
Predictive Value of Malignancy Index in Tumour 
Staging in Prostate Cancer

Abstract
Background: A fine balance exists between the early treatment of a potentially 
lethal prostate disease and possible complications from the early treatment of 
a potentially indolent disease. Prostate-specific antigen (PSA) is an indicator of 
disease progression and is used in the clinical staging of prostate cancer (PCa). 
Given the arsenal of staging methods available, some intrusive, some not, is there a 
future for biochemical staging? As the presence and stage of disease are influenced 
by multiple factors, it is conceivable that an effective biomarker for determining 
pathology and stage could require a convolution of more than one biochemical 
entity. In this study, the authors introduce a malignancy index capable of staging 
PCa and discriminating pathology from non–pathology, in three unmatched  
sample types.

Methods: Total protein measurement was by means of the Pierce Bicinchoninic acid 
protein assay. The total PSA concentrations were measured using a microparticle 
enzyme immune assay, and ELISAs confirmed the urokinase plasminogen activator 
and plasminogen activator inhibitor–1 concentrations. The three markers (PSA, 
urokinase plasminogen activator, and plasminogen activator inhibitor-1 as well as 
patient age) were used in the formulation of a malignancy index (the degree of a 
person’s vulnerability to disease).

Results: The authors examined the robustness of their malignancy index in 
transurethral resection and biopsy tissue and plasma samples and proved that it 
discriminated PCa from non–PCa and was able to predict tumour stage.
Conclusions: The malignancy index in this preliminary research increases with 
disease stage (T1 through T4) and deserves some attention as a credible marker.
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INTRODUCTION

Prostate cancer (PCa) is the second most 
frequent cancer diagnosed in males and the 
fifth leading cause of death worldwide.1 In 
the USA, the PCa death rate has dropped by 
approximately 4% each year from the mid-1990s 
to 2013, as a result of prostate-specific antigen 
(PSA) testing and advances in treatment, but 
this is no longer so.2 PCa screening using PSA 
remains controversial due to the risk of over-
diagnosis and over-treatment since many of the 
cancers diagnosed would remain asymptomatic, 
demonstrating that a protein whose expression 
is limited to specific tissues can be difficult to 
interpret at the clinical level.3 Its specificity is 
limited by a high frequency of falsely raised 
values, and approximately two-thirds of all PSA 
values greater than 4 ng/mL in males older than 
50 years are due to benign prostatic hyperplasia 
(BPH).4

A fine balance exists between the advantages 
of early treatment of a potentially lethal disease 
and possible complications from the early 
treatment of a potentially indolent disease. Apart 
from diagnosing PCa, the PSA assay is useful in 
tracking the progression of the disease and its 
response to treatment.5,6

Two studies found that 55% of males aged 46–
84 years and diagnosed histologically with BPH 
had PSA values greater than 4 ng/mL.7,8 It also 
emerged from their studies that 33% of patients 
with PCa showed low levels of PSA. These 
individuals would constitute a false-negative 
sub-group and may not receive treatment at all.

Limitations associated with PSA testing have led 
to a search for alternative biomarkers. Urokinase 
plasminogen activator (uPA) and its inhibitor, 
plasminogen activator inhibitor-1 (PAI-1), have 
been implicated in tumour aggressiveness 
and metastatic potential in breast cancer.9-11 
Clearly defined cut-off values of >3 ng/mg 
protein and >14 ng/mg protein for uPA and 
PAI-1, respectively, are linked with a poor 
outcome in node-negative breast cancer.12,13 
In fact, overexpression of PAI-1 is associated 
with a poor outcome in several cancers such as 
colon, thyroid, cervix, lung, and mouth, amongst 
others.14-18 The clinical value of uPA and PAI-
1 determination is, at present, still limited to 
breast cancer and no Level 1 evidence of benefit 
has been clinically demonstrated for these 
two markers in other malignancies. To date, no 
definitive role of the involvement of uPA and PAI-
1 in prostate cancer has emerged. 

