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Tratamento do CaP risco intermediario e
alto

Como eu faco ?

- Como avaliar ...
- Quem tratar ...
- Como tratar...

Arié Carneiro, MD

Urologista — Centro de Oncologia do Hospital Israelita Albert
Einstein
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@ Papel do urologista/oncologista:

ALBERT EINSTEIN
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« Diagnostico correto
« Estadiamento preciso

Tratamento adequado &
— Sistémico
— Local
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Cabe ao urologista/ oncologista...

Sobrevida ~ Qualidade
/‘ de Vida

Morbidade
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Cenario 1
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CaP Gleason 7 (4+3), PSAI= 8,5; Estadiamento Negativo

I
RDT loja PET-PSMA— LND
+
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Cenario 2

CaP Gleason 8 (4+3), PSAI= 20;
Estadiamento= Negativo
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Expectativa de vida ?

Comorbidades ?

Estadiamento apropriado ?

Ganho de Sobrevida Global ?

Ganho de Sobrevida Cancer Especifica ?

Impacto na qualidade de vida e morbidade ?

Tratamento Adequado Disponivel ?
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Expectativa de vida :
- G8, Minnesota Metropolitan Life Insurance

Tell Us About

Marital
Status [ -Select- #]

You Your Partner (if applicable) AltO RiSCO > 5 anos
Age:
Gender: 1 Male T Male

. Female I Female

calculate general estimate
or continue the form for a more precise estimate.

You Your Partner (if applicable)
Height: ft in ft in
Weight: Ibs Ibs
Blood RI'>10 anos
Pressure: | -Select- | [ -select- 3
Exercise: [ -Select- :] [ -Select- ;]
Alcohol: [ -Select- $ | [ -Select- ]
Smoking: | -Select- | [ -select- :)

calculate more precise estimate

https://rslic.metlife.com/lic/corpLongevity.do
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available at www.sciencedirect.com
journal homepage: www.europeanurology.com
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Prostate Cancer

Impact of Age and Comorbidities on Long-term Survival of
Patients with High-risk Prostate Cancer Treated with Radical
Prostatectomy: A Multi-institutional Competing-risks Analysis

Alberto Briganti®*, Martin Spahn?®, Steven joniau ¢, Paolo Gontero %, Marco Bianchi®,
Burkhard Kneitz?, Felix K.H. Chun ¢, Maxine Sun/, Markus Graefen?, Firas Abdollah®,
Giansilvio Marchioro", Detlef Frohenberg', Simone Giona®, Bruno Frea’, Pierre 1. Karakiewicz’,
Francesco Montorsi® Hein Van Poppel©, R. Jeffrey Karnes*,

on behalf of the European Multicenter Prostate Cancer Clinical and Translational Research
Group (EMPa(CT)

impeting-risks models depicting cancer-specific mortality (CSM) and other-cause mortality (OCM) survival curves up to 10 yr (n = 382¢
: to age group and comorbidity status assessed by the Charlson Comorbidity Index (CCI) score. White = alive; blue = OCM; orange = C
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Avaliacao Clinica

g
c
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E Variable Univariate Multivariate
04 -
E HR 95 % CI P value HR 95 % CI P value
Overall®
02 - Age 1.05 1.02-1.09 0.002 - - -
—— Owerall survival
——  Cancer-specific survival High PSA (>20ng/mL)  1.44 0.93-2.23 0.103 1.19 0.75-1.90 0.465
— Ofher causes survival —BTOPET S eSO " =T e T e T
0.0 T T T T ACCI 1.42 1.21-1.68 =0.001 1.41 1.19-1.66 <0.001
0 5 10 15 20 C—pyp oS TOS=TE s 52 S B v
Years Following Treatment Cancer specific®
Risk 542 520 506 410 144 65 32 13 2 Age 1.04 0.95-1.11 0.121 - - -
High PSA (= 20 ng/fmL) 2.25 1.18-4.34 0.014 1.33 0.642.77 0.450
Fig. 1 Kaplan-Meier curves for the probability of overall, c 65 -
pecific, and other-cause survival after radical prostatectomy ACCI 113 0.86-1.49 0364 107 0.81-1.41 0.620
,,’ " T34 ) 1 'TE e B o 4 A atan L I I-x [~ Tal 0010
Other cause”
Age 1.05 1.00-1.09 0.037 - - -
High PSA (= 20 ng/mL) 0.996 0.54-1.85 0.990 1.138 0.578-2.24 0.710
Biﬂﬂi!i |iﬂﬂi”" L1 [ 771 (17 1 1494 | R4S 1 Aak_1 17 (%1
ACCI 1.54 0.65-1.30 <0.001 1.568 1.315-1.87 <0.001
‘ harlson T4 (105 0 561 A0 1848 L 4R (58] _18g [ 8490

