AMERICAN
THYROID
ASSOCIATION

FOUNDED 1923

Editor-in Chief

Jerome M. Hershman, MD

VA Greater Los Angeles Healthcare System
and UCLA School of Medicine
Endocrinology || 1D

['1301 Wilshire Blvd

Los Angeles, CA 90073

Telephone: 310-268-3852 Fax: 310-268-4879
Email: clinicalthyroidology@thyroid.org

Associate Editors:

Albert G. Burger, MD

Professor; University of Geneva
Geneva, Switzerland

Email: clinicalthyroidology@thyroid.org

Stephanie L. Lee, MD, PhD

Director of the Thyroid Health Center
Boston University Medical Center

Boston, MA

Telephone: 617-638-8530 Fax: 617-638-7221
Email: clinicalthyroidology@thyroid.org

Jorge H. Mestman, MD

Professor of Clinical Medicine and OB/GYN
University of Southern California

Keck School of Medicine

Los Angeles, CA

Telephone: 323-442-6179

Email: clinicalthyroidology@thyroid.org

Stephen W. Spaulding, MD

Professor of Medicine

Department of Medicine

University at Buffalo, SUNY

Telephone: 716-862-6530 Fax: 7 16-862-6526
Email: clinicalthyroidology@thyroid.org

President
James A. Fagin, MD

Secretary/Chief Operating Officer
John C. Morris, MD

Treasurer
David H. Sarne, MD

President-Elect
Bryan R. Haugen, MD

Past-President
Gregory A. Brent, MD

Executive Director
Barbara R. Smith, CAE
American Thyroid Association
6066 Leesburg Pike, Suite 550
Falls Church,VA 22041
Telephone: 703-998-8890
Fax: 703-998-8893

Email: thyroid@thyroid.org

Designed By

Karen Durland (kdurland@gmail.com)
Clinical Thyroidology

Copyright © 201 |

American Thyroid Association, Inc.
Printed in the USA.All rights reserved.

THYROIDOLOGY

VOLUME 23 - ISSUE 12

DECEMBER 201 |

ONLY A FEW PEDIATRIC PATIENTS WITH SUBCLINICAL
HYPOTHYROIDISM PROGRESS TO OVERT DISEASE
WITHIN 3 YEARS

Radetti G, Maselli M, Buzi F, Corrias A, Mussa A, Cambiaso P, Salerno M,
Cappa M, Baiocchi M, Gastaldi R, Minerba L, Loche S. The natural history
of the normal/mild elevated TSH serum levels in children

and adolescents with Hashimoto’s thyroiditis and isolated
hyperthyrotropinaemia: a three year follow-up. Clin Endocrinol
(Oxf). October 10, 2011. [Epub ahead of print]. doi: 10.1111/j.1365-
2265.2011.04251.x.

SUMMARY

BACKGROUND

To treat or not to treat, that is the question. Should a pediatric patient with
an isolated increase of serum thyrotropin (TSH) or with positive thyroid
autoantibodies but with normal free thyroxine (T4) and free triiodothyronine
(T3) levels be treated? Most endocrinologists agree that patients with a serum
TSH above 10 mU/L would benefit from thyroxine treatment. In fact, in this
situation, serum thyroid hormone levels are mostly at the lower limit of
normal or are decreased. In patients, who present with a serum TSH below
10 mU/L with or without thyroid antibodies, there is still no clear agreement
on how to proceed. In the present study, the authors followed the evolution
of thyroid function over three years in a large cohort of children collected in
seven pediatric endocrinology centers in Italy.

