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Abstract
Only approximately 5% of urothelial tumors arise in the upper urinary tract, > 90% of which are urothelial (formerly called transitional 

cell) carcinomas. Upper tract urothelial carcinoma (UTUC) arise from the renal pelvis and the ureter. Genetic and environmental risk factors 
may contribute to the development of UTUC. Exposure to or consumption of tobacco, phenacetine, aristolochic acid, aromatic amines, 
and arsenic contaminated drinking water are known risk factors for urothelial carcinogenesis. Clinical features include hematuria, flank 
pain, hydronephrosis, palpable flank mass, renal insufficiency, hypertension and a high propensity for distant metastasis. Paraneoplastic 
syndrome may include hypercalcemia, thrombocytopenia and leukemoid reaction. Because estimated 60% of UTUCs are invasive at 
diagnosis, appropriate diagnosis and management is most important. The predominant sites of distant metastasis at diagnosis of UTUC 
were the lungs, lymph nodes, bone and liver. Cutaneous metastasis is extremely rare and indicates the late manifestation of a systemic 
spread. Combinations of urine cytology, cystoscopy, ureteroscopic biopsy, and computed tomography are currently diagnostic tools. 
Surgery with radical nephroureterectomy and excision of a bladder cuff is the gold standard for locally invasive tumors. Neoadjuvant or 
adjuvant chemotherapy with cisplatin- or platinum-based regimens may improve survival in patients with metastatic disease. Checkpoint 
inhibitors immunotherapy targeting programmed cell death 1 receptor and its ligand have provided a new treatment option, particularly 
for patients with progressive UTUC disease following platinum-based chemotherapy. Tumor grade and stage are major prognostic factors 
for oncological outcomes. As potential tumor recurrence, repeated surveillance by urine cytology, cystoscopy, upper tract imaging and 
ureteroscopy following treatment are required.

INTRODUCTION 
The term “urothelium” is used to delineate the lining surface 

epithelium of the urinary tract. The exposure of the urothelium 
to potential carcinogens that are either excreted or activated in 
the urine is thought to be associated with cancer formation [1]. 
Urothelial (formerly named transitional cell) carcinoma (UC) is 
derived from the urothelium of the urinary tract, including cancers 
of the renal pelvis, ureter, bladder, and down the urethra. Upper 
tract urothelial carcinoma (UTUC) comprises any UC arising from 
the level between the renal pelvis and the distal ureter [2]. UTUC 
comprises only a small fraction of cases as compared to UC of the 
bladder. Roughly 92-95% of all UCs arise in the bladder, but only 
5-7 % occurs in the lining of the kidney (mainly renal pelvis) and 
the ureter. Nonetheless, UTUC comprises 266 (36%) of 736 UC 
cases in Taiwan [2]. 

As UTUC is relatively rare, the data of clinical features are 
generally not enough to guide the management of the disease. 
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A recent genomic assessment of UTUC demonstrates novel 
mutations, frequencies and distributions of mutations different to 
those of bladder cancer [3]. Approximately 17 percent of patients 
will have a concurrent bladder cancer at presentation [4]. In 
addition, UTUC may occur in approximately 2 to 4% of patients 
with bladder cancer. This may reflect the “drop metastases” of 
cancer cells to flow down from the renal pelvis or reflux from 
the bladder to the ureter. Among patients with UTUC, recurrence 
in the bladder is relatively common and the risk is lifelong. 
Recurrent bladder tumors often locate around the ureteral 
orifice of an affected ureter, supporting metastasis from the 
original UTUC. Intraluminal tumor cell seeding is associated with 
multifocality and recurrence of UC [5]. Thus, routine surveillance 
based on urinary cytology and on cystoscopy is recommended for 
patients following treatment for UTUC for at least 5 years.

Epidemiology

UTUCs are almost twice as common in men compared with 
women (closer to 2:1), with a mean age at diagnosis of 73 years 
[6]. The incidence of these cancers peak in individuals in their 
8th and 9th decades of life. There is significant geographic 
variation in the incidence of UTUCs, likely due to differences 
in the prevalence of underlying risk factors. In Balkan nations, 
UTUC may represent up to 40% of all kidney-related cancers. 
In Western nations, the estimated annual incidence of UTUC is 
approximately 2 per 100,000 population [6,7]. Interestingly, the 
incidence of UTUC appears to be increasing, accompanied with an 
increasing proportion of earlier stage cancers [8]. The proportion 
of in situ tumors of UTUC increased significantly from 7.2% to 
31.0% [6].

Data is mixed on the association between patient gender 
and outcomes in UTUC. While some authors have reported 
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low-grade tumors are not invasive and very rarely spread 
from the kidney or ureter. These tumors are more likely to 
intraluminal recurrence than distant spread. High-grade tumors 
have an aggressive appearance under a microscope and are 
assumed invasive in the kidney or ureter. High-grade UTUC can 
be aggressive to spread from the kidney or ureter and systemic 
chemotherapy before or after surgery may be recommended 
to reduce the risk of recurrence elsewhere in the body. There 
are significant differences in the prognosis for high-grade and 
high-stage tumors [28]. The survival was high in patients with 
low grade tumors, tumors without invasion and tumors without 
coexisting atypia in the adjacent urothelium but it was poor in 
those with high grade tumors, tumors with invasion and tumors 
with atypia of the adjacent urothelium [29].

   The majority of renal pelvis UCs are of high histologic grade 
and present in advanced stages. Renal pelvis UCs show a tendency 
to frequently display unusual morphologic features, especially 
micropapillary areas, squamous differentiation and squamous 
cell carcinoma. Of 42 cases of high-grade renal pelvis UC, 26 
(62%) died of tumor with a median survival of 31 months [30]. 
The patients who did not die of their UCs showed only minimal 
or focal infiltration of the renal parenchyma, whereas those who 
died of their UCs showed massive infiltration of the kidney.

CLINICAL FEATURES
The majority of patients with UTUC present with gross or 

microscopic hematuria. Up to 98% of all patients with UTUC will 
have hematuria and 70 to 80 percent of patients present with 
hematuria at diagnosis. However, UTUC remains uncommon 
among patients presenting with hematuria. Patients with UTUC 
may also experience discomfort or severe flank pain in 20 to 40 
percent of cases [31,32]. This can occur because the tumor or 
bleeding that may obstruct or block the ureter or kidney, causing 
hydronephrosis and infections, and they can result in renal 
insufficiency. In rare cases, a flank mass, caused either by the 
tumor or associated hydronephrosis, may be palpated. Bladder 
irritation occurs in less than 10 percent of cases. UTUC may also 
present entirely without symptoms as an incidental finding. 
Hypertension is a common symptom of renal pelvis UC [28]. 
Vascular invasion was present in only high-grade tumors [32].