Score

® Competing risk regression model by Fine and Gray

ACCI Age-adjusted Charlson comorbidity index, PSA prostate-specific antigen
* Cox proportional hazards regression model
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RISK STRATIFICATION AND STAGING WORKUP

Maolecular testing

Risk group | Clinicallpathologic features Imaging' f tumor Germline testing | Initial therapy”
+ T1e AND
* Elseﬁma sCore sfﬁaada graup 1 AND
. <10 ng/mL . o Cansider if stron
Very low? | « Fewer than 3 prostate biopsy fragmentsicores positive, Not indicated Mot indicated family hi siaycg See PROS-4
=50% cancer in each fra menticare” AND
* PSA density <0.15 ng/mLig
* T1-T2a AND Consider if life Cansider if strong
Low? ' Elseﬁm s:gr:;ml_sﬁ-'grada graup 1 AND Mol indicated expactancy 210y family history” See PROS-5
+ T2b-T2e OR R .
. _ * Bone imaging"™: not recommended for staging .
Favorable | * Elseﬁmsannr;iﬁ-ﬂgrade group 2 OR » Pelvic + abdominal imaging: recommanded if nomogram Consider if lfe Consider ifstrong | & peme o
intermediate? | anp pradicts =10% probability of pakvic lymph node expectancy =10y family history® | T
* Percentage of positive biopsy cores <50% invalverment
U " . éﬂb-TEc OR ; .f porG +* Bone imaging": recommended if T2 and PSA =10 ng/mL Consider f st
avorable |« Gleason score 3+4=Tlgrade group 2 or Gleason score | « Pelvic + abdominal imaging: recommended if nomogram ; onsider if slrong X
intermediate” ;gﬁmdﬁ Ifn‘-"l_”p 3 %R predicts =10% probability of peivie lymph node Nat routinely recommendsd family history™ S0 PROS-7
' invalvement
» T4a OR + Bone imaging": recommanded
, * Gleason score Blgrade group 4 or Gleason score * Pelvic + abdominal imaging: recommended if nomogram . ,
High g P ging og Nt routinel ded | Consider® | See PROS-8P
s 4+5=0lgrade group 5 0%? pradicts =10% probability of palvic lymph node ot foutinely recommende onside See TR
» P8A >20) ng/mL invalvement
« T3h-Td OR * Bone imaging®: recommended
. * Primary Gleason pattern 5 OR * Palvic + abdominal imaging: recommanded if nomogram . . p
Very high : Nt routinely recommendead Consider” -
ry hig + >4 corés with Gleason score B-10/ grade group 4 o5 | pradicts >10% probabilty of pelvic lymph node Whnety : See PROS-8
invalvement
Consider tumar testing for
homologous recombination
Regional | Any T, N1, MO Already performed gena mutstions and for Consider” See PROS-9

microsatallite instability
(MS1) or mismatch repair




Risco intermediario

SSSSSSSSSSSSSSSSSSSSSSSSSSSSS

sssssssssssssss

Se Expectativa de vida > 10 anos
- Tem beneficio o tratamento

12120 + Bone imaging" nol recommended for stagin
Favrabi Erlﬁ ﬁ%sgnnr;?nti:ﬁgrade group 2 OK + Palvic £ agtlaﬂ::?minal Imaging: recom mandagr:l i?nnrnr:-g fam
ntermediale? | anp predicts >10% probability of petvic lymph node
+Percentage of positve biopsy cores <50% involverent
+ TO5.T9: OR + Bone irnaging": recommended If T2 and PSA »10 nglmL
Unfavnrahleg + (Gleason score 3+¢=Hgaﬂegmup2urﬁlﬂamn score | »Palvic + abdominal imaging: recommended if nomogram
ntermediate | 4+3=Tlgrade group 3 OR preclicts >10% probabilly of pevic lymph node

+ PSA 10-20 e/l

fvalvement

L

Desafio = Estadiamento!
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Gleason Upgrading = 44% ! (T3-4 N1 =
9,7%)

Figure 1: Bland - Altman Plot Group A vs Group B
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e Random: Bias (rad ling) & 95% confidence limits (red dot line)-0.270 (-1.40 to 0.86) a & Fusion: Bias (rad ling) & 95% confidence limits (red dot line): -0.014 (-1.42 to 1.29)

