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Table 1. Reference intervals for TSH and FT, during early pregnancy worldwide.
TSH in m/L FTg in pmol/L {ng/dl) Population characteristics
Gestation Maan
Reference and country {analysis method)” No. [weeks) Median 25th-97.5th Median 25th-97.5th Median (2.5th-97.5th)  lodine insufficiency ~ BMI Ethnicities (%)

Bestwick etal. (27, haly (AutcDELFIA) 5505 =16 107 0.04-319 93 Ta-22 0.73 (0.58-0.95) E NR®
Bastwick etal. (27 ), UK {Adwia Centaur) 16334 <16 m 0.06-3.50 139 10.9-17.9 1.08 (D.85-1.40) Moderate-Mild . NR
B -Ti et al. (%), Spain [Architect] & =14 054 041-2.63 139 108178 1.08(0.84-1.38) Ml NR White (93%)

Gilbert et al. {22, Australia (Architect] 1817 913 0.74 0.02-2.15 135 10.4-178 1.05(0.81-1.39) Barderline NR Australian
L.ar?ber!-llﬂnzsoecr'l:c’un etal (231, USA 8351 m 1.00 012-337 142 10.4-17.8 1.10(0.81-1.38) Mild NR White (67) and Hespanic (23]

it
rmpneca Ba1s T 119 035335 130 93162 101 (072-1.24)
La'ulu andl Roberts (24, 25 )9 USA 21712 10-13 0%4 002-249 147 114184 1.15 |0.89-1 45) Miled NR Hispanic (37), white [29], black
{Architect) (27}, Azian {B)
2683 14-20 114 053N 1240 9.3-152 0.9 (0.731.19)

Lietal. (26 ), China [Cobas Elesys 601} 40 7-12 147 0.10-4.34 158 12.3-2009 1.23(0.96-1.63) Proven sufficient” NR Chinese (presumed)

Misnnisto et al. {27 ), Finland [Architect) 4233 m m 0.08-3.54 153 n7-22s 1.12 (0.86-1.58) Sufficient 224 Finnish (presumed)
T4y T2 137 0.11-4.24 146 11.2-23.4 1.13(0.87-1.82)
Medici et al. (28], the Netherlands [Vitros 5184 B-18 130 0.03-4.04 147 10.4-220 1.15(0.81-1.72) Preven sufficient” 245  Duwch(52),
ECI) Sutinamese/Antillean (12},
Turkish (8} Moroccan (5}
Pearce ot al (29}, USA (Advia Centaur} 585 <14 11 0.04-3.60 21 1529 Borderdine NR White { 77} and black {10}
Ciuirsn et al. (30), Russia [Abbott AxSYM) 380 i 1é6 0.05-4.67 - - - Moderate NR Russian {presumed)
549 T2 200 0.20-4.68 - - -
Springer et al, (37) Crech Republic (Advia 4337 -11 L3 ) 006367 ~ - - Mild NR Caucasian (99)
Cantaur)
Stricker et al. (14), Switzerland {Architect) 575 &2 085 007282 139 10.5-18.5 1.08 (0.82-1.44) Sufficient NE Swiss (presumed)
528 T2 102 020-27% 122 95157 0.55(0.74-1.22)

Vaidya et al. {32), UK (Modular E 170) 1089 <12 1.08 0.14-31%9 4.4 10.7-19.4 112 (0.83-1.59) Mild-modarate NR White (91} and South Asian [4)
* Sudi following criteria: n = 500, exclusion of TROAD-pesitive women, and availability of data from the manuscript orvia p | i . fodine i on the basis of referances from the respective
arlicle, WHO lodine status reponts, ar the Yitamin and Mineral Nutition Infemation System
b Weight reported [median weight 59 kg in Itallan and &7 kg in UK populatien (21 ]
© NE, Mot reported: T1, first trimester: T2, second trimester
# Reported FTy bevel is a mean
* Limits are 5th and P8th percentdes for TSH and 2nd and 95 percentiles for FT4
! Based on reparts of the satal FASTER {First and Second Trimester Evalustion of Risk) trial papulation
9T, detarmined only for TSH within the reference interval
" Based an iedine measurements in study population
! High human chorionic genadotraphin valses excluded
! Frew T indh {refesence interval 1.0 -4.0).
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Fig. 1. Distribution of serum TSH values within the normal reference interval (2.5th-97.5th percentiles) in the first and second
trimester in 5186 Dutch women, after exclusion of women with TPOAb positivity, known thyroid disease, thyroid (interfering)
medication usage, twin pregnancies, and pregnancies after fertility treatment.

