PAT VAN DE

Doa dé non va dé non ludn 1a vin dé 16n cua y hoc noi chung ciing
nhu san khoa néi riéng. Theo nghién ciru cia WHO, mdi nam c6 khoang
15 triéu tré dé non ra doi. Ty 1& dé non trén thé gidi woc tinh khoang
11%. O nhimg nudc chau au, ty 1& dé non thip hon cac ving khac trén
thé gioi, khoang 5% trong khi nhimg nuéc chau Phi c6 ty 1& dé non cao
nhét, khoang 18%. Theo thdng ké ctia Viét Nam, niam 2002 c6 khoang
180 nghin so sinh non thang trén tong s gan 1.6 triéu so sinh chao doi,
1/5 sb céc tré so sinh non thang nay tir vong.

Trén thyc té 1am sang, chan doan sém doa dé non gip rat nhiéu
kho khan vi giai doan dau triéu chimg 1am sang thuong khong rd rang.
Chinh vi vy c6 nhiéu chan doan doa dé non khong chinh xac. Tir do,
nhiéu thai phu phai nhap vién diéu tri thudc giam co va corticoid khong
can thiét dan dén ton kém vé kinh té dé chi tra tién thudc va vién phi
cling nhu mat di co hoi vé viée lam trong thoi gian nam vién. Bén canh
d6, chiing ta lai bo sot nhing trudong hop doa dé non thuc sy, dé nhimng
thai phu nay vé nha theo ddi dan dén thoi gian can thié¢p muon, diéu tri
gitt thai khong con hig¢u qua.

Hién nay véi su phat trién cua y hoc, trong nhitng niam gan day
céc nha nghién ctru trén thé giéi da tim hiéu dugc sau sic hon co ché cua
dé non va tim ra dugc cac chit hoa hoc tham gia vao co ché cua dé non.
Bing cach phat hién sy thay doi nong do cac chat nay ¢ giai doan sém
ctia chuyén da dé non, cac thiy thudc 14m sang c6 thé chin doan doa dé
non sém hon va chinh x4c hon dé can thiép kip thoi gitp han ché ty 1& dé
non va hau qua ctia dé non. Trong cac xét nghiém tién doan dé non, 2 xét
nghiém c6 gid tri cao la fetal fibronectin (FFN) dich am dao va
Interleukin-8 (IL-8) dich ¢6 tir cung (CTC). Do d6, chung téi tién hanh
"Nghién ctru gia tri ciia Fetal fibronectin 4m dao va Interleukin 8 cb
tir cung trong tién doan dé non" nhim muc tiéu:

1. Xdc dinh nﬁng do ILS8 dich CTC va xét nghiéem FFN dich am
dao 6 nhém thai phu doa dé non c6 chiéu dai CTC < 25mm va
nhom thai phu dga dé non co chiéu dai CTC > 25mm.

2. Nghién ciru gid tri cia IL-8 va FFN trong tién doin khi

nang dé non.
NHUNG PONG GOP MOI CUA LUAN AN
- Pay 1a nghién ctru dau tién tai Viét Nam mo ta mdi quan hé giita
nf")ng d6 IL-8 dich CTC, xét nghiém FFN dich am dao vdi dé non.
Nghién ciru cho thdy nhém céc thai phu co chiéu dai CTC duéi 25mm,
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n6ng d6 IL-8 trung binh 1a 25,6pg/ml(95%;Cl1:22,6-28,7), cao hon c6 y
nghia thong ké so véi nhom cac thai phy ¢6 chidu dai CTC trén 25mm la
21,0pg/ml (95%;CI:18,5-23,6) (p<0,01). Trong nhom thai phu ¢ chiéu
dai CTC<25mm, ty 18 dwong tinh 13 52,1%, cao hon ¢ y nghia thdng ké
s0 v6i trong nhom thai phu c6 chiéu dai CTC trén 25mm (17,8%) véi
p<0,01.

- Xét nghiém IL-8 va FFN cho gia tri cao khi tién doan d¢ non
truée 37 tuln, trudc 34 tudn, dé non trong vong 7 ngay va 14 ngay.
Trong d6 tién doan dé non trudc 34 tuan co gia tri cao nhat (OR=14,7 voi
xét nghiém IL-8 va OR=21,4 vdi xét nghiém FFN). Phdi hop tham do
FFN vi siéu 4m do chiéu dai CTC giup tang gia tri tién doan d¢ non, dac
biét 1a dé non trudc 34 tuan (OR=32 ,1). Khi phdi hop thim do xét
nghiém IL-8 v&i FFN lam ting gi4 tri chan doan dé non trudc 34 tudn
(OR=25,1).

- Xét nghiém FEN va IL-8 c6 gia tri chin doan am tinh rit cao.
Dic biét khi phdi hgp FFN 4m tinh v6i IL-8 trong nhom nguy co thap,
khong c6 thai phu nao chuyén da dé non trong vong 14 ngay.

CAU TRUC LUAN AN

Ludn an gdbm 114 trang: Pat van dé 2 trang; Tong quan tai lidu 29
trang; DAi tugng phuong phap nghién ciru 13 trang. Két qua nghién ciru 26
trang; Ban luan 40 trang; Két luan 01 trang; va kién nghi 01 trang. 126 tai
liéu tham khao voi 12 tai lidu tiéng Viét va 114 tai liéu tiéng Anh.

CHUONG 1: TONG QUAN
1.1. Khéi niém dé non

Theo t6 chirc y té thé gidi, dé non 1a cudc chuyén da xay ra tir
tuan thir 22 dén trude tuan thir 37 cua thai ky hodc 259 ngay tinh tr ngay
dau tién cta ky kinh cudi cing. Tai Viét Nam theo hudng dan quéc gia
vé cac dich vu chdm soc stre khoe sinh san thi tudi thai dé non 1a tir hét
22 tuén dén hét 37 tuén thai nghén.

Céc tai liéu dua ra nhiéu cach phan loai dé non khic nhau
nhung theo WHO ¢6 3 cach phan loai phd bién nhét 1 theo tudi thai,
theo can ning va theo nguyén nhéan. Trén thé gidi, ty 1é dé non udc tinh
khoang 11%.

1.2. Chén do4n doa dé non

Chan doén doa dé non duoc dua ra dua vao tiéu chuan 1am sang
1a xuét hién con co tir cung gy dau bung va lam bién ddi c6 tur cung (x0a
hodc m6). Con co tir cung gy ra dé non c6 cac dac diém glong voi con
co trong chuyén da nhu déu din, tang dan vé tan s, tang dan vé cudng
d6, xuat phat tir day tir cung va lan xudng doan duéi, c6 thé giy dau bung
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hodac khong. Ngoai con co tir cung gay dau bung hodc khong thi nhiing
triéu chung khac nhu tdng ap luc trong khung chau, dau bung nhu khi hanh
kinh, ra nuéc am dao, dau lung thuc xudng ving chau ciing ¢ thé du béo
con co tir cung giy dé non sip xdy ra. Tuy nhién, nhing triéu chimg nay
kha phd bién trong thai ky nén can c6 su tham kham ciia bac sy 1am sang
dé xac dinh chan doan doa dé non. Sy thay d6i ciia CTC duoc thé hién qua
2 thong s6 1a 46 mo va chleu dai cia CTC. Tuy nhién, trong giai doan dau,
chan doan doa dé non rat kho khan vi cac triéu chimg nghéo nan nén chin
doan doa dé non chi chinh xac khi chuyen da d¢ non vao giai doan mudn.
Siéu am dugc sir dung dé kiém tra do dai CTC.

Cho dén nay co nhiéu thim do dwoc sir dung dé tién doan dé non
nhu siéu 4m do chiéu dai CTC, xét nghiém CRH mau me, xét nghiém
CRP, xét nghiém E2 trong nudc bot,... nhung chua c¢6 tham do nao co
tinh wu viét rd rét.

1.3. Fetal fobronectin

Fibronectin 1a nhitng glycoprotein trong luong phan tir 16n (450
kD) duoc tim thiy trong huyét tuong va moi truong ngoai bao. Mot dang
dac biét cua fibronectin dugc glycosyl hoa khac biét voi tat ca cac loai
fibronectin khac dugc goi 1a fetal fibronectin (FFN). FEN duoc tim thiy
& bé mit mang rung va mang 6i. FFN lan dau tién dugc tim thdy nam
1985 boi 2 nha khoa hoc Matsuura va Hakomori. FFN dugc cho 1a mot
"chit keo cua 14 nudi" nham thuc d.'fly su bam dinh té bao tai bé mat mang
rung va mang 6i. N6 duogc giai phong vao dich tiét CTC am dao khi cac
lién két ngoai bao cla bé mat mang dém va mang i bi pha vo, day 1a co
so dé s dung xét nghiém FFN nhu mot yéu td du bao cua dé non .
Nghién ctru dau tién nhan thiy nong d6 FFN tir 50ng/ml tr& 1én lién quan
chdt ch€ voi ty 1€ dé non 1a cua Goepfert va Goldenberg nam 2000. Sau
do, rat nhidu nghién ctru khac ciing nhan thiy méi lién quan nay va tng
dung FFN trong ti€n doan d¢ non vai gia tri cao.

1.5.2. IL-8 trong tién do4n dga dé non

Trong sudt qua trinh mang thai, CTC luén déng kin va mat do
chic dé gitp giir thai nhi ndm trong budng tir cung. Pén khi chuyén da dé,
dii cho dé non hay dé du thang, CTC s& mém dan va xéa ngin lai (qua
trinh chin cua CTC). Muén nhu véy, tai CTC phai xdy ra qua trinh tai thiét
lai collagen va thay d6i ndng do proteoglycan va nudc. Qua trinh phan huy
collagen tai CTC duoc cho 13 do bach cau da nhan di chuyén toi day va tiét
ra cac proteinase nhu MMP, déc biét 1a enzyme phén huy collagen MMP-8
va enzyme phan huy gelantin MMP-2 va MMP-9. Chinh vi vdy qua trinh
chin cua CTC duogc coi nhu mdt qua trinh viém tai day.
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Vé mit 1y thuyét, IL-8 dong vai tro trung tdm trong phan Umg viém
va c0 vai tro quan trong trong co ché chuyén da dé du ‘thang va de non. 0
¢b tir cung, IL-8 c6 vai trd thu hat va hoat hoa cac té bao bach cau. Tai
day, IL-8 sé& kich thich bach cau tiét ra MMP-8 (neutrophil collagenase)
va elastinase 1am giang hoa mo ngoai bao & ¢ tir cung. O mang 6i, nong
do IL8 tang Ién trong sudt qua trinh chyén da. IL-8 hoa tmg dong bach
cau tir mdu ngoai vi, tang sinh té bao ndi mac va lam mét tinh bam dinh
clia cac té bao soi nén co vai tro lam yéu mang &i dan dén vo 6i. IL-8
thuc déy su téng hop IL-1, IL-6 va kich hoat cac té bao mién dich téng
hop ra myeloperoxidase (mot loai MMP dé giang hoa protein).

' _ CHUONG2 o
POI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Péi tuwong nghién ciru

Dbi tugng nghién ctru 1a phuy nit c6 thai dén kham cép ctru tai khoa
Kham bénh Bénh vién Phu san Trung wong co triéu chiing doa dé non va
duoc chin doan doa dé non, ¢6 chi dinh nhép vién diéu tri.

2.1.1. Tiéu chuin lya chon

- Thai phy dong ¥ tham gia nghién ctru.

- Tudi thai phu tir 18-49 tudi.

- Thai phu dugc chén doan doa dé non ¢6 chi dinh nhap vién diéu tri.

- Tudi thai tir 27 tudn 1 ngay dén 33 tuan 7 ngdy, tinh dwoc chinh
xac tudi thai dwa vao duy kién sinh theo siéu 4m khi chiéu dai dau mong
tr 45-65mm.

- Me khong c¢6 bénh 1y bat thudong vé ndi ngoai khoa.

- Qua trinh mang thai binh thuong.

- Mot thai, thai sdng, thai khong nghi ngd bénh 1y.

2.1.2. Tiéu chuén loai trir

- Thai phu khéng ddng y tham gia nghién ciru.

- Thai phuy méc cac bénh 1y noi khoa cép va man tinh.

- Thai phu truéc 27 tuan do nhitng can thiép vé so sinh tai Viét
Nam trudc tudi thai nay chwa mang lai hiéu qua cao, thai phu sau 35 tuin
vi tudi thai nay phdi thai nhi da truong thanh va khong c6 chi dinh giir
thai thém trong budng tir cung.

- C6 seo md cii tur cung, TC di dang, UXTC, UBT,...

- C6 tién sir can thi¢p vao CTC nhu ¢t cut CTC, khoét chop CTC.,...

- Thai phy dugc khau vong CTC, rau tién dao, rau bong non, da di,
thiéu 6i.
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- Céc bénh nhan chu dong dinh chi thai nghén.

- Thai phy dang bi ri 6i, v& i, ra méu 4m dao.

- Thai nhi ¢6 céc di tat bAm sinh.

2.2. Phwong phap nghién ciru
2.2.1. Pia diém nghién ctru

- Nghién ctru dugc tién hanh tai Bénh vién Phu san Trung vong.

- Cac xét nghiém FFN dich am dao va do nf‘)ng d6 IL-8 dich CTC
dugc thyc hién tai Vién nghién ctru y dugc hoc quan sy, Hoc vién quan
y, Ha Dong, Ha Noi.

2.2.2. Thoi gian nghién ciru: Nghién ciru duoc tién hanh trong 3 nam
(tir 2014 dén 2016).
2.2.3. Thiét ké nghién ciru

- Nghién ctru mé ta cit ngang: xét nghiém dinh luong ndng do IL-
8 dich CTC va xét nghiém dinh tinh FFN dich am dao cta céac thai phu
¢6 triéu ching doa dé non & tudi thai 28-34 tudn. Sau dé theo ddi thai
phu dén khi chuyén da dé nhdm tim mdi lién quan giita 2 xét nghiém vai
dé non va gia tri tién lugng dé non cua 2 xét nghiém.

2.2.4. N§i dung nghién ciru

- Muc tiéu 1: xét nghiém fetal fibronectin trong dich am dao va
xét nghiém dinh luwong néng d6 IL-8 trong dich CTC ¢ nhém thai phu co
chiéu dai CTC<25mm va nhém thai phu c6 chiéu dai CTC> 25mm.

- Muc ti€u 2: cac thai phu dugc nhap vién diéu tri va ghi nhan thoi
gian gitr thai cho dén khi chuyén da dé. Cac mbc dé non khi 34 tudn, 37
tudn va thoi gian giit thai 7 ngay, 14 ngay dwoc xac dinh dé tinh gia tri
tién lugng d¢ non cua 2 xét nghi¢ém IL-8 trong dich CTC va xét nghiém
FFN trong dich am dao.

2.2.5. Cac bwée nghién ciru

- Bude 1: chon ngdu nhién cic thai phu c6 tudi thai phi hop va
thoa min cac yéu cdu vé lya chon ddi twong nghién ciru nhu di néu &
trén, giai thich v& nghién ctru. Néu thai phu dong ¥ s& dugc chon vao
nhém bénh nhan nghién ctru. Ct chon duoc 1 thai phu ¢ nhom c6 chidu
dai CTC<25mm thi s& chu dong chon 1 thai phu ¢ nhém co6 chiéu dai
CTC>25mm c¢6 cung nhém tudi me va tudi thai.

- Budc 2: Thu thap thong tin theo bd cau hoi nghién cuu dua vao
cac bénh 4n va phong van tryc tiép thai phu.