Metastasis

Of those patients diagnosed with UTUC, 50-56% of patients 
are diagnosed with non-muscle-invasive carcinoma, and the 
remaining UTUC patients are diagnosed with invasive, advanced, 
or metastatic diseases. These tumors disseminate via lymphatic 
and hematogenous spread as well as direct extension [33, 34]. 
Metastatic diseases usually appear late in the course of disease. 
The predominant sites of distant metastasis at diagnosis of UTUC 
were the lungs (55%), distant lymph nodes (37%), bone (32%) 
and liver (20%) [35]. Overall, from a study consisting of 52 UC 
patients (renal pelvis, 73%; ureter, 27%), lymph nodes (75%), 
lung (65%), liver (54%), bone (39%), and peritoneum (19%) 
were the most common metastatic sites [36]. In a Taiwanese 
study [28], distant metastasis of UC was detected in 37 of 141 
(26%) patients. The most common sites were bone (46%), lung 
(22%), liver (14%) and colon (8%). Thus, preoperative staging 

that women are more likely to have advanced stage of disease 
and worse outcomes following nephroureterectomy [9], other 
analyses have demonstrated no difference [10]. Southern Taiwan 
is an endemic area for UTUC cases. A total of 506 patients with 
localized UTUC were enrolled from a large registry-based surgical 
database. There were more female patients (57.9%). A subgroup 
analysis suggested that better survival outcomes for females only 
existed in the non-muscle-invasive stage, but not in the advanced 
stage [11].

Etiology

Genetic and environmental risk factors may contribute 
to the development of UTUC. Hereditary UTUC is associated 
with hereditary nonpolyposis colorectal carcinoma syndrome 
and endometrial tumors (Lynch syndrome) [12-14]. These 
patients with MSH2 (a mismatch repair gene) mutations are at 
an increased risk for UTUC and bladder cancer [14]. Hereditary 
UTUC should be suspected among younger patients or those with 
a personal or family history of colon or endometrial cancers.

A number of environmental risk factors are known for 
UTUC. Aristolochic acid nephropathy shares common pathway 
of Balkan endemic nephropathy and Chinese herb nephropathy, 
which are associated with UTUC by consumption of Aristolochia 
fangchi [15]. In the Balkan region (Bulgaria, Greece, Romania, 
former Yugoslavia), an indolent inflammatory process of the 
renal interstitium (so called Balkan endemic nephropathy) is 
associated with the development of urothelial tumors of the renal 
pelvis and ureter [15]. In that geographic region, these urothelial 
tumors account for almost 50 percent of all renal cancers. Chinese 
herb nephropathy can cause a progressive renal fibrosis that is 
frequently associated with UC of the renal pelvis [16,17]

In Western countries, smoking is a much more common risk 
factor. This is associated with the production of N-hydroxylamine 
from aromatic amines. Smoking seems to confer a higher risk of 
ureteral tumors than renal pelvic lesions [18]. Arsenic exposure, 
typically through contaminated underground water, has also 
demonstrated an association with the development of UTUC 
with a female preponderance [19-21]. Exposures to aromatic 
hydrocarbons, analgesic phenacetin, alkylating chemotherapy 
and chemic laxatives have been associated with a significantly 
increased risk of UTUC [22-24]. 

Pathology

The vast majority of upper tract tumors are urothelial in origin 
(>90%). Squamous cell cancers and adenocarcinomas make 
up a small proportion of upper tract malignancies. Squamous 
cell carcinomas account for approximately 8 percent of tumors 
of the renal pelvis [25]. These tumors are associated with a 
poorer prognosis than urothelial tumors because they tend to 
be large, sessile and deeply invasive at presentation. Squamous 
cell carcinomas have been associated with antecedent calculi 
or chronic infection [26]. Micropapillary UC is a rare variant 
and often presents at an advanced stage with lymphovascular 
invasion, distant metastasis and a poor clinical course [27].

Grading

UTUCs can develop as low- or high-grade tumors. In general, 
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comprises CXR, chest CT, abdominal sonography or computed 
tomography (CT), liver function testing, and bone scan. In 
addition, for patients for whom nephroureterectomy is being 
considered, assessment of the contralateral renal function is 
necessary. Figures (1-5) demonstrate the common sites of distant 
metastasis of UTUC. 

Skin metastasis occurred in (2.3%) of 44 patients with 
distant metastatic UC in a German report [37]. Cutaneous penile 
metastasis of UTUC is extremely rare and generally accepted as the 
late manifestation of a systemic spread [38]. Thus, it is important 
to physical examinations of the skin of patients with UC, including 
those apparently without organ-specific metastatic disease, even 
years after radical cystectomy or nephroureterectomy [39-41]. 
The first manifestation of cutaneous metastases from UC is an 

inflammatory pattern of nodular erythematous skin rash, which 
may be diagnosed as carcinoma erysipelatodes [42]. Cutaneous 
metastases do not have distinctive gross appearance and are 
often misdiagnosed as common dermatologic disorders (Figure 
6). It is imperative that urologists have high index of suspicion 
for metastasis in patients with persistent skin rash in the setting 
of advanced genitourinary carcinomas [41].

Brain metastasis is uncommon in patients with urothelial 
carcinoma [43].

Paraneoplastic syndrome

Hypercalcemia: Hypercalcemia was found to in a patient 
with renal pelvis UC (Figure 7). On removal of the tumors, calcium 

Figure 1 The computed tomography (CT) scans of the abdomen (left and right) are showing multiple metastatic hypovascular tumors in both 
hepatic lobes..

Figure 2 (A): The CT scan of the pelvis is showing a metastatic hypodense lesion in right iliac wing (arrow). (B): The CT scan is showing an enlarging 
metastatic osteolytic lesion at right iliac bone and two new soft tissue lesions at bilateral buttock regions (arrows).

Figure 3 (Left): Normal appearance of CT scan at right ischium. (Right): A metastatic osteolytic lesion at right ischium (arrow).
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Figure 4 The CT scans of the abdomen (left and right) are showing multiple metastatic tumors at the peritoneum (arrows) and bilateral 
retroperitoneum.

Figure 5 Multiple metastatic tumors at bilateral upper thigh (arrows).

levels fell to normal, indicating that a humoral factor produced 
by the tumor caused the hypercalcemia [44]. Hypercalcemia is 
an uncommon manifestation in UCs, especially those of the renal 
pelvis [45,46].

Leukemoid reaction: A case of hypercalcemia associated 
with a renal pelvis squamous neoplasm presented with severe 
hyperleukocytosis, resembling a leukemoid reaction (Figure 8). 
After failure of standard therapy, a trial of low dose epirubicin in 
this patient, obtaining a short-term clinical remission [47].

Thrombocytopenia: Isolated thrombocytopenia, 
hypercalcemia and acute kidney injury were found in a patient 
with UC and diffuse infiltration of the bone marrow by urothelial 
cancer [48].

Hormone-related peptide: In addition to leukemoid 
reaction, bone marrow metastasis, hypercalcemia may be 
associated with a rare occurrence of parathyroid hormone-
related peptide (PTHrp), which would show response to 
bisphosphonate therapy. Intact PTH will be suppressed in cases 
of humoral hypercalcemia of malignancy, which is mediated by 
PTHrP. In general, PTHrp-induced hypercalcemia is associated 
with a grave prognosis, with a mean survival of 65 days from 
presentation [49].

DIAGNOSIS
Combinations of urine cytology, cystoscopy, and computed 

tomography are currently used for diagnosis and monitoring 
modalities of UC. 

