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Effect of Levothyroxine on Left Ventricular Ejection Fraction in Patients With
Subclinical Hypothyroidism and Acute Myocardial Infarction: A Randomized
Clinical Trial.

Jabbar A, Ingoe L Junegjo S, Carey P, Addison C, Thomas H, Parikh JD, Austin D, Hollingsworth KG,
Stocken DD, Pearce SHS, Greenwood JP, Zaman A, Razvi 5.

JAMA, 2020 Jul 21;324(3):249-258. doi: 10.1001/jama.2020.9389.

PMID: 32692386

OBJECTIVE: To evaluate the effect of levothyroxine treatment on left ventricular function in patients with

Clinical Trial.

acute myocardial infarction and subclinical hypothyroidism. ..These findings do not support treatment

of subclinical hypothyroidism in pa ...

Effect of Thyroxine Therapy on Depressive Symptoms Among Women With
Subclinical Hypothyroidism.

Costantine MM, Smith K, Thom EA, Casey BM, Peaceman AM, Varner MW, Sorokin Y, Reddy UM, Wapner
RJ, Boggess K, Tita ATN, Rouse DJ, Sibai B, lams JD, Mercer BM, Tolosa JE, Caritis SM, VanDorsten JP;
Eunice Kennedy Shriver National Institute of Child Health and Human Development (NICHD) Maternal-
Fetal Medicine Units {MFMU) Network, Bethesda, MD.
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Original Investigation | Diabetes and Endocrinology

Effect of Levothyroxine Therapy on the Development of Depressive Symptoms
in Older Adults With Subclinical Hypothyroidism

An Ancillary Study of a Randomized Clinical Trial

Lea Wildisen, M5c; Martin Feller, MD; Cinzia Del Giovane, PhD; Elisavet Moutzouri, MD; Robert 5. Du Puy, MD; Simon P. Mooiiaart, MD; Tinh-Hai Collet, MD;
Rosalinde K. E. Poortwliet, MD; Patricia Kearney, MD; Terence J. Quinn, MO; Stefan Kippel, MD; Douglas C. Bauer, MD:; Robin P. Peeters, MD; Rudi Westendorp, MD;
Drahomir Aujesky, MD; Jacoban Gussekloo, MD; Micolas Rodondi, MD
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ORIGINAL ARTICLE

Thyroid Hormone Therapy for Older Adults with
Subclinical Hypothyroidism

David ). Stott, M.B., Ch.B., M.D., Nicolas Rodondi, M.D., Patricia M. Kearney, M.D., Ph.D., lan Ford, Ph.D.,
Rudi G.). Westendorp, M.D., Ph.D., Simon P. Mooijaart, M.D., Ph.D., Naveed Sattar, F.Med.5ci., Carole E.
Aubert, M.D., Drahomir Aujesky, M.D., Douglas C. Bauer, M.D., Christine Baumgartner, M.D., Manuel R. Blum,
M.D., et al., for the TRUST Study Group”

June 29, 2017
N Engl | Med 2017; 376:2534-2544
DOI: 10.1056/NE|Moal603825
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This ancillary study is nested in a large, international study on levothyroxine therapy in older adults
with subclinical hypothyroidism (the TRUST trial), which was conducted from April 2013 to October
31, 2016.%™ This ancillary study on depressive symptoms was predefined and registered in May 2013
separately from the main TRUST trial.** In participants from 2 countries of the TRUST trial,
Switzerland and the Metherlands, depressive symptoms were measurad at baseline and at 12-month
follow-up using the 15-item Geriatric Depression Scale (GDS-15). In a secondary analysis on incidence
of mild depression, participants from the TRUST site in Ireland were included. In Ireland, depressive
symptoms were measured by using the Center for Epidemiologic Studies Depression 20-item scale
(CESD-20). The protocol of the TRUST trial was accepted by the relevant ethics committees and was
published previously.™ Participants provided written consent to participate. The analysis plan for this

Methods

ancillary study was accepted by the TRUST publication committee. This study followed the
Consolidated Standards of Reporting Trials (CONSORT) reporting guideline for clinical trials.™
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The TRUST Trial
The main goal of the TRUST trial was to determine whether levathyroxine provides dlinical benefits

in alder persons with subclinical hypothyroldism.® The TRUST trial protocol is available in '5 ‘/ ﬁ‘ A %IJ U 17]' (d'

