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“There are more people making a living from prostate cancer
than there are dying from it.”

“The current state of prostate cancer may not be good
medicine but it sure is good business.”

Although these comments were first made almost 30 years ago, they
undoubtedly would be equally applicable today.

Dr. Willet Whitmore noted the increasing use of radical prostatectomy for
carcinoma of the prostate and recognized that many men were being
subjected to the morbidity of surgery without necessarily deriving any
benefit.
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In the USA there were an estimated 217 730 new cases of
prostate cancer and 32 050 deaths in 2010, which represented
28% of new cancer cases and 11% of all cancer deaths in men.
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: E’ able 2 - Estimated numbers of cancer cases and deaths from cancer in Europe in 2008 (in thousands).

_ Incidence Mortality
AR Both sexes Male Female Both sexes Male Female
—— Oral cavity and pharynx 91.9 68.1 238 41.7 32.9 8.8
Arti Oesophagus 447 341 10.6 38.6 294 9.2
Rect Stomach 149.2 894 59.8 116.6 69.1 47.5
Rect Cplon and rectum 435.6 2314 204.2 212.1 110.5 101.6
Dec Liver 60.2 39.2 21.0 60.1 J8.4 21.7
Acc Gallbladder 329 124 205 23.7 8.6 15.1
AV pancreas 96.0 48.8 47.2 95.2 48.3 46.9
— Larynx 404 36.6 3.8 21.1 194 1.7
Keyr Lung 390.9 291.3 99.6 342.1 255.3 86.8
Can Melanoma of skin 84.0 39.2 448 20.1 10.6 9.5
Dea Breast 420.8 129.3
Eurc Cervix uteri 54.8 25.0
Inci Corpus uteri 82.5 21.7
Mot Ovary 66.7 41.9
Frec prostate 382.3 89.3

Testis 18.3 1./
__ Kidney 88.4 56.0 324 39.3 248 14.5

Bladder 139.5 109.7 298 51.3 38.7 12.6

Brain, nervous system 61.5 333 28.2 431 23.2 19.9
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Trends in Mortality From Urologic Cancers in Europe, 1970-2008

Cristina Bosetti™®, P

Carlo La Vecchia®, | Backeground: In recent decades, there have been substantial changes in mortality

:ﬂ;‘:‘:}ﬁ".’,‘;lﬂi 4 tmenies - from urologic cancers in Europe.

Ui drepidémiologie du cuncer Objective: To provide updated information, we analyzed trends in mortality from
cancer of the prostate, testis, bladder, and kidney in Europe from 1970 to 2008.

Article info Design, setting, and participants: We derived data for 33 European countries from

e o 25, 2011 the World Health Organization database.

Published online ahead of  \easurements: We computed world-standardized mortality rates and used join-

rint on April 5, 2011 \ . . . . . .
prmon e point regression to identify significant changes in trends.

B Results and limitations: Mortality from prostate cancer has leveled off since the
EI“J:E:' 1990 s in countries of western and northern Europe, particularly over the last
Mortality few years while it was still rising in Bulgaria, Romania, and Russia. In the European
Testls Union (EU), it reached a peak in 1995 at 15.0 per 100 000 men and declined to

Trends

12.5 per 100 000 in 2006. Mortality from testicular cancer has steadily declined in

mnst conntries in western and northern Furone cince the 1970 < The declines were
0.75in 1980 to 0.32 per 100000 men in 2006, with stronger declines up to the late
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Prostate-Cancer Screening Trial
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Tll’ Ilam creﬁh prostate-specific—antigen (PSA) testing and digital rectal
g’i\ ination on the rate of death from prostate cancer is unknown. This is the first
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Screening and Prostate-Cancer Mortality
in a Randomized European Study

Fritz H. Schréder, M.D., Jonas Hugosson, M.D., Monique J. Roobol, Ph.D.,
Teuvo L.J. Tammela, M.D., Stefano Ciatto, M.D., Vera Nelen, M.D.,
Maciej Kwiatkowski, M.D., Marcos Lujan, M.D., Hans Lilja, M.D.,

Bl o Ll Dewie MDY Ceans Raclar M D

CONCLUSIONS

PSA-based screening reduced the rate of death from prostate cancer by 20% but was
associated with a high risk of overdiagnosis. (Current Controlled Trials number,

ISRCTN49127736.)

The authors’ affil srostate-Cancer was nitiated in
Appendix. Addre|

’ : treearly 1990s to evaluate the effect of screening with prostate-specific—antigen
Dr. Schréder at the Erasmus Medical Cen-

ter, P.O. Box 2040, Rotterdam 3000 cA, (PSA) testing on death rates from prostate cancer.
the Metherlands, or at secr.schroder@
erasmusme.nl.

METHODS
+Members of the European Randomized VV€ identified 182,000 men between the ages of 50 and 74 years through registries
Study of Screening for Prostate Cancer in seven European countries for inclusion in our study. The men were randomly
(ERSPC) are listed in the Appendix. assigned to a group that was offered PSA screening at an average of once every 4 years
This article (10.1056/NEJMoa0810084) was  OF [0 2 control group that did not receive such screening. The predefined core age
published at NEJM.org on March 18, 2009.  group for this study included 162,243 men between the ages of 55 and 69 years. The
primary outcome was the rate of death from prostate cancer. Mortality follow-up
N Engl | Med 2009;360:1320-8. . .
Copyight © 2009 Massachusetis Medical sociery, WS 1dentical for the two study groups and ended on December 31, 2006.
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Prostate Cancer Screening in the Randomized Prostate, Lung,
Colorectal, and Ovarian Cancer Screening Trial: Mortality
Results after 13 Years of Follow-up

