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INTRODUCTION

Worldwide one of

TO DETERMINE THE FREQUENCY OF PROSTATE
MALIGNANCY IN PATIENTS WITH CLINICALLY BENIGN
PROSTATE.

Salman Manzoor Qureshi', Muhammad Ali Sohail?, Mujeeb ur Rehman Sahito?, Aijaz Hussain Memon*

ABSTRACT... To see the frequency of prostatic malignancy in patients presenting with clinically
benign prostate. Study Design: Descriptive case series. Setting: Department of Urology at
Peoples University of Medical and Health Sciences for Women / Hospital Nawabshah. Period:
Fifteen Months, From October 2016 to December 2017. Materials and Methods: A total of
100 patients who presented with the clinically benign prostate in Urology OPD were enrolled.
All concern data regarding Age, mode of presentation (lower urinary tract symptoms with
IPSS score/ Acute retention of urine), comorbid, clinical examination findings, pre voided and
post-void residual urine determination (on ultrasonography) were entered. The laboratory
investigation includes complete blood count, urea, creatinine, random blood sugar (RBS), urine
DR and CS, coagulation profile were performed before TURPRTURP performed under spinal
anesthesia. After TURP the prostatic tissue chips were sent for histopathology as a routine.
Data was analyzed through SPSS Version 20.0. Results: The average age of males was 71.38=
7.19 yrs. Most of the patients with (IPSS 20-35) BPH have lower urinary tract symptoms (both
obstructive and irritative). DRE was done in all patients to estimate the size of the prostrate,
it was varying from grade 1 enlarged n= 27(27%), grade 2 enlarged n= 36(36%), to grade 3
enlarged in n=37(37%). There were 3 (3%) cases reported to have prostate cancer, with findings
confirmed by biopsy of TURP Specimen. There was no mortality seen in our study. The clinical
presentation of patients, grades of enlargements on DRE and IPSS however, demonstrated
no correlation. Conclusion: BPH is more common between 60-80yrs. When patient undergo
TURP or open prostatectomy, every specimen should be sent for biopsy because prostate
cancer is only confirmed by biopsy, so that prostate cancer is detected early Radiology & PSA
values are supportive in their role but are not true diagnostic. Prostatic cancer is a significant
morbid condition, so effective measures should be taken to detect prostatic cancer, so that
patient can be properly treated according to the stage.
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enlarge prostate and carcinoma prostate is

the most common controversial and under debate since 1940.3

malignancies in men is the Prostate cancer
(CaP)." The most common problem encountered
in the management of this disease is a delayed
presentation which causes tumour treatment to a
stage where it is incurable. No identifiable cause
has been found yet except genetic tendency,
smoking and increased dietary fat.?

Urinary tract symptoms mostly occur due to
enlarging prostate in the ageing male. A possible
link between lower urinary tract symptoms,

Prostate Cancer Prevention Trial (PCPT) didn’t
find any association with carcinoma prostate and
lower urinary symptoms.* Nevertheless, another
large, population-based study in Europe has
found an association between two with likelihood
ratio varying from 2.2 to 4.5.5 There is increased
risk compared to other variables like race (African
American vs. white, RR: 1.3), sexually transmitted
diseases (RR: 1.5), family history (RR: 2-4),
obesity (RR: 1.05), prostatitis (RR: 1.5).¢Worldwide
various screening tools and different protocols
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are being used to detect malignancy early. The
widely used protocol is the use of DRE (digital
rectal examination) together with transrectal
ultrasonography (TRUS) and serum prostatic
specific antigen (PSA). Usually asymptomatic
patients when diagnosed, frequently the
diagnosis is by abnormal DRE, increased PSA
and abnormal findings on histopathology of
TURP specimen. The abnormal findings in DRE
which favour’s towards malignancy include hard
consistency, palpable nodule, obliterated median
sulcus, asymmetry, or induration. DRE can detect
tumour in the posterior and lateral aspects of the
prostate gland; an inherent limitation to the digital
examination is that only 85 % of cancers arise
peripherally where they can be detected with a
finger examination.”