Today, triphasic computed tomography, so called CT 
urography (CTU), is the imaging modality of choice for the 
diagnosis of UTUCs [50,51]. The sensitivity of CTU, as well as 
the negative predictive value, is reported to near 100% [52]. 
CTU offers better visualization of the urinary collecting system 
as well as evaluating for direct extension or nodal involvement 
[53]. Most UTUCs present with a filling defect or a mass in the 
renal pelvis (Figure 9). CT or magnetic resonance imaging (MRI) 
of the abdomen and pelvis may also detect extension of the tumor 
outside the collecting system, the presence of adjacent organ 
involvement, and/or the presence of distant metastases.

In equivocal cases, retrograde pyelography, selective ureteric 
washings for cytology, or ureteroscopy may be necessary. Due to 
the association between UTUC and bladder cancer, cystoscopy is 
necessary to rule-out concomitant bladder cancer [54]. Further, 
in the workup of a patient with hematuria, bladder cancer is a 
much more common underlying etiology than UTUC. 

Flexible fiberoptic ureteroscopy can allow direct visualization 
of the entire collecting system for histologic diagnosis with 
biopsy or brushings [55,56]. However, these biopsies are limited 
in the amount of tissue and may underestimate the risk of more 
severe disease, so that tumor grading is more reliable than 
disease staging based on these samples. The tumorous grade 
concordance between biopsy and resection was high (89%), but 
30% of cases showed invasion only on resection [57]. 

Urine cytology examination may be employed in the work-
up of UTUC but could be of no help in the diagnosis [29]. While 
cytology is highly specific, it lacks sensitivity with poor diagnostic 
accuracy [58]. Cytologic examination of urine is less reliable 
for UTUC than for bladder cancers. As in one series, there was 
agreement between cytology and histology in 70 percent of 
patients with UTCC [59].

Diagnostic biomarkers

Urine- and blood-based biomarkers for detection of UC 
represent a considerable research area, including urine, blood 
tumor DNA, RNAs, proteins, and extracellular vesicles. For 
instance, NMP-22, bladder tumor antigen, and Xpert Bladder 
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Figure 6 (A to D): 
Cutaneous metastasis of upper tract urothelial carcinoma: a firm and round nodule 
progressively enlarged into an erythematous nodule with vesicle and small bullae on anterior mid-upper abdominal wall

Figure 7 Trends of hypercalcemia in a patient with upper tract urothelial carcinoma. Therapy with forced diuresis achieved transient response 
(arrow).

Cancer are currently available in clinical practice. However, 
few biomarkers achieve high sensitivity and specificity [60]. 
Emerging biomarkers are continuously developed for clinical 
applications in bladder cancer and UTUC. For examples, CK 20 
is a suitable marker for the detection of disseminated UC cells 
in peripheral venous blood samples and may be helpful in the 
molecular staging of UC patients [61]. Dysregulated androgen 
receptor (AR) signaling is implicated in several types of tumor, 
including carcinomas of the prostate, breast, liver, bladder and 
UTUC. AR-enhanced migration and invasion of UTUC cells may 
play a critical role in the establishment of the invasive phenotype 
of UTUC. Thus, the AR may also serve as a novel biomarker and 

potential therapeutic target for UCs [62].

The Ki-67 expression in ureteroscopic biopsies was 
significantly correlated with high tumor grade, concomitant 
carcinoma in situ, and stromal invasion in surgical resection 
specimens. Thus, Ki-67 may aid diagnosis of UTUC in ureteroscopic 
biopsy specimens. Determination of Ki-67 expression in 
ureteroscopic biopsy specimens is potentially helpful in clinical 
decision making for patients with suspected UTUC [63].

Stage 

Staging requires integration of imaging studies as tumor 
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Figure 8 Trends of leukemoid reaction in a patient with upper tract urothelial carcinoma.

Figure 9 (Left) An ill-defined hypodensity soft tissue mass is seen involving the colleting system with hydronephrosis of the left kidney (arrow). 
(Right) The tumor local invasion into the perirenal fat (arrow) and thrombosis of the left renal vein (arrow head) are seen.

grade. Routine staging procedures should include cystoscopy 
to exclude associated bladder cancer, a chest radiograph or CT, 
radionuclide bone scan if there are symptoms suggesting bone 
involvement or an elevated bone-derived alkaline phosphatase, 
and an evaluation of hepatic, renal, and hematologic function. 
CT or magnetic resonance imaging (MRI) of the abdomen may 
be performed to assess for the presence of retroperitoneal 
lymphadenopathy, disease extension and distant metastasis. 
The eighth edition (2017) of the tumor, node, metastasis (TNM) 
system is widely used to stage tumors of both the renal pelvis 
and ureters [64]. Any nodal involvement or distant metastasis 
constitutes stage IV disease in the TNM system. The TNM stage is 
correlated with outcome following definitive treatment.

Prognostic Factors: Pre-therapeutic evaluation

The prognosis following definitive treatment for UTUC is 
related to pathological tumor stage and the presence or absence 
of regional lymph node involvement, as well as tumor grade [65-
68]. 

The 5-year recurrence-free and cancer-specific 
survival estimates for patients who underwent radical 
nephroureterectomy with ipsilateral bladder cuff resection 
were 75% and 78%, respectively [65]. Survival of the patients 
with low-grade tumors was significantly longer than those with 

high-grade tumors (77 versus 31 months, p = 0.01). Age and 
gender had no consistent impact on survival. Stage, according 
to the TNM classification, is the most important predictor 
[69]. Unfortunately, it is sometimes difficult to ascertain stage 
preoperatively. Certainly, nodal involvement is independently 
associated with worse survival outcomes. 

The UTUC patients had higher proportions of advanced clinical 
stage (T2-4) and poor cell differentiation [2]. UTUC patients with 
the advanced T4 stage had a significantly greater risk of poorer 
overall survival (HR = 8.7). Tumor location, whether in the renal 
pelvis or ureter, however, was not significantly associated with 
oncologic outcomes [65,70,71], whereas improved survival 
among patients with renal pelvic tumors has been found [72]. 
Both grade and stage are excellent predictors of survival [71].

The presence of hydronephrosis has been shown to be 
associated with worse survival [73]. Hydronephrosis at the time 
of diagnosis of UTUC is associated with advanced disease and is 
a predictor of poorer outcomes. On preoperative multivariable 
analysis controlling for age, gender, tumor location, ureteroscopic 
biopsy grade, and urinary cytology, hydronephrosis was 
independently associated with cancer metastasis (HR 8.2, P = 0.02) 
and cancer-specific death (HR 12.1, P = 0.03). Hydronephrosis 
can be a valuable prognostic tool for preoperative planning and 
counseling regarding disease outcomes [73].
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Larger tumors (typically defined as greater than 3 or 4 cm) 
are also associated with worse outcomes. Other factors including 
tumor multifocality, tumor necrosis, and lymphovascular 
invasion have also been associated with worse outcomes though 
the data are somewhat inconclusive. A novel prognostic model 
of renal function, performance status, liver metastasis, number 
of metastatic sites could be useful for providing prognostic 
information to predict survival in patients with metastatic 
UTUC [74]. Furthermore, the 5-factor clinical prognostic model 
in patients receiving salvage systemic therapy for advanced 
UC include performance status, liver metastasis, hemoglobin, 
albumin and time from prior chemotherapy [75]. Elevated plasma 
fibrinogen was an independent unfavorable prognostic factor for 
oncological outcomes (advance tumor stage, high tumor grade 
and tumor size) in patients with UTUC [76].

