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Abstract

Purpose: It remains unknown to what degree thyroid hormone replacement ther-

apy (THRT) during and initiation after pregnancy determines pregnancy outcomes.

The present study primarily aimed to quantify the impact of THRT patterns (including

trajectories) on gestational age, birth weight, and head circumference of infants. The

secondary aim was to compare results of trajectory with traditional analysis.

Methods: We combined data from the Norwegian Mother, Father and Child

Cohort Study (MoBa) to other Norwegian registry data and the Norwegian Environ-

mental Biobank. The study population included 54 020 women enrolled in MoBa in

2005 to 2008. On the basis of prescription records, we classified women into

nonhypothyroid (n = 51 390; reference group), THRT after delivery (n = 1397), or

medicated (n = 1233) groups. Applying Group‐Based‐Trajectory Models (GBTMs),

we determined THRT trajectories among women in the medicated group. Propensity

score weighting linked multiple treatment groups to pregnancy outcomes.

Results: Patterns were identified among women using medication during (Decreas-

ing‐Low, Increasing‐Medium, Constant‐Medium, and Constant‐High) and after preg-

nancy. Women in the Increasing‐Medium (adjusted Odds Ratio [aOR] = 1.69; 95%

Confidence Interval [CI], 1.06‐2.73) and the THRT after delivery (aOR = 1.19; 95%

CI, 1.01‐1.42) groups had increased risk of giving birth to an LGA infant. In the tradi-

tional analysis, only women in the THRT after delivery group showed increased risk

for an LGA infant (aOR = 1.19; 95% CI, 1.00‐1.42). We found no other differential

effect among the five THRT patterns on the other outcomes.

Conclusions: Women with THRT after delivery or late onset THRT treatment

showed increased risk of LGA infants.
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Key points

• This study extends existing literature on the association

between THRT and immediate perinatal outcomes by

including thyroid hormone blood levels.

• Pregestational and first trimester THRT use is important

for infant health.

• Underlying or undiagnosed hypothyroid condition during

pregnancy increases the risk of LGA infants.

• Compared with analyses grouping women into users or

nonusers of medication, GBTM enables a more

biologically tailored investigation of the association

between THRT and immediate pregnancy outcomes.

• Clustering approaches might be useful in future studies

on drug safety in pregnancy, when timing, duration, and

dose of exposure are important for fetal safety.
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1 | INTRODUCTION

Approximately 3% of women of reproductive age experience overt or

subclinical hypothyroidism.1 In addition, during pregnancy, women are

more vulnerable to developing hypothyroidism because of the

increased demand for thyroid hormone production.2 Inadequate treat-

ment of hypothyroidism during gestation has been associated with

adverse pregnancy outcomes, like preterm delivery.3 Therefore, thy-

roid hormone replacement therapy (THRT) is recommended.4 The lit-

erature has reported conflicting results on the beneficial effect of

THRT on pregnancy outcomes.5,6 However, there is evidence that

the effectiveness of THRT depends on timing (first trimester) and dos-

age to match severity of the condition.3 A number of previous studies

failed to include first trimester exposure information or lacked infor-

mation on dosage and severity levels, eg, thyroid hormone blood

levels.6,7 Exposure groups reflecting variations in THRT use with

respect to timing, duration, and dosage during gestation may be bio-

logically more appropriate than simply grouping women into users

and nonusers when assessing the impact of THRT on pregnancy

outcomes.8

The current study builds on our prior work showing that Group‐

Based Trajectory Models (GBTMs) could be used to identify women

with distinct patterns of THRT use in pregnancy.8 Our primary aim is

to analyze the association between THRT patterns during pregnancy

(using GBTM) and immediate pregnancy outcomes, such as infant

birth weight, gestational age at birth, and head circumference. To

address confounding by maternal underlying disease, we also com-

pared women initiating THRT after delivery with the nonhypothyroid

group. After analyzing these associations for all women with a pre-

scription of THRT during pregnancy, a secondary aim is to compare

the analysis of this joint group with the one that splitsTHRT users dur-

ing pregnancy into disjoint trajectories. This helps illustrate the rele-

vance of clustering techniques in studies of medication safety in

pregnancy. An important advantage of this study over prior observa-

tional studies is the use of data on maternal thyroid hormone blood

levels in pregnancy to account for severity levels of hypothyroidism.
2 | METHODS

2.1 | Data sources

The following data sources were linked using the unique 11‐digit per-

son identification number given to all legal residents in Norway.

The Norwegian Mother, Father and Child Cohort Study (MoBa) is a

prospective, population‐based cohort study of pregnancies in Norway

that was initiated in 1999 by the Norwegian Institute of Public

Health.9 From 1999 to 2008, all women in Norway were invited to

participate through a postal invitation in relation to the routine ultra-

sound examination around gestational week 17 by filling MoBa ques-

tionnaire 1 (MoBa Q1). Of the invited women, 41% consented to

participate. During gestation, women were then prospectively

followed‐up via a series of questionnaires, which were filled in at
gestational week 22 (MoBa Q2) and gestational week 30 (MoBa Q3).

During the study period, the cohort included 114 500 children, 95

200 mothers, and 75 200 fathers.10 The current study was based on

Version 10 of the quality‐assured data that was released for research

purposes in 2017.