Gerald L. Andriole, E. David Crawiord, Robert L. Grubb 1ll, Saundra 5. Buys, David Chia, Timothy R. Church, Mona N. Fouad,
Clauding Isaacs, Paul A. Kvale, Douglas J. Reding, Joel L. Weissfeld, Lance A. Yokochi, Barbara O'Brien, Lawrence R. Hagard,
Jonathan D. Clapp, Joshua M. Rathmell, Thomas L. Riley, Ann W. Hsing, Grant lzmirlian, Paul F. Pinsky, Barnett 5. Kramer,
Anthony B. Miller, John K. Gohagan, Philip C. Prorok; for the PLCO Projact Team

Manuscript recaived March 17, 2011; revisad November 8, 2011; accapted November 2, 2011.

Correspondence to: Philip C. Prorok, PhD, Biometry Research Group, Division of Cancer Prevention, National Cancer Institute, 6130 Exscutive Bhd, 5ta
3132, Bathesda, MD 20892-7354 (email: prorokpd@mail nih.gov).

Background The prostate component of the Prostate, Lung, Colorectal, and Ovarian (PLCO) Cancer Scre-—*

dertaken to determine whether there is & reduction in prostate cancer mr=-" v, Orgaﬂlze
' ofit for

prostata-specific antigen (PSA) testing and digital rectal exami~--"
has been reported previously. We report sxte——"

Methods A total of 76685 m=- 0 evidence

a
i o forms P
e was : hic -
ow-up: et unistic screem“g'.a pSA testing:
0

f etrial
years 0 5 with oppcomOYbidiw' or Pr

to prostate can-
ing. All statistical tests

to 10 years and 57% to 13 years. At 13 years, 4250
cancer in the intervention arm compared with 3815 in the control
prostate cancer in the intervention and control arms were 108.4 and 87.1
ivaly, resulting in a relative increase of 12% in the intervention arm (AR = 1.12,
1.17). After 13 years of follow-up, the cumulative mortality rates from prostate cancer in
tion and control arms wera 3.7 and 3.4 deaths per 10000 person-years, respectively, resulting in &
non-statistically significant difference between the two arms (RR = 1.08, 85% Cl = 0.87 to 1.386). No statistically
significant interactions with respect to prostete cancer mortality were observed between trial arm and age
P iansctsen = -B1], pretrial PSA testing (P.ose. = .52), and comorbidity (P, ... = .68).

Conclusions After 13 years of follow-up, there was no evidence of a mortality benefit for organized annual screening in the
PLCO trial compared with opportunistic screaning, which forms part of usual care, and there was no apparant
interaction with age, baseline comorbidity, or pretrial PSA testing.

J Matl Cancer Inst 2012;104:125-132
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Prostate-Cancer Mortality at 11 Years of Follow-up

Fritz H. Schrisder, M.D., Jonas Hugosson, M.D., Monique J. Roobel, Ph.D., Teuveo L.). Tameasl-""
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Mortality results fromthe Géteborg randomised
population-based prostate-cancer screening trial

Jones Hogozson, Sigrd Codsson, Gamer Aas, Svarte Bergdofil, Alikhotami, R badd ing, Corliastaf BA) johen Stronne, SrikHalmben,
Hon: Llia

Sumrmary

Background Prostate cancer is one of the kading cavses of death from roaliznant disease among men in the dewloped
world. One strategyr to decrease the nisl of death froma this disease i= soreening with prostate-spedfic antigen (FSA);
howewver, the extent of benefit and harm with suwch soeening is under continuons debate,

Wiethods In Decernber, 1994, 20000 men born between 1950 and 1944, randormnly mampld froma the population
Te gister, wem mndornized by coraputer a1 mtio to efther a screening group invited for PSA testingevenr 2 vears
In=10000) or to 2 control group not invited (n=10 000, ken in the sreening gronp were invited up to the upper age
lirndt {moedian 69, mnge 7 -71 wars) and ondy men with mized PS4 concentrations were offered additional tests zuch
as digital rectal evaroination and prostate biopsies. The primary endpoint was prostate-cancer specific mortality
anabrsed according to the intenton-to-screen principle. The study is ongoing, with roen who have not reached the
upper age lirait invited for PS4 testing. This is the first planned mport on curanlative prostate-cancer inddenee and
moortality mloilated up toDec 21, 2008, This study iz registered as an Intemational Standard Fandormdsed Condrolled
Trial ISRCTING 4 4450243

Firdings In each gmoup, 48 men were exhided from the analrsiz lecause of death or emdgration before the
randornisation date, or prevalent prostate cancer. In men randoradised to soeending, F3TE Feed) of 9952 attended at
lez=tonce. During a median follwe-up of 14 wears, 1138 men in the screening group and 718 in the condrol group were
diagnosad with prostate cancer, resulting in a curnubtive prostatecancer inddence of 12 - 724 in the soeening group
and &.2%% in the contral gop (basard matio 1.64; 9596 T 1-50-1.80; p<0.000) . The aleolute curnulative sk
reduction of death frorn prostate cancer at 14 wars was 0. 4006 (9596 I 0. 17-0. 64), frorn 0. 9086 in the control group
to 0. 5024 in the screening group. The rate matio for death foom prostate ancer was 0. 56 (9596 C1 0. 392082, p=0.002)
in the soreening compared with the conirol group. The mte mtio of death frora prostate cancer for attendees cornpard
with the control group was O- 44 (9596 C1 0.28-0. 65, =0 0002, Owverall 292 (9598 O 177-F99 men needed 1o be
irorited for screendingand 12 10 be diagriosed to prevent one prostate cancer death,

Interpratation This stady shows that pmostate cancer mortality was reduced almacst Lo half ower 14 wars, Howewer, the
rizlt of overdiagniosis is substantal and the nurnber needed 1o tweat &= at ast as high as in beast-cancer soeendng
programnes. The benefit of prostate-cancer soeening corpares favourably 1o other cancer soeening progrars.

