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Prostat Kanseri Insidans ve Mortalite
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Prostat Kanseri Insidans ve Mortalite

Estimated New Estimated
Commeon Types of Cancer Cases 2015 Deaths 2015
1. Breast Cancer (Female) 231,840 40,290 l:_’“3'};‘2;9&';&::3cr:rfcr::izzi 5
2. Lung and Bronchus Cancer 221,200 158,040 in the U.5.
3. Prostate Cancer 220,800 27,540
4, Colon and Rectum Cancer 132,700 49,700
5. Bladder Cancer 74,000 16,000
6. Melanoma of the Skin 73,870 9,940
7. Mon-Hodgkin Lymphoma 71,850 19,790
8. Thyroid Cancer 52,450 1,950
9. Kidney and Renal Pelvis Cancer 61,560 14,080
10. Endometrial Cancer 54,870 10,170

13.3%

In 2015, it is estimated that there will be 220,800 new cases of prostate cancer and an estimated 27,540 people will die
of this disease.



Percent of New Cases by Age Group: Prostate Cancer
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Percent of Deaths by Age Group: Prostate Cancer
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Number of New Cases and Deaths per 100,000: The number of new cases of prostate cancer was 137.9 per 100,000
men per year. The number of deaths was 21.4 per 100,000 men per year. These rates are age-adjusted and based on
2008-2012 cases and deaths.

Lifetime Risk of Developing Cancer: Approximately 14.0 percent of men will be diagnosed with prostate cancer at some
point during their lifetime, based on 2010-2012 data.

Prevalence of This Cancer: In 2012, there were an estimated 2,795,592 men living with prostate cancer in the United
States.
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Percent of Cases & 5-Year Relative Survival by Stage at Diagnosis: Prostate Cancer
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Prostat Kanseri Tedavi Yakalasimlari

Bone therapy
for osteoporosis and
bone metastases
Blsphos.phopates
Primary therapy zoledronic acid
surgery, radiation therapy, RANK ligand inhibitor Immunotherapy
active surveillance denosumab \sipuleucel-T
Localized Recurrent Metastatic Craessti;at:gtn- :‘:Aa:tt?giaotriﬁ
prostate > cancer (rising —> prostate > cancer (rising >} ekt
cancer serum PSA) cancer
serum PSA) cancer
Adjuvant hormonal therapy Androgen deprivation Chemotherapy
(with radiation) LHRH analogs, LHRH docetaxel, cabazitaxel
N — antagonists, anti-androgens,

androgen synthesis inhibitors

Sekil; Abeloff's Clinical Oncology, 10th edition




Hormon Duyarli Metastatik Prostat Kanseri

Androjen Baskilama Tedavisi(ADT)

d Cerrahi Kastrasyon(Bilateral orisektomi)
J Medikal Kastrasyon

v" LHRH analoglari, LHRH antagonistler

v' Total androjen blokaji( Antiandrojenlerin eklenmesi)

d Uygulama secenekleri
v Continue androjen baskilanmasi

v’ Intermittan androjen baskilanmasi
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Hypothalamic-pituitary-testicular axis

GnRH
(+)

Taestis

Schematic representation of the hypothalamic-pituitary-testicular axis
shows the site of action of follicle stimulating hormene (FSH) and
luteinizing hormone (LH) in the testes. Testosterone (T} and inhibin are
produced by the testes. Testosterone has a negative feedback on the
hypothalamus and LH production, while inhibin has a negative feedback
on FSH production.

C: cholesterol; GnRH: gonadotropin releasing hormaone.

Adapted from Griffin JE, Wilson JD. In: Metabolic Control and Disease, 8th
ed, Bondy PK, Rosenberg LE (Eds), Saunders, Philadelphia 1980. p. 1535.

Graphic 50484 Version 2.0



Hormon Duyarli metastatik Prostat Kanseri

e Charles Brenton Huggins(1901-1997)

e 1927’de Chicago Universitesinde Uroloji

kliniginde akademik kadro aldi

 Kopeklerde yaptigi deneylerle, prostat

hiicrelerinin biliyiimesinde testosteron

hormonuna bagimli oldugunu tespit etti

* Prostat kanseri olanlarda orisektomi ile tiimoriin
kuglildtigiinii belirledi.

 Bu ¢alismalariyla 1966 Nobel 6diilii aldi

 Dr. Andrew V. Schally LHRH analogu kesfi ile
1977 Nobel odiilu aliyor
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Cerrahi Kastrasyon vs. Medikal Kastrasyon

Kanseri

Publ®ed ¢ PubMed ~][10744504[uid] |
e Create RSS Create alert Advanced Help
Abstract - Send to: -
Full text links
Ann Intern Med. 2000 Apr 4;132(7):566-77.
Single-therapy androgen suppression in men with advanced prostate cancer: a systematic review and meta-
analysis.
Seidenfeld J', Samson DJ. Hasselblad V', Aronson N, Albertsen PC, Bennett CL, Wilt TJ. Save items =
Auther information “r Add to Favorites | ~
Erratum in
Ann Intern Med. 2005 Nov 15;143(10):764-5.
Similar articles =

Abstract
PURPOSE: To compare luteinizing hormone-releasing hormone (LHRH) agonists with orchiectomy or diethylstilbestrol, and to compare antiandrogens
with any of these three alternatives.

DATA SOURCES: A search of the MEDLINE, Cancerlit, EMBASE, and Cochrane Library databases from 1966 to March 1995 and Current Contents to
24 August 1998 for articles comparing the outcomes of the specified treatments. The search was limited to studies on prostatic neoplasms in humans.
Total yield was 1477 studies.

STUDY SELECTION: Reports of efficacy outcomes were limited to randomized, controlled trials. Twenty-four trials involving more than 6600 patients,
phase Il studies that reported on withdrawals from therapy (the most reliable indicator of adverse effects), and all studies reporting on quality of life
were abstracted.

DATA EXTRACTION: Two independent reviewers abstracted each article by following a prospectively designed protocol. The meta-analysis combined
data on 2-year overall survival by using a random-effects model and: reperted results as a hazard ratic relative to orchiectomy.

DATA SYNTHESIS: Ten trials of LHRH agenists invelving 1908 patients reported no significant difference in overall survival. The hazard ratio showed
LHRH agonists to be essentially equivalent to orchiectomy (hazard ratio, 1.1262 [corrected] [95% CI, 0.815 to 1.386]). There was no evidence of
difference in overall survival among the LHRH agonists, although Cls were wider for leuprolide (hazard ratio, 1.0994 [CI, 0.207 to 5.835]) and buserelin
(hazard ratio, 1.1315 [Cl, 0.533 to 2.404]) than for goserelin (hazard ratie, 1.1172 [Cl, 0.898 to 1.390]). Evidence from 8 trials involving 2717 patients
suggests that nonsteroidal antiandrogens were associated with lower overall survival. The Cl for the hazard ratio approached statistical significance
(hazard ratio, 1.2155 [CI, 0.988 to 1.496]). Treatment withdrawals were less frequent with LHRH agonists (0% to 4%) than with nonsteroidal
antiandrogens (4% to 10%).

