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Read all of this leaflet carefully before you start using this medicine becausa it contains important 
information foryou. 
- Keepthis leaflet. You may need to read itagain. 
- lfyou haveany furlher questions, askyourdoctoror pharmacist. 
- If you get any side affects, talk to your doctor or pharmacist. This includes any side affects not listed in lhis 
leaflet. See section 4. 

What 1s ln thls leaflet? 
1. What BORTEZOMIB NEAPOLIS isandwhat il is usedfor 
2. Whatyou need to know beforeyou use BORTEZOMIB NEAPOLIS 
3. Howtouse BORTEZOMIBNEAPOLIS 
4. Possiblesideeffects 
5. Howto store BORTEZOMIB NEAPOLIS 
6. Contents of the pack and otherinformation 

1. What BORTEZOMIB NEAPOLIS ls andwhat Il ls used for? 
BORTEZOMIB NEAPOLIS contains the active substance bortezomib, a so-œlled ·proteasome inhibitor''. 
Proteasomes play an important role in contrornng cell function and growth. By interfering with their function, 
bortezomib can kill cancercells. 

BORTEZOMIB NEAPOLIS, as monotherapy, is indicated for the treatment of patients with progressive multiple 
myaloma who have received at leastone previous treatment andwho havaalready received or are ineligible for a 
bone marrowtransplant. 

BORTEZOMIB NEAPOLIS, in combination with melphalan and prednisone, is indicated for the treatment of 
patients with untreated multiple myeloma who are no! eligible for intensive chemotherapy with bone marrow 
transplantation. 

2. Whatyou need to know beforeyou use BORTEZOMIB NEAPOLIS? 
Do not use BORTEZOMIB NEAPOLIS 
- ifyou areallergiclo bortezomib, boron orto anyofthe olher ingredients ofthis medicine (listed in section 6) 
- ifyou have certain sevare lung or heart problems. 

Warnings and precautions 
You should tell yourdoctor ifyou haveanyoflhe following: 
• Lownumbers ofredor whitebloodcells 
• Bleading problems and/or lownumberof platelats in yourblood 
• Diarrhoea, constipation, nausea orvomiting 

Fainting, dizziness or light-headedness in the past 
Kidney problems 
Mode rate to severe liver problems 
Numbness, tingling, or pain in the handsor feet(neuropathy) in the past 
Heartor blood pressure problams 
Shortness of breath or cough 
Seizures 
Shingles (localised including around the eyesor spread across the body) 
Symptomsoftumor lysissyndrome such as muscle cramping, muscleweakness, confusion, visual loss or 
disturbances and shortness of brealh 
Memory loss, troublethinking, difficultywith walking orlossof vision. 
These may be signs of a serious brain infection and yourdoctor may suggestfurthertesting and follow-up. 

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

You must read the package leaflets of all medicinal products to be taken in combination with BORTEZOMIB 
NEAPOLIS for infom,ation relatad to these medicines before starting treatmentwith BORTEZOMIB NEAPOLIS. 
When thalidomide is used, particular attention to pregnancy lasting and prevention requirements is needed (see 
Pregnancyand breast-feeding in this section). 
Children and adolescents 
BORTEZOMIB NEAPOLIS should not be used in children and adolescents because it is no! known how the 
medicinewill affectthem. 

othermedicines and BORTEZOMIB NEAPOLIS 
Please tell your doctor, or pham,acist if you are taking, have reœnUy taken or might take any other medicines. 
ln particular, tell your doctor ifyou are using medicines containing any of the following active substances: 

ketoconazole, used totreat fungal infections 
ritonavir, used totreat HIV infection 
rifampicin, an antibiotic used totreat bacterial infections 

- carbamazepine, phenytoin or phenobarbital used to treatepilepsy 
- St. John's Wort(Hypericum perforatum), used for depression orother condilions 
- oral antidiabetics 

Pregnancyand breast-feedlng 
You should not use BORTEZOMIB NEAPOLIS ifyou are pregnant, unlessclearly necessary. 

