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PE NON

Tai hau hét cac quédc gia, viéec xac dinh chuyén da dé
non chi dwa vao dir liéu lam sang chu quan

X tri qua mue:

N5m vién :>
S dung thuéc giam co

Corticosteroids

Gia tang chi phi

Gia tang can thiép khong can
thiet va nhirng hé qua xau tiém
an




SINH NON

Qam cach nao dé xac dinh déi twong c6 nguy co@

Yéu té =E Chidu dai

riéu chirng
. chuyén da

N

nguy co Fibronectin CTC



Dw doan chuyén da dé non: do chieu dai co
tir cung (CTC)

e CL>2.5cm I ftcé kha ning
chuyén da

thuwce sw
e CL<1.5 cm Immmp Nhizdu kha ning
chuyén da thuwc sw




Dw doan chuyép da dé non & phu nir c6 triéu chirng
Danh gia ban dau PartoSure (PAMG-1)

®  Péi twong nghién clru bao gdm 101 san phu mang don thai, tudi thai tir 20 tudn dén 36 tuan 6
ngay, co triéu chirng cda chuyén da sinh non, mang &i nguyén ven trén |dm sang va CTC md t6i
thiéu (<3 cm)

Test PartoSure duwong tinh & san phu cé dau hiéu chuyén da sinh non, i con va CTC mé <3 cm
cho thay chuyén da tu nhién sé& xay ra trong vong 7 ngay vadi dé chinh xac cao. Két qua am tinh
cho thay kha ndng chuyén da tu nhién trong vong 14 ngay la thap

Table 2 PartoSure™ time-to-delivery (TTD) test performance mefrics.

TTD (days) NPV PPV SN SP

(95% CI)? (95% CI)? (95% CI)? (95% CI)?

<7 97.4% 78.3% 90.0% 93.8%
(91.0%-99.7%) (56.3%-92.5%) (68.3%-98.8%) (86.2%-98.0%)
<14 93.6% 80.0% 96.1%
(85.7%—97.9%) (59.3%-93.2%) (88.9%-99.2%)

aThe Clopper-Pearson procedure computed 95% confidence intervals (Cl). NPV=negative predictive value, PPV=positive predictive value,
SN=sensitivity, SP=specificity.

Nikolova T, Bayev O, Nikolova N, Di Renzo GC. Evaluation of a novel placental alpha microglobulin-1 (PAMG-1) test to predict spontaneous

preterm delivery. J Perinat Med. 2014 Jul;42(4):473-7.



PartoSure so v&i Fetal Fibronectin va Chiéu dai CTC

Test Performance for Prediction of
Spontaneous Preterm Deliver

100%

80%
72% 3%

50%

29% 30%

0%

SN SP NPV PPV

m PartoSure mfFN m®mCL (<25 mm)

PartoSure |a xét nghiém don déc chinh xac nhat khi so sanh véi fFN va chiéu
dai CTC trong dw doan chuyén da tw nhién sap xay ra & san phu cé6 triéu

chirng 1am sang hodc than phién vé cac dau hiéu cida chuyén da dé non

a N, Di Renzo GC. Comparison of a novel test for placental alpha microglobulin-1 with fetal fibronectin and cervical length measurement for the prediction of
glivery in patients with threatened preterm labor. J Perinat Med. 2015 Jan 6. [Epub ahead of print]




Phwong phap MOI dw doan chuyén da sinh non & phu niv c6 triéu chirng

Phan tang chiéu dai CTC trong dw doan chuyén da tw nhién sap xay ra & san phu
c6 triéu chirng cda chuyén da sinh non

7 ngay

CL CL CL
< 15 mm 15- 30 mm > 30 mm
2 p A V) 0] 0)
% trén tong s6 doéi twong NC (3(/3 4/;) ( 525/109) ( f/ﬁ))
0)
PartoSure (PAMG-1) + 100% (12/102) 0
0
PartoSure (PAMG-1) - 0 ( 4?18/:02) 100%
2 V) 0]
Chuyén da trong vong 7 ngay (2/73;0 (12/4{02) 0
PartoSure dwong tinh & san phu, 0 0
chuyén da trong vong 7 nga 100% 100% N/A