The recently established Norwegian Environmental Biobank

(Biobank), a nonrandom subcohort within the MoBa, comprised

2999 women and collected biological data on plasma levels of thyroid

hormones (free triiodothyronine [FT3], free thyroxine [FT4], thyroid

stimulating hormone [TSH]) and thyroid peroxidase antibodies

(TPOAb) in gestational week 18.11 The method of selecting partici-

pants for the Biobank subgroup is described by Caspersen et al.12

The Medical Birth Registry of Norway (MBRN) is a nationwide

health registry of information about all births in Norway.13 The regis-

try includes confirmed medical records related to maternal health

before and during pregnancy.13 The Norwegian Prescription Database

(NorPD) is a nationwide prescription registry that was established in

January 2004. Since then, all pharmacies in Norway were mandated

to send data electronically to the Norwegian Institute of Public Health

on all prescribed drugs dispensed to individuals in ambulatory care.14

Starting in 2008, all government‐owned and government‐financed

hospitals and outpatient clinics were required to report individual‐

level International Classification of Diseases, 10th Revision diagnoses

(ICD‐10 codes) to the Norwegian Patient Registry (NPR) to receive

financial reimbursement.15,16
2.2 | Study population

We restricted the study population to singleton and life births in

MoBa between 2005 and 2009 from mothers who completed MoBa

Q1 and MoBa Q3 and who were successfully linked to NorPD

(Figure 1). We excluded pregnant women with prescriptions for other

thyroid disorders (Anatomical Therapeutic Chemical [ATC] code



FIGURE 1 Flow chart of study population. †NorPD was established in 2004, thus required restriction of the MoBa population to pregnancies
recruited from 2005. ‡Hyperthyroid diagnosis (ICD‐10 code “e05”), other thyroid diagnosis (ICD‐10 code “e0‐other”) from MBRN. §Gestational
age > 313 days, birth weight < 1290 g, head circumference > 42 cm, and head circumference < 28 cm. These outliers are considered implausible
for live‐born infants. Abbreviations: ATC code, Anatomical Therapeutic Chemical Classification System code; cm, centimeter; g, gram; LMP, Last
Menstrual Period; MBRN, Medical Birth Registry of Norway; MoBa Norwegian Mother, Father and Child Cohort Study; MoBa Q1, MoBa
questionnaire 1; MoBa Q3, MoBa questionnaire 3; NorPD, Norwegian Prescription Database; THRT, thyroid hormone replacement therapy
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H03B, a combination of ATC H03AA and H03B, and ICD‐10 code “e0‐

other”) or a diagnosis of hyperthyroidism (ICD‐code “e05”) in the

MBRN. Diagnosis information from the NPR was not considered a

selection criterion for the study population, because the NPR was

established in 2008.

From the original cohort of participants (n = 55 243), we excluded

around 2.2% of women because of incomplete or inconsistent infor-

mation on THRT use, missing information, and registration outliers

on pregnancy outcomes.17,18 We restricted the study sample to the

first 32 gestational weeks, in order to make sure that all women have

equal time available in relation to the exposure (see Supporting

Information).
2.3 | Exposure definitions

Women with hypothyroidism were identified based on dispensed

THRT prescriptions before and during pregnancy or first time within

1 year after delivery.
Therefore, women were assigned to the medicated group (n =

1233), when they received at least one THRT prescription during the

period starting 6 months prior to the pregnancy and ending at 32 ges-

tational weeks. The THRT after delivery group (n = 1397) included

women that received THRT prescriptions within 1 year after delivery

and served as a proxy for a disease‐comparator group. This group is

important to study, as women might develop postpartum hypothyroid-

ism because of postpartum thyroiditis.19 Hence, these women might

have thyroid antibodies present during pregnancy, which has previ-

ously been connected to adverse immediate pregnancy outcomes.20,21

The nonhypothyroid group (n = 51 390) was defined as the refer-

ence group and included women that did not receive aTHRT prescrip-

tion before, during, or after pregnancy.

THRT was classified based on the ATC Classification System and

included thyroid hormones (ATC code H03AA).22

GBTMs are finite mixture models, which split a population into a

finite, disjointed number of groups based on the latent mixture prob-

ability of group membership.23 First, we split the exposure period,

starting from 6 months prior to pregnancy and ending with gestational
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week 32, into months (in total 14 months). To classify women in the

medicated hypothyroid group into trajectories, we then applied the

GBTM approach to each woman's dispensing of prescription over

the 14 months (ie, exposed/unexposed), similar to Frank et al8, who

used GBTM to define long‐term THRT adherence patterns before,

during, and after pregnancy.
2.4 | Outcome definitions

We retrieved data on child outcomes from the MBRN, including birth

weight (g), gestational age (days), and head circumference (cm), all

modelled as continuous. In the Norwegian population, the average

birth weight is 3,489 g, with a standard deviation (SD) of 591 g; the

average gestational age is 275.1 days with SD of 13.3 days; the aver-

age head circumference is 35.30 cm with SD of 0.04 cm.24,25 The

large‐for‐gestational age (LGA) infant outcome was analyzed and

dichotomized at the 90th percentile in the MoBa population. Other

potential outcomes, such as small‐for‐gestational age, low birth

weight, premature (gestational weeks <37) birth, and small or large

head circumference, could not be analyzed because of the low number

of cases (≤5) within the trajectory groups.
2.5 | Confounder variables

Confounders were identified based on the literature and causal dia-

grams.26 Information about sociodemographic characteristics was

retrieved from the MoBa Q1 and MoBa Q3, including maternal educa-

tion, income, body mass index (BMI) at conception, smoking habits,

and alcohol consumption. Maternal age, marital status, gender of the

infant, and parity were retrieved from the MBRN. The MoBa Q1 and

MoBa Q3 provided data on the perinatal use of recommended

nutritional supplements, including vitamin D, folic acid, and additional

supplements (eg, iodine and omega‐3 fatty acids). Fiber intake,

retrieved from the Food Frequency Questionnaire (MoBa Q2), was

classified, based on whether maternal intake was above or below the

median intake of the study population and is used as proxy for a

healthy lifestyle. Somatic comorbidity was classified as medicated or

nonmedicated depending on whether the woman had a registered

diagnosis in the MBRN and whether she reported in the MoBa Q1

treatment for epilepsy (ATC code N03A), arthritis (L04A, M01, N02),

diabetes mellitus (A10A, A10B, A10X), anemia (B03A, B03B, B03X),

or cardiovascular disorders (C01‐C10). Mental comorbidities (depres-

sion and/or anxiety) were determined from the MoBa Q1 and MoBa

Q3, and they were categorized as medicated or nonmedicated,

depending on whether the woman reported psychotropic drug use

(ATC codes N05 and N06). Thyroid hormone blood levels, TSH, FT4,

FT3, and TPOAb levels, were retrieved from the Biobank subsample.27

We considered the sufficient set of confounders to be maternal

age, BMI, parity, marital status, comorbidities, fiber intake, educational

level, income, supplement use, smoking and alcohol habits, gender of

child, FT3, FT4, TSH severity, and the TPOAb category.
Thyroid diagnoses were retrieved from MBRN and NPR (ICD‐10

code “e03”—hypothyroidism and “e05”—hyperthyroidism).15,16
2.6 | Ethical approval

The establishment and data collection in MoBa were previously based

on a license from the Norwegian Data Protection Agency, with

approval from The Regional Committee for Medical Research Ethics.

Currently, it is based on regulations related to the Norwegian Health

Registry Act.

The overall MoBa study was approved by the Norwegian Data

Inspectorate (01/4325) and The Regional Committee for Medical

Research Ethics (S‐97045, S‐95113). The current study was approved

by The Regional Committee for Medical Research Ethics (2015/1241,

REK Sør‐Øst B). All participants provided written informed consent

prior to participation.

