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Lokalize Prostat Kanserin Siniflandirilmasi

Good pll'ognosis Intermediate prognosis « High1 risk »
PSA <10 10 <PSA <20 PSA > 20
Gleason <7 Gleason <7 Gleason = 8
T1 T2 T1 T2 T3

' ' !

Treatment options: Options: RXT +

- Prostatectomy - Prostatectomy Endocrine therapy

- Radiotherapy - Radiotherapy

- Brachytherapy (+ short-term ADT)

- Active surveillance

Specific death: 0-5% 10-20% 30%



Lokalize Yuksek Riskli Prostat Kanseri

Localized High-Risk Prostate Cancer

Patterns of Presentation
Increased Mortality in High-Risk Prostate Cancer

m High-Risk Feature 15-Year PCSM
. PSA > 20 ng/mL

Gleason 8-10

cT3

— High-risk Disease”

Localized Regional Distant
Low-risk ®Intermediate-risk  ® High-risk

PCSM=Prostate cancer specific mortality; PSA=Prostate specific antigen. “Defined by D’Amico criteria: PSA > 20 ng/mL, Gleason 8-10, or cT2c-T3. Cooperberg, JCO, 2010; Eggener, J Urol, 2011



Lokalize Yuksek Riskli Prostat Kanseri

EUROPEAN UROLOGY XXX (2015) XXX-XXX 3
Regression tree
Risk Group 5

26.2 (17.8-38.4)

| BiopsyGS28 = | (psa 510 ng/ml, and GS >8)
~+ PSA>10 ng/ml |

Risk Group 4

- | BiopsyGS7 | | (psa >10 ng/ml, and 65 7) 30,6(19:3~44.7)
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| PSA<10 ng/ml % {PSA 10 ng/ml. an )
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Biopsy GS7 > .5-83.
o{Biopsyes? | (PSA <10 ng/ml, and GS 7) Sl

1 + | RiskGroup 1
- (GS <6) 85.5(79.0-92.6)

Fig. 1 - A novel biochemical recurrence risk stratification regression tree, based on the data of 1100 D’Amico high-risk prostate cancer patients treated
with robot-assisted radical prostatectomy with and without lymph node dissection between 2002 and 2013 at three tertiary care centers.
BCR = biochemical recurrence; CI = confidence interval; GS = Gleason score; PCa = prostate cancer; PSA = prostate-specific antigen.
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(B) CR-free survival: Stratified according to novel risk-groups
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Fig. 3 — Kaplan-Meier curve for clinical recurrence-free survival in (A) the overall cohort and (B) after stratification according to the novel regression
tree model.
CI = confidence interval; CRFS = clinical recurrence-free survival; GS = Gleason score; PSA = prostate-specific antigen.



Lokalize Yuksek Riskli Prostat Kanseri

MNational - = - Il d
comprehensive NCCN Guidelines Version 3.2022 NECHN Guidelines Index
Gancer Prostate Cancer - i
Discussion
Network®
INITIAL RISK STRATIFICATION AND STAGING WORKUP FOR CLINICALLY LOCALIZED DISEASE®Y
Risk Group CIlnlr;::.fepg::nil:glcsie:tures Additional Evaluation®h Initial Therapy
See Staging (ST-1)
Has all of the following:
~cT1c
= Grade Group 1 = Consider confirmatory mpMRI £ prostate biopsy if MRI not performed
Wery low® = PSA =10 ng/mL initially. All patients should undergo a confirmatory prostate biopsy within | See PROS-3
= Fewer than 3 prostate biopsy fragments/cores positive, =50% 1-2 years of their diagnostic biopsy.
cancer in each fragmentfcore
= PSA density <0.15 ng/milL/g
F:-?fﬂ;?;tge following but does not qualify for very low risk: = Consider confirmatory mpMRI £ prostate biopsy andfor molecular tumor
Low* - Grade Groug 1 analysis if MRI not performed inititally to establish candidacy for active See PROS-4
- PSA <10 ng.'E‘rrlL surveillance. All patients should undergo a confirmatory prostate biopsy

within 1-2 years of their diagnostic biopsy.

|:|1Esiﬁ?ll=l of the following: = Consider confirmatory mpMRI = prostate biopsy andfor molecular tumor

Has all of the following: analysis if MRI not performed initially for those considering active

* Mo high-risk group Favorable * Grade Group 1 or 2 surveillance. All patients should unden fi i =,
X N . N . go a confirmatory prostate biopsy See PROS-5
i ltf:ra:r;rriﬁhigh sk intermediate ;ﬁ?ﬁ:;igzy 23???12 within 1-2 years of their diagnostic biopsy.
Intermediate® group features cores)
nisrmediate = Has one or more Has one or more of the
intermediate risk following:
factors (IRFs): 2 or 3 IRFs . . L
» T2 {TZC:I Unfavorable - Grade Group 3 Bone and soft tissue imaging™/ See PROS-6

intermediate = If regional or distant metastases are found, see PROS-8 or PROS-12

v Grade Group 2 or 3 = = 50% biopsy cores
» PSA 10-20 ng/mL pucai‘tivF {eg, =6 of 12
cores)

Has no very-high-risk features and has exactly one high-risk feature:

— «cT3a OR Bone and soft tissue imagingi'j < PROS-T
g = Grade Group 4 or Grade Group § OR = If regional or distant metastases are found, see PROS-8 or PROS-12 == =
= PSA =20 ngfmlL
Has at least one of the following:
= cT3b—<T4 i i irvg™
. h Bone and soft tissue imaging
Wery high = Primary Gleason pattern 5 = If regional or distant metastases are found, see PROS-8 or PROS-12 See PROS-T

= 2 or 3 high-risk features
= =4 cores with Grade Group 4 or 5




Neoadjuan Tedavi Gerekcesi

Treatment Paradigms for High-Risk Prostate Cancer

* Neoadjuvant Treatment

» Standard of care for breast, rectal, bladder
Prostatectomy [ 8 Radiation + ADT and other cancers given improved long-term
survival

Down-stage local disease, which may facilitate
Radiation + ADT surgical resection