Supplement 1. In the TRUST trial, patients underwent randomization in a 14 ratio, with stratification
according to country, sex, and starting dose, with the use of randomly permuted blocks.® The study

range {(0.4-4.6 miU/L) in the levothyroxine group. An identical schedule for adjusting the dosage of Eﬁﬁ&’ft

placebo with mock titration was used to achieve an approximately equal frequency of dosage N AN = —‘I-
. . . /nﬁa) |:|IJ U 1‘ ‘j-
adjustments between the groups to maintain blinding. The participants, investigators, and treating

physicians were unaware of the results of TSH measurements throughout the course of the trial and

remained blinded for treatment allocation.®
SR (BHE, E/N,RAEE)
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Table 1. Characteristics of Participants at Baseline

No. (%)

Char stteristic Levothyroxine (n = 211) Placeba (m = 216)
Age, mean (range), ¥ 73.99 (65.37-91.17) 75.04 (65.12-93.40)
Wizknen 11E (56) 121 (56)
Previous medical conditions and clinical descriplors

Atrial Tibrillatian 28 (13) 23(11)

Hypertension 102 (48) 9E {46)

Diabetes 34 (16) 26(12)

Dsteoporasis 26 (13) 31(15)

Current smoking 18(9) 19 {3)

Dementia 0 0

Excess aloalsnl Elil-l'li-ul'l"lﬁlll'.'lﬂ' 211} 31

Antidepressants medication 16 (8) 10 (5)
Mini-Mental State Examination score, mean (5D) 28.52 (1.39) 2E.6E (1.42)

Weight
Mean (range), kg
<50 kg
EMI, mean {501
T5H, miean {500 [range], miUL
Frese T4, mean (500 [ramge], prol/L
GOS-15 soore, mean (50) [range]

77.58 (46-150)
4(2)

27.88 (5.54)

6.57(2.22) [4.60-17.58)
13.69 (1.97) [10.00-20.60]
1.26(1.85) [0-9]

76.76 (44-121)
3

27.60 (4.37)

6.55 (2.04) [4.60-17.60)
13.61 (1.E6) [9.00-21.90]
0.96 (1.58) [0-12]
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I Died 2 Dt

2 Missng GDE-15 score 4 Mesing GD5-15 woore
at baseline or follow-up (= —_ at haseline or fallow-up
Lost ko follow-up Lost to follow-up
13 EEsed visik B Wimsed visit
B ‘Withdrew 6 ‘Withdrew

311 Analyzed | | 216 Anabyzed
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Outcome
Primally survey

Table 2. Difference in GD5-15 Score at 12 Months Between Levothyroxine and Placebo Groups

Mean (SD) GDS-15 scare

i Unadjusted mean Mean difference at 12 Fully adjusted mean

Levothyroxine difference at 12 mo ma, djusted for age difference at 12 mo

im=211]) 195% 1" Pvalue andsex (95% CI)® Pvalee | {95% CI)*® P ualue

1.26 [1.85) | | 032 (=005 to D.6E) 09 035 (=0002 im0 F1) 106 015 (=015 0.46) 33
Abbresiations: GDS-15, 15-item Genatric Depression Scale Questionnaine (range, 0-15; b adjusted for age, sex, GDS-15 soore at baseline, levothyroxine dose at basalineg,
higher scores indicate more severe depressive symptoms; minemal clinscally important and country.

difference, 2 points).
* Positive results indscate benefit of placebo.
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Outcome

Secondary survey

eTable 2 - Secondary Analyses: Incidence of Mild Depression

Mo. of eligible participants *, | No. of participants with
at baseline mild depression’,
at 12 months

Levothyroxine | Placebo Levothyroxine Placebo | Odds Ratio (95% CI) ¥ | P Value

CH & ML 188 206 10 12 0.87 (0.36 10 2.13) 0.76
I I |— [ ]
CH, ML & IF 235 246 12 12 1.06 (0.45 to 2.49) .89

* Participants with values bellow cut-off (GDS-15 =< 3 resp. CESD-20 =< 20)
t Participants with values above cut-off (GDS-15 = 3 resp. CESD-20 > 20)
*Odds ratic < 1 indicate benefit for levothyroxine. Adjusted for depressive symptoms score at baseline. sex, age,

levothyroxine dose at baseline, country
Abbreviations: CH, Switzerland; ML, the Netherlands; IR; Ireland; Cl, Confidence Interval; No. Mumber.
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