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SUMMARY

The aim of this epidemiological study is to assess the
incidence of prostate carcinoma and age adjusted
age references of Prostate Specific Antigen (PSA) in
Turkish population. For this purpose, 93 men, living in
a village in Turkey, all older than 50 years of age,
underwent screening for prostate cancer with digital
rectal examination and PSA determinations. Five
men in the population underwent Transrectal
Ultrasound (TRUS) guided systematic biopsies
because of PSA values exceeding age adjusted
levels. All biopsies of the Turkish population revealed
Benign Prostatic Hyperplasia (BPH). Mean and
median PSA levels showed an Increasing trend
according to the age decades. Since PSA shows a
correlation with age, it seems more appropriate to
use age adjusted PSA cut-off levels in screening and
diagnosis of prostate cancer, rather than a single cut-
off level for all age references. However, there is no
data about PSA median levels in different
populations. In our study PSA revealed a similar
trend in the Turkish population as in the US
population.
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INTRODUCTION

Prostate cancer (PCa) is the most common neoplasm
diagnosed in men in the United States and also one
of the most common cause of cancer deaths in
elderly men (1). The epidemiology and natural history
of PCa is still poorly understood. The autopsy
prevalence of PCa is at least 15% in the 6th decade
and increases with age, reaching 50% in the 9th
decade (2,3). Although PCa has such a high
prevalence in the population (30% overall), it has
been calculated that only 1.05% of the total PCa
reservoir reaches clinical diagnosis in a year and only
0.31% of the prevalence population dies because of
PCa (3).
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It has been well documented that PCa has
differences between countries in terms of mortality
rate and incidence of clinical disease. However, the
autopsy prevalence of histologic cancer has been
found to be similar between different geographic
areas (4). It is possible that environmental and
hereditary factors influence the formation of clinical
PCa and the behavior of the disease. Despite the
recent developments in diagnostic and therapeutic
modalities, the mortality rate for PCa still remains
unchanged (5). The impact of PCa screening and
early detection on mortality rates will remain as a
dilemma until more information about the biological
behavior and natural history of the disease will be
available.

In this article, we report the results of a pilot
screening study in a rural area of Turkey, among
healthy, elderly men, wihich aimed to assess age
adjusted reference ranges for PSA, and to investigate
possible epidemiological factors.

MATERIAL AND METHOD

A total of 93 men older than 50 years of age, living in
a small village of southwestern Turkey (Oren- Mugla)
underwent digital rectal examination (DRE) and
serum prostate specific antigen (PSA) determinations
(Monoclonal PSA Assay, Tandem R, Hybritech) in
September 1993. Blood samples for PSA were
obtained just before DRE. Simple questionnaires
were completed, regarding nocturia, hematuria, lower
urinary tract obstruction symptoms, dietary and
smoking habits and alcohol consumption, and a short
past medical history was also recorded. PSA levels
were evaluated according to age adjusted normal
values which were introduced by Oesterling in 1993
(6) (Tables |, Il). Individuals with higher than normal
age adjusted PSA values underwent transrectal
ultrasound (TRUS) guided random biopsies,
consisting a total of 8 core biopsies (6 from peripheral
zone, 2 from transitional zone). Bruel & Kjaer 1846
ultrasound machine with a 7 MHz multiplane
endosonic transducer and Biopty-gun were used in
ultrasound scanning and biopsy guidance.
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Table I: Age adjusted PSA references of the Turkish population.

Age (mean) Number of PSA range No. exceeding Age adjusted cutoff
population (mean) ng/ml age adjusted level for PSA (ng/ml)
cutoff levels (from Oesterling et al)
50 - 59 (55.4) 38 0.09 - 6.29 1 35
(0.95)
60 - 69 (62.9) 43 0.07 - 6.97 4 4.5
(1.54)
70 - 79 (72.8) 8 0.42 - 5.58 6.5
(1.78)
80 and over 4 0.88-3.15 — 6.5
(82.3) (1.75)
Total 93 0.09 - 6.97 5
(1.28)

Table Il: Median values and percentiles of age adjusted PSA values in different populations.

