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Abstract

Objective—To compare the ability of customized versus normalized population fetal growth
norms in identifying neonates at risk for adverse perinatal outcomes (APOs) associated with fetal
overgrowth and gestational diabetes (GDM).
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Study Desigh—Secondary analysis of a multicenter treatment trial of mild GDM. The primary
outcome was a composite of neonatal outcomes associated with fetal overgrowth and GDM.
Birthweight percentiles were calculated using ethnicity- & gender-specific population norms and
customized norms (Gardosi).

Results—203 (9.8%) and 288 (13.8%) neonates were LGA by population (LGApop) and
customized (LGAcust) norms, respectively. Both LGApop and LGAcust were associated with the
primary outcome and neonatal hyperinsulinemia, while neither was associated with hypoglycemia
or hyperbilirubinemia. The ability of customized and population birthweight percentiles for
predicting APOs were poor (receiver operating characteristic area under the curve <0.6 for 6 out
of 8 APOs).
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Conclusion—Neither customized nor normalized-population norms better identify neonates at
risk of APOs related to fetal overgrowth and GDM.
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customized growth; adverse neonatal outcomes; gestational diabetes; large for gestational age

Introduction

Disturbances in fetal growth, and secondarily birthweight, are associated with adverse
neonatal outcomes. Infants who are born small (SGA) or large (LGA) for gestational age are
at increased risk of short- and long-term adverse health consequences. (1-6) Birthweight is
determined by a combination of intrauterine genetic and environmental influences, and
traditionally has been evaluated by comparison to population-based norms. (6-8) Population
norms are derived from either heterogeneous or highly selected patient cohorts, and do not
account for individual variability. Population norms do not differentiate between abnormal
grown versus constitutionally large, or small, but otherwise healthy fetuses. They also may
not identify abnormal growth in a fetus that remains within the normal range for the
population. Relying on these norms can therefore lead to misclassification of fetuses and
over or under diagnosis of fetal growth abnormality (9, 10)

In order to circumvent these limitations with population-based standards, a number of
customized norms have been developed. A widely used customized growth model is that of
Gardosi et al. (11-13) In this model, the assessment of fetal growth relies on each fetus’
growth potential that would have been expected at the end of an uncomplicated pregnancy.
This growth potential is calculated using maternal and fetal variables that have been
previously determined to influence individual growth independent of pregnancy
complications. Because of this individual approach, this method is thought to be better at
detecting disturbances in fetal growth compared with a population-based approach. (9-12)
The ability of this model to identify neonates at risk of adverse perinatal outcomes (APOs)
related to decreased fetal growth has been demonstrated in multiple studies. (14-21) This is
thought to be mostly related to the better performance of the customized norms in the setting
of SGA and preterm birth, where the population-based norms derived from birthweights
typically underestimate the proportion of growth restricted preterm newborns. However, the
ability of the Gardosi model to identify LGA neonates at risk of adverse outcomes related to
fetal overgrowth has not been studied.

Therefore, the purpose of this study is to compare the ability of the customized “Gardosi”
approach (12, 13) and a population-normalized assessment (6) in identifying neonates at risk
of APOs associated with fetal overgrowth and gestational diabetes (GDM) using a cohort of
normal and mild gestational diabetic women at risk for fetal overgrowth. (22)

Materials & Methods

Study Design

This was a secondary analysis of women enrolled in the Eunice Kennedy Shriver National
Institute of Child Health and Human Development Maternal-Fetal Medicine Units Network
multicenter randomized trial of treatment for mild GDM conducted between October 2002
and November 2007 in 16 United States centers. (22) Mild GDM was defined as abnormal
oral glucose tolerance test (OGTT), but with normal fasting glucose value i.e. <95 mg per
deciliter (5.3 mmol per liter). Women with mild GDM were randomized to an intervention
arm consisting of formal nutritional counseling and diet therapy, self-glucose monitoring
and insulin pharmacotherapy if needed (treated mild GDM group; n=438) or usual prenatal

Am J Perinatol. Author manuscript; available in PMC 2014 August 01.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

COSTANTINE et al.

