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OepameuTIKNG TTapEUPAONC 0 AUTEC TIC
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EmipAapn amoteAéopata Tng diayvwoTIKAC diadikaoiag

648  Antibiotics prior to biopsy

Oral or intravenous antibiotics are state-of-the-arnt treatment. Optimal dosing and treatment tine vary.
Quinolones are the drugs of choice, with ciprofioxacin superior to oficxacin (41) (LE: 1b), tut in the last ew
vears increased resistance to quinobnes has been eported (42) associated with a rise in severe infectious
complcations after biopsy (43).

64.17 Complcations

Complications include macm a2 matuna and haematospermia (Tabke 5) (46). Severe post-procedural infections
were initially eported in < 1% of cases, but this rate has increased in the last few years as a consequence of
the evolution of antibiotic resistance strains with more post-biopsy hospitalzations for infectious complications
while the rate of non-infectious complications has remained stable (43) .

Low-dose aspinn is no lbnger an abaolute contraindication (47) (LE: 1b).

Table 5 Percentage given per biopsy session, imespective of the number of cores®

Complications % of biopsies
Haamatospermia 374
Haamatuna > 1day 14.5
Rectal bleeding <2 daw 22
Prostatitis 1.0
Fever> 28.5°C(101.3°R 0.8
Epididymitis 0.7
Rectal bieeding > 2 daws + mquiring surgical intervention 07
Urinary retention 0.2
COther complications requinng haspitalzation 03

* Adaptad from NOCH Guidalines Prostate Cancer Early Detaction. Ws.2070 (42).




TRUS-related harms

ERSPC study: Rate of over-diagnosis in the screening group 50%. No deaths were
reported as a direct complication (such as septicemia or bleeding) from the biopsy
procedure. Complication rates associated with TRUS-quided sextant biopsies from the
Netherlands site indicated that the most common "minor” complications were
hematospermia (50% of participants who underwent a biopsy) and hematuria for greater
than 3 days (23%). The most common "major” complications were pain (7.5%) and fever
(3.5%). Urinary retention occurred in 0.4% and hospitalizations due to urosepsis or
prostatitis in 0.5%. Other harms associated with screening and diagnostic workup, such
as pain and anxiety, and treatment-related harms, such as erectile dysfunction and
urinary leakage, were not reported.

PLCO study: The risk of having at least one false positive after four PSA tests was
12.9%. Almost 6% of men had at least one biopsy due to a false-positive result. Medical
complications from the diagnostic procedures occurred in 68 of 10,000 evaluations after
a positive result from screening. These complications were primarily infection, bleeding,
clot formation, and urinary difficulties; relatively small in magnitude and unlikely to have
a major impact on screening decision making if screening resulted in substantial
mortality reduction.

Worry and anxiety
Previous systematic reviews have found that worry and anxiety related to prostate

cancer are increased among men and their partner due to screening /Lin K, Lipsitz R, Miller T,
Jahakieraman S. Benefits and harms of prostate-specific antigen screening for prostate cancer: an evidence update
for the U.S. Preventive Services Task Force. Ann Intern Med. 2008;149:192-9]




Critical role of prostate biopsy mortality in the
number of years of life gained and lost within
a prostate cancer screening programme )

Mathieu Boniol, Peter Boyle, Philippe Autier, Alain Ruffion® and Paul Pernn®
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It should be kept in mind that the biopsy rate would also continue to
increase in an ageing population, a population with an even higher risk
associated with biopsy. The negative effects described in the present
paper would then at least run in parallel and more likely increase, with

a prolonged follow-up.