In view of the association between breast 
cancer and PCa, and the similarity of their 
invasion process, the concentration of uPA and 
its inhibitor was determined in transurethral 
resection tissue (TURP), needle biopsies, and 
blood samples using ELISA methodology. The 
intention here being the search for a non-
invasive prostate marker. A recent prostate 
needle biopsy study found that a PAI-1 value 
of ≥4.5 ng/mg protein in males of 60 years and 
older was moderately predictive for PCa, with a 
sensitivity of 63%.19

The uPA/PAI-1 ratio in surgical resections 
of prostate tissue was seen to discriminate 
prostate pathology from non-pathology but 
showed a dependence upon patient age.7 This 

Key Points

1. Prostate cancer staging is important for prognosis of the disease after determining its severity, and 
for determining the treatment course, however, staging continues to present challenges as not every 
patient will present with abnormal results in all tests.

2. In the present study transurethral and biopsy tissue and plasma samples were used in order to test 
the robustness of a malignancy index that discriminates prostate cancer from non–prostate cancer and 
its ability to predict tumour stage.

3. Despite a number of limitations, this study demonstrated that the malignancy index deserves some 
attention as a credible marker as it increases with disease stage (T1 through T4) across three inde-
pendent prostate sample types.
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separation was not apparent for needle biopsy 
tissue, where PAI-1 was seen to act as a sole 
PCa biomarker. Males 60 years of age and older 
with PAI-1 values above 3 ng/mg protein were 
more likely to have PCa.8 This result did not hold 
entirely in a subsequent study, which led to the 
formulation of a malignancy index. On average, 
the malignancy index in TURP tissue, biopsy 
tissue, and plasma from patients with PCa was 
approximately 39-, 19-, and nine-fold higher, 
respectively, than that obtained from individuals 
with BPH and healthy volunteers.20

PCa staging can be either clinical or pathological. 
The former is based on the results of tests to 
determine the extent of the cancer and guide 
the treatment plan. The latter is based on what 
information is discovered after surgery and is 
likely the more accurate.21

Urological cancers are assessed universally by 
the tumour-node-metastasis system, which is 
considered the ‘gold standard’.22

To adequately assess the patient’s prognosis and 
plan the management, PCa staging must make 
use of the many clinicopathological parameters 
at its disposal.23 These novel prognostic 
biomarkers aid in avoiding unnecessary imaging 
studies and invasive interventions.

It is well known that clinical staging suffers 
from the subjectivity of rectal examinations and 
variable imaging modalities.24,25 The traditional 
PSA, and imaging and Gleason scores, may not 
accurately predict the patient’s prognosis.26 
This has led to the search for biomarkers and 
PCa genetic alterations that may aid decision-
making.27 Emerging data has linked several 
germline DNA mutations to PCa but their value in 
the setting of PCa is unclear.28

In this study, using transurethral and biopsy 
tissue and plasma samples, the authors examine 
the robustness of a malignancy index that not 
only discriminates PCa from non–PCa but is able 
to predict tumour stage. 

METHODS

Patient Eligibility Criteria
All consenting males presenting with a urologic 
problem (a raised PSA and enlarged prostate on 
digital rectal examination [DRE]) were eligible 
for the study. All consenting healthy male blood 
donors were also eligible and formed the  
control group.

Patients, Donors, and Sample Collection
The project was approved (reference: 
N09/11/330) by the Ethics Committee of the 
Faculty of Medicine and Health Sciences at 
the University of Stellenbosch, South Africa, 
and conducted in accordance with the Helsinki 
Declaration of 2013. Participants (who were 
Black, White, or of mixed ancestry) aged 
between 19 years and 86 years were included in 
the study. Patients and donors were recruited, 
and samples used in the study were collected 
over a period of 2 years (2014–2016).

Citrated blood samples were obtained from 
patients after signed consent and according to 
ethics guidelines. Care was taken when drawing 
the blood to avoid platelet activation and the 
release of platelet PAI-1. The samples were 
double-centrifuged at 1,500xG for 10 min, and 
platelet-free aliquots of plasma frozen at -80 °C. 
Haemolysed and lipaemic plasma samples were 
excluded. Patients and volunteers were recruited 
from the Tygerberg Academic Hospital, Cape 
Town, South Africa, and the Western Province 
Blood Transfusion Services, Cape Town, South 
Africa. Control samples and blood from patients 
diagnosed with PCa, based on PSA, DRE, 
Gleason score, and histopathology, were taken, 
as described elsewhere.7,20

