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Current Treatment Paradigm is Evolving
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The vicious circle
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Cancer and the skeleton

RX/histology

Multiple myeloma lytic (>90%)

Breast cancer lytic >70%)

Prostate cancer sclerotic







Patients with bone metastases from Pca are
at high risk for developing SREs
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Complications of bone metastases
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STEN NILSSON

Alpha-Emitter Radium-223 in the Management of Solid Tumors:

Current Status and Future Directions

Sten Nilsson, MD, PhD

TABLE 1. Radiopharmaceuticals Used in Metastatic CRPC

Radiopharmaceutical Survival Pain QoL®

Toxicity®

Alpha-emitter: indicated for treatment of
CRPC with symptomatic bone metastases

Radium-223 3.6 mo + +

Myelosuppressive, thrombocytopenia in 6% of
patients

Beta-emitters: indicated for treatment of

bone pain

Samarium-153 NA - NA Myelosuppressive, dose-limiting thrombocytopenia in
20-40% of patients

Strontium-89 NA - NA Myelosuppressive, thrombocytopenia in 25-80% of

3Abbreviations: QoL, quality of life; NA, not applicable.
Grade 3/4 thrombocytopenia in treatment group.

patients

asco.org/edbook | 2014 ASCO EDUCATIONAL BOOK e133



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

Large molecule

' Low marrow penetration (=100 um) j

+
“High LinearME_nergy Transfer ‘

v
More DNA double-strand breaks Limited hematological toxicity

to (cancer) cells




Short Range of a-Emitters Reduces Bone
Marrow Exposure!

Marrow Marrow

Radium Ra 223

dichloride
Bone Bone
Range of a-particle: Range of B-particle:
(short range — 2 to 10 cell (long range — 10 to 1000 cell diameters?)

diameters?)

1. Henriksen G, et al. Cancer Res. 2002;62:3120-3125. 2. Brechbiel MW. Dalton Trans. 2007;43:4918-4928
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Q Study design

6 injections (50 kBq/Kg)
at 4-week intervals

Radium 223 +

best standard of
care

Placebo + best
standard of care

Randomization
2:1

The NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 JULY 18, 2013 VOL. 369 NO.3

Alpha Emitter Radium-223 and Survival
in Metastatic Prostate Cancer

Stratification factors

*Total ALP <220 U/Lvs =220 U/L
*Bisphosphonate use (Yes vs No)
*Prior docetaxel (Yes vs No)

Key inclusion criteria

*Confirmed symptomatic CRPC

*> 2 bone metastases

*No known visceral metastases
*Post-docetaxel or unfit for docetaxel

v.vy vy A4 A4 A4 \ 4 A4 v

| I
0 6

Assessments

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

I 1 | | I I I |
10 12 16 20 24 28 32 36

Month



Q Study Endpoints

Primary endpoint: OS
Secondary endpoints: time to first SSE, time to total ALP progression, total ALP
response, total ALP normalization, time to PSA progression, safety and QoL

Best Standard of care: EBRT,

corticosteroids,

antiandrogens, oestrogens,

estramustine, analgesics,
SSE: use of external beam radiotherapy to relieve

bisphosphonates

skeletal symptoms or the occurrence of new

symptomatic pathological bone fractures (vertebral

or non-vertebral) or the occurrence of spinal cord

compression or a tumour related orthopaedic

surgical intervention

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



Baseline Characteristics of the Patients

Age

Median (range) — yr 71 (49-90)
>75 yr — no. (%) 171 (28)
White race — no. (%)t 575 (94)
Total alkaline phosphatase — no. (%)

<220 U/liter 348 (57)
>220 U/liter

266 (43) 138 (45)

Current use of bisphosphonates — no. (%)

Yes 250 (41)
No 364 (59)
Any previous use of docetaxel — no. (%)

Yes 352 (57)
No 262 (43)
ECOG performance-status score — no. (%)%

0 165 (27)
1 371 (60)
>2 77 (13)
WHO ladder for cancer pain — no. (%)$§

1 257 (42)
2 151 (25)
3 194 (32)
Extent of disease — no. (%)

<6 metastases 100 (16)
6—20 metastases 262 (43)
>20 metastases 195 (32)
Superscan9| 54 (9)
External-beam radiation therapy within 12 wk after screening — no. (%)
Yes 99 (16)
No 515 (84)
Median biochemical values (range)||

Hemoglobin — g/dI 12.2 (8.5-15.7)
Albumin — g/liter 40 (24-53)

Total alkaline phosphatase — U/liter
Lactate dehydrogenase — U/liter
PSA — ug/liter

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

211 (32-6431)
315 (76-2171)
146 (3.8-6026)

Radium-223 (N = 614)

Placebo (N = 307)

71 (44-94)
90 (29)
290 (94)

169 (55)

124 (40)
183 (60)

174 (57)
133 (43)

78 (25)
187 (61)
41 (13)

137 (45)
78 (25)
90 (29)

38 (12)
147 (48)
91 (30)
30(10)

48 (16)
259 (84)

12.1 (8.5-16.4)
40 (23-50)

223 (29-4805)
336 (132-3856)
173 (1.5-14500)



Q Overall Survival

100 - VNV
HR=0.70 (95% CI1,0.58-0.83) p<0.001
30% reduction in risk of death
80 A
S
E 60 N
2
2 Radium-223
5 40 - (median overall
survival, 14.9 mo)
2041 __ . Placebo (median
o Radium 223 overall survival, |
Placebo 11.3 mo) ‘
0 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at Risk Months since Randomization
Radium-223 614 578 504 369 274 178 105 60 41 18 7 1 0 0
Placebo 307 288 228 157 103 67 39 24 14 7 4 2 1 0

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



Q Main Secondary Endpoints

. . Radium-223 Placebo Hazard Ratio
Secondary Efficacy Endpoints (n=614) (n=307) (95% Cl) P Value
Median time to first SSE (months) 15.6 9.8 gL <0.001

' ' (0.52-0.83) '

Median time to increase in total 0.17
ALP level (months) 7.4 3.8 (0.13-0.22) <0.001
Median time to increase in PSA 0.64
level (months) S S (0.54-0.77) <UL
Total ALP response
(230% reduction)  nitotal n (%) 233/497 (47) 71211 (3) - <0.001
Total ALP normalisation 100/321 (34) 2/140 (1) . <0.001

n/total n (%)