Gleason Upgrading = 31,5% vs 16% (Randdmica versus

Fusao)?
1- Dinh KT et al (SEER database)— Urology 2015

2- Carneiro A, Baroni R, Castilho TML, Claros OR, Kayano PP Lemos




Genomic Classifier augments the role of pathological features in identifying optimal candidates for adjuvant radiation
therapy in patients with prostate cancer: Development and internal validation of a multivariable prognostic model
NN

deepamh Dadela’, Maria Santago- imenes’, Kasra Youlet' Il jwfrey o As) A A B Ddcher®, Mand Meron’, Alberto Rrgant?, £l Daviciond®, firas Abdoliah
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| >= 2 fatores de risco > melhores candidatos a RDT
adjuvante

| - pT3b/4, GS 8-10, LND+ ou Decipher > 0,6

1 0-1 fatores de risco > apenas seqguir




Abstract Number: 13

Metro North Hospital and Health Service Putfing people first

The CHAPPP study: CHanging care with PSMA-PET for Prostate cancer —

A retrospective study of the role of PSMA imaging in altering treatment pathways.
Andrew Schmidt?, Jeffrey C. Goh', Manoj Bhatt?, Paul Thomas?, Aneta Suder?;
! Department of Medical Oncology, ? Department of Nuclear Medicine, Royal Brisbane and Women's Hospital, Brisbane, Australia

| N =61
5| negative Sl equivocal 5l positive
40 4 17
PSMA PSMA PSMA PSMA PSMA
negative positive negative negative positive
31 9 4 9 8
No Distant Local Change * Change * No
Change Mets Disease Treatment Treatment Change
3 5]
/ \ * Systemic Treatment Given
Change* Change"’ [] Local Treatment Change
Treatment Treatment X Local Definitive Treatment Given

Mudanca de conduta -2 36% dos casos
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* Resultado Oncoldgico
« Morbidade

 Resultado funcional

LITERATURA COM DADOS DE BAIXA QUALIDADE!
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» Cirurgia :
— Preservacao da banda neurovascular ?
— Linfadenectomia ?
— Robdtica ?
— Cirurgiao com treinamento adequado ?

« Radioterapia
— Apenas Prostata ?
— Pelve ?
— Com hormonio ? (quanto tempo ?)
— Tecnologia ?




Hazard ratio Hazard ratio

@ _ Study or subgroup _log[hazard ratio) SE_Weight IV, random, 95% CI IV, random, 95% CI
Boorjian 2011 05988 00852 121% 1.82[1.54,215) S
Cooperberg 2010 04637 00911 106% 1.59(1.33,1.90) ——
Hoffman 2013 05128 00792 140% 1.67[1.43,1.95) -

Jeidres 2008 0.7418 02255 1.7% 210(1.35,3.27)

Kibel 2012 04886 0.0562 27.8% 1.63(1.46,1.82) b 4

Ladjevardi 2010 04121 00685 187% 1.51[1.32,1.73) -

Mergien 2007 08755 03537 07% 2.40(1.20, 4.80)

Rice 2013 03038 02256 1.7% 1.35[0.87,2.11) =

Sun 2013 04187 00917 105% 152(1.27,1.82) O S -

Tewari 2007 07838 02058 2.1% 2.19(1.46,3.28)

Total (95% CI) 1000%  1.63[1.54,1.73] ¢

Heterogeneity: Tau®= 0.00; x*=8.85,dl=9 (p=045),F=0% 052 0:5 1 i 5

Test for overall effect Z= 16.56 (p < 0.00001) Favors radiotherapy Favors surgery
Hazard ratio Hazard ratio

D _studyor subgroup __log[hazard ratio] _ SE_Weight IV, random, 95% Ci IV, random, 95% C1

Albertsen 2007 09163 0.1968 90% 250(1.70,3.68)

Arvold 2011 06831 03384 47% 1.98(1.02,3.84)

Boorjian 2011 04824 01748 99% 1.62[1.15,2.28) ey
Cooperberg 2010 12698 02669 64% 3.56(2.11,6.01) e —
DeGroot 2013 07031 027 ©63% 202(1.18,3.43] R T
Hoffman 2013 10508 01724 10.1% 2.86[2.04,4.01) —r—
Kibel 2012 03646 0.166 104% 1.44[1.04,199] e

