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Learning Objectives

1. List potential areas of improvement in neonatal
Intensive care.

2. Compare and contrast evidence based
medicine and evidence based practice.

3. Relate evidence based medicine and evidence
based practice to improvements in outcomes.

4. Propose a plan to support improvements in
neonatal outcomes in your state.

Disclosures:

Dr. Mercier receives salary support thru the Vermont Child Health Improvement

Program, at the University of Vermont, and has been a pai

Healthcare Quality (NICHQ)
This presentation may discuss off label use of medications and therapies
in the NICU setting.



Neonatal Mortality

2003

U-chart 2003 Neontal death rate by State
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Number of Units

Neonatal Care Units by State 2
L1 LA Mﬂm ] O 1L Y PO

1 2 3 45 6 7 8 9 10111213 14151617 1819 2021 22 23 2425 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50 51
State

O Intermediate Care ® Intensive Care

Source:AHA Hospital Statistics 2006 Edition: TABLE 7: As reported by responding hospitals from the 2004 AHA Annual Survey
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o
Organizations of Care
Organizational Entity Hospitals
Pediatrix 220
NICHD Neonatal Research Network 18
Vermont Oxford Network (VON) 463
California Perinatal Quality Care Collaborative 60

(CPQCC)




To

Evidence Based Medicine oo
Is NICU care evidence based?

Design: retrospective chart review
Subjects: all NICU admissions 12/96

Methods: assigned primary diagnosis and primary
Intervention

Results:
A 34% of interventions based on evidence from RCT

A 62% had intervention based on convincing non-
experimental evidence

A 4% had intervention w/out substantial supporting
evidence

Cairns PA, Sinclair JC: Is neonatal intensive care evidence based? Pediatr Res 1998:43:168A.



Neonatal Morbidities and 0o’

Poor Outcome .

100+
0 .
R 801
S g 70
8 E cadlue
R 60 - Neonatal Morbidities (N=910)
z;ua 50 - 1. Bronchopulmonary dysplasia
‘5 o 2. Brain injury
8 R RS S 3. Severe retinopathy of prematurity
o) 8 0 Poor outcome (one or more of)
a5 1. Cerebral palsy
O 20- 2. Cognitive delay
i 3. Severe hearing loss
10 4. Bilateral blindness
O 1 L | L
0 1 2 3

No. of Neonatal Morbidities

Schmidt B, Asztalos EV, Roberts RS, et al, for the Trial of Indomethacin Prophylaxis in Preterms Investigators. Impact of bronchopulmonary
dysplasia, brain injury, and severe retinopathy on the outcome of extremely low-birth-weight infants at 18 months. JAMA. 2003;289:1124-1129.



Preparing, maintaining
and promoting the
accessibility of
systematic reviews of
the effects of health
care interventions

THE COCHRANE
COLLABORATION®

Wwww.cochrane.org



Neonatal Morbidities o
Bronchopulmonary dysplasia

_Antenatal corticosteroids

. Surfactant therapy

. High Frequency Oscillatory Ventilation
~ Vitamin A

~ Postnatal corticosteroids
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Antenatal Corticosteroids 3T
Purpose: To accelerate fetal lung maturation for women at risk of preterm birth ( X
Comparison: Corticosteroids versus placebo or no treatment ®

Outcome: Neonatal death

Stucly Treatrmert Cartrol Relative Risk (Fixed) Wieig vt Relative Risk (Fixed)
nfi nfk a5% Cl (%) 5% Cl
Amanm 1999 4100 28/100 —&— 0.G 040 [0.28,0.80]
Block 1977 1757 5153 + ¥ 1.8 0.18 [0.02, 1.54]
Collaborative 1981 347365 327364 —a— 10.8 1.0G [0.67, 1.68 ]
Dexiprom 1999 4105 arot + 2. 0.48 [0.15, 1.55]
Doran 1980 420 | 1460 + i 4.3 027 [0.09,081]
Fekih 2002 0/G3 2148 — 6.9 0.46 [0.23,083]
Gamsu 1988 14130 17i13z2 s 5.8 084 [0.43, 163 ]
Garite 1992 033 11440 S — 34 089 [0.47,2.10]
Kari 1994 401 (i 2.1 0G4 [0.19,2.21]
Lewis 1996 P 1£39 + t *1.3 1.03 [0.07, 15.82]
Liggins 1972a 617554 720507 —— 243 0.87 [0.63, 1.18]
Ivborales 1984 Tia7 87a + 2. 0.78 [0.30, 2.06 ]
Melson 1985 122 |22 + t *0.3 1.00 [0.07, 15.00]
Parsons 1988 0/23 122 + t 0.5 0.32[0.01,745]
Qublan 2001 18/70 39465 —— 13.8 0.45[0.29, 0.70]
Schutte 1980 32 12458 + # 2 0.23[0.07,0.79]
Silver 1996 T4 ar42 + Al 068 [0.27,1.73]
Taeusch 1979 254 i 3.0 102043, 2.41]
Subtotal (B5% CI) 1938 19GE » 100.0 0.G8 [0.58,081]

