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Introduction

In 1989, the St Vincent Declaration set the healthcare goal that outcomes of pregnancies in women with diabetes should approximate those of the background population [START_REF]Diabetes care and research in Europe: the Saint Vincent declaration[END_REF]. Yet, a recent review of 12 studies comparing women with type 1 diabetes (T1D) with background populations still reported higher rates of congenital malformations [5.0% vs 2.1%, relative risk (RR): 2.4], perinatal mortality (2.7% vs 0.72%, RR: 3.7), preterm delivery (25.2% vs 6.0%, RR: 4.2) and large-for-gestational-age (LGA) infants (54.2% vs 10.0%, RR: 4.5) [START_REF] Colstrup | Pregnancy in women with type 1 diabetes: have the goals of St. Vincent declaration been met concerning foetal and neonatal complications ?[END_REF]. A cross-sectional study performed in 12 French reference centres during 2000-2001 yielded similar results [START_REF] Boulot | Diabetes and Pregnancy Group, France. French multicentric survey of outcome of pregnancy in women with pregestational diabetes[END_REF].

Maternal hyperglycaemia was a major risk factor for these adverse outcomes. Indeed, the rate of congenital malformations increased linearly with HbA 1c levels > 6.3% [START_REF] Bell | Peri-conception hyperglycaemia and nephropathy are associated with risk of congenital anomaly in women with pre-existing diabetes: a population-based cohort study[END_REF], leading to recommendations for preconception HbA 1c targets < 6.5% [START_REF]American Diabetes Association Management of diabetes in pregnancy[END_REF] or < 6.1% [START_REF]Diabetes in pregnancy: management from preconception to the postnatal period[END_REF]. In addition, greater risks of stillbirth and emergency caesarean delivery for fetal compromise have also been associated with levels of HbA 1c > 7.5% in late pregnancy [START_REF] Lauenborg | Audit on stillbirth in women with pregestational type 1 diabetes[END_REF] and HbA 1c ≥ 6.4% at delivery [START_REF] Miailhe | Factors Associated With Urgent Cesarean Delivery in Women with Type 1 Diabetes Mellitus[END_REF], while the rate of perinatal death in normally formed offspring is increased linearly with periconceptional HbA 1c values > 6.6% [START_REF] Tennant | Pre-existing diabetes, maternal glycated haemoglobin, and the risks of fetal and infant death: a population-based study[END_REF].

As for other perinatal outcomes, HbA 1c targets and the stages of pregnancy at which they have to be achieved have not been consistently identified. For example, an increased risk of preterm delivery has been associated with third-trimester HbA 1c levels in some studies [START_REF] Lepercq | Factors associated with preterm delivery in women with type 1 diabetes: a cohort study[END_REF][START_REF] Ekbom | Elevated third-trimester haemoglobin A1c predicts preterm delivery in type 1 diabetes[END_REF], but with first-trimester levels in others [START_REF] Klemetti | Obstetric and perinatal outcome in type 1 diabetes patients with diabetic nephropathy during 1988-2011[END_REF]. Similarly, the rate of macrosomia has been associated with HbA 1c values during the second and third trimesters in some studies [START_REF] Klemetti | Obstetric and perinatal outcome in type 1 diabetes patients with diabetic nephropathy during 1988-2011[END_REF][START_REF] Evers | Risk of complications of pregnancy in women with type 1 diabetes: nationwide prospective study in the Netherlands[END_REF][START_REF] Jensen | Outcomes in type 1 diabetic pregnancies: a nationwide, population-based study[END_REF][START_REF] Glinianaia | HbA 1 c and birth weight in women with pre-conception type 1 and type 2 diabetes: a population based study[END_REF][START_REF] Law | Analysis of Continuous Glucose Monitoring in Pregnant Women With Diabetes: Distinct Temporal Patterns of Glucose Associated With Large-for-Gestational-Age Infants[END_REF],

while others suggest an association as early as the first trimester [START_REF] Rey | The effects of first-trimester diabetes control on the incidence of macrosomia[END_REF][START_REF] Klemetti | White's classification and pregnancy outcome in women with type 1 diabetes: a population-based cohort study[END_REF]. Moreover, besides blood glucose control, an increased risk of adverse perinatal outcomes has been associated with a number of factors, including lack of preconception care, low socioeconomic status, smoking, high prepregnancy body mass index (BMI), excessive gestational weight gain and presence of diabetic nephropathy. Thus, our present study aims were to assess pregnancy outcomes in a cohort of women with T1D over the last 15 years and to identify modifiable factors associated with good perinatal outcomes.