Page 3

care (untreated mild GDM group; n=414). In addition, women with normal glucose loading
test (GLT) (hormal group; n=395) and women with positive screening GLT test but normal
OGTT (pos GLT/neg OGTT group; n=836) were identified and matched to the treatment
group. Further details of the methodology of the study have been described elsewhere. (22)
All women enrolled in these four groups (n=2326) were eligible for inclusion in the present
secondary analysis except those women with missing information needed to determine the
customized growth of their pregnancy and pregnancies complicated by major congenital
malformations (n=243). Approval for the primary study was obtained from the Institutional
Review Board of each participating institution. This study was deemed exempt from
institutional review board review since the data and samples were de-identified before the
analysis was performed.

Growth Centile Calculations

Outcomes

Centile birthweight was determined for each individual pregnancy using ethnicity- and
gender-specific population (pop) norm, (6) and from a customized (cust) growth standard
developed by Gardosi et al.(12,13) The Gardosi customized growth model generates optimal
growth curves for individual pregnancies by taking into account maternal and fetal
characteristics: maternal weight (kg) and height (cm) pre-pregnancy or at entry to care,
ethnicity/race, parity (any birth after 20 weeks), and infant gender. (11, 12) The actual
birthweight is compared to the optimal weight, and a measure of the percentage of optimal
growth is calculated. [GROW (Gestation Related Optimal Weight) at www.gestation.net]
(13) Large for gestational age (LGA) was defined as birthweight >90t" percentile by either
population (LGApop) or customized (LGAcust) method.

The primary outcome of the study was a composite that included perinatal mortality
(stillbirth or neonatal death) in addition to outcomes related to glycemic control and fetal
overgrowth (neonatal hypoglycemia, hyperbilirubinemia, hyperinsulinemia, and birth
trauma). Birth trauma included either brachial plexus palsy, clavicular, humeral or skull
fracture. Neonatal hperinsulinemia was defined as cord blood C-peptide level > 95th
percentile (> 1.77 ng/ml) determined from an unselected obstetrical population. Neonatal
hypoglycemia was defined as blood glucose level < 35 mg/dl within 2 hours of birth and
before feeding, and neonatal hyperbilirubinemia defined as serum bilirubin > 95th percentile
between 16 and 36 hours of life. Details about these selected outcomes are described
elsewhere. (22) A secondary analysis was also performed using the individual components
of the primary outcome, except for perinatal mortality and birth trauma that were not
frequent enough outcomes to warrant separate analysis.

Statistical Analysis

Statistical analyses were performed using SAS statistical software (SAS Institute, Cary, NC)
and R (www.r-project.org). Maternal and neonatal continuous data were reported as mean +
standard deviation and categorical data were reported in frequencies. The odds ratio (OR)
with 95% confidence intervals (Cls), sensitivity and specificity for the various outcomes
were calculated for LGAcust and LGApop. The concordance (or agreement) between
presence or absence of LGA and presence or absence of APOs was calculated for each norm
and APOs. For each APO and norm, a case was concordant when LGA by that norm and
that particular APO were both present or both absent. Concordance was compared between
the population and customized norms for each APO using McNemar test. (23)

Since the continuous values of the population norms were not available to us, we used the
following approximation approach. After an Arc-Tan based transformation of birthweights
(ArcTan((weight/1000)2)*2/r), we calculated the corresponding continuous values of the
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population norms using a simple approximation method based on the linear connection of
the 3rd, 10th, 50th and 90th percentiles provided by Alexander et al. (6) in the different
races, infant genders and gestational age groups. The ability of the customized and generated
population birthweight centiles to identify neonates at risk of APOs was then compared
using the receiver operating characteristics curve (ROC) and the area under the curve (AUC,
or c-statistic). For this study, since we did not assume any prior knowledge of the
association, we did not specify the association direction (positive or negative) between an
adverse outcome and SGA but rather used a two-sided approach. The population and
customized AUC’s for an individual outcome were then compared using a nonparametric
statistical method for comparing AUC’s. (24) Two-sided p values <0.05 were considered
statistically significant and no adjustments were made for multiple comparisons.

