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Abstract

To date a few studies have focused on the possible effects of subclinical hyperthyroidism on bone me-
tabolism, showing conflicting results. This study was designed to evaluate this possibility. Sixty-six pa-
tients, 22 pre-menopausal women, 33 post-menopausal women and 11 men, who had received io-
dine-131 (131) ablation postoperatively for well differentiated thyroid carcinoma (WDTC) and were
treated for a long term with levothyroxine (T,), entered the study and were compared with sixty-six
healthy controls individually matched to the patients for age, gender and menopausal status. The
bone mineral density (BMD) of lumbar and hip regions of the patients was measured, while on the T4
suppressive treatment, with average duration of 14.93+2.17 months after initiation of the T4 sup-
pressive treatment and was compared with the BMD of healthy controls. All patients were in the sub-
clinical hyperthyroid state, while all controls were serologically and clinically euthyroid. Our results
show that there was no significant difference in BMD measured at the lumbar spine of patients and
controls in any subgroup (P>0.05). Analysis of the data of BMD from the hips in men, pre-
menopausal women and controls, also revealed no difference. It was noted that the mean BMD of the
femur in the postmenopausal women were at the statistical limit of significance as compared to the
control group (P =0.05). In conclusion, our findings indicate that the replacement dose of T, in
WDTC patients after 31 ablation, does not have a significant effect on BMD in men, in pre and post-
menopausal women and hence on the risk of osteoporosis. In post-menopausal women, the mean
femoral BMD was at the limit of statistical significance.
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Introduction

lignancy of the endocrine system [1]. Well differentiated thyroid cancers (WDTC), ei-

ther papillary or follicular types, are treatable and highly curable, if treated surgical-
ly followed by iodine-131 (31]) ablative treatment and suppression of serum thyroid stimu-
lating hormone (TSH) by the administration of exogenous thyroid hormones [2]. Some in-
vestigators have reported that long-term treatment with levothyroxine (T4) given at sup-
pressive doses inducing subclinical hyperthyroidism has a negative effect on bone metabolism
[3-5], while other studies have not confirmed any effect of T4 on bone mineral density
(BMD) in patients with WDTC [6-10].

Since T4 replacement treatment is mandatory for these patients, any association be-
tween subclinical hyperthyroidism secondary to long-term high doses of T4 treatment and re-
duction of BMD can be considered as a remarkable side effect. We have examined the effect
of long-term high-dose T4 treatment in a group of patients who had undergone subtotal thy-
roidectomy followed by 1311 treatment for papillary or follicular WDTC and had no history of
thyrotoxicosis. The study was designed in order to establish whether the T4 treatment sched-
ule we administered can be safely prescribed with no significant side effects on BMD.

C arcinoma of the thyroid gland is an uncommon cancer, but the most common ma-

Patients and methods

As a cross-sectional study from September 2003 to January 2005, 66 WDTC patients, in-
cluding 22 pre-menopausal women, 33 post-menopausal women and 11 men, aged
51.72+7.28 years, who were referred to the Research Institute for Nuclear Medicine (affiliated
by Tehran University of Medical Sciences) for the evaluation of thyroid function, were ran-
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domly selected to be included in the study. All patients had re-
ceived 131] ablation postoperatively, and were under TSH sup-
pressive treatment with a mean T4 dose of 168.33+24.3
pg/day. All patients had serum TSH level of less than 0.3
mU/L (normal values: 0.3-4.0 mU/L) and normal free tri-
iodothyronine (FT3) and FT4 values. The commercial kits were
prepared from RADIM S.P.A. Roma, Italy. All measurements
were performed using the manufacture’s instructions. None
of the patients had any clinical evidence of hyperthyroidism
during the course of TSH suppression using T4 and in fact, all
patients suffered from subclinical hyperthyroidism.

Sixty-six healthy controls were selected from those indi-
viduals with no history of any thyroid diseases, referred to the
department for a BMD study. The controls were aged
51.15+7.77 years, and matched to the patients” group for
age, sex and the menopausal status. All controls had normal
serum levels of FT4, FT3, and TSH (before and at the end of
the study).

None of the patients or the controls was taking any drugs
affecting bone metabolism (such as glucocorticoids, anticon-
vulsants, heparin, estrogens, thiazide diuretics, biphospho-
nates, calcium, vitamin D, or tamoxifen). Subjects younger
than 45 years of age with a history of osteoporotic fracture, di-
abetes mellitus, alcohol abuse, rheumatoid arthritis, chronic
amenorrhea of more than 3 months, late menarche, early
menopause, oophorectomy or any serious medical disorder,
were not enrolled in our study.

