh
luan vé gia tri chan doan.

B-hCG Ila glycoprotein do té bao nudi san xuat. Nong do B-hCG huyét
thanh tang gip doi sau 48 gio tién luong chira trong tir cung. Néu nong do B-
hCG khong tiang hoic giam, goi ¥ thai trong tir cung bat thudng hodc chia
ngoai tr cung [4].

Activin-A 12 mot glycoprotein kép ¢ ngudn goc tir té bao nudi, cd vai
tro trong sy xam lan cua té bao 14 nudi. Khi phdi 1am té ¢ ngoai budng tur

cung gay giam hoac réi loan su san xuat Activin-A cta nguyén bao nudi nén



Activin-A duoc xem 1a dau 4n sinh hoc do bét thuong caa chic ning té bao
nudi va duoc ung dung dé chan doan phan biét giita chtra trong tir cung véi
chtra ngoai tir cung, say thai sém [5].

PAPP-A la mot glycoprotein duoc té bao nudi san xuit. PAPP-A gilp
thuc day kha ning bam dinh, ting sinh cta té bao nudi. Bischof di chimg
minh néng do PAPP-A giam trong chira ngoai ttr cung khi so sanh véi chira
trong tir cung & ciing tudi thai va dua vao PAPP-A c6 thé chan doan phan biét
gitta chira ngoai tir cung va chira trong tir cung [6].

Hién nay, mac du da cé nhiéu tién bo trong chan doan chua ngoai tu
cung nhung van con mudn, ti 1& chan doan chua ding van con dang ké, su
phan biét voi chira trong tir cung giai doan sém van con kho khin nén lam
anh huong dén két qua diéu tri va sinh san trong twong lai cia bénh nhan vy
néu két hop 1am sang, siéu am va cac ddu 4n sinh hoc B-hCG, Activin-A,
PAPP-A huyét thanh s& c6 gia tri nhu thé ndo trong chan doan chtra ngoai tir
cung? Mot van dé can duoc giai quyét vi vay chang tdi thuc hién nghién ctu
nay vai 2 muc tiéu la:

1. Xac dinh néng @6 cac dau an sinh hoc B-hCG, Activin-A va PAPP-A
trong huyét thanh caa bénh nhan chtra ngoai tir cung.

2. Khao sat gia tri chan doan cua céac dau an sinh hoc B-hCG, Activin-A

va PAPP-A trong chan doan chira ngoai tir cung.



CHUONG 1
TONG QUAN TAI LIEU

1.1. Bénh chira ngoai tir cung
1.1.1. Pinh nghia

Chtra ngoai tir cung (CNTC) 1a truong hop tring dugc thu tinh va lam
td6 & ngoai tir cung. Tring thudng duoc thy tinh & 1/3 ngoai voi tir cung
(VTC), 16i di chuyén va lam t6 ¢ budng tir cung. Néu tring khdng di chuyén
hodc dung lai gitra duong, s€ gay ra chua ngoai tir cung [7].
1.1.2. Nguyén nhan va yéu to6 nguy co

- Viém dinh VTC: viém gay huy hoai I6p niém mac va tua VTC dan
dén tac VTC. Tac VTC gay giam nhu dong VTC, mat hoic giam té bao 16ng
va té bao ché tiét lam can trg sy van chuyeén caa trang gdy CNTC [8].

- Tién st phau thuat viing bung: phau thuat gan, lach, da day, rudt thura,
mo lay thai, CNTC, u nang budng trimg... gy viém dinh, gap, hep tic VTC.

- Viém tiéu khung va bénh 13y truyén qua dudng tinh duc: vi khuan gay
viém tiéu khung do lau, Chlamydia, vi khuan &i khi, vi khuan ky khi [9].

- Khéi u: u xo tir cung, u phan phy, khéi u trong long VTC lam tac
VTC hoic khéi u ¢ ngoai d¢ ép VTC gay hep 1ong VTC hoac 1am réi loan
chuc nang VTC. Lac ndi mac tir cung ¢ VTC lam hep long VTC.

- Bét thuong vé giai phau: VTC c6 tui thira, qua dai, thiéu san, hinh ken.
Tién st tao hinh VTC, triét san. Réi loan chirc nang VTC gay anh hudéng dén
su van chuyén phoi. Thoi gian di chuyén cua phoi dai hon binh thuong, phoi
chua kip vé budng tir cung thi da 1am t6 tai VTC [10].
1.1.3. Phan loai chira ngoai tir cung

- Theo vj tri: gdm chira & VTC, chira trong 6 bung, chira & budng trang,
chtra trong dng ¢b tir cung, chira tai seo mé ldy thai. Trong d6 chira & VTC

chiém ty 1& cao nhat.


https://vi.wikipedia.org/wiki/Chlamydia_trachomatis
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Hinh 1.1: Céc vi tri 1am t6 cia chira ngoai tir cung [11].

- Theo 1am sang: CNTC thé chua v&, CNTC thé huyét tu tiéu khung,
CNTC thé ngap mau 6 bung, CNTC thé gia sy thai va CNTC thé ty tiéu.
1.1.4. Triéu chwng lam sang

* Triéu ching toan than

Khi CNTC c6 choang do giam thé tich mau luu hanh. Biéu hién sém
ctia shock mat mau Ia da xanh, niém mac nhot, mach nhanh va huyét 4p tut.
Poi khi bénh nhan cé ngat do dau va mat mau do khoi chia v [12].

* Triéu chirng co' nang

- Dau hiéu c6 thai: cham kinh Ia triéu ching thuong gap. Tuy nhién, c6
thé gap réi loan kinh nguyét hoic ra mau am dao triing véi ngay kinh.

- Ra mau am dao: ra mau am dao do bong ndi mac tir cung vi chic
nang ndi tiét khdng hoan chinh. Ra mau doé hoic nau den, lién tuc hay khéng
lién tuc, khoang 80% CNTC c6 triéu chung nay [13].



- Pau bung: dau mét hodc hai bén hé chau, ha vi, mic do dau khac
nhau, lan xubng dui va tang sinh mén, néu CNTC v& dau khap 6 bung. C6 khi
dau thanh con va kem theo ra mau am dao. P6i khi dau bung kem theo mot
ran, dai dat do khéi mau tu kich thich vao truc trang, bang quang [12].

* Triéu chirng thuc thé

- Tham am dao két hop vai nan bung thiy ¢ tr cung, than tir cung
mém, to hon binh thudng nhung khong twong xing véi tuosi thai. Canh tir
cung so thay khéi mém, ranh gidi khong rd, an rat dau.

- Kham dit mo vit am dao thay c6 mau den chay tir trong budng tur
cung ra ¢ tir cung, 4m dao.

- Tham cung do Douglas: thoi ky dau con mém mai nhung khi c6 chay
mau trong bénh nhan dau choéi, nguoi bénh dau giat nay nguoi, trén 1am sang
goi 1a “tiéng kéu Douglas[13].

* Can lam sang

- Siéu am: 1a phuong phap can 1am sang quan trong trong chan doan
CNTC, dac biét la siéu &m duong am dao.

Hinh anh siéu am chan doan CNTC (dién hinh):

+ Hinh anh caa tir cung: kich thudc cé thé to hon binh thuong, khéng
thay tdi thai trong budng tir cung, niém mac tir cung phat trién > 8mm do tac
dung noi tiét, mot s6 trudng hop niém mac tir cung mong ciing khong loai trix
CNTC. C6 thé ¢6 dich & budng tir cung, b hoi day, giéng tdi 6i nhung khong
c6 hinh anh chiéc nhan hai vong va goi 1a tdi gia 6i [14].

+ Hinh anh chira & VTC: giai doan dau, VTC con nguyén ven nhung tai
thai da phat trién, 1op té bao nudi quanh tdi thai di hinh thanh céc gai rau an
vao 16p co cua VTC tao mot khéi kich thudc 1-3 cm & giita thua 4m vang,
vién xung quanh c6 am vang day tao nén hinh anh chiéc nhan mot vong. Néu
trong 10ng c6 tdi nodn hoang hoiac Am vang thai thi rat cd gia tri chan doan

CNTC. Khi thay hoat dong cua tim thai thuong 14 mudn va nguy co v cao.



+ Dich ty do 6 bung: do ri mau hoic khéi chira v& gy chay mau vao
trong 6 bung.

- Xét nghiém hCG: binh thuong, sau thy tinh 7-9 ngay hCG duoc tiét
véi ham lugng nho vi vay khé phét hién, hCG duogc phét hién bang xét
nghiém mau trong vong 11 ngay sau khi thy thai va xét nghiém nudc tiéu tir
12-14 ngay, néng d6 hCG sé& tang 1én gap d6i sau mdi 36-48 giod, dat dén dinh
& tuan tht 8-11 cua thai ky roi giam dan va 6n dinh dén cudi thai ky. Nong do
hCG <5 mIU/ml dugc xem la &m tinh, > 25 mlU/ml la duong tinh. Thai trong
tr cung ngung phéat trién hoic CNTC luong hCG thap hon binh thuong ¢
cuing tudi thai [11].

- Soi 6 bung: Ia tiéu chuan vang chan doan CNTC. Soi 6 bung vira dé
chan doan vira dé diéu tri CNTC. Hinh anh CNTC khi soi 6 bung 1a mét khoi
tim, sim mau, lam cing phong VTC (hinh anh dbi lon), kich thudc phu thudc
Vvao timg truong hop, ¢6 nhiéu mach méu, c6 khi ri mau qua loa hoic c6 mau
¢ tui cung Douglas.

- Nao niém mac tir cung: phuong phap nay phan biét say thai va CNTC
trong nhiéu truong hop. Két qua caa nao niém mac tir cung 1am mé bénh hoc
khong thay 16ng rau trong budng tir cung, chi c6 hinh anh mang rung thi dinh
huéng dén chan doan CNTC [15].

- binh lugng progesteron huyét thanh: Progesteron huyét thanh thé hién
kha ning ton tai cia hoang thé. Nong do Progesteron ting dan va 6n dinh tur
tuan tha 8-10 cua thai ky. Thai khong thé song khi nong do progesteron < 3,5
ng/ml vai d6 chinh xac 1a 100%. Trong trudng hop nay, co thé xac dinh thai
hong ma khong can biét vi tri caa thai [16].

- Choc do 6 bung hoic tdi cing Douglas: cho phép tham do cac chat
chta trong 6 phic mac. Chi dinh khi nghi ngd CNTC ri mau hay v&, chan

doan dugc xac dinh khi choc do ra mau khong dong, néu mau dong ngay co



thé do choc phai mach méau. Chdng chi dinh & cac truong hop ¢ tién st viém
viing chau, mé cii 6 bung, vi vay khi khong hat duge mau ciing khong loai trir
chan doan CNTC, thu thuat nay hién nay it st dung [17].

- M6 bénh hoc: Hinh anh dai thé khi khdi thai chwa v, khdi thai ¢
VTC giéng nhu miéng ddi lon mau tim, kém theo xung huyét toan bo VTC,
mit cit theo chiéu doc c6 thé thay tdi 6i, bao thai, rau IAn mau cuc. Hinh anh
vi thé chan doan xac dinh CNTC khi thay gai rau va té bao nudi trén tiéu ban
bénh pham [18].

1.1.5. Piéu tri chira ngoai tir cung

- Piéu tri chira ngoai tir cung bang phuong phap theo doi

- Diéu tri ndi khoa chira ngoai tir cung: khoi thai chua v&, dich trong 6
bung dudi 100 ml, duong kinh khéi thai < 4 mm, siéu am chua thay tim thai,
nong do B-hCG mau < 5000 mlU/ml [19].

- Biéu tri ngoai khoa chira ngoai tir cung

+ Phau thuat mé diéu trj CNTC.

+ Phau thuat noi soi diéu tri CNTC.

1.2. Cac dau an sinh hoc trong chira ngoai tir cung

Nghién ciru cac dau an sinh hoc trong chan doan CNTC dua vao su
phat trién cua cac nghién cau vé thai chét luu hodc say sém, cac nghién cau
nay da phan tich gen, protein dé phét hién cac dau an sinh hoc méi [20].

Phat trién mot dau an sinh hoc cho tng dung 1am sang thuong duoc
chia thanh bbn giai doan: (I) tham do tién 1am sang, (I1) phat trién thir nghiém
1am sang, (II1) d4nh gia kha ning du doan trong nghién ctu hoi cau hoic ca
lam sang va (1V) thiét 1ap gié tri chan doan. Hién nay, cd trén 20 diu 4n sinh
hoc cia CNTC nhung dang & giai doan 111, 1V cta nghién cuau [21].

1.2.1. Cac dau an sinh hoc lién quan dén phoi
- Céc dau an sinh hoc do bat thudng cua chire ning té bao nudi: day 1a

nhitng phan tir sinh hoc duoc tiét ra tir 1Gc thu thai. Khi phdi 1am té & mai



truong lac chd s& gay tang trudng bat thuong va rdi loan chirc ning cua té bao
nudi. Cac dau an thuoc vé réi loan chirc nang cua té bao nudi trong qua trinh
lam t6 cua phdi: hCG:; hyperglycosylated hCG; Activin-A; Follistatin; PAPP-
A; PSG1; kich nhil t6 rau thai (hPL); ADAM12; miRNAs rau thai; AFP;
DNA thai nhi tu do (cFffDNA) [22];[23];[24].

- Céc dau 4n sinh hoc lién quan dén bat thudng cua chic ning hoang
thé: hoang thé rat can thiét cho viéc duy tri thai ky sém, cac chirc niang nay c6
thé khdng t6i wu trong CNTC va duoc sir dung chan doan CNTC, cac dau 4n
nay bao gom: progesteron; oestradiol; inhibin-A; relaxin and renin [23].

- Céc dau an sinh hoc lién quan dén sy hinh thanh mach tan tao nhu:
yéu t6 ting truong noi md (VEGF); yéu té tang truong banh rau (PLGF);
Angiopoietins [25].

1.2.2. C4c yéu t6 lién quan dén méi trwong 1am té caa phoi

- C4c dau 4an sinh hoc lién quan méi truong 1am to binh thudng cua
phdi trong tr cung: nhitng dau an sinh hoc nay duoc tiét vao méu ngoai vi do
su twong tac binh thuong gitra thai va mang rung cua ti cung. Khi qua trinh
lam t6 binh thuong bi pha v& trong CNTC, cac dau an nay c6 thé duoc st
dung dé chan doan CNTC, bao gom: yéu té wc ché bach cau (LIF);
glycodelin; mucin-1, adrenomedullin; activin-B [26].

- Céc dau 4n lién quan dén phdi lam t6 & VTC, gay ton thuong VTC:
nhitng dau an sinh hoc nay phan anh su ton thuong ctia 16p co tron trong
VTC, xay ra trong qua trinh lam t6 cua thai. Cac dau an nay duoc nghién ctu
nhu 14 dau 4n sinh hoc dé chan doan CNTC bao gom: Creatine Kinase;
myosin va myoglobin co tron chudi nang [27].

- Cac d4u 4n cua phan tng viém va phan tng phic mac: CNTC c6 thé
dan dén viém va kich ung phlc mac, cac dau an sinh hoc sau day da duoc



nghién ctru nhu mot dau 4n tiém ning trong chan doan CNTC bao gom:
Circulating cytokines; CA-125; khang b thé C1q [28].

Yéu té tir voi tir cung

. 1 Yéu t6 xuét phat tir phoi/té bao nubi
Creatine Kinase

Myoglobin

Smooth Muscle Heavy Chain Myosin
Adrenomedullin

Pregnancy associated Plasma Protein
Pregnancy Specific 3-1-glycoprotein
Human placental lactogen

Activin A

A Disintegrin and Metalloproteinase 12
Placental microRNAs

Sw hinh thanh mach mau

Vascular Endothelial Growth Factor
Placenta - like growth factor

Yéu t6 viém

Cancer Antigen 125
Interleukin-2 receptor
Interleukin-6

Interleukin-8

Tumour Necrosis Factor «
Fibronectin

Yéu t6 tir tir cung Yéu t6 xuét phat tir hoang thé

Leukaemia inhibitory factor Progesterone
Glycodelin (placental protein-14) Estradiol
Inhibin A

Activin B

Hinh 1.2: Phan loai theo vi tri ciia dau 4n sinh hec [29].

1.3. Hormon hwéng sinh duc rau thai.
1.3.1. Cau tao phan tir ciia hormon hwéng sinh duc rau thai

- Hormon huéng sinh duc rau thai (human chorionic gonadotropin-
hCG) la mot glycoprotein cé trong Iwgng phan tir 36000-40000 Daton. Pay la
hormone c6 chaa nhiéu lién két carbonhydrate nhat trong cac hormon. Chinh
nho s6 luong lién két carbonhydrate 16n va doan C- terminal ma hCG c6 thoi
gian ban huy 1én t6i khoang 36 gio. M&i phan tir hCG bao gom 2 tiéu don vi o
va p khong twong dong véi nhau. Chudi o gom 92 acid amin duoc ma hda boi
1 gene trén nhidm sic thé 6 va chudi p gdbm 145 acid amin dwgc ma hoa boi 6
gene riéng ré trén nhidm sac thé 19. Hai tiéu don vi nay duoc két hop véi
nhau tai lugi noi sinh chat bang cac cau polypeptid, néu tach roi nhau thi
ching khong thé gan vao thu thé LH va c6 it hoat tinh sinh hoc. Céu tric

chudi o cua phan t hCG tuong ty chudi a cia cac glycoprotein khac la LH,
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FSH va TSH nhung cau tric chudi f ctia ching lai khac nhau, chinh sy khéc
biét cua chudi B quy dinh hoat tinh sinh hoc riéng cho tung loai glycoprotein.
Trong d6, B-hCG gan giéng voi B-LH nén hCG c6 hoat tinh sinh hoc va mién
dich gan gidng véi LH [30].

- Khi thai dué6i 5 tuan tudi, hCG duoc san xuat & ca nguyén bao nudi va
hop bao nudi. Bén khi nong do hCG trong huyét twong me dat dinh, hCG chi
con duoc san xuét bai hop bao nudi. Ngoai banh rau, than, tuyén yén va mot
s6 mb khac cua thai ciing c6 thé san xuat hCG. hCG ciing duoc tim thay voi
mot nong do6 rat nho & dan 6ng va phu nir khong co thai, cé 1& cha yéu duoc
san sinh ¢ thuy trudc tuyén yén. hCG ting trong bénh Iy tan sinh nguyén bao
nudi hoac trong cac bénh Iy &c tinh khéng lién quan dén nguyén bao nudi.
Tuy nhién, viéc tim thidy hCG trong huyét tuong hay trong nudc tiéu mot
ngudi phu nit trong d6 tudi sinh san thuong la dau hiéu sinh hoé cua thai
nghén [31].

- Phan tir hCG ¢4 thé ton tai ¢ nhiéu dang khac nhau trong huyét twong
va trong nudc tiéu. Cac cau lién két polypeptide c6 thé bj gay lam pha v& cau
trdc hCG, hién tuong nay ting theo tudi thai. Ngoai ra, phan tir hCG con c6
thé trai qua qua trinh dut gdy, phan ly va hoa giang tao thanh nhiéu dang hCG
khac nhau luu hanh trong huyét tuong: non-nicked hCG (hCG toan phan
khong dut gy), nicked hCG (hCG toan phan dat giy), free a-hCG (a-hCG tu
do), non-nicked free p-hCG (B-hCG khong dut gay, tu do), nicked free p-hCG
(B-hCG dut gay, tu do), B-core fragment (manh v 161 B-hCG). Ti I€ cac dang
hCG thay ddi tly thudc vao tudi thai va vao bénh ly caa thai ky. Tly vao ting
muc dich ma nguoi ta s€ chon khao sat dang Iuvu hanh nao cua hCG trong
huyét tuong [32].

- Chtrc ning sinh hoc duoc biét rd nhat caa hCG 14 bién hoang thé chu

ky thanh hoang thé thai ky, duy tri hoang thé thai nhén trong giai doan dau va
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thuc day hoang thé san xuat hormone steroid. Tuy nhién, day khong phai 1a
toan bo chirc nang ctia hCG vi ngudi ta nhan thdy hCG van tiép tuc ting sau
khi hoang thé kinh nguyét bién doi thanh hoang thé thai nghén. hCG dugc san
Xuat tir khdi hop bao nudi con c6 thé tac dong theo con duong can tiét dé thic
day su phat trién chat nén noi mac tir cung, ting tao mach dé hd tro cho qué
trinh 1am t6 cua phoi [32].

1.3.2. Vai tro ciaa hCG trong chin doan chira ngoai tir cung

- O thai ky binh thuong c6 thé phat hién hCG sau dinh LH 9-11 ngay
tac 1a khoang 8 ngay sau phong nodn va chi 1 ngay sau khi phéi lam t6. Trudc
6 tuan, nong d6 hCG tiang gap d6i mdi 2 ngay va dat dinh ¢ tuan 8-10. Sau do,
nong d6 hCG sé& giam dan va dat cuc tiéu tai thoi diém 16-20 tuan rdi git on
dinh & muc nay dén cudi thai ky. Puong biéu dién bién thién nong d6 hCG
trong nudc tiéu cua me doéng dang véi duong biéu dién bién thién nong do
hCG trong huyét thanh. Nong d6 hCG trong nudc tiéu thay d6i khéng phu
thudc vao thoi diém trong ngay ma phu thudc vao luu lugng nudce tiéu. Theo
ddi dién bién nong do hCG c6 thé gilp dy doan duoc tinh trang thai va cac
bénh ly cua thai [33].

- Ung dung cua B-hCG trong chan doan CNTC: nhiéu nghién ciu da
khang dinh rang CNTC thuong c6 nong d6 hCG thap trong huyét thanh do
trieng khong 1am t6 trong tir cung nén sy ché tiét hCG kém.

Theo Kadar va cong su (1981) c6 t6i % cac trudng hop CNTC ¢6 ndng
d6 hCG & dudi ngudng binh thuong so véi tudi thai nén da goi Y viéc xac
dinh ndng d6 hCG trong huyét thanh c6 thé phan biét duwoc mot thai nghén
khong binh thuong nhu CNTC. Kadar da dua ra nguong phan biét gitra mot
thai nghén binh thuong va thai nghén bat thuong [34].

- Thong thuong, khi ndng d6 B-hCG dat mic 1500 mIU/mL c6 thé thay

dugc hinh anh tdi thai trong budng tir cung qua siéu am duong am dao. Néu
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khong thdy dugc hinh anh tdi thai & diém cit ndy can nghi dén CNTC, thai
ngung tién trién hoic di say. Khi p-hCG trén 4000 mlU/mL trén siéu am c6
thé thay duoc hinh anh phéi thai voi hoat dong tim thai. Khi p-hCG dat mic
5000-6000 mIU/mL c6 thé thay hinh anh tdi thai qua siéu &m duong bung.
Nong d6 hCG huyét twong cao bat thuong c6 thé lién quan dén bénh ly
nguyén bao nudi, tinh trang da thai hay tan huyét ¢ thai. Nguoc lai, ndng do
hCG huyét twong thap hoic gia ting khong phu hop véi du doan (gip d6i sau
2 ngay) goi y mot thai ky dau that bai sém (ké ca thai ngoai tir cung). Néu sau
48h, nong do B-hCG huyét thanh ting dudi 66% hoic khong ting va siéu 4m
khong thay tdi thai trong budng tir cung thi phai nghi ti CNTC [34].

- Theo Morse va cong su (2012) vai tro cua dinh luong B-hCG ké tiép
trong viéc dy doan két qua 1am sang cia cac trudng hop mang thai khong
ré vi tri két qua thu duoc tir 1005 bénh nhan nhu sau: gdm 179 CNTC, 259
CTTC va 567 say thai sém. Su can bang tdi vu vé do nhay, d6 dic hiéu véi
muec tang toi thiéu mong doi cua B-hCG 1a 53% va dat d6 nhay 83,2% va
d6 dic hiéu 70,8% trong chan doan CNTC. Tuy nhién 16% CNTC va 7,7%
CTTC sé bi chan doan sai néu chi dua vao theo déi B-hCG, néu két hop xét
nghiém B-hCG lan thtr 3 hoic siéu &m duong am dao s& lam giam muc
chan doan sai xudng con 2,7% [24].

1.4. Activin
1.4.1. Cau trac phan tir Activin

- Nam 1985, bén nhdm nghién ciru doc lap da bao cao viéc phan lap
protein tir dich nang nodn cua lon, duge dit tén 1 inhibin, vi nd @c ché su tiét
hormone kich thich nang nodn (FSH) trong té bao tuyén yén & chudt [35].
Mot nam sau, Activin dugc phan lap tir dich nodn caa lgn va chirng minh kha
nang kich thich tiét FSH tir thuy trudc tuyén yén [36].
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- Mot sé nghién ctu khéac da phat hién ra rang céc protein nay khéng
chi duoc téng hop trong budng tring va tinh hoan, ma con trong cac mé khéac
noi chiing hoat dong nhu cac yéu td paracrine va autocrine dé diéu chinh mot
sb qua trinh trong va ngoai truc sinh san [37].

- Activin la mot dimeric glycoprotein thuoc ho TGF-beta
(Transforming Growth Factor-f). Ho TGF-beta c6 hon 40 peptides khac nhau
bao gom: Activins, Nodal, Anti-Mullerian Hormone (AMH), yéu té ting
truong ndi mod (EGF) va céc phan type caa TGF- ). Activin duoc tiét ra ¢
tuyén sinh duc, tuyén yén va rau thai, chtrc nang sinh hoc cua né la kich thich
su tong hop va bai tiét caa FSH tir thuy trude tuyén yén, ngoai ra Activin con
tac dong I&n qua trinh biét hoa, ting trudong cua té bao, sy trao doi chat cua té
bao. Trong tat ca Activin, Activin-A da duoc nghién ctiu rong réi nhat. Va tim
thay c6 vai trd quan trong trong nhiéu qua trinh sinh hoc da dang nhu hinh
thanh trung bi phdi, sinh hoc té bao gbc, sinh hoc sinh san, biét héa hong cau,
viém hé thng, su chét té bao, qua trinh lanh vét thuong va sy xo hoa [38].

- Cau trdic: Activin 12 mot homodimer cua céc tiéu don vi inhibin B (BA
va BB), nho lién két disulfide giira 2 tiéu don vi PA va PB da tao ra 3 phan
type 1a Activin-A (BA-BA); Activin-B (BB-BB) va Activin-AB (BA-BB) [39].

- Cau tr(ic cua tiéu phan tir BA: BA nam & chromosome sb 7, tai vi tri
7p14-p15. MRNA cua BA ma héa mdt pre-proprotein, nd duoc CAU tao tir 426
acid amin. Tiéu don vi PA gom mot peptid tin hiéu N-terminal (28AA), mot
pro-region va mot C-terminal polypeptid (116 AA). Phan truéng thanh cua
BA chira thém 9 AA co vai tro dé tong hop hodc dé kich hoat hoat tinh sinh
hoc cua Activin-A [39].

- CAu trlc tiéu phan tr fB: gen BB nam & chromosome sb 2, tai vj tri
2gcen-q13, tiéu phan ta BB duoc téng hop tir 407 acid amin, n6é gém mot

hydrophobic tin hiéu va mot proregion viing vai 292 acid amin, ¢ mot phan
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la chudi C-terminal trueéng thanh (gdm 115AA). Gibdng vai phan truéng thanh
cua tiéu phan tir A, tiéu phan tir BB ciing thiéu céac vi tri glycosyl héa. Cac
tiéu don vi BA va BB chia sé phan b cysteine tuong ddng va cac ving truong
thanh caa chung c6 70% twong ddng theo trinh ty [39].

- CAc tiéu don vi Activin khac: gan day mot sé cac nha khoa hoc Nhat
Ban da phan 1ap duoc céc tiéu don vi Activin khac nhu BC, pD, BE nhung van
chua duoc biét nhiéu vé chic nang, BC va BE 1a mot don dong tir cDNA cua
gan voi 352 acid amin va 350 acid amin tir mdi C-terminal truong thanh, ca
hai don vi nay déu c6 50% tuong dong voi A va BB [40].

1.4.2. Thu thé cia Activin

- Activin 1a cac protein dugc tiét ra nhu doi vai bat ky kich thich bén
ngoai nao, cac té bao dap ung phai co6 co ché thich hop dé truyén tin hiéu
Activin ndi bao. Ké tir khi nhan ban ¢cDNA dau tién ma héa thu thé Activin
type 11, mot lwong théng tin khong 16 da thu dugc vé cac co ché béo hiéu cua
nhiéu thanh vién trong ho TGF.

- Gidng nhu hau hét cac thanh vién cua ho TGF, cac Activin trung gian
hoat dong bang cach lién két vai mot phicc hop cua thu thé serine va thy thé
threonine kinase. Cho dén nay, bn thu thé Activin da duoc xac dinh bai kha
nang lién két cua ching véi Activin. Cac protein nay c6 thé dugc phan loai
thanh hai loai chinh, d6 1a nhom thu thé loai I, bao gém Activin receptor like
kinase (ALK2) va (ALK4) va nhom thu thé type 11, bao gém cac thy thé
Activin type I1 va 11B (ActRII va ActRIIB) [41].

- Céc thu thé Activin 12 mot phan cua ho thu thé TGF-B. Cac TGF-p va
Activin co thé lién két riéng lé véi thu thé type 1l (RII) cta chung khi dugc
biéu hién mot minh, nhung khong thé lién két véi thu thé type | (RI) trong
truong hop khong cé thu thé type 11 (Ebner et al., 1993). Tuy nhién, ca hai thu
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thé type I va II déu can thiét dé tao phuc co ai luc cao véi phdi tir, cling nhu
dé truyén tin hiéu [41].

- Activin lién két vai mot trong hai thu thé Activin type 11 (ActRIIA va
ActRIIB), ma sau dé sé& kich hoat thu thé Activin type I (ActRIB), con dugc
goi 1a Activin like kinase 4 (ALK4). Mot thu thé tha hai caa Activin type |
(actRIA) hoidc (ALK2) ciing dd dugc xac dinh, tuy nhién actRIA cd thé 1a mot
thu thé lién quan chit ché véi protein hinh thai xwong (BMP) va chat @c ché
Miiller (MIS), con dugc goi la hormone khang Miller (AMH) [42].

- Céc thy thé type 11 cia Activin (ActRII), follostatin da dugc tim thay
trong t6 chirc cia VTC, ndi mac tir cung, banh rau va da biét vai tro cua cac
protein nay trong viéc diéu hoa chirc niang sinh 1y cua cac co quan d6 va duoc
coi 1a cac dau an sinh hoc c6 do nhay va do dic hiéu tiém nang dé theo dbi
qué trinh tién trién cua thai va CNTC [43].

1.4.3. Activin ¢ phu nir khdng co thai

- Activin lan dau dugc phan 1ap tir dich nang nodn 1a céc protein huéng
sinh duc kich thich sy tong hop va bai tiét hormone FSH. Tuy nhién, tir nim
1986 dén nay, cac nghién ctu da chung minh Activin khong chi duoc tong
hop & budng trang va tinh hoan, ma con ¢ cac md khéac nhu: rau thai, tuyén
yén, tuyén thuong than, lach, tiy xwong va ndo va vai trd cua Activin la yéu
t6 tang truong hay mot cytokine. Activin-A trong mau ngoai vi nd cé vai trd
nhu mot noi tiét, nhung ngudn goc va co quan dich van con nhiéu tranh luan.

Bang 1.1: Nong dd Activin-A trong dich sinh hoc & ngwoi [44],[45].

Dich sinh hec Nong dd Activin-A (ng/ml)
Dich ndo tay 0,2-1,5

Huyét thanh 0,52-1,18

Dich 6 bung 1,52-1,74

Dich 6i 0,2-0,77

Dich nang 3,5-10,75

Dich buong tir cung 0,022 0,001
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O phu nit ngoai thoi ky sinh san, biéu hién cta Activin duoc ghi nhan &
budng trirng va tir cung.

- Activin & budng trimg phu nit khdng cé thai

+ Budng trimg 1a co quan Activin dugc phan lap dau tién. mRNA cua tiéu
don vi PA di duogc tim thy trong céc té bao hat, trong 16p té bao vo va trong ca
hoang thé. Khi nhuom mau dimeric Activin-A di dugc thé hién trong cac té bao
hat va té bao vién trong nang noan va trong cac té bao hat cua hoang thé [46].

+ Biéu hién cua tiéu don vi Activin BA thay doi theo chu ky kinh
nguyét, duong tinh trong céc té bao hat ciia nang noan so cap va ting trong
nang thir cap va nhiéu & 16p té bao vién.

+ R4t nhiéu dir liéu cho thay vai trd 1a autocrine hoic paracrine cua
Activin-A trong budng trang, c6 thé diéu chinh su phét trién va hoang thé hoa
cuia cac nang nodn; kich thich san xuat va bai tiét hormon steroid budng trang,
lam giam su tiét Progesterone va estradiol. Vai trd cua Activin-A trong truong
thanh nang nodn duogc b&o céo vé su biéu hién cua tiéu don vi PA va thu thé
type Il & chudt va tac dung kich thich su trudng thanh nang trieng cua chuot
trong phong thi nghiém, cé thé ting cac dau hiéu truang thanh cua nhan trong
vong 48 gio nudi cay trong phong thi nghiém [47].

+ Nong do Activin-A cao cd thé do dugc trong dich nang noan, nhung
chi ¢6 nhitng thay d6i nho dugc ghi nhan theo su truéng thanh cia nang noan.

+ Nhirng thay d6i nhé caa nong do Activin-A duoc mé ta trong chu ky
kinh nguyét, véi céc gia tri dinh ¢ giita giai doan phat trién nang. Do néng do
Activin-A trong huyét thanh khong thay d6i & tudi truong thanh ciing nhu &
phu nir bi suy budng tring sém hoac sau man kinh, budng trimg khong duoc
coi 12 nguon san xuat chinh caa Activin-A [48].

+ Hoat dong bai tiét Activin-A da dugc ching minh & nhiing phu nit bi

ung thu budng tring, néng do Activin-A ting trong ung thu biéu md budng
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treng. Hon nita, mot nghién ctu gan day da ching minh néng do Activin-A
tuong quan voi Sy tai phat hoic ton tai cua ung thu biéu md budng tring va
cho thay vai tro caa protein nay la dau an huyét thanh cho bénh ly nay [49].

- Activin ¢ tur cung phu nit khdng co thai

+ Hoat tinh mién dich cua tiéu don vi BA duoc khu trd trong biéu mo
tru va biéu md tuyén cua ndi mac tir cung, trong khi céc té bao moé dém noi
mac tir cung, mang rung, co tron va ndi mé khong cé kha ning mién dich.
Tuy nhién, ca té bao tuyén va té bao dém duogc déu tiét Activin-A mRNA va
tiét ra inhibin-A [50].