A number of molecular markers have been evaluated for 
prognostication in patients with UTUC [77]. These include 
cytogentic abnormalities, oncogenes (c-MET, RON and AIB1), 
markers of apoptosis (surviving and Bcl-2), markers of cell 
migration and invasion (E-cadherin and MMPs), tumor suppressor 
genes (p53 and CDKN1A), mitosis (Aurora-A), angiogenesis, cell 
proliferation (Ki-67 and EGFR), and cell differentiation (uroplakin 
III) [78]. FGF7 is the most significant gene up-regulated during UC 
progression. FGF7 over expression predicted advanced clinical 
features in patients with upper tract and bladder UC, justifying 
its potential prognostic value for UC [79]. Positive programmed 
death-ligand 1 (PD-L1) expression negatively regulates T cell 
activation. PD-L1 in approximately one-third of primary invasive 
UTUC was associated with high histologic grade, high pathologic 
stage, and angiolymphatic invasion [80, 81].

MANAGEMENT 
Surgery

Surgery is the only potentially curative treatment modality for 
UTUC. Treatment is directed toward the primary tumor and relief 
of bilateral renal or ureteral obstruction. Surgery may include 
radical nephroureterectomy (whether open or laparoscopic), 
segmental ureterectomy, and endoscopic/percutaneous tumor 
ablations.

  Radical nephroureterectomy remains the gold standard 
for large, high-grade and suspected invasive tumors of the renal 
pelvis and proximal ureter. Formal excision of a bladder cuff is the 
gold standard approach for management of the distal ureter. Total 
laparoscopic and laparoscopic-assisted nephroureterectomy are 
acceptable alternatives as effective minimally invasive treatments 
to open surgery in the treatment of UTUC [82, 83]. After a median 
follow-up time of 25 months for 116 patients who underwent 
laparoscopic radical nephroureterectomy, 23 patients (20%) 
died and distant metastases occurred in 11 patients (9%) [82].

Lymph node dissection may provide a survival benefit in 
patients undergoing nephroureterectomy for UTCC, particularly 
in those patients with muscle-invasive disease. The 5-year 
recurrence-free survival and cancer-specific survival rates 
were 27-65% and 32-95%, respectively [84]. An extended 

lymphadenectomy during surgery for UTUC improves staging 
with a highly probable therapeutic benefit [85].

For selected patients with non-metastatic UTUC, robotic 
radical nephroureterectomy and segmental ureterectomy are 
technically feasible and achieved promising peri-operative and 
oncologic outcomes [86]. To reserve renal function for those 
patients with a solitary kidney, chronic renal insufficiency, or 
bilateral synchronous tumors, selected lesions of renal pelvis UC 
may be considered for nephron-sparing approaches or partial 
nephrectomy, provided they are not high-grade urothelial cancers 
[87]. For patients with early stage disease of low-grade and non-
invasive tumors, retrograde endoscopic or percutaneous ablation 
offer the potential for nephron-sparing treatment [88, 89].

Surgical resection of metastases can be considered as a 
treatment choice in advanced/metastatic urologic malignancies 
to improve survival rates. Metastasectomy can be suggested in 
conjunction with effective chemotherapy if complete resection is 
possible [90].

Chemotherapy

Cisplatin-based chemotherapy seems to improve survival 
in patients with metastatic UTUC disease [71]. Pre-surgical 
neoadjuvant platinum (cisplatin, carboplatin, oxaliplatin 
or nedaplatin)-based induction chemotherapy followed by 
consolidative surgery was very encouraging in patients with 
clinical lymph node metastatic UC [91]. 

Adjuvant gemcitabine-cisplatin (GC) chemotherapy following 
nephroureterectomy demonstrated a significant improvement 
in disease-free survival and progression-free survival of patients 
with locally advanced UTUC [92]. Cisplatin-based regimen 
is the most common first-line chemotherapy consisting of 
methotrexate, vinblastine, doxorubicin and cisplatin (MVAC) or 
GC. After failure of gemcitabine and paclitaxel as a second-line 
chemotherapy, gemcitabine and nedaplatin chemotherapy is a 
favorable third-line chemotherapeutic option for patients with 
progressive metastatic urothelial carcinoma. Then the disease-
control rate was 40%, the median overall survival was 8.8 months 
and the median progression-free survival was 5.0 months [93]. 

Of 102 patients with metastatic UTUC in Japan, 70 patients 
(69%) died during the median follow-up period of 6 months, and 
the 2-year overall survival rate was estimated at 22%. The median 
survival time to all-cause mortality was 8.5 months [35]. Patients 
who received chemotherapy and surgery showed significantly 
better prognosis (median survival time 25.8 months) compared 
with patients treated with chemotherapy alone (median survival 
time 7.3 months) [35]. Within the National Cancer Data Base 
(2004-2012) in USA, radical nephroureterectomy in addition 
to systemic chemotherapy for widely metastatic UTUC may 
be associated with an overall survival benefit compared to 
chemotherapy alone [94].

Checkpoint inhibitors immunotherapy with antibodies 
targeting programmed cell death 1 receptor (PD-1) and its ligand 
(PD-L1) have provided a new second-line treatment option for 
patients with UTUC, who have progressive disease following 
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platinum-based chemotherapy or have chronic kidney disease 
unable to tolerate cisplatin-based chemotherapy. Immune PD-1 
inhibitors (pembrolizumab, nivolumab) or PD-L1 inhibitors 
(atezolizumab, durvalumab, and avelumab) have been approved 
by the United States Food and Drug Administration for first- or 
second-line use in metastatic UC [95].

Post-treatment recurrence

UC represents a clinical challenge because of its post-
treatment recurrence rate and prognosis. Following treatment, 
repeated surveillance by urine cytology, cystoscopy, upper 
tract imaging and ureteroscopy are required. Thoracic imaging, 
biochemical studies including liver function testing, and bone scan 
may be indicated to survey distant metastases. For all patients 
who undergo a renal-sparing procedure, frequent surveillance 
is required because of the high risk of recurrent disease. When 
nephrectomy alone or incomplete nephroureterectomy was 
performed, subsequent UC developed in 30% of the ureteral 
stumps [96].

The incidence of tumor recurrence after nephroureterectomy 
with bladder cuff excision was significantly higher in those with 
ureter UC (13%) than renal pelvis UC (3.6%) [28]. The mean time 
from radical nephroureterectomy to first disease recurrence 
was 15.0 months and around 90% of patients experienced 
disease recurrence within the first 3 years after surgery. 
Most patients died from UTUC within 3 years, even though 
systemic chemotherapies were administered after relapsing. 
The presence of liver metastasis and the number of recurrence 
sites were independently related to poor survival after systemic 
chemotherapy [97].