Total events: 200 (Treatment), 201 (Cortral)
Test for heterogeneity chi-square=21.54 df=17 p=0.20 7 =21.1%
Test for overall effect z=4.450 p<0.00001

Favours treatmernt Favours cartrol

Roberts D, Dalziel S. Antenatal corticosteroids for accelerating fetal lung maturation for women at risk of preterm birth. Cochrane Database of Systematic
Reviews 2006, Issue 3. Art. No.: CD004454. DOI: 10.1002/14651858.CD004454.pub2.



Antenatal Corticosteroids 11
Purpose: To accelerate fetal lung maturation for women at risk of preterm birth :.

Comparison: Corticosteroids versus placebo or no treatment
Outcome: Respiratory distress syndrome

Stucly Treatimerit Caritrol Relative Risk (Fixed) i It Relative Rishk (Fixed})
niM niM a5% CI (%) 05% I

Amorim 1998 237100 43/100 —— 8.1 0.53 [0.35,0.82]
Block 18977 557 12453 —_— 2. 0.39 [0.15, 1.03]
Cararach 1991 1z 0/ + t .1 1.G2 [0.08, 3486 ]
Cardan 1881 1711 413 + t or 0.30 [0.04,2.27]
Collaborative 1981 45436 1 GAA50 —— 12.4 0.70 [0.50, 1.00]
Dexiprom 1994 aznoz 27ioo —T— 5.2 116G [0.75, 1.79 ]
Doran 1980 4730 10450 + + 22 0.30 [0.10,081]
Fekil 2002 353 19458 — R 0.17 [0.05, 0.55]
Gamsu 1938 T30 1G/132 —_— an 044 [0.19, 1.04]
Garite 18982 21433 28140 —— 4.2 041 [0.65, 1.26]
Kari 1984 341 4G/90 —— 8.8 0.73 [0.52,1.02]
Lewis 1993 Tiae 17739 . — 2 0.42 [0.20,0.80]
Liggins 1872a 531542 B0/550 —— 16.7 0G0 [0.44, 083
Ivborales 19349 23087 4178 —— 8.2 0.50 [0.33,0.76]
Melson 1985 nizz2 11722 —_— 2.1 091 [0.48, 1.69]
Parsons 1988 323 a2 t 0.G 096 [0.22, 4.24]
Qublan 2001 1470 24455 — 4.7 054 [0.31,085]
Schutte 1820 1152 17158 —_—— 33 061 [0.31,1.18]
Silver 1996 43154 442 —— 2 098 [0.81,1.20]
Taeusch 1979 Ti54 | 450 —_— 2. 0G4 [0.28, 1.47]
Teramo 1980 38 342 t 0.4 111 [0.24,5.15]

Subtotal (B5% CI) 2030 2008 » 100.0 066 [0.58,0.73]

Tatal everts: 351 (Treatment), 523 (Control)
Test for heterageneity chi-square=43.22 df=20 p=0.002 I* =53.7%
Test for overall effect z=7.33 p=<0.00001

Roberts D, Dalziel S. Antenatal corticosteroids for accelerating fetal lung maturation for women at risk of preterm birth. Cochrane Database of Systematic
Reviews 2006, Issue 3. Art. No.: CD004454. DOI: 10.1002/14651858.CD004454.pub2.