All main secondary endpoints favour radium-223 (+ BSoC) compared with placebo (+ BSoC)

ALP, alkaline phosphatase; BSoC, best standard of care; PSA, prostate-specific antigen; SSE, symptomatic skeletal event

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



Median Time to First SSE
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Skeletal complications reduce quality of life
in prostate cancer patients
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Weinkfurt KP, et al. Ann Oncol 2005



SREs are associated with lower survival
in prostate cancer

No SRE (n = 355)
21 SRE (n =116)
360 Days Survival

« No SRE: 49.7%
» =1 SRE: 28.2%
« P=02
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Median Survival Times

» No SRE: 338 days
(95% CI = 189, 460)

180 270 360 « 21SRE: 248 days
Survival, days (95% CI = 181, 296)

DePuy V, et al. Support Care Cancer 2013



O ALSYWMPCA Efficacy on SSE

O Aumento significativo del tempo al primo SSE per tutti i gruppi di stratificazione

O  Riduzione significativa del rischio di compressione midollare e necessita di EBRT
Number at risk
Radlum.223 U8 n LS | ) 6 15 7 1 0 266 163 24 40 18 S 1 o 0
Paceto 169 13 54 b/ 16 [ 3 1 0 138 61 16 El 3 1 1 o 0
E esphosphonate use at s F Nodisphosphonate use at study
100- wm N“;O 49 (3 }N"’ - m HR-0.77 lf-‘~53-1 02]
Z Radtioms 223, 0250 o p-oa
£ 8o+ Medln: 1.6 months (5% 0 16 5-notextimaie) #acdum-223, n-364
3 Mecian: 118 montrs (95% C19.3-136)
2 n S0 -
:3
s Paxeqn124 | |
§ - Median 102 months Py 053
& g (S5% 07 8.290) Medun £4 monts
20 Twatrrent o Tetrers (5% 064-155)
1 roar ——
& = —— A —
3 | 8§ L % H 2 3 B b : g B % D g B n
—— Time (mortte) Time (months)
Radum.223 250 193 115 6l b3 8 3 1 0 364 p7 1 120 [ 0 12 S 0 0
Pacebo 124 n 25 v 10 3 3 1 0 183 103 a 19 S 4 1 o 0
Radium-223 Placebo
(n=614) (n=307)
Number of Mediantme to first Numberof Mediantime to first event, HR (95% C1)
patients (%) event, months (95% ClI) patients (%) months (95% CI)
Individual symptomatic skeletal eventcomponents
External beam radiotherapy 186(30%) 17-1(14-1-19-9) 105(34%) 17-5(7-9-29-0) - 0-67(0-53-0-85)
Symptomatic pathological bone fracture 32(5%) NE 20(7%) NE - 0-62(0-35-1-09)
Spinal cord compression 25 (4%) NE 21(7%) NE —-— 0-52 (0-29-0-93)
Tumour-related orthopaedicsurgical 12(2%) NE 7(2%) NE — 072 (0-28-1-82)
intervention 2 < 1 »2
Favours Favours
radium-223 placebo

Sartor O. The Lancet Oncology 15.7 (2014): 738-746.

p value

0-00117
010
0-03
0-48



Q Overall Survival Across Patient Subgroups

Number of Median Overall
Subgroup Patients Survival (months) Hazard Ratio (95% ClI)
Radium-223 Placebo Radium-223 Placebo

All patients 614 307 149 113 —@—i 0.70  0.58-0.83
Jsotimi 348 169 170 158 —eo—| 082  0.64-1.07
Nevtry 266 138 11.4 8.1 —o— 062  049-0.79
Surrent Use of bisphosphonates 250 124 153 115 — @ 070  0.52-0.93
e 364 183 145 110 ——i 0.74  0.59-0.92
Prior use of docetaxel 352 174 144 113 —@—i 0.71  0.56-0.89
e 262 133 161 115 ——i 0.74  056-0.99
Saseline ECOG PS 536 265 154 119 @i 068  0.56-0.82
- 774 10.0 8.4 — @ : 0.82  050-1.35
Extent of disease 100 38 270  NE | o | 095  0.46-1.95
S0 metastases 262 147 137 116 —— 071  0.54-0.92
020 metastase: 195 91 125 91  —@— 0.64 047-0.88

54 30 1.3 71 — @ : 071  0.40-1.27
Superscan
ploid use 345 168 139 104 —o— 068  0.54-0.86
Nt 269 139 164 128 — & 0.70  052-0.93

[ 1

ALP, alkaline phosphatase; ECOG PS, Eastern Cooperative Oncology

Favours
Group Performance status; NE, not evaluated \Radium 223

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



Q Overall Survival by Prior Docetaxel

Prior docetaxel use No prior docetaxel use
1004 100~
904 90+
HR 0.70 (95% CI HR 0.69 (95% CI,
804 0.56-0.88; p=0.002 80+ 0.52-0.92; p=0.01
___ 704 70-
(=]
= Radium 223 (n=262)
2 604 607 Median OS: 16.1 months
Y Radium 223 (n=352)
507 . 50
& Median OS: 14.4 months
40- 404
304 304
20+ 204 Placebo (n=133)
10 Placebo (n=174) 104 Median OS: 11.5 months
Median OS: 11.3 months
04 0
1 1 1 1 1 1 I 1 1 1 1 I 1 1 1 1 1 I 1
Month 0 4 8 12 16 20 24 28 32 36 40 0 4 8 12 16 20 24 28 32 36
Radium 223 352 327 238 155 88 45 27 5 1 0 0 262 236 168 119 70 31 14 7 1 0
Placebo 174 152 104 61 35 15 5 4 1 1 0 133 113 74 42 24 14 9 3 1 0

Hoskin P, et al. Lancet Oncol. 2014;15:1397-1406.



Safety and Tolerability

100 -
®Radium-223 (n=600)a=
90 -
Placebo (n=301)
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All AEs Grade 3 Serious AEs Discontinuation
or 4 AEs (SAEs) due to AEs

aSafety population comprised 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.

