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Metastasis of differentiated thyroid cancer
in the subchondral bone of the femoral
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Abstract

Background: Differentiated thyroid cancer (DTC) is relatively rare and can metastasize to both the lungs and bones.
The great majority of bone metastases occur in red marrow regions where blood flow is high. Only one patient has
been described with direct DTC metastasis to the subchondral bone of the femoral head.

Case presentation: The patient was a 68-year-old Japanese female who had presented with left hip joint pain at
age 63 years. At age 51 years, she had been diagnosed with DTC and underwent partial excision. X-rays showed
partial femoral head collapse, suggesting osteoarthritis or idiopathic necrosis of the left femoral head. Three years
later, a "*" | whole-body scan showed accumulation in the left femoral head, resulting in a diagnosis of DTC
metastasis to the left femoral head. Bipolar hip arthroplasty was performed. Examination of the excised femoral
head resulted in a final diagnosis of metastasis of follicular thyroid cancer, which was limited histopathologically to
the subchondral bone of the femoral head.

Conclusion: Tumor metastasis to the subchondral bone of the femoral head is exceedingly rare. Overall survival of
patients with bone metastasis is improved by complete resection. Differential diagnosis of patients with a previous

history of DTC who present with femoral head collapse should include bone metastasis of DTC.
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Background

Thyroid cancer is a relatively rare disease, accounting
for approximately 1 % of all malignant neoplasms, about
0.5 % in men and 1.5 % in women [1]. Various types of
thyroid cancer have been identified, including differenti-
ated thyroid cancer (DTC), Hiirthle-cell cancer, undiffer-
entiated carcinoma and medullary carcinoma. About
90 % of thyroid cancers are DTC, including both
papillary (70-75 %), and follicular (15-20 %) cancers.
Papillary DTC is characterized by indolence and local-
ized spread, but may metastasize to the lungs and bones.
Follicular cancer is known to preferentially metastasize
to the lungs and bones [2]. Bone metastases have been
reported in 2.3-12.7 % of patients with DTC [3]. Most
bone metastases occur in areas of high blood flow,
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including the red marrow regions of the axial skeleton,
including the vertebrae (42-52 %), femur (9-20 %), skull
(2-16 %) and pelvis (5-13 %) [4, 5].

Blood for the femoral head is supplied by branches of
the profunda femoris artery, e.g. the lateral and medial
circumflex femoral arteries. Furthermore, there is little
collateral circulation, resulting in ischemic necrosis.
Bone metastasis were reported difficult to distinguish
from osteonecrosis or arthritis on magnetic resonance
imaging (MRI) and fluorine-18 fluorodeoxyglucose
whole-body positron emission tomography (FDG-PET)
[6]. The most common site of femur metastasis in
various cancers, including thyroid cancer, is the femoral
neck (50 %), Followed by the subtrochanteric (30 %) and
intertrochanteric (20 %) regions [7, 8]. To date, no pa-
tient with breast cancer has shown a single metastasis to
the femoral head alone; rather, patients with femoral
head metastasis had more than five metastasic lesions
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each [9]. Thyroid cancer metastasis to the subchondral
bone of the femoral head is exceedingly rare, with only
one previous patient described [10]. This report de-
scribes a patient with a thyroid cancer metastasis to the
subchondral bone of the femoral head.

Case presentation

The patient was a 68-year-old Japanese female who had
presented with left hip joint pain at age 63 years. At age
51 years, she had been diagnosed with thyroid cancer
and underwent partial excision, with the pathological
diagnosis being a follicular DTC. At age 62 years, she
was diagnosed with cancer in the right kidney, which
was totally excised.