Prostate needle biopsies and TURP were 
obtained from patients, after signed consent and 
according to ethics guidelines. Patients were 
recruited from the Gatesville Medical Centre, 
Cape Town, South Africa, and the Tygerberg 
Academic Hospital, Cape Town, South Africa. 
Patients were screened by PSA and DRE. An 
abnormal PSA and/or DRE finding resulted in 
the patient having an eight-core transrectal 
prostate biopsy. A histology positive score was 
added to the PSA and DRE scores to obtain a 
10-point final score. For example, patients with a 
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negative DRE, a PSA value of 4 ng/mL, and one 
positive core received a rating of 1, indicating 
a low probability of PCa and a high probability 
of BPH. An unmistakably abnormal DRE with 
a PSA value of 100 ng/mL and one or more 
positive cores received a rating of 10, indicating 
a high probability of PCa and a low probability 
of BPH. The scoring system was not validated 
and, therefore, only patients who scored 8 or 
more in the PCa category were included. To 
reduce errors, the clinical data and patients’ 
scores were reviewed by a second urologist. 
The scoring system was devised to obtain a high 
level of certainty of PCa identification, with a low 
probability of missing the same.

Measurement of Total Protein, 
Urokinase Plasminogen Activator, and 
Plasminogen Activator Inihibitor-1 
Content
Aliquots of the protein extracted from the test 
samples were assayed by means of the Pierce 
Bicinchoninic acid protein assay (Thermo Fisher 
Scientific, Rockford, Illinois, USA). In brief, the 
total protein concentration is indicated by a 
colour change of the test solution from green 
to purple in proportion to protein concentration, 
which is then measured using a colorimetric 
technique. Confirmation of the uPA and PAI-1 
content was by the Imubind® ELISA (Sekisui 
Diagnostics, Stamford, Connecticut, USA), as 
described elsewhere.29 The total protein was 
expressed as mg/mL, while the uPA and PAI-1 
content was expressed in ng/mg total protein. To 
test the ability of the pair of markers to predict 
disease state, uPA and PAI-1 concentrations were 
calculated for each sample, and the data for the 
PCa, BPH, and control groups compared. 

Measurement of Total Prostate-Specific 
Antigen
The AxSYM® (Abbott Laboratories, Illinois, 
USA) total PSA in patient and control sera was 
measured using a microparticle enzyme immune 
assay and expressed as ng/mL. Since it was not 
required for healthy volunteers (controls) to have 
a PSA test, age-matched PSA levels (mean: 0.93 
ng/mL; range: 0.38–3.25 ng/mL), were used for 
the control group, as reported elsewhere.30 This 
was found to correlate with published in-house 
PSA data (mean: 0.9312 ng/mL; range: 0.12–3.30 
ng/mL) for controls.31

Malignancy Index 
The rationale behind the malignancy index 
resulted from the observation of unusually high 
PAI-1 values in needle biopsies from patients with 
BPH, analogous to false-positive PSA values. 
Controversy surrounding PSA, and no level of 
evidence existing for PAI-1 and uPA, other than 
in node-negative breast cancer,11 prompted the 
integration of the three biomarkers and age 
in a malignancy index (in units of mal: 1 mal=1 
ng3×[mg protein]–2×ml–1×y–1), as defined, below:20

Malignancy index=([PSA]x[uPA]x[PAI–1])/age

STATISTICAL ANALYSIS

Statistical analyses were performed using 
GraphPad Prism scientific graphing and statistics 
software (GraphPad Software, San Diego, 
California, USA). To compare the data sets, the 
unpaired t-test was used, and p-values were 
calculated from two-sided tests. A value of <0.05 
indicated a statistically significant difference 
between the data sets.

RESULTS

The age distribution of the participants is 
presented in Table 1. For the plasma group, 
disease progression appeared to be correlated 
with age, with elderly patients presenting with 
advanced disease. The control cohort of this 
group was significantly younger than patients 
of all stages (p<0.0001), possibly because the 
majority (approximately 76%) of the former were 
aged ≤60 years. In the biopsy group, elderly 
patients also tended to present with advanced 
disease (with p-values decreasing from 0.7906 to 
0.0089). No relationship was apparent between 
age and disease stage in the TURP group. 