San phu c6 chieéu dai CTC trong khoang 15 mm - 30 mm:
*100% san phu c6 PartoSure (PAMG-1) (+) chuyén da trong vong 7 ngay
«100% san phu c6 PartoSure (PAMG-1) (-) khéng chuyén da trong vong




Nhap vién khong can thiét

Fetal
Fibronectin

“‘Nhap vién”
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Nhirng di€ém mau chét

87%
68% <
] 13%
“Cho ve” O Chi phi trung binh cho moét
trwdng hop nhap vién
. khong can thiét woc tinh
PartoSure $20,372 USD 2
=] Nhap vien 76% | Can thiét Q PartoSure c6 thé lam gidm
= + 1 18% . ) 80%/'cac trwong hop nhap
/ 24% | Khéng can thiét vién khoéng can thiét
PAMG-1
\ 96%
N\ 8% <
4%

“Cho vé”

Viéc cdc nghién ctru théng ké cho thdy test PartoSure wu viét hon fFN va chiéu dai CTC vé dé déc
hiéu va gia trj tién dodn dwong (P < 0.01) dé cung cép bang chirng dé€ cdi thién thwe hanh Iém
sang nham lam gidm cdc trwd'ng hop nhép vién khéng cén thiét va diéu tri qua mire voi nhivng

tdc hai tiém én déi véi san phu ciing nhw giup lam giam gdnh nédng y té

(1) DiRenzo et al. JPM 2015. (2) Lucovnik et al. AJOG 2013



> DUNG THUOC GIAM CO

HOP LY



Chi dinh thuoc giam co

® Muc tiéu chinh

® Tri hoan chuyén da dé dung glucocorticoids nham lam
gidm héi chirng suy ho hap va/hoac chuyén san phu dén
trung tam NICU khi thai nhi con chva ra doi

® Muc tiéu phu

® Tri hoan chuyén da dé thai nhi cé co héi phat trién t6i da
nham lam gidm t{ sudt va bénh suat chu sinh



Thuoc phu hop cho san khoa

Co nhiéu thudc khong dwoc cap phép st dung trong

thai ky nhwng van thuéng xuyén dvoc sir dung

Chva c6 hé thong do manh dé danh gia mrc d6 an

toan cuUa thuoc.

Sy thiéu sot nay khién viéc théa thuan s& dung thudc

v@i bénh nhan tré nén kho khan



Chong chi dinh

Nhirng tre&’'ng hop nguy co cho me va thai nhi khi kéo dai thai
nghén hodc nhirng nguy co do ding thuéc mang lai cao hon nhirng
nguy co lién quan dén dé non.

- Thai chét luvu

- Thai dj tat khéng c6 kha néng song dwoc

- Tinh trang suy thai

- Tién san giat nang hoac san giat

- Thai phu chay mau v&i huyét ddng khéng én dinh

- Nhiém khuan 6i

- Me c6 céac chong chi dinh v&i cac thude gidm co



Thuoc rc ché men cyclooxygenase

¢ Indomethacin la chat trc ché COX khdng dac hiéu,

< Trong mdt nghién ctvu system review ndm 2005, tdng hop cac thi
nghiém lam sang ngau nhién so sanh chat trc ché COX trong diéu tri
doa dé non, két qua: chat 'c ché COX lam giam nguy co chuyén da
deé trong vong 48 gi¢ (RR=0,19, 95%,CI=0,7-0,51) va trong vong 7
ngay (RR=0,44; 95%; Cl=0,26-0,74) trong khi khéng lam tang bat ct
tac dung phu nao trén tré so sinh. Chat trc ché COX ciing lam giam
nguy co chuyén da dé trong vong 48 gid tdt hon cac chat dong van
beta (RR=0,27: 95%:CI=0,08-0,96).

< Nhw vay, Indomethacin Ia chat gidam co hiéu qué nhat.



