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Ders Plani

dGiris

dideal evreleme nasil olmal

JProstate Cancer Clinical Trials Working Group 3(PCWG3)kriterleri
JRECIST 1.1 kriterleri

dFlare doneminde yanit degerlendirilmesi

JPSA yaniti PCWG2 kriterlerine gore degerlendirilmesi
(JRadyolojik progresyon, PSA progresyonu olmayan hasta gruplari
(PSA progresyonu olup, Radyolojik progresyon olmayan hastalar
JPSMA PET-CT

dSonuc



Prostat Kanseri Klinik Seyir
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Metastatik Kastrasyona Duyarli Prostat Kanseri Tedavisi

Percent of Cases & 5-Year Relative Survival by Stage at Diagnosis: Prostate Cancer
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Ideal Evreleme Nasil Yapiimall

Intermediate Risk High Risk (or greater)  Biochemical
T2b and GS7 and/or >T2c or GS 9-10 or Relapse /
PSA 10-20 PSA>20 Progression

NCCN (ver 1.2023) PSMA PET (unfavorable) PSMA PET PSMA PET

ESMO CT/MRI + Bone Scan CT/MRI + Bone Scan PSMA PET
PAN-ASIAN ESMO or PSMA PET or PSMA PET

EUA CT/MRI + Bone Scan PSMA PET or whole body PSMA PET
MRI

Unfavorable = >2 intermediate risk factors (cT2b-cT2c, GG 1 or 2, PSA 10-20) or GG3 or 2 50% biopsy cores positive

ASCO Gen'TOUf‘nary 1% ’ eresentep sy: David M. Nanus, M.D., Professor of Medicine and Urology, Weill Cornell Medicine ASCO AMERICAN SOCIETY Of
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Ideal Evreleme Nasil Yapiimall

Conventional Imaging PSMA PET Scan
Newly Dxed hi-risk/very hi risk Negative/Equivocal Yes
Positive No

Rising PSA after prostatectomy Negative Yes if candidate for salvage local Rx
- Planned salvage radiotherapy Yes

Rising PSA after radiotherapy Negative Yes if considering salvage local or regional

Metastatic at Initial Diagnosis or Positive Yes - if to clarify the burden of disease and
After Initial Rx, Hormone Sensitive shift the treatment intent from multimodality
management of oligometastatic disease to

Nonmetastatic CRPC (MO0) Negative Yes — if change in clinical care contemplated

Metastatic CRPC
— PSA progression Stable Unclear utility
— CI progression Progression No

*ASCO, ASTRO, AUA, ACR, SUO, SNMMI, Society of Abdominal Radiology J Clin Oncol 2020 38;1963-1996
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Metastatik Kastrasyona Duyarli Prostat Kanserinde
Tedaviye Yanit Degerlendirmesi

PEACE-1: Abiraterone + Prednisone
in Men With De Novo mCSPC

Key Eligibility Criteria
« De novo mCSPC

- Distant metastatic disease S Cc (n=205) 2 MM
* On-study requirement SOC + abiraterone

of continuous ADT | (n = 292)
« ADT =3 months permitted Primary endpoints:
Stratification Factors R 1 rPFSand OS

ECOGPSO0Ovs 1-2 1:1:1:1
Site of metastases SOC + RT (n = 293)

(LN vs bone vs viscera)
Castration type (orchiectomy
vs GnRH agonist vs GnRH
antagonist)

Docetaxel (yes vs no)

SOC + RT + abiraterone

(n = 292)

Fizazi K et al. J Clin Oncol. 2021;39(suppl 15):5000. Fizazi K. ESMO 2021. Abstract LBAS5_PR.



Metastatik Kastrasyona Duyarli Prostat Kanserinde
Tedaviye Yanit Degerlendirmesi

ARASENS: Phase 3 Trial

International trial conducted at >300 sites in 23 countries

Key Eligib§lity Criteria : ADT + docetaxel (x 6 cycles)
 Newly diagnosed metastatic + darolutamide

disease (600 mg by mouth twice daily)
« ECOGPSO0Oor1

Planned N = 1,300 ADT + docetaxel (x 6 cycles)

Stratification Factors : j + placebo
« Extent of disease and ALP level

- Primary endpoint: OS

- Key Secondary endpoints: time to mCRPC, time to initiation of subsequent
anticancer therapy, time to SSE-free survival, time to first SSE, time to pain
progression

https://clinicaltrials.gov/ct2/show/NCT02799602. Smith MR et al. ASCO GU 2022. Abstract 13. Smith MR et al. N Engl J Med. 2022;386:1132-1142,



Radiographic progression-free survival(rPFS)

(JRandomizasyon tarihinden, radyolojik progresyon ya da herhangi bir
sebepten 6lume kadar gecen sure

JYumusak doku yanit ve progresyonu, RECIST 1.1 kriterlerine gore,
Kemik progresyon ve yanitini, Prostate Cancer Clinical Trials Working
Group 3(PCWG3)kriterlerine gore degerlendirilir

JPSA yaniti PCWG2 kriterlerine gore degerlendirilir



Metastatik Kastrasyona Duyarli Prostat Kanserinde
Tedaviye Yanit Degerlendirmesi

Survival with Newly Diagnosed Metastatic Prostate Cancer in
the “Docetaxel Era’: Data from 917 Patients in the Control Arm
of the STAMPEDE Trial (MRC PROS, CRUK/06/019)

