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Abstract

Kidney cancer is a primary malignant tumor of the renal parenchyma, with clear cell carcinoma being the most common 
histological type. At the time of diagnosis, up to 30% of patients have metastatic disease. Kidney cancer is resistant to chemotherapy 
and radiotherapy, but with the advent of immunotherapy and targeted therapies (anti-angiogenic), the prognosis of metastatic renal 
cell carcinoma (mRCC) has significantly improved.

The aim of our work is to analyze the different epidemiological, clinical, histoprognostic, and therapeutic aspects of kidney 
cancer in our context through a retrospective study involving 95 patients with locally advanced or metastatic kidney cancer collected 
in the medical oncology department of the Hassan II University Hospital in Fez from January 2016 to September 2023.

The average age of our patients was 60 years, ranging from 40 to 65 years, with a male predominance with a sex ratio of 1.3. 
Discovery was incidental in four patients (4%), and symptomatic in 91% of cases. Metastases were present in all our patients, with 
the preferred locations of these metastases being lymph node (46%) and pulmonary (23%).

Surgical intervention was performed in 20 patients, with 13% of patients undergoing nephrectomy before the diagnosis of 
metastatic disease (i.e., those with metachronous metastases). Five patients underwent cytoreductive nephrectomy. None of our 
patients underwent distant metastasis resection. The Fuhrman grade was specified in 95% of cases, distributed as grade 4 (16.8%), 
grade 3 (34.7%), grade 2 (38.9%), and grade 1 (9.5%). 36% (34) of patients were at unfavorable risk, 35% (33) at intermediate risk, 
and 26% (25) at favorable risk according to the IMDC classification of metastatic kidney cancer.

In the first line, 3 (4.5%) patients received systemic treatment based on a combination of immunotherapy such as Pembrolizumab 
and a VEGFR inhibitor such as axitinib, 37 (49%) received Sunitinib alone, 21 (28%) received Pazopanib, 13 (17%) received 
Bevacizumab, and 7 (10.4%) were placed under surveillance.

Among patients who progressed (N=55), 54% (N=30) received second-line treatment. The most commonly used second-line 
treatments were sunitinib (N=11), axitinib (N=7), pazopanib (N=5), bevacizumab (N=5), and everolimus (N=2). The use of these 
drugs depended on their availability at Hassan II University Hospital.

After a median follow-up of 12 months, the median progression-free survival was 7.2 months (95% CI, 3 to 23), and the median 
overall survival was 13 months (95% CI, 3.33 to 6.5).

Kidney cancer mortality remains high despite progress; however, the reform of the national healthcare system and the 
generalization of medical coverage have allowed greater accessibility to new therapies.
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Introduction
Kidney cancer is a primary malignant tumor developed from 

the renal parenchyma. It represents 3% of all malignant tumors in 
adults and ranks third among urological cancers after prostate and 
bladder cancer [1,2]. It is characterized by a male predominance, 
with a sex ratio of about two men to one woman. The median age at 
the time of kidney cancer diagnosis is 67 years in men and 70 years 
in women.

Kidney cancer has variable incidence rates according to geo-
graphical regions. In Morocco, kidney cancer accounted for 32.7% 
of urinary system cancers, which represented 1.3% of all cancers 
recorded in 2020 according to the Global Cancer Observatory 
[3]. Several risk factors are involved, including smoking, obesity,  
hypertension, and chronic kidney disease [4]. Additionally, there 
are various hereditary conditions predisposing to kidney can-
cer. Approximately 2 to 3% of all renal cell carcinomas (RCC) are  
hereditary, with several autosomal dominant syndromes described, 
each with distinct genetic bases and phenotypes, the most common 
being Von Hippel-Lindau (VHL) disease. Patients with multiple and 
bilateral lesions and/or other associated disorders should be tested 
for these germline mutations as their recognition is important.

Kidney cancer is histologically heterogeneous, with various 
histological types. Clear cell renal cell carcinomas (ccRCC) repre-
sent 80% of malignant renal tumors in adults, with the remain-
ing 20% consisting of several histological subtypes with different  
histological, molecular, and cytogenetic profiles [5]. Papillary and 
chromophobe RCCs represent 80% of non-ccRCCs.

Its diagnosis has significantly evolved over the past decades, 
with increasing incidental detection in developed countries.  
Diagnosis is typically suggested by ultrasound and further investi-
gated by computed tomography, which assesses local invasiveness, 
potential lymph node involvement, or distant metastases. Magnetic 
resonance imaging (MRI) can provide additional information on lo-
cal advancement and venous involvement of the tumor thrombus. 
Renal tumor biopsy provides histopathological confirmation of ma-
lignancy with high sensitivity and specificity.

Management of renal cell carcinomas (RCC) has undergone un-
precedented changes. Recent discoveries have renewed interest in 
targeted therapy and immunotherapy in metastatic RCC.

