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SINH NON .

< Sinh bénh hoc - Chwa rd

< Chéan doan - Khé

< Phong ngtra — Con tranh cai
< Quan ly — Khéng thé dw doan
< Chi phi-Lén

Hiép hoi chau Au vé Y hoc Chu sinh
“Nhém nghién ctru “Sinh non”
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MO PAU

Tai hau hét cac qudc gia, viéc xac dinh chuyén da

sinh non chi dwa vao dir liéu 1dm sang chd quan
X0 tri qua muirc:

Nam vién

St dung thuéc giam go
Corticosteroids

Gia tang chi phi

|:> Gia tang can thiép khong
can thiét va nhirng hé qua

xau tiém an




Dw doan chuyén da sinh non & phu ni¥ c6
triéu chirng
Sw rat ngan co tir cung (CTC)

e CL>2.5cm it c6 kha nidng
chuyén da
thuwe sy

e CL<1.5cm Nhiéu kha ning

chuyén da thyc sy

PartoSure so v&i Fetal Fibronectin va Chiéu dai CTC

Test Performance for Prediction of
Spontaneous Preterm Delivery < 7 days
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mPartoSure mfFN ®mCL (<25 mm)

NPV PRV

PartoSure 1a xét nghiém don déc chinh xac nhat khi so sanh véi fFN va
chiéu dai CTC trong duw dodn chuyén da tw nhién sdp xdy ra & san phu

c6 triéu chirng 1am sang hodc than phién vé cac déu hiéu cta chuyén da
sinh non

Dw doan chuyén da sinlj non & phu nir c6 triéu chirng
banh gia ban dau PartoSure (PAMG-1)

DGi twgng nghién ciru bao gdm 101 san phu mang don thai, tudi thai tir 20 tuan dén 36
tudn 6 ngay, cd triéu chirng clia chuyén da sinh non, mang &i nguyén ven trén 1am sang
va CTC m& t6i thiéu (<3 cm)

Test PartoSure dwong tinh & san phu cé dau hiéu chuyén da sinh non, &i con va CTC mé&
<3 cm cho thay chuyén da tw nhién s& xay ra trong vong 7 ngay véi do chinh xéc cao.
Két qua am tinh cho thay kha nang chuyén da ty nhién trong vong 14 ngay la thap

Table2

TID (days)

Phwong Ol dy doa d on & p 6 g
P ang éud ong dy do én d é p 0 p (o}
g én da 0
CL CL CL
<15mm 15-30 mm >30mm
% trén tong sé ddi twong NC (3?:/;) (525/04/%) (f/ff:;)
PartoSure (PAMG-1) + 100% (12/‘::"2) 0
PartoSure (PAMG-1) - 0 (518/04/02) 100%
Chuyén da trong vong 7 ngay (2/7;;0 (12/7(“2) 0
ParmSEre dwong tir}h & san phu, 100% 100% N/A
chuyén da trong vong 7 nga
an p 0 e 0 oang 0
(] P oP o] e (PA e da 0 0 a
(4 P 0 Parto e (PA 0 e daa 0 0]




Nhap vién khong can thiét

Nnép vier |:| Chn thiét
I: Lam cach nao dé xac dinh déi tweng cé nguy c

o N
©

Cho 2 0 Chi phi trung binh cho mé
truong nhap vién
et wore tinh

& 1am giam

®PartoSure

B

~

GG Viée cdc nghién ciru thong ke cho thdy test PartoSure wu vigt hon fFN va chiu dai CTC vé d dic
hiéu va gid trj tién dodn dwong (P < 0.01) dé cung cdp béing chig dé céi thign thic hanh Iém

séing nhdm lam giém cdc truomg hep nhap vién khéng can thiét vé diu trj qua murc véi nhimg
tdc hai tiém &in i v6i san phy ciing nhu gidp lam gidm génh néing y t& 9

18/06/2015

* Muc tiéu chinh
— Tri hodn chuyén da dé dung glucocorticoids

Sl)’ DUNG THUOC GIAM G(‘) nhim 1dm giam hoi ching suy hdé hip

, va/hodc chuyén san phu dén trung tam NICU
HOP LY khi thai nhi con chua ra doi
* Muc tiéu phu
— Tri hoin chuyén da dé thai nhi c6 co hoi phat
t6i da nhdm 1am giam t&r sudt va bénh
suat chu sinh

