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Corticosteroids trwéc sinh ©VFAP

Liggins

. Cac phac do
6{) 15 RCTs

Cochrane Nhiéu dot diéu tri
27 RCTs
34-37 tuan
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Khoang 40% trong sb 420 trung tdm & chau Au ap dung > 3 dot diéu tri
Corticosteroids trww¢c sinh (Eurail, 2001)



Steroids trwdc sinh: Thi nghiém sang
chirng trong nhirng thap ky qua

1970s 1980s
Suy hé hap 0.55 0.71
Xuat huyét quanh nao that 0.50 0.61
T& vong so sinh 0.73 0.98

c6 nhom G/FAP

1990s
0.69
0.53

0.50

Thai phu tr 24-34 tudn cé nguy co chuyén da sinh non dwoc chi dinh diéu tri corticosteroids

Betamethasone tac dung hiéu qua hon dexamethasone; nhwng can chd y van dé anh hwéng 1én dao

dong ndi tai cua tim thai va c&r dbng thai

(Roberts and Dalziel, Cochrane, 2006)



Corticosteroids trwoc sinh @ nhithg nwéc -
c6 thu nhap thap déen trung binh CVFAP

(Argentina,Guatemala, An Do, Kenya, Pakistan, Zambia)

Althabe et al, Lancet Febr 14, 2015

* Thuwc hién chuwong trinh s&r dung corticosterois trwéc sinh cho nhirng

ca ¢d nguy co sinh non so v&i chwong trinh cham soc tiéu chuan (n
= 98.000)

«  Nhém gan sinh non: wéc lwong can thai < BPV th 5 (36-37 tuan)

- Nhém cé can thiép corticosterois trwdc sinh chiém 45%, nhom
chirng la 10%

« T vong so sinh (<28 ngay; <5 nhém chirng): RR 0.96 (0.87-
1.06)

« Tylé t& vong: RR 1.12 (1.02-1.22)

Nhiém trung & thai phu: RR 1.45 (1.33-1.58)




Corticosterqids gru’(yc sinh & nhirng nwéc @ IFAR
thu nhap thap dén trung binh o

(Argentina,Guatemala, An D0, Kenya, Pakistan, Zambia)

Althabe et al, Lancet Febr 14, 2015

« 87% trwdng hop st dung corticosterois cé can nang so sinh >
2000-2500g, khéng ¢c6 bang chirng vé loi ich

 Nhirng tac dung phu nhw giam tang trwong thai/banh nhau,
chét theo chwong trinh (apoptosis) & nao, bai ndo, nhiém
tring & thai phu, co thé giai thich cho phan I&n cac két cuc
thai ky xau

- Cac di liéu trén nhan manh tam quan trong cla viéc tinh
dung tudi thai va xac dinh nhirng doi twong cd nguy co sinh
non thwc sw.

(Visser & DiRenzo, correspondence Lancet, 2015)



G/FAP

Va chiing ta can tiép tuc tim hiéu

« Liéu toi wu

» Hiéu chinh theo chi s6 khdi clia thai phu néu can
thiét?

» Steroids co6 hiéu qua doi v&i thai gidi han tang
trwedng trong t&r cung hay khéng?




Corticosteroids 1a nhém thuoc c6 hiéu Iwc manh, va SEAP
thuoc manh thi cé nhirng tac dung phu ciing manh

« Giam can nang banh nhau (& nguoi)

« Giam can nang va chiéu dai thai (nguwdi va ddng vat)

« Giadm chu vi dau, anh hwéng cha yéu lén ving hoi hai
ma (ngwoi va dong vat)



Chét té bao theo chwong trinh so v&i ting sinh t&  &/FAP
bao; hoi hai ma
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Giai doan phat trién

Noorlander et al, 2013; cac két qua twong tw dwoc ghi nhan néu phoi nhiém trwdc sinh va giai doan so sinh :
Zuloaca et al 2011: Chun-l1 Sze et al 2013



EVFAP
Phan tich hanh vi
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Thoi gian (ngay) Noorlander et al, Dev Neurobiol 2008



Phan tich vung ngoai vi: Gan

Nwéc mudi

Hién twong xo héa nhirng vung canh trung tam lan

rong ra khoang cuwra

Dexamethasone
; ~- .‘"'4'