From the present evaluation under the best case scenario of the
impact of prostate cancer screening, the implementation of PSA
testing in the general population cannot be recommended as public
health policy. Unless the mortality rate associated with prostate
biopsy can be decreased, screening for prostate cancer with PSA
should be discouraged.
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Kapkivos Tou tpooTdTn: screening kai ©vnoigéTnra

The Prostate, Lung, Colorectal, and Ovarian (PLCO)

Cancer Screening Trial: 76,693 men at 10 US centres to receive
either annual screening with PSA and DRE, or standard care as the
control. After 7 years' follow-up:
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Screening

Andriole 6L, et al. N Engl J Med 2009,;360(13):1310-9

Contamination rate for PSA testing in the control arm: 40% (1s* year), 52%
(6™ year). Biopsy compliance: 40-52%




Kapkivos Tou tpooTdTn: screening kai ©vnoigéTnra

The European Randomized Study of Screening for

Prostate Cancer (ERSPC): 162,243 men from seven countries
aged between 55 and 69 years randomly assigned to a group offered
PSA screening at an average of once every 4 years or to an
unscreened control group. During a median follow-up of 9 years:

Screening | Control group | Rate ratio
group
Cumulative Incidence

Death from CaP

Absolute risk difference: 0.71 deaths per 1.000 men, meaning that
1.410 men would need to be screened and 48 additional cases would
need to be treated to prevent one death from PCa

Schroder FH, et al. N Engl J Med 2009,360(13):1320-8




No of events/total
Screening Control

Prostate cancer
diagnosis

PLCO 2009 2820/38 343
French ERSPC 2009 1053/42 590
Norrkoping 2004 85/1494
ERSPC 2009 5990/72 890 4307/89 353
Gothenburg 2010 380/4055 207/4002
Total (95% CI) 10328/159372 7968/181 428

Test for heterogeneity: ©=0.04, 3*=126.69,
df=4, P0.001, ’=97%

2322/38 350
840/42 191
2927532

Risk ratio
random (95% CI)

-
.
-
-
-
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001 01 1

Favours

Test for overall effect: z=3.85, P0.001

Loglrisk ratio]
(se)

All cause mortality
ERSPC 2009
Gothenburg 2010
Nomkoping 2004
PLCO 2009

Total (95% CI)

Test for heterogeneity: ©=0.00, x*=1.89,
df=3, P=0.60, 1?=0%

-0.01(0.01)
0.05 (0.06)
0.14(0.17)
-0.02(0.03)

Test for overall effect: 2=0.76, P=0.44

Death from prostate cancer
ERSPC 2009 0.17 (0.09)
Gothenbwg 2010 0.58(0.19)
Nomkoping 2004 0.04(0.25)
PLCO 2009 0.13(0.21)
Quebec 2004 0.01(0.14)
Total (95% CI)

Test for heterogeneity: t2=0.03, 17-8.89.

df=g, P=0.06, P=55% 0.01 0.1

Favours
screening

Test for overall effect: z=1.16, P=0.25

control

Risk ratio IV,
random (95% CI)

.

-

1 10

Weight

(%)

22
21
17
22
19
100

10 100

Favours
screening

100

Risk ratio
random (95% C1)

1.21(1.15101.28)
1.24(1.14t01.36)
1.47 (1.16 t0 1.86)
1.70(1.64101.77)
1.81(1.54t0 2.13)
1.46(1.21101.77)

Risk ratio IV,
random (95% CI)

0.99 (0.97 10 1.02)
1.05 (0.94 t0 1.18)
1.15 (0.82 t0 1.62)
0.98 (0.93 to 1.04)
0.99 (0.97 t0 1.01)

0.84 (0.70 t0 1.01)
0.56 (0.39 10 0.81)
1.04 (0.64 t0 1.68)
1.14 (0.76 t0 1.70)
1.01 (0.76 to 1.34)
0.88 (0.71 t0 1.09)

To screening oxeTiCeTal ye au¢nuévn mOavoTnTa
(RR = 1.46, range = 1.21-1.84) didyvwong
TPOOTATIKOU KApKivou Kai d1TtAdciaopol ThG
didyvwong acBevwy oTtadiou 1.

Opwg, To screening d¢v gixe onpAvTIKA €TTidpacn
oTh mBavéTnta BavdTou amd TPooTATIKO KAPKiVo
(RR=0.88,95% CI =0.71-1.09; P=0.25) A Thv
ouvoAikA BvnaipétnTa (RR = 0.99, 95% CI=0.97-
1.01; P=0.44).

