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eTable 1: Initial perinatal/neonatal outcomes for all infants and for those followed up   
                  to 5 years of age 

 MACS Infants in Initial Trial 
 
N=2304  

MACS-5 Infants actually 
followed  
 
N= 1728 

 Multiple 
Courses 
Group 
 
No of  Infants 
= 1164a 

Single Course 
Group 
 
No of Infants 
= 1140 

Multiple 
Courses 
Group 
 
No of Infants = 
873a 

Single Course 
Group 
 
No of Infants 
= 855 

Mean birth weight grams (SD) 2171 (793) 2282 (787) 2148 (798) 2262 (797) 
Birth weight < 10th centile for 
gestational age  

196 (16.8%)    158 (13.9%)    146 (16.7%)    124 (14.5%)    

Birth weight < 3rd centile for 
gestational age  

64 (5.5%)    59 (5.2%)    47 (5.4%)    49 (5.7%)    

Death or serious neonatal 
morbidity: composite primary 
outcome (one or more of death, 
RDS, BPD, IVH [grade III/IV], 
cystic PVL, NEC) 

150 (12.9%) 143 (12.5%) 119 (13.6%) 117 (13.7%) 

Stillbirth or neonatal death ≤ 28 
days after birth or prior to 
discharge whichever was later 

43 (3.7%)    40 (3.5%)    40 (4.6%)    40 (4.7%)    

Surviving Infants 
 

1121 1100 833 815 

Serious neonatal morbidity (one 
or more of RDS, BPD, IVH 
[grade III/IV], cystic PVL, NEC) 

107/1121 
(9.6%) 

103/1100 
(9.4%) 

79/833 (9.5%) 77/815 (9.5%) 

RDSb 
 

87/1121 (7.8%) 77/1100 (7.0%) 65/833 (7.8%) 60/815 (7.4%) 

BPDc 
 

19/1121 (1.7%) 11/1100 (1.0%) 16/833 (1.9%) 8/815 (1.0%) 

IVH [grade III/IV]  
 

6/1121 (0.5%) 9/1100 (0.8%) 2/833 (0.2%)  4/815 (0.5%) 

Cystic PVLd 
 

9/1121 (0.8%)   10/1100 (0.9%)  7/833 (0.8%)    7/815 (0.9%) 

NECe 
 

10/1121 (0.9%)  12/1100 (1.1%)  8/833 (1.0%) 7/815 (0.9%) 

a 1 lost to follow-up case found and included at 5 years evaluation; no neonatal data available. 
ACS = antenatal corticosteroids; RDS = respiratory distress syndrome; BPD = bronchopulmonary dysplasia; IVH = intraventricular hemorrhage;  
PVL = periventricular leukomalacia; NEC = necrotizing enterocolitis; IUGR = intrauterine growth restriction;  
b RDS was defined as requiring assisted ventilation via endotracheal tube and supplemental oxygen both within the first 24 hours of life and for a 
duration of greater than or equal to 24 hours, and either an x-ray compatible with RDS or surfactant given between the first 2 and 24 hours of life; 
 c BPD was defined as requiring oxygen at a postnatal gestational age of 36 completed weeks and x-ray compatible with BPD;  
dcystic PVL was defined as periventricular cystic changes in the white matter, excluding subependymal and choroid plexus cysts;  
e NEC was defined as either perforation of intestine, pneumatosis intestinalis or air in the portal vein.  

 
 
 
 
 
 
 
 



 

 

 
eTable 2: Characteristics at baseline and exposure to study drug for women  
                  of the children not participating in MACS 

 MACS Women followed in 
Initial Trial  
 
N=1853 

MACS-5 Women not followed  
 
N= 478 

Characteristic Multiple 
Courses 
Group 
 
No of women 
= 935 

Single Course 
Group 
 
No of women 
= 918 

Multiple 
Courses 
Group 
 
No of women 
= 247 

Single Course 
Group 
 
No of women 
= 231 

Mean maternal age  (SD) 
(years) 

29a (6·2) 29 (6.2) 28 (6.2) 29 (6.1) 

Multiple pregnancy 198 (21.2%) 192 (20.9%) 37 (15.0%) 46 (19.9%) 
Number of fetuses 
     Singleton 
     Twin 
     Triplet      

 
737 (78.8%) 
162 (17.3%) 
36 (3.9%) 

 
726 (79.1%) 
158 (17.2%) 
34 (3.7%) 

 
210 (85.0%) 
29 (11.7%) 
8 (3.2%) 

 
185 (80.1%) 
40 (17.3%) 
6 (2.6%) 

Mean gestational age at 
randomization (weeks) (SD) 

29.3 (2.0) 29.4 (2.0) 29.2 (2.1) 29.2 (2.0) 

Gestational age at randomization 
     < 25 weeks 
     25-27 
     28-32 
     > 32 weeks 

 
1 (0.1%) 
256 (27.4%) 
678 (72.5%) 
0  

 
0   
255 (27.8%) 
661 (72.0%) 
2 (0.2%) 

 
1 (0.4%) 
73 (29.6%) 
173 (70.0%) 
0 

 
0 
70 (30.3%) 
161 (69.7%) 
0 

PPROM (preterm pre-labor 
rupture of membranes) at 
randomization 

149  (15.9%) 
 

142  (15.5%) 
 

43 (17.4%) 25 (10.8%) 

National perinatal mortality rate 
of countryc 
      ≤ 10/1000 
      > 10 - 20/1000 
      > 20/1000 

 
 
623 (66.6%) 
239 (25.6%) 
73 (7.8%) 

 
 
612 (66.7%) 
238 (25.9%) 
68 (7.4%) 