VFAP



Phan tich vung ngoai vi: Tim

Nwéc mudi Dexamethasdne % & - s
\\ e >
< \ :
. NS TR

. , g
~ \ “‘
N : \"\

A " '
.2
J.'S

Cac té bao co’ ->I&p méng collagen, cho thay sw thoai héa cac te
bao co va bi thay the béi mé xo
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Theo d6i sau mét dot dieu tri

corticosteroids giup tran an G/FAP

Khéng cé suy giam chirc nang dén 6 tudi (mot so6 cé thé giam
tri nhé thi giac)

 Chirc nang van déng va hanh vi binh thwérng khi 7-10 tudi

 Sw phat trién sinh ly va tam ly binh thwdng lic 12 va 20 tuoi

* Phat trién térp ly va hé tim mach binh thwong ltc 30 tudi (ngoai
trir c6 tang de 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)



Dieu tri Dexamethasone trwéc sinh

o khi Rhesus
(Uno et al, 19990 and 1994) "

Gidm n té bao than kinh hinh chop
va hinh hat & vung CA va vung rang
cda hoéi hai ma (luc sinh)

Tang cortisol mau (luc 9 thang tudi
30% c6 gidm kich thwée hoi hai
(luc 20 thang)

Tac dung phu thudc vao liéu st dung

)
ma

Fic. 2. Hippocampal gyrus of 162 days of gestation of fetal rhesus monkeys. () Vehicke-
treated control showing well-developed demate gyrus (DG) and CA regions with well-
ged CA3 p rdal forming zona lucidum {arrow), (b) DEX-treated monkey
howng overall reduction of hipp pal gyrus with poorly developed ncurons and regional
structures. X 2§







Anh thwéng cta corticosteroids GVFAP
lén mat do té bao than kinh I&n & hoi hai ma nguwoi

Mat dé TB than kinh Sﬂ’fg’:giﬁfrmds Khﬁ:}%f:;or:ds
Cao (4) 1 6

Trung binh (3) 4 3

Trung binh/ thap (2) 6 2

Thap (1) 0 0

Téng sb so sinh n 11 11 (p < 0.02)

(22 tré so sinh, 25-32 tuan, t& vong < 4 ngay sau sinh; Thijsseling et al, PLoS One 2012)



EVFAP

Diéu tri so’ sinh s&m bang corticosteroid

Két cuc RR KTC Sotré can KTC
95% dieutri 95%

Bénh phdi man luc 0.87 0.81-0.93 14 10-33
28ngay 0.79  0.71-0.88 14 10-25
Bénhphdimanlic36 (79  0.72-0.85 11 8—17 [ A ]
tuan 0.88  0.80-097 25 14-100 TOT
Conongdongmach 79 0.64-0.94 20 11-100

 DyTTthty e 1.86 1.35-2.55 20 12-33
Bucthuy tinhthe nang | ¢4 1.33-2.48 25 17-50
Xuét huyét tiéu hoa 1.85 154-222 10 814
Thung dwong tiéu hda | 33 1.20—1.47 9 7-14 i
Tang huyet ap 444  1.40-134 3 2-6 X A
Tang duong huyet 6.67 227-19.6 2 1-3 U
Bifjh C‘yht,'m Phidal 145  1.06-1.98 33 17-1,000
Cham phat trien 1.81 1.33-2.47 10 7-20

Bai nao
Bat thwong hé TK TU Doyle, Halliday et al, Cochrane 2014



Co nén Iap lai liéu steroids?

Tac gia N Giam bénh suat nang

Tong s6 nhém Sé&m
Guinn 01 502 khéng cb <27 tuan
Wapner 06 495 khéng c6 <32 tuan
Crowther 06 982 co <32 tuan
MACS trial 08 2304 khong khéng < 32 tuan

EVFAP



Tac dung phu tree tiép khi diéu trj 3 dot

so vé&i 1 dot

EVFAP

Giam can nang lac sinh va chu vi vong dau

Str dung corticosteroids trudc sinh - Gia dugec  Khac bi¢t trung binh ~ Gid trip
Tong so tré 1164 1140
Can nang lac sinh (g) 216(283) 2330(287) 1131(373) (167.0t0-4117) 00026
Chiéu dai lac sinh (cm) 45(02) 454(02) 09(0-25(-1:34t0-037) <0001
Chu vi vong dau (cm) 311(04) 317(04) 06(015) (-09010-032) <0001