OTtav n BvnoipoTnTa avaAlbnke oe 01APOPEC
opddec nAikiwy avd HSetia aTi¢ nAikieg 50-74 é1n,
TO Screening €ixe oav AdToTEAEOHA OTATIOTIKA
onUAavTikn WeéAgia povo oTnv opdda nAIKIWyY
65-69.

H kdBe aitiagc ©OvnoipotnTa dev PHeIWwONKe
onpavTikd o kdmola opdda nAikiwy. Emiong, Ta
amoTeAéopaTa 0ev ATAV ONUAVTIKA OTIC HEAETEC
OTIC OTIoieC TpaypaToToleiTo dAKTUAIKA €€ £Taaon.

O1 pyeAeTnTéc katéAnEav oTI

Djulbegovic M, et al. BMJ. 2010:341:c4543




Prostate cancer-specific mortalit

Screening Contrmol Risk Ratin Risk Ratio
Study or Subgroup  Events Total Bvents Total  Weight p-H, Fixed, 95% C  M-H, Foeed, 35% Cl

1.1.1 Low risk of bias
ERSPC

281 82816 363 39184 3 0.86 [0.73, 101)
PLCO 50 38343 44 38380 1.4 [0.78, 1.70]
Subtotal (352 C 121189 137534 : 0.89 [0.77.1.04]

+ Harmes of screening included high rates

Total events an 407
Hetercgereity: Chi? = 156,df =1 (P =0.21); F = 38%
Test for oweralleffect: Z = 149 (P =0.13)

1.1.2 High risk of bias

Momkoping 1494 a7 7532
Quebee 3M33 75 15383
Stockholm 2374 S0 24772
Subtotal (95% C 35001 47857
Total events 228 678
Hetercgereity: Chif =0.17,df = 2 (P =092); F=0%
Test for oweralleffect: Z =048 (P = 063)

Total ($5% Q) 156160 185191
Total events 537 1085
Hetercgereity: Chit =349, df =4 (P =048); F=0%
Test for ovenalleffect: Z =088 (P =0.38)

Screening @ntrol
Study or Subgroup  Events Total Evemts  Total

1.04 [0.64,1.68)
101 [0.76,1.33]
1.03 [0.83, 1.45]
108 [0.67,1.25]

0.95 [0.85. 107] 4

(S .
0102051 2 510
Favours sereening Favours control

Risk Ratio Risk Ratio
Ii-H, Fixed, 95% ClI M-H, Fixed, 95% Cl

1.2.1 Men aged > 45 years

Duetec 1|\ 3Nas 7% 15343
Subtotal [95% C1) N33 15343
Total events 153 75

Hetemge neity: Not applicable

Test for overall effect: Z=004 (P =097)

1.2.2 Men aged > SO years

ERSPC 261 82816 363 99184
Norrioping 0 1494 97 7532
Subtotal [95% CI) 24310 06716
Totalevents 281 480
Heterogeneity: Ch¥ =0.54,df = 1 (P = 0.46); F =0%
Test for overall effect: Z=1.71 (P=008)

1.2.3 Men aged > S5 years

PLCD 0 38343 44 38350
Stockhalm 53 374 0E 24772
Subtotal [959% CI) 40717 63122
Total events 108 (3]
Hetemgeneity: Chf =002,df = 1 (P =0.88); I = 0%
Test for overall effect: Z=0287 (P =0.59)

Total (95% CI) 156160 185181
Totalevents 537 1085
Hetemgeneity: ChF =349, df = 4 (P =048); F =0%
Test foroverall effect: Z=0.88 (P =0.38)

Test for subg mup differences: Not applicable

101[0.76.1.33)
10 [0.76,1.32)

088 [0.73, 101)
104 [0.64, 1.68)
0.88 [0.75,1.02)

1.14 [0.76, 1.70)
108 [0.83, 1 .48)
11 [0288,1.39)

0.95 [ 0.85, 107)

oo ol 10 100
Favours screening Favours control

Ilic O, et al.

of false-positive results for the PSA test,
over-diagnosis and adverse events
associated with transrectal ultrasonography
guided biopsies such as infection, bleeding
and pain.