Two thousand and eighty three neonates were included in the analysis. Two hundred and
three (9.8%) and 288 (13.8%) neonates were LGA by population and customized norms,
respectively. (Figure 1) The baseline maternal and fetal characteristics of neonates LGApop,
LGAcust and those not LGA by either method are summarized in Table 1. Of the neonates
who were LGA by at least one method, 167 neonates were LGA by both methods, 36
(11.1%) were LGA by population centiles only (i.e. not LGA by customized; LGApop-
only), and 121 (37.4%) were LGA by customized norms only (i.e. not LGA by population;
LGAcust-only). (Figure 1) Six hundred forty two (32.1%) developed the primary outcome,
and these had higher customized growth centiles compared to those who did not (59.5+29.6
vs. 50.0£29.3; p<0.0001). Of those infants who developed the primary outcome 19.3% were
LGAcust and 13.2% were LGApop, and of those who did not 11.3% were LGAcust and
8.2% were LGApop (6.1% difference vs. 3.1%, P=0.03). The rates of the secondary
outcomes are summarized in table 2.

The associations between LGApop and LGAcust with the composite and individual neonatal
outcomes are summarized in table 2. Both LGApop and LGAcust were associated with the
composite primary neonatal outcome (LGApop: OR 1.7, 95% CI 1.3-2.3 and LGAcust: OR
1.9, 95% CI 1.4-2.4) as well as hyperinsulinemia (LGApop: OR 2.3, 95% CI 1.6-3.2 and
LGAcust: OR 2.5, 95% CI 1.9-3.4); however neither was associated with hypoglycemia or
hyperbilirubinemia. (Table 2) Both had low sensitivity (range 10.9% — 25.5%) and high
specificity (range 86.5% — 91.8%) for the various outcomes, although LGAcust had slightly
higher sensitivities and lower specificities than LGApop. (Table 2)

The concordance (or agreement) between presence or absence of LGA and presence or
absence of neonatal outcomes ranged between 66.4% and 82.7% (Table 3). This measures
the combined proportions of concordance between LGA status and the outcome, as well as
non-LGA status and the absence of the outcome. LGApop had significantly higher
proportions of concordance compared with LGAcust for all outcomes except for the primary
outcome for which the difference in agreement was not statistically significant (Table 3).

Table 4 summarizes the AUC (and 95 % CI) of the ROC curve for prediction of neonatal
outcomes by population and customized norms. In general, the ability to predict neonatal
outcomes was poor as 6 out of the 8 ROC’s had AUC’s less than 0.6. No significant
differences between methods were noted for any of the AUCs except for hyperbilirubinemia
(Table 4).
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Discussion

In our cohort, neither a customized nor a normalized population-based approach to evaluate
fetal growth better identifies neonates at risk for adverse perinatal outcomes related to
overgrowth and GDM. The association between LGA and these adverse outcomes was not
superior whether using the customized or the population-based norms.

Our study is novel in that we used two approaches in analyzing the data: first, we analyzed
the association between neonates born >90t percentile and adverse outcomes, and then we
approximated the continuous values of the population percentiles and compared the 2 norms
using ROC curves, which has not been done in the prior validation studies. Additional
strengths of our study include the use of the same cohort of patients to compare customized
and population norms. This allowed us to control for differences in potential confounders
when using different cohorts, such as pregnancy dating bias, which is especially important
since growth modeling in poorly dated pregnancies results in artifactual flattening after 40
weeks secondary to the high rate of dating errors. (25) Another strength of our study is that
the neonatal outcomes were prospectively and rigorously ascertained. (22)