Of 733 patients with UTUC in Japan, a total of 218 (30%) 
patients experienced disease recurrence. Of these patients, 39 
% developed distant recurrence; and 17 % experienced both 
local and distant recurrences. Renal pelvic tumors had a higher 
prevalence of distant relapse in the lungs [98].

The expression of PD-L1 was significantly associated with a 
high frequency of postoperative recurrence [81]. 

Prognostic factors: Post-therapeutic assessment

In a large series of patients treated with radical 
nephroureterectomy for UTUC in USA, high tumor grade, 
advancing stage, Lymph node metastases, infiltrative growth 
pattern, and lymphovascular invasion were associated with 
disease recurrence [63]. The 5-year cancer-specific survival rates 
for patients with low-grade tumors and those with high-grade 
tumors were 89 versus 63 percent. The 5-year cancer-specific 
survival rates for patients with different stages of pT0/Ta/
Tis, pT1, pT2, pT3, and pT4 disease were 94, 91, 75, 54, and 12 
percent, respectively. The 5-year cancer-specific survival rates 
for patients with negative nodes and those with positive lymph 
nodes were 77 versus 35 percent [63]. Lymph node invasion is a 
clear independent poor prognostic factor [85]. For patients with 
lymph node metastatic UC, the median overall survival was 31.6 
months. Negative resection margin, more lymph nodes removed, 
were found to be independent post-surgical prognostic factors 
for overall survival [91]. 

In Japan, independent predictive factors for all-cause 
mortality of patients with metastatic UTUC were age and liver 
metastasis [35]. In China, patients with brain and liver metastasis 
had significantly worse survival outcome. Multivariate analysis 
showed that patients with bone, lung or distant lymph node 
metastasis was not independent prognostic factor for patients’ 
survival. Some highly selected patients with multiple organs 
of metastasis or distant lymph node involvement could benefit 
from surgical resection of the primary tumor, which was an 
independent favorable predictor for outcome. However, the 
presence of liver or lung metastasis could make such surgery 
become meaningless from the point of survival benefits [99]. In 
Taiwan, a retrospective study was conducted for 120 patients 
with metastatic UTUC after MVAC or gemcitabine/cisplatin 
chemotherapy. The risk factors of number of metastatic sites 
(hazard ratio, 2.74) and liver metastasis (HR = 1.84) as well 
as favorable factor of MVAC chemotherapy (HR = 0.54) were 
significantly correlated to survival for UTUC with statistical 
significance in multivariate analyses [100].

CONCLUSION
UTUC of renal pelvis and ureter is a rare, aggressive urologic 

cancer with a tendency towards multifocality, local recurrence, 
and metastasis. For patients with UTUC and without evidence of 
metastatic or unresectable locally advanced disease, extensive 
resection by nephroureterectomy with excision of a cuff of normal 
bladder is the preferred procedure. A neoadjuvant or an adjuvant 
chemotherapy added to nephroureterectomy is suggested for 
high-risk patients, such as metastatic, locally advanced disease, 
or positive lymph nodes. The preferred chemotherapy regimens 
include MVAC or GC. For patients with progressive disease 
following platinum-based chemotherapy, checkpoint inhibitor 
immunotherapy is an important option.

ACKNOWLEDGEMENT
We declare compliance with ethical standards and no 

financial funding for this work. No potential conflicts of interest 
are disclosed.

References
1. Melicow MM. The urothelium: a battleground for oncogenesis. J Urol. 

1978; 120: 43-47.   

2. Shen CH, Chiou HY, Tung MC, Wu CC, Kao WT, et al. Clinical and 
demographic characteristics among patients with urothelial 
carcinomas of the upper urinary tract and bladder in Taiwan. J Chin 
Med Assoc. 2017; 80: 563-568.   

3. Moss TJ, Qi Y, Xi L, Peng B, Kim TB, et al. Comprehensive genomic 
characterization of upper tract urothelial carcinoma. European 
urology 2017; 72: 641-649.  

4. Cosentino M, Palou J, Gaya JM, Breda A, Rodriguez-Faba O, et al. Upper 
urinary tract urothelial cell carcinoma: location as a predictive factor 
for concomitant bladder carcinoma. World J Urol 2013; 31:141-145.

5. Azémar MD, Comperat E, Richard F, Cussenot O, Rouprêt M. Bladder 
recurrence after surgery for upper urinary tract urothelial cell 
carcinoma: frequency, risk factors, and surveillance. Urol Oncol. 2011; 
29: 130-136. 



9/11SM J Urol 6: 11

6. Raman JD, Messer J, Sielatycki JA, Hollenbeak CS. Incidence and 
survival of patients with carcinoma of the ureter and renal pelvis in 
the USA, 1973-2005. BJU Int 2011; 107:1059-1064.

7. Bianconi M, Cimadamore A, Faloppi L, Scartozzi M, Santoni M, et 
al. Contemporary best practice in the management of urothelial 
carcinomas of the renal pelvis and ureter. Ther Adv Urol. 2019; 11: 
1756287218815372.

8. David KA, Mallin K, Milowsky MI, Ritchey J, Carroll PR, et al. Surveillance 
of urothelial carcinoma: stage and grade migration, 1993-2005 and 
survival trends, 1993-2000. Cancer 2009; 115: 1435-1447.  

9. Mohamad Al-Ali B, Madersbacher S, Zielonke N, Schauer I, Waldhoer 
T, et al. Impact of gender on tumor stage and survival of upper 
urinary tract urothelial cancer: A population-based study. Wien Klin 
Wochenschr 2017; 129: 385-390.

10. Shariat SF, Favaretto RL, Gupta A, Fritsche HM, Matsumoto K, et al. 
Gender differences in radical nephroureterectomy for upper tract 
urothelial carcinoma. World J Urol. 2011; 29: 481-486.

11. Huang CC, Su YL, Luo HL, Chen YT, Sio TT, et al. Gender Is a significant 
prognostic factor for upper tract urothelial carcinoma: A large 
hospital-based cancer registry study in an endemic area. Front Oncol. 
2019; 9:157. doi: 10.3389/fonc.2019.00157.

12. Lynch HT, Ens JA, Lynch JF. The Lynch syndrome II and urological 
malignancies. J Urol 1990; 143: 24-28.

13. Watson P, Vasen HF, Mecklin JP, Bernstein I, Aarnio M et al. The risk of 
extra-colonic, extra-endometrial cancer in the Lynch syndrome. Int J 
Cancer 2008; 123: 444-449. 

14. Skeldon SC, Semotiuk K, Aronson M, Holter S, Gallinger S, et al. Patients 
with Lynch syndrome mismatch repair gene mutations are at higher 
risk for not only upper tract urothelial cancer but also bladder cancer. 
European urology 2013; 63: 379-385.   

15. Grollman AP, Shibutani S, Moriya M, Miller F, Wu L, et al. Aristolochic 
acid and the etiology of endemic (Balkan) nephropathy. Proc Natl 
Acad Sci U S A. 2007; 104: 12129-12134.    

16. Nortier JL, Martinez MC, Schmeiser HH, Arlt VM, Bieler CA, et al. 
Urothelial carcinoma associated with the use of a Chinese herb 
(Aristolochia fangchi). N Engl J Med. 2000; 342: 1686-1692.