Lee 2014 11694 03685 4.2% 3.22(1.57,6.60]

Merglen 2007 08755 03537 44% 2.40(1.20,4.80) P C S M

Merino 2013 05342 04331 32% 1.71 [0.73,3.99)

Sooriakumaran 2014 05653 0085 145% 1.76 [1.49,2.08) = >

Sun 2013 09163 02709 63% 250(1.47,4.25) T
Tewari 2007 0678 02903 58% 1.97[1.12,3.48) e —
Westover 2012 -05798 05575 21% 0.56 [0.18,1.67)

Zelefsky 2010 11394 04675 28% 3.12[1.25,7.81)

Total (35% CI) 100.0%  2.08[1.76,247) &
Heterogeneity. Tau®= 0.04; x*= 26.70,df= 14 (p=002), F= 48% 052 0:5 ; 3 5
Test for overall effect Z= 8.54 (p < 0.00001) Favors radiolerapy  Favors surgery

Fig. 2 - Forrest plot assessing the risk of (a) overall mortality and (b) prostate cancer-specific mortality following radiotherapy and surgery for
prostate cancer.

i
e

Wallis CJD et al. Eur Urol 2016
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Robot-assisted laparoscopic prostatectomy versus open @ ™

radical retropubic prostatectomy: early outcomes from
a randomised controlled phase 3 study

John W Yaxley, Geoffrey D Coughlin, Suzanne K Chambers, Stefano Occhipinti, Hema Samaratunga, Leah Zajdlewicz, Nigel Dunglison, Rob Carter,
Scott Williams, Diane | Payton, Joanna Perry-Keene, Martin F Lavin, Robert A Gardiner

Lancet 2016



ﬂ Total (n=308) Radical Robot-assisted p value
& ~ ~
v retropubic laparoscopic
SOCIEDADE B?r:-EBFI\EcRE-II\A—TiIE::EE:IT\IA BRA! metﬂm? pruﬁtatectﬂm]r
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Perioperative outcomes
Operative duration
Robot_assi.; Surgery, min 217.97 (47-63) 23434 (3707) 202.03 (51.36) <0.0001 (r
. Recovery, min® 107-54 (111-64) 10712 (146-63) 107.94 (6118) 095 CrossMask
radical retr¢|  opcatingroom mn  26300(4979)  28037(3636) 24608(s512)  <0.0001 I:i:l
. Intracperative adverse event 15 (5%) 12 (B) 3(2%) 0.02
aran dom IS Estimated total blood loss,  886.54 (645.62) 133814 (591.47) 44374 (294.29) <0-0001 Iil
miL
JohnW Yaxley, Geoffrey D (
Scott Williams, Diane | Pay
MNon-autelogous 0 0 0
intraoperative
Nﬁn-aumlﬁuus 7 SE%E 6 s:w-ﬁi 1 SI%! 012
postoperative
Admitted to intensive care unit 018
Flanned B(2%) 3(1%) 3(2%)
Unplanned C(2%) G (3%} 0
Readmission 20 (7%) 12 (8%) 8(5%) 032
Indwelling catheter, days 831(3.47) 8-42 (3-28) 8:21(3-64) 0.59 >
Length of hospital stay, days 235230 327 (1.49) 1.65 (2-61) <0000
Postoperative 20, 24 (6%) 14, 17 (9%) 6, 7{am) 005 ya
complicationst
Graae | O, 0 3%) B G1a%) T A3
Grade Il 5, 6 (2%) 3, 4(2%) 2,2 (1%)
Grade lla 3, 3(1%) 2,2(1%) 1,1(1%)
Grade b 3, 3(1%) 3. 3(3%) 0,0 Iﬂ
Grade [Va 2,2 [=1%) 2,2 [=1%) 0,0




&
Socieonoe B?NLEBFFC"EITE'EEE?A.,RAS.LE.RA L I n fad e n eC t O m I a. n O CaP

(a) seLDN =2 75% (b)

Fig. 4 - Anatomical extent of classical extended pelvic lymphadenectomy (PLND) (a) and of a proposed (new) extended PLND
(b) for prostate cancer. (a) Area of classical extended template PLND for prostate cancer encompassing the nodes along the
major pelvic vessels including the internal iliac, external iliac and obturator regions to the iliac bifurcation (yellow and
orange areas). (b) Area of the proposed (new) extended template PLND extending along the common iliac vessels to the
ureteric crossing (pale red area).
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Euvropean i 1 of Urology

