Fhe NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Thyroid Hormone Therapy for Older Adults
with Subclinical Hypothyroidism
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2647 Adults were screened
for eligibif

1910 Were @xcluded
1658 Did not meet
inclusion sriteria
1645 Had reversion of thyrotro-
pin level to <4.60 miU fliter
21 Had gther reason
244 Did not proceed
to rendomization

737 Underwent randarmization
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369 Were assigned to receive
placebo

368 Were assigned 1o recaive
[evatiyroxine
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337 Were induded in 12-mo follow.up

332 Were included in 12-mo follow-up
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Figure 2. Thyrotropin Levels in the Placebo Group
and Levothyroxine Group.

Shown are the results of a modified intention-to-treat
analysis. Bata ate means, and error bars indicate 5%

ABSTRACT égmg:g ;: :‘::ﬁ g;: confidence intervals, Extended’ follow-up beyond 12
33 Recetved 75 ug 26 Received 75 pg months was conducted in a subgroup of patients, with
Y ot e A% i ot gl rnge 154 1o 300y e
. - range, 18.4 to 303} in
The use of levothyroxine to treat subclinical hypothyroidism is controversial. We 20 Had primary-cutcome data 318 Had primary-aucome data group and 24.5 months (ﬁmﬂkﬁ‘ mﬂf{;"
aimed to determine whether levothyroxine provided clinical benefits in older persons ] l in the levothyroxine group. P<0.001 for between-group
differerces in the thyrotropin level 2t 6-to & weeks, 12

with this condition. - - i
187 Were indluded i extended fallow-up|, 184 Were included in extended follow-up] months, and extended foflow-up. Analyses were ad-

. i et e s recston e .
We conducted a double-blind, randomized, placebo-controlled; parallel-group trial 29 Received 75 ug 32 Received 75 g sgart:;sldosah :hf tevothyroxing] and baseline thyrotro-
involving 737 adults who were at least 65 years of age and who had persisting sub- 1?*‘“?““‘”"5 8 Received 100 pg pin level with the use of Enear regression: data for the
. . L2 . N . Rezrived 125 2 Received 125 isi g .
clinical hypothyroidism (thyrotropin level, 4.60 to 19.99 mIU per liter; free thyroxine 2 mxmﬁnuedﬁmbo n Bismnﬁnuedpl:m&ryrmeine mgx ow-up visit were additionally adjusted for

level within the reference range). A total of 368 patients were assigned to receive le-
vothyroxine {at a starting dose of 50 pg daily, or 25 pg if the body weight was <50 kg

Figure 1. Randomization, Follow.up, and Dose favelx,

or the patient had coronary heart disease), with dose adjustment according to the Exclusions for other reasons included use of antithyroid medication (in 17
. N N . . Table 3. Clinical Outcomes and Adverse Events,
thyrm'xllhebd; 369 patients were asslgnzi to receive p{;c:ho with mock dose ad- persons), recent thyroid surgery (in 1), recent acute coronary syndrome {in 1, a c and -
| justment. two primary outcomes were the change in the Hypothyroid Symptoms current participation in another trial {in 1), and adrenal insufficiency fn 1) Al Patients Placebo Group Levothyroxine G .

_.score and Tiredness score on a thyroid-related quality-oflife quéstionnalre at 1 year Two patients who were exchided because the thyrotropin level reverted to Variable Pé=737) N=269 N=368) Hﬁ;;: a,"""
{range of each scale is 0 to 100, with higher scores indicating more symptoms ot ::;3::;_5: "“Ui::':; r "s;:?w;';gml m d“"‘:f::‘ Cinical cutcome
tiredness, respectively; minimum clinically important difference, 9 points). subgroup of patients, with a median duration of follow-up from baseline Fatal or nonfatsl cardiovascular event — no. (%) 33 {52} 20 (5.4} 18 {4.9) 0.89 {0.47-1.59)
RESULTS of 24.2 months {interquartile range, 18.4 to 30.3) in the placebo group and Cardiovascudar death — no. (9) 3 @4 @3] 205 X
The mean age of the patients was 744 years, and 396 patients {33.7%) were women. 245 months (interquartile rangs, 18.4 to 30.5) in the yroxine group. Death from any cause — no. (%) 15 (2.0) 5 (1_4‘) 10 (2‘7) 1.91 {0.65-5.60}
e Pl o 0L I e i St N

s ad decreased to 5.48 mIt per liter in the p group, as cormp } .
3.63 mIU per liter in the levothyroxine gronp (P<0.001), at 2 median dose of 50 ug. Ne- of patients with 21 serious event 181 (24.8) 103 27.9) 78 21.2) 0.34 (0.82-1.00}
We found no differences in the mean change at 1 year in the Hypothyroid Symptoms A W ot No. of 343 201 42 -
score (0.2¢15.3 in the placebo group and 0.2+14.4 in the levothyroxine group; be- N - Adverse event of special imterest
tween-gronp difference, 0.0; 95% coufidence interval [CH, —2.0 to 2.1} or the Tired- New-onget atriat fibrillation — no. (%) 24033 13 3.5} 11630 0.30 (0.35-1.30)
ftess score {3.2+17.7 and 3.8+18.4, respectively; between-group difference, 0.4; 5% Heart faifure — no. (%) 5 (L7 6 (L.6) 3 (08 _
CI, -2.1 to 2.9). No beneficial effects of levothyroxine were seen on secondary—ou?— Fracture — no. (%) 17 2.3} 822 3 2.4 1.06 (0.41-2.76)
cﬁtgt;s m:asurisf 'l'he::! was no significant excess of serious adverse events prespeci- New diagnosis of osteoporosts — no. (%) 7 09) sy 3 08 _
¢ing of speaidl uaterest. Withdrawal

CONCTLUSIONS Permanent discontinuation of trial regimen 160 {21. 79 (21.4
Levothyroxine provided no apparent benefits in alder persons with subelinical hypo- —no. (%) i} L @4 BEg 108 078-1.44)
thyroidism. (Funded by European Union FP7 and others; TRUST CliniealTrials.gov Withdrawaf from foliow-up — no. {5} £ 5.6 27 {6:0) 196.2 84 (0.46-1.56)

number, NCTO1660126.)
* This table includes serfous adverse events and adverse events of special interest in the modifisd intention-to-treat ati d data
withdrawals from trial regimen and follow-up. Hazard ratios were not cafeulated for cardi - Popus ation am  on
osteoporosis owing to the small number of Pevents. ° o fovascular death, heart falure, or new diagnosis of
T P=0.05. Hazard ratios for treatment were obtained from a Cox proportional-hazards regression maodel predicting ivat from randomj
triaf group and stratification variables {country, sex, and dose at randomizati on). pi g siirvival randomized
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