+ Nhuém héa mo mién dich tiéu don vi PA va Activin-A duong tinh
trong té bao chat cua té bao tuyén noi mac tir cung trong sudt chu ky kinh
nguyét va trong mang rung trong thoi ky dau mang thai. Cudong d6 mién dich
d6i véi tiéu don vi BA rat manh trong giai doan kinh nguyét, giam trong giai
doan dau tang sinh va ting manh tré lai ¢ gitra va cudi giai doan ting sinh [51].

+ Sy tiét ra Activin-A vao tuan hoan trong hai bénh: lac noi mac tir cung
va ung thu biéu md ndi mac tr cung. Céc té bao ndi mac tir cung biéu hién
mRNA cua tiéu don vi BA, PB va cho cac thu thé Activin type Il va ltype 11B.
Nong do Activin-A cao da duoc tim thay trong u nang lac ndi mac tir cung va
trong dich 6 bung cua phu nit bi lac néi mac tir cung. Tuy nhién, vi Activin-A
cao ca & nhom chang va nhém bénh nhan lac noi mac tir cung. Nong do
Activn-A trong u lac ndi mac tir cung cao hon so véi huyét thanh [52].

Té bao ung thu biéu md ndi mac tir cung va co tir cung co biéu hién gen
cua Activin-A. Activin-A duoc tiét ra tir té bao HEC-1A va HEC-1B trong
moi trudong nudi cay va viéc do trong dich tir cung cua phu nit mic ung thu
biéu md nodi mac tir cung cho thay protein nay duoc tiét ra tir té bao ung thur.

Nong do Activin-A trong huyét thanh ting ¢ nhitng phu nit bi ung thu noi
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mac tir cung hodc ¢6 tir cung va giam sau phau thuat cat bo u 1 thang, cho
thay khéi ung thu c6 thé 1a nguon tiét Activin-A [50].

- Activin-A ¢ mau ngoai vi trong chu ky kinh nguyét.

Nong do Activin-A thay d6i dang ké trong sudt chu ky kinh nguyét,
cho thay mé hinh thay doi hai pha. Sau khi giam khoang 2 lan trong giai doan
nang tring sém (ngay -12 dén -6), ndng do Activin-A ting trong giai doan tir
gitra dén cudi pha nang nodn (ngay -6 dén -1 ). Trong khoang thoi gian giira
chu ky (ngay -2 dén 3), Activin-A van & muc tuong dbi cao trudc khi giam
xuong dang ké (khoang 2 1an) dén gitra cubi pha hoang thé 1a 119 + 18pg/mL
vao ngdy 6. Sau do6, Activin-A ting dan dé dat duogc muc t6i da 308 + 57pg/L
vao ngay 14 trude khi bat dau chu ky tiép theo [53].
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Biéu @6 1.1. Nong d Activin-A trong chu ky kinh nguyét [53].
1.4.4. Activin trong thai ky

* Tac dgng sinh ly ctia Activin ¢ voi tir cung trong thai ky
- Sy thy tinh va phat trién phoi trude khi lam t6 xay ra & VTC, biéu mo
VTC c¢6 hoat tinh sinh hoc cung cap dich tiét dé hd trg cac quéa trinh nay [54].

Trimg duoc thy tinh di qua VTC duoc kiém soat bai tan sé nhip caa vi nhung
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mao va sy co thit co tron caa VTC dé dén budng tir cung lam té trong vong
5-10 ngay sau khi thu tinh. Viém VTC gay giam chuyén dong caa vi nhung
mao, co tron va chirc ning bai tiét caa VTC, dan ¢én CNTC[55].

- C4c nghién ctru da tim thay cac tiéu phan ti BA va BB cung véi
cac thu cam thé cua chung co vai trd nhu cac paracrin hoic autocrin &
VTC. Activin-A va Activin-B, céc thu thé Activin type Il duoc té bao
biéu md VTC tiét trong chu ky kinh nguyét va ting cao ¢ pha hoang thé.
Két qua nay cho thay cac Activin va cic phan tt lién quan cua ching
dong vai tro trong sinh 1y VTC va su phat trién phoi giai doan sém [54].

- Tuy nhién, su biéu hién cua cac phan tir nay ting 1én 1 rét & giai
doan phoi nang, cho thay rang su biéu hién tiéu don vi BA, thu thé BA phu
thudc vao giai doan phat trién phdi va kich hoat hé gen cua phdi [56].

- Hién tai, khéng c6 biang chung vé vai trd cua cac Activin trong
viéc diéu hoa tan s6 chuyén dong cua vi nhung mao, sy co thit co tron
cia VTC. Tuy nhién, mot sé nghién ciru di chi ra rang Activin-A gay ra
viéc san xuat oxit nitric, mot chat tc ché manh nhu dong VTC.

- Hon nita, n6 da chi ra rang Activin-A lam giam tac dung cua
oxytocin va HoxA-10 mRNA trong co tron va Su giam cua oxytocin va
thromboxaneA2 gay tich liy Ca** noi bao. Do d6, Activin-A c6 thé co tac
dung gidn co tron VTC bang céach kich thich san xuat oxit nitric va/hoic
bang céach giam tich lily Ca’* noi bao [54].

* Tac dong sinh ly caa Activin é ndi mac tir cung trong thai ky dau.

- Noi mac tir cung thay d6i vé hinh thai va bai tiét trong chu ky kinh
nguyét dé tiép nhan phodi nang vé lam to trong giai doan hoang thé muon.
Nhitng thay d6i nay bao géom su xuat hién cua cac té bao c6 chan hinh kim
trong 16p biéu md, day ndi mac tir cung, ting sinh mach mau 1a nhitng yéu

cau tuyét ddi dé 1am to thanh cong. Nhitng thay doi nay xay ra dudi sy diéu
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hoa cua noi tiét td budng trimg dé cung cip mot moi truong vi mé gidu céc
phan tir két dinh té bao, cytokine, chemokine va cac yéu té tang truong [57].

- Activin da dugc md ta 14 céc yéu td diéu hoa quan trong caa su quyét
dinh va kha ning tiép nhan ndi mac tr cung sau khi xac dinh biéu hién cua
chling trong ndi mac tir cung cua mot sé lodi & mac d6 gen va protein. Cac
tiéu don vi Activin duoc tim thay & biéu mé tru va biéu mé tuyén cua ndi mac
tir cung. Nhitng biéu hién cua céc tiéu don vi Activin, thu thé va protein lién
két cua Activin chi ra rang céc té bao biéu md va té bao noi mac tir cung cé
kha ning tao ra va dap tng vai Activin va c6 mot quy dinh chat ché vé hoat
dong cua Activin trong ndi mac tir cung [58].

- Su biéu hién caa Activin va cac phan tir lién quan ciia n6 1am thay doi
noi mac tir cung, tiéu don vi MRNA cua Activin BA, BB va protein duoc tiét
boi 16p biéu md tuyén bé mit & ndi mac tir cung khdng mang thai, phan to
Activin-A c6 trong nudc tiéu va mau kinh cua phu nir trong chu ky kinh
nguyét. Céc tiéu don vi Activin tiét trong té bao chit caa biéu md nodi mac tir
cung, ting dang ké trong cac té bao biéu mo tuyén trong pha ché tiét va tuong
d6i on dinh trong phan con lai cua chu ky kinh nguyét. Hon nita, Activin-A
dugc do trong dich rira noi mac tir cung lién quan dang ké véi ngay chu ky
kinh va d¢ day cua noi mac tu cung [58].

- Té bao mang rung méi duoc hinh thanh 1a ngudn chinh tiét Activin-A
trong thai ky dé tao diéu kién cho sy xdm nhép caa phéi vao mang rung cua tu
cung trong qué trinh 1am t4. Sau khi thai 1am to, té bao nuéi 1a ngudn chinh
tiét Activin-A, no tang trong sudt thai ky. Tuy nhién, su ché tiét caa Actvin-A
boi té bao nudi thap trong giai doam dau cua thai ky va trong giai doan nay
Activin-A c6 nguon gdc tir mang rung lam ting cudng su xam lan cua té bao
nudi. Activin-A diéu hoa sy xam nhép cua té bao nudi thdng qua E- cadherin,

N-cadherin va integrin [59].
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1.4.5. Activin trong chira ngoai tir cung

- Céc nghién cau vé biéu hién caa Activin, cac thu thé type Il caa
Activin va follistatin & VTC trong CNTC ¢6 su gia ting dang ké vé thu thé
cua tiéu don vi PA, thu thé type 1A, 11B va thu thé cua follistatin so véi c6
thai trong budng tir cung [54]. Pdng thai, su gia tang biéu hién caa cac phan
ter d6 cling duoc quan sat thdy trong cdc mau VTC duoc lay tir bénh nhan
CNTC va duong tinh véi khang thé Chlamydia trachomatis khi so séanh véi
mau VTC duoc Iy tir bénh nhan CNTC c6 &m tinh [60].

- Nong d6 Activin-A trong huyét thanh ting trong subt thai ky. Nong
d6 Activin-A giam khi t& bao nudi nging phat trién. Do do6, Activin-A dugc
nghién ctru nhu mot dau 4n sinh hoc tiém niang dé chan doan phan biét giita
CTTC binh thudng, say thai sém va CNTC. Tuy nhién, két qua duoc béo céo
vé gid tri chan doan CNTC cua Activin-A con gay tranh cai [61].

- Nghién ctru caa Florio va cong su (2007) [62] dinh Iwgng Acctivin-A
duy nhat mot 1an cho 536 bénh nhan c6 thai chua rd vi trf tdi 6i, c6 thé phan
biét gitta CTTC binh thuong, say thai vd CNTC véi do nhay 100% va do dac
hiéu 99,6% vé&i ngudng cut-off ciia nong do Activin-A 1a 370 pg/mL. Két qua
cling cho thiy néng d6 Activin-A trong huyét thanh thip hon dang ké & 30
bénh nhan duoc chan doan CNTC & VTC khi so sanh véi nhém chiing va do
nhay 96,7% véi do dac hiéu 100% cho chan doan CNTC & ngudng cut-off
430 pg/mL [63]. Nghién curu cua Daponte va cong su (2013) [5] véi ngudng
cut-off cua nong do Activin-A 1a 504 pg/mL dat duoc do nhay 97% va do dac
hiéu 93,5% trong chan doan CNTC ¢ VTC. Ngoai ra, Daponte ciing do do
nhay va do dac hiéu caa follistatin trong chan doan CNTC. Két qua da chi ra
rang ca nong do follistatin va ty & Activin-A/follistatin trong huyét thanh c6
d6 nhay va do dic hiéu thap hon so véi nong d6 Activin-A don 1é trong chan
doan CNTC [5].
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- Nguoc lai, hai nghién cau khac da bao cao xét nghiém Activin-A
huyét thanh mot 1an c6 d6 nhay va do dic hiéu thap hon so véi B-hCG trong
chan doan thai ky dau that bai (gdm CNTC, say thai sém/thai tu tiéu). Két qua
cho thdy ndng do Activin-A trong huyét thanh cd dién tich dudi duong cong
(AUC) 12 0,61 dbi véi thai tu tidu/say som, 0,64 d6i véi thai vé budng tir cung
va 0,51 dbi véi CNTC, B-hCG huyét thanh c6 AUC 1a 0,95 ddi véi thai tu
tiéu/say sém, 0,97 cho thai vé budng tir cung va 0,67 cho CNTC [64],[65].

- Su khong théng nhat trong cac gia tri ngudng cut-off cua Activin-A
cua cac nghién cau khéac nhau cé thé ly giai do sy phat trién cua té bao 14 nudi
va su phd hop caa mang rung trong qué trinh 1am t6 & cac thoi diém khac
nhau. Nguoi ta cling dé xuat rang mot sé té bao nudi trong CNTC ngung hoat
dong giéng trong thai luu, mot sé khac van hoat dong gidng nhu CTTC. Mot
nguyén nhan quan trong 1a do déi twong nghién ctu khac nhau, sb lugng mau
khac nhau hay sé ngay cham kinh khac nhau, do d6 c6 thé dua ra nhiing giai
thich kha di cho cac bién thé duoc béo céo vé ndng do Activin-A huyét thanh
& phu nir CNTC [65].

- M6t giai thich khac cho céac bién thé da noi ¢ trén vé két qua cua
Activin-A c6 thé lién quan dén tudi thai ciia nhimg ngudi tham gia nghién ctu
khac nhau. Su gia ting Activin-A trong thai ky binh thuong bat dau tir tuan
thar 6 va dat dén dinh diém vao tuan tha 38 cua thai ky. Nghién ctu cua
Florio, gom cac bénh nhan c6 thai trong ba thang dau cua thai ky, nhung tac
gia da khong bao céo tudi thai trong cac nhém nghién ctu [62]. Trong nghién
ctru ctia Rausch va cong sy (2011), tudi thai trung binh caa CNTC va CTTC
lan luot 14 45,15 + 18,95 ngay va 48,8 + 12,34 ngay [66].

- C4c hoat tinh sinh hoc cua Activin duoc diéu chinh bai follistatin do

su gan két cua Activin voi follistatin gan nhu khéng thé dao nguoc [67].
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Activin huyét thanh lién két voi follistatin dang dai (FS-315), trong khi dang
ngan (FS-288) ¢ ai luc cao véi cac hoat chat mang té bao [64].

- Ngoai ra, phan 16n c&c nghién ctu da ching minh vi tri cua Activin
trong noi mac tir cung va mo rau thai da ghi nhan su biéu hién cua tiéu don vi
BA- va BB- va khong phai protein dimer truong thanh. Do d6, co thé suy ra
noi mac tr cung va mang nudi 1 noi tong hop cac dimers trudng thanh cua
Activin khac nhau (Activin-A, -B va -AB). Hon nita, két qua duoc tao ra tur
cac nghién ctu loai bo gen da chi ra rang mdi tiéu don vi Activin c6 chirc
nang riéng biét va céc tiéu don vi nay khdng tring lap vé chirc nang [68]. Vi
vay, Viéc dua vao cac protein dimer truong thanh khac caa Activin (Activin-B
va Activin-AB) lam ting hiéu suat ciia Activin-A trong chan doan thai ky dau
that bai sém.
1.5. Protein huyét twong A lién quan dén thai ky
1.5.1. Cau tric phan tir cia PAPP-A

- Protein huyét twong A lién quan dén thai ky (Pregnancy Associated
Plasma Protein A - PAPP-A) la mot protein quan trong khi cé thai. PAPP-A
thuoc nhom siéu ho metzincin cua metallicoproteinase. Vi tri tong hop ca
PAPP-A va proMBP trong thai ky Ia rau thai. Xac dinh PAPP-A trong huyét
thanh thai ky c6 gia tri han ché mot sé bién chung nhu doa say thai, CNTC,
tién san giat hodc dai thao duong thai ky. Xac dinh nong do PAPP-A 1a dau
hiéu sinh hoa chinh cua hoi chimg Down trong ba thang dau cua thai ky [69].

- PAPP-A dugc phan 1ap lan dau tién vao nim 1974, dwoc xem nhu 13
mét protein phd bién trong mau ngoai vi cua phu nit ¢6 thai. Sau do, mot sb
vai trd sinh hoc ciia PAPP-A di dugc dé xuat, bao gom chuc nang nhu chat
rc ché enzym proteinase tuy nhién chua duoc chap nhan rong rai vé vai tro

ctia nd ciing nhu vai trd cta c4c tiéu phan tir [70].
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- Nam 1993, nguoi ta da thay rang nhitng gi trude day da duoc goi la
PAPP-A trong huyét twong khi mang thai trong thuc té 1a mot disulfide
heterotetrameric duoc lién két theo kiéu 2:2 phuc tap, bao gom hai tiéu don vi
PAPP-A c6 khéi lugng phan tir 200 kDa va hai tiéu don vi proMBP (proform
of eosinophil major basic protein) c6 khdi luong phan ti tir 50-90 kDa, mot
phac hop nhu vay goi la heterotetrameric PAPP-A (PAPP-A/proMBP hoic
htPAPP-A) [71].

- PAPP-A 12 mot metalloproteinase gan két chat ché voi
glycosaminoglycans xuét hién trén bé mat cua té bao, trong thoi gian mang
thai PAPP-A duoc tiét ra tir hop bao nubi, trong khi dé tiéu don vi proMBP
duoc tiét ra tir té bao nudi, trong moi trudng ngoai bao cd trén 99% PAPP-A
luu hanh & dang PAPP-A hoan chinh (htPAPP-A) ¢ quy 2 va 3 cua thai ky.
Cac dang khéng hoan chinh (dPAPP-A) thudng ton tai & quy dau [70].

- Gen caa PAPP-A nam trén nhiém sic thé 9g33.1. O nguoi, gen
PAPP-A trai dai trén 200 kb DNA va chira 22 exon c6 chiéu dai tir 72 dén
1063 nucleotide dugc phan tach bai 21 intron c6 kich thudc khac nhau tir 705
nucleotide dén 32,5 kb [72].

- Ngudn chinh tong hop PAPP-A va proMBP trong thai ky 1a rau thai.
Ca PAPP-A va proMBP déu thudc vé cac gen duoc biéu hién cao nhat ¢ rau
thai. PAPP-A mRNA d3 duoc dinh vi ¢ cac té bao X c6 vach ngin co ngudn
géc tir hop bao nudi va té bao 14 nudi, trong khi proMBP mRNA dugc dinh vi
& cac té bao X cua rau thai. [73].

1.5.2. PAPP-A & phu nit binh thuong

- Bishof va cong su (1982) da tim thay nong do6 PAPP-A huyét tuong
120,1-30 ng/ml cho giai doan tang sinh va 115,1-23,4 ng/ml cho giai doan bai
tiét va 93,2-22,1 ng/ml cho phu nit man kinh, do d6 nong d6 PAPP-A trong
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huyét trong 1a twong tu trong cac giai doan ting sinh va bai tiét cua chu ky
Kinh nguyét [74].

- Nong d6 PAPP-A trong thoi ky man kinh hoic giai doan ting sinh noi
mac tir cung luén & mac thap, nhung & giai doan ché tiét ndng do PAPP-A
cao hon dang ké [74]. Nhuém héa mé mién dich PAPP-A & ndi mac ti cung
cho thiy trong giai doan ting sinh, dic biét trong giai doan ting sinh sém,
mét s té bao tuyén bat mau manh vai khang huyét thanh PAPP-A trong khi
cac té bao dém am tinh. Trong giai doan ché tiét muon, chu yéu cac té bao
dém Ia PAPP-A duong tinh [75].

- Dich nang chtta PAPP-A ¢ thai ky khdng thé phan biét vai trd mién
dich hay hoa ly. PAPP-A da dugc phét hién & 95% dich nang tring. O cac
nang trimg binh thuong, nong 4o PAPP-A ting 1én trong sudt giai doan phat
trién dat dinh ngay truéc khi phong nodn va co lién quan chat ché dén su hinh
thanh nang nodn. Hourvitz di thdy gen ma hoa PAPP-A dugc biéu hién ¢
budng tring cta phu nit c6 chu ky kinh nguyét binh thudng va gen nay duoc
biéu hién hau nhu chi trong céc té bao hat khoe manh va hoang thé. Hourvitz
va cong su (2000) cho rang md hinh tiét PAPP-A bi gii han trong buong
trimg binh thuong c6 thé 1a mot dau hiéu chic niang cua nang tring troi va
san pham cta n6 1a hoang thé. PAPP-A déng vai tro trong viéc kiém soét su
ton tai, tang truong va/hoic su biét hoa ciia nang nodn va hoang thé bang céach
lam bat hoat chét dbi khang gonadotropin, IGFBP-4 [76]. Nong do6 PAPP-A
thap dugc tim thay trong 16,3% dich 6 bung. Trong tinh dich chira PAPP-A
c6 hoat tinh mién dich twong ty nhu & cac vi tri khac.

1.5.3. PAPP-A trong thai ky

- O phu nit c6 thai, ndng 46 PAPP-A cao nhat trong thai ky, khi nong

d6 PAPP-A trong huyét twong tang khoang 150 lan so véi khdng mang thai,
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PAPP-A tiang dan trong mau ngoai vi, ndng do trung binh khoang 250 mg/ml
thai du théng [77].

- O nhitng phu nir mang thai don, PAPP-A duoc phat hién sém trong
méau me khoang 28 ngay sau thu tinh. Nong dd6 PAPP-A huyét thanh ting theo
cap s6 nhan véi thoi gian nhan doi tir 3-4 ngay trong ba thang dau. Nong do
tang cham khi thai dugi 36 tuan sau dé ting nhanh dén khi thai da thang, cao
nhat khi chuyén da [6].

- Thoi gian ban thai trung binh cua PAPP-A sau khi sinh binh thuong la
52,9-25,8 gio. Khi cham dut thai ky ¢ ba thang dau, thoi gian ban thai 1a 51
gid. Sau khi phau thuat CNTC va nao budng tir cung lay hét mang rung, nong
d6 PAPP-A giam nhanh dang ké so voi khdng nao budng tir cung. Nhiing két
qua nay chi ra rang viéc san xuat PAPP-A tiép tuc bai mang rung sau khi loai
bo nguyén bao nudi trong thai ky sém [77].

- Chi mét luong nho PAPP-A duoc phat hién ¢ ngoai tuan hoan cua
me. Vét PAPP-A duogc phét hién trong nudc 6i, sita non va mau cubng rén.
Nong do PAPP-A trong méu thai nhi it hon 1000 1an va nong d6 PAPP-A
trong nudc 6i it hon 10 1an so véi trong tuan hoan cua me.

- Westergaard va cong su (1983) da thdy c6 mdi twong quan giira nong
d6 huyét thanh PAPP-A véi can nang cua me, trong lwong banh rau va trong
luong thai [78]. Nong d6 PAPP-A thap trong quy | gitp tién luong su phét
trién caa thai kém hon. Trong luong thai nhi nho nhung thai phat trién binh
thuong, ¢ thé suy doan banh rau ciing nho hon, do d6 s& c6 mot nhém cac
thai ky binh thuong trong khi kich thuéc trong lwong cta banh rau nho [78].
1.5.4. PAPP-A trong chira ngoai tir cung

- Khi thai trong budng tir cung binh thudng co lién quan dén viéc san
Xuat nhiéu protein rau thai. Ngay sau khi 1am t6, B-hCG duoc tim thay trong

tuan hoan caa me. Nguyén bao nudi tiép tuc tong hop va tiét ra céc loai
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protein khac nhau trong sudt thai ky, bao gém yéu té tc ché bach cau
(leukemia inhibiting factor-LIF), serum specific protein-1 (SP1), human
placental lactogen (HLP), PAPP-A [79].

- PAPP-A dugc tong hop bai cac té bao dém. Nong do PAPP-A ting
dan dén khi thai du thang, c6 thé do sy phéat trién cua té bao dém. Tuy nhién,
té bao ndy ciing duoc tim thiy & nhimg nguoi khéng mang thai c6 nhiing vi
tri ngoai tir cung bao gdm nang nodn, té bao hoang thé va VTC. G nam giéi,
protein nay cé trong tai tinh va tinh dich.

- Sinosich va cong sy (1985) da nghién ctru 116 bénh nhén, bao gom 87
phu nir khéng mang thai, 16 bénh nhdn CNTC ¢ VTC va 13 phu nir c6 thai
trong budng tir cung binh thuong. T4c gia do nong d6 PAPP-A, hCG va SP1
trong 164 mau huyét thanh va 29 mau mé thu duoc tir nhiing phu nit nay.
Trong nhém mang thai & VTC, chi c6 hai trong s6 47 mau huyét thanh duong
tinh véi PAPP-A. Tac gia chi ra rang dau hiéu 1am sang cua CNTC (ra mau
am dao bat thuong, dau bung dudi), f-hCG duong tinh c6 nong d6 PAPP-A
huyét thanh giam hoac am tinh thi kha ning chan doan CNTC cao [80].

- Sjéberg (1987) do nong do PAPP-A huyét thanh ¢ 124 CNTC, 40 say
thai som, 136 CTTC binh thuong va 460 phu nit khéng c6 thai. Nong do
PAPP-A huyét thanh & nhdm CNTC va nhom say thai sém thap hon so V6i
nhém CTTC binh thuong; 82% bénh nhan nhém CNTC va 55% nhom say
thai sém c6 ndng dd6 PAPP-A huyét thanh am tinh. Do d6, xac suit mot bénh
nhan mang thai c6 muac PAPP-A khong phat hién dugc c6 CNTC duoc tinh la
30%; say thai sém 1a 29%. Mac du nong do PAPP-A dugc tim thay thap hon
& bénh nhan CNTC va say thai s6m so véi nhitng ngudi mang thai binh
thuong, nong do PAPP-A huyét thanh khong thé phan biét gitra CNTC va say
thai som [81].
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- Tornehave va cong su (1987) da kiém tra cau trdc md va mac do bat
mau khi nhuom héa md mién dich dbi véi hCG, SP-1 va PAPP-A trong té bao
la nubi, mang rung cua noi mac tir cung ¢ 10 bénh nhan CNTC. Sau d6 danh
gia su twong quan vai ndng do trong huyét thanh. Két qua nhuém hCG va SP-
1 bat mau manh trong hop bao nudi duong nhu khong lién quan dén mic do
hCG va SP-1 trong huyét thanh. Nguoc lai, nong d6 PAPP-A trong mau me
tuong quan v6i biéu hién va sy phan bé PAPP-A trong mo [82].

- Daponte va cong su (2005) nghién cttu gom 21 trudng hop CTTC bét
thuong (duoc diéu tri bang nong va nao - tudi thai trung binh 7,15 tuan) va 27
CNTC (dugc diéu tri bang noi soi - tudi thai trung binh 7,3 tuan). Nong do
PAPP-A, Progesterone, LIF, HPL va glycodelin trong huyét thanh khong c6
su khac biét dang ké giita hai nhom. Tac gia két luan cac dau an sinh hoc
PAPP-A, HLP, LIF khdng phan biét duoc CNTC véi CTTC bt thusng [79].
1.6. Nghién ciu diu 4n sinh hoc trong chira ngoai tir cung
1.6.1. C4c nghién ctru trén thé giéi

Hién nay cac nghién ctru cia Activin-A, PAPP-A, B-hCG c0 2 hudng chinh:

+ Nghién cru vai tro cua Activin-A, PAPP-A, B-hCG huyét thanh trong
xac dinh vi tri 1am to cua thai (trong tir cung hay ngoai tir cung).

+ Nghién cru vai tro cua Activin-A, PAPP-A, B-hCG huyét thanh trong
theo ddi sy phét trién cua thai (thai dang phat trién hay thai ngiing phét trién).

Piém lai y van thé gisi c6 cac nghién ctu tiéu biéu sau:

- Nghién citu ciia Pasquale Florio va céng sw (2007) [62]: tién hanh
trén 536 doi tuong co thai chua rd vi tri vao nhap vién diéu tri va dugc xét
nghiém B-hCG, Activin-A va Progesteron huyét thanh. Két qua theo ddi khi
ra vién co 28,9% bénh nhan CTTC, 56,9% séy thai som va 14,2% CNTC. Gia
tri B-hCG, Activin-A va Progesteron trong chan doan CNTC véi CTTC.
Ngudng cut-off caa B-hCG la 658 mUI/ml, d6 nhay 70,0%, d6 dac hiéu
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76,1%; dién tich dudi duong cong 80,6%. Ngudng cut-off cua Progesteron la
5,01 ng/ml, d6 nhay 85,5%; d¢ dac hiéu 66,1%, dién tich dudi duong cong
62,2%. Ngudng cut-off ctia Activin-A la 0,37 ng/ml, 46 nhay 100%, d6 dac
hi€u 99,6%, dién tich dudi duong cong 100%; dién tich dudi duong cong
chan doan CNTC cua Activin-A huyét thanh cao hon so véi B-hCG va
Progesterone, sy khac biét c6 y nghia théng ké (p <0,05).

- Nghién ciru ciia Alexandros Daponte va cong sw (2013) [5]: nghién
clru gia trj ctia Activin-A, follistatin trong chan doan CNTC véi CTTC. Gém:
30 truong hop CNTC, 33 truong hop CTTC. Ngudng cut-off ciia Activin-A la
505 pg/mL, chan doan CNTC c6 do nhay 87,9%, d6 dac hi¢u 100%, di¢n tich
dudi duong cong 97,4%. Ngudng cut-off cua Follistatin 1a 3747,2 pg/ml, do
nhay 72,7%, d6 dic hiéu 90%. Activin-A va follistatin dugc xem 13 ddu 4n
sinh hoc tiém ning cho chan doan phan biét giita CNTC véi CTTC, can duoc
nghién ctru v6i ¢& mau 16n hon.

- Nghién ciru cua Asha Makwana va cong sw (2015) [83]: nghién ciru
gia tri cia PAPP-A, Activin-A va Inhibin-A trong chan doan phan biét CNTC
v6i CTTC. Gom 100 d6i twong CNTC, 100 ddi tuong CTTC. Ngudng cut-off
cua PAPP-A 1a 0,53 pg/ml, d6 nhay 81%, do dac hiéu 54%. Ngudng cut-off
cua Activin-A 1a 0,37 ng/ml, d6 nhay 100%, do dac hiéu 99%. Ngudng cut-
off ctia Inhibin-A 1a 28,67 pg/ml, dd nhay 83%, d6 dac hiéu 79%. Gia tri tién
doan CNTC ciia Activin-A cao nhat.

- Nghién ciru cua B. Refaat va A.O. Bahathiq (2020) [84]: gia tri cta
B-hCG, Progesteron, Activin-A, Activin-B, Activin-AB va Follistatin trong
chan doan CNTC. Gém 120 dbi tuong chia 1am 3 nhom: 40 CTTC, 40 CNTC,
40 s:fly thai som. Ngudng cut-off cua B-hCG la 2949,4 UI/L, d6 nhay 76,5%,
do dac hi¢u 51,2%. Ngudng cut-off cua Progesteron la 6,3 ng/ml, d§ nhay
27,5%, d6 dac hiéu 50%. Ngudng cut-off cua Activin-A 1a 417,2pg/ml, do
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nhay 92,5%, do dic hiéu 87,5%. Tac gia két luan Activin-A va Follistatin 1a
d4u 4n sinh hoc t6t cho chan doan CNTC.
1.6.2. Cac nghién ciru trong nuwéc

- Nghién citu cita Vwong Tién Hoa (2002) [85]: xac dinh gia tri cua
nong d6 B-hCG huyét thanh, siéu &m, soi 6 bung chan doan CNTC. Tac gia
dua ra két luan: khi nong do B-hCG 16n hon hodc nhoé hon 700 mUl/ml, siéu
am khong c6 tai thai trong tir cung va c6 khéi dac hiéu & phan phu, chi dinh
noi soi 6 bung. Khi nong d6 B-hCG < 700 mUI/ml, siéu am khdng c6 tdi thai
trong ttr cung va khong co6 khéi dac hiéu & phan phu, chi dinh xét nghiém lai
nong do B-hCG huyét thanh va siéu am sau 48 gio.

- Nghién cizu ciza Pham Thi Thanh Hién (2007) [86]: xac dinh gia tri
cua Progesteron, B-hCG, siéu am chan doan CNTC chua v&. Gom 401 doi
tugng CNTC. Khi chon nguong cut-off cua Progesteron dudi 5ng/ml, do
nhay: 51,62%, d6 dac hiéu: 48,98%. Khi chon nguong cut-off cua
Progesteron dudi 15ng/ml, do nhay: 89,28%, do dac hiéu: 90,17%. Khi chon
nguong cut-off cua B-hCG dudi 1000 UI/L, ¢ nhay: 47,63%, do dac hiéu:
32,65%. Khi chon ngudng B-hCG dudi 1500UI/L, d6 nhay: 75,56%, dd dac
hiéu: 20,4%.

- P6i v6i Activin-A va PAPP-A & trong nudc ¢6 mdt s6 bao cao lién
quan dén bénh 1y ung thu gan, xo gan, tién san giat... Tuy nhién ching toi
chua thdy nghién ciru nao danh gia vai tro cua Activin-A va PAPP-A trong
chan doan CNTC. Véi PAPP-A, hién tai duoc Gmg dung rong rii trong céc
test chan doan trudc sinh [87].

- Tir 2008 dén 2020, cac nghién ctru cia PAPP-A va B-hCG tap chung
trong chan doan sang loc trudc sinh, chua thdy nghién ciru nao vé Activin-A,
PAPP-A vé CNTC.
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CHUONG 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong, dia diém, thoi gian nghién ciru

2.1.1. Pdi twong nghién ciru

Phuy nit trong d6 tudi sinh dé, xét nghiém thai (Quickstick) dwong tinh
trong nhitng tudn dau cua thai ky dén kham tai Bénh vién Quan y 103 va
Bénh vién Phu san Trung wong.

- Tiéu chuén lwa chon d6i twong nghién ciru

+ Tiéu chuan chon céc trudong hop chira ngoai tir cung: Céc truong hop
CNTC & voi tir cung dugc diéu tri bang phiu thuat, két qua mo bénh hoc ¢6
hinh anh gai rau hodac nguyén bao nuoi hodc san bao [88].

+ Tiéu chuan chon cac trudng hop chura trong tir cung: phu nit ¢6 thai
va siéu 4&m c6 hinh anh tai i trong budng tir cung, c¢6 hodc chua co phdi va
tim thai, don thai <7 tuan (49 ngay), xét nghiém ndng d6 p-hCG, Activin-A,
PAPP-A trong huyét thanh 1an kham dau tién va tiép tuc theo ddi cho dén khi
c6 tim thai [88].

+ Néu sau kham 1am sang, siéu am, xét nghiém B-hCG ma chan doan
van chua dugc xac dinh thi tiép tuc theo ddi dién bién 1am sang, xét nghiém
1ap lai ndng d6 B-hCG huyét thanh va siéu 4m ctr sau 48 gid cho dén khi chan
doan xac dinh.

+ Nghién ctru khong phan biét hinh thirc c6 thai (c6 thai ty nhién, co
thai do IVF), tuy nhién ddi véi co thai bang k¥ thuat IVF chi chon cac truong
hop chuyén don phdi ngay 3.

- Tiéu chuén loai trir

+ Nhom chira ngoai tir cung: chira khong & VTC, CNTC diéu tri ndi
khoa hodc phau thuat khong c6 hinh anh gai rau hodc nguyén bao nudi hoic
san bao; vira CTTC vira CNTC.