Gray-scale TRUS has become the most
common imaging modality for the prostate. Most
commonly used for prostate cancer detection
and also be used in the evaluation of other
conditions such as infertility, TRUS technology
has become a mainstay of many image-guided
prostate interventions, including prostate biopsy,
brachytherapy, cryotherapy, and high-intensity
focused ultrasonography (HIFU), as well as being
used in the evaluation of appropriate patients for
treatment of benign prostatic hyperplasia (BPH).2

In most of the cases when old age patient came
to doctor with complaints of Lower urinary tract
symptoms, are being initially treated as the
benign disease of prostate like Benign prostatic
enlargement and they initially got conservative
treatment till the failure of conservative treatment
or referred to through and comprehensive
history, Examination and assessment by Proper
Urologist. Sometimes prostatic carcinoma easily
diagnosed initially on DRE, TRUS, PSA & BIOPSY
basis on initial workup, but sometime when these
tools (other than biopsy) not guided the urologist
toward Cap and patient underwent TURP for
benign disease, then biopsy specimen told us
about adenocarcinoma, proves too late for those
not having a benign origin from very beginning.
Therefore, it is of paramount importance to
proceed with its accurate and early diagnosis
so as to proceed with the appropriate course of

action.

The purpose of this study was to determine the
frequency of abnormal histopathology findings
that favour the malignancy in clinically benign
prostatic enlargement patients who underwent
TURP.

MATERIAL AND METHOD

Data Collection Procedure

A total of 100 patients who presented with the
clinically benign prostate in OPD at Department of
Urology at Peoples University of Medical & Health
Sciences / Hospital, Nawabshah were enrolled

After informed consent, and the full explanation
of the study their data was taken and then
entered into the Performa. All concern data
regarding Age, mode of presentation (lower
urinary tract symptoms with IPSS score/ Acute
retention of urine), comorbid, clinical examination
findings, pre voided and post-void residual urine
determination (on ultrasonography) were entered.
The inclusion criteria were refractory retention
of urine, moderate to severe score in IPSS, No
bony pain or a backache, with no weight loss, no
sign of malignancy on digital rectal examination,
post residual urine more than 100ml. DRE was
done in all patients, the size of the prostate was
varying from grade 1 to grade 4 enlargements
according to modified Romero grading by Lodh
B et al.® According to this classification, grade
1 enlargement (easy access to upper limit of
prostate), grade 2 enlargement (lateral margin
palpable but upper margin was palpated with
some difficulty), grade 3 enlargement (upper
margin was palpated with marked difficulty)
Grade 4 as inability to access the upper limit
even with effort, deep depth lateral sulcus (> two
finger width), obliteration of median sulcus with
rounded posterior surface.

The laboratory investigation includes complete
blood count, urea, creatinine, random blood sugar
(RBS), urine DR and CS, coagulation profile were
performed before TURP. TURP performed under
spinal anesthesia. After TURP the prostatic tissue
chips were sent for histopathology as a routine.
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Data Analysis Procedure
All data was entered in statistical package for
social Sciences (SPSS) 20.0 version.

Ethical Consideration

Informed consent was taken from the patients at
the time of Admission; Confidentiality about their
particulars was kept secret, no any force used to
enroll the patient in the study to participate.

RESULTS

Out of 100 patients enrolled, the average age of
the males was 71.38+ 7.19 years. Among them,
65 males were between 60-70 years old (65%),
while the others 21 males had age between 71-
80yrs (21%) and the remaining 14 males were
greater than 80 years (14%).

Majority of the patients about 58% (n=58) with
clinically benign prostatic enlargement were
presented with lower urinary tract symptoms
(LUTS). On detail evaluation of LUTS, we found
to have increased frequency of maturation in 65%
of patients, urgency 52%, nocturia 70%, straining
64%, weak stream 56%, intermittency 44%,
incomplete emptying 39%. There were more than
4 symptoms in all the patients.

The other presentation was retention (refractory)
of urine and was present in 37% of patients
(n=37). Among the remaining 5 patients, 3
patients presented with LUTS and hematuria (3%,
n=3), and the last 2 patients (2%, n=2) presented
with LUTS and inguinal swelling.

All patients who presented with LUTS, their IPSS
score were evaluated and we have found score
between 20 and 35 in all patients with an enlarged
prostate. In 39 patients the IPSS score was 20-
25/35, in 16 patients IPSS score was between 26-
30/35 and in remaining 8 patients the IPSS score
was between 31-35 points.

DRE was done in all patients, the size of the
prostate was varying from grade 1 to grade 3
enlargements according to Lodh B et al® grading
system. We found Grade 1 enlargement in
27 patients (27%), grade 2 enlargement in 36
patients (36%), and grade 3 enlargement in 37

patients (37%). On DRE firm consistency was
found and no nodule was palpable in all the
patients. The median groove was palpable and
freely mobile rectal mucosa over the prostate,
and bulbocavernous reflex was positive.

The post-void residual volume estimation was
done by ultrasonography of bladder revealed
more than 100ml in 39% of patients. All patients
present with normal renal functions.