At her first visit for hip pain, physical examination of
the hip and blood tests showed no abnormal findings.
However, X-rays (Fig. 1a) and computed tomography
(CT) (Fig. 1b) showed partial femoral head collapse. On
MR, the focal lesion of the femoral head had a band-
like shape, with low intensity on T1WI and high inten-
sity on STIR, (Fig. 1lc, d). Bone scans showed no
accumulation of radioactivity, except for the femoral
head (Fig. 2). The patient was differentially diagnosed
with osteoarthritis of the hip or idiopathic necrosis of
the femoral head. Because she had slight pain in the hip
joint, she was followed up by X-rays of her hip joint.
Three years after the initial consultation, a bone metas-
tasis was observed in her right rib and was excised. The
excised tumor was diagnosed histopathologically as a
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metastasis of follicular thyroid cancer. Subsequently,
X-rays (Fig. 3a) and MRI (Fig. 3b) showed that the lesion
and the area of collapse had expanded, with a **! I whole-
body scan showing accumulation of radioactivity in the
left femoral head (Fig. 3c). These findings suggested that
the lesion in the femoral head was a metastasis of thyroid
cancer. The patient underwent bipolar hip arthroplasty
(BHA) (Fig. 4a), with the excised femoral head diagnosed
as a metastasis of follicular thyroid cancer. Histopatho-
logic examination showed that the cancer cells were lim-
ited to the subchondral bone of the femoral head (Fig. 4b).
The day after surgery, the patient was able to walk with
full-weight-bearing. At present, 18 months after BHA,
there has been no evidence of additional metastatic lesions
and her Musculoskeletal Tumor Society (MSTS) score
[11] is 100 %.

Conclusions

DTC is one of the most curable cancers [12]. DTCs are
characterized by a slowly progressive course, and have a
10-year survival rate of 80-95 % [2]. However, the
occurrence of distant metastases reduces the overall
10-year survival rate to 40 % [13]. Previous studies have
reported that 25 % of metastases were to the bone, 49 %
to the lung and 15 % to both. Bone metastases have been
reported in 2-13 % of patients with DTC, being sig-
nificantly more frequent in patients with follicular cancer
(7-28 %) than in those with papillary cancer (1.4-7 %)
[13-15]. The patient described here had follicular cancer.

on MRI, showing partially high intensity of the femoral head lesion

Fig. 1 a X-ray of the hip joint showing left partial femoral head collapse. b CT image showed a lesion in the loaded part of the left femoral head.
c Coronal T1 weighted image (TTWI) on MRI, showing low intensity of the left femoral head lesion. d Coronal short tau inversion recovery (STIR)
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Fig. 2 Bone scan showing that the only metastatic lesion was in the femoral head
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Patients with thyroid cancer and bone metastases have a
poor prognosis, with 10-year survival rates ranging from
0-34 % [16]. Complete resection of bone metastases of
DTC has been associated with a significant improvement
in survival [3, 17].

Most bone metastases of DTC occur in regions of
high blood flow, including the vertebrae (42-52 %),
femur (9-20 %), skull (2-16 %) and pelvis (5-13 %)
[4, 5]. Anatomically, bone metastasis to the femoral
head is very rare, with direct involvement of the sub-
chondral region reported in only one previous patient
[10]. Diagnosis is therefore very difficult, with these
lesions appearing similar on imaging modalities to
osteonecrosis and osteoarthrosis.

Bone metastases of thyroid cancer may be accom-
panied by pain, but often are clinically silent, making
them difficult to detect. Imaging modalities, including
whole body bone MRI, CT, bone scan, **' I whole-body

