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To initiate a new cycle of pomalidomide, the neutrophil count must be >1 x 10%I and the
platelet count must be > 50 x 10%/1.
In case of neutropenia, the physician should consider the use of growth factors.

For other Grade 3 or 4 adverse reactions judged to be related to pomalidomide, stop treatment
and restart treatment at 1 mg less than the previous dose when an adverse reaction has resolved
to < Grade 2 at the physician’s discretion.

If adverse reactions occur after dose reductions to 1 mg, then the medicinal product should be
discontinued.

To initiate a new cycle of pomalidomide, the neutrophil count must be >1 x 10%1 and
the platelet count must be > 50 x 10%1.
In case of neutropenia, the physician should consider the use of growth factors.

For other Grade 3 or 4 adverse reactions judged to be related to pomalidomide, stop
treatment and restart treatment at 1 mg less than the previous dose when an adverse
reaction has resolved to < Grade 2 at the physician’s discretion.

If adverse reactions occur after dose reductions to 1 mg, then the medicinal product
should be discontinued.

Pomalidomide interruption or discontinuation should be considered for Grade 2-3 skin
rash. Pomalidomide must be discontinued for angioedema, Grade 4 rash, exfoliative or
bullous rash, and should not be resumed following discontinuation for these reactions.

4.2 Posology and
method of
administration




Renal impairment
A study in subjects with renal impairment has not been conducted with pomalidomide. Patients

with moderate or severe renal impairment (creatinine clearance <45 mL/min) were excluded
from clinical studies. Patients with renal impairment should be carefully monitored for adverse
reactions.

Hepatic impairment

A study in subjects with hepatic impairment has not been conducted with pomalidomide.
Patients with serum total bilirubin > 2.0 mg/dL were excluded from clinical studies. Patients
with hepatic impairment should be carefully monitored for adverse reactions.

Method of administration

Oral use.

Imnovid should be taken at the same time each day. The capsules should not be opened,
broken or chewed (see section 6.6). This medicinal product should be swallowed whole,
preferably with water, with or without food. If the patient forgets to take a dose of Imnovid on
one day, then the patient should take the normal prescribed dose as scheduled on the next day.
Patients should not adjust the dose to make up for a missing dose on previous days.

If strong inhibitors of CYP1A2 (e.g. ciprofloxacin, enoxacin and fluvoxamine) are co-
administered with pomalidomide, reduce the dose of pomalidomide by 50%.

A

Renal impairment

No dose adjustment of pomalidomide is required for patients with renal impairment.
On haemodialysis days, patients should take their pomalidomide dose following
haemodialysis.

Hepatic impairment

clinical studies. Hepatic impairment has a modest effect on the pharmacokinetics of
pomalidomide (see section 5.2). No adjustment of the starting dose of pomalidomide
is required for patients with hepatic impairment as defined by the Child-Pugh criteria.
However, Ppatients with hepatic impairment should be carefully monitored for
adverse reactions and dose reduction or interruption of pomalidomide should be used
as needed.

Method of administration

Oral use.

Imnovid should be taken at the same time each day. The capsules should not be
opened, broken or chewed (see section 6.6). This medicinal product should be
swallowed whole, preferably with water, with or without food. If the patient forgets to
take a dose of Imnovid on one day, then the patient should take the normal prescribed
dose as scheduled on the next day. Patients should not adjust the dose to make up for a
missing dose on previous days.

It is recommended to press only on one end of the capsule to remove it from the blister
thereby reducing the risk of capsule deformation or breakage.

Effect of other medicinal products on Imnovid
Pomalidomide is partly metabolised by CYP1A2 and CYP3A4/5. ltis also a substrate for P-

Effect of other medicinal products on Imnovid
Pomalidomide is partly metabolised by CYP1A2 and CYP3A4/5. Itis also a substrate

4.5 Interaction with
other medicinal
products and other




glycoprotein. Co-administration of pomalidomide with the strong CYP3A4/5 and P-gp
inhibitor ketoconazole, or the strong CYP3A4/5 inducer carbamazepine, had no clinically
relevant effect on exposure to pomalidomide. Co-administration of the strong CYP1A2
inhibitor fluvoxamine with pomalidomide in the presence of ketoconazole, increased exposure
to pomalidomide by 104% with a 90 % confidence interval [88% to 122%] compared to
pomalidomide plus ketoconazole. If strong inhibitors of CYP1A2 (e.g. ciprofloxacin,
enoxacin and fluvoxamine) are co-administered with pomalidomide, patients should be closely
monitored for the occurrence of adverse reactions.

for P-glycoprotein. Co-administration of pomalidomide with the strong CYP3A4/5
and P-gp inhibitor ketoconazole, or the strong CYP3A4/5 inducer carbamazepine, had
no clinically relevant effect on exposure to pomalidomide. Co-administration of the
strong CYP1AZ2 inhibitor fluvoxamine with pomalidomide in the presence of
ketoconazole, increased mean exposure to pomalidomide by 184 107% with a 90%
confidence interval [88 91% to 122 124%] compared to pomalidomide plus
ketoconazole. In a second study to evaluate the contribution of a CYP1A2 inhibitor
alone to metabolism changes, co-administration of fluvoxamine alone with
pomalidomide increased mean exposure to pomalidomide by 125% with a 90%
confidence interval [98% to 157%)] compared to pomalidomide alone. If strong
inhibitors of CYP1A2 (e.g. ciprofloxacin, enoxacin and fluvoxamine) are co-
administered Wlth pomalldomlde reduce the dose of pomalldomlde by 50% patients

forms of interaction

Imnovid doses as high as 50 mg as a single dose in healthy volunteers, and 10 mg as once-
daily multiple doses in patients suffering from multiple myeloma have been studied without
reported serious adverse events related to overdose.

