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Read all of this leaflet carefully before you start using this medicine because it contains important
information foryou. o

- Ifyou haveanyfunherqu‘;astions, askyourdoctoror pharmacist.

- Ifyou get any side effects, talk to your doctor or pharmacist. This includes any side effects not listed in this
leaflet. See section 4.

Whatis Inthis leaflet?
WhatBORTEZOMIB NEAPOLIS isandwhat itis usedfor
DRTEZOMIB NEAPOLIS

. Howtouse BORTEZOMIBNEAPOLIS

. Possiblesideeffects

Howto storeBORTEZOMIB NEAPOLIS
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1. WhatBORTEZOMIBNEAPOLIS Is andwhat It Is used for?

BORTEZOMIB NEAPOLIS contains the active substance bortezomib, a so-called “proteasome inhibitor".
Proteasomes play an important role in controlling cell function and growth. By interfering with their function,
bortezomib can kill cancercells.

Lyophilised powder for solution for injection - Bortezomib
Inthis case, the durati f 42d (6 ks). You will i les (54 weeks).
. Incycles1to4 BORTEZOMIB NEAPOLIS |sadmlnlsleredtwu:eweeklyondays1 4,8,11,22,25,

29and
. IncyclesSloS BORTEZOMIBNEAPOLIS is administered onceweeklyondays 1, 8, 22and29.
Melphalan (3 mg/m®) and prednisone (60 mg/m’) are both given orally ondays 1, 2, 3 and 4 of the firstweek of
eachcycle.

How BORTEZOMIB NEAPOLIS is given

This medicine is for intravenous or subcutaneous use. BORTEZOMIB NEAPOLIS will be administered by a
health care inthe use of

BORTEZOMIB NEAPOLIS powder has to be dissolved before administration. This will be done by a healthcare
professional. The resulting solutlon is then either |n1ec1ed into a vein or underthe skin. Injection into a vein is
rapid, taking 3to 5 ds. | itherthe

I'you areglvan too much BORTEZOMIB NEAPOLIS
nurse, itis unlikely thatyou will be given too much. In the unlikely
you for

eventof . your doctor

4. Possiblesideeffects
Like all medicines, this medicine can cause side effects, although not everybody gets them. Some of these

BORTEZC

VIBNEAPOLIS, as isindi for pati i i Itipl
i i i ineligible fora

y
bone marrowtransplant.

BORTEZOMIB NEAPOLIS, in tion with and is indicated for the treatment of
patients with untreated multiple myeloma who are nnlellglhleforlnlenslve chemotherapy with bone marrow
transplantation.

2. Whatyou need to know beforeyou use BORTEZOMIB NEAPOLIS?
Do not use BORTEZOMIB NEAPOLI

- |fyuu have certain severe lung or heart problems.

Warnings and precauﬂon_:

tell ifyou
Lownumbers ofredorwhitebloodcells
Bleeding probl
Diarrhoea, constipation, nauseaorvomiting
Fainting, dizziness or light-headedness in the past
Kidney problems
Moderate to severe liver problems
tingling, or pain inthe
Heartorblood pressure problems
Shortness of breath or cough
Seizures

inthe past

body)

srssassanooe

i confusion, visual loss or
disturbances and shortness of breath

yloss, vision.
Th y be signs of a seri ininfection and y

follow-up.

You will have to take regular blood tests before and during your treatment with BORTEZOMIB NEAPOLIS, to
checkyour blood cell counts regularly.

YYou must read the package leaflets of all medlclnal products to be taken in cumblnallcun with BORTEZOMIB
NEAPOLIS fori related to these before starting BORTEZOMIB NEAPOLIS.
When lhslldomlde is used pamculsr snsntlon to testing and is needed (see

Children and adolncanu
BORTEZOMIB NEAPOLIS should not be used in children and adolescents because it is not known how the
medicinewill affectthem.

