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ÖZET
Amaç: Bu çalışmada amacımız radikal prostatektomi yapılan intermediate risk grubu prostat kanseri has-
talarını kılavuzlara göre alt gruplara ayırmak ve onkolojik, patolojik ve biyokimyasal sonuçlarını karşılaştır-
maktır.
Gereç ve Yöntemler: 2016-2020 yılları arasında kliniğimizde prostat kanseri nedeniyle radikal prostatekto-
mi yapılan intermediate risk grubundaki 36 hastayı retrospektif olarak değerlendirdik. Hastaları risk faktör-
lerine göre favourable ve unfavourable olmak üzere iki gruba ayırdık. Hastaların preoperatif prostat biyopsi 
ve radikal prostatektomi patoloji sonuçlarını, postoperatif 3. ve 6. ay kontrol PSA sonuçlarını, cerrahi sınır 
pozitiflik oranlarını, klinik ve patolojik evreler arasındaki farkları SPSS programını kullanarak istatistiki olarak 
karşılaştırdık.
Bulgular: Pozitif kor sayısı, postoperatif 3. ve 6. ay PSA değerleri, pozitif kor sayısı, cerrahi sınır pozitifliği, ra-
dikal prostatektomi sonrası upstage olma oranının unfavourable grupta daha yüksek olduğu tespit edildi. 
Bu farklar istatistiksel olarak anlamlı değildi. Pozitif kor yüzdesi ise unfavourabla grupta istatistiksel olarak 
anlamlı şekilde daha yüksekti.(P<0,001)
Sonuç: İntermediate risk prostat kanseri heterojen bir hastalık grubudur. Tedavi rejimleri belirlenirken yaş, 
ek hastalık, hasta beklentisi gibi faktörler göz önünde bulundurularak seçim yapılması önem arzetmektedir.

Anahtar kelimeler:  Prostat kanseri, PSA, Gleason skor, İntermediate risk

ABSTRACT
Objective:  Our aim in this study was to separate the intermediate risk group prostate cancer patients who 
had radical prostatectomy in our clinic into subgroups according to NCCN Guidelines and compare their 
oncological, pathological and biochemical results.
Material and Methods: We retrospectively evaluated 36 patients in intermediate risk group who had rad-
ical prostatectomy in our clinic due to prostate cancer between 2016 and 2020. We separated the patients 
into two groups as favourable and unfavourable based on risk factors.

Radikal prostatektomi yapılmış intermediate risk prostat kanseri hastalarında postoperatif 
sonuçların karşılaştırılması
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We statistically compared preoperative prostate biopsy and radical prostatectomy pathology results, post-
operative 3 and 6 month control PSA results, surgical border positivity ratios and the differences between 
clinical and pathological stages of the patients using SPSS program.
Results:  Positive core number, post op. 3rd and 6th month PSA values, positive core count, surgical border 
positivity, post radical protatectomy upstaging ratio were detected higher in unfavourable group. These 
differences were statistically insignificant. Positive core percentage was statistically significantly higher in 
unfavourable group (P<0.001).
Conclusion: Intermediate risk prostate cancer is a heterogeneous disease group. Treatment regimens 
should be selected by considering factors such as age, additional disease and patient expectation.

Keywords:  Prostate cancer, PSA, Gleason score, Intermediate risk

INTRODUCTION
Prostate cancer is the most common non-cutaneous malignity in males. They constitute 27% of all 

cancers (1).  According to National Comprehensive Cancer Network (NCCN), they are classified under three 
groups as diseases with low, intermediate and high risk in terms of histological characteristics and progno-
sis (2). Intermediate disease is quite heterogeneous; biochemical and clinical recurrence ratios may change 
between 2 to 70%. (3,4) 

Intermediate disease was separated into two different classes in time due to heterogeneous tumor 
characteristics and variable oncological results. Zumsteg et al. suggested separating intermediate risk 
group patients into the subgroups of favourable and unfavourable depending on primary Gleason pattern, 
percentage of positive prostate biopsy cores and the number of intermediate risk group factors.  This sug-
gestion was supported by different studies and was covered in NCCN, AUA and ASTRO guidelines. (2,5,6) 
But American Urological Association (AUA) didn’t include biopsy core involvement in this classification. (6)

Our aim in this study was to separate the intermediate risk group prostate cancer patients who had 
radical prostatectomy in our clinic into subgroups according to NCCN Guidelines and compare their onco-
logical, pathological and biochemical results.