18/06/2015 18/06/2015




+ C6 nhiéu thudc khong dwge cip phép sir dung « CACTHUOCPUQC - CAC THUOC KHONG
trong thai ky nhung van thwong xuyén duge sir CAP PHEP* PUQC CAP PHEP
d[.]ng — Atosiban — Thudc tic ché tong hop PG

2 L x . Z a2 ., , n — Beta mimetics n kénh Calci
* Chua c0 hé thong di manh dé danh gia mirc do + Cin theo ddi lién tue 3 ir Nitric oxide

A s A Y'Y A z < . V& tint Q

an t?an cuia thudc ngoai viéc cap phép dung i
thuoc

« Su thiéu s6t nay khién viéc théa thuan sir dung

thuoc véi bénh nhan tré nén khé khan — Magnesium sulphate

chi dua
6 nghién ctru nho

*Khéng duoc cp phép tai Bac My

18/06/2015 4 18/06/2015

POT BIEN GEN

NHIEM TRUNG

LIEU KHONG PHU HQP

TAC PONG POI VAN

PUONG DUNG KHONG PHU HQP
KHONG TIN VAO PIEU TRI

Canh bio vé viéc sir dung
betamimetics

18/06/2015 6 18/06/2015




Su chuyén déi vinh vién mc d6 can bang tw
giao cam thanh phé giao cam, hé qua cua
viéc kich thich qua mirc cac thu thé B2 trong
thoi ky phat trién quan trong trwéde sinh, |a co
ché sinh hoc qua d6 cac tAc nhan déng van
beta 2 adrenergic c6 thé gay ra di tat bam
sinh lién quan dén tam than va van dong

18/06/2015

Cac di¥ liéu hién c6 cho thay c6 sw
gia tang nguy co tw ky & tré phoi
nhiém v&i liéu cao cac thubc nay lién
tuc trong thoi gian = 2 tuan

18/06/2015

Khoang thoi gian cac thudc ddc cho thai gay hai
nhidu nhat co thé lién quan dén thoi gian ndo bo
phat trién t6i da - tir gitra hodc cudi tam ca nguyét
thir 2 dén it nhat 14 dau tam c& nguyét thiv 3

Bén canh céac réi loan lién quan dén tw ky, cac
thudc nay con cé thé l1am tang nguy co cac rdi
loan tam than, kém nhan thirc, cham phat trién
van dong, hoc kém va thay dbi huyét ap

18/06/2015

VAN PE:

SU DUNG CAC THUOC MA TAC
PONG GIAM GO KHONG PHAI
LA TAC DUNG CHINH PUQC
KHUYEN CAO

18/06/2015




Hau hét cac nghién ciru vé nifedipine dwoe cong
b6 déu khong dwgc thiét ké dang mu, bi dinh
hwéng béi nghién ciu vién (khdong da khach
quan), chit lwgng thép, thiéu dd manh cin thiét
va thiéu tinh ngiu nhién

18/06/2015 Khan, Di Renzo, Lamony, 2007

Nifedipine 543 5(0.9%)* 8 (1.5%)*

Déng van p 158 3 (1.9%)* 4 (2.5%)*
Atosiban 576 0 (0) 1 (0.2%)

Indomethacin 35 (0 X(0)} ((9)]

*Khéc biét c6 y nghia théng ké khi so sanh véi Atosiban

18/06/2015
de Heus R, et al.2009

Sai lIéch do chon miu va phan nhém diéu tri & cac
nghién ctru 1an lwot 1a 77% va 71%

Chi c6 6 nghién ciru dwoc thwe hién phan ting
ngiu nhién nhim vo hiéu sai 1éch do tudi thai qué
nhé