Figure 1 shows the comparison of malignancy 
indices in units of mal (ng3×[mg protein]–2×ml–
1×y–1) in plasma samples from the controls, 
males diagnosed with BPH, and those in 
various stages of PCa. The malignancy index 
significantly separates the BPH group from the 
control group, with a value of 0.0016 (p=0.0346). 
Plasma samples from stage T1 notwithstanding 
(p=0.2544), stages T2 through T4 are seen to 
be significantly different to the control group 
(n=110), with values of 0.0200 (n=42; p=0.0003), 
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0.0927 (n=18; p<0.0001), and 0.1920 (n=26; 
p<0.0001), respectively. The malignancy index is 
seen to rise with tumour stage.

Figure 2 shows the comparison of malignancy 
indices in biopsy tissue from patients diagnosed 
with BPH and PCa. The malignancy indices 
increase with tumour stage, from 0.2003±0.0903 
(T1) to 26.08±15.56 (T4). Interestingly, the index 
for the patients with BPH using biopsies was 
lower than for patients with T1 PCa. This appears 
to be consistent with the finding that the index 
is higher in the healthy donors than in patients 
with BPH for the plasma analysis (Figure 1). While 
the differences between malignancy indices of 
T1 (p=0.2439) and T2 (p=0.1466) PCa and the 
BPH group did not reach statistical significance, 
those for patients with T3 (p=0.0007) and T4 
(p<0.0001) PCa were significant. The large errors 
in the PCa groups are associated with outlier 
marker values.

Given the small PCa samples across tumour 
stages for TURP, the malignancy indices are, 
nevertheless, seen to rise with tumour stage, 
from 0.0255±0.0115 (T1) to 8.302±3.423 (T4 
[Figure 3]). Relative to the BPH group, the 
increases in the indices of patients with T2, 
T3, and T4 PCa were statistically significant 

(p<0.0001). As in the case of the biopsy 
experiment (Figure 2), the index for the patients 
with BPH emerged lower than for patients with T1 
PCa (p=0.2062).

DISCUSSION

PCa staging is important for evaluating the 
prognosis of the disease after determining its 
severity, and guiding patient treatment.32 Staging 
can be either clinical or pathological. The former 
uses data when the patient is diagnosed to 
estimate the extent of the disease. The latter, 
more accurate method, involves the pathological 
examination of tissue after surgery to assess 
the extent of the disease.33 However, staging 
continues to present challenges to clinicians 
as not every patient will present with abnormal 
results in all tests. Radiological imaging such 
as MRI has contributed immensely to the 
staging of PCa in primary and post-treatment 
settings.34,35 Another is the prostate specific 
membrane antigen (PSMA) PET–CT scan, in 
which high-affinity gallium-68-labelled and 
fluorine-18-labelled ligands bind to PSMA, 
an antigen expressed in prostate cancer and 
metastases.36 PSMA PET–CT scans cost anything 
from 20,000 Indian Rupees to 35,000 Indian 

Comparison with the respective controls (control group for plasma; BPH for biopsy and TURP) and the num-
ber of participants. Some of the p-values were not determined as group was used as a comparator.

BPH: benign prostatic hyperplasia; N/A: not applicable; n.d.: not determined; TURP: transurethral resection 
tissue.

Table 1: Age distribution among the studied participants.

Histology Tumour Stage (n; p)

Control BPH T1 T2 T3 T4 

Plasma 49.50±1.47 
(110; n.d.) 

65.10±1.76 
(20; <0.0001) 

64.91±1.50 
(32; <0.0001) 

65.72±1.18 
(42; <0.0001) 

68.56±1.58 
(18; <0.0001) 

67.36±1.91 
(26; <0.0001) 

Biopsy N/A 64.30±0.71 
(112; n.d.) 

64.66±1.22 
(44; 0.7906) 

65.81±1.49 
(32; 0.3301) 

68.37±1.53 
(19; 0.0289) 

70.73±2.63 
(11; 0.0089) 

TURP N/A 67.80±0.72 
(114; n.d.) 

65.33±2.15 
(8; 0.3919) 

66.00±2.03 
(5; 0.6059) 

72.00±4.41 
(4; 0.2394) 

68.30±2.59 
(12; 0.8433) 
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Plasma data (mean±SEM), compared with the control group for statistical significance.