Nicholas David James ", Melissa R. Spears®, Noel W. Clarke®, David P. Deamaley <,
Johann S. De Bono“”, Jjoanna Gale’, John Hetheringion®, Peter j. Hoskin ", Robert J. jones’,
Robert Laing’, Jason F. Lester®, Duncan McLaren!, Christopher C. Parker®-*,

Mahesh K.B. Parmar?®, Alastair W.S. Ritchie?, J. Martin Russell™, Rato T. Strebel",

George N. Thalmann “, Malcolm D. Mason X Marthew R Sydesb

EUVUROPEAN UROLOCY 67 [2015) 102e-1038
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Radiographic progression-free survival(rPFS)




rPFS metastatik prostat kanserinde OS i¢gin
surrogate belirtecmi

Surrogate Condition 1 True
endpoint

endpoint Surrogate and true endpoints
must be correlated

Condition 2

Treatment effects on both
endpoints must be correlated

[ Therapy ]

Halabi at al, 2021 ASCO Annual Meeting




rPFS metastatik prostat kanserinde OS icin
surrogate belirte¢ mi

Treatment effect on OS v rPFS Treatment effoct on OS vs PFS
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At the trial level, the correlation between rPFS and OS was R? = 0.50 (95 % Cl = 0.39-0.70) while it was 0.53 (95 % Cl =
0.38-0.67) for PFS and OS.

Halabi at al, 2021 ASCO Annual Meeting



Metastatik Kastrasyona Duyarli Prostat Kanserinde
Genel Degerlendirme

Table 4. Suggested Frequency of Assessment for Commonly Used Measures in Metastatic Prostate Cancer Clinical Trials

Measure* PCWG2 Frequency (2008) PCWG3 Frequency (2015)t
Clinical
Symptoms/ performance status Every cycle Retained
Blood-based markers
PSA By cycle (every 3 aor 4 weeks) Retained
ALK, LDH By cycle (every 3 or 4 weeks) Retained
Serum chemistry, CBC Not addressed By cycle (every 3 to 4 weeks)
Circulating tumor cells Not addressed By cycle (every 3 to 4 weeks) if available
Imaging
Bone scans Every 12 weeks Every 8 to 9 weeks for first 24 weeks, then every 12 weekst
CT/MRI Every 12 weeks Every 8 to 9 weeks for first 24 weeks, then every 12 weekst
Patient-reported outcomes Not addressed By cycle (every 3 to 4 weeks)
Analgesic consumption (opioids/no opioids) Not addressed By cycle (every 3 to 4 weeks)

Abbreviations: ALK, alkaline phosphatase; CT, computed tomography; LDH, lactate dehydrogenase; MRI, magnetic resonance imaging; PCWG2, Prostate Cancer
Clinical Trials Working Group 2; PCWG3, Prostate Cancer Clinical Trials Working Group 3; PSA, prostate-specific antigen.

*All measures should be assessed at baseline to determine changes over time.

tThere may be exceptions to these suggestions: in nonmetastatic castration-resistant prostate cancer trials, for example, imaging assessment intervals of 16 weeks are
advised. Likewise, in long-term responders (> 2 to 3 years of clinical benefit and no signs of clinical or biomarker progression), reduced frequency of imaging is
reasonable, such as every 16 to 24 weeks (4 to 6 months).

PCWGS3, JCO 2016




Metastatik Kastrasyona Duyarli Prostat Kanserinde

Genel Degerlendirme

726 Guidelines for follow-up during hormonal treatment

Recommendations

Strength rating

The follow-up strategy must be individualised based on stage of disease, prior symptoms, |Strong
prognostic factors and the treatment given.

In patients with stage MO disease, schedule follow-up at least every 6 months. As a Strong
minimum requirement, include a disease-specific history, serum prostate-specific antigen

(PSA) determination, as well as liver and renal function in the diagnostic work-up.

In M1 patients, schedule follow-up at least every 3—6 months. Strong
In patients on long-term androgen deprivation therapy (ADT), measure initial bone mineral Strong
density to assess fracture risk.

During follow-up of patients receiving ADT, check PSA and testosterone levels and monitor | Strong
patients for symptoms associated with metabolic syndrome as a side effect of ADT.

As a minimum requirement, include a disease-specific history, haemoglobin, serum Strong
creatinine, alkaline phosphatase, lipid profiles and HbA1c level measurements.

Counsel patients (especially with M1b status) about the clinical signs suggestive of spinal Strong
cord compression.

When disease progression is suspected, restaging is needed and the subsequent follow-up | Strong
adapted/individualised.

In patients with suspected progression, assess the testosterone level. By definition, Strong

castration-resistant PCa requires a testosterone level < 50 ng/dL (< 1.7 nmol/L).