The BMD of the total hip and lumbar spine bones were
measured by dual-energy X-ray absorptiometry with a dual-
photon X-ray system (LEXXOS, Digital 2D Densitometer, Di-
agnostic Medical System, France). The BMD of the patients
were measured 14.93+2.17 months after initiation of the T4
treatment and was compared with the BMD of healthy con-
trols.

The study protocol was approved by the Ethical Commit-
tee of Tehran University of Medical Sciences and all patients
gave their written informed consent to participate in the study.

Statistical analysis

Data are presented as the mean =+ standard deviation (M+SD).
Student’s t test was used for comparing M in paired groups. P-
values of less than 0.05 were considered significant. For the

analysis of data, commercially available statistical product and
service solutions (SPSS ver.13) and SPSS Co., LTD, Tokyo,
Japan, were used.

Results

The detailed data of the M+SD of the BMD values and their
significance for the lumbar and the femoral area as measured
for men, pre-menopausal women, post-menopausal women,
are shown in Table 1. There was no significant difference be-
tween the mean values of BMD of patients and controls. On-
ly the statistical significance of the difference between the

femoral BMD of post-menopausal women and controls was at
a borderline level: (P=0.05).

Discussion

Our findings suggest that long-term induced subclinical hy-
perthyroidism as the treatment option for WDTC patients af-
ter surgery and 1311 ablation, does not have any significant ef-
fect on BMD in men or in pre- and post-menopausal women
and hence on the risk of osteoporosis. A number of studies re-
ported that subclinical hyperthyroidism of variable etiologies
accelerates bone loss at a rate of about 2% per year (7, 8],
while others showed no significant change of bone metabo-
lism parameters in these patients as compared to healthy con-
trols [9, 10]. However, it should be emphasized that there are
some major considerations and contributing factors, the most
important of which are reviewed and discussed hereunder:
The etiology of subclinical hyperthyroidism. Patients with sub-
clinical hyperthyroidism can be categorized as those from en-
dogenous or exogenous (such WDTC patients with subse-
quent T4-suppressive treatment) etiologies. Based on our find-
ings and also those of others [11], exogenous induced sub-
clinical hyperthyroidism has no significant effect on BMD.
Others suggest that post-menopausal WDTC women with ex-
ogenous subclinical hyperthyroidism are the most at risk
group of treated patients, whereas no increased risk is present
in pre-menopausal women and men [12]. The same authors
believe that assessment of BMD should be recommended in
post-menopausal WDTC women starting TSH suppressive
treatment at the end of the second year and this should be reg-

Table 1. BMD values of lumbar and femoral regions, as compared between the three different groups of patients with controls

(Mean + SD)*.
Groups
Region First pair Second pair Third pair
Pre-menopausal women Controls Post-menopausal women Controls Men Controls
Lumbar BMD 1.08+0.18 1.05+0.09 0.98+0.21 0.95+0.17 1.11+0.21 1.04+0.09
(gr/cm?) P=0.520 P=0.579 P=0.359

* Based on a previous study**, normal values are: In male healthy Iranian population, peak lumbar bone mass is considered to be 1.22+0.16 gr/cm? and for the
femur to be 1.08+0.15 gr/cm?, while in female population is considered to be 1.19+0.12 gr/cm? for the lumbar region and 1.020.12 gr/cm? for the femur.
** | arijani B, Moradi Zirkohi A, Hossein-Nezhad A et al. Peak Bone Mass Measurements in Iranian Healthy Population. Iranian J Publ Health, 2007; Supplementary

issue on Osteoporosis: 63-69.
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ularly repeated to enable timely interventions with bone pro-
tective agents. As in our study the only borderline significant
difference between BMD values were found between post-
menopausal women and controls, our findings seem to sup-
port these conclusions.

On the contrary, others showed that in all WDTC patients,
bone loss is observed after a period of 24 months of T4-sup-
pressive treatment [13, 14]. In concordance with our study, in
WDTC patients, others, after a mean treatment period of at
least 11 years, found completely different results than the
above [13,15,16]. These conflicting conclusions emphasize
the need for further studies on increased numbers of WDTC
patients and for different time schedules.

Our study and those of others suggest that regardless of
the etiology of subclinical hyperthyroidism, the most impor-
tant contributor in the risk of osteoporosis is the menopausal
status of the patient [17]. A number of studies report a reduc-
tion of 5%-15% of BMD, especially at the cortical level of the
femoral neck and radius in post-menopausal women with sub-
clinical hyperthyroidism for a mean duration of 5 years or
more [18-21].

