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<Van la bién chirng dang ké/ tré non thang
XU tri bénh phéi man & tré so’ sinh dya <Nguyén nhan: nhiéu yéu t6 (the may, oxy,
trén bang chirng viém, nhiém va di truyén)
+Dinh nghia:
= Lé thudc oxy: = 28 ngay sau sanh, hay = 36
tuan sau kinh chét

N én Thu Tinh 2
guven au Tn » Thay dbi kéo dai trén XQ

B6 mén Nhi, PHYD TPHCM
Khoa héi stpc s sinh, BV Nhi Déng 1

N

Pinh nghia méi Nghiém phap sinh ly

Tubi thai Nhe Trung Ning Bénhly
binh +Thé oxy < 0,3
. Lethudcoxytrong 28 ngay VA <Bénh nhan thir th& KT trong 30 phut:
<32tuan KT luc 36 <0,3luc 20,3 + -Tré < . -
tudnixudt 36 TKALDlic 1250g * BPM sinh Iy: SpO2 < 90%
vién tuan/xuat 36 ~  -Tho may “+Dinh nghia sinh ly giam 10% so véi dinh
vien t‘i'g:lx“at nghia Iam sang (25% so v&i 35%)
232tudn KTngay56 <0,3ngay 20,3  -Tré hit 6i
sau i 56sau  TKALD phan su
sanh/xudt  sanh/xudt ngay 56  -Viém phéi
vién vién sau
sanh/xuét
vién
3 4

S6 liéu My tir VON 2007 Tan suat BPD tai BV Columbia

<750 25.4%£2. 18.3% 31.6% 15.0% 3.3%
0

<1000 26.9&1. 1.4% 16.9% 1.4% 0
8

<1250 29.0%1. 1.1% 0 1.1% 0

?23- 1:31‘. 11;;;!.’ >1250g St dung NCPAP sdg
’ 9 Ting CO2 chip nhi

WDied MCLDinsurvivors [ONo CLD Khéng dung dan co

>1250 27.442, 5.9% 141% 5.0% 0.9%

5 Sahni R. PAS 2003 4
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Viém & nguy co BPD

“’s?’(:“, (e:f'yzf 13:;‘?" Bién sb OR (95%Cl)
_ - ¥ho phan bict B Viém mang i 0,2 (0,0-0,5)
«Tien trien (evolving) NKH h 130223
» Khéng rut dwoc NKQ, dit lai NKQ sau san 3(0.2-23)
* Ting oxy Thé& may > 7 ngay 1,6 (0,9-2,9)
“Xac dinh (established) 2 36 PMA Thé may > 7 ngay + Viém mang i | 3,2 (0,9-11)
= Th& nhanh, kho thé Thé may > 7 ngay + NKH sau sanh | 2,9 (1,1-7,4)

* Ran phéi kéo dai hay tirng dot
= Con BPM: con tim + tim cham sau burt rot
(tac khi quan do nhuyén khi/phé quan)

7 Van Marter LJ (2002). J Pediatr. 2002 Feb;140(2):171-6. 8

Mrc dé chirng ctr (USPSTF) Mrc d6 khuyén cao (USPSTF)

%1: thir nghiém LS c6 thiét ké thich hop. < A: chirng ctr tét cho thay c6 loi hon hai.
% 11-1: thie nghiém LS thiét ké t6t nhuwng < B: chirng ctr kha t6t cho thay lgi hon hai.
khéng ngau nhién. - %C: chirng cir kha tét cho thay loi khéng

+11-2: doan hé hay bénh chirng thiéet ke tot. hon hai bao nhiéu.
+11-3: nhiéu nghién ctru tai mot thei diém <D: chirng ctr kha tét cho thay hai nhiéu
c6 hay khdng c6 can thiép. hon loi.