Blood samples were obtained from both parents during pregnancy

and from mothers and infants (umbilical cord) at birth.
2.7 | Statistical analysis

To take into account differences in characteristics across women in

the various treatment groups, we performed propensity score analysis,

with inverse probability of treatment weighting (IPTW), after multiple

imputation.28,29 The subsample of thyroid hormone blood levels from

the Biobank was multiple imputed together with other missing covar-

iate information.30 By exploring the patterns of missing data, we

assumed that data are missing at random (MAR), as also done in prior

MoBa studies.31 Though MAR is untestable, by including a wide vari-

ety of predictors in the imputation model, the assumption is likely to

be plausible (see also Supporting Information).32,33 The optimal num-

ber of THRT trajectories was selected by the highest (least negative)

BIC value and estimated group proportions greater than 5.0%.8

Boosted logistic regression models were applied to determine the con-

ditional probability of six group comparisons, where the THRT trajec-

tories from the medicated and the THRT after delivery group were

compared with the nonhypothyroid group.28 The propensity scores

were calculated conditioned on the sufficient set of confounders.

We did not adjust for gestational age when analyzing birth weight,

head circumference, or LGA infant, as gestational age can introduce

collider bias.34 Weights were truncated at the 99th percentile. For bal-

ance assessment, the Maximal Averaged Standardized Difference

(MASD) was applied. The MASD is a balance diagnostic for the gener-

alized propensity score after multiple imputations (see Supporting

Information). In the final weighted regression model, we took repeated

pregnancy participation in MoBa into account. A summary of the ana-

lytical procedure can be found in Algorithm S1.
2.8 | Sensitivity analyses

We compared the trajectory analysis to a more traditional approach.

With “traditional analysis,” we specifically refer to the analysis where
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the medicated (previously split into disjoint trajectories) and THRT

after delivery groups are compared with the nonhypothyroid group.

Furthermore, the trajectory analysis was done without inclusion of

blood levels. Finally, we performed a complete case analysis.

A priori power calculations are presented in detail in the

Supporting Information.

GBTMs were built with the “traj” Stata plugin (Stata version

15.1).35 The remainders of the analyses were performed in R (version

3.4.4). For multiple imputation, we used the “mice” R package;29 for

the generalized propensity score, we used the “twang” R package

and its “mnps” function for multiple treatments.28 Regression analysis

with IPTW was performed with the “survey” R package.36
3 | RESULTS

The final study population consisted of 54 020 pregnancies, including

the medicated (n = 1233), THRT after delivery (n = 1397), and

nonhypothyroid (n = 51 390) groups (Figure 1).

In the medicated group, we identified four disjointed trajectories

(Figure 2). These trajectories exhibited the following patterns:

Decreasing‐Low (n = 81, 6.6%), Increasing‐Medium (n = 140, 11.4%),

Constant‐Medium (n = 476, 38.6%), and Constant‐High (n = 536,

43.4%).

Maternal characteristics are presented according to treatment

groups in Table 1. Differences among groups were observed in socio-

economic characteristics, concomitant health, medication use, and life-

style factors. The frequency of thyroid diagnoses also varied between
FIGURE 2 THRT trajectories from six
months prior to pregnancy and up to
gestational week 32. Legend: Estimated
adherence trajectories (horizontal lines),
observed group means at each month (dot
symbols), and estimated percentages for each
group: Decreasing‐Low, Increasing‐Medium,
Constant‐Medium, and Constant‐High.
Dashed thin lines are approximated 95%
pointwise confidence intervals on the
estimated trajectories. Vertical lines mark the
start of the 6‐month period prior to pregnancy
(at month “−6”), the start of the pregnancy
period (at month “0”). A month represents
four gestational weeks. For example, month

“0” stands for the gestational weeks 1 to 4.
The Y‐axis presents the group‐average
adherence rate to THRT per month. For
example, women in the Constant‐Medium
group took THRT, on average, 60% of days in
each month before and during gestation. On
average, women in the Increasing‐Medium
trajectory took no THRT 4 months before
gestation, but in pregnancy month 5, they
took THRT in, on average, 60% of days.
Abbreviations: THRT, thyroid hormone
replacement therapy [Colour figure can be
viewed at wileyonlinelibrary.com]
groups (Table 1). Drug utilization for each THRT trajectory and the

medicated hypothyroid group are shown in Table S1. Individual covar-

iates had missing information ranging from 1.8% to 11.7%. In total,

29.0% had missing data in one or several variables. Table S2 presents

the data on thyroid hormone blood levels before and after multiple

imputation.
3.1 | Trajectory analysis

The results of the trajectory analysis are shown inTable 2. There were

no significant or clinical differences in gestational age, birth weight, or

head circumference in any of the THRT trajectory and THRT after

delivery groups compared with the nonhypothyroid group. Infants

born to women in the Increasing‐Medium (adjusted Odds Ratio

[aOR] = 1.69; 95% Confidence Interval [CI], 1.06‐2.73) and in the

THRT after delivery (aOR = 1.19; 95% CI, 1.01‐1.42) groups were

more likely to be LGA infants than their nonhypothyroid counterparts

(Figure 3d).
3.2 | Traditional and other sensitivity analyses

In the traditional analysis (Table S4), only the THRT after delivery

group showed a significant difference in the risk of LGA infants (aOR

= 1.19; 95% CI, 1.00‐1.42) compared with the nonhypothyroid group.