Antenatal Corticosteroids

Purpose: To accelerate fetal lung maturation for women at risk of preterm birth
Comparison: Corticosteroids versus placebo or no treatment
Outcome: Chronic lung disease (bronchopulmnary dysplasia)

Relative Rish (Fixed)
054 Ccl

Stucly Treatrment Carrtrol Relative Rizk (Fized) Weight
niM ni 5% Cl (%)
01 In all balies
Arnarim 1899 14100 ai10o + L oG
Garite 1982 0533 o440 L [6.0
Kari 1994 Gras |76 ¥ =20
Ivlorales 19349 gaaT [2yTa —.— g4
Silver 199G 24454 [Gi42 —— 4.5
w  Taeusch 1974 RN 0G0 0.0
Subtotal (95% CI) 413 405 - 100.0

Total everts: 42 (Treatrment), S50 (Cartral)
Test for heterogeneity chi-square=11.35 df=4 p=0.02 7 =64.8%
Test for overall effect z=0.84 p=0.4

0.20 [0.02, 1.G8]
.21 [0.54,2.70 ]
636G [0.6GG, 43.56 ]
0.38 [0.18,081]
[.17 [0.72, 1.90]
Mat estimalile

0.8G [0.G1, 1.22

Roberts D, Dalziel S. Antenatal corticosteroids for accelerating fetal lung maturation for women at risk of preterm birth. Cochrane Database of Systematic

Reviews 2006, Issue 3. Art. No.: CD004454. DOI: 10.1002/14651858.CD004454.pub2.



Antenatal Corticosteroids

Purpose: To accelerate fetal lung maturation for women at risk of preterm birth

Comparison: Corticosteroids versus placebo or no treatment

Outcome: Cerebroventricular hemorrhage

Stucly Treatrmert Carrtral Relative Risk (Fized) Weigglt Relative Risk (Fized)
niM nit 054 cl (% 0&% Cl

Armanm 1999 Gi1oo [7/100 i 0.7 035 [0.15, 086

w  Dexiprom 1994 0s10s 0101 n.o Mot estimalile
Doran 19280 1/20 /G0 + 2. 0.19 [0.02,1.63]
Fekih 2002 GiG3 | 4058 & 2.5 039 [0.15, 1.01]
Garnsu 1984 21130 47132 + 2. 041 [009,272]
Garite 1842 10433 19740 —— 0.9 0.G64 [0.35, 1.18]
Kari 19894 BT | 26 —— 12.3 038 [0.18,082]
Lewis 199G nsag ana 22 015 [0.01,274]
Liggins 189724 |GfA54 271567 —— 1G.49 061 [0.33,1.11]
lvlarales 1984 13787 20478 —— 13.3 068 [0.31,1.00]
Cublan 2001 2470 2G5 2 023 [0.05, 1.05]
Silver 198G 261454 [ 742 — 12.1 114072, 1.82]
Taeuszh 1974 0454 /G4 * 2. 014 (001,247 ]

Sultatal (95% G | 445 1427 . 100.0 0.54 [0.43, 00689

Total events: 88 (Treatment), 155 (Contral)

Test for heterogeneity chi-square=16.25 df=11 p=0.13 17 =32.3%

Test far averall effect =5 NG w<0 OOO01

Roberts D, Dalziel S. Antenatal corticosteroids for accelerating fetal lung maturation for women at risk of preterm birth. Cochrane Database of Systematic

Reviews 2006, Issue 3. Art. No.: CD004454. DOI: 10.1002/14651858.CD004454.pub2.
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. . 0000
Antenatal Corticosteroids
o0
Purpose: To accelerate fetal lung maturation for women at risk of preterm birth ©
Comparison: Corticosteroids versus placebo or no treatment
Outcome: Mean length of neonatal hospital stay
Study Treatment Control Weighted Mean Difference (Fixed) Weight Weighted Mean Difference (Fixed)
N Meani50) N Meani50) 95% Cl ) 95% Cl
01 In all babies
Amorim 1999 1aa 12306013230 100 10.90 (11 6@ —.— g86.0 140[-2.06. 4.86]
Lewiz 1996 38 24 .82 (20.10) EL] 29.23 (30.40) + i 7. -4.41 [-15.89, 7.07 ]
Melsan 1985 22 23.70 622,50 22 25.00 (21.00) * 6.2 -1.30[-14.16, 11.56]
Subtotal (95% CI) 160 161 i —— 100.0 078[-243, 3.99]