This study, however, is limited by the study population which consisted of normal and mild
GDM women, and by our sample size which may have limited our power to detect any
differences in some of the secondary individual outcomes and which did not allow us to
compare outcomes between neonates who were LGA for one but not the other norm.
Moreover, it is important to note that the population norms that we used are gender and
ethnicity specific, (6) which is not typical of the norms used in clinical practice or most
studies. The typical population norms adjust for one or the other, but not both. By including
both in the population norm we used, we made it closer to the individualized norm. This is
different from prior studies that compared the customized model to the more commonly
used population norm (7) that is not adjusted for gender and ethnicity. While our study was
limited to short term outcomes, additional studies into the long-term consequences of
overgrowth by customized potential are justified. Moreover, the inherent limitations of the
growth model itself apply to this study as well. Although the model adjusts for many
variables found to significantly affect birthweight (12), it does not adjust for all. The
variables included in the model (maternal age, height, weight, parity, ethnicity as well as
fetal gender) only account for 20-35% of birthweight variability at term. (26) Other
characteristics such as maternal marital, education, and socioeconomic status, as well as
gestational weight gain, altitude above sea level altitude and to a lesser extent paternal
height have been shown to affect birthweight as well. (27-28)

Our findings should not be used to dismiss the Gardosi model. The benefit of using a
customized approach for growth evaluation over population norms has been demonstrated in
multiple studies that investigated the association between SGA babies and adverse outcomes
(14-21), including a recent analysis of a database from the US which showed that SGA
defined by the customized rather than population norms was associated with higher risk of
stillbirth, early neonatal death, as well as other perinatal complications. (18) However, there
are no prior studies that evaluated the utility of the Gardosi model in the setting of fetal
overgrowth. Recently, Larkin et al (29) analyzed a large cohort database and published a
customized fetal growth model that included similar variables compared with the Gardosi
model. The authors then tested their model for the association of pregnancies LGA by their
customized norm with adverse perinatal outcomes compared with pregnancies LGA by
population standards, and similar to our study, they did not find that one was superior to the
other. (29)
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The role for birthweight customization has been debated. Many believe that the benefit of
these models is gained solely by their incorporation of intrauterine-based reference values
for gestational ages other than 280 days. (30) For any customized growth model, the optimal
fetal weight at 280 days of gestation is predicted based on the maternal characteristics, then
a fetal growth curve is generated to extrapolate backward fetal weights at other gestational
ages using Hadlock’s intrauterine standard proportionality formula. This is different from
population norms that derive their reference values from actual birth weights of newborn
infants. Another criticism of customized growth is that the strength of association with
adverse perinatal outcomes is lost or attenuated outside of preterm deliveries. (31) Although
the maternal characteristics frequently used in customized norms may be associated with
fetal growth at the population level, they are not strong enough to be used for individual
birthweight prediction, as each individual characteristic is not highly predictive of
birthweight, and will only affect minimally individual birthweights. (30)

In summary, a customized approach for fetal growth assessment did not perform better than
a normalized population approach that adjusts for ethnicity and infant gender, and neither
approach was adequate in identifying neonates at risk of adverse outcomes related to LGA
and GDM. Our study was based on birthweight. However, when evaluating the risk of
neonatal adverse outcomes prior to birth, one has to rely on an estimate of fetal weight, most
commonly by ultrasound. Future studies are needed to determine the role of customized
growth evaluation, in combination with other parameters, in predicting adverse outcomes
when used with ultrasound estimates of fetal size.

Acknowledgments

The authors wish to acknowledge Network members who contributed as follows: George Saade, M.D. (manuscript
review), Elizabeth Thom, Ph.D. (protocol/data management and statistical analysis), Jo-Ann Tillinghast, R.N.,
M.S.N. and Francee Johnson, R.N., B.S.N. (protocol development and coordination between clinical research
centers).

