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Imnovid in combination with dexamethasone is indicated in the treatment of adult patients with relapsed
and refractory multiple myeloma who have received at least two prior treatment regimens, including both
lenalidomide and bortezomib, and have demonstrated disease progression on the last therapy.

Imnovid in combination with bortezomib and dexamethasone is indicated in the treatment of adult patients
with multiple myeloma who have received at least one prior treatment regimen including lenalidomide.
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4.1 Therapeutic indications
Imnovid in combination with bortezomib and dexamethasone is indicated in the treatment of adult patients

with multiple myeloma who have received at least one prior treatment regimen including lenalidomide.

4.2 Posology and method of administration
Treatment must be initiated and monitored under the supervision of physicians experienced in the
management of multiple myeloma.

e Pomalidomide in combination with bortezomib and dexamethasone
The recommended starting dose of Imnovid is 4 mg orally once daily on Days 1 to 14 of repeated 21-day

cycles.

Pomalidomide is administered in combination with bortezomib and dexamethasone, as shown in Table 1.
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The recommended starting dose of bortezomib is 1.3 mg/m? intravenous or subcutaneous once daily, on
the days shown in Table 1. The recommended dose of dexamethasone is 20 mqg orally once daily, on the

days shown in Table 1.

Treatment with pomalidomide combined with bortezomib and dexamethasone should be given until disease
progression or until unacceptable toxicity occurs.

Table 1. Recommended dosing scheme for Imnovid in combination with bortezomib and
dexamethasone

Cycle 1-8 Day (of 21-day cycle) i
. 1/2|3/4|51|6 |7 |89 |10/11/12/13/14|15/16|17/18/19|20/21
Pomalidomide (4 mq) R A - A A A - - - - - - A AN I S OO FUUN PR P

Bortezomib (1.3 ma/m?) | | | e || e o e

Dexamethasone (20 mqg)

* 3 3 ° 3 ° 3 3 °

Cycle 9 onwards Day (of 21-day cycle) i
. 1/2|3/4|5|6 |7 |89 |10/11/12|13/14|15/16|17|18/19|20|21
Pomalidomide (4 mq) R A D A A A - - - - - - A A I SO OO JUO PO P

Bortezomib (1.3 ma/m?) | | ||| | e

Dexamethasone (20 mq)

* 3 3 ° 3

* For patients > 75 years of age, see Special populations.

Pomalidomide dose modification or interruption

To initiate a new cycle of pomalidomide, the neutrophil count must be > 1 x 10%I and the platelet count
must be > 50 x 109/1.

Instructions onfer dose interruptions and-or reductions for pomalidomide related to haematologic adverse
reactions are outlined in thetable 2 and dose levels are defined in Table 3 below:
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Table 2. Pomalidomide dose modification instructions®
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Toxicity

Dose modification

Neutropenia*
e ANC** < 0.5 x 10%! or febrile
neutropenia (fever 238.5°C and
ANC <1 x 10%/)

Interrupt pomalidomide treatment for
remainder of cycle. Follow CBC*** weekly.

e ANC return to =1 x 1091

Resume pomalidomide treatment at one
dose level lower than previous doseat

3-mg daily.

e For each subsequent drop < 0.5 x
1091

Interrupt pomalidomide treatment.

e ANC return to =1 x 1091

Resume pomalidomide treatment at one

dose level lowerat-+mgless-than the

previous dose.

Thrombocytopenia
e Platelet count <25 x 10%I

Interrupt pomalidomide treatment for
remainder of cycle. Follow CBC*** weekly

o Platelet count return to =250 x 109/

Resume pomalidomide treatment at one
dose level lower than the previous

dose3-mg-daily

e For each subsequent drop <25 x
109/

Interrupt pomalidomide treatment

e Platelet count return to =50 x 1091

Resume pomalidomide treatment at one
dose level lower -mgless than the
previous dose

Rash
Rash = Grade 2-3

Consider dose interruption or
discontinuation of pomalidomide treatment.