< Level lll: y kién chuyén gia, kinh nghiém
LS, nghién ctbu mé ta, ban/héi dong
chuyén mén

Steroids trwéc sanh
o Thiét CN

= Phan tich 1454 tré rét nh(? can tai 4 bénh Vién Bell* RCT 170 1430 Khéng khac biét

dai hoc 1991-1993 -
Lorenz** RCT 88 1180 Khdng khéac

+Két qua i
0 c.l , A . L. x . Tammela®@ RCT 100 1300 Giam BPD (4 tuan)
= Phan tich hoi qui logistic da bien steroid

trwée sanh khéng gép phan lam giam BPD Kavvadia® ~ RCT 168 900 Khong khac
OR .98 (.66,1.5) Van Marter® CCS 223 Tan suét BPD lién quan
MVA chat ché thé tich dich

nhép

Van Marter LJ et al (2001). Antenatal glucocorticoid treatment does not reduce chronic lung disease among surviving *NEJM 1980, **J Ped 1982, @ Eur J Ped 1992, # Arch. Dis Child 2000 , $ J Ped 1990 & 1992
preterm infants. J Pediatr. 2001 Feb:138(2):198-204..




Surfactant “som” & BPD
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Ti dai & tran khi

Study or subgroup eatment Control Risk Ratio Weight Risk Ratio Study or subgroup Lorg short! sk Rato Weight fise Rato
N AN M-H Fixed95% CI M-H Fixed9: N o MH et a MHfbed
Greenough 1989 100 020 0% 500[026.9800]
1 Synthetic sura
OSRSS 1592 061344 1134 - 8% 070055, 089] Feiener 196 18 " - Be% 257[1.18.562)
Subtotal (95% CI) 1344 1346 - 92.8 % 0.70 [ 055, 0.89 | OCTAVE 159 e s ™ 401094.209]
Total events. 51 (Cortrol) Pohlandt 1992 3974 - 7% 46 111,182]
Heteropenaiy: ot aopicable
‘est for overall effect: Z = 2.92 (P = 00035) Spahr 1760 1356 33 T 02% A0071.5151
Total (95% CI) 337 348 * 100.0 % 156 [ 1.25, 1.94]
ISt —_— 72% 062025, Total events: 123 {Long IT), B4 (Snort IT)
Subtotal (95% CI) 154 — 72% 0.620.25,1.53 ] Heterageneily (7 = 26704 = 47 - 06Dy Fo00%
X estfor overal eflect 2 = 395 (= 0000077)
otal events: 7 (Treatment), 12 (Control)
Heterogeneity: not appicable
fest for everal effect: 7 = | 04 (P = 030) 00
Total (95% CI) 1498 1509 - 100.0 % Fresssen
otal events: | 13 (Treatment), 163 (Control)
Heterogeneity: Chi2 = 007, ¢f = | (P = 079): P =0.0%
estfor overal effect 2 = 309 (P = 00020)
w0z os | 2 5 10
e
Soll R. Early versus delayed selective surfactant treatment for neonatal respiratory distress syndrome. The Cochrane Kamlin COF et al. Long. inspir times in mechanical ventilation . The Cochrane Library
Library 2009, Issue 1 2009, Issue 1
Ti dai & tir vong trwéc xuat vién Ti dai & BPD
) ;
shoetr ik Rato weight sk vt Stucy or sibgrou Lorg! sk Rato Weight sk Rato
N M-HFixed 35% C1 ixed 95 N MHF=dt% O %
0 % 033001772 Heicher 198 3 A m— 8% 080[023,281]
e 198 : s s - o iora ) ocTve 159 sm anm —— % 0520062, 134)
OCTAVE 19 sim - 58% 237086 176) Ponlandt 1992 11463 1374 _—t 204% 099 (046,206 ]
Poblandt 1992 2274 le 7% 33(084,212] Total (95% CI) 286 299 ———— 100.0 % 0.92[0.66,1.28 |
oral events: 53 (Lang M), 60 (Snort 1)
Spatr 1580 186 1253 ™ 4% 38[079.240) Heterogeneiy CA¥2 = 005, & =
Total (95% CI) 342 352 hd 100.0 % \ Test for overall efect 2 = 09 (7 = 063)
fotal events 110 (Long [T}, 90 (Snort M)
Heterogeneity: Chi? = 087, df = 4 (P = 093} P =00% L 5 2
Test for overall eflect Z = 195 (P = 0052) Favours Long IT wours Short (T
0

