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Abstract 

Background: All over the world, especially in the developed countries, maternal age at birth is rising. This study 
aimed to assess the role of maternal age on the occurrence of preterm birth (PTB) in a large birth cohort of Lombardy 
Region, Northern Italy.

Methods: This population-based study used data from regional healthcare utilization databases of Lombardy to 
identify women who delivered between 2007 and 2017. PTBs were defined as births before 37 completed weeks of 
gestation and considered according to the gestational age (two categories: < 32 weeks and 32 to 36 weeks). Six mater-
nal age groups were defined (< 20, 20–24, 25–29, 30–34, 35–39, ≥40 years). Logistic regression models were fitted to 
estimate the crude and adjusted odds ratio (aOR) and the corresponding 95% confidence interval (CI) for PTB among 
different maternal age groups. Analyses were separately performed according to type of pregnancy (singletons and 
multiples). Reference group was the age group with the lowest frequency of PTB.

Results: Overall, 49,759 (6.6%) PTBs were observed, of which 41,807 were singletons and 7952 were multiples. Rates 
of PTB were lowest in the women aged 25–29 years among singletons and in the 30–34 years old group among 
multiples. Our results described a U-shaped association between maternal age and risk of PTB. In particular, the risk of 
a singleton PTB between 32 and 36 weeks was significantly higher for women aged less than 20 years (aOR = 1.16, CI 
95%: 1.04–1.30) and more than 40 years (aOR = 1.62 CI 95%: 1.54–1.70). The highest risk of a multiple delivery between 
32 and 36 weeks was observed among women aged less than 25 years and more than 40 years (aOR = 1.79, CI 95%: 
1.01–3.17, aOR = 1.47, CI 95%: 1.16–1.85 and aOR = 1.36, CI 95%: 1.19–1.55 respectively for < 20, 20–24 and > 40 age 
categories). PTB before 32 completed weeks occurred more frequently in the same age categories, except that among 
multiples no association with advanced maternal age emerged.

Conclusion: Our study suggested that, after adjustment for potential confounders, both advance and young mater-
nal age were associated with an increased risk of PTB.
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Introduction
Preterm birth (PTB), defined by the World Health 
Organization (WHO) as a birth before 37 completed 
weeks (259 days) of gestation whether singleton or 
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multiple [1], represents the most important factor 
related to increased risk of fetal and neonatal morbidity 
and mortality, even in high-income countries. Moreo-
ver, a delivery before the 37th week may lead to long-
term adverse consequences for offspring health [2].

The aetiology of prematurity is complex: demo-
graphic (e.g., low socioeconomic and educational 
status, too low or too high maternal age), medical, 
obstetrical, fetal, and environmental aspects concur. 
Therefore, in most cases the specific mechanism lead-
ing to a PTB cannot be established [3].

According to a recent review, the estimated global 
PTB rate was approximately 10.6% in the 2014, ranged 
from 13.4% in North Africa to 8.7% in Europe [4].

All over the world, especially in the developed countries, 
maternal age at birth is rising. Since advanced maternal 
age has been associated with an increased risk of PTB, an 
increment in the frequency of PTB could be expected too. 
Along this line, in Canada, increasing rate was attributable 
to the advancing maternal age at birth [5].

In any case, the role of maternal age as an independent 
factor leading to a birth before 37 completed weeks has 
not yet been fully explained. In literature, some studies 
investigate influence of maternal age adjusting for obstetri-
cal complications and obtained controversial results [6–9].

Further, in the United States and others industrialized 
countries, the positive trend in PTB was explained by the 
rising number of indicated births before the 37th week 
[10]. Even if more recent evidence from different coun-
tries, such as Netherlands and the United States, docu-
mented a decline in the singleton PTB [11, 12], among 
multiples the PTB increased because of the high number 
of indicated preterm delivery [11]. Moreover, the high 
number of PTB among multiple gestations achieved by 
assisted reproductive technologies (ART) represents an 
important contributor to the overall increase in PTB [2], 
and singleton pregnancies conceived non spontaneously 
are also at increased risk of PTB [4, 6].

In Italy, the mean age of women at first birth is the 
highest in Europe and the proportion of women delay-
ing childbirth beyond 35 years is increasing. Likewise 
the frequency of ART births was increased of about 
12% during the last decade (https:// www. istat. it/).

In order to describe the trend of PTB among single-
tons and multiples and to investigate the independ-
ent role of maternal age, we conduced a retrospective 
population-based cohort study during 2007–2017 in 
Lombardy, Northern Italy.

Methods
This is a retrospective cohort study using data retrieved 
from the regional healthcare utilization (HCU) databases 
of Lombardy Region between 1st January 2007 and 31st 

December 2017. The automated system of HCU data-
bases collects several information. For our study, we 
took into account (i) the archive of residents who receive 
National Health Service (NHS) assistance including 
demographic and administrative data, (ii) the database 
reporting a variety of information about diagnoses and 
procedures performed on inpatients in public or private 
hospitals, (iii) the database on outpatient drug prescrip-
tions reimbursable by the NHS, and (iv) the Certificate of 
Delivery Assistance (CedAP) registry providing detailed 
information about mother, pregnancy, delivery, and new-
born. A deterministic record linkage between the dif-
ferent sources through the unique identification code 
included in each database allowed to obtain a wide vari-
ety of information for each unit of our cohort. As all data 
are anonymous, ethical approval is not required in Italy.

We identified all the deliveries at 22 to 42 weeks’ ges-
tational age from women beneficiaries of NHS, resident 
in Lombardy, and aged 13 to 55 years at births. We did 
not include records of deliveries which did not match 
to a hospital discharge form including an International 
Classification of Diseases, 9th revision, Clinical Modifi-
cation (ICD-9-CM) code or a Diagnosis Related Group 
(DRG) code related to childbirth and those for which the 
card of infant could not be linked to the mother’s one. In 
addition, births were excluded if missing information on 
mode of conception or on modality of delivery.

The total number of deliveries, in separate strata of sin-
gletons and multiples, were obtained. At all stages of the 
analysis, the groups of singleton and multiple births were 
considered separately.

