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Efficacy of Therapies for Metastatic Castration-resistant
Prostate Cancer Patients

Comparator Improvement in mOS | Hazard ratio
(mos) vs comparator
Enzalutamide

Pre-chemo Placebo 4.0 0.77
Post-chemo Placebo 4.8 0.63

Therapy

Cabazitaxel Mitoxantrone 2.4 0.70
Abiraterone

Pre-chemo Placebo 4.4 0.81

Post-chemo Placebo 4.6 0.74

Docetaxel Mitoxantrone 2.4 0.76

Sipuleucel-T Placebo 4.1 0.78

RELITIN BRI IVER=ISIoa Placebo plus BSC 3.6 0.70



Short Range of a-Emitters Reduces Bone
Marrow Exposure

A 2 e Marrow

Range of a-particle ¥ oo
(short range: 2-10 '
cell diameters?)

= highly localised
tumour cell killing
and minimal
damage to .
surrouding normal
tissue r SA

Radium Ra 223 dichloride

1. Bruland @, et al. Clin Cancer Res. 2006;
2. Henriksen G, et al. Cancer Res. 2002;



Cell killing and marrow penetration:

\

Large molecule
+

High Linear Energy Transfer
v

More DNA double-strand breaks
In (cancer) cells

Low marrow penetration (<100 um)

¢

Limited hematological toxicity

|
l
l
l
l
l
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e e - - =

PRESENTED AT: SC(®@) Annual
Meeting

Fizazi K, ASCO 2013



Cell killing and marrow penetration:
Two advantages of a-emitters

Large molecule
+

High Linear Energy Transfer
v

More DNA double-strand breaks
In (cancer) cells

’____\

Low marrow penetration (<100 um)

¢

Limited hematological toxicity

Presented By Karim Fizazi at 2013 ASCO Annual Meeting



Alpha-Particles Cause Lethal Double-Strand
DNA Breaks

* Low-LET B radiation
produces single-strand DNA
breaks!

» Single-strand breaks are
easily repaired using the
opposite strand as a
template?

« Single-strand breaks are
less likely to induce cell
death?

* High-LET a -particles produce
double-strand DNA breaks!2

* Double-strand breaks are
difficult to repairt2

* Failure to repair double-strand
breaks leads to apoptosis
(programmed cell death)?!

* Mis-repaired double-strand
breaks create chromosomal
aberrations that result in
mitotic cell death?!

a-emitters

LET, linear energy transfer

1. Hall EJ, Giaccia AJ. Radiobiology for the Radiologist. 6th ed. Philadelphia, PA: Lippincott William
& Wilkins; 2006. 2. Bruland OS, et al. Clin Cancer Res. 2006;12(20):6250s-6257s.



Proportion without SRE

00

Radium-223: Phase Il Data in HRPC

0

Numbers at risk
'Ra 13
Placebo 31

5 10
3 19
LR

Radium-223 Placebo

15

15
13

20

25 30
Time {weeks)

11 8

a

P Value

PSA
ALP

—24%
—46%

+45%
+31%

0.003
< 0.0001

400

300

200

100

Relative change in bone-ALP (%)

-100 -

400

200 1

Relative change in PSA (%)

-200 ~

- 1z lk.l
@ Placebo

. II‘RA
@ Placebo

Nilsson S, et al

. Lancet Oncol. 2007




ALSYMPCA: phase 3, randomized, double-
blind, placebo-controlled study

TREATMENT PHASE
6 injections at
4-week intervals

- Confirmed
symptomatic CRPC
-2 2 bone
metastases

- No known visceral

metasiases : Long term FOLLOW-UP
- Post-TXT, unfit for

TXT, or refused TXT

I I N B 1 1 1 1 1 1
Month MO M6 M8 M10 M12 M16 M20 M24 M28 M32 M36

Stratification factors

" Assessments
*Total ALP < 220 U/L vs = 220 U/L; Bisphosphonate use (yes vs no); Prior docetaxel (yes vs no)

Parker C, et al. NEJM 2013.