Beth men and women receiving BORTEZOMIB NEAPOLIS must use effective contraception du ring and for up to 
3 months aflertreatment. If, despitethese measures, pregnancyoccurs, tell yourdoctor immediately. 

You should no! breast-feed while using BORTEZOMIB NEAPOLIS. Discuss with your doctor when il is safe to 
restart breast-faading afl:erfinishing yourtraatment. 
Thalidomide causes birlh defects and foetal death. When BORTEZOMIB NEAPOLIS is given in combination 
with thalidomide you must follow the pregnancy prevention programme for thalidomide (see package leaflet for 
thalidomide) 

Driving and using machines 
BORTEZOMIB NEAPOLIS might cause tiredness, dizziness, fainting, or blurred vision. Do not drive or ope rata 
toolsor machines ifyou experience such sida affects; even ifyou do not, you should st�I becautious 

3. Howto use BORTEZOMIB NEAPOLIS 
Your doctor will work out your dose of BORTEZOMIB NEAPOLIS accorcting to your height and weight (body 
surface area). The usual starting dose of BORTEZOMIB NEAPOLIS is 1.3 mg/m2 body surface area twice a 
weak. 
Your doctor may change the dose and total number of treatment cycles, depending on your response to the 
treatmenton the occurrence of certain side affects and on yourunderlying conditions (e.g. liverproblems). 

Progressive multiple mye/orna 
Whan BORTEZOMIB NEAPOLIS is given alone, you wil recaiva 4 doses of BORTEZOMIB NEAPOLIS 
intravenously or subcutaneously on days 1, 4, 8 and 11, followed by a 10-day 'rest period' without treatment. 
This21-dayperiod (3weeks) corresponds toone treatmentcycle. You might receive upto 8 cycles (24weeks). 

Previously unfreated multiple mye/orna 
If you have no! baen treated bafore for multiple myeloma, and you are not suitabla for blood stem cell 
transplantation you will raceiva BORTEZOMIB NEAPOLIS together with two other medicinas: melphalan and 
prednisone . 
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ln this case, the du ration of a lreatmentcycle is42days (6weeks). You will receive9 cycles (54 weeks). 
• ln cycles 1 to4, BORTEZOMIBNEAPOLIS is administered twiceweeklyondays 1,4, 8, 11,22, 25, 

29and 32. 
• lncycles5to9, BORTEZOMIBNEAPOLIS is administered onceweeklyondays 1, 8, 22and29. 
Melphalan (9 mgfm') and prednisone (60 mg/m') are both given orally on days 1, 2, 3 and 4 of the first week of 
eachcycle. 

How BORTEZOMIB NEAPOLIS is given 
This medicine is for intravanous or subcutaneous usa. BORTEZOMIB NEAPOLIS wil be administerect by a 
health care professional experienced in the use of cytotoxic medicines. 
BORTEZOMIB NEAPOLIS powder has to be dissolved before administration. This will be done by a healthcare 
professional. The resulting solution is then either injected into a vein or un der the skin. Injection into a vein is 
rapid, ta king 3 to 5seconds. Injection undertheskin is in eitherthe lhighsorthe abdomen. 

lfyou aregiven too much BORTEZOMIB NEAPOLIS 
As lhis medicine is being given byyourdoctoror nurse, it is unlikely thatyou will be given too much. ln the unlikely 
avant of an overdose, your doctor will monitor you for sida affects. 

4. Possiblesideeffects 
Like ail medicines, this medicine can cause side effects, although no! everybody gels them. Sorne of these 
effects may be serious. 

If you are given BORTEZOMIB NEAPOLIS for multiple myeloma or mantle cell lymphoma, tell your doctor 
straightaway ifyou notice anyofthe following symptoms: 
- muscle cramping, muscle weakness 
- confusion, visuel loss ordisturbances, blindness, seizures, headaches 
- shortness ofbreath, swelling ofyourfeetor changes in yourheart beat, high blood pressure, tiredness, fainting 
- coughing and braathing difficulties ortightnass intha ch est. 