The PTB rate was calculated dividing the observed 
number of PTBs by the total number of deliveries, all 
over the time of the study and for the single years.

PTBs and at term births were compared for maternal 
age, socio-demographic characteristics (i.e., nationality, 
marital status, education, and employment), type of con-
ception (i.e., spontaneous and ART), gestational diabetes, 
and hypertension. Differences on categorical variables 
were tested by using the chi-squared test. Differences 
on maternal age between the two groups were tested by 
using the t-test for independent samples.

Six categories of maternal age were defined (< 20, 
20–24, 25–29, 30–34, 35–39, ≥40 years) and were com-
pared on the basis of the baseline covariates mentioned 
above.

Common preterm classification system is based on 
gestational age sub-groups, such as extremely preterm 
(< 28 weeks), very preterm (28 to 31 completed weeks), 
and moderate to late preterm (32 to 36 weeks) [13]. In 
our analysis, we decided to join the first two categories 
in a single one, because the birth before the 28th week 
represents less than 5% of all births before 37 completed 
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weeks. PTB could also be categorized by its clinical pres-
entation: medically induced and spontaneous preterm 
labor.

Logistic regression models were fitted to estimate the 
odds ratio (OR) and the corresponding 95% confidence 
interval (CI) for PTB in strata of gestational age (two cat-
egories: births between 32 and 36 weeks and births before 
32 completed weeks) and mode of labor (two categories: 
induced and spontaneous) among different maternal age 
groups. Adjusted OR (aOR) for nationality, marital status, 
education, employment, type of conception, gestational 
diabetes and hypertension disorders was also estimated. 
Reference group was the age group with the lowest fre-
quency of PTB. Results were considered statistically sig-
nificant when two-tailed p-value was less than 0.05.

Finally, in order to consider the advancing mater-
nal age in the last years, we estimated the proportion of 
PTB that could be attributable to advanced maternal age 
(≥35 years) in the entire population according to calen-
dar years. We calculated the population attributable frac-
tion (PAF) using this formula: [(risk of PTB in all women 
- risk of PTB in women aged less 35 years)/risk of PTB in 
all women]*100.

All analyses were performed using the Statistical Anal-
ysis System Software (version 9.4; SAS Institute, Cary, 
NC, USA).

Results
A total of 915,193 deliveries were registered in the 
CedAP database of the Lombardy from the 1st Janu-
ary 2007 to the 31st December 2017. We excluded 7685 
records because did not match to a hospital discharge 
form related to childbirth, 143,788 records of women not 
resident in Lombardy, 839 records because the mother 
was younger than 13 years or older than 55 years of age 
at delivery, 2891 records because the gestational age was 
less than 22 weeks or more than 42 weeks, 458 records 
because the infant could not be linked to the mother, and 
5147 records because information on mode of concep-
tion or on mode of delivery was missing.

Thus, we obtained a final cohort including 754,385 
deliveries. Among these, during the study period, 49,759 
(6.6%) PTBs were observed.

Out of the total deliveries, 741,150 (98.2%) were single-
tons and 13,235 (1.8%) were multiples. During the period 
of the study, the proportion of multiple births was not 
constant over the years; at first multiples increased, but 
in the last years appeared decreasing.

Among singleton births, 41,807 (5.6%) PTBs were iden-
tified and distributed by strata of maternal age as fol-
lowed: 434 aged less than 20 years, 2289 aged 20–24 years, 
7235 aged 25–29 years, 14,103 aged 30–34 years, 14,719 
aged 35–39 years and 3027 aged more than 40 years. 

Whereas, among multiples, 7952 (60.1%) births occurred 
before the 37th week and 42 women were aged less than 
20 years, 254 aged 20–24 years, 1105 aged 25–29 years, 
2668 aged 30–34 years, 2972 aged 35–39 years and 911 
aged more than 40 years.

No significant trend in the total number of singleton 
and multiple PTBs, regardless induced or spontaneous, 
emerged over calendar year at birth (Fig. S1 and Fig. S2).

The distribution of maternal characteristics of at term 
births and PTBs among singleton and multiple deliveries 
are shown in Supplementary material (Table S1 and Table 
S2). Singleton PTBs were more frequent among older 
women (p < 0.0001). Others maternal demographic char-
acteristics (i.e., low educational and employment status, 
single marital status, and foreign nationality) and compli-
cation during pregnancy (i.e., hypertension disorders and 
gestational diabetes) were more common among single-
ton PTBs (p-value< 0.0001). Instead, multiple PTBs were 
more frequent among older women, but also among too 
young women (p < 0.0001). Moreover, no significant dif-
ferences emerged regarding other maternal characteris-
tics. Regarding the mode of conception, a higher number 
of births after ART was observed among multiple births 
compared with singletons (respectively about 28 and 
2%). Among multiple births, no significant differences 
emerged on the medically conceiving comparing at term 
and PTBs (p-value = 0.0613). Instead, among singletons, 
PTB occurred more frequently when pregnancy was 
obtained with ART.

The covariates at baseline by maternal age group are 
presented in Table 1 and Table 2. Younger women of both 
two subgroups (multiple and singleton births) were more 
commonly not Italian, lower educated and employed, 
and not married if compared with older (p < 0.0001). 
Pregnancies of advanced maternal age mothers were 
more frequently complicated by hypertension disorders 
and gestational diabetes; this finding was more evident 
among singleton births (p < 0.0001). In general, the rate 
of ART was lowest in women aged less than 30 years 
(p < 0.0001).

Over the entire period of study, average maternal age of 
all births (at term and preterm, multiples and singletons) 
increased (data not shown).

In the Fig. 1 and Fig. 2 rates of singleton and multiple 
PTBs are represented by age categories. Rates of single-
ton PTB were lowest in the women aged 25–29 years 
and highest in the over 40 years old group (5.0 and 8.1% 
respectively). Among multiples, the lowest frequency of 
PTB was observed in the 30–34 years group and the high-
est in the group of youngest (58.1 and 70.0% respectively).