No specific information is available on the treatment of overdose with pomalidomide, and it is
unknown whether pomalidomide or its metabolites are dialysable. In the event of overdose,
supportive care is advised.

Imnovid Pomalidomide doses as high as 50 mg as a single dose in healthy volunteers,
and 10 mg as once-daily multiple doses in multiple myeloma patients suffering-from
multiple-myelema have been studied without reported serious adverse events related
to overdose.

and-n—ksraﬂknewn—whetheﬁ -pPomalldomlde Mmetabelﬂe&a#e@%#sable was

removed by haemodialysis. In the event of overdose, supportive care is advised.

4.9 Overdose

NS YD 9Y MUPEND MANNNN MINION 1AV ,)9¥N 2781
O0PLN DIPN] OMPY N9YIMNIN PN PO ]DU&' v . O)v yaNa (]1'3932 13270 TNIMNN ITHI DIINRY DMNNY

Imnovid 1 mg 152-02-33954: Imnovid 2 mg 152-03-33955; Imnovid 3 mg 152-04-33956; Imnovid 4 mq 152-05-33957

27/9/2016 oa8na 5390PHN INYT2 12N

SY5 115%3 (NP0 ST ) 7N oY

27.09.2016 9°9nn
DIYIIN 9901 NYYIIND 9IVWINN OV




Neopharm Scientific Ltd.

10V Yya ov

f1aDa MIINNN VDD TYPN DT DNV

MYPINN MIMNHN

NI VOPL

vIn vopo

Poya P9

ATD MINN DINNNY WL, MINND DD DIDWNY INND

P09 IN NINNOPT O IN TANDON DY )N NN POLPY TOY NOINY JoN»
MYMNNDY 95N TANND OV DTN MPITA DY NIRNIND DXNNA 210N NN
,N1992 IN 7252 NYYAN D210 NNN DN YD) 7N 1901 DY ORNIN
1191912 DI9VN NYA N2 NNTHP TANN NN PIT NN

1921919N DIVY SnMY PN

OV N7V NN NPAN OX .MDINON NX DIWOY IN MNAD MO PR e
.))202) D92 2VXN NYN NN TN NOY YN DY YN NN PNDON

DD DY PTY - TMNOVANDMON NN WDIO Y e

991N NYD IN DY NDINON DN DIV TWIN °

X

[nppYmba)
MINNOPT DY DN ONINNNN YMIN DNV 75 D7) Hyn DI9NVNY
.0YY 31 20 -5 NN

YT NN DINNND W LANNN DI DINDOHWNY INND

IN PNINNDPT HY IN TANDIN HY )1 NN PLP? TOHY RNV )ON»

TANNY IOV DTN MPrTA HY MXNIND ONNNA IV NN PO

L PPNOPIVAIN NNIVTY) HON THNONIRY MINK MNIN 555N

IN TN TNYIL) DIV DY INNDT MYNNI (PN PNOPIN
N9YIN ,NPYI IN 7252 NPYIN D20 NNN ON I DTN, (MNd)

.19Y7N2 51901 NYA N2 NNTIPA TAYN NN PITD

1520329 9109 1) PN

NOMON NPAN DN .NMDINON NN DYDY IN MNY ,MNIVY PN °
VN YN DX TN PVY ,NYN DY YN NN TANDON YW NV
RiEivaiRaliak]

DD DY PTY - TMNOYANODINON IR WNDAO YW e
D9IN NHD N DY NDINON NN DIV IWIN °

vnnun 195 .3
N9Y9M




YYD NMIND TV PANDIN NHOD v D D3 ° VYN NN TV PAMOINNIDY YW OP YD1 e

TAN NNPA NINDD W (TODYD2) HIWINNN NOIDN NN NIXIND 1IN DY
PN .DINND YT DY DPIMIDND TTIN NNININDIY 7292 NOMON HY
2N NI XM INKRNI NOIDN 1IN DY XND DPvanD

NPYA Y ¥ OX TN VY HHNMY PR TNIN NN TOY RMNIN
VORT N9V HAPN 11N NPYOo2

X

LNS VP9 by MYPNIIND MHIMNNN MINVN Y ,]15”;‘1 2781
L0DPLN OIPIAL DY KDY IMNN 191N P PIDY W .Y ¥aXI (11DYI) NHID MINNT 1TH2 DIRY DMDOY

27/9/2016 o8N 5390PHNX INYT2 Y21