 
 
165 (66.8%) 
50 (20.2%) 
32 (13.0%) 

 
 
166 (71.9%) 
44 (19.1%) 
21 (9.1%) 

Number of courses of study drug 
     0 
     1 
     2 
     3 
     4    
Missing 

 
5 (0.5%) 
385 (41.2%) 
305 (32.6%) 
150 (16.0%) 
90 (9.6%) 

 
5 (0.5%) 
365 (39.8%) 
273 (29.7%) 
169 (18.4%) 
104 (11.3%) 
2 (0.2%) 

 
2 (0.8%) 
111 (44.9%) 
75 (30.4%) 
38 (15.4%) 
21 (8.5%) 

 
2 (0.9%) 
91 (39.4%) 
66 (28.6%) 
44 (19.1%) 
27 (11.7%) 
1 (0.4%) 

Gestational age at delivery 
   < 28 weeks 
   28-32 weeks 
   33-36 weeks 
   >37 weeks 

 
39 (4.2%) 
280 (29.9%) 
338 (36.2%) 
278 (29.7%) 

 
27 (2.9%) 
254 (27.7%) 
319 (34.8%) 
318 (34.6%) 

 
8 (3.2%) 
73 (29.6%) 
88 (35.6%) 
78 (31.6%) 

 
2 (0.9%) 
67 (29.0%) 
80 (34.6%) 
82 (35.5%) 

Method of delivery 
Vaginal Delivery 
Cesarean section 
Missing 

 
396 (42.4%) 
537 (57.4%) 
2 (0.2%) 

 
415 (45.2%) 
501 (54.6%) 
2 (0.2%) 

 
105 (42.5%) 
141 (57.1%) 
1 (0.4%) 

 
103 (44.6%) 
128 (55.4%) 

a New information available after primary results published  
cCountries with a national perinatal mortality rate of 10per1000 or less included: Canada, Chile, Denmark, Germany, Hungary, Israel, the Netherlands, 
Poland, Spain, Switzerland, the United Kingdom, and the United States; countries with a national perinatal mortality rate of more than 10 to 20 per 1000 
included: Argentina, Brazil, and Peru; and countries with a national perinatal mortality rate of more than 20 per 1000 included: Bolivia, China, Colombia, 
Jordan, and Russia. 



 

 

 
eTable 3: Initial perinatal/neonatal outcomes for all children not followed up 
                  to 5 years of age 

 MACS Infants in Initial Trial 
 
 
N=2304  

MACS-5 Children not  followed  
 
N= 577 

 Multiple 
Courses Group 
 
No of  Children 
= 1164a 

Single Course 
Group 
 
 
No of 
Children 
= 1140 

Multiple 
Courses 
Group 
 
No of Children 
= 292 

Single Course 
Group 
 
 
No of Children 
= 285 

Mean birth weight grams (SD) 2171 (793) 2282 (787) 2240 (777) 2343 (754) 
Birth weight < 10th centile for 
gestational age  

196 (16.8%)    158 (13.9%)    50 (17.1%) 34 (11.9%) 

Birth weight < 3rd centile for 
gestational age  

64 (5.5%)    59 (5.2%)    17 (5.8%) 10 (3.5%) 

Death or serious neonatal 
morbidity: composite primary 
outcome (one or more of death, 
RDS, BPD, IVH [grade III/IV], 
cystic PVL, NEC) 

150 (12.9%) 143 (12.5%) 31 (10.6%) 26 (9.1%) 

Stillbirth or neonatal death ≤ 28 
days after birth or prior to 
discharge whichever was later 

43 (3.7%)    40 (3.5%)    3 (1.0%) 0 

Surviving Infants 
 

1121 1100 289 285 

Serious neonatal morbidity 
(one or more of RDS, BPD, 
IVH [grade III/IV], cystic PVL, 
NEC) 

107/1121 (9.6%) 103/1100 
(9.4%) 

28 (9.7%) 26 (9.1%) 

RDSb 
 

87/1121 (7.8%) 77/1100 
(7.0%) 

22/28 (7.6%) 17/285 (6.0%) 

BPDc 
 

19/1121 (1.7%) 11/1100 
(1.0%) 

3/28 (1.0%) 3/26 (1.1%) 

IVH [grade III/IV]  
 

6/1121 (0.5%) 9/1100 (0.8%) 4/28 (1.4%) 5/26 (1.8%) 

Cystic PVLd 
 

9/1121 (0.8%)    10/1100 
(0.9%)    

2/28 (0.7%) 3/26 (1.1%) 

NECe 
 

10/1121 (0.9%)   12/1100 
(1.1%)   

2/28 (0.7%) 5/26 (1.8%) 

a 1 lost to follow-up case found and included at 5 years evaluation; no neonatal data available. 
ACS = antenatal corticosteroids; RDS = respiratory distress syndrome; BPD = bronchopulmonary dysplasia;  
IVH = intraventricular hemorrhage;  
PVL = periventricular leukomalacia; NEC = necrotizing enterocolitis; IUGR = intrauterine growth restriction;  
b RDS was defined as requiring assisted ventilation via endotracheal tube and supplemental oxygen both within the first 24 hours 
 of life and for a duration of greater than or equal to 24 hours, and either an x-ray compatible with RDS or surfactant given between 
 the first 2 and 24 hours of life; 
 c BPD was defined as requiring oxygen at a postnatal gestational age of 36 completed weeks and x-ray compatible with BPD; 
 dcystic PVL was defined as periventricular cystic changes in the white matter, excluding subependymal and choroid plexus cysts; 
 e NEC was defined as either perforation of intestine, pneumatosis intestinalis or air in the portal vein.  

 