ALSYMPCA trial: Endpoints

 Overall survival  Time to total ALP progression?
« Total ALP response?
 Time to occurrence of first SSE
« Total ALP normalization2b
» Time to PSA progression¢
» Other secondary efficacy
endpoints?
- Safety
* Quality of life

ALP, alkaline phosphatase; PSA, prostate-specific antigen; SSE, symptomatic skeletal event.

a.See slides (“Other Secondary Efficacy Endpoints”) for more details.

b.Defined as return of total ALP to within normal range at 12 weeks [confirmed by two consecutive measurements 22 weeks apart] in
patients with total ALP values above upper limit of normal (ULN) at baseline.

c.Defined as 225% increase from baseline and an absolute value increase =2 ng/mL at 212 weeks [in patients with no PSA decline from
baseline] or 225% increase and an absolute value increase 22 ng/mL above nadir confirmed =3 weeks later, in patients with an initial
decrease from baseline.

SOURCE: Parker C, et al. N Engl J Med. 2013;369(3):213-23.



ALSYMPCA Updated Analysis
Patient Demographics and Baseline
Characteristics (ITT N = 921)

Parameter

Radium-223

n=614

Placebo
n =307

Age, y
Mean

Race, n (%)
Caucasian

Baseline ECOG score, n (%)
<1
2

Extent of disease, n (%)
< 6 metastases
6—20 metastases
> 20 metastases/superscan

WHO ladder,
cancer pain index = 2, n (%)

70.2

575 (94)

536 (87)
76 (12)

100 (16)
262 (43)
249 (41)

345 (56)

70.8
290 (95)

265 (86)
40 (13)

38 (12)
147 (48)
121 (40)

168 (55)

Parker C, et al. ASCO 2012




ALSYMPCA trial:

Kaplan—Meier Estimates of Overall Survival

100
\ Razdzi;m Placebo
"‘-. Hazard ratio 0.695
80 - "-._ 95% ClI 0.58-0.83
"-.__ ) <0.001
Y

<

& 60+ Placebo '=-_

[ (MOS 11.3 mos}t,

2 k. Radium-223

=S 40 - <

73] e (mOS 14.9 mos)

¢4 @
------- Placebo + BSoC (n = 307) T ——— TR
Ra-223 + BSoC (n = 614)
0 | } I | | | | | | | | I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time to death (mo)

Placebo 307 288 228 157 104 67 39 24 14 7 4 2 1 0
Ra-223 614 578 504 369 277 178 105 60 41 18 7 1 0 0

Parker C, et al. NEJM 2013



ALSYMPCA Updated Analysis: Safety Profiles Were Similar
Between the Radium-223 and Placebo Arms

There were few grade 3 AEs and grade 4 AEs were very low, also comparable to placebo

RADIUM-223 (n = 600) PLACEBO (n = 301)

ALL
GRADE 3, GRADE 4, GRADE 52 GRADES, GRADE 3, GRADE 4, GRADE 5,2

EVENT n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Hematologic AEs

Anemia 87 (- 6 0 0

Thrombocytopenia 20 (3) 18 (3) 1(<1) 17 (6)

Neutropenia 9 (2) 4 (1) 0 3(1)
Nonhematologic AEs

A\

53)
X))

1(<1)
0

o

o

Constipation 08 (18 6 0 0 64 / 0 0
Diarrhea 9 (2) 0 0 45 (15) 5(2) 0 0
Nausea 213 (36) 10 (2) 0 0 104 (35) 5(2) 0 0
Vomiting 111 (19) 10 (2) 0 0 41 (14) 7(2) 0 0
Asthenia 35 (6) 5(1) 0 0 18 (6) 4 (1) 0 0
Fatigue 154 (26) 21 (4) 3(1) 0 77 (26) 16 (5) 2(1) 0
General physical health 27 (5) 9(2) 2 (<1) 5 (1) 21 (7) 8 (3) 2 (1) 2 (1)
Peripheral edema 76 (13) 10 (2) 0 0 30 (10) 3 (1) 1(<1) 0
Pyrexia 38 (6) 3(1) 0 0 19 (6) 3(1) 0 0
Pneumonia 18 (3) 9 (2) 0 4 (1) 16 (5) 5(2) 2 (1) 0

Only 1 grade 5 hematologic AE was considered possibly related to study drug: thrombocytopenia in 1 patient in the radium-223
group.

