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CORRELATION BETWEEN SYMPTOMS AND SURVIVAL IN PATIENTS WITH

RENAL CELL CARCINOMA
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Summary.- OBJECTIVES: To evaluate the correlation
between type of presentation in patients with renal cell
carcinoma and survival.

METHODS: longitudinal refrospective study of 42 pa-
tients with clinical and histological diagnosis of renal
cell carcinoma [RCC) between July 2002 and Septem-
ber 2007 at University Hospital Manuel Fajardo. The
following variables were studied: Sex, age, clinical
presentation: 1) asymptomatic: 2| symptomatic: 3] pa-
raneoplastic syndrome; tumor stage (TNM 1997) and
survival.
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RESULTS: There is a predominance of men over wo-
men, the age of greafer incidence was between the
fith a and seventh decades. The tumors were classi-
fied as: asymptomatic 7%, 3/42; symptomatic 67%,
28/42, with flank pain 31%, 13/42; with hematuria
24%, 10/42, and tumor 10%, 4/42, the classic triad
of hematuria, flank pain and mass was 2.3%, 1,/42
of the patients and paraneoplastic syndrome 24%,
11/42. The patients with non-mefastatic disease were
57%, 24/42 and 43%, 18/42 presented mefastases.
Five-year survival for patients with RCC by TNM stage
was T1, 100% (12/12), T2, 97% (11/12), T3, 36%
(4/11), 74, 0% (0/7). The survival of localized and me-
tastatic RCC was 95%, 23/24 and 22%, 4,18 cases
respectively and all stage was 64% (27,/42).

CONCLUSIONS: The asymptomatic RCCs were sma-
ller; pain, hematuria, and mass were the most common
manifestations in symptomatic RCC. The prognosis is
dismal in patients with RCC showing paraneoplastic
syndromes.

Keywords: Renal cell carcinoma. Asymptomatic.
Paraneoplastic syndrome. Survival.

Resumen.- OBJETIVO: Andlizar la correlacién exis-
fente entre los sintomas de los pacientes con carcinoma
de células renales y la supervivencia.

METODO: Se realizé un estudio refrospectivo longitudi-
nal de 42 pacientes con diagnéstico clinico e histolégi-
co de Carcinoma de Células Renales tratados durante
el periodo comprendido entre Julio del 2002 a Septiem-
bre 200/ en el hospital Universitario Manuel Fajardo.
Se analizaron las variables de: sexo, edad, forma de
presentacion de la enfermedad (asintomatica, sintomd-
tica y sindrome paraneoplésico), estadio tumoral de la
clasificacion de TNM 'y sobrevida.
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RESULTADOS: El hallazgo asinfomdtico se presenté en
el 7%, 3/42 de los casos y se manifestaron por sin-
tomas el 67%, 28/42, el dolor en el 31%, 13/42,
la hematuria en el 24%, 10/42, el tumor en el 10%,
4/42, la triada clésica (dolor, tumor y hematuria) en el
2.3%, 1/42 de los pacientes. El resto de los enfermos
el 24%, 11/42 acudieron por sindrome paraneopld-
sico. El 57%, 24,/42 al momento del diagnéstico no
fenian metdstasis y el 43%, 18/42 con enfermedad
metastésica. la supervivencia para los estadios no me-
fastasicos fue del 95%, 23/42 y para el metastdsico
del 22%, 4/18.

CONCILUSIONES: El diagnéstico de Carcinoma de
Células Renales asinfomdtico fue muy pobre, la pre-
senfacién mas frecuente fue el dolor, la hematuria y la
masa palpable y representa la mayoria de las veces
enfermedad avanzada. los pacientes con sindrome
paraneoplésicos tienen grave prondstico con una baja
supervivencia.

Palabras clave: Carcinoma de Células Renales.
Asinfomdtico. Sindrome paraneopldsico. Supervivencia.

INTRODUCTION

Renal cell carcinoma (RCC) represents 3% of
all cancers, is de most lethal of urologic cancer, more
than 40% of patients with RCC have died of cancer
progression (1).

Many renal mass remain asymptomatic and
non-palpable until late in the natural course of the di-
sease. Advances in imaging technology and the in-
creased application of radiological modalities such
as ultrasonography (US) and computed tomography
(CT) for health screening and evaluation of other
conditions, particularly intra-abdominal pathologies,
have led to an increased number of early RCC being
diagnosed incidentally in developed countries. Bet-
ween of 25% to 40% of RCCs are detected incidenta-
lly using non-invasive imaging'’s (2, 3).