Materials and methods

All women with T1D and an evolving singleton pregnancy followed in the Department of Obstetrics, Cochin-Saint Vincent de Paul Hospital, from 2000 to 2014 (442 women, 588 pregnancies) were consecutively included in the present cohort study, which was approved by the institutional review board (Comité de Protection des Personnes se prêtant à la Recherche Biomédicale Ile de France 3). Preconception care, management of diabetes during pregnancy, and obstetric follow-up and management were standardized as previously described [START_REF] Miailhe | Factors Associated With Urgent Cesarean Delivery in Women with Type 1 Diabetes Mellitus[END_REF][START_REF] Lepercq | Factors associated with preterm delivery in women with type 1 diabetes: a cohort study[END_REF].

Briefly, preconception care included assessment of diabetes complications, and optimization of diet and of insulin therapy, delivered by four daily injections or by continuous subcutaneous insulin infusion (CSII), using an external insulin pump, with capillary blood glucose self-monitoring before and 2 h after each meal, strict targets [< 95 mg/dL (5.3 mmol/L) and < 120 mg/dL (6.7 mmol/L), respectively], and supplementation with folic acid (5 mg/day).

During their pregnancies, women were seen every other week at the diabetes clinic and could contact a member of the team as often as necessary. HbA 1c was measured by highperformance liquid chromatography (normal 4-6%) at periconception, during the first and second trimesters, and at delivery. All women were followed monthly at the obstetric clinic and had three ultrasound scans (at 12-14, 22-24 and 32-34 weeks of gestation). Non-stress tests were performed twice weekly from 32 weeks until delivery. Timing of delivery was guided by gestational age: in the absence of complications, delivery was planned at 38 or 39 weeks of gestation; otherwise, when delivery was indicated for maternal or fetal reasons, it was decided after case-by-case risk-benefit assessment. The route of delivery was chosen based on obstetric conditions: caesarean delivery without labour was planned for fetal malpresentation (breech, transverse) or placenta praevia, and was encouraged for suspected fetal macrosomia. Suspicion of macrosomia was based on symphysis-fundal height measurements > 40 cm combined with Leopold's manoeuvres and/or fetal abdominal circumferences > 97 th percentile on ultrasonography performed a week before delivery. A trial of labour was attempted in women with cephalic presentations, normal placental insertions and no suspected macrosomia. In women with previous caesarean deliveries, the decision to attempt vaginal birth was made on a case-by-case basis [START_REF] Lepercq | Factors associated with cesarean delivery in nulliparous women with type 1diabetes[END_REF].

Maternal characteristics were prospectively collected and included age, ethnicity, socioeconomic status, parity, smoking habit, prepregnancy BMI, diabetes duration, presence of retinopathy, nephropathy or chronic hypertension (defined as hypertension prior to pregnancy or diagnosed before week 20 of gestation), preconception care, supplementation with folic acid, treatment by CSII, gestational weight gain and HbA 1c values.

Maternal, fetal and perinatal outcomes were assessed over three 5-year periods (2000-2004, 2005-2009 and 2010-2014). Maternal outcomes included preeclampsia, defined according to the US National High Blood Pressure Education Program Working Group on High Blood Pressure in Pregnancy [START_REF]Diagnosis and management of preeclampsia and eclampsia ACOG Practice Bulletin No. 33. American College of Obstetricians and Gynecologists[END_REF], and mode of delivery [caesarean (elective or emergency) vs vaginal delivery].

Fetal and perinatal adverse outcomes included: major congenital malformations, classified according to EUROCAT [START_REF] Eurocat | European surveillance of congenital anomalies[END_REF]; termination of pregnancy; delivery of an LGA infant, defined as a birth weight ≥ 90 th percentile according to French growth standards [START_REF] Mamelle | Fetal growth from the AUDIPOG study: II. Application for the diagnosis of intrauterine growth retardation[END_REF]; perinatal death (stillbirth after 22 weeks of gestation or neonatal death within the first 28 days of life); preterm delivery, defined as delivery before 37 weeks of gestation; shoulder dystocia, defined as delivery requiring additional obstetric manoeuvres following failure of gentle downward traction on the fetal head to effect delivery of the shoulders; birth trauma (bone fracture, brachial plexus injury); admission to the neonatal intensive care unit (NICU); neonatal hypoglycaemia, defined as a 1-to 3-h plasma glucose level < 40 mg/dL (2.2 mmol/L); and respiratory distress syndrome, defined as the need for oxygen therapy or invasive ventilation for > 24 h. Hyperbilirubinaemia requiring phototherapy was not recorded.