Only small, insignificant deviations in the traditional analysis without

blood levels were observed compared with the analysis including

these data as confounders (Table S5).

http://wileyonlinelibrary.com


TABLE 1 Maternal characteristics (n = 54 020)

Variables, n (%)

Decreasing‐
Low,
n = 81

Increasing‐
Medium,
n = 140

Constant‐
Medium,
n = 476

Constant‐
High,
n = 536

THRT after

delivery,
n = 1397

Nonhypothyroid
group, n = 51 390

Maternal Age (y)

≤24 7 (8.6) 17 (12.1) 31 (6.5) 13 (2.4) 138 (9.8) 5319 (10.4)

25‐29 26 (32.1) 40 (28.6) 130 (27.3) 137 (25.6) 422 (30.2) 16 434 (31.9)

30‐34 28 (34.6) 49 (35.0) 200 (42.0) 218 (40.7) 541 (38.7) 20 185 (39.2)

≥35 20 (24.7) 34 (24.3) 115 (24.2) 168 (31.3) 296 (21.2) 9452 (18.4)

BMI at conception (kg/m2)

≤18 2 (2.5) 6 (4.3) 9 (1.9) 9 (1.7) 32 (2.3) 1618 (3.1)

19‐24 38 (46.9) 76 (54.3) 268 (56.3) 255 (47.6) 762 (54.5) 31 593 (60.8)

25‐29 24 (29.6) 31 (22.1) 118 (24.8) 142 (26.5) 363 (25.9) 12 097 (23.3)

≥30 14 (17.3) 24 (17.1) 69 (14.5) 113 (21.1) 205 (14.7) 4862 (9.4)

Missing 3 (3.7) 3 (2.1) 12 (2.5) 17 (3.2) 35 (2.6) 1220 (2.4)

Married/cohabiting

Yes 75 (92.6) 132 (94.3) 450 (94.5) 510 (95.1) 1,323 (94.7) 49,149 (95.6)

No 6 (7.4) 8 (5.7) 26 (5.5) 26 (4.8) 74 (5.3) 2,241 (4.4)

Parity

Multiparity 41 (50.6) 65 (46.4) 271 (56.9) 334 (62.3) 756 (54.1) 26 986 (52.5)

Primiparity 40 (49.3) 75 (53.6) 205 (43.0) 202 (37.7) 641 (45.9) 24 404 (47.5)

Education‐ongoing (y)

<9 2 (2.5) 2 (1.4) 5 (1.0) 7 (1.3) 30 (2.1) 847 (1.6)

9‐12 28 (34.6) 34 (24.3) 111 (23.3) 131 (24.4) 407 (29.1) 12 830 (24.9)

13‐16 24 (29.6) 53 (37.9) 206 (43.3) 231 (43.1) 535 (38.3) 21 412 (41.7)

>16 23 (28.4) 50 (35.7) 143 (30.0) 158 (29.5) 400 (28.6) 15 328 (29.8)

Missing 3 (3.7) 1 (0.7) 11 (2.3) 9 (1.7) 25 (1.8) 973 (1.8)

Incomea

<16 013 USD 24 (29.6) 35 (25.0) 124 (26.0) 119 (22.2) 371 (26.6) 12 111 (23.6)

16 013‐54 443 USD 40 (49.4) 67 (47.8) 271 (56.9) 309 (57.6) 812 (58.1) 30 199 (58.8)

>54 443 USD 14 (17.3) 29 (20.7) 70 (14.7) 88 (16.4) 168 (12.0) 7431 (14.5)

Missing 3 (3.7) 9 (6.4) 11 (2.3) 20 (3.7) 46 (3.3) 1649 (3.2)

Smoking during pregnancy (1st and 2nd trimester)

Yes 3 (3.7) 4 (2.9) 19 (3.9) 18 ( 3.4) 108 (7.7) 2851 (5.5)

No 62 (76.5) 107 (76.4) 370 (77.7) 413 (77.0) 1017 (72.8) 39 337 (76.5)

Stopped 3 (3.7) 11 (7.9) 24 (5.0) 34 (6.3) 95 (6.8) 3209 (6.2)

Missing 13 (16.0) 18 (13.0) 63 (13.0) 71 (13.0) 177 (12.6) 5993 (11.5)

Alcohol use during pregnancyb (1st and 2nd trimester)

Yes 21 (25.9) 34 (24.3) 86 (18.0) 102 (19.0) 320 (22.9) 11,862 (23.0)

No 56 (69.1) 98 (70.0) 374 (78.6) 407 (75.0) 1016 (72.7) 37,530 (73.0)

Missing 4 (4.9) 8 (5.7) 16 (3.4) 27 (5.0) 61 (4.4) 1998 (3.8)

Mental comorbidities (1st and 2nd trimester)

Medicated 9 (11.1) 5 (3.6) 29 (6.1) 25 (4.7) 51 (3.7) 1232 (2.4)

Nonmedicated 13 (16.0) 13 (9.3) 48 (10.1) 73 (13.6) 193 (13.8) 4938 (9.6)

No 59 (72.8) 122 (87.1) 399 (83.8) 438 (81.7) 1153 (82.5) 45 220 (87.9)

(Continues)
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TABLE 1 (Continued)

Variables, n (%)

Decreasing‐
Low,

n = 81

Increasing‐
Medium,

n = 140

Constant‐
Medium,

n = 476

Constant‐
High,

n = 536

THRT after
delivery,

n = 1397

Nonhypothyroid

group, n = 51 390

Somatic comorbiditiesc (1st and 2nd trimester)

Medicated 10 (12.3) 15 (10.7) 46 (9.7) 80 (14.9) 90 (6.4) 1959 (3.8)

Nonmedicated 14 (17.3) 19 (13.6) 59 (12.4) 64 (11.9) 112 (8.0) 3462 (6.7)

No 57 (70.4) 106 (75.7) 371 (77.9) 392 (73.1) 1195 (85.6) 45 969 (89.4)

Gestational diabetes mellitus diagnosis 2 (2.5) 3 (2.1) 4 (0.8) 11 (2.0) 14 (1.0) 465 (0.9)

Recommended supplement use (1st and 2nd trimester)

Yes 59 (72.8) 92 (65.7) 345 (72.5) 400 (74.6) 970 (69.4) 34 234 ( 66.7)

No 23 (28.4) 48 (34.3) 131 (27.5) 136 (25.4) 427 (30.6) 17 156 (33.3)

Fiber intake

≥29.8 g/d 41 (50.6) 60 (42.8) 235 (49.4) 249 (46.5) 646 (46.2) 23 731 (46.2)

<29.8 g/d 40 (49.4) 80 (57.2) 241 (50.6) 287 (53.5) 751 (53.8) 27 659 (53.8)

Gender

Boy 44 (54.3) 60 (42.8) 265 (55.7) 280 (52.2) 740 (52.9) 26 412 (51.4)

Girl 37 (45.7) 80 (57.2) 211 (44.3) 256 (47.8) 657 (47.0) 24 978 (48.6)

Thyroid diagnoses, n (%)

Hypothyroidismd (ICD‐10 code “e03”)

Yes 29 (35.8) 82 (58.6) 339 (71.2) 384 (71.6) 14 (1.0) 26 (0.05)

Hyperthyroidism (ICD‐10 code “e05” from NPR only)

Yes 1 (1.2) 0 (0.0) 2 (0.4) 3 (0.6) 0 (0.0) 2 (0.01)