The aim of this study is to evaluate the clinical, epidemiological,  
histological, and therapeutic aspects of metastatic kidney cancer at 
the Hassan II University Hospital Medical Oncology Department in 
Fes.

To achieve this objective, we will divide this work into two 
parts, a first part for background information, and a second part 
where we will present our results before discussing them while re-
lying on literature data.

Patients and methods
Our study is a retrospective analysis involving 95 patients  

diagnosed with metastatic kidney cancer, collected from the Medical  
 

 
Oncology Department of Hassan II University Hospital in Fez over a  
seven-year period from January 2016 to September 2023.

The included patients were aged >18 years and had histolog-
ically confirmed metastatic kidney cancer. Data collection was 
conducted from consultation records and patient files. Kaplan-Mei-
er survival analysis was used to determine overall and progres-
sion-free survival rates. Cox proportional hazards modeling anal-
ysis was employed to compare outcome parameters. A significance 
level of p<0.05 was used for all tests. Statistical software SPSS ver-
sion 22 (IBM Corporation, New York, USA) was used for all analyses.

Result
In total, data from 95 cancer patients were reviewed, The age 

of the patients ranged from 40 to 65 years, with a mean age of 60 
years. In our series, there were 53 male patients (56%) and 42 fe-
male patients (44%), resulting in a sex ratio of 1.3.

The most common clinical manifestation was lower back pain; 
specifically, lumbalgia was observed in 64 of our patients, account-
ing for 67% of cases. Through the study of our series, the general 
condition data, assessed using the WHO performance status scale, 
were as follows: 65% had an Eastern Cooperative Oncology Group 
(ECOG) performance status of 0 to 1, 20% had an ECOG of 2, and 
15% had an ECOG of 3.

Following this clinical symptomatology, 35 patients underwent 
renal ultrasound. Radiological staging was based on an extension 
assessment performed for all patients. It consisted of a thoraco-ab-
domino-pelvic CT scan with additional cerebral imaging in case 
of neurological symptoms. At the end of this assessment, distant 
nodal metastases were identified in 46%, pulmonary metastases in 
23% of patients, bone metastases in 20%, and brain metastases in 
3% (Figure 1).

Renal biopsy was performed in 76 patients as they were meta-
static from the outset. Twelve cases underwent prior nephrectomy 
to provide histological evidence of their kidney cancer, 3 underwent 
extended nephrectomy for hemostatic emergency, and cytoreduc-
tive nephrectomy was instituted in 5% of patients. Anatomopatho-
logical study revealed a predominance of clear cell renal carcino-
ma in 63 patients, accounting for 66.3%; papillary carcinoma was 
found in 16 patients (16%), chromophobe carcinoma in 7 patients 
(7%), and leiomyosarcoma in one patient. The different histological 
varieties are listed in (Table 1).

Based on clinical and biological data, three prognostic groups 
were defined. The majority of patients were classified as interme-
diate prognosis, accounting for 39% (34), while 31% and 26% of 
patients were classified as poor and good prognosis, respectively.

On the therapeutic front and in a metastatic setting, whether it 
occurred de novo or recurred after curative surgical treatment, 75 
patients received targeted therapy as monotherapy. Among them, 
49% (N=37) were treated with Sunitinib, 28% (N=21) with Pazo-
panib, and 17% (N=13) with Bevacizumab. The pembrolizumab/
axitinib combination was administered as first-line treatment in 
4.5% (N=3) of cases.
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Figure 1: Metastatic sites.

Table 1: Distribution of patients according to histological type.

Histological type Number Percentage %

Clear cell carcinoma 63 66,3

Papillary carcinoma 16 16

Chromophobe carcinoma 7 7

Leiomyosarcoma 1 1

The median overall survival was 13 months (Figure 2), while the progression-free survival was 7,2 months.

Figure 2: Overall survival curve estimated by the Kaplan Meier method.

Discussion
Kidney cancer is the third most common cancer of the urogeni-

tal system, following prostate and bladder cancer. It represents 3% 
of solid adult cancers. An increase in the number of kidney cancer 
cases has been recorded in the past 25 years, particularly in high-in-
cidence countries such as Europe and North America. However, this 
growth has slowed since the year 2000, especially in certain Eu-
ropean countries (Sweden, Finland, Poland, and the Netherlands). 

The lowest incidence rates are observed in Africa, Asia, and the Pa-
cific Islands (less than 1.5/100,000 inhabitants).

This recent increase in incidence appears to be associated with 
earlier stages, likely due to a high frequency of incidentally discov-
ered kidney cancer following widespread use of medical imaging.

In our series, the average age of patients was 60 years, with ex-
tremes ranging from 40 to 65 years. The most affected age groups 
were those between 60 and 69 years old (37%). The average age 
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of our patients indicates that kidney cancer is a condition of the 
elderly, with a typical presentation in the sixth and seventh decades 
of life [6].