BPH: benign prostatic hyperplasia; SEM: standard error of mean.

Biopsy data (mean±SEM), compared with BPH group for statistical significance.

BPH: benign prostatic hyperplasia; SEM: standard error of mean.

Figure 1: Comparison of malignancy indices (in units of mal: 1 mal=1 ng3[mg protein]–2ml–1y–1) in control, 
benign prostatic hyperplasia, and Stage T1–T4 prostate cancer plasma samples. 

Figure 2: Comparison of malignancy indices (in units of mal: 1 mal=1 ng3[mg protein]–2ml–1y–1) in benign 
prostatic hyperplasia and Stage T1–T4 prostate cancer biopsy samples.
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Rupees (Bookmyscans, Bangalore, India), which 
is outside the medical budget allocation of poorly 
resourced countries, as are many of the  
imaging tests.37

Whither, then, biochemical markers? PCa is a 
heterogeneous disease, and finding one marker 
capable of replacing the several examinations 
currently employed to stage prostate cancer 
patients is wishful thinking.38 Nonetheless, 
the search continues for markers capable of 
predicting a patient’s stage and response  
to treatment.

Increased angiogenesis is a feature of cancer 
metastasis and a prime target for treatment 
since vascularisation leads to tumour growth 
and invasion. Tumour-associated angiogenesis 
is directed by particular cytokines, such as IL-6 
and TGF-β1.39 IL-6 is also an agent of chronic 
inflammation in PCa and is reported to play a key 
role in castration-resistant PCa.40

In a breast cancer study by Ravishankaran 
and Karunanithi,41 serum IL-6 levels were seen 
to increase appreciably with tumour stage. 
Alchalabi et al.42 showed a strong association 

between IL-6 levels of 70.5, 92.0, 155.7 and 
237.5 pg/mL and tumour stage T1 through T4, 
respectively, in bladder cancer. Mroczko et al.43 
showed increased IL-6 levels in line with tumour 
stage, which was statistically significant in a 
pancreatic cancer study. In a gastric cancer 
study by Lukaszewicz-Zajac et al.,44 serum IL-6 
levels also increased in line with tumour stage 
but the differences were not deemed  
statistically significant. 

A study on gastric cancer by Tüzün et al.45 

showed that TGF-β1 levels were seen to be 
significantly higher in stages T2, T3, and T4 but 
not in stage T1 or the controls. Shim et al.,46 in 
a colorectal cancer study, showed a significant 
increase in TGF-β1 levels across all four tumour 
stages, of 31, 40, 46, and 54 ng/mL, respectively. 

In a differentiated thyroid cancer study by 
Zivancevic–Simonovic et al.,47 no significant 
differences in serum TGF-β1 levels between 
the patients with differentiated thyroid cancer 
and the controls was noted. Some studies have 
shown an increase, then, in serum TGF-β1 levels 
in different cancers, and others  
a decrease.48,49

TURP data (mean±SEM), compared with BPH group for statistical significance.

BPH: benign prostatic hyperplasia; SEM: standard error of mean; TURP: transurethral resection tissue.

Figure 3: Comparison of malignancy indices (in units of mal: 1 mal=1 ng3[mg protein]–2ml–1y–1) in benign 
prostatic hyperplasia and Stage T1–T4 prostate cancer transurethral resection tissue samples. 
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What, then, of IL-6 and TGF-β1 levels in prostate 
cancer? Wolff et al.50 found that TGF-β1 levels 
did not discriminate PCa from BPH, and that it 
did not increase with advancing tumour stage. 
An earlier study by Perry et al.51 found that TGF–
β1 levels did not discriminate the PCa group 
from the control group and that there was no 
correlation with either PSA value or tumour 
stage. In subsequent studies by Shariat et al.,52,53 
increased TGF-β1 levels in PCa tissue samples, 
post-prostatectomy, were shown to be indicators 
of heightened disease grade and stage.

Kattan et al.54 proposed adding both IL-6 and 
TGF-β1 to the existing arsenal of clinical markers, 
which improved their ability to predict the 
biochemical progression of PCa.