The primary outcome was a good perinatal outcome, defined as the uncomplicated delivery of a normally formed, non-LGA infant after either spontaneous labour at ≥ 37 weeks of gestation or induction of labour at ≥ 38 weeks of gestation, with no perinatal complications. An adverse perinatal outcome was defined as the occurrence of any of the above-mentioned complications. Analysis of perinatal outcomes was performed after the exclusion of six pregnancies considered non-evolutive: four were terminations because of major congenital malformations; one was fetal loss at 17 weeks of gestation; and one was neonatal death due to anencephaly (the mother declined pregnancy termination), leaving 582 pregnancies.

As macrosomia and preterm delivery are the two most frequent adverse outcomes of pregnancy in women with T1D [START_REF] Persson | Disproportionate body composition and perinatal outcome in large-for-gestational-age infants to mothers with type 1 diabetes[END_REF], two secondary outcomes were also analyzed: deliveries of infants without macrosomia; and deliveries of full-term infants.

Comparisons between groups were made using non-parametric tests (Mann-Whitney, Kruskal-Wallis and Dunn's) for multiple comparisons. Categorical variables were compared using Fisher's exact test. Factors associated with good perinatal outcomes on univariable analyses with a P value < 0.10 were entered into the multivariable analyses. In cases of collinearity between two or more variables, the most clinically pertinent one was chosen.

Factors independently associated with perinatal outcomes were assessed by logistic regression. Adjusted odds ratios (aORs) are reported with their 95% confidence intervals (CI).

Multilevel modelling was performed to take into account the clustering effect of women who had several pregnancies. Because HbA 1c levels have been associated with pregnancy outcomes in women with T1D, receiver-operating characteristic (ROC) curve analyses were also performed to search for the HbA 1c thresholds (preconception, during the first and second trimesters, and at delivery) predictive of good perinatal outcomes. Statistical analyses were performed using Stata 11.0 software (StataCorp LP, College Station, TX, USA).

Results

Over the 15-year study period, our department consecutively managed 588 singleton pregnancies in 441 women with T1D. In this series, 322 women delivered once, 95 twice, 21 three times, two four times and one five times. The main characteristics of these women and their pregnancies by study period are presented in Table I. For the entire cohort, periconceptional HbA 1c was 6.8% (6.3-7.5%); otherwise, it was < 6.5% and < 6.0% in 31% and 15% of women, respectively, and at delivery, < 6.5% and < 6.0% in 70% and 41% of women, respectively.

Congenital malformations, including two chromosomal abnormalities, were found in nine cases (1.5%), and led to early termination of pregnancy in four women. The rate of perinatal death was 0.7% (4/588). There were two stillbirths: in one case, the pregnancy was unplanned, periconceptional HbA 1c was 8.1% and stillbirth occurred at 35 weeks of gestation, with an HbA 1c of 7.7% at delivery; the other case happened at 37.5 weeks of gestation, the pregnancy was planned, and the periconceptional HbA 1c was 7.0% and 6.3% at delivery. No definite cause of stillbirth was identified in either case. There were also two neonatal deaths.

In one case, the mother was taking valproate treatment and her periconceptional HbA 1c was 7.8%; anencephaly was diagnosed but termination of pregnancy was declined, and the infant died soon after delivery at 37 weeks of gestation. The second case involved a non-malformed fetus that died soon after an emergency caesarean delivery because of an abnormal non-stress test at 37 weeks of gestation.

Otherwise, good perinatal outcomes were observed in 254 pregnancies (44%). Adverse outcomes (which may have been related to each other) were noted in 328 cases, including: the two above-mentioned perinatal deaths; 93 preterm births (16%); 15 cases of shoulder dystocia (2.6%); three bone fractures (0.5%); two transient cases of brachial plexus injury (0.3%); one antenatal intracerebral haemorrhage; 238 births of a LGA infant (41%); 110 NICU admissions (19%); 64 cases of neonatal hypoglycaemia (11%); and 14 cases of respiratory distress syndrome (2.4%).