- Bu6c 3: Kham thai phu, dénh gia cac chi s6 1am sang va lam cac
xét nghiém cén lam sang.

- Budc 4: Lay bénh pham:
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+ Thoi diém: khi thai phu dén phong kham cap ciru s& duoc dit mo
vit 1ay bénh pham.

+ K§ thuat 1ay bénh pham:

Dt mé vit am dao dé quan sat CTC.

Dung 2 tim bong v6 khudn 1dy dich ¢b tir cung va dich tai cing
sau am dao: dat 1an lugt timg tim bong vao CTC trong thoi gian 15 gidy,
sau do 1y tim bong ra va nhiing vao cac dung dich c¢6 sin nhu & dudi.

V6i xét nghiém IL-8: Dung tim bong iy dich CTC khuédy déu tim
bong trong dung dich Buffer v khuén da chuin bi sin trong thoi gian
khoang 10-15 giay cho tan dich bam trén tam bong.

V6i xét nghiém FFN: dung tim bong ldy dich tai cing sau am dao
khudy déu tim bong trong dung dich Buffer co san theo bd Kit trong
khoang 10 — 15 gidy, va tién hanh 1am test nhanh tai chd dé kiém tra sy
c6 mat cua FFN tai dich CTC theo bg test “Quick Check FFN” ctia hang
Hologic.

Xét nghiém cho két qua am tinh néu chi hién 1én trén que thur 1
vach va cho két qua dwong tinh néu hién 1én trén que thir 2 vach.

- Budc 5: Cac mau bénh phém dinh Iugng IL-8 sé dugc cho vao
hop bao quan lanh chuyén vao xtr 1y tai Vién nghién ctu y duoc hoc
quéan sy, Hoc vién quan y. Tai day, bénh phé‘im duoc luu trir lanh & nhiét
d6 khoang -60°C dé bao quan dén khi phan tich vé ndng d6 IL-8 trén may
DTX 880 theo quy trinh.

- Budc 6: Cac san phu dugc nhdp vién diéu tri doa dé non theo
phac dd diéu tri doa dé non cua khoa san bénh ly Bénh vién phu san
Trung uong. Sau d6 theo di cac thai phu cho dén khi chuyén da.

- Budc 7: Téng hop thong tin tir cude chuyén da, kém theo cac két
qua xét nghiém ve IL-8 va xét nghiém FFN, tir d6 xac dinh mdi lién quan
ve vai tro cua IL-8 va FFN dbi voi tién luong dé non.

2.2.6. C& miu
Ap dung cong thirc tinh ¢& mau:
nl =n2
_ [2(1 = @/2)\2p(1 = p) +7(1 = B)v/p1(1—p1) + p2(1 - p2))*
_ (p1-p2)? i

Trong d6: nl: C& mau nghién ctiru cho nhém bénh nhan c6 chiéu
dai CTC <25 mm.

n2: C& mau nghién ctru cho nhém bénh nhan ¢6 chiéu dai CTC >
25 mm.

Z(1-a/2): Hé sb tin cay (95%). Z(1-B): Luc mau (80%).

pl: Ty 1€ dé non & nhém BN c6 chiéu dai CTC <25 mm (30%).
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p2: Ty 1 dé non & nhém BN c¢6 chiéu dai CTC > 25 mm (3%).

p= (pl+ p2)/2

Thay vao cong thic tinh duge nl= n2 = 50.Dy tinh mat BN trong
qua trinh theo doi 1a 10%.

Nhu vy can chon it nhat 55 thai phu vao mdi nhom nghién cuu.
Trong nghién ctru ndy, ¢ tong s6 146 thai phu chia lam 2 nhom, mdi
nhom 73 thai phuy.

2.2.7. Dung cu thu thap so liéu

- Dung cu thu thap so liéu

- B4 cau héi phong van.

- May siéu 4m thai va xac dinh chiéu dai CTC bang siéu am dudng
am dao.

- May xét nghiém mién dich hoc dé do ndng d6 IL-8 trong dich CTC

- B6 xét nghiém dinh tinh FFN ctia hang Hologic:

CHUONG 3: KET QUA

3.1. Pac dlem ciia ddi twong nghién ctru
3.1.1. Tudi ciia thai phu ) .
Béang 3.1: Phan bo thai phu theo nhém tuoi

Tudi <20 20-24 25-29 30-34 35-39 >40 Tong
me

CTC 6 26 25 11 4 1 73
<25 | (4,1%) | (17.8%) | (17,1%) | (7.5%) | (2.7%) | (0,7%) | (50%)
CTC 6 26 25 11 4 1 73
>25 | (4,1%) | (17.8%) | (17.1%) | (7.5%) | (2,7%) | (0,7%) | (50%)
Tong | 12 52 50 22 8 2 146

(8.2%) | (35,6%) | (34,2%) | (15,1%) | (5,5%) | (1,4%) | (100%)

) Nhan xe’;t: Tuoi trung binh cﬁq nhom nghién ctru: 25,8 £+ 5,0 tuoi;
tré nhat la 16 tudi va 16n nhat 1a 42 tuoi.
3.1.2. Ty 1€ dé non

®-P¢ du thang

100.00% ~
80.00% -
60.00% < -
40.00% - -
20.00% -~
00% . .
Nhom Nhém Tong
CTC<25mm CTC>25mm

HPé non

Biéu d6 3.1: Phin b thai phu theo tinh trang dé non
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Nhéan xét: ty 1€ dé non cia nghién ctru 1a 38,4%, trong
nhém thai phu cé chiéu dai CTC<25mm la 53,4% va nhom c6
chiéu dai CTC>25mm 14 23,3%.

3.1.3. Tubi thai khi vao vién

80.00% 1~

60.00% 1 ]

40.00%
L

20.00%
.00%

¥

T 7

28-31 tudn 32-34 tudn

Biéu d6 3.2: Phan bo thai phu theo tudi thai ciia con khi vao vién
Nhan xét: ty 18 thai phu c6 tudi thai tir 28-31 tuan chiém 67,1%.
Tubi thai nhép vién trung binh: 30,6£2,1 tuén, thr?ip nhat 1a 28 tuan
va cao nhit 14 34 tuan.
3.1.4. Tudi thai khi sinh

100.00%
$0.00% 78.100%
60.000% - ®28-31 tuz:in
: M 32-34 tuan
40.00% 102 . 1920 35-36 tudn
20.00% - 02000 =>37 tudn
00% -

CTC<25mm CTC>25mm

Biéu d6 3.3: Phin b thai phu theo tudi thai ciia con khi sinh
Nhén xét: ty 1¢ dé non cao hon ¢6 ¥ nghia thong ké ¢ nhom thai phu c6 chiéu
dai CTC dud6i 25mm so v6i nhom thai phy c6 chiéu dai CTC trén 25mm.
Tubi thai khi sinh: 36,7+3,4 sém nhat la 28 tuan va chdm nht 1 43 tuan,
3.2. Muc tiéu 1: Xac dinh xét nghiém FFN dich Am dao va xét nghiém
IL-8 dich CTC trong nhém thai phu c6 chiéu dai CTC trén va
dudi 25mm

3.2.1. Xét nghiém FFN dich 4m dao ¢ 2 nhém thai phu cé chiéu dai
CTC trén va duéi 25mm

3.2.1.1. Xét nghiém FFN trong nhom nghién ciru
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Bing 3.2: Phén bo thai phu theo két qua xét nghiém FFN va chiéu

dai CTC
PN CIC | c1e<s CTC>25 Téng p
Duong tinh | 38 (54,1%) | 13 (17.8%) | 51 34.9%

Am tinh 35 (47.9%) | 60 (82.2%) | 95 (65.1%) | <0,001
Tong 73 (100%) |73 (100%) | 146 (100%)

Nhén xét: Xét nghieém FFN ¢6 moi lién quan chat ché voi chiu dai CTC.
3.2.1.2. M01 lién quan xét nghlem FFN véi chi s6 Bishop
Chi so Bishop trung binh cuia nghién ciru: 4,02+2,12 diém.
Chi so Bishop cua nhom dé non: 5,04+2,44 diém.
Chi s6 Bishop cua nhom de du thang 3, 43i1 66 diém.

p<0,001
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3.2.1.3. Lién quan xét nghiém FFN v¢i thoi gian giir thai
Béang 3.5: Phin bo xét nghiém FFN theo thoi gian giir thai

Ngglyaf‘u <7Tngay | 8-13ngdy | >14ngiy Téng p

Duong tinh | 9 (17,6%) | 12 (23,5%) | 30 (58.8%) | 51 (100%)
Amtinh | 2(2,1%) | 0(0%) | 93(97.9%) | 95 (100%) |<0,001
Téng | 11(7,5%) | 12 (8.2%) | 123 (84.2%) | 146 (100%)

Béng 3.3: Phéin b6 thai phu theo chi s6 Bishop va dé non
Bishop(diém) Dé non b¢ du thang Tong p
>6 28 (50,0%) 11 (12,2%) 39 (26,7%)
<6 28 (50,0%) 79 (87,8%) | 107 (73,3%) | <0,001
Tong 56 (100%) 90 (100%) 146 (100%)

D0 nhay: 50%

Gié tri chan doan dwong tinh: 71,8%

b6 dac hiéu: 87,8%

OR= 72(95%CI 3,2-16,3)
Nhén xét: Chi s6 Bishop c6 lién quan chat ché véi dé non va co thé sir
dung dé tién doan dé non.

Gia tri chan do4n am tinh: 73,8%

Nhan xét: xét nghiém FFN lién quan chét ché vai thoi gian gitt thai
3.2.2. Xét nghi¢ém nong dp IL-8 dich CTC & 2 nhém thai phu cé chiéu
dai CTC dwéi va trén 25mm
3.2.2.1. Nong d IL-8 dich CTC trong nhém thai phu nghién ctru
Nong d6 IL-8 dich CTC trung binh trong nhom thai phu nghién
ctru 14 23,3pg/ml(95%;CI:21,3-25,3); thap nhét 1a 1,7pg/ml va cao nhét 1a
64,1pg/ml.
3.2.2.2. Lién quan nong dd IL-8 dich CTC theo chiéu dai CTC
Bing 3.6: Nong d¢ IL-8 dich CTC véi chiéu dai CTC
Chiéu dai n Nong CI Nho Cao
CTC do 1L-8 nhit | nhdt | P
CTCL25mm | 73 25,6 22,6-28,7 34 64,1 20.05
CTC>25mm | 73 21,0 18,5-23,6 1,7 39,3 ’
Nhan xét: nong d6 IL-8 dich CTC va chiéu dai CTC c6 moi lién
quan voi nhau.
3.2.2.3. Lién quan ndng dd IL-8 dich CTC véi chi so Bishop

Bang 3.4: Phin bd thai phu theo xét nghiém FFN va chi s6 Bishop
Nhom FFN >6 diém | <6 diém Tong p
, 27 51
Duong tinh (69.2%) 24 (22,4%) (34.9%)
Chung ca 2 R o 12 95
nhom Am tinh (30,8%) 83 (77,6%) (65,1%) p<0,001
2 o 107 146
Tong |39 (100%) (100%) (100%)
Duong tinh |25(73,5%) |13 (33,3%) (523§%)
Nhém e . . 35 | p<0,001
CTC<25mm | Amtinh |9 (26,5%) |26 (66,7%) (47,9%)
Tong |34 (100%)]| 39 (100%) | 73 (100%)
Duong tinh | 2 (40%) |11 (16,2%) (1713% )
Nhom . . ) 60 | p>0,05
CTC>25mm | Amtinh |3 (60,0%) |57 (83,8%) (82.2%)
Tong 5(100%) | 68 (100%) | 73 (100%)

Bing 3.7: Nong d¢ IL-8 dich CTC theo chi s Bishop
A A ()

Nhoém Bishop n Ng Izﬁgi?n% ClO5%) p
Chungca2 | Bishop <6 | 107 20,9 18,8230 | s

nhém Bishop >6 | 39 30,0 25,8-34,1 :

Nhém Bishop <6 | 39 21,0 17.3247 | _ 05
CTC<25mm | Bishop>6 | 34 30,9 26,4-35.,5 :

Nhém Bishop <6 | 68 20,9 18,1235 | s
CTC>25mm | Bishop>6 | 5 23,6 10,7-36,5 :

Nhan xét: xét nghiém FFN ¢6 moi lién quan chat ch& voi chi s6 Bishop
nhiing chi & nhom thai phy ¢6 chiéu dai CTC dudi 25mm.

Nhan xét: nong do I1L-8 dich CTC khac biét c6 y nghia thong ké &
nhém thai phy ¢6 chiéu dai CTC dudi 25mm.
3.3. Miyc tiéu 2: Gia tri xét nghiém FFN dich 4m dao va nong do IL-8 dich
CTC trong tién doan dé non
3.3.1. Gia tri cia xét nghiém FFN trong tién doan dé non
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Béng 3.8: D) nhay va dic hiéu cia xét nghiém FFN dich 4m dao véi
thoi gian dé non
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3.3.3. Gia trij cia xét nghiém IL-8 dich CTC trong tién doan dé non
Bang 3.10: Gia tri tién doan dé non ciia xét nghiém IL-8 dich CTC

. A 2o e in Gia tri
Tinh Fr.ang doa P nhay D(_). fiac Gia :cr; tién tién doan | AUC
dé non hi¢u doan (+) )

bé non <37 71,43% | 87,78% 78,43% 83,16% | 79,60%
tuan

bé non <34 92,00% | 76,86% 45,10% 97,89% | 84,43%
tuan

Gilr thai 7 ngay | 81,82% | 68,89% 17,65% 97,89% | 75,35%
Gitr thai 14 91,30% | 75,61% 41,18% 97,89% | 83,46%
ngay

Nhan xét: FFN c¢6 gia tri tién doan dé non trude 34 tudn cao nhAt.
3.3.2. Gia tri phdi hop xét nghiém FFN véi chiéu dai CTC trong tién
doan dé non
Bang 3.9: So sanh gia tri tién doan dé non cia XN FFN va
XN FFN phoi hop véi chiéu dai CTC

Bé non Phuong phap Do nhay [P0 dic hiéu OR
tién doan (%) (%) (95%; CI)
Truée 37 FFN (+) 71,4 87,8 4,7 (2,9-7,5)
tuan FFN(+) va 58,9 944 | 24,4 (8,5-69,5)
CTC<25mm
Truée 34 FFN 92 76,9 21,4 (5,3-87,2)
tuan FFN(+) va 84 86 32,1 (9,8-105,1)
CTC<25mm
Trong 7 FFN 81,8 68,7 8,4(1,9-37,3)
ngdy FFN(+) va 81,8 78,5 16,4 (3,3-80,3)
CTC<25mm
Trong 14 FFN 91,3 75,6 19,6(4,8-80,1)
ngdy FFN(+) va 73,9 82,9 13,7 (4,9-39,0)
CTC<25mm

Nhan xét: phdi hop xét nghiém FFN va siéu am do chiéu dai CTC giup
tang gia tri tién doan dé non.