Kamlin COF et al. Long versus short inspiratory times in neonates receiving mechanical ventilation . The Cochrane Library
2009, Issue 1

Kamlin COF et al. Long timesin
2009, Issue 1

ventilation . The Cochrane Library

NCPAP

Han 1587 43 439 —— 000 % 227077, 665
Total events: 10 (CPAP), 4 (Control)

Subramaniam P et al. Prophylactic nasal continuous positive airways pressure for preventing morbidity and mortality in
very preterm infants . The Cochrane Library 2009, Issue

COIN CURPAP®
Year published 2008
Number of babies randomized 615 6
[GA (weeks) 5-28 2% 5
| Comparison early CPAP vs CPAP vs CPAP vs,
intubation ation/surfactant intubation/surfactant
BFD definition 36 02 challenge fest @ 02 (@ 36 weeks' CGA
weeks” CGA

jeath or BPD

0.8 [058-1.12]

clusion Mo clear benefit of carly CPAP

ign issucs High CPAP pressure. Surfic
treatment not requined
infanis {only reccived by

arly CPAP
) treated

with surfctant we
ubated by 24 h, if possible

Morley CJ et al (2008). N Engl J Med 358:700-708

Finer NN et al(2010) . N Engl JMed 362:1970-1979
i & o 2102010\ Do 12501402014
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Vitamin A & BPD & tré VLBW

Sudpor b [P — ok v okt . . . .
s m s nwsa < Muc tiéu: hiéu qua furosemide & tré BPD
[ .
i 203 s W —t w200 « Phwong phap
T 1995 lane 183347 E 2 BlLa% 35 {073, 098] = RCT mu dbi
Subeotal (95% CI) 363 361 - 837 % 084(073,097] . 2
ol e 147 (remer, 198 o) = 17 BPD (FiO2 > 30%, > 3 tuan)
ettt CHF 2015, = -2 0668 -00% )
Tt ol et 2 =233 6 - 020} = Furosemide 1 mg/kg/12h IV hay 2 mg/kg/12h PO
TS erionerteions rrsousros .
Sut(mxl (95% CI) o 0 0.0% 0.0[0.0,00] .:. Két qu é
ol st Fesment, 0 Corr
Hetscgeniy o pplcbe = Cai thién lam sang 6/7 (furosemide) va 2/10 (placebo) (P <
v — ¢
oo e 0.002).
e i — I I .2 2 2 z
oy m £ wan reniosn o) * Giam nhu ciu oxy va thé may (P < 0.003)
otal ever restment), 37 (Control) 3 P i Y 6 i é 3 da di Bi
e e et = Tang thong khi phut, thong khi phé nang va dan hoi phoi
Tt bt el 2 ~002 =059 (P < 0.05)
Total (95% CI) 415 409 - 100.0 % 7 0.8 re
Total events 207 (Treatment), 235 (Contral) % Keét luan
ety I — 198 6 1 6 057 B -20% 2
Tt or el fect 2 =23 £ =0m6) = Furosemide cai thién dang ké chirc ning phdi & cho phép
= w0 s s cai may va oxy sém hon.
[
Darlow BA et al. Vitamin A supplementation to prevent mortality and short and long-term morbidity in very low birthweight McCann EM et al (1985). Controlled trial of furosemide therapy in infants with chronic lung disease. J Pediatr 106:
infants . The Cochrane Library 2008, Issue 4 957-962, 1985