The perinatal outcomes for all 582 pregnancies according to study period are shown in Table S1 (see supplementary materials associated with this article online). Median gestational age at delivery was the same for all three study periods, although the distribution of gestational age was significantly skewed towards higher values in the last 5 years (P < 10 -4 by analysis of variance; P < 0.01 for the last vs both first and second periods). There was no significant change in rates of preterm deliveries, whereas the rate of LGA infants decreased, as did the rate of caesarean deliveries. Although rates of shoulder dystocia increased, the frequency of birth trauma remained low, and no sequelae were observed in the affected infants. The rate of neonatal hypoglycaemia decreased.

The main characteristics of our 582 pregnancies according to good vs adverse perinatal outcomes are presented in Table II. On univariable analyses, nulliparity, lower prepregnancy BMI, absence of preeclampsia, and lower HbA 1c values at conception and throughout the pregnancy were significantly associated with good perinatal outcomes. In addition, HbA 1c values were available for 570 (98%) pregnancies at periconception, 566 (97%) during the first trimester, 549 (94%) during the second trimester and 562 (97%) at delivery. Strong correlations were observed between HbA 1c values at preconception, during the first and second trimesters, and at delivery (P < 10 -4 for all correlations). However, no significant improvement of HbA 1c values was observed during these pregnancies throughout the study period. On multivariable analyses, lower gestational weight gain, absence of preeclampsia, lower HbA 1c at delivery and delivery during the most recent time period were all independently associated with good perinatal outcomes (Table III).

In the final model, HbA 1c at delivery was associated with a good perinatal outcome, with an aOR of 2.78 (95% CI: 2.04-3.70) for each 1% decrease in HbA 1c . A continuous relationship between HbA 1c at delivery and frequency of good perinatal outcome was also observed, with no identifiable threshold (Fig. 1). While a 6.0% HbA 1c level at delivery emerged as the best cut-off for predicting a good perinatal outcome by ROC analysis, the area under the curve (AUC), sensitivity and specificity were poor (0.632, 54.7% and 71.7%, respectively).

Factors associated with delivery of a non-macrosomic infant were assessed by multivariable analysis. Lower maternal age, nulliparity, smoking, lower prepregnancy BMI, presence of retinopathy and chronic arterial hypertension, lower gestational weight gain, lower HbA 1c at delivery and delivery during the most recent study period were all independently associated with delivery of an infant without macrosomia (Table S2; see supplementary materials associated with this article online).

In addition, factors associated with term delivery were also assessed by multivariable analysis. Older maternal age, treatment with CSII, absence of preeclampsia and lower HbA 1c at delivery remained independently associated with full-term delivery (Table S3; see supplementary materials associated with this article online).

Discussion

In our cohort of 588 pregnancies in women with T1D, the rates of severe congenital malformations (1.5%) and perinatal mortality (0.7%) were similar to those of the background population [START_REF] Eurocat | European surveillance of congenital anomalies[END_REF], and consistent with the results of a recent multicentre study performed in Ireland [START_REF] Owens | Ten Years of Optimizing Outcomes for Women With Type 1 and Type 2 Diabetes in Pregnancy-The Atlantic DIP Experience[END_REF]. However, a recent nationwide study carried out in England and Wales reported persistently higher rates of congenital anomalies and neonatal death [START_REF] Murphy | Improved pregnancy outcomes in women with type 1 and type 2 diabetes but substantial clinic-toclinic variations: a prospective nationwide study[END_REF], which may have been related to the levels of preconceptional glycaemic control observed in that study: indeed, only 16% of women with T1D achieved periconceptional HbA 1c levels < 6.5% compared with 31% in our present study.

In fact, our study showed that a good perinatal outcome, defined as the uncomplicated delivery of a normally formed, non-LGA, full-term infant with no neonatal morbidity, was achieved in only 44% of pregnancies. A significant decrease in the rate of caesarean sections was paralleled by a non-significant increase in shoulder dystocia, with no increase in the rate of birth trauma (Table S1).

The strengths of our real-life study were that all data were prospectively collected and outcomes recorded according to standard definitions. No eligible woman was excluded from the analysis; all were managed according to standardized protocols, none was lost to followup and multivariable analysis was performed to adjust for potential confounders. Limitations of the study were: its single-centre setting, which could limit extrapolation of our results; hyperbilirubinaemia requiring phototherapy, a recognized neonatal complication of infants born to women with T1D [START_REF] Persson | Disproportionate body composition and perinatal outcome in large-for-gestational-age infants to mothers with type 1 diabetes[END_REF], was not recorded; and maternal hypoglycaemia was not systematically recorded, although no serious/maternal complications of hypoglycaemia were reported during the study periods.

