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DEFINICE EBM

EBM je systematicky
oristup k reseni klinickych
nroblémd, ktery umoZzniuje
nropojeni nejlepsich
dostupnych vedeckych
dukazu s klinickou
zkusenosti a preferencemi
pacienta (patient values).
(Sackett 2000)
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HAYESOVA PYRAMIDA EVIDENCE

Randomizované

experimenty

Prurezoveé (populacni)




HAYNES PYRAMID OF EVIDENCE

Cross-sectional Studies



IDEAS, EDITORIALS, ANECDOTAL EVIDENCE

Meta-

analyzy

Systematické
pfehledy

* pbezprostredni zkuSenost

* ideje pro dalsi zkoumani

Randomizované
experimenty

Uskali
* selektivni pamet

Kohortové (prospektivni)

Pripady a kontroly (retrospektivni)

* nemame dobry
odhad cetnosti

Prarezoveé (populaéni)

Kazuistiky

e tvorba mytu



CASE REPORTS, CASE SERIES

Meta-

analyzy

Systematické
pfehledy

podrobné popisy pfipadu

Interni tisk, oborové casopisy

Randomizované
experimenty

rozsSifrena osobni zkusenost

Kohortové (prospektivni)

nemame dobry

v . Pripady a kontroly (retrospektivni)
odhad Cetnost

Prarezoveé (populaéni)

slouzi hlavne jako
inspirace k vyzkumu

Myslenky, nazory, anekdotické pripady




CROSS-SECTIONAL STUDIES

Meta-

analyzy

Systematické
pfehledy

e stav, situace v jednom okamziku

e muze identifikovat souvislost

Randomizované
experimenty

 nemuze prokazat kauzalitu

Kohortové (prospektivni)

(déti a capi)

Pripady a kontroly (retrospektivni)

Prurezoveé (populacni)

Kazuistiky

Myslenky, nazory, anekdotické pripady



KORELACE vs. KAUZALITA

Vztah poctu narozenych déti k poctu hnizdicich paru ¢apu
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CASE-CONTROL STUDIES

zaciname vysledkem

Meta-

analyzy

Systematické
pfehledy

mame 0soby s problémovym
vysledkem (cases)

Randomizované
experimenty

vybereme skupinu s dobrym
vysledkem (kontroly)

Kohortové (prospektivni)

v jake vlastnosti se liSi?

Prarezoveé (populaéni)

divame se do minulosti

Kazuistiky

souvislost ano,
kauzalita ne

Myslenky, nazory, anekdotické pripady




zaciname "podezrelou” vlastnosti
sledujeme v Case, co se prihodi

noteé z

COHORT STUDIES

nodnotime vysledky

nohlec

muzZeme usuzovat na

kauzal

trvani | desitky let
samovyber

do budoucnosti

Iitu

Meta-

analyzy

Systematické
pfehledy

Randomizované
experimenty

Pripady a kontroly (retrospektivni)

Prarezoveé (populaéni)

Kazuistiky

Myslenky, nazory, anekdotické pripady




RANDOMIZED CONTROLLED TRIALS

,Zlaty standard®

Meta-

analyzy

Systematické
pfehledy

maximalni eliminace jinych vlivy

nahodné prirazeni ke kontrole
nebo k intervenci

Randomizované
experimenty

Kohortové (prospektivni)

zaslepeni (jde-li)

;o v , Pripady a kontroly (retrospektivni)
vypoCet potiebné e -

velikostl

Prarezoveé (populaéni)

Kazuistiky

Myslenky, nazory, anekdotické pripady




RANDOMIZOVANA STUDIE
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Recruitment: delivery July 1988 - August 1990

Total bookings ?

v

Records screened for eligibility

?
Excluded because ineligible
Parity > 2
Age < 18 or > 40 <
Multiple pregnancy
Insufficient English or French v
Considered high risk Enrolled - 1050
I
\ 4
Randomised - 703
v v

Withdrew before labour - 6
Not randomised - 341

Allocated to restricted - 351

Allocated to routine - 352

Protocol not observed - 2 |4

A 4

P Protocol not observed - 3

Ascertained data - 349

Ascertained data - 349




RANDOMIZOVANA STUDIE

Klein MC et al.: Does Episiotomy Prevent Perineal Trauma and Pelvic Floor Relaxation?
First North American Trial of Episiotomy. Publikace 1992, sher dat 1988 — 1990.