Others emphasized the fact that menopause is not char-
acterized by altered skeletal responsiveness to thyroid hor-
mones [22] and in WDTC patients who require life-long T4
suppressive treatment, bone loss may be observed regardless
the menopausal status of the women treated [13].

About the serum level of serum thyroxine values. Another
contributing factor is the serum level of T4. Similar to others
[23, 24], we found that as long as the serum T4 level is main-
tained in the normal range (all our subclinically hyperthyroid
patients had normal T4 level), there is no decrease in BMD in
these patients. It was emphasized that the serum level of cir-
culating thyroid hormones is of paramount importance [13]
and also that patients receiving T4 should be carefully evalu-
ated and maintained at the lowest dose required to achieve
TSH suppression, as controlled biochemically and by a su-
persensitive TSH radioactive assay. However, it has been stat-
ed that in patients receiving T4 suppression treatment for
WDTC, the degree of TSH suppression required is still con-
troversial [13].

Regarding these discrepancies, it seems that bone loss in
the context of subclinical hyperthyroidism is a multi-factorial
phenomenon and factors, such as sex, age, menopausal sta-
tus, underlying thyroid disease, treatment schedule, and length
of treatment are its major contributors. There are major draw-
backs in various studies, which make it difficult to achieve a re-
liable conclusion [24]. For example, most of these studies are
retrospective, no data are provided on the hormonal status
during the follow-up period [18-20, 25, 26] and in the major-
ity of them a fixed dose of T4, not adjusted for each individual
patient, was prescribed (20, 25]. Also the reported doses of
T4 used in some of these studies are higher than those cur-
rently recommended, which means that many patients may
have been thyrotoxic during treatment [27, 28]. Our study is
not free of drawbacks, too. For example, we did not address
the influence of physical activity or familial occurrence of os-

teoporosis or the body mass index. Also the rather small num-
ber of patients studied is a major limitation.

In conclusion, our findings indicate that suppressive doses
of T4 inducing subclinical hyperthyroidism in WDTC patients
after surgery and 1311 ablation administered for about 15
months, did not have any significant effect on BMD in men or
in pre-menopausal females and hence on the risk of osteo-
porosis. However, in post-menopausal women, the mean
femoral BMD was on the limit of statistical significance. Fur-
ther studies are needed in order to reach safer conclusions on
this issue.

Acknowledgement

This research has been supported by Tehran University of
Medical Sciences and Health Services. The authors would like
to thank Dr Saeed Akbarpour for his assistance in this study.

Bibliography

1 Hundahl SA, Fleming ID, Fremgen AM, Menck HR. A National Cancer
Data Base report on 53,856 cases of thyroid carcinoma treated in the
U.S., 1985-1995. Cancer 1998; 83: 2638-2648.

2 Pacini F, Lari R, Mazzeo S et al. Diagnostic value of a single thyroglobu-
lin determination on and off thyroid suppressive treatment in the follow
up patients with differentiated thyroid cancer. Clin Endocrinol 1985; 23:
405-411.

3 Mazokopakis EE, Starakis IK, Papadomanolaki MG et al. Changes of
bone mineral density in pre-menopausal women with differentiated thy-
roid cancer receiving L-thyroxine suppressive therapy. Curr Med Res
Opin2006; 22: 1369-1373.

4 Karner I, Hrgovi¢ Z, Sijanovi¢ S et al. Bone mineral density changes and
bone turnover in thyroid carcinoma patients treated with supraphysio-
logic doses of thyroxine. Eur J Med Res 2005; 10: 480-488.

5  Khmara IM, Tolkachev IV. Bone tissue mineral density in patients with
thyroid gland cancer on levothyroxine natrium therapy. Klin Med (Mosk)
2005; 83: 61-65.

6 Heijckmann AC, Huijberts MS, Geusens P et al. Hip bone mineral den-
sity, bone turnover and risk of fracture in patients on long-term suppres-
sive L-thyroxine therapy for differentiated thyroid carcinoma. Eur J En-
docrinol 2005; 153: 23-29.

7  Faberd, Jensen IW, Petersen L et al. Normalization of serum thyrotropin
by means of radioiodine treatment in subclinical hyperthyroidism: effect
on bone loss in postmenopausal women. Clin Endocrinol 1998; 48:
285-290.

8  Kisakol G, Kaya A, Gonen S, Tunc R. Bone and calcium metabolism in
subclinical autoimmune hyperthyroidism and hypothyroidism Endocr J
2003; 50: 657-661.