The project described was supported by grants from the Eunice Kennedy Shriver National Institute of Child
Healthand Human Development (HD53097, HD27915, HD34116, HD40485, HD34208, HD27869, HD40500,
HD40560, HD34136, HD40544, HD27860, HD40545, HD21410, HD27917, HD40512, HD53118, HD36801),
General Clinical Research Centers Grant (M01-RR00034) and the National Center for Research Resources (UL1-
RR024989, M01-RR00080, UL1-RR025764, C06-RR11234 ) and does not necessarily represent the official views
of the NICHD or the National Institutes of Health.

References

1. Mclintire DD, Bloom SL, Casey BM, Leveno KJ. Birth weight in relation to morbidity and mortality
among newborn infants. N Engl J Med. 1999; 340:1234-8. [PubMed: 10210706]

2. Schoendorf KC, Hogue CJ, Kleinman JC, Rowley D. Mortality among infants of black as compared
with white college educated parents. N Engl J Med. 1992; 326:1522—6. [PubMed: 1579135]

3. Kajantie E, Osmond C, Barker DJ, Forsen T, Phillips DI, Eriksson JG. Size at birth as a predictor of
mortality in adulthood: a follow-up of 350 000 person-years. Int J epidemiol. 2005; 34:655-63.
[PubMed: 15764690]

4. Esakoff TF, Cheng YW, Sparks TN, Caughey AB. The association between birthweight 4000 g or
greater and perinatal outcomes in patients with and without gestational diabetes mellitus. Am J
Obstet Gynecol. 2009; 200:672.e1-4. [PubMed: 19376489]

5. Ozanne SE, Fernandez-Twinn D, Hales CN. Fetal growth and adult dieseases. Semin Perinatol.
2004; 28:81-87. [PubMed: 15058905]

6. Alexander GR, Kogan MD, Himes JH. 1994-1996 U.S. singleton birth weight percentiles for
gestational age by race, Hispanic origin, and gender. Matern Child Health J. 1999; 3:225-231.
[PubMed: 10791363]

7. Alexander GR, Himes JH, Kaufman RB, Mor J, Kogan M. A United States national reference for
fetal growth. Obstet Gynecol. 1996; 87:163-8. [PubMed: 8559516]

Am J Perinatol. Author manuscript; available in PMC 2014 August 01.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

COSTANTINE et al.

Page 7

8. Hadlock FP, Harrist RB, Martinez-Poyer J. In utero analysis of fetal growth: a sonographic weight
standard. Radiology. 1991; 181:129-33. [PubMed: 1887021]

9. Reeves S, Bernstein IM. Optimal growth modeling. Semin Perinatol. 2008; 32:148-153. [PubMed:
18482613]

10. Gardosi J. Customized fetal growth standards: rationale and clinical application. Semin Perinatol.
2004; 28:33-40. [PubMed: 15058900]

11. Gardosi J, Mongelli M, Wilcox M, Chang A. An adjustable fetal weight standard. Ultrasound
Obstet Gynecol. 1995; 6:168-174. [PubMed: 8521065]

12. Gardosi J, Francis A. A customized standard to assess fetal growth in an American population. Am
J Obstet Gynecol. 2009; 201:25.e1-7. [PubMed: 19576371]

13. GROW: Gestation Related Optimal Weight. [Accessed December 12, 2009] Customised growth
chart software versions 5.x-7.x. 2000-2009. Available at: Gestation Network, www.gestation.net

14. De Jong CL, Gardosi J, Dekker GA, Colenbrander GJ, van Geijn HP. Application of a customised
birthweight standard in the assessment of perinatal outcome in a high risk population. Br J Obstet
Gynaecol. 1998; 105:531-35. [PubMed: 9637123]

15. Clausson B, Gardosi J, Francis A, Cnattingius S. Perinatal outcome in SGA births defined by
customised versus population based birthweight standards. Br J Obstet Gynaecol. 2001; 108:830-
4.