AE, adverse event

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



Hematological

All Grades

Radium 223

(n=600)

Placebo
(n=301)

Selected Adverse Events

Grades 3 or4

Radium 223

(n=600)

Placebo
(n=301)

Anaemia 187 (31) 92 (31) 77 (13) 40 (13)
Neutropenia 30 (5) 3(1) 13 (2) 2 (1)
Thrombocytopenia 69 (12) 17 (6) 38 (6) 6(2)
Non-haematological

Bone pain 300 (50) 187 (62) 125 (21) 77 (26)
Diarrhoea 151 (25) 45 (15) 9(2) 5(2)
Nausea 213 (36) 104 (35) 10 (2) 5(2)
Vomiting 111 (18) 41 (14) 10 (2) 7 (2)
Constipation 108 (18) 64 (21) 6(1) 4 (1)

Data are n (%)

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



Low Incidence of Grade 3 or 4 Hematologic

© AEs, Regardless of Prior Docetaxel Use

] Overall, there was a low incidence of myelosuppression in the docetaxel subgroups

— The total incidence of grade 3 or 4 thrombocytopenia was significantly higher in patients with
prior versus no prior docetaxel use (7% vs 2%, respectively; P=0.001)

— Patients with a history of prior docetaxel had a significantly higher incidence of grade 3 or 4
thrombocytopenia with radium-223 versus placebo (9% vs 3%, respectively; P=0.01)

) No statistically significant difference was seen in incidence of anemia or neutropenia between
docetaxel subgroups, or between radium-223 and placebo within each docetaxel subgroup

NO PRIOR DOCETAXEL PRIOR DOCETAXEL TOTAL

PATIENTS WITH GRADE3  RADIUM-223 PLACEBO P RADIUM-223 PLACEBO P NOPRIOR PRIORDTX P

or 4 AEs, n (%) (n=253)  (n=130) VALUE*  (n=347)  (n=171) VALUE* DTX(n=383) (n=518)  VALUE*
27 (11) 15 (12) NS 50 (14) 24 (14) NS 42 (11) 74 (14) NS

Neutropenia 2(1) 1(1) NS 11(3) 1(1) NS 3(1) 12(2) NS

Thrombocytopenia 7(3) 1(1) NS 31(9) 5(3) 0.01 8(2) 36(7) 0.001

Vogelzang NJ, et al. J Clin Oncol. 31, 2013 (suppl; abstr 5068)



3-Year Safety Follow-up of Radium-223 Dichloride (Ra-223) in Patients (Pts) With

Castration-Resistant Prostate Cancer (CRPC) and Symptomatic Bone Metastases (Mets)
From ALSYMPCA. [Parker et al. Abstract 195]

STUDY

* Final results reported for the 3-year follow-up (i.e., 3 years after the last patient entered first injection).

= All AEs collected until 12 weeks after last injection; thereafter, only AEs deemed treatment-related
were collected.

RESULTS
» Secondary Malignancies: There were no reports of AML or MDS.

= Aplastic anemia reported in 1 Ra-223 patient and considered probably related to study drug by the
investigator.

* No reports of new primary bone cancer.

* New primary cancers in other organs identified in 2 Ra-223, 3 placebo, and 2 crossover patients and
considered not related to study drug (Table).

Radium-223 (n=600) Placebo (n=301) Crossover (n=24)

Squamous cell carcinoma of the left hand  Squamous cell carcinoma of

Bladder cancer (follow-up visit 1) (follow-up visit 2) the skin (follow-up visit 1)

Lymph node metastases not Adenocarcinoma rectum and
originating from prostate cancer adenocarcinoma sigmoideum
(follow-up visit 6) (follow-up visit 4)

Meningioma (follow-up visits 2
and 4)

Skin cancer (follow-up visits 7 and 8)

Not For Distribution. For Medical Education Only, Not For Promotional Use.




3-Year Safety Follow-up of Radium-223 Dichloride (Ra-223) in Patients (Pts) With
Castration-Resistant Prostate Cancer (CRPC) and Symptomatic Bone Metastases (Mets)
From ALSYMPCA. [Parker et al. Abstract 195]

STUDY AND RESULTS

= 27/600 (5%) Ra-223 patients, 8/301 (3%) placebo patients, and 2/24 (8%) crossover patients
experienced <1 posttreatment follow-up AEs (Table).

* Treatment-related serious AEs (12 weeks after last injection to the end of the 3-year follow-up period):
Ra-223: 1 anemia, 1 aplastic anemia, 1 constipation, 1 diarrhea, 1 multiorgan failure, and 1 pneumonia.
Placebo: 1 anemia, and 1 cardiopulmonary failure

Crossover: 1 pancytopenia and 1 femoral neck fracture.
All Grades Grsde 3 or 4, n (%)

POSTTREATMENT FOLLOW- Radium-223 Placebo Crossover Radium-223 Placebo Crossover
UP AEs (n=600) (n=301) (n=24) (n=600) (n=301) (n=24)

All Hematologic AEs

Anemia 11(2) 5(2) 0 5(1) 1(<1) 0
Neutropenia 2 (<1) 0 1(4) 2 (<1) 0 1(4)
Leukopenia 2 (<1) 0 2 (<1) 0 0
Thrombocytopenia 3(1) 0 0 0 0
Pancytopenia 0 1(4) 0 0 1(4)
Aplastic anemia 1(<1) 1(<1) 0 0
Nonhematologic AEs

Diarrhea 1(<1) 0 1(<1)

Nausea 1(<1) 1(<1) 0

Vomiting 1(<1) 0 0

Constipation 1(<1) 0 0

Fatigue 1(<1) 1(<1) 0

Not For Distribution. For Medical Education Only, Not For Promotional Use.




Efficacy Summary

Compared with placebo, Radium-223 (50kBg/kg x 6)

- Significantly prolonged median OS by 3.6months’

- Significantly delayed time to first SSE by 5.8 months’

OS, overall survival; SSE, symptomatic skeletal event
1. Parker C, et al. N Engl J Med. 2013;369(3):213-223



Safety Summary
Radium-223 treatment (50kBqg/kg x 6 ) is well tolerated

- Fewer adverse events in radium-223 group’

- Small differences in haematologic AEs’
- No additional safety issues identified ~3 years after last

injection?

AE, adverse event
1. Parker C, et al. Presented at ASCO GU 2012. 2. Nilsson S, et al. Presented at ASCO GU 2014.
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Radium-223 dichloride (Ra-223) in U.S. expanded access program (EAP). [Vogelzang et al.

Abstract 247]
STUDY

* Phase 2 prospective, interventional, open-label, multicenter United States EAP Study (15995)

* Provided Ra-223 access to CRPC patients with symptomatic bone metastases; acute and long-term safety evaluated

PATIENTS AND TREATMENT

* Of 253 patients enrolled in the EAP
184 patients received treatment
with >1 injection of Ra-223.

