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Background

Neonatology includes interventions for
newborns and preterm infants

5% of newborns are preterm (< 37 week) or
have low birth weight (<2500 g)

Very preterm < 28 week:
- 1975: 85% mortality
- 2002: 20% mortality



Background

Reasons for this study:

* Disagreements between research and
clinical practice

* Cochrane Neonatal Group has completed
173 reviews in 2004 ©

* Free access to Cochrane Library for all in
Denmark



Aims

To assess the agreement between Cochrane
reviews and Danish guidelines for newborns

To assess the use of Cochrane reviews during
guidelines development

To assess the reasons for disagreements




Grading of Neonatal reviews

1 Intervention harmful or without effect
2 Intervention probably without effect

3 Insufficient or no evidence

4 Weak evidence - maybe beneficial

5 Intervention probably beneficial

6 Intervention beneficial



Grading of Neonatal reviews
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Results

173 interventions included

* Agreement for 131 1ntervent10ns (76%)

((\a

* Disagreement for 9 interventions (5%):

— 6 interventions recommended in guidelines,
but not in reviews

— 3 interventions recommended in reviews, but
not in guidelines



Use of Cochrane reviews?

We searched for references to
Cochrane reviews in guidelines and
interviewed guideline authors
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Use of Cochrane reviews

36 included interventions
assessed 1n reviews

23 guidelines did not
consider pertinent review

- 5 guidelines unknown

8 guidelines clearly
considered review



Use of Cochrane reviews

Only 8/36 (22%) guidelines authors
considered the pertinent Cochrane
review during guidelines development




Reasons for disagreements

We asked the guideline authors what
they considered the evidence basis for
the guideline
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Reasons for disagreement

Evidence used:

* Surrogate markers

* Observational studies
* Consensus statements
* Expert opinion

* Basic pharmacology / physiology

Reasons:
* Economical constraints

* Lack of external validity

* Unaware of the Cochrane review



Evidence base for guidelines

Several reasons for disagreement

between reviews and guidelines



Conclusions

Most neonatal guidelines are 1in agreement
with Cochrane reviews

Cochrane reviews were rarely used in
guideline development

We i1dentified various reasons for the
disagreements between reviews

and guidelines



Implications

This study 1llustrates one way to do ‘spring-
cleaning’ and:

- in1tiate debate on current guidelines

- avold disagreement between practice and
research

Physicians’ comments to authors of reviews are
needed to improve the quality of reviews

These initiatives may minimise the gaps between
research and clinical practice



Implications

This study 1llustrates one way to do ‘spring-
cleaning’and:

- avold disagreement between practice and research
- In1tiate debate about current guidelines

Physicians’ comments to authors of reviews are
needed to improve the clinical relevance of reviews
as they are continuously updated

It can be used within all fields if medicine
Combined this might minimise the gaps between

research and clinical practice, which should benefit
patients



Eksempler og forklaringer pa
uoverensstemmelser (1)

Adrenalin til hjertestop/bradycardi?
CR: Score 3 (ingen forsag)

RH: Anbefales (frekvens < 60)
Argument: Internationale anbefalinger

Vurdering:
— overbevisende effekt, “intet at tabe”
— etisk uforsvarligt med forsag

‘There is an urgent need for randomised, controlled trials to establish if
the administration of epinephrine to the apparently stillborn or extremely
bradycardic newborn affects mortality and morbidity’



Eksempler og forklaringer pa
uoverensstemmelser (2)

NCPAP til preterme (< 28 uge)?
CR: Score 3 (fa forsag med “ingen” effekt)
RH: Anbefales som standard

Argument: Observationelle studier, tradition

Vurdering:
— Ikke overbevisende effekt

— etisk forsvarligt med forsag



Grading of Neonatal reviews
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Grading



Eksempler og forklaringer pa
uoverensstemmelser (3)

Surfaktant til preterme (< 28 uge)?
CR: Score 6 (talrige forsag)
RH: Anbefales ikke

Argument: Vi giver NCPAP - i de inkluderede
fors@g gives NCPAP ikke

Vurdering:

— ekstern validitet (andre patient-typer)



Grading of Cochrane reviews

Who?