« hlavni sledovany jev (outcome): méni restriktivni pristup k epiziotomii miru vSech a miru
vaznych Sitych poranéni hraze?

* vypocet velikosti souboru v zavislosti na oCcekavaném rozdilu
— tak aby zachytil pokles o 7 % u primipar a 0 15 % u multipar
— predpoklad, ze cca 30 % odpadne (dropout)

« vysledky pro vazna poranéni hraze
— vSechny 8.6 % vs. 8.3 %, RR = 1.03 (Cl 0.63-1.69), p-value = 0.901
— primipary 15.6 % vs. 14.2 %, RR = 1.10 (0.67-1.81), p-value = 0.750
— multipary 1.7 % vs. 1.8 %, RR = 0.94 (0.19-4.61), p-value = 0.949

« vysledky pro vazna poranéni hraze
— vSechny 8.6 % vs. 8.3 %, RR = 1.03 (Cl 0.63-1.69), p-value = 0.901



SYSTEMIC REVIEWS

vyuziti vSech dostupnych informaci

spolecné vice pozorovani
Vetsi jistota spravnosti
zdroj doporuceni

| heterogenita studii

Meta-

analyzy

Systematické
pfehledy

Randomizované
experimenty

Kohortové (prospektivni)

Pripady a kontroly (retrospektivni)

Prarezoveé (populaéni)

| heterogenita
vystupl

Kazuistiky

Myslenky, nazory, anekdotické pripady



SYSTEMIC REVIEWS

Meta-

analyzy

Systematické
pfehledy

* prohledani databazi

e vytrideni nalezenych dle typu

Randomizované
experimenty

» vytrideni dle metodologie

Kohortové (prospektivni)

 posouzeni kvality (bias)

Pripady a kontroly (retrospektivni)

* Vypocet vazeného
vysledku

Prarezoveé (populaéni)

Kazuistiky

Myslenky, nazory, anekdotické pripady




METAANALYZA RESTRIKTIVNI EPIZIOTOMIE

Episiotomy for vaginal birth (Review), Cochrane Library of Systemic Reviews
Carroli, Mignini — 1999, 2000, 2009 — postupné pribyvaji studie
 prohledany databaze — 14 studii — 8 vhodnych (eligible)

— 2000: 6 studii, 4 850 Zzen
— 2009: 8 studii, 5541 Zen

* dva vedci nezavisle na sobe posuzovali moznost chyby, vychyleni
(bias) v kazde ze zahrnutych studii

e 2 hlavni vystupy (vazné poranéeni hraze a vaginy)

e 15 dalSich vystupu véetné potfeby Siti, hojeni, pozdni inkontinence,
zdravotniho stavu ditete



Severe perineal trauma — vazne poraneni hraze

Study or subgroup Restricted episiotomy Routine episiotomy Risk Ratio Risk Ratio
n/N n/N M-H,Fixed,95% Cl M-H,Fixed,95% Cl
| Midline
Klein 1992 30/349 29/349 - 103063, 1.69 ]
Rodriguez 2008 15/222 32/223 - 047 0.26, 0.84 ]
Subtotal (95% CI) 571 572 * 0.74 [ 0.51, 1.07 ]
Total events: 45 (Restricted episiotomy), 61 (Routine episiotomy)
Heterogeneity: Chi2 = 4.11, df = | (P = 0.04); I* =76%
Test for overall effect: Z= 1.6 (P=0.11)
2 Mediolateral
Argentine 1993 15/1308 19/1298 - 0.78 [ 040, 1.54 ]
Dannecker 2004 2/49 5/60 - 1 049 0.10, 242 ]
Eltorkey 1994 0/100 0/100 00[00,00]
Harrison 1984 0/92 5/89 " B 0.09 [ 0.00, 1.57 ]
House 1986 0194 3771 — 0.11 [ 001, 206 ]
Subtotal (95% CI) 1643 1618 - 0.55 [ 0.31, 0.96 ]
Total events: |7 (Restricted episiotomy), 32 (Routine episiotomy)
Heterogeneity: Chi? = 3.83, df = 3 (P = 0.28); I> =22%
Test for overall effect: Z = 2.10 (P = 0.036)
Total (95% CI) 214 2190 . 0.67 [ 0.49, 0.91 |
Total events: 62 (Restricted episiotomy), 93 (Routine episiotomy)
Heterogeneity: Chiz = 8.17, df = 5 (P = 0.15); 12 =39%
Test for overall effect: Z =254 (P =001 1)
0.005 0.1 | 10 200