* Median number of injections was 5
in the EAP vs 6 for ALSYMPCA.

* % of patients receiving 6 injections
- EAP:44%
- ALSYMPCA: 63%

- Primary reasons for not
receiving all 6 injections of Ra-
223: EAP, disease progression
(31%); ALSYMPCA, AEs (16%)

* Delays/interruption:
- EAP:14%
- ALSYMPCA: 56%

ASCO GU 2015

ALSYMPCA
EAP Radium-223 Arm

CHARACTERISTIC (N=184) (N=600)

Age, years, Median (range)
>65 years, n (%)

70 (47-97)
135 (73)

71 (49-90)
447 (75)

Weight, Median, Kg 86 82
ECOGPS0-1, % 88

Gleason score at diagnosis, %
2-4
5-7
8-10
Missing

Time since PC diagnosis, Median, years

Time since bone mets diagnosis, Median, years
tALP <220 U/L, %

PSA, Median, ug/L

Prior use of, %
Docetaxel
Cabazitaxel
Abiraterone
Enzalutamide




Radium-223 dichloride (Ra-223) in U.S. expanded access program (EAP). [Vogelzang et al.
Abstract 247]

EFFICACY RESULTS

ALSYMPCA
Radium-223 Arm
CHARACTERISTIC (N=614)

Patients with SSE, % 33
Median time to 1%t SSE, mo 15.6
Received EBRT for bone pain, % 30

Median time to:

Disease progression, mo NA
tALP progression, mo 7.4
PSA progression, mo 3.6

Patients with confirmed tALP decline from

baseline, % 47
2 30% decline 27
2 50% decline

Patients with a confirmed PSA response, %
[250% decline from baseline] 6

0S*, Median, mo 17

NA, not available; NE, not estimable. *Due to a shorter follow-up time in EAP versus ALSYMPCA, there was a greater
percentage of patients censored in EAP (134/184 [73%] versus the ALSYMPCA radium-223 arm (281/614 [46%]).

ASCO GU 2015




2015 Genitourinary Cancers Symposium

INTEGRATING BIOLOGY INTO PATIENT-CENTRIC CARE

Prior and concurrent use of abiraterone and enzalutamide
with Ra-223 in an expanded access setting

Abi Abi Enza Enza Overall Overall
N=35 N =35 N=25 N=25 N =184 N = 184
n % n % n %
Age, median, yrs 68 70 70
Race, white 31 89 23 92 169 92
Weight, median, kg 87 90 86
ECOG, =1 35 100 24 96 165 90
Total ALP > 220 U/L 8 23 8 32 56 30
Current bisphosphonate, 6 17 6 24 18 10
yes
Prior docetaxel, yes 14 40 15 60 109 59
Pts receiving all 6 20 57 15 60 81 44

injections

Conclusions: In this EAP, Ra-223 concurrently administered with either
abiraterone or enzalutamide was safe and well tolerated

J Clin Oncol 33, 2015 (suppl 7; abstr 253)



External Beam Radiation Therapy Use and Safety With Radium-223 Dichloride in Patients With [ F31
Castration-Resistant Prostate Cancer and Symptomatic Bone Metastases From the ALSYMPCA Trial

Paganelli Giovanni', Rossetti Claudio?, Aglietta Massimo®, Messina Caterina®, Versari Annibale®, Michalski Jeff M., O’Sullivan Joe M.%, Parker Chris®,
Garcia-Vargas Jose E.°, Sartor A.Oliver”, Finkelstein Steven E."
(Previously presented at ASCO GU 2015, 5.E. Finkelstein, et al).
1 IRCCS Istituto Scient ﬂ Romagnolo, per 1o Studio e la Cur: anm i (LR.S.T.), Meldola (FC), IT ale Ni 3, + Mitano, ? ndiok ), IT - Candioto (TO), * AO Papa Giovanni XXIIl, Bergamo, IT - ‘kwgmo IRCCS AO Arcispedale 5. Maria Nuova, Reggio Emilia, IT - Reggio Emilia,

lashington University School of Medidne in St Lou: xS!lO\:sMO St Loui ancer Research a 0gy, Ques iversity, Belfast, ed Kingdom - Belfast. * The Royal Marsden NHS Foundation Trust and The Institute of Cancer Research, Sutton, Uni (dandom Sutton,
» er, New Orleans, LA - New Orleans, ™ 215t Century Oncology, Scottsdale, AZ - Scottsdale.

RESULTS: ON STUDY EBRT (RECOREDED AS A CONCOMITANT PROCEDURE)

» 186/614 (30%) Ra-223 patients and 105/307 (34%) placebo patients received EBRT for bone pain and
were included in the secondary endpoint analysis of time to first EBRT.

* Ra-223 significantly reduced the risk of EBRT for bone pain by 33% versus placebo (HR=0.67, P=0.001)
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» Treatment effect of Ra-223 on consistent across all analyzed subgroups, except patients with >20 mets
(HR=1.06).
» Safety profile of Ra-223 was similar with or without concomitant EBRT.

- Rates of myelosuppression were low regardless of concomitant EBRT use (with EBRT vs without
EBRT, all grade): anemia 34% vs 30%; thrombocytopenia 12% vs 11%); neutropenia 6% vs 4%; and
leukopenia 3% vs 5%).

Paganelli G, et al. #F31



Chemotherapy after Radium 223 in ALSYMPCA study

In patients receiving chemotherapy after the last dose of study drug (n = 147),
median values of hemoglobin, neutrophils, and platelets were similar for the
radium-223 vs placebo group from baseline to month 12

Administering chemotherapy after radium-223 had no deleterious effect on
patient OS

Hematologic safety profiles for patients receiving chemotherapy after

radium-223 were similar to those for patients receiving chemotherapy after
placebo

Sartor et al.. Abs 936p ESMO 2012 meeting (Vienna)



Front-line options that improve survival

Visceral .
. Survival
Treatment disease
(mos)

allowed
Docetaxel/prednisone vs q
Mitoxantrone/prednisone TAX 327 Yes 0.79 18.9vs 16.5
Sipuleucel-T vs control IMPACT? No 0.78 25.8vs 21.7
Abiraterone/prednisone vs Placebo/ 3
eehTEee COU-302 No 0.81 34.7 vs 30.3
Enzalutamide vs Placebo PREVAIL* Yes 0.70 32.4vs30.4
Radium 223 vs Placebo/BSC ALSYMPCA?> No 0.70 149vs 11.3