Biff:m Gia tri Gid tri
Tinh trang doa cat R Do dic tién n "
dé non (pg/ml) B0 nhay hiéu doan d t}en OR
+) oan (-)
Pé non <37 20,9 78,6 54,4 78,6 54,4 2,63
tuln
Pé non <34 27,7 92 66,1 35,9 97,6 14,73
tun
Gitr thai 7 22,7 90,9 48,1 12,5 98,5 8,25
ngay
Gitr thai 14 21,3 87 48,8 24,1 95,2 5,06
ngay

Nhan xét: IL-8 dich CTC cho gia tri tién doan dé non cao , trong d6 cao
nhét 1a gia trj tién doan dé non trudc 34 tun.
3.3.4. Gia tri cia XN IL-8 dich CTC phéi hop véi do chiéu dai CTC
trong tién doan dé non
Bang 3.11: So sanh gia tri tién doan dé non ciia IL-8 va IL-8 phdi
hop véi do chiéu dai CTC

Phuong phép bo b6 dic |GTCb| GTCb
nhay | hiéu |(+) (%) (-) (%) | OR
(%) (7o)

bé
non

Trude 1L-8>20,9 78,6 54,4 78,6 54,4 2,63

37 IL-8>20,9 va 55,4 82,2 65,9 74,7 2,61
tuan CTC<25mm

Trudc 1L-8>27,7 92 66,1 35,9 97,6 14,73

34 IL-8>27,7 va 84 83,5 51,2 96,2 13,45
tuan CTC<25mm

Trong 1L-8>22,7 90,9 48,1 12,5 98,5 8,25

7 ngdy IL-8>22,7 va 81,8 74,8 20,9 98,1 10,78
CTC<25mm

Trong IL-8>21,3 87 48,8 24,1 95,2 5,06

14 IL-8>21,3 va 69,6 77,2 36,4 93,1 5,3
ngay CTC<25mm

Nhan xét: phdi hop xét nghiém IL-8 dich CTC véi sidu am do chidu dai
CTC giup tang gia tri tién doan dé non trong vong 7 ngay
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3.3.5. Gia tri ciia XN IL-8 dich CTC phéi hop véi XN FFN trong tién
doan dé non

Béng 3.12: So sanh gia tri tién doan dé non cia IL-8, FFN va IL-8

phdi hop véi FFN
bo b dac
bé . ; .. | GTCb | GTCb
Phuong phép nhay hiéu o o OR
non (%) (%) (+) (A’) (') (A’)
1L-8>20,9 78,6 54,4 78,6 54,4 2,63
FFN (+) 71,4 87,8 78,4 83,2 4,66
37 IL-8>20,9 va
s ’ 4.4 2 4 2,61
fudn FFN (1) 60,7 94, 87, 79, ,6
IL-8<20,9 va
’ 89,3 47,8 51,5
FFN (_) ) ) > 87,7
IL-8>27,7 92,0 66,1 35,9 97,6 14,73
FFN (+) 92,0 76,9 45,1 97,9 21,42
34 IL-8>27,7 va
X ’ 88,0 0 66 0
tuin FFN () , 90,9 i 90,9 25,11
IL-8<27,7 va
’ 6,0 52,1 0
FFN (1) 96, , 70,7 98,4
1L-8>22,7 90,9 48,1 12,5 98,5 8,25
FFN (1) 81,1 68,9 17,6 97,9 8,38
7 IL-8>22,7 va
’ 72,7 79,3 20,2 97,3 8,15
ngay FEN (+) ’ ’ ’ ’ ’
1L-8<22,7 va
’ 37,8 11,6
FFN (-) 100,0 , , 100,0
IL-8>21,3 87 48,8 24,1 95,2 5,06
FFN (+) 91,3 75,6 41,2 97,9 19,56
14 IL-8>21,3 va
’ 78,3 83,7 47,4 95,4 10,23
ngay FFN (+) 9 9 b b b
IL-8<21,3 va
’ 4 24
FFN () 100,0 0,7 ,0 100,0

Nhan xét: phdi hop xét nghiém IL-8 dich CTC véi siéu am do chiéu dai
CTC giup tang gia tri tién doan dé non. Dac bi¢t, nhing thai phu c6 nguy
co thap, xét nghiém FEN 4m tinh va ndng d6 IL-8 dich CTC dudi
21,3pg/ml thi khong d¢ non trong vong 14 ngay.
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CHUONG 4: BAN LUAN

4.1. Pic diém caa ddi twong nghién ciru: Nghién ciru co 146 thai phu
tham gia, chia 1am 2 nhom 73 thai phu c6 chiéu dai CTC>25mm
va 73 thai phu ¢6 chiéu dai CTC<25mm.

4.1.1. Tudi ciia thai phu
Tudi trung binh ciia nhom nghién ctru 1a 25,8+5,0 tudi, tudi thip

nhét 13 16 va tudi 16n nhat 1a 42. Nhom tudi trong nghién ciru nhidu nhat

1a 20-29 tudi,chiém 69,8%. Két qua nghién ctru ciing tuong duong voi
cac nghién cilru gﬁn day vé doa dé non duoc tién hanh tai bénh vién Phu
san Trung wong. Lira tudi trung binh trong nghién ctru ciia Truong Qudc

Viét nam 2013 1a 27,54+5,84 tudi va Phan Thanh Nam nim 2012 1a

27,03+4,98 tudi. Nghién ciru ctia 2 tc gia trén ciing cho thdy nhém tudi

bi doa dé non hay gap nhat 1a tir 20-29 tudi.

4.1.2. Ty 1¢ dé non ciia quén thé nghién ciru
S thai phu sau d6 dé non 1a 56, chiém 38,4% va dé du thang

1a 90, chiém 61,6%. Nghién ctru ciia Truong Qubc Viét nam 2012 va

nghién ctru ciia Phan Thanh Nam nim 2013 vé nhom thai phu c6 triéu
chimg doa dé non phai nhap vién diéu tri cho thay ty 1& dé non la

35,2% va 37,3%. Nhu vay, nghién ctru cho két qua tuwong duong voi

cic tac gia trén. Nghién ctru ciing cho thy ty 1& dé non & nhom thai

phu ¢6 chiéu dai CTC duéi 25mm (53,4%) cao hon c6 y nghia théng
ké so voi ty 1€ dé non ¢ nhom thai phu c6 chiéu dai CTC trén 25mm

(23, 3%) (p<0,01). Diéu nay thé hién mdi lién quan chat ché gitta

chiéu dai CTC v6i nguy co dé non dung nhu y van da m9 ta, chiéu dai

CTC cang ngin thi nguy co dé non cang cao.

4.1.3. Tudi thai khi vao vién
Tudi thai trung binh cua thai phy khi c6 chi dinh nhép vién la

30,6+2,1 tudn, tudi thai bé nhat 1a 28 tudn va tudi thai 16n nhét 1a 34

tuan. Nhom thai phu c6 tudi thai 28-31 tuan chiém 67,1% va nhom

thai phu c6 tudi thai 32-34 chiém 32,9%. Nghién ctru nay cho két qua
tuong ty nhu nghién ctru vé dé non cua Truong Qudc Viét va Chir

Quang D¢ khi nhom thai phy 28-31 tudn chiém ty 1& 16n nhat trong

cac nhom tudi thai nhép vién diéu tri doa dé non (42,5% va 30,5%).

Nghién ctru cua toi chii dong chon nhitng thai phu c6 tudi thai tir 28

dén 34 tuan 1a nhom dé non sém (28 dén trude 32 tuan) va trung binh

(32 dén trude 34 tu?m) theo phéan loai dé non cuia td chirc y té thé gioi

(WHO) va trung tdm kiém soat va ngin ngira bénh tat cia My (CDC).

Sau 34 tuan, phodi cua thai nhi da trudng thanh nén khong con chi dinh
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gitr thai thém trong budng tir cung nira. Trudc 28 tuan, kha ning can
thi€p va nudi séng tré so sinh tai Viét Nam hi€u qua chua cao nén
nghién ctru cua toi tap trung vao nhom thai phuy tir 28 dén 34 tuan.
4.1.4. Tubi thai khi sinh

Ty 1& dé non chung cua tit ca cac thai phu 12 38,4%. Ty 1& dé non
& nhom thai phu c6 chiéu dai CTC dudi 25mm 1a 53,4% va ¢ nhom thai
phu cé chiéu dai CTC trén 25mm 1a 21,9%. Su khac biét c6 y nghia
thong ké voi p<0,01. Ting nhém tudi thai dé non cuia nhom thai phy co
chidu dai CTC dudi 25mm déu cao hon nhom thai phu c¢6 chidu dai CTC
trén 25mm. Dic biét 1a ty 1& dé non tir 28 dén 31 tudn trong nhom thai
phu ¢6 chiéu dai CTC duédi 25mm 1a 19,2% trong khi khong c6 thai phu
nao bi dé non trong tudi thai nay & nhom thai phu c6 chidu dai CTC trén
25mm. Day 1a nhom thai phu dén bénh vién & giai doan mudn cta doa dé
non, céc tridu ching rd rang nhu chiéu dai CTC ngan, ¢ con co tir cung
13 rang. Muc tiéu dat ra ciia cic bac si chi 1a giir thai trén 48 gio dé du
thoi gian corticoid ¢6 tac dung truéng thanh phdi cho thai nhi.
4.2. Ban luin theo muc tiéu 1
4.2.1. Xét nghiém FFN trong nhom nghién ciru
4.2.1.1. Xét nghiém FFN trong nhém thai phu c6é chiéu dai CTC trén

va dudi 25Smm

Ty 1€ thai phu c6 xét nghiém FFN duong tinh trong ca nghién
ctru chiém 34,9% (51/146) va 4m tinh chiém 65,1% (95/146). Trong
nhoém thai phu ¢6 chidu dai CTC duéi 25mm, ty 1& xét nghiém FFN
dwong tinh 13 52,1%, cao hon ¢6 ¥ nghia thong ké so véi ty 1é xét nghiém
FFN duong tinh & nhom thai phy c6 chiéu dai CTC trén 25mm 1a 17,8%
(p<0,001). Nhiéu nghién ctru trén thé gio1 cling nhu tai Viét Nam déu tim
thidy mbi lién quan chit ché giira chiéu dai CTC voi nguy co de non.
E.Tsoi va cong su niam 2006 nghién ctru vé siéu am do chidu dai CTC
véi xét nghiém FFN & 195 thai phu bi doa dé non. Nghién clru cling nhén
thdy mdi lién quan chit ché giira chidu dai CTC va xét nghiém FFN (r=-
0,921, p=0,003). Tac gia Heath nam 2000 nghién ctru trén 5146 thai phu
thay ty 1& xét nghiém FFN duong tinh ty 1& nghich véi chiéu dai CTC. Ty
1¢ FFN duong tinh lan luot 1a 3%, 19% va 57% khi chiéu dai CTC giam
tu 31-40mm, 11-15mm va 0-Smm. Goldenberg nghién ciru trén 2915 thai
phu két luén ty 18 xét nghiém FFN duong tinh 13 6% & nhing thai phu c6
chidu dai CTC trén 25mm va 16% & nhitng thai phu c6 chiéu dai CTC
dudi 25mm Khi thai phu c6 triéu ching cua doa dé non, con co tir cung
s& lam CTC ngan lai va lam boc tach mang rung véi mang 6i dan dén
giai phong FFN tai ddy vao dich 4m dao. Do d6, chidu dai CTC va xét
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nghiém FFN déu 1a tridu chung ciia doa dé non va dugc nhidu nghién ciru
trén thé gi6i khiang dinh 13 nhirng tham do co gia tri cao trong tién doan
dé non nén gitra 2 tham do s€ c6 mdi trong quan chit ché, chiéu dai CTC
cang ngén thi ty 1& xét nghiém FFN duong tinh cang cao.

4.2.1.2. Lién quan xét nghi¢ém FFN véi chi s6 Bishop

Trong nghién ciru, chi s6 Bishop trung binh cuia cac thai phu
1a 4,0242,12 diém. Trong nhém dé non, chi ) Bishop 1a 5,04+2,44
diém. Trong nhom dé du thang, chi sb Bishop 1a 3,43+1,66 diém. Su
khac biét ctia chi s6 Bishop gitra 2 nhom 1a c6 ¥ nghia théng ké véi
p<0,001. Trong nhém 39 thai phu c¢6 chi sb Bishop trén 6 diém c6 28
thai phu sau d6 dé non (chiém 71,8%) trong khi & nhom 107 thai phu
c6 chi s Bishop duéi 6 diém chi c6 28 thai phu sau d6 dé non (chiém
26,2%). Su khac bi€t c6 y nghia thng ké v61 p<0,001. Nhu vay ty 1¢
dé non c6 mdi lién quan chit ché véi chi s Bishop, chi s6 Bishop
cang cao thi ty I¢ dé non cang cao.

Béng 3.4 cho thay xét nghiém FFN c6 mdi lién quan chit ché véi
chi s6 Bishop. Nhiing thai phu c6 chi s6 Bishop tir 6 diém tro 1én thi kha
nang xét nghiém FFN duong tinh cao hon (OR=4,2;95%;CI=2,3-7,5).
Tuy nhién, khi phéan tich mdi lién quan nay & cac nhom thai phu ¢é chidu
dai CTC trén va dudi 25mm, nghién ctru nhan thdy mdi lién quan chi
xudt hién ¢ nhom c6 chiéu dai CTC dudi 25mm ma khong thé hién &
nhém c¢6 chiéu dai CTC trén 25mm. Trong nhém c6 chiéu dai CTC dudi
25mm, ty 1& xét nghiém dwong tinh trong nhém thai phu c¢6 chi sé
Bishop<6 diém 1a 33,3%, thip hon c6 ¥ nghia thong ké so véi ty 1¢ nay
trong nhom thai phu c6 chi sé Bishop>6 diém 1a 73,5% vai p<0,001.
Trong nhom thai phu c6 chiéu dai CTC trén 25mm, ty 1€ xét nghiém FFN
dwong tinh trong nhom thai phu c6 chi s6 Bishop<6 diém 1a 16,2%. Ty 1&
nay trong nhom thai phu c¢6 chi s6 Bishop>6 diém 1a 40%. Diéu nay c6
thé duogc giai thich khi ¢6 con co tir cung, chi nhirng thai phu c¢6 sy bién
d6i & CTC thyc sy thi chi s Bishop moéi ting va lam bong tach khoang
lién két gitta mang i véi mang rung dan dén xét nghiém FEN dwong
tinh. Nhirng truong hop chuyen da gid, thai phu chi c6 con co tu cung ma
CTC khong bién d6i nhiéu thi nguy co dé non thap va xet nghiém FFN s&
am tinh. Nhu vay, dé non va xét nghiém FFN c6 mdi lién quan chat ché
v6i chi sb Bishop, dic biét 1a & nhom thai phu ¢ chiéu dai CTC duéi
25mm. Trong nghién ctru ciia toi c6 6 thai phu ¢6 chi sé Bishop 9 diém
va toan bo sb thai phu nay sau d6 déu dé non trong vong 14 ngay. Do do,
néu bac si 1am sang tham kham thai phu c¢6 chi sb Bishop trén 9 diém thi
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gan nhu chic chin sau d6 dé non trong vong 14 ngay va khong can thiét
phai lam thém xét nghiém FEN dé tién doan dé non.
4.2.1.3. Lién quan xét nghiém FFN theo thoi gian giir thai

Trong nhém thai phu c6 xét nghiém FFN duong tinh, 9 thai phu
chiém 17,6% chuyén da dé trong vong 7 ngay, 12 thai phu (23,5%) giit
thai dwoc thém 7-14 ngay va 30 thai phu (59,8) chuyén da dé sau 14
ngay. Trong nhom thai phu c6 xét nghiém FFN am tinh, chi c6 2,1% thai
phu chuyén da dé trong vong 7 ngay, con lai 97,9% thai phu khong
chuyén da dé trong vong 14 ngay. Xét nghiém FFN dich CTC am dao
lién quan chit ch& dén thoi gian giir thai v6i p<0,001. Phan nay s& duoc
ban luan k¥ hon & muc tiéu 2.