Reduce or delay post-surgery treatment

L2 M Prostatectomy Provide an in vivo assessment of response to
treatment

+More potent androgen

targeting agents
+Chemotherapy — PrOStatectOmy
+RT Pertrelli et al, Eur Urology, 2014
Berger et al, JCO, 2005
+ADT Mass et al, Lancet Oncology, 2010
Cortazar et al, Lancet Oncology, 2014
ADT=Androgen deprivation therapy. McKay et al, Drugs, 2012
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Neoadjuvant Clinical Trials in Prostate Cancer

Historic Neoadjuvant Trials

Investigated LHRH agonists +/- first
generation antiandrogens

Majority of patients with low-risk disease

Did not systematically evaluate pathologic
response

Limited long-term follow-up

Contemporary Neoadjuvant Trials

Investigated more potent androgen targeting
agents (abiraterone acetate — henceforth
abiraterone, enzalutamide, apalutamide)

Majority of patients with high-risk disease

Systematic central pathology review to
evaluate response

Long-term follow-up ongoing
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Correlation of Pathologic Response with PSA Recurrence

O
B

Pooled analysis of three contemporary
neoadjuvant studies (n=72)

©
e
1

Median follow-up 3.4 years

o
(e
1

No recurrences observed in patients with a
pCR or MRD at radical prostatectomy

o
-
1

Proportion of Patients
o
N
1

o
o
1

| | | |
0 1 2 3 4

No. at risk Years After Prostatectomy

<0.5cm 11 10 6 5 5
>0.5cm 55 37 33 23 13 3

Largest cross section dimension =—<05cm —>05cm

pCR=Pathologic complete response; MRD=Minimum residual disease McKay et al, PCPD, 2018




ADT ile Neoadjuan Tedavi

Meocadjuvant therapy with Convention Androgen Deprivation therapy agents

Author Year Location m Abbrewviated inclusion criteria Agent (Duration) Primary endpoint results
Labrie [26) 1993 Québec, 77 Early stage prostate cancer Leuprolide + Flutamide — Cancer-positive margins were reduced from
Canada 3 Months) 38.5% in control patients to 13.0% i mean who

received necadjuvant combination (p = 0.006).

Debruyne 1924 Nimegen, 65 cTZ2-3, N0, MO stages of prostate cancer Goseralin + Flutamide Serum PSA levels and prostatic volume

[27) MNetherlands. 3 Months) decreased from a mean of 12.8 ng'/ml and 42.8
cm3 to a mean of 0.8 ng/ml and 2Z29.5 cm,
respectivehy.

A il =l ml 1945 | &anen 85 Stage=s T80 aod T3 pro=tate copoar Eotramu=tine « Eor TCh tymeirs 5 ==l

ADT ile daha iyi cerrahi sinir, down staging
BPFES ve OS katkisi yok

Canada manths vs 8 months) group (0.052 vs 0.12mc/L, P<0.001). Surgical
margins favored 8 month ADT group (12% vs
23%, p=0.01).
Selli (34) 2002 Pisa, ltaby 265 Surgically resectable clinical stage (T2-T3, MO, Goserelin, Bicalutamide PSA progression: significant differences
MO} prostatic canoer (36 Months) between treatment groups.
Prezicso (35) 2004 HNaples, aly 291 Prostatic cancer clinical stage T2b or less Leuprolide, Cyproterone  MNeoadjuvant group: 31% of patients had a
13 Months) decrease in tumor and prostate volume.
Gravina (36) 2007 L'Aguila, 61 Prostate cancer clinical Stage T2-T3a Bicalutamide (4 Months) MNeoadjuvant treatment had a reduction of
Haly positive surgical margins (13.1 % versus 34.5%,

P = 0.011).
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Neoadjuvan Kemoterapi+ADT

TABLE 2. Pathologic Outcomes in Men Treated With Neoadjuvant
Chemohormonal Therapy Plus Radical Prostatectomy (designated neoadjuvant) or
Radical Prostatectomy Alone (designated surgery alone)

No. of Patients (%)

— 1.0 4 —— Surgery alone
E —— Meoadjuvant
S
w 084
o
o
-
o
— 061
& ——t——t
o
< 0.4 - "
L
E
2 021
[T
=
(a'a]
T T T T T T
0 2 4 6 8 10 12
Time Since Random Assignment (years)
No. at risk:
Surgery alone 397 150 102 55 17 4 0
Neoadjuvant 391 238 154 83 33 6 0

Outcome Neoadjuvant Surgery Alone Adjusted P
Gleason score in surgical specimen 243 350 .10
6 (3 + 3) 5(2) 4 (1)
73+ 4) 36 (15) 55 (16)
7 (4 + 3) 47 (19) 98 (28)
8 41 (17) 45 (13)
9-10 114 (47) 148 (42)
Pathologic T stage 358 366 = .001
T1/2 145 (41) 83 (23)
T3 211 (59) 274 (75)
T4 2 (1) 9 (2)
Seminal vesicle invasion 365 366 .05
Yes 116 (32) 151 (41)
No 249 (68) 215 (59)
Pathologic nodal stage 352 356 .05
NO 280 (80) 250 (70)
N1 68 (19) 97 (27)
NX 4 (1) 9 (3)
Surgical margins 303 281 =< 001
Positive 56 (18) 126 (45)
Negative 247 (82) 155 (55)

MNOTE. Summary statistics are calculated for the number of patients with
available data for each characteristic.

FIG 2. Biochemical progression—free survival (BFS) was compared
between men treated with neoadjuvant chemohormonal therapy and
radical prostatectomy (designated neoadjuvant) versus radical pros-
tatectomy alone (designated surgery alone). Biochemical failure was
defined as a serum prostate-specific antigen (PSA) level > 0.2 ng/mL
that increased on 2 consecutive occasions that were at least 3 months
apart. The time of biochemical failure is measured from the date of
randomization to the date of the first PSA level = 0.2 ng/mL.
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from randomization o death from prostate camncer) in o mean treated with necadjuovant chemohormonal therapy plus radical prostatectomy vaersus
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Neoadjuvan Yeni Nesil AR-yolagi Inhibotorleri

Pathologic Responses from Potent Neoadjuvant Therapy

Conducted a series of neoadjuvant trials over the last 10 years

Phase 2 biomarker integrated trials evaluating potent neoadjuvant hormone therapy

_ NeoAbi (n=58) NeoEnza (n=40) NeoAbiEnza (n=75)

Arms 12wADbi vs. 24wAbi Enza vs. EDL

CR 4% vs. 10% 0% vs. 4%

0% vs. 14% 0% vs. 13%

EL vs. APEL

8 vs. 12%

11% vs. 18%

4% vs. 24% 0% vs. 17%

19% vs. 30%

Abi=Abiraterone; Enza=Enzalutamide; EDL=Enzalutamide, dutasteride, leuprolide; APEL=Abiraterone, prednisone, enzalutamide, leuprolide; EL=Enzalutamide,

leuprolide; CR=Complete response; MRD=Minimum residual disease. “Defined as residual tumor with largest cross section dimension < 0.3-0.5 cm.