Thuoc trc ché men cyclooxygenase

% Tac dung phu trén thai: dong sém 6ng ddng mach va thiéu 6i.
Nhiéu bao céo cho thay hién twong co that 6ng ddng mach trong
nhirng thai ky c6 th&i gian st dung indomethacin vwot qué 48 gio.
Tuy nhién, bién chirng nay khéng xay ra trong hon 500 thai nghén st
dung indomethacin th&i gian ngan.

% DPong sdm 6ng dong mach dwdng nhw phu thudc vao ca tudi thai
va thei gian diéu tri véi thude. Bién chirng nay cé xay ra véi nhirng
thai nhé nhwng chu yéu la xay ra véi thai sau 32 tuan. Do dé,
indomethacin khong dwoc khuyén céo st dung sau 32 tuan thai

nghén. Truwdc 32 tuan, siéu am tim dwoc khuyén cao sir dung dé theo

ddi 6ng déng mach néu thoi gian diéu tri vuwot qua 48 gid.



Thuoc rc ché men cyclooxygenase

< Bién chirng trén tré so sinh: loan san phé quan phdi, viém rudt
hoai t&r, con 6ng ddng mach, nhuyén chat trang quanh nio va xuat
huyét ndo. Nhirng bién chirng nay van con nhiéu tranh ci.

< Liéu dung: liéu dé we ché chuyén da la 50-100mg (dwéng
miéng hodc trwc trang), sau do 1a 25mg mdi 4-6 gior. Nong do
thudc trong mau thai nhi bang 50% trong mau me nhwng thdi gian
ban hiy cda thudc trong mau tré so sinh dai hon rat nhiéu so voi

me (15 gio so voi 2,2 gio).



Thuoc chen kénh canxi

Nghién ctru system review va meta-analysis nam 2014: chen kénh
canxi thudc lam gidm nguy co chuyén da dé trong vong 48 gi®
(RR=0,3; 95%: CI=0,21-0,43).

Khi so sanh v&i cac thudc gidm co khac thi khdng cé wu thé giam co
vwot troi (RR=0,86; 95%; CI=0,67-1,2).

Tuy nhién, thudc chen kénh canxi lai co6 nhirng wu thé khéac, gidm
cac bién chirng nang trén tré so sinh (hdi chirng suy hé hap, chay
méau nao that, viém rudt hoai tlr, vang da) va cac tac dung phu cua
thudc trén me (RR=0,36; 95%; Cl=0,24-0,52).



Thuoc chen kénh canxi

» Tac dung phu trén me: nifedipin la thudc gidn mach ngoai vi nén co
thé gay tac dung phu nhw budén nén, dé mat, dau dau, chéng mat,
danh tréng ngwe. Két qua cua gidn mach la gidm tré khang cta dong
mach va dan dén tang cung lwong tim (phan xa lam tang nhip tim va
tang thé tich tdng mau tim) gitr cho huyét 4p cia nguwdi me gan nhw
khong thay déi & nhirng ngudi khéng cé bénh tim tiém an.

> Ha huyét 4p nang da dwoc bao céo trong mot sb it trwdng hop.

> Khi so sanh v&i cac thude dong van beta thi nifedipin it gap tac

dung phu trén tim mach hon.



Thuoc chen kénh canxi

hudc chen kénh canxi thwdng dwoc st dung hon cac thudc dong van
beta vi thudc twong doi an toan, me dung nap thudc tot, dé chi dinh va
gidam dwoc nhiéu bién chirng trén tré so sinh hon.

Liéu lwong: liéu t6i wu cla nifedipin trong diéu tri doa dé non dén nay
van chwa dwoc khuyén céo nhwng théng thwdng trén 1am sang hay st
dung liéu ban dau 20-30mg dwdng udng sau doé dung liéu duy tri 10-
20mg dworng ubng mdi 3-8 gid cho dén 48 gid, liéu t6i da la
180mg/ngay.

The American College of Obstetricians and Gynecologists dé nghi liéu

tan cong 30mg sau do liéu duy tri 10-20mg méi 4-6 gid.