4.2.2. Xét nghiém IL-8 trong nghién ciru
4.2.2.1. Xét nghiém IL-8 & 2 nhém thai phu ¢é chiéu dai CTC trén
va dudi 25mm

Nghién ctru cho két qua 1a ndng d6 IL-8 dich CTC trung binh cua
nhom thai phu nghién ctu 1a 23,3pg/ml (95%;CI:21,3-25,3)pg/ml, gia tri
nho nhat 1a 1,7pg/ml, gié tri 16n nhat 14 64,1pg/ml. Trong nhém cac thai
phu ¢6 chiéu dai CTC duéi 25mm, ndng d6 IL-8 dich CTC trung binh 1a
25,6pg/ml (95%;CI:22,6-28,7), gia tri nho nhit 1a 3,4pg/ml va gia tri 16n
nhit 1a 64,1pg/ml. Trong nhom cac thai phu c6 chiéu dai CTC trén
25mm, nf‘)ng d6 IL-8 dich CTC trung binh 1a 21,0pg/ml (95%;CI:18,5-
23,6), gia tri nho nhét 1a 1,7pg/ml va gia tri 16n nhét 1a 39,3pg/ml. Nong
d6 IL-8 trung binh dich CTC trong nhém thai phu c6 chiéu dai CTC duéi
25mm cao hon ¢ ¥ nghia théng ké so v6i nhom thai phu ¢6 chiéu dai
CTC trén 25mm véi p<0,05.

Nghién ciru cia J.Dowd va cong sy dbi voi 28 tudn cho thiy
nong do IL-8 dich CTC khac biét ¢ y nghia thong ké giita 2 nhom thai
phu c6 chiéu dai CTC duéi va trén 25mm (21,590pg/ml va 6,464pg/ml,
p<0,005). Trong qua trinh din bién cua chuyén da dé non ciing nhu dé
du thang, con co tir cung 13 yéu t6 xuét hién dau tién. Sau d6 CTC s& bi
bién d6i, ngén lai va x6a m&. Mudn x6a mé duoc CTC thi cac phéan ng
viém xay ra tai CTC s& lam giang hoa collagen tai ddy. CTC tir mot khoi
mo lién két chic chin c6 vai tro giit thai trong budng tir cung trd nén
mém va c¢6 thé mé ra 10cm dé thai co thé di qua. Trong qua trinh viém,
dai thuc bao va bach cAu da nhan sé tiét ra IL-8. Sau d6 IL-8 lai ¢6 vai tro
tiép tuc thu hut bach cau da nhan trung tinh dén c6 tir cung dé ting cudng
phan tmg viém va giang hoa CTC tai chd. Nhimg bach cau da nhan nay
tiép tuc tiét ra IL-8 1am ting ndng do IL-8 tai CTC. Vong xodn nay dién
ra lién tiép dé lam giang hoa toan bo mé lién két & CTC va lam CTC
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mém ra, dan dén x6a m¢ CTC. Nhu vay qua trinh bién d6i mé lién ket tai
CTC lam CTC mém ra va ngén lai c6 mdi quan hé chit ché véi nong do
IL-8 dich CTC.
4.2.2.2. Méi lién quan xét nghiém IL-8 dich CTC véi chi s6 Bishop

Trong qua trinh chuyén da dé, CTC bi bién d6i nhu ngan dan lai
roi x6a va mo, dan dén chi s6 Bishop ting 1én. Do d0, chi sb Bishop ciing
dugc st dung nhu mot yéu td dé tién doan dé non. Béng 3.7 cho Kkét qua
ndng d6 IL-8 dich CTC trung binh & nhém thai phu c6 chi sé Bishop 16n
hon 6 diém 1a 30,0pg/ml (95%; CI=25,8-34,1), cao hon ¢ y nghia thong
ké so v6i nhom thai phu c6 chi s6 Bishop nho hon 6 diém 1a 20,9pg/ml
(95%; CI=18,8-23,0) (p<0,001). Két qua twong tw khi phan tich nhém
thai phu ¢6 chiéu dai CTC duéi 25mm. O nhom thai phu c6 chiéu dai
CTC dudi 25mm va chi sb Bishop nho hon 6 diém, nong d6 IL-8 dich
CTC la 21,0pg/ml (95%; CI=17,3-24,7), thap hon co y nghia thong ké so
voi ndng d6 IL-8 dich CTC trung binh ¢ nhom thai phu c6 chiéu dai CTC
nho hon 25mm va chi sé Bishop 16n hon 6 diém 1a 30,9pg/ml (95%;
CI=26,4-35,5) (p<0,001). Tuy nhién, & nhém thai phy c6 chiéu dai CTC
trén 25mm, nghién ciu cho thay nong do IL-8 khac biét khong co ¥
nghia thong ké giita 2 nhém c6 chi s6 Bishop trén va dudi 6 diém véi
p>0,05 (20,9pg/ml so v6i 23,6pg/ml). Nhu vay, ndng d6 IL-8 dich CTC
chi lién quan dén chi s6 Bishop & nhom thai phu c6 chiéu dai CTC dudi
25mm chir khong c6 sy lién quan 6 nhom co chidu dai CTC trén 25mm.
Co thé, IL-8 duoc tiét ra vao giai doan sau cua doa dé non khi bt dau c6
su giang héa mo lién két tai CTC, CTC bét du xoa ngén lai thi néng do
IL-8 méi tang 1én. O nhom thai phu doa dé non c6 chi s6 Bishop<6 diém,
CTC chua bién d6i nhiéu nén nong d6 IL-8 chua ting 1én thi kha ning dé
non thyc sy khong cao.
4.3. Ban luin theo muc tiéu 2
4.3.1. Gia trij cia xét nghiém FFN trong tién doan dé non

Trong nghién ctru nay, xét nghiém FFN dich &m dao CTC cho
két qua tién doan d¢ non truge 37 tudn, trudc 37 tudn, trong Vong 7 ngay
va 14 ngay rat cao (bang 3.8). Nhiéu nghién ctru cta cic tac gia trén thé
gioi cling cho thay FFN tai dich am dao CTC c6 kha nang tién doan
dé non véi d¢ nhay va d¢ dac hiéu cao, dac biét l1a gia tri chan doan
4m tinh rt cao, thudng trén 90%. Nghién ciru cia tac gia M.Sean
Esplin va cong sy tong hop s6 liéu tir 8 bénh vién ciia My véi ¢& mau
9410 thai phu vé gia tri ciia FFN trong tién doan dé non. Nghién ctru
cho thdy xét nghiém FFN lam trong thoi gian tur 22-30 tuan co gia tri
rt cao trong tién doan dé non trudc 37 tuan. Do nhay cua xét nghiém



19

1a 8,1%, do dac hiéu 1a 96,8%, gia tri chan doan duong tinh 1a 10,7%,
gia tri chan doan am tinh 95,7%, LR(+) 1a 2,53 va LR(-) la 0,95.
Nghién ctru cua Kelly Hughes va cong sy nam 2017 tai Uc v6i su
tham gia ctia 939 thai phu cho thdy xét nghiém FFN c6 kha ning tién
doan dé non trudce 37 tudn véi do nhay, d¢ déc hiéu, gia tri chan doan
duong tinh va gia trj chan doan 4m tinh lan luot 1a 12,5%, 97,7%,
53,8% va 83,7%. Khi xét nghi¢ém FFN duong tinh thi nguy co dé non
RR 14 3,3 (95%; CI:1,9-5,8). Vién qudc gia vé cac nghién ctru suc khoe
ctia Anh nam 2013 tong hop 19 nghién ctru vé kha nang tién doan dé non
trude 34 tudn cia FFN. Cac nghién ctru dugc thé hién trong bang 4.2.
Khi tong hop cac nghién ctru, xét nghién FFN c6 kha ning tién doan dé
non trudc 34 tuan véi do nhay 1a 69,1% (95%, CI:58,6%-77,9%) va do
dac hiéu 1a 84,4% (95%, CI: 79,8%-88,2%). D¢ non trudc 34 tuan 1a mot
trong nhitng yéu té dugc cac bac si san khoa rat quan tam khi diéu tri doa
dé non vi truéc 34 tuan phdi cua tré so sinh chua truong thanh nén ty 18
suy ho hép va tir vong cao hon hén nhitng tré so sinh d¢ sau 34 tudn. Do
d6 nhitng thai phu c6 nguy co dé non truée 34 tudn s& dwoc ding
corticoid dé giup truong thanh phdi va dung thude giam co dé duy tri thai
nghén con nhitng thai sau 34 tuan s& khong can dung corticoid nira vi da
sO cac thai sau 34 tudn da truong thanh phdi. Trong cac gié tri tién doan
dé non trudc 34 tudn, gia tri chdn doan am tinh réat cao (97,9%) c6 thé
duoc ap dung vao 1am sang. Nhing thai phu c6 két qua xét nghiém am
tinh thi kha nang dé non trudc 34 tuan 1a rat thap va khong can nhap vién
va khong cén tiém corticoid. Nguoc lai, nhirng thai phu c6 Kkét qua xet
nghiém duong tinh s& can nhap vién diéu tri giit thai hodc chuyén téi
nhiing bénh vién c¢6 kha nang cham soc tré so sinh non thang vi nguy co
dé non rét cao (OR=21,4).

Nghién ctru ctia Boots va cong su cho thay xét nghiém FFN dich CTC
am dao co6 kha nang tién doan dé non trong vong 7 ngay vai do nhay, do
dac hiéu lan luot 12 79% va 79%, LR(+) 1a 3,6 va LR(-) 1a 0,31. Luis
Sanchez-Ramos va cong su tong hop 32 nghién ctru 1am sang vé FFN
cho thiy xét nghiém c6 kha ning tién doan dé non trong vong 7 ngay véi
d6 nhay, d6 dac hiéu 1a 76% va 82%. Khi thai phu ¢ xét nghiém duorng
tinh thi nguy co d¢ non OR la 14,4(95%; CI: 9,7-21,3). Vién quoc gia vé
sirc khoe ciia Anh ciing cong bd nghién ctru tong hop 27 nghién ciru
trude d6 cho thiy xét nghiém FFN co kha ning tién doan dé non trong
vong 7 ngay rat cao, do nhay 76,7% (95%; CI: 70,4%-82,0%) va do dac
hiéu 82,7% (95%; CI: 79,4%-85,5%;). Nam 2017, hoi san phy khoa cta
My da dwa ra khuyén cdo 1a cac truong hop thai phu trude 34 tudn bi doa
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dé non néu van con nguy co dé non trong vong 7 ngdy va da duge dung
corticoid hon 14 ngay trudc d6 thi nén dugc dung nhic lai corticoid, lidu
nhic lai corticoid nay co6 thé dugc can nhic dung sau lidu dau tién 7 ngay
tiy theo hoan canh 1am sang. Tai Viét Nam, huéng dan quoc gia ve cac
dich vu cham sdc suc khoe sinh san nam 2016 ciing khuyen c4o néu sau
khi sir dung corticoid 7 ngay thai phu khong bi dé non va van con nguy
co dé non trong vong 7 ngay thi can nhic lai corticoid. Do d6, néu c6 thé
tién doan kha nang thai phu khéng dé non trong vong 7 ngay thi thai phu
s& khong can phai dung corticoid khong can thiét. Gia tri chan doan am
tinh ciia FFN dic biét cao, 1én dén 97,9% c6 thé gitp cho cac nhan vién y
té quyét dinh khong can diéu tri thudc giam co hay ding corticoid cho
nhitng thai phu ¢6 két qua xét nghiém am tinh cho du c6 triéu chimg ctia
doa dé non.
4.3.2. Gia tri ciia xét nghiém FFN dich 4m dao phéi hop véi
chiéu dai CTC trong tién doan dé non
Khi phéi hop 2 tham do xét nghiém FFN dich 4m dao va

siéu am do chiéu dai CTC, cac thai phy c6 xét nghiém FFN dwong tinh
va siéu am do chiéu dai CTC dudi 25mm dugce coi 14 ¢6 nguy co cao dé
non, cac thai phu con lai dugc coi ¢ nguy co thap. Trong nghién ciru,
khi phdi hop xét nghiém FEN dich am dao véi siéu am do chiéu dai CTC
s€ lam tang gia tri tién doan dé non (bang 3.9). Nghién ctru cua tac gia
Lauren A.Bolt va cong sy nam 2011 trén 140 thai phu cé nguy co cao
bi dé non nhung khong co triéu chimg 1am sang, cho thay lam xét
nghiém FFN dich am dao sau khi lam siéu am do chiéu dai CTC lam
ting gia tri tién doan dé non trudc 37 tudn so v6i khi sir dung don
thuan ting thim do. Nghién ciru ctia Mei-Xi Zhou va cong sy nim
2014 trén 218 thai phu c6 nguy co dé non. Tac gia su dung duong
cong Kaplan-Meier dé so sanh cac tham do siéu am do chiéu dai CTC,
xét nghiém FFN dich 4m dao cho thiy khi phdi hop 2 phwong phép
lam ting gia tri tién doan dé non trude 34 tun (p<0,001).
4.3.3. Gia tri ciia xét nghiém IL-8 dich CTC trong tién doan dé non

Nghién ctru cho thiy gia tri ciia ndong do IL-8 dich CTC trong
tién doan dé non kha cao (bang 3.10). Dic biét 1a gia tri chin doan 4m
tinh khi tién doan dé non trudc 34 tuan, dé non trong vong 7 ngiy va 14
ngay (97,6%, 98,5% va 95,2%). Nhu vay, néu cac thai phu cho du cé
triéu chung cua doa dé non ma néng dd6 IL-8 dich CTC nam trong
ngudng nguy co thip thi kha ning d¢é non ra rit thip. Cac nghién ctru
trén thé gidi ciing cho thiy két qua twong ty. Tuy nhién diém cit t6i vu
ctia IL-8 van con khac nhau giita cac nghién ctru. Sholeh Shahgheibi va
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cong sy dinh luong n6ng d6 IL-8 dich CTC ¢ cac thai phu co triéu
chimg ciia doa dé non tir 24-36 tuan. Nghién ciru cho thiy nong do IL-8
dich CTC & nhom thai phy chuyén da dé non trudc 37 tuan la
83,41+441,6pg/ml cao hon c6 y nghia thong ké so v6i & nhom thai phu
chuyén da dé sau 37 tudn 1a 62,7+180,5pg/ml véi p=0,0001. Tac gia
Behboudi-Gandevani va cong sy tién hanh nghién ctu gia tri cta IL-8
dich CTC trén 100 thai phu & tudi thai 22-28 tuan trong tién doan dé non.
Nghién ciru cho thdy ndng d6 IL-8 & nhom dé non trudc 34 tuan cao hon
¢6 y nghia thong ké so v6i nhom dé du thang (1192,30+228,05pg/ml so
Vo 254,84+128 21pg/ml, p<0,0001). Néu chon ndng do IL-8 la
751,25pg/ml lam diém cdt dé tién doan dé non trude 34 tuan thi do nhay,
d6 déc hiéu, gia tri chan doan duong tinh va gia tri chan doan 4m tinh lan
luot 1a 89%, 83%,69% va 94%. IL-8 dugc tao ra khi c6 phan ng viém
dé 1am phén giai m6 lién két tai CTC, 1am mém CTC dé CTC c6 thé
ngén lai va mo ra trong qua trinh chuyen da dé. Do do, nhiing thai phu c6
triéu chiing cua doa dé non ma cé nong do 1L-8 ting cao thi nguy co dé
non sé& cao hon c6 y nghia théng ké so v6i nhom thai phu ¢6 ndng do IL-
8 thp. Jung EY va cong su tién hanh nghién ciru vé sir dung siéu 4m do
chiéu dai CTC va do ndng d6 mot sd cytokine trong dich CTC dé tién
doan dé non. Két qua nghién ctru cho thay ndng do IL-8 dich CTC trung
binh & nhém dé non trong vong 7 ngay 1a 11,669+9,151ng/ml trong khi
néng d6 IL-8 dich CTC trung binh & nhém dé sau 7 ngay la
7,411+7,365ng/ml. Sy khac biét c6 y nghia thong ké véi p=0,014.
Nghién ctru ciing két luan ndng d6 IL-8 dich CTC cao c6 mbi lién quan
chit ch& v6i dé non trong vong 7 ngdy véi p=0,008. Néu chon diém cit
n6ng do IL-8 1a 7,078ng/ml thi d6 nhay va do dac hiéu trong tién doan dé
non trong 7 ngay 1a 61,5% va 64,9%.
4.3.4. Gia tri ciia XN IL-8 dich CTC phdéi hop véi do chiéu dai CTC

