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Abstract

The lung is a common arena for metastases of tumors with different localization, but endobronchial localization of metastases is very
rare. The most common tumors with endobronchial localization of metastasis are renal, breast, and colorectal cancer. We report a man
presenting with cough and hemoptysis. Endobronchial biopsy showed renal cell carcinoma and micro-invasive bronchogenic squamous
cell carcinoma. Endobronchial metastases from renal cell carcinoma are rare. The squamous cell lung cancer is one of the most common
cancers in men, but the combination of renal cell carcinoma and micro-invasive squamous cell carcinoma with endobronchial localiza-

tion is a casuistic case.
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INTRODUCTION

Lung cancer is the second most common malignan-
cy worldwide and the leading cause of death in 2020.!!
Metastases from extrapulmonary malignancies are ob-
served frequently in lungs, while endobronchial metas-
tases from extrapulmonary malignancies are rare and
may have distinct histopathological etiologies: primarily
tumors of the kidneys, breast, colorectum, ovaries, uter-
us, cervix, thyroid, testes, prostate, adrenal gland, skin,
and testicles.?) In this report, we present a case of endo-
bronchial combination or collision between primary mi-
cro-invasive bronchogenic squamous cell carcinoma and
metastatic clear cell renal cell carcinoma. Broadening the
knowledge about the localization of these rare tumors
could significantly aid in the early detection and manage-
ment of these malignancies.

CASE REPORT

A 61-year-old man, who was a 20-pack-years active smok-
er, was admitted to the Thoracic Surgery Department with a
two-month history of cough and hemoptysis. Five years ago,
he underwent surgery of his right kidney with a nephrectomy
for clear cell renal cell carcinoma. The patient was clinical-
ly stable since the surgery until the onset of cough and he-
moptysis. Chest X-ray on admission showed no pulmonary
infiltrates. He underwent fibro-optical bronchoscopy, which
showed a white, slightly raised, and initially ulcerated plaque
that did not obstruct the bronchus. Most of the tumor was
removed with the use of snare diathermy. Histological ex-
amination showed a bronchial wall lined with cylindrical
respiratory epithelium showing histological signs of mild to
moderate dysplasia. In one area, the focus was micro-invasive
squamous cell carcinoma with an adjacent erosion area and
hemosiderin pigment (Figs 1a, 1b). There were subepitheli-
al visible nests and sheets of cells with clear cytoplasm and
distinct membrane with small atypical nuclei at some points.
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There were no signs of keratinization in the cell composition
(Figs 1a, Ic). The immunohistochemistry with CDI10 and
Vimentin demonstrated positivity in areas of clear cells (Fig.
2a). p40 was positive in the field of squamous cell carcinoma
(Fig. 2b). TTF-1, CK 7, and Napsin A were negative in both
tumor sections. The proliferative activity established with Ki
67 was 12% in the squamous cell component and 30% in the
clear cell component. Our conclusion was a coexistence of two
tumors in the endobronchial space, metastases of clear cell re-
nal cell carcinoma and primary micro-invasive squamous cell
carcinoma of the lung. Follow-up with PET/CT three weeks
later revealed no abnormal hypermetabolic activity. The pa-
tient was referred to the Tumor Board for therapy.

DISCUSSION

Renal cell carcinoma can present with metastases, tumor
embolism, arteriovenous fistulas, para-neoplastic man-
ifestations, cough, and diaphragmatic palsy. In turn, the

metastases in the respiratory system can be endobronchi-
al, pleural, parenchymal, nodal metastases, and pleural
effusion.’) Breast, colorectal and renal cell carcinomas
are commonly associated with endobronchial metastases
(EBM). Tumors with rarer EBM are the tumors of the na-
sopharynx, thyroid, uterus, ovary, testis, prostate, adrenal
glands, and skin.!?! EBM is defined as a bronchoscopical-
ly visible non-pulmonary tumor engaging the proximal
central bronchus or sub-segmental bronchi with a lesion
histologically similar to the primary tumor./ Gong et al.”
reported in their study that the most common sites of me-
tastasis of RCC were the lung (45%), followed by the bones
(30%), lymph nodes (22%), and liver. The essential finding
in the present study was that RCC metastases to the lung
have a better prognosis. Our patient presented with cough
and hemoptysis five years after getting diagnosed with
RCC. Recurrence of RCC after resection usually depends
upon the advanced stage of the disease at the time of initial
presentation. According to the four developmental modes
of EBM as described by Kiryu et al.,, our case was type I