16. McCowan L, Harding JE, Stewart AW. Customised birthweight centiles predict SGA pregnancies
with perinatal morbidity. Br J Obstet Gynaecol. 2005; 112:1026-1033.

17. Mongelli M, Gardosi J. Reduction of false-positive diagnosis of fetal growth restriction by
application of customized fetal growth standards. Obstetrics & Gynecology. 88:844-848.
[PubMed: 8885925]

18. Gardosi J, Francis A. Adverse pregnancy outcome and association with small for gestational age
birthweight by customized and population-based percentiles. Am J Obstet Gynecol. 2009;
201:28.e1-8. [PubMed: 19576372]

19. Mongelli M, Wilcox M, Gardosi J. Estimating the date of confinement: Ultrasonographic biometry
versus certain menstrual dates. Am J Obstet Gynecol. 1996; 174:278-281. [PubMed: 8572021]

20. Ego A, Subtil D, Grange G, et al. Customized versus population-based birth weight standards for
identifying growth restricted infants: a French multicenter study. Am J Obstet Gynecol. 2006;
194:1042-9. [PubMed: 16580294]

21. Jacobsson B, Ahlin K, Francis A, Hagberg G, Hagberg H, Gardosi J. Cerebral palsy and restricted
growth status at birth: population-based case-control study. BJOG. 2008; 115:1250-1255.
[PubMed: 18715410]

22. Landon MB, Spong CY, Thom E, Carpenter MW, Ramin SM, Casey B, Wapner RJ, Varner MW,
Rouse DJ, Thorp JM Jr, Sciscione A, Catalano P, Harper M, Saade G, Lain KY, Sorokin Y,
Peaceman AM, Tolosa JE, Anderson GB. Eunice Kennedy Shriver National Institute of Child
Health and Human Development Maternal-Fetal Medicine Units Network. A multicenter,
randomized trial of treatment for mild gestational diabetes. N Engl J Med. 2009; 361:1339-48.
[PubMed: 19797280]

23. McNemar Q. Note on the Sampling Error of the Difference between Correlated Proportions or
Percentages. Psychometrika. 1947; 12:153-157. [PubMed: 20254758]

24. DeLong ER, DeLong DM, Clarke-Pearson DL. Comparing the Areas Under Two or More
Correlated Receiver Operating Characteristic Curves: A Nonparametric Approach. Biometrics.
1988; 44:837-845. [PubMed: 3203132]

25. Wilcox M, Gardosi J, Mongelli M, Ray C, Johnson I. Birth weight from pregnancies dated by
ultrasonography in a multicultural British population. BMJ. 1993; 307:588-591. [PubMed:
8401014]

26. Figueras F, Gardosi J. Should we customize fetal growth standards? Fetal Diagn Ther. 2009;
25:297-303. [PubMed: 19776592]

27. Bukowski R, Uchida T, Smith GCS, Malone FD, Ball RH, Nyberg DA, et al. Individualized norms
of optimal fetal growth: fetal growth potential. Obstet Gynecol. 2008; 111:1065-1076. [PubMed:
18448737]

Am J Perinatol. Author manuscript; available in PMC 2014 August 01.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

COSTANTINE et al.

Appendix

Page 8

28. Morrison J, Williams GM, Najman JM, Andersen MJ. The influence of paternal height and weight
on birth-weight. Aust NZ J Obstet Gynaecol. 1991; 31:114-116.

29. Larkin JC, Speer PD, Simhan HN. A customized standard of large size for gestational age to
predict intrapartum morbidity. Am J Obstet Gynecol. 2011; 204:499.e1-10. [PubMed: 21514553]

30. Hutcheon JA, Zhang X, Platt RW, Cnattingius S, Kramer MS. The case against customised
birthweight standards. Paediatric and Perinatal Epidemiology. 2011; 25:11-16. [PubMed:
21133965]

31. Hutcheon JA, Zhang X, Cnattingius S, Kramer MS, Platt RW. Customised birthweight percentiles:
does adjusting for maternal characteristics matter? British Journal of Obstetrics and Gynaecology.
2008; 115:1397-1404. [PubMed: 18823489]

