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adults recently vaccinated with attenuated live vaccines. 
Following rituximab therapy, patients who develdp infection should be evaluated promptly and treated apprdpriately. Prior 
to initiating treatment with rituximab, it is recomrryended that immunoglobulin levels are determined. I Cases of hepatitis B reactivation have been reported in subjects receiving rituxirnab including fulminant hePc!litis with fatal 
outrome. The majority of these subjects were a ISO exposed lo cytotoxic chemotherapy. Limited information frbm one study 
in relapsed/refractory CLL patients suggests tha, rituximab treatment may also worsen the outcome of primcfY hepatitis B 
infections. Hepatitis B virus (HBV) screening_ s�ould be performed in all patients before initiation of treatment with 
rituximab. At minimum this should include HBsAg-slatus and HBcAb-stab.Js. These can be compleme�d with other 
appropriate markers as per local guidelines. Patients with active hepatitis B disease should not be treated with rituximab. 
Patients with positive hepatitis B serology (eith8r HBsAg or HBcAb) should consult liver disease experts tletore start of 
treatment and should be monitored and managep followlng local medical standards to prevent hepatitis B re,ctlvatlon. 
Very rare cases of progressive mu ltifocal leukoencephalopathy (PML) have been reported during post-marketing use of 
rituximab in NHL and CLL (see SIDE EFFECTS). The majority of patients had received rituximab in c:oolbination with 
chemotherapy or as part of a hematopoietic sterr cell transplanf. 
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Professional Information for BLITZIMA. ��:!1:'=':�munisation with live viral vacci�es, following rituximab therapy has not been sb.Jdied for �HL and CLL 
SCHEDULING STATUS I S4 1 

1 
patients and vaccination with live virus vaccines Is not recommended. Patients treated with riluximab may reteive non-live 
vaccinations. However with non-live vaccines fB:Sponse rates may be reduced. In a non-randomised study,

!
patients with 

PROPRIETARY NAME AND DOSAGE FORM relapsed low-grade NHL who received rttuxlmab' monotherapy when compared to healthy untreated control had a lower 
BLITZIMA 100 I rate of response to vaccination with tetanus repall antigen (1 6 % vs. 81 %) and Keyhole Limpet Haem�yanin (KLH) 

mg concentrate for solution for infusion neoantigen (4 % vs. 76 % when assessed for > 2-fold increase in antibody tiler). For CLL patients similar results are 
BLITZIMA 500 mg concentrate for sblution for infusion assumable considering similarities between both' diseases but that has not been investigated in clinical trial�. 

- ---------'---- ----�-----------------�-- Mean pre-therapeutic antibody titres against a p�nel of antigens (Slre�tococcus pneumonias, influenza A, m�mps, rubella, 
Infusion related ructions: Infusion related deaths (death within 24 hours of infusion) have been associated with varicella) were maintained for al least 6 months after treatment with rituximab. 
rituximab. These events appear as manifestatior\s of an infusion related complex and include hypoxia, pulmonary I I 

infi ltrates, adult respiratory distress syndrome, ryocardial infarction, ventricular fibrillation or card iogeni9 shock. Skin reactions 
Nearly all fatal infusion related events occurred in relation to the first infusion. Severe skin reactions such as toxic epidermal necrolysis (Lyell's syndrome) and Stevens-Johnson syndroole, some with 
Tumour lysis syndrome (TLSJ: In the setting of TLS, acute renal fa ilure requiring dialysis, with instances: of fatal fatal outcome, have been reported (see SIDE EFFECTS). I n case of such an event, with a suspecled rtlationship to 
outcome, has been associated with riluximab. �sessment of renal function and serum electrolytes are indicated in rituximab, treatment should be permanently discbntinued. 
patients with a rapid decrease in tumour volume (see WARNINGS AND SPECIAL PRECAUTIONS). I I I 
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Each vial contains 100 mg (in 10 ml) or 500 mg (ih 50 ml) rituximab. Rituximab is associated with infusion ralated reEjcliOns (IRRs), which may be related to release of cylokine� and/or other 
_Jnaethte Ingredients: _ _ _ _ _ _  -:, _ _ _ _ _ _ _ _ _ _ _ _ _ _ r _ chemical medial<>!!. ��edlcatlon co_nslstlng_ of ,!11 analg_esl.£lantl-P)2!ltlc medlcln.e and ,!n !!_ntl-.n!,sta...!J'lln.!£ m�dl�ne'-

Polysorbata 80, sod ium ch loride, tri-sodium citrate dihydrate, water for injections. stioula" always be adm1msferecl' before each infus1011 of ritUXimab:-i=iremeaicali"on witll �lucocorlico1ds stiould also be 
Sugar free. 1 

administered before each infusion of rituximab i� order to reduce the frequency and seventy of IRRs (see DpSAGE AND 
DIRECTIONS FOR USE and SIDE EFFECTS). 