Funding The Swedish Cancer Sodety, the Swedish Fesearch Coundl, and the Mational Cancer Institime,
Introduction These reports provide the first bvd one evidancs that
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Mortality results from the G6teborg randomised
population-based prostate-cancer screening trial

Jonas Hugosson, Sigrid Carlsson, Gunnar Aus, Svante Bergdahl, Ali Khatami, Par Lodding, Carl-Gustaf Pihl, johan Stranne, Erik H
Hans Lilja

Summary

Background Prostate cancer is one of the leading causes of death from malignant disease among men in
world. One strategy to decrease the risk of death from this disease is screening with prostate-specific :
however, the extent of benefit and harm with such screening is under continuous debate.

Methods In December, 1994, 20000 men born between 1930 and 1944, randomly sampled from t
register, were randomised by computer in a 1:1 ratio to either a screening group invited for PSA testiny
(n=10000) or to a control group not invited (n=10000). Men in the screening group were invited up to
limit (median 69, range 67-71 years) and only men with raised PSA concentrations were offered additic
as digital rectal examination and prostate biopsies. The primary endpoint was prostate-cancer spe:

>W

This trial showed a greater reduction in

mortality, with an overall relative risk

reduction of 44% in all men randomised
to screening, compared with the control
group, after 14 years.
This figure increased to 56% iIn the
subgroup of screening attendees and 77%
In men aged < 60 years.

32258 men in Goteborg on Dec 31, 1994,
aged 50-64 years

v

20000 randomised ina 1:1 ratio

48 ecluded

15 deceased or emigrated
before randomisation date

29 men with prevalent
prostate cancer

Y

0052 invited every 2 years for
PSA testing 1995-2008
(screening group)

! E

48 excluded
21 deceased or emigrated
before randomisation date
27 men with prevalent
prostate cancer

h

0952 not invited

(control group)

| 7578 atten

dees

| |23}'4non-attcndee5 |

¥ ¥ k.
1046 with PC Q2 with PC T1Bwith PC
27 died from PC 17 died from PC 78 died from PC




Time Trends and Local Variation in Primary Treatment of
Localized Prostate Cancer
Matthew R. Cooperberg, Jeanette M. Broering, and Peter R. Carroll

A B 858 T R A C T

Purpose

In the absence of high-level evidence or clinical guidelines supporting any given active treatment

approach over another for localized prostate cancer, clinician and patient preferences may lead to

substantial variation in treatment use.

Methods

Data were analyzed from 36 clinical sites that contributed data to the Cancer of the Prostate

Strategic Uroloegic Research Endeavor (CaPSURE) registry. Distribution of primary treatment use

was measured over time. Prostate cancer risk was assessed using the D"Amico risk groups and

the Cancer of the Prostate Risk Assessment (CAPRA) score. Descriptive analyses were per-

formed, and a hierarchical model was constructed that controlled for year of diagnosis, cancer risk
TETTOWUTT T, mhatithleny and {iﬂ]ﬂr @tlent f%ctc-rs to estimate the propcrtu}n of variation in primary treatment

-51:‘_';'\ "“ b —~1'

selection explicable by practice site.

Results |

Among 11,892 men analyzed, 6.8% elected surveillance, 49.9% prostatectomy, 11.6% extemakbeam
radiation, 13.3% brachytherapy, 4.0% cryoablation, and 14.4% androgen deprivation monotherapy.
Prostate cancer risk drives treatment selection, but the data suggest both overtreatment of low-risk

f high-risk disease. The former trend appears to be improving over time, |
disease and undertreatment of Nig e soameoni: S
while the |atter IS worsenmg Treatment varies with age, comoriary.

0 ireatment decision maklng ‘
A bk

~R AR T BB T
= ) "]v\- Yo O NoNEUIIT F\ N .? AT
i bl e ) 1 |

J Clin Oncol Z8:1117-1123. © 2010 by American Society of Clinical Oncology
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Quality of Life and Satisfaction with
Cutcome among Prostate-Cancer Survivors

tartin G. Sand 3, M.0., Redney L Dunn, #L5 Jeff Michalsli, b.D.,
Hepvard M. Sandler, M0, Laurel Meorthouse, RAW. Ph.D, Larry Hern broff, Ph.D,
Hiheang Lin, Ph.D., Tham as 16 Greenfield, Ph.C., Marl 5. Litwin, B.D., M.P.H,
Christopher 5. Saigal, W.O., MP.H., Arul Mahadevan, b0, Eric [Kein, WD,

Adarn Wikl WD, Lawis L. Pisters, MO, Debarah Kuban, BLD Indng 1Caplan, B,
Cravid Wexad | .0, Jay Ciezli, b D Mikhil £hobmem o ms e

COMNCLUSIONS
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These changes infloenced satisfaction Wi

their spouses or Partners.

ist] e in
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sexnal, bowel, and hormenal function.
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Adjuvant hormnone therapy was associamed with Worse ountolnes across Ileple
qualiy-oflife dormaing among patens raeiving brachyterapy or radiotherapy, Fa-
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REVIEW

Annals of Internal Medicine

Screening for Prostate Cancer: A Review of the Evidence for the

U.S. Preventive Services Task Force

Roger Chou, MD; Jennifer M. Croswell, MD, MPH; Tracy Dana. MLS: Christina Bougatsos, BS: lan Blazina, MPH: Rongwel Fu, PhiD;
Ken Gleitsmann, MD, MPH; Helen C. Koenig, MD, MPH; Clarence Lam, MD, MPH: Ashley Maltz, MD, MPH: J. Bruin Rugge, MD, MPH;

and Kenneth Lin, MD

Background: Screening can detect prostate cancer at earlier,
asymptomatic stages, when treatments might be more
effective.