EUA guidelines, 2023




RECIST1.1 kriterlerine gbre
kemik disi lezyonlarin degerlendirilmesi

Baseline — Soft Tissue Target Lesions

Identify ALL malignant soft tissue lesions

Decide which are “measurable”
* Non-nodes = 10 mm longest diameter

* Lymph nodes = 15 mm short axis
« Reproducible

From these, select “target”
« Up to 10 total, S per organ

o RECIST 1.1 says 5 max (2/organ)
o Merck trials: up to 5 more

» Lymph nodes are collectively an “organ”

» Representative of total disease burden

Lymph nodes:
short axis

Non-nodal:
longest diameter

All lesions

Measurable Non-measurable

Measurable
lesions not
selected as target

Target Non-target
Followed guantitatively Followed qualitatively

Once target, ALWAYS target



RECIST1.1 kriterlerine gére
kemik disiI lezyonlarin degerlendirilmesi

Baseline - Document Soft Tissue Non-Target Lesions

Non-target (NT): all other clearly malignant lesions

All non-measurable lesions in soft tissue
+ Extranodal lesions <10 mm, nodes 10-14 mm
* No reproducible measurements
o Unclear margins
o Infiltrative, or spreading along surfaces
o Locations that move (lung bases, bowel wall)

« Malignant fluid collections (effusions, ascites)
Measurable lesions beyond those chosen as target

Brain lesions



RECIST1.1 kriterlerine gore
kemik disi lezyonlarin degerlendirilmesi

Calculation of Soft Tissue Response

1. Measure soft tissue targets
2. Visually assess soft tissue non-targets
3. Search for new soft tissue lesions

4. Combine into soft tissue response

Target Soft Tissue Lesions Non-Target Soft Tissue Lesions New Soft Tissue Lesions
Response Definition Response Definition Definition
CR All resolved CR All resolved
== v R RO Yes Definitely present
mza om baseline
i ‘ Non-CR/ Still present
Non-PD
SD Not enough change for PR or PD No ol precient: oot
= Sum = 20% 1 from Unequivocal progression certain
* And = 5Smm absolute increase NE mm lesions not evaluable

NE One or more lesions not evaluable %totalSlid

ol



PCWGS3 kriterlerine gére
Kemik metastazlarinin degerlendirilmesi

JEtkili olmayan bir tedaviye maruziyeti en az indirmek ve ayni zamanda
gereksiz islemden kacinmak icin ideal kemik sintigrafisi stresi

dFlare doneminde 8-9 haftada bir

JAIt1 ay sonrasi 12 hafta bir



PCWGS3 kriterlerine gére
Kemik metastazlarinin degerlendirilmesi

What is Flare?

Bone healing around dying tumor
Early “new” lesions: existed at baseline but were not seen

“Flare window” = 12 weeks
after therapy




Flare Fenomeni

Study Treatment Study design Type of No. of Worsened Bone flare Pain PSA
imaging patients bone scan at flare flare
3rd month
Pollen?3 ADT = CHT Prospective BS 33 2% (3/33]) 6% (2/33) n/a n/a
Johns?z Leuprolide Prospective BS 26 19% [5/26) n/a n/a
Cook?2! Leuprolide Prospective BS 22 0/22 41% [(2/22) n/a n/a
Ryans Abiraterone Prospective BS/ CT/MRI 23 52% (12/23) 48% (11/23) 24% n/a
Messiou?s CYP17 inhibitor Retrospective CcT 39 21% (8/39) 8% (3/39) n/a n/a
De Giorgiss Abiraterone Retrospective FCH PET/CT 43 29% (12/42] 10% [4/42) n/a n/a
Morriss? Abiraterone Retrospective BS/ CT/MRI 1088 15% [166/1088) 2.5% (27/1088]) n/a n/a
at week 8 at week 12
Modi%® Radium-223 Retrospective BS 29 n/a 21% (6/29) 52% 10%
Keizman*? Radium-223 = Retrospective BSorCT 113 26% [29/113) 20% (23/113) 27% n/a
abiraterone or
enzalutamide
Aggarwal?? Enzalutamide Prospective PSMA PET 8# n/a &6/8 [75%) n/a n/a
Isensee®? Radium-223 Retrospective BS 19 21% (4/19) 15.8% [3/19]) n/a n/a
Kadomoto3 Abiraterone or Retrospective 8S 31 45% (14/31] 26% (8/31) n/a n/a
enzalutamide
De Laroche®* Abiraterone Prospective SPECT-CT 19 26% 15/19]) 21% (4/19) n/a n/a
Armstrong*? Enzalutamide Post hoc BS 872+ 20%* (177/872) 27.5%* at n/a n/a
retrospective 800** 9%=** (73/800]) week 9 and
13 18.1%**
at weeks 17
and 25

*Chemotherapy-naive patients enrolled in the PREVAIL trial.
**Chemotherapy-treated patients enrolled in the AFFIRM trial.
#Four castration-sensitive prostate cancer + four castration-resistant prostate cancer patients.

ADT, androgen deprivation therapy; BS, bone scan; CHT. chemotherapy: CT, computed tomography; FCH PET/CT; 18F-fluorocholine positron

emission tomography/computed tomography; MRI, magnetic resonance imaging: n/a, not available;: SPECT, single photon emission computed

tomography.