+ Nhom chura trong tr cung: tudi thai > 7 tuan, da thai, thai bénh ly,

thai luu, sot rau, sdy thai.
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2.1.2. Pia diém nghién ctru

- Pugc thyc hi¢n tai Bénh vién Quan y 103, Bénh vién Phu san Trung uong.

- Cac mau méau duoc tich huyét thanh va bao quan tai Trung tm Huyét hoc
va Truyén mau - Bénh vién Quan y 103.

- Cac xét nghiém Activin-A, PAPP-A duogc thuc hién tai Vién nghién
ctru Y Dugc hoc Quan su - Hoc vién Quan y. Xét nghiém B-hCG va siéu am
dugc thyc hién tai Bénh vién Phu san Trung wong, Bénh vién Quan y 103.
2.1.3. Thoi gian nghién ctru

Nghién ctru dugc tién hanh trong 2 nam (tir 9/2017 dén 1/2019).

2.2. Phuong phap nghién ciru
2.2.1. Thiét ké nghién ctu

Nghién ctru ct ngang
2.2.2. C& miu nghién ciru

Udc tinh ¢& mau nhom chira ngoai tir cung: Ap dung cbng thic tinh ¢&

mau cho uéc luong mét ti 16 trong quan thé [89], [90]:
2
Zl—oc/z p(l o p)
2
d

- 113 co mau trong nghién ciru.

n=

-Zi.qn lahé sb tin cay, voi muc o = 0,05 ta c6 Zq.4» = 1,96.

- p: ti 1€ chura ngoai tir cung tai Bénh vién Phu san Trung wong nam
2013, p = 6,67% [91].

- d: khoang sai Iéch mong mubn gifia ti I¢ thu duoc tur mau va ti 1é cia
quén thé, chon d = 0,04%.

Thay cac gia tri vao cong thtrc trén ta c6: 150

C& mau nhém bénh nhan CNTC chiing t6i thu thap duoc la 194. Nhom
CTTC 1a 157 truong hop, theo ti 1¢ ~1 :1
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2.2.3. K§ thuit chon miu

- Chon mau theo phuong phéap chon mau ngau nhién.

- Phu nit trong do tudi sinh dé, nghi ngd co thai, xét nghiém thai
(Quickstick) duong tinh dén kham tai Bénh vién Quan y 103 va Bénh vién
Phu san Trung uong.

- Cac ddi tuong trén duge kham 1am sang, siéu am va thir f-hCG mau,
sang loc, lya chon ngau nhién vao nhom chira trong tir cung, nhdm chira ngoai
tur cung va nhdm c¢6 thai chua rd vi tri.

- Tiép tuc theo d&i nhom c¢6 thai chua rd vi tri dén khi xac dinh dugc vi
tri cta thai, néu thai vé budng ttr cung thi chon vao nhom CTTC, néu CNTC
duoc diéu tri bang phau thuat thi chon vao nhém CNTC.

2.3. Cac bién s6 nghién ctru
2.3.1. Bién s6 phu thudc

- Chira ngoai tir cung: lua chon céc trudng hop CNTC dugc diéu tri
bang phau thuat, két qua giai phau bénh khéi thai & VTC, vi thé ¢ hinh anh
gai rau hoac nguyén bao nudi hoac san bao.

- Chtra trong tr cung: c6 thai va si€u am c6 hinh anh tai thai trong
budng tir cung, c6 hodc chua c6 phdi va tim thai, don thai < 7 tuan, theo déi
thai dén khi ¢ tim thai.

2.3.2. Bién s6 doc 1ap

- Cac bién sd lién quan dén dic diém chung cua dbi tuong nghién ciru:

+ Tuodi: 12 tudi ctia doi twgng nghién ciru, chia lam cac nhém tudi: < 20
tudi, tir 21-24 tudi, 25-29 tudi, 30-34 tudi va > 35 tuodi.

+ Tudi thai (ngay): tinh tudi thai dua vao ngay dau cua ky kinh cudi,
chi tinh duwoc & nhitng phu nit nhd ky kinh, kinh nguyét déu. Pdi véi cac
trirng hop c6 thai bang k¥ thuat IVF tinh tudi thai theo ngay chuyén phoi va
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cong thém 14 ngay. D6i v6i nhimng truong hop co thai bang k¥ thuat TUI tinh
tudi thai dua vao ngay dau cua ky kinh cudi.

Vi du: ngay dau cua ky kinh cubi 1a 12/6/2019, thai phu dén kham ngay
19/7/2019, tubi thai la: (thang 6 c6 30 ngay + thang 7 c6 19 ngay) - 11 ngay
(tir ngay 11/6 trd vé trude khong thudc tudi thai) = 38 ngay. C6 thé tinh tudi
thai nhanh hon bang cach dua vao bang tinh tudi thai, cing thai phu & trén
dira vao bang tinh tudi thai, két qua 1a 5 tun 3 ngay, tinh tudi thai theo ngay
la: 7x5 = 35 ngay + 3 ngay = 38 ngay [92].

+ Nhom tu6i thai: tinh theo tuan, iy tudi thai (ngay)/7. Chia thanh 3
nhom tudi thai: dudi 5 tudn, 5-6 tudn va trén 6 tuln.

+ Nghé nghiép: 1a nghé hién tai d6i twong nghién ctru dang lam, gom
lam rudng, vién chirc va ndi tro.

+ S6 con: 1a s6 con d6i twong nghién ctru hién tai dang ¢, gdbm chua co
con, ¢c6 01 con, ¢6 02 con va c6 > 3 con.

- Cac bién sd lién quan 1am sang:

+ Ra mau 4m dao: 1a mau chay qua dudng am dao, tham bing vé sinh,
kham 4m dao c6 mau, gém c6 ra mau trude ky kinh, ra mau dung ky kinh, ra
mau sau cham kinh.

+ Cham kinh 12 khong ra mau theo ngay dy kinh du kién, gom c6 c6
cham kinh va khong c6 cham kinh.

+ Pau bung vung ha vi la cdm nhan cua nguoi bénh th?iy dau trc vung
ha vi, kham dau. Gom c6 bién dau bung ha vi va khong dau bung ha vi.

+ Tir cung to: 1 kham thiy tir cung to hon binh thuong.

+ Kham phan phu c6 khdi: 1a khi thim am dao két hop véi nan bung &
mot bén hay hai bén phan phu c6 khdi né, c6 thé dau hodc khong dau.

+ Kham ti cung Douglas 1a tham am dao s¢ tii cung sau tor cung bénh

nhan dau hodc khong dau.
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+ Vi trf thai gdm: o k&, eo, bong, loa VTC va chira trong tir cung.

- Cac bién s6 lién quan dén két qua siéu am:

+ Siéu 4m budng tir cung rong: khong ¢ hinh anh cua tai 6i hodc dich
trong budng tir cung.

+ Siéu 4m phan phu c6 khéi 1a khi siéu 4m dudng 4m dao & canh tir
cung c6 khdi 4m vang khong thuan nhat.

+ Siéu am dich & thi cung Douglas l1a c6 hinh 4nh gidm am trong tui
cung Douglas hozc hinh anh hon hop am.

- Céc bién s6 lién quan xét nghiém:

+ Pinh lugng ndong do B-hCG huyét thanh lac 00 gid: xét nghiém ndng
d6 B-hCG trong mau ngoai vi tai thoi diém vao vién.

+ Pinh luong néng d6 PAPP-A huyét thanh: xét nghiém ndng do
PAPP-A trong mau ngoai vi tai thoi diém vao vién.

+ Pinh luong nong d6 Activin-A huyét thanh: xét nghiém nong do
Activin-A trong mau ngoai vi tai thoi diém vao vién.

+ Pinh lugng ndng d6 B-hCG huyét thanh sau 48 gid theo doi: xét
nghiém ndéng d6 B-hCG trong mau ngoai vi sau 48 giod theo dai.

2.4. Quy trinh nghién ctru
2.4.1. Quy trinh t6 chirc nghién ctru

- Lya chon dbi tuong nghién ciru.

- Cung cap thong tin vé quyén va nghia vu ctia nguoi thuc hién nghién
ctru va nguoi tham gia nghién cuu.

- Hudng dan céc budce tién hanh nghién ctru, cam két tinh nguyén tham
gia nghién cuu, cam két bao mat thong tin va thyc hién dung dao dic nghién
ctru trong y hoc.

- Gidi thiéu vé cac chi tiéu nghién ctru can thue hién, so do nghién clru

va thong tin ma do61 tugng nghién ctru can cung cap cho nha nghién ctru.
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- Siéu am, 14y mau xét nghiém ndng do Activin-A, p-hCG, PAPP-A,
theo ddi dién bién thai ky.

- Néu 5 CTTC hodc CNTC, dbi chiéu tiéu chuan lya chon va tiéu
chuén loai trir, chon vao ddi tuong nghién clru.

- Néu chua rd CNTC hay CTTC, theo doi tiép, siéu am va lam lai xét
nghiém B-hCG mau sau 48 gio, tiép tuc theo ddi néu 1a CNTC hodc sy thai
sém/thai tu tiéu diéu tri khoi bénh cho bénh nhéin ra vién. Néu la CTTC
huéng dan bénh sin phu theo ddi thai nghén va hen kham thai dinh ky.

- Tiép tuc doi chiéu véi tiéu chuén lua chon va tiéu chuan loai trir, loai
cac truong hop khong phu hop.

- Lap bénh an nghién ctru (phu luc 1).

- Tiép tuc theo ddi néu 1a CNTC hodc siy thai sém/ thai tu tiéu diéu tri
khoi bénh cho bénh nhan ra vién. Néu la CTTC huéng dan bénh san phu theo
dai thai nghén va hen khdm thai dinh ky.

- Nhap va phan tich sb liéu: phan tich néng d6 cac dau an sinh hoc
Activin-A, B-hCG, PAPP-A trong CNTC va CTTC, xac dinh gia tri cta cac

dau 4n sinh hoc trén trong chan doan CNTC.
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2.4.2. So d6 nghién ciru

Phu ni¥ trong do tubi sinh de, xét nghiém thai (Quickstick) dwong tinh trong nhiing
tuan dau cua thai ky dén kham tai Bénh vién Quén y 103 va Bénh vién Phu san
Trung wong, duge siéu dm, lay mau xét nghiém B-hCG, Activin-A va PAPP-A

R& chira trong Chura rd vi tri cia thai R& chira ngoai
fir cung tir cung

[ Theo ddi dién bién lim sang ]

Siéu 4m, xét nghiém lai B-hCG sau 48 gids

R& chira trong Thai say sém hodc R& chira ngoai
tir cung thai tr tiéu tir cung

-
Phéin tich sb lidu

- Némg d6 cac diu 4n sinh hoc
trong CNTC va CTTC

- Gia tri chan doan CNTC cua
cdc déu in sinh hoc

Nhom CTTC Nhom CNTC

So d 2.1. So' d6 thiét ké cac bwéc nghién cieu
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2.5. Cac tiéu chi danh gia

- Chan doan ¢ thai: dé chan doan chinh xac phai dua vao cac dau hiéu
lam sang va xét nghiém. B-hCG >5 1U/I dugc xac dinh duong tinh.

- Chua trong tir cung: c6 thai va siéu am cé hinh anh tdi thai trong
budng tir cung, c¢6 hodc chua cd phdi va tim thai.

- Chtra ngoai tir cung: c6 thai nhung siéu 4m budng tir cung rong, thiy
c6 thi 6i ngoai tir cung hodc khdi Am vang khong déu canh tir cung, ¢6 dich ¢
Douglas hoic trong 6 bung, soi 6 bung khi thdy khéi thai & VTC, lam giai
phau bénh c6 hinh anh gai rau hoiic nguyén bao nudi hoic san bao.

- Chan doéan khong c6 thai: khong ¢ biéu hién 1am sang c6 thai, khong
c6 cham kinh, siéu am khong c6 hinh anh tai thai trong va ngoai tir cung, test
hCG nudc tiéu am tinh va B-hCG 2 huyét thanh 1an lién tiép am tinh.

- Ngudng cut-off trong chan doan CNTC cua dau 4n sinh hoc: 1 khi xét
nghiém dudi ngudng chan doan CNTC c6 do nhay va do dac hi¢u cao nhét.

- BJ nhay chan doan CNTC cuia d4u 4n sinh hoc: 1a thuong s6 cua cac
truong hop CNTC c6 xét nghiém dau an sinh hoc dudi ngudng cut-off/ tong
s6 truong hop CNTC.

- Bo dic hiéu chan doan CNTC cta dau 4n sinh hoc: 1a thuong s6 cua
cac truong hop CTTC co6 xét nghiém dau 4n sinh hoc trén ngudng cut-off/
tong sd truong hop CTTC.

2.6. Cac ky thuat sir dung trong nghién ciu
2.6.1. Quy trinh dinh lwgng p-hCG mau

* Bgnh pham: bénh nhan khdng can nhin an khi 1ay mau. Huyét tuong
chéng dong bang Li-heparin, K2-EDTA va K3-EDTA c6 thé dung. Thé tich
mau t6i thiéu 1a 2ml. Mau méau néu khong lam ngay can phai tach huyét thanh va
dung trong dng Effpendoft c6 day nip. Huyét thanh da tich on dinh trong 5 ngay ¢
20-25°C, 14 ngay ¢ 2-8°C, 12 thang & - 20°C (+5°C). Mau chi ra dong 1 1an.
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- Ly tdm cac mau co két taa trude khi thuc hién xét nghiém, khéng st
dung cac mau bat hoat bai nhiét.

- Khéng str dung nhimg mau thir va mau chimg dugc 6n dinh bang acide.

- Pam bao dwa miu vé nhiét do 20-25°C trugc khi tién hanh xét
nghiém. Dé tranh bay hoi nén phan tich trong vong 2 gio.

* Nguyén ly

- Phuong phap: mién dich dién hoa phat quang (ECLIA).

- Nguyén ly bt cap:

+ Thoi ky t dau tién: 6l mau thir, khang thé don dong dac hiéu khang
hCG danh dau biotin va khang thé don dong dic hiéu khang hCG danh dau
phirc hop ruthenium phan tng véi nhau thanh phic hop bat cap.

+ Thaoi ky a thtr hai: sau khi thém céc vi hat phu streptavidin, phac hop
mién dich trén tré nén gan két vaéi pha ran thdng qua su twong tac giita biotin
va streptavidin.

+ Han hop phan ung duoc chuyén téi budng do, & d6 cac vi hat ddi tur
duoc bét giir trén bé mat cua dién cuc. Nhitng thanh phan khong gan két sé bi
thai ra ngoai buong do boi dung dich ProCell II M. Cho dién &p vao dién cuc
s& tao su phéat quang hoa hoc do bing bd khuéch dai quang tu.

+ Céc két qua dugc xac dinh thong qua mot duong chuan xét nghiém
trén mau duoc tao nén boi xét nghiém 2 diém chuan va thong tin duong chuan
chinh qua cobas link.

* Cdc bwéc thuc hién quy trinh

- Chuan bi may: chuan bi hda chat chuan xét nghiém (néu can) va tién
hanh néi kiém tra chat luong (chay QC) cho xét nghiém B-hCG.

- Ly tdm mau bénh pham trong vong 5 phut véi van toc 4000 vong/phut
(hodc 3500 vong/phat trong 10 phuat) theo quy trinh QTKT.SH.018.V1.0,
QTKT.SH.22.V1.0.
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- Pt dng bénh pham da duoc ly tim vao rack bénh pham va dua vao may.

- VVan hanh may theo quy trinh QTKT.MD.05.V1.0.

- Duyét két qua.

* Nhéng sai sot va xue tri.

- Sir dung huyét twong thay vi str dung huyét thanh. Khic phuc: nguoi
ldy mau mau can ndm rd yéu cau vé bénh pham truge khi ldy méau va luu y
dung dang 6ng dung mau. Khi nhan mau mau, ngudi nhan ciing can kiém tra
xem éng méu c6 dung yéu cau khong.

- Nhiing yéu té gay nhiéu cho két qua xét nghiém. Két qua xét nghiém
khong bi anh huong khi:

+ Huyét thanh vang: Bilirubin < 25 mg/dL hay 428pumol/L.

+ Tan huyét: Hemoglobin < 1.0 g/dl.

+ Huyét thanh duc: Triglyceride < 1500 mg/dl.

+ Biotin < 30 ng/ml. Néu bénh nhan sir dung Biotin véi liéu >5
mg/ngay can lay méau xét nghiém it nhat 8h sau khi s dung Biotin 1an cudi.

+ Khdng cd hiéu tmg “‘high-dose hook”’ khi nong do p-hCG trén 80001U/L.

Khac phuc: C6 thé hoa lodng bénh pham va thuc hién lai xét nghiém
sau d6 nhan két qua véi do hoa loang (Trudng hop cd hoa lodng tu dong trén
may thi két qua khdng can nhan voi do hoa lodng do may da tu tinh toan).
2.6.2. Quy trinh dinh lwgng Activin A mau

* Nguyén ly chung:

Quy trinh dinh luong nong d6 Activin-A trong huyét thanh bang ky
thuat ELISA. Chat Activin-A chuan va mau duoc bt cap boi khang thé don
dong khang Activin-A di gan trén dia. Dé phat hién dugc Activin-A thuc hién
bang viéc sa dung mot khang thé gan biotin khang Activin-A. Sau dé céc
khang thé gan biotin lién két véi streptavidin HRP, HRP xuc tac phan ung
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lam TMB chuyén thanh mot dan xuat c6 mau. Cuong do mau tuyén tinh véi
ndng do Activin-A c6 mat trong mau.

* Cac bwéc cia quy trinh: thuc hién theo huéng dan cta nha san xuét
(Human Activin-A ELISA Kit, Thermo Scientific-My).

- Bué6c 1: chuan bi thudc thtr, mau va chat chuan nhu huéng dan.

- Buéc 2: cho 100pL chat chuan va mau vao ting giéng, day kin va a ¢
nhiét d6 phong (20-25°C) thoi gian 2,5 gid.

- Bué6c 3: ria dia 4 1an bang dém rua

- Budc 4: cho 100uL khang thé gan biotin vao mdi giéng, day kin va o
& nhiét d6 phong trong 1 gio.

- Bué6c 5: ria dia 4 1an bang dém rua

- Bué6c 6: cho 100pL Streptavidin-HRP vao ting giéng

- Buéc 7: day kin va u ¢ nhiét d6 phong trong 45 phut

- Buéc 8: ria dia 4 1an bang dém rua

- Bué6c 9: cho 100puL dung dich co chat TMB vao mdi giéng.

- Budc 10: dat dia trong ti & nhiét d6 phong khoang 30 phit.

- Budc 11: cho mdi giéng 50uL dung dich dirng phan ang.

- Bude 12: do do hap thu trén mau doc ¢ budc séng 450nm-550nm,
tinh toan két qua. Po do hap thu bang may DTX 880 cua hidng Beckman
Coulter — My ¢ budc song 450nm hoac 550nm.

- Tinh toan két qua

+ Tao duong chuan bang cach vé d6 thi do hap thy trung binh.

+ Tinh todn két qua st dung gidy dd thi hoic phan mém théng ké
duong cong chuan.

+ Néu mau kiém tra bj pha lodng, nhan gia tri noi suy thu duoc tir

duong chuan véi hé sé pha lodng dé tinh nong do Activin-A trong mau.
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+ Gi4 tri o hap thu dugc véi cac ban sao sai sé phai <10% gi4 tri trung
binh. Xem xét can than gié tri ban sao ma khéc véi gia tri trung binh 16n hon 10%.

+ Do nhay: 15pg/mL.

+ Pham vi khao nghiém tir 10-10000pg/mL.
2.6.3. Quy trinh dinh lwgng PAPP-A méau

* Nguyén ly chung: quy trinh dinh lugng néng do PAPP-A trong huyét
thanh bang ky thuat ELISA. Chat PAPP-A chuan va mau duoc bit cap boi
khang thé don dong khang PAPP-A di gan trén dia. Dé phat hién dugc PAPP-
A thyc hién bang viéc sir dung mot khang thé gan biotin khang PAPP-A. Sau
d6 cac khang thé gan biotin lién két vai streptavidin HRP, HRP x(c tac phan
tng 1am TMB chuyén thanh mot dan xuat c6 mau. Cudng d6 mau tuyén tinh
véi pham vi hoat dong ciia xét nghiém va ty Ié thuan véi nong do PAPP-A ¢6
mat trong mau.

* C4c bwéc cia quy trinh: Theo hudng dan caa nha san xuat (PAPP-
A ELISA Kit, Thermo scientific — My)

- Budgc 1: chuan bi thude thtr, mau va chat chuan nhu huéng dan.

- Buéc 2: cho 100pL chat chuan va mau vao ting giéng, day kin vau ¢
nhiét do phong (20-250C) thoi gian 2,5 gio.

- Buéc 3: ria dia 4 1an bang dém rua.

- Budc 4: cho 100pL khang thé gan biotin vao mdi giéng, day kin va o
& nhiét d6 phong trong 1 gio.

- Buéc 5: rira dia 4 1an bang dém rira.

- Budc 6: cho 100uL Streptavidin-HRP vao tirng giéng.

- Budc 7: day kin va u ¢ nhiét do phong trong 45 phdt.

- Budc 8: rira dia 4 lan bang dém rira.

- Buéc 9: cho 100uL dung dich co chat TMB vao mdi giéng.

- Buégc 10: dat dia trong ti & nhiét ¢6 phong khoang 30 phit.
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- Buéc 11: cho mdi giéng 50uL dung dich dirng phan ung.

- Budc 12: do d6 hap thu trén mau doc & budc séng 450nm-550nm. Do
d6 hap thu bang may DTX 880 cua hang Beckman Coulter - My.

- Tinh toan két qua:

+ Tao dudng cong tiéu chuan bang cach v& do hap thu trung binh.

+ Tinh toan két qua biang phan mém théng ké phu hop véi dudng cong.

+ Néu mau duoc pha lodng, nhan gié tri ndi suy thu dugc bang hé s6

pha lodng dé tinh nong d6 PAPP-A trong mau.

+ Gia tri d6 hap thu thu duoc cho cac ban sao phai nam trong 10% giéa
tri trung binh. Xem xét can than cac gié tri tring lap khac voi gia tri trung
binh 16n hon 10%.

+ Do nhay: 0,6 ng/ml.

2.6.4. Siéu am phu khoa

Bénh nhan duoc gidi thich muc dich cua si€u am, dugc nam & tu thé
san khoa, c6 ké mong va di tiéu trude siéu 4m. St dung 2 may siéu am:

May siéu am Philips HDI 4000, ctia Hungari san xuat. Pau do am dao
c6 tan s6 7,3 MHz.

May siéu &m Samsung Medison, ctia Han Quéc san xuat, model
SONOACER R7. Pau do am dao c6 tan sb 7,3 MHz.

Nguoi thuc hién siéu 4m 14 cac bac sy khoa Chan doan hinh anh, khoa
Phu 1 - Bénh vién Phuy san Trung uwong. Céac bac sy khoa Phu san - Bénh vién
Quany 103.

Cac noi dung quan sat khi siéu am:

* Ta cung: tu thé, kich thudc, hinh anh tai thai trong budng tir cung la
hinh nhan 2 vong, vong ngoai 13 phan tng ctia mang dém cua tir cung day 1én,
vong trong 13 hop bao nudi tao thanh, trong 1ong nhan 13 ti dich c6 4m thuan

nhat. Hinh anh tii noan hoang 1 hinh tron nho nam lo limg trong ving khong
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c6 Am vang cua nudc i, hinh anh ctia phéi 1a ving 4m vang c¢6 b khong déu,
lo lng & mét goc tui thai, co thé théy duoc am vang tim thai hoac bat duoc
tim thai ¢ tuan tht 6.

Hinh anh budng tir cung rdng tirc 1a khong co tai 6i hodc dich trong
budng tir cung.

* Phy khoa: quan sat thiy hai budng trimg, tir d6 khao st vung 1an can
dé danh gia tinh trang phan phu. Tinh trang cua budng tring c6 nang hay
khong, néu c6 danh gia tinh chat nang. Néu c¢6 u danh gia tinh chat u.

Hinh anh CNTC dién hinh trén siéu am xac dinh thdy mot khéi nam
canh VTC giéng hinh chiéc nhin 1 vOng, vong ngoai day ting siéu am 1a do
hop bao nudi tao thanh, vong trong chira dich thuan nhat 1a nudc 6i.

Hinh anh chic chin CNTC khi x4c dinh trén siéu 4m khéi ndm canh
budng trimg c6 hoat dong cua tim thai.

Hinh anh khong thay khéi thai trong va ngoai tir cung nghia 1a trén siéu
am tir cung rong, khao sat budng trimg va VTC hai bén, thdy budng trimg hai
bén binh thudng, canh budng trimg khong khdi.

* Douglas: ¢6 dich hay khong c6 dich, néu cé dich thi do kich thudc.
2.7. Xir 1y s6 liéu

- S6 lidu dugc thong ké va xir Iy bang phan mém SPSS 22.0. (IBM
SPSS Inc, Chicago 111, USA) va STATA 14.2 (LLC StataCorp, Texas USA).

- So sanh gia tri trung binh: néu cac bién phan phdi chuan sir dung kiém
dinh t-test, néu khong phan phéi chuan sir dung kiém dinh phi tham s6 Mann
Whitney test, Kruskal Wallis test [93].

- So sanh cac ty 1& st dung kiém dinh Chi binh phuong ().

- M6 ta dit liéu dinh luong du6i dang X + SD

- Kiém dinh c6 ¥ nghia thong ké khi p < 0,05.
- S6 liéu duoc trinh bay theo bang 2x2 :
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Bang 2.1. Gia tri chin doan cia xét nghiém.

CNTC CTTC
Tri¢u ching/xét nghi€ém (+) a b
Triéu chirng/xét nghiém (-) C d

Do nhay (Sensitivity-Se) 14 kha ning chan doan diing CNTC cua test
chan doan: Se = a/(a+c).

Do dic hiéu (Specificity-Sp) 1a kha niang chan doan ding CTTC cuia
test chan doén: Sp = d/(b+d).

Gia tri tién doan duong (Positive Predictive Value-PPV) la kha nang bi
CNTC khi két qua chan doan duong tinh : PPV = a/(a+b)

Gia tri tién doan am (Negative Predictive Value-NPV) 1a kha nang
CTTC khi két qua chan doan am tinh : NPV= d/(c+d)

- Heé s6 chan doan dtng (Likehood ratio-LK) 1a kha ning co két qua
nao d6 & nhém cé bénh so voi kha niang c6 két qua dé & nhém khéng c6 bénh.

+ Hé sb dung (+) viét tit 1a LK®: Kha ning test (+) & nhém c6 bénh/
Kha nang test (+) & nhém khong c6 bénh hay LK™ = Se/(1- Sp).

+ Hé sé dung (-) viét tit 1a LK®: Kha ning test (-) & nhém cé bénh/
Kha nang test (-) & nhém khéng c6 bénh hay LK = (1- Se)/Sp.

- B¢ chinh xac cua phép chan doan = (a+d)/(a+b+c+d).

- Ti suat chénh (OR) = ad/bc.

- Panh gia mot test chan doan:

+ Phan tich dudng cong ROC qua thong sé dién tich dudi dudng cong
ROC (AUC) dé danh gia gia tri chan doan cta cac ddu an sinh hoc. Mdi diém
trén duong cong ROC 13 toa do twong Gmg v6i tan sudt duong tinh that (Se)
trén tryc tung va tan suat duong tinh gia (1- Sp) trén truc hoanh.

+ Két qua phan tich duong cong ROC cho biét diém cit (cutoff) cia

nong do cac dau an sinh hoc ¢d d6 nhay va d6 dac hiéu toi vu nhat.
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+ Dién tich dudi duong cong (AUC) duoc xac dinh dé danh gia do tin
cdy ctia mdt phwong phap chan doan. Dién tich dudi dudong cong ROC cang
16n thi gia tri ciia test chan doan cang tot [94].

So sanh cac gia tri AUC duong cong ROC cuia cic diu an sinh hoc
trong chan doan. St dung kiém dinh Z dé kiém dinh su khéac biét cta cac gia
trt AUC vé1 mirc y nghia o = 0,05.

+Y nghia dién tich ving dudi dudng cong ROC (AUC): Gia tri tir 0,5
dén 1. Gia tri tr 0,9 - 1,0: rat tot. T 0, 8 - < 0,9: tét. Tur 0,7 - < 0,8: trung
binh. T 0, 6 - < 0,7: kém. Tix 0,5 - < 0,6: rat kém.

Gia tri AUC = 0,5: kha nang phan biét cua test chi nhu may rui.

Gia tri AUC = 1: test phan biét dugc chinh xé4c tt ca cac trudng hop
bénh va khong bénh. Luu ¥ khoang tin cdy AUC khong dugc chira 0,5 [94].

- Chon gia tri ngudng cut-off: ¢6 hai cach chon ngudng cut-off phd
bién hién dang duogc ap dung: [95].

+ Céch 1: chon ngudng cut-off 1a diém trén dudng cong ROC ma thir
nghiém c6 do nhay tuong duong véi do dac higu. V& mat toan hoc, diém nay
1a giao diém ctia dudng ndi goc trén bén trai va goc dudi bén phai cta hinh
vudng va dudng cong ROC ciing 1a diém ma khoang céch tir goc trén trai dén
duong cong ngin nhat (d nho nhat) [95] (So do 2.2). Cach chon nay thuong
duoc cac bac sy 14am sang ap dung vi n6 dé tinh toan hon va xem tdm quan
trong cua do nhay va do dic hi¢u la ngang nhau.

+ Céch 2: Dua vao chi s6 Youden (Youden’s index): Y = Max (Se + Sp
- 1). Pay 1a diém trén duong cong ROC c6 khoang cach thing dimg cao nhit
tir dudng chéo 45° (So dd 2.2) [95]. Cach tinh nay phu hop trong nghién ctru
vi né t6i uu hoa gitra d§ nhay va d¢ dac hi€u, tuy nhién trong thuc té 1am sang
d6i khi nd chua phu hop, tiy thudc vao tinh hudng ma cac thir nghiém duoc

ap dung va tam quan trong cua thtr nghi€ém dd nhay so voi do dac hi¢u. Vi du
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trong trudng hop thir nghiém nham sang loc d6i twong bénh thi ta can do nhay
cao dé tranh cac truong hop duong tinh gia, con trong trudng hop chan doan
xac dinh bénh thi ching ta can d6 dic hiéu cao dé giam cac truong hop 4m
tinh gia.

Do nhay
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0. 4
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0.
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1- PO dac hiéu

So @6 2.2. So' @6 tinh nguéng cut-off [95].

Trong két qua nghién ctru chiing t6i tinh ngudng cut-off cua cac dau an
sinh hoc theo hai céch trén.

Khéng ché sai s va yéu to nhidu: tat ca bénh nhan duoc tu van chon
lwa déu do 1 bac si thuc hién, 1dy mau xét nghiém va bao quan theo quy trinh
chuan, thoi gian tach huyét thanh va bao quan &m sau (-80°C) khéng qua 2
gio. Bac si siéu am 1a bac si ¢6 kinh nghiém 1am sang.

2.8. Pao dirc nghién ctru
- Céc ky thuat tién hanh trong nghién ctu khéng gy anh huong dén

stc khoe, kinh té, ... cua ddi tugng nghién cuu.
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- Bdi twong nghién ctu dugc giai thich day du vé muc tiéu, ¥ nghia,
doéng gop cua nghién ctru véi y hoc.

- Bdi twong nghién ctru hoan toan ty nguyén tham gia nghién cuu.

- Qua trinh thyuc hién nghién ctu tuan tha day du nhiing chuan muc co
ban chung nhét vé dao dac nghién cau y sinh hoc & Viét Nam.

- Tét ca cac thong tin cua dbi twong nghién ciru duogc gitt bi mat [96].

- Nghién ctru da dugc hoi dong dao duc Pai hoc Y Ha Noi chip thuan
v6i ma s6 106/HPDPPDYHN, ngay 10/5/2017 va thu thap sb liéu tai hai bénh
vién (Bénh vién Phu san Trung wong va Bénh vién Quan y 103).

- Thoi gian thyc hién nghién ctru tr 10/2016 - 10/2019.
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CHUONG 3
KET QUA NGHIEN CUU

3.1. Pic diém cia doi twong nghién ciu

Trong thoi gian tir thang 9/2017 dén 01/2019 chung t6i di sang loc trén
500 phu nir trong do tudi sinh dé, xét nghiém thai (Quickstick) dwong tinh
trong nhiing tuan dau cua thai ky dén kham tai Bénh vién Quan y 103 va
Bénh vién Phu san Trung wong, chi ¢4 351 dbi twong phd hop duoc chia
thanh 2 nhom:

- 194 dbi tugng la chtra ngoai tir cung.

- 157 dbi twong 1 chra trong tir cung.
3.1.1. Pic diém chung ciia d6i tweng nghién ciu

- Tuoi

Bang 3.1: Phan bo ddi twong nghién ciru theo nhom tudi

Vi tri thai o
Nhom tudi CNTC CTTC Tong

n % n % n %
<20 6 3,1 6 3,8 12 3,4
21-24 31 16,0 22 14,0 53 15,1
25-29 45 232 | 50 | 319 95 27,1
30-34 70 36,1 49 31,2 119 33,9 049
>35 42 21,6 30 19,1 12 20,5
Tong 194 100 157 100 351 100,0

Trung binh 30,4 +£5,8 29,8 £5,6 30,1 +£5,7

* Kiém dinh Chi binh phiong ()
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Tudi trung binh cua ddi twong nghién ctu 1a 30,1 + 5,7 tudi, trong do
nhom tudi tir 30 - 34 chiém ti 1& cao nhat (33,9%), tuy nhién sy khac biét giira
cac nhom tudi khong cé y nghia théng ké (p > 0,05).

- Nghé nghiép

Bang 3.2: Phan bé doi tuwong nghién ciru theo nghé nghiép

Vi tri thai N
Nghé nghiép CNTC CTTC Tong P
n % n % n %
Noi tro 68 |351| 65 | 414 | 133 | 37,9
Lam rudng 48 | 247 | 14 89 | 62 | 17,7 | 0,001
Vién chirc 78 | 402 | 78 | 49,7 | 156 | 44,4
Tong 194 | 100 | 157 | 100 | 351 | 100

* Kiém dinh Chi binh phwong (4°)
Trong cac nhém nghé nghiép, nhém vién chac chiém ti 1& cao nhét.
Tiép dén 1a nhém nghé ndi tro, 1am rudng. Su khac biét giira cac nhém nghé

nghiép c6 y nghia thong ké (p < 0,05).