In particular, a stronger increasing of average maternal 
age was observed among multiple PTBs when compared 
with singleton ones. Overall, mean mothers’ age was 
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higher among induced PTB, regardless type of pregnancy 
(Fig. 3).

Crude and adjusted OR for PTB strata by gestational 
age are reported in Table 3 and Table 4. Among single-
ton births, the risk of a PTB between 32 and 36 weeks 
was significantly higher for women aged less than 
20 years (aOR = 1.16, CI 95%: 1.04–1.30) and more than 
35 years when compared with women aged 25–29 years. 
The risk increased consistently for women over 40 years 

(aOR = 1.62 CI 95%: 1.54–1.70). Singleton PTB before 
32 completed weeks occurred more frequently in the 
same age categories; aORs were respectively 1.50 (CI 
95%: 1.19–1.92) and 1.66 (CI 95%: 1.47–1.87) for the 
youngest and the oldest women. Among multiple 
births, the risk of a delivery between 32and 36 weeks 
was significantly higher for young women aged less than 
25 years compared with reference group (30–34 years) 
(aOR = 1.79, CI 95%: 1.01–3.17 and aOR = 1.47, CI 

Table 1 Baseline characteristics according to maternal age group among singleton preterm births. Lombardy, Italy, 2007–2017

a Not included 1185 missing data
b Not included 196 missing data

Maternal age group

< 20 (N = 434) 20–24 (N = 2289) 25–29 (N = 7235) 30–34 (N = 14,103) 35–39 (N = 14,719) ≥40 (N = 3027) p-value

Year of birth

 2007 37 (8.5) 152 (6.6) 641 (8.9) 1337 (9.5) 1174 (8.0) 175 (5.8) < 0.0001

 2008 32 (7.4) 222 (9.70) 720 (10.0) 1444 (10.2) 1396 (9.5) 202 (6.7)

 2009 40 (9.2) 194 (8.5) 690 (9.5) 1443 (10.2) 1350 (9.2) 234 (7.7)

 2010 37 (8.5) 194 (8.5) 640 (8.9) 1240 (8.8) 1.331 (9.0) 241 (8.0)

 2011 48 (11.1) 183 (8.0) 670 (9.3) 1306 (9.3) 1.329 (9.0) 254 (8.4)

 2012 51 (11.8) 235 (10.3) 702 (9.7) 1.342 (9.5) 1474 (10.0) 284 (9.4)

 2013 37 (8.5) 239 (10.4) 642 (8.9) 1241 (8.8) 1358 (9.2) 306 (10.1)

 2014 46 (10.6) 217 (9.5) 646 (8.9) 1229 (8.7) 1351 (9.2) 333 (11.0)

 2015 37 (8.5) 201 (8.8) 620 (8.6) 1225 (8.7) 1313 (8.9) 310 (10.2)

 2016 34 (7.8) 220 (9.6) 669 (9.3) 1205 (8.5) 1355 (9.2) 342 (11.3)

 2017 35 (8.1) 232 (10.1) 595 (8.2) 1091 (7.7) 1288 (8.8) 346 (11.4)

Maternal citizenship

 Italian 293 (67.5) 1490 (65.1) 5379 (74.4) 11,454 (81.2) 12,235 (83.1) 2547 (84.1) < 0.0001

 Not Italian 141 (32.5) 799 (34.9) 1856 (25.6) 2649 (18.8) 2484 (16.9) 480 (15.9)

Marital status a

 Married 55 (13.1) 911 (41.2) 4524 (64.2) 9778 (71.2) 9978 (69.9) 1915 (65.1) < 0.0001

 Not married 364 (86.9) 1300 (58.8) 2518 (35.8) 3947 (28.8) 4305 (30.1) 1027 (34.9)

Maternal education b

 Middle school 332 (77.2) 1144 (50.4) 2475 (34.3) 3561 (25.4) 3531 (24.1) 779 (25.8) < 0.0001

 High school 94 (21.9) 1043 (46.0) 3559 (49.4) 6526 (46.5) 6465 (44.2) 1303 (43.2)

 University 4 (0.9) 83 (3.6) 1176 (16.3) 3951 (28.2) 4647 (31.7) 938 (31.0)

Maternal employment

 Employed 48 (11.1) 918 (40.1) 4846 (67.0) 10,354 (77.7) 11,522 (78.3) 2305 (76.2) < 0.0001

 Not employed 386 (88.9) 1371 (59.9) 2388 (33.0) 3148 (22.3) 3196 (21.7) 722 (23.9)

Mode of conception

 Spontaneous 433 (99.8) 2284 (99.8) 7150 (98.8) 13,703 (97.2) 13,932 (94.7) 2601 (85.9) < 0.0001

 Non spontaneous 1 (0.2) 5 (0.2) 85 (1.2) 400 (2.8) 787 (5.3) 426 (14.1)

Diabetes

 No 433 (99.8) 2277 (99.5) 7162 (99.0) 13,948 (98.9) 14,493 (98.5) 2943 (97.2) < 0.0001

 Yes 1 (0.2) 12 (0.5) 73 (1.0) 155 (1.1) 226 (1.5) 84 (2.7)

Hypertension

 No 430 (99.1) 2263 (98.9) 7068 (97.7) 13,763 (97.6) 14,300 (97.1) 2893 (95.6) < 0.0001

 Yes 4 (0.9) 26 (1.1) 167 (2.3) 340 (2.4) 419 (2.9) 134 (4.4)
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95%: 1.16–1.85 respectively for < 20 and 20–24 age cat-
egories). Increased risk was observed also for women 
over 40 years, although more slightly (aOR = 1.36, CI 
95%: 1.19–1.55). Extreme multiple PTBs were more 
common in women aged 20 to 29 years (aOR = 1.80, 
CI 95%: 1.23–2.63 and aOR = 1.39, CI 95%: 1.13–1.70 
respectively for 20–24 and 25–29 age categories) com-
paring with reference group. No association between a 
multiple birth before 32 completed weeks and advanced 
maternal age was observed.

PAF of PTB for advanced maternal age according to 
calendar years is reported in Supplementary material 
(Table S3). The proportion of PTB attributable to delayed 
childbearing beyond 35 year increased from 6.6 to 12.2% 
from 2007 to 2017.