PHARMACOLOGICAL CLASSIFICATION I The most common symptoms were allergic r�ctions like headache, pruritus, throat irritation, flushing, rljlsh, urticaria, 
A 26 Cytostatic agents hyperten�ion, _and pyrexia. In_ general, the pro_pqrti�n of patients experiencing any infu�io� reaction was hiqher following 

the first 1nfus1on than following the second infusion of any treatment course. The incidence of IRR decreased with 
subsequent courses (see SIDE EFFECTS). Thi) reactions reported were usually reversible with a reduclipn in rate, or 
interruption, of riluximab infusion and administration of an anti-pyrelic, an antihistamine, and, occasional ly, oxygen, 
intravenous saline or bronchodilatora, and glucocorticoids if required. Closely monitor patients with pre-exlsting cardiac 
cond itions and those who experienced prior ca�iopulmonary adverse reactions . Depending on the severijy of the IRR 
and the required interventions, temporarily or permanently discontinue rituximab. In most cases, the infusion can be 
resumed at a 50 % reduction In rate (e.g. from 100 mg/h to 50 mg/h) when symptoms have completely �olved. 
Medicines for the treatment of hypersensitivity reactions, e.g. epinephrine (adrenaline), antihistam ines and glucocorlicoids, 
should be available for immediata use in the eveiit of an allergic reaction during administration of rituximab. I 

PHARMACOLOGICAL ACTION 1 1 
Pharmacodynamic properties 
Rituximab is a chimeric mousei11uman monoclonal I antibody that binds specifical ly to the trans-mambrane antig0n CD20. 
CD20 is found on both nom,al and malignant B �Is, but not on haematopoietic stem cells, pro-B cells, normal1 plasma 
cells or other normal tissue. This antigen does not internalise upon antibody binding and is not shed from the cell surface. 
CD20 does not circulate In the plasma as a free antigen and, thus, does not compete for antibody binding. I 
The Fab domain ofrituximab binds to the CD20 antigen on B lymphocytes and the Fe domain can recruit immune effector 
functions to mediate B cell lysis. Possible mechahisms of effector-mediated call lysis include complemenl-de/iendent 
cytotoxicity (CDC) resulting from C1q binding, andIantibody-dependent cellular cytotoxid'¥ (ADCC) mediated by one or 
more of the r:'cy receptors on the surface of granulobyles, macrophages and NK cells. Rib.Jximab bind ing to CDW antigen 
on B lymphocytes has also been demonstrated tol induce cell death via apoptosis Rib.Jximab binding was observed on 
lymphoid cells in the thymus, Iha white pulp of the �plean, and a majority of B lymphocytes in peripheral blood aryi lymph 
nodes. Little or no binding was observed in the non-lymphoid tissues examined. 
In clinical studies, peripheral B cell counts declinap below normal following oomplelion of the first dose of rituxjmab. In 
patients treated for haematological mallgnancies1 B cell recovery began within 6 months of treatment and generally 
returned to normal levels within 12 months after completion of therapy, although in some patients this may take longer 
(up lo a median recovery time of 23 months post-jnduction therapy). 

1 

In patients with granulomatosis with polyangiilis pr microscopic polyangiilis, the number of peripheral blood B cells 
decreased to <10  cells/1,1I after two weekly infusions of riluximab 375 mglm2, and remained at that level in most 
patients up to the 6 month time point. The majdrity of patients (81 %) showed signs of B ce ll return, with' oounts 
>10 cells/1,1I by month 12 ,  increasing to 87 % of patients by month 18. 1 

There are no data on the safety of rttuxlmab In p�Hents with moderate heart failure (NYHAclass Ill) or severe1 uncontrolled 
cardiovascu lar disease. In patients treated witM rituximab, the occurrence of pre-existing ischemic card iac conditions 
becoming symptomatic, such as angina pectoris, has been observed, as well as atrial fibrillation and flutteqTherefore, in 
patients with a known cardiac history, and those who experienced prior cardiopu lmonary adverse reactions, the risk of 
cardiovascu lar complications resu lting from infuSion reactions should be considered before treatment with �b.Jximab and 
patients closely monitored during administratio�. Since hypotension may occur during riluximab infusion, pcnsideration 
should be g iven to wlthholdlng anH-hypertenslve medications 12 hours prior to the rltuxlmab Infusion. 

Cardiac disorders 
I I 

Angina pectorls, cardiac arrhythmias such as at"lal flutter and flbrlllatlon, heart failure and/or myocardial 1rrfarctlon have 
occurred in patients treated with rituximab. ThBl'B'flre patients with a history of cardiac disease should be monijorad closely. 