The symptoms associated with RCC can be
due local tumor growth, hemorrhage, paraneoplastic
syndromes, or metastatic disease. The classic triad
of flank pain, gross hematuria and palpable mass is
now rarely found, and denotes advanced disease,
and some refer fo it is the “too late triad” is found in
11% of the patients. Before the advent of US and CT
scanning, most patients with RCC present with one or
more of these signs or symptoms and many were in-
curable, approximately one-third of patients will have
metastatic disease at presentation, and 40% of cases
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treated for localized disease have a recurrence (4,
5). Paraneoplastic syndromes are found in 20% of
patients with symptoms RCC, hypertension, cachexia,
weight loss, anemia, abnormal liver function, hyper-
calcemia, and policythemia (6). In fact, RCC was pre-
viously referred to as the internist tumors because of
predominance of systemic rather than local manifes-
tations.

In 1958, Flocks and Kadesky (7) developed
the first staging system for renal carcinoma. The tu-
mors were staged according fo the extent of spread
found at operation and by histological examination
of the tissues removed. Both surgical and pathologic
stages were based on the gross physical characteris-
tics of the tumor, and this schema is still embedded in
the mindset of most urologists. Various studies have
shown a strong correlation between pathologic stage
and 5-years survival rates for RCC.

The treatment of choice for non-dissemina-

ted renal cell cancer is surgery. Metastatic RCC po-
ses a therapeutic challenge due fo its resistance to
conventional modes of therapy such as chemo and
radiotherapy. The immunotherapy can be considered
standard therapy in treatment of metastatic RCC.
The 5-year survival rates is around 60 to 75% is the
early stages. If it has spread to the lymph nodes, 5-
year survival is 5 to 15%. And has spread to other
organs the probable outcome is poor, with 5- year
survival at less than 5% (8). All this motivate to us to
make this study with the objective to determine the
correlation between symptoms for patients with renal
cell carcinoma and survival.

OBJETIVES

General

* To evaluate the correlation between mode presen-
tation for patients with renal cell carcinoma and sur-
vival.

Specific

To evaluate the correlation:
® Clinical presentation.

* Stage of the disease.

e Survival.

MATERIALS AND METHODS

Longitudinal retrospective review was analy-
zed between July 2002 and September 2007 at Uni-
versity Hospital Manuel Fajardo. The cancer registry
registered 52 patients with the diagnosis of RCC. 42
cases with complete records were including.
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Inclusion criteria:

Patients with clinical and histological diagno-
sis of RCC, classified by TNM-system of both sexes,
ages to 18 years, adequate renal function.

Exclusion criteria:

History of other prior malignancy in the past
5 years or other chronic diseases, patients with cen-
tral nervous system metastases, prior anticancer thera-
py, not recovered from prior surgery and/or surgery
or radiation therapy, inmunocompromised including
(HIV, hepatitis B or C), active infection, unstable angi-
na or myocardial infarction, pregnant.

Study conduction:

42 patients with RCC were classified into
there symptomatic grades according to the circums-
tance of discovery: 1) incidental: the patients without
symptoms whose tumor was incidentally discovered,
2) symptomatic: the patients present symptoms rela-
ted to renal tumor (hematuria, palpable mass or back
pain) 3) paraneoplastic syndrome; patients whose tu-
mors were associated with (alteration of general state
or symptomatic metastasis). The mean follow-up was
60 months, pathological TNM stage of the primary
tumor presence of distant mefastases and survival
were analyzed. In the first years; clinical visits every
3 months, of 2 to 5 years every 6 months and more
than 5 years were made visits of annual. It was made
chest X-ray, ultrasound hemograma and creatinina. In
the patients with disease progression was precise to
make abdominal CT and bone gammagrafia.

The following variables were studied:
* Sex

* Age

* Clinical presentation

* Tumor stage (TNM 1997)

e Survival.

The data were entered a computation pro-
gram and the statistical analysis was made by means
of the Test of Chi-square.

RESULTS

We reviewed the records of 42 with RCC. Of
this 28/42, 67% masculine and 14/42, 33% femi-
nine, the age of greater incidence was between the

fifth a and seventh decades with a peak in the sixth
14/42, 33% (Figures 1 and 2).

The clinical manifestations were: Asymptoma-
tic 7%, 3/42; symptomatic 67%, 28/42, with flank
pain 31%, 13/42; with hematuria 24%, 10/42, and
tumor 10%, 4/42, the classic triad of hematuria,

flank pain and mass was 2.3%, 1/42 of the patients,
and paraneoplastic syndrome 24%, 11/42. The most
common of these are: weight loss with anemia and
cachexia (Figure 3).

The patients with non-metastatic disease were
57%, 24/42 and 43%, 18/42 with metastases. (Ta-
ble I).

Five-year survival for patients with RCC
by TNM stage was T1, 100% (12/12), T2, 97%
(11/12), T3, 36% (4/11), T4, 0% (0/7) (Figure 4).
The survival of localized and metastatic RCC was
95%, 23/24 and 22%, 4/18 cases respectively and
all stage was 64% (27/42) (Table I1).

