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... ... administration
Special populations Special populations

Renal impairment

There are limited data to determine the
best dosing options for patients with end-
stage renal disease (ESRD) on
haemodialysis.
Pharmacokinetic/pharmacodynamic
simulations based on available data in this
population suggest that the starting dose
for patients with ESRD on haemodialysis
is a single dose of 15-20 mg or two doses
of 10 mg given 12 hours apart, to be
administered post-dialysis and only on the
day of haemodialysis. A single dose of
15 mg is recommended for patients with
platelet count between 100,000/mm3 and
200,000/mm3. A single dose of 20 mg or
two doses of 10 mg given 12 hours apart is
recommended for patients with platelet
count of >200,000/mm3. Subsequent
doses (single administration or two doses
of 10 mg given 12 hours apart) should be
administered only on haemodialysis days
following each dialysis session. These
dose recommendations are based on
simulations and any dose modification in

Renal impairment

There are limited data to determine the
best dosing options for patients with end-
stage renal disease (ESRD) on
haemodialysis. Available data in this
population suggest that the starting dose
for  patients with ESRD on
haemodialysis is a single dose of 15 mg
or 20 mg, to be administered after
haemodialysis has been completed and
only on the day of haemodialysis. A
single dose of 15 mg is for patients with
platelet count between 100,000/mm”® and
200,000/mm” or a single dose of 20 mg
for patients with platelet count of
>200,000/mm’. Subsequent doses should
be administered once daily on
haemodialysis days following each
dialysis session. Dosing only on dialysis
days, applying a dialysis frequency of 3
times a week, is estimated to result in a
low STATS3 inhibitory effect 24-48 hours
post dose (see section 5.2). Other dosing
regimens may be more suitable from an
efficacy perspective. However, due to
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ESRD should be followed by careful
monitoring of safety and efficacy in
individual patients. No data is available
for dosing patients who are undergoing
peritoneal  dialysis or continuous
venovenous haemofiltration (see section
5.2).

increased metabolite exposure and lack
of knowledge on the potential safety
consequences of these exposures, dose
modification should be followed by
careful monitoring of

safety and efficacy in individual
patients. No data is available for dosing
patients who are undergoing peritoneal
dialysis or continuous venovenous
haemofiltration (see section 5.2).

Infections

Infections

4.4

Special

warnings  and

recautions for
Patients should be assessed for the Patients should be assessed for the risk of Ese
risk of dev;loping serious bacterjal, developing serious bacterial,
mycobacterial, ~fungal and viral mycobacterial,  fungal and  viral
infections. Tuberculosis has been infections.  Tuberculosis has  been
;g‘;orsdeigﬁ%igz?;s rgg?géngsgﬁfgl reported in patients receiving Jakavi for
treatm e};lt pati eﬁts should b% myelofibrosis. Attention should be given
evaluated’ o to the pqssibility of latent or active
(“latent”) tuberculosis, as per local tuberculosis.
recommendations. This can include Jakavi therapy should not be started until
medical history, possible previous actiye §erious infections have resolved.
contact with tuberculosis, and/or Physmans Shm_ﬂd carefu}ly ObS?I'Ve
appropriate screening such as lung x- patients receiving Jakavi for signs
ray, tuberculin test and/or interferon- gn@ symptoms Of_ infections  and
gamma release assay, as applicable. Initiate appropriate treatment
Prescribers are reminded of the risk promptly (see section 4.8).
of false negative tuberculin skin test
results, especially in patients who are
severely ill or immunocompromised.
Jakavi therapy should not be started until
active serious infections have resolved.
Physicians should carefully observe
patients receiving Jakavi for signs
and symptoms of infections and
initiate appropriate treatment
promptly (see section 4.8).

4.4 Special

Progressive multifocal
leukoencephalopathy

Progressive multifocal
leukoencephalopathy (PML) has
been reported with Jakavi treatment
for myelofibrosis. Physicians should
be particularly alert to symptoms
suggestive of PML that patients may
not notice (e.g., cognitive,
neurological or psychiatric

Progressive Multifocal
Leukencephalopathy

Progressive Multifocal
leukencephalopathy (PML) has been
reported with ruxolitinib treatment
for myelofibrosis. Physicians should
be alert for neuropsychiatric
symptoms suggestive of PML.

warnings  and
precautions for

use
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symptoms or signs). Patients should
be monitored for any of these new or
worsening symptoms or signs, and if
such symptoms/signs occur, referral
to a neurologist and appropriate
diagnostic measures for PML should
be considered. If PML is suspected,
further dosing must be suspended
until PML has been excluded.

Special populations

Renal impairment

The starting dose of Jakavi should be
reduced in patients with severe renal
impairment. For patients with end-stage
renal disease on haemodialysis the
starting dose should be based on platelet
counts (see section 4.2). Subsequent
doses (single administration or two doses
of 10 mg given 12 hours apart) should be
administered only on haemodialysis days
following each  dialysis  session.
Additional dose modifications should be
made with careful monitoring of safety
and efficacy (see sections 4.2 and 5.2).