Infections I I 
Based on the mechanism of action of riluximab and the knowledge that B cells play an important role in maint�ining normal 
immune response, patients have an increased risk of infection following rib.Jximab therapy (see Pharmacodynamic 
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1 1 ����lclions, including fatalities, can occu/ during therapy with rituximab (see SIDE EFFECTS). BLl�ZIMA shou ld 
Based on a population pharmacokinetic analysis in 298 NHL patients who received S1ngle or multiple infusions of not be administered to palients with an active, severe infection {e.g. tuberculosis, sepsis and opportunistic irifections, see 
ntuximab as a sing le agent or in combination -.yith CHOP therapy (applied ntux1mab doses ranged froITJ 1 00 to CONTRAINDICATIONS) or severely immunocompromisad patients (e.g. where levels of CD4 or COO 8(8 vary low). 
500 mglm2), the typical populatlOl'l estimates of non specific clearance (CL 1), specific clearance (CL2) likely contributed Medical practitioners should exercise caution wtlen considering the use of rituximab in patients with a h istor'y of recurring 
by B cells or rumour burden, and central compartment volume of d1sbibuhon (V1) were O, 14 I/day, 0,59 I/day, and 2,7 1, or chronic infections or with underlying conditions which may further predispose patients to serious ipfeclion, e.g. 
respectively The estimated median terminal ehn;11nation half-life of ntuximab was 22 days (range, 6, 1 to 52 days) ��po98fflmaglobulln�em_la (�ee SIDE EFFECTsr It Is recommended that lmmunoglobulln levels are determined prior to 
Basl!'hnl!' CD1�pos11ive cell counts an� size � measurable tumour lesion_s contributed _to some of the vanab1hty In CL2 1mti�ting treat�ent "'.'Ith ntux1mab. . . . . . I 

of ntuxImab in data from 161 patients given: 375 mg/m2 as an intravenous infusion for 4 weeklyi doses. Patients_ reporting sign� �nd symptoms of 1nfect1pn �llo�ng nb.Jximab therapy should be promptly evaluatep and treated 
_ Arie, g�d� and WHO p_erformance sta!!:!_s had !l.,O effect_Qn the p.b,ann_a�in�cs of ri�ximab. Th is analysis soogests �ppropriately: Before giving a subsequent course of ntuxImab treatmen� patients should be re-evaluated for any potential 

lhaf dose acljuslmanl of"riluxima6 w'ifh any of
tha lesled covariates is not expeclecf to 195iift in8 mBanTrigfuT re""duCDOn - nsk kirlnfect1ons. - - - - . - -. - 7 - - - - - - - - - - - - � - 1- - - -

in its pharmacokinetic variability. 
1 1 

Vef'/ rare cases of fatal progressive multifocal le1,1koencephalopathy {PML) have been reported following use of rib.Jximab 
for the treatment of autoimmune diseases including Systemic Lupus Erythematosus (SLE) and vasculitis. 1 

Rituximab, administered as an intravenous infuskm at a dose of 375 mg/m2 at weekly intervals for 4 doses to 203 
patients with NHL naive to rituximab, yielded a rryean C following the fuurth infusion of 486 1,1g/ml (range, 77,5 to 
996,6 1,1glml). Rituximab was detectable in the serum of �ents 3 - 6 months after completion of last freatlllElnt. 
Upon administration of rituximab at a dose of 375Imglm as an intravenous infusion at weekly intervals for 8 doses to 
37 patients with NHL, the mean C increased with each successive infusion, spanning from a mean of 243 1,1glml 
(range, 16 - 582 1,1glml) after the first' infusion to 550 1,1g/ml (range, 171 - 1 177 1,191ml) after the eighth infusioh. 
The pharrnacokinetic profile of rituximab when administered as 6 infusions of 375 mg/m2 in combination with s cycles 
of CHOP chemotherapy was similar to that seen With rituximab alone. f 

I I Chronic lymphocytic leukaemia 
Rltuximab was administered as an intravenous ilifusion at a first-cycle dose of 375 mg,tm2 increased to 500 mg/m2 

each cycle for 5 doses in combination with fludara,bine and cyclophosphamide in CLL patients. The mean Cmd.�=15) 
was 408 1,191ml (range, 97 -764 1,19/ml) after the fifth 500 mg,fm2 infusion and the mean terminal half-life was � days 
{range, 1 4 - 62 days). I I 

Granulomatosis with polyangiitis and microscopic polyangiiffs I 
Based on the population pharmacokinetic anal:rJis of data in 97 patients with granulomatosis with polyangjitis and 
microscopic polyangiitis who received 375 mg/m rituximab once weekly for four doses, the estimated med ian term inal 
elimination half-life was 23 days (range, 9 to 49 ):lays). Rib.Jximab mean dearance and volume of d isbibution wera 
0,313 I/day (range, O, 1 16  to 0,726 I/day) and 4,50

1
1 (range 2,25 to 7,39 1) respectively. 