Conteduca V, Ther Adv Med Oncol 2021



Flare Fenomeni-Sagkalim lliskisi

Figure 2. Radiographic Progression-Free Survival (rPFS) in PREVAIL and AFFIRM Among Men Treated With Enzalutamide
Who Had a Decrease in Prostate-Specific Antigen Level or an Objective Soft-Tissue Response, With or Without

New Unconfirmed Lesions Detected on Follow-up Bone Scans Over Time

[ A ] Radiographic progression-free survival in PREVAIL
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A, Median rPFS in PREVAIL among men with new unconfirmed bone lesions
(n = 177). not reached (NR [95% CI, 12.3 months to NR]): and median rPFS in
PREVAIL among men with no new unconfirmed bone lesions (n = 466),

NR (95% Cl, 14.1 months to NR): hazard ratio, 1.37 (95% Cl, 0.81-2.30); P = 23.
B. Median rPFS in AFFIRM among men with new unconfirmed bone lesions

(n = 73), 13.6 months (95% (I, 11.1-16.5 months); and median rPFS in AFFIRM
among men with no new unconfirmed bone lesions (n = 331), 13.9 months
(95% (1, 13.6-16.5 months); hazard ratio, 1.21 (95% Cl, 0.83-1.75); P = .32.
Horizontal dashed lines indicate the median.

Andrew J. Armstrong, JAMA Oncology 2019



Flare Fenomeni

Figure 3. Overall Survival (OS) in PREVAIL and AFFIRM Among Men Treated With Enzalutamide Who Had a Decrease in Prostate-Specific Antigen
Level or an Objective Soft-Tissue Response, With or Without New Unconfirmed Lesions Detected on Follow-up Bone Scans Over Time
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A. Median OS in PREVAIL among men with new unconfirmed bone lesions OS in AFFIRM among men with new unconfirmed bone lesions (n = 73).
(n = 177). not reached (NR [952%6 CI. NR to NR1]): and median OS in PREVAIL NR (95% Cl, 16.5 months to NR): and median OS in AFFIRM among men with no
among men with no new unconfirmed bone lesions (n = 466), 32.4 months new unconfirmed bone lesions (n = 331), NR; hazard ratio, 1.94 (95% CI,
(95% CI, 31.5 months to NR); hazard ratio, 1.25 (95% Cl. 0.85-1.83). B. Median 1.10-3.44). Horizontal dashed lines indicate the median.

Andrew J. Armstrong, JAMA Oncology 2019



Fenomeni-Sagkalim lliskisi

eFigure 4. Change in Alkaline Phosphatase at Week 13 in PREVAIL (A) and AFFIRM
(B) in Men Treated With Enzalutamide With No PSA Decline or With Soft-Tissue
Radiographic Progression, or Who Had a Decline in PSA or Objective Soft-Tissue
Response. With or Without New Unconfirmed Bone Scan Lesions
A

B increase i alkaline phosphatase 2t week 13

M| increase N akahne phosphatase 8t week 13 with subsaequent decroease
7O

n = 89

Percontago, %

No PSA decline or wath soft- New unconfirmed No new unconfirmed
tissue progression (n = 228) bone lesions (n = 177) bone lesions (N = 466)
Median change from a9 . -10.6
baseline at week 13, -73.1 1o 248.0) (-82.8 to 92.1) {-92.5 to 4107.8)
26 (rang=)

B 100 M Increase In alkaline phosphatase at week 13

| Increase in alkaline phosphatase =t week 13, with subseguent decreasse
S0

n=75

Percentage, %

No PSA decline or with soft-
tissuwe progression (n = 396)

Meaedian change from
baseline at week 13,

%% (range)

New unconfirmed No mew unconfitmed
bone lesions (n = 73) bone lesions (n = 331)

=24 -9.8 -10.9

-84 1 1© 444 . 3) (-87.5 to 161 .3) {-83 .0 1o 322.8)

Abbrewviation: PSA, prostate-spec#ic antigen.

Andrew J. Armstrong, JAMA Oncology 2019



PCWGS3 kriterlerine gore
Kemik metastazlarinin degerlendirilmesi

PCCTC Bone Scan Assessment Tool

S8 Week Scan opate: ( / 7 )

Patient Identifier:

Protocol Number: IProtocol Start Date:

Is tracer uptake related to metastatic disease?

O Yes T ONo

NOTE: If "WO", do not fill cout the form below

Draw site(s) of NEW lesion(s) on skeleton

Check Region(s) of

NEW Disease: -
3 sSkull §

- —
3 Thorax e ==
/! :-__}. — =S
2 Spine o =S - - ~
> T 4 L
= .
2 Pelvis V. - 3 > 9
1 Extremities p 1 ¢
) | T — —
. 7 - &7 ~3
’
.' \‘
T 4 R T o> < ’7.._
If yes, indicate total number of NEW lesions compared to Baseline Scan (Date: S/ Va )

{select one)

o O Oz Os Oa Os O=s

*Presence of new lesions at this time does not confirm progression *

Clinical impression (circle one)
O Improved O stabile O Progression
e LS




PCWG3 kriterlerine gore
Kemik metastazlarinin degerlendirilmesi

Baseline Week 9 Week 17 Week 37 Week 49

Post

Uy US A*

< Two new lesions No progression at Progression is at week 37 (two new lesions
@ @ = New Bone Lesions at week 9 week 17 or at week relative to week 9; these lesions are
® = Stable Lesions (new baseline) 25 (242 rule not met) confirmed at week 49)