Taplin et al, JCO, 2014
Montgomery et al, CCR, 2016
McKay et al, JCO, 2019
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Part 2
Tria I SChe ma Abiraterone +

Abiraterone + Prednisone +

Prednisone + Apalutamide +

Key Inclusion Criteria: Apalutamide + Radical Leuprolide

Prostatic adenocarcinoma Prostatectomy x 12 months

Leuprolide
Gleason score >4+3=7, PSA >20
ng/mL or T3 disease (by x 6 months
prostate MRI)

Pelvic lymph nodes <20 mm

3 cores involved with cancer
(minimum of 6 cores obtained) :
or >1 c¢cm tumor or T3 disease Abiraterone +

on MRI Prednisone + Radical
ECOG Performance Status 0-1 Leuprolide Prostatectomy
x 6 months

Observation

Prostate MRI
Prostate MRI*

Abiraterone +
Prednisone +
Apalutamide +
Leuprolide
x 12 months

N=120 Observation

Primary Part 1: Rate of pCR + MRD (< 5 mm tumor) by central review

Primary Part 2: 3-year Biochemical PFS NCT02903368

PSA=Prostate specific antigen; MRI=Magnetic resonance imaging; ECOG=Eastern Cooperative Oncology Group; pCR=Pathologic complete response; MRD=Minimum residual disease, PFS=Progression-free survival.
Part 1: Randomization will be stratified by risk factor: Intermediate (Gleason 4+3) vs. high risk (Gleason>7, or PSA>20, or T3 disease). Part 2: Randomization will be stratified by type of necadjuvant therapy
and pathological T-stage (< pT3 versus 2 pT3) at radical prostatectomy. Receipt of adjuvant radiation therapy is at the discretion of treating clinician. *“Performed in a subset of patients.
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Pathologic Outcomes

| APL(=59 APAL (n=55)

Pathologic Response pCR 6 (10%) 7 (13%)
MRD (<5 mm)* 6 (10%) 5 (9%)
pCR or MRD 12 (20%) 12 (22%)
ypT stage, n (%) TO 6 (10%) 7 (13%)
2 19 (32%) 21 (38%)
13 34 (58%) 27 (49%)
pN1, n (%) 10 (17%) 4 (7%)
Positive surgical margins, n (%) 7 (12%) 4 (7%)
Seminal vesicle invasion, n (%) 16 (27%) 15 (27%)
Percent cellularity, % (range)™* 5% (0-50%) 5% (0-80%)
RCB (cm?) 0.07 (0-6.8) 0.02 (0-7.8)

APAL=Abiraterone, prednisone, apalutamide, leuprolide; APL=Abiraterone, prednisone, leuprolide; pCR=Pathologic complete response; MRD=Minimum residual disease; RCB=Residual cancer burden. *Minimum
residual disease was defined as residual tumor in the radical prostatectomy specimen measuring <5 mm. **Residual cancer burden calculated as tumor volume (cm3) x percent cellularity.
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Treatment-Related Adverse Events (210% patients)

I - — APAL

Toxicity

Hot Flashes

Fatigue

ALT Increase
AST Increase

Hypertension

ED

Insomina

Grade 1
48
28
15
17

Grade 2 Grade 3
1
1

Total
49 (83%)
29 (49%)
22 (37%)
20 (34%)
9 (15%)
8 (14%)
4 (7%)

Grade 1
47
27
13
12

Grade 2 Grade 3
4
3

Total
51 (86%)
30 (51%)
14 (24%)
13 (22%)
15 (25%)
9 (15%)
8 (14%)

Total

100 (85%)

59 (50%)
36 (31%)
33 (28%)
24 (20%)
17 (14%)
12 (10%)

13 patients (11%) experienced grade 3 TRAE (APAL n=8; APL n=5). There were no grade 4-5 TRAEs.
24 patients (APAL n=14; APL n=10) had abiraterone and 17 patients had apalutamide dose modifications.

APAL=Abiraterone, prednisone, apalutamide, leuprolide; APL=Abiraterone, prednisone, leuprolide; ALT=Alanine aminotransferase; AST=Aspartate aminotransferase; ED=Erectile dysfunction; TRAE=Treatment-
related adverse events.
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Study Design

<Z20-NM=A>P~-00xV

Cytoreduction/Therapy effect

Screen for univariate / multivariate links of
pretreatment markers to outcome

Residual cancer quantification, characterization
PSA recurrence

Group A
Men with High- Apalutamide (240mg QD) +
Risk Localized LHRHa
Prostate
Adenocarcinoma Apalutamide (240mg QD) +
fit for radical Abiraterone acetate (1000 mg QD) +
prostatectomy Prednisone (5 mg QD) +
LHRHa
Group B
Treatment: 6 months End points:
Eligibility: .
* Adenocarcinoma .
* Gleason = 8 OR Gleason 7 + 2cT2b+PSA>10ng/ml .

* Absent metastases by conventional imaging criteria

Safety

63 of 65 patients enrolled had RP. 98% of the patients had a PSA <0.1 and 40% of patients had the organ-
confined disease at the time of surgery. Prostatectomy specimens revealed significant heterogeneity in tumor
viability despite uniform PSA responses. 16% of patients receiving APL had a complete response and 10% of
patients receiving APAL had a complete response — this was not a significant difference, consistent with the prior

study.
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confined disease at the time of surgery. Prostatectomy specimens revealed significant heterogeneity in tumor
viability despite uniform PSA responses. 16% of patients receiving APL had a complete response and 10% 0 of
patients receiving APAL had a complete response — this was not a significant difference, consistent with the prior
study.