To doctors (non-neonatologists)
independently assessed reviews

Disagreements were solved
through discussion



Baggrund

Evidenshierarkiet:

» Meta-analyser af randomiserede
kliniske forsgg (Cochrane
oversigter)

» Randomiserede kliniske forsgg

» Kliniske observationsstudier

» Basal forskning (fysiologi + kemi)

» Klinisk erfaring uden systematisk
observation



Baggrund

Personlige:

* Bekendt med arbejdet bag
Cochrane reviews - interesse i at
forskningen implementeres

* Kollegaer: ’Cochrane reviews ofte
svaere og "tunge” at laese’

* Bornelaege



Baggrund

Hvorfor uoverensstemmelse?

* 12.500 randomiserede forsgg arligt

* Anbefalinger i lzerebager efter 5-10 ar
efter udviklingen

* Anbefalinger i laerebgger ikke altid valide

* Klinikers viden om evidensbaseret
medicin



Venepunktur vs. haelprove
Effektmal: Fejlstik
Relative Risk (RR)

Eriksson 1999 = 0.80 (0.37, 1.75)
Larsson 1998 - 0.19 (0.09, 0.38)
Shah 1997 = 0.27 (0.03, 2.11)
Total . 0.30 [0.18 to 0.49]

Heterogeneity: I’=72%

0.5 1 2
Venepunktur bedre  Haelprove bedre



Profylaktisk vs. selektiv surfaktant

Effektmal: Pneumothorax
Relative Risk (RR)

Bevilacque 1996 = 0.81 (0.36, 1.81)
Dunn 1991 = 0.58 (0.15, 2.32)
Egberts 1993 4 = 0.38 (0.08, 1.92)
Kattwinkel 1993 - 0.72(0.29, 1.78)
Kendig 1991 = 8'2; (8'?3 1'gg)
Walti 1995 = 47012, 1.82)
Heterogeneity: 0% * 0.62 [0.42 to 0.89]
0.5 ( 2

Profylaktisk bedre  Selektiv bedre



Reiew:  “enepuncture versus heel [3ce for blood sampling I term neanates
Companzan: 01 \enepunchure vs. heel [3ce
Outeame: 01 Need tar more than ane skin puncture

atudy \enepuncture el ance Relative Risk (Flied) Weight ~ Relative Risk (Frved
il i 9% Cl W 4L
Ersan 1990 £l 1030 # i D04 1
Larsson 1048 Tl Al /67 'ﬂ—l— B8 01800903
shah 1997 113 44— 68 027003 210
Total (5% L) B M o 00[008,040]
Test tor heteragenety chi-square= 74 af=2 p={ 0204
Teat tor overgl ettect=4.77 p. 00001
TR

Fairours venepuncture — Favours heel lance



Review:  Prophylactic wersus selective use of surfactant in preventing morbidty and mortality in preterm infants
Comparizon: 01 Praphylactic Surfactant vs. Treatment wih Surfactant
Outcome: 01 Pneumathoray

Study Prophvlctic  Selective Relative Risk (Fixed) Mieght — Relative Risk (Fived]
nil il 5% CI (BN C

Bevilacqua 1996 (A TRk 4 79 081 [036181]
Cunn 141 3162 £ 10 3 TH DAR[006,200)
Egberts 1693 1178 §in 4 : TH 0008102
Vattwinkiel 193 BT 1162 i 62 072[029,178]
Kendip 1991 LT Y —— #8 0AT 032,109
i 1095 31130 fi/121 " 01 047 (042 182]

Total (395°% L1} 42018 BR12ED o 000 062 [042009]

Test for heterogenatty chi-square=1.12 df= p=08420
Teat for overall effact=-2.59 p=0.01

13 i § ol

Fawours prophylactic — Fawaurs selective



Eks: Rigshospitalet

172 behandlinger vurderet i Cochrane
Neonatal oversigter

Instrukser:
* 130 overensstemmelse
17 delvis overensstemmelse

* 10 uoverensstemmelse
* 15 delvis uoverensstemmelse
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Deltagelse i NEONATAL - GRIP

Alle paediatriske/neonatal afdelinger pa
danske hospitaler blev inviteret:

OK - fra 18 hospitaler: Aalborg, Esbjerg,
Gentofte, Glostrup, Herning, Hillerad,
Holbaek, Hvidovre, Kolding, Naestved,
Nykabing Falster, Odense, Rigshospitalet,
Roskilde, Sgnderborg, Viborg, og Arhus.