PCWGS3 kriterlerine gére
Kemik metastazlarinin degerlendirilmesi

Bone PD

« PD
o =22 new bone lesions
o Not flare
o Persistent

* Flare window: “2+2"
v 22 new bone lesions in flare window +
v 22 new bone lesions on next scan outside flare window
 New lesions in flare window NOT confirmed as PD ignored on later scans

* Qutside flare window
o =22 new bone lesions, persistent on a second scan at least 6 weeks later
o Need not appear on same visit



PCWGS3 kriterlerine gére
Kemik metastazlarinin degerlendirilmesi

BL w9 w18 W36 Explanation:
* 2 new lesions outside flare
~ ~ ~
& & A window (Wk 18). At Wk 18
> § < ;,_§ L this would be PDu.
:‘ 7 § 4 oA « Wk 27, new lesions persist,
9 f£ S - 9

so PD confirmed.

» PD timepoint changed to
Wk 18.

JNELINELNELEEL




PCWGS3 kriterlerine gére
Kemik metastazlarinin degerlendirilmesi

W27

i i

i

Explanation:

* 1 new lesion outside flare
window does not meet
requirement for PDu.

« At Wk 27, 2 new lesions
(PDu), which persist at Wk
36.

» PD is confirmed. Timepoint
of PD changed to Wk 27.

P



PCWGS3 kriterlerine gére
Kemik metastazlarinin degerlendirilmesi

Explanation:

1 new lesion in flare
window (Wk 9).

* At Wk 18, there is no

new lesion so 2+2 rule
is not met (no
progression). W9
lesions are flare findings
and not counted towards
total number of lesions.

* AtWk 27, only a single

new lesion (non-PD).

* At Wk 38, there is an

additional new lesion
(PDu), which at Wk 48
confirms PD at Wk 36.

6 INVENTING
FOR LIFE



PCWGS3 kriterlerine gére
Kemik metastazlarinin degerlendirilmesi

43
“t

PD

Explanation:
* Two new lesions in flare window at Wk 9 (PDu).

« At Wk 18, new lesions persist, and 2 additional new
lesions.

» The 2+2 rule is met and Wk 9 assessment changed to
PD.

%current
Slide% of
%totalSlid

£ e



PCWGS3 kriterlerine gore
Kemik metastazlarinin degerlendirilmesi

1

s

) 4

Non-PD

Explanation:
« 22 new lesions in flare window (Wk 9; PDu).

» At Wk 18, 1 new lesion; 2+2 rule is not met
(no progression). W9 lesions are thus flare,
and not counted towards total number of
lesions.

» At Wk 27, only the single new lesion at Wk
18 is seen, so there is no PD.

A INVENTING
FOR LIFE



Kemik metastazlarinin degerlendirilmesi

PCWGS3 kriterlerine gore

w18

Explanation:

.

>2 new lesions in flare
window (Wk 9; PDu).

* AtWk 18, there is no

new lesion so 2+2 rule
is not met (no
progression). W9
lesions are flare findings
and not counted towards
total number of lesions.

* AtWk 27, only a single

new lesion at Wk 18 is
seen, so there is no
PD.

* At Wk 36, there is an

additional new lesion
(PDu), which at Wk 48
confirms PD at Wk 36.

A INVENTING
ENQ 1 IEE



Tedavi sonrasi PSA yaniti

12.06.2021 - 23.08.2022 TARIHLERI ARASINDA PSA OLCUM DEGERLERI

Digik{<0) Mormal(l - 4.4) Yiiksek(>4.4)

500

400

P5A (ng/mL)
(%X
[}
=

]
L ]
L]

100

425.0
219
o 95 10.7 10.3 10.0
l 0 *
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PCWG2 kriterlerine gbére PSA yanitinin degerlendirilmesi

D

PSA

25% above nadir
@ A and
2 ng/mL increase

> 3-4 Weeks

Fig. 4.
Prostate-specific antigen (PSA) progression. An increase of 25% and absolute increase of 2 ng/mL or more above the nadir.

Values A, B, and C show rising PSA values that do not meet the criteria. Value D is the first PSA value that is greater than 25%
and more than 2 ng/mL above the nadir, confirmed with a further rise in PSA shown by value E. For reporting purposes, PSA
progression would be recorded on the date value D was obtained.
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Variable

PCWGI (1999)!

PCWG2 (2007)

PSA

Monitor PSA > |/month

PSA response:

Defined a PSA partial
response as a > 50%
decline from baseline
(measured twice 3 to 4
weeks apart)

Progression:

After decline from
baseline: progression =
50% increase from nadir
and an increase of at least
5 ng/mL, or back to
baseline, whichever was
lowest

Record duration of PSA
decline

Recognize that a favorable effect on PSA may be delayed for 12 weeks or more, even for a
cytotoxic drug

Monitor PSA by cycle but plan to continue through early rises for a minimum of 12 weeks
unless other evidence of progression

Ignore early rises (prior to 12 weeks) in determining PSA response

For control/relieve/eliminate end points:

Record the percent change from baseline (rise or fall) at 12 weeks, and separately. the

: : : ; *
maximal change (rise or fall) at any time using a waterfall plot®?