Radical Prostatectomy Findings

Surge Group A Group B
gery APA+LHRHa APA+AA+LHRHa

N *(Robotic-assisted radical prostatectomy)

Lymph nodes, mean (range) 20 (9-33) 22 (T-39)
1 abdominal
Perioperative serious AE hematoma, 1 anemia, 1 dehydration
1 wasowvagal reaction
Blood loss, mL, median (range) 100 (20-550) 100 (25-550)

Pathology

= yPT2NO, n (26) 13 (41) 12 (39)

vypTONO 5 (16) 3 (10) ns

Surgical margin negative, n (96) 29 (91) 25 (81)

Lymph nodes negative, n [96) 22 (69) 21 [(68) —
I ) S

PSA < 0.1 ng/mL, n (26) 32 (100) 30 (97)

*Two pts did not have RP due to withdrawal of consent

Tumor volume and tumor cellularity varied significantly. The finding of =sypT2MNO0O did not correlate with Gleason
score, but did correlate with a pre-specified molecular signature, PTEN expression, and absence of
cribriform/intraductal spread.

This website uses cookies to ensure you get the best experience on our website. Privacy Policy
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Tumor volume and tumor cellularity varied significantly. The finding of =syp T2NO did not correlate with Gleason
score, but did correlate with a pre-specified molecular signature, PTEN expression, and absence of
cribriform/intraductal spread.

A 4-marker candidate signature (PTEN loss, nARV-7 presence, Glucocorticoid receptor (GR) high, or Ki67>10%)
was predictive of resistance.

Univariate Analyses for association of pretreatment tumor
characteristics with therapy effect

| Pathology Stage Fisher
S>YPTZNO | SypTZNO | exact test

‘Marker N(%6) N(%6) p-value
amor Epithelium volume > f
13(42) 9(47) 0.77

ypTONO ypT2NO >ypT2NO YPTxN1 PTEN 18(585) 20(53)
AR-N low | Loss 24(77) | 7(37) 0.007
| - : =5 - — . intact 7(23) 12(63)
PTEN loss L l ARV7 nuclear
| | NN . . . | .- ] it R L= 19(61) 18(95) 0.009
nNnARV-7 b= 12(39) i(s)
presence | 1 1] | | | | | | | |21 Bl | | | GR

| ! [ | | Low 20(65) 17(89) 0.091

= i it [ AL A0 00 _ |jEEE EN B ‘ d HEEEEEE ik ‘ High 11(35) | 2(23) | |
Ki67 >10% I l " 24(77) | 19(100) 0.035
| 11 111 111 1 11 1 ! 1 Ll M e |1 1 1 7(23) 0(0)

Clinical Stage

cT2 6(16) 11(44) 0.02
Diagnostic Biopsy Markers: ‘ cT3/a 32(88) | 14a(56)
v~ PTEN loss enriched in persistent cancers ;Z‘.ZZZZ,,, 7 | 10(26) | 8(32) 0.77
v~ Nuclear ARV7 presence, GR high (>10%), Ki67 >10%, S I
correlate with persistent cancers if’sjmng/ml | sageny | saveny | oo
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Proteus

Randomized, Double-blind, Placebo-Controlled, Phase 3 Study of Apalutamide in Subjects with High-
risk, Localized or Locally Advanced Prostate Cancer Who are Candidates for Radical Prostatectomy

Patients R t }
High-risk disease defined by a total Gleason sum score A
2 4 + 3 (=Grade Groups [GG] 3-5) and 2 1 of the following: g APA (240 mg QD) S DK vl TRorored
* Any combination of GS 4 + 3 (=GG3) and GS8 o + ADT every 3 months for BCF
(4 + 4 or 5 + 3) in > 6 systematic cores — M
(with > 1 core GS8 [4 + 4 or 5 + 3] included) ‘ - * At BCF (defined as 2 consecutive
: P aang  PBO+ADT PSA rises with the second
* Any combination of GS 4 + 3 (=GG3) and Z . oh etest resulting in an
GS8 (4 + 4 or 5 + 3) from = 3 systematic cores A PSA testi s ical SEE ' RT bsolute PSA value of > 0.2 ng/mL)
and PSA > 20 ng/mL (with > 1 core GS8 T esting a rsdooiogn_ca Adjuvant or salvage a e valueo .2 ng/m
[4 + 4 or 5 + 3] included) | agesmenffo:pmq@swn _ .postlzipgt S
¢ ; o in necadjuvant setting investigator’s discretion
* GS = 9 (=GG5) in 2 1 systematic or targeted core N
« > 2 systematic or targeted cores with continuous Stratification: . Trgatmem dura.tion: 12 months
GS > 8 (=GG4), each with > 80% involvement o, ToMOWNG * Priciwy ond polii pOtL. MES
* Gleason score (7 vs 8-10) * Secondary end points: PSA-free survival, PFS
N=1500 , Region (NA, Europe, ROW) * Total time to final: 7.5 years (3 years accrual plus 4.5 years follow-up)
G5, Chaason scorg PSA, proftate-speahic antigen; C, cyde; QO, dally; 755, progresson-frae survial NA, Noah Amence ROW rent of wordd BT adanon tharapy




Lokalize Yuiksek Riskli Prostat Kanseri
Ideal Goriintiileme

> @™\ ® Prostate-specific membrane antigen PET-CT in patients with
~ high-risk prostate cancer before curative-intent surgery or
radiotherapy (proPSMA): a prospective, randomised,
multicentre study
Michael S Hofman, Nathan Lawrentschuk, Roslyn | Francis, Colin Tang, lan Vela, Paul Thomas, Natalie Rutherford, Jarad M Martin
Mark Frydenberg, Ramdave Shakher, Lih-Ming Wong, Kim Taubman, Sze Ting Lee, Edward Hsiao, Paul Roach, Michelle Nottage, lan Kirkwood

Dickon Hayne, Emma Link, Petra Marusic, Anetta Matera, Alan Herschtal, Amir Iravani, Rodney | Hicks, Scott Williams, Declan G Murphy, for the

proPSMA Study Group Collaborators*

Pelvic nodal 1st line Conv. 1stline 2™ line

disease, n (%) Imaging PSMA Conv.
Imaging

Negative 130 (85.5%) | 116 (78.4%) 122 (89.7%) | 107 (73.3%)

Equivocal 9 (5.9%) 2 (1.4%) 2 (1.5%) 5 (3.4%)

Positive 13 (8.6%) | 30 (20.3%) 12 (8.8%) | 34 (23.3%)

Question: PSMA-PET imaging improves clinical outcome?