CONCLUSIONS: Survival after therapy with an LHRH agonist was equivalent to that after orchiectomy. No evidence shows a difference in

effectiveness among the LHRH agonists. Survival rates may be somewhat lower if a nonsteroidal antiandrogen is used as monotherapy.

Comment in
Hormonal therapy for advanced prostate cancer. [Ann Intern Med. 2000]

4 Systematic review and meta-analysis of
monotherapy compared with comk [Cancer. 2002]

Cost-effectiveness of androgen suppression
therapies in advanced g [J Natl Cancer Inst. 2000]

Maximum andregen blockade in advanced
prostate cancer; a meta-analysis « [Urclogy. 1997]

J Non-steroidal antiandrogen
monotherap [Cochrane Database Syst Rev. 2014]

See reviews...

See all...

Cited by 41 PubMed Central articles =

4 Surgery and hormonal treatment for
prostate cancer and se: [Transl Androl Urol. 2015]

therapy for prost [Drug Healthc Patient Saf. 2015]

See all...
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Cerrahi Kastrasyon vs. Medikal Kastrasyon

DES
Al Studies —
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Antiandrogens
All Studies
(8, 1589
Patients with D2 Disease
(7, 1241)
High-Quality
(5, 1105}

20 100 00
Hazard Ratio Relative to Orchiectomy
{Better than orchiectomy) {Worse than orchiectomy)

Bilateral Orisektomi, LHRH analoglariyla benzer 2 yillik sagkalima sahip .
Antiandrojenler bu iki guruba gore daha kotu bir sagkalim gosterir
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Kombine Androjen Blokaji vs. Monoterapi

Intergroup trial INT* Leuprolide+Flutamide 16.5ay vs. 13.9 ay 35.6 ay VS. 28.3

0036 P=0.039 P=0.035
Leoprolide

Intergroup trial INT? Orsiektomi+Flutamide 20 ay vs. 19 ay 34 ay vs. 30 ay

P=0.21 P=0.14

0105 Orgiektomi

Metaanaliz® Medikal/Cerrahi kastrasyon+/- 5 yilik sagkalim
Antiandrojenler(Flutamide,Niluta %27.6 VS %24.7
mide) P=0.005

ASCO 2016, NCCN 2016
CAB tedavi maliyeti ve toksik yan etki yliksek, sag kalim yarari minimal (%2-3) oldugu igin,

hormon duyarli Metastatik prostat kanseri baslangi¢ tedavisi olarak 6nerilmez.

(Semptomatik hastalarda Flare sendromunu engellemek icin LHRH anologlarindan en az 7 giin, LHRH anologlari 6ncesi veya es

zamanlh)

1-Crawford ED, et al. N Engl J Med. 1989, 2- Eisenberger MA, et al. N Engl J Med. 1998, 3-Prostate Cancer Trialists' Collaborative Group.
Lancet. 2000
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Intermittant vs. Continue

PmeEd.gﬂu ' PubMed =] |

U National Library of Medicine
National Institutes of Heslth Advanced

Abstract - Send to: -

M Enal J Med. 2013 Apr 4,368(14):1314-25. doi: 10.1056/NEJMoa1212288.

Intermittent versus continuous androgen deprivation in prostate cancer.

Hussain M", Tanaen CM, Berry DL, Higano CS, Crawford ED, Liu G, Wilding G, Prescott S, Kanaga Sundaram S, Small EJ, Dawson NA, Donnelly B, Venner P
Vaishampayan UN, Schellhammer PE, Quinn DI, Raghavan D, Elv B, Moinpour CM, Vogelzang MNJ, Thompson I Jr.

Author information

Abstract
BACKGROUND: Castration resistance occurs in most patients with metastatic hormone-sensitive prostate cancer who are receiving androgen-
deprivation therapy. Replacing androgens before progression of the disease is hypathesized to prolong androgen dependence.

METHODS5: Men with newly diagnosed, metastatic, hormone-sensitive prostate cancer, a performance status of 0 to 2, and a prostate-specific antigen
(PSA) level of 5 ng per milliliter ar higher received a luteinizing hormone-releasing hormone analogue and an antiandrogen agent for 7 months. We
then randomly assigned patients in whom the PSA level fell to 4 ng per milliliter or lower to continuous or intermittent androgen deprivation, with
patients stratified according to prior or no prior hormonal therapy, performance status, and extent of disease (minimal or extensive). The coprimary
objectives were to assess whether intermittent therapy was noninferior to continuous therapy with respect to survival, with a one-sided test with an
upper boundary of the hazard ratio of 1.20, and whether quality of life differed between the groups 3 months after randomization.

RESULTS: A total of 3040 patients were enrolled, of whom 1535 were included in the analysis: 765 randomly assigned to continuous androgen
deprivation and 770 assigned to intermittent androgen deprivation. The median follow-up pericd was 9.6 years. Median survival was 5.8 years in the
continuous-therapy group and 5.1 years in the intermittent-therapy group (hazard ratic for death with intermittent therapy, 1.10; 80% confidence
interval, 0.99 to 1.23). Intermittent therapy was associated with better erectile function and mental health (P<0.001 and P=0.003, respectively) at
month 3 but not thereafter. There were no significant differences between the groups in the number of treatment-related high-grade adverse events.

CONCLUSIONS: Our findings were statistically inconclusive. In patients with metastatic hormone-sensitive prostate cancer, the confidence interval for
survival exceeded the upper boundary for noninferiority, suggesting that we cannot rule out a 20% greater risk of death with intermittent therapy than
with continuous therapy, but too few events occurred to rule out significant inferionty of intermittent therapy. Intermittent therapy resulted in small
improvements in quality of life. (Funded by the Mational Cancer Institute and others; ClinicalTrials.gov number, MNCTOOD02651 ).
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kanseri

SWOG 9346 Calisma Protokoli

Hormon Duyarli Metastatik Prostat
kanseri hastalarda iki kol arasinda sag kalim ve yasam kalitesinin
karsilastiriimasi

l. Kol(Continue) ; progresyona

7 ay indliksiyon ADT kadar ADT devam eden kol

sonra PSA< 4 ng/dlI
olan hastalar ¢calismaya
dahil edilmis Il. Kol(intermittan kol); PSA diizeyi
20 ng/dl olan yada semptomatik

PSA 10 ng/dl olanlara ADT tekrar
baslanmis




Hormon Duyarli Metastatik Prostat
kanseri

Median
No. of Survival
Deaths (yr)