Favours Restricted Favours Routine



Need for suturing perineal trauma - Potfeba Siti poraneni hraze

Analysis 1.17. Comparison | Restrictive versus routine episiotomy (all), Outcome |17 Need for suturing

perineal trauma.
Review: Episictomy for vaginal birth
Comparison: | Restrictive versus routine episiotomy (all)

Outcome: |7 Need for suturing perineal trauma

Study or subgroup Restricted episiotomy Routine episiotomy Risk Ratio Weight Risk Ratio
n/N n/N M-H,Random,95% ClI M-H,Random,95% CI
Argentine 1993 817/1296 [138/1291 = 242 % 0.72 [ 068, 0.75 ]
Eltorkey 1994 62/100 86/100 - 18.2 % 072[ 061,086 ]
Harrison 1984 50/92 89/89 - 174 % 0.55 [ 045, 0.66 ]
House 1986 54/94 63/71 - 7.1 % 0.65[ 053,079 ]
Sleep 1984 344/498 392/502 . 232 % 0.88 [ 0.82,0.95]
Total (95% CI) 2080 2053 * 100.0 % 0.71 [ 0.61, 0.81 ]
Total events: 1327 (Restricted episiotomy), 1768 (Routine episiotomy)
Heterogeneity: Tau? = 0.02; Chi? = 35.99, df = 4 (P<0.00001); 1 =89%
Test for overall effect: Z = 4.79 (P < 0.00001)
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IDEAL - A DA SE POKAZIT

Randomizované

experimenty

Prurezoveé (populacni)




IDEAL - A DA SE POKAZIT

Teoreticky Cim vySe tim presngji, prakticky Ize vzdycky udelat chybu
e Spatne vybrana kontrolni skupina — neodpovida populacneé té zkoumaneé

* ti, co nesou oSetfeni nejhur, odpadnou — ztrata informace, vychyleni
odhadu

| u metaanalyz Ize delat chyby

e Spatne vybrané nekonzistentni studie

e smichani ruzné kvalitnich vystupu
— Jedni zjistuji bolest na Skéle, druzi jen ano/ne
— ruzné vychozi podminky



| VEDCI PODLEHAJi EMOCIM A PREDSUDKUM

« MuZe byt téZké prosadit realizaci, publikaci, aplikaci,
pokud |dete proti hlavnimu proudu a presvedceni

— Michael Klein, autor prvni randomizovane studie epiziotomii

* Presvedceni ovlivnuje Cteni a interpretaci studii
— Archie Cochrane
— porody doma: nad stejnymi daty vyslovi kazdy jiny zaver
— porod doma vs. TOLAC (pokus o vaginalni porod po cisari)



Formula versus donor breast milk for feeding preterm or low birth weight infants

Feviews: Formula wersus donar breast milk for feeding preterm ar low birth weight infants
Comparison: 1 Formula (term or preterm) wersus donor breast milk
Outcome: 20 Mecrotising enterocolitis

Study or subgroup Farmula milk Donaor breast milk Risk Ratio Weight Rizk Ratio
niM niM M-H,Fined 95% CI M-H.Fixed, 95% Cl
1 Term formula
Gross 1983 326 1/41 = 74% 4.73[0.52,43.08]
Subtotal (95% CI) 26 41 e —— 7.4 % 473 [ 0.52, 43.09 ]