Tannock et al. N Engl J Med 2004;351(15):1502-1512, 2Kantoff et al. N Engl J Med 2010;363(5):411-422, 3Ryan et al. N Eng J Med
2013;368:138-48, “Beer et al. N Engl J Med 2014, >Parker et al. NEJM 2013;369(2):213-223



Sequencing in post-docetaxel setting

Disease State Trial Design HR Survival
for OS (months)

TROPIC Post docetaxel Cabazitaxel/prednisone vs. 0.70 15.1vs. 12.7
N=755 mitoxantrone/prednisone
COU-AA-3001 Post docetaxel Abiraterone/prednisone vs. 0.74 15.8 vs. 11.2
N=1195 placebo/prednisone
AFFIRM Post docetaxel MDV3100 vs. placebo 0.63 18.4 vs. 13.6
N=1199
ALSYMPCA Post docetaxel (or Ra223/BSC vs. placebo/BSC 0.70 14.9vs. 11.3
N=921 unsuitable)




- No predictive markers

- No head-to-head trials

- No prospective sequencing trials

!
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Pattern of progression of CRPC
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Pain predicts overall survival in men with metastatic CRPC

1.0+ 1.0
A Pain scores < 17 Pain scores < 17
s Pain scores 2 17, P< 0.001 amms Pain scores 2 17, P < 0.001
> 0.84 >
-‘;l 0) .t‘
£ g
- c o
.t§ 0.6 5%
o § o-
o= «©
S 044 5.2
P £ g
- =5
= a3
0 0.24
T‘%' : T T T T
T 0 6 12 18 24 30 36 42 48
0 72 - ( h )
ime (months
Time (months)
No. of Patents at Risk
No. of Patients at Risk Pain scores < 17 298 85 19 13 9 5 5 5 3
Pain scores < 17 pir) yii)l % 45 b 1 ] Pain scores 2 17 301 S 12 ¢ B ! ! ! 1
Pain scores 217 m 123 ) 15 7 3 1
Fig 2. Kaplan-Meier prograssion-free survival curves by pain interference scores
Fig 1. Kaplan-Meier survival curves by pain interference scores at baseline. at baseline.

Halabi S, et al. J Clin Oncol 2008



Phase 3 multicenter, randomized, double-blind, placebo-controlled study conducted at
151 sites in 12 countries; USA, Europe, Australia, Canada

Study permitted patients with ECOG performance status of O or 1; this was stratified
between study arms

All subjects had previous antiandrogen therapy followed by documented PSA or
radiographic progression after discontinuing antiandrogen therapy

Efficacy Endpoints

Primary:
- rPFS by central review
- 0OS

Patients

ZYTIGA 1000 mg daily
Prednisone 5 mg BID ==p
(Actual n = 546)

Progressive chemo-
naive mCRPC

patients

(Planned N = 1088) ¢
Asymptomatic or

mildly symptomatic

Secondary:

Time to opiate use (cancer-
related pain)

Time to initiation of
chemotherapy

Time to ECOG-PS
deterioration

Time to PSA progression

R
A
N
D
o
M
I
z
E
D

Placebo daily
Prednisone 5 mg BID |=p
(Actual n = 542)

Exclusion Criteria: visceral metastases

3)  Valutiil suo dolore cerchiando il numero che meglio descrive l'intensita del peggior dolore provato
nelle ultime 24 ore.

Nessun dolore il dolore pit forte immaginabile

Ryan CJ, et al. N Engl J Med 2013;368:138-48.




Final OS Analysis

100 -
HR (95% CI): 0.81 (0.70-0.93)
p Value: 0.0033
~ 80"
-
; Abiraterone, 34.7 mos
>
E 60 -
S
w e — N—— -
§ 40 -
2
o Prednisone, 30.3 mos
20
0

| 1 I 1 | I | 1 | | | | 1 | | 1 | 1

I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Time to Death (Months)

Abiraterone 546 538 525 504 483 453 422 394 359 330 296 273235 218 202189 118 59 15 0 O
Prednisone 542 534 509 493 466 438 401 363 322 292 261 227 201 176 148132 84 42 10 1 O

« Median follow-up of 49.2 mos

 Abiraterone treatment effect more pronounced when adjusting for 44% of prednisone
patients who received subsequent abiraterone (HR = 0.74)

Ryan CJ, ESMO 2014



Enzalutamide: PREVAIL- Studio di fase Ill

PREVAIL: A Phase 3 Trial of Enzalutamide
After Progression on Androgen Deprivation Therapy in Men
with Metastatic Prostate Cancer

Enzalutamide Co-Primary

160 mg/day Endpoints:
(capsules)
n=872

Patient Population:

* 1717 men with

progressive mCRPC » Overall survival

« Radiographic
progression-free
survival (rPFS)

* Asymptomatic/
mildly symptomatic

» Chemotherapy-naive

OMN-=00Z>2

- Steroids allowed but

not required Placebo

n=845

=
—

Patients with visceral disease were allowed.

Beer TM, et al. N Engl J Med 2014




PREVAIL Interim Analysis:
Enzalutamide Reduced Risk of Death by 29%

(LU S — E 5
‘n."': ~—— Hazard Ratio: 0.706
90 - R (95% CI: 0.60,0.84)
. S P<0.0001
80 b T S
9 "\ Enzalutamide: 32 4
_ WO Wi S (95% C1 30.1, NYR)
2 % “a g " .‘J‘w“:"""«.
e 60 - Placebo: 30.2 (95% Cl 28.0, NYR) '“»-..M'-‘::., ——
.g 50 i III'. ‘}
E llllﬂlIlllllll
S 40 -
n
30 -
20 -
10 Enzalutamide
=eer Placebo
O —
| | | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36
Duration of Overall Survival (Months)
Patients at Risk
Enzalutamide 872 863 850 824 797 745 566 395 244 128 33 2 0
Placebo 845 835 781 744 701 644 484 328 213 102 27 2 0

Median Follow-up 22 Months

Beeretal N EnglJ Med. 2014; 371(5).424-33




Docetaxel: TAX 327 - Study design

Metastatic
CRPC

Stratify

Pain level
PPI>2or AS>10
S
PPI<20rAS<10
KPS <70 vs 2 80

20—->N—-Z002>>

Tannock et al. N Engl J Med

2004; 351: 1502-1512 11

Update 2008:
OS benefit only in the 3weekly arm

Med.lan Hazard

Survival ratio

(months)
Docetaxel q3w: 19.2 0.79 0.004
Docetaxel qw: 17.8 0.87 0.086
Mitoxantrone 16.3 = =