‘ This presentation is for scientific discussion only — Please do not distribute following this meeting. Hofman et al. Lancet. 2020 A&



Lokalize Cok Yuksek Riskli Grup

National . . . B
Ggmprehensige NCCN GUIdE“nES VEI'SIDI’I 3.2022 NCCNTGE;dE|1I__n§S Td?x
dble O onients
N[OVl Cancer : :
Network® Prostate Cancer Discussion
HIGH- OR VERY-HIGH-RISK GROUP
EXPECTED INITIAL THERAPY ADJUVANT THERAPY
PATIENT
SURVIVALK EBRT® + ADT! (1.5-3 y; category 1)
or
EBRT? + brachytherapy® + ADT! (1-3 y: category 1 for ADT See Monitoring
o ynerspy” AOT (S v cateaon TITAOT | |undetectable | |for mial
EBRT? + ADT! (2 y) + docetaxel for 6 cycles (for very-high-risk only) or PSA nadirZ Definitive
or after RT Therapy
EBRT® + ADT! (2 y) + abiraterone® (for very-high-risk only) (PROS-9)
=5y or .rs See Radical
. Adverse feature(s) and no | h node metastases:" 266 Radical
symptomatic®® EBRT® + ADT! () ymp Prostatectomy
or PSA
Monitoring, with consideration of early RT for Persistence/
detectable and rising PSA or PSA >0.1 ng/mL (See Recurrence
PROS-9) PROS-10
RPP + PLND99 No adverse features or lymph node metastases »| PSA persistence/
recurrence3a.bb
Lyr|11_Ph node metastasis:®®
ADT!PP (category 1) £ EBRT® (category 2B) . See Radiation
or Therapy
Monitoring, with consideration of early Recurrence
treatment for detectable and rising PSA or (PROS-11)

PSA >0.1 ng/mL (See PROS-9)



Lokalize Cok Yuksek Riskli Grup

AS + RT * Docetaxel in High-Risk Prostate Cancer

TABLE 1. RTOG 0521: Pretreatment Characteristics (continued)

No. (%)
AS + RT AS + RT + CT Total

Characteristic (n = 281) (n = 282) (N = 563)

T3 67 (23.8) 76 (27.0) 143 (25.4)

T4 5(1.8) 5(1.8) 10 (1.8)
N stage pathologic

pNO 100 (35.6) 85 (30.2) 185 (32.9)

pNX (no regional node sampling) 181 (64.4) 196 (69.8) 377 (67.1)
N stage clinical

NO 279 (99.3) 279 (98.9) 558 (99.1)

NX 2 (0.7) 3(1.1) 5(0.9)
M stage

MO 281 (100.0) 282 (100.0) 563 (100.0)

Abbreviations: AS, androgen suppression; CT, chemotherapy; PSA, prostate-specific antigen; Q, quartile; RT, radiotherapy; RTOG, Radiation Therapy



Lokalize Cok Yuksek Riskli Grup

AS + RT = Docetaxel in High-Risk Prostate Cancer

A 1.00 -—KK__ B 1.00
0. 75 - N 0.75 o
For patieatsswith-high=risk nonmetastatic prostate cari€er-GT-with-docetaxel improved OS from 89% to 93% at
4 years, with improved dlsease free survival and reduction (n the rate of dlstant metastasis. The trial suggests
that docetaxe‘ CT-may he aj;zop’tton to be discussed W|th selected men vg;;h I‘ﬁgh -risk prostate ¢ancer.
1 2 3 4 5 6 [¥] 'I 2 3 4 5 S
Time Since Random Assignment (years) Time Since Random Assignment (years)
C 100 5 Ewvent Total P D 1.00 Event Total P
0.75 AS + AT + CT 26 282 - 0.75 AS + RT +CT 70 282 -
Sl TRine B ol e
0.25 0.25 - #
I —
1] 1 2 3 4 5 (5] [0} 1 2 3 a4 5 &
Time Since Random Assignment (years) Time Since Random Assignment (years)

FIG 2. RTOG 0521 Kaplan-Meier curves for (&) OS, (B) DFS, (C) DM, and (D) BF. P values are from stratified log-rank tests. AS, androgen
suppression; BF, biochemical failure; CT, chemotherapy; DFS, disease-free survival; DM, distant metastasis; OS, overall survival; RT, radiotherapy;
RTOG, Radiation Therapy Oncology Group.



Adjuvan Kemoterapi+ADT

b Table 1. Demographics and baseline characteristics
=2
Author Study Publishing Country  Study Follow-up Control Treatment Primary endpoints OS5, number of PFS/DFS, number
time type  time (HR, 95% CI) events of events
Inter- Control  Inter- Control
vention vention
Hussain etal. [11] SWOG 89921 2018 America RCT  1999-2007 RP+ ATD SOC + mitoxantrone OS (106, 0.79-1.43) 91/480 85/481  *150/480 148/481
jw N
=N-3 James et al. [10] STAMPEDE 2016 America RCT  2005-2013 RT + ATD S0C + docetaxel OS5 (1.11, 0.67-1.85) 24/168  44/130 - -
E E‘; Lin et al. [18] #553 2019 America RCT 2006-2011 RP + observation SOC + docetaxel PFS (0.80, 0.58-1.11) 11/140  17/157 #66/140 84/157
—
8 = Ahlgrenetal. [19] SPCG-12 2018 Northern RCT  2005-2010 RP + observation SOC + docetaxel PSA PFSI - - - -
§ ] Europe
(e § Oudard etal [12] - 2019 France RCT 2003-2007 RP/RT + ATD SOC + docetaxel PSA PFS 40/125 46/125 #79/125 81/125
£ ] (0.85, 0.62-1.16)
-5
Rosenthal et al. [15] RTOG 0521 2019 America RCT 2005-2009 RT+ ATD SOC + docetaxel 05 (0.69, 0.49-0.97) 43/282  59/281 *99/282 123/281
Carles et al. [16] - 2018 Spanish RCT 2008-2012 RT + ATD S0OC + docetaxel OS5 (0.80, 0.21-2.98) - - *12/65 7/64
RCT, randomized controlled trial; OS5, overall survival; PFS, progression-free survival; 50C, standard of care; RP, radical prostatectomy; RT, radiotherapy; DFS, disease-free survival; HR,
hazard ratio; CI, confidence interval. * Endpoint was DFS. ¥ Endpoint was PFS.