Rash = Grade 4 or blistering (including
angioedema, exfoliative or bullous rash or

Permanently discontinue treatment (see
section 4.4).

if Stevens-Johnson syndrome (SJS), Toxic

Epidermal Necrolysis (TEN) or Drug
Reaction with Eosinophilia and Systemic
Symptoms (DRESS) is suspected)

Other

Other = Grade 3 pomalidomide-related
adverse events

Interrupt pomalidomide treatment for
remainder of cycle. Resume at one dose
level lower than previous dose at next
cycle (adverse event must be resolved or
improved to < Grade 2 before restarting

dosing).

* Dose modification instructions in this table are applicable to pomalidomide in combination with
bortezomib and dexamethasone and to pomalidomide in combination with dexamethasone.
*In_case of neutropenia, the physician should consider the use of growth factors. *ANC —
Absolute Neutrophil Count; *CBC — Complete Blood Count.

Table 3. Pomalidomide dose reduction~
Dose level Oral pomalidomide dose

Starting dose 4 mg

4917001 NIPN NND® 7063 .T.N0 6 NIYD2'WYUN ‘N1 ,0D1DIX'] ['12 N”VU21996 (IXTW') DIDIX']
Email: neopharm@neopharmisrael.com 03-9373716 :0pPD 03-9373737 :90 www.neopharmgroup.com



DO9IKR'Y NXI1A[7

Dose level Oral pomalidomide dose
Dose level -1 3mg
Dose level -2 2mg
Dose level -3 1mg

“Dose reduction in this table is applicable to pomalidomide in combination with bortezomib and
dexamethasone and to pomalidomide in combination with dexamethasone

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

Strong CYP1A2 inhibitors

If strong inhibitors of CYP1A2 (e.g. ciprofloxacin, enoxacin and fluvoxamine) are co-administered with
pomalidomide, reduce the dose of pomalidomide by 50% (see sections 4.5 and 5.2).

Bortezomib dose modification or interruption
For instructions on dose interruptions or reductions for bortezomib related adverse reactions, physicians
should refer to bortezomib Summary of Product Characteristics (SmPC).

Dexamethasone dose modification or interruption

Instructions on dose interruptions or reductions for low-dose dexamethasone related adverse reactions are
outlined in Tables 4 and 5 below. However, dose interruption or resumption decisions are at the physician’s
discretion per Summary of Product Characteristics (SmPCQC).

Table 4. Dexamethasone dose modification instructions
Toxicity Dose Modification

Dyspepsia = Grade 1-2 Maintain dose and treat with histamine (Hz)
blockers or equivalent. Decrease by one dose
level if symptoms persist.

Interrupt dose until symptoms are controlled. Add
H: blocker or equivalent and resume at one dose
level lower than previous dosedeerease-one
doselevelwhen-doserestarted-

Dyspepsia = Grade 3

4917001 NIPN NND® 7063 .T.N0 6 NIYD2'WYUN ‘N1 ,0D1DIX'] ['12 N”VU21996 (IXTW') DIDIX']
Email: neopharm@neopharmisrael.com 03-9373716 :0pPD 03-9373737 :90 www.neopharmgroup.com



DO9IKR'Y NXI1A[7

Toxicity

Dose Modification

Oedema = Grade 3

Use diuretics as needed and decrease dose by
one dose level.

Confusion or mood alteration = Grade 2

Interrupt dose until symptoms resolve. Resume
at one dose level lower than previous doseWhen

doserestarted-decrease-dose-by-one-dose level:

Muscle weakness = Grade 2

Interrupt dose until muscle weakness < Grade 1.
Resume at one dose level lower than previous

doseRestartwith-dose-decreased-by-one-level

Hyperglycaemia = Grade 3

Decrease dose by one dose level. Treat with
insulin or oral hypoglycaemic agents as needed

Acute pancreatitis

Discontinue patient-from dexamethasone from
treatment regimen.

Other = Grade 3 dexamethasone-related
adverse reactionsevents

Stop dexamethasone dosing until the adverse
reaction event resolves to < Grade 2. Resume at
one dose level lower than previous doseResume

If recovery from toxicities is prolonged beyond 14 days, then the dose of dexamethasone will be decreased
resumed at by one dose level lower than the previous dose.