Berthold DR, et al. J Clin Oncol 2008;26:242-245

Docetaxel 75 mg/m? g3 wks + Prednisone 5 mg bid

Docetaxel 30 mg/m? wkly 5 of 6 wks + Prednisone 5 mg bid

Mitoxantrone 12 mg/m? g3 wks + Prednisone 5 mg bid

1.0
Docetaxel 3-weekly
---------- Docetaxel weekly
0.8 ——mm — Mitoxantrone

Proportion Alive




*All included in
the intent to treat
analysis

Docetaxel | Docetaxel
Q 3 week weekly Mitoxantrone

Randomized 335 334 337
Ineligible*(%) 12 12 12
Median age (range) 68 (42-92) | 69 (36-92) 68 (43-86)
> 80 Karnofsky PS (%) 88 87 86
Pain level 2 PPI 2 or
AS 2 10 (%) a5 45 46
Prior treatment (%)

Prostatectomy 19 24 21

Radiotherapy 52 44 51

Estramustine 19 18 21
Hormonal Manipulations (%)

1 9 8 6
2 68 72 69

>2 23 21 25
Median PSA (ng/ml) 114 108 123
Gleason Score (%)

<7 42 40 42

8-10 31 31 28

Not available 26 29 30
Extent of Disease (%)

Bone Metastases 90 91 92

Visceral Disease 22 24 22

Tannock et al, N Engl J Med 2004; 351: 1502-1512
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ADVANCED DISEASE: FIRST-LINE SYSTEMIC THERAPY FOR CRPC

« Enzalutamide' (category 1)

* Abiraterone acetate"* with
prednisone (category 1)

« Docetaxel¥ with prednisone
(category 1)

No—» |* Radium-223 for symptomatic

bone metastases (category 1)V

* Maintain castrate levels of serum
testosterone
» Consider bone antiresorptive

therapy with denosumab or
zoledronic acid (both category 1) if
bone metastases present

* Clinical trial
* Secondary hormone therapy
» Antiandrogen

S + Immunotherapy with sipuleucel-T » Antiandrogen withdrawal
positive® if asymptomatic or minimally Visceral » Ketoconazole
o ls_¥emptomat|c, nc: liver n;ect(a)sgases, metastases » Corticosteroids
metastases ;eni):f::,izcgmﬁ? :_’_1 (see A « DocetaxelY with prednisone
PROS-G)Y (category 1) :
« Palliative RT for painful bony Sz (chegniy 8)
metastases Ves—|" Abiraterone acetate™ with
» Best supportive care prednisone
« Alternative chemotherapy
(mitoxantrone)t*
« Clinical trial

Progression after:

+ Abiraterone acetate

* Enzalutamide

* Docetaxel

See Subsequent Therapy
for CRPC (PROS-12)

Progression
after all other
therapies

‘_..

°See Principles of Imaging (PROS-B).

ISee Principles of Androgen Deprivation Therapy (PROS-F).

tSee Principles of Immunotherapy and Chemotherapy (PROS-G).

vSipuleucel-T has not been studied in patients with visceral metastases.

wRadium-223 is not approved for use in combination with docetaxel or any other
chemotherapy. See Principles of Radiation Therapy (PROS-D, page 2 of 2).

*For patients who are not candidates for docetaxel-based reg

yAlthough most patients without symptoms are not treated with chemotherapy,
the survival benefit reported for docetaxel applies to those with or without
symptoms. Docetaxel may be considered for patients with signs of rapid
progression or visceral metastases despite lack of symptoms.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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ADVANCED DISEASE: SUBSEQUENT SYSTEMIC THERAPY FOR CRPC

No visceral
metastases

Visceral
metastases

ISee Principles of Androgen Deprivation Therapy (PROS-F).

Prior therapy enzalutamide/abiraterone:

» Docetaxel with prednisone (category 1)

« Abiraterone acetate' or enzalutamide

» Radium-223 (category 1) if bone-predominant
disease

» Sipuleucel-T if asymptomatic or minimally
symptomatic, no liver metastases, life expectancy
>6 mo, ECOG 0-1

» Clinical trial

» Other secondary hormone therapy
» Antiandrogen
» Antiandrogen withdrawal
» Ketoconazole
» Corticosteroids
» DES or other estrogen

» Best supportive care

Prior therapy docetaxel:

+ Enzalutamide (category 1)
» Abiraterone acetate' with prednisone (category 1)

+ Radium-223 (category 1) if bone-predominant disease

+ Cabazitaxel with prednisone (category 1)

» Sipuleucel-T if asymptomatic or minimally symptomatic, no

liver metastases, life expectancy >6 mo, ECOG 0-1
* Clinical trial
» Docetaxel rechallenge!
+ Alternative chemotherapy (mitoxantrone)
» Other secondary hormone therapy

» Antiandrogen

» Antiandrogen withdrawal

» Ketoconazole

» Corticosteroids

» DES or other estrogen
* Best supportive care

Prior therapy enzalutamide/abiraterone:

» Docetaxel with prednisone (category 1)t
* Clinical trial
« Abiraterone acetate' or enzalutamide
» Other secondary hormone therapy
» Antiandrogen
» Antiandrogen withdrawal
» Ketoconazole
» Corticosteroids
» DES or other estrogen
+ Best supportive care

Prior therapy docetaxel:

* Enzalutamide (category 1)
» Abiraterone acetate' with prednisone (category 1)
» Cabazitaxel with prednisone (category 1)
* Clinical trial
+ Docetaxel rechallenge!
» Alternative chemotherapy (mitoxantrone)
+ Other secondary hormone therapy

» Antiandrogen

» Antiandrogen withdrawal

» Ketoconazole

» Corticosteroids

» DES or other estrogen
+ Best supportive care

tSee Pnnciples of Immunotherapy and Chemotherapy (PROS-G).