Prostate Cancer
Complications and Other Surgical Outcomes Associated with

- Extended Pelvic Lymphadenectomy in Men with Localized
. Prostate Cancer

Variables All patients Patients subjected Patients subjected p value
(no. [%]) to ePLND (no. [%]) to IPLND (no. [%])
Overall complications 168 (17.4) 152 (19.8) 16 (B.2) <0.001
Lymphocele 88 (9.1) 79 (10.3) 9 (4.6) 0.01
Deep venous thrombosis 7{0.7) 6 (0.8) 1 (0.5) 0.6
Pelvic haematoma & (0.8) 5 (0.7) 1 (0.5) 0.6
Fever 17 (1.7) 16 (2.1) 1 (0.5) 0.2
Acute urinary retention 4 (0.4} 4 (0.5) 0 0.05
Urinary anastomotic leakage 26 (2.7) 24 (3.1) 2 (1) 0.07
Surgical reintervention for pelvic haematoma 4 (0.4) 3 (0.4 1 (0.5) 0.8
Ultrasound-guided percutaneous drainage 5 (0.5) 4 (0.5) 1 (0D.5) 1.0
Pulmunary embolism 1{0.1) 1 (0.1} 0 0.6
Ureteral injury o 0 0 NA
Others 15 (1.5) 13 (1.7) 2(1) 0.7

ePLND: extended pelvic lymph node dissection; IPLND: limited pelvic lymph node dissection; MA: not available.




Improved Targeting of Radiotherapy with IMRT

( Zelefsky et al J Urol 2006)

«=IMRT (n=170)
0.15 - «=3DCRT (n=67)

0.1

Probability

0 |
0 12 24 36 48 60 72 84 96 108 120 132 144 156 168

Month

* Gastrointestinal
— Grade 2 proctitis 3-4%
— Grade 3 ulceration 1%

« Genitourinary

U
| &

— Grade 2 urethritis/urgency: 15-20%
— Grade 3: 2-3%
» Sexual Dysfunction
— Permanent loss of erections: 30-40%
Slides: Dr. icaro — Ejaculatory Dysfunction- nearly all patients
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World J Trol (20015 33:1281—-1289
DI 101007/ /s00345-014- 14396 Crosshdark

ODORIGINAL ARTICIE

Cardiovascular events associated with androgen deprivation
therapy in patients with prostate cancer: a systematic review
and meta-analysis

Auvrie Carneiro - AAndre Dechke Sasse - Andrew Aurel Wapgner - Guilbherme Peixoto -
AnudeE Matapuiril- Ary Serpa Neto - Bianca Alves Wieira Bianco - Peter Chang -
Aontonio Carlos Lima Pompeo - Wiarcos Tobias-IWiachado

ADT nADT Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.2.1RCT ADT vs nADT
iversen P 2010 103 4052 85 4061 4 8% 1.22[091,1.63) i
Messing 1999 1 47 0 51 00% 3.32[0.13,8358)
Subtotal (95% CI) 4099 4112 4.8% 1.23[0.92, 1.64) 3
% Total events 104 85

Heterogeneity. Ch*=037,df=1(P=054),F=0%
Testforoveralleffect Z=141(P=0.16)

2.2.2 Cohort ADT vs nADT

Alibhai 2009 949 19079 1085 19079 601% 087[0.79, 095 &)

Van Hemelnjck 2010 2080 30642 807 45958 351% 407 [3.75.443) o
Subtotal (95% CI) 49721 65037 95.2% 2.05[1.93, 2.17) |
Total events 3029 1892

Heterogeneity. Chi*= 61945 df=1 (P < 0.00001), F=100%
Test for overall effect Z= 24 31 (P < 0.00001)

Total (95% C1) 53820 69149 100.0% 2.01[1.90, 2.13) |

Total events 3133 1977

Heterogeneity. Chi*= 630.30, df= 3 (P < 0.00001), F=100% B 01 0%1 3 1:0 1001
Testfor overall effect Z= 24 13 (P < 0.00001) Cavoins ADT  Edioiins nADT

Test for subqroup differences: Chi*=11.46.df=1 (P=0.0007). F=913%
ADT: Androgen Deprivation Therapy, nADT: Non Androgen Deprivation Therapy, RCT: Randomzed Cinical Trials

Fig. 3 Acute myocardial infarct associated with ADT
i
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Patient—- Reported Outcomes after Monitoring,
Surgery, or Radiothherapy for Prostate Cancer