Moreover, our study identified several potentially modifiable factors that may be targeted to improve perinatal outcomes in women with T1D, including gestational weight gain, preeclampsia and glycaemic control (Table III). Excessive gestational weight gain is a known risk factor for macrosomia in T1D [START_REF] Scifres | Effect of excess gestational weight gain on pregnancy outcomes in women with type 1 diabetes[END_REF][START_REF] Secher | Higher gestational weight gain is associated with increasing offspring birth weight independent of maternal glycaemic control in women with type 1 diabetes[END_REF]. In our present study, lower gestational weight gain was independently associated with good perinatal outcomes and birth of a non-macrosomic infant (Table III, Table S2). Although the size of the effect was small in our cohort, interventions designed to limit excess gestational weight gain could help to reduce perinatal complications [START_REF] Owens | Ten Years of Optimizing Outcomes for Women With Type 1 and Type 2 Diabetes in Pregnancy-The Atlantic DIP Experience[END_REF]. Preeclampsia is a major cause of perinatal complications, affecting 15-20% of pregnancies in women with T1D [START_REF] Jensen | Outcomes in type 1 diabetic pregnancies: a nationwide, population-based study[END_REF][START_REF] Persson | Obstetric and perinatal outcomes in type 1 diabetic pregnancies: A large, population-based study[END_REF]. In our study, preeclampsia was strongly associated with preterm delivery (28% vs 3.3%, P < 0.0001; Table S3), which is in keeping with previous reports [START_REF] Lepercq | Factors associated with preterm delivery in women with type 1 diabetes: a cohort study[END_REF][START_REF] Ringholm | Managing type 1 diabetes mellitus in pregnancy--from planning to breastfeeding[END_REF]. Of note, preeclampsia was also associated with indicated, but not spontaneous, preterm delivery (Table S4; see supplementary materials associated with this article online), as already reported [START_REF] Lepercq | Factors associated with preterm delivery in women with type 1 diabetes: a cohort study[END_REF]. Antihypertensive treatment during pregnancy in women with preexisting nephropathy and hypertension is likely to reduce the frequency of preeclampsia and preterm delivery [START_REF] Ringholm | Managing type 1 diabetes mellitus in pregnancy--from planning to breastfeeding[END_REF][START_REF] Damm | Diabetic nephropathy and microalbuminuria in pregnant women with type 1 and type 2 diabetes: prevalence, antihypertensive strategy, and pregnancy outcome[END_REF][START_REF] Mathiesen | Diabetic nephropathy in pregnancy: new insights from a retrospective cohort study[END_REF]. Treatment with low-dose aspirin has also been recommended for prevention of preeclampsia [START_REF]Diabetes in pregnancy: management from preconception to the postnatal period[END_REF], although evidence of its efficacy in women with T1D is limited [START_REF] Askie | Antiplatelet agents for prevention of pre-eclampsia: a meta-analysis of individual patient data[END_REF]. In our study, the frequency of preeclampsia was low (8%), and 60% of cases were in women without preexisting nephropathy (data not shown) and therefore could not be anticipated. Thus, benefit may be expected with intervention for this risk factor at the individual level, although its magnitude may be limited on a population basis.

Unlike previous studies, no significant relationship between prepregnancy BMI and perinatal outcomes was observed in our study, whereas one population-based study of women with T1D found that overweight/obesity was associated with a higher rate of adverse pregnancy outcomes [START_REF] Persson | Pre-pregnancy body mass index and the risk of adverse outcome in type 1 diabetic pregnancies: a populationbased cohort study[END_REF]. This discrepancy could be explained by the larger number of women and considerably greater prevalence of overweight/obese women (57%) in that study than in ours (28%). Nevertheless, as the prevalence of obesity is increasing in women with T1D [START_REF]The DCCT/EDIC research group Effect of intensive diabetes treatment on albuminuria in type 1 diabetes: long-term follow-up of the Diabetes Control and Complications Trial and Epidemiology of Diabetes Interventions and Complications study[END_REF], overweight and obese women should be encouraged to lose weight before conceiving [START_REF] Owens | Ten Years of Optimizing Outcomes for Women With Type 1 and Type 2 Diabetes in Pregnancy-The Atlantic DIP Experience[END_REF]. HbA 1c at delivery was a strong predictor of good perinatal outcomes and the two secondary outcomes, in accordance with the reported relationship between adverse perinatal outcomes and higher HbA 1c values at 26 and 34 weeks of gestation [START_REF] Maresh | Glycemic targets in the second and third trimester of pregnancy for women with type 1 diabetes[END_REF]. In that study, adverse outcomes were significantly associated with HbA 1c levels ≥ 6.5% [START_REF] Maresh | Glycemic targets in the second and third trimester of pregnancy for women with type 1 diabetes[END_REF]. Moreover, in our cohort, the association between good perinatal outcomes and HbA 1c was continuous (Fig. 1), thereby suggesting that the lower the HbA 1c , the better the perinatal outcome, which is consistent with the American Diabetes Association (ADA) recommendation of an HbA 1c target < 6.0% during pregnancy [START_REF]American Diabetes Association Management of diabetes in pregnancy[END_REF]. Indeed, in our study, an HbA 1c < 6.0% at delivery, achieved by 41% of women, was identified by ROC analysis as the best threshold for predicting a good outcome.