Total events: 3 (Formula milkd, 1 iDonor breast milk
Heterogeneity: not applicable
Testfor overall effect: 2 = 1 .38 (F=0.17)

2 Preterm farmula

Cristofalo 2013 5/24 1/25 = BE% 604 [0.76, 48.251]
Lucas 1984a 476 1/83 & 91% 4.37[0.50, 38.231]
Lucas 1984h 57173 24170 B 19.2% 246 [048,1249]
Schanler 2005 10/88 5/78 —— 50.5 % 1.77 [0.63, 4.96]
Tyson 1983 1/44 037 L * 5.2% 253[0.11, 60.39]
Subtotal (95% CI) 405 397 ~llfine- 92.6 % 261 L27, 5.35]
Total events: 25 (Formula milkd, 9 (Donor breast milkd
Heterogeneity: Chiz = 1.39, df =4 (P = 0.85); I =0.0%
Testfor overall effect: 2 = 2.62 (P = 0.0087)
Total {95% CI} 431 438 e 100.0 % 277 [ 140, 5.46 ]
Total events: 28 (Formula milkd, 10 (Donor breast milkd
Heterogeneity: Chi® = 1 .68, df = 5 (P = 0.89); F =0.0%
Test for overall effect: 2 = 2.94 (P = 0.0033)
Testfor subgroup differences: Chiz = 0.25, df =1 (F = 0.62), F =0.0%
0.0z 0.1 1 10 50
Favours formula milk Favours breast milk

Cochrane Database of Systematic Reviews
22 APR 2014 DOI: 10.1002/14651858.CD002971.pub3


http://onlinelibrary.wiley.com/doi/10.1002/14651858.CD002971.pub3/full#CD002971-fig-0006

Formula versus donor breast milk for feeding preterm or low birth weight infants

Review: Formula versus donor breast milk for feeding preterm or low birth weight infants
Comparisan: 1 Formula iterm or preterm) wversus donor breast milk
Outcome: 3 Short-term change in crown-heel length imm Sweek

Study or subgroup Farmula milk Donor breast milk Mean Difference Weight Mean Difference
N Mean(5D) N Mean(5D) IV, Fixed,95% CI IV, Fixed, 95% Cl
1 Term formula
Davies 1977 34 9.3 02 34 8.5 (2.4) —— 221 % 0.80[-0.25,1.85]
Gross 1983 20 7.2 01.8) 40 6.4 (1.6) —B— 281 % 0B0[-013.1.73]
Subtotal (95% CI) 54 74 i 50.2 % 0.80 [ 0.10, 1.50 ]

Heterogeneity: Chi* = 0,00, df =1 (P =1.00); I =0.0%
Test for overall effect: 2 = 2.25 (F = 0.024)

2 Preterm formula

Cristofalo 2013 24 11.2 (2.8 29 8.4 (2.1) —_—— 13.3% 2E80[1.44,4.161]
Lucas 1984a 12 9.7 122 14 7324 % - 7.E% 240 [0.63,4.17]
Lucas 1984hb 20 9.6 12.2) 25 g4 i1.4) —— 198 % 1.20[0.09,2.31]
Schanler 2005 g8 10 7 1208 + t 3.2% S200[-4.74, 0.74]
Tyson 1983 42 11 i) 34 75 | 5.7 % 400[1.93, 6.07]
Subtotal (95% CI) 186 180 - 49.8 % 1.93 [ 123, 2.62 |

Heterogeneity: Chi* = 1525, df =4 (P = 0.004); 2 =74%
Test for overall effect: 2 = 5.39 (P < 0.00001)

Total (95% CI) 240 254 . 100.0 % 136 [ 0.87, 1.85 ]
Heterogeneity: Chi* = 20,23, df = 6 (P = 0.003); 2 =70%

Test for overall effect: 2 = 540 (F < 0.00001)

Testfor subgroup differences; Chi? = 4,99, df =1 (P = 0.03), F =80%

-4 -2 ] 2 4
Favours breast milk Favours formula milk

Cochrane Database of Systematic Reviews
22 APR 2014 DOI: 10.1002/14651858.CD002971.pub3


http://onlinelibrary.wiley.com/doi/10.1002/14651858.CD002971.pub3/full#CD002971-fig-0006