Reproduced with permission from Medici et al. (28 ). ©The Endocrine Society.
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Table 2. Reference ranges for TSH and FT, during early pregnancy worldwide, expressed as MoMs.
MoM* TSH MoM FT,
Reference, country Gestation (weeks) 2.5-97.5 Percentile 2.5-97.5 Percentile lodine insufficiency
Bestwick et al. (21), Italy <16 0.04 2.98 0.80 1.31 Moderate-mild
Bestwick et al. (27), UK <16 0.05 3.15 0.78 1.29 Moderate-mild
Bocos-Terraz et al. (?), Spain <14 0.44 2.80 0.78 1.28 Mild
Gilbert et al. (22), Australia 9-13 0.03 2.91 0.77 1.32 Borderline
Lambert-Messerlian et al. (23 ), USA T1 0.12 3.37 0.73 1.25 Mild
T2 0.29 2.82 0.72 1.25
La'ulu and Roberts (24, 25), USA 10-13 0.02 2.86 0.78 1.27 Mild
14-20 0.13 2.73 0.78 1.27
Lietal. (26), China 7-12 0.07 2.95 0.78 1.32 Proven sufficient®
Mannisto et al. (27), Finland T1 0.07 3.19 0.76 1.49 Sufficient
T2 0.08 3.09 0.77 1.60
Medici et al. (28), the Netherlands 8-18 0.02 in 0.71 1.50 Proven sufficient®
Pearce et al. (29 ), USA <14 0.04 3.27 = - Borderline
Quinn et al. (30), Russia T1 0.05 2.81 - - Moderate
T2 0.10 2.34 - -
Springer et al. (31), Czech Republic 2-11 0.05 3.03 - - Mild
Stricker et al. (14), Switzerland 6-12 0.07 2.97 0.76 1.33 Sufficient
T2 0.20 2.74 0.78 1.29
Vaidya et al. (32), UK <12 0.13 2.95 0.73 1.33 Mild-moderate
* MoM values were calculated by dividing each individual TSH or FT, value by the (trimester-specific) median value. These values were extracted from the original manuscript or
obtained via personal communication with the study authors.
b Based on iodine measurements in study population.
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Table 3. Subclinical thyroid dysfunction during pregnancy and the risk of maternal and child adverse outcomes.”

Thyroid (dys)function group Pregnancy loss Prematurity Hypertensive disorders Low birth weight
Subclinical hypothyreidism 1b(49) 7(46, 48, 49, 52-56) (47, 53-55, 57-61) < (48 54-56,61-63)
Subclinical hyperthyroidism ?(48 50) 7{4n, 48, 50, 54) « (50 57, 58) = (48 50, 55)

FT. within reference intervals Z(57) < (57 )¢ 7(47. 51) T (51, 64, 65 )2

# Reference numbers are shown for studies an respective thyraid (dysifunction group and adverse auteame as follows: Koravaar et al. (44 ), Medici et al. (47 ), Mannisto et al (48,
Negroetal, (49), Casey etal. (50, Heddaw etal, (51 ), Stagnara-Green etal, (52 ), Caseyetal, (53, Cleary-Goldman etal. (34 ), Karakesta et al. (55), Su etal. (56 ), Mannista etal. (57 ),
Allan et al. (58, Wilson etal. (59), Ashooretal. (60, Sahu etal (67 ), Karagiannis et al. (62 ), Wang et al. /3 ), Medid etal. (44, Shields et al. (65 ).

"1 increased risk: <, no effect; 7, contradictory results ar limited data.

“ Tested only gestational age at birth <37 wesks.

% T, conzentrations at the upper limit of the reference interval (zenter-soecific referance ranges) assceiaied with lower birth weight and higher risk of 56A {small size for gestational
age) newboms,
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