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Potentiation of radiation toxicity

Cases of radiation recall and radiation
sensitization have been reported in patients
treated with radiation either prior, during, or
subsequent to vemurafenib treatment. Most
cases were cutaneous in nature but some
cases involving visceral organs had fatal
outcomes (see sections 4.5 and 4.8).
Vemurafenib should be used with caution
when given concomitantly or sequentially
with radiation treatment.

[...]

Effects of vemurafenib on other medicinal

products

[...]

Vemurafenib may increase the plasma exposure
of medicinal products that are P-gp substrates.
Caution should be exercised, dose reduction
and/or additional drug level monitoring for P-gp
substrate medicinal products with narrow
therapeutic index (NTI) (e.g. digoxin, dabigatran
etexilate, aliskiren) may be considered if these
medicinal products are used concomitantly with
vemurafenib (see section 4.5).

4.4 Special warnings
and precautions
for use

Radiation treatment

Potentiation of radiation treatment toxicity has
been reported in patients receiving vemurafenib
(see sections 4.4 and 4.8). In the majority of
cases, patients received radiotherapy regimens
greater than or equal to 2 Gy/day
(hypofractionated regimens).

Effects of vemurafenib on substance
transport systems

In vitro studies have demonstrated that
vemurafenib is an inhibitor of the
efflux transporters P-gp and BCRP.
The clinical relevance of this finding is
unknown. It cannot be excluded that
vemurafenib may increase the

Effects of vemurafenib on substance transport
systems

In vitro studies have demonstrated that
vemurafenib is an inhibitor of the efflux
transporters P-glycoprotein (P-gp) and breast
cancer resistance protein (BCRP).

4.5 Interaction with
other medicinal
products and
other forms of
interaction
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A clinical drug interaction study demonstrated
that multiple oral doses of vemurafenib (960 mg
twice daily) increased the exposure of a single
oral dose of the P-gp substrate digoxin,
approximately 1.8 and 1.5 fold for digoxin
AUC ;5 and Ciy, respectively.

Caution should be exercised when dosing
vemurafenib concurrently with P-gp substrates
(e.g. aliskiren, ambrisentan, colchicine,
dabigatran etexilate, digoxin, everolimus,
fexofenadine, lapatinib, maraviroc, nilotinib,
posaconazole, ranolazine, sirolimus, sitagliptin,
talinolol, topotecan) and dose reduction of the
concomitant medicinal product may be
considered, if clinically indicated. Consider
additional drug level monitoring for P-gp
substrate medicinal products with a narrow
therapeutic index (NTI) (e.g. digoxin, dabigatran
etexilate, aliskiren) (see section 4.4).

The effects of vemurafenib on drugs that are
substrates of BCRP are unknown. It cannot be
excluded that vemurafenib may increase the
exposure of medicines transported by BCRP
(e.g. methotrexate, mitoxantrone, rosuvastatin).
Many anticancer drugs are substrates of BCRP
and therefore there is a theoretical risk for an
interaction with vemurafenib.

exposure of other medicines
transported by P-gp (e.g. aliskiren,
colchicine, digoxin, everolimus,
fexofenadine) or BCRP (e.g.
methotrexate, mitoxantrone,
rosuvastatin).

Many anticancer drugs are substrates
of P-gp and/or BCRP and therefore
there is a theoretical risk for an
interaction with vemurafenib.

Summary of the safety profile

[...]

Potentiation of radiation toxicity: Radiation recall
and radiation sensitization have been observed
from postmarketing sources. However the
frequency of this adverse reaction is unknown
since radiation treatment information including
radiation dosage information is not routinely
collected in spontaneous safety reports.

[...]

Table 3: ADRs occurring in patients treated
with vemurafenib in the phase Il or phase 111
study and events originating from safety
reports across all trials® and post-marketing
sources®.

Neoplasms benign, malignant and unspecified
(including cysts and polyps): Rare: Chronic
myelomonocytic leukaemia, pancreatic
adenocarcinoma®

® pProgression of pre-existing pancreatic
adenocarcinoma with KRAS mutation.

Description of selected adverse reactions

[...]
Potentiation of radiation toxicity

Table 3: ADRs occurring in patients
treated with vemurafenib in the
phase Il or phase 111 study and
events originating from safety
reports across all trials and post-
marketing sources.

Neoplasms benign, malignant and
unspecified (including cysts and
polyps): Rare: Chronic
myelomonocytic leukaemia

4.8 Undesirable
effects
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Cases reported include recall phenomenon,
radiation skin injury, radiation pneumonitis,
radiation esophagitis, radiation proctitis, radiation
hepatitis, cystitis radiation, and radiation
NEcrosis.

(nin'va y1N) nnnn 72y Ay TN

16/11/2015 NN
Zelboraf

147-24-33558-00

17272 nMnNnn VINSY TVIM DT 091V

‘N"72182 V'WONN DY

.DIYM Mdon

[27X7 |17V

NiYpiana ninhnnhan

wTn LOPL

'NdI LOJL

[7va po

N9NNA YIN'Y2A NIYARA NITNIM NNATX
[...]

NP2 719'07 NN

TNV DNXRY IX NP2 N'7910 DX XONY7 NIT
N717Y QRIQ7TI ANRA NRT ,N1MP2 719'0 73R4
219'0Nn NINNAIN 'RI'7N NIYODIN DX 1'MNNY

b alval

win'wn 11949 (2
n9Nna

[...]
NXXIND NINNAN 'RI7 NIYOIN 7¢ Dnnn
D'7910N 1172 Y'91NY7 NI7I7Y N1 719'0Nn
719'0N TNX7 IN JWN ,1197 N1 17910 TWUNR
NITRQ Y'DINYT D217V IT NNNNn .RIIA7T DY
,NUN NNIDYY ,0WI IV (12D, 7910W
QIR N7IN7N T
D'NONNN TNXR 17 W' DX N'T'"'N XON7 NIIT
:0'NaNn
'Y IR Q177 NI'NID7YW DIy NNMD e
YN 112
DA NI N7 'YY TUR NN'WI X e
(XM NP7 T) NNy Ik 0N, 721v'wa
,NTN XD ,NY'™72 Y2 AN IX 'UIP
NP'7T) N¥NIN 7w 07179 IX N1X
(owna

[..]

X112 niysin (4




nivypninn nnnnnn

UTn VOV

"NdIl VOV

7va g1

1-2 ny'smw niysIn - NN 'KI7 NIYOIN

10,000 yimn o'wnnwnl0

A10N N'YLIN DY [VIO 7Y D102 NNNNN @
Chronic Myelomonocytic ) RAS
Leukaemia, Pancreatic
( adenocarcinoma
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