Abbreviations: ICD‐10 codes, International Classification of Diseases‐10th Revision of diagnoses codes; MBRN, Medical Birth Registry of Norway; NPR,

Norwegian Patient Registry; SD, standard deviation; US, United States of America; USD, US Dollar.
aWomen's income status (USD/year): 1.00 NOK = 0.13 USD.
bAlcohol consumption, No stands for “less than once a month” and Yes for “once or more a month.”
cSomatic comorbidity includes epilepsy, arthritis, anemia, diabetes mellitus (including gestational diabetes mellitus), and cardiovascular disorders.
dICD‐10 codes “e03” from NPR and MBRN. Thyroid diagnoses are available only for a subsample of the study population, because (a) reporting thyroid

diagnoses is not mandatory in MBRN, and (b) information in NPR is incomplete if women got a diagnosis before 2008.
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In the complete analysis of the trajectory analysis, birth weight

(weighted mean difference [β] = 88; 95% CI, 30‐145) and head circum-

ference (β = .22; 95% CI, 0.05‐0.39) in the Constant‐High trajectory

were significantly larger than in the nonhypothyroid group (Table S6).
4 | DISCUSSION

This study is the first to examine the impact of THRT trajectories in

pregnancy on immediate perinatal outcomes and to include informa-

tion on maternal thyroid hormone blood levels during gestation.

An increased risk of LGA infants was observed among women in

the Increasing‐Medium (69% magnitude) and THRT after delivery

(19% magnitude) groups compared with the nonhypothyroid group.

Given that the fetus relies entirely on maternal thyroid hormone pro-

duction in the first 20 weeks,37 late initiation of treatment during

early gestation in the Increasing‐Medium group might explain the

observed increased risk of LGA.38 Pregestational THRT use might also

be necessary for women with diagnosed hypothyroidism to maintain
maternal thyroid hormone levels within the reference range during

early gestation.39

Hypothyroidism might be latent, for some time, before it is diag-

nosed and treated.40 An underlying thyroid disorder during gestation

among women in the THRT after delivery group might explain the

LGA results.40 Currently, there is no consensus about whether preg-

nant women should be screened for hypothyroidism in pregnancy.40

Our results support current guidelines of selective screening of preg-

nant women for hypothyroidism early in gestation. Moreover, we rec-

ommend monitoring and tailoring of THRT to women with

hypothyroidism in need of pharmacological treatment. There is how-

ever a need to further examine potential benefits of universal screen-

ing for the health of mother and child.

We found no significant risk of LGA infant for women that consis-

tently used THRT (ie, women in the Constant‐High and Constant‐

Medium groups). This is in contrast to results from a recent Finnish

study, which showed that consistent users of THRT had a 26%

increased risk magnitude of LGA infant (aOR = 1.26; 95% CI, 1.10‐

1.45) when compared with mothers without thyroid disease.6 How-

ever, we excluded pregnancies with gestational age before 32 weeks,



TABLE 2 Trajectory analysis: Mean difference (β) and Odds Ratio (OR) in pregnancy outcomes (n = 54 020)

IPTW analysisa

Outcome, β (95% CI)

Decreasing‐
Low,
n = 81

Increasing‐
Medium
n = 140

Constant‐
Medium,
n = 476

Constant‐
High,
n = 536

THRT after
delivery,
n = 1397

Nonhypothyroid
group,
n = 51 390

Reference

Gestational age (d) 1.78

(−1.14 to 4.72)

−0.74

(−2.98 to 1.51)

−0.80

(−2.07 to 0.45)

−0.56

(−1.79 to 0.65)

−0.34

(−0.98 to 0.30)

279

(279,280)

Birth weight (g) 13

(−121 to 147)

38

(−70 to 145)

2

(−56 to 60)

32

(−24 to 87)

4

(−26 to 34)

3,593

(3,588,3,597)

Head circumference (cm) 0.05

(−0.31 to 0.36)

0.02

(−0.31 to 0.36)

−0.02

(−0.18 to 0.14)

0.13

(−0.03 to 0.30)

0.04

(−0.05 to 0.13)

35.27

(35.26,35.29)

LGA infant, n (%) 9 (11.1) 24 (17.1) 48 (10.0) 70 (13.0) 176 (12.6) 5,274 (10.3)

Outcome, OR (95% CI) Reference

LGA infant 1.10

(0.52‐2.32)
1.69

(1.06‐2.73)
0.92

(0.66‐1.28)
1.12

(0.84‐1.52)
1.19

(1.01‐1.42)
1

Crude analysis

Outcome, β (95% CI) Decreasing‐Low,

n = 81

Increasing‐Medium

n = 140

Constant‐Medium

n = 476

Constant‐High,

n = 536

THRT after delivery,

n = 1397

Nonhypothyroid group,

n = 51 390

Reference

Gestational age (d) 1.27

(−1.17 to 3.70)

−1.64

(−3.63 to 0.36)

−0.94

(−2.14 to 0.27)

−0.92

(−1.88 to 0.03)

−0.59

(−1.21 to 0.03)

279

(279‐280)

Birth weight (g) 12

(−102 to 126)

16

(−78 to 113)

−1

(−53 to 51)

55

(10‐100)
10

(−18 to 39)

3592

(3587‐3597)

Head circumference (cm) 0.10

(−0.21 to 0.42)

−0.05

(−0.32 to 0.21)

0.00

(−0.14 to 0.15)

0.15

(0.02‐0.28)
0.07

(−0.01 to 0.16)

35.27

(35.26‐35.29)

Outcome, OR (95% CI) Reference

LGA infant 1.09

(0.55‐2.18)
1.80

(1.16‐2.80)
0.98

(0.72‐1.32)
1.31

(1.01‐1.69)
1.26

(1.07‐1.47)
1

Abbreviations: cm, centimeter; CI, confidence interval; g, gram; IPTW, inverse probability of treatment weighting; LGA, Large for gestational age (>90th

percentile); OR, Odds Ratio; β, mean difference in pregnancy outcome.
aIPTW in the trajectory analysis: Weights were truncated at the 99th percentile.
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and this might have introduced bias because of the selection of