Continuous therapy 445 5.8
Intermittent therapy 483 5.1

Survival (%)

'4R + 4 1
90% Ci1099-1.23

14 !
10

Years since Randomization
No. at Risk

Continuous therapy 765 325 64
Intermittent therapy 770 291 52
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SWOG 9346 ; intermittant vs. Continue

PValue for
Subgroup No. of Patients Hazard Ratio (95% Cl) Interaction
Extent of disease <L_L 0.29
Extensive 743 :
Minimal 792 ——
Bone pain i 0.17
Yes 415 P N
Mo 1120 ——
PSA i 0.61
202 ng/ml 995 el
»0.2-4.0 ng/ml 540 ———
Race ! 0.86
Black 189 H——
Not black 1066 —
Performance status ' 0.78
Oorl 1476 +o—
2 59 + i
Previous hormone therapy i 0.87
Yes 186 —
Mo 1349 o
Region i 0.24
Europe 280 —i—’—
North America 1255 T
Overall 1535 i
I I 1.0 1|.2 S Z.IU
Intermittent Continuous
Therapy Therapy
Better Better
Figure 2. Survival According to Subgroups.
Minimal disease was considered to be disease confined to the spine, pelvic bones, or lymph nodes, and extensive
disease as disease present in the ribs, long bones, or visceral organs (the definitions used in the trials of the South-
west Oncology Group). A performance status of 0 indicates that the patient is fully active and able to carry on all
predisease activities without restriction; 1, that the patient is ambulatory but restricted to light werk; and 2, that the
patient is ambulatory and capable of all self-care and is up and about more than 50% of waking hours but is unable
to carry out any work activities. Race was self-reported. PSA denotes prostate-specific antigen.




Hormon Duyarli Metastatik Prostat Kanseri

SWOG 9346 ; intermittant vs. Continue

Table 2. Difference in the Mean Change from Randomization to Follow-up in Primary Quality -of-Life Outcomes, According to Treatment Group.

Intermittent Continuous  Difference, Intermitient—Continuous

Dutoome Therapy Therapy 1953 CI) P Value
Erectile dysfunction®
Patients with erectile dysfunction at randomization [3€) B2 BS
3-mo analysis

Mo. of patients incduded 466 A50

Change from randomization -7 % -10 percentage points (-14 to-5) <0001
G- analysis

Mo. of patients induded 4318 393

Change from randomization -E% 2% 10 percemtage points (-15 to-5) <0.001
15-mo analysis

Mo. of patients incduded 355 363

Change from randomization -3% 2% -4 percentage points [-10to 1) 012
High libidof
Patients with high libido at randomization [3£) 2] i
F-mo analysis

Mo. of patients induded EE 45

Change from randomization 165 -1 18 percentage points (1 to 36) 0.0
‘B-mo analysis

Mo. of patients induded 75 5

Change from randomization 05 -11% 31 percentage points (9 to 53) ool
15-mo analysis

Mo. of patients induded 46 31

Change from randomization 135 33 10 percentage points |16 to 36) 046
witality ¢
Soore at randomization 59.7 59.8
3-mo analysis

Mo. of patients included 465 446

Change from randomization -0.11 -1.43 1.32 {(—0.B3 to 3.46) 033
9-mo analysis

Mo. of patients included 439 3932

Change from randomization 036 -3.07 271 (0.26 o 5.16) 003
15-mo analysis

Mo. of patients included 386 372

Change from randomization -2.02 -3.02 1.040 {—1.59 o 3.59) D45

Yan etki olarak intermittan kol, continue kola gore daha iyi sonuglara
sahip
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Intermittant vs. Continue
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Treatment of Prostate Cancer With Intermittent Versus
Continuous Androgen Deprivation: A Systematic Review of

Randomized Trials
Saroj Niraula, Lisa W. Le, and Ian F. Tannock

A B S T R A C T

Purpose

Unclzlgrtainty exists regarding benefits of intermittent androgen deprivation (IAD) compared with
continuous androgen deprivation (CAD) for trestment of prostate cancer. On the basis of a
systematic review of evidence, our aim was to formulate a recommendation for either 1AD or CAD
to treat relapsing, locally advanced, or metastatic prostate cancer.

Methods
We searched literature published up to September 2012 from MEDLINE, EMBASE, the Cochrane Library,

and major conference proceedings. VWe included randomized controlled tnals comparing 1AD and CAD if
they reported overall survival {O5) or bicchemicalfradiclogic time to disease progression.

Results

Mine studies with 5508 patients met our criteria. There were no significant differences in
time-to-event outcomes between the groups in any studies. The pooled hazard ratio (HR) for OS
was 1.02 (95% CI, 0.94 to 1.11) for |IAD compared with CAD, and the HR for progression-free
survival was 0.96 (95% CI, 0.76 to 1.20). More prostate cancer—related deaths with 1AD tended to
be balanced by more deaths not related to prostate cancer with CAD. Superionty of IAD for sexual
function, physical activity, and general well-being was observed in some trials. Median cost
savings with [AD was estimated to be 48%.

Conclusion
There is fair evidence to recommend use of IAD instead of CAD for the treatrment of men with

relapsing, locally advanced, or metastatic prostate cancer who achieve a goed initial response to
androgen deprivation. This recommendation is based on evidence against superiority of either
strategy for time-to-event outcomes and substantial decrease with |AD in exposure to androgen
deprivation, resulting in less cost, inconvenience, and potential toxicity.

J Clin Oncol 31:2029-2036. @ 2013 by American Society of Clinical Oncology
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Table 1. Important Features of Included Studies