MATERIAL AND METHODS
A total of 36 intermediate risk group patients according to NCCN guidelines who had radical prosta-

tectomy due to prostate cancer in our clinic between 2016 and 2020 were included in the study and data 
were retrospectively examined.  This study was approved by the Ethical Committee of Necmettin Erbakan 
University (Approval number:2020/2719) and ethical standards described in the Helsinki Declaration State-
ment have been followed in this study. 

As defined by NCCN Guidelines, Gleason grade group 1 or 2 (3+3 or 3+4) patients with only one in-
termediate risk factor (T2b-T2c, Gleason 7 and PSA 10-20 ng / ml) and <50% core positivity in biopsy were 
defined as the favourable group while Gleason grade group 3 patients with 2 or 3 intermediate risk factors 
and > 50% positivity in biopsy were defined as the unfavourable group. (Table 1).

Patients were classified under two groups as favourable (Group-1) and unfavourable (Group-2). Preop-
erative prostate biopsy pathology results and radical prostatectomy pathology results of the patients were 
compared and the differences between 3rd and 6th month control PSA results, surgical border positivity 
ratios and pathological stages were evaluated. 

RESULTS
There were 19 patients in Group 1 (Favourable) and 17 patients in Group 2 (Unfavourable). Mean ages 

were similar in the groups. (62.8 vs 64.5).
Preoperative PSA values of the patients were statistically significantly lower in Group 1. (p<0.01). Al-

though there was no significant difference between the groups in the postoperative 3rd and postoperative 
6th PSA values, it was lower in Group 1.
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 According to the radical prostatectomy pathology evaluation, one patient in the Group 1 had positive 
surgical margins, while five patients in Group 2 had positive surgical margins         (p: 0.10).When the groups 
were compared for positive core percentages, the mean percentage was detected as 25.2% for Favourable 
group and as 62.1% for Unfavourable group (p<0.01). Although positive core number was higher in the 
unfavourable group, it wasn’t statistically significant (p:0.35).

Clinical stages of patients were compared with postoperative pathological stages. Upstaging ratio was 
31% in favourable group (6/19) while it was 43% (7/17) in unfavourable group. While downstaging is ob-
served in the pathological stage in nearly 10% (2/19) of the patients in favourable group, this ratio was 
nearly 6% (1/17) in the unfavourable group.

Pathological and biochemical parameters of intermediate subgroups are available in Table 2.

Table 1: National Comprehensive Cancer Network (NCCN) clinical practice guidelines in oncology: prostate cancer(NCCN 2019)

Intermediate 
risk Prostate 

Cancer

Has all of the following:

•	 No high/very hi-
gh-risk group fea-
tures

•	 Has one or more 
intermediate risk 
factors

     -T2b-T2c

           -Gleason 7

           -PSA 10-20 ng/ml

Favouorable 
İntermediate

Has all of the following:

•	 1 Intermediate risk factor

•	 Grade group 1 or 2

•	 <%50 biopsy cores positive

Unfavourable 
İntermediate

Has one or more of the following:

•	 2 or 3 intermediate risk factors 

•	 Grade group 3

•	 >%50 biopsy cores positive

Table 2. Biochemical, pathological and oncological parameters belonging to the intermediate subgroup
Favourable group (n:19) Unfavourable group (n:17) p

Age(years) 62,8±5,3 64,5±4,5 0,30

PSA Before Prostate 
Biopsy (ng/ml)

(mean±SD)
7,9±3,3 12,8±3,9

0,0001

Postoperative 3rd 
month PSA (ng/ml)

(mean±SD)

0,05±0,07 0,15±0,38 0,30

Postoperative 6th 
month PSA (ng/ml)

(mean±SD)

0,07±0,10 0,18±0,33 0,17

Number of Positive 
Cores

3,3±1,8 3,8±1,7 0,35

Positive Cor Percenta-
ge(%)

25,2±14,8 62,1±23,5 0,0001

Number of Patients 
with Surgical Border 

Positive n(%) 1(%5,2) 5(%29,4)