However, this threshold does not allow accurate identification of infants at low risk of perinatal complications: an adverse perinatal outcome was observed in 40% of women with HbA 1c < 6.0% at delivery and, conversely, a good perinatal outcome was noted in 32% of women with HbA 1c ≥ 6.0% at delivery. Several non-exclusive hypotheses may explain these observations. First and physiologically speaking, blood glucose concentrations and HbA 1c values decrease during pregnancy [START_REF] Versantvoort | Course of HbA1c in non-diabetic pregnancy related to birth weight[END_REF], suggesting that the current therapeutic targets may still be too high [START_REF] Hernandez | Patterns of glycemia in normal pregnancy: should the current therapeutic targets be challenged?[END_REF]. Second, HbA 1c does not accurately reflect blood glucose values in a given individual, and the same HbA 1c value can be associated with a wide range of mean glucose concentrations [38]. However, currently ongoing studies using continuous glucose monitoring during pregnancy should resolve this issue. Third, besides glucose, many other factors not assessed by routine care are involved in fetal growth and may be involved in the occurrence of adverse outcomes [START_REF] Jansson | Placental transport and metabolism in fetal overgrowth --a workshop report[END_REF].

In our cohort, CSII treatment was not associated with a good perinatal outcome (Table III), which is consistent with the results of a recent meta-analysis [START_REF] Farrar | Continuous subcutaneous insulin infusion versus multiple daily injections of insulin for pregnant women with diabetes[END_REF]. Furthermore, CSII treatment was not associated with the frequency of macrosomia (data not shown), which is in keeping with the closely similar HbA 1c values observed during each trimester in women treated with CSII and those using multiple insulin injections (data not shown). Nevertheless, an unexpected finding of our study was the independent association of CSII treatment and term delivery (aOR: 3.00, 95% CI: 1.47-6.12, P = 0.003; Table S3). This was due exclusively to the lower rate of indicated preterm delivery in women treated with CSII compared with multiple injections, and may suggest a bias towards a lower rate of induced delivery in women treated with CSII.

In conclusion, in the present study, rates of severe congenital malformations and perinatal mortality in women with T1D were similar to those of the background French population. However, increased rates of less-severe adverse perinatal outcomes persisted, mainly macrosomia and late preterm delivery. In addition, our study identified modifiable risk factors, mainly gestational weight gain and glycaemic control, both of which could be targeted to further improve perinatal prognoses in women with T1D. HbA 1c at delivery (%) 
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 1 Fig. 1. Frequency of good perinatal outcomes according to HbA 1c values at delivery in 582
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Table I .

 I Main characteristics of women with type 1 diabetes at enrolment and during 588 pregnancies by study time period of delivery

		2000-2004	2005-2009	2010-2014	P
	Total women (n)	144	204	240

Table II .

 II Factors associated with good vs adverse perinatal outcomes in 582 pregnancies in women with type 1 diabetes: univariable analysis

	Good outcome (n = 254) Adverse outcome (n = 328)	P
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Supplementary materials (Tables S1-S4) associated with this article can be found at http://www.scincedirect.com at doi . . . Results are expressed as adjusted odds ratios (aORs) and 95% confidence intervals (CIs); a defined as less gestational weight gain, no preeclampsia, lower HbA 1c at delivery and delivery during the most recent study years; PP: prepregnancy; CSII: subcutaneous insulin infusion