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Surgery is the most effective treatment for localized renal 
cell cancer (RCC) and, as such, is the standard of care (1).  
For a long time, radical nephrectomy was the gold 
standard for localized RCC (1). Nowadays, however, partial 
nephrectomy appears to be the first treatment choice when 
technically feasible without worsening the oncological 
outcome (1,2). Conversely, radical nephrectomy is often 
selected for local advanced RCC (1,2). Twenty to forty 
percent of patients with these localized RCC will have 
recurrence, mainly as pulmonary, osseous, and/or liver 
metastasis as distant metastasis (3,4). Among these recurred 
patients, local recurrence is infrequent when compared to 
these systemic metastasis (4,5). These patients with local 
recurrence, however, must be considered at high risk of 
developing distant metastatic disease. Currently, there is no 
standardized definition or classification for local recurrence 
after surgical removal of RCC.

The ASSURE (ECOG-ACRIN E2805, Adjuvant 
Sorafenib or Sunitinib for Unfavorable REnal carcinoma) is 
the phase III, multi-center, international placebo-controlled 
trial that accessed the efficacy of adjuvant tyrosine kinase 
inhibitors (TKI) in patients with high-risk RCC after 
surgical removal of the primary tumor (6). Unfortunately, 
the ASSURE trial could not demonstrate an improvement 
in either disease-free or overall survival (OS) rates with 
adjuvant TKI therapy (6). The prospective cohorts are, 
however, sometimes re-used to examine other important 
clinical questions. In a recent article in Journal of Urology, 
Lee et al. described a novel classification system for local 

recurrence after surgery for RCC using the ASSURE trial 
cohort (7). Trial data was queried for patients with surgically 
removed non-metastatic RCC with local recurrence. They 
defined local recurrence as any intra-abdominal recurrence 
without extra-abdominal recurrence (i.e., lung, brain, and 
bone) and classified them into the following four categories: 
Type I: single recurrence in a remnant kidney or ipsilateral 
renal fossa; Type II: single recurrence in ipsilateral 
vasculature, ipsilateral adrenal gland, or a lymph node; Type 
III: single recurrence in other intra-abdominal soft tissues 
or organs; and Type IV: any combination of Types I–III, or 
multiple recurrences within a single type (7). Compared to 
a solitary local recurrence at a single anatomic subdivision 
(Types I–III), local recurrence involving multiple sites and/
or subdivisions (Type IV) was associated with worse 5-year 
cancer-specific survival (CSS: 65.1–72.0% vs. 40.2%) and 
OS (60.2–66.0% vs. 35.0%), and shorter time to local 
recurrence (2-year local recurrence-free rates: 39.2–51.7% 
vs. 26.0%) (7). In addition, when local recurrence was 
limited to a solitary lesion, there was no difference in 
CSS and OS, regardless of its intra-abdominal anatomic 
subdivision (Types I–III) (7). 

The authors presented this classification as having several 
characteristics (7). It distinguishes recurrence in the remnant 
kidney or ipsilateral renal fossa (Type I) from that in the 
ipsilateral vasculature, adrenal gland, or lymph node (Type 
II) (7). It also includes intra-abdominal soft tissue or organ 
(Type III) recurrence, although this class is often considered 
to be systemic metastasis (7). In addition, this classification 
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includes another category of multiple recurrences or 
recurrence at multiple sites as Type IV (7). A standardized 
definition and classification of local recurrence after surgical 
removal of RCC is of great importance for clinical practice. 
When this classification is accepted worldwide, clinical 
data will be accumulated for the respective local recurrence 
types. This would enable validation of this classification and 
discussion of the treatment strategy in the respective types 
of patients with local recurrence. Surgical removal still plays 
an important role in this category, especially in solitary 
recurrence (8,9). Also, recently advanced systemic therapies, 
including the TKI, the inhibitors of mechanistic target of 
rapamycin (mTOR), and the immune checkpoint inhibitors, 
function as effective therapeutic tools (9,10). We expect to 
be able to establish the treatment strategy in this category, 
which will benefit RCC patients with local recurrence. 
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