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

Version 1.2015, 1024714 © National Comprehensive Cancer Network, Inc. 2014, All nghts reserved. The NCCN Guideiines® and this llustration may not be reproducad In any form without the express witien pamission of NCCN®.
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Figure 6.11.1: Flowchart of the potential therapeutic options after PSA progression following initial
hormonal therapy

Asymptomatic
Monitorin
mCRPC 9

\ Conventional anti-
PS 2+ androgens

l

Good performance status 0 or 1 With evidence of progressive

et \ * Npheradi

Mildly symptomatic or asymtomatic men
wmo mgteme of visceral metastasis Men with symptomatic disease and/or viseral metastases

Abiraterone No visceral mets Visceral mets
Sipuleucel T
Enzalutamide

Docetaxel
? Docetaxel Docetaxel

Alpharadin

"

Second line theraples (dependent on previous treatments)
Docetaxel

Abiraterons
Enzalutamide
Cabazitaxel

EAU guidelines 2015




ERA 223—A Phase 3 Trial of Radium-223 Dichloride in Combination With Abiraterone Acetate and Prednisone
in the Treatment of Asymptomatic or Mildly Symptomatic Chemotherapy-Naive Patients With Bone-Predominant
Metastatic Castration-Resistant Prostate Cancer

Bracarda Sergio’, Procopio Giuseppe?, Parker Chris’, Tombal Bertrand®, Miller Kurt’, Saad Fred", Fang Fang’, Zhang Amily*, Kornacker Martin’, Higano Celestia®, Smith Matthew Raymond"'
ed at ESMO 2014, M.R.Smith, et af)

Prostate Cancer

* Prostate cancer is the second most common cancer in men
and resulted in 307,000 deaths worldwide in 2012'

Most men with metastatic disease are first treated with
androgen deprivation therapy; however, the majority
ultimately develop castration-resistant peostate cances ((RPCY
* Approximately 50% of patients with metastatic disease are
asymptomatic and therefore may not be good candidates
for immediate chemotherapy, but may still benefit from
alternate therapies™!

> 90% of patients with metastatic CRPC have bone
metastases keading to bone pain, symptomatic skeletal
events ($SEs), disability, decreased quality of life, and death®’

Radlum-223 Dichloride (Radium-223)

* Radium-223 is a first-inchass alpha radiopharmaceutical that
selectively targets bone metastases. Radium-223 particle
range is shorter than that of beta emitters (< 100 pm
[« 10 cell chameters]), which limits surrounding tissue
damage’ (Figure 1)

Figure 1. The Target of Radium-223

Donato Hospital, Are

* Unlike beta emitters, which are used for pain palliation,
radium-223 has been shown in a large, randomized,
placebo-controlled phase 3 trial (ALSYMPCA)' to provide
8 survival advantage for CRPC patients with symptomatic
bone metastases whon added to best standard of care
(eg. local external beam radiation therapy (EBRT],

i i androge le, estrogens)

- Compared with placebo, radium-223 prolonged overall
survival by 3.6 months and delayed time 1o first SSE by
5.8 months' (Figure 2)

* Survival was prolonged regardiess of concomitant uie
of bisphosphonates or previous cytotoxic chemotherapy
with docetansl, which led to quidelings recommending
pre- and post-docetaxel use of radium-223

« Radium-223 also had a favorable safety profile with low
rates of myelosuppression. Lack of significant toxicity,
particularly when radium-223 is administered with best
standard of care, supports combining it with ather agents

Figure 2. ALSYMPCA Efficacy Results

0 4 yrphorntic ekl et

Abiraterone Acetate (Abiraterone)
* Abiraterone acetate is 8 prodrug rapidly converted on

absorption to abiraterone, a selective irreversible steroidal
inhibitor of 17a-hydraxylase/C17,20 lyase that targets
sndrogen synthesis in testes, adrenal glands, and prostate
cancer cells*

STUDY RATIONALE

* Treatment options remain limited for asymptomatic and

mildly sy ic patients with b

* Given the different modes of action of radium-223 and
abiraterone and their nonoverlapping safety profiles, it
is expected that the combination will prolong SSE-free
survival, compared with abiraterone akone

STUDY OBJECTIVE

* To evaluate the effects of adding radium-223 to abiratercne
and prednisone in patients with asymptomatic or mikdly

Alve DANG.

Pyl P

ymp
metastatic CRPC

STUDY DESIGN

» This internations, randomized, double-blind, placebo-

controlled, phase 3 study (ERA 223, NCT02043678) Is being

conducted in North America, Europe, Asia, Australa, Brazil,

and lsrael at 168 investigative sites (Figure 3)

~800 patients will be randomized 1:1 to receive radium 223

(50 kBkg body weight IV) or matching placebo every

& weeks for 6 cycles, plus oral abiraterone (1000 mg once

daily) and oral prednisone (5 mg twice daily)

= Randomization will be stratified by region, concurrent
use of denosumab or bisphosphonates, and total alkaline
phosphatase (< 90 WL s 2 90 UL)

= After completion of radium-223 treatment, all patients
will continue on abiraterane plus prednisone until
onstudy SS€ or death

figure 3, Study Design

Primary
¢ Symplomatic skeletal event-free survival (SSE-FS)—time
{rom randomization to occurrence of
= On-study SSE defined as
* EBRT for seletal symptoms

| Marsden NHS Found

Nt Olobal Chmica

o Age 2 18 years with life expectancy 2 6 months

. o
gRosy &

adenocarcinoma
o Known castration-resistant disease, documented

B panflomad
gnony Ly

* New symp pathologic beal bone
fracture

o Spinal cord compression

* Tumor-related orthopedic surgical intervention

- Death from any cause

Secondary
* Overall survival
* Time to
~ Oplate use for cancer pain
= Pain progression
= Cytotoxic chemotherapy
* Radiologic progression free survival
* Acute and long-term safety, including hematologk
parameters and new primary malignancies
Select Exploratory
o Time to first on-study SSE, alkaline phosphatase (ALP)
progression, prostate-specific antigen (PSA) progression
* Percentage change in total ALP from baseline

* Time to increase in physical symptoms based on the FACT
Prostate Symptom Index: Disease-Related Subscale—Physical
(FPSI-ORS-P) score

* 2 2bone metastases within 4 weeks prior 1o randomization
+ Agymptomatic o mildly symptomatic prostate cancer per
warst pain in last 24 hours (question 3) on the Briet Pain
Index-shoet form
~ Score of 0 = asymptomatic
= Score of 1:3 = mildly symptomatic

+ Eastern Cooperative Oncology Group perf status,
Oort

+ Adequate hematologic, hepatic, and renal function

Exclusion Criteria

+ Prior treatment with abiraterone or cytotoxic chemotherapy
Current or history of visceral or brain metastasis