CONCLUSIONS

+ Prostate cancer screening did not
significantly decrease all-cause or prostate
cancer-specific mortality in a combined
meta-analysis of five RCTs.

+ Any benefits from prostate cancer
screening rmay take =10 years to accrue;
therefore, men who have a life expectancy of
<10-15 years should be informed that
screening for prostate cancer is not
beneficial and has harrs.

Cochrane Database Syst Rev. 2010 (8).
Ilic D, et al. BJU Int. 2011;107(6):882-91




EmipAaPpn amoTeAéouaTd ThC UTTEP-01AYVWONC

H umtep-01dayvwon amoTeAei peiov TpoPAnua oTouc avopec
TTou utTtopdAAovTal oe €Aeyxo pe PSA.

MeTalU dAAwy, o1 «UTTEP-01ayIYVWOKOUEVOI» adgOeVEiC
vpioTavral yuxoAovikéc PAaPec kai ovopartiCovrai
"KapKIvoTtadeic”, KATI TToU PTTOPEl va £XEl KAl APVNTIKEC

OIKOVOUIKEG ETTITITWOEIC.

Brawley OW, Ankers DP, Thompson IM. Screening for prostate cancer. CA
cancer J Clin. 2009,59: 264-73.




EmipAaPpn amoTeAéopuaTa Twy Oepatmeiwy

All therapies for localized prostate cancer can cause important
harms

Wilt TJ, et al. Ann Intern Med. 2008,148:435-48
Death due to surgery occurs in approximately 0.5% of men and is

high as 5% in older men or those with serious comorbidities
Brawley OW, et al. CA Cancer J Clin. 200959 264-73
Wilt TJ, et al. Med Care. 1999:'37:1046-56

Cardiovascular complications occur in 1-77% of Medicare eligible

men
Wilt TJ, et al. Med Care. 1999 37:1046-56.
Lu-Yao 6L, et al. TAMA. 1993:269: 2633-6

SPCG-4 study: n pi{ikh TpooTaTeEKTOUA au¢dvel Thv TBavoTnTa
oefouaAIkng duoAeiToupyiag ae oxéon e T TTPOOEKTIKNA
mapakoAouBnon (1.2-18.0 for specific domains), Tnv mBavoTnTa
akpdreiac (18% évavti 2%) kai Tnv avnhouxia (29% évavti 9%).

H mpooekTIKh TapakoAoUBnon oxeTiobnke pe XeipdTePN AciToupyia

TOU EVTEPOU.
Steineck G, et al. N Engl J Med. 2002,347.:790-6

BMJ. 2013 Feb 6;346:1696. doi: 10.1136/bmj.f696.
Long term harms after treatment for prostate cancer.
[No authors listed]




2 UYKPITIKA HEAETN TNC TTo16TNTAC CWAC KAl ThG IKAVOTToinong
oc aoBeveic ou umePAROnoav oe xeIpoupyIikA eTéupaon,
PpaxuBepatmeia kal akTivoBepareia:

O1 onpavTIKEG TTAPEVEPYEIEC ATAV OTIAVIEC

OAec o1 BepameuTikéC TTapeppdocic emnppéacav Thy ae€ouaAikn
Cwn

H pi1ikn pooTaTekTOUn oXeTieTal He akpdTeld oUpwy, aAAd
TapdAAnAa PeATiwoe Ta amoppakTIKA Kal epeOioTikd LUTS

H ppaxuBepameia Kai n eEwTepIKN akTivoBepameia oxeTileTal pe
peiwon Tng oxeTi{opevnC He TRV AEIToUpYid TOU EVTEPOU TTOIOTNTAC
Cwng.