With regard the modality of labor, Table  5 provide 
ORs for spontaneous and induced PTB among single-
tons and multiples according to mother’s age. Among 
singleton births, the risk of a spontaneous PTB was 
higher for women aged less than 20 years (aOR = 1.38, 

Table 2 Baseline characteristics according to class of maternal age (years) among multiple preterm births. Lombardy, Italy, 2007–2017

a Not included 193 missing data
b  Not included 23 missing data

Maternal age group

< 20 (N = 42) 20–24 (N = 254) 25–29 (N = 1105) 30–34 (N = 2668) 35–39 (N = 2972) ≥40 (N = 911) p-value

Year of birth

 2007 3 (7.1) 19 (7.5) 96 (8.7) 229 (8.6) 197 (6.6) 26 (2.9) < 0.0001

 2008 3 (7.1) 22 (8.7) 106 (9.6) 272 (10.2) 235 (7.9) 32 (3.5)

 2009 4 (9.5) 19 (7.5) 89 (8.1) 276 (10.3) 279 (9.4) 66 (7.24)

 2010 3 (7.1) 17 (6.7) 92 (8.3) 242 (9.1) 271 (9.1) 72 (7.9)

 2011 6 (14.3) 22 (8.7) 126 (11.4) 249 (9.3) 297 (10.0) 77 (8.45)

 2012 1 (2.4) 32 (12.6) 108 (9.8) 230 (8.6) 270 (9.1) 97 (8.5)

 2013 6 (14.3) 20 (7.9) 121 (11.0) 270 (10.1) 298 (10.0) 95 (10.4)

 2014 5 (11.9) 31 (12.2) 99 (9.0) 257 (9.6) 297 (10.0) 131 (14.4)

 2015 7 (16.7) 23 (9.1) 80 (7.2) 202 (7.6) 288 (9.7) 114 (12.5)

 2016 2 (4.8) 28 (11.0) 99 (9.0) 220 (8.3) 278 (9.4) 109 (12.0)

 2017 2 (4.8) 21 (8.3) 89 (8.1) 221 (8.3) 262 (8.8) 92 (10.1)

Maternal citizenship

 Italian 28 (66.7) 171 (67.3) 862 (78.0) 2265 (84.9) 2610 (87.8) 820 (90.0) < 0.0001

 Not Italian 14 (33.3) 83 (32.7) 243 (22.0) 403 (15.1) 362 (12.2) 91 (10.0)

Marital status a

 Married 7 (17.1) 110 (44.00) 712 (66.1) 1991 (76.8) 2134 (73.3) 560 (63.0) < 0.0001

 Not married 34 (82.9) 140 (56.00) 366 (33.9) 600 (23.2) 776 (26.7) 329 (37.0)

Maternal education b

 Middle school 32 (78.1) 123 (48.4) 368 (33.4) 528 (19.9) 545 (18.4) 145 (15.9) < 0.0001

 High school 8 (19.5) 116 (45.7) 531 (48.2) 1218 (45.8) 1237 (41.7) 387 (42.5)

 University 1 (2.5) 15 (5.9) 202 (18.4) 912 (34.3) 1183 (39.9) 378 (41.5)

Maternal employment

 Employed 4 (9.5) 102 (40.2) 790 (71.5) 2143 (80.3) 2470 (83.1) 782 (85.8) < 0.0001

 Not employed 38 (90.5) 152 (59.8) 315 (28.5) 525 (19.7) 502 (16.9) 129 (14.2)

Mode of conception

 Spontaneous 42 (100.0) 246 (96.9) 963 (87.2) 2061 (77.3) 1958 (65.9) 333 (36.6) < 0.0001

 Non spontaneous 0 (0.0) 8 (3.1) 142 (12.8) 607 (2.7) 1014 (34.1) 578 (63.5)

Diabetes

 No 42 (100.0) 253 (99.6) 1099 (99.5) 2637 (98.8) 2938 (98.9) 899 (98.7) 0.3693

 Yes 0 (0.0) 1 (0.4) 6 (0.5) 31 (1.2) 34 (1.1) 12 (1.3)

Hypertension

 No 38 (90.5) 250 (98.4) 1072 (97.0) 2601 (97.5) 2893 (97.3) 870 (95.5) 0.0022

 Yes 4 (9.5) 4 (1.6) 33 (3.0) 67 (2.5) 79 (2.7) 41 (4.5)
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CI 95%: 1.22–1.57) and more than 40 years (aOR = 1.22, 
CI 95%: 1.15–1.29) when compared with women aged 
25–29 years. Women aged 20 to 34 years appeared 
experimenting the same risk of a spontaneous labor 
before 37 completed weeks. No association between 
young maternal age and induced PTB was observed. 
The risk of induction of labor before the term of 

pregnancy increased with increasing maternal age, 
being about 2-fold higher for mothers age more than 
40 years (aOR = 1.96, CI 95%: 1.86–2.08) when com-
pared with mothers aged 25–29 years. Among multiple 
births, an inverse association between advanced mater-
nal age (≥35 years) and spontaneous PTB emerged 
(aOR = 0.88, CI 95%: 0.79–0.97 and aOR = 0.72, CI 

Fig. 1 Preterm birth according to maternal age group among singletons. Lombardy, Italy, 2007–2017

Fig. 2 Preterm birth according to maternal age group among multiples. Lombardy, Italy, 2007–2017



Page 7 of 11Esposito et al. BMC Pregnancy and Childbirth           (2022) 22:234 

95%: 0.63–0.83 respectively for 35–39 and ≥ 40 age 
categories). Instead, among very young mothers 
(< 20 years) spontaneous labor before the term of preg-
nancy was more frequent (aOR = 1.76, CI 95%: 1.02–
3.10). Induced PTBs were more common among both 
younger and older women.

Discussion
The current population-based study suggested that 
both advanced and young maternal age were associ-
ated with an increased risk of PTB, even after adjust-
ment for potential confounders. Therefore, mothers’ age 
may represent an independent factor leading to a birth 

before 37 completed weeks. The lowest frequency of 
PTB was found in mothers aged 25–29 years for single-
ton births and in mothers aged 30–34 years for multiple 
ones. Average maternal age was higher among induced 
deliveries rather than spontaneous, regardless the type of 
pregnancy.