Figure 1. Histology (H&E): A. Histological view showing focus from micro-invasive squamous cell carcinoma with an erosion area and

hemosiderin pigment adjacent. Subepithelial visible nests and sheets of cells with clear cytoplasm and distinct membrane with small in

places atypical nuclei (magnification x25); B. Micro-invasive squamous cell carcinoma with an erosion area and hemosiderin pigment

adjacent (magnification x100); C. Nests and sheets of cells with clear cytoplasm and distinct membrane with small in places atypical

nuclei (magnification x100).
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Two Tumors in the Bronchus

Figure 2. Immunohistochemistry: A. Positive expression of CD10 in areas of clear cells for renal cell carcinoma - clear cell type (mag-

nification x25); B. Positive expression of p40 in the field of squamous cell carcinoma (magnification x25).

with direct metastasis to the bronchus. The other modes
are type II, in which the bronchial invasion is by a paren-
chymal lesion, type III, in which the bronchial invasion is
by mediastinal or hilar lymph node metastasis, and type IV,
in which the peripheral lesions extend along the proximal
bronchus.* The peculiarity of our case is the simultaneous
coexistence of renal cell carcinoma and primary microin-
vasive bronchogenic squamous cell carcinoma in the en-
dobronchial space. A search in Medline PubMed database
using the terms ‘EBM, ‘renal cell carcinoma, ‘Primary mi-
croinvasive squamous cell carcinoma in the endobronchial
space, and ‘two tumors in the endobronchial space’ yielded
no findings of published reported cases of coexistence in
the same site of two or more tumors. We therefore con-
cluded that the case presented herein was probably the first
reported case of coexistence of two tumors in the endo-
bronchial space, namely metastases of renal cell carcinoma
and primary microinvasive squamous cell bronchogenic
carcinoma. At the same time, we were faced with the di-
lemma of whether this coexistence of two tumors in the
endobronchial space belongs to the group of composite or
collision tumors. A collision tumor represents the coexis-
tence of two adjacent but histologically different neoplasms
occurring in the same organ with completely different basal
layers or stroma.l! Guided by the definition so cited, we
assume that it is a composite tumor in the endobronchial
space. The cause of the pulmonary collapse in our practice
is more often due to primary damage to the endobronchial
space than to the damage caused by endobronchial metas-
tasis. Clinical suspicion should always be present with the
case presented of EBM especially in patients with previous
neoplasms, which requires a thorough history, clinical and
paraclinical examination. Our case emphasizes the impor-
tance of distinguishing between EBM and primary lung

cancer because the methods of treatment differ significant-
ly, but always keep in mind the rare possibility of composite
and collision tumors in an organ.

CONCLUSIONS

Endobronchial metastases occur in various types of ma-
lignancies. They should always be differentiated from pri-
mary lung carcinomas as they carry a poor prognosis and
demand a different treatment protocol when compared to
that of primary lung tumors. The course and approach to
the treatment of composite and collisional tumors have not
yet been sufficiently studied.
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Pe3rome

JIérkie sIBIISIOTCA OO1IIETT apeHOI MeTAaCTa30B OIYXOJIell pas/IIMIHOl IOKA/TN3ALUM, OFHAKO SHAO0OPOHXIMATbHAS TOKAIN3ALIIsI MeTac-
Ta30B BCTPeYaeTCst 04eHb penko. Hanbomee acTbIMI OLYXO/IAMM C SH0OPOHXMAIBHOI TOKaIM3ALMell METACTa3POBAHS AB/IAIOTCS
PaK IIOYKH, MOJIOYHOJ JKe/e3bl 1 KOJIOPEeKTa/IbHbIIT pak. MBI coob1aeM 0 My)X4IHe C Kall/IeM 1 KpOBOXapKaHbeM. HI00pOHXMATIb-
Hast 61OTICHs [TOKa3a/Ia TOYeYHO-K/IETOYHDII PaK I MUKPOMHBA3VBHbI/T OPOHXOTEHHBIIT IVIOCKOK/IETOYHBII paK. JHIOOPOHXMATbHbIE
MeTacTasbl I0Y€YHO-K/IETOYHOTO PaKa BCTPEYATCs pefko. [IJIOCKOKIETOYHDII PaK JIETKOrO SAB/ISETCS OFHUM 13 Harbosiee YacThiX
OHKOJIOTMYeCKIUX 3a00/IeBaHMUIT Y MY>XXUMH, OGHAKO COYeTaHMe IIOYeYHO-KIETOYHOTO paKa ¥ MUKPOMHBA3MBHOTO IVIOCKOK/IETOYHOTO
paka ¢ S3HFOOPOHXMAIBHOI IOKaMU3ALYel B/IAETCA Ka3yHCTUUECKUM CITyIaeM.

KnwoueBble cnoBa

6p0HXOFeHHbII7I PakK, Ka3yncTuka, 3HJI06pOHXI/IaTIbHO€ MeTacTa3ypoBaHue, TI0YeYHO-K/I€TOYHBIN pak
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