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Abstract

        Objective To re-evaluate the causal effect of interpregnancy interval on adverse birth outcomes, on the basis that previous studies relying on between mother comparisons may have inadequately adjusted for confounding by maternal risk factors.

        Design Retrospective cohort study using conditional logistic regression (matching two intervals per mother so each mother acts as her own control) to model the incidence of adverse birth outcomes as a function of interpregnancy interval; additional unconditional logistic regression with adjustment for confounders enabled comparison with the unmatched design of previous studies.

        Setting Perth, Western Australia, 1980-2010.

        Participants 40 441 mothers who each delivered three liveborn singleton neonates.

        Main outcome measures Preterm birth (<37 weeks), small for gestational age birth (<10th centile of birth weight by sex and gestational age), and low birth weight (<2500 g).

        Results Within mother analysis of interpregnancy intervals indicated a much weaker effect of short intervals on the odds of preterm birth and low birth weight compared with estimates generated using a traditional between mother analysis. The traditional unmatched design estimated an adjusted odds ratio for an interpregnancy interval of 0-5 months (relative to the reference category of 18-23 months) of 1.41 (95% confidence interval 1.31 to 1.51) for preterm birth, 1.26 (1.15 to 1.37) for low birth weight, and 0.98 (0.92 to 1.06) for small for gestational age birth. In comparison, the matched design showed a much weaker effect of short interpregnancy interval on preterm birth (odds ratio 1.07, 0.86 to 1.34) and low birth weight (1.03, 0.79 to 1.34), and the effect for small for gestational age birth remained small (1.08, 0.87 to 1.34). Both the unmatched and matched models estimated a high odds of small for gestational age birth and low birth weight for long interpregnancy intervals (longer than 59 months), but the estimated effect of long interpregnancy intervals on the odds of preterm birth was much weaker in the matched model than in the unmatched model.

        Conclusion This study questions the causal effect of short interpregnancy intervals on adverse birth outcomes and points to the possibility of unmeasured or inadequately specified maternal factors in previous studies.

      

      Introduction

      The time interval between pregnancies is viewed as an important and modifiable risk factor for adverse birth outcomes.1 2 3 The incidences of preterm birth, small for gestational age birth, and low birth weight have each been repeatedly shown to follow a strong J-shaped relation to the time interval between pregnancies.1 2 Typically, short intervals (less than 18 months between previous birth and subsequent conception) and long intervals (more than 23 months) have a higher risk of these birth outcomes compared with intermediate intervals of 18-23 months.1 2 4

      

      The causal effects of interpregnancy interval on birth outcomes have been vigorously debated.1 2 5 6 7 8 9 10 11 In support of interpregnancy interval having a causal role, the “maternal depletion hypothesis” proposes that mothers with short interpregnancy intervals insufficiently recover from the physiological stresses of a previous pregnancy and subsequent lactation.12 A mechanism proposed for the effects of long interpregnancy interval is that the benefits of a previous birth in terms of physiological adaptation are gradually lost, as though the mother returns toward an equivalent state to primigravida; this is known as the “physiological regression hypothesis.”1 13 Together, these hypotheses imply the existence of an optimal interval that affords enough time for recovery from a previous birth but is not so long that the benefits of adaptation are lost. The alternative view is that interpregnancy interval is not causal, and that the relation between interpregnancy interval and birth outcomes is entirely due to maternal factors that are correlated with interpregnancy interval and the birth outcome in question.6 7 Such confounders could include various aspects of socioeconomic status, ethnicity, demographics, and lifestyle.1 Erickson and Bjerkedal reasoned that if interpregnancy interval is causal it can only affect the second of the two births that define an interval between pregnancies,6 yet they observed that both births shared a very similar relation between interpregnancy interval and mean birth weight. The logical inference from this result is that interpregnancy interval does not have a causal effect on birth weight. Proponents of interpregnancy interval having a causal effect point to the many studies that have shown a persistent J-shaped relation between interpregnancy interval and birth outcomes after adjustment for confounders.1 2 Consistent results among studies in the magnitude and timing of effects of interpregnancy interval have led to strong assertions over the past decade that the effect of interpregnancy interval is indeed causal and therefore worthy of a public health message advocating optimal timing between births.1 2 This message now includes a recommendation from the World Health Organization of a minimum birth to pregnancy spacing of two years.14