MACS, Lancet December 2008; n=2.304




Suy hé hap

Suy hé hap nang

Bénh suat nang

Dung steroids sau sinh

XH n3o that

XH nao that do 3/4

Thoai héa chat trang quanh n&o that
Con 6ng DM

Bé&nh phdi man tinh

Can nang luc sinh trung binh
Chu vi dau trung binh

Chiéu dai trung binh

Can nang tré

Nghién ctru N

8; 3206
6;4826
7,5094
3;3931

6;3065
6;4819
7,4888
6;4356
8;5393
9;5626
9;5626
6;4550

1 dot s/v corticosteroids lap lai

RR KTC
0.83 0.75-0.91
0.80 0.56-1.14
0.84 0.71-0.94
1.38 0.99-1.93
0.94 0.75-1.18
1.13 0.69-1.86
0.77 0.43-1.37
0.80 0.64-0.98
1.06 0.87-1.30
-769 -118, -34
-0.32 cm -0.49, -0.15
-0.56 cm -0.89, -0.23

-0.03 or -0.20g*

Khoéng co suw khac biét vé tbng sb tlr vong va’hoédc séng sot khdng hodc c6 khuyét tat nghiém trong

Crowther et al, Cochrane, July 5, 2015



/AP

Co nén Iap lai liéu steroids?
Néu thay can thiét thi chi nén 1ap lai 1 dot diéu tri (WHO, August 2015)
Chi trwdc 32 tuan

Nhwng, quan trong la...

Po chiéu dai ¢ t& cung/dinh lwong Fibronectin dé quyét dinh nén chi dinh
steroids hay khong
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- NEIM, 2016 GH/FAP

St dung Bethamethasone & phu nir
c6 nguy co’ sinh non mudn RCT, n=2.800

C. Gyamfi-Bannerman, E.A. Thom, S.C. Blackwell, A.T.M. Tita,

U.M. Reddy, G.R. Saade, D_J. Rouse, D.S. McKenna, E.A.S. Clark, J.M. Thorp, Jr.,
E.K. Chien, A.M. Peaceman, R.S. Gibbs, G.K. Swamy, M.E. Norten, B.M. Casey,
S.M. Caritis, |.E. Tolosa, ¥. Sorckin, J.P. VanDorsten, and L. Jain,
for the NICHD Maternal—Fetal Medicine Units Network®

Betam. Gia dugc

N 1429 1402

CPAP/Oxygen, Mech Vent 11.6% 14.4% 0.80(0.66-0.97)
Tho may - -

Thai luu/ tor vong < 72¢g - -

Suy ho hap (SHH) 5.5% 6.4% 0.87(0.65-1.17)
SHH nang/thé nhanh/ngung thd 13.9% 17.8% 0.87(0.66-0.93)
Ha duong huyét < 2.2mmol/l 24%, 15% 1.60(1.37-1.87)



G/FAP

Steroids cho phu nlr c6 nguy co sinh non muén

« DPa duwoc thwe hién tai My
Tuy nhién,

» N6 sé& dan dén tang hon gap doi cua viéc st dung steroid
.| Cai gi it can thi cang hay nhan duwgc

-« Khdng chac 1a tac dung tich cwc sé& nhiéu hon tac dung phu dai han

- Cai thién bénh suat & moi dé tudi hay chi & tudi thai luc 34-35 tuan?

* Suy hé hap 34-35 10.5%:; 35-36 6.0%; 36-37 2.8% (Hibbard et al, JAMA 2010)
« Chuwa c6 di¥ liéu theo dbi tiép.

. Vay, nén lam thé nao??