Progression:

Decline from baseline: record time from start of therapy to first PSA increase that is =
25% and = 2 ng/mL above the nadir, and which is confirmed by a second value 3 or more

weeks later (ie. a confirmed rising trend)f

The requirement of an increase of 5 ng/mL is decreased to 2 ng/mL. and the
requirement for a 50% increase is reduced to 25%

Recording the duration of PSA decline of little value

No decline from baseline:

PSA progression = 25% and = 2 ng/mL after 12 weeks




PSA progresyonu OS icin surrogate belirtecmi

PFS as Significant Predictor of Overall Survival in Men With CRPC

1.0 4. 1.04
— == PFS at 3 months: No — ’ == PSA Progression: No
-é' PFS at 3 months: Yes, P<.001 g PSA Progression: Yes, P< .001
= .8 3 8-
@© ©
-8 £
o
S 6- 3 6-
—m' —_
= 2
c 4 A > 4
= =3
w w
g 2- g 2-
> >
o o
0 12 24 36 48 60 72 84 0 12 24 36 48 60 72 84
Time (months) Time (months)
No. of patients at risk No. of patients at risk
PFS at 3 months: No 590 405 209 103 59 26 18 13 PSA Progression: No 764 457 212 99 57 29 17 7
PFS at 3 months: Yes 611 234 97 40 17 6 3 0 PSA Progression: Yes 437 178 79 35 15 5 2 0
Fig 1. Kaplan-Meier survival curves by progression-free survival (PFS) at Fig 2. Kaplan-Meier survival curves by biochemical progression using Prostate-
3 months. Specific Antigen Working Group 1999 Criteria (PSAWG1) at 3 months. PSA,

prostate-specific antigen.

Halabi et al, J Clin Oncol 2009



Tedavi sonrasi ideal PSA degeri ne olmali

Overall Survival after Androgen Deprivation in New Metastatic Prostate Cancer

Median
100 At Risk Deaths in Months
— PSA<0.2 602 199 75
-—-= PSA>4.0 383 322 13

5
® 60 —
c
S i
O
S 404

20 —

. (T
\‘--'“_"-""&sh _____ i
T T T T T T T T T T T T T T T T T 1
0 24 48 72 96 120
Months After End of Induction
At risk:

PSA<02ng/mL 453 210 63
02<PSA=<40 219 77 20
PSA>4.0 92 17 7

Fig 2. Overall survival by prostate-specific antigen (PSA, ng/mL) status at end of induction
Maha Hussain: Journal of Clinical Oncology 2006; 24 3984-3990.

Courtesy of Simon Chowdhury, MD, PhD



PSA progresyonu olmayan hastalarda radyolojik degerlendirme araligi
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RADIOGRAPHIC PROGRESSION IN THE ABSENCE OF
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PATIENTS WITH METASTATIC HORMONE-SENSITIVE PROSTATE CANCER
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PSA progresyonu olmayan hastalarda radyolojik degerlendirme araligi

Results

At time of radiographic progression, most
patients (67.1%) treated with enzalutamide
plus ADT did not have PCWG2-defined PSA
progression, while 34.2% did not have any rise
in PSA from nadir (Figure 1)

In comparison, 42.6% of those treated with
placebo plus ADT did not have PCWG2-defined
PSA progression, and 14.9%did not have any
rise in PSA from nadir at time of radiographic
progression

Of the total study population, 9.2% (53/574) of
patients treated with enzalutamide plus ADT
and 13.9% (80/576) of patients treated with
placebo plus ADT had radiographic progression
without PCWG2-defined PSA progression

i Avmrrenlutarrdeis: Pf

Figure 1. Co-occurrence of radiographic progression and
increasing PSA

Bl ENZA + ADT
[l PBO + ADT

No rise in PSA from nadir at time of n/N=27/79

radiographic progression®
n/N=28/188

n/N=53/79
No PSA progression® at time of

: : ion?
radiographic progression n/N=80/188

| | 1 | 1
0 20 &0 60 80

Proportion of patients, %

‘Hadlograghic progression was assessed by ndepencan centra reviow or ceath (defned as death fram any causs within 24 weeks from study
drug discortmuation), whichesssr cocurred St 'PSA progression was defned as 3 #259% increase and an absoiute increase of »2 ng'mlL
Soova the nadcly, confirned Dy 8 880000 CONEaCculive vals a3t Bast 3 weeks Bter
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PSA progresyonu olmayan hastalarda radyolojik degerlendirme araligi

A Enzalutamide Plus ADT
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progression and radiographic progression © 4O Paventswith :
compared with those with radiographic g 304 — No P5A prodresiin .
progression only (Figure 2A) PSA prograsson Y ' '
E- 204 Patsents without
1 0 d B N,OT‘SA p:cr;ﬁsnn
Figure 2. Kaplan-Meier curves of OS by " iy
' 2 L) Ll Ll 1 Ll T Ll L L Al
rachograpAhlc and PSA progression in patients 0 6 12 18 24 30 36 42 48 54 60
treated with A) enzalutamide plus ADT
Patients ot risk Time, months
Patients with mdiogrophic prog P
Nao PSA progresuon 52 53 SO & &2 35 29 24 22 19 A5 14 13 12 W 6 5 &~ 3 [} o
FSA pmogresson 2% 26 26 25 I & W ) 2 2 ) ) o 0 o a o o o o o
‘N-;B'Skvg;w;vn\wn LEGL LTS L72 468 462 AST 450 441 429 &0 407 1395 38t 370 304 198 115 &5 1 ) 1
PSA progression " 11 11w w 3 a8 7 “ A ~ 2 2 2 2 Q o o o o 0