18/06/2015 Khan, Di Renzo, Lamont,2007

Thudc giam go

1 Indomethacin

2 Péng van B

Mglgleﬁ:':o&:sm xudt NO khong c6 tc dung Visser 2%?14




Thudc giam go va thai ky nguy co

P ERGEY
Tién str bénh tim mach
Pai thao dwong

Tang huyét ap thai
ky/Tién san giat
Nhau tién dao

18/06/2015
R.De Heus et al, BMJ, 2009

Vi vay...
« Khong nén st dung dong van B nira

« Khoéng phéi hop cac thude giam go
» Xem xét str dung Atosiban

18/06/2015

18/06/2015

Vi vay
Khong nén s dung déng van B nira
Khéng phéi hop céc thubc gidm go
Xem xét str dung Atosiban
Dac biét trong trwdng hop da thai, dai thao dwong, me
bénh tim mach
— Xem xét van dé ctia me khi quyét dinh chon duing loai thuéc nao

% Péanh gié lai vai trd cua thude trc ché prostaglandin (ngoai trir

truong hop song thai mét banh nhau)

18/06/2015




Nifedipine so véi atosiban; RCT,
n=500

nifedipine  atosiban RR

Nifedipine so vai atosiban; RCT,
n=500

nifedipine atosiban
Két cuc ban dau (me):

Két cuc ban dau (con):
Két cuc xau chu sinh 12% 12%
- tir vong chu sinh 5% 2% 2.2(0.86-5.8)

-BPD 3% 6%
- nhi&m trung huyét 3% 1%
- PVH > grade 2 1% 1%

-NEC 3% 2%

Kha nang kéo dai thai ky g sosan.
6 (1-38) 4 (1-30) £
(median n days and IQR)

100
Prolongation of pregnancy [days]

Vliet et al. AJOG 2015 (SMFM; Suppl Jan 2015, S4)
18/06/2015

Vliet et al. AJOG 2015 (SMFM; Suppl Jan 2015, S4)
18/06/2015

Thudc giam go va progesterone

Chen kénh Calci:
Tac dung phu

mau co tim

Phu phdi cap

3 2

Kho thé nang : 10 F 7 5 % ;
5 5 3 3 Rilodrine concentration flog M)
Ha huyét 4p, IUFD
- - Progesterone tw nhién lam giam tac déng co co tr cung cua oxytocin
Ha huyét ap, trong 18 - Duing progesterone qua dém lam giam go dang ké
MLT - Progesterone tw nhién lam téng tac dung gian co cua ritodrine

RUDGEELS 1 i 32
His, eports: Oei,1999;Hodges,2004; Vefhaert,2004;Vaast,2004;Van Geijn,2005;Nassar,2007;Gatault, 2008;Perbet.2008 Source: Chanrachakul et al. Am J Obstet Gynecol. 2005; 192, 350-9




S dung két hop beta-mimetics
va progesterone

St dung két hop beta-mimetics
va progesterone

* 42 (B-mimetics + P)
» Tudi thai: 30,3 (2,7)

Ritodrine (50 mg in saline 0.1-
0,1-0.3 mg/min) 0.3 mg/min) + P (200 mg die)
Chuyén da sau 48 h: 87% Chuyén da sau 48 h: 85%
Chuyén da sau 7 ngay: 65% Chuyén da sau 7 ngay:

68%

47 ( p-mimetics )
Tudi thai: 30,5 (3,2)
Ritodrine (100 mg in saline

-mimetics . 3-mimetics + P
Nhip nhanh: 97% » Nhip nhanh: 42%
Bubn nén & nén: 28% + Bubdn nén & nén: 6%
Run: 26% * Run: 12%
Hbi hop: 32% + Hbi hop: 12%
DPau nguc: 15% » Dau nguc: 8%
Tang dwong huyét: 47% + Tang dwong huyét: 28%
Ha Kali/mau: 92% + Ha Kali mau: 23%

Di Renzo et al.,BJOG 2005

Di Renzo et al., BJOG 2005

Tac dung clia

nifedipine hodc indomethacin atosiban
C6 kém hodc khéng kém P4 trén go tlr cung

Hiéu qua c6 thé so sanh: g_chuyén da va khong can
thudc gidm go thay thé tai thoi diém 48 gio’ (Grade A)

inAuC

Tbt hon c6 y nghia so véi ddng van beta tai thoi didm 7
ngay (Grade A)