[Cevikd, ol aoBeveic UTTOTIHOUV TV €TidpACn TWV ETITTWOEWY TWV
diatapaxwyv Tn¢ oe€ouaAikng CWAC, TS oUpnong Kai TN
AgITOUpYiac Tou evTépou oTn moI1oTNTad CWAHC viaTi eéAe€av Thv
oTrola Oepameia Kal mioTevav 0TI ATAv dvaykdid Kdl
AdTTOTEAEOUATIKA.

Sanda MG, et al. Engl J Med. 2008,358:1250-61
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Psychological aspecis of aclive surveillance

Rodefick C.N. vanr den Bergi™®, Ida J. Korfage®, and Cliris H. Bangma™

Curr Opin Urol 2012 22:237- 242

To dyxog yid Tuxov tpoodo ThG vooou ae un Bepamevaiyo aTddio
amoTeAEi Thv KUpIa aiTia améppiync The Along Tou active surveillance
Xu J et al. J Nat! Med Assoc 2011 103.:68-478
Steringe SK et al. World J Urol 2008; 26:469-474

MeTa Tnv emiAoyn TnG AUong Tou active surveillance o1 TepiaooTEPOI
aoPeveic¢ eival ikavotoinuévol He TNV €TIAOYA Toug Kail Aiyol gopouvral
TUXOV Tt(p0000 ThC VOOOU.
O YuxoAoyIkOC TTapAdyovTdcg ATToTEAEI aiTia eykaTdAsIYng autng ThG
eTIAOYAC

Latini DM et al. J Urol 2007; 178:826-831

Observations on the QoL effects and psychological aspects of this
strategy are still scarce and short term, but may prove to be crucial
factors in choosing and undergoing active surveillance for patients and
physicians.




Deciding about screening

Cc
Balancing Screening Harms With Benefits* Balancing Treatment Harms With Benefits Balancing Treatment Harms With Benefits

1409 Men Screened
00 Not Have Prostate Cancer Death Prevented

* Uming ooty EREP C "(ore-0roup” results o mediaon fofow up 0 years

Balancing screening and treatment benefits and harms: assessing screening net benefit requires
evaluating and weighting benefits and harms of screening and treatment. Using only ERSPC core
group results, 1,409 men would be screened without benefit and 1 man would have prostate cancer
death prevented by screening at a median follow-up of 9 years. Harms are of small-to-moderate
severity and include anxiety from false-positive screening results, pain, bleeding, and infection
from prostate biopsies and diagnosis of cancers that would not cause health problems (over-
diagnosis). Among men with ERSPC screen detected prostate cancer, 48 would require treatment
to prevent 1 prostate cancer death. Adverse effects of treatment include cardiovascular
complications, erectile dysfunction, and incontinence. The balance of benefits and harms depends
on an individual weighting of adverse effects that are frequent, occur early, often persist, and
are of moderate severity vs. preventing an infrequent prostate cancer death that would not occur
for many years but is of large health importance. When using results from all randomized
screening trials or from any individual screening trial according to all-men randomized, there is no
reduction in overall or prostate cancer-specific mortality




2.UOTAOEIC VIA TIPOCUHTITWHATIKO €AEYXO TOU
KAPKivoU TOU TTpooTdTN

O1 Ttep1000TEPEC, AV 0XI OAEC 01 HEYAAUTEPEC OUPOAOYIKEC
ETAIPEIEG OUOTAVOUV OTI TTPOG TO TTAPOV TO MASS Screening
YId TOV T(POOTATIKO KApKivo Oev evOEikvuTal.

AVT autou, h mpwiun didyvwon (opportunistic screening)
Oa TpémeEl va TTpoTeiveTdl g€ KaAd evnuepwpéVoUC dvOpec.

United States Preventive Services Task Force (USPSTF):

for men younger than age 75 years, the balance of
benefits and harms could not be determined

For men aged 75 years and older or for those whose
life expectancy is 10 years or less, recommended against
routine screening (D recommendation) because there was
moderate certainty that the harms of screening for
prostate cancer outweighed the benefits.
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