J. L. Donowvarn, F.C. Harmdy, ].A. Larmne, M. Mason, . Metcalfe, E. Walsh,
J-m. Blazeby, T_]. Peters, P. Holding, S. Bonningtonrn, T. Lennon, L. Bradshaw,
D Cooper, P. Herbert, J]. Howsomn, A. Jones, N. Lyons, E. Salter, P. Thompson,
b S. Tidball, J. Blaikie, C. Gray, P. Bollina, J. Catto, A. Doble, A. Doherty, D. Gillatt,
R. Kockelbergh, H. Kyrnaston, A. Paul, P. Powell, S. Prescott, D_]. Rosario, E. Rowe,
M. Dawvis, E.L. Turmer, R.M_. Martin, anmnd D.E. Neal, for the ProtecT Study Group™
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ICIQ Incontinence Problem

P<0.001
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Worse
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Men Reporting Effect (%)

Better

T 1
0612 24 36 48 60 72

Months since Randomization

Men Reporting Problem (%)
Better

Months since Randomization
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e Cancer de Prostata Localmente Avancado
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Oncologico

1+ Risco de Falha e Necessidade de mais de 1
tratamento

» Tto Curativo - CSS 28,8% - 35% (10 — 15
anos)

» GS 8-10 - 26-31% Doenca Localizada!
- CSS =96%, 88% e 66% (5, 10 e 15
anos)

1- Rider JR et al. Eur Urol 2013
2- Yossepowitch O et al. Eur Urol 2008
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EBRT" + ADT! (2-3 y) (category 1) )
High:® o h . See Monitoring )
*T3a or EBRT" + brachytherapy £ ADT' (2-3y)[™ (PROS.6) Adverse features:
* Gleason —|Or EBRTh
score 8-10 or EBRT" + ADT! (2-3 y) + docetaxelP / or See
. = ] k "
PSA >20 ng/mL ;; i PLNDH Observation Iﬁlgietectahl | Monitorin
(PROS-6)
\ Lymph node metastasis:
ADT (category 1) £ EBRT"
(category 2B)
_g— o k
Very High: C  |EBRT" + ADT! (2-3 y) (category 1) Observation™ (category 2B)
* T3b-T4 =
* Primary erapy Adverse features:|
Gleason pattErn or EERTh
5or —» |[EBRT" + ADT' (2-3 y)+ docetaxelP or
* >4 cores with or ok
Gleason score RP! + PLND (in select patients: with no fixation) Observation See Radical
8-10 or itori Prostatectom
. . See Monitoring - Det bi ¥
ADT! in select patientsd —» Lymph node metastasis: etectable . ;
- PROS-6 ADTP[Categury 1)+EBRT" | PSA ' W
Regional EBRT" + ADT' (2-3y) (category 1)|  See Monitoring | o 00" 22) (PROS-7)
Metastatic:
Any T, ADT See Monitoring

Any N, M1 (PROS-6)

|

| ‘ NCCN Guidelines Version 3.2016 — Prostate cancer




)

ALBERT EINSTEIN
SOCIEDADE BENEFICENTE ISRAELITA B

Cancer de Prostata Localmente Avancado

RASILEIRA

HOSPITAL « ENSINO E PESQUISA « RESPONSABILI

IDADE SOCIAL

High:®

*T3a or

* Gleason —
score 8-10 or

« PSA >20 ng/mL

RISK GROUP INITIAL ADJUVANT THERAPY
EBRT" + ADT' (2-3 y) [categu@
T

' See Monitoring
EBRT" + brachytherapy + ADT' (2-3y)[™ (PROS-6)

or

EBRTM + ADT! (2-3 y) + docetaxelP

or

RP' + PLND | 7

Very High: GIRT“ + ADT! (2-3 y) (category 1)

* T3b-T4

* Primary
Gleason pattern
Sor —»

* >4 cores with
Gleason score
8-10

Regional:
Any T, N1, M0 ——

P e
EBRT! + brachytherapy T A -3y)

or
EBRT" + ADT' (2-3 y)+ docetaxelP

or
RP' + PLND (in select patients: with no fixation)

Incont. ~ 100%

or ” ) See Monitoring
ADT in select patients —— ppng.g)

Metastatic:
Any T,

Any N, M1

Er::rh +ADT' (2-3 y) (category 1) S‘;&:éﬂ;gituring D E —_ 6 O _ 1 O O%

ADT See Monitoring
PROS-6 .