Purpose: To update the 2002 and 2008 U5, Preventive Services
Task Force evidence reviews on screening and treatments for pros-
tate cancer.

Cata Sources: MEDLINE {2002 to July 2011) and the Cochrane
Library Catabase {through second quarter of 20110

Study Selection: Randomized trials of prostate-specific antigen-
based screening, randomized trials and cohort studies of pmstal:ec

e L T T e B

ized triak and 23 cohort studies of treatmients. One good-quality
trial found that prostatectomy for localzed prostate cancer de-
creased risk for prostate cancer-specific mortality compared with
watchful waiting through 13 years of follow-up (relative risk,
0.62 [CI, 0.44 to 0.87]; absolute risk reduction, €.1%). Ben-
gfits seemed to be limited to men younger than &5 years.
Treating approximately 3 men with prostatectomy or 7 men
with radiation therapy instead of watchful waiting would each
result in 1 additional case of erectile dysfunction. Treating
approximately 5 men with prostatectomy would result in 1
additional case of urinary incontinence. Prostatectomy was
associated with perioperative death (about 0.5%) and cardio-

T T L T

Conclusion: Prostate-specific antigen—based screening results
small or no reduction in prostate cancer-specific mortality and
associated with harms related to subsequent evaluation and treat-
ments, some of which may be unnecessary.

For author affliatiors, s== =nd of i=d
This artide ‘was published at ‘wara annals org on 7 Cdober 2011,

pa-si'l:il.-'euresuhs. Serious infections or urine retention cccurred
after 0.5% to 1.0% of prostate biopsies. There were 3 random-
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Screening for Prostate Cancer: A Review of the Evidence for the
U.S. Preventive Services Task Force

Roger Chou, MD; lennifer M. Croswell, MD, MPH; Tracy Dana, MLS; Christina Bougatsos, BS: lan Blazina, MPH; Rongwel Fu, PhD:
Ken Glelitsmann, MDD, MPH; Helen C. Koenig, MD, MPH; Clarence Lam, MD, MPH; Ashley Maltz, MD, MFPH; ). Bruin Rugge, MD, MPH;
and Kenneth Lin, MD

Background: Screening cam detect prostate cancer at earlier, ized triaks and 23 cohort studies of treatments. One pood-quality

Editorial Comment: In October 2011 the U.S. Preventive Services Task Force issued a draft
of their recommendation on prostate specific antigen (PSA) screening. The panel con-
cluded that “there is moderate or high certainty that the service has no net benefit or that
the harms outweigh the benefits” and discouraged use of the test by issuing a grade D
ruling. On careful scrutiny of this article by Chou et al, which formed the basis for the
panel recommendation, it is difficult to understand how an impartial group of experts
could reach such a dogmatic decision. Their conclusion is based on a pooled meta-analysis
of 5 randomized trials, including 3 which they concluded were poor. The flaws in the PLCO
(Prostate, Lung, Colorectal and Ovarian) Cancer Screening Trial, which had complete
followup out to only 7 years, were overlooked,' and the post hoc reanalysis in healthy men
was ignored.” In the ERSPC (European Randomized Study of Screening for Prostate
Cancer) the number needed to treat of 48 to save 1 life at 9 years was used rather than the
Goteborg trial, where the number needed to treat at 14 years fell to 12.°

after 0.5% to 1.0% of prostate biopsies. There were 3 random- This artice was published at waw annals.org an 7 Oclobar 2071,




The panel does not mention that screening and aggressive treatment are not recom-
mended in men with a life expectancy of less than 10 years. The side effects of screening
(discomfort, worry and infections), along with concern about over diagnosis and overtreat-
ment with impotence, incontinence and rectal injury, were enumerated without mention
of the burden of suffering and pain associated with progression of prostate cancer, me-
tastases and death from the disease. Also the panel failed to reconcile their conclusions
with the observed benefits over the past 20 years: 1) the presence of metastases to bone at
diagnosis has fallen from 1 out of 5 (20%) in 1990 to 1 out of 25 (4%) today; 2) prostate cancer
deaths have fallen 40% within the last 15 years; and 3) using the Catalona calculation, “if
vou apply the age adjusted death rate of 39 per 100,000 in 1990 to the year 2007, if there had
been no PSA testing nor improvement in treatment there would have been 59,000 deaths in

2007. Instead there were 35,000, a reduction of 24,(}0!].”_

The U.S. Preventive Services Task Force is a panel of primary care physicians and
epidemiologists whose composition is designed to eliminate bias, and thus neither urolo-
ists nor experts in prostate cancer were on the panel. (i CECTICEIECI DD
Hﬂer all, are they not the individuals who constantly complain about the
burden of having an informed discussion with patients when they have so little time to
address other matters? Are they also not the ones who are concerned that if they fail to
obtain a PSA, or misinterpret it, they are liable for damages if a delayed diagnosis is made?
Was the panel impartial? Is that why their decision was unfair? To understand what is fair,
read the next comment.