9  Gurlek A, Gedik O. Effect of endogenous subclinical hyperthyroidism on
bone metabolism and bone mineral density in premenopausal women.
Thyroid 1999; 9: 539-543.

10 De Menis E, Da Rin G, Roiter I et al. Bone turnover in overt and subclin-
ical hyperthyroidism due to autonomous thyroid adenoma. Horm Res
1992; 37: 217-220.

11 Belaya ZE, Melnichenko GA, Rozhinskaya LY et al. Subclinical hyper-
thyroidism of variable etiology and its influence on bone in post-
menopausal women. Hormones 2007; 6: 62-70.

12 Heemstra KA, Hamdy NA, Romijn JA, Smit JW. The effects of thy-
rotropin-suppressive therapy on bone metabolism in patients with well-
differentiated thyroid carcinoma. Thyroid 2006; 16: 583-591.

13 Kung AWC. The effect of thyroid hormone on bone metabolism and os-
teoporosis. J Hong Kong Med Assoc 1994; 46; 247-251.

14 Kung AW, Yeung SS. Prevention of bone loss induced by thyroxine sup-
pressive therapy in postmenopausal women: the effect of calcium and
calcitonin. J Clin Endocrinol Metab 1996; 81: 1232-1236.

Hellenic Journal of Nuclear Medicine © September - December 2008

www.nuclmed.gr



Research Article

15

16

17

18

19

20

Reverter JL, Holgado S, Alonso N et al. Lack of deleterious effect on
bone mineral density of long-term thyroxine suppressive therapy for dif-
ferentiated thyroid carcinoma. Endocr Relat Cancer 2005; 12: 973-981.
Miiller CG, Bayley TA, Harrison JE, Tsang R. Possible limited bone loss
with suppressive thyroxine therapy is unlikely to have clinical relevance.
Thyroid 1995; 5: 81-87.

Guo CY, Weetman AP, Eastell R. Longitudinal changes of bone mineral
density and bone turnover in postmenopausal women on thyroxine. Clin
Endocrinol 1997; 46: 301-307.

Taelman P, Kaufman JM, Janssens X et al. Reduced forearm bone min-
eral content and biochemical evidence of increased bone turnover in
women with euthyroid goitre treated with thyroid hormone. Clin En-
docrinol 1990; 33:107-117.

Ross DS, Neer RM, Ridgway EC, Daniels GH. Subclinical hyperthy-
roidism and reduced bone mineral density as a possible result of pro-
longed suppression of the pituitary-thyroid axis with L-thyroxine. Am J
Med 1987, 82: 1167-1170.

Diamond T, Nery L, Hales I. A therapeutic dilemma: suppressive doses of
levothyroxine significantly reduce bone mineral measurements in both

premenopausal and postmenopausal women with thyroid carcinoma. J
Clin Endocrinol Metab 1991; 72: 1184-1188.

21

22

23

24

25

26

27

28

McDermott MT, Kidd GS, Blue P et al. Reduced bone mineral content in
totally thyroidectomized patients: possible effect of calcitonin deficiency.
J Clin Endocrinol Metab 1983; 56: 936-939.

Langdahl BL, Loft AG, Mgller N et al. Skeletal responsiveness to thyroid
hormone is not altered at menopause. Bone 1996; 19: 557-564.
Greenspan SL, Greenspan FS, Resnick NM et al. Skeletal integrity in pre-
menopausal and postmenopausal women receiving long-term L-thyrox-
ine therapy. Am J Med 1991; 91: 5-14.

Marcocci C, Golia F, Bruno-Bossio G et al. Carefully monitored levothy-
roxine suppressive therapy is not associated with bone loss in pre-
menopausal women. J Clin Endocrinol Metab 1994; 78: 818-823.
Paul TL, Kerrigan J, Kelly AM et al. Long-term L-thyroxine is associated
with decreased hip bone density in premenopausal women. JAMA 1988;
259: 3137-3141.

Stall GM, Harris S, Sokoll LJ, Dawson-Hughes B. Accelerated bone loss
in hypothyroid patients overtreated with L-thyroxine. Ann Intern Med
1990. 113: 265-269.

Burman KD. Is long-term levothyroxine therapy safe? Arch Intern Med
1990; 150: 2010-2013.

Utiger RD. Therapy of hypothyroidism: when are changes needed? N En-
gld Med 1990; 323: 126-127. N

www.nuclmed.gr

Hellenic Journal of Nuclear Medicine ¢ September - December 2008 m