Adjuvan Kemoterapi+ADT

a
Weight, Hazard ratio Hazard ratio
Study or subgroup log[Hazard ratio] SE o IV, random, 95% CI IV, random, 95% CI
Carles, 2018 —0.2377 0.6750 2.1 0.79 [0.21, 2.96] *‘f
Hussain, 2018 0.0610 0.1514 31.8 1.06 [0.79, 1.43]
James, 2016 0.1074 0.2591 12 9 1.11 [0.67, 1.85] —
Lin 2019 —~0.4682 0.2967 101 0.63 [0.35, 1.12] e
Oudard, 2019 —0.1549 0.2168 17.7 0.86 [0.56, 1.31] — -
Rosenthal, 2019 —=0.3719 0.1742 255 0.69 [0.49, 0.97] |
Total (95% CI) 100.0 0.87 [0.72, 1.05] ¥
Heterogeneity: T2 = 0.01, x2 = 569, df = 5(p = 0.34); 12 = 12% r T T 1
Test for overall effect: £ = 1.44 (p = 0.15) 0.01 0.1 1 10 100
Favars Fawvors
[experimental] [control]
b
Weight, Hazard ratio Hazard ratio
Study or subgroup log[Hazard ratic] SE %o I, fixed, 95% CI IV, fixed, 95% Cl
Carles, 2018 —~0.2747 0.6097 2.1 0.76 [0.23, 2.51]
Hussain, 2018 0.0079 0.1179 56.0 1.01 [0.80, 1.27]
Rosenthal, 2019 —0.2774 0.1364 41.9 0.76 [0.58, 0.99]
Total (95% CI) 100.0 0.89 (0.75, 1.06]
Heterogeneity: x2 = 2.57, df = 2 (p = 0.28); 12 = 22% r T | I ]
Test for overall effect: £ = 1.33 (p = 0.18) 0.01 0.1 1 10 100
Fawvors Fawvors
[experimental] [control]
c
Weight, Hazard ratio Hazard ratio
Study or subgroup log[Hazard ratio] SE ¥ IV, fixed, 95% CI IV, fixed, 95% Cl
Carles, 2018 0.4390 0.4846 53 1.55 [0.60, 4.01] —
Lin, 2019 =0.2202 0.1656 4586 0.80 [0.58, 1.11] -
Oudard, 2019 =0.1648 0.1598 49.0 0.85 [0.62, 1.16] T+
Total (95% CI) 100.0 0.85 [0.69, 1.06] &>
Heterogeneity: x2 = 1.66, df = 2 (p = 0.44); 12 = 0% , T - )
Test for overall effect: &£ = 1.41 (p = 0.16) 0.01 0.1 1 10 100
Fawvars Fawvors
[experimental] [control]

Fig. 2. Forest plots of the effect of adjuvant chemotherapy on the OS (a) and DFS (b) and BRFS (c) of high-risk
prostate cancer. OS5, overall survival; DFS, disease-free survival; BRFS, biochemical recurrence-free surviwval.

Color version available online



Abireteron+ADT+RT

Abiraterone acetate and prednisolone with or without >@ ' ®
enzalutamide for high-risk non-metastatic prostate cancer:

a meta-analysis of primary results from two randomised

controlled phase 3 trials of the STAMPEDE platform protocol

In 2019, the reporting plan was amended to
- Split M1 and nonmetastatic patients, power the primary endpoint on MFS

- Meta-analyze data from the AAP * enzalutamide + ADT vs ADT comparisons
Newly diagnosed
1.cN1
2. High risk cND 2011 2012, 2013 2014 20152016
>2of T3/4 ,2013, 2014,
GS 8-10 SOC: ADT x 3 years | 11 | No overlapping controls
P5A 240 + RT Same protocol & eligibility criteria
1:1 randomisation
. . . . 2 years AAP+/-ENZ
MO with conventional imaging
\ :> SOC + AAP (2y) - > No evidence of OS benefit with
Relapsing disease (Prior RT!RP} SOC + AAP+ENZ {ZYJ - AAP+/-ENZ in mCRPC 1
Any of the following
cN1 *published as a pre-specified declaration of our
PSA 220 BN ST o St MO YN C e A 2% Solid bars: period of accrual SOC. standard of
. _
PSA 24 & DT <6m

RT was mandated in NOMO and suggested in N+ disease

Attard al. Lancet. 2022 Jan



Abireteron+ADT+RT

Patient characteristics

e Randomised groups were well balanced (N=1974)

e Median age = 68 years
e Median PSA = 34 ng/ml

‘- N1 = 39%

e 3% relapsing after prior treatment

- 71% newly-diagnosed, N1

e Planned for local radiotherapy: - 99% newly-diagnosed, NO
- 7% previously-treated pati!nts

e Median follow-up = 72 months
(85 months AAP comparison & 60 months AAP+ENZ comparison)