Patrick C. Walsh, M.D.
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Comment on the US Preventive Services Task Force's follow-up durations are short relative to the natural history
Draft Recommendation on Screening for Prostate Cancer of PCa. For several reasons, even 10 yr of follow-up after
randomisation is too short to draw conclusions about
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}evealed dramatic improvement in screening éfﬁcacy.
The USPSTF recommendation relied heavily on the PLCO
trial results. PLCO was a very flawed trial compared to

ERSPC. (ThEréNareimanyreasonsiforhisy The initially

published assumptions for the power calculations [10]
were not fulfilled: 37 000 men in each group would have
been necessary to document a 27% mortality reduction in
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A key component of the USPSTF decision relates to the

risk of overtreatment of indolent PCa. (EiNEEINEIENES
GRBISNOINOVEINeaINeNe More than 3000 patients

managed prospectively by active surveillance have been
reported in the published literature [25], and this
approach i1s becoming increasingly adopted throughout
the Western world. This means that aggressive treatment
can be restricted to those patients with intermediate- and
high-risk PCa, and the number needed to treat is likely to
fall even further.
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the United States. According to the most recent data
available, 90% of men with low-risk PCa receive radical
therapy [26]. The USPSTF position on overtreatment is valid.
However, this recommendation reflects the US situation
and should not be interpreted as applying to PSA screening
in constituencies for which active surveillance for low-risk
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term data (ie, the Goteborg study) document mortality
reduction of 50% and a number needed to treat as low as
seven. Overtreatment can be reduced by active surveil-
lance. The USPSTF has “thrown the baby out with the
bathwater.” PSA, used intelligently (as suggested by
Schroder [27]), has the potential to reduce PCa mortality
at an acceptable cost.




European
Association
of Urology

* 4

Guidelines

2012 edition
8.1.1.2 Active surveillance (AS)

Active surveillance is also known as ‘active monitoring’. It is the new term for the conservative management
of PCa. Introduced in the past decade, it includes an active decision not to treat the patient immediately.
Instead, the patient is followed up under close surveillance and treated at pre-defined thresholds that classify

progression (i.e. short PSA doubling time and deteriorating histopathological factors on repeat biopsy). The
treatment options are intended to be curative.
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(CONFERENCE | Role of Active Surveillance in Managing Localized Prostate Cancer

symptomatic tumors were usually high-grade and advanced
and were often fatal. Other tumors were found incidentally ar
the time of surgery for benign enlargement of the prostate.
These were often low-grade and localized.

After the introduction of PSA screening in 1987, there
was a spike in the rate of prostate cancer cases detected,
followed by a persistent elevation over the pre-PSA testing
era but no increase in prostate cancer deaths. Other 20-
year follow-up studies indicate that only 5% of these men
die of prostate cancer.

All of these trends led to the need to modify the ap-
proach to diagnosis and treatment of prostate cancer. To-
day, most cases of prostate cancer are diagnosed by exam-

is a disease-management strategy that delays curative treat-
ment until it is warranted on the basis of defined indicartors
of disease progression. In contrast, watchful waiting is a
strategy that forgoes curative treatment and initiates inter-
vention only when symptoms occur.

The 3 components of a given observational manage-
ment stratepy are elipibility criteria, follow-up protocols to
monitor disease progression, and indicators for treatment.
The evidence report identified 16 studies that meet the
definition of active surveillance and another 13 that fol-
lowed patients who did not receive treatment and were
followed for symptom progression (watchful waiting).

The most widely accepted criterion for active surveil-

1 Ur =1 rl= . 1 i1 = 1 e o 1 1 ]



Role of Active Surveillance in Managing Localized Prostate Cancer | (ONFERENCE

modifying the anxiety-provoking term “cancer” for this
condition should be strongly considered. Treatment of
low-risk prostate cancer with radical prostatectomy or
radiation therapy leads to side effects, such as impotence
and incontinence, in a substantial number of patients.
Acrive surveillance has emerged as a viable option that
should be offered to patients with low-risk prostate can-
cer. More than 100 000 men per year who receive a
diagnosis of prostate cancer in the United States are
candidates for this approach. However, many unan-
swered questions abourt active surveillance strategies and
prostate cancer require further research and clarification.

sistency of pathologic diagnosis of prostate cancer, 1n-

sensus on which men are the most appropriate candi-
dates for active surveillance, the optimal protocol for
active surveillance and the potential for individualizing
the approach on the basis of clinical and patient factors,
optimal ways to communicate the option of active sur-
veillance to patients, methods to assist patient decision
making, reasons for accepting or rejecting active surveil-
lance as a treatment strategy, and short- and long-term
outcomes of active surveillance.

Well-designed studies to address these questions and
others raised in this statement represent an important

health research priority. Qualitative, observational, and in-
— SN T T J S, Aod Dcnenn A€ oL

lance should be offered participation in multicenter re-
search studies that incorporate community settings and
partners.
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Radical Prostatectomy versus Observation for Localized
Prostate Cancer

Tirmothy J. wilt, M.D., W.P.H., Michae| I, Brawer, M.D., Karen M. Jones, M.S., Michael J. Barry, M.D.,
William ). Aronson, M.Dr., Steven Fox, M.D., M.P.H., Jeffrey R. Gingrich, M.D., John T. Wei, M.D.,
Patricia Gilhooly, M.D., B. Mayer Grob, WD, Imad MNsouli, M.D., Padmini lyer, W.D., Ruben Cartagena, M.D.,
Glenn Snider, M.D., Claus Roehrborn, M.D., Ph.D., Roohollah Sharifi, M.D., Williarm Blanl, M.D.,
Parilcshit Pandya, M.D., Gerald L. Andriole, M.D., Daniel Culkin, M.D., and Thomas Wheeler, M.D.,
for the Prostate Cancer Intervention versus Observation Trial {(PIVOT) Study Group