Parker C, et al. N Engl J Med. 2013



Safety:. Radium-223 Was Well Tolerated
Across All Age Groups

Incidence of Grade 3/4 Adverse Events According to Age
(Safety Population, N=901%)

n (%) RADIUM-223 PLACEBO RADIUM-223 PLACEBO RADIUM-223 PLACEBO RADIUM-223 PLACEBO

n=600 n=301 n=194 n=95 n=210 n=107 n=196 n=99
Hematologic AEs
Anemia 77 (13)  39(13)  26(13)  22(23)  32(15)  11(10) 19 (10) 7(7)
Neutropenia 13 (2) 2(1) 5 (3) 0(0) 3(1) 1(1) 5 (3) 1(1)
Thrombocytopenia 38 (6) 6(2) 16 (8) 3(3) 15 (7) 3 (3) 8 (4) 0 (0)
Nonhematologic AEs
Diarrhea 9 (2) 5 (2) 4(2) 2(2) 2 (1) 2 (2) 3(2) 1(1)
Nausea 10 (2) 5 (2) 5 (3) 3 (3) 3 (1) 0 (0) 2 (1) 2 (2)
Vomiting 10 (2) 7 (2) 5 (3) 5 (5) 3 (1) 1(1) 2 (1) 1(1)
Constipation 6 (1) 4(1) 2 (1) 3(3) 3(1) 0 (0) 1(1) 1(1)

*Safety population included patients who received at least 1 dose; 1 patient in the placebo group received 1 injection of radium-223 (week 0)
and is included in the radium-223 safety analysis.

Wiechno P, et al. ESMO 2013; Abs 2883



ALSYMPCA trial: Secondary endpoints

Time to SSE ALP and OS

100- MEDISN TIME TO 55E [months) . Medisn 05
— Rz L] - Confirmed tALP decfine {n=400): 17.8 months
@ Fiman: ¥ 20 N = No confirmed tALP decfine |n=87): 10.4 months
-, HR [35% O 0.55 jo.s2-0.53] - HR (95% O 0.45 (0.32-0.54)
[ Paanal = " P0.0001
P LA :
S & LA
aQ
5 :
8 404 E 40 4
&
i
£ 204 204
0
r T T T T T T T T T 1
[} 3 & B 12 15 18 21 24 27 ]
Months Since Randomization
—Rafium-223 614 485 342 18 L8 & 3 B B 1 O Median OS was sgnificantly longer in radium-223 dichionde patients with confirmed tALP* decine at
=Macebo 307 211 117 56 3% W 3§ 7 4 1 o week 12 versys patients with no confirmed tALP deciine (17.5 v 10.4 months)

- " - - -
23eC, Saivarded of o O, ceefidiorns iniol; o, Paat s 39 aymekma skdeal menl * Confiemat L7 Scdiec wan &finct movydccems fom bndies ot wesk 12, efiemcs 23 wedha i

Quiality of Life

S0

40 A 39 W Radhm 223 (=438 W P12c220 (n=191)

Patients with an improvement from
baseline 2MID*, %

Prostate Physical Social/family Emotional Functional
cancer wellbeing wellkbeing wellbeing well-being
Subscale

Parker C, et al. N Engl J Med. 2013



ALSYMPCA Long-term Follow-Up

~1.5 years after
last patient’s
final injection

2008 2009 2010

Last
First patient’s patient’s
first visit first visit
Last patient’s
final injection

Of 921 patients randomized, 574 entered 3-year follow-up
(radium-223, n = 406; placebo, n = 168)

2013 2014

Nilsson S, ASCO-GU 2014



Treatment-Related Hematologic AEs

Number (%) of Patients With Treatment-Related AEs

Radium-223 Placebo
n=404 n=167

Posttreatment All Grades All Grades
Follow-Up AEs Grades 3/4 Grade 5 Grades 3/4 Grade 5

Anemia 113 501) 0 5 (3) 1(1) 0
0 0

Aplastic anemia 1.(<1) Tk= 1) 0

Leukopenia 2(<1) 2(<1) 0 0 0
Neutropenia 2(1) 2(1) 0 0 0
Thrombocytopenia 4 (1) 0 0 0 0