- S6 con
Bang 3.3: S6 con ciia ddi tweng nghién ciu
Vi tri thai .
Sé con hién tai CNTC CTTC Téng P
n % n % n %

Chua c6 con 53 | 27,3 | 48 | 30,6 | 101 28,8
1 con 69 | 356 | 73 | 465 | 142 | 405 | (13
2 con 58 29,9 33 21,0 91 25,9
Trén 3 con 14 7,2 3 1,9 17 4,8

Tong 194 | 100 | 157 | 100 | 351 | 100

* Kiém dinh Chi binh phwong (4°)

Péi twong nghién cau c6 01 con chiém ti 1& cao nhat, nhém chua co
con chiém 28,8% trong d6 & nhdm CNTC chiém trén 50%, sy khac biét vé s6
con giira hai nhém CNTC va CTTC cé y nghia théng ké (p < 0,05).




- Hinh thirc c6 thai
Bang 3.4: Hinh thic co thali

o1

Vi tri thai N
Hinh thc cd thai CNTC CTTC Téng P
n % n % n %
Co thai ty nhién 186 | 958 | 152 | 968 |338| 963 | (g
Ul 4 2,1 5 32 | 9 | 26
IVF 4 2,1 0 00 | 4 | 11
Tong 194 | 100 | 157 | 100 | 351 | 100

* Kiém dinh Chi binh phuong (%)
Chuing t6i chon cac ddi twong dén kham thai ¢ nhirng tuan dau cua thai
ky, khong phan biét hinh thirc cé thai (co thai ty nhién, cd thai do IVF, IUI).

Tuy nhién ching t6i chi chon nhiing truong hop chuyén don phoi ngay 3, loai

nhing trudng hop da thai, vira chira trong vira chtra ngoai tir cung. Két qua co

9 truong hop cd thai bang ki thuat TUI, trong d6 c6 5 truong hop chira trong

tr cung, 4 trudng hop chira ngoai tir cung. Con ¢ thai bang ky thuat IVF c6 4

treong hop chira ngoai tir cung, khong co truong hop nao chira trong tur cung

duoc lya chon. So sanh vé hinh thtc cd thai gitta nhém CTTC va CNTC

khdng c6 su khac biét vé hinh thtc co thai (p > 0,05).

- Tudi thai: tinh theo ngay

Bang 3.5: Tuéi thai ciia nhém nghién ciu

Vi tri thai n X + SD (ngay) Nhs Lon 95% Cl
nhat nhat
CNTC 118 40,4%0,55 14 49 39,3-41,5
CTTC 138 41,1%0,44 19 49 40,2-42,0
Tong 256 40,8+0,35 14 49 40,1-41,5
t-test p=0,3
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Tudi thai trung binh cia nhém nghién ctu 1a 40,8+0,35 ngay, cao nhat
la 49 ngay va thap nhat 1a 14 ngay. Tudi thai cia nhém CTTC va nhém
CNTC khong cé su khac biét (p > 0,05).

3.1.2. Pic diém 1am sang va siéu &m cia doi twong nghién céu

- Ra mau am dao

Bang 3.6: Triéu chitng ra mau am dao

Vi tri thai
Tinh trang CNTC CTTC
n % n %
Ra mau sau cham kinh 85 43,8 23 14,7
Khéng ra mau 48 24,7 128 81,5
OR =9,8; 95%CloR: 5,4-18,2; p* < 0,0001
Ra trudce/dang ki kinh 61 31,4 6 3,8
Khong ra mau 48 24,7 128 81,5

OR =27,1; 95%Clor: 10,6-80,5; p* < 0,001

Ra méau am dao bt thuong 146 75,3 29 18,5

Khéng ra mau 48 24,7 128 81,5

OR =13,4; 95%Clog: 7,7-23,4; p* < 0,001

* Kiém dinh Chi binh phwong (4°)

Nguy co CNTC & nhiing trrong hop ra mau am dao sau cham kinh cao
gap 9,8 1an so voi nhitng truong hop khdng ra mau am dao.

Nguy co CNTC ¢ nhirng trueong hop ra mau am dao trudc hoac dang ki
kinh cao gap 27,1 1an so véi nhimg truong hop khong ra mau am dao.

Nguy co CNTC ¢ nhitng trudng hop ra mau am dao bat thuong cao gap

13,4 1an so v&i nhitng truong hop khdng ra mau am dao.
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- Triéu chang 1am sang
Bang 3.7: Triéu chiing co niang ciaa chira ngoai tir cung

Vi tri thai .
Tinh trang CNTC | CTTC Téng P
n % n % n %
_ Co 118 | 60,8 | 138 | 87,9 | 256 | 72,9 | < 0,001
Cham kinh
Khong | 76 [39,2| 19 |12,1| 95 | 27,1
Co 146 | 75,3 | 29 | 18,5|175| 49,9
Ra mau am dao - < 0,001
khong | 48 | 24,7128 |81,5|176| 50,1
. 1 Co 125 | 64,4 | 42 | 26,8 | 167 | 47,6
Pau bung ving ha vi - < 0,001
khong | 69 | 35,6 | 115|73,2|184 | 52,4

* Kiém dinh Chi binh phuong (%)

Triéu chimg ra mau am dao bat thuong, dau bung ving ha vi & nhém

CNTC gap nhiéu hon so véi nhém CTTC, su khac biét giira hai nhom co6 y
nghia thong ké (p < 0,05).

- Kham lam sang chira ngoai tir cung

Bang 3.8: Két qua kham |am sang chira ngoai tir cung

Vi tri thai OR
Tinh trang CNTC CTTC Tong -
n % n % n %
7 Binh thuong | 172 | 88,7 | 92 | 58,6 | 264 | 75,2 5,5
Tu cung
To 22 | 11,3 | 65 [41,4| 87 | 24,8 | 0,001
. Pau 91 | 46,9 | 7 | 45| 98 [279| 189
Phan phu -
Khéng dau 103 | 53,1 | 150|95,5|253|72,1| 0,001
Kham C6 khoi 71 | 366 | 5 | 32|76 |21,7]| 175
Phan phu | Khéng c6 khéi | 123 | 63,4 | 152 | 96,8 | 275| 78,3 | 0,001
Douglas | Khong dau 182 | 93,8 [ 157 | 100 [ 339 (966 |

* Kiém dinh Chi binh phwong (4°)
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+ Khédm tir cung trén 1am sang to hon binh thuong ¢ nhom CTTC
chiém ti 1& cao hon so v6i nhém CNTC, sy khéc biét gitra hai nhom c6 y
nghia thong ké (p < 0,05), khi kham ti cung binh thuong (khéng c6 bénh Iy ¢
tr cung) ting nguy co CNTC gap 5,5 lan so vai kham ¢ tir cung to.

+ Kham 1am sang phan phu dau ¢ nhém CNTC cao hon nhém CTTC,
su khéac biét c6 v nghia théng ké (p < 0,05), khi khdm kham phan phu dau
tang nguy co CNTC gap 18,9 lan so véi khi kham phan phu khong dau.

+ Kham phan phu c6 khdi ting nguy co CNTC gap 17,5 lan so véi khi
kham phan phu khdng c6 khéi, sy khéc biét giira hai nhoém co6 ¥ nghia théng
ké (p < 0,05).

- Siéu Am dwong am dao trong chan de4n chira ngoai tir cung

Bang 3.9: Két qua siéu Am duwdng Am dao

Vi tri thai
Tinh trang CNTC | CTTC | Téng Of
p
n % n % n %
iay am | Co khoi 187 | 96,4 | 14 | 8,9 | 201 | 57,3
Siéu am 0 2729

phanphu | Khong co khdi | 7 | 3,6 |143|91,1|150|42,7| 0,001

Sieu am | Codich 741381 | 6 | 38| 80 228 156

Douglas | Khang dich 120 | 61,9 | 151 (96,2 | 271 | 77,2| 0,001

* Kiém dinh Chi binh phwong (4°)

+ Siéu am c6 dich ¢ tai cung Douglas ting nguy co CNTC 15,5 1an so
véi khdng co dich.

+ Khi siéu am thay khdi canh tir cung, dac biét 12 khdi tréng &m c6 vién
tang thi day 1a ddu hiéu rat c6 gia tri trong chan doan CNTC (nguy co CNTC
tang gap 272,9 1an so véi siéu am khdng cd khdi canh tir cung), su khac biét
gitra hai nhom c6 ¥ nghia thong ké (p < 0,05).
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3.2. Nong d$ cac diu 4n sinh hec trong chira ngoai tir cung

- Nong d cac dau an sinh hec llc vao vién

Bang 3.10: Néng dd B-hCG, Activin-A, PAPP-A I(c vao vién

Vi tri thai
Nfﬁng do CNTC crrc
" | X+gp |Trung | Min- | ¥ gp | Trung Min- p*
Vi Max Vi Max

B-hCG | 31615+ 430- | 391858 + 44.2-
mui/ml) | 14462.4 | B3| 193433 | 519020 | 178330 | 2550010 | 9001
Activin-A | 2440.9 + 715- | 117708+ 14,7-

(pg/ml) | 68660 | 2982 | 650405 | 756735 | 10991 | 920797, | 0043
PAPP-A | 215+ 0.22- | 127+

o | e (e | G 1 ABEE T 1102 | 025532 | 0,041

(Min: nho nhat, Max: I6n nhat, * Kiém dinh Mann-Whitney test)

Nong d6 trung binh cia p-hCG, Activin-A huyét thanh ltc vao vién &

bénh nhan CNTC thap hon CTTC, sy khéc biét gitra hai nhom c6 ¥ nghia
théng ké (p < 0,05). Nong do trung binh cta PAPP-A huyét thanh & bénh
nhan CNTC cao hon CTTC, su khac biét co y nghia (p < 0,05).
- Nong dd p-hCG huyét thanh theo tudi thai

Bang 3.11: Nong d p-hCG huyét thanh theo tudi thai

Vi tri thai
Tuoi CNTC CTTC
thai Nong do p-hCG (mlUI/ml) Nong d6 p-hCG (mlUI/ml)
(Ngay) ¥+sp | Nhé | Lén x+sp | Nhé .
- nhat | nhat " B nhit | L6n nhat
2078,4+ 12121,0+
<35 | 24 | o500 | 430 | 360604 | 26 | gian | 442 | 1811321
4826,6+ 17580,7+
36-41 | 34 | poouno | 605 | 1934330| 41 | el | 682 | 800260
2754,8+ 66369,8+
242 | 60 | ‘cogg | 769 | 301050 | 71| onpr s | 2042 | 2550010
Tong | 118 138
p* 0,28 0,0001

* Kiem dinh Kruskal-Wallis
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Trong nhém CNTC su khac biét vé& ndng do p-hCG gitra cac nhém tudi thai
khéng c6 ¥ nghia théng ké (p > 0,05), trong nhdm CTTC ndng d6 p-hCG ting dan
theo tudi thai va su khac biét co ¥ nghia théng ké (p < 0,001).

- Nong dd Activin-A huyét thanh theo tudi thai.

Bang 3.12: Nong dd Activin-A theo tuéi thai.

Vi tri thai
Tuoi ‘ CNTC ‘ CTTC
thai Nong do Activin-A (pg/ml) Nong do Activin-A (pg/ml)
(Noay) | X+sD | Nhé | Lén | X+SD Nh¢ | Lén nhat
nhat | nhat nhat
3499,6+ 6782,9+
<35 | 24 8626.6 12,1 |58771,7 | 26 28762.0 14,7 | 182802,7
2522 6% 25360,7+
36-41 | 34 8552 1 15,1 | 65049,5| 41 140157.9 16,9 | 920797,8
1516,5+ 6570,2+
>42 | 60 2116.7 72 |11016,2| 71 18532.3 17,0 | 138607,6
Tong | 118 138
p* 0,31 0,91

* Kiém dinh Kruskal-Wallis

Nong do Activin-A cia tudi thai tir 36 - 41 ngay cao & ca hai nhém CTTC va
CNTC, su khac biét ndng do Activin-A theo tudi thai kndng cd y théng ké (p > 0,05).
- Nong @9 PAPP-A huyét thanh theo tudi thai

Bang 3.13: Nong dd PAPP-A theo tuéi thai

Vi tri thai

Tubi CNTC CTTC

thai Nong do PAPP-A (pg/ml) Nong do PAPP-A (pg/ml)
(Ngay) X+SD | Nho| Lon X+SD | Nho | Lénnhat

n J A n A
nhat | nhat nhat

<35 | 24 |193+224 | 03 | 692 | 26 | 93+126 | 0,3 50,7
36-41 | 34 | 239+210| 02 | 659 | 41 |168+131| 03 53,2

>42 | 60 | 215+244 | 03 | 861 | 71 |123+123| 0,3 43,1
Tong | 118 138
p* 0,66 0,007

* Kiem dinh Kruskal-Wallis
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Nong do6 PAPP-A cua tudi thai tir 36 - 41 ngay cao & CTTC, su khac biét
nong do PAPP-A theo tudi thai trong CTTC c6 y théng ké (p < 0,05). Su khéc biét
nong do6 PAPP-A theo tudi thai trong CNTC khong c6 y nghia thong ké (p > 0,05).

- Nong @9 c&c diu 4n sinh hec theo triéu chitng co ning

Bang 3.14: Nong d cac dau an sinh hoc theo tri¢u chirng co' niing

Néng dd
Trigu chiing B-hCES (mUl/ml) Activi_n-A (pg/ml) PAPE-A(ng/mI)
X+SD X+SD X+£SD

Co 25091,7 + 44469,7 | 8176,6 + 59600,9 17,7 +£19,4

Cham

Kinh khong | 3600,3 +19823,3 | 2403,6 + 4427,4 17,8 +20,4

p* < 0,001 0,39 0,64

Ra |Co 5860,9 +23869,9 | 9224,7 +71067,6 20,7 £ 22,5

Mau ' hong | 32612,8 + 48478,4 | 40183 + 128283 14,7 + 15,7

am
dao p* < 0,001 0,83 0,26

Pau Co 6003,5 + 18586,4 | 9909,9 + 72283,2 18,9 +20,3

bung | Khong | 31320,3 + 50123,4 | 3622,7 + 14634,9 16,6 + 18,9

dudt | e < 0,001 0,88 0,87

* Kiém dinh Mann-Whitney test

O nhém c6 cham kinh: nong do B-hCG cao hon so véi nhém khong co
cham kinh, sy khac biét giita hai nhdm c6 ¥ nghia thong ké (p < 0,001). Su
kh&c biét caa nong do Activin-A va PAPP-A ¢ nhom c6 cham kinh va khong
¢ cham kinh khong ¢ y nghia thdng ké (p > 0,05).

Triéu ching ra mau 4m dao bat thuong: nong d6 B-hCG & nhom khong
ra mau am dao cao hon nhém c6 ra mau am dao, su khac biét gitra hai nhém
¢ y nghia thong ké (p < 0,05). Pdi véi ndng do Activin-A va PAPP-A khong
c6 sy khéc biét gitra nhdm c6 ra mau am dao bat thuong va nhém khéng ra

mau 4m dao bat thuong (p > 0,05).
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Triéu ching dau bung dudi: ¢ nhom khong dau bung dudi 6 ndng do
B-hCG cao hon nhom c6 dau bung dudi, su khac biét gitra hai nhom cé y

nghia thong ké (p < 0,05), khéng cd sy khac biét vé nong do Activin-A va

PAPP-A khi c6 hay khdng co triéu ching dau bung dudi (p > 0,05).

- Nong @9 cac dau an sinh hoc theo két qua kham phu khoa

Bang 3.15: Nong dd cac diu 4n sinh hec theo két qua kham phu khoa

Nong dd
X 2 1A Activin-A PAPP-
Keét quirlfggm phu B-hCE; (mUl/ml) (pg/m) A(ng/mi)
X +SD X+SD X+SD
| Binh thwong | 7630,4+18810,3 | 7594,6+58582,5 | 19,1+20,8
CIr‘fg To 54610,3+62481,2 | 3638,6+8604,2 | 12,9 +14,1
p* < 0,001 0,437 0,868
. |Pau 5553,7+20748,2 | 2653,7+71055 | 23,2226
Zhhau” Khong dau | 24589,9+44803,9 | 8148,1+59859,4 | 15,6+17,9
' p* < 0,001 0,416 0,014
Khéi & Co 4803,9+22393,1 | 2823,6+7942,1 | 255+229
phan | Khongcod | 23274,2+43366,3 | 7661,64+57434,7 | 15,7+18,2
phy p* < 0,001 0,477 0,008

* Kiém dinh Mann-Whitney test

Kham tir cung to hon binh thudng cé néng do cac dau an sinh hoc cao
hon so véi kham tir cung binh thuong. Su khéc biét vé ndng d6 trung binh cua
B-hCG giira hai nhém c6 ¥ nghia théng ké (p < 0,05), cua Activin-A va
PAPP-A khong c6 ¥ nghia thong ké (p > 0,05)

Khi kham phan phu khong dau ¢6 nong d6 p-hCG, Activin-A cao hon ;
nong d6 PAPP-A thap hon so v&i khdam phan phu dau. Sy khéc biét nong do
B-hCG va PAPP-A cua triéu chiang kham phan phu dau c6 ¥ nghia théng ké
d6i vai (p < 0,05), cua Activin-A khong c6 y nghia théng ké (p > 0,05). Két
qua kham cd khéi & phan phu ciing tuong tu nhu kham phan phu dau.
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- Nong d9 cac diu an sinh hoc theo két qua siéu am

Bang 3.16: Nong d cac dau an sinh hoc theo két qua siéu am

Nong dd
Két quz’i siéu | B-hCG (mUI/ml) | Activin-A (pg/ml) | PAPP-A(ng/ml)

am X +SD X +SD X +SD

Khdi | Co 3272,3+14257,8 | 7431,8+65255,0 20,6+22,3

canh tor | Khong | 40718,5£52591,4 | 5518,4+19733,8 13,7141
cung p* < 0,001 0,263 0,216

, Co 1044,2+1165,3 2629,4+6760,1 19,1221

DE&ZTas Khong | 24656,7+44666,3 | 7790,4+57886,4 17,3£18,8
p* < 0,001 0,689 0,992

* Kiem dinh Mann-Whitney test

Siéu am c6 khdi canh tir cung va cé dich ¢ tii cing Douglas ¢6 nong do

B-hCG thap hon khong c6 khoi va khong cé dich, sy khac biét co y nghia

théng ké (p < 0,05). Siéu am cd khdi canh ti cung hoic ¢6 dich & tdi cing
Douglas thi nong do Activin-A va PAPP-A khong c6 su khéc biét (p > 0,05).

- Nong @9 cac dau an sinh hoc theo vi tri thai

Bang 3.17: Nong dd cac dau 4n sinh hec theo vi tri thai

Nong dd

Vi tri thai B-hCG(mUI/ml) | Activin-A(pg/ml) | PAPP-A(ng/ml)

(n=2351) X +SD X +SD X +SD
K& (n=10) 25203,9 + 59864,9 | 2070,9 + 3135,0 20,8 + 29,4
Eo (n=13) 2170,6 + 22225 | 1852,2 + 28752 32,7+19,2
Bong (n=155) 2027,1 +43432 | 2604,9+7566,4 | 20,5+226
Loa (n=16) 1179,7+ 1019,6 | 1560,9 + 2187,8 22,7+23,0
Trong tu cung 11770,8 £
(= 157) 39185,8 + 51902,0 756735 12,7+12,8

p* 0,0001 0,24 0,11

* Kiém dinh Kruskal-Wallis
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Trong cac vi tri cuia CNTC thi ndng d¢6 B-hCG cao nhat ¢ nhom
chuaa k& VTC sau d6 d¢én chira eo VTC, bong va chira loa VTC, su khac
biét co y nghia théng ké (p < 0,05).

Nong do Activin-A nhom CNTC cao ¢ chira bong VTC, k& VTC,
eo va loa VTC, tuy nhién sy khéc biét ndng d6 Activin-A theo vi tri cua
thai khong c6 y nghia thdng ké (p > 0,05). Nong do PAPP-A cao nhit &
nhom chira ¢ eo VTC, thap nhat & nhom CTTC, sy khéac biét nong do
PAPP-A theo vi tri caa thai khéng c6 y nghia théng ké (p > 0,05).
3.3. Gia tri ciia cac dau an sinh hoc trong chan don chira ngoai tir cung
3.3.1. Gia tri chan doan chira ngoai tir cung ciia B-hCG huyét thanh

- Nong @9 p-hCG huyét thanh IGc vao vién

+ Dbuong cong ROC
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Biéu d6 3.1. Puong cong ROC chan doén chira trong ti cung dya vao
nong do p-hCG.
+ Dua vao biéu do dudng cong ROC tinh dugc dién tich dudi duong

cong la 0,87 (95%Clauc: 0,82 - 0,91), p = 0,02. Tuy thudc vao céch tinh
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ngudng cut-off cd cac gia tri khac nhau cua B-hCG huyét thanh trong chan
doan CNTC. Chung téi tinh ngudng cut-off theo hai cach [95]:

+ Céch 1: ngudng cut-off ciia p-hCG la 2197,0 mUl/ml. Gi4 tri chan doan
phan biét CNTC va CTTC cua B-hCG theo cach 1 dugc thé hién trong bang 3.18.

Bang 3.18: Gia tri chan doan chira ngoai tir cung cia p-hCG tai ngudong
cut-off 2197,0 mUl/ml

B-hCG vao vién Vi tri thai Téng
(mUI/mi) CNTC CTTC
Dudi ngudng cut-off 160(82,5%) 28(17,8%) 188 (53,6%)
Trén nguong cut-off 34 (17,5%) 129 (82,2%) 163 (46,4%)
Tong 194 (100%) 157 (100%) 351 (100%)

OR = 21,6 (95%Clog: 12,1 -39,2); p* < 0,0001
Se = 82,5%; Sp = 82,2%; PPV = 85,1%; NPV=79,1%; LR* =4,6; LR =0,2
Do chinh xac = 82,3%

* Kiém dinh Chi binh phwong (x°)

Khi ndng d6 B-hCG huyét thanh < 2197,0 mUI/ml, nguy co CNTC ting
gap 21,6 1an so voi nong dé B-hCG huyét thanh > 2197,0 mUl/ml, sy khac
biét vé nguy co CNTC khi xét nghiém ndéng d6 B-hCG dudi ngudng cd y
nghia thdng ké (p < 0,001).

+ Céch 2: ngudng cut-off 12 4921,5 mUI/ml. Gia tri chan doan phan
biét CNTC va CTTC cua B-hCG theo cach 2 duoc thé hién trong bang 3.19.

Bang 3.19: Gia tri chan dosn chira ngoai tir cung ciia p-hCG tai ngudng
cut-off 4921,5 mUl/mi

B-hCG vao vién Vi tri thai Tén
(mU1/ml) CNTC CTTC g
Dudi ngudng cut-off 178 (91,7%) 45(28,7%) 223 (63,5%)
Trén ngudng cut-off 16(8,3%) 112(71,3%) 128(36,5%)
Téng 194 (100%) 157 (100%) 351 (100%)

OR = 27,7 (95%Clog: 14,4 -54,6); p* < 0,0001
Se =91,7%; Sp = 71,3%; PPV = 79,8%; NPV= 87,5%; LR*=3,2; LR =0,1
Do chinh xac = 82,6%

* Kiém dinh Chi binh phwong (4°)
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Khi ndng d6 B-hCG huyét thanh < 4921,5 mUI/ml, nguy co CNTC ting
gap 27,7 1an so voi nong dd B-hCG huyét thanh > 4921,5 mUI/ml, sy khac
biét co ¥ nghia thong ké (p < 0,001).

- Gia tri chan don chira ngoai tir cung ciia ti 1¢ phan trim ting
nong do p-hCG huyet thanh sau 48 gio
+ Ti & % ting cua ndng do B-hCG tinh theo cong thuc cua Kardar [33].
Nong do B-hCG 48 gio- Nong do B-hCG Ilc vao vién
% hCG = gdop ; g gdop . % 100
Nong d6 B-hCG llc vao vién
+ buong cong ROC:
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Biéu do 3.2: Pudng cong ROC chén doan chira trong tir cung dwa vao ti
|€ phan triam ting cia B-hCG sau 48 gio
+ Dya vao biéu d6 dudong cong ROC, tinh duogc dién tich dudi dudng

cong 12 0,672 (95%Clauc: 0,588-0,787), p = 0,001. Gia tri cua ti I¢ phan tram
tang ctia ndng do B-hCG huyét thanh sau 48 gid cd y nghia dé chan doan chua
ngoai tir cung. Tinh ngudng cut-off cua ti 18 phan tram ting ciia B-hCG trong
chan doan CNTC theo hai cach [95].
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+ Céach 1: ngudng cut-off cua ti I& phan trim ting cia p-hCG sau 48
gio 1a 50,74%. Gia tri chan doan phan biét CNTC va CTTC cua ti I& phan
tram tang ctia B-hCG sau 48 gio theo cach 1 duoc thé hién trong bang 3.20.

Bang 3.20: Gia tri chan doan chira ngoai tir cung cia ti 1é phan trim p-hCG
tang sau 48 gio tai ngwong cut-off 50,74%

Ty 1 phin trim ting caa Vi tri thai Téng
B-hCG 48 gio theo doi CNTC CTTC
Duéi ngudng cut-off 60(78,9%) 15 (31,9%) |75 (61%)
Trén nguong cut-off 16 (21,1%) 32(68,1%) 48 (39%)
Tong 76 (100%) 47 (100%) | 123 (100,0%)

OR =8,0 (95%Clog: 3,3 - 19,9; p* < 0,0001
Se = 78,9%; Sp = 68,1%; PPV = 80,0%; PV=66,7%; LR" =2,5; LR =0,3
Do chinh xac = 74,8%

* Kiém dinh Chi binh phwong (4°)

Khi ti 18 phan trim ting cua ndong do B-hCG huyét thanh sau 48 gio
theo d&i dudi 50,74%, nguy co CNTC ting gap 8,0 lan so véi ti & phan tram
tang cua ndng do B-hCG huyét thanh sau 48 gid theo ddi > 50,74%, su khac
biét vé nguy co CNTC c6 ¥ nghia thong ké (p < 0,001).

+ Cach 2: ngudng cut-off cua ti I& phan trim ting cta p-hCG sau 48
gio 12 52,7%. Gia tri chan doan phan biét CNTC va CTTC cua ti I¢ phan trim
tang ctia B-hCG sau 48 gio theo cach 2 dugc thé hién trong bang 3.21.

Bang 3.21: Gia tri chan doan chira ngoai tir cung cia ti 1é phan trim p-hCG
tang sau 48 gio tai ngwong cut-off 52,7%

Ty 1é phin trim ting caa Vi tri thai Téng
B-hCG 48 gio theo doi CNTC CTTC
Du6i ngudng cut-off 62 (81,6%) | 16 (34,0%) | 78 (63.4%)
Trén ngudng cut-off 14 (184%) |31 (66,0%) | 45 (36.6%)
Téng 76 (100%) | 47 (100%) | 123 (100,0%)

OR = 8,6 (95%Clog: 3,4 - 21,6); p* < 0,0001
Se = 81,6%; Sp = 66,0%; PPV = 79,5%; PV= 68,9%: LR* = 2,4; LR = 0,3
Do chinh xac = 88,6%

* Kiém dinh Chi binh phwong (4
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Khi ti 16 phan tram ting cua ndng d6 B-hCG huyét thanh sau 48 gid

theo ddi dudi 52,7%, nguy co CNTC ting gap 8,6 l1an so vai ti 1& phan trim

ting ctia ndng do B-hCG huyét thanh sau 48 gio theo ddi > 52,7%, su khac

biét vé nguy co CNTC c¢6 y nghia théng ké (p < 0,001).

- Nong d6 p-hCG theo két qua siéu am caa chira trong tir cung
Bang 3.22: Thay déi nong dd p-hCG theo két qua siéu am

Nong do p-hCG (mUl/ml)

Siéu am _ ]
n X+SD | TUng | gooecy | NRG 1 o nhat
Vi nhat
o 18140,7 + 13319,6-
Chua co phoi |44 | “zory ) | 13820 | 0™ | 15410 | 80026,0
C6 phdi, chua 47568,2 + 37678,5
c6 tim thai 39 | 305085 | 49738 | 574579 |°899.3| 120555,0
C6 phdi, c6 111673,6 85229.1
tim thai 28 | {68197 7 | 107116 5389979 | 13000 2550010
Tong 111 p* = 0,0001

* Kiém dinh Kruskal-Wallis

Nong do trung binh B-hCG huyét thanh ting dan theo két qua siéu

am, néng do P-hCG huyét thanh thap khi siéu am chua c6 phoi, ting 1én

khi siéu am c6 phoi va tang cao khi siéu am c6 hoat dong cua tim thai, su

khac biét vé nong do trung binh cua B-hCG huyét thanh giita cac nhom

cua két qua siéu am cé y nghia théng ké (p < 0,001).
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3.3.2. Gia tri chan doan chira ngoai tir cung ciaa Activin-A

- buong cong ROC
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Biéu do 3.3: Pudng cong ROC chan doan chira trong tir cung dwa vao
nong do Activin-A huyet thanh.
+ Duwa vao biéu dd duong cong ROC tinh duoc dién tich dudi

duong cong 1a 0,56 (95%Clauc:0,51 - 0,62), p = 0,04. Gia tri cua nong do
Activin-A huyét thanh c6 ¥ nghia dé chan doan chira ngoai tir cung. Tinh
ngudng cut-off cia nong do Activin-A trong chan doan CNTC theo hai
cach [95].

+ Céch 1: ngudng cut-off cua ndng d6 Activin-A huyét thanh Iic
vao vién 1a 920,2 pg/ml. Gi4 tri chan doan phan biét CNTC va CTTC cua
nong do Activin-A huyét thanh theo cach 1 dugc thé hién trong bang 3.23.
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Bang 3.23: Gid tri chan doan chira ngoai tir cung cia Activin-A tai nguéng
cut-off 920,2 pg/ml.

Nong d6 Activin-A huyét Vi tri thai
thanh Itc vao vién Tong
’ CNTC CTTC
(pg/ml)
Dudi ngudng cut-off 109(56,1%) | 82 (52.2%) | 191 (54,4%)

Trén ngudng cut-off 85(43,9%) 75 (47,8%) | 160(45,6%)

Téng 194 (100%) | 157 (100%) | 351 (100,0%)

OR =1,2 (95%Clor: 0,8 - 1,8); p* = 0,45
Se =56,1%; Sp = 47,8%; PPV =57,1%, NPV=46,8%; LR =1,1; LR =0,9
Do chinh xac = 51,6%

* Kiém dinh Chi binh phwong (4°)

Khi néng do Activin-A huyét thanh duéi 920,2 pg/ml, nguy co CNTC
tang gap 2,0 1an so voi nong do Activin-A huyét thanh > 920,2 pg/ml, Do
chinh xac cua chan doan dua vao gia tri ngudng cut-off nay 1a 51,6%. sy khac
biét vé nguy co CNTC khi nong do Activin-A dudi ngudng cut-off khdng c6
¥ nghia théng ké (p > 0,05).

+ Céch 2: ngudng cut-off cia nong do Activin-A huyét thanh ldc vao
vién 1a 3233,7 pg/ml. Gia tri chan doan phan biét CNTC va CTTC cua
nong do Activin-A huyét thanh theo cach 2 dugc thé hién trong bang 3.24.

Bang 3.24 : Gia tri chan doan chira ngoai tir cung ciia Activin-A tai ngudng

cut-off 3233,7 pg/ml.
Nong d6 Activin-A huyét Vi tri thai
thanh lGc vao vién Tong
CNTC CTTC

(pg/ml)

Duéi nguong cut-off

169 (87,1%)

114 (72,6%)

283 (80,6%)

Trén nguong cut-off

25 (12,9%)

43 (27,4%)

68 (19,4%)

Tong

194 (100%)

157 (100%)

351 (100,0%)

OR =2,6 (95%Clog: 1,4 —4,6); p* = 0,0006
Se = 87,1%; Sp = 27,4%; PPV =59,7%, NPV=63,2%, LR" =1,2; LR = 0,5%
Do chinh xac = 60,4%

* Kiém dinh Chi binh phiong (3°)
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Khi néng d6 Activin-A huyét thanh dudi 3233,7 pg/ml, nguy co
CNTC ting gap 2,6 lan so v&i nong do Activin-A huyét thanh > 3233,7
pg/ml, su khac biét vé nguy co CNTC tai ngudng cut-off co ¥ nghia théng
ké (p < 0,05).

- Nong @9 Activin-A theo két qua siéu Am caa chira trong tir cung

Béang 3.25 : Thay ddi ndng dd Activin-A theo két qua siéu am

Nong do Activin-A (pg/ml)
Siéu am - 8 .
n X+SD | Trungvi| 95%CI NG 1) 6n nhat
: nhat

A 1630,3+ 960,8-
Chua c6 phoi | 44 2202.2 972,6 2299 8 14,7 | 112973
Co phoi, chua 1671,4+ 768,9-
cé tim thai 39 2784,3 788,0 25740 169 | 15106,0
Cé phdi, c6 13634,4 1340,9-
tim thai 28 +1623,9 18268 12128,1 17,9 | 570455
Tong 111 p* =0,018

* Kiém dinh Kruskal-Wallis

Nong do trung binh Activin-A huyét thanh ting theo két qua siéu
am, nong d6 Activin-A thap khi siéu am chua c¢6 Am vang phdi, nong d6
Activin-A huyét thanh ting khi siéu &m c6 am vang phdi va nong do
Activin-A huyét thanh tang cao khi siéu &m c6 hoat dong cua tim thai, su
khac biét vé nong d6 trung binh caa Activin-A huyét thanh theo két qua

siéu &m ¢ nhom chira trong tar cung ¢6 ¥ nghia thong ké (p < 0,05).
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3.3.3. Gia tri chan doan chira ngoai tir cung cia PAPP-A
- Pwong cong ROC
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Biéu do 3.4. Puong cong ROC ciia nong dd PAPP-A huyét thanh trong
chan doan chira trong tir cung

- Dua vao biéu do dudng cong ROC, tinh duoc dién tich dudi dudng
cong 1a 0,43 (95%Clauc: 0,37-0,5), p = 0,041, ndng do PAPP-A huyét thanh

khoéng cé y nghia trong chan doan chira ngoai tir cung.