% Changes

4 Changes In AUC

it hon c6 y nghia cac tac dung phu trén tim mach va cac
tac hai gay ra do ngwng dung thudc vi cac tac dung phu
khoéng thé chap nhan

Nifedipine Indomethacin it hon c6 y nghta s6 lwong san phu phai ding cac thubc
giam go thay thé khac

) Atosiban cho thay budc tién trong liéu phap diéu tri giam
AUC = Area Under contractions Curve g0 va nén dwoc xem nhu thude diéu trj dau tay (Grade A)

Baumbach J et al. Am J Obstet Gynecol 2012; 206: 254.e1-5




PARAMETERS
Tudi thai* (khoang, trung binh)

Can nang luc sinh (g) (trung binh £
SD)

Tir suét chu sinh

NICU (ngay-trung binh)

Théi gian diéu tri (hrs-mean
range)

Ngwng diéu tri

AT (36) RT (33) AT (36) RT (33)

22-31(26.0)

1235 £ 355

188 (97-256) 146 (78-242)

12 (8-38) 11 (6-37) 27 (4-46) 19 (4-27)

P-PROM preterm premature rupture of membranes

MP multiple pregnancy
AT atosiban
RT ritodrine

NICU neonatal intensive care unit

Di Renzo et al, SGI 2005

TAC DUNG PHY O BAT Ki
THO1 BIEM NAO

Nhip tim nhanh (me)

Tim thai nhanh (trén CTG)
Run

Buén nén & nén

Chéng mat

Ngwng dieu trj
P-PROM preterm pr rupture of membranes
MP multiple pregnancy *p<0.01
AT atosiban
RT ritodrine
Di Renzo et al, SGI 2005

HOI SU’C THAI TRONG TU CUNG
Tractocile e.v. bolus 13,5 mg

Lam ngwng con go t&r cung trong

chuyén da trong < 3 phut

(32 trwong hop)

10



Thoigian  Phuong
NR PO, vao chuyén thire
B Cowwe PO G
giam 9PN ohat, trung  MLT/sinh
binh) thuong*

Apgar 1

(cm) phat <7

55 8/8

+ Viéc chon thudc giam go con phu thudc vao
van dé kinh té. Tai Brc va Ao, dung atosiban
mang lai lgi ich kinh té cao hon betamimetic
nh& vao tinh an toan cao hon han
Tai Anh, bing chirng vé tac dung phu cua
nifedipine khi stv dung nham muc dich giam
go dwoec danh gia vé mat kinh té; cho thay st
dung atosiban két hop véi test fFN mang lai
hiéu qua kinh té cao hon viéc dung don doc
nifedipine

DANH GIA LO' iCH KINH TE

+ Dwa vao 3 nghién ctru c6 chéat lwong cao, higéu
qua tri hodn chuyén da sinh non cho dén 48 gi®»
cua atosiban twong dwong véi betamimetics (l1an
lwot 12 88.1% va 88.7% (p=0.910) (O.R= 93.5 [59.3,
1.48])

Céc nghién ctru cho thay ti 1é thanh cong hoi cao
hon déi véi atosiban va thdp hon déi veéi
betamimetics (90.1% so vé&i 88.6%), nhwng déu
khéng c6 y nghia théng ké (p=0.61) (O.R= 1.09
[0.79, 1.50])

11



QUAN DIEM TAI Y

Khi phan tich lgi ich kinh té&, dirng trén quan diém ngudi trd

tién thudc, nguoi ta thay rang st dung atosiban gitip tiét kiém

657 € trén moi bénh nhan so vdi ritodrine.

Né&u dirng trén quan diém cla bénh vién, mirc d6 tiét kiém chi
phi khi dung atosiban so vdi ritodrine dao dong tir 299€ khi
dung gidm go trong 18 gio cho dén 189€ khi dung gidm go
trong 48 gid. Chi phi tiét kiém so v&i dung isoxuprine [an lugt
|a 303€ and 199€.