Presented By Sten Nilsson at 2014 Genitourinary Cancers Symposium



Nonhematologic Treatment-Related AEs

Number (%) of Patients With Treatment-Related AEs

Radium-223 Placebo
n=404 n=167

Posttreatment All Grades All Grades
Follow-Up AEs Grades 3/4 Grade 5 Grades 3/4 Grade 5

Cardiopulmonary
failure

Nausea 0 0 1(1) 0 0
Fatigue 0 0 1(1) 0 0

General physical
health deterioration

0 0 1(1) 0 1(1)

0

Multiorgan failure

Pneumonia
Weight decrease
Anorexia

Musculoskeletal
pain
Pathologic fracture

Dizziness

Presented By Sten Nilsson at 2014 Genitourinary Cancers Symposium



223Ra-chloride therapy in men with hormone-
refractory prostate cancer and skeletal metastases:
Real-world exprerience

\ \ S cycles

verall Survival proportior
Y g
P =
¢
»j

Fewer than 5 cycles

Time (days)

Boni et al, Tumori J 2018



Sequencing Radium 223 (RA223) for metastatic castration-resistant prostate cancer (nCRPC) patients (pts) in the daily practice:

preliminary results from a retrospective study in ialian Centers.
# 322 0. Caffo! - V. Frantelizz® - L Gall - F. Monar® - G. Facchin - 5. Baldar® — M. Tuce” - F. Along?® - R. Bortolus® - 5. Agostini®®— E. Biaseo® - 5. Fanti™

5. Rosaeti 5. Pignata’ C. Zich”~ M. Salgarelo™ - E. Borsati” - E. Cortea?— A Sbrana’ - 6. Devincentis®
Santa Chiara Hosp (Trenta): Depts of Medical Oncalagy’ and Nuclear Medicine™ — "Sapienza” Universiy (Rome): Dept of Radiological, Oncological and Anatomo-Pathological Sciences? - AOU Pizana (Pisa): Medical Oncolagy Dept?
. Oraola Mafpighi Hosp (Bologna): Depts of Radiotherapy * and Nuclear Medicine™ — INT Pascale (Naples): Dept of Uro-Gynaecological Oncology® — Univeraity of Meesina (Mesaina): Dept of Biomedical and Dental Sciences and of
Morphological and Funclional Images® - San Luigi Gonzaga Hosp (Orbazsano): Dept of Medical Oncalogy” - Sacro Cuore Don Galabria Cancer Care Genter (Negrar): Deptz of Radiation Oncology? and Nuciear Mediche™?
NG of Aviano (Aviana): Deptz of Radiafion Oncology® and Muclear Medicine" - ITALY

BACKGROUND TREATMENTS SEQUENCES (with pts number) RA223 full delivery (6 courses) rates

line  2%line  3%line  4"line  §"line
The potential advantage of the sequential use of the active drugs (ADs) ‘

CETI— (T " peoe
able to prolong overall survival (OS) in mCRPC (abiraterone, cabazitaxel, o W g " ! i "
docetarel, enzalutamide, RA223) could be limited by the development of e ]
common mechanisms of resistance. According to its unique targeted ;
alpha-radiation mechanism of action, it coukl be postulated that RA223 [ 5 58 €T o T .
does not induce and is not affected by cross-resistance with other agents S — L«E":E:l — ’ UNCLS SO0UAncHN
and consequently its incomporation in therapeutic sequences may improve e — -—=RA223 sequences
clinical outcomes. The present study is aimed to deseribe the clinical *%m
outcomes of pts who received RA223 and at least two other ADs for (& s | D'm __:-m
mCRPC. S 7T N O

L 0 Rl 0~ 3 R T :
o T B
-]
METHODS T median 49.0 mo
We callected data of pts who received sequentially 3 or more ADs of which el
one was RA223. For each pt we recorded the clinical outcome of all  ¥RAZI 2 ! 62 “
' 1 P ' o ]

treatments rgceryed for mCRE C: To assess the potential benefit from tﬁe Skeletal metastatic burden at RAZ
RA223 addition in the therapeutic sequence we compared the cumulative
survival from the start of the first line observed in this study to that <3 hone mets 13%
observed in a contemporary series of 478 mCRPC pts sequentially treated 310 bane mets 165% . . .
with 3 or 4 ADs not comprising RA223 in taian Hospitals (2017 ASCO sObonemes  SAOK Overall survival from first line for CRPC
Meeting Abs 5030). To make comparable the two series, we excluded from superscan 0% treatment sequencing of ADs that includes RA223 offers a sunvival advantage in
the analysis of no_RA223 series all pts with visceral mets. ot reparted 4.2% mCRPC.

