
SUMMARY OF THE CLINICAL PROFILE OF INFANTS AND METHODOLOGICAL CHARACTERISTICS OF THE STUDIES (appendix A)
	Author
	Mean GA (wks + SD)
(unless otherwise specified)
	Mean BW (gm + SD)
(unless otherwise specified)
	ROP definition
	Clinical Chorioamnionitis
	Histologic Chorioamnionitis

	Bordigato et al, 
2011 36
	26·6±1·3
	805±175
	Expressed as ROP stages. 
Staging method not mentioned
	Not defined
	Histologic examination of placental and extraplacental membranes (36), and staged according to Redline's criteria 38

	Chen et al, 2011 39
	23-24 wks: 21∙9%
25-26 wks: 44∙7%
27 wks: 33∙4%
[percentage of infants in each gestation group]
	< 750 : 38∙2%
750-1000: 41∙8%
>1000 : 20%
[percentage of infants in each birth weight group]
	ROP stages defined as per the  International Committee for Classification of       ROP 30
 (data obtained from authors by personal communication) 
	Not defined
	Histological examination of placenta performed according to College of American Pathologists Guidelines 40 and and staged according to Redline's criteria 38

	Dammann et al, 200926
	<29 wks: 52%
29 – 32 wks: 48%
[percentage of infants in each gestation group]
	<1000 : 42∙5%
>1000 57∙5%
[percentage of infants in each gestation group]
	ROP was diagnosed in standardized assessments in the neonatal intensive care unit and expressed as ROP stages.

	Defined by attending obstetrician. 
No criteria mentioned
	Not defined

	Felice et al, 2005 41
	H CA +: 26∙91+2∙61
HCA - : 29∙63+2∙29
	HCA +: 928+322
HCA - : 1044+264
	Expressed as ROP stage > 2
 Staging method not mentioned

	Not defined
	HCA defined as presence of at least ten PMN leukocytes per field in ten nonadjacent 400-power fields in membranes and/or placental chorionic plate on H&E sections.

	Fung et al, 2003 42
	CA +: 25∙4 + 1∙8
CA -: 26∙4 + 2∙2
	CA +: 832 + 226
CA -: 781 + 185
	Assessed by routine ophthalmological examination beginning at day 28 or 32 weeks post-conceptional age.
No stages defined.
	Presence of maternal fever>37∙8 C and >2 of following: 
Maternal HR>100/min
Fetal HR> 160/min
Uterine tenderness
Foul smelling amniotic fluid
Maternal leucocytosis(>15000/cumm)
Raised maternal CRP (>6mg/L)
	HCA defined as the presence of acute inflammatory changes on examination of the placenta, membranes or umbilical cord

	Fung et al, 2003 43
	CA +: 25 
CA -: 26
	CA +: 778
CA -: 780
	Assessed by routine ophthalmological examination beginning at day 28 or 32 weeks post-conceptional age.
Defined as ROP> stage 3
	Presence of maternal fever>37∙8 C and >2 of following: 
Maternal HR>100/min
Fetal HR> 160/min
Uterine tenderness
Foul smelling amniotic fluid
Maternal leucocytosis(>15000/cumm)
Raised maternal CRP (>6mg/L)
	HCA defined as the presence of acute inflammatory changes on examination of the placenta, membranes or umbilical cord

	Gray et al, 1997 44
	27 + 1∙7
	955 + 286
	Most severe ROP stage recorded as per as per the  International Committee for Classification of       ROP 30
	Maternal fever > 37.5 C along with clinical evidence of infection of amniotic membranes
	Microbiological or histological evidence of infection of amniotic membranes

	Hendson et al, 2011 45
	CA +: 26∙1 + 0∙1
CA -: 27∙6 + 1
	CA +: 899∙3 + 11∙9
CA -: 958∙7 + 11∙2
	ROP stages defined as per the  International Committee for Classification of       ROP 30 
	Not defined
	HCA defined as acute inflammation with PMN infiltrating the subchorionic fibrin or membrane trophoblast, chorion or amnion.