Sampla Median
Size Follow-Up Strategy to Stop  Strategy to Start  Predefined Qol
Study {MNo.) End Points imonthsl  Study Population Drugs Used for ADT ADT ADT Measures
de Loval at aF® E8 Primary: TTP 31 Imean) Locally advanced, Goserslin + flutamide  PSA =4 ng/mlL on PSA = 10 ng/mL Mot mentionad
12002) matastatic, or 2 successive
relapsing FPSA measurements
after radical 2-3 months
prostatectormy apart
for localized CaP
Schasfoort at 193  Primary: TTP; 25 Locally advanced or Buserelin + nilutamide  PSA < 4 ng/mL PSA = 20 ng/mL Mot mentionad
al®® (2003) secondary: OF, metastatic CaP [far
QoL metastatic;
PSA =10 ngf
mL (for locally
advanced]
Miller ot alP® 3365  Primary: TTP; 51 Locally advanced or Goseralin + PSA < 4 ng/mL or PSA = 10 ng/mL EORTC/AUO
{2007) secondary: OF, meatastatic CaP biczlutarnide < 90% of guesticnnaire
Qol, tolerability baseling
Calais da Silva 626 Primary: TTP; 57 Locally advanced or GnRH agonist (not PSA < 4 ngfml or PSA = 10 ng/mL ECRTC QLO-C30
at al*4-=2 secondary: OS5, matastatic CaP named) + <= 80% of or = 20% QoL
{2011) QoL cyproterone basaline after 3 above nadir questionnaire
months of ADT and the
EQRTC
Prostata
Cancar
Module
Tunn et al*® 167 Primary: TTP; Mot given Localized CaP with Leuprolide + PSA < 05 ng/mL PSA=3 ng/mL Mot mentioned
{2007) secondary: QoL relapsing PSA Cyproterong
after radical
prostatectomy
Crook at al®! 1,386 Primary: O5; 83 Localized RT- Multiple combinations PSA < 4 nafmL PSA = 10 ng'mL EORTC QLO-C30
2012)° secondary: treated CaP with and no clinical QoL
TTP, QoL ralapsing PSA progression guesticnnaire
and trial-
specific
questionnaires
Mottat ot al*? 173 Primary: O5; 47 Metastatic CaP Leuprolide + flutamide PSA = 4 ngfmL PSA = 10 ng/ EORTC QLO-C30
{2012) secondary: mL or QoL
TTP, QoL symptomatic
prograssion
Salonen et 5B4  Primary: TTP; 65 Locally advanced or Goseralin + cyprotarone PSA < 10,0 ng/mL PSA = 20 ng/ Validated 30-item
al??-=31 secondary: OS, matastatic CaP (first 12 days) or decreasad at mL or = guestionnaire
{2012, treatment loast by B0% baseling
2013) failure (baseline PSA
<= 20.0 ng/mL}
Hussaim et a®* 1,535 Primary: 05, Qol; 100 Metastatic Gosaralin + PSA = 4 ng/miL PSA = 20 ng'mL SWOG QOL
{2012~ secondary: TTP hormone- bicalutarmide or = baseline quasticnnaire:
sensitive CaP if basaline impotence,
PSA < 20 ng/ lipido, energy,
mL physical and
emotional
function

MOTE. TTP and progression-free survival have been used interchangeably.
Abbreviations: ADT, androgen-deprivation therapy; A0, Association of Urologic Oncology; CaP, prostate cancer; EORTC, European Organisation for Research and
Treatment of Cancer; GnRH, gonadotropinseleasing hormene; O3, overall survival; PSA, prostate-specific antigen; QLO-C30, Quality of Life Questionnaire C20; ol
quality of life; BT, radictherapy; SWOG, Southweast Oncolegy Group, TTF, time to progression.
“Designed to test neninferiority of intermittent androgen deprivaticn comparad with continueus androgen deprivation.
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A
Hazard Ratio Hazard Ratio
Study or Subgroup Sample Size Weight, % [V, Random, 95% Cl IV, Random, 95% CI
daSilva (2011) 626 22.4 1.04 (0.87 to 1.24)
Hussain (2012) 1,635 35.5 1.09 (0.95 to 1.25)
Crook (2012) 1,386 24.3 1.02 (0.86 to 1.21)
Salonen (2012) 554 17.9 0.87 (0.71 to 1.08)
Total {95% Cl) 100.0 1.02 (0.93 to 1.117)
Heterogeneity: 2 = 3.35, df =3 (P=.34); I’ = 10% . . ,' . .
Test for overall effect: Z=0.42 (P=.67) 0.5 0.7 1.0 15 2.0
Favors IAD  Favors CAD
B
Hazard Ratio Hazard Ratio . . .
Study or Subgroup Sample Size  Weight IV, Random, 95% ClI IV, Random, 95% Cl for"{g\fﬁ%;;'fsduf;::gl‘a{g EILZTSE’,JSI;";
gr?‘}k mo;g:‘"z 1"2&? gg? ggg ‘ggg :o ??ﬁ;:' = sion, and (C) prostatercancer—speciﬁc sur-
alonen ( ) . 93 (0.77 10 1.11) vival of intermittent androgen deprivation
daSilva (2011) 666 20.4 1.23 {0.96 10 1.58) (1AD) compared with continuous androgen
Total (95% Cl) 100.0% 0.96 (0.76 to 1.20) deprivation (CAD) in men with prostate
Heterogeneity: 2 = 7.65, df = 2 (P=.02); I = 74% N cancer.
Test for overall effect: Z=0.39 (P=.69) 0507 1.0 1520
Favors IAD  Favors CAD
C : :
Hazard Ratio Hazard Ratio
Study or Subgroup Sample Size  Weight IV, Random, 95% CI IV, Random, 95% CI
daSilva (2011) 626 334 1.27 (0.98 to 1.65)
Crook (2012) 1,386 323 1.18 (0.90 to 1.55)
Salonen {2012) 554 34.2 0.85 (0.66 to 1.10)
Total {95% Cl) 100.0 1.08 (0.85 to 1.38)
Heterogeneity: 2 =5.24, df =2 (P=.07); = 62% T T t T T
Test for overall effect: Z=0.64 (P= .52) 0.2 05 1.0 20 5.0
Favors IAD  Favors CAD




62 yasinda erkek hasta, semptomu yok, insidental
olarak PSA 50 ng/ ml saptaniyor. Yaygin multiple
kemik metastazi var. Genel durumu iyi(ECOG PS 0)
bu hasta i¢cin en uygun tedavi sekli ne olmali?

1-Androjen baskilama tedavisi(ADT)

2-ADT+ Dositaksel

3-ADT+Dositaksel+/-Deksametazon

4- Hepsi olabilir




Pasifik Porsuk Agaci

Taxaceae familyasindan, Taxus cinsinden

Tiirkiyede; Kuzey Anadolu, Toroslar bolgesinde

genelde yetisir

Uzun 6miirlii, 2000-3000 yilik olanlar vardir

Yapraklari oldukga zehirlidir.

Kizil deriler zehirli ok uglari bu agagtan elde etmisler

NCI ilk galismalarinda; bir gram taksol elde etmek

icin, yiiz kadar prosuk agaci gerekmistir.
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Chemohormonal Therapy in Metastatic
Hormone-Sensitive Prostate Cancer

Christopher |. Sweeney, M.B., B.5., Yu-Hui Chen, M.5, M.P.H,,
Michael Carducci, M.D., Glenn Liu, M.D., David F. Jarrard, M.D.,

Mario Eisenberger, M.D., Yu-Ning Wong, M.D., M.5.C.E,, Noah Hahn, M.D.,
Manish Kohli, M.D., Matthew M. Cooney, M.D., Robert Dreicer, M.D.,
Micholas |. Vogelzang, M.D., Joel Picus, M.D., Daniel Shevrin, M.D,
Maha Hussain, M.B, Ch.B., Jorge A. Garcia, M.D., and Robert 5. DiPacla, M.D.