Caffo O. et al ASCO GU 2018 — poster # 322



ERA 223: phase Ill multinational, multicenter,randomized,
double blind, placebo controlled, on Asymptomatic or Mildly
Symptomatic CRPC with Bone Metastases with Radium-223 in

Combination with Abiraterone and Prednisone
N=401

Radium-223 dichloride 55 kBqg/kg 1V
every 4 weeks for 6 cycles

In combination with abiraterone (1000 Endpoints

Stuc_iy Pop_ulation mg qd) + prednisone/prednisolone (5 Sy EreEE
-Patients with bone- mg bid) . SSE-FS

predominant mCRPC
*Asymptomatic or Stratification factors Secondary

. . . ; ; endpoints
mildly symptomatic 11 Geographical region - Overall survival

(BPI 0_3) Randomization 'Use Of bone health agentS « Timeto Oplate use

«>2 bone metastases *ALP level at tﬁS_Z{Ig%(ALP <90 vs 290 U/L) ‘ fﬁ:nceapoc;raipnain

*ECOG PSofOor1 progression

*No known brain or Matching placebo * Time to
visceral metastases . - , chemotherapy
In combination with abiraterone (1000 - Radiologic PFS

mg/qd) + prednisone/prednisolone (5 . Safety
mg/bid)

« ERA 223 was unblinded early on November 17, 2017, based on the
recommendation of the IDMC

blinicaITriaIs.gov. NCT02043678. Available at: https://www.clinicaltrials.gov/ct2/show/NCT02043678. Accessed March 2018.
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ERA trial

Death, n. (%)

Fractures (%)

®©  nmittee:

EUROPEAN MEIDXCINES AGENCY

20 Nowwrber 2317
A PRAC Y M T

Questions

The marketing authorisation holder (MAH) is requasted to address the following questions:

Queation 1. Please provide the marketing status and exposure to Ra223 dichlonde in European Unlon
(EU) Mumbuar States (M5), lcaland and Norway, and worldwide, This should include data from
completed and ongoing studies and all post-marketing sources, Please provide any deta, in additon o
the REASSURE study®, on extunt of sxpoxure to the Ke223 dichloride and abirsterone combination in
post-marketing use.

Question 2. Provide an analysis of the (omplnt dataset from the ERA 223 study? following the full
survival sweap, and the for the in b the two arms (including type
and localization of frmuru n wcll a5 number, size and type of metastases). This should include all

1 safety end lity, fract the skeletal i nv-nb S, and
ity componunts. Please provide the causality assessment for all d.nthl. bk ding l l

the Ra223 specific effects should be discussed,
Question . Please provide an analysis of the time to onset for fractures and death In the ERA 2223

-
study. Discuss the timing of thase events in the two study arms and any conclusion on the risk period.

Pravide an lyzis of f d d on whethar or not patientx recelved bone modifying agenta. n I S O n e
Digcuss p | h for the d rink of f cluding a b,

pharmacodynamic interaction between Ra223 and abir and prednt /prednisol

Quuation 4. Provide Keplan Maler curves for survival and fractures for all randomised controlled trials
for Ra223 dichlor tdo. An overview about data on combined endpoints and single separate endpoints,
overall fry I | wnd non hol. | fractures should also be presunted end discussed,

QUIIUBDJ Pl-nu pravide an overview of all clinical triale svaluating the madium Ra223 dichloride -
abir thair currant study status, populations involved and study

il AN 01 (27%)

a) bk for the dift. results from the ERA 223 study and the piveral phase 111
m.l ALSVMDCA including differences in disease (e.g. size and number of metastases),
tatics, tr and any other relevant factors, Including
differences betwean the two studies in exposure to Ru223 (e, numbaer of injections
sdministared),

b) Potential reasons far the conflicting data from the ERA 222 study and other studies and

otalatebbayat hubuinty Yy,
) Tha safery and efficacy of the combination of Ra223 dichloride and abiraterone with a - 0

partcular focus on fractures and survival,

Queation 7. Plenxe discuss whether data on the ¢ of Ra223 dichlonde and ab from
the ERA 223 study are relevant to the combination of Ra223 dichloride with other anti-endrogens,
Discuss relavant data from studinz whers some patients treated with Ra223 dichlorde also received
anti-androgens.

