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Mét s6 tién bd trong diéu tri sanh non So lwgc vé quan niém cii (?)
» Trudc day : - Corticosteroids ?
- Khang sinh
- Thudc giam go ?
- Khdu eo CTC

» Trudc day: - Corticosteroids
- Khang sinh
- Thubc giam go
- Khau eo CTC

- Po chiéu dai kénh CTC

- Progesteron

- Str dung vong Arabin pessary
- MgSO4

- Po chiéu dai kénh CTC * Nay:
- Progesteron

- Stir dung vong Arabin pessary

- MgSO4




Sir dung CSs va thudc giam go cho nhirng
nuwéc c6 mirc thu nhiap trung binh
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Figure 2: Use of tocoly tic drugs, with and without antenatal corticosteroids, in
uncomplicated spontaneous preterm births (26-34weeks’ gestation: n=4677)

Thube giam go chit yéu: B-mimetics

Vogel et al(WHO) Lancet Nov 22, 2014

Co6 nén can thiép & tat ca
cac trwweong hop sinh non?
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Figure 2: Use of tocoly tic drugs, with and without antenatal corticosteroids, in
uncomplicated spontanecus preterm births (26-34 weeks' gestation: n=4677)

Thubc giam go chu yéu: B-mimetics

Vogel et al(WHO) Lancet Nov 22, 2014

Nhirng NC Phan tich gop vé thubc giam go

placebo tocolytic

* Tri hoan > 48 gio 53% 75-93%
* Tri hoan > 7 ngay 39% 61-78%

+ Khéng kéo dai thai ki qua 1 tuan

Haas et al, Obstet Gynecol 2009;113:585-594



Nhirng NC Phan tich gop vé thuéc gidm go
placebo  tocolytic

* Tri hodn > 48 gio 53% 75-93%
* Tri hoén > 7 gi& 39% 61-78%

*Khong c6 sw khac biét dang ké vé suy ho hép sau sinh
hodc ty 1€ s6ng sau sinh sinh (trong cac nghién ctru trong
do corticosteroid dwoc st dung trong ca 2 trwong hop)

Haas et al, Obstet Gynecol 2009;113:585-594

Ly do khéng hiéu qua?

+ Pa sb cac trwdng hop sinh non — c6 hodc khéng ¢ ri 6i
déu c6 lien quan dén nhiém triing hodc viem
Va ca hai déu lien quan dén cac bién chirng than kinh va
ho hép, trong d6 cé nhuyén hoa chét trdng quanh nao
that va bai néo
Vi vay, viéc kéo dai thai ky cé thé khong ngén nglra ton
thwong than kinh, va tham chi lam cho né tdi té hon
(xem thém th&r nghiém cda Oracle : tang ty I& bai ndo
theo déi trong vong 7 nam sau trong nhém con mang
6i; Kenyon et al, Lancet 2008)
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Nhirng NC Phan tich gop vé thuéc gidm go
placebo  tocolytic

* Trihoén > 48 gio 53% 75-93%
* Tri hodn > 7 ngay 39% 61-78%

RCOG Greentop Guideline, 2010: st dung
thudc giam go khong lién quan dén viéc giam
bénh suit trude sinh va chu sinh

Haas et al, Obstet Gynecol 2009;113:585-594

Ly do khéng cé hiéu qua ?

+ Pa s6 céc trwong hop sinh non — cé hoac khong c6 ri 6i

déu c6 lién quan dén nhiém triing hodc viem

+ Vaca hai déu lién quan dén cac bién ching than kinh va
ho6 hap, trong d6 c6 nhuyen héa chat trang guanh nao
that va bai ndo

Vi vay, tai sao chung ta lai khong chi dinh
don ddc corticoid ma thoi, va theo ddi tiep?
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Ly do khéng c6 hiéu qua ? Ly do khéng c6 hiéu qua ?