      Although debate on interpregnancy interval has swung heavily towards the existence of a causal effect on birth outcomes, we considered that previous analyses based on between mother comparisons may have inadequately adjusted for important maternal factors that are difficult to measure or model. Much of the variation in birth outcomes might be explained by risk factors that vary greatly between women but tend to persist between pregnancies, such as genetic predisposition, lifestyle, or social conditions. We identified that among women who have had three births, we could use each mother as her own control for risk factors that might otherwise induce the J-shaped association between interpregnancy interval and birth outcomes seen in previous studies. Therefore, the purpose of this study was to test for an effect of interpregnancy interval after adjusting completely for persistent maternal factors by using a within mother analysis.

    

      Methods

      
        Study design and setting

        This was a retrospective cohort study investigating the association between interpregnancy interval and the incidence of preterm birth, small for gestational age birth, and low birth weight among the second and third births of mothers in Perth, Western Australia, in the period 1980-2010.

      

      
        Data source

        We sourced birth data from the Midwives’ Notification System, a population-wide database of all births in Western Australia (of at least 20 weeks’ gestation, more than 400 g birth weight, or both), based on statutory collection since 1980.15 Statistical linkage of births to the same mother was provided by Data Linkage Western Australia, located in the Western Australian Department of Health. We selected all mothers who had their first three births as liveborn singletons within the period 1 January 1980 to 31 December 2010 while resident in Perth at the time of each birth (figure⇓). We excluded births of 45 weeks’ gestation or longer, as national reference data were unavailable for calculating small for gestational age.16 We also excluded births to mothers younger than 14 years.

        [image: Figure1]
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        Of the 84 151 mothers whose third births were live singletons while mothers were resident in Perth in the study period, 40 443 had all their first three births as live singletons in the same period. Reasons for this reduction include mothers having at least one birth outside the study period or outside Western Australia (n=38 652), mothers being resident outside Perth but elsewhere in Western Australia for at least one birth (n=3900), mothers not having liveborn singletons for one or more pregnancies (n=631), and records missing data (for example, gestational age or birth weight) for one or more pregnancies (n=525). Interpregnancy interval was erroneously negative for two mothers, reducing the sample to 40 441. We were unable to determine whether these two records had erroneous birth dates or parities; we assume a low level of such errors in the database and a negligible effect on the precision and bias of results.

      

      
        Variables

        Outcome variables were preterm birth (gestational age less than 37 completed weeks), small for gestational age birth (less than the 10th centile of Australian national birth weight centiles by sex and gestational age in weeks16), and low birth weight (less than 2500 g). For consistency with previous studies,1 2 5 we modelled interpregnancy interval as a categorical variable, classed as: 0-5 months, 6-11 months, 12-17 months, 18-23 months (as the reference category), 24-59 months, 60-119 months, and 120 months or longer. We calculated interpregnancy interval as the time between one birth and the estimated start of the pregnancy of the subsequent birth (birth date minus estimated gestational age). We also adjusted for possible confounders (see below). The proportion of records for which pregnancy dating, and hence gestational age, was estimated by ultrasonography (versus last menstrual period) increased to more than 70% throughout the study period. We expect the primary effects of this variation in method to be that some records have more precise estimates of prematurity and small for gestational age than others; we assume a very small effect on assignment of interpregnancy intervals given the scale of interpregnancy interval categories relative to uncertainties around pregnancy dating.

