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Occult hepatocellular carcinoma presenting with humeral
metastasis as the initial manifestation: a case report
and literature review
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Abstract Background and Aims: Hepatocellular carcinoma (HCC) presenting initially with bone metastasis is

uncommon, and metastasis to the appendicular skeleton is particularly rare. These cases often lack
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typical liver disease history, elevated alpha-fetoprotein (AFP), or characteristic imaging findings, leading
to frequent misdiagnosis or delayed diagnosis. This study reports a rare case of occult HCC presenting
with humeral metastasis and reviews the literature to improve clinical recognition and management.
Methods: The clinical data of a 42-year-old male patient presenting with humeral metastasis as the
initial manifestation admitted in August 2025 were retrospectively analyzed, including laboratory tests,
multimodal imaging findings, histopathological and immunohistochemical results, treatment, and follow-
up outcomes. Relevant literature was also reviewed.

Results: The patient presented with left shoulder pain. Imaging revealed osteolytic destruction of the left
humerus. PET/CT incidentally detected multiple hepatic lesions without significant FDG uptake.
Contrast-enhanced ultrasound demonstrated atypical enhancement patterns, initially suggesting a
perivascular epithelioid cell tumor. Histopathological and immunohistochemical examination of biopsy
specimens from both the humeral and hepatic lesions confirmed moderately differentiated hepatocellular
carcinoma with humeral metastasis (CNLC stage IIIb). The patient received systemic therapy with
sintilimab plus bevacizumab, followed by transcatheter arterial chemoembolization. After 6 months of
follow-up, the intrahepatic lesions had decreased in size, the bone metastasis remained stable, and pain
symptoms were significantly relieved.

Conclusion: HCC presenting with humeral metastasis as the initial manifestation is extremely rare and
may lack typical imaging and serological features. Clinicians should consider HCC in patients with
unexplained bone metastasis even in the absence of liver disease history or elevated AFP. Multimodal
imaging and pathological biopsy are essential for accurate diagnosis and appropriate management.
Carcinoma, Hepatocellular; Neoplasm Metastasis; Humerus; Multimodal Imaging
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Figure1 MRI and CT findings A-B: MRI shows a mass with short-to-isointense signal on T1-weighted imaging and iso- to

hyperintense signal on T2-weighted imaging in the upper segment of the left humerus, with cortical bone destruction; C: CT

shows osteolytic bone destruction in the upper segment of the left humerus

B2 £5PET/ICTER  A: ZEMILEWIEAL BARF MR B: R AR <25%; C: AFEABORRE & % R R,
A DL SAGRN 53 A S e 2R
Figure 2 Whole-body PET/CT findings A: Increased radiotracer uptake in the lesion of the left humerus; B: Delayed imaging
shows an increase in uptake of less than 25%; C: A relatively hyperdense mass is observed in the liver without abnormal
radiotracer uptake
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Figure 3 Ultrasound findings

A: Conventional ultrasound shows a hypoechoic mass and nodules in the right anterior lobe of the
liver, with punctate and linear blood flow signals within; B-D: Contrast-enhanced ultrasound shows marked
hyperenhancement of the larger lesion in the arterial phase with disorganized intralesional vessels, followed by

hypoenhancement in the portal and delayed phases, and the peripheral nodules (as arrows indicated) show

hyperenhancement in the arterial phase and isoenhancement in the portal and delayed phases

SR Wr, A E B SUE R, SRR . A
il e Rt (1K1 4A) 5 ey 41 Ak 3R 3K JHF 40 i 4 O
FRic, WA FERYE HCC, ANREHERTE R ME AT RE IR
L T
HepPar-1 (+), Glypican-3 (#43+), AFP (-),
Arg-1 (55+), Ki-67 (2y20%+), H3K36M (-),
S-100 (-), SATB2 (H(fES5+), HMB45 (-),

CK-Pan (+ ), vimentin ( — ) ,

B4 FRERELER (HE x400)
Figure 4 Histopathological findings (HE x400)
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A: Metastatic HCC in the left humerus; B: Moderately differentiated HCC
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