Table 5. Dexamethasone dose reduction

< 75 years old

Dose (Cycle 1-8: Days 1, 2, 4, 5, 8, Dose (Cycle 1-8: Days 1, 2, 4, 5, 8,

> 75 years old

Dose Level 9, 11, 12 of a 21-day cycle 9, 11, 12 of a 21-day cycle
Cycle 29: Days 1, 2, 8,9 of a 21-day | Cycle 2 9: Days 1, 2, 8,9 of a 21-
cycle) day cycle)

Starting Dose 20 mg 10 mg

Dose Level -1 12 mg 6 mg

Dose Level -2 8 mg 4 mg

Dexamethasone should be discontinued if the patient is unable to tolerate 8 mqg if < 75 years old or 4 mq if

> 75 years old.

In case of permanent discontinuation of any component of the treatment regimen, continuation of the

remaining medicinal products is at the physician’s discretion.
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¢ Pomalidomide in combination with dexamethasone
The recommended starting dose of Imnovid is 4 mqg orally once daily on Days 1 to 21 of repeated 28-day

cycles.

The recommended dose of dexamethasone is 40 mg orally once daily on Days 1, 8, 15 and 22 of each 28-
day treatment cycle.

Treatment with pomalidomide combined with dexamethasone should be given until disease progression or
until unacceptable toxicity occurs.

Pomalidomide dose modification or interruption
Instructions for dose interruptions or reductions for pomalidomide related adverse reactions are outlined in
Table 2 and 3.

Dexamethasone dose modification or interruption

Instructions for dose modification for dexamethasone related adverse reactions are outlined in Table 4.
Instructions for dose reduction for dexamethasone related adverse reactions are outlined in Table 6 below.
However, dose interruption / resumption decisions are at physician’s discretion per the current Summary of
Product Characteristics (SmPC).

Table 6. Dexamethasone dose reduction

S 75 years old > 75 years old

Dose Level Days 1, 8, 15 and 22 of each 28-day | Days 1, 8, 15 and 22 of each 28-
treatment cycle day treatment cycle

Starting Dose 40 mg 20 mg

Dose Level -1 20 mg 12 mg

Dose Level -2 10mg 8 mg

Dexamethasone should be discontinued if the patient is unable to tolerate 10 mg if < 75 vears old or 8 mqg if
> 75 years old.

Special populations

Elderly

e Pomalidomide in combination with bortezomib and dexamethasone
No dose adjustment is required for pomalidomide.

For information on bortezomib given in combination with Imnovid, refer to the respective current SmPC.

For patients >75 years of age, the starting dose of dexamethasone is:
. For Cycles 1 to 8: 10 mg once daily on Days 1,2, 4,5, 8,9, 11 and 12 of each 21-day cycle
. For Cycles 9 and onwards: 10 mqg once daily on Days 1, 2, 8 and 9 of each 21-day cycle.

2va AN NHnna 'R NIYsin

Thyroid disorders
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Cases of hypothyroidism have been reported. Optimal control of co-morbid conditions influencing
thyroid function is recommended before start of treatment. Baseline and ongoing monitoring of
thyroid function is recommended.

Progressive multifocal leukoencephalopathy (PML)

Cases of progressive multifocal leukoencephalopathy, including fatal cases, have been reported
with pomalidomide. PML was reported several months to several years after starting the treatment
with pomalidomide. Cases have generally been reported in patients taking concomitant
dexamethasone or prior treatment with other immunosuppressive chemotherapy. Physicians
should monitor patients at regular intervals and should consider PML in the differential diagnosis in
patients with new or worsening neurological symptoms, cognitive or behavioural signs or
symptoms. Patients should also be advised to inform their partner or caregivers about their
treatment, since they may notice symptoms that the patient is not aware of.

The evaluation for PML should be based on neurological examination, magnetic resonance
imaging of the brain, and cerebrospinal fluid analysis for JC virus (JCV) DNA by polymerase chain
reaction (PCR) or a brain biopsy with testing for JCV. A neqgative JCV PCR does not exclude PML.
Additional follow-up and evaluation may be warranted if no alternative diagnosis can be
established.

If PML is suspected, further dosing must be suspended until PML has been excluded. If PML is
confirmed, pomalidomide must be permanently discontinued.
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