In this study, using transurethral and biopsy 
tissue and plasma samples, the robustness of a 
malignancy index that not only discriminates PCa 
from non–PCa but is also able to predict tumour 
stage is also examined. This preliminary research 
shows that the malignancy index increases with 
disease stage (T1 through T4) across three 
independent prostate sample types, albeit 
with the limitation of not being matched, and 
deserves some attention as a credible marker. 
Given that the malignancy index incorporates 
three markers, the large error margins noted are 
associated with occasional outliers, or steep 
PSA and PAI-1 values. A potential source of 

bias could be the significant disparity in sample 
sizes between control group for plasma (or BPH 
groups for biopsy and TURP) and disease stage 
(Table 1). Of specific note are those for TURP, 
where tumour stages numbers as low as 4–12 
are compared with a BPH group of 114. Such 
unmatched sample sizes can skew the statistics 
in favour of the larger group. Also, the control 
group of healthy donors for the plasma analysis 
were much younger than their BPH and PCa 
counterparts and could inherently exhibit lower 
marker levels, and thus low  
malignancy indices.

Another limitation and potential confounder of 
this study is the inevitable use of BPH groups as 
controls for the biopsy and TURP analyses. Use 
of true controls from healthy donors, although 
invasive and unethical, could lead to different 
and possibly stronger conclusions. Interestingly, 
malignancy indices were negligible (data not 
shown) in prostate biopsy samples derived 
from patients with pathologies other than PCa 
or BPH (i.e., atrophic prostate, inflammation, 
chronic prostatitis, hyperplasia of the bladder). 
As these non–PCa or non–BPH pathologies could 
potentially be confounders in the selectivity of 
any diagnostic tool for PCa, the observation that 
their malignancy indices are miniscule further 
emphasises the robustness and discriminatory 
power of this novel biomarker.

References
1.	 Rawla P. Epidemiology of 

prostate cancer. World J Oncol. 
2019;10(2):63-89.

2.	 Siegel RL et al. Cancer statistics, 
2021. CA Cancer J Clin. 
2021;71(1):7-33.

3.	 Eastham J. Prostate cancer 
screening. Investig Clin Urol. 
2017;58(4):217-19.

4.	 Stenman UH et al. Prostate–
specific antigen. Semin Cancer 
Biol. 1999;9(2):83-93.

5.	 Rönningas U et al. Prostate-
specific antigen (PSA) and 
distress: – a cross-sectional 
na-tionwide survey in men with 
prostate cancer in Sweden. BMC 
Urol. 2019;19(1):66.

6.	 Heidegger I. PSA screening 
– a matter of debate? MEMO. 
2019;12(1):244-8.

7.	 Böhm L et al. uPA/PAI-1 ratios 
distinguish benign prostatic 
hyperplasia and prostate 
cancer. J Cancer Res Clin Oncol. 
2013;139(7):1221-8.

8.	 Akudugu J et al. Further evaluation 
of uPA and PAI-1 as biomarkers for 
prostatic diseases. J Cancer Res 
Clin Oncol. 2015;141(4):627-31.

9.	 Shariat SF et al. Association of 
the circulating levels of urokinase 
system of plasminogen activation 
with the presence of prostate 
cancer and invasion, progression, 
and metastasis. J Clin Oncol. 
2007;25(4):349-55.

10.	 Schmitt M et al. Cancer therapy 
trials employing level-of-
evidence-1 disease forecast 
cancer biomarkers uPA and its 
inhibitor PAI-1. Expert Rev Mol 
Diagn. 2011;11(6):617-34.

11.	 Duffy MJ et al. uPA and PAI-1 
as biomarkers in breast cancer: 

validated for clinical use in level-
of-evidence-1 studies. Breast 
Cancer Res. 2014;16(4):428.

12.	 Harbeck N et al. Invasion marker 
PAI-1 remains a strong prognostic 
factor after long-term follow-up 
both for primary breast cancer 
and following first relapse. Breast 
Cancer Res Treat. 1999;54(2):147-
57.

13.	 Annecke K et al. uPA and PAI-1 
in breast cancer: review of their 
clinical utility and current validation 
in the prospective NNBC-3 trial. 
Adv Clin Chem. 2008;45:31-45.

14.	 Abe J et al. Larger and more 
invasive colorectal carcinoma 
contains larger amounts of 
plasminogen activator inhibitor 
Type 1 and its relative ratio over 
urokinase receptor correlates 
well with tumor size. Cancer. 
1999;86(12):2602-11.

