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MOT SO TIEN BO TRONG PIEU TRI BE NON

Bi¢én phap ci:
-Corticosteroids
-Khang sinh
-Thudc giam co
-Khau vong ¢o tir cung
Bién phap méi: - Van dé do co tir cung ngan:
- Progesteron
- Vong nang co tir cung
- MgS0O4
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SU DUNG CS VA THUOC GIAM CO TU DUOI 29
TUAN O CAC NUOC DANG PHAT TRIEN
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Figure 2: Us-ec-f tocoby tic drugs. with and without antenatal corticosteroids, in
ntaneous preterm births (26-34 weeks' gestation: n=4677

Main tocolytic drug: B-mimetics Vogel et al(WHO) Lancet Nov 22, 2014
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186 (4%) women for
whom data missing
|

848 [1B8%) women
given tocolytic drugs and

| ,-",( antenatal corticosteroids
—————

20 % bénh nhan c¢6 st dung cac thudc giam co.

50 % bénh nhan sir dung corticosteroids

Figure 2: Use of tocolytic drugs, with and without antenatal corticosteroids, in
uncomplicated spontaneous preterm births (26-34 weeks' gestation: n=4677

Main tocolytic drug: B-mimetics Vogel et al(WHO) Lancet Nov 22, 2014
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PHAN TiCH GOP VE CAC THUOC
GIAM CO

Placebo thudc giam co
Tri hoan dé non > 48h 53 % 75-93 %
Tri hoan dé non > 7 ngay 39 % 61— 78 %

Khong kéo dai thai ky trén 01 tuan

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



PHAN TICH VE CAC THUOC GIAM CO

Placebo thubc giam co
Tri hoan dé non > 48h 53 % 75-93 %
Tri hoan dé non > 7 ngay 39 % 61— 78 %

Va khéng cé sw khac biét co y nghia vé hdi chirng suy hd hap cap va
s sbng sot cua so sinh ( & cac nghién clru ma corticosteroids dwoc
st dung & ca 2 nhom )

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



PHAN TiCH GOP VE THUOC GIAM CO

Placebo thubc giam co
Tri hoan dé non > 48h 53 % 75-93 %
Tri hoan dé non > 7 ngay 39 % 61— 78 %

Theo huéng dan cia RCOG Greentop , nim 2010: cac thudc giam
co khong c6 li€én quan t&1 viéc giam ty 1€ mac bénh trudce khi sinh va

O tré so sinh

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



LY DO KHONG CO HIEU QUA

 Pa s6 cac cudc chuyén da dé non cé hodc khdng co
kém theo v& i thuwdng két hop vadi tinh trang viém hay
nhiém khuan.

- VA cd hai déu lién quan dén céac bién chirng than kinh va
hé hap, trong d6 cé PVL va CP

« Vi vay, viéc tri hoan chuyén da co6 thé khéng ngan ngtra
tbn thwong than kinh ma tham chi cé thé lam cho né toi
té hon (xem thém Oracle : tang ty Ié CP sau 7 nam trong
nhém codn nguy@n ven mang 0Oi ; Kenyon et al, Lancet
2008)
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Vay tai sao chung ta khong chi sir dung

corticosteroid do1 va xem
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LY DO KHONG CO HIEU QUA

» Da s0 céc cudc chuyén da dé non cé hodc khong cé
kem theo vo& 01 thwong két hop vai tinh trang viem hay
nhiém khuan.

» Va ca hai déu lién quan dén cac bién chirng than kinh va
hé hap, trong do co PVL va CP

Hoac corticosteroids va MgSO4

Hon nira khi tac dung hoat dong cia MgSO4 < 2h

* See also RCOG opinion paper 29, August 2011



HON NUA

* 2 ngay la qua du
« Pat dwoc hoat tinh thich hop cua corticosteroid
« Va gilr thai chuyén dén bénh vién loai 3



CAC TAC DUNG PHU KHI CHI SU’ DUNG
THUOC GIAM CO (n =1333)

Tocolytic drug Severe

Nifedipine 543 5 (0.9%)* 8 (1.5%)*
B-agonists 158 3 (1.9%)* 4 (2.5%)*
Atosiban 576 0 (0%) 1 (0.2%)
Indomethacin 35 0 (0%) 0 (0%)

*Significant difference compared with atosiban

Neéu chi str dung thudc giam co thi nén dung thu6c an toan dén me

de Heus R, et al. BMJ 2009



BIORY/NG

« Khong dung cac thudc chan kénh B
« Khong st dung céc bién phap két hop
 Can nhac viéc st dung atosiban



BIORY/NG

Khéng dung cac thude chin kénh p
Khong str dung cac bié phap két hop
Can nhac viéc st dung atosiban

Dac biét trong trrong hop da thal, kém theo dai thao
duong hoac c¢o bénh ly tim mach két hop

Chu y tinh trang cua san phu trudc khi quyét dinh s€
dung thuoc giam co loai nao.