healthier pregnancies. Therefore, if more severe hypothyroidism

would had been associated with (very) early preterm birth and LGA

infant, this might explain why we observe no increase in risk for

LGA infant for consistent THRT users, as opposed to Turunen et al.6

In the complete case analysis, infants of women in the Constant‐

High group had significantly higher birth weight and head circumfer-

ence. This could be explained by the fact that women in this group

were most often obese and had gestational diabetes.41,42 Although

we adjusted for BMI and maternal diabetes in the analysis, residual

confounding and a role for unobserved maternal metabolic factors

cannot be ruled out. Greater risk of selection bias in the complete case

analysis might explain these significant effects, which disappeared

after multiple imputation.
4.1 | Strengths

The clear strengths of this study are the large size of the study popu-

lation, the combination of multifaceted data sources, inclusion of
thyroid hormone blood levels, and advanced statistical analysis. To

our knowledge, combining the generalized propensity score with

exposure trajectories is a novel approach. This approach enabled us

to minimize confounding bias;43 in particular, we reduced the con-

founding by severity by including maternal thyroid hormone blood

levels. A potential concern might be the use of prescription records

rather than maternal self‐reported THRT use. Prescription records do

not necessarily represent actual medication use.14 However, our

approach is supported by results from Frank et al,8 which showed

“perfect” agreement (Cohen Kappa coefficient [к] = 0.91; 95% CI,

0.89‐0.92) between self‐report and prescription records for THRT

among Norwegian data sources during gestation.

To limit the risk of indication bias, we used information on thyroid

diagnosis from the MBRN and NPR (ICD‐10 codes “e03” and “e05”)

and additionally accounted for disease severity (blood levels, FT3,

FT4, TSH, and TPOAb). This enabled us to verify that half of the

women with hypothyroidism used medication to treat their condition.

An effect can however not completely be rule out, because sensitivity

and specificity of NPR and MBRN data have not been assessed for

thyroid diagnoses.44



FIGURE 3 Trajectory analysis: Mean difference (β) and Odds Ratio (OR) in pregnancy outcomes. Abbreviations: LGA, large‐for‐gestational‐age
infant; OR, adjusted odds ratio; OR, odds ratio; β, weighted mean difference in pregnancy outcome; β, mean difference in pregnancy outcome
[Colour figure can be viewed at wileyonlinelibrary.com]
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To date, few pregnancy safety studies have investigated the effect

of thyroid hormone exposure patterns on pregnancy outcomes.45,46

Similar to a study by Hurault‐Delarue et al46, we captured an effect

of treatment on the risk of LGA infants by splitting the medicated

group into disjointed trajectories.
4.2 | Limitations

Selection bias is a well‐known, acknowledged limitation of the MoBa

cohort study.9 Compared with the general Norwegian population,

women in MoBa are known to be older, healthier, have higher educa-

tional levels, and are less likely to smoke during pregnancy.10 All

pregnancy outcomes were however within the normal range for a

Norwegian infant.

Although we adjusted for measured confounders and thyroid hor-

mone blood levels, we cannot rule out, for example, the influence of

residual confounding by maternal disease severity in mid‐late preg-

nancy, given that blood samples were taken in gestational week 18.

Given that Biobank is a nonrandom sample of MoBa, there is a

possibility that information on blood levels is missing not at random.

However, imputation of blood levels based on MAR assumption did

not bias our results, as sensitivity analysis without inclusion of blood

levels showed. This study warrants the need for future methodological

development on using biological material from small, selected (non or)

random subsamples in statistical analysis.9

According to power calculations, the present study could only

detect large effect sizes.
5 | CONCLUSIONS

We found an increased risk of LGA infants among women initiating

THRT late in pregnancy or after delivery. However, there was no evi-

dence that the various THRT patterns had a substantial, differential

effect on the other outcomes. The results of this study support cur-

rent guidelines on the importance of THRT use during pregnancy

and selective screening of pregnant women for hypothyroidism.
ACKNOWLEDGEMENTS

We are grateful to all of the participating families in Norway that took

part in this ongoing cohort study. We also thank Cathrine Thomsen,

Line Småstuen Haug, Anne Lise Brantsæter, and Marianne Hope Abel,

from the Norwegian Environmental Biobank group, for access to these

data and for their critical appraisal of this manuscript. The Norwegian

Mother and Child Cohort Study is supported by the Norwegian Minis-

try of Health and Care Services and by the Ministry of Education and

Research, NIH/NINDS (grant no. 1 UO1 NS 047537‐01 and grant no.

2 UO1 NS 047537‐06A1). The Norwegian Environmental Biobank

analyses were funded by internal grants from the Norwegian Institute

of Public Health (NIPH). This project and Anna Simone Frank's PhD

research fellowship were funded by the Norwegian Women's Public

Health Association. Parts of this work were performed during Anna

Simone Frank's research visit at Cornell University in 2018, which

was made possible by a Kristine Bonnevie travel stipend and an

international travel grant from the National Research School in

Bioinformatics, Biostatistics, and Systems biology (NORBIS). The

http://wileyonlinelibrary.com


10 FRANK ET AL.
manuscript was revised during Anna Simone Frank's short‐term

research stay abroad at the Department of Statistics and Data Science,

Cornell University in 2019. The research visit was funded by a UiO

Life Science Internationalization Support grant. Angela Lupattelli and

Hedvig Nordeng were funded by the H2020 European Research

Council Starting Grant, “Drugs In Pregnancy” (grant number 639377).

David S Matteson received financial support from the National

Science Foundation (DMS‐1455172), Xerox PARC Faculty Research

Award, Cornell University Institute of Biotechnology, the New York

State Division of Science, Technology and Innovation (NYSTAR),

Cornell University Atkinson's Center for a Sustainable Future

(AVF‐2017), and the United States Agency for International Develop-

ment (USAID). Helle Margrete Meltzer received no financial support

for her contribution to this study.

CONFLICT OF INTEREST

The authors declare no conflict of interest related to this study.

ORCID

Anna S. Frank https://orcid.org/0000-0002-3728-3476

Angela Lupattelli https://orcid.org/0000-0002-8787-3183

Hedvig Nordeng https://orcid.org/0000-0001-6361-2918

REFERENCES

1. Vanderpump MP, Tunbridge WM. Epidemiology and prevention of

clinical and subclinical hypothyroidism. Thyroid. 2002;12(10):839‐847.

2. Stagnaro‐Green A. Overt hyperthyroidism and hypothyroidism during

pregnancy. Clin Obstet Gynecol. 2011;54(3):478‐487.

3. Korevaar TI. Adequate levothyroxine use essentially normalizes risk of

adverse pregnancy outcomes in women with overt hypothyroidism.

Clin Thyroidol. 31(3):109‐112.