Othermedicines and BORTEZOMIB NEAPOLIS

If you are given BORTEZOMIB NEAPOLIS for multiple myeloma or mantle cell lymphoma, tell your doctor
ifyou
- muscle cramping, muscle weakness
- con'uslon vlsual loss urdlslurbances blindness, seizures, headaches
ou rheartbeat,

tiredness, fainting

Treatment with BORTEZOMIB NEAPOLIS can very commonly cause a decrease in the numbers of red and
white blood cells and platelets in your blood. Therefore, you will have to take regular blood tests before and
during your treatment with BORTEZOMIB NEAPOLIS, {o check your blood cell counts regularly. You may
experience areductionin the number of:

- platelets, which [ jury (e.g., bleeding
from stomach, mouth and from the liver)

- redblood cells, which can cause anaemia, with symptoms such as tirednessand paleness

g, orto bleeding wi
in the brai i

If you are given BORTEZOMIB NEAPOLIS for the treatment of multiple myeloma the side effects you may get
are listed below:

= Bortezomib NEAPOLIS’ mm=]

Reporting ofside effects
If you get any side eﬂecls talk to your doctor or ist. This includ possible side effects not listed in
this leaflet. iathe national reporting system.

By ucana s g ; fomonhe safery i

5. Howto store BORTEZOMIB NEAPOLIS
Keepthis medicine out of the sightand reach ofchildren.

Do not use this medicine after the expiry date stated on the vial and the carton after EXP. Do not store above
30°C.

in
Th i i be usedi Ifthe is notused
immediately, in-use storage times and conditions prior to use are the responsibility of the user. However, the
reconstituted salunon is s(able for 8 hours at 25°C stored in the unglnal vial andlnr a syringe, with a total storage
time for 8h

BORTEZOMIB NEAPOLIS is for single use only.Any unused product orwaste material should be disposed ofin
-accordance with local requirements.

6. Contents of the pack and other Information
What BDRTEZOMIB NEAPDLIS Iyophlll:ad powdercontalni

Lyophilised powder for solution for injection - Bortezomib

1.
Note: BORTEZOMIB NEAPOLIS is a cytotoxic agent. Therefore, handling and preparation should be done with care. The use of
gloves and other

ASEPTIC TECHNIQUE MUST BE STRICTLY OBSERVED THROUGHOUT HANDLING OF BORTEZOMIB NEAPOLIS SINCE NO
PRESERVATIVEIS PRESENT.

11 3.5 mgvial: ile, 9 mg/ml (0.9%) sodi injection tothevial
containing the BURTEIUMIE NEAPOLIS puwﬂerbyusmg a syringe of the appropriate size without removing the vial stopper.
Dissolution of the lyophilised powder i ute

notneedtocheckthepHofthe solution.

will be 1 mg/ml. ill be clear , with a final pH of 4to 7. You do

ticulate

Each i i i ).
= Theolhenngredlenlsaremannllul

Intravenous reconstitution:
1 ml of solution forir injecti ins 1

Subcutaneous reconstitutiol
ml of sol

] injecti ins2.5mg

‘What BORTEZOMIB NEAPOLIS looks llke and contents oﬂhe pack
BORTEZOMIB NEAPOLI: injection

I glass 10 ml vial

Delivery conditions : list|
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NEAPOLIS PHARMA
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Very 1in10 paopls) TEL: +21631 633 400- FAX: +21 S 72235016
itivi f the skin, or p n ,d EMAIL: com
- in of red blood cells and or white blood b Fe -Feeling sick

vomiting, loss of appetite -Constipation with or without bloating (can be severe)-Diarrhoea: if this happens, itis
|mponant that you drink more water than usual Your doctor may give ‘medicine t
(fatigue), Musclt , bone pain

Commonssit ffects (may affect up to 1in 10 people)
-Low blood pressure, sudden maylead
Reduced functioning ofyour kidneys - Generalill feeling, pain, vertigo, light-headedness, a feeling of

weakness or loss of consciousness -Shivering -Infections, including pneumonia, respiratory infections,
bronchitis, fungal infections, coughing with phlegm, flu like illness -Shingles (localised including around the eyes
or spread across the body) -Chest pains or shortness of breath with exercise -Different types of rash -ltching of
the skin, lumps on the skin or dry skin -Facial blushing or tiny broken capillaries -Redness of the skin -
Dehydration -Heartbum, bloating, belching, wind, stomach pain, bleeding from your bowels or stomach -
Alteration of liver functioning -A sore mouth or lip, dry mouth, mouth lcers or throat pain -Weight loss, loss of
taste -Muscle cramps, muscle spasms, muscle weakness, pain in your limbs -Blurred vision -Infection of the
outermost layer of the eye and the inner surface of the eyelids (conjunctivitis) - Nose bleeds -Difficulty or
problems in sleeping, sweanng anxiety, mood swlngs depressed mood, rsstlessness or agitation, changes in
your mental status, di -Swelling of body, to of the body

1in 100 people)
-+ i chest pain, i

reduced heart rate -Failing ofyour kldnsys

Please tell your doctor, or .,

‘avein, blood clots in yourveins and lungt

tell your doctori i of cti

- ketoconazole, used totreat fungal infections
ritonavir, used totreat HIV infection

rifampicin,

St.John's Wort( i for
oral antidiabetics

Pregnancyand breast-feeding
DRTEZC

NEAPOLISifyou t, Y.