32. Catalano PM, Thomas AJ, Avallone DA, Amini SM. Anthropometric estimation of body
composition. Am J Obstet Gynecol. 1995; 173:1176-81. [PubMed: 7485315]

In addition to the authors, other members of the Eunice Kennedy Shriver National Institute
of Child Health and Human Development Maternal-Fetal Medicine Units Network are as
follows:

University of Texas Medical Branch— G. Saade, J. Moss, A. Jackson, G. Hankins, A.
Salazar, G. Olson

University of Texas Southwestern Medical Center— K. Leveno, L. Moseley, J. Gold, D.
Bradford, L. Fay, M. Garcia, F. Capellan

Columbia University— M. Miodovnik, F. Malone, S. Bousleiman, H. Husami, V. Carmona,
N. Fredericks, E. Gantioqui, B. Greenspan, M. Williams

University of Utah— K. Anderson, P. Ashby, and S. McAllister (University of Utah Health
Sciences Center), S. Quinn and F. Castinella (LDS Hospital), A. Guzman and J. Steiner
(McKay-Dee Hospital), J. Parker (Utah Valley Regional Medical Center)

University of Alabama at Birmingham — J. Sheppard, J. Tisdale, A. Northen, W. Andrews
Brown University— M. Carpenter, D. Catlow, D. Allard, M. Seebeck, J. Tillinghast

The Ohio State University — J. lams, F. Johnson, C. Latimer, E. Weinandy, B. Maselli
University of North Carolina— K. Dorman, S. Brody, S. Timlin, J. Bernhardt

Drexel University— M. Hoffman, E. Guzman, M. Talucci, T. Grossman, C. Perez, L.
Zeghibe, P. Tabangin

Case Western Reserve University— B. Mercer, B. Stetzer, C. Milluzzi, W. Dalton, S.
Pichette

Wake Forest University Health Sciences— M. Swain, P. Meis, J. White

The University of Texas Health Science Center at Houston— L. Gilstrap, K. Cannon, J.
Martinez, D. Dusek

University of Pittsburgh— M. Bickus, H. Birkland, M. Cotroneo, N. Cuddy
Wayne State University— G. Norman, P. Lockhart, S. Blackwell, L. Quast

Northwestern University— P. Simon, G. Mallett

Am J Perinatol. Author manuscript; available in PMC 2014 August 01.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

COSTANTINE et al.

Page 9

Oregon Health and Science University— L. Davis, E. Lairson, C. Cromett, C. Naze, M.
Blaser

The George Washington University Biostatistics Center— E. Thom, J. Zachary, B.
Getachew, C. Cobb, L. Leuchtenburg, S. Gilbert

Eunice Kennedy Shriver National Institute of Child Health and Human Development— S.
Tolivaisa, K. Howell

Am J Perinatol. Author manuscript; available in PMC 2014 August 01.



Page 10

COSTANTINE et al.

LGA by
population
norm n=203

LGA by
both norms
n=167

Figure 1.
distribution of neonates classified as large for gestational age (LGA) by the population

(LGApop, n=203) and the customized methods (LGAcust, n=288). The diagram also shows
the subgroups that are LGA by both methods (n=167) and LGA by population or customized
norms only (LGApop-only, n=36 and LGAcust-only, n=121)
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Table 1

Maternal and fetal characteristics of neonates LGA by population or customized standards.