NCCN Guidelines Version 3.2016 — Prostate cancer
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RISK GROUP

High:®
*T3a or
* Gleason
score 8-10 or
* PSA >20 ng/mL

—

INITIAL THERAPY

EBRT" + ADT' (2-3 y) (category 1)

or

EBRT" + brachytherapy + ADT! (2-3y)
or

EBRTM + ADT' (2-3 y) + docetaxelP

See Monit@ring

(PROS-E6)

r N
RP! + PLND i/

Very High:

* T3b-T4

* Primary
Gleason pattern
Sor

» >4 cores with
Gleason score
B-10

Regional:
Any T, N1, M0 ———»

Metastatic:
Any T,
Any N, M1

E—_

EBRT" + ADT! (2-3 y) (category 1)
or
EBRTM + brachytherapy + ADT! (2-3 y)

or
EBRT" + ADT

See Monif@ring

(PROS-E6)

Cirs
ADT! in select patie

EBRT" + ADT' (2-3 y) (category 1)
or
ADT!

ADT See Monitoring
(PROS-6)

RP' + PLND (in select patients: with no fixation)

See Monifring

(PROS-E6)

ADJUVANT THERAPY

Adverse features:)
EBRTD

or

Observation®

Lymph node metastasis:
ADT (category 1) £ EBRT"
(category 2B)

or

Observation* (category 2B)

Adverse features:)
EBRTN

or

Observation®

Lyth node metastasis:
ADT (category 1) £ EBRT"
(category 2B)

or

Observation® (category 2B)

Cancer de Prostata Localmente Avancado

See

—»| Monitoring
{(PROS-B)

Undetectabl
PSA

See Radical
Prostatectomy
— | Biochemical
Failure
{(PROS-7)

Detectable
PSA

NCCN Guidelines Version 3.2016 — Prostate cancer



Vigilancia Ativa

TORONTO

Toronto — Klotz et al. 2010 - JCO

HOPKINS

Hopkins— Tosoian et al. 2011- JCO

Gleason
#frag +

% frag comp
PSA

Estadio Tlc-T2a Tlc-T2a
*ap6s 2000 apenas pctes com
comorbidades e EV<10 anos

Gleason
# frag +
% frag comp
SASYAN <10*
PSAd NC
Estadio T1lc - T2a




TN

Klotz - J Urol 0 0 0
2002 100% 100% 17,10%

Klotz - JCO
2010
Klotz - JCO
2010
Klotz - JCO
2015
Klotz - JCO

5 SD  99.7%
2460% 5 (1%)& 5 (1%)&
10 68%  97.2%

10 80% 98%

15 (1,5%)

62% 94%

Toison - JCO 5 5 5

2011 5 100% 100%  35% 0 0
Toison - JCO 5 99,90 o

2015 10 93% % 49,00% >

Toicon - 1CO 00 9N
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World J Urel (2016) 34:1373-1382
DOI 10.1007/500345-016-1782-x CrossMark

ORIGINAL ARTICLE

Standardization of definitions in focal therapy of prostate cancer:
report from a Delphi consensus project

A.W. Postemal® - T. M. De Reijke! - O. Ukimura®* - W. Van den Bos! -

A. R. Azzouzi® » E. Barret® - D. Baumunk’ + A. Blana® - A. Bossi® - M. Brausi'® -

J ALC an!!. e1'? - J. Dominguez-Escrig!”® - S. Eggener'? - R. Ganzer'® -
uptal” - T. O. Henkel'® - M. Hohenfellner2® -

. Kastner®? - K. U. Kéhrmann®® + G. Kovacs?* «

3 - N, Mottet=’ - Dsorio®® - B. R. Pieters -

T. J. Polascik'® - A. R. Rastinehlad®’ - G. Salomon’ - R.

A 7 . 1'31‘K. RATFAKI
J. J. De 1a Rosette!

nchez-Salas® -
32 . A. Villers® - J. Walz* -

Conclusiomn

Focal therapy is a rapidly evolwving field of prostate can-
cer reatments that intends o prevent or delay whole-

gland treatment associated morbidity without compromis-

ing oncologic safety for a large group of patnents. For the

development and implementation of these treatments, it
is important t© have standardized reporting criteria. The
current Cconsensus project provides recommendations
for standardized definitions endorsed by a wide group of
experts in the field.
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World J Urel (2016) 34:1373-1382
DOI 10.1007/500345-016-1782-x CrossMark

ORIGINAL ARTICLE

Standardization of definitions in focal therapy of prostate cancer:

Focal therapy is a rapidly evolwving field of prostate can-
cer reatments that intends o prevent or delay whole-

gland treatment associated morbidity without compromis-

ing oncologic safety for a large group of patients. For the

development and implementation of these treatments, it
is important t© have standardized reporting criteria. The
current Cconsensus project provides recommendations
for standardized definitions endorsed by a wide group of

experts in the field.