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 wilh BORTEZOMIB NEAPOLIS, to check your blood cell counts regularly. You may 
axperience a rectuction in the number of: 
- platelets, which maymakeyou be more pro ne to bruising, orto bleeding withoutobvious injury (e.g., bleeding 
from yourbowels, stomach, mouth and gum orbleeding in the brain orbleeding from the liver) 
- red blood cells, which can cause anaemia, with symptoms such as tirednessand paleness 
- white blood ce lis may makeyou more proneto infectionsor flu-like symptoms. 

lf you are given BORTEZOMIB NEAPOLIS for the treatment of multiple myeloma the side affects you may get 
are listed below: 
Verycommon sideeffects(may affectmorethan 1 in 10 people) 
-Sensitivity, numbness, tingling orbuming sensation of the skin, or pain in the handsorfeet, dueto nervedamage 
- Reduction in the number of red blood ce lis and or white blood cells (see above) Fever-Feeling sick (nausea) or 
vomiting, loss of appetite -Constipation with or without bloating (can be severe)-Diarrhoaa: if this happans, it is 
important that you drink more water than usual. Your doctor may give you another medicine to contrai diarrhoea -
Tirednass (fatigue), faelingwaak-Muscle pain, bone pain 

Common sideeffects (may affect up to 1 in 10 people) 
- Low blood pressure, sudden fall ofblood pressure on standing which may lead tofainting -High blood pressure -
Reduced functioning ofyour kidneys - Headache -Gene rai ill 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 wilh 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 -
Dehydralion -Heartbum, bloating, belching, wind, stomach pain, bleeding from your bowels or stomach -
Alteration of liver functioning -A sore mouth or lip, dry mouth, mouth ulcers or throat pain -Weight loss, loss of 
taste -Muscle cramps, muscle spasms, muscla waakness, 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, sweating, anxiety, mood swings, depressed mood, restlessness or agitation, changes in 
your mental status, disorientation -Swelling of body, to include a round eyesand otherparts of the body 

Uncommonsideeffects(may affect upto1 in 100 people) 
-Hearlfailure, heartattack, chest pain, chestdiscomfort, increased or reduced heart rate -FaHing ofyour kidneys 
-Inflammation of a vein, blood clots in yourveins and lungs -Problems with blood clotting -lnsufficientcirculalion -
Inflammation of the lining around your heart or fluid around your heart - Infections including urinary tract 
infections, the flu, herpes virus infections, ear infection and cellulitis -Bloody stools, or bleeding from mucosal 
membranes, e.g., mouth, vagi na -Cerebrovascular disorders -Paralysis, seizures, falling, movement disorders, 
abnom,al or change in, or reduced sensation (feeling, haaring, tasting, smalling), attention disturbance, 
trembling, twitching -Arlhrilis, including inflammation of the joints in the fingers, toes, and the jaw -Disorders that 
affect your lungs, preventing your body from getting enough oxygen. Sorne ofthese include difficulty breathing, 
shortness of breath, shortness of breath wilhout exercise, breathing that becomes shallow, difficult or stops, 
wheezing -Hiccups, speech disorders -lncreased ordecreased urine production (due to kidneydamage), painful 
passing of urine or blood/protains in the urine, fluid retantion -Alterect lavais of consciousness, confusion, 
memory impairment or loss -Hypersensitivity -Hearing loss, deafness or ringing in the ears, ear discomfort -
Hom,one abnormalitywhich may affect sait and water absorption -Overactive thyroid gland -lnability to produce 
anough insulin or resistance to normal levais of insulin -lrritated or inflamed eyes, excessively wet eyas, painful 
eyes, dry eyes, eye infections, discharge from the eyes, ab normal vision, bleeding of the eye -Swelling of your 
lymph glands -Joint or muscle stiffness, sense of heaviness, pain in your groin -Hair loss and abnom,al hair 
texture -Allergie reactions -Redness or pain at the injection site -Mouth pain -Infections or inflammation of the 
mouth, mouth ulcers, oesophagus, stomach and intestines, sometimes associated wilh pain or bleeding, poor 
movement of the intestines (including blockage), abdominal or oasophageal discomfort, difficulty swallowing, 
vomiting of blood -Skin infections -Bacterial and viral infections -Tooth infection -Inflammation of the pancreas, 
obstruction of the bile duct -Genital pain, problem having an erection -Weight increase -Thirst -Hepatitis -
Injection site or injection device related disorders -Skin reactions and disorders (which may be severe and life 
lhreatening), skin ulcers -Bruises, fa lis and injuries -Inflammation or haemorrhage of the blood vessels thal can 
appear as sman rad or purple dots (usually on the legs) to large bruise-like patchas under the skin or tissue -
Benign cysts -A severe reversible brain condition which includes seizures, high blood pressure, headaches, 
liredness, confusion, blindness or other vision problems. 