4. Alexander EK, Pearce EN, Brent GA, et al. 2017 Guidelines of the

American Thyroid Association for the diagnosis and management of

thyroid disease during pregnancy and the postpartum. Thyroid.

2017;27(3):315‐389.

5. Li J, Shen J, Qin L. Effects of levothyroxine on pregnancy outcomes in

women with thyroid dysfunction: a meta‐analysis of randomized con-

trolled trials. Altern Ther Health Med. 2017;23(2):49‐58.

6. Turunen S, Vääräsmäki M, Männistö T, et al. Pregnancy and perinatal

outcome among hypothyroid mothers: a population based cohort

study. Thyroid. 2019;29(1):135‐141.

7. Korevaar TI, Tiemeier H, Peeters RP. Clinical associations of maternal

thyroid function with foetal brain development: epidemiological inter-

pretation and overview of available evidence. Clin Endocrinol (Oxf).

2018;89(2):129‐138.

8. Frank AS, Lupattelli A, Matteson DS, Nordeng H. Maternal use of thy-

roid hormone replacement therapy before, during and after pregnancy:

agreement between self‐report and prescription records and group‐
based trajectory modeling of prescription patterns. Clin Epidemiol.

2018;10:1801‐1816.

9. Magnus P, Birke C, Vejrup K, et al. Cohort profile update: the Norwe-

gian Mother and Child Cohort Study (MoBa). Int J Epidemiol. 2016;45

(2):382‐388.

10. Nilsen RM, Vollset SE, Gjessing HK, et al. Self‐selection and bias in a

large prospective pregnancy cohort in Norway. Paediatr Perinat

Epidemiol. 2009;23(6):597‐608.
11. Paltiel L, Anita H, Skjerden T, et al. The biobank of the Norwegian

Mother and Child Cohort Study–present status. Nor Epidemiol.

2014;24(1‐2).

12. Caspersen IH, Thomsen C, Haug LS, et al. Patterns and dietary deter-

minants of essential and toxic elements in blood measured in mid‐
pregnancy: the Norwegian Environmental Biobank. Sci Total Environ.

2019;671:299‐308.

13. Irgens LM. The Medical Birth Registry of Norway. Epidemiological

research and surveillance throughout 30 years. Acta Obstet Gynecol

Scand. 2000;79(6):435‐439.

14. Furu K. Establishment of the nationwide Norwegian Prescription

Database (NorPD)—new opportunities for research in

pharmacoepidemiology in Norway. Nor Epidemiol. 2008;18(2).

15. World Health Organization. International Statistical Classification of Dis-

eases and Related Health Problems, 10th Revision (ICD‐10). Volume 2.

Geneva, Switzerland: World Health Organization. Available at http://

apps.who.int/classifications/icd10/browse/2016/en#/E00‐E07. 2016.
Accessed September 20, 2018.

16. Norwegian Directorate of Health. Norwegian Patient Registry (NPR).

Available at https://helsedirektoratet.no/english/norwegian‐patient‐
registry. 2016. Accessed November 22, 2018.

17. Schurmann L, Hansen AV, Garne E. Pregnancy outcomes after fetal

exposure to antithyroid medications or levothyroxine. Early Hum Dev.

2016;101:73‐77.

18. Andersen SL, Olsen J, Wu CS, Laurberg P. Low birth weight in children

born to mothers with hyperthyroidism and high birth weight in hypo-

thyroidism, whereas preterm birth is common in both conditions: a

Danish National Hospital Register study. Eur Thyroid J. 2013;2(2):

135‐144.

19. Keely EJ. Postpartum thyroiditis: an autoimmune thyroid disorder

which predicts future thyroid health. Obstet Med. 2011;4(1):7‐11.

20. Karakosta P, Alegakis D, Georgiou V, et al. Thyroid dysfunction and

autoantibodies in early pregnancy are associated with increased risk

of gestational diabetes and adverse birth outcomes. J Clin Endocrinol

Metab. 2012;97(12):4464‐4472.

21. Stagnaro‐Green A. Maternal thyroid disease and preterm delivery. J

Clin Endocrinol Metab. 2009;94(1):21‐25.

22. Norwegian Institute of Public Health. World Health Organization Col-

laborating Centre for Drug Statistics Methodology. ATC/DDD index

2017. Available at https://www.whocc.no/atc_ddd_index/. 2017.

Accessed January 20, 2017.

23. Nagin DS. Group‐based trajectory modeling: an overview. Ann Nutr

Metab. 2014;65(2‐3):205‐210.

24. Norwegian Institute of Public Health. (In Norwegian). English: Medical

Birth Registry of Norway (MBRN) ‐‐ Statistics. Available at http://

statistikkbank.fhi.no/mfr/. 2017. Accessed July 20, 2018.

25. Júlíusson PB, Roelants M, Hoppenbrouwers K, Hauspie R, Bjerknes R.

Growth of Belgian and Norwegian children compared to the WHO

growth standards: prevalence below −2 and above +2 SD and the

effect of breastfeeding. Arch Dis Child. 2011;96(10):916‐921.

26. Greenland S, Pearl J, Robins JM. Causal diagrams for epidemiologic

research. Epidemiology. 1999;37‐48.

27. Abel MH, Korevaar T, Erlund I, et al. Iodine intake is associated with

thyroid function in mild‐to moderately iodine deficient pregnant

women. Thyroid. 2018;28(10):1359‐1371.

28. Burgette L, Griffin BA, McCaffrey D. Propensity scores for multiple

treatments: a tutorial for the mnps function in the twang package. R

package. Rand Corporation. Available at https://cran.r‐project.org/
web/packages/twang/vignettes/mnps.pdf. 2017. .

https://orcid.org/0000-0002-3728-3476
https://orcid.org/0000-0002-8787-3183
https://orcid.org/0000-0001-6361-2918
http://apps.who.int/classifications/icd10/browse/2016/en#/E00-E07
http://apps.who.int/classifications/icd10/browse/2016/en#/E00-E07
https://helsedirektoratet.no/english/norwegian-patient-registry
https://helsedirektoratet.no/english/norwegian-patient-registry
https://www.whocc.no/atc_ddd_index/
http://statistikkbank.fhi.no/mfr/
http://statistikkbank.fhi.no/mfr/
https://cran.r-project.org/web/packages/twang/vignettes/mnps.pdf
https://cran.r-project.org/web/packages/twang/vignettes/mnps.pdf


FRANK ET AL. 11
29. Van Buuren S, Groothuis‐Oudshoorn K. mice: multivariate Imputation

by Chained Equations in R. J Stat Softw. 2011;45(3):1‐67. Available
at. https://www.jstatsoft.org/v45/i03/

30. Webb‐Vargas Y, Rudolph KE, Lenis D, Murakami P, Stuart EA. APPLY-

ING MULTIPLE IMPUTATION FOR EXTERNAL CALIBRATION TO

PROPENSTY SCORE ANALYSIS. Johns Hopkins University, Dept. of

Biostatistics Working Papers. Working Paper 269. https://biostats.

bepress.com/jhubiostat/paper2692015.