scan (WBS) and FDG-PET, should be performed in pa-
tients with suspected bone metastases of DTC. Whole
body MRI provides detailed images of both bone and
bone marrow. CT can evaluate the extent of metastatic
lesions and is especially useful for sites that are difficult
to evaluate. If whole body MRI or CT detects a bone
metastasis, a directed MRI or CT scan should be
employed to specifically define the lesion of interest and
aid in the planning of surgery or radiotherapy or the use
of novel modalities to treat destructive osseous metasta-
ses. Bone scans with **™Tc diphosphonate or methylene
diphosphonate (MDP) are most frequently used for
localization and staging. '*' I-WBS is more specific and
sensitive than a bone scan but only for well differen-
tiated thyroid cancer [4]. These scans have low sensi-
tivity in detecting distant metastases from thyroid cancer
and in localizing bone metastases. In contrast post-
treatment '*' [-WBS may be highly sensitive (61-65 %)
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Fig. 3 a X-ray of the hip joint 3 years after initial consultation, showing that the collapsed area had expanded. b Coronal T1 weighted MR image
showing expanded low intensity of the left femoral head lesion. ¢ "' | whole-body scan (WBS) showing accumulation of radioactivity in the left

in detecting osseous lesions, as in the patient described
here. Because 3! I-WBS can detect some, but not all,
bone metastases, further testing is needed [16]. For
example, FDG-PET shows preferential tracer uptake by
malignant cells with a high turnover rate due to
increased glucose metabolism. FDG-PET is useful in
patients with metastatic poorly differentiated thyroid
cancer, in those with high thyroglobulin levels and in pa-
tients negative on '*! I-WBS [18]. X-rays and CT scans
in the patient described here showed femoral head col-
lapse, whereas MRI showed that the focal lesion of the
femoral head had the shape of a band, with low intensity

on T1WI and high intensity on STIR. Furthermore, bone
scans showed no other metastatic lesions. The diffe-
rential diagnosis included osteoarthritis of the hip and
idiopathic necrosis of the femoral head. Three years
later, a metastasis in the right rib was detected, with 131
I-WBS showing the metastasis to the left femoral head.
Because the overall survival of patients with bone metas-
tasis is improved by complete resection, early diagnosis
and treatment is important. Bone metastasis of DTC
should be considered in the differential diagnosis of
patients with a previous history of DTC and femoral
head collapse.

Fig. 4 a X-ray, showing the left hip joint after BHA. b Photograph of the vertically divided left femoral head after surgery. DTC was observed in
the subchondral region of femoral head (arrowhead). There was no cartilage discontinuity
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Consent

Written informed consent was obtained from the patient
for publication of this case report and accompanying
images. A copy of the written consent is available for

review by the Editor-in-Chief of this journal.

Abbreviations

DTC: Differentiated thyroid cancer; CT: Computed tomography; MRI: Magnetic

resonance imaging; FDG PET: 2-deoxy-2-[fluorine-18]fluoro-D-glucose
integrated with computed tomography; '*' IFWBS: " | whole-body scan;
BHA: Bipolar hip arthroplasty.

Competing interests
The authors declare that they have no conflicts of interest.

Author’s contributions
TS, RT, ST, YM and NM diagnosed the Metastasis of differentiated thyroid

cancer in the subchondral bone of the femoral head. TS, RT, MS, KU and NM

operated this patient. TS, RT, ST and TK were providing valuable advice
working on the manuscript. NM, TS, RT, ST and YM wrote the manuscript.
MS, KU and TK were proof reading the manuscript, revising it critically.

All' authors have read and approved the final manuscript.

Acknowledgements
No other persons accept the authors contributed towards the article.
The authors received no funding for the manuscript preparation.

Received: 14 July 2015 Accepted: 3 October 2015
Published online: 09 October 2015

References

1.

2.

Ramadan S, Ugas MA, Berwick RJ, Notay M, Cho H, Jerjes W, et al. Spinal
metastasis in thyroid cancer. Head Neck Oncol. 2012;4:39.

Schlumberger MJ. Papillary and follicular thyroid carcinoma. N Engl J Med.
1998;338:297-306.