Furosemide IV or oral f semide

" . ) A . A . Outcome: Change in compliance (ml/cm H20/kg), non-intubated, PNA > 3
< Muc tleux: dung cach ngay Furosemide va cai thién chirc wks
nang phoi kéo dai
< Phwong phap o
= RCT mu doi
= 11 BPD tw th&
= Furosemide, 4 mg/kg/ngay, chia 2, uéng cach ngay 1
< Két qua N

T 100.0%  0.65[0.12,1.18]

= Ting dan hoi ph6i 76+112% & giam khang lwc phéi 20+39% Outcome: Change in compliance (ml/cm H20/kg), all patients
(ca 2 bién p=0.032)

= Khong lam téng cung lwong nwéc tiéu, bat thwong dién giai Study or subgroup reatment. Control Mean Diflrence Weght
hay tang bai tiet Ca niéu. N Mean(sD) N Mean(sD) VFixed95% CI

A A ae sz ~ . IS . ubtotal (95% CI) 18 21 — 100.0 %
< Két luan: ché do diéu tri c6 thé hiru ich trong xtr tri -

bénh phdi man

03 Contro Favours Tresment

Rush MG et al (1990). Double-blind, placebo-controlled trial of alternate-day furosemide therapy in infants with chronic Brion LP et al (2008). Intravenous o enteral loop. v preterm infants with (c disease
bronchopulmonary dysplasia. J Pediatr 117:112-118, 1990

IV or oral furosemide Furosemide uéng hay tiém mach

Qutcome: Change in FiO2 after 1 wk, non-intubated. PNA,z,3wks

N Mean(sD) N VFixed §5% O

Py o | TE oo 2501417, 083 < Preterm infants < 3 wks
Total (95% CIJ 11 11 — 1000 % -2.50 [-4.17,-0.83 ] .
oo = Inconsistent effects or no detectable effect
— . “*Preterm infants > 3 wks
Outcome: Change in FiO2, all patients .~ =~ .

= 1 dose of 1 mg/kg: transiently improve
55 () 10 20 —— 1000% 001170, 1170] pulmonary mechanics
Subtotal (95% CI) 7 10 ———— 100.0% 0.0 ([-11.70,11.70] . .. . .
b = Chronic administration (1 wk) improves both
oxygenation & pulmonary mechanics

7 2094) 10 23% 1100 [ 2173,-021 ]

| i) | 977% 250( 417,083 ]
Subtotal (95% CI) 18 21 - 100.0% -2.70 [ -4.35,-1.05 ]
H F=3ne= | P01 R =57

(P = 065). F =00%

Brion LP et al (2008). Intravenous or enteral loop diuretics for preterm infants with (or developing) chronic lung disease
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i tiéu 6ng xa Distal diuretics

x
Outcome: Change in compliance (ml/cm H20/kg), non-intubated, PNA > 3 Outcome: Lack of extubation after 8 weeks of treatment
wks Stuey or subgroup Contro Weight
[Subtotal (95% CI) 22 21 g 100.0%  0.25[0.02,048] N
Heterogenaiy:not spliable Abersneim 1989 ) s ] 1000%
(st or overal efect £ = 209 (7 = 0037) Total (95% CI) 19 14 —— 100.0 % 0.46 [0.19, 1.11]
Test for suogroup dif & Total events § (Treatment), 8 (Control)
not aplicable
4 1] 2 Test for overall effect Z = 1.73 (P = 0084)

v Coral | Favoss Tremert:

Outcome: Change in compliance (ml/cm H20/kg), intubated patients B
n rert | faours Comro
Subtotal (95% CI) 5 s - 1000% 005 [-0.15,025 ] Outcome: Total dose of furosemide required in 8 weeks (mg/kg)
Studyor sibgrowp  Treatment Control Mean Diference Weight Mean Diference
o ox s N N MeanD) NFned95% O y

areus ol Farous Tazment , . Albersheim 1989 3 )} 15 207 ] 000%. 830[-1421,-239 ]
Outcome: Change in compliance (ml/cm H20/kg), all patients Total (95% CI) 19 15 . 1000% -8.30 [-1421,2.39]
Subtotal (95% CI) 5 8 —— 100.0%  0.05[-0.15,0.25]

as 3 s o o

s Convdl | Favours Tregment - .