Rare sideeffects (may affect up to 1 in 1,000 people) 
- Heart problems to include heart attack, angina -Flushing -Discoloration of the veins -Inflammation of the spinal 
nerve -Problems with your ear, bleeding from your ear -Underactivity ofyour thyroid gland -BuddChiari syndrome 
{the clinical symptoms caused by blockage of the hepatic vains) -Changes in or abnormal bowel function -
Bleeding in the brain -Yenow discolouration of eyes and skin Gaundice) -Serious allergie reaction (anaphylactic 
shock) signs of which may include difficulty breathing, chest pain or chas! tightness, and/or feeling dizzy/fainl, 
severe ilching of the skin or raised lumps on the skin, swelling of the face, lips, tangue and for lhroat, which may 
cause difficulty in swallowing, collapse -Breast disorcters -Vaginal tears -Genital swalling -lnability to tolerata 
alcohol consumption -Wasting, or loss of body mass -lncreased appetite -Fistula -Joint effusion -Cysts in the 
lining of joints (synovial cysts) -Fracture -Breakdown of muscle libers leading to other complications -Swening of 
the Uver, bleeding from the liver-Cancer ofthe kidney-Psoriasis like skin condition -Cancer of the skin -Paleness 
of the skin -lncrease of platelets or plasma ce lis (a type of white cen) in the blood -Abnormal reaction to blood 
transfusions -Partial or total loss of vision -Dacreased sex driva -Drooling -Bulging eyas -Sensitivity to light -
Rapid breathing -Rectal pain -Gallstones -Hemia -Injuries -Brittle or weak na ils -Abnom,al protain deposits in 
yourvital organs -Coma -Intestinal ulcers-Multi-organfailure-Death 

Reporting ofside affects 
lf you get any side effects, talk to your doctor or pham,acist. This includes any possible side effects no! listed in 
this leaflet. You can aise reportsidaeffectsdirectlyvia the national reporting system. 
By reporling side effects you can help provide more infom,ation on the safety ofthis medicine. 

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 afler EXP. Do not store above 
30°C. 
Keepthevial in the outer carton in orderto protectfrom light. 
The raconstitutad solution should be used immediataly anar praparation. If the reconstituted solution is not usad 
immediately, in-use storage limes and conditions prior to use are the responsibility of the user. However, the 
reconstiluted solution is stable for 8 hours al 25°C stored in the original vial and/or a syringe, with a total storage 
time for the reconstituted medicina not excaeding 8 hours prier to administration. 

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

6. Contents of the pack and other Information 
What BORTEZOMIB NEAPOLIS lyophilised powdercontains 
- The active substance is bortezomib. Each vial contains 3.5 mg ofbortezomib (as a mannitol boronicester). 
- Theotheringredientsare mannitol. 

lntravenous reconstitution: 
Aflerreconstitution, 1 ml of solution for intravenous injection contains 1 mg bortezomib. 