Continuous nasogastric milk feeding versus intermittent bolus milk feeding for premature
infants less than 1500 grams

Review: Continuous nasogastric milk feeding versus intermittent bolus milk feeding for prem ature infants less than 1500 grams
Comparison: 1 Continuous versus intermittent bolus (nasogastric and orogastric tube) milk feeding - all infants
Outcome: 4 Complications (categorical)

Study or subgroup Continuous Intermittent Risk Ratio Weight Risk Ratio
nil ni M-H,Fined 95% Cl M-H.Fized, 95% CI
1 Prowen MEC (Bell's stage Il or greater)
Akintorin 1997 2139 2/41 D — 124 % 1.05[0.16 7.10]
Dsilna 2005 22z 1/48 t 4.1 % 418 [040, 43.68]
Schanler 1995 iases 1z/88 —.— B0.0% 0.82[0.38 1.76]
Silvestre 19596 0/45 0/48 Mot estimable
Toce 1387 2130 0/23 y ERR 3870019, 7e.82]
Subtotal (95% CI) 219 246 . 100.0 % 1.09 [ 0.58, 2.07 |

Total events: 16 (Continuous), 16 (Interm ittent)
Heterogeneity: Chi* = 2.50, df = 3 (P = 0.47); ¥ =0.0%
Testfor overall effect: £ = 0.27 (P =075

2 Probable MEC

Akintorin 1997 4439 1741 = 30.1 % 4.21[0.49, 35.99 ]
Tace 1987 1730 2/23 B £9.9 % 0.38 [ 0.04, 3.97 ]
Subtotal (95% CI) 69 64 ——— 100.0 % 153 [ 0.40, 5.89 |

Total events: 5 (Cantinuous), 3 {Interm ittent)
Heterogeneity: Chi* = 2.20, df =1 (F = 0.14); I* =55%
Teztfor overall effect: £ = 0.62 (F=0.53)

3 Failure to complete protocol because of feeding intolerance

Schanler 1999 10/83 1/E8 B 223% 1060 [1.39, 81.02]
Silwestre 19985 0745 3/48 . 7T % 015[0.01, 2.871]
Subtotal (95% CI) 128 136 i 100.0 % 2.48 [ 0.83, 7.40 |
Total events: 10 (Continuous), 4 {lnterm ittent)
Heterogeneity: Chi* = 543, df =1 (P = 0.02); ¥ =82%
Teztfor overall effect: Z = 162 (F=0.10)
0.01 0.1 1 10 100

Favours continuous Favours intermittent

Cochrane Database of Systematic Reviews
9 NOV 2011 DOI: 10.1002/14651858.CD001819.pub2


http://onlinelibrary.wiley.com/doi/10.1002/14651858.CD001819.pub2/full#CD001819-fig-00104

Rewiews: Continuous nasogastric milk feeding versus intermittent bolus milk feeding for premature infants less than 1500 grams
Comparison: 1 Continuous versus intermittent bolus (nasogastric and orogastric tube) milk feeding - all infants

