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Abstract

Renal cell carcinoma (RCC) is the most common solid lesion in the kidney and accounts for approximately 90% of all kidney
malignancies. Metastasis usually occurs a few years after the diagnosis of RCC, but metastases can be seen at first presentation in
some patients. Pure metastasis of RCC without kidney lesions is an extremely rare seen entity. Herein, we aimed to present a pure
metastatic RCC (mRCC) in several lymph nodes without a kidney mass. A 41-year-old male was diagnosed with multiple
lymphadenopathies based on imaging conducted after a work accident. No other lesion was detected. An excisional biopsy was
performed on the supraclavicular lymph node. Histopathological examination of sample revealed a Type 2 papillary RCC
metastasis. No primary lesion was observed in both kidneys in CT/MRI imaging. As a result, the patient was diagnosed as a pure
metastatic papillary RCC and sunitinib treatment was started. After the treatment, metastatic lesions regressed, however, patient
died due to COVID-19. In the literature, MRCC of unknown primary represents an aggressive metastatic malignancy and can be
considered a poor prognostic factor in itself. However, in some cases as such in our patient, appropriate treatment could be
beneficial in terms of metastatic regression. Pure metastatic RCC has been reported with only case reports and series. The
treatment and prognosis in these patients are heterogeneous.
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1. Introduction

Kidney cancers constitute approximately 3% of all cancers
and the highest incidence is seen in Western countries [1, 2].
Renal cell carcinoma (RCC) is the most common solid lesion
in the kidney and accounts for approximately 90% of all
kidney malignancies. The highest incidence is seen at the age
of 60-70 years and there is a 1.5:1 dominance in men com-
pared to women [3]. RCC includes different subtypes with
specific histopathological and genetic features [4]. With
approximately 99,200 new RCC cases and 39,100 kidney
cancer-related deaths in the EU in 2018, there has been a 2%

annual increase in the incidence of RCC over the past 20 years,
both worldwide and in Europe [1]. The etiology of RCC
includes lifestyle factors such as smoking, obesity, and hy-
pertension [5].

Computed tomography (CT), ultrasound (US), and mag-
netic resonance imaging (MRI) are imaging modalities used
to detect and characterize renal masses as solid or cystic [6].
Positron emission tomography (PET) is increasingly used in
papillary RCC (pRCC), but PET is not currently a standard
investigation in clear cell RCC (ccRCC) patients [7, 8].
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Due to the mutation in the von Hippel-Lindau gene, high
amounts of VEGF (vascular endothelial growth factor) are
produced. This results in increased angiogenesis, cell growth,
metabolism, and immunosuppression [9].

There are three main types of RCC: ccRCC (70-80%),
pRCC (%10-15) and chromophobic RCC (4-5%). The re-
maining 10% are renal pelvis carcinomas and unclassified
groups [4]. In general, 60% of RCC patients, 87% of patients
with stage T1a, and 36% of patients with stage 3 or 4 disease
were diagnosed incidentally [10]. There are differences in
prognosis between RCC subtypes in terms of tumor stage and
grade and cancer-specific survival. When comparing different
RCC subtypes, pRCC type | has a significantly lower risk of
death compared to non-metastatic ccRCC and pRCC type Il
[11].

Metastasis usually occurs a few years after the diagnosis of
renal primary cancer, but metastases can be seen at first
presentation in up to 30% of patients [12]. The most common
targets for metastases are the lung, bone, lymph nodes, ad-
renal glands, brain, liver, and contralateral kidney [13, 14].
However, pure metastasis of RCC without kidney lesions is an
extremely rare seen entity. Herein, we aimed to present a pure
metastatic RCC (mMRCC) in several lymph nodes without a
kidney mass.

2. Case Presentation

In December 2020, a 41-year-old male was diagnosed with
right hilar, paraaortic and supraclavicular lymphadenopathy
on imaging performed after a work accident in Germany. No
other lesion was detected.

The patient was admitted to our clinic and an excisional
biopsy was performed on the supraclavicular lymph node
lesion. In samples consulted to pathology departments in 4
different centers, histopathological examination revealed a
Type 2 papillary RCC metastasis. No primary lesion was
observed in both kidneys in CT or MRI imaging. As a result,
the patient was diagnosed as a pure metastatic papillary RCC
patient and sunitinib treatment was started. After the treat-
ment, metastatic lesions regressed, however, the patient died
due to COVID-19 disease during the treatment phase.

3. Discussion

In the literature, pure metastatic RCC (mRCC) without a
primary kidney mass is extremely rare and has been reported
with only case reports and series. In patients without an iden-
tifiable kidney primary, tissue removal from the metastatic
site is critical for diagnosis. The prognosis in these patients is
heterogeneous.

When the literature is reviewed, there are 29 patients with
pure mRCC cases without primary lesions, including our case
[15-32]. The mean age of the patients was 61, 80 (from 34 to
83). 22 of them were male (75.8%) and the remainings were

26

female (24.2%). Histological patterns of metastatic lesions
were reported as ccCRCC in 15 patients (51.7%), pRCC in 6
patients (20.7%), and unclassified in 8 patients (27.6%) [15].
Metastastatic localisations were the lung/pleura (n:6), lymph
nodes (n:17), bone tissues (n:6), liver (n:5), soft tissues (n:6),
adrenals (n:3), pancreas, epidural, parotid gland and pericar-
dium (n:1 for each).

Out of 29 patients, 20 patients had metastasis on at least two
different localisations. 22 patients were treated with chemo-
therapeutic agents including pazopanib, sunitinib, sorafenib,
temsirolimus and everolimus, except that 7 patients did not
receive any chemotherapeutic treatment. Surgical excision of
the metastatic lesion was performed in seven patients as a
treatment option for patients not receiving chemotherapeutic
treatment.

4. Conclusion

Cancers of unknown primary location constitute 3% to 5%
of all malignancies [31]. Cancers of unknown primary loca-
tions usually have poor outcomes and the average life ex-
pectancy is between 4-12 months [32]. In the literature,
mRCC of unknown primary represents an aggressive meta-
static malignancy and can be considered a poor prognostic
factor in itself. However, in some cases as such in our patient,
appropriate treatment could be beneficial in terms of meta-
static regression.

There are opinions that they are very small tumors that
metastasized early for mRCC of unknown primary. In 2
patients with mRCC detected without a primer, the primary
tumor became visible on follow-up scans. However, a primary
tumor was never seen in other patients who followed up. This
also raises the hypothesis that the detected metastatic lesion
may actually originate from immature embryological meso-
nephric remnants [17]. Another view is that these are ectopic
kidney tissue [18]. We also see this embryological explana-
tion in GCT (germ cell tumor) cancers from the extragonadal
testis.

The number of non-primary mRCC cases is increasing with
the developing technology and diagnostic methods. When
sufficient data and analysis are available, treatment and fol-
low-up protocols that can be applied to such patients will have
a place in subgroups in urology and oncology guidelines.
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