- Nong d9 PAPP-A theo két qua siéu &m caa chira trong tir cung
Bang 3.26. Thay ddi nong dd PAPP-A theo két qua siéu am

Nong do PAPP-A (ng/ml)
Steuam n | X+SD Tr\‘fing 95%CI | Min | Max
- 11,13+ | , . | 8,06-
Chua c6 phoi 40 9.6 10,8 14.20 0,29 | 28,31
A L : 11,63+ 6,60-
C6 phodi, chua co6 tim thai | 27 12.7 4.6 16,66 0,28 | 34,14
LAt g s . 17,32+ 13,11-
Co0 phdi, cé tim thai 23 9.7 19,6 215 0,61 | 30,59
p* = 0,0247

* Kiém dinh Kruskal-Wallis
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Nong do trung binh PAPP-A ting dan theo két qua siéu am, nong do
thap khi siéu am chua c6 am vang phéi, ting cao hon khi c6 &m vang phdi va
tang cao nhat khi co tim thai, sy khac biét c6 ¥ nghia thong ké (p < 0,05).

3.3.4. Gi4 tri chian doan chira ngoai tir cung khi két hep cac ddu 4n sinh
hoc va triéu chieng 1am sang

- Nong d6 B-hCG + Activin-A: 1a két hop ndéng d6 B-hCG dudi ngudng
cut-off véi ndng do Activin-A huyét thanh dudi ngudng cut-off Iic vao vién thé
hién trong bang 3.27.

Bang 3.27: Két hop B-hCG, Activin-A trong chan de4n chira ngoai tir cung

Vi tri thai
CNTC CTTC

Triéu ching Tong

B-hCG va Activin-A dudi ngudng | 154 (79,4%) | 27 (17,2%) | 181(51,6%)

B-hCG hoac/va Activin-A trén

- 40 (20,6%) | 130 (82,8%) | 170(48,4%)
nguong

Téng 194 (100%) | 157 (100%) | 351(100%)

OR = 18,5 (95%Clog: 10,4 - 33,1), p* < 0,001
Se = 79,4%:; Sp = 82,8%; PPV = 85,1%; NPV=76,5%; LK™ =4,6 LK? = 0,2
Do chinh xac 80,9%

* Kiém dinh Chi binh phwong (x°)

Khi két hop xét nghiém nong d6 B-hCG huyét thanh va Activin-A huyét
thanh lic vao vién dudi ngudng cut-off, chan doan CNTC c6:

Do nhay: 79,4%. Do dac hiéu: 82,8%.

Gia tri tién doan duong: 85,1%. Gia tri tién doan am: 76,5%.

Khi ndng do B-hCG huyét thanh va nong do Activin-A huyét thanh Idc vao
vién dudi ngudng cut-off thi nguy co CNTC ting 18,5 lan so véi néng do p-hCG
huyét thanh va nong do Activin-A huyét thanh lic vao vién trén ngudng cut-
off, su khéc biét co y nghia thong ké (p < 0,05).

- Nong do B-hCG + 3 triéu chiing 1am sang: 1a két hop B-hCG huyét

thanh dudi ngudng cut-off véi ¢o du 3 triéu chang 1am sang cia CNTC (cham
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kinh, dau bung ha vi, ra mau 4m dao bat thuong) IGc vao vién thé hién trong

bang 3.28.

Béng 3.28: Két hep B-hCG huyét thanh + 3 trigu chiing 1am sang trong
chan doan chira ngoai tir cung

Triéu ching

Vi tri thai

CNTC

CTTC

Tong

B-hCG duoi ngudng + du 3
triéu churng 1dm sang

52 (26,8%)

6 (3,8%)

58 (16,5%)

B-hCG trén nguong

142 (73,2%)

151 (96,2%)

293 (83,5%)

Tong

194 (100%)

157 (100%)

351 (100,0%)

OR =9,2 (95%Clog: 3,8 - 26,9); p* < 0,001

* Kiém dinh Chi binh phuong (%)

Khi xét nghiém ndng d6 B-hCG huyét thanh Ic vao vién dudi ngudng

cut-off va c6 du 3 triéu chimg 1am sang thi nguy co CNTC tang gap 9,2 lan so

Véi cac truong hop nong d6 B-hCG trén ngudng cut-off va khong du 3 triéu

chung 1am sang, su khac biét c6 ¥ nghia théng ké (p < 0,05).

- Két hop B-hCG + 2/3 triéu ching 1am sang: 1a két hop nong do B-

hCG huyét thanh dudi ngudng cut-off vai co 2 trong 3 triéu chang 1am sang

(cham kinh, dau byung ha vi, ra mau 4am dao bat thuong) IGc vao vién thé hién

trong bang 3.209.

Bang 3.29: Két hop B-hCG huyét thanh dwéi ngudng + 2/3 trigu chiing 1am
sang trong chan doan chira ngoai tir cung

. , Vi tri thai z
Tri¢u chirng CNTC CTTC Tong
B-hCG dudi ngudng va 79 (40,7%) 17 (10,8%) 96 (27,4%)

c6 2/3 triéu chirng lam sang

B-hCG trén nguong

115 (59,3%)

140 (89,2%)

255 (72,6%)

Tong

194 (100%)

157 (100%)

351 (100,0%)

OR =5,7 (95%Clog: 3,1 - 10,7); p* < 0,001

* Kiém dinh Chi binh phwong (4
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Khi xét nghiém ndng d6 B-hCG huyét thanh lic vao vién dudi
ngudng cut-off va cé 2/3 triéu ching 1am sang cua chwra ngoai ttr cung
thi nguy co chira ngoai tir cung ting gap 5,7 1an so voi cac truong hop
néng d6 P-hCG trén ngudng cut-off va khoéng cé 2/3 triéu chang 1am
sang, su khac biét co y nghia théng ké (p < 0,05).

- Nong d6 Activin-A + 3 triéu chtng 1am sang: 1a két hop ndng
d6 Activin-A huyét thanh dudi ngudng cut-off véi co du 3 triéu chuang
lIam sang (cham kinh, dau bung ha vi, ra mau 4am dao bat thuong) lic
vao vién thé hién trong bang 3.30.

Béng 3.30: Két hep nong d Activin-A huyét thanh dwéi ngudng + 3 trigu
chirng 1am sang trong chan doan chira ngoai tir cung

Vi tri thai .
Triéu ching Tong
CNTC CTTC

Activin-A dudi ngudng + du

0, 0 0
3 triéu chiing 1am sang 50 (25,8%) 8 (5,1%) 58 (16,5%)

Activin-A trén ngudng 144 (74,2%) | 149 (94,9%) | 293 (83,5%)

Téng 194 (100%) | 157 (100%) | 351 (100,0%)

OR = 6,5 (95%Clor: 2,9 - 16,3), p* < 0,001

* Kiém dinh Chi binh phwong (x°)

Khi ndng d6 Activin-A huyét thanh dudi ngudng cut-off va co du 3
triéu chiing 1am sang cia CNTC thi nguy co CNTC tang 6,5 lan so voi cac
truong hop nong do Activin-A trén ngudng cut-off va khong du 3 triéu ching
1am sang, su khac biét co y nghia théng ké (p < 0,05).

- Nong do Activin-A + 2/3 triéu chung 1am sang: 1a két hop nong do
Activin-A huyét thanh dudi ngudng cut-off véi co 2/3 triéu ching 1am sang
(cham kinh, dau bung ha vi, ra mau am dao bét thudng) IGc vao vién thé hién

trong bang 3.31.
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Bing 3.31: Két hep nong d Activin-A huyét thanh dwéi ngudng + 2/3 trigu
chirng 1am sang trong chan doan chira ngoai tir cung

Vi tri thai

Triéu ching

CNTC

CTTC

Tong

Activin-A dudi ngudng + 2/3
triéu chirng 1dm sang

72 (37,1%)

25 (15,9%)

97 (27,6%)

Activin-A trén ngudng

122 (62,9%)

132 (84,1%)

254 (72,4%)

Tong

194 (100%)

157 (100%)

351 (100,0%)

OR = 3,1 (95%Clog: 1,8 - 5,5); p* < 0,001

* Kiém dinh Chi binh phuong (%)

Khi xét nghiém néng d6 Activin-A huyét thanh dudi ngudng cut-off va

c6 2/3 triéu chung 1am sang thi nguy co CNTC ting 3,1 1an so véi cac truong

hop néng do Activin-A trén ngudng cut-off va khong da 2/3 triéu chung 1am

sang, su khac biét c6 y nghia théng ké (p < 0,05).

- Nong d6 B-hCG + Activin-A + 3 triéu chung 1am sang: la két hop

nong do B-hCG, Activin-A huyét thanh dudi ngudng cut-off véi cé di 3 trieu

chting 1am sang (cham kinh, dau bung ha vi, ra mau 4m dao bat thuong) lic

vao vién thé hién trong bang 3.32.

Bing 3.32: Két hep nong d§ B-hCG, Activin-A huyét thanh duéi ngudng +
du 3 triéu ching 1dm sang trong chan doan chira ngoai tir cung

Vit

ri thai

Triéu chirng CNTC cTTE Tong
B-hCG + Activin-A dudi ngudng | 45 (23,2%) |2 (1,3%) | 47 (13,4%)
+ du 3 triéu ching 1dm sang
B-hCG + Activin-A trén ngudong | 149(76,8%) | 155(98,7%) | 304 (86,6%)
Tong 194(100%) | 157(100%) | 351 (100,0%)

OR = 23,4 (95%Clor: 6,0 - 201,4); p* < 0,001

* Kiém dinh Chi binh phiong (3°)
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Khi xét nghiém ndng do B-hCG, Activin-A huyét thanh dudi ngudng
cut-off va co du 3 triéu chimg 1am sang thi nguy co CNTC tang 23,4 1an so
Vi cac truong hop B-hCG, Activin-A trén ngudng cut-off va khong du 3 triéu
chung 1am sang, su khac biét c6 ¥ nghia théng ké (p < 0,05).

- Nong d6 B-hCG, Activin-A va 2/3 triéu ching 1am sang: 1a két hop
nong do B-hCG huyét thanh va Activin-A huyét thanh dudi nguong cut-of véi
c6 2/3 triéu ching 1am sang (cham kinh, dau bung ha vi, ra mau 4m dao bat
thuong) luc vao vién thé hién trong bang 3.33.

Bing 3.33: Két hop nong dd B-hCG, Activin-A huyét thanh + 2/3 trigu
chirng 1am sang trong chan doan chira ngoai tir cung

_ Vi tri thai .,
Triéu ching oNTC p— Tong

B-hCG + Activin-A dudi ngudng | 67 (34,5%) | 11 (7,0%) | 78 (22,2%)
+ 2/3 triéu chang 1am sang

B-hCG + Activin-A trén nguong | 127 (65,5%) | 146 (93,0%) | 273 (77,8%)

Téng 194 (100%) | 157 (100%) | 351(100,0%)

OR = 7,0 (95%Clog: 3,5 - 15,3); p* < 0,001

* Kiém dinh Chi binh phwong (4°)

Khi xét nghiém néng d6 B-hCG, Activin-A huyét thanh lic vao vién
dudi ngudng cut-off va cd 2/3 triéu ching 1am sang cia CNTC thi nguy co
CNTC tang 7,0 1an so véi cac doi twong khac, sy khac biét c6 y nghia thong
ké (p < 0,05).

- Nong d6 B-hCG, Activin-A va siéu am khdi canh tir cung: 1a két hop
nong do B-hCG, Activin-A huyét thanh dudi ngudng cut-off véi siéu am khoi
canh tir cung lic vao vién trong chan doan chira ngodi tir cung duoc thé hién

trong bang 3.34.
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Bing 3.34: Két hep nong d§ B-hCG, Activin-A huyét thanh dwéi ngudng
cut-off va siéu &m co6 khoi canh tir cung

Vi tri thai
CNTC CTTC

Triéu chieng Tong

B-hCG, Activin-A dudi ngudng

. 0 0 0,
+ siéu am cd khoi canh tir cung 149(76,8%) 3 (1,9% 152 (43,3%)

B-hCG, Activin-A trén ngudng 45 (23,2% | 154 (98,1%) | 199 (56,7%)

Téng 194 (100%) | 157 (100%) | 351 (100%)

OR = 173 (95%Clor: 53 — 872,5); p* < 0,001

* Kiém dinh Chi binh phwong (4°)

Khi xét nghiém nong do B-hCG, Activin-A huyét thanh dudi ngudng
cut-off va siéu &m (khéi canh tir cung) Iic vao vién thi nguy co CNTC tang
gap 173 1an so voi cac truong hop ndng dé B-hCG, Activin-A trén ngudng
cut-off va siéu am khdng c6 khéi canh tir cung, su khac biét c6 ¥ nghia thong
ké (p < 0,001).

- Nong @6 B-hCG, Activin-A, 1am sang va siéu am co6 khéi canh tir
cung: 1a két hop nong do B-hCG, Activin-A dudi ngudng cut-off, 1am sang
(cham kinh, dau bung ha vi, ra mau am dao bt thuong) va siéu &m co khdi
canh tir cung ldc vao vién duoc thé hién trong bang 3.35.

Bing 3.35: Két hgp nong dg B-hCG, Activin-A, 1am sang va siéu am cé khoi
canh tir cung trong chan doan chira ngoai tir cung

Vi tri thai
CNTC CTTC

Triéu chieng Tong

B-hCG, Activin-A dudi ngudng
+ du 3 triéu ching 1am sang 42 (21,7%) 1 (0,6%) 43(12,3%)
+ siéu am c6 khéi canh tir cung

B-hCG, Activin-A trén ngudng 152(78,3%) | 156 (99,4%) | 308 (87,7%)

Tong 194(100%) | 157(100%) | 351 (100%)

OR = 43,1 (95%Clog: 7,1 - 1753,2), p* < 0,001

* Kiém dinh Chi binh phiong (3°)
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Khi nong d6 B-hCG, Activin-A huyét thanh dudi ngudng cut-off, c6 du 3
triéu ching 1am sang va siéu &m c6 khéi canh tir cung thi nguy co CNTC ting gap
43,1 1an so véi cac trudng hop B-hCG, Activin-A trén ngudng cut-off, khong du 3
triéu ching 1am sang, siéu &m khdng c6 khdi canh tir cung, su khéc biét c6 ¥ nghia
thdng ké (p < 0,05).

3.3.5. So sanh gia tri trung binh cia di¢n tich dwéi dwong cong ROC (AUC)
cuia cac dau an sinh hec trong chan doan chira ngoai tir cung

- Puong cong ROC cé4c dau an sinh hoc va siéu am c6 khéi canh tir cung
trong chan doan CNTC:

o
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Biéu do 3.5. Biéu dé dwong cong ROC cia cac diu an sinh hec va két hep
siéu am co khoi canh tir cung trong chan dean chira ngoai tir cung

- So sénh gi4 tri dién tich dudi dudng cong ROC (AUC) cuaa c4c dau 4n
sinh hoc riéng I¢ va két hop trong chan doan chtra ngoai tir cung.

Béng 3.36: So sanh gia tri AUC ciia c4c dau an sinh hoc riéng 1é va két hop
trong chan doan chira ngoai tir cung

Chi s6 Ztest | Giatrip*
B-hCG ~ Activin-A 57,8 0,0001
B-hCG ~ % tang B-hCG 0,13 0,72

Siéu Am c6 khéi canh tir cung ~B-hCG 11,2 0,0008
B-hCG+Activin dudi ngudng cut-off ~ B-hCG 4,02 0,045
E:ﬁgngACﬁVin dudi nguong cut-off + Siéu am ~ 7.9 0,0049

* Kiém dinh Z test
Gia tri AUC ctia B-hCG cao hon Activin-A c6 ¥ nghia théng ké, p < 001.
Gia tri AUC B-hCG tuong dwong véi cua ti 18 phan tram ting B-hCG sau 48
gio theo doi, p >0,05.
Gia tri AUC cua siéu am ¢ khdi canh tir cung cao hon p-hCG cé y nghia
théng ké, p < 001.
Gia tri AUC cua B-hCG+Activin dudi ngudng cut-off cao hon B-hCG cO y
nghia théng ké, p < 005.
Gia tri AUC cuia B-hCG+Activin dudi ngudng cut-off + Siéu am ¢ khoi canh

tir cung cao hon B-hCG c6 ¥ nghia théng ké, p < 0,05.
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CHUONG 4

BAN LUAN
4.1. Pic diém cia ddi twong nghién ciru.
4.1.1. Pic diém cia dbi twong nghién ciru

Sang loc trén 500 phu nir trong do tudi sinh dé, xét nghiém thai
(Quickstick) dwong tinh trong nhitng tudn dau cua thai ky dén kham tai Bénh
vién Quan y 103 va Bénh vién Phu san Trung uong, tir 9/2017-2/2019. Két
qua thu dugc c¢6 351 dbi twong phu hop, gom: 157 d6i tuong CTTC, 194 ddi
tuong CNTC.

Trong nghién ciru ndy, tp chung phan tich vai tro cta cac du 4n sinh
hoc trong chan doan phan biét gitra CNTC v6i CTTC.

Nhom CNTC c6 194 déi tugng, 14 nhitng bénh nhan chan doan khi ra
vién 1a CNTC, dugc diéu tri bang PTNS, khéi thai & VTV. Két qua giai phau
bénh phu hop v6i chan doan CNTC. Nhiing dbi twong CNTC nhung diéu tri
bang MTX, diéu tri bang phuong phap theo ddi, khong c6 két qua giai phau
bénh khong dugc chon vao nghién ctru.

Nhém CTTC c6 157 dbi twong, 1 nhitng thai phu c6 két qua theo ddi
thai vé& budng tir cung, thai dang phat trién. Nhitng trudng hop thai vé budng
tr cung nhung khong phat trién, tudi thai trén 7 tuan, khong duoc chon vao
nghién ctru.

- Theo két qua bang 3.1, tudi trung binh cua ddi twong nghién ciru 13
30,1 tudi, trong d6 nhom tudi tir 30-34 chiém ti I¢ cao nhat, tudi trung binh
ctia nhdm CTTC (29,8 tudi) thap hon so véi nhém CNTC (30,4 tudi), sy khac
biét vé tudi caa cac nhom dbéi tuong nghién ciru khong co y nghia théng ké.

Nghién ctru ctia Vuong Tién Hoa (2002), trong sé 120 trudng hop theo
ddi CNTC, két qua chan doan sém 100 truong hop 1a CNTC, 11 truong hop
CTTC, 9 trudng hop thai tu tiéu/say som, ti 16 CNTC 12 83,3%. [85].
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Nghién ctru ctia Pham Thi Thanh Hién (2007), theo ddi 550 ddi tuong
c6 thai ky dau, c6 401 dbi twong chan doan CNTC, 49 truong hop chan doan
thai tu tiéu/say sém. Tudi trung binh ctia CNTC 1a 31,6 tudi [86].

Condous va cong sy (2004), da theo ddi 1932 thai phu dén kham thai
1an dau tai bénh vién chuyén khoa san & Anh, c6 189 thai phy c6 thai theo ddi
CNTC, két qua theo ddi c6 63 trudng hop CTTC, 20 CNTC, 102 say thai som
va 04 truong hop ¢ thai khong rd vi tri ton tai. Ti 16 thai vé budng tir cung 13
34,1% (63/185) con ti 1¢ CNTC 1a 10,8% (20/185) [97].

Nghién ciru cia Bassem Refaat va cong su (2020), tién hanh trén
120 dbi tuong theo déi CNTC dén khdm cép ctu tai phong kham céap
ciru cua bénh vién chuyén khoa san nhi, két qua theo ddi co6 40 dbi
twong chan doan ra vién 1a CNTC, ti 16 CNTC la 33,3 %. Tudi trung
binh cua ddi tuong nghién ciru 1a 28,0 tudi [84].

Nghién ctru ctia Al Maini va cong su (2019), nghién ctru ¢ 90 d6i tuong
theo ddi CNTC, két qua ra vién c6 30 ddi twong chan doan CNTC, ti 16 CNTC
14 33,3%, tudi trung binh ctia CNTC 14 26,6 tudi [98].

So sanh vé&i cac nghién ctru khac, ti 16 CNTC cua dbi tuong theo doi
trong nghién ctru ctia chung toi cao hon cac tac gia nudc ngoai nhung thap
hon so véi cac tac gid trong nudc, do Bénh vién Phu san Trung wong l1a bénh
vién tuyén cudi vé chuyén nganh san phu khoa, cac bac sy c6 chuyén mon
sau, nhirng truong hop thuc sy nghi ngd CNTC mo1 duge nhdp vién theo doi.
Tudi trung binh cia CNTC cua chung toi tuong duong véi cac tac gia trong
va ngoai nudc.

- Két qua bang 3.5, tudi thai trung binh ctia nhom nghién ciru 1a 40,8
ngay, cua nhom CNTC 1a 40,4 ngay, nhém CTTC la 41,1 ngay, su khac biét
vé tudi thai gitta CNTC va CTTC khong c6 ¥ nghia théng ké. Trong nghién

ctru ndy ching t6i tinh tudi thai dwa vao ki kinh cudi vi vdy CNTC chi tinh
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duogc tudi thai khi bénh nhan nhé chinh xé4c ki kinh cudi, khong c6 rong kinh,
rong huyét. i véi CTTC chung t6i tinh tudi thai dwa vao ki kinh cudi va
siéu am duong am dao. Nghién ctru cua Florio (2007) [62] tudi thai ctua ddi
tuong nghién ctiru duoc tinh dwa vao ki kinh cudi, tudi thai trung binh cua
nhom CTTC 1a 42,3 ngdy va CNTC la 45,1 ngay, cach tinh tudi thai va két
qua tudi thai ciia chung t6i twong dwong. Sari (2013) [99] tinh tudi thai cua
CNTC va CTTC dya vao ki kinh cudi, tudi thai trung binh cia CNTC 1a 48,0
ngay, CTTC 14 49,0 ngay, so sanh vdi tic gia tudi thai ctia ching t6i thap hon.
Nghién ctru ciia Warrick (2012) [64], tac gia tinh tudi thai theo ki kinh cudi va
tinh theo tuan, tudi thai trung binh cia nhém CNTC 14 5,6 tuan, CTTC 13 6,9
tuan, so sanh véi tac gia tudi thai ctia chung toi ciing tvong duong.

4.1.2. Pic diém 1am sang va siéu Am duwong am dao

- Ra mau am dao bat thudng so voi ngay kinh du kién: két qua bang
3.6; C6 81,5% CTTC khong c6 ra mau am dao, 24,7% CNTC khong ra mau
am dao, 75,3% CNTC c6 ra mdu am dao, trong d6 43,8% ra mau am dao sau
cham kinh, 31,5% CNTC ra mau am dao trude ky kinh hoac dung ky kinh.

Su khéc biét gitra hai nhém vé triéu chimg ra mau 4m dao so véi ngay
kinh dy Kién c6 y nghia théng ké (p < 0,05). Tir két qua bang trén cho thay ra
mau am dao sau cham kinh, nguy co CNTC ting 9,8 lan; con ra mau am dao
truéc cham kinh hozc ding ki kinh thi nguy co CNTC tang gap 27,1 lan so
vé6i nhitng truong hop chi ¢6 cham kinh khéng ra mau am dao, két qua nay
tuong tu nhu nghién ciu cua Vuong Tién Hoa, nguy co CNTC néu ra mau
trudc hodc dung ngay kinh du kién 1a 10,45 lan. Néu chi xét triéu chang ra
mau 4m dao bat thuong thi nguy co CNTC ting 13,4 lan, tic 1a nhiing ngudi
khi khdm c6 mau am dao nguy co bi CNTC cao gap 13,4 lan so véi ngudi
khong c6 mau am dao. Két qua nay cao hon cia Vuong Tién Hoa (OR =
7,67). So sénh véi két ciia nghién ciru ciia Vuong Tién Hoa (2002) [85], Pham
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Thi Thanh Hién (2007) [86], ti 16 ra mau 4m dao bat thuong, ké ca ra mau am
dao trudc Ki kinh, dang Ki Kinh hay sau cham kinh 1a twong duong.

Bang 4.1. So sanh ti 1é ra mau Am dao bat thwong giira cac tac gia

Tac gia nim | n | Truwoéc Dupg Cham
ngay kinh
Vuong Tién Hoa [85] 2002 | 100 | 6,0% | 30,0% 62,0%
Pham Thi Thanh Hién [86] | 2007 | 401 | 3,49% | 30,68% | 65,83%
Cozlea [100] 2019 | 80 |13,7% | 20,0% 66,2%
Qi Lu [101] 2019 | 2520 69,6%
Dao Nguyén Hung 2020 | 194 | 8,8% | 227% | 43.8%

Ti 1& ra mau 4m dao bat thuong cua cic tac gia thay doi tiy thudc vao
nhiéu yéu t6 nhu sd lugng bénh nhan nghién ctru, cach chon dbi twong nghién
cuu, dinh nghia vé ra mau 4m dao nhu mau dich héng nhat ¢6 duoc xem la ra
mau am dao hay khong? Coé tac gia xem do la ra mau am dao, co tac gia
khong ...chinh vi thé nén ti 1 ra mau Am dao hay khong ra mau am dao trong
CNTC cua tirng nghién ctru c6 thay doi, nhu Vuong Tién Hoa cho ring
chi can thAm mot it dich nau & bang v¢é sinh 1a dau hiéu co nang rat sém
cua ra mau am dao, dugc xem la ra mau am dao, nén ti 1€ ra mau am
dao cua tac gid cao hon.

- Triéu ching dau bung ving ha vi: két qua bang 3.7, & nhém CNTC co
ti 1¢ dau bung vung ha vi cao hon nhém CTTC, su khéc biét co y nghia thng
ké (p < 0,001). Pau bung vung ha vi trong CNTC thuong c6 tinh chat am i,
dau 1éch sang mot bén, khéac voi dau bung do doa say thai hay say thai (dau
do co thit tir cung, thuong dau giita ving ha vi), khi khéi thai chua v, tinh
chat dau do khdi thai 1am t6 & VTC, nguyén bao nudi xam lan vao thanh VTC
pha v& cac cau trdc thanh VTC 1am cang gidn thanh mac VTC gay dau, khi
khéi thai v&, cam giac dau ¢6 diu hon nhung khi lugng mau chay vao 6 bung

dua lon, géy kich thich phadc mac, tuy mic @6 chay mau ma ving dau va muc
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d6 dau ciing thay d6i. Trong nghién ciu ndy, ti 1é dau bung ving ha vi cua
chung t6i (64,4%) tuwong dwong véi cac tac gia khéc.

Bang 4.2. So sanh ti I¢ dau bung vung ha vi giira cac tac gia

Tac gia Nam n Pau bung (%)
Vuong Tién Hoa [85] 2002 100 65,0
Pham Thi Thanh Hién [86] 2007 401 75,06
Kopani [102] 2010 228 90,0
Chetty [103] 2011 109 62,0
Elmoniem [104] 2019 100 70,0
Qi Lu [101] 2019 2520 56,5
bao Nguyén Hung 2020 194 64,4

So s&nh véi c4c tac gia khac thi dau bung ving ha vi thay d6i rat khac
nhau, cac tac gia tinh chung cho tat ca cac truong hgp CNTC v thi ti 1¢ dau
bung cao, con néu chi tinh nhitng truong hop theo ddi CNTC thi ti 1¢ dau
bung thap hon.

- Kham 1am sang tir cung to: két qua bang 3.8, kham 1am sang tir cung
to trong nhém CTTC (41,4%) chiém ti Ié cao hon nhdm CNTC (11,3%), su
khac biét co ¥ nghia théng ké. Khi khdm tir cung binh thuong thi nguy co
CNTC tang lén 5,5 1an so véi kham tir cung to hon binh thuong. Khi c6 thai
ter cung thay doi, than tir cung tré nén to vd mém hon do thai 1am t6 trong
budng tir cung nén ta cung to hon binh thuong. Con trong CNTC, thai khong
lam t6 trong budng tir cung nén tir cung khong to.

Tuy nhién, kham tir cung to hay binh thuong con tly thudc vao nhiéu
yéu t6 nhu chii quan ciia ngudi kham, céc bénh ly két hop nhu lac ndi mac ta
cung vao co tir cung, u xo tir cung...cho nén kham ttr cung to thay déi tly
ting tac gia, y nghia 1am sang con nhiéu y kién khac nhau, nhung nhin chung
dong théng nhat vai nhau khi kham 1am sang néu mat do tir cung thay doi, tir
cung mém hon, di dong hon, ¢b tir cung sdm mau, kich thudc tir cung binh

thuong thi ¢6 ¥ nghia chan doan CNTC.
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So sanh véi céc tac gia khac khdm tur cung to & nhdm CNTC cua ching
t6i nho hon ciia Vuong Tién Hoa (28%) [85], cao hon cua Pham Thi Thanh
Hién (5,24%). Dau hiéu tir cung to danh gia yéu té nguy co, chung toi cling
quan diém voi Vuong Tién Hoa (OR = 0,58) diu hiéu nay khong cé ¥ nghia
trong chan doan CNTC. Bong thoi ching tdi nhat trf véi Pham Thi Thanh
Hién (OR=80,4) kham tir cung binh ¢ y nghia trong chan doan CNTC [86].

- Kham 1am sang phan phu: két qua bang 3.8, khdm phan phu dau trong
nhom CNTC (46,9%) cao hon so véi nhom CTTC (4,5%), su khac biét co y
nghia thong ké (p < 0,001). Thai lam t6 & VTC, khéi thai Ion dan nguyén bao
nudi xam lan sau vao thanh VTC va thanh mac voi tir cung gay dau va giy
phan tng viém tai chd, kém theo khoi thai ri mau qua loa VTC khoi dong
phan tng viém tai chd 1am cho phan phu né nén khi kham 1am sang cam giac
c6 mot dam né khong rd ranh gidi & phan phu va 4n dau.

Ti 18 kham c6 khéi né trong nhém CNTC chiém 36,6%, cao hon nhom
CTTC (3,2%), su khéc biét co ¥ nghia thong ké. Theo Vuong Tién Hoa, Pham
Thi Thanh Hién, khi khdm phan phu c6 khdi né, an dau 1a mét triéu chiing c6
gia tri trong chan doan sém CNTC [85], [86] va nguy co CNTC khi kham c6
dam né phan phu ting 3,86 so véi kham khong ¢ khdi né & phan phu. So
sanh véi céac tac gia trén ti 1&6 kham c6 khéi né & phan phu cia ching toi thap
hon, tuy nhién khi tinh yéu t6 nguy co CNTC khi kham & phan phu c6 khéi né
thi nghién ctru cta ching t6i cao hon (OR = 18,9).

Nghién ctru caa Sivalingam va cong su [105], ti 1€ kham dau tirc hoac
cing tic & phan phu 13 75%, nhung s thay khdi né & phan phu chi 50%.

Nghién ctu cua Anju va cong su [106] thi ti 1& dau va cang tic phan
phu 1a 42,3%, kham c6 khéi né phan phu 71,1%. Kham phan phu cé khéi né
an dau 1a triéu chung thay doi theo ting téc gia, ¢ 1& do nhan dinh chua quan

va kinh nghiém 1am sang.
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- Tinh trang khdam Douglas: két qua bang 3.8, kham Douglas dau chiém
6,2% & nhom CNTC, & nhém CTTC kham Douglas khong c¢6 dau, su khac
biét co ¥ nghia thong ké.

Bang 4.3. So sanh két qua kham Iam sang giira cac tac gia

Téc gia Nim | n | 1€ Khéi & | Douglas

(%) PP (%) | dau (%)
Vuong Tién Hoa [85] 2002 | 100 | 28,0 90,0 19,0
Pham T.Thanh Hién [86] | 2007 | 401 | 5,24 90,02 19,2
Patel [107] 2019 |60 | 15,0 50,0 15,0
Anju [106] 2019 |83 | 15,6 71,1 144
Dbao Nguyén Hung 2020 | 194 | 11,3 46,9 6,2

So voi cac tac gia khac, ti 1¢ kham phan phu dau cua ching toi thap
hon. Kham tai cung Douglas dau chirng to phic mac thanh tai bi kich thich,
trong CNTC khi ¢ dau hiéu ndy chuing té ¢d chay mau hoic ri mau vao 6
bung va la dau hiéu quan trong caa chan doan CNTC v&. Tuy nhién dau hiéu
nay ciing thay ddi tly thudc vao timg ddi twong va tly thudc vao tirng nghién
ctiu, nhitng trudng hop c6 viém phan phy, viém rudt thira kham cung dd
Douglas ciing dau va mdi bénh nhan c6 mét ngudng dau nhat dinh do d6 ti 16
s& thay ddi ¢ tirng nghién ctu.

- Hinh anh siéu am: két qua bang 3.9, siéu &m phan phu c¢6 khéi & nhom
CNTC (96,4%) cao hon nhém CTTC (8,9%), sw khac biét co ¥ nghia théng ké
(p<0,001), khi siéu am & phan phu c6 khéi thi nguy co CNTC ting rat cao
(OR= 272,9) so véi siéu &m khong c6 khdi & phan phuy.

Siéu @m c6 dich ¢ Douglas & nhém CNTC (38,1%) cao hon so voi
nhém CTTC (3,8%), su khéc biét co y nghia thong ké (p<0,001), néu siéu &m
c6 dich ty do trong thi cing Douglas, nguy co CNTC ting gap 15,5 1an so véi
khong cé dich ¢ thi cung Douglas (OR=15,5). Hinh anh siéu &m trong CNTC
gom hinh anh truc tiép 1a thay khéi thai ¢ ngoai budng tar cung, hinh anh gian

tiép 1a budng tir cung rdng, c6 dich ¢ tai cung Douglas va 6 bung. Trong
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nghién ciru cia ching toi cd téi 96,4% CNTC siéu cd khdi né & phan phu, két
qua cta chiang t6i cao hon nhiéu so véi Vuong Tién Hoa (72%) [85], Pham
Thi Thanh Hién (71,57%) [86], Fatmir Kopani (74,5%) [102]. Theo tac gia
Aronu, trong CNTC dau hiéu 1am sang phu hop véi chan doan chi 66,7%, con
siéu am la 75% [108].

Bién minh cho két qua nay, nghién ctu cua ching toi thuc hién &
nhitng nam 2017-2019 vi vay céc thé hé may siéu am trong thoi diém nay da
duoc cai tién hon nhiéu, hién dai hon, hinh anh rd nét hon, chat luong xir ly
hinh anh t6t hon nén cac bac sy c6 thé phat hién som hon hinh anh CNTC,
hon nira siéu 4m dudng am dao tré nén phd bién & tat ca cac bénh vién, cac
khoa 1am sang, hau hét cac béac sy san phu khoa déu thanh thao ki thuat siéu
am vi thé do chinh xac cua siéu &m trong chan doan CNTC tang lén.