Age ranges
Median PSA ng/ml 50-59 60 - 69 70 and over
(25th and 75th
percentiles) of....
US population 1.0 (0.6, 1.4) 1,4 (0.9, 3.0) 2.0 (0.9, 3.2)
(Ref: 4)
Turkish 0.7 (0.5, 1.2) 1.0 (0.6, 2.1) 1.3 (0.7, 2.5)
population
RESULTS DISCUSSION

Among 93 men, no positive DRE finding suggestive
of PCa was found. The screening group was then
categorized according to their ages (Table I). Using
age-adjusted PSA values, 5 men were found to have
PSA levels beyond the upper normal limits, and
underwent TRUS, except one man who was lost to
follow up and underwent open prostatectomy in
another center. Results of histological examination of
his prostate specimen were reported as BPH. TRUS
revealed findings of BPH in all 4 men and random
biopsies revealed BPH in each patient. Of these 4
patients 3 had PSA derisity levels exceeding 0.15.

The family history was remarkable in one man in the
population with PCa in his father. Sixty-one per cent
of the population were nonsmokers, whereas 29%
used to smoke less than a pack per day and 10%
more than a packet per day. The daily diet of the local
inhabitants were claimed to be mostly green
vegetables, poultry, fish, yogurt and milk. The food
was mostly cooked by boiling rather than frying.
Alcohol consumption was nearly zero in the group.

The importance of environmental factors in PCa are
well known since migration studies have shown the
difference in clinical PCa between Asians and
Africans and their immigrants in the United States
(7,8). Increased fat consumption in the western diet is
the commonly accused external factor in the
emergence of clinical PCa (9). Viruses, sexual
activity, religious habits, smoking, trace elements and
heavy metals are also investigated as factors which
potentially activate latent PCa. However, no precise
evidence for a single risk factor could be found (3). It
is more likely that a combination of external and
internal factors play a role in initiation and
progression of PCa in a multistep fashion.

The few epidemiological studies on the natural history
and biological behavior of PCa, substantially
improved our understanding of the complexity of
PCa, but still more remains unknown in this extremely
complex disease. Several studies have
demontstrated the increased risk of prostate cancer
in men who have first degree relatives with PCa.
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Having one affected first degree relative was found to
be associated with a relative risk of 2 to 3, and the
presence of 2 affected relatives has been associated
with a relative risk of approximately 5 to 6 (10).

Although, PSA is one of the most useful tumor
markers in uro-oncology, there is still no justified cut-
off levels. It is shown in many studies that the
specificity of PSA for prostate cancer is too low for
this marker to be used alone in screening, since it
can also be elevated in patients with BPH and can be
normal in prostate cancer (11, 12). The concept of
PSA density was introduced by Benson and
associates to increase the diagnostic value of PSA
(13). However, some of the following studies on PSA
density failed to prove an improved diagnostic
accuracy (14, 15). In an other attempt to increase the
specificity of serum PSA as a diagnostic tool in PCa,
Oesterling and associates claimed that the serum
concentration of PSA was strongly correlated with
patient age and prostatic volume suggesting that age
specific reference ranges could make PSA a more
specific and sensitive tumor marker (4). They pointed
the need for screening studies in other populations to
compare the age adjusted PSA references with their
US counterparts. If similar findings were observed it
would be more appropriate to have reference ranges
for the serum PSA concentration rahter than a single
reference range for all age groups.

Comparing the mean PSA values according to age
references, we found a very similar trend in PSA
values of Turkish population, i.e. PSA increased with
age, although there was not a statistically significant
correlation between these two parameters
(correlation, r=0.4). Table Il represents median age
adjusted PSA values and their percentiles in different
populations.