. Study for the of Long-term Sefaty of Radium-223 Used for the Traatmant of Metastatic
{Fastraion Ramiskant Prostate Cancar (REARSLIE)
Btudy IDJN (EAA- l!!). NCTOI04X678; A phase (11 doutte tind, o rial d-uﬂum l!)
ocetats and n the of mikity
mntomﬂx m-mmmvv “owive subjects with bone stant prostate cancer (CIIC)

PRAL List 6f G
WAAIRACITVE

Page 2/2



EMA restricts use of prostate cancer medicine
Xofigo

Press release ’

27/07/2018
EMA restricts use of prostate cancer medicine Xofigo

Medicine to be used only after two previous treatments or when other
treatments cannot be taken

The European Medicines Agency (EMA) has concluded its review of the cancer medicine
Xofigo (radium-223 dichloride), and has recommended restricting its use to patients
who have had two previous treatments for metastatic prostate cancer (prostate cancer
that has spread to the bone) or who cannot receive other treatments.

Xofigo must also not be used with the medicines Zytiga (abiraterone acetate) and the
corticosteroid prednisone or prednisolone. Xofigo should not be used with other
systemic cancer therapies, except for treatments to maintain reduced levels of male
hormones (hormone therapy). The medicine should also not be used in patients who

not recommended in patients with a low number of bone metastases called osteoblastic
bone metastases.

7 Email (=) Print @ Help Share

Related information
p Xofigo: EPAR
p Xofigo: Article 20 procedures

Related content

» Meeting highlights from the
Committee for Medicinal Products
for Human Use (CHMP) 23-26 July
2018 (27/07/2018)




Scheda AIFA

Precedenti trattamenti per malattia resistente alla costrazione

5
‘ 0 |Precedents trattamento per malattia resistente alla castrazione ™
Se risposto NO,
l . . . . Si blocca
E (Il paziente puo ricevere aliri trattamenti? o
Se risposto 5, indicare | formoci e l'approceio impiegato:
1 blocea
‘ . 2
0 |Linee di terapia sistemiche gia ricevute per malattia resistente alla @strazione 3
24

Per cigscuna linea di trottamento precedente indicare I farmaci ed il regime impiegate. Questa finestra e la successivo devono essere ripetute tante volte quante sono le N linee di terapia ricevute,
indicande la N linea a cui d si riferisce (1%, 24, ecc.)

Bicalutamide ad alte dosi
Switch da bicalutamide a fiutamide
Switch da flutamide a bicalutamide

Sospensione di anti-androgeni

DS o altro estrogeno
Estramusting
Corticosteroidi

E [Approcd terapeutici impiegati (possibili selezioni multiple] Docetans
Cabazitaxe
Mitooantrone

Abiraterons

Enzzlutamide

Sipuleucel-T

Radio-223 dicloruro blocca

Altro: specificare




Scheda Aifa: elegqgibilita

w

Coratteristiche del poziente & aspetti rilevanti oll'eleggibilita
*
<6 metastas bloceo
£ [Estensions di malattia ossea [numeo d lesion: scheletriche) iz
2 metastasi
Superscan
Sintomatotogia (') (misurate con ko domand 3 del Brief Puin Inventory« Short | Asintomatico {punteggio 0-1 secondo Brief Pain Inventory - Short Form) blocet
€ [Form: punteggio vaniabie da 0.0 10 per fo descrizione dellepisodio di dolore piv Uevemeste sintomatico (punteggio 23 secondo Brief PainInventory - Shoet Form)
intensogee ubime X e Francamente sintomatico (punteggio 24 secondo Brif Pan Inventory - Short Form|