Thudc dong van beta

v’ C6 2 thudc dwoe nghién ctru nhiéu la ritodrin va terbutalin. Salbutamol
va hexoprenaline cling dwoc nghién ctru nhwng khdong nhiéu. Mac du
ritodrin la thudc duy nhat dwoc FDA chap thuan st dung trong diéu tri
DDN nhwng hién nay gan nhw khong con lwu hanh & My.

v Trong mét nghién ctvu system review vé cac thr nghiém lam sang
ngau nhién cé doi chirng vé thudc dong van beta: st dung thudc dong
van beta lam gidm dang ké sb thai phu chuyén da dé non trong vong 48
gio (RR=0,8;95%; CI=0,65-0,98) nhwng khéng duy tri thai nghén qua 37
tuan (RR=0,95; 95%; CI=0,88-1,03) . Thudc lam gidm ty & hdi chirng
suy hé hap & tré so sinh (RR=0,87;95%; CI=0,71-1,08) nhwng khéng
am thay ddi ty 1& chét so sinh (RR=0,9; 95%; Cl=0,27-3,0) .




Thuoc dong van beta

Tac dung phu trén me: nhiéu tac dung phu cta thudc trén co thé me do
thubc déng van beta |1a do kich thich thu thé betal-adrenergic, 1am téng
nhip tim va thé tich tdng mau va kich thich thu thé beta2-adrenergic, gay
gidn mach ngoai vi, ha huyét ap tam trwong va gian phé quan. Sw phdi
hop céc tac dung phu dan dén nhip tim nhanh, danh tréng ngwc, huyét
ap thap. Mét so tac dung phu hay gap la: run (39% so véi 4% khi dung
gia dwoc), danh trong nguc (18% so véi 4%), kho thé (15% so véi 1%)
va khé chiu & nguc (10% so v&i 1%). Thude dong van beta cling anh
hwédng dén chuyén hoa nhw ha kali mau (39% so véi 6% cla gia dwoc),

tang dwong huyét (30% do véi 10% cla gid dwoc), tang giang hoa lipid.

iéu mau cuc bod co tim hiém gap.



Canh bao vé viéc str dung betamimetics

Sy chuyén d6i vinh vién m&c d6 can bang tv giao
cam thanh pho giao cam, hé qua cua viéc kich thich
qua murc cac thu thé B2 trong thoi ky phat trién
quan trong trudc sinh, 1a co ché sinh hoc qua doé cac
tac nhan déng van beta 2 adrenergic cé thé gay ra

| tat bam sinh lién quan dén tam than va van dong



Canh bao ve viéc str dung betamimetics

< Khoang thdi gian cac thuéc doc cho thai gy hai nhiéu nhat cé
thé lién quan dén thdi gian ndo bd phat trién téi da - twv gitka hodc
cudi quy 2 dén it nhat [a dau quy 3.

% Bén canh céac rdi loan lién quan dén ty ky, cac thudc nay con cé
thé lam tang nguy co céac rdi loan tam than, kém nhan théc, cham
phat trién van dong, hoc kém va thay déi huyét ap

<% Cac dir liéu hién c6 cho thay co sw gia tdng nguy co tw ky & tré
phoi nhiém vai liéu cao cac thudc nay lién tuc trong thdi gian = 2

tuan



Thuoc doi khang véi thu thé oxytocin

Nam 2014, nghién ctru system review va meta-analysis so sanh
thudc do6i khang thu thé oxytocin cho thay atosiban hiéu qua twong
dwong v&i thude ddong van beta dé ngan nglra dé non trong vong 48
gi® tinh t khi bat dau diéu tri (RR=0,89; 95%; Cl=0,66-1,22).



Thudc doi khang véi thu thé oxytocin

< Ty |& tac dung phu cla thudc thap hon bat c&» nhém thudc
gidm co nao duwoc sir dung dé trc ché dé non.

< Nhom duwoc diéu tri bang atosiban gap it nguy co vé tac
dung phu clia me hon han nhém dwoc diéu tri bang thudc
dong van beta (RR=0,05; 95%; CI=0,02-0,11). Bay chinh la
wu diém I&n nhat ctia nhom thudc nay.

< Khdng c6 chong chi dinh tuyét doi dé sir dung atosiban.