Tearcduogen deortvation therggr t=rorrfidencs interval: HRemaeand

34



PSA progresyonu olmayan hastalarda radyolojik degerlendirme aralig

Eur Urol Oncol. 2020 December ; 3(6): 717-724. do1:10.1016/}.eu0.2020.07.001.

Patterns of Cancer Progression of Metastatic Hormone-sensitive
Prostate Cancer in the ECOG3805 CHAARTED Trial

Alan H. Bryce?', Yu Hui Chen®, Glenn Liu®, Michael A. Carducci?, David M. Jarrard®, Jorge
A. Garcia', Maha Hussain9, Mario Alfredo Eisenberger”, Elizabeth R. Plimack', Nicholas J.
Vogelzang/, Robert S. DiPaolaX, Lauren Harshman', Christopher J. Sweeney'

aDivision of Hematology and Medical Oncology, Mayo Clinic, Phoenix, AZ, USA
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Disease progression pattern by treatment arm and disease volume

Disease progression pattern High volume Low volume

ADT+D ADT alone ADT+D ADT alone

Concurrent PSA PD and clinical 18 (9.5) 28 (13.2) 8(11.9) 3(3.4)
PD ?, n(%)

PSA PD first and then clinical PD b, n (%) 81 (42.6) 26 (45:1) 23(34.3) 38(42.7)

PSA PD only o (%) 48 (25.3) 37(17.4) 15(22.4) 24 (27.0)

Clinical PD only d n (%) 43 (22.6) 52 (24.4) 21 (31.3) 24 (27.0)
Total 190 213 67 89

ADT = androgen deprivation therapy; D = docetaxel; PD = progressive disease; PSA = prostate-specific antigen.

IPSA PD and clinical PD were observed within a month (including 32 patients with onset of PSA PD observed within 1 mo of clinical PD but
subsequent PSA to confirm that progression was not available).

b

PSA PD was observed at least 1 mo prior to clinical progression (including 21 patients with onset of PSA PD observed at least 1 mo prior to
clinical progression but subsequent PSA to confirm that progression was not available).

“Patients experienced PSA PD, but clinical PD has not been observed yet.

d

Bryce A at al, Eur Urol Oncol. 2020
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Clinical PD first Current PSA and clinical PD
PSA PD then clinical PD
PSA PD only

N=140 % % N=419 % Yo
N 76 226
Number of events 76 165
Median (mo) 8.5 17.8
95% Cl1 (5:7,711:3) (14.2, 20.1)

ADT = androgen deprivation therapy: CI = confidence interval; PD = progressive disease; PSA = prostate-specific antigen; QOL = quality of life.
a

Only patients with first disease progression observed at least 6 mo after randomization were included in the analysis.

Only patients with first disease progression observed at least 12 mo after randomization were included in the analysis.

As QOL assessment was administered at baseline, and at 3. 6, 9, and 12 mo, only patients with baseline QOL assessment available and follow-up
QOL assessment administered within 4 mo prior to first disease progression were included in this analysis. There are 70 and 212 patients meeting
the criterion in the “*clinical PD first” and “other™ categories, respectively.

d
QOL change is defined as change in the FACT-P total score from baseline to the follow-up visit prior to disease progression. For example, a
patient with disease progression at § mo has QOL change calculated as follows: FACT-P total score at 6 mo — FACT-P total score at baseline.

ep = 0.14 by Wilcoxon rank-sum test.

Time to clinical progression is defined as the time from randomization to clinical progression. Patients without clinical progression were censored
at the date of last disease assessment.

Bryce A at al, Eur Urol Oncol. 2020
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OFPEN
Prostate Cancer and Prostatic Diseases (2017) 20, 221-227
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ORIGINAL ARTICLE

Radiographic progression with nonrising PSA 1in metastatic
castration-resistant prostate cancer: post ioc analysis of
PREVAIL

AH Bryce', JJ Alumkal?, A Armstrong”, €S Higano”, P Iversen”, CN Sternberg® D Rathkopf’, Y Loriot”, J de Bono”, B Tombal'®,
S Abhyankar'"'%, P Lin'?, A Krivoshik'?, D Phung'® and TM Beer”

BACKGROUND: Advanced prostate cancer is a phenotypically diverse disease that evolves through multiple clinical courses. PSA
level is the most widely used parameter for disease monitoring, but it has well-recognized limitations. Unlike in clinical trials, in
practice, clinicians may rely on PSA monitoring alone to determine disease status on therapy. This approach has not been
adequately tested.