mongress Attard al. Lancet. 2022 Jan
. Gerhardt Attard MD FRCP PhD
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Metastasis-free survival Overall survival
Events
Events 147 ADT+AAP +/- ENZ
ek ADT + AAP +/- ENZ 180 ADT+ AAP +/- ENZ 10 236 ADT
§ - 306 ADT ADT + AAP +/- ENZ
2 0. 0.8
: .
@ g HR: 0.60
g 0.6 HR: 0.53 g 0.6 o- .
P 95% CI: 0.44-0.64 - 95% CI 0.48 to 0.73
G 0.4 [ y
g P value 2.9%10-! g 0.4 P value 9.3x10
8 (o}
£ 02 0.2
0 12 24 36 48 60 72 84 96 0 12 24 36 48 60 72 84 96 < .
AbT Months since Randomisation 6-year MFS o Months since Randomisation 6 year survival
At-risk 988 950 894 836 767 550 329 172 53 improved from At-risk 988 974 947 901 837 610 368 200 63 improved from
Censored 0 8 11 14 26 201 387 522 632 Censored 0 8 11 14 28 216 321 568 693 7 2 =
Event 0 30 83 138 195 237 272 254 303 69% to 82% Event 0 6 30 73 123 162 199 220 232 77% to 86%
ADT+AAP+/-ENZ SOC+AAP+/-ENZ
At-risk 986 948 917 884 839 622 369 198 71 5oy 936 956 928 899 861 645 386 205 74
Censored 0 21 28 3 45 225 460 615 737 ’“‘g’ 0 21 29 32 46 234 477 641 766
Event 0 17 41 71 102 139 157 173 178 vent 9 29 13 79 107 123 140 146 147

Kaplan-Meler estimates with 95% CI in lighter shade

Kaplan-Meler estimates with 95% CI in lighter shade y o
Mohﬂrm Non-proportional hazards P=0.46 mcnwc;s v

ortional hazards P=0.1

Attard al. Lancet. 2022 Jan
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Metastasis-free survival: Subgroup analysis

Subgroup N events/N patients Hazard Ratio P value for
ADT ADT+AAP+/-ENZ : (95% CI) interaction
"Nodal status : 0.22
NO 140/598  89/599 —— 0.60 (0.46, 0.78)
N+ 165/389 91/385 — 0.49 (0.38, 0.64)
Age <70 / 70+ at randomisation ' 0.64
<70 177/576  106/575 —— 0.52 (0.41, 0.66) :
>=70 129/412 74/411 — 0.55 (0.41, 0.73)
WHO performance status at randomisation 0.006
0 257/810  131/799 —— 0.47 (0.38, 0.58)
PS 1-2 49/178 49/187 . - 0.86 (0.58, 1.28)
Regular NSAID / aspirin use at baseline 0.005
No 224/772 148/762 - 0.62 (0.51, 0.77)
Yes 82/216 32/224 i § 0.32 (0.21, 0.48)
RT to prostate planned as part of treatment 0.671
No 68/145 41/145 S 0.51 (0.34, 0.76)
Yes 238/843 139/841 _+_ 0.54 (0.44, 0.67)
I : |
.25 1 -+ dashed vertical line = overall HR

EEMD

weighting is by sample size




Definitif RT+ADT+ Yeni Nesil AR-yolagi Inhibotorleri

Apalutamide Enzalutamide M;‘ ' “

ATLAS: Apalutamide in high-risk, localized or ENZARAD: Enzalutamide in ADT with RT
locally advanced PC patients receiving primary RT for high-risk, clinically localized PC

Patient Characteristics Treatment Phase
pigh risk PCa 30 x 28-day cycles of study drug

T 8/F

= [ T 1

Enzalutamide
RANDOMIZED T -
Screening Neo-adjuvant 'fr"';‘dc'r“:'p"v“ Adjuvant Post-Trestment Phase ‘60“:"19” O’D

802

p ol l g

/ \ [\ a \ g
o } o
\ J APEE. J . LHRHA |
A / N ko i s S rdroten
N / 5
S— — — antiandrogen
g N\ i 7 58 2 6 months
Stratification Factors / rar \ | / - \
40 or N1 f F oo \
" /
b < / e N - Primary endpoint is 0OS
: SCHEMA :

Secondary endpoints include CSS, PSA PFS, clinical PFS, time to subsequent hormonal therapy,

time to castration-resistant disease (PCWG2 criteria), MFS, AEs and HRQOL
Screening/Eligibility
NCCN High Risk
[ Decipher Score Bottom 2/3 | | Decipher Score Upper 13 (orN1) |
N=1692 N=786
I De-Intensification Study ] [ Intensification Study I N RG G Uoog
Stratify Stratify H H
T . i ik Abiraterone + Apalutamide
2. Boos! type (EBRT vs. Brachy) 2. 2.Pelc Treatment (Y/N)
3. Pelvic Treatment (Y/N)
[ Raridor e ] | Randomize | p
I RT+ 12 Mos ADT I | RT+ 24 Mos ADT | I 24 Mos ADT +RT I 24 Mos ADT +RT
+24 Mos Abiraterone
NRG +24 Mos Apalutamide

Clinical Trial Information:
NCT02531516; NCT02446444; NCT04513717
This presentation is for scientific discussion only — Please do not distribute following this meeting. ‘




Devam Eden Calismalar

Mame (trial number) Location Phase Abbreviated Oncologic Eligibility Treatment arms
Mecadjuvant Degarelix With or Without Apalutamide Leuwven, Il -Intermediate risk: at least 2 of the following factors: cT2b, -Apalutamide +
Followed by Radical Prostatectormy (ARMED) Belgium biopsy GS 7, PSA 10-20ng/mil Degarelix
(NCTO3080116) -High risk: cTz2c and/or biopsy GS:z8 and/or PSA>20ng/ml “Placebo + Degarelix

-cNO-cN1, cMO
Mecadjuvant Pembrolizumab Plus Androgen Axis Portland, [ - Any one of the following three high risk features: Gleason -Pembrolizumab +
Blockade Prior to Prostatectomy for High Risk OR, USA grade = 8-10, PSA = 20 ng/ml, cT3a Enzalutamide + GMRH
Localized Prostate Cancer (MCTO3753243) oM agonist (Single arm)
Mecadjuvant Atezolizumab-Based Combination San Il -Only high risk patients in the safety-lead in for each cohort -Atezolizumab +/-
Therapy in Men With Localized Prostate Cancer Prior  Francisco, -Intermediate risk patients eligible once safety confirmed on  @ither Tociizumab OR
to Radical Prostatectomy (NCTO3821246) CA, USA interinn analysis Etrumadenant (Non-