trong tién doan dé non

Do chiéu dai CTC qua siéu 4m dudng 4m dao 1a mot ky thuat
don gian va cho két qua ngay 1ap tirc. V& mat Iy thuyét néu két hop siéu
am duong am dao do chiéu dai CTC va lam xét nghi¢m IL-8 dich CTC sé&
lam tang kha néng tién doan dé non cua xét nghiém. Nghién cliru coi
nhitng thai phy c¢6 siéu 4m do chidu dai CTC dudi 25mm va co xét
nghiém ndng do IL-8 cao hon binh thuong 1a nhém cé nguy co cao,
nhing thai phu con lai 12 nhom nguy co thap. Tién hanh phan tich sb
lidu, két qua nghién ctru dugc thé hién trong bang 3.11. Nghién ciru cta
Jung EY va cong su cho thy gia trj ctia xét nghiém IL-8 trong tién doan
dé non trong vong 7 ngay vdi do nhay va do dac hiéu 1a 61,5% va 64,9%.
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Néu phéi hop siéu am do chiéu dai CTC vé6i do ndng do IL-8 dich CTC
thi nang cao dugc do nhay dé tién doan dé non trong vong 7 ngay lén
92,8% nhung d6 dic hiéu chi duoc 56,4%. Nhu vay, phdi hop 2 phuong
phap s€ lam tang gia tri tién doan dé non trong vong 7 ngdy so voi su
dung don thuan timg thim do. Tir nhitng két qua trén, nghién ctru cho
thdy khi két hop 2 tham do s& lam ting gia tri tién doan dé non trong
vong 7 ngay nhung khong lam ting gié tri tién doan dé non trudc 34 tudn
va 37 tuan.

4.3.5. Gia tri ciia xét nghiém IL-8 dich CTC phdi hop véi xét nghiém

FFN dich 4m dao trong tién doan dé non

Nghién ciru tién hanh phéi hop xét nghiém FFN dich 4m dao véi
xét nghiém ndng d6 IL-8 dich CTC dé tim ra gia tri tién doan dé non
cling nhu mirc do nguy co dé non cua nhimg thai phu bi doa dé non. Két
quéa nghién ctru dugc thé hién trong bang 3.12.

Déi voi gia tri chdn doan dé non trudc 34 tuan, khi két hop 2
tham do FFN dich 4m dao dwong tinh va ndéng d6 IL-8 dich CTC trén
27,7pg/ml s& lam tang d¢ dac hi€u l1én 90,9% va gia tri LR(+) tang lén
9,67. Két hop 2 tham do cho thay nhitng thai phu c6 ca xét nghiém FFN
duong tinh va xét nghiém ndng d6 IL-8 dich CTC trén 27,7pg/ml s& co
nguy co dé non cao gép 25,1 1an so véi chi lam 1 tham do (14,7 v6i IL-8
va 21,4 véi FFN).

Trong tién doan dé non trudc 37 tudn, khi két hop xét nghiém
FFN dich am dao duong tinh va xét nghiém néng d6 IL-8 trong dich
CTC trén 20,9pg/ml s€ lam tang gia tri d§ nhay tr 54,4% va 87,8% lén
94,4%. Gia tri chan doan duong tinh tang tu 78,6% va 78,4% lén 87,2%.
Tuy nhién gia tri OR khong ting Ién.

Dbi voi kha ning tién doan dé non trong vong 7 ngdy va 14
ngdy, xét nghiém FFN duong tinh don thudn hodc nong do IL-8 trén
21,3pg/ml gié tri chin doan 4m tinh da rit cao, trén 95%. Khi két hop 2
tham do nay gi4 tri chdn doan am tinh ciing khong thay d6i nhidu ma chi
tang gia tri d§ dac hiéu 1&€n 79,3%. Gia tri OR khong tang 1én thé hién khi
két hop 2 tham do khong 1am ting gia tri tién doan dé non trong vong 7
ngay va 14 ngay.

G Rizzo va cong su ciing nghién clru vé gid tri cia xét nghiém
IL-8 dich CTC va FFN trong tién doan dé non. Trong nghién ctru tac gia
dong thoi lam thém ca ciy dich 6i va lam xét nghiém giai phiu bénh
banh rau. Nghién ciru cho thiy ndng d6 IL-8 dich CTC cao hon c6 y
nghia thong ké & nhom thai phu dé non, nhom thai phy ¢6 nhidm khuan
61 va nhiém khuan trong banh rau véi p<0,0001. Tac gia ciing két luan
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rang nong do IL-8 dich CTC trén 450pg/ml co gia tri twong duong véi
xét nghiém FFN duong tinh trong tién doan dé non. Tac gia nhan thiy
x¢ét nghiém IL-8 dich CTC c6 tinh uu vi¢t hon xét nghiém FFN vi ngoai
gia tri tién doan de non xét nghiém IL-8 con c6 gia tri du bao nhiém
khuén 6i va nhiém khuén trong banh rau. Tai Viét Nam, nhing thai phu
dang bi doa dé non khéng mudn ¢ nhimng can thiép vao budng tir cung vi
lo ngai an toan cho thai nhi. Do do, trong nghién ctru nay khong thé tién
hanh choc 6i dé lam xét nghiém chén doan nhidm khuan 6i.

Trong y vin va trong nghién ctru nay déu cho thdy gia tri tién
doan am tinh cua xét nghiém FFN dich am dao 1a rit cao (thuong trén
90%). Do d6, nghién ctru str dung gi4 tri 4m tinh ciia xét nghiém dé tham
do kha nang khong dé non. Trong tién doan kha nang dé non trong vong
7 ngay, nhitng thai phu c6 két qua xét nghiém FFN am tinh va xét
nghiém IL-8 dudi 22,7pg/ml dugc coi 1a ¢6 nguy co thap, cac thai phu
con lai dugce coi 1a c6 nguy co cao. Két qua nghién ctru cho thy tat ca
cac thai phu c6 nguy co thap (51 thai phu) déu khong dé non trong vong
7 ngay. Nhu vy khi phdi hop xét nghiém FFN véi xét nghiém IL-8 cho
thdy do nhay va gia tri chdn doan 4m tinh 1a 100%. Do khong c6 thai phu
nao trong nhém nguy co thap dé non nén nghién ctru khong tinh duoc
OR. Khi sir dung dé tién doan kha ning dé non trong vong 14 ngay,
nhiing thai phu c6 két qua xét nghiém FFN am tinh va xét nghiém IL-8
duéi 21,3pg/ml dugc coi 14 ¢6 nguy co thip, cac thai phu con lai dwoc
coi 1a c6 nguy co cao. Két qua nghién ciru cho thdy 100% thai phu c6
nguy co thip khong dé non trong vong 14 ngay. Do dé, khi phdi hop xét
nghiém FFN véi xét nghiém IL-8 cho d§ nhay 100% va gia tri chén doan
am tinh 100%. Do d6, cac thai phu cho du c6 triéu chiing ctia doa dé non
nhung néu xét nghiém FFN dich &m dao am tinh va xét nghiém IL-8 dich
CTC trong nhom nguy co thap thi déu khong dé non trong vong 7 ngay
va 14 ngay va khong can tiém corticoid cho nhitng thai phu nay.

KET LUAN
1. Xac dinh néng d9 IL8 dich CTC va xét nghiém fetal fibronectin
dich 4m dao & nhém thai phu c6 chiéu dai CTC < 25mm va nhém
thai phu ¢6 chiéu dai CTC > 25mm:

- Ty 1¢ xét nghiém FFN dich am dao duong tinh la 34,9%, am tinh
1a 65,1%. Ty 1& FFN dwong tinh trong nhém thai phu co chiéu dai
CTC<25mm (52,1%) cao hon c6 y nghia thong ké so véi ty 1¢ FFN
dwong tinh trong nhém thai phu ¢6 chiéu dai CTC trén 25mm (17,8%),
p<0,01.
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- Nghién ciru cia t6i cho két qua 1a nong do IL-8 trung binh cta
nhom thai phu nghién cou 1a 23,3pg/ml(95%;CI:21,3-25,3)pg/ml, gia tri
nhé nhat 1a 1,7pg/ml, gia tri 16n nhat 12 64,1pg/ml. Trong nhém cac thai
phu ¢6 chidu dai CTC duéi 25mm, ndng do IL-8 trung binh cao hon ¢6 ¥
nghia so véi nhom cac thai phu c6 chiéu dai CTC trén 25mm
(25,6pg/ml(95%;CI:22,6-28,7) so voi 21,0pg/ml(95%;CI:18,5-23,6),
p<0,01).

2. Nghién ciru gia trj ciia IL8 va fetal fibronectin trong tién doan kha
nang dé non:

- Xét nghiém IL-8 va FFN cho gia tri cao khi tién doan dé non
trude 37 tuln, trudc 34 tudn, dé non trong vong 7 ngay va 14 ngay.
Trong d6 tién doan dé non trudc 34 tudn cé gia tri cao nhat (OR=14,7 véi
xét nghiém IL-8 va OR=21,4 v6i xét nghiém FFN).

- Khi phdi hop thim do FFN véi siéu am do chiéu dai CTC giup
tang gia tri tién doan dé non, dac biét la d¢ non trude 34 tuan (OR=32, 1).
Khi phdi hop thim do xét nghiém IL-8 voi FFN lam tang gia tri chan
doan dé non trude 34 tuan (OR=25,1). 100% thai phu c6 xét nghiém FEN
dich am dao 4m tinh va xét nghiém IL-8 trong nhém nguy co thap khong
chuyén da dé non trong vong 14 ngay.

KIEN NGHI

- Xét nghiém FFN dich am dao va xét nghiém IL-8 dich CTC cé
gia tri tién doan d¢ non cao, dic biét 1a gia tri chéan doan am tinh.

- Xét nghiém FFN cho két qua nhanh nén duoc phd bién rong rai
trong 1am sang.

- Phéi hop cac thaim do xét nghiém FFN dich 4m dao, xét
nghiém IL-8 dich CTC va siéu 4m do chiéu dai CTC giup ting gia tri
tién doan dé non. Nhiing thai phu du cé triéu chung ciua doa dé non
nhung néu xét nghi€ém FFN dich am dao am tinh va IL-8<21,3pg/ml
déu khong chuyén da dé trong vong 14 ngay nén khong can sir dung
thudc truong thanh phdi.
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QUESTION

Premature birth is always a major problem in medicine in general
as well as obstetrics in particular. According to a WHO study, about 15
million premature babies are born each year. Premature birth rates in the
world are estimated at 11%. In European countries, the prevalence of
premature birth is lower than in other parts of the world, about 5%, while
African countries have the highest premature birth rate, about 18%.
According to statistics in Vietnam, in 2002 there were about 180,000
premature babies in the total number of nearly 1.6 million newborn
births, one fifth of these premature infants died.

In clinical practice, early diagnosis of preterm labor is very
difficult because clinical symptoms in early stage are often unclear.
Therefore, many diagnoses are not accurate. Then, many pregnant
women have been hospitalized with unnecessary steroid and tocolysis,
resulting to waste money for both drug and hospital costs, as well as loss
of employment opportunities during hospitalization. In addition, we miss
out on cases of real preterm labor, so that these pregnant women go home
to follow up late for treatment interventions, treatment of pregnancy is no
longer effective.

In recent years, with the development of medicine, researchers
around the world have learned more deeply about the mechanism of
premature birth and find out the chemicals involved in it. By detecting
the change in these concentrations at an early stage of labor, clinicians
can diagnose preterm birth earlier and more accurately for timely
intervention to limit the rate of premature birth and its consequences. In
premature birth predicting test, there are two high-value tests. They are
fetal fibronectin (FFN) in vaginal mucus and interleukin-8 (IL-8) in
cervical mucus. Therefore, we conducted “study about fetal fibronectin
in vaginal mucus and interleukin-8 in cervical mucus for predictive
preterm" aiming for:

1. Determining IL8 concentration in cervical mucus and FFN test
in vaginal muscus in pregnant women with a cervical length (CL)< 25
mm and a CL> 25 mm.

2. Study the value of IL-8 and FFN in predicting prematurity.
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NEW CONTRIBUTION

- This was the first research inVietnam about relationship among IL-
8 concentration in cervix, FFN in vagina and preterm. Result was in
pregnant group with CL under 25mm, IL-8 concentration 25.6pg/ml
(95%; 22.6-28.7) 1is statistically higher versus IL-8 concentration
21.0pg/ml (95%; 18.5-23.6) (p<0.01) in pregnant group with CL over
25mm. In pregnant group with CL under 25mm, 52.1% positive is
statistically higher versus 17.8 % (p<0.01) in pregnant group with CL
over 25mm.

- IL-8 and FFN test provide high value predicting for premature birth
before 37 weeks, 34 weeks, within 7 days and 14 days. Among them,
predicting for premature birth before 34 weeks shows highest value
(OR=14.7 with IL-8 test and OR=21.4 with FFN test). Combination of FFN
test with CL ultrasonography measurement increased predictive value of
premature birth, especially premature birth before 34 weeks (OR = 32.1).
Combine IL-8 test with FFN test increased diagnosing value of premature
birth before 34 weeks (OR =25.1).

- IL-8 and FFN had high negative diagnostic value. Especially
when combined FFN negative with IL-8 in low-risk pregnant group,
there are no pregnant woman delivered prematurely within 14 days.

STRUCTURE OF THESIS

The dissertation consists of 114 pages: question 2 pages; Overview
29 pages; Methodology 13 pages; Research results 26 pages; Discussion
40 pages; Conclusion 01 pages; and recommendation 01 page. 126
references with 12 Vietnamese documents and 114 English documents.

Chapter 1: Overview

1. Premature birth definition
According to the World Health Organization, preterm labor is a
labour happen from the 22th week to the 37th week of pregnancy or 259
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days from the first day of the last menstrual period. In Vietnam under the
national guidelines for reproductive health services, gestational age is
from 22 weeks to 37 weeks of gestation.

The literature provides many different ways of classifying
preterm babies, but according to the WHO, there are three most
commonly categorized according to gestational age, weight, and cause.
Worldwide, premature birth rates are estimated at 11%.

