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Liver injury Liver injury 4.4 Special

Liver injury, including cases of severe
liver injury, has been reported with
vemurafenib (see section 4.8). Liver
enzymes (transaminases and alkaline
phosphatase) and bilirubin should be
monitored before initiation of treatment
and monthly during treatment, or as
clinically indicated. Laboratory
abnormalities should be managed with
dose reduction, treatment interruption or
with treatment discontinuation (see
sections 4.2 and 4.8).

Liver laboratory
abnormalities may occur
with vemurafenib (see
section 4.8). Liver
enzymes (transaminases
and alkaline phosphatase)
and bilirubin should be
monitored before
initiation of treatment and
monthly during treatment,
or as clinically indicated.
Laboratory abnormalities
should be managed with
dose reduction, treatment
interruption or with
treatment discontinuation
(see sections 4.2 and 4.4).

warnings and
precautions for
use

Tabulated summary of adverse reactions
Table 3: ADRs occurring in patients
treated with vemurafenib in the phase II
or phase III study and events*
originating from safety reports across all
trials* and post-marketing sources#.
Blood and lymphatic system disorders-
Uncommon- Neutropenia

Hepatobiliary disorders- Uncommon-
Liver injury

Skin and subcutaneous tissue disorders-
Common- panniculitis (including
erythema nodosum)

Description of selected adverse
reactions

The severity of liver laboratory
abnormalities observed in clinical trials
and post-marketing sources are shown
below:

o >5x ULN ALT

° >2x ULN ALP

o >3x ULN ALT with
simultaneous elevation of bilirubin
concentration > 2x ULN

4.8 Undesirable
effects




2949 POY2 (MNXV2 ¥PR) NN DY NYNHN
(3102.50 Y1YR)

09/03/2014 ' xn
Zelboraf®147.24.33558.00 niwa 19001 N'721X2 V'WON DY

n"va (1xw') np'vax¥nid YN nivn i nv

I 7272 nnnnnn V97 TVI'M DT 09IV

NiYpiana ninnnan

wTn VOV N1 LOFL i7va 7o

NN DNY7 NIY'DINAY 'RII7 NIYDIN X117 niyoin .4
(1:10 TV 2w ninHwY)
Y7 NNNNY [DIYD DN 7Y DT e

NIFINY DMWY NIY'DINY 'RI7 NIYOIN NIY'SINY 'RiI7 NIYOIN
(1:100 1Y 7w ninHwY) 7w nINDY) NigInY 0MY?
7Y NTAYN NIP'TA NIRXINMY 'Y @ (1:100 Tv
7715 , 7202 NY'A9 IX T2 'TIPON T2 '"TIPONA DY e
TAONY ITD NN TAd2 NMIMN Ny 7 ninna nrhy)
N7 91X TON? N'7¥N 11'N (AST

D270 DTN 'KN NINNQ NNN9N @
(nnonom)




