WARACEL 59 : 503-506, 20134F

Birt-Hogg-Dubé JEBEAEIZFEHE L 72
BRFS VA0 & o0 IR AT O bR

A RS, KRR OIERh, ¥ K WH T
Zn iz, il mFE, I A B EHE
LT AR B e i PR 2

A CASE OF METASTATIC RENAL CELL CARCINOMA
ASSOCIATED WITH BIRT-HOGG-DUBE SYNDROME
TREATED WITH MOLECULAR-TARGETING AGENTS

Mami NARAMURA, Masahiro Yao, Futoshi SANO, Ryoko SARATA,
Tomoyuki TATENUMA, Kazuhide Makiyama, Noboru Nakaicawa and Yoshinobu KusoTa
The Department of Urology, Yokohama City University Hospital

A 56-year-old man was referred to our clinic because of left lumbar pain and a left solitary renal tumor
(9.8 cm in diameter) and bilateral pulmonary metastases detected by computed tomographic scan.
Pathologic diagnosis following open radical nephrectomy was papillary renal cell carcinoma, G2,
pT2aNOMI1. Subsequently, the patient was sequentially treated with interleukin-2 (3 months (mo),
progressive disease (PD)), interferon-alpha (3 mo, PD), and oral S-1 as a clinical trial (28 mo, PD). Because of
skin fibrofolliculomas, pulmonary cysts, and spontaneous pneumothorax history, Birt-Hogg-Dubé (BHD)
syndrome was suspected during the treatment course, despite his having no family history of the disease.
Subsequent genetic testing revealed a FLCN germline mutation (c. 1285dupC). He was started on
molecular-targeting therapies sequentially, 1.e., sorafenib (1 mo, PD), sunitinib (4 mo, PD), and everolimus (7
mo, PD).  The patient died of progressive disease at 78 mo from the initial nephrectomy and 30 mo from the
start of targeted agents. Loss of FLCN function has been shown to result in the upregulation of the
PIBK/mTORCI pathway in both in vitro experiments and ¢n vivo FLCN knockout mice models. Despite
its use as the sixth-line systematic treatment, the mTOR inhibitor everolimus exhibited a relatively long-term
effect as compared with the previously used tyrosine kinase inhibitors and in contrast to the results in the
RECORD-1 clinical trial. This finding may provide insight into the molecular mechanism of BHD-
associated renal tumors.
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Fig. 1. Chest-abdominal CT (plain). (a) A left kid-
ney tumor (9.8 X 6.3 cm) presented hetero-
geneous density. (b) and (c) Multiple me-
tastases and bullas in the bilateral lung fields.
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Fig. 2. Pathologic findings. Papillary RCC, G2,
pl2a.
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Fig. 3. Germline mutational analysis of the FLCN
gene. Sequence analysis revealed (c.
1285dupC) mutation in the exon 11.
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Fig. 4. Summary of clinical course and treatment.
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