17. Wu MJ, Lian JD, Yang CR, Cheng CH, Chen CH, et al. High cumulative 
incidence of urinary tract transitional cell carcinoma after kidney 
transplantation in Taiwan. Am J Kidney Dis 2004; 43: 1091-1097.

18. McLaughlin JK, Silverman DT, Hsing AW, Ross RK, Schoenberg JB, et al. 
Cigarette smoking and cancers of the renal pelvis and ureter. Cancer 
research 1992; 52: 254-257. 

19. Yang MH, Chen KK, Yen CC, Wang WS, Chang YH, et al. Unusually high 
incidence of upper urinary tract urothelial carcinoma in Taiwan. 
Urology 2002; 59: 681-687.

20. Lee YL, Shih MC, Wu WJ, et al. Clinical and urographic presentation of 
transitional cell carcinoma of the ureter in a blackfoot disease endemic 
area in southern Taiwan. Kaohsiung J Med Sci 2002; 18: 443-449.

21. Colin P, Koenig P, Ouzzane A, Berthon N, Villers A, et al. Environmental 
factors involved in carcinogenesis of urothelial cell carcinomas of the 
upper urinary tract. BJU Int 2009; 104:1436-1440.

22. Pommer W, Bronder E, Klimpel A, Helmert U, Greiser E, et al. Urothelial 
cancer at different tumour sites: role of smoking and habitual intake of 
analgesics and laxatives. Results of the Berlin Urothelial Cancer Study. 
Nephrol Dial Transplant 1999; 14: 2892-2897. 

23. Gago-Dominguez M, Yuan JM, Castelao JE, Ross RK, Yu MC. Regular use 

of analgesics is a risk factor for renal cell carcinoma. Br J Cancer 1999; 
81: 542-548.

24. Linet MS, Chow WH, McLaughlin JK, Wacholder S, Yu MC, et al. 
Analgesics and cancers of the renal pelvis and ureter. Int J Cancer 
1995; 62: 15-18.

25. Holmäng S, Lele SM, Johansson SL. Squamous cell carcinoma of the 
renal pelvis and ureter: incidence, symptoms, treatment and outcome. 
J Urol 2007; 178: 51-56.

26. Paonessa J, Beck H, Cook S. Squamous cell carcinoma of the renal 
pelvis associated with kidney stones: a case report. Med Oncol 2011; 
Suppl 1: S392-394.

27. Guo CC, Tamboli P, Czerniak B. Micropapillary variant of urothelial 
carcinoma in the upper urinary tract: a clinicopathologic study of 11 
cases. Arch Pathol Lab Med. 2009; 133: 62-66. 

28. Tan LB, Chang LL, Cheng KI, Huang CH, Kwan AL. Transitional 
cell carcinomas of the renal pelvis and the ureter: comparative 
demographic characteristics, pathological grade and stage and 5-year 
survival in a Taiwanese population. BJU Int. 2009; 103: 312-316. 

29. Nielsen K, Ostri P. Primary tumors of the renal pelvis: evaluation of 
clinical and pathological features in a consecutive series of 10 years. J 
Urol. 1988; 140: 19-21.

30. Perez-Montiel D, Wakely PE, Hes O, Michal M, Suster S. High-grade 
urothelial carcinoma of the renal pelvis: clinicopathologic study of 
108 cases with emphasis on unusual morphologic variants. Mod 
Pathol. 2006; 19: 494-503.

31. Rouprêt M, Babjuk M, Compérat E, et al. European Association of 
Urology Guidelines on Upper Urinary Tract Urothelial Carcinoma: 
2017 Update. Eur Urol 2017.  

32. Strobel SL, Jasper WS, Gogate SA, Sharma HM. Primary carcinoma 
of the renal pelvis and ureter. Evaluation of clinical and pathologic 
features. Arch Pathol Lab Med. 1984; 108: 697-700.   

33. Presman D, Ehrlich L. Metastatic tumors of the ureter. J Urol 1948; 
59: 312-325.

34. Cohen WM, Freed SZ, Hasson J. Metastatic cancer to the ureter: a 
review of the literature and case presentations. J Urol 1974; 112: 188-
189.  

35. Inokuchi J, Naito S, Fujimoto H, Hara T, Sakura M, et al. Impact of 
multimodal treatment on prognosis for patients with metastatic upper 
urinary tract urothelial cancer: Subanalysis of the multi-institutional 
nationwide case series study of the Japanese Urological Association. 
Int J Urol. 2016; 23: 224-230. 

36. Shinagare AB, Fennessy FM, Ramaiya NH, Jagannathan JP, Taplin ME, 
et al. Urothelial cancers of the upper urinary tract: metastatic pattern 
and its correlation with tumor histopathology and location. J Comput 
Assist Tomogr. 2011; 35: 217-222. 

37. Lehmann J, Suttmann H, Albers P, Volkmer B, Gschwend JE, et al. 
[Complete resection of urothelial cancer metastases with curative 
intent]. Urologe A. 2009; 48: 143-150. [German].

38. Pomara G, Pastina I, Simone M, Casale P, Marchetti G, et al. Penile 
metastasis from primary transitional cell carcinoma of the renal 
pelvis: first manifestation of systemic spread. BMC Cancer. 2004; 4: 
90.

39. Kim B, Choi HJ, Kim MH, Cho KS. Recurrence patterns of bladder 
transitional cell carcinoma after radical cystectomy. Acta Radiol. 
2012; 53: 943-949. 

40. Lees AN. Cutaneous metastasis of transitional cell carcinoma of the 



10/11SM J Urol 6: 11

urinary bladder eight years after the primary: a case report. J Med 
Case Rep. 2015; 9: 102. 

41. Truong H, Parsons TM, Trabulsi EJ. Cutaneous metastasis of 
micropapillary urothelial carcinoma. Urology. 2015; 85: e7-8.

42. Cohen EL, Kim SW. Cutaneous manifestation of carcinoma of urinary 
bladder: carcinoma erysipelatodes. Urology. 1980; 16: 410-412.

43. Fang WK, Jou YC, Dai YC, Ko PC, Huang YF. Brain metastasis from renal 
urothelial carcinoma successfully treated by metastasectomy. Ci Ji Yi 
Xue Za Zhi. 2018; 30: 41-43.

44. Derbyshire ND, Asscher AW, Matthews PN. Hypercalcaemia 
as a manifestation of malignant urothelial change in analgesic 
nephropathy. Nephron. 1989; 52: 79-80.

45. Lee JW, Kim MJ, Song JH, Kim JH, Kim JM. Ipsilateral synchronous 
renal cell carcinoma and transitional cell carcinoma. J Korean Med Sci. 
1994; 9: 466-470.

46. Grubb RL 3rd, Collyer WC, Kibel AS. Transitional cell carcinoma of the 
renal pelvis associated with hypercalcemia in a patient with autosomal 
dominant polycystic kidney disease. Urology. 2004; 63: 778-780.