ABSTRACT

BACECROUND

Androgen-deprivacion therapy (ADT) has been the backbone of trearment for
merastatic proscare cancer since the 19405, We assessed whecther concomicant
treatment with ADT plus docetaxel would result in longer overall survival than that
with ALT alone.

METHODE

We assigned men with metastacdic, hormone-sensitive DPrOState cancer oo Teceve
either ADT plus docetaxel (ac a dose of 75 mg per square meeer of body-surface
area every 3 weeks for six cycles) or ADT alone. The primary objective was o test
the hypochesis thar the median overall survival would be 33.53% longer among
patients recewing doceraxel added to ADT early during therapy than among pa-
tents receving ADT alone.

RESULTS

A toeal of 790 patients (median age, 63 years) underwent randomization. Afeer a
median follow-up of 28.9 months, the median overall surviva! was 13.6 monchs
longer with ADT plus docetaxel [combination cherapy) than with ADT alone (57.6
months vi. 44.0 months; hazard racio for death in che combinacion group, 0.61;
05% confidence interva! [CI], 0.47 co O80; P<0U001). The median time to bio-
chemica!, symptomatic, or radiographic progression was 20.2 months in the come-
binarion group, as compared with 11.7 monchs in the ADT-alone group (hazard
racio, 0,613 95% CI, 0.51 to 0.72; P<0.001). The rate of a proscacs-specific antigen
leve! of less than 0.2 ng per milliliver at 12 monchs was 277 in the combination
group versus 16.8% in the ADT-alone group (P<0.001). In the combination group,
the rare of grade 3 or 4 febrile neutropenia was 6.2%, the race of grade 3 or 4
infection wWith neutropenia was 2.3%, and the race of grade 3 sensory neuropachy
and of grade 3 motor neuropathy was 0.5%.
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E3805 — CHAARTED Study in Patients with
Hormone-Naive Metastatic PCa

STRATIFICATION

* Extent of Mets
High vs Low
. Ase
270 vs <70 years
* ECOGPS

0-1vs2
* CAB>30days
Yes vs No
* SRE Prevention
Yes vs No
Prior Adjuvant ADT
<12 vs >12 months

Primary Endpoint: OS

.

* ADT allowed up to 120 days prior to randomization
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Hazard ratio for death with ADT+docetaxel,
0.61 (95% CI, 0.47-0.80) P<0.001

ADT+docetaxel
(median overall survival, 57.6 mo)

ADT alone
(median overall
survival, 44.0 mo)

A All Patients
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&
4
= 60—
z
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i
A 40-
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2
&£
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0
0
Mo. at Risk
ADT+docetaxel 397
ADT alone 3o3

T T | T ’
12 24 36 43 &0 72 a4
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333 189 &9 46 5 2 0

318 168 71 27 3 1 0
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B Patients with High-Volume Disease

0.60 (95% Cl, 0.45-0.81) P<0.001

ADT+docetaxel
(median overall survival, 49.2 mo)

ADT alone
(median overall
survival, 32.2 mo)

Hazard ratio for death with ADT+docetaxel,

100+
804
X
»
s 607
c
E;
7]
2 40
c
2
©
o
204
0
0
No. at Risk
ADT+docetaxel 263
ADT alone 250

12 24 36 48 60 72
Months
213 123 56 31 5 2
193 92 40 14 3 1

0
0

C Patients with Low-Volume Disease

100

Patients Surviving (%)

No. at Risk
ADT+docetaxel
ADT alone

804

60

40

20+

ADT+docetaxel
(median overall survival, NR)
ADT alone
(median overall |—|_
survival, NR)
Hazard ratio for death with ADT+docetaxel,
0.60 (95% CI, 0.32-1.13) P=0.11
T T T T 1
0 12 24 36 48 60
Months
134 120 66 33 15 0
143 125 76 31 13 0

Yiiksek voliimlii hastaligi olanlar; viseral organ metastazi olan yada 24 kemik lezyonu
olan ve en az 21 vertebra, pelvis disi kemiklerde metastaz olmali
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Subgroup No. of Patients Hazard Ratio (95% Cl)
All patients 790 —-—
Age !
<70 yr 612 —-—
=70yr 178 ——
ECOG performance-status score 1
lor2 241 —&—
Race E
White 674 —-
Other or unknown 116 - ;
Volume of metastases 3
Low 277 —
High 513 —-
Type of metastases !
Visceral metastases with or without bone metastases 123 —
High-volume disease with bone metastases alone 329 —-—
Gleason score 1
<8 221 —_—
=8 484 ——
Previous local therapy i
No 575 _._
Yes 214 =
Combined androgen blockade =30 days '
No 459 ——
Yes 331 —B—
Therapy for skeletal-related events at time of starting ADT E
No 443 —B—
Yes 347 ——
O.JI.ZS U.I25 U.I‘SD 1.00 2.'!)0 4.:]0
ADT plus Docetaxel Better ADT Alone Better

0.61 (0.47-0.30)

0.68 (0.50-0.91)
0.43 (0.23-0.78)

0.71 (0.50-1.01)
0.42 (0.26-0.67)

0.62 (0.47-0.83)
0.32 (0.11-0.89)

0.60 (0.32-1.13)
0.60 (0.45-0.81)

0.52 (0.25-1.07)
0.64 (0.46-0.89)

0.41 (0.21-0.30)
0.60 (0.43-0.83)

0.66 (0.50-0.89)
0.55 (0.23-1.31)

0.69 (0.49-0.99)
0.52 (0.34-0.79)

0.58 (0.40-0.84)
0.65 (0.45-0.96)
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ADT + doc ADT alone Hazard
GEES GEEFE) ratio
Primary endpoint
Overall survival 57.6 mo 44.0 mo 0.61 0.0003
High-volume mets 49.2 mo 32.2 mo 0.60 0.0006
Low-volume mets Not reached Not reached 0.63 0.1398
Secondary endpoints
Median time to CRPC
(biochemical, symptoms or 20.7 mo 14.7 mo 0.56 <0.0001
radiographic)
Median time to clinical
progression (symptoms or 32.7 mo 19.8 mo 0.49 <0.0001
radiographic)
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Dositaksel KT metastatik prostat kanserinde erken kullanimi
Kastrasyona direncgli metastatik prostat kanseri vs. Hormon duyarli metastatik
prostat kanseri

HR 0.79 0.61

(O ) 2.4 ay 13.6 ay
KT sayisi 10 6
F.notropeni 3% 6%

Prednisolon var yok
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Dositaksel KT metastatik prostat kanserinde erken kullanimi
Hormon duyarli metastatik prostat kanseri vs. Hormon duyarli metastatik prostat

kanseri
I
HR 1.01 0.61
(0 1) 4.7 ay 13.6 ay
KT sayisi 9 6
F.n6tropeni 8% 6%

Prednisolon yok yok
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Dositaksel KT metastatik prostat kanserinde erken kullanimi
Hormon duyarli metastatik prostat kanseri vs. Hormon duyarli metastatik prostat

kanseri
_ — o
Yiiksek voliim ? %66
Viseral metastaz %10-15 ?
Medyan PSA 27 56
Kot risk gurubu %22 ?
Kemik metastazi %81 ?
M1 hastalik %67 %73