Outcome: 2 Growth

Study or subgroup Continuous Intermittent Mean Difference Weight Mean Difference
N Mean(50) MeaniSD) IV, Fined,95% CI IV, Fined,95% CI
1 Days to regain birthweight
Akintorin 1997 39 12.6 (3 41 12.53.9) = 275 R 0.10[-1.84, 2.04]
Dsilna 2005 22 15.5 4.3) 46 15.5 (3.7} B 236 % 0.0[-2.09,2.09]
Schanler 1999 83 12 (5 88 13 (&) [ | EF- -1.00[-2.65, 0.65]
Silwestre 1996 42 170 40 1807 - 11.2% -l.o0[-4.03,2.03]
Subtotal (95% CI) 186 215 ' 100.0 % -0.46 [ -1.48, 0,55 ]
Heterogeneity: Chi* = 1.04, df = 3 (P = 0.79); F =0.0%
Test for overall effect: Z = 0.89 (P = 0.37)
2 Weight gain (g/kg/day)
Schanler 1999 83 20 4 BE 22 (3) . 72T R -2.00 [-3.35, -0.65]
Toce 1987 30 134 4.38 23 12.23.8) [ 273 % 1.20[-1.01, 3411
Subtotal (95% CI) 113 111 + 100.0 % -113 [ -2.28, 0.03 ]
Heterogeneity: Chi* = 587, df =1 (P =0.02); F =83%
Test for overall effect: 2 = 1.91 (P = 0.036)
3 Weight gain (g/weekd
Macdonald 1992 12 155.3 47.6) 12 167.5 (43.6) ER:E -12.50[-51.40, 26.40]
Silwestre 1996 42 10521 40 98 (14) -.— 96.2 % 7.00[-0.69, 14.69]
Subtotal (95% CI) 54 52 - 100.0 % 6.27 [ -1.28, 13.81 ]
Heterogeneity: Chi* = 0.93, df =1 (P = 0.34); I* =0.0%
Test for overall effect: 2 = 1.63 (P = 0.10)
4 Length gain (cm fweelk)
Macdonald 1952 12 1.04 (0.44) 12 1.14 (0.4E) L B.7 % -010[-0.46, 0.26]
Schanler 1999 B3 0.98 (0.8) B8 0.88 (0.38) H 248 % 0.10[-0.09,0.29]
Silwestre 1996 42 1.05(0.28 40 0.98 (0.28) . 595 % 0.07[-0.05019]
Toce 1987 30 FT 035 23 0.56 (0.7) L S9.0% 0.21[-0.10,0.52]
Subtotal (95% CI) 167 163 100.0 % 0.08 [ -0.01, 0.17 |
Heterogeneity: Chi* = 1.69, df = 3 (P = 0.64); I* =0.0%
Test for overall effect: Z = 1.65 (P =0.10)
5 Head circumference gain (om fweeld
Macdonald 1992 12 0.94 (0.23) 12 0.99(0.21) L 136 % -0.05([-0.23,0.13]
Schanler 1593 B3 0.84 (0.22) g8 0.88 (0.28) . 4.7 % 004 [-0.12, 0.04]
Toce 1987 30 077 (0.35 23 0.7 (0,35 L 117 % 007 [-012, 0261
Subtotal (95% CI) 125 123 100.0 % -0.03 [ -0.09, 0.04 ]
Heterogeneity: Chi* = 118, df = 2 (P = 0.55); I* =0.0%
Test for overall effect: 2 = 0.86 (P = 0.35)
& Change in triceps skinfold thickness (mm fweek)
Silvestre 1996 42 0.21 (014 40 0.21 (0.14) . 90.8 % 0.0[-0.06, 0.06]
Toce 1987 30 0.14 (0.35) 23 0.14 (0.35) L 9.2% 0.0[-0.19,0.19]
Subtotal (95% CI) 72 63 100.0 % 0.0 [ -0.06, 0.06 ]
Heterogeneity: Chi* = 0.0, df = 1 (P=1.00); I* =0.0%
Test for overall effect: Z = 0.0 (P =1.0)
Testfor subgroup differences: Chi* = 10.54, df = 5 (P = 0.06), F =53%
1] 25 50



Multi-nutrient fortification of human milk for preterm infants

Fortified Unfortified Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight N, Fixed, 95% Cl Year I, Fixed, 95% CI
1.1.1 All trials
Modanlou 1986 267 34 g 194 27 10 40% 7F30[4.41,1019) 1986 e —
Gross 1987 (1) 1849 25 1m0 177 44 10 34% 2.20[-054, 5.34] 1987 N I —
Gross 1987 () 2148 348 17 178 373 g 4 6% 400[1.28 672 1987 I
Polberoer 19849 204 28 ¥ o183 372 7 34% A10[1.595 8.248) 1985 -
Pettifar 1989 167 4 28 168 6.4 28 3.8% -010[-3.09, 2.89] 1985 . —
Parcelli 1992 114 27 10 12 3 10 54% -0.60[-3.10,1.800 1992 — T
Lucas 1996 156 47 137 18 34 138 352% 060038 1.58] 1996 T
Walben 1998 166 16 12 142 2 13 169% 2.40[0.99 3.81] 15498 —
Michall 19499 181 33 13 132 64 10 1.8% 1.90[-245 6.248] 1998
Mukhopadhyay 2007 151 4 g2 124 4 A M.Aa%  2.20[094 3.44] 2007 —=
Subtotal (95% CI) 325 310 100.0% 1.81[1.23, 2.40] 5