15.	 Gershtein ES, Kushlinskii NE. 

Article



Urokinase and tissue plasminogen 
activators and their inhibitor PAI-1 
in human tumors. Bull Exp Biol 
Med. 2001;131(1):67-72.

16.	 Werle B et al. Cathepsin B, 
plasminogen activator inhibitor 
(PAI–1) and plasminogen activator 
receptor (uPAR) are prognostic 
factors for patients with non–small 
cell lung cancer. Anticancer Res. 
2004;24(6):4147-61.

17.	 Hundsdorfer B et al. Tumor-
associated urokinase-type 
plasminogen activator (uPA) and 
its inhibitor PAI-1 in normal and 
neoplastic tissues of patients 
with squamous cell cancer 
of the oral cavity – clinical 
relevance and prognostic 
value. J Craniomaxillofac Surg. 
2005;33(3):191-6.

18.	 Ohba K et al. Expression of 
urokinase-type plasminogen 
activator, urokinase–type 
plasminogen activator receptor 
and plasminogen activator 
inhibitors in patients with renal 
cell carcinoma: correlation with 
tumor associated macrophage and 
prognosis. J Urol. 2005;174(2):461-
5.

19.	 Serafin A et al. The potential 
of PAI-1 expression in needle 
biopsies as a predictive marker 
for prostate cancer. Cogent Med. 
2016;3(1):1183275.

20.	 Serafin A et al. The malignancy 
index in plasma samples as a 
prostate cancer biomarker. Discov 
Med. 2018;25(139):235-42.

21.	 Cosma G et al. Prediction of 
pathological stage in patients 
with prostate cancer: a neuro–
fuzzy model. PLoS One. 
2016;11(6):e0155856.

22.	 Varma M et al. TNM clinical 
staging of prostate cancer: 
issues and solutions. BJU Int. 
2019;123(3):382-4.

23.	 Saoud R et al. Incorporating 
prognostic biomarkers into risk 
assessment models and TNM 
staging for prostate cancer. Cells. 
2020;9(9):2116.

24.	 Paner GP et al. Updates in the 
eighth edition of the tumor-node-
metastasis staging classification 
for urologic cancers. Eur Urol. 
2018;73(4):560-9.

25.	 De Rooij et al. Accuracy of 
magnetic resonance imaging for 
local staging of prostate cancer: a 
diagnostic meta-analysis. Eur Urol. 
2016;70(2):233-45.

26.	 Wang SY et al. Limited ability of 
existing nomograms to predict 
outcomes in men undergoing 

active surveillance for prostate 
cancer. BJU Int. 2014;114(6b):E18-
24.

27.	 Giri VN et al. Inherited mutations 
in men undergoing multigene 
panel testing for prostate 
cancer: emerging implications 
of personalized prostate cancer 
genetic evaluation. JCO Precis 
Oncol. 2017;1:1-17.

28.	 Eggener SE et al. Molecular 
biomarkers in localized prostate 
cancer: ASCO guideline. J Clin 
Oncol. 2020;38(13):1474-94.

29.	 Jänicke F et al. Both the cytosols 
and detergent extracts of 
breast cancer tissues are suited 
to evaluate the prognostic 
impact of the urokinase-type 
plasminogen activator and its 
inhibitor, plasminogen activator 
inhibitor Type 1. Cancer Res. 
1994;54(10):2527-30.

30.	 Greene KL et al. Prostate 
specific antigen best practice 
statement: 2009 update. J Urol. 
2009;182(5):2232-41.

31.	 Fernandez P et al. Androgen 
metabolism gene polymorphisms, 
associations with prostate 
cancer risk and pathological 
characteristics: a comparative 
analysis between South African 
and Senegalese men. Prostate 
Cancer. 2012;2012:798634.

32.	 Pinto F et al. Imaging in prostate 
cancer staging: present role and 
future perspectives. Urol Int. 
2012;88(2):125-36.

33.	 Buyyounouski MK et al. Prostate 
cancer – major changes in the 
American Joint Committee on 
Cancer, eighth edition cancer 
staging manual. CA Cancer J Clin. 
2017;67(3):245-53.