Gleason Skoru 8-10 %55 %67
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Dositaksel KT metastatik prostat kanserinde erken kullanimi

Hormon duyarli metastatik prostat kanseri vs. Hormon duyarli metastatik prostat

DO

U 00D

kanseri(GETUG Vs CHARTED)

GETUG, 192 hasta KT almis

%22 kot risk gurubu, %50 iyi risk gurubunda, %81 kemik met, <%15 viseral
metastaz

CHARTED ve GETUG sonuglar neden Farkl
Tam olarak bilinmiyor?
Yiiksek voliim hastaligi olanlar, anti mikrotubuler tedaviye daha duyarli olabilir
Farkli genetik karekter olabilir(RB1, AR durumu?)
GETUG calismasinda hasta sayisinin duslikligii, yetersiz power?
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Addition of docetaxel, zoledronic acid, or both to first-line
long-term hormone therapy in prostate cancer (STAMPEDE):
survival results from an adaptive, multiarm, multistage,
platform randomised controlled trial

Kicholas D James, Mat thew R Spdes, Noel Wllarke Molcolm D Mason, David P Dearnaley, Melissa & Spears, Alastair W 5 Ritchie,
Christopher C Parker, | Martin Russel, Gerhordt Attard, Johann die Bono, Williom Cross, ok Jones George Tholmann, Clare Amaos,

David Mat heson, Robin M ilman, Mymoona Alrou ebi, Sharon Beesley, Alison | Birtle, Susannah Brock, Richard Cathomas, Probir Chakrabort
Simon Chosedhury, Audrey Cook, Tony ENiatt, | oanna Gale, Stephanie Gibbs, Jofn D Graham, JohnHetherington, Robert Hughes,

Rabert Loing, Fiona McKinng, Duncan B Maloren, Joe M OrSullivan, Omi Parikh, Oive Pesdell, Andrew Protherce, A ngus) Robinson,
MNoropanen Snhari, Bojaguay Srinivasan, John Staffurth, Sonthenam Sundar, ShaunTolan Dawd Tsang, John Wagstoff. Mahesh K B Pormar,
for the STAMPEDE investigators*

Summary

Background Long-term hormone therapy has been the standard of care for advanced prostate cancer since the 1940s.
STAMPEDE is a randomised controlled trial using a multiarm. multistage platform design. It recruits men with high-
risk. locally advanced, metastatic or recurrent prostate cancer who are starting first-line long-term hormone therapy.
We report primary survival results for three research comparisons testing the addition of zoledronic acid, docetaxel,
or their combination to standard of care versus standard of care alone.

Methods Standard of care was hormone therapy for at least 2 years: radiotherapy was encouraged for men with
NOMO disease to November, 2011, then mandated; radiotherapy was optional for men with node-positive non-
metastatic (N+MD) disease. Stratified randomisation (via minimisation) allocated men 2:1:1:1 to standard of care
only (SOC-only; control). standard of care plus zoledronic acid (SOC+ ZA), standard of care plus docetaxel
{S0C + Doc). or standard of care with both zoledronic acid and docetaxel (SOC + ZA + Doc). Zoledronic acid (4 mg)
was given for siv 3weekly cycles, then 4+-weekly until 2 years, and docetaxel (75 mg/m2) for six 3-weekly cycles with
prednisolone 10 mg daily. There was no blinding to treatment allocation. The primary outcome measure was
overall survival. Pairwise comparisons of research versus control had 0% power at 2-5% one-sided a for hazard
ratio (HE) 0- 75, requiring roughly 400 control arm deaths. Statistical analyses were undertaken with standard log-
rank-type methods for time-to-event data, with hazard ratios (HEs) and 95% Cls derived from adjusted Cox
models. This trial is registered at ClinicalTrials. gov (NCT00268476) and Controlled Trials.com (IS RCTN7E818544).
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STAMPEDE: Multistage Randomized Trial of Systemic
Therapy in Advancing or Metastatic Prostate Cancer

PATIENTS: About to begin long-term ADT and with either newly diagnosed, high-risk localized
disease (node-negative), newly diagnosed metastatic or node-positive disease, or relapsing

post-surgery or RT
Newly diagnosed NO

disease?
Contraindication to RT?

Ml
v v NOMO

Randomize 10 one of the following

.

Zoledronic acid (closed) Zoledronic acid + celecoxid (dosed)
Docetaxel (closed) Abiraterone (closed)

Celecoxib (closed) RT to the prostate (open, M1 only)
Zoledronic acid + docetaxel (closed) Abiraterone + enzalutamide (open)
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STAMPEDE: Docetaxel and/or Zoledronic Acid
in Hormone-Naive Metastatic PCa

First overall survival analysis of patients enrolled in the following 4 study arms:

* Standard of care (SOC; n = 1,184)
* Docetaxel (Doc) + SOC (n = 592)

» Zoledronic acid (ZDA) + SOC (n = 593)
* Doc + ZDA + SOC (n = 593)

SOC Doc + SOC ZDA +SOC Doc+ZDA +50C
Median overall survival 67 mo 77 mo 80 mo 72 mo
Hazard ratio (p-value) Ref* 0.76 (0.003) 0.93 (0.44) 0.81(0.02)
Median failure-free 21 mo 37 mo 21 mo 37 mo
survival
Hazard ratio (p-value) Ref* | 0.62(<0.1x10%%) | 0.93(0.26) | 0.62 (<0.1 x 10''9)

* Pairwise comparisons to control SOC study arm were calculated for each research arm.