0,10
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Prostate biopsy 

(ISUP Grade)

n(%)

1 2 1 2 3

14

(%38,8)

5

(%13,8)

4

(%11,1)

12

(%33,3)

1

(%2.7)

Radical Prostatec-
tomy 

pathology (ISUP Gra-
de)

n(%)

1 2 3 4 5 1 2 3 4 5

7

(%36,8)

9

(%47,3)

1

(%5,2)

1

(%5,2)

1

(%5,2)

5

(%29,4)

7

(%41,1)

4

(%23,5)

0 1

(%5,8)

Upstage after Radical 

Prostatectomy

n(%)

6(%31) 7(%43)

DISCUSSION
Prostate cancer is an important health service problem as it is the most common solid cancer. (7) Cura-

tive treatment is possible when the disease is in local stage. Patients are classified according to risk groups 
during local staging. Being able to determine recurrence possibility after treatment and to choose the 
suitable treatment constitute the aim of risk classification.

 Different treatment modalities are available for prostate cancer treatment. Age, curability, comorbid-
ity and 10-year survival chance are among important criteria for choosing the suitable treatment for the 
patient. Active surveillance, radical prostatectomy, radiotherapy and ablative treatments are among treat-
ment options. 

D’Amico classification defined by D’Amico et al in 1998 is one of the first and still most commonly used 
classification methods for localized prostate cancer patients. (4) D’Amico classification is based on Gleason 
score, PSA and clinical stage. According to this, intermediate risk patients are defined as patients meeting 
at least one of these criteria: Gleason 7, T2b clinical stage and PSA level between 10 and 20. 

But heterogeneous distribution and progression difference in intermediate group was observed in 
time. Thus NCCN Guidelines separated intermediate prostate cancer patients into two separate groups.

In a retrospective analysis performed by Zumsteg et al using SEARCH database, biochemical recur-
rence, metastasis and post-radical prostatectomy pathological upstaging risk was detected higher in inter-
mediate patients in unfavourable risk group treated surgically. In this study, cancer specific death risk was 
also found to increase in patients with 2 or more unfavourable risk factors. (8) 

All of the five patients with surgical border positivity in unfavourable risk group had 2 or 3 unfavour-
able risk factors in our study. (p:0.049) In this regard, when we compared the patients who have one un-
favourable risk with those who have multiple unfavourable risks, we think that the clinical progression is 
higher in multiple risk factor group and this patient group constitutes the most suitable patients for radical 
prostatectomy.

In a review which evaluated 1159 prostate cancer patients who had radical prostatectomy in 2015, 5 
year biochemical recurrence-free survival was found statistically significantly higher in favourable patient 
group compared to the unfavourable group. (5) (87.5% vs 66.5%) (p<0.001). Although long-term follow-up 
is required for our study, while the biochemical recurrence-free survival was 78% in the favourable group 
and 76% in unfavourable group based on postoperative 3th month biochemical recurrences and this dif-
ference wasn’t statistically significant.  This situation can be explained by the low number of our patients.

Active surveillance is a preferred method in very low and low risk prostate cancer. (9) Active surveil-
lance can also be considered in suitable intermediate risk patients (10). These suggestions actually de-
pend on ProtecT study. In this study, 1643 localized prostate cancer patients were followed-up with radical 
prostatectomy, radiotherapy and active surveillance. After an average follow-up duration of 10 years, a 
significant difference specific for prostate cancer couldn’t be found among three treatments. Lower disease 
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progression and distant metastasis were observed in the surgery and radiotherapy. (11) Active surveillance 
is applied in low and very low risk prostate cancer patients in our clinic. Considering that the patients in 
this study are in intermediate risk group and there can be an increase in progression risk and mortality risk, 
radical prostatectomy was preferred for treatment in these patients.

In a prospective study made by Klotz, patients with a favourable risk, older than 70 years old, with less 
than 15 PSA value, less than 10 years life expectancy and comorbidities were included in the study. (12) In 
a mean follow-up duration of 6.4 years, metastasis occurrence ratio was detected as 2.8% and prostate can-
cer related death ratio was 1.5%. This study shows that active surveillance can be a safe method in selected 
intermediate risk prostate cancer patients. Only four patients in our study were over 70 years old and 32 of 
them were 70 years old or younger. Active surveillance wasn’t preferred since 10 year survival expectancy 
of the patients was high.