1 

INDICATIONS 
Non-Hodgkin's lymphoma (NHL} 
BLITZIMA is indicated for the treatment of previously untreated patients with stage Ill-IV follicular lympllorna in 
combination with chemotherapy. 
BLITZIMA maintenance therapy is indicated for the tteatment of follicular l�phoma patients responding to inductiorl therapy. 
BLITZIMA monotherapy is ind icated for treatrpent of patients with stage Ill-IV follicular lymphoma vrho are 
chemo-resistant or are in their second or subsequent relapse after chemotherapy. 
BLITZIMA is indicated for the treatment of patients with CD20 positive diffuse large B cell non-Hodgkin's lyrhphoma 
in combination with CHOP (cydophosphamide, dFrubicin, vincristine, predn isolone) chemotherapy. 

1 

Hepatitis B Infections I I 
Cases of hepatitis B reactivation, induding thbse with a fatal outcome, have been reported in granuldmatosis with 
polyangiilis and microscopic polyang iitis patients receiving rituximab. 
Hepatitis B virus (HBV) screening should be 1)8rformed in all patients before in itiation of treatment with Irttuximab. At 
minimum this should include HBsAg-slatus ar,j HBcA.b-status. These can be complemented with other appropriate 
markers as per local guidelines. Patients with active hepatitis B disease should not be treated with riluximab. Patients with 
positive hepatitis B serology (either HBsAg or H'BcAb) should consult liver disease experts before start of tf-eatment and 
should be monitored and managed following loc,'I medlcal standards to prevent hepatlHs B reactivation. 

1 

Late neutropenla I I 
Measure blood neutrophils prior to each course of rituximab, and regularty up to 6-monlhs after cessation of tr:eatmen� and 
upon signs or symptoms of infection (see SIDE EFFECTS). I 

Skin reactions I I 
Severe skin reactions such as toxic epidermal necrolysis (Lyell's syndrome) and Stevens-Johnson syndrorrte, some with 
fatal outcome, have been reported (see SIDE �FFECTS). In case of such an event with a suspected rt'letionship to 
rttuxlmab, treatment should be permanently discontinued. 

Immunisation I I 
Medical practitioners should review the patient'S vaccination stab.is and follow current immunisation guidEilines prior to 
rituximab therapy. Vaccination should be completed at least 4 weeks prior to first administration of riluximab 
The safety of immunisation with live viral vaccine\;; following rituximab therapy has not been sb.Jdied. Therefoi'e vaccination 
with l ive virus vaccines is not recommended whilst on riluximab or whilst peripherally B cell depleted. I 
Patients treated with rituximab may receive non-live vaccinations. However, response rates to non-live vaccines may be 
reduced. Should non-l ive vaccinations be requinld whilst receiving rib.Jximab therapy, these should be cornPleted at least 
4 weeks prior to commencing the next course ofIrituximab. 

I 

Malignancy I I 
���n�i�=��� �t
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W�iie�Y increase the psk of malignancy. The possible risk for the development of jW'id tumours 

Chronic lymphocytic leukaemia (CLL} I I I I 
BLITZIMA in combination with chemotherapy is ipdicated for the treatment of patients with previously untrea,ted and Effects on ability to drive and use machines: 
relapsed/refractory CLL Only l imited data are aVailable on efficacy and safely for patients previously treated with No sb.Jdies on the effects of rituximab on the abi lfty to drive and use machines have been performed. rituximilb may cause 
monocional antibodies Including BLITZIMA or pa\lents refractory to previous BLITZIMA plus chemotherapy. 1 

dizziness and influence the ability to drive and Ufe machines. 
1 
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lulOmllosls with l)Olytnantls-andlnltrosC:Oplc polyal1glhls - - - - - - - - - - r - - INTERACTIONS - - - - - - - 7 - - - - - - - - - - - - - - 1- - - -

BLITZIMA, in combination with glucocorticoids, is �ndicated for the induction of remission in adult patients with severe, Currently, there are lImIted data on possible interactions with rituxImab 
active granulomatosis with polyang iilis (Wegene�s) {GPA) and microscopic polyangiilis {MPA). I In CLL patients, co-adm1mstrat1on with rib.Jximab' did not appear to have an effect on the pharmacokinetics bf fludarab1ne 

CONTRAINDICATIONS I I 
o�a���:���d��a

a�illon, there wa, no apparent effect of fludarabine and cyclophosphav,ide on the 

Contraindications for use In non-Hodgkin's lyMphoma and chronic lymphocytlc leukaemla I �atients with human anti-mouse antibody or human anti-chimeric antibody (HAMNHACA) litres may have allergic or 
�°:a� �!!1::�� rituximab, murine protejns or any inactive ingredient of BLITZIMA. (see COMPOSITION). hypersensitivity reactions when treated with othir diagnostic or therapeutic monoclonal antibodies. 

Patients in a severely immunocomprom ised state! I HUMAN REPRODUCTION I 
Safety and efficacy during pregnancy and lactation have not been established. 