	Lau et al, 2005 21
	No chorioamnionitis: 33∙7 + 0∙1
Maternal inflammation:  
33∙0 + 0∙4
Fetal inflammation:
 31∙7 +  0∙3
	No chorioamnionitis: 2124 + 28
Maternal inflammation: 
2028 + 74
Fetal inflammation:
 1894 +  65
	Retinopathy of prematurity was defined according to the International Classification for Retinopathy of Prematurity 30 and the Reese Classification of cicatrical disease 46
	Not defined
	Chorioamnionitis was defined histologically as an infiltration of the chorion and/or amnion (membranes) by polymorphonuclear leucocytes.

	Lee et al, 2011 47
	27±2
	791±147
	Expressed as ROP stage > 3
 Staging method not mentioned

	Not defined
	Chorioamnionitis was defined by HC or umbilical cord vasculitis of grade 2 or greater, according to the grading system suggested by Salafia et al48

	Mehta et al, 2006 49
	22-27 wks: 43∙3%
28-33 wks: 56∙7%
	Not mentioned
	ROP diagnosed by standard eye examination at 4-6 wks of age.
No staging mentioned.
	Not defined
	All placentas examined by same pathologist. HCA definition not specified

	Morales et al, 1987 50
	CA +: 29∙3 + 1∙8
CA -: 29∙1 + 1∙7
	CA +: 1218 + 256
CA -: 1137 + 185
	ROP definition not specified
	Oral temperature > 38C persisting for > 4hrs with no other identifiable infection source
	Placenta cultured upon delivery. HCA definition not specified

	Moscuzza et al, 201151
	32∙1 + 2∙62
	1728∙97 
(580-3010) 
[median (range)]
	ROP definition not specified
	Not defined
	Histopathological analysis was done and total placental score was assigned (value 0-18)

	Nasef et al, 2012 52
	27 + 1∙6
	952 + 269
	ROP classified as prethreshold and threshold 53
Data on infants with all ROP stages and those with > 3 stage ROP was obtained by personal communication with the authors
	Presence of maternal fever>38 C and >2 of following: 
Maternal HR>100/min
Fetal HR> 160/min
Uterine tenderness
Foul smelling amniotic fluid
Maternal leucocytosis(>15000/cumm)54
	HCA defined as inflammation of the chorioamnion or the umbilical cord (funisitis), chorionic vasculitis, and umbilical phlebitis or vasculitis in the placental pathology 55

	Ogunyemi et al, 200356
	CA +: 28∙4 + 0∙2(SEM)
CA -: 29∙8 + 0∙1(SEM)
	CA +: 1193 + 27∙1 (SEM)
CA -: 1372 + 21∙3 (SEM)
	Pediatric ophthalmologists evaluated the eyes of all infants born at less than 32 weeks for the determination of retinopathy.
 Expressed as ROP stages. 
Staging method not mentioned.
	Presence of unexplained
maternal temperature of 100∙4°F (38°C) and/or
fetal heart rate above 160 beats/min. 
Other criteria:
Maternal heart rate above 100 beats/min,
 Fundal tenderness,
Foul-smelling amniotic fluid,
Maternal white blood cell count above 14 000/ml with exclusion of all other sources of infection.
	HCA defined as any of the following: Presence of at least ten (PMNL) in the chorion and amnion, funisitis defined as the presence of PMNL in Wharton’s jelly or umbilical vessel walls, and vasculitis, if PMNL were found in the chorionic or umbilical blood vessel wall.

	Perrone et al, 2012 57
	CA +: 26 + 2
CA -: 27 + 2
	CA +: 878.7 + 272∙5
CA -: 1056 + 351∙2
	ROP defined according to International Classification of Retinopathy of Prematurity Revisited53
	Not defined
	HCA defined as at least 10 PMN per field in 10 nonadjacent 400-power fields. The presence of even a few PMNs within the umbilical cord vessels was equated with HCA

	Polam et al, 2005 27
	CA +: 26∙1 + 2∙8
CA -: 27∙1 + 1∙5
	CA +: 947 + 236
CA -: 966 + 219
	Not defined
	Not defined
	Mild HCA (grade 1): 5-10 neutrophils/ HPF scattered in the subchorionic space and adjacent chorion
Moderate HCA (grade 2): 11-30 neutrophils/ HPF in the lower half of the chorionic plate and subchorionic space
Severe HCA (grade 3): Dense neutrophil infiltrates (> 30/HPF) throughout the chorionic plate into the amnion