+ Da s6 cac trwdng hop sinh non —cé hoac khéng c6 ri 6i « Pa sb céc trwong hop sinh non —cé h héng c6 ri bi
déu cd lién quan dén nhi&m triing hodc viéem déu cd lién quan dén nhigm triing hodc viem

+ Va ca hai déu lién quan dén céc bién chivng than kinh va + Vaca hai déu lien quan dén cac bién chirng than kinh va
hé hap, trong dé cé nhuyén héa chét trdng quanh nao ho hap, trong dé c6 nhuyén héa chét trdng quanh nao
that va bai ndo thét va bai ndo

Hodc corticosteroids va MgSO4

Hodc “corticosteroids va MgS04”
Vi MgS04 ¢6 tac dung dudi < 2 gio*

* Xem thém tai ligu cua RCOG 29/8/2011

Tac dung phu dwoc ghi nhan sau mét dot str
Du thé nao di niva dung cla thudc giam go (n=1.333)
* 2ngay la da
« Pé corticoid phat huy hét tac dung
* Va Chuyén san phu Ién thén trén Nifedipine 5 (0.9%)* 8 (1.5%)*

Thubc giam go Ning Nhe

B-agonists 3 (1.9%)* 4 (2.5%)*
Atosiban 0 (0%) 1 (0.2%)
Indomethacin 0 (0%) 0 (0%)

*Khac biét c6 y nghia so v&i Atosiban

Néu str dung thuéc giam go, nén sir dung mét loai thuéc sé an
toan hon cho san phu
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Vivay...
Ay Vi vay...
» Khéng nén dung B-agonists nira Khéng nén dung B-agonists nira
+ Khong nén két hop cac thubc giam go véi nhau Khong nén két hop cac thudc giam go véi nhau
» Xem xét viéc dung Atosiban Xem xét viéc dung Atosiban
Bac biét trong trdng hop da thai, dai thao
dwdng va me co van de tim mach
Nén xem xét tinh trang clia san phu dé quyét
dinh lwa chon thudc giam go nao
% Danh gid lai vai trd cia cac thuéc wc ché
prostaglandin (ngoai trir truong hop song thai mot
banh nhau)

Duy tri thudc giam go nhw thé nao? Két luan

« Db khang Oxytocin, chi ¢ 1 thir nghiém + Khong co6 bang chirng thuyét phuc cho rang
- Betamimetics ubng, 13 thir nghiém thudc giam go cai thién két cuc cta tré
» Ut ché kénh Canxi, 2 thir nghigm Vi vay, néu muén st dung thubc gidm go, chi
dung trong thoi gian ngan va chi dinh loai thuéc
Khéng anh hwéng dén ti 1& sinh non ho&c an toan cho san phu
bénh suit so sinh Co thé xem xét dung corticoid va MgSOs
. Khéng nén duy tri thubc giam go

Cochrane databases: Papatsonis et al, 2009; Dodd et al, 2011; Gaunekaret al, 2010; Roos et al, 2013
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Sir dung Corticoid tai cic nwée c6 mirc thu nhip thip dén trung binh
(Argentina, Guatemala, India, Kenya, Pakistan, Zambia)
Althabe et al, Lancet Febr 14, 2015

Chi dinh bd sung corticoid d6i véi cac truong hop doa
sinh non so v&i cham so6c va theo doi binh thuong
Corticoid trwédc sinh (n=98.000)
- Sinh non: can ning thai nhi < bach phan vi thir 50
centile (36-37 tudn)

Th U6C déc Vé’i m6t 36 Nhém can thi¢p 45%, nhém chung 10%

tac d ung phU tich cuwc ' Két cuc so sinh ctia tré 6 trong lugng < 5% centile?

Ti 1¢ tir vong chu sinh chung?
T suét ciia me?