(Wex, Graham, Di Renzo, 2011)

HUONG DAN CHAU Au:
CAC DIEM MAU CHOT

+ V&i khodng 40.000 trwdng hop sinh non méi
nam tai Y va dwa trén gia thuyét rang chi ¥
s6 phu ni sinh non dwoc didu tri bing thubc
gidm go, con sb chi phi tiét kiem duoc c6 thé
lén t6i 20 triéu euro dbi v&i ngwoi phai tra
tién thudéc va 2-12 triéu euro cho cac bénh
vién.

RCOG khuyén cao dung Atosiban

RCOG Guideline (2011

Nifedipine and atosiban have comparable effectiveness in delaying birth for up to seven days.

Ritodrine and ajosiban are licensed in the UK for the treatment of threatened preterm labour

lipine for preterm labour is an | sext i

m Beta-agonists have a high frequency of adverse effects.

zonists reduce the risk of giving birth within 48 hours (11 trials, 1320 women; RR 0.63|
95% €1 0.53-0.75) compared with placebo.' but there is po clear evidence v are any
04 ve at preventing preterm birth than other tocolytic drugs.'*'S

RCOG - Royal College of Obstetricians and Gynecologists, UK

12



RCOG khuyén cao dung Atosiban siban: thudc dwoc khuyén cao hang dau

A suggested dose of atosiban of an initial bolus dose of 6.75 mg over 1 minute, followed by an infusion of

18 mg/haur for 3 hours, then 6 mg/hour for up ta 45 hours (to a maximum of 330 mg). Many national and international OBGYN organisations issue and fegularly update guideiines for the management of
woblems. These sually evidence-based, but supplemented and interpreted by a panel of

experts, in the light of national history and priorities. Differences between countries and changes over fime may be
illumanating. In this section of the EJOG Resource Centre we publish full versions of quidelines in three areas
peeterm abour, induction of labour and post-partum haemorrha

Preterm Labour

Calcium channel blockers and glosiban are the most recommended tocolylics, but altematives such as beta-

mimetics, indomethacin and magnesium sulphate remain recommended atematives in some national guidelines.

RCOG - Royal College of Obstetricians and Gynecologists, UK EJOG - European Journal of Obstetrics & Gynecology

khuyén cao str dung tai chau Au Atosiban: khuyén céao str dung tai chau Au

Country

Country

ommendation: Atoslban or nifediging

1 n
The Netherlands

2. Beta-m r caleium channel blockers 3 a slight preference in camplicated pregnancies

Austris

1. Atosiban (with the aption of three repetitive treatments) 1. Atosiban
Belgium Calcium channel blockers or oaytotin antagonists 2. Nitedipine
3. Indomathacin

wos Atosiban

Ciech Republic i Gvs C1S JEp. first-fine recommendation: Beta-mimetics of atosiban 1. Atesiban

Porugal
Denmark 0506 e

France CNGOF ocksrs e recommendation:

Garmany T DG6G dation: Atosiban, fenote an has fawer failuras within 48 hours

» Wifedipine may be associated with a longer postponement of deli

Greece HS0G Na first-fine recommendation: Nifedipine or stosiban

Mo first-fine recommendation, treatments recommended sccording gestational week: » Mifedipine has a higher risk of atverse events compared with at
+ Atasiban i the choice of trestment for twin deliveries

+ 2428 weeks: Indomethacin
Swedan i + Atosiban is used - line treatmant at ity hospitals & most regional hospitals

+ 28-32/34 weeks: Atosiban

+ 32/34-37 weeks: Nifedipine United Kingdom Atosiban or nifedipine

« High risk o twins: Atosiban
* Neurogrotection: Magnesium sulphate

Beta-mimetics are strongly not recommended

EJOG - European Journal of Obstetrics & Gynecology EJOG - European Journal of Obstetrics & Gynecology




THONG BIEP CAN NHO

St dung cac thudc gidam go an toan (atosiban) trong
thoi gian ngan nhat

S dung thudc giam god véi muc tiéu rd rang

Nén nhéan thirc 13 viéc khong dap (rng véi thudc gidm
g0 c6 thé do c6 tinh trang nhiém trung

Chi str dung steroids 1 Ian va chi khi can thiét

Phai ho'p thudc (c6 thé lam giam IVH)

14
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