*ERA trial e Alsympca: TC e scintigrafia ossea

- Blocco per pazienti con meno di 6 sedi ossee di malattia
- Blocco per pazienti asintomatici (BPI-SF 0-1)



PEACE lll: Concomitant T
or Mildly Symptomatic C
with Radium-223 in Com

Study

Population
*Patients with CRPC
*Progression as
measured by either

rising PSA or
manifestation in the
bone (=2 new
lesions)
*Asymptomatic or
mildly symptomatic

1:1
Randomization

Radium-223 + enzalutamide

Radium-223 55 kBg/kg monthly for
6 months + enzalutamide 160 mg
daily

Enzalutamide
160 mg daily

‘reatment of Asymptomatic
RPC with Bone Metastases
bination with Enzalutamide

Primary endpoint
* Radiologic PFS

Secondary

endpoints

*Overall survival
*Prostate cancer—
specific survival

*First symptomatic
skeletal event

*Time to and incidence
of first skeletal
progression

*Time to pain
progression
*Occurrence of adverse

Emendamento post-ERA223: BHA a tutti | pazienti arruolati

ECOG PS, Eastern Cooperative Oncology Group performance status; 1V, intravenous; CRPC, castration-resistant prostate cancer; PFS,

progression-free survival.

ClinicalTrials.gov. NCT02194842. Available at: https://www.clinicaltrials.gov/ct2/show/NCT02194842. Accessed March 2018.



Apalutamide, Enzalutamide, Abiraterone + Prednisone:

14% -
12% -
‘ 10% -

8% -

6% -

0%

2% -

aumento del rischio di fratture non patologiche

AFFIRM fractures? COU-301 fractures? PREVAIL fractures?
(excluding pathologic (excluding pathologic SPARTAN (excluding pathologic
fractures) . fractures) . fractures! fractures)
14% 1 4% 1 14% 1
1]
12% 12% 1.7% 12% -
10% - 10% - 10% 1 8 8%
8% 1 8% 1 8%
6.5%
5,9%
6% - 6% -
4,0%
4% - 4% - 3.0%
o - o
0.8% 2% 2%
- 0% 0%
Enzalutamide ®Placebo B Abi+ Pred ®Placebo B Apalutamide ®Placebo Enzalutamide ®Placebo

The apalutamide USPI contains a warning and precaution to monitor and manage patients at risk of fractures according to
treatment guidelines and consider the use of bone-targeted agents*

In the PROSPER trial, 17% of enzalutamide-treated patients reported falls and fractures compared with 8% of placebo-
treated patients®

USPI, U.S. prescribing information.

1. Smith MR et al. N Engl J Med 2018; doi:10.1056/NEJMoal715546 [Epub ahead of print]. 2. Xtandi (enzalutamide) [prescribing information]. Astellas Pharma US, Inc.,
Northbrook, IL. July 2017. 3. Zytiga (abiraterone acetate) [prescribing information]. Janssen Biotech, Inc., Horsham, PA. February 2018. 4. Erleada (apalutamide) [prescribing
information]. Janssen Products, LP, Horsham, PA. February 2018. 5. Hussain M et al. N Engl J Med 2018;378(26):2465-2474.
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Castration-Resistant Prostate Cancer:

STAGING/H&P/IMAGING

STANDARD

Apalutamide or enzalutamide with
continues androgen ceprivation for
patients 3t high risk for o=veloping
metasiatic disease
RECOMMENDATION

Qosesvation with continees
oeprivation for patients at righ risk for
devsioping metastatic sease
OPTION

Sernnd-g 0 androgen sy
Inhibltor (atfratercne « prednisons) 1o
seiect patients 2t bigh rkk Sor developing
metastatic disease who oo not want

or cannot have one of the standarc

therapies and are umwiliing to accept
observation

RECOMMENDATION AGAINST
Systemic cemotmenapy of
mmunatherapy cutside the contaxt of
3 ainic

v

v
Index Patient 2

STANDARD
! 2 coceEtaxs),
or spulaucelT
OPTION
First- genesation antl-androgen therapy, Ketooonadols
+ StBIDd o obsenation tn patients who do rot want
o Cannot have one of Me stasdand thecples

v
&

b 4

STANDARD

Ab¥atenne « predrsone, Cianiaxes, or sorausnios]