4.2. Ban luan vé nong dé p-hCG, Activin-A, PAPP-A huyét thanh ¢ bénh
nhén chira ngoai tir cung

Trong phan nay ching t6i ban luan vé nong do6 B-hCG, Activin-A,
PAPP-A huyét thanh & bénh nhan CNTC, phan tich so séanh véi CTTC.

4.2.1. Nong @6 p-hCG huyét thanh

Két qua ¢ bang 3.10 cho thay, nong d6 trung binh cia p-hCG & nhém
CNTC (3161,5 mUI/ml) thip hon nhém CTTC (39185,8 mUl/ml) su khéac
biét c6 y nghia thong ké (p<0,001). So sanh véi nghién ctu cua Sari va cong
su (2013) [99] néng d6 B-hCG & nhém CTTC la 44334,0 mUI/ml (807-
139703 mUI/ml), nhém CNTC la 1448,0 mUI/ml (410-83156 mUI/ml) thi két
qua B-hCG ¢ nhém CTTC cua chiing t6i thip hon con két qua p-hCG & nhom
CNTC cua chang téi cao hon. Vai tac gia Qi Lu va cong su (2019) [101],
néng do B-hCG CTTC (4328mUl/ml) va B-hCG CNTC (1052mUl/ml) déu

thap hon so véi nghién cau caa chdng toi.
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Nghién ctu cua B. Refaat va cong su (2019) tién hanh trén 80 ddi
tuong, gom 40 CNTC, 40 CTTC, ndng d6 p-hCG huyét thanh trung binh cua
nhom CNTC la 2300 mUI/ml, cia nhém CTTC la 4200 mUl/ml, su khac biét
gitra hai nhém c6 ¥ nghia thong ké (p < 0,05) [84].

Két qua bang 3.11, ndng d6 trung binh caa p-hCG theo tudi thai, trong
nhém CNTC ndng do B-hCG & nhém tudi thai tir 5-6 tuin cao hon so véi
nong do B-hCG & nhém 4-5 tuan va 6-7 tuan, tuy nhién sy khéc biét khéng co
¥ nghia théng ké (p > 0,05), con ddi véi nhém CTTC ndng d6 B-hCG tang
dan theo tudi thai, cao nhat & tuoi thai 6-7 tuan, su khac biét c6 y nghia thong
ké. Tir két qua trén chdng t6i nhan thay khi nong do B-hCG khong ting hoac
tang khong dat muc t6i wu 12 mot goi y cua CNTC.

Nghién cau cua Abd Elmoniem va cong sy (2019), so sanh nong do
trung binh caa B-hCG huyét thanh, tac gia nhan thiy & bénh nhan CNTC vé&
(4778 mUl/ml) c6 néng dd cao hon so véi nhom CNTC chua v&
(1090,47mUl/ml), sy khac biét c6 y nghia théng ké, p < 0,001 [104].

Bang 4.4. Céc nghién ciru lién quan dén ndng dd trung binh cia p-hCG

. } Nong d6 p-hCG (mUl/ml)

Tacgia Nam =eT7C [ n [CTTC ] n P
Vuong.T.Hoa [85] |2002 | 2807,5
Warrick [64] 2012 |6681,6 |89 |48678,1]100 |<0,001
Zhao [109] 2012 |17252 |27 |71632,2[34 |<0,001
Sari [99] 2013 |14480 |28 |443340[22 |<0,001
Qi Lu [101] 2019 |1052,0 |2520 |4328,0 |1038 |<0.001
Refaat [84] 2019 [2300,0 |40 [4200,0 [40 |<0,001
Maini [98] 2019 19134 [30 |64101,9[30 |<0,001
Dao Nguyén Hung | 2020 3161,5 194 ]39185,8 | 157 |<0,001

Nghién ciu ciia Vuong Tién Hoa (2002) [85], nong do B-hCG huyét
thanh ¢ CNTC la 2807,5 mUI/ml, khéng CNTC la 1639,7 mUI/ml. So tac gia
Vuong Tién Hoa, ndng do B-hCG & nhdm CNTC cua ching t6i twong duong,
nhung & nhdm CTTC ndng d6 B-hCG cua chiing t6i cao hon, vi trong nghién
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ctru chding tdi chi phan tich s liéu & nhitng bénh nhan c6 thai trong tu cung
dugc chan doan xac dinh va theo ddi thai dang phat trién, ching t6i khdng
dua vao phan tich nhiing truong hop cé thai trong tr cung ngirng phét trién,
doa sy thai hoic say thai. Di véi hai tac gia trén, khi phan tich tac gia da
cong gop ca nhdm CTTC véi say thai som hodc thai ty tiéu goi chung 1a
nhoém khong CNTC vi thé ndng d6 B-hCG trung binh thap hon.

Tur bang 4.4 chdng t6i nhan thay, ndng do trung binh ctua p-hCG ¢ bénh
nhan CNTC cua chiing tdi nam trong mirc trung binh cua céc tac gia con nong
d6 B-hCG 6 nhém CTTC thi twong duong.

4.2.2. Nong d9 Activin-A huyét thanh

Két qua bang 3.10, nong d6 trung binh cua Activin-A huyét thanh &
nhém CNTC (2440,9 pg/ml) thap hon so véi nhom CTTC (11770,8 pg/ml),
su khac biét co ¥ nghia théng ké (p = 0,04). Hién tai da c6 nhiéu nghién cau
vé nong do Activin-A huyét thanh trong CNTC va CTTC, phan l6n cac
nghién ciru déu nhan thay nong do Activin-A huyét thanh ¢ bénh nhan CNTC
thap hon so v6i CTTC va su khac biét c6 ¥ nghia théng ké (bang 4.5).

Bang 4.5. Cac nghién ciru lién quan dén nong dd trung binh cia Activin-A

L . Nong d Activin-A (pg/ml)

Tacgia Nam TENTC [ n [ CTTC | n P
Florio [110] 2007 | 270 76 | 970 155 | <0,001
Kirk [65] 2009 510 16 490 58 0,563
Florio [63] 2011 300 30 680 30 <0,001
Rousch [66] 2011 |313,7 |99 4733 |98 |<0,01
Warrick [64] 2012 260 89 290 100 |0,06
Roghaei [111] 2012 264 100 | 949 100 |<0,05
Daponte [5] 2013 | 277 30 |843 |33 |<0,001
Makwana [83] 2015 130 100 | 650 100 |<0,001
Senapati [23] 2016 206,8 72 289,3 |77 <0,001
Al-Maini [98] 2019 | 2101 |30 |6533 |30 |<0.001
Refaat [84] 2019 | 281 40 |1100 |40 | <0,001
Pao Nguyén Hing | 2020 | 2440,9 | 194 |11770,8 | 157 | 0,04
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Trong cac nghién ctu trén, hau hét cac nghién ciu co két qua nong do
Activin-A & nhom CTTC cao hon so véi nhom CNTC, su khac biét co y
nghia thong k&, riéng nghién ctu cua E.Kirk va cong su (2009) [65] c6 két
qua nong do Activin-A huyét thanh & bénh nhan CNTC cao hon so véi
CTTC, tuy nhién sy khac biét khong c6 y nghia théng ké (p > 0,05) va sb
luong mau nhé (nhém CNTC chi ¢6 16 bénh nhan, nhom CCTC c¢d 58 bénh
nhan), nén két qua nay theo chung t6i chua ¢ tinh thuyét phuc, tc gia can
khao sat vai s6 lwong mau 16n hon.

Nghién ciu cia Warrick va cong sy (2012) [64] véi kich thuéc mau
I6n hon, néng d6 Activin-A huyét thanh & nhém CTTC cao hon so véi nhém
CNTC, su khéc biét chua c6 ¥ nghia thong ké (p > 0,05), theo nhan dinh cua
ching toi, trong thiét ké nghién ctu cua tac gia da thuc hién & nhiéu trung tam
(3 trung tdm) khac nhau, téng s cd 298 trudong hop dua vao nghién cuu, tai
thoi diém lay mau chi co 88 truong hop chua rd vi tri cia thai va tiép tuc theo
ddi, con 210 trudng hop da xac dinh vi tri caa thai (CNTC, CTTC va say thai
s6m). két qua theo ddi 88 trudong hop co thai chua 13 vi tri c6 11 truong hop
thai vé budng tir cung, 34 truong hop say thai som, 43 truong hop CNTC, ti 1¢
CNTC chiém gan 50%, do d6 chung t6i thdy day ciing 1a yéu t6 anh huong
dén két qua nghién ctu.

Két qua ¢ bang 3.12, nong d6 Activin-A huyét thanh theo tudi thai
chung t6i chua thay su khéac biét vé ndng d6 Activin-A giira cac nhom tudi
thai khong c6 y nghia thong ké (p > 0,05).

Két qua bang 3.25, ndng do Activin-A huyét thanh thay d6i theo két
qua siéu am, khi siéu &m c6 am vang phdi nong do Activin-A ting cao hon so
véi si€u am chua c6 am vang phoi, dac biét siéu am co hoat dong tim thai thi
nong d6 Activin-A ting rat cao do nong d6 Activin-A chénh nhau rét 16n
(trong nhom CNTC: gia tri tir 7,15 - 65049,5 pg/ml, nhom CTTC tu 14,7 -
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920797,8 pg/ml) vi thé gi4 trj trung binh cua chung toi cao hon gia tri trung
binh cua céc tac gia khac, tuy nhién khi ching tdi tinh gia tri trung vi thi két
qua cua chung toi twong duong vdi cac nghién ciru khac (gié tri trung vi caa
nong do Activin-A trong nhém CNTC: 968,2 pg/ml, cua nhém CTTC: 1099,1
pg/ml) (bang 3.10). So sanh két qua nghién ciru caa ching toi véi két qua caa
cac tac gia khéac ching tdi nhan thay nong d6 Activin-A huyét thanh & nhém
CTTC thay dbi khi c6 phoi va tim thai, ting nhanh tir tuan thir 5 dén tuan tha
6 (bang 3.12) [112], [113].

NOi chung trong cac nghién cuu chung t6i nhan dugc co 10/11 nghién
ctru ghi nhan néng d6 Activin-A huyét thanh ¢ bénh nhan CNTC thap hon so
véi CTTC, su khac biét co ¥ nghia thong ké (p < 0,05). Chi c6 01 nghién ctu
c6 nong do Activin-A & bénh nhan CNTC cao hon so véi CTTC, tuy nhién su
khac biét khdng c6 y nghia thong ke.

4.2.3. Nong dp PAPP-A huyét thanh

Két qua bang 3.10, nong do trung binh cua PAPP-A & nhém CTTC
(12,7 ng/ml) thap hon so véi nhém CNTC (18,2 ng/ml), su khac biét khdng
c6 y nghia théng ké (p > 0,05). Trong nghién ciu nay ching t6i ghi nhan
nong d6 PAPP-A khong cé ¥ nghia trong chan doan phan biét gitra CNTC va
CTTC (dién tich duéi duwong cong ROC la 0,43 (95%Clayc: 0,37-0,5))

Két qua bang 3.13, nong do PAPP-A theo tudi thai, ching t6i nhan thay
PAPP-A bit dau tang nhanh ¢ tudi thai 5 tuan dén 6 tuan, tuy nhién sy khéc
biét ciia ndng do6 PAPP-A huyét thanh & cac nhom tudi thai chua c6 y nghia
thng ké (p >0,05).

Két qua bang 3.26, thay do6i nong do ciaa PAPP-A trong nhém CTTC
theo két qua siéu am, nong do trung binh cua PAPP-A ting dan theo két qua
siéu &m, ndng do thap khi siéu 4m chwa c¢6 Am vang phdi, ting cao hon khi co

am vang phdi va ting cao nhat khi c6 hoat dong tim thai, sy khac biét ¢ y
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nghia théng k& (p < 0,05). Nghién ctu cua Bischof va cong su (1984) [6],
nong d6 PAPP-A trong nhdm CNTC (79 ng/ml) Ién hon trong nhém CTTC
(75 ng/ml), bat dau tir 5 tuan nong PAPP-A ting nhanh ¢ nhom CTTC va dat
dinh ¢ 8 tuan, nhém CNTC ting cham.

Nghién ctu cua Senapati va cong su (2016) [23], nong do PAPP-A &
nhém CTTC (20 ng/ml) cao hon so v6i nhdm CNTC (18 ng/ml), néng d6
PAPP-A khong c6 y trong chan doan phan biét CNTC véi CTTC nhung
PAPP-A c¢6 vai trd trong theo ddi thai dang phat trién trong budng tir cung.

Nghién ctu cua Makwana va cong su (2015) [83], nong do PAPP-A &
nhém CNTC (0,49 pg/ml) thap hon so véi CTTC (1,33 pg/ml), su khac biét
c6 ¥ nghia théng ké (p < 0,05). Véi ngudng cut-off cia PAPP-A la 0,53
ng/ml, chan doan CNTC c6 do nhay 81%, do dac hiéu 54%. Nong d¢o PAPP-
A c6 ¥ nghia trong chan doan phan biét gitta CNTC va CTTC.

Nghién ctu cua Daponte va cong su (2005) [79], nong do PAPP-A &
nhom CNTC bing véi CTTC (20 ng/ml), khéng c6 su khéac biét, PAPP-A
khong c6 ¥ nghia trong chan doan vi tri cua thai. Nhin chung cac nghién ctu
vé vai tro ciia PAPP-A trong chan doan CNTC con nhiéu tranh cii, chua
théng nhat, phan 16n céc nghién ctu cho két qua nong d6 PAPP-A huyét
thanh khong c6 y nghia trong chan doan vi tri caa thai nhung cé y nghia trong
viéc theo dbi su phat trién cua thai, két qua caa ching tdi nong do PAPP-A
huyét thanh khong c6 ¥ nghia trong chan doan vi tri ciia thai nhung c6 ¥ nghia
theo di su phat trién cta thai trong ta cung.

4.3. Ban luén gia tri chan do4n chira ngoai tir cung ciia c4c dau 4n sinh hoc
4.3.1. Gia tri chan doan ciia p-hCG don 1é

Gia tri B-hCG tai thoi diém bénh nhan dén kham di duoc nhiéu tac gia
nghién ctu va tng dung trong chan doan CNTC. Theo két qua bang 3.18 va
3.19 va biéu @6 3.1, dién tich dudi dudng cong ROC chan doan CNTC cua p-
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hCG la 0,87 (95%Clayc: 0,82 - 0,91), ching téi tinh gia tri ngudng cut-off
cia nong do B-hCG huyét thanh theo 2 cach khac nhau dé chan doan phan
biét CTTC véi CNTC la 2197,0 va 4921,5 mUI/ml, véi ngudng gia tri nay
nong d6 B-hCG dudi ngudng déu co ¥ nghia chan doan CNTC véi do nhay
(82,5%: 91,7%) va do dac hidu (82,2%; 71,3%), nguy co CNTC khi gié trj p-
hCG dué6i ngudng ting (21,7; 27,7) lan so voi B-hCG trén ngudng, nong do
B-hCG huyét thanh Iic vao vién c6 y nghia trong chan dodn phan biét giita
CNTC va CTTC (p< 0,001).

Nghién ctru ctia B. Kaplan va cong sy (1996) [114], ngudng gia tri -
hCG chan doan CNTC 1a 1000 mlUI/ml, véi ndng do p-hCG bang hodc duéi
ngudng, chan doan CNTC véi do nhay 1a 67%, do diac hiéu la 74%, gia tri
tién doan duong 40% va gia tri tién doan am la 89%. Ngudng gia tri B-hCG<
1000 mUI/ml c6 gid tri trong tién luong CNTC.

Nghién ciu ciia G.Condous va cong su (2005), gia tri chan doan CNTC
cta B-hCG theo cac diém cat khac nhau, khi ndng d6 B-hCG ¢ diém cat ting
thi d6 nhay chan doan CNTC giam nhung d¢ dic hiéu tang (gia tri diém cét
cta B-hCG lan luot 1a > 1000 mUI/ml, > 1500 mUl/ml, > 2000 mUl/ml; do
nhay/dd dic hiéu twong tng chan doan CNTC l1a 21,7/87.3; 15,2/93,4 va
10,9/95,2), tac gia dua ra két luan 1a khi nong d6 B-hCG cang cao thi nguy co
CNTC cang thap [115].

Nghién ctu cua Qi Lu va cong sy (2019), tién hanh trén 3558 doi
tuong, c6 1038 CTTC va 2520 CNTC, gia tri ngudng phan biét CNTC vai
CTTC la 1511mUl/ml, véi ngudng ndy chin doan CNTC c6 do nhay 13
87,5%, d6 dac hieu 1 80% [101].

Nghién ctu cua Roya Faraji Darkhaneh va cong sy (2015), tién hanh
khao sét gia tri cua B-hCG & céc bénh nhan duoc chan doan CNTC, két qua
nhitng truong hop ¢ nong d6 B-hCG > 1750 mUI/ml thi nguy co CNTC v&
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tang gap 4,31 (95%Cl: 2,2 - 8,4, p < 0,001) lan so véi ndng d6 B-hCG < 1750
mUI/ml, v&i ngudng nay chan doan CNTC v& véi do nhay 1a 62%, do dac
hiéu la 73,6% [116].

Nghién ctu cia Pham Thi Thanh Hién, ngudng cut-off cua p-hCG
huyét thanh 1a 1500mUI/ml, dudi ngudng nay, chan doan CNTC véi do nhay
75,56%, do dac hiéu 20,4%, gia tri tién doan duong 88,6%, gia tri tién doan
am 9,26% [86].

So sanh véi két qua nghién ctru cua c4c tac gia trén thi gid tri trung binh
va ngudng cut-off cua ching t6i cao hon, giai thich cho su khac biét nay la do
cach chon bénh nhan vao lam ddi twong nghién ciu cua ching toi khac voi
cac nghién ctu khéc, chdng t0i dua vao phan tich & nhdm CNTC la céc
truong hop chan doan xac dinh CNTC dugc phau thuat co két qua giai phau
bénh, nhitng bénh nhan CNTC diéu tri ndi khoa hoidc diéu tri bang phuong
phap theo ddi khong duoc dua vao phan tich vi chua co tiéu chuan vang trong
chan doan CNTC.

4.3.2. Gia tri chan doan cia nong dd p-hCG sau 48 gio theo dbi

C6 nhiéu tac gia da dé xuat dé giam ti Ié chan doan nham CNTC va
tranh nhiing can thiép khéng can thiét qua sém, nén theo déi dién bién 1am
sang, nong do B-hCG sau 48h va siéu am dudng am dao.

Dua vao két qua cua bang 3.20; 3.21va biéu d6 3.2 dién tich dudi
duong cong ROC cua ti 1é phan tram ting p-hCG sau 48 gid theo ddi 14 0,672
(95%Cl ayc: 0,588-0,787), tinh dugc ngudng cut-off theo hai cach khac nhau
1a 50,74 va 52,7%, véi ngudng nay néu sau 48 gio theo déi, nong do B-hCG
tang dudi ngudng (50,75% va 52,7%) chan doan CNTC véi d6 nhay (78,9%
va 81,6%), do dac hiéu (68,1% va 66%), nguy co CNTC khi ti I¢ phan tram
tang cua B-hCG dudi ngudng ting (8,0 va 8,6) 1an so véi ti 1& phan trim ting
trén ngudng, ti 1é phan trim ting cta ndong do B-hCG huyét thanh sau 48 gio
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theo ddi c6 ¥ nghia trong chan doan phan biét gitta CNTC va CTTC, su khac
biét co ¥ nghia thong ké (p< 0,001).

Mot trong nhitng nghién ctu vé theo ddi dién bién nong do B-hCG dé
tién lugng va chan doan CTTC véi CNTC kha phd bién va toan dién 1a caa N.
Kadar va cong sy da tién hanh theo ddi dién bién nong 6 B-hCG lién tuc, sau
24 gio, sau 48 gio, sau 36 gio, sau 72 gio va sau 96 gio, nhdm nghién ctu
nhan thay hiéu qua nhat trong theo déi dién bién cua nong do p-hCG dé chan
doan CNTC la sau 48 gio, vi sau 48 gio theo dbi néu nong do B-hCG néu ting
trén 66% thi chi c6 15% truong hop thai cé dién bién bat thuong va trong sé
d6 chi c6 13% 1a CNTC sb con lai 1a say som/thai chét Iuu. Khong chon theo
doi sau 24 gio vi sau 1 ngay su khéc biét giita mic d6 phan trim ting trung
binh cua nong d6 B-hCG trong nhdm CTTC va CNTC it bién thién (20%) va
do d6 c6 thé it tin cay hon [33].

Nghién ctu cia C. Morse va cong su (2012), néu ty 1é phan trim ting
cua nong do B-hCG sau 48 gio theo ddi dudi 53% thi chan doan CNTC ¢ do
nhay: 91,1%, d6 dac hiéu: 66,6%, gia tri tién doan duong: 37,1%, gia tri tién
doan am: 97,2% [24].

Nghién ctu cia Vuong Tién Hoa, néu ndng do B-hCG < 700 mul/ml,
siéu am duong am dao khdng thay tui thai trong tir cung, phan phu khéng cé
khoi thi phai dinh luong lai B-hCG sau 48 gio va siéu &m dudong am dao; néu
nong d6 B-hCG < 700mUl/ml, siéu am duong am dao lai khong thay thai
trong budng ti cung, phan phu c6 khéi dac hiéu, 1am sang nghi ngo CNTC thi
chi dinh ni soi 6 bung [85].

Nghién ctru caa chang téi phu hop vai cac tac gia trude, dac biét la khi
ching t6i tinh phan trim ting caa B-hCG ching t6i thay véi ngudng cut-off
phan tram ti 1 ting cua ndng d6 B-hCG huyét thanh sau 48 gid theo doi Ia
50,74% va 52,7% c6 ¥ nghia trong chan doan CNTC.
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Béng 4.6. Céc nghién ciu vé B-hCG lién quan dén chira ngoai tir cung

Nguong p-
Tac gia Nam | n hCG % tang | Se(%) | Sp(%o)
muUl/ml

Kaplan [114]. 1996 | 72 <1000 N/A 76,0 74,0
Dart [117] 1999 | 307 N/A <66% | 74,0 50,0

Dumps [118] 2002 | 171 10400 N/A 93,3 99
> 1000 N/A 21,7 87,3
Condous [115] 2005 | 300 > 1500 N/A 15,2 93,4
> 2000 N/A 10,9 95,2
Bignardi [119] 2008 | 940 N/A <66% | 85,0 36,0
Morse [24] 2011 | 179 N/A <53% 82,6 97,2
Zhao [109] 2012 | 89 < 44780 N/A 100 45,2
Qi Lu [101] 2019 | 2520 <1511 N/A 87,5 80,7
Ruiz [120] 2019 | 206 | < 1542421 N/A 90,5 94,3
Refaat [84] 2019 | 80 < 29494 N/A 67,5 51,2
<2197,0 82,5 82,2
Dao Nguyén Hung | 2020 | 194 49215 <5074 3;:; ;;:i
<52,7% | 81,6 66,0

N/A: khong phén tich di liéu

Tuy theo cach chon ngudng cut-off cua ting tdc gia ma gia tri cua
ngudng cut-off thay déi, & trong nghién ctru nay ching t6i tinh ngudng cut-
off theo ca hai cach cua xir ly sé liéu thong ke.

Tur két qua bang 4.6 ching t6i nhan thay gia tri ngudng cut-off cua B-
hCG huyét thanh Iic vao vién va ti I¢ phan trim ting ctua B-hCG sau 48 gio
theo ddi khi tinh cung céch tinh thi ngudng cut-off twong tu, nhung khi cach
tinh khac nhau thi ngudng cut-off ciing khac. Két qua cua ching t6i tuong tu
véi nghién ctu cua Refaat (2019) [84], Zhao [109] thap hon cua Ruiz [120],
Dumps (2002) [118].




94

4.3.3. Gia tri ciia Activin-A trong chin doan chira ngoai tir cung

Activin-A la mét glycoprotein thude ho TGF, do nguyén bao nudi san
Xuat, ¢ vai tro thiic day sy xam lan va phat trién ciia nguyén bao nudi vi thé
mot ndng d6 Activin-A bat thudng c6 thé 1a nguyén nhan cta sy 1am to bét
thuong hodc danh gia kha ning phat trién cua thai. Nong do Activin-A huyét
thanh ting trong sudt thai ky. Nong do Activin-A giam khi nguyén bao nudi
khong phat trién [121]. Do d6, Activin-A di dugc nghién ctru nhu mot dau an
sinh hoc tiém niang dé chan doan va phan biét gitta CTTC binh thudng, say
thai va CNTC [61]. Tuy nhién, két qua dugc bao cdo vé gia tri chan doan cua
Activin-A van con gy tranh cii, dé gop phan danh gia vai tro ctia Activin-A
trong chan doan CNTC va CTTC, chiing t6i thuc hién nghién ctru nay. Két
qua & bang 3.23 va 3.24 va biéu d6 3.3, véi dién tich dudi duong cong ROC
la 0,56 (95%Clayc:0,51 - 0,62), tinh gia tri ngudng cut-off cua n6ng
Activin-A trong chan doan phan biét gitta CTTC va CNTC lan luot la 920,2
pg/ml va 3233,7 pg/ml. Tai c4c ngudng cut-off nay, chan doan CNTC c6 do
nhay (56,1% va 87,1%), d6 dac hiéu (47,8% va 27,3%), nguy co CNTC tang
(1,2 va 2,6 1an) so véi gia tri Activin-A trén ngudng cut off. Vi ngudng cut-
off clia ndng d6 Activin-A huyét thanh 920,2 pg/ml, khong c6 su khac vé
nguy co CNTC so vé1 CTTC (p > 0,05).

Nghién ctru cta Florio va cong sur (2007), tién hanh trén 536 bénh nhan
c6 thai chua 13 vi tri, két qua theo ddi c6 76 CNTC, 305 CTTC, gié tri ngudng
cut off chan doan phan biét giira CTTC va CNTC la 370 pg/ml, d nhay la
100%, d6 dac hiéu la 99,6%, dién tich dudi duong cong la 100% (p <0,001),
tac gia dua ra két luan dinh luong nong do Activin-A huyét thanh < 370 ng/ml
c6 97,43% CNTC, nong do Activin-A huyét thanh 13 ddu an sinh hoc ¥ nghia
trong chan doan CNTC [110].
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Nghién ctru cia Kirk va cong su (2009) trén 141 dbi twong c6 thai
khong 1o vi tri, két qua theo doi c6 58 CTTC, 16 CNTC, 67 sﬁy thai s6m,
ngudng cut off cia Activin-A chan doan CNTC v6i CTTC tac gia lay két qua
nghién ctru cta Florio 1a 370pg/ml, dién tich dudi duong cong ROC la 0,51;
d6 nhay 93%, doc dic hiéu 13%; tac gia két luan Activin-A tai thoi diém vao
vién va sau 48 gi¢ theo doi khong ¢ v nghia trong tién luong vi tri ctia thai ¢
cac dbi twong co thai khong 6 vi tri [65].

Nghién ctru ciia Florio va cong su (2011) da khang dinh két qua nghién
ctru trudc cia minh dong thoi bao vé quan diém ctia minh vé vai trd cia
Activin-A trong chan doan CNTC, Florio thiét ké nghién ctru gom 30 ddi
tuwong c6 thai trong ttr cung dugc xac dinh bang siéu am dudng 4m dao va 30
d6i twong CNTC duogc xac dinh bang phiu thuat c6 két qua giai phau bénh,
ngudng cut-off cuia ndng d6 Activin-A trong chan doan CNTC 1a 430 pg/ml,
dién tich dudi duong cong ROC la 0,99, d6 nhay 96,7%, do dac héu 100%.
Tac gia két luan, su bai tiét Activin-A huyét thanh trong CNTC giam va viéc
do ndng d6 huyét thanh cta nd co thé co lgi thé 1am sang tiém ning dé bao
hiéu sy hién dién cia CNTC [63].

Nghién ctru cia Deponte va cong sy (2013) thuc hién trén 30 dbi tuong
CNTC v&, 33 d6i twong CTTC c6 tudi thai tir 6-8 tuan, nong do Activin-A
trung binh cia CNTC 1a 277 pg/ml, CTTC la 843 pg/ml, gia tri ngudng cut-
off chan doan phan biét CNTC v6i CTTC 1a 504 pg/ml, dién tich duéi duong
cong ROC 1a 0,979, do nhay 87,9%, d6 diac hiéu 100%, tac gia két luan
Activin-A 1a du 4n sinh hoc tiém ning trong chan doan CNTC [5].

Nghién ctru cia Maini (2019) tai Bénh vién chuyén khoa san ¢ thu do
Baghdad, Iraqg, tién hanh nghién ctru trén 30 di twong CNTC va 30 dbi tuong
CTTC, ndng d6 Activin-A trung binh ctia nhém CTTC la 653,3 pg/ml, cua
CNTC 1a 210,1 pg/ml, gia tri ngudng cut-off chan doan phan biét CNTC véi
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CTTC cua Activin-A la 298 pg/ml, dién tich dudi duong cong ROC la 0, 999;
d6 nhay 99%, d6 dic hiéu 99%. Tac gia két luan nong do6 Activin-A huyét
thanh tai thoi diém vao vién c¢é thé duoc sir dung vo61 d§ chinh xac cao nhu
mot ddu 4n sinh hoc manh trong chan doan CNTC [98].

Nghién ctru cua Refaat (2019) dén tir Nam A, Arabia Saudi, nghién ctru
duogc tién hanh trén 120 d6i tuong, gdm 40 CNTC, 40 CTTC va 40 siy thai
sém. Chon ddi tuong CNTC la nhiing bénh nhan dugc chan doan sau ph?lu
thuat ndi soi. Nong do Activin-A trung binh ctiia nhém CTTC 1a 1100 pg/ml,
CNTC I 281 pg/ml, gia tri ngudng cut-off chan doan phan biét CNTC véi
CTTC cuta Activin-A la 417,2 pg/ml, dién tich dudi duong cong ROC la
0,946; d6 nhay 92,5%, d0 dac hiéu 87,5%, gia tri tién doan duong 78,2%, gia
tri tién doan am 95,9% [84], tac gia két luan Activin-A huyét thanh 1a ddu an
sinh hoc manh trong chan doan phan bigt CNTC va CTTC.

Bing 4.7. C4c nghién ciru gia tri ciia nong dd Activin-A huyét thanh trong
chan doan chira ngoai tir cung

Tac gia Nam n Cutoff | AUC | Se (%) | Sp (%)
Florio [62] 2007 | 536 370 100% 100 99,6
Kirk [65] 2009 | 141 370 51,0% | 93,0 13,0
Florio [63] 2011 | 60 430 99,0% | 96,7 100
Roghaei [122] 2012 | 200 504 98,1% | 97,0 93,5
Daponte [5] 2013 | 63 504 97,9% | 87,9 100
Makwana [83] 2015 | 200 370 100% 100 99,0
Al-Maini [98] 2019 | 60 298 99,9% | 99,0 99,0
Refaat [84] 2019 | 80 417,2 94,6% | 92,5 87,5
Dao Nguyén Hung 920,2 51,6 47,8

2020 | 351 0,56
3233,7 87,1 27,3

So sanh véi céc nghién ctu trén, nghién ctru cuia ching t61 c6 gia tri

ngudng cut-off ndng do Activin-A huyét thanh cao hon, c6 thé do viéc lua
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chon mau cua chung toi, chiing t6i chon nhém CNTC gém cac bénh nhan
CNTC duoc diéu tri phau thuat c6 két qua giai phau bénh, do d6 nong do p-
hCG va Activin-A cao va gia tri nguong cut-off cling cao hon. Trong cac
nghién ctru trén, chung t6i nhan thiy cac nghién ctu nhu Florio (2011),
Roghaei (2012), Refaat (2019) chon nhém CNTC la cac bénh nhan CNTC vo
diéu tri bang phau thut nén gia tri ngudng cut-off cao hon cac tac gia khac.
4.3.4. Gia tri ciia PAPP-A trong chan do4n chira ngoai tir cung

Tir két qua biéu do 3.4, dién tich dudi dudng cong ROC trong chan
doan phan biét CTTC voéi CNTC cia PAPP-A la 0,43; nong do6 PAPP-A
huyét thanh trong nghién ctru ctia ching t6i khong c¢6 ¥ nghia trong chan doan
phan bi¢t CTTC véi1 CNTC, diéu do6 co nghia 1a PAPP-A la dau 4n sinh hoc
khong c6 y nghia trong xac dinh vi tri cua thai.

Két qua & bang 3.13, ndong d6 PAPP-A theo tudi thai cho thay nong do
PAPP-A huyét thanh ting nhanh & tudi thai tir 5-6 tuan, tuy nhién sy khac biét
gitra c4c nhom tudi thai khong c6 y nghia théng ké. Két qua bang 3.26; nong
d6 PAPP-A huyét thanh & nhém CTTC theo két qua siéu &m, khi siéu am c6
am vang phdi nong d6 PAPP-A ting hon so véi khi chua ¢6 4m vang phoi,
khi c6 hoat dong tim thai nong d6 PAPP-A ting nhanh, su khac biét cd y
nghia thong ké (p < 0,05). Chlng t6i nhan dinh ndng d6 PAPP-A huyét thanh
c¢6 ¥ nghia trong viéc theo dbi su phat trién cua thai.

Nghién ciru khai dau vé vai trd caa PAPP-A trong chan doan phan biét
CNTC véi CTTC la nghién cuu cua Bischof (1983) ¢ Thuy Sy, tac gia xét
nghiém ndng do PAPP-A huyét thanh & 3 nhom dbi tugng (CNTC, CTTC va
khong c6 thai), nong 6 PAPP-A ¢ nhém CNTC thap hon so véi nhém CTTC
va nhém khdng c6 thai, tir d6 nhiéu tac gia khac da tién hanh nghién ciu vai
tro caa PAPP-A trong chan doan vi trf cua thai [123].
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Nghién ciru caa Dumps va cong su (2001), khao sat gia tri caia PAPP-A
trong chan doan thai ky dau that bai (gdm CNTC va say thai sém), voi
ngudng cut-off dudi 14,3 mUI/I, c6 do nhay 13 64,5%, d6 dic hiéu 99% chan
doan thai ky dau that bai so véi CTTC binh thudng. Tac gia dua ra két luan
nong do6 PAPP-A giam trong thai ky dau that bai, nhung B-hCG va
progesteron van 1 lya chon hang dau trong chan doan va theo dbi thai ky dau
that bai [118]. Cac nghién ctru khac nhu cua Mueller (2004) [124], Daponte
(2005) [79], Ugurlu (2009) [125], c6 chung két luan PAPP-A Ia dau 4n sinh
hoc ¢6 vai tro trong theo doi su phat trién cua thai, khong c6 ¥ nghia trong
chan doan phan biét gittra CNTC va CTTC.