Sir dung Corticoid tai cic nwéc c6 mire thu nhap thip dén trung binh Sir dung Corticoid tai cic nwéc c6 mirc thu nhap thip dén trung binh
(Argentina, Guatemala, India, Kenya, Pakistan, Zambia) (Argentina, Guatemala, India, Kenya, Pakistan, Zambia)
Althabe et al, Lancet Febr 14, 2015 Althabe et al, Lancet Febr 14, 2015

Chi dinh bd sung corticoid dbi véi cac trudng hop doa Chi dinh bd sung corticoid d6i véi cac trudng hop doa
sinh non so vdi cham s6¢ va theo ddi binh thuong sinh non so véi cham soéc va theo ddi binh thuong
(n=98.000) (n=98.000)

Sinh non: cin ndng thai nhi < bach phan vi thir 5 Sinh non: can ndng thai nhi < bach phan vi thir 5"
centile (36-37 tuén) centile (36-37 tuén)

Nhém can thi¢p 45%, nhém chung 10% Nhém can thiép 45%, nhém ching 10%

Tu su?it chu Sinh(<28d; <5t ¢ group): RR 0.96 (087-106)
T suét chung; RR 1.12 (1.02-1.22)
Nhiém tring & me: RR 1.45 (1.33-1.58)

Ti lé tor vong chu sinh (<28d; <5th ¢ group): RR 0.96 (087'
1.06)




Sir dung Corticoid tai cic nwéc c6 mirc thu nhip thip dén trung binh
(Argentina, Guatemala, India, Kenya, Pakistan, Zambia)
Althabe et al, Lancet Febr 14, 2015

* Tré so sinh & 87% trudng hop st dung corticoid co trong
lwong > 2000-2500 g, khong c6 bang chimg vé hiéu qua cua
corticoid
Nguy co gy ra tac dung phu nhu han ché ting truéng thai,
Iam té bao ndo chét theo chuong trinh, bai ndo va nhiém tring
g6p phan giai thich két cuc chung kém
Nhirng dit liéu nay nhan manh tam quan trong cta viéc kham
thai ddy du va xac dinh san phu cé nguy co sinh non hay
khong

Corticoid trwéc sinh: Cac nghién ciru RCT
trong nhirng thap ki qua

1970s 1980s 1990s
Suy hé hép 0.55 0.71 0.69
Xuét huyét quanh nao that . 0.61 0.53
Tl vong so sinh 0.73 0.98 0.50
Vi vay, c6 thé s dung corticosteroid & nhirng phu ni cé nguy co sinh
non ttr 24 - 34 tudn
Betamethasone hiéu qua hon dexamethasone; nhwng chi y dén tac dong
clia n6 ddi voi sy bién dbi tim thai

(Roberts and Dalziel, Cochrane, 2006)
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Corticoid trwdc sinh

C6 hiéu qua!!
Nhwng chi khi dworc sty
dung phu hop

Sé dot dung corticoid, chau Au 2000
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40% trong 420 trung tam tai chau Au st dung > 3 dot
(Empana et al, Eurail, 2001)



\ Tacd hu truc tié
Co nén l3p lai liéu corticoid? ac dung phu trire tiep

Reduction severe/comp morbidity
Toan bo Som

Guinn 01 6 C6 <27 tuan

I P
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Giam can ning lic sinh va chu vi vong dau

Bob Wil poke

Totd mumberfinfants 1164

14

Bithweight 5] mb83)
Length atbith (om) 4500
Meznhead craunference fom) J{04)

Wapner 06 Khéng C6 <32 tuan

Crowther 06 6 <32 tudn
MACS, Lancet December 2008
MACS trial 08 Khéng < 32 weeks

B30(287) 173 B a-4117) 00028
£4109 DO(02) [1Hto037) 0L
17 DO 001003 <o

Sau 2 nam theo dodi (wapner et al, NEIM, 2007) St dung corticosteroid trwéc sinh sém

C& méi 100 bé duwoc str dung thi
14 bé c6 kha nang rut 6ng cao- 6 bé tang kha ning xuéat

N 236 248 hon trong vong 7 ngay
11 bé giam nguy co bi bénl! .
phdi man tinh (loan san phé