Testfor heterogeneity chi-square=1.01 df=2 p=0.60 I* =0.0%
Test for overall effect z=048 p=0.6

-10.0 -5.0 1 5.0 10.0
Treatment less Cantrol less

Roberts D, Dalziel S. Antenatal corticosteroids for accelerating fetal lung maturation for women at risk of preterm birth. Cochrane Database of Systematic
Reviews 2006, Issue 3. Art. No.: CD004454. DOI: 10.1002/14651858.CD004454.pub2.
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Ant tal t t oo
ntenatal Cortucosterolias oo
: : . [
Purpose: To accelerate fetal lung maturation for women at risk of preterm birth
Comparison: Corticosteroids versus placebo or no treatment
Outcome: Neurodevelopmental delay in childhood
Stucly Treatrment Cartrol Relative Risk (Fixed) Wheigght Relative Risk (Fizeil)
nin nin 5% I (%) 5% I
01 In all hahies
ari 1904 3050 a2 . 100.0 0.64 [0.14,2.08 |
Subtatal (95% CI) 50 az e —— 100.0 0.64 [0.14, 2.98 ]

Total events: 3 (Treatment), 3 {Contral)
Test for heterogeneity : not applicable
Test for overall effect z=0.57 p=0.0G

L L 1 1 1 L
0.1 0.2 0.5 | & 18]
Fawvours treatment Fawvours cortrol

FJ -

Roberts D, Dalziel S. Antenatal corticosteroids for accelerating fetal lung maturation for women at risk of preterm birth. Cochrane Database of Systematic
Reviews 2006, Issue 3. Art. No.: CD004454. DOI: 10.1002/14651858.CD004454.pub2.



NIH Consensus Statement Antenatal E;E:

February 28—-March 2, 1994 o0

Corticosteroids | ¢
For Preterm Birth

NnNAntenat al cor
therapy is indicated for
women at risk of
premature delivery with
few exceptions and will
result in a substantial
decrease In neonatal

Effect of Corticosteroids

for Fetal Maturation on Mo I’b | d |ty an d Mo rtal |ty,

Perinatal Outcomes

as well as substantial
savings in health care

N\
NATIONAL INSTITUTES OF HEALTH t
Office of the Director C O S S O
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factant th
urfactant therapy e
- 7 . [
Purpose: To prevent morbidity and mortality in preterm infants
Comparison: Prophylactic surfactant versus treatment with surfactant
Outcome: Neonatal death
Stuchy Prophylactic Selective Relative Risk (Fized) Weiglht Relative Risk (Fized)
ik niM 05% G (%) 05% I
Bevilacqua 1008 28136 451132 —l— 0.5 0.50 [0.39, 0.80 |
Dunn 1961 052 250 - 5.3 1.00 [0.45, 2.63 ]
Egherts 1003 8I75 1472 = 0.3 0.55 [0.24, 1.23]
Iattwinkel 1993 627 11821 + = 2 0.27 [0.08, 0.06 ]
Kendig 1991 234235 407244 —i— 257 060 [0.37,0.07 ]
WWalti 1905 15134 23/122 —a— 15.7 050 [0.33, 1.08]
Bevilacqua 1007 0440 0744 s 2 000 [0.39, 2.08 ]
Total (05% CI) 1318 1205 . 100.0 061 [0.48 0.77]

Total events: 85 (Prophylactic), 151 (Selective)
Test far heterageneity chi-square=4.1G df=G p=0.65 1 =0.0%
Test for overall effect z=4.12 p=0.00004

0.1 02 0.4 I 2 il 1]

Favemnre mmanhaelardie Fawvwmre calartiva

Soll RF, Morley CJ. Prophylactic versus selective use of surfactant in preventing morbidity and mortality in preterm infants. Cochrane Database of Systematic
Reviews 2001, Issue 2. Art. No.: CD000510. DOI: 10.1002/14651858.CD000510.