47. Castillo JM, Illarramendi JJ, Santiago A, Sebastián JL. Low dose 
epirubicin for hypercalcemia associated with renal pelvis carcinoma. 
Arch Esp Urol. 1991; 44: 97-99.

48. Alva A, Davis E, Chinnaiyan AM, Dhanasekaran S, Mehra R. 
Urothelial cancer with occult bone marrow metastases and isolated 
thrombocytopenia. Urol Case Rep. 2015; 3: 98-100.

49. O Sullivan E, Plant W. A rare complication of transitional cell carcinoma 
of the renal pelvis: parathyroid hormone-related peptide-induced 
hypercalcaemia. BMJ Case Rep. 2014; 2014. pii: bcr2013202796. 

50. Wang LJ, Wong YC, Huang CC, Wu CH, Hung SC, et al. Multidetector 
computerized tomography urography is more accurate than excretory 
urography for diagnosing transitional cell carcinoma of the upper 
urinary tract in adults with hematuria. J Urol 2010; 183: 48-55.

51. Vikram R, Sandler CM, Ng CS. Imaging and staging of transitional cell 
carcinoma: part 2, upper urinary tract. AJR Am J Roentgenol 2009; 
192:1488-1493. 

52. Caoili EM, Cohan RH, Korobkin M, Platt JF, Francis IR, et al. Urinary 
tract abnormalities: initial experience with multi-detector row CT 
urography. Radiology 2002; 222: 353-360. 

53. Blute ML, Segura JW, Patterson DE, Benson RC Jr, Zincke H. Impact 
of endourology on diagnosis and management of upper urinary tract 
urothelial cancer. J Urol 1989; 141: 1298-1301.    

54. Bagley DH, Rivas D. Upper urinary tract filling defects: flexible 
ureteroscopic diagnosis. J Urol 1990; 143:1196-1200.  

55. Gill WB, Lu CT, Thomsen S. Retrograde brushing: a new technique for 
obtaining histologic and cytologic material from ureteral, renal pelvic 
and renal caliceal lesions. J Urol 1973; 109:573.  

56. Blute RD Jr, Gittes RR, Gittes RF. Renal brush biopsy: survey of 
indications, techniques and results. J Urol 1981; 126:146.    

57. Simon CT, Skala SL, Weizer AZ, Ambani SN, Chinnaiyan AM, et al. 
Clinical utility and concordance of upper urinary tract cytology and 
biopsy in predicting clinicopathological features of upper urinary 
tract urothelial carcinoma. Hum Pathol. 2019; 86: 76-84.           

58. Messer J, Shariat SF, Brien JC, Herman MP, Ng CK, et al. Urinary 
cytology has a poor performance for predicting invasive or high-grade 
upper-tract urothelial carcinoma. BJU Int. 2011; 108: 701–705.

59. Williams SK, Denton KJ, Minervini A, Oxley J, Khastigir J, et al. 

Correlation of upper-tract cytology, retrograde pyelography, 
ureteroscopic appearance, and ureteroscopic biopsy with histologic 
examination of upper-tract transitional cell carcinoma. J Endourol 
2008; 22: 71-76.  

60. Miyake M, Owari T, Hori S, Nakai Y, Fujimoto K. Emerging biomarkers 
for the diagnosis and monitoring of urothelial carcinoma. Res Rep 
Urol. 2018; 10: 251-261.     

61. Güdemann CJ, Weitz J, Kienle P, Lacroix J, Wiesel MJ, et al. Detection 
of hematogenous micrometastasis in patients with transitional cell 
carcinoma. J Urol. 2000; 164: 532-536.  

62. Chen CC, Hsieh TF, Chang CH, Ma WL, Hung XF, et al. Androgen 
receptor promotes the migration and invasion of upper urinary tract 
urothelial carcinoma cells through the upregulation of MMP-9 and 
COX-2. Oncol Rep. 2013; 30: 979-985.

63. Koyama Y, Morikawa T, Miyakawa J, Miyama Y, Nakagawa T, et al. 
Diagnostic utility of Ki-67 immunohistochemistry in small endoscopic 
biopsies of the ureter and renal pelvis. Pathol Res Pract. 2017; 213: 
737-741. 

64. McKiernan JM, Hansel DE, Bochner BH, et al. Renal Pelvis and Ureter. 
In: AJCC Cancer Staging Manual, 8th, Amin MB (Ed), Springer, New 
York 2017. p.749.

65. Raman JD, Ng CK, Scherr DS, Margulis V, Lotan Y, et al. Impact of 
tumor location on prognosis for patients with upper tract urothelial 
carcinoma managed by radical nephroureterectomy. European 
urology 2010; 57: 1072-1079. 

66. Margulis V, Shariat SF, Matin SF, Kamat AM, Zigeuner R, et al. 
Outcomes of radical nephroureterectomy: a series from the Upper 
Tract Urothelial Carcinoma Collaboration. Cancer 2009; 115: 1224-
1233. 

67. Lughezzani G, Jeldres C, Isbarn H, et al. Nephroureterectomy and 
segmental ureterectomy in the treatment of invasive upper tract 
urothelial carcinoma: a population-based study of 2299 patients. Eur J 
Cancer 2009; 45: 3291-3297. 

68. Jeldres C, Sun M, Lughezzani G, Sun M, Shariat SF, et al. Highly 
predictive survival nomogram after upper urinary tract urothelial 
carcinoma. Cancer 2010; 116: 3774-3784.     

69. Ataus S, Onal B, Tunc B, Erozenci A, Cekmen A, et al. Factors affecting 
the survival of patients treated by standard nephroureterectomy 
for transitional cell carcinoma of the upper urinary tract. Int Urol 
Nephrol. 2006; 38: 9-13.  

70. Isbarn H, Jeldres C, Shariat SF, Liberman D, Sun M, et al. Location of 
the primary tumor is not an independent predictor of cancer specific 
mortality in patients with upper urinary tract urothelial carcinoma. 
The Journal of urology 2009; 182: 2177-2181.   

71. Das AK, Carson CC, Bolick D, Paulson DF. Primary carcinoma of the 
upper urinary tract. Effect of primary and secondary therapy on 
survival. Cancer. 1990; 66: 1919-1923.   

72. Ouzzane A, Colin P, Xylinas E, Pignot G, Ariane MM, et al. Ureteral 
and multifocal tumours have worse prognosis than renal pelvic 
tumours in urothelial carcinoma of the upper urinary tract treated by 
nephroureterectomy. European urology 2011; 60: 1258-1265.

73. Ng CK, Shariat SF, Lucas SM, Bagrodia A, Lotan Y, et al. Does the 
presence of hydronephrosis on preoperative axial CT imaging predict 
worse outcomes for patients undergoing nephroureterectomy for 
upper-tract urothelial carcinoma? Urologic oncology 2011; 29: 27-32.  

74. Hsieh MC, Su YL, Chiang PH, Rau KM, Chen YY, et al. Prognostic model 
to predict survival in patients with metastatic upper tract urothelial 



11/11SM J Urol 6: 11

carcinoma treated with cisplatin-based chemotherapy. Int J Urol. 
2016; 23: 385-389.  