Heterogeneity: Chi®= 32.63, df=9 (P = 0.0002); F=72%
Test for overall effect: =612 (F = 0.00001)

1.1.2 Trials recruiting only very preterm or VLBW infants

Modanlou 1986 267 3.4 g 194 27 M 11.7% 7.30[4.41,1019] 1986 E
F ettifor 19845 167 & 29 168 6.4 28 109% -010[-3.09, 2.89) 19849 I R

Folherger 19849 204 28 ¥ o153 32 7 98% 5101[1.95, 8.29] 19849 —
Michall 1995 181 3.3 13 132 64 10 2% 1.90[2.45 6.29] 19949

Mukhopadhyay 2007 1581 4 a2 124 4 A B2.3%  2.20[0.94, 3.45] 2007 -

Subtotal (95% CI) 139 130 100.0% 2.82[1.83, 3.80] <
Heterogeneity: Chi®=16.02, df=4 (P =0.003); F=75%

Test for overall effect: £= 558 (F = 0.00001)

1.1.3 Trials conducted in low- or middle-income countries

F ettifor 19845 167 & 29 168 6.4 28 149% -010[-3.09, 2.89) 19849 I R
Mukhopadhyay 2007 1581 4 a2 124 4 A B51%  2.20[0.894, 3.445] 2007 t

Subtotal (95% CI) 111 103 100.0% 1.86 [0.70, 3.01]

Heterogeneity: Chi®=1.94, df=1 (F=0.16);, F= 483%
Test for overall effect: £= 314 (F=0.002

[

10 5 0 5 1
] . Favours control  Favours fortified
Test for subgroup differences: Chif= 3.04, df= 2 (P=0.22), F= 34.2%

Cochrane Database of Systematic Reviews
8 MAY 2016 DOI: 10.1002/14651858.CD000343.pub3


http://onlinelibrary.wiley.com/doi/10.1002/14651858.CD000343.pub3/full#CD000343-fig-0003

Multinutrient fortification of human breast milk for preterm infants following hospital
discharge

Hutrient fortified Hon-fortified Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean D Total Weight IV, Fixed, 95% Cl Year I, Fixed, 95% CIl
1.1.1 3-4 months corrected age
Q'Connor 2008 8,538  TEBB 17 aD4z2 17 191% 49300[-93.42,10793.42] 2008 = '
Zachariassen 2011 6,464 951 104 F,389 83 34.9% Ta00[-172.65, 322649] 2011 t
Subtotal {(95% Cl) 121 115 100.0% 138.26 [-89.87, 366.40]
Heterogeneity: Chif=1.66, df=1 (P =020} F=40%
Testfor averall effect Z=118{F =023
1.1.2 12 months corrected age
Q'Connor 2008 9838 1,152 14 8,648 1,438 16 141% 1187.00([2558.31, 2114.69] 2008 —_—
Zachariassen 2011 9446 1,339 92 8344 1,243 89 89.9%  10200[-274.23,473.23] 2011 —.—
Subtatal {(95% Cl) 106 105 100.0% 255.25 [-93.40, 603.90] —e—
Heterogeneity: Chif=4.91, df=1(P=0.03); F=73%
Testfor averall effect Z=143{F=019)

-1000 -500 0 500 1000

Test far subgroup differences:; Chif=0.30, df=1 {FP=04588}, F=0%

Cochrane Database of Systematic Reviews
28 FEB 2013 DOI: 10.1002/14651858.CD004866.pub4

Fawaurs caontral

Fawaurs fortified


http://onlinelibrary.wiley.com/doi/10.1002/14651858.CD004866.pub4/full#CD004866-fig-0001