Contraindications for use In granulomatosls W'tth polyanglltls and microscopic polyanglltls I Pregnancy: I I 

�°:a� �=1::�� rituximab, murine protejns or any inactive ingred ient of BLITZIMA (see COMPOSITION). 
w��l::���
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th:=��=�:�-to rituximab have not been studied in clinical trials. There 
Patients In a severely lmmunocompromlsed state! 1 are no adequate and well-controlled data fro� studies In pregnant women, however transient B-cell qepletlon and 
Severe heart failure {New York Heart Association p1ass IV) or severe, uncontrolled cardiac disease (see WARNINGS lymphocylopenia have been reported in some infants born lo mothers exposed to rituximab during pregnancy. For these 
AND SPECIAL PRECAUTIONS). I reasons rituximab should not be administered tolpregnant women unless the possible benefit outweighs thelpotential risk. 

I I 
Women of childbearing potential: 1 

WARNINGS AND SPECIAL PRECAUTIONS 
Tuberculosis (TB) I I 
A diagnosis of any form of active tuberculosis should be explicitly excluded in patients considered for treatm13nt with 
BLITZIMA. Furthermore, a history of previous tuberculosis , HIV-infection, or a diagnosis of latent TB infectiorl pose a 
risk for reactivation of tuberculosis disease and !fipropriate preventive therapy is indicated, regardless of H l\(-stab.Js. 
Diagnosis and treatment of latent Infection , folio i"g nadonal guldellnes, should be Initiated prior to use of B�ITZIMA. 

People initiating BLrTZIMA I anti-TNF treatment, w�o initially tested negative for active or latent tuberculosis, should be 
systematically tested for latent TB infection during treatment with BLITZIMA, and preventive treatment instituted if indicated. 

I I 
Progressive multifocal leukoencephalopathy (.PML) 

Due lo the long retention time of rituximab in B cell depleted patients, women of childbearing potential shou1J use effective 
contraceptive methods during and for 12 months. following treatment with rituximab. 1 
Lactation: 
Whether rituximab is excreted in human milk is not known. However, because maternal lgG is excreted in hun1an milk, and 
rituximab was detectable in milk from lactating mpnkeys, womBll should not breastfeed while treated with ritufmab and for 
12 months following rltuxlmab treatment. 
Fertility: I I 
Animal sb.Jdies did not reveal deleterious effects pt riluximab on reproductive organs. 

DOSAGE AND DIRECTIONS FOR USE 
I I BLITZIMA should be administered under the close supervision of an experienced medical practitioner, and in an 

environment where full resuscitation facilities are immediately available. I All patients treated with riluximab for granulomatosis with po�an�ittis and microscopic polrangiitis must be given the 
patient alert card with each infusion. The alert pard contains important safety information for patients rE19arding 
potential increased risk of infections, including PML. ' Premedication consisting of an anli-pyretic and �n antihistamine, e.g. paracetamol and diphenhydramine, should always 
Very rare cases of fatal PML have been reported following the use of rituximab. Patients must be monitored at regular be given before each administration of BLITZI�. I 
intervals for any new or worsen ing neurological symptoms or signs that may be suggestive of PML. If PML is 
suspected, further dosing must be suspended until PML has bean exduded. The dinician should evaluata th� patient In patients with non-Hodgkin's lymphoma and CllL, pre medication with glucocorticoids should be considered if BLITZIMA 
to determine If the symptoms are Indicative of peurologlcal dysfunction, and If so, whether these symplqms are Is not given In combination with glucocorllcold-cqntalnlng chemotherapy. 

1 possibly sugg8!J'tiva of PML. Cons�ltali�n wit� a '19Ur□ logist should be �nsidered as clinically indicated. . . . . .. . , . . .. . . . 
If any doubt exists, further evaluation, including MRI scan preferably with contrast, cerebrospinal fluid (CSF) testing In patients with granulomatos1s with polyang11!1s (Wegener s) or mIcroscopIc polyang11tis, melhylpredmpolone gIvan 

for JC Vl�l .□NA and repeat neurological assess111ents, should be considered. 1 Intravenously for 1 to_ 3 days at a dose.of 1 000 11']9 per day Is recomme�ded prior lo the first lnfus� of BLJTZIMA (the last 
The physician should be particularly alert to symptoms suggestive of PML that the patient may not notice (e.g. dose of m�hylpredrnsolone may be given on the same day as the first infusion of BLITZIMA). This should be followed by 

- cognitive, neurological or psychiatric·symptoms) ;-fatienls·should·also· be- advised·to inform·their partner or-caregivers -oral predmsone 1 mg/kg/day (not to.exceed-80- 111gtday,.and-tapered .as . rapidly as possible based .on. clinical
I
need) during-

about their treatment, since they may notice syrnP.loms that the patient is not aware of. and after BLITZIMA treatment. 
If a patient develops PML the dosing of rituximab ffiust be permanently disoontinued. I I 