Percent body fat 7

Variable | Leapop (n=203) | LGAcust (n=288) | Not LGA by either method (n=1759)
Maternal age (years) | 28.4+56 | 279+538 | 27.7+57
BMI (at entry to care) (kg/m?) | 322+54 | 30.2+438 | 29.9+53
Ethnicity

Caucasian 54 (26.6) 73 (25.4) 511 (29.1%)

African American 23 (11.3) 24 (8.3) 235 (13.4%)

Hispanic 120 (59.1) 172 (59.7) 946 (53.8%)

Other 6 (3.0) 19 (6.6) 67 (3.8%)
Parity

0 49 (24.1) 103 (35.8) 597 (33.9%)

21 154 (75.9) 185 (64.2) 1162 (66.1%)
Cesarean delivery | 62 (30.5) | 102 (35.4) | 465 (26.4%)
GA at delivery (weeks) | 39.8+1.3 | 39.1+15 | 39.1+17
Birth weight (grams) | 4191.0 +235.1 | 3954.3 + 408.4 | 3235.1 + 463.2
Estimated neonatal fat mass (grams) | 718.4 +130.4 | 639.8+177.2 | 397.6 +184.3

| 17.1+27 | 16.0+ 3.6 | 11.8+5.0

Data are reported as mean + SD, or n (%)

Page 11

LGA = large for gestational age, LGApop= LGA by population norm, LGAcust = LGA by customized norm, BMI = body mass index, GA =

gestational age

*
Reference 32

”Percent body fat = (estimated neonatal fat mass / birthweight) x 100
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Table 3

Proportion of agreement between LGA status defined as >90™ percentile and outcome

LGApop % | LGAcust% | p*
Composite neonatal outcome 7 66.6 66.4 0.81
Hyperinsulinemia & 79.0 775 0.02
Hypoglycemia ¥ 78.2 75.8 0.0005
Hyperbilirubinemia ™ 82.7 79.4 <0.0001

LGApop = LGA by population norm; LGAcust = LGA by customized norm
*
P using McNemar test for difference to test the agreement between LGApop & LGAcust for the outcome

”Composite neonatal outcome if any of the following: stillbirth, neonatal death, hypoglycemia, hyperbilirubinemia, neonatal hyperinsulinemia, and
birth trauma.

§Hperinsu|inemia = cord c-peptide level > gsth percentile (> 1.77 ng/ml).
¥Neonatal hypoglycemia < 35 mg/dl within 2 hours of birth and before feeding.

Ak
Hyperbilirubinemia = Serum bilirubin > gsth percentile between 16 and 36 hours of life. Birth trauma = brachial plexus palsy, clavicular,
humeral or skull fracture.
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Table 4

Area under (AUC) the receiver operating characteristics (ROC) curve for prediction of neonatal outcomes by
population and customized norms

Population norm AUC # (95% CI) | Customized norm AUC (95% CI) | p*

Composite neonatal outcome 7 0.59 (0.56-0.62) 0.59 (0.57-0.62) 0.62

Hyperinsulinemia § 0.65 (0.62-0.68) 0.67 (0.63-0.70) 0.08

Hypoglycemia ¥ 0.56 (0.52-0.60) 0.57 (0.54-0.61) 0.21

Hyperbilirubinemia ** 0.55 (0.50-0.59) 0.52 (0.48-0.57) 0.01

LGApop = LGA by population norm; LGAcust = LGA by customized norm
P for pair-wise ROC comparison.

#After an Arc-Tan based transformation of birth weights (ArcTan((weight/1000)2)*2/rt), we calculated the corresponding continuous values of the
population norms using a simple approximation method based on the linear connection of the 3rd, 10th, 50th and 90th percentiles provided by
Alexander et al. (6) in the different races, infant genders and gestational age groups.

”Composite neonatal outcome if any of the following: stillbirth, neonatal death, hypoglycemia, hyperbilirubinemia, neonatal hyperinsulinemia, and
birth trauma.

§Hperinsu|inemia = cord c-peptide level > gsth percentile (> 1.77 ng/ml).
¥Neonatal hypoglycemia < 35 mg/dl within 2 hours of birth and before feeding.

*K
Hyperbilirubinemia = Serum bilirubin > gsth percentile between 16 and 36 hours of life. Birth trauma = brachial plexus palsy, clavicular,

humeral or skull fracture.
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