Surfactant therapy '+

Purpose: To prevent morbidity and mortality in preterm infants
Comparison: Prophylactic surfactant versus treatment with surfactant

Outcome: Bronchopulmonary dysplasia

Study Frophylactic Selective Relative Risk (Fized) Weiglt Relative Rizk (Fized)
n/M ni 5% cl (%) a5% Cl
Bevilacqua 1995 120136 [7r132 — 2 0.6 [0.34, 1.38]
Ounn 19491 Iz [G/G0 —— G.g2 .88 [1.15,3.05]
Ejlerts 1993 22075 I7rr2 — 2 .24 [0.72,2.14]
Hattwinkel 1993 200527 42 | —i— 2.4 0.65 [0.41, 1.03]
Kendig 1991 207235 205244 —.' a6.3 0.09 [0.78, 1.26]
lvlenitt 1941 arnoz2 arnaol + a3 0.899 [0.39, 254
Walti 1995 3ana4 430122 —i— 8.7 0.80 [0.486G, 1.15]
Bevilacqua 1997 740 Gi44 22 .20 [ 0.43, 368 ]

Total (BG% CI) 1420 | 306 & 100.0 096 [0.82, 1.12]
Total events: 232 (Prophylactic), 230 (Selective)

Test for heterogeneity chi-square=13.01 df=7 p=0.07 7 =4G.2%

Test for aoverall effect z=0.57 p=0.0

1 1 1 1 1 1 1
0.1 0.2 0.4 I 2 il 1]
Favours prophylactic Favaours selective

Soll RF, Morley CJ. Prophylactic versus selective use of surfactant in preventing morbidity and mortality in preterm infants. Cochrane Database of Systematic
Reviews 2001, Issue 2. Art. No.: CD000510. DOI: 10.1002/14651858.CD000510.
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factant th
urfactant therapy e
- 7 . [
Purpose: To prevent morbidity and mortality in preterm infants
Comparison: Prophylactic surfactant versus treatment with surfactant
Outcome: Pneumothorax
Study Frophylactic Selective Relative Risk (Fized) Weiglvt Relative Risk (Fized)
nibl nitl a5% Cl (%) a5% Cl
Bevilacqua 1996 10/136 124132 i 7.0 0.81[0.36, 1.81]
Durn 1991 /a2 A/E0 = 75 0.58 [0.15,2.32]
Egherts 1903 2075 AIT2 + - 75 0.38 [0.08, 1.92]
ICattwinkel 1903 82T 11621 L 6.2 072 [0.29,1.78]
Kendig 1981 167235 207244 —— 418 0.57 [0.32,1.03]
Wialti 1905 27130 @21 = a.1 0.47 [0.12, 182]
Tatal (05% CI) 12685 1250 o 100.0 0.62 [0.42, 080

Total everts: 42 (Prophylactic), 68 (Selective)
Test for heterageneaty chi-square=1.12 df=5 p=005 1 =0.0%
Test for overall effect z=2.55 p=0.01
0.1 0.2 0.4 i 2 ] i
Favours prophylactic Fawvours selective

Soll RF, Morley CJ. Prophylactic versus selective use of surfactant in preventing morbidity and mortality in preterm infants. Cochrane Database of Systematic
Reviews 2001, Issue 2. Art. No.: CD000510. DOI: 10.1002/14651858.CD000510.



% VLBW INFANTS

Surfactant therapy
In VLBW Infants o

VERMONT OXFORD NETWORK ANNUAL REPORTS 1991-2006
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Antenatal Steroids and

Postnatal Surfactant Therapy
Effect on Mortality in ELBW Infants

0% —
1991 1992 1993 1994 1995 1996

B ANTENATAL STEROIDS O SURFACTANT THERAPY OMORTALTY




% VLBW INFANTS

Surfactant therapy
> 2 hours of age

VERMONT OXFORD NETWORK ANNUAL REPORTS 2000-2006
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High Frequency Oscillatory Ventilation | se

Purpose: To reduce acute pulmonary dysfunction in preterm infants
Comparison: High Frequency Oscillatory Ventilation versus Conventional Ventilation
Outcome: Death by 36-37 PMA weeks or discharge

Stucly HF 0% Ch Relative Rizk (Fixed) Wheigght Relative Risk (Fized)
ik niM a4 cl (%) a4 cl