* Docetaxel, and not ZDA, improves overall survival compared to SOC
* Docetaxel + ZDA improves survival but offers no obvious benefit over

docetaxel alone
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50Cvs SOC+Doc
Metastasis status i
MO GO AR () ' 0.9 (0.62-1.47]
5
No 139/522  45/260 * E 0-58 (0-41-0-81)
N+ 241/594  111/298 —# 0-85 (0-68-1.07)
WX 35/68 19/34 ; > 1.02(0.57-1.83)
Gleason sum score |
<7 76/282 22/110 . 4 : 0-67 (0-41-1-07)
8-10 286/810  126/436 * 076 (0-62-0-94)
Unknown 53/92 27/46 i > 1.08 (0-66-1.77)
Aqge at mndomisation i
Under70years  311/833  121/419 - 0:73 (0-59-0-90)
70years orolder  104/351 54/173 i 0-90 (0-64-1-26)
WHO performance status |
0 283/922 119/461 t 077 (0-62-0-96)
1+ 132/262 56/131 079 (0-57-1-09)
NSAID or aspinn use |
Mo use 300/891  125/444 + 077 (0-63-0.95)
Uses either 115/293 50/148 : 0-81 (0-58-1-14)
Is radiotherapy planned? i
Not planned 71844 151424 * 075 (0-62-0-91)
Planned 44/340 24/168 : - 1.11(0-67-1-85)
Recurrent disease |
No 402/1117  170/564 ¢ 078 (0-65-0.94)
Yes 13/67 528 4 & - 0-80(0-26-2-48)
Overall L _— 0-78 (0-66-0-03)
7 | T —»
0 0-b 0-8 2 14
Favours 50C + Doc P Faviours SOC
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Background: High-risk, localized prostate cancer (PCa) patients have a relatively poor prognosis. We hypothesized that the addition of adjuvant docetaxel and prednisone to long-term (24
month) AS and radiation therapy (RT) would improve overall survival {05). Methods: RTOG 0521 opened December 2005 and closed August 2009 with targeted accrual of 600 cases. It was
designed to detect improvement in 4-year QS from 86% to 93% with a 51% hazard reduction (HR = 0.49). Under a 0.05 1-sided type I error and 90% power, at least 78 deaths were required to
analyze the 05 endpoint. Patients had 1) Gleason (Gl) 7-8, any T-stage, and PSA = 20, or 2) Gl 8, = T2, any PSA, or 3) Gl 9-10, any T- stage, any PSA. All had PSA = 150. RT dose was 75.6 Gy. CT
consisted of 6, 21-day cycles of docetaxel + prednisone starting 28 days after RT. Results. Of612 enrolled 50 were excluded for eligibility issues, leaving 562 evaluable. Median age = 65,
median PSA = 15.1, 53% had Gl 9-10, 27% had cT3-4. Median follow-up = 5.5 yrs. 4-yr QS rates were 89% [95% CI: 84-92%)] for the AS+RT arm and 93% [95% CI: 90-96%] for the AS+RT+CT
arm (1-sided p = 0.03, HR = 0.68 [95% CI: 0.44, 1.03]). There were 52 centrally-reviewed deaths in the AS+RT arm and 36 in the AS+RT+CT arm, with fewer deaths both due to PCa/treatment
(20 vs 16) and due to other causes/unknown (32 vs 20) in the AS+RT+CT arm. 5-yr disease-free survival rates were 66% for AS+RT and 73% for AS+RT+CT (2-sided p = 0.05, HR = 0.76 [95%
CI: 0.57, 1.00]). There was 1, Gr 5 unlikely-related adverse event (AE) in the AS+RT arm and 2, Gr 5 possibly/probably-related AEs with AS+RT+CT. Conclusions: For high-risk, localized PCa,
adjuvant CT improved the OS from 89% to 93% at 4 years. Toxicity was acceptable. This trial was designed with a short 0S5 assessment period and additional follow-up is warranted to
determine the long-term benefit of CT to the current standard of care of long-term AS+RT. This project was supported by grants U10CA21661, U10CA180868, U10CA180822, from the National
Cancer Institute and Sanofi with additional support from AstraZeneca for Australian site participation. Clinical trial information: NCTO0O288080.
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ADT + Erken Donem Kemoterapi

RTOG-0521: Androgen Suppression (AS) and
Radiation Therapy (RT) with or without
Docetaxel (Doc) in Localized, High-Risk PCa

Hazard
AS + RT AS + RT + Doc ratio p-value

Primary endpoint

4-year overall survival rate 89% 93% 0.70 0.04
Secondary endpoints

Biochemical failure at 6 years 74% 66% 0.81 0.19
Disease-free survival at 6 years 55% 65% 0.76 0.04

“For the first time, improvement in overall survival observed with tolerable
adjuvant chemotherapy for localized, high-risk hormone-sensitive prostate
cancer.”
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Metaanaliz; ADT + Erken Donem Kemoterapi

Accrval period  Number Control Treatment Metastatic Median Gleason Performance  Median Treatmenton
of status age scoreof statusof -1 follow-up  progression {control
patients (range) B-10(%) (%) {survival)  grouponly)

Docetaxel trials
GETUG-12%*  Movemnber, 413 ADT(goserelin10-8mg  ADT plus docetaxel MO 63 47% Unknown 7 years, Mot reported
2002- every 3 months for {70 mg/m* for four (4577} & months
December, 2006 3 years) cycles) plus
estramustine
TAX3500  December2005- 228 ADT(leuprolide225mg  ADT plusdocetaxel MO 61.9* 52% Unknawn Jyears Mt reported
September, 2007 every 3 months for 75 ma/m’ every 3 months
18 months) Jweeks for shx cydes)
RTOGO521®  December 612  ADT{LHRHagonistpls  ADT plusdocetael MO &6 B4% Unknown & years Mot reported
2005-August, oml anti-androgenplus (75 ma/m’ every (unkmown)

2009 RT) Iweeks for sixgpdes)

plus prednisone
STAMPEDE  September, 1776 ADT(plsradiotherapy  ADTplusdocetaxel  MOandM1 65 70% 99% Jyears 4% received
(standard of  2005-March, for MO patients) 75 mg/m’ every (40-82) Emonths  docetael (49%
arewithor 2013 Iweeks for sixgpdes) received life- ectending
without plus predisone treatments)
docetael)
STAMPEDE  September, 1186 ADT(plusradictherapy  ADT (plus MOandM1 65 71% 99% Iyears 36% received
(standard of  2005-March, for MO patients) plus radictherapy for MO (42-84) & manths docetaxel (45%
care plus 2013 zoledronic acid (4 mg patients) + zoledronic received life-edtending
zoledronic every :-4weeks for acid (4 mag for treatments)
acidwith or 2 years) 34 weeks for
without 2years) plus
docetael)® docetacel (75 mg/m?

every Tweeks for

s cycles)
GETUG-15%"  October 385 ADT (LHRH agonist or ADT plus docetaxel M1 635 56% 100% & years, 62% received

2004-December, surgical castration or 75 ma/m’ every 3 (&7-70) 11months  docetaxel
2008 comibined androgen weeks forupto
blockade) nine cycles)
CHAARTEDY  July, 2006- 790  ADT(lHRHagonistor  ADTplusdocetaxsl M1 64 1% 98% 2years 147 (51%) of

November, 2012 LHRH antagonist) or 75 mg/m’ every (36-81) 5 months 287 men received

surgical castration Iweeks for six gydes) docetaoel (104 of
287 men received
abiratarone or
enzalutamide)
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Metaanaliz; ADT + Erken Donem Kemoterapi

Control Treatment Hazard ratio (95% Cl)