7 , i )Y/ '
Tai sao két qua lau dai tt hon 1a khdng chic? G/FAP

o Vi’c’y giai doan tudi thai sinh non mudn, chi co so it va vai triéu chirng riéng 1é co
thé dwoc dy phong

» Dieu nay trai ngwoc véi nhém tudi thai nhé hon, khi ma i suat va sy két hop
moOt hoac nhiéu nhing triéu chirng tram trong hon co thé dwoc dw phong

o Két cuc chd yéu dwoc xac dinh bdi sy két hop cla cac triéu ching/hdi chirng
bat o

Neonatology

Consensus Guidelines

Neonatoloc 2017:111:107-12
rrrrrrrrrr

European Consensus Guidelines on
the Management of Respiratory Distress
Syndrome — 2016 Update

David G. Sweet?® Virgilio Carnielli® Gorm Greisenc Mikko Hallman<
Eren Ozek® Richard Plavka® Ola Didrik Saugstad? Umberto Simeoni®
Christian P. Speer’ Maximo Ventol! Gerard H.A. Visser® Henry L. Halliday!

» Steroids khi mbé chd déng trwdc 39 tuan: khéng cai thién dw hau lac 12 tudi
(Stuchfield et al, Arch Dis Child Fet Neon, 2013)



Expert Reviews

@ CrossMark
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Am J Obstet Gynecol

Antenatal corticosteroids beyond 34 weeks
gestation: What do we do now?

Beena D. Kamath-Rayne, MD, MPH; Paul J. Rozance, MD; Robert L. Goldenberg, MD; Alan H. Jobe, MD, PhD

iggins and Howie' published the

first randomized controlled trial
of antenatal corticosteroids (ANCS) in
Pediatrics in 1972 that demonstrated a
reduction in respiratory distress syn-
drome (RDS) in infants <32 weeks of
gestation from 69.6—11.8%. Fourteen
more randomized controlled trials were
reported before 1995, but the use of
ANCS to reduce neonatal morbidity
after preterm birth remained approxi-
mately 20-40%, primarily because of
concerns about adverse effects of
ANCS on the fetal brain.” A 1995 meta-
analysis demonstrated an approximately
50% reduction in RDS in infants whose
mothers were treated with ANCS, with
the best treatment-to-delivery interval
of 24 hours to 1 week after ANCS treat-
ment.” Sinclair then calculated a
number-needed-to-treat with ANCS of 4
for preterm deliveries at <31 weeks of

The practice of antenatal corticosteroid administration in pregnancies of 24—34 weeks
of gestation that are at risk of preterm delivery was adopted over 20 years after the first
randomized clinical trial in humans. It is biologically plausible that antenatal cortico-
steroid in pregnancies beyond 34 weeks of gestation would reduce rates of respiratory
morbidity and neonatal intensive care admission. Mostly guided by the results of a large
multicenter randomized trial of antenatal corticosteroid in late preterm infants, the
Antenatal Late Preterm Steroids Trial, the American Congress of Obstetricians and
Gynecologists has released a practice advisory that the “administration of betametha-
sone may be considered in women with a singleton pregnancy between 34 (/7 and 36
L et U LSS WL d & AU PTELE L) i UdVo. VVEVET, il Iy
unanswered questions about the risks and benefits of antenatal coricosteroids in this
population remain and should be considered with the adoption of this treatment
recommendation. This review of the literature indicates that the greatest effect is in the
reduction of transient tachypnea of the newbom infant, which is a mostly self-limited
condition. This benefit must be weighed against unanticipated outcomes, such as
neonatal hypoglycemia, and unknowns about long-term neurodevelopmental follow up
and metabolic risks. Amelioration of respiratory morbidity in late preterm infants does not

that require intensive care. Other possible morbidities of prematurity may be magnified if
these babies no longer have respiratory symptoms. Conversely, if these late preterm
babies no longer exhibit respiratory symptoms and “look good,” they may be discharged
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GV/FAP



Hiép hdi San Phu khoa Phap: KHONG  (/FAF
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Va toi sé& de nghi cho doi voi viéc G/FAP
dwoc thwe hién, cho dén khi co thém
thong tin

Corticosteroids trwoc sinh

Ngd doc véi mét so tac dung phu tich cuc



GV/FAP

Va dirng quén rang:

* San phu muodn dugc dicu tri

* Bac st muon diéu tri



G/FAP

Va dirng quén rang:

San phu mudn dwoc diéu tri

Bac s mudn diéu tri

Bac si nén tim hiéu tot hon



GVFAP

Sw dung corticosteroids truwé’c sinh

Ngé déc v&i mot so tac dung phu tich cwe

XIN CAM ON