Special populations

Renal impairment

The starting dose of Jakavi should be
reduced in patients with severe renal
impairment. For patients with end-stage
renal disease on haemodialysis the
starting dose should be based on platelet
counts (see section 4.2). Subsequent
doses (single administration) should be
administered on haemodialysis days
following each  dialysis  session.
Additional dose modifications should be
made with careful monitoring of safety
and efficacy (see sections 4.2 and 5.2).

4.4 Special
warnings  and
precautions for
use

As expected with an extended follow-up
period, the cumulative frequency of some
adverse events increased in the evaluation of
the 3-year follow-up safety data (median
duration of exposure of 33.2 months in
COMFORT-I and COMFORT-II for patients
initially randomised to ruxolitinib) from
457 patients with myelofibrosis treated with
ruxolitinib during the randomised and
extension periods of the two pivotal phase 3
studies. This evaluation included data from
patients that were initially randomised to
ruxolitinib (N=301) and patients that
received ruxolitinib after crossing over from
control treatment arms (N=156). With these
updated data, therapy discontinuation due to
adverse events was observed in 17.1% of
patients treated with ruxolitinib.

4.8 Undesirable
effects
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Table 1  Percentage of patients with adverse drug reactions in clinical studies”

Adverse drug reaction Ruxolitinib — myelofibrosis patients
N=301*

All CTCAE CTCAE grade 3/4° Frequency category

gradesc (%) (%)
Infections and infestations
Urinary tract infections™ 12.3 1.0 Very common
Herpes zoster™? 4.3 0.3 Common
Blood and lymphatic system disorders”"?
Anaemia 82.4 42.5 Very common
Thrombocytopenia 69.8 11.3 Very common
Neutropenia 15.6 6.6 Very common
Bleeding (any bleeding 32.6 4.7 Very common

including intracranial, and
gastrointestinal bleeding,
bruising and other bleeding)

Intracranial bleeding 1.0 1.0 Common
Gastrointestinal bleeding 5.0 1.3 Common
Bruising 21.3 0.3 Very common
Other bleeding (including 13.3 2.3 Very common

epistaxis,  post-procedural
haemorrhage and

haematuria)
Metabolism and nutrition disorders
Weight gaina 10.0 1.3 Very common
HypercholesterolaemiaD 16.6 0 Very common
Nervous system disorders
Dizziness® 15.0 0.3 Very common
Headache® 13.9 0.5 Very common
Gastrointestinal disorders
Flatulence” 2.9 0 Common
Hepatobiliary disorders
Raised alanine 26.9 1.3 Very common
aminotransferaseb
Raised aspartate 19.3 0 Very common
aminotransferase

*

Myelofibrosis patients randomised to and treated with ruxolitinib from the phase 3 pivotal
COMFORT-I and COMFORT-II studies

a Frequency is based on adverse event data.
- A subject with multiple occurrence of an adverse drug reaction (ADR) is counted only once in
that ADR category.
- ADRSs reported are on treatment or up to 28 days post treatment end date.
b Frequency is based on laboratory values.
- A subject with multiple occurrences of an ADR is counted only once in that ADR
category.
- ADRSs reported are on treatment or up to 28 days post treatment end date.
¢ Common Terminology Criteria for Adverse Events (CTCAE) version 3.0; grade 1 = mild, grade 2 =
moderate, grade 3 = severe, grade 4 = life-threatening
d These ADRs are discussed in the text.
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Table1 Percentage of patients with adverse drug reactions in clinical studies”

Adverse drug reaction Ruxolitinib — myelofibrosis patients
N=301*

All CTCAE CTCAE grade 3/4¢ Frequency category

grades® (%) (%)
Infections and infestations
Urinary tract infections™* 12.3 1.0 Very common
Herpes zoster”" 4.3 0.3 Common
Tuberculosis® 0.27 0.27 Uncommon
Blood and lymphatic system disorders™®
Anaemia 82.4 42.5 Very common
Thrombocytopenia 69.8 11.3 Very common
Neutropenia 15.6 6.6 Very common
Bleeding (any bleeding 32.6 4.7 Very common

including intracranial, and
gastrointestinal bleeding,
bruising and other bleeding)

Intracranial bleeding 1.0 1.0 Common
Gastrointestinal bleeding 5.0 1.3 Common
Bruising 21.3 0.3 Very common
Other bleeding (including 13.3 2.3 Very common

epistaxis,  post-procedural
haemorrhage and

haematuria)
Metabolism and nutrition disorders
Weight gaina 10.0 1.3 Very common
Hypercholesterolaemiab 16.6 0 Very common
Nervous system disorders
Dizziness” 15.0 0.3 Very common
Headache” 13.9 0.5 Very common
Gastrointestinal disorders
Flatulence” 2.9 0 Common
Hepatobiliary disorders
Raised alanine 26.9 1.3 Very common
aminotransferaseb
Raised aspartate 19.3 0 Very common
aminotransferaseb
JAK SPI JAN14 MoH V2 EMA SmPC + PIL: 1I-006 27-Jun-2013 + IB-008
JAK SPL JAN14 MoH V2 effective 08-Oct-2013 + I1-005 & PSU-009 effective