CHAARTED” 136/393 101/397 E 0-61 (0-47-0-80)
GETUG-155° NA/193  NA/192 —_— e 0-90 (0-69-1-81)
STAMPEDES (SOC +/-Doc) 350/724  144/362 — 076 (0-62-0-93)
STAMPEDE?® (SOC+ZA +/-Doc)  170/366 158/365 —é—-—— 0-85 (0-65-1-10)
Overall - 0-77 (0-68-0-87)
Heterogeneity: y’=4-80; df=3; p=0-187; I’=37-5% | ! ]

geneity: y p 05 1 >

4+— — >
Favours SOC + docetaxel Favours SOC

2992 hormona duyarli metastatik prostat ca hastaya ADT +dositaksel eklenmesi ; 4-yillik sagkalimi %9 artiriyor

Control Treatment Hazard ratio (95% Cl)

CHAARTED? NA/393 NA/397 —-i— 0-61(0-51-0-73)
GETUG-15* 158/193  143/192 —f—=— 0-70 (0-57-0-86)
STAMPEDE® (SOC+/-Doc) 585/724 252/362 —-5— 0-61(0-53-071)
STAMPEDE® (SOC+ZA +/-Doc)  286/366  255/365 + 0-67 (0-55-0-82)
Overall - 0-64 (0-58-0.70)
Heterogeneity: y?=1.-66; df=3; p=0-646; I’=0% | 1

geneity: y P 05 1 5

4+— — >
Favours SOC + docetaxel Favours SOC

2992 hormona duyarli metastatik prostat ca hastaya ADT +dositaksel eklenmesi ; 4 yilik %16 niiksiiz siireyi uzatiyor
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Metaanaliz; ADT + Erken Donem Kemoterapi

Control Treatment Hazard ratio (95% Cl)

GETUG-12% 49/206 42/207 . 0-94 (0-60-1.48)
RTOG 05217 59/281 43/282 - 070 (0-47-1-04)
STAMPEDE® (SOC +/- Doc) 65/460  31/230 - 095 (0-62-1.46)
STAMPEDE® (SOC+ZA +/-Doc) 31227 20/228 e 1.05 (0-57-1-95)
Overall e 0-87 (0-69-1-09)
Heterogeneity: y2=1-80; df=3; p=0-614; I’=0% I : |

rog ty: X 3P 4, 05 1 ]

«— —>

Favours SOC + docetaxel  Favours SOC

2992 hormona duyarli lokal ileri prostat ca hastaya ADT +dositaksel eklenmesi ; sagkalim etkisi yok

Control Treatment Hazard ratio (95% Cl)
GETUG-12% 111/206 88/207 —-— 071 (0-54-0-94)
RTOG 0521% 123/281 98281 —@m—| 076 (0.58-0.99)
STAMPEDE® (SOC +/-Doc) 176/460  63/230 —@—— 0-60 (0-45-0-80)
STAMPEDE® (SOC+ZA +/-Doc)  88/227  63/228 l 0-69 (0-47-1-01)
TAX 35017 (immediate ADT) 14/55 10/55 — 079 (0-34-1.84)
TAX 35017 (delayed ADT) 8/62 9/56 ' = 134 (0-39-4-59)
Overall -’- 0.70 (0-61-0-81)
Heterogeneity: y*=2.63; df=5; p=0757; F=0% D!5 ' T :_I’
+—— —>

Favours SOC + docetaxel  Favours SOC
2992 hormona duyarli lokal ileri prostat ca hastaya ADT +dositaksel eklenmesi ; 4-yillik 8% niiksiiz siireyi uzatiyor
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RISK GROUP INITIAL THERAPY ADJUVANT THERAPY
EBRTh + ADT! {2-3 y) (category 1)
High:*# or . See Monitoring
*Tlaor EBRTM + brachytherapy + ADT' (2-3 y)™ (PROS.6) Adverse features:i
+ Gleason —=|Or EEBRTH
score 8-10 or EBRT" + ADT' (2-3 y) + docetaxelP or .
"PSA>20ngmL| jor. o) Observation* Undetectable , |~=>
+
' _ PSA (PROS-6)
Lymph node metastasis:
ADT' (category 1) + EBRT"
(category 2B)
or -
Very High: EBRT" + ADT' (2-3 y) (category 1) _ Observation* (category 28)
+ T3b-T4 ar
- Primary EBRTM + brachytherapy + ADT! {(2-3y)| (PROS-6 Adverse features:
Gleason patter ; EBRTh
5or EBRTh + ADT! (2-3 y)+ docetaxelP or
« >4 cores with o Observation®
Gleason score RP'+ PLND (in select patients: with no fixation) See Radical
8-10 or . Prostatectomy
ADT'in select patients? Lymph node metastasis: Detectable___ |57, hemical
ADT! {category 1) + EBRTH PSA Fallure
Regional: EERTh + ADT! I (category 2B)
: (2-3 y) (category 1) See Monitoring PROS-7

Any T, N1, MO ———=|or

ADT! {PROS-0)
Metastatic:
Any T, . 1 . i
Any N, M1 ADT {PROS-6)

or
Observation® (category 2B)
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SYSTEMIC THERAPY FOR PROGRESSIVE CASTRATION-NAIVE DISEASE

Mo —=

M1 —=

Orchiectomy

or

LHRH agonist + antiandrugen'-”
or

LHRH antagonisthy

or

Observationt

Orchiectomy
or

LHRH agonist + antiandrogen 27 days to
prevent testosterone flare

or

LHREH agonist + antiandrugen'-“

or

LHRH antagonisthY

or

Continuous ADTW and docetaxel 75 mag/m’
with or without prednisone for 6 cycles¥

Studies
negative®
for distant
metastases

—=Progression™

Studies
positive®
for distant
metastases

See Systemic Therapy For M0 CRPC

—

* (PROS-10)

See Systemic

Not small cell — |Iherapy For M1
CRPC (PROS-11)

Consider biopsy
if small cell

i i idexy
suspected Cisplatin/etoposide

or
Carboplatin/etoposide™Y
Small cell—= |or
Docetaxel/carboplatin®Y
or

Clinical trial
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 Diisiik voliimlii hastalikta

Cerrahi Kastrasyon veya Medikal Kastrasyon
CAB tedavi maliyeti ve toksik yan etki yiiksek, sag kalim yarari minimal.
Yan etki olarak intermittan kol, continue kola gore daha iyi sonuclara sahip

Genel sagkalim iki grupta esit, prostat kanserine bagl 6lum intermittan kolda, diger

nedenlere bagh 6lim continue kolda daha fazla goralur.

L Yuksek volumli hastalikta

v' Kemoterapi alabilecek performans durumundaki hastalarda ADT +KT

v Yas, komorbidite gibi nedenlerle performans durumu kemoterapi almaya uygun

olmayan hastalarda ADT