Malignant lymphadenopathy > 3 am in short-axis diameter
Prior hemibody external radiotherapy of systemic
radiotherapy with strortium-89, samarium-153, thenium-186,
thenium-188, or radium-223

Opiate use for cancer-related pain currently or during
A weeks prior to randomization

ASSESSMENTS AND FOLLOW-UP

Treatment Phase

o Patients will be assessed a1 each treatment visit for efficacy,
safety, and health-related quality of Ife
+ Clinic visits to be made every 2 weeks until the fourth

-

+ Long-term follow-up period
- For patients experiencing an SSE at any point
-~ Manitoring by phone to occur every 6 months and
extend 7 years after the last radium-223 dose or until loss
10 follov-up, withdrawal of consent, or death

STATISTI ETHODS

« The intent-to-treat population (all randomized patients)
will be used in all efficacy analyses

+ The safety population (all randomized patients recenving

21 study drug dose) will be used in all safety analyses

The overall 2-skded type | error rate for analysis of the

primary efficacy end point is 0.05. Multiplicity adjustment

will be done for the analyses of secondary end points

800 patients expected to provide 389 SSE-FS events are

needed 1o detect 3 39% increase in SSEFS; ie, an overall

0,05 bevel 2-sided log-rank test has approximately 0% power

to detect a difference between the 2 SSE-FS curves if the

afternative hypothesis HR is 0.72, assuming the median SSE-£5

16 29.2 months for radium-223 versus 21.0 months for control

The primary and secondary time-to-event end points

will be analyzed using a stratified log-rank test with the

randomization stratification factors

No formal interim analysis is planned for the primary end

point; one interim (at same time as final primary end point

analyss) and one final analysis are planned for overall sunival

o Safety variables will be analyzed using frequenty tables and
descriptive statistics

STUDY STATUS

o This study is currently recruiting patients

* As of September 5, 2014, 74 patlents have been screened,
43 have been entolled; first patient first visit occurred on
March 31, 2004

* Ina large, randomized, placebo-controlled phase 3 trial PR .
e ot i g o 13 e ol (vt p o REFERENCES
surface chemotherapy-naive metastatic CRPC." abiraterone 1000 mg e L ———— :
once daily plus prednisone § mg twice dally, compared with e oy SDIFENOAR S pruchisods Wone o o et i ; e e
. " wpt - radium-223/placebo injection, whichever occurs later)
placebo plus prednisone, e i s Vuen b
¢ L 3 e marony Vony
- Sigfintyimprosed adographc progresion ey g Follow-up Phase
by LT e, g | W 0 5
;u:v:&l, ::)6.5n83m [HR = 0.53; 9% €1, 045062, ot by o i (o e o Active folow-up period 3 g ot ot W6 )
« Showed 8 trend toward overall survival improvement, Swtore by ¢ S o ':::' by = With dink visits  for iad U
with 2 25% decrease in the risk of death (HR = 0.75; - whiin i Sl s . :::m“m& dixontinung treatment without : E'.: ?'.:..1:...-... Jrp—
95% €, 061093 P=0.01) wow) o oty and 04 )
. Wiy oy » Evaluations o occur every 3 months, extending
oo
. Abfmerou mmmt?vuh?pmg m@ with radium-223 e — untl an SSE o the patient is unabl to trave, i st ACKNOWLEDGMENTS
 Abiratercne plus prednisone is a standard of care for el 10 folkow-up, withdraws consent, or dies
CRPC patients who are asymptomatic or mildly symptomatk - Without dinic visis Research suppore pronded by
(and therefore not eligible for docetaxe!) Bayer HeakhCare Pharmaceuticals, Inc.
o For patients unable to travel, evaluations to ocour by
phone as above ™ i ol the mehee
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Morris, MJ et al (Abstract 5012)
Effects of Radium-223 dichloride (Ra-223) with docetaxel on prostate-specific
antigen (PSA) and bone metastases: A Phase 1/2A Clinical Trial

EFFECTS OF RADIUM-223 DICHLORIDE (RA-223) WITH DOCETAXEL (D) VS D ON PROSTATE-SPECIFIC ANTIGEN (PSA)
AND BONE ALKALINE PHOSPHATASE (BALP) IN PATIENTS (PTS) WITH CASTRATION-RESISTANT PROSTATE CANCER
(CRPC) AND BONE METASTASES (METS): A PHASE 1/2A CLINICAL TRIAL. (MORRIS ET AL. ABSTRACT 5012)

STUDY DESIGN AND RESULTS
* A follow-up presentation to Morris et al ASCO GU 2015 (Abstract 202) on the same endpoints.

PATIENTS N=46 Radium-223 50KBqg/kg IV 6 week x 5 + docetaxel 60 mg/m2 1V q 3
week x 10 + 5 mg prednisone bid (n=33)
* Progressive metastatic CRPC

* >2 bone metastases

Docetaxel 75 mg/m? IV q 3 week x 10 (option of step down to

* >2 lung and/or liver (>2 cm) metastases were not permitted docetaxel 60 mg/m? IV) + 5 mg prednisone bid (n=13)

* No symptomatic nodal disease or other primary tumors

OBIJECTIVES: Safety, PSA, and bALP dynamics P——— PSA bALP*

Ra-223 + DOC (n=33) DOC (n=13) ;| Ra-223 + DOC (n=23) DOC (n=11)

* NOTE: Only 2/13 patients who received Any increase, n (%) 3(9) 4(31) 0 0
docetaxel alone completed the approved Decrease, n (%)
dose of 75 mg/m2. A higher percentage of <30% 4912) 1(8) 0 0
patients who receiyed do'cetaxel alone ig% ;g g‘l’; ?Egi; 1; gg;’)
(54%) compared with radium-223 + >80% 10 (30) 4(31) 2(18)

docetaxel (27%), discontinued treatment.

Normalization , n (%) N/A N/A 7 (64)

Median percentage

change from baseline A2 St ; S

KEY TAKE AWAY: Radium-223 + docetaxel was well tolerated as confirmed by the preliminary safety findings in the phase 2a
expansion cohort. PSA and bALP declines were seen in both treatment arms. A higher percentage of patients who received radium-
223 + docetaxel —versus docetaxel alone had normalized bAls®leugls with baseline bALP > upper limit of normal (> 21 pg/L).