CONCLUSIONS
Among men with localized prostate cancer detected during the early era of PSA test-
ing, radical prostatectomy did not significantly reduce all-cause or prostate-cancer
mortality, as compared with observation, through at least 12 years of follow-up.
Absolute differences were less than 3 percentage points. (Funded by the Department
of Veterans Affairs Cooperative Studies Program and others; PIVOT ClinicalTrials
.gov number, NCT00007644.)
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Original Article

Active Surveillance for Prostate Cancer
Compared With Immediate Treatment

An Economic Analysis

Kirk A Keegan, MD" Marc A Dall'Era, MD*®: Blythe Durbin-Johnson, PhDY: and Christopher B Evans, MD %2

BACKGROUMD: The costs associated with a contemporary active surveillance strategy compared with immediate
treatment for prostate cancer are not well characterized. The purpose of this study is to elucidate the health
care costs of an active surveillance paradigm for prostate cancer METHODS: A theoretical cobhort of 120,000 men
selecting active surveillance for prostate cancer was created. The number of men remaining on active surveillance
and those exiting to each of 5 treatments over & years were simulated in a Markovy model. Estimated total costs
after & years of active =urveilllance with subseguent delayved treatment were compared with immediate treatment.
Sensitivity analyses were performed to test the effect of varous surveillanece strategies and attrition rates. Additional
analyses to include 10 yvears of follow-up were performed. RESULTS: The awverage simulated cost of treatment for
120,000 men initiating active surveillance with & vyears of follow-up and subseguent delayed treatment resulted
in per patient cost =avings of $16,042 (95% confidence interval [Z1], $16,039-F16 045, relative to initial curative
treatment. This represents a $1.2 billion dollar =avings to the cohaort. The strict costs of active surveillance exceeded
those of brachytherapy in the ninth vear of follow-uz. A vearly biopsy within the active surveillance cohort increased
costs by 22%, compared with every other wear biopsy, At 10 years of follow-up, active surveillance still resulted
in & cost benefit; however, the savings were reduced by 38% to $9944 (95% C| £0047-$0948) per patient relative
to initial treatment CONCLUSIONS: These data demonstrate that active surveillance represents @ consideralble
cost savings over immediate treatment for prostate cancer in a theoretical cohort after & and 10 vears of follow-up.
Cancoer 2012;118:38712-8. © 24]] American Cancer Society
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Active Surveillance for Prostate Cancer
Compared With Immediate Treatment

An Economic Analysis
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Figure 1. Costs of primary treatment and active surveillance
(AS) are shown, with follow-up costs at every other year
biopsy. ADT, androgen deprivation therapy; Brachy, brachy-
therapy; IGRT, image-guided radictherapy.



YALUE OF CANCER SPENDING

By Tomas Philipson, Micheel Eber, Darius M. Lakdawalle, Mitra Lorral, Rena Conti, and Dana P. Goldman

An Analysis Of Whether Higher
Health Care Spending In The
United States Versus Europe Is

‘Worth It' In The Case Of Cancer

ABSTRACT The United States spends more on health care than other
developed countries, but some argune that US patients do not derive
sufficient benefit from this extra spending. We studied whether higher
US cancer care costs, compared with those of ten Enropean countries,
were “worth it” by looldng at the survival differences for cancer patients
in these countries compared to the relative costs of cancer care. We found
that US cancer patients experienced greater survival gains than their
European counterparts; even after considering higher US costs, this
investrment generated $598 billion of additional value for US patients
who were diagnosed with cancer between 1983 and 1999. The value of
that additional survival gain was highest for prostate cancer patients
($627 billion) and breast cancer patients ($173 billion). These findings do
not appear to have been driven solely by earlier diagnosis. Our study
suggests that the higher-cost US system of cancer care delivery may be
worth it, although further research is required to determine what specific
tools or treatments are driving improved cancer survival in the United
States.
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Study Type - Qutcomes [cohort sample) What's known on the subject? and What does the study add?
Level of Bvidence  2b The study compares the sexual function of men ="
chose active surveillanes =
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CONCLUSIONS

¢ Men with localized PCa on AS were
mare often sexually active than similar
men who recelved radical therapy,
especially BPIF not sexually active, this
was less often attributable to erectile
dysfunetion for those on AS. 1T sexually
active, this was less often associated with
problems getting or keeping an erection for
those an AS.

+ The study was non-randomized, the
latest adwvances in RP and RT might impact
results.
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You're Kidding...l| Have Cancer? A Patient’s Perspective on
Coping With Prostate Cancer and Why Active Surveillance Was
Not Chosen

Dreawid &, Lipton
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Multidisciplinary Care and Pursuit of Active Surveillance in

Low-Risk Frostate Cancer
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Purp s
mlutidisciplinary clinics offara unique approach o the manayement of patients with cancar, et

lirited data exist to show that such clinics affect management. The purpos2 of this study was 1o
datamiing whether consultation at 3 multdsciplinary clinic is assocEted with sslection of acthve
sunveillance in patients with low-nsk pmstate cancar,

Patients and Methods
The study comprised 7001 men with bwrisk prostate cancer managed at three tertiary cam

centers in Boston, WA in 2008, Patientzaitherobtained consuttation at 3 mukidisciplinary pmstatae
cancar clinic, at which they were szen by 3 combiration of umbgic, radistion, and medical
oncoloyists in a3 concument satting, or they wem s2en by individual practitioners in squential
zattings. The primary outcome was sekection of acthe sunweillanca.