1.2. Diagnosis of premature birth risk

Diagnosis of preterm labor is based on clinical criteria for the
presence of uterine contractions that cause abdominal pain and cervical
changes. Uterine cramping causing preterm labor has characteristics
similar to birth delivery’s contractions such as increasing in frequency,
increasing in intensity, coming from the bottom of the uterus and
spreading downwards, which can cause abdominal pain or not. In
addition to the contraction of the uterus or abdominal pain, other
symptoms such as increased pelvic pressure, abdominal pain such as
menstruation, vaginal discharge, back pain down the pelvic area can also
predict contraction of the uterus causing premature birth. However, these
symptoms are common during pregnancy and should be consulted by a
clinician to determine the diagnosis of preterm labor. The change of CTC
is expressed through two parameters: cervical dilatation and length of
CTC. However, in the early stages, diagnosis of preterm labor is difficult
because of poor symptoms, so the diagnosis of preterm labor is only
accurate when labor is prematurely delayed. Ultrasound is used to check
the CTC length.

Until now, many of the probes have been used to predict
prematurity such as CTC length ultrasonography, CRH blood test, CRP
test, E2 test in saliva, etc but no probe clearly.

1.3. Fetal fobronectin

Fibronectin is a large molecular weight glycoprotein (450 kD)
found in plasma and extracellular media. A special form of fibronectin is
glycosylated distinct from all other fibronectins called fetal fibronectin
(FFN). FFN was first discovered in 1985 by two scientists, Matsuura and
Hakomori. It is found at the interface of the chorion and
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the decidua (between the fetal sac and the uterine lining). It can be
thought of as an adhesive or "biological glue" that binds the fetal sac to
the uterine lining. It is released into the vaginal CTC secretion when the
extracellular links of the chorion and amniotic surfaces are broken, which
is the basis for the FFN test as a predictor of preterm birth. The first
study of Goepfert and Goldenberg in 2000 found that FFN levels of 50
ng/ml or more were strongly correlated with the preterm births. Then, a
number of other studies also found this association and FFN application
predicts premature births with high values.

1.5.2. IL-8 in predecting preterm birth

During pregnancy, the cervix is always closed and firm enough
to keep the fetus in the uterus. At the onset of labor, whether born
preterm or full term, cervix will soften and shorten (cervical ripening
process). As such, at cervix, collagen is reconstructed and changes in
proteoglycan and water levels. Collagen degradation at cervix is thought
to be the result of neutrophil moving to and secrete proteinases such as
MMPs, especially MMP-8 collagenase enzymes and gelantinase MMP-2
and MMP-9. Therefore, the cervical rippening process is considered an
inflammatory process.

Theoretically, IL-8 plays a major role in inflammation and plays
an important role in the mechanism of full-term labor and preterm labor.
At the cervix, IL-8 plays a role in attracting and activating white blood
cells. Here, IL-8 will stimulate neutrophil to release collagenase (MMP-
8) and elastinase to degradate extracellular tissue in the cervix. In the
amniotic membrane, IL8 levels increase during labor. IL-8 metabolizes
leucocytes from the peripheral blood, proliferates endothelial cell, and
disables the adhesion of fibrous cells, thus weakening the amniotic
membrane leading to rupture of membranes. IL-8 promotes the synthesis
of IL-1, IL-6 and activates immune cells producing myeloperoxidase (a
type of MMP for proteinase).

Chapter 2

MATERIAL AND METHODS
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2.1. Material

The study subjects were pregnant women who came for
emergency examination at the Central Obstetrics and Gynecology
Hospital with diagnose preterm labor and were hospitalise.

2.1.1. Selective criteria
- Singeleton, alive, normal pregnancy.
- Pregnant women agree to participate in research.
- Pregnant women aged 18-49 years.

- Pregnant women who are diagnosed with preterm labor and are
scheduled to be hospitalized.

- Pregnancy from 27 weeks 1 day to 33 weeks 7 days, accurately
calculated gestational age based on expected birth delivery date by
ultrasound when the butt length from 45-65mm.

- Pregnant women has no abnormalities in internal medicine.
2.1.2. Exclusion criteria

- Pregnant women do not agree to participate in research.

- Pregnant women with acute and chronic medical conditions.

- Pregnancy up to 27 weeks due to neonatal interventions in pre-
term pregnancy in Vietnam has not been effective, after 35 weeks
gestation due to gestational age of the unborn child in the uterus.

- There are uterus surgery scar, uterine deformity, fibroid, ovarian
tumor, ...

- Have a history of interfering with cervix such as amputation,
LEEP, etc.

- Pregnant women are cervical cerclage, priviae placenta, abruptio
placental, polyhydramnios, oligohydramnios.

- Medical preterm.
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- Pregnant women are suffering from ruptured amniotic fluid,
vaginal bleeding.

- The fetus has congenital malformations.
2.2. Methods
2.2.1. Research location

- The study was conducted at the National Obstetrics and
Gynecology Hospital.

- FFN tests and IL-8 concentration in cervical mucus were
performed at the Military Medical Research Institute, Military Academy,
Ha Dong, Hanoi.

2.2.2. Study duration: The study was conducted for 3 years (from
2014 to 2016).

2.2.3. Research design

- Cross-sectional descriptive study: quantitative test of IL-8
concentration in CTC mucus and qualitative test of FFN in vaginal
mucus for pregnant women with symptomatic preterm labor for 28-34
weeks gestation. Then, following-up pregnant woman until labor aims to
determine the relationship between the two tests and the premature labor
and the prognosis value of the two tests for preterm labor.

2.2.4. Research content

Objective 1: fetal fibronectin test in vaginal mucus and
quantitative test of IL-8 concentration in cervical mucus for pregnant
women with CL <=25 mm and > 25 mm.

Objective 2: Pregnant women are admitted to hospital for
treatment and record the time of conception until labor is delivered. The
preterm markers at 34 weeks, 37 weeks and the 7-day, 14 days gestation
period were determined to calculate prognosis value of two IL-8 assays
in cervical mucus and FFN in vaginal fluids for the preterm delivery.

2.2.5. Research steps

- Step 1: Randomly select pregnant women with appropriate
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gestational age and satisfy the selection criteria described above,
explaining the study. If they agree, they will be selected for the study.
Every each pregnant woman in the group with a CL length of 25 mm,
will actively choose a pregnant woman in the group of CL> 25 mm in the
same age group and gestational age.

- Step 2: Gather information according to a set of case-based
research questions and interviews with pregnant women.

- Step 3: Obstetric ultrasonography , evaluate clinical indicators
and laboratory tests.

- Step 4: Get the specimen:

+ Time: When the pregnant woman arrives in the emergency room,
the specimen will be collected.
+ Specimen collection technique:

Place the Vaginoscope to observe the CTC.

Use two sterile swabs getting cervical fluid and vaginal fluid:
place each of the swabs in the cervix for 15 seconds, then remove the
swabs and dip them into the available solutions.

For IL-8 test: Use a swab to get the CTC and stir it in a sterile
Buffer solution prepared in about 10-15 seconds to make the mucus settle
on the swab.

For FFN test: use a swab to get the vaginal mucus and stir it in an
available Buffer solution for 10-15 seconds, and perform a quick on-the-
spot test to check the presence of FFN in the CTC under the test "Quick
Check FFN" by Hologic.

The test is negative if shown only one stripe and positive if
present two stripes on pregnancy test stick.

- Step 5: The IL-8 quantitative specimens will be put into cold
storage boxes and processed at Biochemistry Department, 103 Military
Hospital, Ha Dong, Hanoi. At this place, the specimens were stored
refrigerated at a temperature of -600C for storage until analysis of 1L-8
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concentrations on the DTX 880 according to the procedure.

- Step 6: Pregnant women are admitted to treatment for
prematurity according to the treatment regimen at obstetrics and
gynecology department of the Central Obstetric Hospital. Then, follow
up pregnant women until labor.

- Step 7: Synthesize information from labor, accompanied by test
results for IL-8 and FFN tests, to determine the role of IL-8 and FFN in
the prognosis of premature birth.

2.2.6. Sample size
Application of the formula for calculating the sample size:

nl =n2
_ [Z(1 — a/2)y/2p(1 —p) +Z(1 — B)y/p1(1 —p1) + p2(1 — p2)]?
(p1 —p2)?

In which: n1: Study sample size for patients with CL < 25 mm.

n2: Study sample size for patients with CL> 25 mm.

Z (1-a / 2): confidence coefficient (95%). Z (1-B): Sample
force (80%).

pl: preterm birth rate in patients with CL <25 mm (30%).
p2: preterm birth rate in patients with CL > 25 mm (3%).
p=(pl+p2)/2.

Substitute the calculated formula nl = n2 = 50. The loss of the
patient in the monitoring process is 10%.

Thus, at least 55 women were selected for each study group. In
this study, a total of 146 pregnant women were divided into two groups,
73 women each.

2.2.7. Data collection tools

- Data collection tools
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- Interview questionnaire.

- ultrasound machine for checking pregnancy and define CTC
length by vaginal ultrasound.

- Immunological testing machine for measuring IL-8 concentration
in CTC

- Hologic FFN Qualitative Test

Chapter 3: Result
3.1. Characteristics of the research subject
3.1.1. Pregnant women age

Table 3.1: Distribution of pregnant women by age group

Mother| <20 | 20-24 | 2529 | 30-34 | 35-39 | >40 | Total
age
CTC [6(@&,1%)| 26 25 |11(7,5%)|4(2,7%) [1(0,7%)| 73
<25 (17,8%) | (17,1%) (50%)
CTIC [6@&1%)| 26 25 [11(7,5%) |4 (2,7%)|1(0,7%)| 73
>25 (17,8%) | (17,1%)
(50%)
Total | 12 52 50 22 |8(5,5%) |2 (1,4%)| 146
(8.2%) | (35,6%) | (34,2%) | (15,1%) (100%)

Remarks: an average age of study group: 25.8 = 5.0 years; The
youngest is 16 years old and the largest is 42 years old.

3.1.2. Premature birth rate
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Graph 3.1: Distribution of pregnant women by premature birth
status

Remarks: The premature birth rate in the study was 38.4%, with the CTC
length <= 25 mm was 53.4% and the group with a CTC length of> 25mm
was 23.3%.

3.1.3. Fetal age at the time hospitalize
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Graph 3.2: Distribution of pregnant women by fetal age at the time
hospitalize

Remarks: Pregnant women with gestational age from 28-31 weeks
accounted for 67.1%.

An average of gestational age was 30.6 = 2.1 weeks, the lowest
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was 28 weeks and the highest was 34 weeks.

3.1.4. Fetal age at the time was born
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Graph 3.3: Distribution of pregnant women by fetal age at the time
was born

Remarks: Preterm birth rates were statistically higher in women
with a CTC length less than 25 mm compared to women with a CTC
length greater than 25 mm.

Featal age at birth: 36.7 = 3.4 as early as 28 weeks and no later
than 43 weeks.

3.2. OBJECTIVE 1: Define FFN test in vaginal mucus and IL-8 test
in CTC mucus for pregnant women group with CTC length above
and below 25 mm.

3.2.1. FFN test in vaginal mucus for 2 pregnant women groups with
CTC length above and below 25 mm.

3.2.1.1. FFN test in selected group

Table 3.2: Distribution of pregnant women by FFN test and CTC
length

36

CTC
CTC<25 CTC>25 Total P
FFN
Positive 38(52,1%) | 13(17,8%) | 51 (34.9%
Negative 35(47,9%) | 60(82,2%) | 95(65,1%) | <0,001
Total 73(100%) | 73 (100%) | 146 (100%)

Remarks: FFN tests are closely related to CTC length.

3.2.1.2. The relevance between FFN test and Bishop index
An average Bishop index of study: 4,02+2,12
Bishop index of premature group: 5,04+2,44
Bishop index of full-term birth group: 3,43+1,66 p<0.001

Table: 3.3: Distribution of pregnant women by Bishop and
premature birth index

Bishop Preterm birth Full term Total
(scores) birth P
26 28 (50,0%) 11 (12,2%) 39 (26,7%)
<6 28 (50,0%) 79 (87,8%) 107 (73,3%) | <0,001
Total 56 (100%) 90 (100%) 146 (100%)
Sensitivity: 50% Specificity: 87.8%
Positive diagnosis value: 71.8% Negative diagnostic value: 73.8%

OR =7.2(95% CI: 3.2-16.3)

Remarks: The Bishop index is closely related to preterm birth and can be
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used to predict preterm birth.

Table 3.4: Distribution of pregnant women by FFN test and
Bishop index

Group FFN >6 scores | <6 scores Total p
Positive |27 (69,2%) | 24 (22,4%) | 51 (34,9%)

Fg"ri)z;tsh Negative |12 (30,8%)| 83 (77,6%) | 95 (65,1%) | p<0,001
Total |39 (100%) | 107 (100%) | 146 (100%)
Positive | 25(73,5%) | 13 (33,3%) | 38 (52,1%)

C(ir;’;?n‘l’; Negative | 9 (26,5%) | 26 (66,7%) | 35 (47,9%) | p<0,001
Total |34 (100%) | 39 (100%) | 73 (100%)
Positive | 2 (40%) | 11 (16,2%) | 13 (17,8%)

Cit’;?g; Negative | 3 (60,0%) | 57 (83,8%) | 60 (82,2%) | p>0,05
Total 5(100%) | 68 (100%) | 73 (100%)
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Negative

2(2,1%)

0 (0%)

93(97,9%)

95 (100%)

Total

11 (7,5%)

12 (3,2%)

123 (84,2%)

146 (100%)

Remarks: FFN test is closely related unborn time

3.2.2. IL-8 concentration test in CTC mucus for 2 pregnant women
groups with CTC length above and below 25 mm.

3.2.2.1. IL-8 concentration test in CTC mucus in selected group

The median IL-8 concentration in the study group was 23.3pg / ml
(95%; CI: 21.3-25.3); the lowest is 1.7pg / ml and the highest is

64.1pg / ml.

3.2.2.2. The relevance between IL-8 concentration in CTC mucus

following CTC length

Table 3.6: IL-8 concentration in CTC mucus with CTC length

Remarks: FFN test is closely related to the Bishop index, but only in
pregnant women with a CTC length of less than 25 mm.

3.2.1.3. The relevance between FFN test and unborn time

Table 3.5: Distribution of pregnant women by FFN test and
unborn time

. IL-8
Clerv1cli1 ! n CI Minimum |Maximum| p
engt concentration
CL<25mm | 73 25,6 22,6-28,7 3.4 64,1
<0,05
CL>25mm | 73 21,0 18,5-23,6 1,7 39,3

Unborn day

<7 days

8-13 days

>14 days

Total

p

Positive

9 (17,6%)

12 (23,5%)

30 (58.8%)

51 (100%)

<0,001

Remarks: CTC concentration and CTC length are interrelated.

3.2.2.3. The relevance between IL-8 concentration in CTC mucus

and Bishop index

Table 3.7: IL-8 concentration in CTC mucus following by Bishop

index
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IL-8
Group Bishop n | concentration | CI(95%) p
(pg/ml)
Bishop <6 | 1 2 18,8-2
For both ishop <6 07 0,9 8,8-23,0
o <0,05
group Bishop>6 | 39 30,0 25,8-34,1
Bishop < 21,0 17,3-24
Group of CL ishop <6 | 39 , 7,3-24,7 005
< b
S25mm - hop 36 | 34 30,9 26,4-35,5
Bishop <6 | 68 20,9 18,1-23,5
Group of CL 1shop ’ S
>25mm >0,05
Bishop>6 | 5 23,6 10,7-36,5
Remarks: IL-8 concentration in CTC mucus were statistically different

in pregnant women group who had a CTC length less than 25 mm.

3.3. Objective 2: FFN test Value in vaginal mucus and IL-8
concentration in CTC mucus for predicting preterm birth

3.3.1. FFN test Value in predicting preterm birth

Table 3.8: Sensitivity and specificity of FFN test in vaginal mucus for

preterm labor
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Pretig‘zvtv’i“h 92,00% | 76,86% | 45,10% | 97.,89% |84,43%
U“boggyt;me Tl 81.82% | 68.89% | 17.65% | 97.89% |7535%
Un}’:gzyﬁsme 91,30% | 75,61% | 41,18% | 97,89% |83,46%

Remarks: FFN is predictive value of preterm birth before the highest 34

weeks.