Following reconstitution of the immune system inI immunocompromised patients with PML, stabilisation or i111proved Non-Hodgkin's lymphoma 
outcome has been seen . It remains unknown if early detection of PML and suspension of rituximab therapy may lead Follicular non-Hodgkin's lymphoma 
to similar stabilisation or improved outcome. 1 1 Combination therapy 1 1 The recommended dose of BLITZIMA in combination with chemotherapy for induction treatment of previously untreated or 
Non-Hodgkin's lymphoma and chronic lymph�cytic leukaemia I relapsed/ refractory patients with follicular lymphbma is: 375 mg!m• body surface area per cycle, for up to 8 cycles. 
Infals_ion �ted r_eactio�s. . . 1 . L BLITZIMA should be administered on day 1 ,of each chemotherapy cycie, after intravenous adm inis1j'ation of the 
R1tuximab Is associated with mfusioo-relaled reactions, which may be related to release of cytokinas andlorolher dlemical glucocorticoid component of the chemotherapy if applicable.
mediators. Cytoklne release syndrome may be cllnb.lly lndlsdngulshable from acute hypersensitivity reactions. I I 

This sat of reactions which includes syndrome of cylokine release, tumour lysis syndrome and anaphylactic and MaintenanC6 therapy 
hypersensitivity reactions are described below. They are not specifically related to the route of admirnstrB.tion of Previously untreated follicular lymphoma: I I 

rituximab and can be observed with both formula�ons. 1 The recommended dose of BLITZIMA used as 13 maintenance treatment for patients with previously untre�ted follicular 
Severe infusion-related reactions with fatal outcome have been reported during post-marketing use of the rib.Jximab lymphoma who have responded to induction treatment is: 375 mg/m2 body surface area once every 2 mohths (starting 
intravenous formulation, with an onset ranging wtthin 30 minutes to 2 hours after starting the first rituximab intr8venous 2 months after the last dose of induction therapW until disease progression or for a maximum period of two jears. 
infusion. They were characterised by pulmonary events and in some cases induded rapid tumour lysis and �ah.ires Relapsedlrefractory follicular lymphoma: 
of rumour lysis syndrome in addition to fever, chill$, rigors, hypotension, urticaria, angioedema and other symptoms. The recommended dose of BLITZIMA used � a maintenance treatment for patients with relapsed/refractory follicular 
Severe cylokine release syndrome is characterised by severe dyspnoea, often accompanied by bronchospasm and lymphoma who have responded lo induction �abnenl is: 375 mg/m2 body surface araa once every 3 moplhs (starting 
hypoxia, In addition to fever, ch ills, rtgors, urllcarta, and angloedema. This syndrome may be associated with some 3 months after the last dose of Induction therapy/ until disease progression or for a maximum period of two y

I
ears. 

features of tumour lysis syndrome such as hypE!ruricaemia, hyperkalaem ia, hypocalcaemia, hyperphosphataemia, 
acute renal failure, elevated lactate dehydrogenB13e (LOH) and may be associated with acute respiratory failure and Monotherapy 
death. The acute respiratory failure may be accompanied by events such as pulmonary interstitial infiltl"8.tion or Relapsedlrefractory follicular lymphoma: 
oedema, visible on a chest X-ray. The syndrome ffequenlly manifests ilselfwilhin one or two hours of initiatingl the first The recommended dose ofBLITZIMA monotherapy used as induction treatment for adult patients with staAe Ill-IV follicular 
infusion. Patients with a history of pulmonary il'\Sufficiency or those with pulmonary rumour infi ltration m�y be at lymphoma who are chemoresistant or are in their second or subsequent relapse after chemotherapy is: 375 mg/m2 body
greater risk of poor outcome and should be treated with increased caution. Patients who develop severe cytokine surface area, administered as an intravenous infusion once weekly for four weeks. I 

release syn�rom� _s_ho�ld have their inf�s!on inqmupted immediately and should . �ve aggressive symRtomatic For retreatment with BLITZIMA monotherapy fpr patients who have responded to previous treatment wi!h BLITZIMA 
treatment. Smee Irntial improvement of clinical symptoms may be followed by deterioration , these patients should be monotherapy for relapsed.frefractory follicular lymphoma, the recommended dose is: 375 mg,fm2 body urface area,
closely monitored unti l  tumour lysis syndrome ahd pulmonary infiltration have been resolved or ruled out. I Further administered as an intravenous infusion once wlt9kly for four weeks (see Phannacodynamic properties). I 

:r::::��:-��� after complete resolution of ligns and symptoms has rarely resulted in repeated severe 9}'tokine Diffuse large 8 r:ell non-Hodgkin's IymphomS 1 