Results

Crude rates of selkection of acthe suneillanc: in patients s2een at 3 multidisciplinary clinic wae
daouble that of patients s2en by individual pactitioners @3% v 22%), whereas the pmoportion of
men treated with pmostatectomy or radistion decres=ad by appoximately 2% (2 < 00T, On
multhariete oyistic mgmession, older age pdds rmtio [OR], 1.09; 968% CI, 1.06t0 1.7Z; 2= 007),
unmamied status (0R, 1668, 95% C, 1.0110 272 P = 04), increasad Charkson comorbidity indes:
MR, 137, 958% CL 1.08 10 1.77; 2= 02), fewer posithve cores (OR, 092, 969 CI, 020 10 0594;
£ =2 007}, and consultation ata multidisciplirany clinic (OR, 275, 25% CI, 11310 4.10; 2 = 02)
ware sgnificantly associzted with pursuit of active suneillnce.

Canelusion
mlukidisciplinary cam b= associted with incmased sekction of acthe survaillance in men with

Iowe-nizk pmastate cancar. This finding may hawe an i portant clinical, sockl, and econamic impact.

LSl Snoot 2020012076 @ X012 by Amarican Sociaty of Sindeal Jncology
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Multidisciplinary Care and Pursuit of Active Surveillance in
Low-Risk Prostate Cancer

Approximately 70% of patients with prostate
cancer have low-risk diseass (le, Gleason score, = &;
prefreatrment prostate-specific antigen [PSA], = 10
ngfml; clinical stage, T1c or T2a), and such patients
have the most favorable proonosis.* Current trends
in practice patterns suggest that approxmately 91%
to 95% of low-risk patients in the United States
receive definitive therapy, only 5% to 9% undergo ac-
tive surveillance™® No prospective trials of patients

with low-risk prt::state cancer support the notion that
A b am Farmm b e b 4 e 1a— i L (R
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Multidisciplinary Care and Pursuit of Active Surveillance in
Low-Risk Prostate Cancer

Results
Crude rates of selection of active survelllance in patients seen at a mulidisciplimary clinic were

double that of patients seen by individual practitioners (@53% v 22%) whereas the proporfion of
men treated with prostatectory or radiafion decreased by approximately 30% (2 < 007) On
multivariate logistic regression, older age todds ratio [OR], 1.0%; 35% CI, 1.05 to 1.12; & < 001},
unrrarried status (OF, 1.66; 85% Cl, 1.01 to 2,72 2 = (), increased Charlson comorbidity index
(DR, 1.37, 9h% CI, 1.08 to .77, £ = 04, fewer positive cores (OR, 0892, 4h% Cl, 0,50 to 0,34,
2 007, and consultation ata multidiscplinary clinic (DR, 215, 95% Cl, 1.13 to 4.10; & = 0Z)
wiere signifianthy associated with pursuit of active survelllance.

Conclusion
multidisciplinary care s associated with increased selection of active survelllance In men with

lewny-rizk prostate cancer. This finding may bave an important clinical, social, and economic impact,
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Multidisciplinary consultation with urologic, radiation, and
medical oncologists increases the likelihood that patients receive a
balanced perspective on the risks and benefits of allavailable options. '
Such a model of care may afford patients the opportunity to make
informed decisions that are more consistent with their goals of care.
COne may speculate that physician claims of efficacy and morbidity are
at lower risk of exapgeration under these immediately andited condi-
tions, If rultiple physicians agree on active surveillance and support
one another in the recommendation then the patient’s understand-
able concerns about the lack of immediate treatment for their cancer
rnay be reassuringly allayed.



Presenting Treatment Options to Men with Clinically Localized
Prostate Cancer: The Acceptability of Active Surveillance/
Monitoring

Jenrwy L. Donovan

Comaspendamca to: Jenny L. Donowvan, PhD, School of Social and Cormmmunity Medicine, University of Bristol, Canpenge Hall, 29 Whatley Boad, Bristol BS 8
2P5, UK {e-rnail: jenry.donovan@bristol ac.uk).

Presenting treatrment options to men with localized prostate cancer is difficult because of the ladk of definitive evidence and the
rande of treatm ent options available. Active surveillance and monitoring program s are now a recognized treatment option for
e with low-risk localized prostate cancer, but marny patients are not fully aware of the details of such programs, and maost still
opt for immediate radical (surgery or radictherapy) treatmoent. The provision of high-quality inform atien with decision aids has
been shown to increase the acceptability of active surveillancaefmonitoring prodrams. This chapter cutline s technigques for provid-
ing high-quality inform ation about active surveillancefmaonitoring, based on the findings of a randomized controlled trial of treat-
ments for localized prostate cancer. The ProtecT (Prostate testing for cancer and Treatrm ent) trial has randeomized owver 1500 mean
between active monitoring, radical surgery, and radical radiotherapy by ensuring that information was tailored to men's existing
kncwledae and wiews. Care was taken with the content, order, and enthiusiasm of the presentation of treatments by recruitment
staff, and clinicians and other health professionals were supported to feel com fortable with beinag open about the uncertainties in
the evidence and helped to rephrase terminol ooy likely to be misinterpreted by patients. These technigues of information prowi-
sion should be added to the use of decision aids to enable patients diaanoesed with clinically lecalized prostate cancer in rowtine
practice to reach well-informed and reasoned decisions about their treatment, including full consideration of active surveillance
and menitoring proarams.