Subcutaneous reconstitution: 
Afterreconstilution, 1 ml of solution forsubcutaneous injection contains 2.5 mg bortezomib. 

What BORTEZOMIB NEAPOLIS looks llke and contents ofthe pack 
BORTEZOMIB NEAPOLIS powderforsolutionfor injection contains atype I glass 10 ml vial 

Delivery conditions: list 1 
MarketingAuthorisation Holderand Manufacturer: 939 3051 H 

NEAPOLIS PHARMA 
ROUTE DE TUNIS- KM7 - BP 206-NABEUL8000 - TUNISIE 
TEL: +21631833400- FAX:+21672235016 
EMAIL: neapolispharma@neapolispham,a.com 

Marketing authorization number: 9393051 H 

The last revlslon dateofthls leaflet lsJanuary2D19 
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RECONSTITUTION INFORMATION 

SU --�[ INTRAVENOUS USE 
AOD 

1,4ml 
AOD 
3,5ml 

0 9 % SodiLm chlor le Ü. 9 % Sodium chloride 

TD MAKE 
2.5mg/ml 

F'na1 CL nGentration 

-1--- TD MAKE --�

1 mg/ml 

Final concentration 

THIS ISA MEDICINE 

A medicine is a product but not like any other product. 
A medicine is a product that affects your health. If irs not used properly ; it can be health threatening. 
Strictly adhere to the prescription of your Doctor and the use instructions prescribed, 
follow your phamiacist 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. 
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THE FDLLOWING INFORMATION IS INTENDED EXCLUSIVELY 
FOR HEALTH PROFESSIONALS 

1. RECONSTITUTION FORINTRAVENOUS INJECTION 
Note: B0RTÉZ0MIB NEAP0LIS is a cytotoxic agent. Therefore, handling and preparation should be done with care. The use of 
gloves an<I other protective clothing to prevent skin contact is recommended 

ASEPTIC TECHNIQUE MUST BE STRICTLY OBSERVE□ THR0UGH0UT HANDLING OF B0RTEZOMIB NEAP0LIS SINGE NO 
PRESERVATIVE IS PRESENT. 

1.1 Preparalion of the 3.5 mg vial: carefullyadd 3.5 ml of ster1Ie, 9 mg/ml (0.9%) sodium chloridesolulionfor injeclion tothevial 
containing the BDRTEZDMIB NEAP0LIS powder by using a syringe of the appropria:te size without removing the vial stopper. 
Dissolution of the lyophilised powder is completed 11 less than 3 minutes. 

The concentration of the resulting solution wiU be 1 mg,'ml. The soluHonwiM be clear and colourless, with a final pH of4 to 7. You do 
notneedtocheckthepHofthe solution. 

1.2 Before administration, visually inspectthe solution for particulate maller and discolouration. If any discolouration or particulate 
matteris observed, the solution should be discarded. Be surethatthe correct dose is being given forthe lntravenous rollle of 
administration (1 mg/ml). 

1.3 Thereconslitutedsolutionis preservative freeandshouldbeused irrvnediatelyafter prepara:tion. 
However, the chemical and physical in-use stability has been demonstrated for 8 hours al 25QC stored in the original vial anqlor a 
syringe. The total storage lime for the reconstituted medicinal product should not exceed 8 hours prior ta administra:tion. If the 
reconstituted solution is no! used immedhrtely, Il-use storage limes and conditions priorto use are the responsibilily of the user. 

ltisnot necessary taprotectthereconslitutedmedicinalproductfromHght 

2. ADMINISTRATION 
Once dissolved, withdraw the appropriate amount of the reconsliluted solution according to calcuhrted dose based upon 
thepa:lient'sBodySurfaceArea. 
Confirm thedoseand concentrationinthe syringeprior touse(checkthatthesyringeismarlœdas intravenous administration). 
lnjectthe solution asa 3-5secondbolusinlravenousinjectionlhrougha per1pheralorcentralintravenouscatheterinloa vein. 
Flush the peripheral orintravenous ca:theterwith sterile, 9 mg/ml (0.9%) sodium chloride solution. 