Brion LP et al (2008). Diuretics acting on the distal renal tubule for preterm infants with (or developing) chronic lung Brion LP et al (2008). Diuretics acting on the distal renal tubule for preterm infants with (or developing) chronic lung
disease . The Cochrane Library 2008, Issue 4 disease . The Cochrane Library 2008, Issue

Distal diuretics Steroids hit va loan san phoi

Outcome: Bronchopulmonary dysplasia at 28 days PNA

+Tré >3 tuan
= Thiazide & spironolactone kéo dai cai thién chirc

o r-¥) - A by -2 A 4
nang phoi luc 4 tuan va giam nhu cau B - ) R
furosemide Subtotal (95% C1) 10 10 —— 62.1% 089 [0.61,1.29]

= Can nghién ctru thém hiéu qua két hop
spironolactone vao hydrochlorothiazide

= Bénh nhéan thé may: gidm tr vong dang ké va — t
khuynh hwéng giam ti Ié rut NKQ that bai trong 8 5 5 — Fo% 1001071 141]
tudn diéu tri.

15 15 —— 100.0 % 093072, 1.21]

= Bénh nhan khéng thé may: it hay khéng co
chirng ct¥ cho thay vai tro cia lgi tiéu

Steroids hit va loan san phéi Vitamin A ngtra bénh phéi man

. i Study ar subgraug Trezment Cormral Risk Rate weizht Rk Rato
Outcome: Bronchopulmonary dysplasia at 36 weeks PMA i - Mg [P
e ’ - R - o 1 Stpplementafon via ntramuscutr infsctian
Rarshariar 2002 w7 sl — 3% nss [022,200]
- Tyon 1999 1627348 193347 i Bl4% 085[073,098]
Subtotal (95% CI) 363 361 - 837 % 0.84[ 073,097
Subrotal (95% Cl) 10 10 - 778 % 1.14 [ 0,69, 1.90 | Tota events |67 (Treatrent), 196 (Control)
- T - Heterogensity: Gt = 013, df = | (F = Qa6x I 00K
gencity: nct ppicabic Test for overall effct 2 = 231 P = 0020)
g 2 Supplementaton va ntravenous route
Subtotal (95% CI) 0 0 0.0% 00 [0.0,00]
—_— ’ Total svents: 0 (Treatment), 0 (Contral)
" s 5 5 Hetarogeneicy nat plicibis
Subtotal (95% CI) 5 5 —— 22% 050 0.06, 3.9
Sub ""f‘ 1 06.391] Test for overal efect rot spplicate
3 Supplementzfion va.aral rute
Wandie 2001 P EX —— 163% 100 [ 01, 124]
Toral (95% CI) 15 15 - 100.0 % 1.00 [ 0.59,1.70] Subeotal (95% CI) 52 48 - 163 % 1.00[ 081, 1.24]
- frmen), 8 Total evrts 40 (Teatment). 37 (Cortrol)
Hetaroganity pat ppcable
Test for overal effct Z = 002 P = 098)
Total (95% CI) 415 09 - 100.0 % 087 [ 077,098 ]
Total svents: 307 (Trastmant), 135 (Control
Heterogensity CHE = |98, df = 2 P = 037 1 =00%
Testfar cveral effect Z = 223 @ = 0026)
Onland W. Cochrane Database of Systematic Reviews 2012, Issue 4. Art. No.: CD002311. s a0 s o2 )
DOI:10.1002/14651858.CD002311. pubs3 [P —
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CPAP s&ém & dat NKQ