Our results are consistent with previous evidence. Two 
cohort studies, conducted in Northern Europe and Can-
ada, included singleton births and described a U-shaped 
association between maternal age and risk of PTB [8, 14]. 
In particular, in our analysis this finding was valid for all 
births, independently by the type of pregnancy, but was 
more evident among singletons rather than multiples.

Fig. 3 Average maternal age according to mode of labor among singleton and multiple preterm births. Lombardy, Italy, 2007–2017

Table 3 Risk of preterm birth strata by gestational age (weeks) according to maternal age (years) among singletons. Lombardy, Italy, 
2007–2017

Maternal age group

Overall < 20 20–24 25–29 30–34 35–39 ≥40

741,150 6580 40,806 143,333 272,934 240,326 37,171

32–36 w

 N (%) 36,365 (4.9) 359 (5.5) 1939 (4.8) 6287 (4.4) 12,336 (4.5) 12,821 (5.3) 2623 (7.1)

 OR 1.26 (1.13–1.41) 1.09 (1.03–1.15) 1.00 1.03 (1.00–1.06) 1.23 (1.19–1.27) 1.66 (1.59–1.74)

 aOR 1.16 (1.04–1.30) 1.03 (0.98–1.09) 1.00 1.08 (1.04–1.10) 1.27 (1.23–1.31) 1.62 (1.54–1.70)

< 32 w

 N (%) 5442 (0.7) 75 (1.1) 350 (0.9) 948 (0.7) 1767 (0.6) 1898 (0.8) 404 (1.1)

 OR 1.75 (1.38–2.22) 1.31 (1.15–1.48) 1.00 0.98 (0.91–1.06) 1.21 (1.12–1.31) 1.70 (1.51–1.91)

 aOR 1.50 (1.19–1.92) 1.18 (1.04–1.34) 1.00 1.06 (0.98–1.15) 1.30 (1.20–1.40) 1.66 (1.47–1.87)
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In our cohort, younger women of both two sub-
groups (multiple and singleton births) were more fre-
quently lower educated and employed, foreign, and 
not married if compared with older ones. A recent 
cohort study conducted in Lombardy revealed that 
high-level educated mothers had about 20% decreased 
risk of PTB and the unemployed, unmarried, and for-
eign status represented predisposing factors for some 
adverse perinatal outcomes, including a birth before 

the term of pregnancy [15]. To support, a meta-anal-
ysis involving several European countries reported a 
48% risk excess of PTB related to low maternal edu-
cation [16]. Regarding marital status, according to 
other sources, PTB was increased not only among 
unmarried, but especially among cohabitating and 
single mothers [17]. Instead, literature is controversial 
about the independent role of unemployment on the 
risk of PTB due to the largely association with social 

Table 4 Risk of preterm birth strata by gestational age (weeks) according to maternal age (years) among multiples. Lombardy, Italy, 
2007–2017

Maternal age group

Overall < 20 20–24 25–29 30–34 35–39 ≥40

13,235 60 378 1809 4589 5002 1397

32–36 w

 N (%) 6884 (51.7) 38 (63.3) 213 (56.3) 924 (51.1) 2312 (50.4) 2597 (51.9) 800 (57.3)

 OR 1.75 (1.00–3.08) 1.43 (1.14–1.80) 1.09 (0.97–1.22) 1.00 1.06 (0.98–1.16) 1.37 (1.20–1.55)

 aOR 1.79 (1.01–3.17) 1.47 (1.16–1.85) 1.11 (0.98–1.24) 1.00 1.06 (0.98–1.16) 1.36 (1.19–1.55)

< 32 w

 N (%) 1068 (8.0) 4 (6.7) 41 (10.8) 181 (10.0) 356 (7.8) 375 (7.5) 111 (7.9)

 OR 1.20 (0.40–3.57) 1.78 (1.23–2.56) 1.39 (1.14–1.69) 1.00 1.00 (0.85–1.17) 1.23 (0.97–1.56)

 aOR 0.83 (0.24–2.86) 1.80 (1.23–2.63) 1.39 (1.13–1.70) 1.00 0.97 (0.83–1.14) 1.11 (0.87–1.41)

Table 5 Risk of preterm birth according to maternal age (years) and mode of labor among singletons and multiples. Lombardy, Italy, 
2007–2017

a Not included 6557 missing data
b Not included 306 missing data

Maternal age group

< 20 20–24 25–29 30–34 35–39 ≥40

Singletons a

 Spontaneous

  N (%) 283 (4.3) 1285 (3.2) 3973 (2.8) 7410 (2.7) 6344 (2.9) 1978 (3.3)

  OR 1.57 (1.39–1.78) 1.14 (1.07–1.22) 1.00 0.98 (0.94–1.02) 1.05 (1.01–1.10) 1.20 (1.14–1.27)

  aOR 1.38 (1.22–1.57) 1.05 (0.99–1.13) 1.00 1.03 (0.99–1.07) 1.10 (1.06–1.15) 1.22 (1.15–1.29)

 Induced

  N (%) 146 (2.2) 959 (2.4) 3105 (2.2) 6430 (2.4) 6444 (3.0) 2552 (4.3)

  OR 1.02 (0.86- 1.21) 1.09 (1.01–1.17) 1.00 1.09 (1.04–1.14) 1.38 (1.32–1.44) 2.02 (1.92–2.13)

  aOR 0.90 (0.76–1.07) 1.00 (0.93–1.08) 1.00 1.15 (1.10–1.20) 1.43 (1.37–1.50) 1.96 (1.86–2.08)

Multiples b

 Spontaneous

  N (%) 23 (38.3) 96 (26.5) 456 (25.7) 1041 (23.3) 909 (20.9) 338 (17.8)