Out of 100 patients, only 3 patient’s biopsy report
shows prostatic cancer. These cases of carcinoma
were screened by prostate-specific antigen which
was done after 1 month of TURP to exclude false
elevation by instrumentation and TURP, and it was
found to be elevated and it was between 4-10ng/
ml. The mean age among patients with prostate
malignancy was 69.67+3.05 years, while the
mean age among patients with clinically BPH
was 71.43 * 7.28 years. The age range, when
compared with patients with BPH and Prostate
carcinoma, revealed statistically non-significant
value p-0.720. The DRE findings of both BPH
and Prostate carcinoma revealed non-significant
value 0.437.

On detail evaluation of biopsy report, the Gleason
score was 6 (3+3) in 1 patient (well-differentiated
adenocarcinoma), and in remaining 2 patients
Gleason score was 7 (3+4), moderate differentiate
adenocarcinoma. There was no mortality seen
in our study. All these three patients underwent
further diagnostic workup include TRUS guided
biopsy and additional radiological staging
investigations. They properly characterized by
Damico Risk Stratification system and further
treatment advised.

The clinical presentation of patients, grades
of enlargements on DRE and IPSS however,
demonstrated no correlation.
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PRESENTATION OF PATIENTS

N=No of Patients,

Presentation of Patients % Percentage
(-]

Age
60 — 70 Years N = 65 (65%)
71 -80 Years N =21 (21%)
> 80 Years N = 14 (14%)
Mean= SD 1.38 7.19
Way of Presentation
LUTS N = 58 (58%)
Refractory retention N = 37 (37%)
LUTS with hematuria N = 3 (3%)
LUTS with inguinal swelling N =2 (2%)
Types of LUTS
Increased frequency of Micturition (65%)
Urgency (52%)
Nocturia (70%)
Straining (64%)
Weak stream (56%)
Intermittency (44%)
Incomplete emptying (39%)
IPSS
20-25 /35 N = 39 (39%)
26-30/ 35 N = 16 (16%)
31-35 /35 N = 8 (8%)
DRE
Grade | enlargement N = 27 (27%)
Grade Il enlargement N = 36 (36%)
Grade lll enlargement N = 37 (37%)
ANALYSIS AFTER TUPR
Biopsy Report
Benign prostatic hyperplasia N = 97 (97%)
Prostatic carcinoma N = 3 (3%)
PSA Values
Less than 10 ng/ml N =1 (01%)
More than 10 ng/ml N = 2 (02%)

DISSCUSION

Prostate cancer remains the second most
commonly diagnosed cancer in men, with an
estimated 1.1 million diagnoses worldwide
in 2012, accounting for 15% of all cancers
diagnosed', in which Prostatic adenocarcinoma
accounts for 95% of all prostatic neoplasms which
arises from the peripheral zone of the prostate.

Incidental Prostatic carcinoma (IPCa) is defined
as a “cancer which lacks apparent neoplastic
symptoms or cancer which is unusually detected

by microscopic examination of resected tissue
that had been previously diagnosed as benign.
Different screening programs in the past have led
to detection of prostate carcinoma but, With the
use of traditional and latest modern screening
methods and techniques for PAC, including
digital rectal examination (DRE), measurement of
prostate-specific antigen (PSA), and transrectal
ultrasound (TURS) and prostate biopsy, have
not only reported better diagnosis of PAC but
also an increase in the incidence of PAC."?
Today, PCa is more frequently being diagnosed
in asymptomatic patients with localized disease.
Owing to early diagnosis, more cases of focal
PCa or IPCa are diagnosed.'

The European Union of Urology’s guidelines
defines the incidental Tumour as T1a and T1b.
According to this classification “Tumour Node
Metastasis (TNM) classification of prostatic
cancer’, the Clinical T1 or incidental prostate
cancer is defined as “the clinically inapparent
tumour that is neither palpable nor visible by
imaging”. Clinical Tlaand T1b prostate cancer are
diagnosed at the time of transurethral resection of
the prostate (TURP) for benign prostatic disease.
T1a disease involves 5% or less of the resected
tissue, whereas T1b disease involves more than
5% of the resected tissue.'