Both men and women receiving E_ORTEZOMIB NEAPOLIS must

forupto

You should not breast-feed while using BORTEZOMIB NEAPOLIS. Discuss with your doctor when it s safe to

of the lining around your heart or fluid around your hean Infections including urinary trsc(
infections, the flu, herpes virus infections, ear infection and cellulitis -Bloody stools, or bleeding from mucosal
membranes, e.g., mouth, vagina -Cerebrovascular disorders -Paralysis, seizures, falling, movement disorders,
abnormal or change in, or reduced sensation (feeling, hearing, tasting, smelling), attention disturbance,
trembling, twitching -Arthritis, including inflammation of the joints in the fingers, toes, and the jaw -Disorders that
affect your lungs, preventing your body from getting enough oxygen. Some ofthese include difficulty breathing,
shortness of breath, shortness of bresth wllhout exercise, brea(hmg that becomes shallow, difficult or stops,
wheezlng -chcups, h disord (dueto painful
passing of urine or blood/proteins in the urine, fluid rslenllan -Altersd levels of consciousness, confusion,
memory impairment or loss -Hypersensitivity -Hearing loss, deafness or ringing in the ears, ear discomfort -
Hormone abnormalitywhich may affect salt and water absorption -Overactive thyroid gland -Inability to produce
eenough insulin or resistance to normal levels of insulin -Irritated or inflamed eyes, excessively wet eyes, painful
eyes, dry eyes, eye infections, discharge from the eyes, abnormal vision, bleeding of the eye -Swelling of your
lymph glands -Joint or muscle stiffness, sense of heaviness, pain in your groin -Hair loss and abnormal hair
texture -Allergic reactions -Redness or pain at the injection site -Mouth pain -Infections or inflammation of the
mouth, mouth ulcers, oesophagus, stomach and Intestlnes someﬂmes assm:lated ‘with pain or bleeding, poor
of the intestines (including blockage), difficulty

finishing
Thalidomide causes birth defects and foetal death. When BORTEZOMIB NEA POLIS is given in
with thalidomide you must follow the for (see package leaflet for

thalidomide)

Driving and using machines
EORTEZOMIB NEAPOLIS might cause tiredness, dizziness, fainting, or blurred vision. Do not drive or operate
toolsor evenifyou do not, still

3. Howto use BORTEZOMIBNEAPOLIS
YYour doctor will work out your dose of BORTEZOMIB NEAPOLIS according to your height and weight (body
rfa The usual g of BOR POLIS is 1.3 mg/m’ body surface area twice a

Your doclor may change the dose and total number of treatment cycles, depending on your response to the
anc on ¢ # Y

Progressive multiple myeloma
When BORTEZOMIB NEAPOLIS is given alone, you will receive 4 doses of BORTEZOMIB NEAPOLIS
intravenously or subcutaneously on days 1, 4, 8 and 11, followed by a 10-day 'rest period’ wuhout treatment.
This21 “You might i y (24weeks).

Previously untreated multiple myeloma
If you have not been treated before for multiple myeloma, and you are not suitable for blood stem cell
transplantation you will receive BORTEZOMIB NEAPOLIS together with two other medicines; melphalan and
prednisone.

vomiting of blood -Skin infections -Bacterial and viral In'ectlons -Tooth infection -Inflammation of the pancreas,
obstruction of the bile duct -Genital pain, problem having an erection -Weight increase -Thirst -Hepatitis -
Injection site or |n]ec1|on device related disorders -Skin reactions and disorders (whlch may be severe and life

l Bruises, falls and injuries fthe blood vessels that can
appear as small rsd or purple dots (usually on the legs) to large brulse—llke patches under the skin or tissue -
Benign cysts -A severe reversible braln oondmon which includes seizures, high blood pressure, headaches,
tiredness, confusion, other