coN SUPPORT® CURPAP
Yeur publishied 2008
nber of babics randomized 6 oot -
GA (weeks) N (9641 Fixed)
surfuctant
BPD definition weeks' CGA =P
—.—
th or BPD Jones 41142 .
% Cunmings 3m i
20m Suhedar an .
s vincer 156 2410 =
RR [95% CI: death or BPD 03 [058-112) 091 [0:83-1.01) 091 [083-1.01] i e T e S5
P horax Test for heterogenety chi-squere:
b 5. Test for overal effect
T3 T
P-0.00 Favous toamans Favours sonrel
Conclusion No clear benefit of carly CP No clear benefit of carly CPAP
Design issues High CPAP pressure. Su The weated
with su extubated
ax ol
MorleyCL et a1 (2008) A\ Engl ) Med. 358 s
Finer NN et al(2010) . N Engl JMed 362:1970-1979 BMC Pediatr. 2001; 1: 1.
Sandri F et al (2010). Pediatrics 125:01402-e1409 31 32

Steroids & bai nao

RR
(95%C1 Finod) Treatment Control RR vicight R
Study nn an (95%C1 Fixed) % (95%CIFixed)
O'Shea 189(0893
e il o " Sro — S % amaem
st oy Fr— 22 1z S S 40 20,2043
it ven 25113 1213 . 24 i1 05,3911
100711 4 Srinwel 912 121118 . 27 26611 57.519]
036195 201140 18142 — n1 143052.204]
004207 5125 2im - 52 11000.254 83]
Tecaricos 0559171 0s21 22 e 46 020001,393)
Vincer 1398 4110 2110 —1 . 2000478 56]
Totsi95%CH 140433 1041340 - 1000 1091 54] . o .
Test for heterogenetty chi-square=1033 df=7 p=017 :m‘ﬂ I’;‘ i Slﬁgr ”4 0 . 2 - 1000 19211 41,261]
Test for oversi effect 222 ( et for heterogenety chi-square=929 dfs7 p=0.2
Test for overalleffect z+415 p=0.00003
] T 0
Favoors reament Favours contrl 7 ]
Favours control
BMC Pediatr. 2001; 1: 1 33 BMC Pediatr. 2001; 1: 1. 34

Steroids & bai nio Két qua than kinh sau Steroids

Troatment Control w Visight  RR
stuay an o (95%C1 Fixeq) % (5uCIFixed)
oshes 12148 s
Feanadnge L Placebo 1=79 Dex n=80 Odds ratio (95% CI)
ven —— - =
Srinwel s
Jones . Normal ¥ ¥ d
ekl 66 (84%) 40 (50%) 0.22 (012 to 0.43)°
0220014061 Abnormal—total 12 (15%) 39 (49%) 4.62 (2.38 to 8.98)"
ars e — 1780 46,7251 T
Spastic diplegia 5(6%) 22 (28%) 4.45 (1.95 to 10.15)%
1071340 2139 - 00 2088271 ) o
genely chi-square=11 64 of=7 p=011 Spastic quadriplegia 7(9%) 13 (16%) 1.95 (0.77 to 4.96)
Test for overal effect 72471 p<0 00001 Hemiplegia 0 3 (4%) 7.49 (0.77 to 73)
Foreosinmet PR 02 Hypotonia 0 1(1%) 7.3 (0.14 10 99)
Soft signs 1(1%) 1(1%) 0.99 (0.06 to 15.9)

Nhirng tré con séng sét * Statstically significant difference

BMC P 2001; 1: 1.
C Pediatr. 2001; 35 36




HC & DXM Ién van dong chung

£
ol [N "
Shiadl'| WL
AR

Day of videataping

3 Montns atter term

Hitzert MM. Pediatric Research Volume 71, Number 1, January 2012
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<BPD la bién chirng quan trong cua tré
non thang, lién quan chi yéu bénh ly va
tdr vong

< La chi t6 cho thay phat trién ctia khoa hoi
strc so’ sinh va la cai gia phai tra cho sw
tién bo.

“*Phong ngtra va xtr tri dwa theo sinh ly
bénh ngay cang nhiéu bang chirng
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