Radical prostatectomy is one of the surgeries used in prostate cancer treatment for many years. Pro-
viding of long term cancer control, prognosis prediction through pathological staging, follow-up easiness 
provision through PSA, relief of obstructive symptoms and applicability of adjuvant radiotherapy in local 
recurrence are among its advantages. (13) It also provides psychological relief in the patient as the cancer 
tissue will be removed.

Based on the study by Scandinavian Prostate Cancer Group (SPCG), radical prostatectomy is a treat-
ment option suggested for intermediate risk prostate cancer patients with life expectancy over 10 years. 
(14) While death risk due to prostate cancer was 19.6% in radical prostatectomy group, it was reported as 
31.3% in observation group in the study. (15) Based on PIVOT study, prostate-cancer related mortality was 
lower in radical prostatectomy compared to the observation group. (16) When the radical prostatectomy 
pathologies of our patients were examined, 1 patient in favourable risk group and 5 patients in unfavour-
able group had surgical border positivity (p: 0.10) This showed us that surgical border positivity can be high 
especially in patients in unfavourable group even in case of a surgery and thus this group of patients are 
more risky in terms of extraprostatic extension.

Until now, no prospective study comparing radiotherapy and radical prostatectomy has been reported 
in intermediate risk patients. Thus retrospective studies are used to be able to compare radiotherapy in this 
patient group.  In a metaanalysis, mortality ratio was detected lower in patients who had radical prosta-
tectomy compared to those treated with radiotherapy. (17) However, in these studies, the reliability of the 
studies decreases due to the differences in the application of Androgen Deprivation Therapy (ADT) in the 
heterogeneity and radiotherapy group. Radiotherapy should be given in IMRT (intensity-modulated radio-
therapy) form in a hypofractionated program combined with short-term (3-6 months) ADT especially in 
the unfavourable group. (18) Radiotherapy wasn’t preferred for the patient group in our study due to high 
life expectancy and surgery demand. These patients were also provided the information that they have 
adjuvant radiotherapy option in possible biochemical recurrence and surgical border positivity conditions 
following radical prostatectomy. Close PSA follow-up was performed in the patients who had radical pros-
tatectomy and radiotherapy and/or ADT treatments were suggested to the patients in surgical border pos-
itivity and/or early biochemical recurrence conditions.

Radical prostatectomy is considered as a prominent treatment method especially in young patients 
and patients without comorbidities. Prostate cancer detected patients younger than 55 years of age were 
separated into three groups in a study the results of which were published in February 2020. (Group 1:Rad-
ical prostatectomy, Group 2:Radiotherapy, Group 3: Radiotherapy+ADT). Cancer-free survival ratios of the 
patients in a 59 month follow-up were detected as 94.2%, 85.2% and 80.7% respectively. (19) Since 70% of 
the patients in our study are under 65 years of age and have high life expectancy, radical prostatectomy 
was suggested and applied to achieve high cancer-free survival ratios as stated by Chua et al.

To sum up, it was observed in our study that upstaging following radical prostatectomy could occur in 
favourable patients as much as unfavourable patients. Upstaging ratio was 31% in favorable group (6/19) 
while it was 41% (7/17) in unfavourable group. While downstaging is observed in the pathological stage in 
nearly 10% (2/19) of the patients in favourable group, this ratio was nearly 6% (1/17) in the unfavourable 
group. Although biochemical and pathological parameters had a more aggressive presentation in unfa-
vourable group as expected, we think that this mostly insignificant difference can be related to limited 
patient population. 
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CONCLUSION
Radical prostatectomy is an effective treatment modality with many advantages and urologists have 

more experience of it in prostate cancer treatment compared to non-surgical methods. It can be safely ap-
plied in patients who especially have long life expectancy and no comorbidity in intermediate risk group. 

Subgroups must be determined during the treatment selection and regulation in intermediate risk 
group patients diagnosed with prostate cancer. We think that it would be more correct to decide the treat-
ment modality which would minimize PSA recurrence and surgical border positivity together with the 
patient, considering other conditions such as age, additional diseases and patient expectation.