Clark 1982 8437 Gf2a — 2.7 .01 [0.40, 258 ]
Courtney 2002 337244 405254 . 5 16.6 0.86 [0.456, 1.532]
Craft 2003 3522 a4 —t 1.1 .08 [0.25, 485 ]
Durand 2001 Gi24 4524 - 1.0 .26 [0.38, 4.10]
Gerstrmann 1990 0G4 2061 1.0 o.1a[o.01, 3.89]
Johnson 2002 100/400 1055307 . 41.4 085 [0.74, 1.20]
Ivloriette 2001 atnaa 277134 - 0.4 AT [oro, 1.75]
Flavka 1999 2421 2520 0.8 085 [0.14,6.13]
Rettwitz-'wolle 1903 G40 4450 -t 1.4 .36 [0.38, 475 ]
Schreiler 2003 larinz 217104 —a— 2 0.88 [0.50, 1.50]
Thorme 1993 140140 167144 —i— 6.4 006 [0.48, 1.81]
“an Reempts 2003 260147 200143 —— 7.8 1.30 [0.76, 2.24 ]
‘wierto 2004 1520 2520 —t 0.8 0.50 [0.04, 5.08]

Total (95% CI) 1 400G 1414 | 100.0 002 [0.83, 1.14]

Total events: 245 (HFOW), 251 {CW)
Test for heterogeneity chi-square=3.81 df=12 p=0.99 [F=0.0%
Test for overall effect z=0.30 p=0.2

o.oot o 0.1 1 10 o0 1000
Fawvours CW Fawvours C%

Henderson-Smart DJ, Cools F, Bhuta T, Offringa M. Elective high frequency oscillatory ventilation versus conventional ventilation for acute pulmonary
dysfunction in preterm infants. Cochrane Database of Systematic Reviews 2007, Issue 3. Art. No.: CD000104. DOI: 10.1002/14651858.CD000104.pub2.



High Frequency Oscillatory Ventilation | se

Purpose: To reduce acute pulmonary dysfunction in preterm infants

Comparison: High Frequency Oscillatory Ventilation versus Conventional Ventilation

Outcome: Chronic Lung Disease by 36-37 weeks PMA or discharge in survivors

Stucly HF 0% Ch Relative Risk (Fixed) Wheigght Relative Rizk (Fixed)
niM niM a5y cl (%) a4 cl

Clark 1882 anzo 10522 I — 2.4 0.23[007,073]
Courtney 2002 Toszo a35210 L 3 20.2 0.78 [0.62, 1.00]
Craft 2003 1319 1321 — 27 [.11 [0.70, 1.74]
Durand 2001 A/19 1420 —— an 038 [0.17,084]
Gerstrmann 1990 17064 270 —i— G.2 058 [0.356,0845]
Johngon 2002 1G&£300 1G3202 . ag.T 000 [0.85, 1.14]
Ivloriette 2001 244108 angior —— G.7 0.78 [0.40, 1.26 ]
Plawvka 1999 ana 2/1a 1.2 0aG 011, 1.13]

w Rettwitz-wolle 1993 0s 046G 0.o Mat estimahble
Schreilver 2003 43584 44 - 7.0 .26 [0.81, 1.76]
Thame 1993 a2 2a ans124 —— G.G 1.08 [0.71, 1.68]
“an Reempts 2003 244122 194133 i 4.0 1.38 [0.79,230]
‘wierto 2005 20149 gra S E— 1.8 0.24 [0.0G, 087 ]

Total (H5% CI) 1151 1156 + 100.0 080 [0.21,080]

Total events: 401 (HF OW), 448 (CW)

Test for heterogeneity chi-square=29.88 df=11 p=0.002 I =G3.2%

Test for overall effect z=2.21 p=0.03

III:I i IIZIIIII

Favours treatrment

Fawvours cortrol

Henderson-Smart DJ, Cools F, Bhuta T, Offringa M. Elective high frequency oscillatory ventilation versus conventional ventilation for acute pulmonary
dysfunction in preterm infants. Cochrane Database of Systematic Reviews 2007, Issue 3. Art. No.: CD000104. DOI: 10.1002/14651858.CD000104.pub2.