BORTEZOMIB NEAPOLIS 3.5 mg powder for soludon for lnjecllon IS FOR SUBCUTANEOUS OR INTRAVENOUS USE. Do not glve 
by olher routes. lnlralbecal adminislration bas resulted in daalb 

3. DISPOSAL 
A vial is for single use only and the remaining solution must be discarded. 
Any unused productorwaste material should be disposed af in accordancewith local requirements 

1. REC0NSTITUTI0NFORSUBCUTANE0US INJECTION 
Note: BORTEZOMIB NEAPOLIS is a cytotoxic agent. Therefore, caution should be used during handling and preparalion. Use of 
gloves an<I other protective clothing to prevent skin contact is recommended. 
ASEPTIC TECHNIQUE MUST BE STRICTLY 0BSERVE0 THR0UGH0UT HANDLING OF B0RTEZOMIB NEAPOLiS SINGE NO 
PRESERVATIVE IS PRESENT 
1.1 Preparallon oftbe 3.5 mg vlal: carelullyadd 1.4 ml of sterile, 9 mg/ml (0.9%) sodium chloridesolulionfor injeclion tothevial 
containing the BORTEZ0MIB NEAP0LIS powder by using a syringe of the appropriate size without removing the vial stopper. 
Dissolution of the lyophilised powder is completed in less than 3 minutes. 
The concentration of the resulting solution will be 2.5 mg,'ml. The solution wia be clear and colourless, with a final pH of 4 ta 7. Vou 
donotneedtocheckthepHofthe solution. 

1.2 Before administration, visually inspectthe solution for particulate maller and discolouration. If any discolouration or particulate 
matter is observed, the solution should be discarded. Be sure thatthe correct dose is being given for the subcutaneous route of 
administration (2.5 mg/ml). 

1.3 The reconslituted product is preservalive free and should be used immediately after preparation. 
However, the chemical and physical Il-use stability has been demonstrated for 8 hours al 25°C stored Il the original vial anqlor a 
syringe. The total storage lime for the reconstituted medicinal product should not exceed 8 hours prior ta administra:lion. If the 
reconstituted solution is no! used immediately, in-use storage limes and conditions priorto use are the responsibilily of the user. 

ltisnotnecessarytaprotectthe reconslituted medicinalproductfromight 

2. ADMINISTRATION 
Once dissolved, withdraw the appropriate amount of the reconsliluted solution accordinc to calcula:ted dose based upon the 
palient's BodySurfaceArea. 
Confirm thedoseand concentrationinthe syringe priortause.(checkthatthesytingeismarkedas subcutaneous 
administration). 
lnjectthe solution subcutaneously, under a 45-90°angle. 
Thereconslilutedsolulionisadministeredsubcutaneouslythroughthe thighs(rightorlett)or abdomen(right orlefl). 
lnjeclionsites shouldberotatedfor successiveinjections. 
If local injection site reactions occurfollowing B0RTEZOMIB NEAP0LIS injection subcutaneously, either a less concentrated 
B0RTEZOMIB NEAP0LIS solution (1 mg/ml instead of2.5 mg/ml) may be administered subcutaneously or a switchto 
intravenous injectionisrecommended. 

BORTEZOMIB NEAP0LIS 3.5 mg powder for solution for injeclion IS FOR SUBCUTANE0US OR INTRAVENOUS USE. Do not give 
by olher routes. lntratbe<:al admlnlslratlon bas resulted ln deatb 

3. DISPOSAL 
Avialisforsingleuseonlyandthe remainingsolutionmustbe discarded 
Any unused product or waste material should be disposed of in accordance wilh local requirements 
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