Tac dung phu quan sat dwoc sau 1 dott
diéu tri don doc 1 loai thudc giam co

(n=1333)
Thuoc giam go N Nang Nhe
Ifedipine 543 5(0.9%)* 8 (1.5%)*
Pong van B 158 3 (1.9%)* 4 (2.5%)*
Atosiban 576 0 (0) 1 (0.2%)

ac biét c6 y nghia thong ké khi so sanh véi Atosiban

de Heus R, et al.2009



Thudc giam co

Indomethacin

2 Pong van B

Mg-S04, dan xuat NO khéng co tac dung



Magnesium sulfat

2014 c6 nghién clru system review dé so sanh tac dung
clia magnesi sulfat véi gia dwoc hodc khong diéu tri gi
cho thay magnesi sulfat Iam giam ty 1& dé trong vong 48
gio (RR=0,56; 95%; Cl=0,27-1,14) va cai thién két qua
trén tré so sinh nhwng khdng cé ¥ nghia thong ké. Trong
33 thr nghiém lam sang so sanh, magnesium tac dung
twong tw so véi cac thude gidm co khac nhw thudc dong

van beta, thuéc chen kénh canci, trc ché COX .




Magnesium sulfat

Tac dung phu trén me: Toat mo héi va néng nguodi 1a
nhi*ng tac dung phu hay gap nhat, nhiém ddc magie
thwdrng lién quan dén néng dd magie trong huyét thanh.
TAc dung phu trén thai: Diéu tri magnesium cho me c6
thé gay gidm nhe nhip tim thai co’ ban va lam gidm do

dao déng tim thai nhwng khéng c6 y nghia trén lam sang.



Magnesium sulfat

< Nhirng nghién ctru dich té hoi clru da bao cao mét ty 1& bat
thwdng dang ké trong nhirng bat thwdng xwong trén X quang & tré
so sinh va c6 sw khac biét c6 y nghia thong ké vé néng do
magnesium, canci, phosphos va osteocalci (mét marker vé cau tric
xwong) trong mau tré so sinh & nhém nguwdi me dung magnesium
trén 7 ngay trong th&i ky mang thai va nhom khéng dung
magnesium.

% Duwa vao nhirng nghién ctru nay, thang 5 nam 2013, FDA da dua
ra khuyén cédo khéng nén truyén tinh mach magnesium dé diéu tri

a dé non.



Magnesium sulfat

< Magné — sulfat (MgSO4) gitp bao vé than kinh dbi voi
bao thai, tré so sinh va tré nhé sau sinh non, lam gidm tan
suat bai ndo va t& vong do bai nao.

s The American College of Obstetricians and Gynecologists
khuyén cao han ché diéu tri magnesium, chi duing trong
vong 48 gi®& & thai phu 24-32 tuan bi doa dé non.

< Thoi gian toi thiéu dung thudc dé co tac dung bao vé than

kinh van chwa dwoc nghién clru.



Két luan

> Khong nén sir dung dong thdi cac thude gidm co vi sé
lam tang tac dung phu ctia thudc,

> Néu thudc gidm thudc co dau tién khdong e ché duwoc
con co tlr cung, thudc gidm co nay sé dwoc dirng lai va
chuyén sang thudc gidm co khac.

> Indomethacin c6 tac dung cat co tot nhat nhwng khong
s dung nhiéu vi lo ngai tac dung phu cla thudc.

Thudc giam co thir 2 dwoec dung dén la nifedipin.



Két luan

> Salbutamol co rat nhiéu tac dung phu cho me va thai,
can can nhac ky khi st dung.

»Chi dinh str dung MgS0O4 cho SP c6 nguy co sinh non
trwde 32 tuan tudi néu dw dodan sinh trong vong 24 gid.
> Atosiban (Tractocile) tac dung cat co tot, tac dung phu
cua thudc thap hon bat cr nhém thudc gidm co nao
dwoc st dung dé tre ché dé non, dac biét dwoc st dung

cho nhirng trwdng hop chong chi dinh cla nifedipin, dai

20 dwong, da thai...