	Rocha et al, 2006 58
	31 (23 – 33)
[median (range)]
	1440 (515-2620)
[median (range)]
	Retinopathy of prematurity was defined according to the International Classification for Retinopathy of Prematurity 30
	Not defined
	HCA defined as per Blanc’s criteria 59

	Sato et al, 2011 60
	No CA: 28 (22-29)
CA stage I: 26 (23-29)
CA stage II:26.5 (22-29)
CA stage III:26 (22-29)
[median (range)]
	No CA: 844 (390–1686)
CA stage I: 918 (410–1686)
CA stage II: 856 (428–1606)
CA stage III:816 (430–1574)
[median (range)]
	The requirement of laser photocoagulation therapy indicated a diagnosis of ROP
	Not defined
	Stage I: maternal neutrophils are between the decidua and chorionic plate.
 Stage II: maternal neutrophils are in the connective tissues of the chorionic plate. 
Stage III: neutrophil infiltration of the amnion basement membrane

	Schlapbach et al, 201061
	CA : 28∙6 (25∙1–32)
Control : 30 (25∙7–31∙7) 
[median (range)]
	CA : 1300 (650–1880)
Control : 1280 (610–1850) 
[median (range)]
	Expressed as ROP stage > 2
 Staging method not mentioned
	Combination of maternal fever, elevated maternal C-reactive protein, foetal tachycardia plus HCA
	Clinical signs as mentioned plus chorioamnionitis on placental histology.

	Seliga et al, 2012 62
	CA + : 28∙7 (23 - 32)
CA - : 29∙5 (22 - 32)
[median (range)]
	CA + : 1305∙7 (500 - 1470)
CA - : 1357∙4 (160 - 1920)
[median (range)]
	Retinopathy of prematurity was defined as > stage 2 according to the International Classification for Retinopathy of Prematurity 30
	Not defined 
	HCA diagnosed according to the maternal and foetal inflammation response, as suggested by the Amniotic Fluid Infection Nosology Committee 55

	Soraisham et al, 201363
	HCA: 26 + 1∙5
No HCA: 26∙6 + 1∙3
	HCA: 895 + 226
No HCA: 874 + 210
	Expressed as ROP stages. 
Staging method not mentioned
	Not defined
	HCA defined by the presence of PMN infiltration in the placental membranes and chorionic plate

	Soraisham et al, 200928
	CA: 27∙7 + 2∙7
No CA: 29∙1 + 2∙4
	CA: 1174 + 439
No CA: 1347 + 460
	ROP defined according to the International Classification for Retinopathy of Prematurity 30
	Presence of > 1 of following:
Foul-smelling amniotic fluid, maternal fever during labor, uterine tenderness (without another cause), fetal tachycardia, and maternal leukocytosis.
	Not defined

	Suppiej et al, 2009 64
	HCA: 27∙46±2∙38
No HCA: 29∙22±1∙90
	HCA: 1060±357
No HCA: 1090±406
	ROP definition used as described by Fielder et al.  following the International Classification for Retinopathy of Prematurity (revised in 2005)65
	Not defined
	Maternal clinical data were collected from the obstetrics medical records.
Method not specified.

	Van Vliet et al, 201266
	CA: 27∙7 + 1∙9
No CA: 29∙5 + 1∙4
	CA: 1129∙7 + 317∙8
No CA: 1111∙9 + 322∙2
	ROP defined according to the International Classification for Retinopathy of Prematurity 30
	Not defined
	Maternal inflammatory response was defined as the presence of neutrophils in the placental membranes or the chorionic plate.
 Fetal inflammatory response was diagnosed when neutrophils were present in the umbilical cord vessel walls or the fetal chorionic plate vessels.

	Wirbelauer et al, 201167
	CA: 25∙5 (23∙5–31∙1)
Control: 28∙1 (23∙1–34∙4)
[median (range)]
	CA: 745 (480–1485)
Control: 850 (375–1495)
[median (range)]
	ROP defined as > stage 3
	Not defined
	HCA defined as per protocol described by Rogers et al 68

	Woo et al, 2012 69
	29∙2 + 1∙9
	1257 + 331
	Eye examinations were done and ROP was defined as per standard definitions proposed by the American Academy of Ophthalmology & Pediatrics and the Association for Pediatric Ophthalmology & Strabismus
	Defined according to the criteria proposed by Gibbs et al. 70
	HCA defined as per criteria published by Yoon et al 29