Nghién ctu cia Rausch va cong su (2011) [66] da nghién cuu gia tri
két hop 6 dau an sinh hoc trong d6 c6 PAPP-A, chan doan phan biét CNTC va
CTTC, véi ngudng cut-off ndong d6 PAPP-A duéi 0,53 ng/ml, chan doan
CNTC c6 do nhay 81%, do dac hiéu 54%. Nam 2015, Makwana nghién cuu
200 d6i twgng géom 100 CNTC va 100 CTTC, danh gia vai tro cua PAPP-A
trong chan doan CNTC véi CTTC, ngudng cut-off ctia ndng do PAPP-A dudi
0,53 pg/ml, d6 nhay 1a 81%, d6 dic hiéu 1a 54% [83], PAPP-A la diu 4n sinh
hoc trung binh trong chan doan CNTC.

Nghién ctu ctua Senapati (2016) [23], nong do PAPP-A khong cé y
nghia trong phan biét CNTC va CTTC, nong do PAPP-A huyét thanh c6 vai
tro theo ddi su phat trién cua thai voi o chinh xac 1a 89% va véi thai ky dau
that bai (CNTC va say thai som) véi do chinh xac 12 99%. Tur két qua phan
tich, so sanh véi cac tac gia khac nhau, két qua nghién ctu caa ching toi vé
nong 46 PAPP-A & bénh nhan CNTC va CTTC c6 két luan: PAPP-A khong
c¢6 ¥y nghia trong chan doan phan biét CNTC voi CTTC nhung PAPP-A c6 y
nghia trong theo ddi sy phét trién cua thai, nong do PAPP-A ting khi thai
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dang phat trién binh thuong trong ta cung, ndng do PAPP-A giam theo ddi
thai ky dau that bai.
4.3.5. Gia tri két hop ciia cac ddu 4n sinh hoc trong chira ngoai tir cung

Két qua bang 3.27 cho thdy khi két hop dau 4n sinh hoc B-hCG va
Activin-A dudi ngudng cut-off, chan doan CNTC c6 do nhay, do dic hiéu,
gid tri tién doan duong va gia tri tién doan am lan luot 1a 79.4%, 82.8%,
85,1%, 76,5%. Do chinh xac 80,9%. Két hop néng do trung binh cia f-hCG
va Activin-A dudi ngudng cut-off, nguy co CNTC ting gap 18,5 lan.

Trong y van d3 c6 nhiéu nghién ctru vé viée két hop cac du an sinh
hoc trong chan doan CNTC. Mét trong nhimg ¥ tuong dau tién trong viéc két
hop nhiéu ddu 4n sinh hoc dé chan doan CNTC la cua Witt va cong su (1990)
[126], tac gia di phan tich 6 dau an sinh hoc (progesteron, B-hCG, Relaxin,
Estradiol, CA-125, Schwangerschaft protein) ctia ba nhém ddi teong (CTTC
khong triéu ching, CTTC doa siy va CNTC) va dua ra két luan progesteron
1a yéu t6 dy bao dang tin cdy nhat va c6 hiéu qua nhat trong cac truong hop
CTTC doa sdy thai. Phan tich hdi quy logistic timg budc cua sau dau an da
cung cip mot phuong trinh tién ich 1am sang co6 thé co trong viéc phan biét
CTTC doa sdy v6i CNTC cac trudng hop theo ddi CNTC dua trén nong do
CA-125 va estradiol (E2), tac gia dua ra d6 nhay va do dac hiéu.

Nghién ctru cia Mueller va cong su (2004), dd nghién ctru két hop 3
ddu 4n sinh hoc (VEGF, PAPP-A, progesteron) trong cong thirc
VEGF/(PAPP-A x Progesteron), chan doan phan biét CNTC véi CTTC c6
dién tich dudi duong cong ROC 0,95, d§ nhay 97,7%, do dac hi¢u 92,4%. Tac
gia chua tinh gia tri chan doan phan biét CNTC véi nhitng trudng hop sy
thai sdm/thai tu ti€u [124].

Nghién ctru cua Rausch (2011), tac gia nghién ctru 12 du 4n sinh hoc
(inhibin A; progesteron; Activin A; VEGF; SP1; PAPP-A; glycodelin; HPL;
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CK; TNF-a; IL-6; IL-8) dé chan doan CNTC, chi c6 6 diu 4n sinh hoc su
khac biét vé nong do giita hai nhom CNTC va CTTC tir cung co ¥ nghia
théng ké (p < 0,05), tac gia da to hop 3 va 4 du an sinh hoc dé chan doan
CNTC. Khi nong d6 B-hCG dudi 1500mUI/ml, néng do 3 ddu 4n sinh hoc
(Progesteron, Inhibin-A, VEGF) duéi ngudng cut-off hodc 4 dau an sinh hoc
dudi ngudng cut-off (Progesteron, Activin-A, Inhibin-A, VEGF) déu cho két
qua do nhay va do dic hiéu 100%. Néu khong phan biét nong do6 B-hCG, két
hop 3 dau 4n sinh hoc dudi ngudng c6 do nhay 13 98% (95%Clogr: 94-100%),
d6 dic hiéu 12 95% (95%Clor: 87-100%), tac gia nhan thiy néu két hop 4 dau
an (Progesteron, Activin-A, Inhibin-A, VEGF) thi d6 nhay va do dac hi€u cao
hon (d6 nhay la 98% (95%Clor: 93-100%); d6 dac hiéu la 99% (95%Clog:
96-100%) [66].

Thiét ké nghién ctru cua ching toi ciing twong tu cac tac gia & trén, khi
thiét ké nghién ctru chung t6i mudn két hop 3 déu an sinh hoc (B-hCG,
Activin-A va PAPP-A) vao phan tich cong gop trong chan doan CNTC nhung
khi c6 két qua xét nghiém chung t6i dua vao phan tich thiy ddu 4n sinh hoc
PAPP-A khong c6 y nghia trong chan doan vi tri cta thai do d6 chiing t6i chi
két hop hai ddu an sinh hoc 1a B-hCG va Activin-A trong phan tich gia tri
chan doan CNTC véi CTTC. So anh d6 nhay, d0 dac hiéu trong chan doan
CNTC cua ching toi thap hon Rausch. Theo nhan dinh cta ching t6i nghién
ctru cia Rausch con nhiéu han ché nhu thoi gian thu thap mau kéo dai (tur
nam 2000-2009), thyc hién ¢ nhiéu trung tdm (3 trung tdm) nén kho khéng
ché nhidu, mot 1y do nira 14 khi két hop 4 dau 4n sinh hoc tac gia chi phan tich
dugc trén 42% s6 mau ma khong thuc hién duoc 100% mau thu thap [66].

Tuy nhién, nghién ciru cua chung toi véi Rausch c6 nhiéu diém tuong

ddng nhu: quy trinh chon miu tuong dwong, khong tinh cong gop cac truong



101

hop séy thai sém/thai tu tiéu, cac bénh nhan CNTC va CTTC déu duoc chan
doan xac dinh.

Nghién ctru cia Warrick va cong su (2012), tién hanh nghién ctru trén
289 ddi tuong theo doi CNTC, khao sat gia tri cta du 4n sinh hoc Activin-A,
Progesteron va B-hCG trong chan doan CNTC. Khi phan tich gia tri ctia ting
ddu an riéng biét, voi ngudng cut off ndng d6 Progesteron dudi 10 ng/ml,
chan doan CNTC c6 d6 nhay 1a 62,9%, do dic hiéu 12 60,5%; ngudng cut off
ciia ndong d6 B-hCG dudi 6699 mUI/ml, chan doan CNTC c6 d6 nhay I
74,2%, o dac hiéu la 63%, ngudng cut off cuia Activin-A dudi 260 pg/ml, do
nhay 12 59,6%, d6 dic hiéu 1a 61%. Khi tac gia phan tich cong gop 3 déu 4n
sinh hoc trén, danh gia vai tro trong chan doan CNTC, do nhay la 70%, do
dic hiéu 12 69%, dién tich dudi duong cong la 75,2%. Tac gia dua ra két luan
khi phén tich cong gop nhiéu dau 4n sinh hoc khong ¢ hiéu qua hon mot dau
an p-hCG [64].

So sanh véi Warrick, ching t6i két hop 2 déu 4n sinh hoc 13 Activin-A
va B-hCG thi do nhay (79,4%) va do dac hiéu (82,8%) cao hon, ly giai cho su
khé&c biét nay vi Warrick phan tich gia tri cac dau 4n sinh hoc trong chan doan
CNTC so véi thai ky dau trong tir cung that bai (gdm ca CTTC binh thuong
va sy thai som), con ching t6i chi phan tich CNTC so v6i CTTC binh
thuong. Tuy vay, két qua cta ching t6i cling twong dong voi két luan cia
Warrick, d6 13 phén tich cong gop cac dau an sinh hoc khong hiru ich hon gia
tri cuia B-hCG don 1& (B-hCG dudi ngudng chan doan CNTC cé: d6 nhay
91,7%; d¢ dac higu: 71,3%).

Nghién ctru cia Zhao (2012), da két hop cac dau an sinh hoc p-hCG ,
Progesteron, and miR-323-3p huyét thanh trong chan doan CNTC. Nghién
ctru trén 89 doi tuong theo doi CNTC, két qua chan doan xac dinh khi ra vién

dra vao két qua giai phau bénh 1y, theo ddi B-hCG lién tiép va dién bién 1am
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sang. Trong sd d6 c¢6 34 truong hop CTTC, 28 say thai som, 27 CNTC. Khi
khao sét gia tri timg dau 4n riéng 1, v6i ngudng cut-off ctia ndng d6 B-hCG <
44780mUl/ml chan doan CNTC véi do nhay 100%, do dic hiéu 45,2%; véi
ngudng cut-off cia ndng do Progesteron < 23 ng/ml, chan doan CNTC véi do
nhay 100%, d6 dic hiéu 50%. Khi két hop B-hCG véi progesteron chan doan
CNTC véi do nhay 100%, do dic hiéu 50%, con néu két hop ca 3 dau 4n sinh
hoc (B-hCG, progesteron, miR-323-3p) chan doan CNTC véi dd nhay 96,3%,
d6 dac hiéu 72,6%. Tac gia két luan viéc két hop cac dau 4an sinh hoc trén rat
c¢6 ¥ nghia trong chan doan CNTC [109].

Trong mot nghién ctu khac, nghién clru cia Senapati (2016), nghién
ctru trén 230 dbi tuong trong d6 c¢6 72 CNTC, 77 CTTC va 81 sy thai sém,
két hop cac dau an sinh hoc khac nhau trong chan doan CNTC. T4c gia phan
tich 10 dau 4an sinh hoc gébm: ADAM-12, Inhibin-A, Progesteron (P4),
Activin-A, Vascular endothelial growth factor (VEGF), Pregnancy-specific
beta-1 glycoprotein (SP-1), Pregnancy-associated plasma protein A (PAPP-
A), Glycodelin, Placental-like growth factor (PIGF) va B-hCG. Khi phan tich
don 1¢ vai tro timg ddu an sinh hoc trong chan doan vi tri cta thai va chan
doan sy phat trién cua thai, tac gid dua ra két luan Activin-A 1a diu 4n sinh
hoc c6 gia tri nhat trong chan doan vi tri ciia thai, Progesteron 1a dau an quan
trong nhat trong tién lwong thai phat trién. Khi két hop Activin-A va
Glycodein trong chan doan CNTC véi khong CNTC, do nhay la 100%, d6 dac
hiéu 12 33%; con khi két hop Activin-A va ADAMI12, chan doan CNTC ¢6 do
nhay 1a 21%, do dic hiéu 1a 100%. Néu két hop Activin-A, Glycodein,
ADAMI12 thi d6 nhay la 100%, d¢ dac hi¢u la 100% [23].

So sanh véi két qua ciia Senapati, chung t6i c6 chung nhan dinh

Activin-A 13 du 4n sinh hoc quan trong trong chan doan vi tri thai.
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Béng 4.8. Céc nghién citu két hop cac dau 4n sinh hoc trong chan doan
chira ngoai tir cung

Tac gia Niam Dau 4n sinh hoc Se (%) | Sp (%)
Witt [126] 1990 |  Estradiol, CAI25 NA | NIA
Progesteron
Mueller [124] 2004 VEGF, PAPP-A, 97,7 | 92,4
Progesteron

Pham T. T. Hién [86] | 2007 Progesteron, B-hCG 98,75 | 91,83

Progesteron, Activin-A,

Rausch [66] 2011 Inhibin-A. VEGF 98,0 100

Warrick [64] 2012 | ActiVin-A, B-hCG 700 | 69,0
Progesteron

Zhao [109] 2012 | P-NCG, miR-323-3p 963 | 72,6
Progesteron,

Senapati [23] 2016 | Activin-A, Glycodein 100 33,0

Ruiz [120] 2019 B-hCG, miR-324 99,8 94,5

Dao Nguyén Hung 2020 Activin-A, B-hCG 79,4 82,8

N/A: khong phan tich dir liéu

Nghién ctru ciia Pham Thi Thanh Hién (2007), két hop B-hCG duéi
1500U1/1 va Progesteron dudi 15 ng/ml, chian doan CNTC c6 do nhay
98,75%, do dac hiéu 91,83%. Tac gia cho réng khi kham lam sang, si€u am
duong am dao va theo ddi B-hCG chua khang dinh dugc CNTC thi nén 1am
thém xét nghiém Progesteron huyét thanh dé tranh mé nham nhiing trudng
hop khong CNTC hodc bd sot CNTC [86].

Tir két qua nghién ctru cua cac tac gia o trén két hop, ching to6i nhan
thiy van dé quan trong nhat d6i véi thai ky dau 1a chan doan vi tri cia thai
(trong tr cung hay ngoai tir cung) va tién luong sy phat trién cia thai (thai
dang phat trién hay thai ngirg phat trién), dé ting do chinh x4c ctia chan doan
ngoai 1am sang va siéu am can két hop vai cac xét nghiém dau 4n sinh hoc.

Hién tai, ngoai dau 4n sinh hoc p-hCG da dugc nghién ctru rong rai va
dang dugc 4p dung trén 1am sang, ching ta can nghién ctru thém céc du 4n

sinh hoc khac, Activin-A 1a ddu 4n sinh hoc kha dung trong chan doan vi tri
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cta thai, tuy nhién dé dua Activin-A vao tmg dung 1am sang can c6 thém cac
nghién ctru ¢ da trung tim va véi s6 lugng bénh nhan 16n hon.

4.3.6. Gia tri két hop ciia cac dau 4n sinh hoc véi triéu chirng 1am sang
trong chin doan chira ngoai tir cung

Két qua ¢ cac bang tir 3.28 dén bang 3.33, danh gia yéu té nguy co
CNTC khi két hop xét nghiém ndng do Activin-A, p-hCG huyét thanh duéi
nguong cut-off véi cac triéu ching 1am sang cia CNTC (cham kinh, dau bung
ha vi, ra mau 4m dao bat thuong) va siéu am dudng am dao c6 khdi canh tir
cung. Viéc to hop céc triéu chung 1am sang caa CNTC véi cac dau an sinh
hoc va siéu 4m giup tién luong nguy co bi CNTC. Nguy co cao thi ty I& chan
doan chinh xéc cao.

Nong d6 B-hCG dudi ngudng (B-hCG < 4921,5 mUI/ml) va Activin-A
dudi ngudng (Activin-A < 3233,7 pg/ml) véi cac triéu chang 1am sang (cham
kinh, dau bung dudi, ra mau 4m dao bat thuong) thi nguy co CNTC thay d6i
tdy thudc vao hinh thie t hop.

Trong nghién ciu ndy, ching tdi két hop cac dau an sinh hoc Activin-A,
B-hCG véi cac triéu ching 1am sang (cham kinh, dau bung dudi, ra mau am
dao bat thuong). Két hop cac diu 4n sinh hoc vai siéu am cd khdi canh tur
cung va két hop céac dau an sinh hoc véi triéu ching 1am sang nhu trén + siéu
am c6 khéi canh tir cung.

Khi két hop xét nghiém cac dau an sinh hoc dudi ngudng cut-off véi
cac triéu chang 1am sang, ching toi sir dung cac té hop:

T hop caa 1 dau an sinh hoc + ¢6 2/3 triéu chiing 1am sang.

T6 hop ctia 1 dau an sinh hoc + ¢6 du 3 triéu chitng 1am sang.

T6 hop ctia 2 dau an sinh hoc + ¢6 2/3 triéu chiing 1am sang.

T hop cua 2 ddu 4n sinh hoc + ¢6 du 3 triéu ching 1am sang.
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Bang 4.9. Bang ti sudt chénh caa té hop cac dau an sinh hoc véi 1am sang
va siéu am c6 khoi canh tir cung

Triéu ching OR 95%Clor p
B-hCG < ngudng + du 3 triéu ching 9,2 38-22,1 |<0,001
B-hCG < ngudong + 2/3 triéu chang 5,7 32-10,1 |<0,001
Activin-A < nguong + dua 3 triéu ching 6,5 2,96 -14,1 | <0,001
Activin-A < ngudng +2/3 triéu ching 3,1 18-52 <0,001
B-hCG, Activin-A < ngudng 185 | 10,4-33,1 | <0,001

B-hCG, Activin-A < ngudng + di 3 trigu ching | 23,4 | 5,6-982 |<0,001

B-hCG, Activin-A < ngudng + 2/3 tri¢u ching 7,0 3,5-13,8 |<0,001

B-hCG, Activin-A < ngudng

A A 2 ) 169,9 | 51,7 -558,8 | <0,001
+ siéu am c6 khoi canh tr cung

B-hCG, Activin-A < ngudng + du 3 triéu chiing

+ siéu am c6 khdi canh tir cung 431 | 59-317.1 | <0,001

Tur két qua & bang 4.9 ching t6i nhan thay viéc két hop 2 dau an sinh
hoc dudi ngudng cut-off vai ¢6 da 3 triéu chang Iam sang ting nguy co
CNTC (23,4 1an) so voi xét nghiém 1 hoic 2 dau an sinh hoc dudi ngudng
cut-off va triéu ching 1dam sang.

Khi két hop cac dau an sinh hoc véi siéu &m cd khéi canh ti cung:
ching tdi nhan thay viéc t6 hop cua 2 dau an sinh hoc voi siéu am rat co y
nghia cho cac nha lam sang trong tién lugng CNTC (tang nguy co 1én 169,9
lan, 95%Clog: 5,9 - 317,1).

Nghién ctu cia Vuong Tién Hoa (2002) [85], v&i ngudng cut-off cua
nong do B-hCG huyét thanh dudi 700 mUI/ml, siéu 4m duong am dao ¢ khoi
canh tr cung thi nguy co CNTC ting 1én 9,71 (95%Clor:1,16-98,83) lan so
véi cac truong hop khéc.

Nghién ctu cta Pham Thi Thanh Hién (2007) [86], khi xét nghiém

nong d6 B-hCG < 1500 mUI/ml, 14m sang du 3 triéu ching, siéu &m c6 khoi
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canh tir cung hoac c6 dich ¢ cung dd Douglas, nguy co CNTC tang gap 56,2
lan so Véi cac trudong hop tuong tu nhung c6 néng d6 f-hCG > 1500 mUl/m.
Khi ¢6 du 3 triéu ching 1am sang, siéu am khong thay tdi thai trong budng tu
cung, nong do B-hCG < 1500 mUI/ml, ndng do Progesteron < 5 ng/ml, nguy
co CNTC ting 254,04 1an so voi cac truong hop ¢ nong dé B-hCG trén 1500
mUI/ml va Progesteron trén 5 ng/ml.

Theo Kadar va cong su (1981) [33] , ndng d6 B-hCG tang trén 66% sau
48 gio 14 dién bién cua thai nghén binh thuong, khi ndng d6 p-hCG tir 6000-
6500 mUI/ml siéu am duong bung phai thay duoc tdi 6i trong tir cung, néu
khong thay thi nghi dén CNTC. Nghién ctu Mol [127] (1997), khi nong do p-
hCG >1500 mUI/ml, két hop véi siéu am duong am dao cd khoi am vang
khong dong nhat canh tir cung va dich & tGi cung Douglas thi chan doan
CNTC véi hau hét cac truong hop.

Nghién ctu cta Kurt va cong su (1999) [128], két hop siéu am duong
am dao va ndng do B-hCG trong chan doan CNTC, tién hanh phan tich 333
treong hop, chia ngudng B-hCG la trén va dudi 1500 mUI/ml. Tac gia nhan
thay néu B-hCG > 1500 mUI/ml két hop véi siéu &m chan doan CNTC ting
gap 3,4 1an (95%Clog: 2,23-5,18) so véi B-hCG < 1500 mUl/ml.

Két qua & biéu do 3.5; ta thay khi két hop nhiéu yéu to thi gia tri chan
doan phan biét gitra CNTC va CTTC cao hon. Trong d6 két hop cac dau an
sinh hoc va siéu &m dudng 4m dao c6 gia tri chan doan phan biét gitta CNTC
véi CTTC cao nht.

Dua vao két qua trén, chiing t6i nhan thay khi 1am sang khéng thé chan
doan xac dinh CNTC, két hop xét nghiém noéng d6 p-hCG, Activin-A huyét
thanh dudi ngudng cut-off va siéu 4m dudng am dao c6 khéi thi nguy co cao
CNTC, gilp chan doan CNTC chinh xac hon. Két qua nghién ctiu caa ching

t6i 14 mot hudng méi c6 thé xem xét ap dung trén thuc té 1am sang trong céc
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treong hop khi céc triéu chang 1dm sang caa CNTC khoéng rd rang, siéu am
chua xac dinh duoc vj tri caa tdi 6i, can chi dinh thém xét nghiém B-hCG,
Activin-A, néu ca B-hCG, Activin-A dudi ngudng cut-off thi phai hudng dén
chan doan CNTC.

4.4. Y nghia, thuin lgi, kh6 khiin va han ché cia dé tai

4.4.1. Y nghia khoa hoc va thue tién

- 'Y nghia khoa hoc:

+ Nghién ctru su thay ddi ndng do Activin-A, PAPP-A, B-hCG huyét
thanh & bénh nhan chira ngoai tr cung 1a mdt nghién ctru méi chua dugc thuc
hién & trong nudc.

+ Két qua nghién ctru gbp phan cung cip thém hiéu biét vé sy thay do6i
noéng do Activin-A, PAPP-A, B-hCG & bénh nhan CNTC so véi CTTC, dong
thoi giup chan doan phén biét gitta CNTC va CTTC.

+ Nghién ctru gép phan lam phong pht thém ngudn tai lidu vé cac
phuong phéap chan doan CNTC.

- Y nghia thuc tién:

+ Cac dau 4n sinh hoc B-hCG, Activin-A nén dugc chi dinh cho cac
truong hop nghi ngd CNTC, két qua xét nghiém dudi ngudng cut-off gitp goi
¥ cho thay thudc 1am sang dinh hudng chan doan vi tri cta thai.

+ Nghién ctru 1a tién dé dé trong thyc hanh 1am sang c6 thém co so
chan doan CNTC va theo ddi sy phat trién cua thai trong budng tir cung.

4.4.2. Thuan lgi va khé khan

- Thuan loi: nghién ctru duoc xay dung dé cuong chi tiét, ti mi. Ké
hoach nghién ctru cu thé, o rang. Qua trinh thyc hién dé tai duoc nha truong,
bénh vién, co quan, bd mon, cac phong, cac khoa ban luon tao diéu kién giap

d3, giai quyét kho khan.
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- Kho khan: dé tai khong nam trong du an cta dé tai cac cip nén khong
c¢6 ngudn kinh phi hd tro, ca nhan phai tu tic.
4.4.3. Han ché trong nghién ciru

+ Nghién ctru chua phan tich sy thay doi ndng d6 cac diu 4n sinh hoc
theo chiéu cao, cin ning va trong nhom sdy thai sém.

+ Chua tinh dugc ngudng cut-off cia cac dau 4n sinh hoc trong chan
dodn CNTC sém v6i CNTC va.

+ Nghién ctru chua so sanh gia tri ctia cac ddu an sinh hoc trong CNTC
v6i1 phu nit khong ¢6 thai.

+ Nghién ctru chua phan tich duoc su thay doi ciia Activin-A va PAPP-
A sau 48 gio theo doi.

+ Ngudng cut-off ciia cac dau an sinh hoc trong nghién ctru con cao.



109

KET LUAN
Nghién ctru ndng d6 B-hCG, Activin-A va PAPP-A huyét thanh ctia 351 phu
nit trong d6 tudi sinh d¢, xét nghiém thai (Quickstick) duwong tinh trong nhiing
tuan dau cua thai ky dén kham tai Bénh vién Quéan y 103 va Bénh vién Phu
san Trung wong, ching t6i rat ra mot s6 két luan sau:
1. Pa xac dinh dwoce nong d6 trung binh cia B-hCG, Activin-A, PAPP-A
trong huyét thanh ciia bénh nhén chira ngoai tir cung

- Nong do trung binh caa B-hCG 1a 3161,5 mUI/ml. Nong d6 B-hCG ¢
nhom tudi thai < 35 ngay 1a 2078,4mIUI/ml, tir 36-41 ngay |4 4826,6 mUl/ml;
> 42 ngay la 2754,8 mUI/ml.

- Nong do trung binh cua Activin-A 1a 2440,9 pg/ml. Nong do Activin-
A & nhom tudi thai < 35 ngay 1a 3499,6 pg/ml, tir 36-41 ngay 1a 2522,6 pg/ml;
> 42 ngay la 1516,5 pg/ml.

- Nong do trung binh cia PAPP-A la 18,2 pg/ml. Nong d6 PAPP-A &
nhom tudi thai < 35 ngay 1a 19,3 pg/ml, tir 36-41 ngay la 23,9 pg/ml; > 42
ngay la 21,5 pg/ml.

2. Gia tri caa nong d6 B-hCG, Activin-A, PAPP-A huyét thanh trong
chéan do4n chira ngoai tir cung

- Ngudng cut-off cia B-hCG: 2197,0 mUI/ml, chan doan CNTC c6 Se:
82,2%%:; Sp: 78,4,0%:; d6 chinh xac: 80,1%, nguy co CNTC gap 16,7 lan.

- Ngudng cut-off cua ti 1 phan trim ting nong d6 B-hCG sau 48h theo
doi 1a 50,74%, chan doan CNTC c6 Se: 68,1%, Sp: 79,0%; d6 chinh xac:
74,8%, nguy co CNTC gap 8,0 lan.

- Ngudng cut-off ciia Activin-A: 3233,7 pg/ml, chan doan CNTC c¢6
Se: 87,1%; Sp: 27,3%; do chinh xéac: 60,4%, nguy co CNTC gap 2,6 lan.

- Nong d6 PAPP-A huyét thanh khong c6 ¥ nghia trong chan doan
CNTC (dién tich duéi duong cong ROC la 0,43 (95%Cl: 0,37-0,5).
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- Két hop ndng do B-hCG va Activin-A huyét thanh dudi ngudng cut-off
chan doan CNTC c6 Se: 79,4%; Sp: 82,8%; nguy co CNTC gap 18,5 lan.

- Két hop nong d6 B-hCG va Activin-A huyét thanh dudi ngudng
cut-off vi siéu am c6 khdi canh tir cung, chan doan CNTC c6 Se: 76,8%
Sp: 98,1%, nguy co CNTC gap 169,9 lan.

- Két hop ndng do B-hCG va Activin-A huyét thanh du6i ngudng cut-off
Vé6i co du 3 triéu chung 1am sang thi guy co CNTC gap 23,4 lan.
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KHUYEN NGHI

Xét nghiém ndéng do cac dau 4n sinh hoc p-hCG va Activin-A huyét
thanh nén duoc chi dinh & cac trudng hop cé test hCG nudc tiéu duwong tinh
(Quickstick dwong tinh) kham 14m sang va siéu 4m khong rd vi tri cua tai i
hodc céc truong hop theo doi chira ngoai tir cung.

Can nghién ctru thém gia tri ctia Activin-A sau 48 gid ciia cac truong
hop theo ddi CNTC. Nghién ctru sy thay ddi ciia B-hCG, Activin-A trong cac
truong hop siy thai som hodc thai ti tiéu. Nghién ctru vai tro ctia PAPP-A

trong tién lwong sy phat trién cua thai.
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6. Chi s6 nhan tric
- Chiéu cao:......... m; - Can nang:.......... kg; - Vong bung: ............. cm

- BMI....... :(1) Thiéu can o (2) Binh thuong o(3) Thira can o (4) Béo phi o
7. Tién sit.
7.1. Tién sir san khoa: PARA

- Kinh nguyé¢t:

- Tién st c6 thai: ¢6 thai tw nhién O . H trg sinh san ]
(Lam IUI O s6 lan .Lam IVF O s6 lan )

- St dung cac bién phap tranh thai:

- S6 1an nao thai: - S6 lan say thai:

- S6 1an thai chét luu: - S6 1an dé thuong/dé mo:

7.2. Tién sir bénh 1y phu khoa:

- Tién st viém phu khoa: viém am dao O, voi tir cung OJ, budng tir cung O,
cb tir cungd.

- Piéu tri viém do: nam [, tap khuan O, Chlamydia O, trung roi O, khac

- M5 cii cac bénh 1y phy khoa:

- M6 cii trong 6 bung: - Céac bénh khac:

7.3. Tién st bénh toan than:

8. Bénh su:

- Ly do dén kham:



- C6 cham kinh [, khong ¢6 cham kinh [1.

- Ra mau am dao: trudce kinh [, dang kinh [, sau cham kinh [
- Bau bung ha vi [, khong dau ha vi L.

- Rong kinh kéo dai [

Ly do khéc

- Céc tri€u chiing co ndng:

9. Kham toan than

- Mach: Huyét ap mmHg. Nhiét do:
-Phu:  (1)Cé6o (2) Khong o

- Thiéu mau: (1) C6o (2) Khéng o

10. Kham phu khoa:

- Am dao: viém O , khdng viém O, c6 mau O, khong ¢6 mau O.

- C6 tir cung: viém O, khdng viém O

- Tir cung: (1) di dong O (2) khong di dong [
(1) kich thudc binh thuong [ (2) kich thuéc to [
- Phu khoa: (1) cou ] (2) khéng co u O
(1) an dau O (2) an khong dau O

Bén nao dau hon:
- Tham Douglas: khong dau L1, dau choi L.
11. Siéu Am diu do 4m dao:
- Budng tir cung: ¢6 tai 6i O, khong c6 tai 61 O, ¢ dich O, khong ¢6 dich 0.
- Vi trf tai 6i: trong tir cung [, canh TC bén phaild], canh TC bén trail]
- Tudi thai:
- Dich douglas: (1) khong c6 [ (2)co 0O
- Khac:
12. Xét nghiém BhCG.
- Nudc tiéu: (1) hai vach 1 (2) mot vach O



- Mau: né)ng do lan 1: UI/L, 1an 2: UI/L, lan UI/L
Lan4:  UIL,lan5:  UIL

13. Vi tri ctia khoi thai

-K&/goc O,Eo O, bong O , Loa O, budng trang O, 6 bung O.
14. Két qua giai phau bénh sau mo.

Co6 hinh anh CNTC O, khong c6 [

15. Xét nghiém cong thirc mau

WBC........ T/L  10.3. Hematocrit:....... %

RBC:..... G/L  10.4. Hemoglobin:....... g/L

16. Chan do4n

17. Xét nghiém phCG, activin va PAPP-A huyét thanh
Nong d6 BhCG huyét thanh: ............ UI/L.

Nong d6 activin huyét thanh: .................. ng/mL.

Nong do PAPP-A huyét thanh: .................. png/mL.