Patients with a high tumour burden or with a highInumber (� 25 x 10!1,1) of circulating malignant cells such as patients BLITZIMA shou!d be used in combination lf{lth cyclophosphamida, doxorub1cin �hydroxydaunomyc1ri), vmcnstIne 
with CLL, who may be at higher risk of especially severe cytokine release syndrome, should be treated with extreme (Oncovin), predmsolone (CHOP) chemotherapy The recommended dosage Is 375 mg/m body surface area, administered 
caution. These patients should be very closely mOnitored throughout the firat infusion. Consideration should tla given on day 1 of each chemotherapy cycle for 8 cycles after intravenous infusion of the glucocort1co1d component of CHOP 
to the use of a reduced Infusion rate for the first lf'lfuslon In these patients or a split dosing over two days dUflng the Safety and efficacy of BLITZIMA have not been

I 
established In comblnaHon with other chemotherapies In dJffuse large B 

first cycle and any subsequent cycles if Iha lymphocyte count is still > 25 x 10911. cell non Hodgkin's lymphoma 
Infusion related adverse reactions of all kinds have been observed in 77 % of patients treated with rituximab (irJcluding . . I I 
cytokine release syndrome accompanied by hypotension and bronchos�sm in 10 % of �atients). These symptoms Dose adjus1me�ts during treatment 
are usually reversible with interruption of ritux1mab infusion and administration of an ant1-pyretic, an antih1staminic, No dose reductions _of Bl.lTZIMA are recomm�nded . . �hen BLITZIMA is_ given in combination with chemotherapy, 

-andi occasionally, oxygen, intravenous saline or.qronchodilators,..and .glucocorticoids. if required. P--lease see cytokine _ standard �d!g:1I□.os fw Ille ct1.emmhEm1P�tIc..D1ed.i.cIn.EtS �LI.kl be.JlpRUed..... _ _ _ _ _ _ 
1
_ _ _ _ 

release syndrome above for severe reactions. ' 1 
Anaphylactic and other hypersensitivity reactions have been reported following the intravenous administration of Chronic lymphocytlc leukaemla I 1 
proteins to patients. In contrast to cytokine rele¥e syndrome, true hY.l?ersensitivity reactions typically OCCl.lr within Prophylaxis with adequate hydration and administration of uricostatics starling 48 hours prior to start of therapy is 

minutes after starling infusion. Med icines for the treatment of hypersensitivity reactions, e.g., epinephrine (adrelnaline), recommended for CLL patients to reduce the ri!lk of tumour lysis syndrome. For CLL patients whose lyrnpt\ocyl:e counts 
antihistamines and glucocorticoids, should be av,ilable for immed iate use in the event of an allergic reaction during are > 25 x 108J1 it is recommended to administer prednisone/prednisolone 100 mg intravenous shortly befor, infusion with 
administration of rituximeb. Clinical manifestations of anaphylaxis may appear similar to clinical manifestatioris of the BLITZIMA to decrease the rate and severity of acute infusion reactions and/or cylokine release syndrome. 
cytokine release syndrome. Reactions attributed lto hypersensitivity have been reported less frequently thah those I I 

attributed to cytokine ralease. 1 1 The recommended dosage of BLITZIMA jn combination with chemotherapy for previously u�treated and 
Additional reactions reported in some cases wete myocardial infarction, abial fibrillation, pulmonary oedema and relapsed/refractory patients is 375 mg/m2 body sl.Jrface area administered on day O of the first treatment cycle followed by 
acute reversible thrombocytopenia. 1 1 500 mglm2 body surface area administered on 9ay 1 of each subsequent cycle for 6 cycles In total. The q,emotherapy 
Since hypotansion may occur during rituximab administration, consideration should be given to withholding should be g iven after BLITZIMA infusion. 
antihypertensive medicines 12 hours prior to the nruximab infusion . I I 

Cardiac disorders I I 
Angina pectoris, cardiac arrhythmias such as Erl{ial flutter and fibrillation, heart failure and/or myocardial infarction 
have occurred in patients treated with rituximab. Trerefore patients with a history of card iac disease and/or cardioloxic 
chemotherapy should be monitored closely. I 

Haematological toxicitie.s I I 
Although rib.Jximab is not myelosuppressive in mohotherapy, caution should be exercised when considering treatment 
C?f patien� wi_th neutrophils < 1 .5 x_ 109/1 an<¥or pl1:1-telet counts < 75 x 109,1 as ciinical experience in this popuJation is 
limited. R1tux1mab has been used in 21 patients Who underwent autologous bone marrow transplantation arid other 
risk groups with a presumable reduced bone maqow function without inducing myelotoxicity. 1 
Regular full blood counts, including neutrophil and platelet counts, should be performed during rituximab therapy. 