Can nang/Chu vi vong dau/Bayley : 2
quan — phoi)

1 (0.5%) 6 (2.9%)* 7 bé c6 ty 1é tir vong thép hon,
14 bé tranh dwoc viéc diéu tri

hop dung 3 dot, 5 tru op > 32 tudn corticoid mudn

(data from 19 RCT; Halliday, 2001)

huyét tiéu hoa

4 bé tang kha nang thung
rudt

12 bé bai ndao

14 bé c6 biéu hién phat trién
than kinh bat thwong khi
dwoc theo db6i sau do6



Liéu lwong déi véi thai so véi so sinh

0.05 - 0.20 mg/ngay trong 2 ngay

0.5 mg/kg/ngay trong nhiéu ngay

Theo d&i sau mot dot diéu tri
corticosteroid

Phét trién binh thudng, khong c6 suy giam chirc ndng tai thoi
diém 6 tudi (c6 thé mat s6 suy gidm tri nhé , thij giac)

Phét trién tdm than, van dong binh thudng cho dén 7-10 tudi

Phat trién thé chat va tam Iy binh thuéng & 12 tudi va 20
tudi

Tim mach binh thwéng va phat trién tdm ly binh thuong &

30 tudi (ngoai trir ting dé khang insulin)

(McArthur et al, 1990; Smolders — de Haas et al, 1990; Schmand et al 1990;
Dessens et al, 2000; Dalziel et al, 2005 (2x),Karemaker 2006)

Liéu lwong déi véi thai so véi so sinh

0.05-0.20 mg/ngay trong 2 ngay

0.5 mg/kg/ngay trong nhiéu ngay

é c6 tac dung phu tiém an
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Tac dQng cla cortigosteroid trén mat do té
bao than kinh tai doi hai ma

Corticoid Khéng dung corticoid

s o A [
Mat d6 te bao TK trwéc sinh trwéc sinh

Cao (4)
Trung binh (3)
Trung binh/thdp (2) 2

Thap (1) 0 0

Téng cong 11 11 (p<0.02)

(22 tré, 25-32 tuan, t& vong <4 ngay tudi; Thijsseling et al, PLoSOne 2013)

A 7m giam tudi tho
Vi
( j
\l M\
20 A
thng ou y cho con ngw®i ...?
ff = A

o chuot' 7
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Chét té bao theo chuong trinh so voi
qua trinh tang sinh té bao
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Noorlander et al, 2013; similar findings pren/neon exposure: Zuloaga et al, 2011; Chun-I Sze et
al 2012

C6 nén st dung lap lai corticosteroid?

"o S&r dung nhiéu dot corticosteroid khéng lam tang
hodc gidm ty Ié t&r vong hodc anh hudng dén qua
trinh phat trién cla tré cho dén 5 tudi

e Vi khong cé bang chirng rd rang vé hiéu qud nén
khong khuyén cédo sir dung nhiéu dot corticosteroid
thuong quy

e Can nhiéu nghién ciu trong tuong lai vé viéc sl

dung corticosteroid trong mot sé chi dinh dac biét
MACS-5; Asztalos et al, AJOG 2013 (abstract)
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Cac diém quan trong

e C6 thé giam chi dinh st dung corticosteroid bang cach xac
dinh ré d6i twong san phu cé nguy co thye su d6i véi sinh non
(do chiéu dai kénh CTC, Fibronectin); Van Baaren et al O & G 2014
Va béng cach xdc dinh sy trudng thanh phdi thai nhi bing
choc &i trudce khi quyét dinh cham dit thai ky sém bang mo
18y thai. Lru y: gan 50% tré cham tang trwdng trong tlr cung &
tuan thai 32 cé phdi du truwdng thanh va khéng can
corticosteroid
Cau hoi: C6 bao nhiéu san phu dung corticosteroid thuc sy
sinh non? (Utrecht: 34% sinh trong vong 1 tuan; Boesveld et al
AJOG, 2014)
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