      

      
        Statistical modelling

        We used a maternally matched design to model the odds of preterm birth, small for gestational age birth, and low birth weight as a function of interpregnancy interval. Whereas previous studies have observed an association between interpregnancy interval and adverse birth outcomes as a comparison among women,1 2 here we used conditional logistic regression to measure this association within individual women.17 Conditional logistic regression is commonly used for matched case-control studies and longitudinal studies.18 19 20 21 22 In the context of our study, in which we matched birth outcomes by mother, this conditional approach accounts for each woman’s overall risk of adverse birth outcomes among all of her children included in the analysis. This design thereby removes the effects of measured or unmeasured maternal factors that are either fixed (such as genetic predisposition) or strongly correlated over time (such as long term health). Essentially, this enables inferences that are based purely on within mother effects. In comparison, the traditional approach of unconditional logistic regression is based on differences between women. In the absence of confounding by persistent maternal factors, the two models will report the same effects of interpregnancy interval. However, where unmeasured persistent confounders exist, the unconditional model will give biased estimates of the effects of interpregnancy interval.

        The conditional model required data on three births per mother, with the first and second births defining the start of the interpregnancy intervals of the second and third births. We explicitly controlled for factors that vary between births as possible within mother confounders of an effect of interpregnancy interval: maternal age (categorical variable: 14-19, 20-24, 25-29, 30-34, 35-39, and ≥40 years), parity, and birth year. We also controlled for socioeconomic status as a factor that potentially varies (using the area level Index of Relative Socio-Economic Disadvantage from the 1996 Australian Bureau of Statistics’ Census of Population and Housing,23 categorised as national fifths). The conditional model was fitted in R 2.15.1, using the clogit() function in R’s Survival package.

        For comparison with the unmatched design of previous studies, we also generated results by using an unconditional logistic regression model for each type of birth outcome, with interpregnancy interval as the predictor variable of interest. We also adjusted for possible confounders of an effect of interpregnancy interval: maternal age (in five year categories as for the conditional model), parity, birth year, socioeconomic status (in nationally defined fifths as for the conditional model), ethnicity (white versus non-white), and the outcome of the previous birth. Confidence intervals for the unconditional model were based on robust standard error estimates that take within mother clustering into account. The unconditional model was fitted in R 2.15.1, using lrm() and robcov() functions in R’s rms package.

        Throughout this paper, we use the term “matched” to refer to the within mother design based on conditional logistic regression and “unmatched” to refer to the between mother design based on unconditional logistic regression.

      

    

      Results

      The outcome data comprised 80 882 births, structured as 40 441 pairs of second and third births, matched by mother. Table 1⇓ shows the sociodemographic characteristics of the study population. Among second births, the mean incidence rates were 5.3% for preterm birth, 7.4% for small for gestational age birth, and 3.5% for low birth weight. Among third births, these rates were 5.8%, 6.3%, and 3.6%, respectively. Informative data for the matched design are those birth pairs with different outcomes between second and third births (for preterm birth, for example, this is when a mother’s second child was term and her third child was preterm or vice versa). Of the 40 441 birth pairs, 3369 (8.3%) pairs were informative for preterm birth, 4001 (9.9%) for small for gestational age birth, and 2202 (5.4%) for low birth weight.

      Table 1 
           Characteristics of births analysed
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        Unmatched model

        Unconditional logistic regression suggested a strong effect of short interpregnancy interval on the incidence of preterm birth and low birth weight, but not on the incidence of small for gestational age birth, after adjustment for confounders (table 2⇓). Among interpregnancy intervals shorter than the reference category of 18-23 months, the highest odds ratios for preterm birth (adjusted odds ratio 1.41, 95% confidence interval 1.31 to 1.51) and low birth weight (1.26, 1.15 to 1.37) were for intervals of 0-5 months. The incidence of small for gestational age birth was similar across the range 0-23 months, with estimated odds ratios ranging from 0.98 to 1.03.

        Table 2 
             Relation between interpregnancy interval and adverse birth outcomes*. Values are odds ratios (95% CI)
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        The unconditional model showed increased odds with long interpregnancy intervals for all three birth outcomes of interest, with the largest effect for small for gestational age birth. Among interpregnancy intervals longer than the reference category, the highest odds ratio of preterm birth (1.35, 1.26 to 1.45) was at intervals of 60-119 months, whereas the highest odds ratios of low birth weight (1.67, 1.42 to 1.97) and small for gestational age birth (1.98, 1.74 to 2.24) were for intervals longer than 119 months.