AN
) L]
“.) I,.I po—
\o"
PIT ENSINO E PESQUISA « RESPONSABILIDADE

=2 ¢ - Baixo risco ou intermediario - Doenca
N Localizada

- 7 (3+4) - lesao unica, expectativa de vida
> 10 anos, pequeno volume (< 3ml ou < 5ml
em casos selecionados)

Unica lesdo Gleason 7 (3+4), localizacéo
favoravel, pequeno volume - “sweet spot’para
tto focal

RTUp deve ser coniderada para ptt > 40-50
gramas
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CaP Localizado, ISUP 2, Exp. Vida > 10

anos , PSA< 15, MRI < cT2b, N
SIM v _7 NAO
ﬁ“ -~ - . . ., . ., . i e '
l =~ o Radiologia / Bidpsia Confiaveis? L, * |
1 (#frag/tamanho ?, patologista?, fusao, fragmento alvo? |
1 |
I 4
: <3Focose | _, g LI?* Repetir
: 71 <Bmmifrag? 3) VA" REMA/BX
| /
I /
| ,/
: / <3 Focos e 1) TR
| 4 SM == 5-15 - =>2) TF*
I ! \ mm/fraq?
\ ~J
| / \
| 1 \ VA: Vigilancia Ativa
‘ll / \\ TR: Tratamento Radical
REMA=Nédulo |, >2 Focos ou - Radioterapia
\ & —— > 1) TR - Cirurgia
visivel ( >15 mm/frag? TF: Tratamento Focal
+ BX coincidente \ - Braquiterapia
+ PSA< 10 ? \ - Crioterapia
\ - HIFU
\ *casos muito
\ ¥ PSA < 10 — = D 1) TR selecionados
\ P
~ ~ ’
NAO o
~
~ »n
2 PSA>10 F=>1) TR
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CaP Localizado, ISUP 3, Exp. Vida > 10
anos , PSA< 20, MRI < cT2b,

Charlson > 2 ?
Candidato a cirurgia?

HT

1) RDT Prostata (+/- pelve) +-
----- >  HT

2) Observar *

NAO
v PR |
v d
Radiologia / Biopsia Confiaveis? L v |
(#frag/tamanho ?, patologista?, fusao, fragmento alvo? |
|
v
Repetir
REMA/BX
1) PRR +LDN
| SIM === > 2) RDT Prostata (+/- pelve) +-
1

# RDT pelve se risco de LND +> 5% (nhomgrama do MSKH), * Casos muito selecionados
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CaP Localizado, ISUP 4-5, Exp. Vida 5
anos , PSA< 50, MRI < cT4,

v

Radiologia / Biopsia Confiaveis?
(#frag/tamanho ?, patologista?, fusao, fragmento alvo?

SIM

Charlson > 2 ?
Candidato a cirurgia?

______ 5| 1) PRR+LDN

2) RDT Prostata (+pelve) + HT

Repetir
REMA/BX

> 1) RDT Prostata (+ pelve) + HT

2) Observar *

# RDT pelve se risco de LND +> 5% (homgrama do MSKH), * Casos muito selecionados




Cirurgia*

|
v

Risco de LND positivo > 5%
(Nomograma do MSK)

SIM !
I
[
[
v

Linfanenectomia estendida

- pT3b

’ - pT3a multifolcal ou Margem > 3mm + G8-10 \

RDT Adjuvante da
loja +-HT

RDT Adjuvante da
loja (+ Pelve) + HT




@ Pré-tratamento * Exp_ Vida
* Comorbidades
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Estadiamento

Estratificacao de Risco

intermediari Alto Risco

| PET-
PSMA3

D¢ Ressecavel
Condicoes Cirurgicas?

Nomograma

ou RDT +
TH
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» Estadiamento PRECISO
- PET-PSMA
- Marcadores

> RDT - ASSOCIADAAHT = DE e eventos CDV!

» “Qualidade” da PR
» “Qualidade” da RDT

» SEQUENCIA IDEAL = PR = RDT

ABORDAGEM INDIVIDUALIZADA E
MULTIDISCIPLINAR E O SEGREDO DO SUCESSO!
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