11 Me patient recaives sbimtarone + PrEANIsONE prioe o
gocetaxe! chemathierapy. they should be oftesed cabaritases or
anzaiutamise

Radiim-223 %0 palisnts with SYMpIoms 1om bovy metastases
trom MCRAPC 2nd WIncu! known WsCessi dkease

OPTION

Ketocorazoke + SIsfoid If 20HISTne + pIRankons, Cabarians!
o enzaluamide i uravaiie

Rebreainent with 0oCstaxe In jalients wha were bensfiiting

at He tme of dsContineation {due 10 seversitie sioe emedts) of
gocExe chematneragy

Index Patient 4

Index Patient 6

| Bone Health

RECOMMENDATION
Prvenaive

— \

STANDARD

Adiraterone + pregaisose, enzalutamide, of docstaxe

Radum-223 0 paents with SYMEloms $am Doy Belasnses fom
MCRPC without tnown wisceral gisease

OPTION

KElDCORAONE + SIETON, HACKAMITNE, OF RCINUCITE INERRY (D patis s
WO 40 Not want or cansnt have ose of the standant theapies

Choose efther dennssmab or 2ofedronic ack
Whzn sejecting 2 preventzive Ireatment for
skefetal redted evests for MCRARC patients
with bomy messstases

OPTION
Abiralesone + precnisons of eazaktamige

Kemoonarse+ steold o RAlonecios INetagy [0 I3t Woo
318 gnzbie of LIWIENG 20 reCEVe abi3imne + pednisone o
enzantamide

EXPERT OPINION
Docetaxst or mitnEaimee chematherapy In ssect cases, peciicaly

woen the performance st Is girectly retzied 10 the Cancer
fadur-273 to patients Wits Sympinms om cony trom
MCRAPC withoet known visceral d%se2se In select cases,

specEicaly
Woen Ihe perlormance SEELS Is girectly selated D Symploms TEalEd 1o

bose metasiases

EXPERT OPINION

Paflatve Caoe; 2llematively, Tor sEleCieg palents, dinicians
may offer reztment Wi JDStEKaE + predaiscoe,
enzalutzmige, KeNCoN2T0ie + SIEfld of radioaucios
therapy

EXPERT OPINION AGAINST
Systemic coemutherapy of Immunotserapy

.3 supp
caicium, witzmin D) for fractuess s Skefetsd 4
TeatEd events g
T RECOMMENDATION AGAINST

Estramusting or sipueorsd-T

RECOMMENDATION AGAINST
Spuleucel-T
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ALSYMPCA: vantaggio significativo in OS,
SSE e Quality of Life

Radium-223 (55 kBg/kg I\/) =+
ALSYMPCA (Phase llI, BSOC
randomized, double-blind) N=600
. assessed the efficacy and safety of —’\/\—
radium-223 in combination with Placebo (saline) + BSOE
BSOC in men with mCRPC INETok! Radium-223 significantly improved OS of

patients, with a 30% reduction in risk of
death compared with placebo (14.9 months vs

A total of 901 patients were randomized
11.3 months, HR: 0.70; 95% CI: 0.58-0.83;

P<0.001)
P=0.02
| ——
_I L]
Patients in the radium-223 S
group experienced fewer :
Grade 3 or 4 AEs (56% vs : 2%
62%)’ Serious AES (47% VS llllllllllllllllllllllllllllllll
Radium-223 treatment increased the time 20%2{' axg dlicéoo/ntm;i'g/lons FACT-P
to first SSE compared with placebo (15.6 ue to AEs (16% vs 21%) _ o _
months vs 9.8 months, HR: 0.66; 95% CI: compared with the placebo Radium-223 significantly improved QoL
group based on FACT-P (25% of radium-223

0.52-0.83) ; .
patients vs 16% of placebo patients, P=0.02)

AE, adverse event; BSOC, best standard of care; Cl, confidence interval; HR, hazard ratio; mCRPC, metastatic castration-resistant prostate
cancer; OS, overall survival; QoL, quality of life; SSE, symptomatic skeletal event.

Parker C et al. N Engl J Med 2013;369:213-223.
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