MO randomized,

sequential cohorts)
A Study of Meoadjuvant Hormone Therapy in Patient Guangzhou, n -cT344, cMNOM, MO (with five or fewer exdra-pebvic lesions) -Zoladex + Casodex
With Advanced Prostate Cancer Undengoing Radical China (Single Arm)
Prostatectomy. (NCTO3971110)
|brutinib as Meoadjuvant Therapy in Localized Prostate  San Il -Suitable for radical prostatectomy -lorutinib (Single Arm)
Cancer (NCTO2643667) Francisco, M0
CA, USa

Biomarkers for Neoadjuvant Pembrolizumab in Mon- Laval, [ -Gleason Score = 8, cMO -Pembrolizumab
Metastatic Prostate Cancer Positive by 18FDG-PET Québec, -Intraprostatic maximum standardized uptake value (SUVmax (Single arm)
Scanning (NCTO4009967) Canada =4 at 18-FDG-PET/CT exam
Mecadjuvant Hiltonof® (PolyiCLE) for Prostate Cancer Mew York, | -Gleason 7 — 10, ¢T2a - cT3b adenocarcinoma of the prostate  Intratumaoral injection
(NCTO3262103) MY, LISA, with plans for radical prostatectormy and PSA = 4 ng/m of Pohy-1CLC

-Tumor visible on multiparametric MAI
177Lu-PEMA-IAT Prior to Radical Prostatectomy for Petach NA  -cT3/4 andfor Gleason score =8 and/or PSA = 20 ngddl) - 177 Lu-PEMA-IRT
Locally Advanced Dizease {NCTMEE?"J-'I O Tikwa, |srael -Li:um-regiuna] prostate cancer (pebvic ymphadenopathy of =2 Radionuclide [Sil'lglE

crm on axial imaging) arm}
-High PSMA expression: with tracer uptake greater than
nomnal liver (maximal S 1.5 of lver)

Mecadjuvant Therapy With Proxairtamide Combined Manjing. Il - High-risk prostate cancer (cTz2c or Glea=on score 28 or  -Proxalutamide 40T
With Androgen Deprivation Therapy (ADT) for High Risk  Jiangsu, PSA=20ng/mi) Placebo + ADT
Prostate Cancer (NCTOSOTEE51) China MO



Devam Eden Calismalar

Mame (trial number) Location Phase Abbreviated Oncologic Eligibility Treatment arms
Androgen Receptor Antagonist ARMN-509 With or MNew Jersey, ] -Gleason > & OR PSA > 20 and more than 1 positive core -Apalutamide
Without Abiraterone Acetate, Gonadotropin-Releasing M, LUSA -cT = 3 on CT or MEI -Apalutamide +
Hormmone Analog, and Prednisonea in Treating Patients Abiratercne +
With High-Risk Prostate Cancer Undergoing Surgery GNRH agonist
(NCTO2849254) -Prostatectormy alone
Aszpirn and Rintatolimod With or Without Interfercn- Buftalo, MY, ] - Localized prostatic adenocarcinoma and planning on - aspirin, interferon
alpha 2b in Treating Patients With Prostate Cancer uUsaA prostatectormy alpha,
Before Surgerny (NCTO3B99987) rintatolimod,
surgery
- aspirin, nntatolimod,
surgery
-surgery alone
Mecadjuvant Androgen Deprivation Therapy Combined  Bethesda, | -Intermediate or high risk prostatic adenccarcinoma -Erzalutamide +
With Enzalutamide and Abiraterone Using MDD, USA —cNOY1 Abiratercne + GNRH
Multiparametrc MRI and 18FDCFPyL PETACT in Newly MO agonist
Diagnosed Prostate Cancer (NCTO3880987)
Neoadjuvant Androgen Deprivation, Darclutamide, and  Chicago, IL, I - Histologically-confirmed diagnosis of localized, untreated - ADT + lpatasertib +
Ipatasertib in Men With Localized, High Risk Prostate LsA prostate cancer with high-risk features. Including: Grade Darciutamide
Cancer (MCTO4737109) group 4 or higher, OR Stage T3-4, MO
-PTEM loss
Genomic Biomarker-Selected Umbrella Meoadjuvant Vanocouwver, | -High-risk localized prostate cancer as defined by: PSA =20, -LHFRHa +
Study for High Risk Localized Prostate Cancer (GUMNS)  British ISUP 4 or greater or high volume Gleason pattem 4 or 5 Apalutamide +/-
(NCTO4812366) Columbia, Participants with oligometastatic (< 3) metastases by PSMA Abiratercne
Canada imaging only who are deemed candidates for radical L HRHa + Abiratercne
prostatectormy are eligible +/- gither
Docetaxel or
niraparib
Mon-fucosylated Anti-CTLA-4 (BMS-2986218) «+ MNew York, | -Prostate Cancer (clinical stage T1c-T3b. NO, MO) and shows - Mon-fucosylated
Degarelix Acetate vs. Degarelix Acetate Alone in Men N, LSA, at least 2 positive cores and a Gleason sum of =443 Anti-CTLA-4
With High-risk Localized Prostate Cancer (BMS-386218) +
(MCTO4301414) Degarelix
-Degareix
A Randomized Trial of Cabarzitaxel, Docetaxel, Qingdao, [ -cT = 2c - Gabaritaxel
Mitoxantrone or Satraplatin (COMS) Plus Surgery for Shandong, MO Docetaxe
Prostate Cancer Patients Without Metastasis China MO Mitoxantrone
(NCTO3258320)
-Satraplatin
-Surgery alone
PROSTVAC in Combination With Mvoumab in ken Bethesda, (5] -Surgical candidate who has chosen to procesed with - PROSTVAC-W
With Prostate Sancer (NCTO2833255) MO, USA prostatectormy {vaccinia) +

PROSTWVAC-F
{fowlpox) + Nvolumab




Sonuclar

(d Neoadjuvan tedavi 6zel durumlar disinda rutin olarak 6nerilmez

 Yeni nesil AR-yolak inhibitorleriyle bir grup hastada iyi sonuclar elde edilmistir

A Ozelikle lokalize yiiksek riskli prostat kanserinde karsilanmamis bir tedavi ihtiyaci vardir
J Bu grup hastalarda sistemik tedavinin etkin oldugu adjuvan calisimalarda gosterilmistir
J Cok sayida devam eden calismalar mevcuttur

J Neoadjuvan tedavi ilerleyen zamanlarda daha ¢ok giindemimize girecek