3.3.2. Co-ordinate FFN test with CTC length in predicting preterm

labor

Table 3.9: Compare the predictive value of FFN test and FFN test in
combination with CTC length

. Specificity . :
Risk of i Predictable|Predictable
premature birth Sensitivity value (+) | value (-) AUC
Pretgf;lvtv"“h 71,43% | 87,78% | 78.43% | 83,16% |79,60%

. . Sensitivity | Specificity OR
Preterm | Diagnosing method (%) %) (95% : CI)
Before 37 FFN (+) 71,4 87.8 | 4,7(2,97.5)
weeks FEN(H) & 58,9 94,4 24,4
CL<25mm : ’ (8,5-69.5)
21,4
Before 34 FFN 92 76,9 (5,3-87.2)
weeks FFN(+) & CL "y " 32,1
<25mm (9,8-105,1)
" FFN 81,8 68,7 | 8,4(1,9-37.3)
Wg;;;‘ 7 [ FFNM) & CL S8 o5 16,4
<25mm ’ ) (3,3-80,3)
- FFN 91,3 756 | 19,6(4,8-80,1)
Wl;gms 4 T N &L 3o 90 13,7
4 <25mm ’ ’ (4,9-39,0)

Remarks: Combination FFN test and ultrasound of CTC length
measurements increase predictive value of preterm birth.

3.3.3. IL-8 test value in CTC mucus for predicting premature birth
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Table 3.10: predictive value of preterm birth from IL-8 test in
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Table 3.12: Comparison of predictive preterm outcomes of IL-8,
FFN and IL-8 in combination with FFN

bé , Ponhay | BPodac | GTCb | GTCD

non |  Phuong phdp %) |hicu (%) | @ ) | 0 ca | R
1L-8>20,9 78,6 54,4 78,6 54,4 2,63

37 FFN (+) 71,4 87,8 78,4 83,2 4,66

tudn |[IL-8>20,9 & FFN (1) | 60,7 | 944 | 87.2 794|261
IL-8<20,9 & FFN(-) | 893 | 47.8 | 51,5 87,7

CTC mucus
Preterm C;;ztff Sensitivity Specificity | Predictable | Predictable OR
value (+) | value (-)
(pg/ml)

<37 weeks| 20,9 78,6 54,4 78,6 54,4 2,63
<34 weeks | 27,7 92 66,1 35,9 97,6 14,73
Keepin7 | 22,7 90,9 48,1 12,5 98,5 8,25
days
Keep in 21,3 87 48,8 24,1 95,2 5,06
14 days

Remarks: IL-8 concentration in CTC mucus for highly predictive preterm
values, with the highest predictive value predicted before 34 weeks.

3.3.4. The value of IL-8 test in CTC mucus in combination with CTC
measurement for predicting preterm birth

Table 3.11: Compare predictive preterm values of IL-8 and IL-8 in
combination with measurement the length of CTC

IL-8>27,7 92,0 66,1 35,9 97,6 (14,73

34 FFN (+) 92,0 76,9 | 45,1 97,9 21,42
tuAn | IL-8>27,7 & FFN (+) | 88,0 90,9 | 66,7 90,9 2511
1L-8<27,7 & FFN () | 96,0 52,1 70,7 98,4

1L-8>22.7 90,9 48,1 12,5 98,5 | 825

FEN (+) 81,1 68,9 17,6 97,9 |8,38
IL-8>22,7 & FEN (+) | 72,7 793 20,2 973 | 8,15
1L-8<22,7 & FFN (-) | 100,0 | 37,8 1,6 | 100,0

7 ngay

IL-8>21,3 87 438 | 24,1 952 | 5,06
14 FEN (1) 91,3 756 | 41,2 97,9 |19,56
ngay | IL-8>21,3 & FFN (+) | 78,3 83,7 | 474 954 10,23

IL-8<21,3 & FFN (-) | 100,0 40,7 24,0 100,0

Preterm Sensitivity | Specificity | Predictable | Predictable
birth | Method e | e | vale () | value | OR
Trude 1L-8>20,9 78,6 54,4 78,6 54,4 2,63
37 tuAn IL-8>20,9 & 55,4 82,2 65,9 74,7 2,61
CL<25mm
Trude 1L-8>27,7 92 66,1 35,9 97,6 14,73
34 tuAn IL-8>27,7 & 84 83,5 51,2 96,2 13,45
CL<25mm
Trong 7 1L-8>22.7 90,9 48,1 12,5 98,5 8,25
ngdy IL-8>22,7 & 81,8 74,8 20,9 98,1 10,78
CL<25mm
Trong 1L-8>21,3 87 48,8 24,1 95,2 5,06
14 ngay IL-8>21,3 & 69,6 77,2 36,4 93,1 5,3
CL<25mm

Remarks: combination IL-8 test in CTC mucus with ultrasonography in
order to measure CTC length improves predictive value of preterm
delivery within 7 days.

3.3.5. The value of the IL-8 test in CTC mucus is combined with the
FFN test in predicting preterm labor

Remarks: combination of IL-8 test in CTC mucus with CTC length
ultrasound help increase predictive preterm outcomes. especially, In low-
risk pregnancies, FFN-negative test and CTC concentration -lower than
21.3pg / ml IL-8 were not delivered within 14 days.

Chapter 4: DISCUSSION

4.1. Characteristics of the study subject: The study involved 146
pregnant women, divided into two groups of 73 women with a CTC
length> 25 mm and 73 women with a CTC length <= 25 mm.

4.1.1. Pregnant women age

An average age of the study group was 25.8 £ 5.0 years, the smallest
age was 16 years and the largest age was 42 years. The most popular age
group in the study was 20-29 years old, accounting for 69.8%. The
results are comparable to recent studies of preterm labor that were
performed at the National Obstetrics and Gynecology Hospital. The
average age in Truong Quoc Viet's study in 2013 was 27.54 + 5.84 years



43

and Phan Thanh Nam in 2012 was 27.03 + 4.98 years. The study also
found that the age group most threatened with preterm birth was between
20 and 29 years of age.

4.1.2. Premature birth rate of study population

Pregnant women giving premature birth were 56, accounting for
38.4% and full-term birth was 90, accounting for 61.6%. The study by
Truong Quoc Viet in 2012 and Phan Thanh Nam in 2013 for pregnant
women with preterm labor symptoms requiring hospitalization revealed
that preterm birth rates were 35.2% and 37.3% respectively. Thus, the
study gives the same results as the authors. The study also found that
preterm birth rate with a CL less than 25 mm (53.4%) were statistically
higher than with a CL greater than 25 mm (23,3%) (p <0.01). This
represents a close relevance between the CL and the risk of preterm
delivery as described by the literature, the shorter the CL is, the higher
the risk of premature gets.

4.1.3. Fetal age at the time hospitalize

An average gestational age of the pregnant women was 30.6 + 2.1
weeks at the time hospitalize, the smallest gestational age was 28 weeks
and the maximum gestational age was 34 weeks. Pregnant women were
28-31 weeks of gestation, accounting for 67.1% and 32-34 weeks of
gestation accounts for 32.94% for pregnant women. This study yields the
same results as Truong Quoc Viet and Chu Quang Do's preterm labor
studies when the 28-31 week pregnant group accounted for the largest
proportion of the gestational age group (42,5% and 30.5%). My study
actively selected pregnant women between 28 and 34 weeks of fetal age
who were premature (28 to 32 weeks old) and medium (32 to 34 weeks
old) according to the preterm birth classification of World Health
Organization (WHO) and the Centers for Disease Control and Prevention
(CDC). After 34 weeks, the lungs of the fetus is mature enough not to be
in the uterus. Before 28 weeks, the ability to intervene and feed the
newborn in Viet Nam is not very high result, so my study focuses on
pregnant women from 28 to 34 weeks.

4.1.4. Fetal age at the time born

The overall preterm birth rate for all pregnant women was 38.4%.
Preterm birth rates for women with a CL of less than 25mm were 53.4%,
and for CL greater than 25mm, 21.9%. The difference was statistically
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significant with p <0.01. Each of pregnant women group with a CL less
than 25 mm were likely higher than women with CL greater than 25 mm.
In particular, the preterm birth rate of 28 to 31 weeks in the group with a
CL of less than 25 mm was 19.2%, while none of the pregnancies were
preterm births in the CL group greater than 25mm. This is a group of
pregnant women who are hospitalized at a late stage of preterm labor,
with obvious symptoms such as short CL, clear uterine contractions. The
goal of doctors is to keep the pregnancy for more than 48 hours to allow
sufficient time for the corticoid to effect into the mature lungs of the
fetus.

4.2. Discus object 1
4.2.1. FFN test in selected group
4.2.1.1. FFN test in a pregnant group with CL under or over 25mm

The percentage of women with FFN positive in the study was 34.9%
(51/146) and negative (65.1%) (95/146). In pregnant women with a CL
less than 25 mm, the FFN-positive rate was 52.1%, statistically higher
than the FFN-positive group in women with a CL greater than 25 mm
was 17.8% (p <0.001). Many studies in the world as well as in Vietnam
found a close relationship between the CL and risk of premature birth.
E.Tsoi et al. (2006) studied CL ultrasonography with FFN testing among
195 women who were given premature birth. The study also found a
strong correlation between CL and FFN testing (r = -0.921, p = 0.003).
By Heath in 2000, 5146 women found that the rate of positive FFN was
inversely proportional to the CL. The FFN positive rate was 3%, 19%
and 57%, respectively, when the CL decreased from 31-40mm, 11-15mm
and 0-5mm. Goldenberg studied among 2915 women who reported a
positive FFN of 6% with a CL greater than 25 mm and 16% with a CTC
length less than 25 mm. When pregnant women have symptoms of
preterm labor, uterine contractions will shorten the cervix and dissolve
the membrane with amniotic membrane leading to release FFN into the
vaginal discharge. Therefore, CL and FFN test are all symptoms of
preterm labor and many studies in the world claim that high probability
of preterm birth is predicted to be between two probes. The shorter the
CL is, the higher the FFN test score gets.

4.2.1.2. The relevance between FFN test and Bishop index

In the study, the mean Bishop index was 4.02 + 2.12 points. In the
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preterm group, the Bishop index was 5.04 + 2.44 points. In the full term,
the Bishop index was 3.43 + 1.66. The difference in Bishop scores
between the two groups was statistically significant at p <0.001. Among
39 women with Bishop scores above 6, 28 had preterm births (71.8%),
while in the 107 women with Bishop fewer than 6, only 28 women were
born prematurely ( account for 26.2%). The difference was statistically
significant with p <0.001. Thus, the preterm birth rate was closely related
to the Bishop index, the higher the Bishop index is, the higher the
preterm birth rate happens.

Table 3.4 shows that the FFN test is closely related to the Bishop
index. Pregnant women with a Bishop score of 6 or above will be likely
higher tested positive for FEN (OR = 4.2, 95%, CI = 2.3-7.5). However,
when analyzing this association in women with upper and lower CL of
25 mm, this study was found to be related only to those with a CL less
than 25 mm but not in the group of CL is over 25mm. In the group with a
CL less than 25 mm, the percentage of pregnant women with a Bishop
score <6 was 33.3%, significantly lower than in the pregnant group
Bishop>6 score was 73.5% with p <0.001. In the group with a CL over
25 mm, the proportion of FFN positive test in the pregnant group with a
Bishop score <6 is 16.2%. This percentage is 40% in the Bishop>6 is
40%. This can be explained by the presence of uterine contractions, only
women with cervix real alterations increase the Bishop index and
breakdown of the membrane-bound and membrane linkage leading to the
FFN positive test. In cases of fake fetal labor, pregnant women with only
uterine contractions that do not change much cervix, the risk of preterm
is low and FFN test will be negative. Thus, premature birth and FFN test
is strongly correlated with the Bishop index, especially in pregnant
women with a CL less than 25 mm. In my study, six women had a
Bishop score of 9 and all of them then give preterm birth within 14 days.
Therefore, if the clinician visits a pregnant woman with a Bishop score of
9, then it is almost certain that she will be given a newborn baby within
14 days and there is no need for further FFN testing to predict preterm
labor.

4.2.1.3. The relevance between FFN test and unborn time

In the group with FFN positive test,, 9 women made up 17.6% of
labor within 7 days, 12 pregnant women (23.5%) had unborn time more
7-14 days and 30 women (59.8) labor after 14 days. In the FFN-negative
test, only 2.1% of pregnant women delivered within 7 days, while the
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remaining 97.9% of women did not deliver labor within 14 days. The
FFN test in vaginal cervical mucus was closely related to gestational age
with p <0.001. This section is discussed in detail in objective 2.

4.2.2. IL-8 test in study
4.2.2.1. IL-8 test in 2 pregnant groups with CL under and above 25mm

The results showed that an average of IL-8 concentration in cervical
mucus was 23.3pg / ml (95%; CI: 21.3-25.3) pg / ml, the minimum value
was 1.7pg / ml, the maximum value is 64.1pg / ml. In the group of
women with CL less than 25 mm, an average of IL-8 concentration in
cervical mucus was 25.6pg / ml (95%; CI: 22.6-28.7), the minimum
value was 3.4pg / ml and the maximum value is 64.1pg / ml. In the group
with a CL of more than 25 mm, an average of IL-8 concentration in
cervical mucus was 21.0pg / ml (95%; CI: 18.5-23.6), the minimum
value is 1.7p / ml and the maximum value is 39.3pg / ml. an average of
IL-8 concentration in cervical mucus in pregnant women with a CL
below 25 mm were statistically s higher for women with a CL greater
than 25 mm with p <0.05. In J.Dowd et al. s’ study for fetal age of 28
weeks showed that an average of IL-8 concentration in cervix mucus
were statistically different between the two groups with a CL below and
above 25 mm (21.590pg / ml and 6.464pg / ml, p <0.005). During the
course of preterm labor as well as full-term labor, uterine contractions are
the first factor to appear. The cervix will then be modified, shortened and
cleared. To remove cervix, the inflammatory reaction that occurs at
cervix will break down the collagen here. Cervix from a solid connective
tissue that plays a role in keeping the uterus in the womb becomes soft
and can open up to 10 cm so that the fetus can pass. During
inflammation, macrophages and leukocytes secrete IL-8. IL-8 then plays
a role in continuing to attract multinuclear neutrophils to the cervix to
enhance the inflammatory response and breakdown of the cervix in situ.
These multinuclear neutrophils continue to secrete IL-8 which increases
IL-8 concentration at cervix. This twist occurs continuously to degrade
the entire connective tissue at the CTC and soften the cervix, leading to
the removal of the cervix. Thus, the modification of connective tissue
making cervix soft and short has a close relationship with IL-8
concentration in cervix mucus.