The clinical profile of our series was comparable to that of 
JANANE [7], regarding 47 cases of kidney cancer in 2003. The array 
of clinical signs varies, with the most dominant reason for consulta-
tion being unilateral lumbago (81%), followed by hematuria (25%) 
and a lumbar mass (10%).

CT scan is the reference examination for assessing regional ex-
tension, with sensitivity evaluated between 60 and 92% and spec-
ificity between 91 and 100%. Local extension is similarly assessed 
by CT scan and MRI [8,9], which allows for the detection of neoplas-
tic infiltration of the renal lodge, adrenal gland, and renal sinus fat. 
The condition of the renal sinus fat and renal lodge can be readily 
analyzed.

The histological report established by the pathologist, regard-
less of the surgical specimen, should include data necessary for 
the optimal therapeutic management of the patient, based on the 
recommendations of the National Cancer Institute (INCa). These 
histopathological data will allow for the determination of the his-
tological subtype, Hist prognostic criteria, and the pTNM 2009 
stage. In the case of total nephrectomy, the histological subtype of 
the renal tumor according to the WHO 2004 classification, tumor 
size, Fuhrman nuclear grade, estimated percentage of sarcomatoid 
component, tumor necrosis, vascular emboli, locoregional invasion 

involving hilar fat, perirenal fat, and/or beyond the Gerota’s fascia, 
presence of tumor emboli in the renal vein or its branches, invaded 
lymph nodes, invasion of the adrenal gland, associated lesions, and 
pTNM 2009 [10] classification will be assessed.

In our series, renal biopsy was performed in 76 patients as they 
were metastatic from the outset. Twelve cases underwent prior ne-
phrectomy to provide histological evidence of their kidney cancer, 3 
underwent extended nephrectomy for hemostatic emergency, and 
cytoreductive nephrectomy was instituted in 5% of patients. In our 
series, all clinical, radiological, and anatomopathological diagnos-
tic elements were consistent with literature data. In the absence of 
randomized studies on the role of nephrectomy in the era of im-
munotherapies, first-line systemic treatment remains recommend-
ed for intermediate and poor-risk groups. The role of deferred ne-
phrectomy needs to be determined in patients who respond well.

Treatment with first-generation TKIs like sunitinib, sorafenib, 
and pazopanib in patients with mRCC leads to the development of 
primary and acquired resistance to these drugs. Therefore, these 
therapeutic agents may be replaced by more effective TKIs such as 
cabozantinib, axitinib, lenvatinib, and tivozanib. Treatment with 
cabozantinib has demonstrated an increase in progression-free 
survival (PFS) among mRCC patients compared to sunitinib (Ta-
ble 2) [11]. Axitinib, a multi-receptor anti-angiogenic inhibitor, has 
shown higher objective response rates and improved median PFS 
compared to sorafenib in clinical trials.

Table 2: Pivot trials in advances renal cell cancer in the frontline setting. 

Pivotal Trial (Year Reported) No. Response Rate (%) Median PFS (Mo) Median OS (Mo)

Sunitinib vs. IFN-α (2007) 750 47 vs. 12 11vs. 5 26.4 vs. 21.8

Pazopanib vs. sunitinib (2013) 1,110 31 vs. 25 8.4 vs. 9.5 28.4 vs. 29.3

Cabozantinib vs. sunitinib (poor/intermediate 
risk, 2017) 157 46 vs. 18 8.2 vs. 5.6 30 vs. 21.8

Temsirolimus vs. IFN-α (poor risk, 2007) 626 8.6 vs. 4.8 5.5 vs.3.1 10.9 vs. 7.3

Nivolumab/ipilimumab vs. sunitinib (poor/in-
termediate risk, 2018) 1,070 41.6 vs.26.5 11.5 vs.8.4 NR vs. 26

Avelumab/axitinib vs. sunitinib (2019) 886 55 vs. 25.5 13.8 vs.8.4 NR

Pembrolizumab/axitinib vs. sunitinib (2019) 840 59 vs.36 15 vs. 11 NR

The combination of axitinib, cabozantinib, and lenvatinib with 
various PD-1 immune checkpoint inhibitors as first-line therapy 
has shown superior efficacy in patients with advanced RCC com-
pared to monotherapy approaches (Table 2) [12,13]. Therefore, the 
latest guidelines recommend the use of these TKIs in combination 
with immunotherapeutic agents as first-line treatment.

Conclusion
The overall survival outcomes among patients with nccRCC 

who underwent cytoreductive nephrectomy or received TKI thera-
py were modest throughout the study period. However, the reform 
of the national health system and the generalization of medical cov-
erage have allowed greater accessibility to new therapies.
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