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Xpl11 translocation renal cell carcinoma with vertebral metastasis presenting

with low back pain and sciatica
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41-year-old male presented with lower back pain with

the right posterior thigh and calf pain, gross hematuria,
and accompanied by the bodyweight loss from 80 to 66 kg
in recent months. The patient visited the local clinic and
sciatica was impressed. Medication and rehabilitation were
in vain; therefore, he visited our outpatient department of
orthopedics. Magnetic resonance imaging (MRI) of the lumbar
spine revealed bulky soft tissue replaced near the whole fifth
lumbar vertebra, more at left aspect with destructive pattern
and pathological fracture [Figure 1], and epidural mass with
severe thecal sac compromised [Figure 2]. An exophytic
tumor from the lower pole of the left kidney was found
incidentally [Figure 1]. Further, the whole abdomen computed
tomography (CT) demonstrated the same findings, also found
some retroperitoneal lymphadenopathy (not shown). CT-guided
biopsies were performed for the renal and lumbar vertebral
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Figure 1: Magnetic resonance imaging of the lumbar spine revealed bulky soft tissue
replaced near the whole fifth lumbar vertebra, more at left aspect with destructive
pattern and pathological fracture, and an incidentally found exophytic tumor from
the lower pole of the left kidney
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lesions, respectively. The pathology showed solid-papillary
neoplasms composed of epithelioid clear cells with strong
nuclear labeling for transcription factor for immunoglobulin
heavy-chain enhancer 3 (TFE3) proteins in both left renal
[Figure 3] and vertebral [Figure 4] tumors, characteristic of
Xpl1 translocation renal cell carcinoma (RCC) with vertebral
metastasis. Now, the patient is treated with target therapy,
sunitinib, and radiotherapy.

Xpll translocation RCC is a member of microphthalmia-
associated transcription factor family translocation RCC, har-
boring gene fusions involving TFE3, which maps to Xpll,

Figure 2: Magnetic resonance imaging of the lumbar spine revealed bulky soft
tissue replaced near the whole fifth lumbar vertebra, with destructive pattern and
pathological fracture, and epidural mass with severe thecal sac compromised
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Figure 3: The pathology of the left renal tumor biopsy: Solid-papillary neoplasm
composed of epithelioid clear cells (H and E, x200) with strong nuclear labeling
for transcription factor for immunoglobulin heavy-chain enhancer 3 proteins
(inset, IHC, x400), characteristic of Xp11 translocation renal cell carcinoma

<R .9 i 4

with one of the multiple reported genes [1]. The two most
common translocation of Xpll translocation RCCs are t(X;1)
(p11.2;q21), which fuses the papillary RCC and TFE3 genes,
and t(X;17)(p11.2;q25), which fuses the alveolar soft part
sarcoma chromosome region, candidate 1 (ASPSCR 1) and
TFE3 genes. The fusions result in overexpression of aber-
rant TFE3 fusion proteins that activate expression of multiple
downstream targets for tumorigenesis [2].

The most distinctive histopathologic morphology of Xpl1
translocation RCCs is nested solid and papillary neoplasm
composed of epithelioid clear cells [1]. The definite diagnosis
is based on the strong nuclear TFE3 immunohistochemical
staining, which is highly sensitive and specific [3], or TFE3
break-apart FISH assays, which have proven to be more useful
because less susceptible to fixation issues [4].

Xpll translocation RCCs are rare, accounting for
1.6%—-4.0% of adult RCCs, and the median age is 41 years
(range 15-59 years) [S]. The prognosis for patients with
Xpll translocation RCCs is similar to the patients with the
most common type RCC-clear cell RCC, with most neo-
plasms presented at a low stage (pT1 or pT2) [5,6] and
seldom (14%) distant metastasis at presentation [5]. Only
distant metastasis and older age at diagnosis independently
predicted death based on the multivariate analyses [7].
CT or MRI is useful for the evaluation of metastasis. The
optimal treatment for Xpl11 translocation RCC remains to be
determined [5].
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Figure 4: The pathology of vertebral tumor biopsy: Similar solid-papillary neoplasm
composed of epithelioid clear cells with tumor necrosis (left field) (H and E,
x200) with strong nuclear labeling for transcription factor for immunoglobulin
heavy-chain enhancer 3 proteins (inset, IHC, x400), consistent with metastasis of
Xpl1 translocation renal cell carcinoma from the left renal tumor
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