METHODS AND RESULTS

The study included 382 children, with a mean age at the entry of 10.5 years.
The study lasted 3 years; the mean age at the end of the study was 13.8 years.
The patients were separated into subgroups with either an isolated increase
of serum TSH (59 children) or with thyroid autoantibodies (323). Ultrasound
evaluation of thyroid morphology was done in all patients. Additional
subgroups were formed depending on the degree of alterations of serum
TSH and of thyroid antibodies (serum TSH: grade 0, normal; grade 1, <8 to
10 mU/L; grade 2, > 8 to 10 mU/L; antibody titer: grade 1,<10 times normal;
grade 2, >10 times normal). The family histories revealed a strong prevalence
of autoimmune diseases.

Patients with initial grade 2 serum TSH levels and/or grade 2 thyroid antibodies

were excluded from the study. Among the patients with autoimmune thyroid
continued on next page
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antibodies, 236 had normal serum TSH, while 86 had
a serum TSH level of grade 1; 72% of these patients
remained stable. Only 13% moved from normal to
grade 1 TSH levels and a similar percentage became
hypothyroid (grade 2), 39% who initially had a moderate
TSH increase (<8 to 10 mU/L) had their serum TSH
spontaneously normalize, while 39% remained stable
and another 14% progressed to overt disease.

The changes in thyroid antibody levels over time
were not significant. The percentage of children with
moderate or marked increases of thyroid antibodies
did not change. In both groups (isolated TSH increase
or Hashimoto’s thyroiditis), progression toward
hypothyroidism occurred in a similar percentage of
cases (21%vs. 14%).Insearch of predictors indicating
future hypothyroidism, only the association of celiac
disease with thyroid antibodies was found to increase
this risk—by a factor of 4. This association was not
presentin patients with only an increased serum TSH.

COMMENTARY

This study confirms the widely held opinion that
patients with an isolated TSH increase or with
thyroid autoantibodies need thorough and similar
careful follow-up. The percentage of patients in
whom hypothyroidism developed is not large and
is quite similar in both groups. The findings of the
present study may be compared with the results of
the famous Whickham study, in which over a much
longer observation period (20 years) approximately
30% of patients needed treatment (1). Both studies
stress the point that hypothyroidism develops in only
aminority of patients and, if the thyroid abnormalities
persist, it is advisable to follow thyroid function at
yearly intervals for the next 10 to 20 years.

The authors also raise the question of how to define

1. Vanderpump MP, Tunbridge WM, French JM,
Appleton D, Bates D, Clark F, Grimley Evans J,
Hasan DM, Rodgers H, Tunbridge F, et al. The
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In most patients with an isolated TSH increase, the
thyroid volume was normal and did not change.
In patients with autoimmune antibodies, thyroid
volume tended to be initially slightly increased, and
this tendency persisted to a moderate degree during
the observation period.

Pediatric patients with either increased serum TSH
or thyroid autoantibodies need careful monitoring
because no criteria exist to predict the development
of frank hypothyroidism. It was only the association
of celiac disease with thyroid autoantibodies that
increased the risk of hypothyroidism by a factor of 4.
[t is reassuring that in a large proportion of patients,
serum TSH or thyroid antibody levels returned to
normal. Overt hypothyroidism developed in less than
one fifth of patients with moderate TSH elevations or
euthyroid Hashimoto’s thyroiditis.

tissue hypothyroidism, since elevated serum TSH is
clearly a poorly sensitive indicator that points only to
the need to recruit the remaining capacities of a failing
thyroid. Thus, thyroid hormone levels remain within
the normal range for a long time. There is, however,
no doubt that in each affected individual there is
a moderate decrease of thyroid hormone levels as
compared with the disease-free state. Do peripheral
tissues recognize these changes? At present, we
have no unequivocal way to answer this question;
therefore, some clinicians start treatment early and
others do not. It needs to be stressed that serum TSH
levels or thyroid hormone antibodies normalize in a
considerable percentage of subjects over time In my
view, this is a strong argument in favor of an initial
follow-up of these patients without treatment.

— Albert G. Burger, MD

incidence of thyroid disorders in the community:
a twenty-year follow-up of the Whickham Survey.
Clin Endocrinol (0xf) 1995;43:55-68.
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