Danh gia lai vai tro cta chat e ché prostaglandin ( nhung

khong dung trong song thai mdt banh rau)



CO NEN DUY TRI CAC THUOC GIAM CO

. Poi khang Oxytocin, mot thdr nghiém
 Udng Betamimetic , 13 th&r nghiém
* Chen kénh Ca, 2 thir nghiém

Khéng c6 anh hudng 1én ty |é sinh non hay ty 1€
mac bénh clia so sinh

Cochrane databases: Papatsonis et al, 2009; Dodd et al, 2011; Gaunekaret al, 2010; Roos et al, 2013



KET LUAN

« Khéng c6 bang chirng thuyét phuc rang thudc giam co
cdi thién két qua cua so sinh

e Vi vay, néu ban mudn diéu tri, chi lam diéu dé trong mot
th&i gian ngan (dé gilr thai chuyén tuyén ) va véi mot loai
thudc an toan cho cac ba me

« Nhwng ban ciing c6 thé xem xét dé& cho corticosteroid va
MgSO4.

« Khong con chd cho phac do duy tri véi thude gidm co



SU DUNG CORTICOSTEROIDS
TRUGC SINH

CO THE CO HAI BOI MOT SO TAC DUNG PHU
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SU DUNG CORTICOSTEROIDS O CAC NUGC CO THU NHAP THAP VA
TRUNG BINH

(Argentina,Guatemala, India, Kenya, Pakistan, Zambia)

Althabe et al, Lancet Febr 14, 2015

e Chuong trinh st dung corticosteroids & nhirng trwdng
hop doa dé non dwoc cham soc tiéu chuan. (n=
98.000)

«  Murc trung binh xap xi sinh non: trong lwong Itc sinh <
duwong centile thir 5 (36-37wks)

«  Nhom cé can thiép corticosteroids 1a 45%, & nhom doi
chirng Ia 10%

Két qua so sinh c6 trong luong < duong centile 5° nhu
thé nao?

Ty 1€ tir vong chu sinh 1a bao nhiéu ?
Va ty 1¢ bénh tat cua me?




SU DUNG CORTICOSTEROIDS O CAC NUGC CO THU NHAP THAP VA
TRUNG BINH

(Argentina,Guatemala, India, Kenya, Pakistan, Zambia)

Althabe et al, Lancet Febr 14, 2015

e Chuong trinh st dung corticosteroids & nhirng trwdng
hop doa dé non dwgc cham sbéc can ban theo tiéu
chuéan. (n = 98.000)

«  Murc trung binh xap xi sinh non: trong lwong Itc sinh <
duwong centile thir 5 (36-37wks)

«  Nhom cé can thiép corticosteroids 1a 45%, & nhom doi
chirng Ia 10%

Ty lé t&r vong & tré so sinh (<28D; < dwdng centile

the 5): RR 0.96 (0,87-1,06)




SU DUNG CORTICOSTEROIDS O CAC NUGC CO THU NHAP THAP VA
TRUNG BINH

(Argentina,Guatemala, India, Kenya, Pakistan, Zambia)

Althabe et al, Lancet Febr 14, 2015

e Chuong trinh st dung corticosteroids & nhirng trwdng
hop doa dé non dwgc cham sbéc can ban theo tiéu
chuéan. (n = 98.000)

«  Murc trung binh xap xi sinh non: trong lwong Itc sinh <
duwong centile thir 5 (36-37wks)

«  Nhom cé can thiép corticosteroids 1a 45%, & nhom doi
chirng Ia 10%

Ty 1€ tir vong & tré so sinh : RR 0.96(0,87-1,06)
Tong s6 tir vong: RR 1,12 (1,02-1,22)

Nhiém trung me: RR 1,45 (1,33-1,58)




SU DUNG CORTICOSTEROIDS O CAC NUGC CO THU NHAP THAP VA
TRUNG BINH

(Argentina,Guatemala, India, Kenya, Pakistan, Zambia)

Althabe et al, Lancet Febr 14, 2015

- 87% duogc su dung corticosteroids cho treé so sinh co
trong luong> 2000-2500g, khi ma khong c6 bang
chirng vé su hitu ich ciia n6

- V6i nhitng nguy co tac dung phu nhu giam toc do
ting trudng cua thai nhi / banh rau, chét té bao trong
ndo, CP va me nhiém tring, diéu do6 co thé 1y giai két
cuc xau toan bd

- Nhirng s6 liéu nhan manh tam quan trong cua mot
thai ky du thang va xac dinh nhitng san phu thuc su
cO nguy co sinh non



SU DUNG CORTICOSTEROIDS
TRUOC SINH

CO TAC DUNG

NHUNG CHI SU DUNG KHI THU'C SU
CAN THIET




SU DUNG STEROIDS:
cac thtr nghiém Iam sang trong vai thap ky qua

1970s 1980s 1990s
RDS 0.55 0.71 0.69
PVH 0.50 0.61 0.53
Tw vong trwde sinh 0.73 0.98 0.50

C6 mot truong hop diéu trj corticosteroid cho nhitng phu nit c6 nguy
co sinh non tir tuan 24 dén tuan 34

Betamethasone c6 hiéu qua hon dexamethasone; nhung can phai biét
tac dung trén nhip tim thai va ctr dong thai

(Roberts and Dalziel, Cochrane, 2006)