Nutrient-enriched formula versus standard formula for preterm infants following hospital
discharge

Cochrane Database of Systematic Reviews
13 DEC 2016 DOI: 10.1002/14651858.CD004696.pub5


http://onlinelibrary.wiley.com/doi/10.1002/14651858.CD004696.pub5/full#

Post-discharge formula

Term formula

Mean Difference

Mean Difference

Study or Subgroup Mean sD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI

1.4.1 3-4 months post term

koo 2006 a5 16 H 406 17 36 108% -11.00[18.91,-3.09)]

Litmanovitz 2004 a8y 14 10 404 g 10 40% -5.00[F17.78, 7.78]

Lucas 1992 411 18 16 408 13 15 5.4% 3.00 [-8.00,14.00]

Lucas 2001 400 14 103 402 14 103 4438% -2.00[-5.82 1.82 —

Rogogero 2011 agy 17 54 347 14 1 19.9% 200[3.74 7.74] B B —
Fogoero 2012 am 17 40 342 13 44 15.4% 9.00[2.48,15.52] s —
Subtotal (95% CI) 254 269 100.0% -0.30 [-2.86, 2.26] -
Heterogeneity: Chi*=17.09 df=5 (P =0.004) P=71%

Testfar overall effect £=0.23 (P = 0.82)

1.4.2 6 months post term

Atkinsaon 1999 447 13 X440 13 28 132% T.00 003, 14.03] | e —
koo 2006 14 18 ) 4249 14 36 3.3% -10.00[-18.87,-1.13]

Litmanovitz 2004 430 18 10 440 22 10 21% 1000 [-27.62, 7.62

Lucas 1992 440 18 16 432 13 14 a.4% 8.00 [-3.00, 19.00]

Lucas 2001 433 16 103 434 18 103 36.4% -1.00[-5.24, 3.24] ——

Rogogero 2011 430 17 a4 421 14 1 18.8% 9.001[3.11,14.89)] —
Rogogero 2012 423 15 40 M4 14 414 158% 4002421043 B I —
Subtotal (95% CI) 278 298 100.0% 2.28 [-0.28, 4.83] . 3
Heterogeneity: Chi*=19.57 df=6 (P =0.003) F=EY%%

Testfor overall effect: £=1.75 (P = 0.08)

1.4.3 9 months post term

Atkingaon 1999 161 13 24445 13 29 23.0% G.00 [-1.03,13.03] T
koo 2006 434 14 H 440 14 36 136% -11.00[20.12,-1.88] -

Lucas 1992 460 20 168 446 16 14 T.0% 400 [8.71,16.71]

Lucas 2001 155 17 93 456 14 98 S6.4% 0.00[-4.49 4.44] t

Subtotal (95% CI) 169 178  100.0% 0.16 [-3.21, 3.53]

Heterogeneity: Chif=8.75, df= 3 (P=0.03}; F=B6%

Test for overall effect =009 (P=0.93)

1.4.4 12 months post term

Atkinsaon 1999 732 14 X 4BA 14 28 230% T.00[0A7, 1487 B I E—
koo 2006 451 18 K3 460 14 36 168%  -9.00[17.87,-0.13] =

Roggero 2011 165 17 a4 44h 17 1 34.0% Q.00 [2.77,15.23] — &
Rogogera 2012 445 17 38 444 14 41 262%  -4.00[11.09, 3.09)] I —

Subtotal (95% CI) 147 167  100.0% 2.11[-1.52, 5.75] e
Heterogeneity: Chi*=158.19 df= 3 (P=0.002); F=80%

Test for overall effect: £=114 (P =0.29)

1.4.5 18-24 months post term

Lucas 2001 476 18 95 479 18 96 100.0%  -3.00[8.24, 2.24] i

Subtotal (95% CI) 96 96 100.0% -3.00 [-8.24, 2.24]

Heterogeneity: Mot applicahle
Testfor overall effect: £=1.12 (P = 0.26)

Test for subdroup differences: Chif= 4,65, df=4 (P=033), F=14.0%

-0 -10 0 10 20
Favours term formula Favours postdischarge for
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