31. Lupattelli A, Wood M, Lapane K, Spigset O, Nordeng H. Risk of pre-

eclampsia after gestational exposure to selective serotonin reuptake

inhibitors and other antidepressants: A study from The Norwegian

Mother and Child Cohort Study. Pharmacoepidemiol Drug Saf.

2017;26(10):1266‐1276.

32. Sterne JAC, White IR, Carlin JB, et al. Multiple imputation for missing

data in epidemiological and clinical research: potential and pitfalls.

BMJ. 2009;338:b2393.

33. Frank AS. Thyroid hormone replacement therapy during pregnancy −

Quantifying medication patterns and associated outcomes in the offspring

[Doctoral thesis]. Norway: Department of Pharmacy, Faculty of Math-

ematics and Natural Sciences, University of Oslo; 2019.

34. Wilcox AJ, Weinberg CR, Basso O. On the pitfalls of adjusting for ges-

tational age at birth. Am J Epidemiol. 2011;174(9):1062‐1068.

35. Jones BL, Nagin DS. A Stata plugin for estimating group‐based trajec-

tory models. Available at https://ssrc.indiana.edu/doc/wimdocs/

2013‐03‐29_nagin_trajectory_stata‐plugin‐info.pdf. 2012. Accessed

November 22, 2017.

36. Lumley T. Package 'survey': Analysis of Complex Survey Samples. R

Package Version 3.33‐2. Available at https://cran.r‐project.org/web/

packages/survey/. 2018. Accessed July 24, 2018. [R package]. 3.33‐2.

37. Rovet JF. The role of thyroid hormones for brain development and

cognitive function. Endocr Dev. 2014;26:26‐43.

38. Zhao L, Jiang G, Tian X, et al. Initiation timing effect of levothyroxine

treatment on subclinical hypothyroidism in pregnancy. Gynecol

Endocrinol. 2018;34(10):845‐848.

39. Chan SY. Thyroid gland: Early adjustment of levothyroxine treatment

in pregnancy. Nat Rev Endocrinol. 2010;6(10):537‐538.
40. Andersen SL, Laurberg P, Wu C, Olsen J. Attention deficit hyperactivity

disorder and autism spectrum disorder in children born to mothers

with thyroid dysfunction: a Danish nationwide cohort study. BJOG.

2014;121(11):1365‐1374.

41. Gaudet L, Ferraro ZM, Wen SW, Walker M. Maternal obesity and

occurrence of fetal macrosomia: a systematic review and meta‐
analysis. Biomed Res Int. 2014;2014:640291.

42. Gillman MW, Rifas‐Shiman S, Berkey CS, Field AE, Colditz GA. Mater-

nal gestational diabetes, birth weight, and adolescent obesity.

Pediatrics. 2003;111(3):e221‐e226.

43. Austin PC. Assessing the performance of the generalized propensity

score for estimating the effect of quantitative or continuous exposures

on binary outcomes. Stat Med. 2018;37(11):1874‐1894.

44. Maret‐Ouda J, Tao W, Wahlin K, Lagergren J. Nordic registry‐based
cohort studies: Possibilities and pitfalls when combining Nordic regis-

try data. Scand J Public Health. 2017;45(17_suppl):14‐19.

45. Franklin JM, Shrank WH, Pakes J, et al. Group‐based trajectory models:

a new approach to classifying and predicting long‐term medication

adherence. Med Care. 2013;51(9):789‐796.

46. Hurault‐Delarue C, Chouquet C, Savy N, et al. Interest of the trajectory

method for the evaluation of outcomes after in utero drug exposure:

example of anxiolytics and hypnotics. Pharmacoepidemiol Drug Saf.

2017;26(5):561‐569.

SUPPORTING INFORMATION

Additional supporting information may be found online in the

Supporting Information section at the end of the article.

How to cite this article: Frank AS, Lupattelli A, Matteson DS,

Meltzer HM, Nordeng H. Thyroid hormone replacement ther-

apy patterns in pregnant women and perinatal outcomes in

the offspring. Pharmacoepidemiol Drug Saf. 2019;1–11.

https://doi.org/10.1002/pds.4927

https://www.jstatsoft.org/v45/i03/
https://biostats.bepress.com/jhubiostat/paper2692015
https://biostats.bepress.com/jhubiostat/paper2692015
https://ssrc.indiana.edu/doc/wimdocs/2013-03-29_nagin_trajectory_stata-plugin-info.pdf
https://ssrc.indiana.edu/doc/wimdocs/2013-03-29_nagin_trajectory_stata-plugin-info.pdf
https://cran.r-project.org/web/packages/survey/
https://cran.r-project.org/web/packages/survey/
https://doi.org/10.1002/pds.4927


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles false
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends false
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage false
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFX1a:2001
  ]
  /PDFX1aCheck true
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (Euroscale Coated v2)
  /PDFXOutputConditionIdentifier (FOGRA1)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <>
    /CHT <>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF che devono essere conformi o verificati in base a PDF/X-1a:2001, uno standard ISO per lo scambio di contenuto grafico. Per ulteriori informazioni sulla creazione di documenti PDF compatibili con PDF/X-1a, consultare la Guida dell'utente di Acrobat. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 4.0 e versioni successive.)
    /JPN <>
    /KOR <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die moeten worden gecontroleerd of moeten voldoen aan PDF/X-1a:2001, een ISO-standaard voor het uitwisselen van grafische gegevens. Raadpleeg de gebruikershandleiding van Acrobat voor meer informatie over het maken van PDF-documenten die compatibel zijn met PDF/X-1a. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 4.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENG (Modified PDFX1a settings for Blackwell publications)
    /ENU (Use these settings to create Adobe PDF documents that are to be checked or must conform to PDF/X-1a:2001, an ISO standard for graphic content exchange.  For more information on creating PDF/X-1a compliant PDF documents, please refer to the Acrobat User Guide.  Created PDF documents can be opened with Acrobat and Adobe Reader 4.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /HighResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