      

      
        Matched model

        The matched design of conditional logistic regression estimated small effects of short interpregnancy interval on all three types of birth outcomes (table 2⇑). Among interpregnancy intervals shorter than the reference category of 18-23 months, the highest odds ratio of preterm birth (1.07, 0.86 to 1.34) and low birth weight (1.03, 0.79 to 1.34) was for intervals of 0-5 months. The odds ratio of small for gestational age birth was estimated at 1.08 for all three categories of interpregnancy interval less than 18 months.

        The matched model estimated a low odds ratio of preterm birth at interpregnancy intervals longer than 23 months, with odds ratios ranging from 1.01 (0.86 to 1.18) for intervals of 24-59 months to 0.88 (0.54 to 1.46) for intervals longer than 119 months. In contrast, the matched model estimated large effects of long interpregnancy intervals on the incidence of low birth weight and small for gestational age birth relative to the reference category. For intervals longer than 23 months, odds ratios for low birth weight ranged from 1.07 (0.88 to 1.30) for intervals of 24-59 months to 1.58 (0.82 to 3.06) for intervals longer than 119 months, and odds ratios for small for gestational age birth ranged from 1.11 (0.96 to 1.28) for intervals 24-59 months to 1.72 (1.04 to 2.85) for intervals longer than 119 months.

      

    

      Discussion

      Contrary to reports in the literature of strong causal effects of short interpregnancy interval on the risks of preterm birth, small for gestational age birth, and low birth weight,1 2 we found small effects on the basis of a maternally matched design. Linking two intervals by mother allowed for adjustment of each woman’s predisposition to have a preterm, small for gestational age, or low birthweight child. If short interpregnancy interval has strong causal effects on adverse birth outcomes, we expected these effects to be evident after such an adjustment. That we found small effects suggests that if this causal relation exists, it is a weak one.

      At the same time, when analysed as a between mother model with adjustment for covariates, our data showed the typically strong relations reported in the literature between short interpregnancy interval and the incidences of preterm birth and low birth weight. With the unmatched model, pregnancies that followed a short interpregnancy interval had a relatively high incidence of preterm birth and low birth weight. However, the unmatched model showed almost no effect of short interpregnancy interval on the odds of small for gestational age birth. The difference between matched and unmatched models in the odds of preterm birth and low birth weight suggests that the associations of increased risk at short intervals reported in the literature may be an artefact of unmeasured or inadequately specified confounders, despite careful attempts to adjust models. Both models estimated a small effect of short interpregnancy interval on small for gestational age birth. This suggests that neither short interpregnancy interval nor unmeasured confounders of short interpregnancy interval strongly affected the incidence of small for gestational age birth in our study population.

      Therefore, our study does not support the existence of a causal effect of short interpregnancy interval on adverse birth outcomes, and we propose that the associations between short intervals and adverse birth outcomes in other studies may be due to unmeasured confounding by persistent maternal factors. This confounding may arise from misspecification of known factors—for example, area level indices or individual metrics of socioeconomic status may poorly represent aspects of individual circumstance.24 Other confounders, such as lifestyle factors, may be excluded from analyses because they are difficult to measure.

      The matched approach of conditional logistic regression showed little effect of long interpregnancy interval on the incidence of preterm birth, despite the unmatched model showing an increased risk. As with short interpregnancy intervals, this suggests that unmeasured confounding played a role in the unmatched model. Both models showed higher odds of small for gestational age birth and low birth weight following long interpregnancy intervals, with the effects only partially diminished in the matched model. This indicates an effect of long interpregnancy intervals that cannot be fully explained by persistent maternal factors. This is consistent with the hypothesis of physiological regression between pregnancies.25 However, our accounting for persistent maternal factors does not in itself prove causality, as other confounders that vary between pregnancies within individual mothers may be present. Although we adjusted for maternal age, parity, birth year, and socioeconomic status, other potential confounders may include changes related to fertility, unplanned pregnancies,7 maternal illness, and family/social disruptions.26