Ethical Approval: This study was approved by the local ethical committee (Approval number: 
2020/2719). All research was performed in accordance with relevant guidelines/regulations, and informed 
consent was obtained from all participants.

REFERENCES
1. Siegel R, Ma J, Zou Z, et al. Cancer statistics. CA Cancer J Clin 2014; 64:9–29.
2. National Comprehensive Cancer Network NCCN clinical practice guidelines in oncology: prostate cancer 

2019. 
3. Grossfeld GD, Latini DM, Lubeck DP, et al. Predicting recurrence after radical prostatectomy for patients 

with high risk prostate cancer. J Urol 2003; 169:157-63.
4. D’Amico AV. Biochemical outcome after radical prostatectomy, external beam radiation therapy, or inter-

stitial radiation therapy for clinically localized prostate cancer. JAMA 1998; 280:969.
5. Jung JW, Lee JK, Hong SK, et al. Stratification of patients with intermediate risk prostate cancer. BJU Int 

2015; 115:907–12.
6. Sanda MG, Cadeddu JA, Kirkby E. et al. Clinically localized prostate cancer: AUA/ASTRO/ SUO guideline. 

Part I: risk stratifcation, shared decision making, and care options. J Urol 2018;199:683-90.
7. Siegel R, Naishadham D, Jemal A. Cancer statistics, 2012. CA Cancer J Clin 2012; 62:10–29.
8. Zumsteg ZS, Chen Z, Howard LE, et al. Number of unfavorable intermediate-risk factors predicts patho-

logic upstaging and prostate cancer-specific mortality following radical prostatectomy: results from the 
SEARCH database. Prostate 2017; 77:154–63.

9. Mottet N, Bergh RCN, Briers E, et al. EAU – ESTRO – ESUR – SIOG guidelines on prostate cancer. 2019.
10. Mohler JL, Antonarakis ES, Armstrong AJ, et al. Prostate cancer, version 2.2019, NCCN clinical practice 

guidelines in oncology. J Natl Compr Canc Netw 2019; 17:479–505.
11. Hamdy FC, Donovan JL, Lane JA, et al. 10-Year outcomes after monitoring, surgery, or radiotherapy for 

localized prostate cancer. N Engl J Med 2016; 375:1415–24.
12. Klotz L, Vesprini D, Sethukavalan P, et al. Long-term follow-up of a large active surveillance cohort of pa-

tients with prostate cancer. J Clin Oncol 2015; 33:272–7.
13. Stewart SB, Boorjian SA. Radical prostatectomy in high-risk and locally advanced prostate cancer: Mayo 

Clinic perspective. Urol Oncol 2015; 33:235-244.
14. Sanda Martin G, Cadeddu Jeffrey A, Erin Kirkby, et al. Clinically localized prostate cancer: AUA/ASTRO/SUO 

guideline. Part I: risk stratification, shared decision making, and care options. J Urol 2018; 199:683–90.
15. Bill-Axelson A, Holmberg L, Garmo H, et al. Radical prostatectomy or watchful waiting in prostate cancer 

29-year follow-up. N Engl J Med 2018; 379:2319-29.
16. Wilt TJ, Jones KM, Barry MJ, et al. Follow-up of prostatectomy versus observation for early prostate cancer. 

N Engl J Med 2017; 377:132-42.
17. Wallis CJD, Saskin R, Choo R, et al. Surgery versus radiotherapy for clinically-localized prostate cancer: a 

systematic review and metaanalysis. Eur Urol 2016; 70:21–30.
18. Hoffman KE, Voong KR, Levy LB, et al. Randomized trial of hypo- fractionated, dose-escalated, intensi-

ty-modulated radiation therapy (IMRT) versus conventionally fractionated IMRT for localized prostate 
cancer. J Clin Oncol 2018; 36:2943-9.

19. Chua S, Qureshi MM, Boyd G, et al. Outcomes for Young Men With Localized Intermediate-Risk Prostate 
Cancer: An Analysis of the NCDB. Clin Genitourin Cancer. 2020; 20: 1558-7673.


	Yer İmi 1
	Yer İmi 2