  OR 2.05 (1.21–3.47) 1.19 (0.93–1.51) 1.14 (1.00–1.29) 1.00 0.87 (0.79–0.96) 0.72 (0.63–0.82)

  aOR 1.76 (1.02–3.10) 1.13 (0.87–1.45) 1.12 (0.98–1.28) 1.00 0.88 (0.79–0.97) 0.72 (0.63–0.83)

 Induced

  N (%) 19 (31.7) 146 (40.2) 624 (35.1) 1544 (34.5) 1657 (38.0) 856 (45.2)

  OR 0.88 (0.51–1.52) 1.28 (1.03–1.60) 1.03 (0.92–1.15) 1.00 1.17 (1.07–1.27) 1.57 (1.40–1.75)

  aOR 1.01 (0.58–1.78) 1.35 (1.08–1.71) 1.05 (0.93–1.18) 1.00 1.15 (1.05–1.26) 1.48 (1.32–1.66)
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disadvantage and unfavorable health behaviors rep-
resenting risk factors of PTB [18]. Moreover, not all 
studies related the migrant status to PTB and adverse 
neonatal outcomes, according to the integration poli-
cies of the host countries [19]. In addition, in a large 
population study conducted in a multicultural coun-
try as the United States [20], the rates of PTB differed 
substantially by ethnicity, reaching its peak in non-
Hispanic black mothers.

Different mechanisms are involved in the increasing 
risk of PTB for younger and older women. In our cohort, 
pregnancies in advanced age women were more com-
monly complicated by hypertension disorders and ges-
tational diabetes and the rate of ART was more highly 
prevalent in older mothers. Hypertension and diabe-
tes are widely related to PTB [21, 22]. Furthermore, 
recent data reported a 50–60% increased risk of PTB 
in medically conceptions when compared with sponta-
neous ones [23]. As previous found [14], no confound-
ing effect of socio-economic condition emerged among 
older mothers. Since all over the world, especially in 
the developed countries, delayed childbearing beyond 
35 years is wide spread and is constantly increasing, we 
estimated the proportion of PTB that could be attribut-
able to advanced maternal age, reporting a continuous 
increment during the entire study period from 6.6 to 
12.2%. An American study reported that in 2005–2006 
the attributable faction of PTB for advanced maternal 
age was 1.1% in the United States and 6.2% in Canada 
[24]. To our knowledge, no previous study has investi-
gated how the risk of PTB has changed over the time in 
relation to the advancing maternal age.

We conduced our analyses stratifying by multiple and 
singleton births. The risk to develop a maternal or fetal 
condition leading to a birth before 37 completed weeks 
is much higher in multiples than in singletons. In the 
United States a 12-fold increased risk was observed, the 
rate of PTB was about 57% in multiples vs 10% in single-
tons [25]. The discrepancies detected are probably due to 
different pathophysiologic mechanisms of PTB among 
multiple pregnancies, such as intrauterine infection or 
inflammation, cervical insufficiency, uterine overdisten-
sion, uterine ischemia [26]. In our cohort, multiple PTB 
were more frequent among older women, probably also 
due to the higher occurrence of medically conceived 
pregnancies among this age category.

Finally, we analyzed the modality of labor. The inde-
pendent role of maternal age on the mode of labor in 
PTB has been discussed in the literature, showing some 
controversial findings. A large cohort study from the 
United Kingdom reported that advancing maternal age 
was associated with an increased risk of iatrogenic, but 
not spontaneous, early preterm delivery, recognizing as 

main indications pre-eclampsia and intrauterine growth 
restriction, frequent conditions in advanced maternal age 
[27]. Another recent study based on a large cohort [8] 
suggested that both spontaneous and iatrogenic preterm 
labor was more frequent among older women. Accord-
ing to other authors, the risk of iatrogenic preterm deliv-
ery increased with maternal age, independently of other 
confounders (e.g., BMI, education level, parity, method 
of conception, and pre-existing disease), especially for 
women aged more than 35 [28, 29]. In our study, among 
multiple births, advanced age appeared to be a protec-
tive factor for spontaneous PTB, conceivably because 
the high occurrence of indications leading to an elective 
delivery before the onset of spontaneous labor. Concern-
ing younger mothers, the PTB was mainly spontaneous, 
no associations between young age and risk of iatrogenic 
PTB emerged.

In a broader view, the widespread increase in the use 
of obstetric interventive practices, such as iatrogenic 
birth at any gestational age, causes concern as interven-
tions developed in response to specific medical condi-
tions may involve adverse effects when used routinely 
or improperly. The advanced maternal age, particularly 
in nulliparous women, has been suggested to be a cause 
of the increment of caesarian sections [30]. This obser-
vation may reflect the proneness to a more medicalized 
approach by the clinicians to an advanced maternal age 
pregnancy, adopting a lowered treatment threshold for 
interventions [31, 32] as the pregnancy tends to be “pre-
cious” and at “high risk for medical-legal issues” [33].

The concept of medicalization represents a process 
where a physiological condition is considered as a path-
ological condition and treated as such. In this contest, 
the fact that iatrogenic childbirth could be preterm is 
an aggravating element. However, another recent study 
based on a large cohort [8] suggested that both sponta-
neous and iatrogenic preterm labor was more frequent 
among older women. In our cohort, among singleton 
pregnancies, even if the risk of induced PTB was higher, 
we observed also an increased risk of spontaneous ones. 
This suggests that a careful evaluation of each individ-
ual case is always necessary and, in general, physicians 
should actively educate women that there is a real dan-
ger of delayed childbearing for both mother and offspring 
[34, 35].

The major strengths of this study are the size of the 
cohort with more of 750,000 births and the wide sources 
of data over a span of 10 years.

This study has some weaknesses. First, data on well-
recognized factors related to PTB, such as body mass 
index or lifestyle habits (e.g., smoking, alcohol intake, 
physical activity), were not available in administrative 
sources analyzed. For example, regarding smoking that 
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is a major risk factor for PTB, it has been reported a 
decreasing trend in smoking among women of reproduc-
tive age (https:// www. istat. it/).

Second, the modality of labor could be misclassified. 
In particular, PTBs by elective cesarean section second-
ary to preterm premature rupture of membranes were 
classified as an iatrogenic labor due to the modality of 
delivery chosen, even if a spontaneous labor was poten-
tially beginning.