pto1in1,
- Heart attack, anglna Flushlng -Di
nerve -Problems with your ear, bleeding from your ear -1
(the clinical symptoms caused by blockage of the hepatic veins) Chsnges in or abnormal bowel function -
Bleeding in the brain -Yellow discolouration of and skin (jaundice) -Serious allergic reaction (anaphylactic
sshock) signs of which may include difficulty breathing, chest pain or chest tightness, and/or feeling dizzy/faint,
severe itching of the skin or raised lumps on the skin, swelling of the face, lips, tongue and /or throat, which may
cause difficulty in swallowing, collapse -Breast disorders -Vaginal tears -Genital swelling -Inability to tolerate
alcohol consumption -Wasting, or loss of body mass -Increased appetite -Fistula -Joint effusion -Cysts in the
lining of joints (synovial cysts) -Fracture -Breakdown of muscle fibers leading to other complications -Swelling of
the liver, bleeding from the liver-Cancer ofthe kidney -Psoriasis like skin condition -Cancer of the skin -Paleness
of the skin -Increase of platelets or plasma cells (a type of white cell) in the blood -Abnormal reaction to blood
transfusions -Partial or total loss of vision -Decreased sex drive -Drooling -Bulging eyes -Sensitivity to Ilght -

pld bfeathlng -Rectal pain -Gallsmnss He ia -In|ur|ss -Brittle or weak nails -Abnormal protein deposits in
-Coma -Intestinal ult -Death

ofthe al the splnal

land -BuddChi
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REGONSTITUTION INFORMATION

12 par
maItens nhsewed the sulutmn snould be discarded. Be surethatthe canec’: dose is being glven forthe Intravenous route of
mg/ml).

13T preparation.
However, the chemical and physical in-use stability has been demonstrated for 8 hours at 25°C stored in the original vial and/or a
syringe. The total sturage time lnr the recunsnmteﬂ medlr.lnal product should not exceed 8 hours prior to admlnlsmon If the

priorto theuser.
2. ADMINISTRATION
= O I , Wit of
thepatient”sBodySurfaceArea,
. i i ingeprior touse
w Inj i througha vein.
« Fi i i i ile, 9 mg/ml (0. jum chi

BORTEZOMIB NEAPOLIS 3.5 mg powder for solution for Injection IS FOR SUBCUTANEOUS OR INTRAVENOUS USE. Do not glve.
byother

3. DISPOSAL
Avial is for single use only and the remaining solution must be discarded.
y

1. RECONSTITUTION FORSUBCUTANEOUS INJECTION
Note: BORTEZOMIB NEAFOLIS |s a cylmoxm aoem Therefure caution should be used during handling and preparation. Use of

Ususe [ INTRAVENOUS USE |

ADD
0.9%

3 5mL
NaCl 0.9% Sodium chioride

ASEPTIC TECHNIQUE MUST BE STRICTLV OBSERVED THROUGHOUT HANDLING OF BORTEZOMIB NEAPOLIS SINCE NO
PRESERVATIVE IS PRESENT

1.1 Preparationofthe 3.5 mg vial: carefully add 1.4 mi of sterile, 9 mg/ml (0.9%) sodium chioridesolutionfor injection tothevial
containing the BORTEZOMIB NEAPOLIS powder by using a syringe of the appropriate size without removing the vial stopper.
Dissolution of s 3minutes

The { i tion will be 2.5 mg/ml. The solution will be clear and colourless, with a final pH of 4to 7. You
donotneedtocheckthepHofthe solution.

TO MAKE

1 mg/mL
Final concentration

12 ini { particulate matter i { particulate
matter is observed, the solution snould be discarded. Be sure thatthe correct dose is being given for the subcutaneous route of
administration (2.5mg/ml).

13 i i i i preparation.
However, the chemical and physical i bil for 8 hours at 25°C stored in the original vial and/or a
syringe. The total storage time fonﬁe mcunsﬁmd medlcmal product should not axceed 8 hours prior to admlmslminn If the

theuser.

THIS IS A MEDICINE

A medicine is a product but not like any other product.

e

ADMINISTRATION
O

patient"s BodySurfaceArea.

A medicine is a product that affects your health. If it's not used properly ; it can be health
Strictly adhere to the prescription of your Doctor and the use instructions prescribed,
follow your pharmacist advice.

Your doctor and your pharmacist know the medicine, its use and side effect.

Don't stop the use of the treatment on your own during the prescribed time.

Don't retake, don't increase the doses without doctor's advice.

Injectthe solution subcutaneously, under a 45-90°angle.
b . e s

Iflocalinjectionsit { i LIS
BC LIS solution (1
intravenous injectionisrecommended.
BORTEZOMIB NEAPOLIS 3. for Do notgive
by other

3. DISPOSAL
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