13-Nov-2013 + ema-combined-h2464en




* Myelofibrosis patients randomised to and treated with ruxolitinib from the phase 3 pivotal
COMFORT-I and COMFORT-II studies
a Frequency is based on adverse event data.
- A subject with multiple occurrence of an adverse drug reaction (ADR) is counted only once in
that ADR category.
- ADRs reported are on treatment or up to 28 days post treatment end date.
b Frequency is based on laboratory values.
- A subject with multiple occurrences of an ADR is counted only once in that ADR
category.
- ADRSs reported are on treatment or up to 28 days post treatment end date.
¢ Common Terminology Criteria for Adverse Events (CTCAE) version 3.0; grade 1 = mild, grade 2 =
moderate, grade 3 = severe, grade 4 = life-threatening
d These ADRs are discussed in the text.
¢ Frequency is based on all patients exposed to ruxolitinib in clinical trials (N=4755)
27X PP DY NIWPIRNT MINAMTT NIRI0R 13w 30T 2R
RulolpienRalipiiamBabihhiiizg X921 minn PP ]?3’017 > AW y2ax2 ( [1‘7373[ 127210 MAANT 1722 DIPRWY 211w
JAK SPI JAN14 MoH V2 EMA SmPC + PIL: 1I-006 27-Jun-2013 + IB-008
JAK SPL JAN14 MoH V2 effective 08-Oct-2013 + 11-005 & PSU-009 effective

13-Nov-2013 + ema-combined-h2464en




9735 1Y (MW YTOR) SRS DY VT

(05.2013 19701)

2.1.2014 :7>8n
$QMWINT DOMY NIDAIND PRWSHN AW
Jakavi Smg, 15mg, 20mg tablets [33747, 33748, 33750]

Novartis Pharma Services AG :212°97 5ya ow

! 72%2 NAnTT VINDY YYD 7T 0D

DIYPIRAT NINANTT
W VoPY 1991 VOPY Mopa pp

2R 1Y

71919n2

IR OX RDY® D0 ,Canp'aa wanvwn vaph !
S ek Nakh by fatnkdah
T A0 AW 0T TR WY AR e
S19°071 N nn 1% oA Douh X
OR oW XD MRNW W CARP'R2
Y32 N7 OR IR NONW T2 10 ovD-oR
V2 annw W 17 Ww Twn oy 2P
mMp>72 ¥E1I© WY TOw X91NT.NONw
oW 7% WY R MY 010

TR DX RS 150 AP wmwsy vanh !
STOR 101297 O°R2T 0°23N

TX Y PR AWy T 70w a7na
SARP'A2 1970 nonn 219% 012 Do

DR YT™D WY aARP'A Ay phwn Tonma !
TIPINT IR TORW ROV

I O°R27T D°AWON0AN TR T2 WO OR e

DX T2 WO PRan YR 217P T OX

N 71292 MR DOMILDNRDIN TN

R OPWRA-NY TR L,IWNA DOWR

, 0279 WIR LNy a0 wp

Sv IR T¥Y AWW IR Mo Ty

JTR IR DWLVIDA ORI ,TON

SU D0 DR 291 R OLTORD

VY TOW RO MR Man o1t
.APYM MDD NPT YR

DR YT WY aRp's oy Dsoun Tonea !
IPIT IR TOW NDYT

I DRI DMAWON0TA TR TP WO O e
DR 79 WUw 1nan TOXR 2P mwn OX
A in i NS bH o B a Wbl ufoYa ki PaTa R TR T
W OPWR-NY MR L,TDWRR DOWP
Ry 2172 [~ I o ki brfa b Sy i iy i L 74
W IR T2 AWM W Mo ATy
TR TN IR DWORILA TR ,TON
progressive 9w Dm0 On 1IR)
.(multifocal leukoencephalopathy

RswT S15Y
71979n2

JAK SPI JAN14 MoH V2
JAK SPL JAN14 MoH V2

EMA SmPC + PIL: 1I-006 27-Jun-2013 + IB-008
effective 08-Oct-2013 + I1-005 & PSU-009 effective

13-Nov-2013 + ema-combined-h2464en




DR 73R DY Maph PR

W NNR IR IR R ,A70KR72 99N DR OX
M2 PI CARP'A DY MITIDI MIN DY IR CaARP'S
XD .ORPWIT arORTAY NRY LArYRTR
W W DAR 732 DAR2 X DR OR TP 0N

.1 992 R nvhav 1m0 NI

DDA IR By Maph PR

MARP' W NNR IR 0p ,a0RITA 99107 AR OX
RDITT .ARPWIN PRIV MR LIPORTT 002
2111 992 AP nhaw and T nRe

wanwn 739
N2

NI PN DY NIWPIRNT MNATTT NRIon AR 10 28R
0PV DIPPHA 2MPW R 2NN 1990 P 107 W LA Yaxa (12ya) 1n10 MM 173 arRY 0w

JAK SPI JAN14 MoH V2
JAK SPL JAN14 MoH V2

EMA SmPC + PIL: I1-006 27-Jun-2013 + IB-008

effective 08-Oct-2013 + I1-005 & PSU-009 effective

13-Nov-2013 + ema-combined-h2464en