Conclusion
In our large birth cohort, maternal age has been sug-
gested to be independently associated with singleton 
and multiple PTB, even after adjustment for selected 
potential confounders. Both younger and older women 
had a higher risk of PTB.

Supplementary Information
The online version contains supplementary material available at https:// doi. 
org/ 10. 1186/ s12884- 022- 04552-y.

Additional file 1. 

Acknowledgements
Not applicable.

Authors’ contributions
All authors have read and approved the manuscript. Methodology, formal 
analysis, investigation, resources, data curation: GE, MF. Writing—original draft: 
GE. Writing—review and editing: PAM, SC, MF, FP. Resources writing—review, 
supervision: GC, FP.

Funding
This work was partially supported by a research grant from the Italian Ministry 
of Education, University and Research (“PRIN” 2017, project 2017728JPK). The 
grant provides financial support for the analysis of data.
This work was also funded under CEFIC Long Range Research Initiative 
Contract number EMSG60. CEFIC was not involved in the preparation or 
approval of the manuscript. The findings and conclusions in this manuscript 
are those of the authors and do not necessarily represent the views of CEFIC.

Availability of data and materials
The data that support the findings of this study are available from Lombardy 
Region, but restrictions apply to the availability of these data which were used 
under license for the current study, and so are not publicly available. Data 
are however available from the authors upon reasonable request and with 
permission of Lombardy Region.

Declarations

Ethics approval and consent to participate
This analysis is exempt from IRB authorization and informed consent (accord-
ing to General Authorization for the Processing of Personal Data for Scientific 
Research Purposes issued by the Italian Privacy Authority on December 15, 
2016; http:// www. garan tepri vacy. it/ web/ guest/ home/ docwe b/-/ docweb- 
displ ay/ docweb/ 58055 52). Data and permission for the analysis were obtained 
by the Regional Health Authorities of Lombardy, Italy.

Consent for publication
Not applicable.

Competing interests
Giovanni Corrao received research support from the European Community 
(EC), the Italian Agency of Drugs (AIFA), and the Italian Ministry for University 
and Research (MIUR). He took part in a variety of projects that were funded 
by pharmaceutical companies (i.e. Novartis, GSK, Roche, AMGEN and BMS). 
He also received honoraria as a member of the advisory board to Roche. The 
other authors declare that they have no conflicts of interest to disclose.

Author details
1 Department of Clinical Sciences and Community Health, University of Milan, 
20122 Milan, Italy. 2 Department of Woman, Newborn and Child, Univer-
sity of Milan, Fondazione IRCCS Ca’ Granda Ospedale Maggiore Policlinico, 
20122 Milan, Italy. 3 Laboratory of Healthcare Research & Pharmacoepidemiol-
ogy, Department of Statistics and Quantitative Methods, University of Milano-
Bicocca, Milan, Italy. 4 National Centre for Healthcare Research and Pharma-
coepidemiology, Milan, Italy. 

Received: 13 September 2021   Accepted: 28 February 2022
Published: 22 March 2022

References
 1. WHO. Recommended definitions, terminology and format for sta-

tistical tables related to the perinatal period and use of a new cer-
tificate for cause of perinatal deaths. Modifications recommended 
by FIGO as amended October 14, 1976. Acta Obstet Gynecol Scand. 
1977;56(3):247–53.

 2. Goldenberg RL, Culhane JF, Iams JD, Romero R. Epidemiology and causes 
of preterm birth. Lancet. 2008;371(9606):75–84.

 3. Vogel JP, Chawanpaiboon S, Moller AB, Watananirun K, Bonet M, Lum-
biganon P. The global epidemiology of preterm birth. Best Pract Res Clin 
Obstet Gynaecol. 2018;52:3–12.

 4. Chawanpaiboon S, Vogel JP, Moller AB, Lumbiganon P, Petzold M, Hogan 
D, et al. Global, regional, and national estimates of levels of preterm birth 
in 2014: a systematic review and modelling analysis. Lancet Glob Health. 
2019;7(1):e37–46.

 5. Tough SC, Newburn-Cook C, Johnston DW, Svenson LW, Rose S, Belik 
J. Delayed childbearing and its impact on population rate changes 
in lower birth weight, multiple birth, and preterm delivery. Pediatrics. 
2002;109(3):399–403.

 6. Jackson RA, Gibson KA, Wu YW, Croughan MS. Perinatal outcomes in 
singletons following in vitro fertilization: a meta-analysis. Obstet Gynecol. 
2004;103(3):551–63.

 7. Chan BC, Lao TT. Effect of parity and advanced maternal age on obstetric 
outcome. Int J Gynaecol Obstet. 2008;102(3):237–41.

 8. Fuchs F, Monet B, Ducruet T, Chaillet N, Audibert F. Effect of mater-
nal age on the risk of preterm birth: a large cohort study. PLoS One. 
2018;13(1):e0191002.

 9. Joseph KS, Ananth CV. Re: "Preterm delivery rates in North Carolina: are 
they really declining among non-Hispanic African Americans?". Am J 
Epidemiol. 2005;161(12):1181 author reply 1181-1182.

 10. Ananth CV, Joseph KS, Oyelese Y, Demissie K, Vintzileos AM. Trends in 
preterm birth and perinatal mortality among singletons: United States, 
1989 through 2000. Obstet Gynecol. 2005;105(5 Pt 1):1084–91.

 11. Schaaf JM, Mol BW, Abu-Hanna A, Ravelli AC. Trends in preterm birth: 
singleton and multiple pregnancies in the Netherlands, 2000-2007. BJOG. 
2011;118(10):1196–204.

 12. Gyamfi-Bannerman C, Ananth CV. Trends in spontaneous and indicated 
preterm delivery among singleton gestations in the United States, 2005-
2012. Obstet Gynecol. 2014;124(6):1069–74.

 13. Blencowe H, Cousens S, Oestergaard MZ, Chou D, Moller AB, Narwal R, 
et al. National, regional, and worldwide estimates of preterm birth rates 
in the year 2010 with time trends since 1990 for selected countries: a 
systematic analysis and implications. Lancet. 2012;379(9832):2162–72.