Bernier MO, Leenhardt L, Hoang C, Aurengo A, Mary JY, Menegaux F, et al.
Survival and therapeutic modalities in patients with bone metastases of
differentiated thyroid carcinomas. J Clin Endocrinol Metabol. 2001;86:1568-73.
Schirrmeister H, Buck A, Guhlmann A, Reske SN. Anatomical distribution and
sclerotic activity of bone metastases from thyroid cancer assessed with F-18
sodium fluoride positron emission tomography. Thyroid. 2001;11:677-83.
Wu K, Hou SM, Huang TS, Yang RS. Thyroid carcinoma with bone
metastases: a prognostic factor study. Clin Med Oncol. 2008;2:129-34.

Choi KH, Oh JK, Kim SH, Yoo ID, Choi EK, Han EJ. Osteonecrosis Mimicking
Bone Metastasis in Femoral Head on (18)F-FDG PET/CT: A Case Report.

Nucl Med Mol Imaging. 2011;45:68-71.

Nazario J, Tam AL. Ablation of bone metastases. Surg Oncol Clin North Am.
2011;20:355-68. ix.

Lane JM, Sculco TP, Zolan S. Treatment of pathological fractures of the hip
by endoprosthetic replacement. J Bone Joint Surg Am. 1980;62:954-9.

Kim SH, Yoo HJ, Kang Y, Choi JY, Hong SH. MRI findings of new uptake in
the femoral head detected on follow-up bone scans. AJR Am J Roentgenol.
2015;204:608-14.

Peterson JJ, Manning TA, Callaghan JJ, El-Khoury GY. Subchondral
metastasis: report of five cases. lowa Orthop J. 1999;19:129-35.

Enneking WF, Dunham W, Gebhardt MC, Malawar M, Pritchard DJ. A system
for the functional evaluation of reconstructive procedures after surgical
treatment of tumors of the musculoskeletal system. Clinical orthopaedics
and related research. 1993;241-246.

Schlumberger M, Baudin E, Travagli JP. Papillary and follicular cancers of the
thyroid. Presse Medicale. 1998,27:1479-81.

Muresan MM, Olivier P, Leclere J, Sirveaux F, Brunaud L, Klein M, et al. Bone
metastases from differentiated thyroid carcinoma. Endocrine-related cancer.
2008;15:37-49.

Demura S, Kawahara N, Murakami H, Abdel-Wanis ME, Kato S, Yoshioka K,
et al. Total en bloc spondylectomy for spinal metastases in thyroid carcinoma.
J Neurosurg Spine. 2011;14:172-6.

Hindie E, Zanotti-Fregonara P, Keller |, Duron F, Devaux JY, Calzada-Nocaudie M,
et al. Bone metastases of differentiated thyroid cancer: impact of early
131-based detection on outcome. Endocr Relat Cancer. 2007;14:799-807.

Page 5 of 5

16. Wexler JA. Approach to the thyroid cancer patient with bone metastases.

J Clin Endocrinol Metabol. 2011;96:2296-307.

Zettinig G, Fueger BJ, Passler C, Kaserer K, Pirich C, Dudczak R, et al. Long-term
follow-up of patients with bone metastases from differentiated thyroid
carcinoma - surgery or conventional therapy? Clin Endocrinol. 2002;56:377-82.
Wang W, Larson SM, Fazzari M, Tickoo SK, Kolbert K, Sgouros G, et al.
Prognostic value of [18F]fluorodeoxyglucose positron emission tomographic
scanning in patients with thyroid cancer. J Clin Endocrinol Metab.
2000;85:1107-13.

Submit your next manuscript to BioMed Central
and take full advantage of:

¢ Convenient online submission

¢ Thorough peer review

* No space constraints or color figure charges

¢ Immediate publication on acceptance

¢ Inclusion in PubMed, CAS, Scopus and Google Scholar

* Research which is freely available for redistribution

Submit your manuscript at
www.biomedcentral.com/submit

( BiolVied Central




	Abstract
	Background
	Case presentation
	Conclusion

	Background
	Case presentation
	Conclusions
	Consent
	Abbreviations
	Competing interests
	Author’s contributions
	Acknowledgements
	References