      To our knowledge, our study is the first to apply within mother methods to examine the relation between interpregnancy interval and birth outcomes by matching more than one interval per mother. We acknowledge the large body of previous research that links interpregnancy interval with adverse birth outcomes and the importance of existing recommendations on spacing between births. We encourage further use of within mother analyses to assess the generalisability of our results across a variety of populations, as short interpregnancy interval could have context dependent effects. Whereas our study was conducted in a developed country, women in developing regions may, on average, be more susceptible to nutrient depletion during pregnancy and have slower recovery between pregnancies owing to poor access to nutrient rich foods.10 Furthermore, beyond the birth outcomes considered in this study, interpregnancy interval may have effects on birth defects,27 schizophrenia,28 autism,29 pregnancy complications, and risk of maternal death.1

      
        Limitations of study

        This study has several limitations. To facilitate a matched design, we based our analyses on the outcomes of second and third births to mothers who had their first three births as liveborn singletons. Although supplementary data (web appendix) suggest that these births were representative of the broader population of mothers in terms of a J-shaped relation between interpregnancy interval and unadjusted rates of adverse birth outcomes, clear sociodemographic differences existed between mothers of three or more children (that is, the records included in this study) and mothers with only two births (excluded from this study). Notably, mothers of three or more singletons tended to be younger at the birth of their second child and from areas with lower socioeconomic status, compared with mothers of only two singletons. We are unable to exclude the possibility that a causal effect of short interpregnancy interval on adverse birth outcomes applies to births excluded from this study. However, we are unaware of any hypotheses that predict how a causal effect of short intervals could apply to mothers of only two children but not to mothers of three or more children. Exploring this possibility was beyond the scope of our study.

        The definition of interpregnancy interval used in our study was based on successful pregnancies. Calculating intervals relative to unsuccessful pregnancies may improve effect estimates, depending on the physiological effects, timing, and frequency of unsuccessful pregnancies. This study used a single threshold for each type of outcome: 37 weeks’ gestation to define preterm birth, 10th centile of weight for gestational age to define small for gestational age birth, and 2500 g to define low birth weight. The use of lower thresholds to represent higher levels of outcome severity would help to extend the clinical significance of this research. However, the rarity of such outcomes would require a very large population database with a sufficient number of mothers with informative (that is, discordant) pairs of outcomes. Based on the confidence intervals generated in our analyses, we suggest that such a dataset would require a minimum of 2000 such mothers for each outcome.

      

      
        Implications of findings

        Regardless of causality, short interpregnancy interval remains a strong predictor of the risk of adverse birth outcomes. Irrespective of whether the risk of adverse birth outcomes is increased by short interpregnancy intervals or by the maternal factors correlated with short interpregnancy intervals, the association between short interpregnancy interval and adverse birth outcomes is strong and consistent across studies.1 2 4 Our study suggests that adverse birth outcomes are not the result of short interpregnancy intervals in themselves but are due to correlated maternal risk factors. Furthermore, maternal factors that act as confounders may include those of which the effects are not easy to measure or model, such as socioeconomic and lifestyle factors. We therefore recommend that clinicians continue to treat short interpregnancy interval as a useful flag of increased risk of adverse birth outcomes but remain vigilant for maternal risk factors that may accompany the presentation of short interpregnancy interval.

        
            What is already known on this topic

            	
                Mothers with short (<18 months) and long (>23 months) intervals between pregnancies typically have a higher incidence of preterm birth, small for gestational age birth, and low birth weight

              
	
                Consistent results among studies have led to public health messages advocating optimal timing between births

              
	
                Previous studies have relied on between mother comparisons, which may inadequately account for maternal risk factors

              


          

            What this study adds

            	
                This study applied a method that completely adjusts for all persistent maternal factors, by comparing birth outcomes between two interpregnancy intervals for every mother

              
	
                When the analysis was based on within mother variation in interpregnancy interval, short intervals had very little effect on adverse birth outcomes and long interpregnancy intervals had very little effect on preterm birth

              
	
                This study questions the causal effect of short interpregnancy intervals on adverse birth outcomes and of long intervals on the risk of preterm birth
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