SO LIEU TRINH O CHAU AU NAM 2000
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Trong s6 40 % trong tong s6 420 trung tAm tai Chau Au thi nguoi ta diéu tri >3 liéu
trinh CorticosteroidS

(Empana et al, Eurail, 2001)



STEROIDS CO NEN BUQOC LAP LAI

Murc do giam nghiém trong / bénh tat

Nhém tong Sé&m
Guinn 01 502 khong c6<27 tuan
Wapner 06 495 khong c6 <32 tuan
Crowther 06 982 co <32 tuan

MACS trial 08 2304 khdng khéng < 32 weeks



TAC DUNG PHU TRUC TIEP

Giam trong luong thai va giam chu vi dau

Antenatal corticosteroids  Placebo Meandifference (95%Cl) ~ palue

Total number of infants 1164 1140

Birthweight (g) 216(283) 2330(287) 1131(373) (187.0t0-4117) 00026
Length at birth (cm) 145(0) 454(02) 09025 (-134t0-037) <0001
Mean head circumference (cm) 311(04) 317(04) 06(015) (-090t0-032) <0001

MACS, Lancet December 2008



THEO DOI TRONG 2 NAM (Wapner et al, NEJM, 2007)

Placebo Lap lai

N 236 248

Trong lwvong /HC/Bayley — _

CP 1 (0.5%) 6 (2.9%)*

* 5 of 6 cases >3 courses, 5 >32 weeks of gestation



PIEU TRI SO SINH SOM VOI

CORTICOSTEROIDS

V6i mbi 100 tré so sinh dwoc diéu tri. ..

 Hon 14 truong hop rat nd1 khi
quan sau 7 ngay

* Dudi 11 truong hop co6 ha duong

mau
e <7 chét

e 14 trudng hop tranh diéu tri
corticosteroids muon

(data from 19 RCT; Halliday, 2001)

6 truong hop co dau hiéu xuat
huyét tiéu hoa

Hon 4 trudng hop ton thuong
duong tiéu hoa

12 trudng hop mac bai ndo

14 truong hop khi theo do1 ¢co
su phat trién than kinh khong

binh thuong



LIEU DUNG CHO thai nhi so v&i so sinh

0.05 - 0.20 mg / ngay trong 2 ngay

|

0.5 mg/kg/ngay trong nhiéu ngay



LIEU DUNG CHO thai nhi so véi so sinh

0.05 - 0.20 mg / ngay trong 2 ngay

|

0.5 mg/kg/ngay trong nhiéu ngay

) B NVEAR oo A
e cO tac dung phu tiém tang



THEO DOI SAU 1 LIEU TRINH SU DUNG
CORTICOSTEROIDS

- Khong khuyét tat tdi 6 tudi (co thé suy giam tri

nho thi giac)

- Chtrc nang van dong va hanh vi binh thuong & 7 —
10 tuoi.

- Phat trién thé chat va tdm sinh 1y binh thuong &
12 tu6i va 20 tudi

- Hé tim mach binh thuong va phat trién tdm 1y binh

thuong tai ltra tudi 30 ndm (ngoai viéc tang su 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)
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TAC PONG CUA CORTICOSTEROIDS LEN CAC
TE BAO THAN KINH LON O THUY HAI MA

Mat dé té bao than Ding CS trwéc  Khéng dung CS trwéc

kinh sinh sinh

Cao (4)

1
Trung binh (3)
Ol
.O..

Trung binh / thap (2)

Thap (1)

Téng sb n clia tré so

i 11 11 (p<0.02)

(22 infants, 25—-32 weeks, who died <4 days after delivery; Thijsseling et al, PLoSOne 2013)



TE BAO CHET VA PHAT TRIEN
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Noorlander et al, 2013; similar findings pren/neon exposure: Zuloaga et al, 2011; Chun-I Sze et
al 2013
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CO NEN SU DUNG NHAC LAI STEROIDS

Pa liéu steroids trude sinh cho thay khong cé su anh
huong lam tang hay giam nguy co tir vong hoac anh
huong 1én su phat trién cua tré cho téi 5 tuoi.

Do khoéng c¢6 nhitng loi ich rd rang, phuong phap nhac
lai nay khong duogc khuyén cao st dung thuong quy
Nghién ciru trong tuong lai c6 thé dam bao viéce str dung

nhic lai cu thé hon.

MACS-5; Asztalos et al, AJOG 2013 (abstract)



NHUNG PIEM QUAN TRONG

e Sir dung corticosteroid c6 thé giam rd khi xac dinh nhitng
san phu c6 nguy co thuc su sinh non. ( do CTC,
Fibronectin).

* Vaxac dinh sy truong thanh phoi thai nhi bang cach choc
6i trude khi ¢ nguy co sinh non (CS). Luu y: gan 50%
tré so sinh cham phat trién trong ttr cung tai tudi thai 32
tuan c6 phoi trudng thanh day da va khong can
Corticosteroids

e (Cau hoi: C6 bao nhiéu bénh nhan thuc su dugc dung
corticosteroids khi sinh non ?

Utrecht area: 34% delivered < 1 wk; Boesveld et al AJOG, 2014)
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