34.	 Borley N, Feneley MR. Prostate 
cancer: diagnosis and staging. Asian 
J Androl. 2009;11(1):74-80.

35.	 Woo S et al. Contribution of radiology 
to staging of prostate cancer. Semin 
Nucl Med. 2019;49(4):294-301.

36.	 Maurer T et al. Diagnostic efficacy 
of (68)gallium-PSMA positron 
emission tomography compared 
to conventional imaging for lymph 
node staging of 130 consecutive 
patients with intermediate to 
high risk prostate cancer. J Urol. 
2016;195(5):1436-43.

37.	 BookMyScans. Services we 
offer. Available at: https://www.
bookmyscans.com. Last accessed: 
20th May 2021. 

38.	 Canto EI et al. Biochemical staging of 
prostate cancer. Urol Clin North Am. 
2003;30(2):263-77.

39.	 Adekoya TO, Richardson RM. 
Cytokines and chemokines as 

mediators of prostate cancer 
metastasis. Int J Mol Sci. 
2020;21(12):4449.

40.	 Nguyen DP et al. Inflammation 
and prostate cancer: the role 
of interleukin 6 (IL6). BJU Int. 
2014;113(6):986-92.

41.	 Ravishankaran P, Karunanithi R. 
Clinical significance of preoperative 
serum interleukin–6 and C–reactive 
protein level in breast cancer 
patients. World J Surg Oncol. 
2011;9:18.

42.	 Alchalabi R et al. Correlation 
between serum cytokines level (IL-6, 
IL-10, TNF-α and MIF) of urinary 
bladder carcinoma patients. IJAR. 
2015;3(12):799-806.

43.	 Mroczko B et al. Diagnostic 
usefulness of serum interleukin 6 (IL-
6) and C-reactive protein (CRP) in the 
differentiation between pancreatic 
cancer and chronic pancreatitis. J 
Clin Lab Anal. 2010;24(4):256-61.

44.	 Lukaszewicz-Zajac M et 
al. Comparison between 
clinical significance of serum 
proinflammatory proteins (IL-6 and 
CRP) and classic tumor markers (CEA 
and CA 19–9) in gastric cancer. Clin 
Exp Med. 2011;11(2):89-96.

45.	 Tüzün S et al. Lipid peroxidation 
and transforming growth factor–
β1 levels in gastric cancer at 
pathologic stages. Balkan Med J. 
2012:29(3):273-6.

46.	 Shim KS et al. Elevated serum levels 
of transforming growth factor-β1 in 
patients with colorectal carcinoma. 
Cancer. 1999;85(3):554-61.

47.	 Zivancevic-Simonovic S et al. 
Transforming growth factor beta 1 
(TGF-β1) in thyroid cancer patients: a 
view from the peripheral blood. Ann 
Clin Lab Sci. 2016;46(4):401–6.

48.	 Coban S et al. The significance of 
serum transforming growth factor 
beta 1 in detecting of gastric and 
colon cancers. Hepatogastroenterol. 
2007;54(77):1472-6.

49.	 Wu HS et al. The concentration of 
serum transforming growth factor 
beta–1 (TGF-beta1) is decreased in 
cervical carcinoma patients. Cancer 
Invest. 2002;20(1):55-9.

50.	 Wolff JM et al. Serum concentrations 
of transforming growth factor-beta 1 
in patients with benign and malignant 
prostatic diseases. Anticancer Res. 
1999;19(4A):2657-9. 

51.	 Perry KT et al. Transforming growth 
factor beta as a clinical biomarker 
for prostate cancer. Urology. 
1997;49(1):151-5.

52.	 Shariat SF et al. Association of 
pre- and postoperative plasma 
levels of transforming growth factor 
beta(1) and interleukin 6 and its 
soluble receptor with prostate 
cancer progression. Clin Cancer Res. 

Article



2004;10(6):1992-9.

53.	 Shariat SF et al. Early postoperative 
plasma transforming growth 
factor-β1 is a strong predictor 
of biochemical progression after 

radical prostatectomy. J Urol. 
2008;179(4):1593-7.

54.	 Kattan M et al. The addition of 
interleukin-6 soluble receptor and 
transforming growth factor β1 

improves a preoperative nomogram 
for predicting biochemical 
progression in patients with clinically 
localized prostate cancer. J Clin 
Oncol. 2003;21(19):3573-9.

Article