4.2.2.2. The relevance between IL-8 test in cervical mucus and
Bishop index
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During labor, the cervix is altered as it is shortened, cleared and
opened, leading to increased Bishop index. Thus, the Bishop index is also
used as a predictor of preterm birth. Table 3.7 shows an average of IL-8
concentration in cervical mucus among pregnant women with a Bishop
index greater than 6 points at 30.0pg / ml (95%; CI = 25.8-34.1),
statistically higher versus those of the Bishop group who were less than
6 points at 20.9pg / ml (95% CI = 18.8-23.0) (p <0.001). Similar results
for maternal group analysis have a CL less than 25 mm. In women with a
CL less than 25 mm and a Bishop index of less than 6, IL-8
concentration in cervical mucus were 21.0 pg / ml (95%; Cl = 17.3-24.7),
statistically lower versus IL-8 concentration in cervical mucus in the
pregnant group with CL less than 25 mm and Bishop index was greater
than 6 at 30.9pg / ml (95% CI = 26.4- 35.5 (p <0.001). However, in
women who had a CL greater than 25 mm, the study showed that the
difference in IL-8 concentration was not statistically significant between
the two groups with a Bishop above and below 6 points with p> 0.05
(20.9pg / ml versus 23.6pg / ml). Thus, IL-8 concentration in cervical
mucus are only related to the Bishop index with a CL less than 25 mm
and no association with CL over 25 mm. It is possible that IL-8 is
secreted at a later stage of early preterm labor when initiation of cervical
connective tissue degradation, when cervix starts shortening, IL-8
concentration increases. In pregnant women with a Bishop index <6, the
cervix has not changed much. Therefore, IL-8 concentration has not
increased yet leading the possibility of preterm birth is low.

4.3. Discuss object 2
4.3.1. The value of FFN test in predicting premature birth

In this study, the FFN test in vaginal mucus gave premature birth
predictions before 37 weeks, 34 weeks, within 7 days and 14 days in high
(Table 3.8). A number of studies in the world have shown that FFN at
cervix is capable of predicting preterm births with high sensitivity and
specificity, especially with very highly negative diagnostic values,
usually above 90 %. The study by M. Sean Esplin et al compiles data
from eight US hospitals with a sample size of 9410 women in terms of
FFN values for predicting preterm birth. Studies show that FFN tests
performed for 22 to 30 weeks are extremely valuable in predicting
preterm labor before 37 weeks. The sensitivity of the test was 8.1%, the
specificity was 96.8%, the positive diagnostic value was 10.7%, the
negative diagnosis was 95.7%, the LR (+) was 2, 53 and LR (-) is 0.95.
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The study by Kelly Hughes et al in Australia in 2017, involving 939
women, showed that FFN was predictive of preterm births of 37 weeks
with sensitivity, specificity, positive diagnostic value and Negative
values were 12.5%, 97.7%, 53.8% and 83.7%, respectively. When the
FFN test was positive, the risk of preterm delivery was 3.3 (95%; CI: 1.9-
5.8). The British National Institute for Health Research in 2013 compiled
19 studies on FFN's ability to predict preterm labor before 34 weeks. The
studies are shown in Table 4.2. When synthesizing studies, FFN was
predictive of preterm birth before 34 weeks with a sensitivity of 69.1%
(95%, CI: 58.6% -77.9%) and a specificity of 84 , 4% (95%, CI: 79.8% -
88.2%). Preterm labor before 34 weeks is one of the factors considered
by obstetricians to be very effective in treating preterm labor because
newborn lung is immature before 34 weeks, the prevalence of respiratory
distress and mortality is higher than infants was born after 34 weeks.
Indeed, Pregnant women at risk for preterm labor before 34 weeks of age
will receive steroids for lung maturation and use of contraindications to
maintain pregnancy, while those who are 34 weeks will not need
corticosteroids for the majority of pregnancies at 34 weeks have matured
lung. In the predicted preterm values before 34 weeks, very high negative
values (97.9%) may be applied clinically. Women with a negative test
result are likely to be prematurely delivered before 34 weeks without
hospitalization and do not need steroids. In contrast, pregnant women
with a positive test result will need admitting to be at hospital for
treatment or transferred to other hospitals where is capable of taking care
of preterm infants (OR = 21.4).

A study by Boots et al. Showed that FFN test in the vaginal cervical
mucus was predictive of preterm delivery within 7 days with 79% and
79% sensitivity, specificity, LR (+) of 3,6 and LR (-) of 0.31. Luis
Sanchez-Ramos and co-authors of 32 FFN clinical studies have shown
that the test is predictive of preterm delivery within 7 days with
sensitivity, specificity of 76% and 82%. When the test was positive, the
risk of preterm delivery was 14.4 (95%; CI: 9.7-21.3). The National
Institutes of Health (NIH) also published a compiled study of 27 previous
studies which showed that FFN was predictive of very early 7-day
delivery, a sensitivity of 76.7% (95% CI : 70.4% -82.0%) and specificity
82.7% (95%; CI: 79.4% -85.5%;). In 2017, the American Obstetrics and
Gynecology Association recommended that women with 34 week
pregnancy being threatened with premature birth if there is still a risk of
preterm delivery within 7 days and using corticosteroids for 14 days
before should be repeated use of corticosteroids, and this may be
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considered after the first dose of 7 days, depending on clinical
circumstances. In Vietnam, the national guidelines for reproductive
health services in 2016 also recommend that if women haven’t given
preterm birth after 7 days of using corticosteroid and still presents a risk
of premature birth within 7 days, repeat corticoid. Thus, if it is possible
to predict the possibility of women not delivering prematurely within 7
days, women will not need unnecessary steroids. The high diagnostic
value of FFN, up to 97.9%, can help clinicians decide not to use pain
medication of uterine contraction or corticosteroids for women with
negative test results despite the symptoms of preterm labor.

4.3.2. The value of FFN test in vaginal mucus combine with CL in
predicting of preterm birth

When combined with FFN test in vaginal mucus and CL measurement
by ultrasonography, women with FFN-positive test and a CL
measurement less than 25 mm were considered at high risk for preterm
delivery, the remaining are considered low risk. In the study, the
combination of vaginal fluid FFN with CL ultrasonography increased the
predictive value of preterm delivery (Table 3.9). Study by Lauren A.Bolt
et al. in 2011 among 140 women at high risk of preterm birth but without
clinical symptoms showed that the vaginal fluids FFN were tested after
CL ultrasonography increases the predictive value of preterm births by
37 weeks compared when used alone. The study by Mei-Xi Zhou et al.,
in 2014 among 218 women at risk of preterm birth. An author use
Kaplan-Meier curves for comparison of CL ultrasound measurements,
vaginal FFN tests showed that the combination of two methods increased
the predictive value of preterm labor before 34 weeks (p < 0.001).

4.3.3. The value of IL-8 test in cervical mucus for predicting
premature birth

Studies show that the value of IL-8 concentration in cervical mucus in
predictive preterm labor is high (Table 3.10). Especially, the negative
value in predicting for preterm labor before 34 weeks, within 7 days and
14 days (97.6%, 98.5% and 95.2%). Thus, if the pregnant women with
symptoms of preterm labor and IL-8 concentration of cervix are at low
risk, the chances of premature birth are low. Studies in the world have
also shown similar results. However, the optimum cutoff of IL-8
remained different between studies. Sholeh Shahgheibi et al quantified
IL-8 concentration in cervical mucus among pregnant women with
symptoms of preterm labor from 24 to 36 weeks. The results showed that
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IL-8 concentrations in cervical mucus in preterm labor before 37 weeks
of gestation were 83.41 + 441.6pg / ml, statistically higher than those in
preterm labor after 37 week was 62.7 + 180.5pg / ml with p = 0.0001.
Behboudi-Gandevani et al conducted a study on the value of IL-8
cervical mucus among 100 pregnant women aged 22-28 weeks in
anticipation of preterm birth. Studies showed that IL-8 concentration in
preterm infants prior to 34 weeks were statistically higher than those in
full term birth (1192.30 + 228.05 pg / ml vs. 254.84 = 128.21 pg/ml, p
<0.0001). If the IL-8 concentration was set at 751.25pg / ml as a cutoff
point for predicting preterm labor before 34 weeks, the sensitivity,
specificity, positive diagnostic and negative diagnosis value were 89% ,
83%, 69% and 94%. IL-8 is produced when there is an inflammatory
response to cystic fibrosis at the cervix, softens the cervix so that the cervix
can be shortened and opened during labor. Therefore, pregnant women
with symptoms of preterm birth who have high levels of IL-8
concentration have a significantly higher risk of preterm birth compared to
those with low IL-8 concentration. Jung EY et al conducted a study on the
use of CL ultrasonography and measured the concentration of some
cytokines in cervix to predict preterm birth. The results of the study
showed that an average of IL-8 concentration in cervical mucus in preterm
infants over 7 days was 11,669 = 9,151ng / ml, while IL-8 concentration in
cervical mucus after 7 days was 7.411 £+ 7,365ng / ml. The difference was
statistically significant with p=0.014. The study also concluded that high IL-
8 concentrations in cervical mucus were closely associated with preterm
delivery in 7 days with p = 0.008. If the cutoff point of IL-8 concentration
was 7.078ng / ml, the sensitivity and specificity of predictive preterm labor
within 7 days were 61.5% and 64.9%.

4.3.4. The value of IL-8 in cervical mucus combined with cervical
length measurements in predicting for premature birth

Measuring CL through vaginal ultrasonography is a simple technique
and gives immediate results. Theoretically, if we combine vaginal
ultrasonography measuring CL and IL-8 test in cervical mucus, it will
increase the probability of diagnosing premature labor. The study
consider women who had an CL ultrasonography less than 25 mm and
had a higher-than-normal level of IL-8 as the high-risk group, while the
remaining women were at low risk. Data analysis and results are shown
in Table 3.11. A study by Jung EY et al found that the value of the IL-8
test in predicting preterm labor within 7 days with sensitivity and
specificity was 61.5% and 64.9%. If combined CL measurements
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ultrasound with IL-8 concentration in cervical mucus, it improves
sensitivity to predict preterm birth up to 92.8% in 7 days, but specificity
was only 56.4%. Thus, the combination of two methods would increase
the predictive value of preterm delivery within 7 days by using each
probe alone. Based on these results, the study found that the combination
of two probes would increase the predictive value of preterm delivery
within 7 days but did not increase the predictive value of preterm labor
before 34 weeks and 37 weeks.

4.3.5. The value of IL-8 test in cervical mucus combined with FFN
test in vaginal mucus in predicting preterm birth

The study conducted a combination of vaginal fluid FFN tests with
IL-8 concentration in cervical mucus test to determine the predictive
value of preterm labor as well as the risk of preterm delivery of
prematurely pregnant women. The results are shown in Table 3.12.

For preterm evaluation before 34 weeks, combination two probes of
positive FFN in vaginal fluids and an IL-8 concentration in cervical
mucus over 27.7 pg / ml will increase the specificity to 90.9% and the
LR (+) value increased to 9.67. A combined 2 probes showed that
pregnant women with a positive FFN test and an IL-8 concentration in
cervical mucus of 27.7pg / ml had a risk of preterm birth higher 25.1
times compared to only 1 probe (14.7 with IL-8 and 21.4 with FFN).

In predicting preterm labor before 37 weeks, when combined with a
positive FFN vaginal fluids test and IL-8 concentration test in the
cervical over 20.9 pg / ml would increase the sensitivity of 54.4% and
87.8% to 94.4%. Positive diagnosing value increased from 78.6% and
78.4% to 87.2%. However, the OR does not increase.

For predictive preterm labor within 7 days and 14 days, FFN-positive
or IL-8 levels above 21.3 pg / mL were negative, above 95%. When
combined with these two probes, the negative diagnostic value did not
change much but increased the specificity value to 79.3%. No increase in
OR values was observed when combined 2 probes did not increase the
predictive value of preterm labor within 7 days and 14 days.

G Rizzo et al also investigated the value of IL-8 concentration test in
cervical fluids and FFN test in predicting prematurity. In the study,
authors simultaneously made amniotic fluid implantation and analytical
tests of vegetable cakes. Studies showed that IL-8 concentrations were
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significantly higher in preterm pregnant women, those with amniotic
infection and those who had infections in vegetables with p <0.0001. The
authors also conclude that IL-8 concentrations in cervix over 450 pg / ml
are equivalent to FFN-positive test in predicting preterm birth. The
authors found that IL-8 test in cervix was more optimal than FFN test
since IL-8 test not only has predictive value but also for predicting
amniotic infection and bacterial infection in banh rau. In Viet Nam,
pregnant women who are threatened with preterm birth do not want to
have intervention into the uterus because of fetal safety concerns.
Therefore, in this study, amniocentesis can not be performed for the
diagnosis of amniotic infection.

In the literature and in this study, the negative predictive value of FFN
test in vaginal mucus was very high (usually above 90%). Therefore, the
study used a negative value of the test to investigate the possibility of
non-preterm delivery. In predicting the possibility of preterm delivery
within 7 days, women with FFN-negative results and IL-8 tests below
22.7pg / ml were considered at low risk, the remaining women were
considered as high risk. Results show that all women at low risk (51
women) did not deliver prematurely within 7 days. Thus, when
combining FFN tests with IL-8 test indicate sensitivity and negative
diagnostic value are 100%. Since none of the women in the low risk
group was premature, OR can be uncountable. When used to predict
preterm delivery within 14 days, women with negative FFN results and
IL-8 tests below 21.3 ng / ml are considered at low risk, the remaining
are considered high risk. The study found that 100% of low-risk
pregnancies did not give birth within 14 days. Therefore, when
combining FFN tests with IL-8 test, we receive the result of 100%
sensitivity and 100% negative diagnostic value. Thus, although
symptoms of preterm birth appear, if FFN test in viganal mucus is
negative and IL-8 test in cervical mucus belongs to low risk group,
pregnant women will not give preterm birth within 7 days and 14 days
and do not need steroid injection for these women.

CONCLUSION

1. Determine IL-8 concentration in cervical mucus and fetal
fibronectin test in vinagal mucus among pregnant women with CL <
25mm and > 25mm

- The FFN test rate in vinagal mucus is 34.9% positive, 65.1% negative.
The positive FFN rate was found in the pregnant women with a CL of 25
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mm (52.1%) to be statistically higher compared to the positive FFN in
women with a CL greater than 25 mm (17.8% ), p <0.01.

- My study resulted in a median IL-8 concentration of 23.3 ng / ml
(95% CI21.3-25.3) pg / ml, the minimum value is 1.7pg / ml, the
maximum value is 64.1pg / ml. In the women group with a CL less than
25 mm, the medium IL-8 concentration was significantly higher than
group of women with a CL greater than 25 mm (25.6 pg / ml (95% CI
22,6-28.7) vs. 21.0pg / ml (95%; CI: 18.5-23.6), p <0.01).

2. Study the value of IL-8 and fetal fibronectin in predicting for
preterm birth

- IL-8 and FFN test show high value in predicting preterm birth before
37 weeks, 34 weeks, within 7 days and 14 days. Among them,
diagnosing of preterm births before 34 weeks has the highest value (OR
= 14.7 with IL-8 test and OR = 21.4 with FFN test).

- When combined FFN probe with CTC length ultrasonography, the
predictive value of preterm delivery was increased, especially preterm
labor before 34 weeks (OR = 32.1). When combined IL-8 test with FFN,
the predictive value of preterm delivery was increased, especially
preterm labor before 34 weeks (OR = 32.1). 100% of women having
negative FFN test in vaginal mucus and IL-8 test at low-risk will be non-
preterm labor within 14 days.

RECOMMENDATION

- FFN test in vinagal mucus and IL-8 test in CTC mucus have high
predictive value, especially negative diagnostic value.

- FFN test shows quick result, so that it should be widely
available in clinical settings.

- Probe combination of FFN test in vaginal fluids, IL-8 test in
cervix, and CL ultrasonography increase the predictive value of preterm
delivery. Although symptoms of preterm birth appear, if FFN test in
viganal mucus is negative and 1L-8<21,3pg/ml, they will not give birth
within 14 days, so that don’t need to use mature lung medicine.