Transurethral resection of the prostate (TURP)
targets the transitional zone of the prostate,
Prostate cancer isolated exclusively in the
transitional zone (TZ) is uncommon, accounting
for only 2 -7% of all prostate cancers.’ Several
recent studies have reported that cancer arising
from the TZ have a more favorable prognosis than
tumors that arise in the peripheral zone (PZ2).'¢

In men the Prostatic cancer appears as significant
health problem, its incidence is age dependent.
Studies showed a prevalence of PCa at age <
30 years of 5% (95% CI: 3-8%), increasing by
an odds ratio of 1.7 (1.6-1.8) per decade, to a
prevalence of 59% (48-71%) by age > 79 years."”
In our study the most commonly 71 years of age
was affected. BPH is one of the most common
manifestations in older individuals as evident
from literature. It accounts for 70% of men over 70
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years of age. Our study showed nearly consistent
finding. In our study, however, the patients with
biopsy-proven prostate carcinoma the mean age
were 69yrs. Brandon Otto et al conducted study
on 793 men to find the pathology of prostate, all
were between 45-90 years of age and the median
age was 71 years. In their study 98.6 % were
diagnosed as benign prostatic hyperplasia or
inflammation on pathology and 1.4 % was found
to have prostatic cancer on pathology.’®* Saman
S T et al performed study on 1250 patients to
evaluate the prostatic disease and the mean age
was 71.1 years in their study. Due to awareness of
disease of prostate by various health programs,
seminars, handouts, and increasing quality of
treatment modalities for the patients of prostatic
enlargement and increasing life expectancy,
the most common specimen received by the
pathologist for analysis to diagnose benign /
malignant disease.®

In our study, 100 TURP specimens were analyzed
by the histopathologist to find out the incidence
of a prostatic tumour in clinically benign prostatic
disease (clinical T1a or T1b) and we found that 3
patients out of 100 (3%) showed Prostatic cancer
in TURP specimen. A large retrospective study
conducted by Brandon Otto et al in recent past,
evaluated the TURP specimens of 771 patients
and they had concluded that the incidence of
prostatic cancer in their study was 1.4% (N=11),
and the reason of this lower incidence in this study
was the exclusion of all those cases who were PSA
positive (elevation) or suspicious DRE."® Saman
ST et al in their study of 1250 patients found 95.36
% of the specimen showed Benign pathology
and 4.64% of cases with histopathology favoured
prostatic cancer."® Christopher Barbieri et al in
their study of 548 (98.9%) patients demonstrated
benign pathology with no evidence of carcinoma
and Six (1.1%) patients were incidentally found
to have prostate cancer on resected tissue
pathology. All were found to have the low grade
and low volume disease.®® On the other hand,
the growing awareness and use of medical
management of benign prostatic disease and use
of Laser In prostatic surgery in which the prostatic
tissue will not be available, are the other reasons
of lower incidence of Prostatic cancer in TURP

specimen.

Before the PSA screening/essay the incidental
prostatic cancer rate was 27% at the time of
TURP?' With an increase in PSA screening, there
has been a decrease in pT1a and pT1b lesions
(4.4% to 2.2% and 10.5% to 2.8%, resp. Jones et
al.’s comparison found a decrease of incidental
prostate cancer from 14.9% to 5.2% (pre versus
post PSA era) in over 700 patients??, the other
interesting thing is that several advanced prostatic
cancers had PSA level in the usual normal range
thus limit the usefulness of PSA screening to
some extent.

A multicenter review by Yoo et al. showed an
incidental prostate cancer rate of 4.8% in over
1600 patients. They found that in addition to DRE
findings, the combination of transitional zone
volume and PSA could be useful predictors of
incidental prostate cancer.?®

In our study, only 3 patients were diagnosed with
a case of adenocarcinoma of the prostate on
histopathology. Maximum numbers of our cases
were in the 7th decade, then we advised their PSA,
which was done after one month of TURP to rule
out the false positive result. We found that their
PSAwas elevated. Out of three, one PSAvalue was
below 10 and the remaining two had value more
than 10. In our study prostatic adenocarcinoma
with Gleason’s score 6 (3+3) was found in 1
case and Gleason scores 7 (3+4) was found in 2
cases. All these three patients underwent further
diagnostic workup include TRUS guided biopsy
and additional radiological staging investigations.
They properly characterized by Damico Risk
Stratification system and treatment advised.

The clinical implication of this study is to
emphasize the importance of evaluation of
biopsy specimen especially in those patients who
have positive family history of prostatic cancer
and also to prefer conventional TURP over laser
TURP/ Ablation to obtain tissue diagnosis.

Despite intensive research over the last several
decades, many questions particularly those
concerning early diagnosis and the choice of
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optimal treatment for each individual patient, still
remain unanswered.

CONCLUSION

BPH is more common between 60-80yrs. When
patient undergo TURP or open prostatectomy,
every specimen should be sent for biopsy
because prostate cancer is only confirmed by
biopsy, so that prostate cancer is detected early.
Radiology & PSA values are supportive in their
role but are not true diagnostic. Prostatic cancer
is a significant morbid condition, so effective
measures should be taken to detect prostatic
cancer, so that patient can be properly treated
according to the stage.
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