METHODS: Chemotherapy-naive asymptomatic or mildly symptomatic men (n = 872) with metastatic castration-resistant prostate
cancer (MCRPC) who were treated with the androgen receptor inhibitor enzalutamide in the PREVAIL study were analyzed post hoc
for rising versus nonrising PSA (empirically defined as = 1.05 vs = 1.05 times the PSA level from 3 months earlier) at the time of
radiographic progression. Clinical characteristics and disease outcomes were compared between the rising and nonrising PSA
groups.

RESULTS: Of 265 PREVAIL patients with radiographic progression and evaluable PSA levels on the enzalutamide arm, nearly one-quarter
had a nonrising PSA. Median progression-free survival in this cohort was 8.3 months versus 11.1 months in the rising PSA cohort (hazard
ratio 1,68; 95% confidence interval 1.26-2.23); overall survival was similar between the two groups, although less than half of patients in
either group were still at risk at 24 months. Baseline clinical characteristics of the two groups were similar.

CONCLUSIONS: Non-rising PSA at radiographic progression is a common phenomenon in mCRPC patients treated with
enzalutamide. As restaging in advanced prostate cancer patients is often guided by Iincreases in PSA levels, our results
demonstrate that disease progression on enzalutamide can occur without rising PSA levels. Therefore, a disease monitoring
strategy that includes imaging not entirely reliant on serial serum PSA measurement may more accurately identify disease
progression.
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Progression without PSA rise
AH Bryce et al

Figure 1.
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Kaplan—-Meier estimates of progression-free survival. Cl, confidence interval; HR, hazard ratio; PFS, progression-free survival.
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Metastatik Kastrasyona Duyarli Prostat Kanserinde
Tedaviye Yanit Degerlendirmesi
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PSMA PET-CT

Comparison of RECIST 1.1, PCWG3, and PPP Tumor Response Criteria

Pattern of Response

RECIST 1.1 (1)

PCWG3 (10)

PPP Criteria (37)

Progressive disease

Bone lesions
Standard imaging

modality
Target

Nontarget

Maximum number
of lesions
Imaging intervals

Appearance of new lesions, >20% Development of

increase in the sum of length
diameters of target lesions, or
unequivocal increase of non-
target lesions

Nonmeasurable
CT or MRI

Nodes >15 mm, tumors >10 mm

Nodes 10—15 mm, tumors <10
mm, bone lesions, simple
cystic lesions, malignant brain
tumors, nonmeasurable lesions
(leptomeningeal disease, asci-
tes, effusions, and lymphan-
gitic spread)

Up to two lesions per organ, up
to five lesions per examination

6—8 weeks

new lesions or
growth of preex-
isting lesions

Nonmeasurable

CT or MRI; bone
scanning

Similar to those
listed in the RE-
CIST 1.1 column

Similar to those
listed in the RE-
CIST 1.1 column

Up to five lesions
per organ
8-12 weeks

Appearance of two new PSMA-
positive lesions, one new
PSMA-positive lesion plus
clinical or laboratory data
consistent with progression,™® or
>=30% increase in size or uptake
plus clinical or laboratory data
consistent with progression®

Target (if PSMA positive)

PSMA PET

Anyv PSMA-positive lesion

Not applicable

Not applicable

6—9 weeks

Note.—PPP = PSMA PET Progression. Numbers in parentheses are references.
*Confirmation required by biopsy results or other imaging modality findings.

Barbosa F, RadioGraphics 2020




PSMA PET-CT

PPP Criteria

Progression criterion

Explanation

2 or more new PSMA-positive
lesions

1 new PSMA-positive
lesion

No new lesions but size
increase

Appearance of 2 or more new PSMA-positive distant lesions

Appearance of 1 new PSMA-positive lesion plus consistent clinical or laboratory
data and recommended confirmation by biopsy or correlative imaging within 3 mo of PSMA PET

Increase by =30% in size or uptake plus consistent clinical or laboratory data and
confirmation by biopsy or correlative imaging within 3 mo of PSMA PET

DEerINING PSMA PET PROGRESSION

Fanti et al.

681



Sonug

O Evre IV Kastrasyona duyarl prostat kanserinde yanit RECIST 1.1 ve PCWG3 kriterlerine gore yapilir

U Degerlendirme BT/MR ve TVS kullanilir

U Flare donemi(12 hafta<) TVS'de 2 >lezyon ve 6-8 hafta sonra +22> konfirme edilmesi durumunda progresyon kabul edilir(2+2 kurali)
U Flare doneminde, PSA ve ALP artisi progresyon olarak kabul edilmez 212 hafta sonrasi degerler yanit icin kullanihr

O Flare donemi disinda 2 2lezyon ve 6-8 hafta sonra bu lezyonlar konfirme edilmisse progresyon olarak kabul edilir

O PSA yaniti olan, semptom olmayan hastalarda 3-6 ay araliginda radyolojik degerlendirme onerilir

Q P%A rqlgrlf'sl)aqnu(PCWGZ kriterleri) tedavi degistirmek icin yeterli olmamakla beraber, genel olarak radyolojik progresyonun dncusu ve kot
gidisle iliskilidir.

O Agri ve diger semptomlarin varlig tedaviye yanit ve prognoz 6ngérmede yardimci olabilir.

O PSMA-PET icin daha ¢ok ¢alismaya ihtiyag vardir ve tedavi yaklasimini degistirmeyecekse rutin 6nerilmez



