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Xofigo (radium-223-dichloride): restrictions on use due to increased
risk of fracture and trend for increased mortality
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Xofigo monotherapy or in combination with luteinising hormone releasing hormone
(LHRH) analogue is indicated for the treatment of adult patients with metastatic
castration-resistant prostate cancer (mCRPC), symptomatic bone metastases and
no known visceral metastases, in progression after at least two prior lines of
systemic therapy for advanced PC (other than LHRH analogues), or ineligible for
any available systemic mCRPC treatment.

.0n'o

71910N NX |NAY 1'77 INN2 .NIMYY2 D'AYY? 122 |12'0 DY Wiz 1A'910j72 win'wn e

DA NNOX |I7ITITID/|ITITIOI UXVXX |NVYAX DY A7'wa (1A'910)7) TAI'T 223-DI'T2

IN D'2'N0N X177 ,01N'07 TMyN ,N1IINIY |0 DY 079100 ANINNYT |12'02 NMYWON N7V
.0'77 D1'on ny

-7 27N Dy 27'wa Ik TA7a ('onnm) T 719'0d 223-Dirma wnnwnh Wt e

010 DY DA 071N 719'0%7 luteinizing hormone releasing hormone (LHRH)

nNNa X771 nmyya nrronivsn'o nnMa oy ,(MCRPC) on'o? Tayn ,"MNa namny

-7 D"NVO'0 719'0 P W NINSDY N7 NK7 ANTENN DN7NNY  NIVIT NIfxot

qx N7ap? om'xnn D1'kw IX (LHRH -7 nai7ax 1a'n) advanced prostate cancer
.mMCRPC -7 'at muvoro 719'0

JI7ITTO/ITITION UXVXX (NN DY A17'YWA 12'910772 719'07 TAY NYINN NN'Y? e
[ i

7¢ NdIN1 AN NIYa 'NY NIMXya NNNA DY 071N y'mm 'R 223-01rm2 719'on e

217'wal TA72 NI'vNIVON'ON 1'NY NINXY] NNNA DY 079100 ,N'V07AIKVOIX NI7'YD

nnMa oy o'7271na .LHRH %w nal7ax 1a%n ;0N D"'noo'o 0Muv1o-'vax n'71o'u ny
[12'0N 7V D71y 719'02W NVINN DX NT'OPA 1YN7 W' ,0'"%77 D'NON DY NINXY]

D017 719'0N N7NNN 1197 DNAYWYT '0'0aN [ID'ON NIXI DOXYN NI A¥N DX 1Wn7 W' e
.denosumab Ix 0'V1I90190112 719'0 7IPWT W' .NINDT7 D'UTIN 24 qJwn7 NT'Op

JDNNTRZE 177 v TA-NINNY Vana [l Y'wWonn NTINNY vam oo b ytnn e
2191077 V'WONN 7w Dni7ya PTIVN




BAYER

Background on the safety concern

Data from a randomised, double blind, placebo controlled phase III trial (ERA-223),
showed that there was an increased incidence of fractures (28.6% vs 11.4%), a
reduction in overall median survival (30.7 months vs 33.3 months, HR 1.195, 95%
Confidence Interval (CI) 0.950 - 1.505, p=0.13) and an increased risk of
radiological non-bone progression (HR 1.376 [95% CIs 0.972, 1.948], p=0.07)
among patients receiving radium-223 in combination with abiraterone acetate plus
prednisone/prednisolone (n=401) compared to patients receiving placebo in
combination with abiraterone acetate plus prednisone/prednisolone (n=405). An
increased fracture risk has been found, especially in patients with a medical history
of osteoporosis and in patients with fewer than 6 bone metastases. A statistically
significant overall survival benefit of treatment could not be demonstrated in the
subgroups of patients with fewer than 6 metastases (HR for radium-223 to placebo
0.901; 95% CI [0.553 - 1.466], p=0.674) or a baseline total alkaline phosphatase
(ALP) <220 U/L (HR 0.823 95% CI 0.633-1.068, p=0.142), in a randomised,
double blind, placebo controlled phase III trial (ALSYMPCA); the use of radium-223
is not recommended, in patients with a low level of osteoblastic bone metastases.

In view of the newly identified fracture risk, the uncertainties regarding a trend for
increased mortality and the concerns on imbalances regarding non-bone
progression, the indication of radium-223 is restricted as stated above.

In mildly symptomatic patients, the benefit of treatment should be carefully
assessed to outweigh the risks considering that high osteoblastic activity is likely to
be required for treatment benefit.

Radium-223 is believed to accumulate at sites of high bone turnover such as sites
of degenerative bone disease (osteoporosis) or recent (micro-)fracture, increasing
the risk of fractures. Other factors such as concomitant use of steroids may further
increase the risk of fracture. Therefore, patients with these risk factors may have a
higher risk of experiencing fractures.

Prior, during and after treatment with radium-223, bone status (e.g. by
scintigraphy, bone mineral density measurement) and risk of fractures of patients
(e.g. osteoporosis, less than 6 bone metastases, medication increasing fracture
risk, low body mass index) should be carefully monitored. Concurrent use of
bisphosphonates or denosumab has been found to reduce the incidence of fractures
in patients treated with radium-223. Therefore, such preventive measures should
be considered before starting or resuming treatment with radium-223. In patients
with a high baseline risk of fracture, carefully consider the benefit of treatment
against the risks.

Because of the increased risk of fracture and possible increased mortality observed
when combining radium-223 with abiraterone and prednisone/prednisolone, this
triple combination remains contraindicated. In addition, radium-223 is not



=
A

|BAYER
E
R

recommended to be initiated for at least 5 days following the last dose of

abiraterone and prednisone/prednisolone. Subsequent systemic cancer treatment
should not be initiated for at least 30 days after the last administration of Xofigo.

Further studies are being conducted to further characterise the efficacy and safety
of radium-223, and in particular, the mechanisms responsible for the increased risk
of fractures and possible increased mortality reported in the ERA-223 study.

Company contact point

If you have any questions, or if you require any further information, please contact
Bayer Israel at 09-7626700.
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https://sideeffects.health.gov.il/
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Sincerely,

Dr. Gil Rubin
Medical Director
Bayer Israel
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