DISCUSSION

Incidental detection of RCC has increased
significantly in recent years because of use of ab-
dominal imaging. The primary factor that limits the
widespread implementation of screening for RCC is
the relatively low incidence of RCC in the general po-
pulation 9, 10. Screening for those target population
at high risk for RCC may be beneficial. These include
patients with end-stage renal disease, von Hipper-Lin-
dau disease, and patients with other familiar syndro-
mes such hereditary papillary renal cancer, tubular
sclerosis, and autosomal dominant polycystic kidney
disease.

The US should be considered the primary me-
thod of detection of RCC (11). In Cuban where abdo-
minal US is not performed routinely during health exa-
minations, and a large number of patients with RCC
are still diagnosed due to clinical symptoms, such as
palpable mass and hematuria, paraneoplastic and
metastatic symptoms.
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14/42; 33%
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28/42; 67%

FIGURE 1. Sex.
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FIGURE 2. Age.

The presence of clinical signs and symptoms
in RCC patients has long been accepted as a prog-
nosticator of poor outcome. Weight loss and decrea-
sed performance status suggest a negative impact of
tumor on a patients overall health and decrease in
the ability to tolerate aggressive therapies. Similarly,
other findings on physical examination denote a poo-
rer prognosis. Presence of a palpable mass correlates
with tumor size and locally advanced disease, and lo-
wer extremity edema and varicocele suggest venous
involvement.

The sex, age and race are factors with no in-
dependent prognostic value. Patients with incidenta-
lly diagnosed RCC, who have a disease presentation
without symptoms, generally have smaller tumors, less
advanced stage and better survival. The paraneoplas-
tic syndromes are usually associated with high tumor
stage (6, 12). Clinical stage, which demonstrates the

Paraneoplastic

syndrome 26_%\\ I

Asymtomatic

7%

Pain

[31%

Palpable __

mass 10% 5
Hematuria

Classic triad 24%
2%

FIGURE 3. Clinical presentation.

TABLE |. TUMOR STAGE AT DIAGNOSIS OF RCC.

Parameters No %
Stage No metastatic 24/42 57
Metastatic 18/42 43
All stage 42/42 100

anatomical extent of the malignancy, is still the most
important and powerful prognostic factor. The role of
tumors size in the clinical outcome seems to be sta-
ge-dependent. Also, small tumors < 3 cm have local
tumor invasion and are diagnosed with metastatic di-
sease (13).

In 2002, the American Joint Committee on
Cancer proposed a revision of the TNM systems that
is now the recommend staging system for RCC-takes
into account tumor size, extent of local invasion, lym-
ph node and adrenal involvement and distant metas-
tatic (14). Partard and colleagues (15) have shown
that mode of presentation (incidental or symptomatic)
can be combined with tumors size to better stratitify
patients after primary surgical management.

However, when compared between TTNOMO
and T2NOMO tumors only, there no significant diffe-
rences in survival. The 5-year survival, and in patients
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FIGURE 4. Five-year survival by TNM stage.
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TABLE Il. FIVE- YEAR SURVIVAL RATE FOR GROUP

PATIENTS .
Parameters No Survival
No %
No metastatic 24 | 23/24 95
Stage
Metastatic 18 4/18 22
All stag 42 | 27/42 64

with lymph node or systemic metastatic portend a par-
ticularly poor prognostic for RCC.

The variable natural history of RCC highlights
the need for prognostic factors used to predict outco-
me for an individual patient. The development of a
reliable prognostic model can help in specific treat-
ment strategies and follow-up strategies, and can pro-
vide patient with valuable information. New agents
for metastatic disease are oral multi tyrosine kinase
inhibitors, sunitinib and sorafenib. Sunitinib has been
reported to extend progression-free survival with bet-
ter quality of life than cytokine therapy and is recom-
mended in Europe as first line therapy for metastatic
disease (16).

RCC continues to be a devastating cancer,
which currently has few effective treatment options.
The significant advances in the diagnosis, staging
and treatment of patients with RCC, recurrence ra-
tes following surgical resection of locally aggressive
tumors remain high, the concept the adjuvant thera-
py has been proposed. Unfortunately, the incidence
of RCC is gradually increasing, and despite a trend
toward earlier detection, mortality rates remain high
At present, no systemic agent has been proven to be
uniformly effective in the management of metastatic or
locally advanced renal cell carcinoma. In the future,
integrating prognostic systems with both clinical and
molecular markers will enhance the ability to predict
the tumors behaviour of an individual patient.

CONCLUSIONS

The asymptomatic RCCs were smaller; pain,
hematuria, and mass were the most common manifes-
tations in symptom RCC. The prognosis is dismal in
patients with showing paraneoplastic syndromes.
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