In conclusion, our study also reveales a correlation of
PSA with patient age. Large scale screening studies
are certainly needed to obtain more information about
age-adjusted PSA references in different populations.
As a pilot study of a large screening protocol which
will be performed among different races in Turkey,
the results of this study indicates the strong need for
investigation of environmental and hereditary factors
in prostate carcinoma.
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Regele ile satilir. Daha genis bilgi icin firmamiza basvurunuz.
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Prospektiis 6zeti:

Endikasyonlari: Tablet ve stispansiyon formu st ve alt solunum yolu enfeksiyonlan, deri ve yumusak doku enfeksiyonlan ve gonorede; enjektabl formlan oral formlann endikasyonlanna ilave ola-
rak intraabdominal enfeksiyonlar, bakteriyel septisemi, kemik enfeksiyonlannda kullanilir. Dozaj: Oral formlarin, eriskin dozu gtinde iki defa 375-750 mg'dir. 30 kg'dan hafif cocuklardaki enfeksiyonla-
nn cogunlugunda enfeksiyonun ciddiyetine ve doktorun takdirine bagl olarak dozaj iki doza bolmek suretiyle 25-50 mg/kg/giin sultamisilindir. 30 kg'in tstiindeki ¢ocuklara eriskin dozu verilmelidir
Eriskinlerde enjektabl formlan hafif ve orta siddetli enfeksiyonlarda giinde iki kere 0.5-1 g DUOCID® IM/IV, siddetli enfeksiyonlarda 6- 8 saatte bir 1- 2 g DUOCID® IM/IV olarak uygulanir, 6nlem-
ler: Her antibiyotik preparatinda oldugu gibi, mantarlar dahil duyarli olmayan organizmalann asin treme belirtileri icin devamli gozlem gereklidir. Stiperenfeksiyon oldugunda, ilac kesilmeli ve/veya
uygun tedavi uygulanmalidir. Uzun sureli tedavilerde, renal, hepatik ve hematopoetik sistemler dahil olmak tizere, organ sistem disfonksiyonu yéniinden periyodik kontroller tavsiye edilir. Yan Etki-
ler: Genellikle sultamisilin iyi tolere edilir Gozlenen yan etkilerin ¢cogu, hafif ve orta siddette olup, tedavi siiresince normal olarak tahammiil edilirler Gastro-intestinal: Diger ampisilin sinifi antibiyo-
tiklerde oldugu gibi, en sik gérilen yan etki diyare/yumusak gaitadir. Bulanti, kann agnlan/kramplan nadiren gézlenmistir. Epigastrik rahatsizliklar ve kusma ise enderdir Deri/Deri Yapilari Deri d6-
kuntusi ve kasinti seyrek olarak gézlenmistir. Muhtelif: Sersemlik/sedasyon, yorgunluk/halsizlik ve bas agrisi seyrek olarak gézlenmistir. Ampisilinin kullanimina bagl yan etkilerin ara sira
gozlenmesi beklenebilir. Takdim Sekilleri ve Fiyati : 375 mg 10 tablet 747.000 TL, 70 ml'lik stispansiyon 767.000 TL, 40 mllik pediatrik siispansiyon 403 000 TL. 0 25 g IM/IV ve IM Lidokainli
88 000 TL, 0.5 g IM/IV ve IM Lidokainli 196.500 TL. 1 g IM/IV ve IM Lidokainli 361.000 TL (Aralik 1994 tarihindeki perakende satis fiyatlari esas almmi:

Aynntili bilgi igin firmamiza bagvurun.
PFIZER ILACLARI A S. 80840 Ortakdy/ISTANBUL Tel: 212 - 260 22 10 (10 hat)

Rutin Enfeksiyonlarin Antibiyotigi

DUOCID*

(Sulbaktam / Ampisilin-Sultamisilin)



MARMARA UNIVERSITES
TIP FAKULTESI VAKFI OZEL POLIKLINIGI.

Tum dertlerinizi paylasip, en emin yollarla giderek acilarinizi
kuculten, sizi sagliginiza kavusturarak mutlulugunuzu bayulten ayricalkh
DOST ELLER....

Vakfimiz Polikliniginde tim branglarda, Klinik hizmeti veren
Profesér ve Dogent doktorlarimiz uluslararasi dizeyde calismalari ile
kendilerini kanitlamislardir.

Vakfimiz biokimya ve radyoloji laboratuvarinda yapilan tetkikler,
cesitli intiyaclara cevap verecek sekilde uygulanan Check-Up programlari
ile CAGDAS, GUVENILIR saglik hizmeti sunmaktadir.

DOSTLAR NE iCIN VARDIR?