Ngay thang nam 201



PHU LUC 2.
DANH SACH BENH NHAN NGHIEN CU'U TAI BENH VIEN QUAN Y 103

STT Ho va téAn bénh Tudi Dia chi Ngéx vao Ma bAénh
nhan : vién nhan

1 Tran Thi H 26 | Giao Thily-Nam Dinh 05/07/2018 | 180705976
2 Nguyén Thi U 26 | Thanh Oai-Ha Noi 13/07/2018 | 180713081
3 Mai T.Van A 28 | Thanh Tri Ha Noi 17/07/2018 | 180717E96
4 Vuong T.Thay A 30 | Ha Pong-Ha Noi 19/07/2018 | 180719274
5 Duong T.Thu H 24 | Ha bong-Ha Noi 19/07/2018 | 180719564
6 Lé Thi D 29 | Ha bong-Ha Noi 19/07/2018 | 180719581
7 Vi Thi D 20 | Ha Bong-Ha Noi 20/07/2018 | 180720A27
8 Pham T.Mai P 36 | Ha bong-Ha Noi 27/07/2018 | 180727A81
9 Pham Thi H 23 | Ha bong-Ha Noi 24/07/2018 | 180724C88
10 | Tran T.Thuy L 30 | Thanh Oai-Ha Noi 31/07/2018 | 180731580
11 | Nguyén ThiY 26 | Ha Dong-Ha Noi 31/07/2018 | 180731986
12 | Dang Thi H 43 | Thanh Ha-Hai Duong 31/07/2018 | 180731B87
13 | Nguyén T.Bich N 25 | Thanh Tri-Ha Noi 31/07/2018 | 180723924
14 | Nguyén Thi H 28 | Ha Pong-Ha Noi 01/08/2018 | 180801B22
15 | Nguyén Thi T 21 | Mong Céi-Quang Ninh 02/08/2018 | 180727785
16 | Nguyén T.Khanh L |22 | Thanh Tri-Ha Noi 09/08/2018 | 180809F42
17 | Nguyén Thi T 27 | Ha bong-Ha Noi 10/08/2018 | 180810E89
18 | Nguyén Thi H 25 | Thanh Tri-Ha Nbi 10/08/2018 | 180813767
19 |LeéThiH 27 | Cau Gidy-Ha Noi 14/08/2018 | 180814716
20 | Nguyén Thi N 40 | Ba Dinh-Ha Noi 14/08/2018 | 180814341
21 | BuiThiH 31 | Ha Pong-Ha Noi 14/08/2018 | 180814C42
22 | Nguyén Thi N 39 | Thanh Xuan-Ha Noi 14/08/2018 | 180814E81
23 | Nguyén Thi H 37 | Hoang Mai-Ha Noi 15/08/2018 | 180815B07
24 | Nguyén Thi H 33 | Ha bong-Ha Noi 15/08/2018 | 180815B83
25 | Nguyén Tung L 28 | Ha Bong-Ha Noi 16/08/2018 | 180816449
26 | Nguyén Thi T 34 | Qudc Oai-Ha Noi 16/08/2018 | 180816362
27 | Nguyén Thi H 31 | Ha bong-Ha Noi 17/08/2018 | 180817816
28 | Nguyén Thi H 31 | Ha Pong-Ha Noi 17/08/2018 | 180817942
29 | Pham Thi T 26 | Thanh Tri-Ha Noi 17/08/2018 | 180817B57
30 | Tran T.Phuong T 26 | Nam Tir Liém-Ha Noi 20/08/2018 | 180820306
31 |BuiThiT 30 | Chuong My-Ha Noi 20/08/2018 | 180820175

32 | MaThuy T 28 | Thanh Oai-Ha Nbi 22/08/2018 | 180822757
33 | Nguyén Thi B 26 | Thanh Oai-Ha Nbi 27/08/2018 | 180827358
34 | Nguyén Thi S 25 | Thanh Tri-Ha Noi 28/08/2018 | 180828288
35 |V5ThiL 33 | Thanh Tri-Ha Nbi 28/08/2018 | 180828C49
36 | ViThiL 34 | Ha bong-Ha Noi 28/08/2018 | 180828F63
37 | Hoang Phi Y 26 | Thanh Tri-Ha Noi 29/08/2018 | 180829875
38 | Pinh Thi H 26 | Ha Bong-Ha Noi 30/08/2018 | 180830114
39 |[DPoThiT 27 | Ha bong-Ha Noi 30/08/2018 | 180830915




40 | Nguyén T.HongV |41 | Thanh Tri-Ha Noi 31/08/2018 | 180835181
41 | Nguyén T.Lan A 20 | Thanh Oai-Ha Néi 06/09/2018 | 180906977
42 | Bui T.Hong S 32 | Thanh Tri Ha Noi 12/09/2018 | 180912825
43 | Nguyén D.Huyén N |27 | Ba Pinh-Ha Noi 12/09/2018 | 180912E13
44 | Nguyén Thi D 34 | Ha Dong-Ha Noi 14/09/2018 | 180914550
45 | Lé Phuong T 31 | Thanh Tri-Ha Noi 14/09/2018 | 18914D98

46 | Nguyén Thi H 28 | Ha Pong-Ha Noi 18/09/2018 | 180918964
47 | Nguyén Thu T 32 | Thanh Tri-Ha Noi 18/09/2018 | 180918B38
48 | Bui ThiN 28 | Tan Lac-Hoa Binh 19/09/2018 | 180919693
49 | Hoang T.Phuong L | 26 | Ha Pong-Ha Noi 20/09/2018 | 180920856
50 | Nguyén Hong P 32 | Phi Xuyén-Ha Noi 21/09/2018 | 180921B98
51 | P6NgocH 29 | Ha Bong-Ha Noi 21/09/2018 | 180921C71
52 | Nguyén Thi V 35 | Ha Pong-Ha Noi 21/09/2018 | 180921D53
53 |BuiThi T 32 | Thanh Tri-Ha Nbi 24/09/2018 | 180924172
54 | Nguyén T.Kim N 21 | Ha Pong-Ha Noi 24/09/2018 | 180924034
55 | Nguyén TNgocH |30 | Hoai Ptrc-Ha Noi 28/09/2018 | 180928474
56 | Ta Thi P 27 | Ha Dong-Ha Noi 29/09/2018 | 180928638
57 | Than Thi T 35 | Thanh Tri-Ha Noi 29/09/2018 | 180928573
58 | ViiThiT 32 | Ha Dong-Ha Noi 02/01/2019 | 190100750
59 | Nguyén Thu L 32 | Ha Pong-Ha Noi 03/01/2019 | 190103741
60 | Do ThiH 30 | Thanh Oai-Ha Noi 04/01/2019 | 190103C85
61 | Nguyén Thi H 31 | Thanh Oai-Ha Noi 04/01/2019 | 190104555
62 | Hoang Thi T 32 | Thanh Xuan-Ha Noi 09/01/2019 | 190109A18
63 | Do ThiB 33 | Thanh Xuan-Ha Noi 10/01/2019 | 190110B53
64 |LET.ThuP 30 | My Puc-Ha Noi 14/01/2019 | 190114591
65 | Tran T.Thu Y 38 | Ha Pong-Ha Noi 15/01/2019 | 190115E35
66 | Vii Ngoc L 35 | Ha Pong-Ha Noi 15/01/2019 | 190115F71
67 | Nguyén Thi C 28 | Ha Pong-Ha Noi 15/01/2019 | 190115F48
68 Vi Thi Ngoc B 20 Nam Truc-Nam Dinh 16/01/2019 | 190116A55
69 | L& Thi Hoa P 28 | Ha Pong-Ha Noi 22/01/2019 | 190122654
70 | Kiéu T.Thay N 38 | Ha Pong-Ha Noi 22/01/2019 | 190122731
71 | Nguyén T.Thu H 31 | Thanh Oai-Ha Noi 23/01/2019 | 190123577
72 | MaiThi S 44 | Ha Pong-Ha Noi 23/01/2019 | 190123612
73 | Tran Ngoc H 23 | Thuong Tin-Ha Noi 24/01/2019 | 190124A09
74 | Tran Thi B 26 | Ha Pong-Ha Noi 25/01/2019 | 190125539
75 | VaThiK 30 | Ha DPong-Ha Noi 25/01/2019 | 190125699
76 | Nguyén Thi H 28 | Ha Pong-Ha Noi 25/01/2019 | 190125B67
77 | Nguyén Bao N 26 | My Buc-Ha Noi 28/01/2019 | 190128190
78 | Nguyén T.Van A 25 | Chuong My-Ha Noi 28/01/2019 | 190128667
79 |T6T.ThuyD 35 | Ha Pong-Ha Noi 28/01/2019 | 190128849
80 | Po T.Thuy D 38 | Thanh Xuan-Ha Noi 01/02/2019 | 190128A13
81 | ViiHongN 22 | Ha Dong-Ha Noi 29/01/2019 | 190129A04
82 | Pham Thi H 29 | Xuén Truong-Nam Dinh | 29/01/2019 | 190129E65
83 | Do ThiN 32 | Thanh Tri-Ha Noi 30/01/2019 | 190130A43
84 | Nguyén Thi B 24 | Chuong My-Ha Noi 01/02/2019 | 190201538




85 LE T.ThuH 31 Hoang Mai-Ha No6i 11/02/2019 | 190211540
86 Nguyén T.Thu H 39 Thanh Xuan-Ha Noi 11/02/2019 | 190211B95
87 Chu Thi L 37 Thanh Tri-Ha Noi 13/02/2019 | 190213558
88 Pinh Thi T 26 Tan Lac-Hoa Binh 13/02/2019 | 190213C37
89 Vo Thi T 32 Ha Pong-Ha Noi 13/02/2019 | 190213C30
90 Pinh T.Lan P 23 Thanh Tri-Ha Noi 14/02/2019 | 190214D09
91 Pham Thu T 24 Mai Chau-Hoa Binh 18/02/2019 | 190218C37
92 D6 Thi M 28 Séc Son-Ha Noi 19/02/2019 | 190219243
93 Hob Thi L 28 Than Uyén-Lao Cai 22/02/2019 | 190222723
94 Nguyén T.Lan A 26 Thach Thanh-Thanh Hoéa | 22/02/2019 | 190222B56
95 Bui T.Hong K 28 Ha Pong-Ha Noi 25/02/2019 | 190225E50
96 Bach Thanh T 32 Ha Dong-Ha Noi 26/02/2019 | 190226E79
97 Nguyén Mai H 24 Thanh Tri-Ha Noi 28/02/2019 | 190228852
98 Poan Thi T 27 Gia Loc-Hai Duong 28/02/2019 | 190228B04
99 Pinh Thi H 27 Ha Dong-Ha Noi 01/03/2019 | 190301251
100 | Nguyén Thu T 34 Ha Dong-Ha Noi 01/03/2019 | 190301881
101 | Nguyén Thi H 33 Sam Son-Thanh Héa 04/03/2019 | 190304A53
102 | Vuong Thi H 38 Thanh Oai-Ha Néi 04/03/2019 | 190304H58
103 | Nguyén T.MongD | 23 Pha Xuyén-Ha No6i 05/03/2019 | 190305B86
104 | Pham Thi L 32 Hung Ha-Thai Binh 06/03/2019 | 190306800
105 | Nguyén Thi L 33 Ha Dong-Ha Noi 14/03/2019 | 190314B68
106 | Nguyén T.Yén N 36 Thanh Tri-Ha Noi 14/03/2019 | 190314G08
107 | Pham Thi T 24 Thanh Tri-Ha Noi 18/03/2019 | 190318717
108 | Nguyén Thi H 32 Ha Dong-Ha Noi 18/03/2019 | 190318A50
109 | Nguyén Thi H 22 Xuan Truong-Nam Dinh 20/03/2019 | 190320857
110 | Poan Nhu Q 28 Ha Dong-Ha Noi 27/03/2019 | 190327309
Ha No6i, Ngay thang nam 2020

Xéc nhén cia gido vién huwdéng dan

X4c nhén cia bénh vién




PHU LUC 3.
DANH SACH BENH NHAN NGHIEN CUU TAI BENH VIEN

PHU SAN TRUNG UONG
st | Hovaténbénh | 4 Pia chi Ngéx vao | Mi sf')Abénh
nhan : vién nhan
1 | Nguyén Thi T 30 | Binh Luc-Ha Nam 20/9/2017 | 1700226447
2 | Nguyén Thu H 26 | TP Hoa Binh-Hoa Binh 20/9/2017 | 1700225523
3 | Triéu Thi T 29 | TP Tuyén Quang-TQ 20/9/2017 | 1700225817
4 | Nguyén Thi N 35 | Viét Tri-Pha Tho 20/9/2017 | 1600270665
5|LaThiT 20 | Gia Lam-Ha Noi 20/9/2017 | 1700226625
6 | Trinh Thi T 25 | Cam Khé-Pht Tho 20/9/2017 | 1700223505
7 | Nguyén T.Thanh S |32 | Long Bién-Ha Noi 20/9/2017 | 1700142125
8 | Khiéu Thi T 32 | TP Ninh Binh-Ninh Binh 20/9/2017 | 1700226995
9 | LE ThiH 40 | Lé Thi Huong 21/9/2017 | 1600096122
10 | Hoang Thi C 29 Van Lang-Lang Son 25/9/2017 1700230197
11| Tran Thi H 32 | Tur Bic-Bic Ninh 25/9/2017 | 1700229914
12 | Nguyén T.Hoang Y | 38 | Phlc Yén-Vinh Phiic 25/9/2017 | 1700226650
13| Lé Thi P 36 | TP Pha Tho-Phu Tho 25/9/2017 | 1700229359
14 | Nguyén Thi T 32 | Vu Ban-Nam Dinh 25/9/2017 | 1700229813
15 | Nguyén Ha A 19 | Thanh Oai-Ha Noi 25/9/2017 | 1700229865
16 | Nguyén Thu Q 35 | Hoang Mai-Ha Noi 25/9/2017 | 1700230228
17 | Vi Thi Duyén 23 | Nhu Xuan-Thanh Héa 26/9/2017 | 1700230221
18 | Nguyén Thi T 30 | Nam Sach-Hai Duong 26/9/2017 | 1700229493
19 | Truong Thi V 45 Tran Yén-Yén Béi 26/9/2017 1700231299
20 | Nguyén Nguyét T | 32 Kinh Mén-Hai Duong 25/9/2017 0101229001
21| Thai Thi T 27 | Nghia Pan-Nghé An 28/9/2017 | 1700232996
22 | Bui Thi M 30 | Ninh Giang-Hai Duong 28/9/2017 | 1700233550
23 | Nguyén Thi M 26 | Chi Linh-Hai Duong 28/9/2017 | 1700233421
24| Chu Thi H 32 | Hai Ba Trung-Ha Noi 02/10/2017 | 1700237092
25| Pam Thi T 32 | BaVi-Ha Noi 29/9/2017 | 1700229323
26 | Hoang Thi B 30 | Kim Son-Ninh Binh 29/9/2017 | 1700234233
27 | Pam Thi N 24 | Ha Pong-Ha Noi 29/8/2017 | 1700234487
28 | Nguyén Thi C 22 | Chuong My-Ha Noi 29/9/2017 | 1700228452
29 | Nguyén Thi T 30 | Ha Pong-Ha Noi 02/10/2017 | 1700236340
30 | Nguyén T.Thanh T |21 | Tam Dao-Vinh Phuc 02/10/2017 | 1700224155
31| Nguyén Thi B 32 | Ha Pong-Ha Noi 02/10/2017 | 1700235170
32| P Thi M 35 | Gia Lam-Ha Noi 02/10/2017 | 1700236111
33| Thao Thi C 32 | Pong Vin-Ha Giang 03/10/2017 | 1700238134
34 | Pham Phuong T 22 | TP Lao Cai-Lao Cai 03/10/2017 | 1700238118
35| Vi Thi L 23 | Thuy Nguyén-Hai Phong 03/10/2017 | 1700237709
36 | H6 Thanh H 38 | Hoang Mai-Ha Noi 04/10/2017 | 1700239365
37| Tran T. Hwong G | 32 | Méo Vac-Ha Giang 03/10/2017 | 1700239180
38 | Truong Thi H 28 Van Giang-Hung Yén 05/10/2017 | 1700240239
39 | Bui Thi H 21 | Nong Cong-Thanh Hoa 05/10/2017 | 1700240272




40 | binh Ngoc A 24 Tay Ho-Ha Noi 05/10/2017 | 1700238545
41 | Nguyén Thi H 31 | Thuong Tin-Ha Noi 08/10/2017 | 1700243317
42 | Nguyén Thi H 29 | Hai Ba Trung-Ha Noi 07/10/2017 | 1700243036
43| Nguyén T.Thanh T | 36 TP Vié¢t Tri-Pha Tho 08/10/2017 | 1700240402
44 | Boan Thi T 40 Hoang Mai-Ha Noi 08/10/2017 | 1700243183
45| Chu Thi L 37 TP Bic Ninh-Bic Ninh 09/10/2017 | 1700239706
46 | Vi Thi Kim T 31 Ha Pong-Ha Noi 10/10/2017 | 1700245662
47 | Pham Thuy N 32 Ha Long-Quang Ninh 10/10/2017 | 1700245639
48 | Tran Thi D 27 DPai Tu-Thai Nguyén 10/10/2017 | 1700244894
49 | Nguyén Thi H 32 | Hoan Kiém-Ha Noi 10/10/2017 | 1700245665
50 | Khuat Thi M 37 Son Tay-Ha Noi 11/10/2017 | 1700206186
51 | Nguyén Thanh N |25 | Hoang Mai-Ha Noi 12/10/2017 | 1700230203
52 | Nguyén Thi T 24 Vian Lam-Hung Yén 10/10/2017 | 1700245231
53| Nguyén T.BichH |31 | Pdng Da-Ha Noi 12/10/2017 | 1700246725
54 | Hoang Thi L 22 Triéu Son-Thanh Héa 13/10/2017 | 1700247430
55| Lé Thi X 44 Kinh Mon-Hai Duong 13/10/2017 | 1700247551
56 | Nguyén Hai L 31 TP Hai Duong-Hai Duong 16/10/2017 | 1700248831
57 | Ngbé T.Ngoc M 31 Hoang Mai-Ha No6i 16/10/2017 | 1700248720
58| Lé Thi P 22 Yén Phong-Béc Ninh 16/10/2017 | 1700247765
59 | Nguyén Thi T 29 TP Viét Tri-Pha Tho 15/10/2017 | 1700243548
60 | Luvu Thi Thanh N | 20 | Phu Ly-Ha Nam 16/10/2017 | 1700249938
61 | Hoang Thi Van A | 26 Hai Ba Trung-Ha Noi 18/10/2017 | 1700251510
62 | Mai Thi V 41 Van Pan-Lao Cai 18/10/2017 | 1700251355
63 | Phung Thi D 51 K Bang-Gia Lai 17/10/2017 | 1700251058
64 | Trinh Thi T 27 Hoéng Hoéa-Thanh Hoa 19/10/2017 | 1700252578
65 | Bui Thi H 31 | My birc-Ha Noi 20/10/2017 | 1700253532
66 | Bui Thi My H 34 Luc Nga_m-Béc Giang 20/10/2017 | 1700253483
67 | Bao Thi M 32 Khoai Chau-Hung Yén 23/10/2017 | 1700254417
68 | Nguyén Thi M 39 Thanh Ha-Hai Duong 23/10/2017 | 1700254900
69 | Vii Thanh H 39 Hoan Kiém-Ha Noi 23/10/2017 | 1700254925
70 | Lé Thi H 35 | bong Pa-Ha Noi 22/10/2017 | 1700253295
71| Cao Thi T 22 Nam Truc-Nam Dinh 25/10/2017 | 1700257354
72| Vi Thi H 32 Thuén Thanh-Bac Ninh 25/10/2017 | 1700257463
73| Giap Thi H 32 Vian Lam-Hung Yén 25/10/2017 | 1700257511
74 | Nguyén T.Lan P 23 TP Yén Bai-Yén Bai 25/10/2017 | 1700258304
75 | Nguyén Thi L 32 Chuong My-Ha Noi 25/10/2017 | 1700257630
76 | Vii Thi Hoa 41 Thuong Tin-Ha Noéi 26/10/2017 | 1700256012
77 | Nguyén T.Huyén T | 29 | Ha Pong-Ha Noi 27/10/2017 | 1700259549
78 | Tran Thanh H 32 Hai Ba Trung-Ha Noi 27/10/2017 | 1700259492
79| Ha Thi O 33 Lap Thach-Vinh Phuc 27/10/2017 | 0157298051
80| Bui Thi T 27 | Lac Son-Hoa Binh 30/10/2017 | 1700260655
81| P6 Thi N 24 Yén My-Hung Yén 30/10/2017 | 1700261023
82 | Tran Thuy G 26 Yén Thanh-Nghé An 30/10/2017 | 1700261029
83| Tran Thi T 25 Phi Xuyén-Ha Noi 30/10/2017 | 0052489062
84 | bao Thi P 27 TP Ha Giang-Ha Giang 31/10/2017 | 1700260858




85| LéThi T 31 Tinh Gia-Thanh Hoa 31/10/2017 | 1700251139
86 | Nguyén T.Tuong V | 33 Thanh Xuén-Ha Noi 01/11/2017 | 1700263535
87 | Duong Thi M 29 Binh Xuyén-Vinh Phuc 01/11/2017 | 1700263139
88 | Hoang Thi H 33 Cau Giay-Ha Noi 31/10/2017 | 1700263732
89 | HO Thi L 29 Quynh Luu-Nghé An 02/11/2017 | 1700264680
90 | Nguyén Thi N 28 Truc Ninh-Ninh Binh 02/11/2017 | 1700264038
91 | Bui Thi P 43 Hoai Dtrc-Ha Noi 07/11/2017 | 1700269548
92| Hoang Thu T 35 Thanh Xuén-Ha Noi 09/11/2017 | 0001190061
93 | Tran Thi H 27 Pha Xuyén-Ha Noi 01/11/2017 | 1600077426
94 | Hoang Lan P 31 Bao Yén-Lao Cai 06/11/2017 | 1700268037
95| Bui Thi T 26 TP Bic Ninh-Bic Ninh 04/11/2017 | 1700266877
96 | Nguyén T.Anh T 30 Hai Ba Trung-Ha Ninh 05/11/2017 | 1700265810
97| L& ThiD 36 Ung Hoa-Ha Noi 08/11/2017 | 1700270464
98 | Nguyén T.Thu C 30 Doan Hung-Pht Tho 08/11/2017 | 1700270463
99 | Pao Thi H 42 Nam Tryc-Nam Dinh 11/11/2017 | 1700270732
100| Nguyén T.Lan H 27 Gia LAm-Ha Noi 11/11/2017 | 0094539004
101| Vir Thi Minh 24 Bic Tir Liém-Ha Noi 12/11/2017 | 1700273001
102| Nguyén T.Tuyét N | 34 TP Thai Nguyén-TN 11/11/2017 | 1700272860
103| Ng6 Thi T 30 Tién Hai-Thai Binh 14/11/2017 | 1700274529
104| Khuat Thi H 32 Phuc Tho-Ha Noi 13/11/2017 | 1700273354
105| Ninh Hai C 28 TP Ninh Binh-Ninh Binh 13/11/2017 | 1700274244
106| Pham Thj Tuyét M | 22 Dbong Anh-Ha Noi 15/11/2017 | 1700275737
107| P6 Thi S 35 Van Lam-Hung Yén 16/11/2017 | 1700276648
108| Nguyén T.Thanh H | 25 Ngb Quyén-Hai Phong 16/11/2017 | 1700274376
109| Lé Thi V 27 Hoang Mai-Ha Noi 20/11/2017 | 1700280166
110| Tran Thi T 32 Long Bién-Ha Noi 22/11/2017 | 1700281493
111| Nguyén Phuong B | 39 Tién Du-Bic Ninh 21/11/2017 | 1700281377
112| Pbang Thi V 28 Tién Lang-Hai Phong 21/11/2017 | 1700281239
113| Nguyén Thi Nhu H | 31 Thanh Tri-Ha Noi 18/11/2017 | 1600265200
114| Duong Thi L 43 Kim Pong- Hung Yén 21/11/2017 | 1700281376
115| Vi Thuy D 22 Son Duong-Tuyén Quang 23/11/2017 | 1700280419
116| Tran Thi T 34 Can Ldc-Ha Tinh 23/11/2017 | 1700283268
117| Nguyén Thi P 26 Lap Thach-Vinh Phtc 27/11/2017 | 1700285256
118| Nguyén Thi H 34 Hoang Mai-Ha Noi 27/11/2017 | 1700283801
119| Chu Thi L 37 TP Béc Ninh-Béc Ninh 04/10/2017 | 1700239706
120| Tran Thi H 32 | T Son-Bac Ninh 23/9/2017 | 1700229914
121| Nguyén T. Thuy D 22 TX Phu Tho-Pha Tho 21/9/2017 1600064494
122| Phan Thu H 30 Hoang Mai-Ha Noi 07/10/2017 | 1700238454
123| Nguyén Thi T 30 Nam Sach-Hai Duong 23/9/2017 1700229493
124| Nguyén Thi T 37 Kién Xuong-Théi Binh 23/9/2017 1700229947
125| Ngb Thi N 24 Cam Khé-Pha Tho 23/9/2017 | 0090305004
126| Vi Thi Thu T 29 Gia Lam-Ha Noi 23/9/2017 1700229499
127| Nguyén Thi T 24 Vian Lam-Hung Yén 10/10/2017 | 1700245231
128| Lé ThiK 40 Yén My-Hung Yén 09/10/2017 | 1700241075
129| Cao T.Thanh H 26 TP Hung Yén-Hung Yén 11/10/2017 | 1700246480




130| Pao Thi M 32 Khoai Chau-Hung Yén 21/10/2017 | 1700254417
131| Lé Thi P 22 Yén Phong-Béc Ninh 13/10/2017 | 1700247765
132| Nguyén T.TuyétM | 30 Hoan Kiém-Ha Noi 13/10/2017 | 1700248112
133| Nguyén Thi T 29 Viét Tri-Pht Tho 13/10/2017 | 1700243548
134| Vuong T.Ngoc H 30 Qudc Oai-Ha Noi 13/10/2017 | 1700248220
135| Nguyén Hai L 31 TP Hai Duong-Hai Duong 14/10/2017 | 1700248831
136| Vi Thi H 31 TP Nam Dinh-Nam Dinh 14/10/2017 | 1700248623
137| Ngo T.Ngoc M 31 Hoang Mai-Ha Noi 14/10/2017 | 1700248720
138| Tran Thi P 23 Nghia Hung-Nam Dinh 23/10/2017 | 1700255830
139| Ngo Thi V 41 Cam Giang-Hai Duong 23/10/2017 | 1700254857
140| Vi Thi L 21 Tién Li-Hung Yén 18/10/2017 | 1700252319
141| Nguyén Thij L 30 Yén Phong-Bic Ninh 18/10/2017 | 1700101259
142| Tran Thuy G 26 Yén Thanh-Nghé An 28/10/2017 | 1700261029
143| Vi Thi H 41 Thuong Tin-Ha Noi 23/10/2017 | 1700256012
144| Chu Thi N 29 Tur Son-Bic Ninh 30/10/2017 | 1700262121
145| Hoang Thj P 23 Yén Phong-Bic Ninh 30/10/2017 | 1700262556
146| Pong Thi M 33 Ngo Quyén-Hai Phong 29/10/2017 | 1700261380
147| Nguyén Thi T 36 Hai Ba Trung-Ha Noi 01/11/2017 | 1700107643
148| Duong Thi H 32 Ung Hoa-Ha Noi 31/10/2017 | 1700263456
149| Nguyén Thi T 33 Gia Lam-Ha Noi 31/10/2017 | 1700263251
150| Doan Thi H 28 Yén My-Hung Yén 31/10/2017 | 1700263242
151| Pinh Thi T 39 T Ky-Héai Duong 31/10/2017 | 1700263500
152| Nguyén T.Minh C 24 Viét Tri-Pht Tho 01/11/2017 | 1700264511
153| Bui Thi T 26 | TP Bic Ninh-Bic Ninh 04/11/2017 | 1700266877
154| Lé Thi T 29 Binh Giang-Hai Duong 16/11/2017 | 1700277246
155| Pham Thi H 31 Kim Bang-Ha Nam 08/11/2017 | 1700267660
156| Nguyén Thi N 20 Tam Puong-Lai Chau 28/10/2017 | 1700260847
157| Nguyén T.Nhu H 31 Thanh Tri-Ha Noi 18/11/2017 | 1600265200
158| Nguyén Thi B 20 TP Hung Yén-Hung Yén 20/11/2017 | 1700278912
159| Duong Thi H 40 Viét Tri-Pht Tho 18/11/2017 | 1700278899
160| Vi Thi L 24 Chi Lang-Lang Son 21/11/2017 | 1700280716
161 Nguyén Thi L 34 Vin Yén-Yén Bai 21/11/2017 | 1700280555
162| LEThiQ 20 Hai Ba Trung-Ha Noi 21/11/2017 | 1700281005
163| Pang Thi V 29 Tién Lang-Ha Noi 21/11/2017 | 1700281239
164| Nguyén T.Minh P 34 TP Nam Dinh-Nam Dinh 17/11/2017 | 1700276315
165| Nong Thi L 24 Son Pong-Bic Giang 22/11/2017 | 1700281954
166| Nguyén Thi M 30 Thuong Tin-Ha Noi 20/11/2017 | 0100043002
167| Nguyén Thu H 30 Hai Ba Trung-Ha Noi 21/11/2017 | 1700279084
168| Nguyén Thi M 35 Binh Xuyén-Vinh Phuc 25/11/2017 | 1600279084
169| Pham Thi Lan A 31 Thanh Xuan-Ha Noi 28/11/2017 | 1700285629
170| Nguyén Thi N 25 Tan Uyén-Lai Chau 29/11/2017 | 1700287233
171| Nguyén T.Ngoc H 24 Kim Boi-Hoa Binh 09/12/2017 | 1700205106
172| Pham T.Kim A 20 Nho Quan-Ninh Binh 29/11/2017 | 1700286986
173| Nguyén Thi T 34 Nam Sach-Hai Duong 30/11/2017 | 1700288214
174| Nguyén Thi L 35 Hai Hau-Nam Dinh 01/12/2017 | 1700288757




175| Phan Thi Hong N 29 Phi Xuyén-Ha Noi 02/12/2017 | 1700289546
176| Pam Thanh Y 32 TP Cao Bing-Cao Bang 02/12/2017 | 1700289545
177| Duong Thanh H 33 Lam Thao-Pha Tho 02/12/2017 | 1700287528
178| Nguyén Thi B 33 Vin Lam-Hung Yén 02/12/2017 | 1700289556
179| Lé Hong N 29 DPéng Pa-Ha Noi 06/12/2017 | 1700292799
180| Tran T.Thanh T 35 Vinh Yén-Vinh Phic 09/12/2017 | 1700295028
181| Bui Thi D 39 Long Bién-Ha Noi 11/12/2017 | 1700296180
182| Nguyén T.Ha M 26 Cau Gidy-Ha Noi 11/12/2017 | 1700296128
183| Sai Thi T 27 Vinh Yén-Vinh Phtic 16/12/2017 | 1700300160
184| binh Thi A 30 Mé Linh-Ha Noi 13/12/2017 | 1700298098
185| Chiu Sam M 31 Pam Ha-Quang Ninh 13/12/2017 | 1700295320
186| Nguyén Thi P 38 Dong Anh-Ha Noi 19/12/2017 | 0046076005
187| Nghiém Hong N 26 Hai Ba Trung-Ha Noi 20/12/2017 | 1700302989
188| Tran Thi H 23 Yén Mo-Ninh Binh 14/12/2017 | 1700202456
189| Vi Thi H 20 Mai Son-Son La 19/12/2017 | 1700302158
190| Nguyén Mai A 20 Cam Khé-Pht Tho 22/12/2017 | 1700302742
191| Poan Thi V 31 S6c Son-Ha Noi 23/12/2017 | 1700304697
192| bang Hong G 42 Phi Xuyén-Ha Noi 31/01/2018 | 1800008989
193| Hoang Thi T 28 Binh Gia-Lang Son 22/12/2017 | 1700303852
194| Nguyén T.Y V 22 Ha Dong-Ha Noi 23/12/2017 | 1700304903
195| Nguyén Thi T 39 Thanh Tri-Ha Noi 01/01/2018 | 1700309448
196/ Tran Thi L 33 Ly Nhan-Ha Nam 21/12/2017 | 1700303459
197| Nguyén Thi T 32 | Hoang Mai-Ha Néi 02/1/2018 | 1800000799
198| Tran Thuy H 38 My Loc-Nam Dinh 02/01/2018 | 1800000297
199| Tran Thi H 27 Vinh Loc-Thanh Hoa 29/12/2017 | 1700306953
200| Pham Thi H 33 | Yén M§-Hung Yén 31/12/2017 | 1700309682
201 Pao Thi T 29 Lap Thach-Vinh Phuc 02/1/2018 0145429003
202| Nguyén T.Thu H 22 Pha Xuyén-Ha Noi 04/1/2018 | 1800002696
203| Tran Thi P 36 Ba Pinh-Ha Noi 04/1/2018 | 1800002738
204| Chu Thj C 41 Yén My-Hung Yén 04/1/2018 0098572002
205| Bui Thi V 31 Thanh Xuan-Ha Noi 15/1/2018 | 1800010376
206| Pham Hong V 27 Hai Ba Trung-Ha Noi 31/12/2017 | 1700309676
207| Dinh Thi Th 33 Pho Yén-Thai Nguyén 08/1/2018 | 1800005230
208| bang Thi L 23 Hai Hau-Nam Dinh 15/1/2018 1800008904
209| Nguyén Thi H 36 Thuén Thanh-Béc Ninh 31/12/2017 | 1700309613
210| Pham Thuy H 23 Tam Diép-Ninh Binh 15/1/2018 1800009883
211| Pham Thi H 33 Bao Yén-Lao Cai 16/1/2018 1800011366
212| Duong Thi T 38 Lap Thach-Vinh Phiic 11/9/2017 1700218553
213| Nguyén Thi H 33 Tir Son-Béc Ninh 19/9/2017 1700226192
214| Luong T.Bich L 32 Pho Yén-Thai Nguyén 22/9/2017 | 1700037090
215| Poan Thi A 23 Hoang Mai-Ha Noi 12/10/2017 | 1700245245
216| Pham Thi Anh T 21 Viét Tri-Pha Tho 13/10/2017 | 1700246616
217| Nguyén Ngoc A 23 Hai Ba Trung-Ha No6i 04/10/2017 | 1700240248
218| Tran T.Hong G 44 Ly Nhan-Ha Nam 04/10/2017 | 1700239360
219/ HaThi T 23 Téan Son-Pha Tho 09/10/2017 | 1700244188




220| Lé Thi H 39 TP Hoa Binh-Hoa Binh 16/10/2017 | 1700250151
221| Nguyén Thi C 23 TP Bic Giang-Bic Giang 17/10/2017 | 1700254634
222| Vi Thi Lan A 32 Gia Lam-Ha Noi 09/10/2017 | 170052366

223| Lé Thi Ngoc A 26 Pan Phuong-Ha Noi 29/10/2017 | 1700259571
224/ Nguyén Thi L 22 Luong Tai-Bic Ninh 31/10/2017 | 1700135998
225| BUi T.Quynh P 25 TP Thai Nguyén-Thai Nguyén 04/12/2017 | 1700290821
226| Hoang Thi H 36 Nghia Lo-Yén Bai 06/12/2017 | 1700292165
227| Nguyén Thi H 44 Hai Hau-Nam Dinh 30/11/2017 | 1700213966
228| Nguyén T.Giang H 27 Hoan Kiém-Ha Noi 19/12/2017 | 1700099243
229| Phung T.Bich Ph 25 Hoan Kiém-Ha Nbi 25/12/2017 | 1700303203
230/ LE Thi T 36 Thuong Tin-Ha Noi 26/12/2017 | 1700306759
231| Tang Thi H 29 Son Tay-Ha Noi 24/1/2018 1800017127
232| Nguyén Thi T 30 Long Bién-Ha Noi 07/2/2018 1700268893
233| P56 Thi H 30 Binh Luc-Ha Nam 06/2/2018 0021028002
234/ P56 Thi H 26 Tién Li-Hung Yén 17/2/2018 1800028560
235/ P56 Thi L 38 Hoai Blrc-Ha Noi 09/2/2018 1500033108
236| Nguyén Thi M 32 Tam Diép-Ninh Binh 16/4/2018 1600082020
237| Pao Thi H 29 Khodi Chu-Hung Yén 11/4/2018 1800072677
238| Vi Thi Kim T 40 TP Yén Bai-Yén Bai 10/3/2018 1800043730
239| Nguyén T.Thu H 40 Thanh Xuén-Ha Noi 12/3/2018 1800044879
240| Vii Anh H 32 Doan Hung-Phu Tho 05/3/2018 1700030866
241| Pam T.Hong N 29 | Poan Hung-Phi Tho 10/3/2018 | 1700137567

Ha No6i, ngay thdng nam 2020

Xac nhén cia gido vién hwéng dan

Xéc nhén cia Bénh vién