75. Sonpavde G, Pond GR, Rosenberg JE, Bajorin DF, Choueiri TK, et al. 
Improved 5-factor prognostic classification of patients receiving 
salvage systemic therapy for advanced urothelial carcinoma. J Urol. 
2016; 195: 277-282.  

76. Liu R, Zhou X, Zou L, Chen Q, Hu Y, et al. Clinicopathological and 
prognostic significance of preoperative plasma fibrinogen level in 
patients with upper urinary tract urothelial carcinoma: A retrospective 
tumor marker prognostic study. Int J Surg. 2019; 65: 88-93. 

77. Scarpini S, Rouprêt M, Renard-Penna R, Camparo P, Cussenot O, et al. 
Impact of the expression of Aurora-A, p53, and MIB-1 on the prognosis 
of urothelial carcinomas of the upper urinary tract. Urol Oncol. 2012; 
30: 182-187. 

78. Kaufmann O, Volmerig J, Dietel M. Uroplakin III is a highly specific and 
moderately sensitive immunohistochemical marker for primary and 
metastatic urothelial carcinomas. Am J Clin Pathol. 2000; 113: 683-
687.  

79. Fan EW, Li CC, Wu WJ, Huang CN, Li WM, et al. FGF7 over expression is 
an independent prognosticator in patients with urothelial carcinoma 
of the upper urinary tract and bladder. J Urol. 2015; 194: 223-229.  

80. Nakanishi J, Wada Y, Matsumoto K, Azuma M, Kikuchi K, et al. 
Overexpression of B7-H1 (PD-L1) significantly associates with tumor 
grade and postoperative prognosis in human urothelial cancers. 
Cancer Immunol Immunother. 2007; 56: 1173-1182. 

81. Skala SL, Liu TY, Udager AM, Weizer AZ, Montgomery JS, et al. 
Programmed death-ligand 1 expression in upper tract uothelial 
carcinoma. Eur Urol Focus. 2017; 3: 502-509. 

82. El Fettouh HA, Rassweiler JJ, Schulze M, Salomon L, Allan J, Ramakumar 
S, et al. Laparoscopic radical nephroureterectomy: results of an 
international multicenter study. Eur Urol. 2002; 42: 447-452.

83. Jarrett TW, Chan DY, Cadeddu JA, Kavoussi LR. Laparoscopic 
nephroureterectomy for the treatment of transitional cell carcinoma 
of the upper urinary tract. Urology. 2001; 57: 448-453. 

84. Grimes N, McKay A, Lee SM, Aboumarzouk OM. Lymph node dissection 
during nephroureterectomy: Establishing the existing evidence based 
on a review of the literature. Arab J Urol. 2019; 17: 167-180.

85. Duquesne I, Ouzaid I, Loriot Y, Moschini M, Xylinas E. Lymphadenectomy 
for upper tract urothelial carcinoma: A systematic review. J Clin Med. 
2019; 8(8). pii: E1190. 

86. Campi R, Cotte J, Sessa F, Seisen T, Tellini R, et al. Robotic radical 
nephroureterectomy and segmental ureterectomy for upper tract 
urothelial carcinoma: a multi-institutional experience. World J Urol. 
2019. doi: 10.1007/s00345-019-02790-y. 

87. Goel MC, Matin SF, Derweesh I, Levin H, Streem S, et al. Partial 
nephrectomy for renal urothelial tumors: clinical update. Urology 
2006; 67:490-495. 

88. Daneshmand S, Quek ML, Huffman JL. Endoscopic management of 
upper urinary tract transitional cell carcinoma: long-term experience. 
Cancer 2003; 98:55-60.

89. Goel MC, Mahendra V, Roberts JG. Percutaneous management of renal 
pelvic urothelial tumors: long-term followup. J Urol 2003; 169:925-
929. 

90. Tonyali S, Yazici S. Does solitary- and organ-confined metastasectomy 
really improve survival in advanced urologic malignancies? Int Urol 
Nephrol. 2016; 48: 671-680.

91. Urakami S, Yuasa T, Yamamoto S, Sakura M, Tanaka H, et al. Clinical 
response to induction chemotherapy predicts improved survival 
outcome in urothelial carcinoma with clinical lymph nodal metastasis 
treated by consolidative surgery. Int J Clin Oncol. 2015; 20: 1171-
1178. 

92. Seisen T, Krasnow RE, Bellmunt J, Rouprêt M, Leow JJ, et al. Effectiveness 
of adjuvant chemotherapy after radical nephroureterectomy for 
locally advanced and/or positive regional lymph node upper tract 
urothelial carcinoma. J Clin Oncol 2017; 35: 852-860. 

93. Matsumoto K, Mochizuki K, Hirayama T, Ikeda M, Nishi M, et al. 
Gemcitabine plus nedaplatin as salvage therapy is a favorable option 
for patients with progressive metastatic urothelial carcinoma after 
two lines of chemotherapy. Asian Pac J Cancer Prev. 2015; 16: 2483-
24837. 

94. Seisen T, Jindal T, Karabon P, Sood A, Bellmunt J, et al. Efficacy 
of systemic chemotherapy plus radical nephroureterectomy for 
metastatic upper tract urothelial carcinoma. Eur Urol. 2017; 71: 714-
718. 

95. Kim HS, Seo HK. Immune checkpoint inhibitors for urothelial 
carcinoma. Investig Clin Urol. 2018; 59: 285-296.

96. Strong DW, Pearse HD. Recurrent urothelial tumors following surgery 
for transitional cell carcinoma of the upper urinary tract. Cancer 1976; 
38:2173-2183.  

97. Tanaka N, Kikuchi E, Kanao K, Matsumoto K, Kobayashi H, et al. Patient 
characteristics and outcomes in metastatic upper tract urothelial 
carcinoma after radical nephroureterectomy: the experience of 
Japanese multi-institutions. BJU Int. 2013; 112: E28-34.   

98. Tanaka N, Kikuchi E, Kanao K, Matsumoto K, Kobayashi H, et al. 
Metastatic behavior of upper tract urothelial carcinoma after radical 
nephroureterectomy: association with primary tumor location. Ann 
Surg Oncol. 2014; 21: 1038-1045.

99. Dong F, Fu H, Shi X, Shen Y, Xu T, et al. How do organ-specific 
metastases affect prognosis and surgical treatment for patients with 
metastatic upper tract urothelial carcinoma: first evidence from 
population based data. Clin Exp Metastasis. 2017; 34: 467-477. 

100. Hsieh MC, Chiang PH, Rau KM, Chen YY, Su YL, et al. The comparison 
of oncologic outcomes between metastatic upper tract urothelial 
carcinoma and urothelial carcinoma of the bladder after cisplatin-
based chemotherapy. Urol Oncol. 2015; 33: 495.e9-495.e14.


	Upper Tract Urothelial Carcinoma: Clinical Features and Management 
	Abstract
	INTRODUCTION 
	CLINICAL FEATURES 
	Figure 1
	Figure 2
	Figure 3
	Figure 4
	Figure 5
	DIAGNOSIS
	Figure 6
	Figure 7
	Figure 8
	Figure 9
	MANAGEMENT
	CONCLUSION 
	ACKNOWLEDGEMENT
	References