 14. Lawlor DA, Mortensen L, Andersen AM. Mechanisms underlying the asso-
ciations of maternal age with adverse perinatal outcomes: a sibling study 
of 264 695 Danish women and their firstborn offspring. Int J Epidemiol. 
2011;40(5):1205–14.

 15. Cantarutti A, Franchi M, Monzio Compagnoni M, Merlino L, Corrao 
G. Mother’s education and the risk of several neonatal outcomes: an 

https://www.istat.it/
https://doi.org/10.1186/s12884-022-04552-y
https://doi.org/10.1186/s12884-022-04552-y
http://www.garanteprivacy.it/web/guest/home/docweb/-/docweb-display/docweb/5805552
http://www.garanteprivacy.it/web/guest/home/docweb/-/docweb-display/docweb/5805552


Page 11 of 11Esposito et al. BMC Pregnancy and Childbirth           (2022) 22:234 

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

evidence from an Italian population-based study. BMC Pregnancy Child-
birth. 2017;17(1):221.

 16. Ruiz M, Goldblatt P, Morrison J, Kukla L, Svancara J, Riitta-Jarvelin M, et al. 
Mother’s education and the risk of preterm and small for gestational age 
birth: a DRIVERS meta-analysis of 12 European cohorts. J Epidemiol Com-
munity Health. 2015;69(9):826–33.

 17. Shah PS, Zao J, Ali S. Knowledge synthesis group of determinants of 
preterm LBWb: maternal marital status and birth outcomes: a systematic 
review and meta-analyses. Matern Child Health J. 2011;15(7):1097–109.

 18. Raatikainen K, Heiskanen N, Heinonen S. Does unemployment in family 
affect pregnancy outcome in conditions of high quality maternity care? 
BMC Public Health. 2006;6:46.

 19. Bollini P, Pampallona S, Wanner P, Kupelnick B. Pregnancy outcome of 
migrant women and integration policy: a systematic review of the inter-
national literature. Soc Sci Med. 2009;68(3):452–61.

 20. Margerison-Zilko CE, Talge NM, Holzman C. Preterm delivery trends by 
maternal race/ethnicity in the United States, 2006-2012. Ann Epidemiol. 
2017;27(11):689–94 e684.

 21. Kock K, Kock F, Klein K, Bancher-Todesca D, Helmer H. Diabetes mellitus 
and the risk of preterm birth with regard to the risk of spontaneous 
preterm birth. J Matern Fetal Neonatal Med. 2010;23(9):1004–8.

 22. Bramham K, Parnell B, Nelson-Piercy C, Seed PT, Poston L, Chappell LC. 
Chronic hypertension and pregnancy outcomes: systematic review and 
meta-analysis. BMJ. 2014;348:g2301.

 23. Pandey S, Shetty A, Hamilton M, Bhattacharya S, Maheshwari A. Obstetric 
and perinatal outcomes in singleton pregnancies resulting from IVF/
ICSI: a systematic review and meta-analysis. Hum Reprod Update. 
2012;18(5):485–503.

 24. Garn JV, Nagulesapillai T, Metcalfe A, Tough S, Kramer MR. International 
comparison of common risk factors of preterm birth between the U.S. 
and Canada, using PRAMS and MES (2005-2006). Matern Child Health J. 
2015;19(4):811–8.

 25. Martin JA, Hamilton BE, Osterman MJ, Curtin SC, Mathews TJ. National 
vital statistics reports. Births: final data for 2013; 2015.

 26. Stock S, Norman J. Preterm and term labour in multiple pregnancies. 
Semin Fetal Neonatal Med. 2010;15(6):336–41.

 27. Khalil A, Syngelaki A, Maiz N, Zinevich Y, Nicolaides KH. Maternal age and 
adverse pregnancy outcome: a cohort study. Ultrasound Obstet Gynecol. 
2013;42(6):634–43.

 28. Lu L, Li JH, Dai XF, Wei JB, Chen LH, Hu JF. Impact of advanced maternal 
age on maternal and neonatal outcomes in preterm birth. Ginekol Pol. 
2022.

 29. Schummers L, Hutcheon JA, Hacker MR, VanderWeele TJ, Williams PL, 
McElrath TF, et al. Absolute risks of obstetric outcomes by maternal age at 
first birth: a population-based cohort. Epidemiology. 2018;29(3):379–87.

 30. Moore EK, Irvine LM. The impact of maternal age over forty years on 
the caesarean section rate: six year experience at a busy district general 
hospital. J Obstet Gynaecol. 2014;34(3):238–40.

 31. Rydahl E, Declercq E, Juhl M, Maimburg RD. Cesarean section on a rise-
does advanced maternal age explain the increase? A population register-
based study. PLoS One. 2019;14(1):e0210655.

 32. Oakley L, Penn N, Pipi M, Oteng-Ntim E, Doyle P. Risk of adverse obstetric 
and neonatal outcomes by maternal age: quantifying individual and 
population level risk using routine UK maternity data. PLoS One. 
2016;11(10):e0164462.

 33. Gerli S, Favilli A, Pericoli S, Di Renzo GC. Re: Moore EK, Irvine LM. 2014. The 
impact of maternal age over forty years on the caesarean section rate: six 
year experience at a busy district general hospital. Journal of Obstetrics 
and Gynaecology 34:238–240. J Obstet Gynaecol. 2015;35(4):435.

 34. Attali E, Yogev Y. The impact of advanced maternal age on pregnancy 
outcome. Best Pract Res Clin Obstet Gynaecol. 2021;70:2–9.

 35. Sauer MV. Reproduction at an advanced maternal age and maternal 
health. Fertil Steril. 2015;103(5):1136–43.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


	The role of maternal age on the risk of preterm birth among singletons and multiples: a retrospective cohort study in Lombardy, Northern Italy
	Abstract 
	Background: 
	Methods: 
	Results: 
	Conclusion: 

	Introduction
	Methods
	Results
	Discussion
	Conclusion
	Acknowledgements
	References