J Matl Cancer Inst Monogr 2012:45:191-126



Focal Therapy for Localized Prostate Cancer: A Phase I/l Trial

H. U. Ahmed *, 1 A. Freeman, A Kirkham, M. Sahu, B. Scott, C. Allent
J. Van der Meulen and M. Embertoni
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Focal therapy has been investigated as a potential
alternative to active surveillance in the management of
low-risk prostate cancer.
Focal therapy aims targets the cancer rather than the
prostate in an attempt to preserve tissue and function.

Purpose: Mon with localized prostato cancor curmently faco & numbar of tront-

options that treat the antire prostatc. Theso can cassa significant saxonl
urinary side effects. Focal tharapy offers a novel stmiagy that targeés tha
ar rathar than tha prostata in an attempt to preserve tissua and fonctica.
rials snd Methods: A prospectiva, ethics commities approved trial was
uctod to dotorminn the sido cffacts of focal thorapy using high intensity
ultrascand. Multiparametric magnekic resonnnce imaging (T2-waightod,
mic contrast anhanced, diffusion-weighted) and femplata transperineal
ta mapping biopsiss ware used to identify unilotarm] discase. Canitoari-
side offects and quality of B cutcomes waere assessed using validnbad
tionnnires. Postirastment bicgsins ware parformed ot § months and followup
compleied to 12 months.

lts: A total of 20 men undarwent high ntensity focused ultrasound hemia-
jion. Mann agn was G0.4 years (SD 5.4, range 60 to T0) with mean prostata
ific antigen 7.3 ngfml (21} 2.6, mnga 3.4 £ 11.8). OF the men 25% had low risk

maging mnd TH% had ntermediato risk cancar. Haturn of aredtions sufficient for ponc-
PEA — proseia spociic anigen trative sax cocarred in 959 of men (19 of 30} In addition, 90% of man (18 of 200
B ki cothiaisr ware pad-free, kak-frea continent whila 95% wara pad-frea. Maan prostate spe-
TPM = tampiata prostain cific anti deocranssd 80 to 1.6 ng'ml (5D 1.3} at 12 months. Of tha men 804
mapping (1T of 19, 1 rafased biopsy) had no histological avidenca of any cancar, and nona
(LS — trarsroctal wtrascund had histological evidence of high volume or Qlaason T or grastar cancar in tha

troated loba. In addition, 88% of man achiowed the trifecta staftus of pad-froa,

lonk-froa continenca, crections sufficant for intoroooumse and cancer control at 12

momths.

Simitied bor etoser Baper: XD
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Conclusions: Our results appear sufficiently promising to support the further
evaluation of focal therapy as a strategy to decrease some of the harms and costs
associated with standard whole gland treatments.
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Prosmare cancar is associnted with
troatment options that romain contro-
varsial ! Whala gland thoropy wsing
surgury or radictharapy is assorcinted
with well documented morbidity -

chading wrinary incontinence (5% to
209%), ocrodila dysfunction (30% to
G60%} and bowal toxiciby (5% to 1046
Artive survaillanco providos = ratic-
nal choice for soma individuals with
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Is cure possible?
Is cure necessary?
Is cure possible only when it is not necessary?

The most favorable results in the treatment of the localized prostate cancer are
In patients with low-grade and low-volume disease, many of whom may not
have suffered from clinical disease progression in their lifetime.

However, cure Is necessary in many patients because carcinoma of the prostate
remains the second leading cause of cancer death in men.

We need to identify patients most likely to benefit from therapy and to improve
the treatment options for those with aggressive or advanced tumors.



Unidade de Préstata

A vigilancia ativa €, em muitos casos, a melhor opcéo para assegurar a qualidade de vida dos doentes diagnosticados com cancro
da prostata.

A Unidade de Prostata do Centro Clinico Champalimaud esté organizada numa equipa multidisciplinar que avalia personalizadamente cada
doente e define o plano terapéutico mais adequado entre as multiplas op¢des de tratamento apropriadas a cada situagéo clinica.

Esta equipa de especialistas em cancro da prostata inclui urologistas, oncologistas médicos, radioterapeutas, radiologistas, especialistas em
medicina nuclear, patologistas, geneticistas, nutricionistas, enfermeiros, psico-oncologistas e especialistas em cuidados paliativos que
abordam a complexidade da doenca nos seus diversos estadios de forma a oferecer conselho, diagnéstico, tratamento e reabilitacéo
adequados.

O cancro da prostata é o tumor maligno mais frequente e a terceira causa de morte por cancro no homem. Em Portugal estimam-se 5000
novos doentes e 1880 mortes por ano. Este tumor tem frequentemente um crescimento indolente, ndo comprometendo a vida ou a qualidade
de vida dos doentes.

A equipa da Unidade de Prostata:

Dr. Jorge Fonseca (Urologia)

Dr. Nuno Gil (Oncologia médica)
Dr. Jorge Rebola (Urologia)
Prof. Carlo Greco (Radioterapia) — |
Dr. Nuno Pimentel (Radioterapia) ,p _.-'," e B
Dr. Luis Rosa (Radiologia) "mH} “”' ‘ ‘} l | (
Dra. Inés Santiago (Radiologia) - -
Prof. Durval Costa (Medicina nuclear)
Dra. Carla Oliveira (Medicina nuclear)
Prof. Antonio Lopez Beltran (Patologia)
Dra. Anna Colomer (Patologia)

Dra. Luzia Travado (Psico-oncologia)
Dr. Séergio Castedo (Genética)

Dr. Nuno Vau (Oncologia médica)
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