High Frequency Oscillatory Ventilation | se

Purpose: To reduce acute pulmonary dysfunction in preterm infants
Comparison: High Frequency Oscillatory Ventilation versus Conventional Ventilation
Outcome: Severe Intraventricular Hemorrhage

Stucly HF 0% Chf Relative Risk (Fixed}) Wieiglt Relative Risk (Fixed})
n/h ni a5% Cl (%) a5% Cl

Clark 19492 TiaT Grag — ar 0.88 [0.33, 2.34]
Courtney 2002 457244 45254 - 7.4 1.04[0.72, 1.51]
Craft 2003 4522 Ai24 . — 1.0 0.87 [0.27, 2.84]
Durand 2001 1424 4724 1.0 0.25[0.03,2.08]
Gerstrnann 1996 2064 GG —_— 2. 032 [007, 1.581]
HIFI 1984 adraz7 GG L 3 242 .41 [1.0G6, 1.88]
Johnson 2002 ag/400 SA/307 - pil 0.G9 [0.44, 1.01]
luboriette 2001 40130 194134 —— 7T [.T3[1.04 2.87]
Ogawa 19493 204G 174G 0.4 2.00[0.19,21.30]
Plavlka 1999 pl )| 2620 n.sg DA5[0.15,6.13]
Rettwitz-'wolle 1998 Sl 2440 -t n.sg 2721045, 13.33]
Schrejber 2003 1gnoz 144105 —— A4 1.32 [0.70, 2.52]
Thorme 1998 197140 181144 —— 7.0 1.0 [0.60, 1.88]
‘Jan Reemnpts 2003 145147 135153 —— a.0 .12 [0.55, 2.30]
‘wierto 2005 az0 2520 L — n.sg |60 [0.28, 8.04]

Total (A5% CI) 1774 180G * ] .11 [0.85, 1.30]

Tatal events: 278 (HF O, 265 (CW)

Test for heterogeneity chi-square=18.15 df=14 p=0.20 |7 =22

Test for overall effect z=1.31 p=0.2
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Henderson-Smart DJ, Cools F, Bhuta T, Offringa M. Elective high frequency oscillatory ventilation versus conventional ventilation for acute pulmonary
dysfunction in preterm infants. Cochrane Database of Systematic Reviews 2007, Issue 3. Art. No.: CD000104. DOI: 10.1002/14651858.CD000104.pub2.



High Frequency Oscillatory Ventilation | ¢e

Purpose: To reduce acute pulmonary dysfunction in preterm infants

Comparison: High Frequency Oscillatory Ventilation versus Conventional Ventilation
Outcome: Periventricular Leukomalacia

Stucly HF oy Ch Relative Risk (Fized) Wheigght Relative Risk (Fixed)
niM niM a4 cl (%) a4 cl

Courtney 2002 187244 2064254 - 254 072 [0.41,1.28]
Durancd 2001 a4 2124 e 2.0 .60 [0.27,8.18]
Gerstrmann 1990 4G4 a1 — a 1.27 [0.30, 544 ]
HIFI 1984 aggaar 260340 .5 243 1.G1 [0.88, 2.60]
Johnson 2002 2/400 Br307 —— 2.0 0.89 [0.38, 2.62]
Ivloriette 2001 14138 187134 i 8.3 0.75 [0.39, 1.44]
Ogawa 1993 P /40 e — 4.0 0.25 [0.03,2.14]
Flavka 1989 2121 1420 R — 1.0 .00 [0.18, 19.40 ]
Rettwitz-'voll 1993 P 0sa0 0.4 326 [0.14,77.87]
Schreiber 2003 45102 41105 —— aq 1.03 [0.2G, 4.01]
Thame 1988 an4a 0144 0.4 7.20 [0.38, 138,10 ]
“an Reernpts 2003 1147 2163 —— 7.8 .43 [0.50, 3.4G ]
“wierito 2005 1420 1420 1.0 1.00 [0.07, 14.80 ]

Total (95% CI) 1720 1754 . 100.0 A0 [0.85, 1.43]

Total events: 108 (HFOW), 100 {CW

Test for heterogeneity chi-square=10.38 df=12 p=0.52 ¥ =0.0%

Test for overall effect z=0.75 p=0.4
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Vitamin A therapy .

Purpose: To prevent morbidity and mortality in preterm infants
Comparison: Vitamin A supplementation versus no supplementation
Outcome: Death before one month

Darlow BA, Graham PJ. Vitamin A supplementation to prevent mortality and short and long-term morbidity in very low birthweight infants. Cochrane Database
of Systematic Reviews 2007, Issue 4. Art. No.: CD000501. DOI: 10.1002/14651858.CD000501.pub2.