I I 
Infections 
Serious infections, including fatalities, can occu� during therapy with rituximab {see SIDE EFFECTS). Rihlximab 
should not be administered to patients with an active, severe infection e.g. tuberculosis , sepsis and opportunistic 
infections (see CONTRAINDICATIONS) or severely immunocompromised patients (e.g. where levels of CD4 or CDS 
- - - I I 
Med ical practitioners should exercise caution wtien considering the use of rib.Jximab in patients with a history of 
recurring or chronic infections or with underlying conditions which may further predispose patients to serious infection 
(see SIDE EFFECTS). I I 
Patients being treated with rib.Jximab should avoid

I
exposure to patients with tuberculosis and contact with chil<yen and 

Granulomatosis with polyangiitis and microsFOpic polyangiitis 
Patients treated with BLITZIMA must be given tne patient alert card with each infusion. 

The recommended dosage of BLITZIMA for 1hductlon of remission therapy of granulomatosls with polangllHs and 
microscopic polyangiilis is 375 mg/m2 body surface area, administered as an intravenous infusion once week� for 4 weeks 
(four infusions in total). 1 I 

Pneumocystis j iroveci pneumonia (PCP) prophylJixis is recommended for patients with granulomatosis with polyangiitis or 
microscopic polyangiitis during and following BL

I
TZIMA treatment, as appropriate. 

1 

Special populations 
1 Elrlet1y 

No dose adjustment is required in elderly patiente (aged >65 years). I 
Paediatric popultttlon 
The safety and efficacy of BLITZIMA in children below 18  years has not been established. No data are avail'able. 

Method of adminislration I I 
The prepared BLJTZIMA solution should be acininistered as an IV infusion through a dedicated line. It Should not be 
administered as an IV injection or bolus. 1 Patients should be closely monitored for the onset of cylokine release syndrome (see WARNINGS AND SPECIAL 
PRECAUTIONS). Patients who develop evider,ce of severe reactions, especially severe dyspnoea, brorp,ospasm or 
hypoxia should have the infusion interrupted 

I

immediately. Patients with non-Hodgkin's lymphoma shyuld then be 

I 
I I 

evaluated for evidence ofb.Jmour lysis syndrome including appropriate laboratory tests and, for pulmorljil'Y infiltration, with a 
chest X-ray. In all patients, the infusion sholi ld not be restarted until complete resolution of all symptoms, and normalisation 
of laboratory values and chest X-ray findings. At. this lime, the infusion can be initially resumed at not m9re than one-half the 
previous rate. If the same severe adverse reactions occur for a second time, the decision to stop the treatment should be 
seriously considered on a case by case b86is. I 

Mild or moderate infusion-related reactiOl'\S (IRRs) (see SIDE EFFECTS) usually respond to a reduction in the rate of 
infusion. The infusion rate may be increased upon improvement of symptoms. 1 

Fir.st infusion 
I I 

The racommended initial rate for infusion is 50 mglh; after the first 30 minutes, ii can be escalated in 150 mglh increments 
every 30 minutes, to a maximum of 400 mq/h. 1 

Subsequent infusions I I 
All indications 
Subsequent doses of BLITZIMA can be infused al an initial rate of 100 mg/h, and increased by 1 ooImg/h increments at 
30 minute intervals, lo a maximum of 400 rpg/h. 1 

Special precautions for disposal and ottier handling I 

BLITZIMA is provided in sterile, preservatiye-free, non-pyrogenic, single use vials. 
Aseptically withdraw the necessary amounl of BLJTZIMA, and dilute to a calculated concentraHon of 1 lo 4 mg/ml rttuxlmab 
into an infusion bag containing sterile, pyrqgen-free sodium chloride 9 mg/m l (0,9 %) solution for injecj:ion or 5 % dextrose 
in water. For mixing the solution, gently invert the bag in order to avoid foaming. Care must be taken Ip ensure the sterility 
of prepared solutions. Since BLITZIMA ddes not contain any anti-microbial preservative or bacteriostatic agents, aseptic 
:ri�r

n:��:�:�i�_served. Parenteral 1Y1Bd icines should be inspected visually for particulate mat1€f and discolouration 

I I 
Compatlblllty: 
No incompatibilities between riluximab andl polyvinyl chloride or polyethylene bags or infusion sets ha..Je been observed. 
Riluximab is compatible with 0,9 % sodium1chloride and 5 % dextrose solutions. 1 

I 
I 

first-line study (4 % R-FC, 3 % FC�and in the relapsed/refractory study (4 % R-FC, 4 % FC). 

Respiratory system I Cases of interstitial lung disease, 5F"e with fatal outcome, have been reported. 
1 

2 / 2  

Neurologic disorders 1 1 During the treatment period (induction treatment phase comprising of R-CHOP for at most eight cycles), four patients 
(2 %) treated with R-CHOP, all with cardiovascular risk factors, experienced thromboembolic lcerebrovascular accidents 
during the first treatment cycle. There was no difference between the treatment groups in the incidence of other 
thromboembolic events. In contrast, three patients (1,5 %) had cerebrovascular events in Iha' CHOP group, all of which 
occurred during the follow-up period. In CLL, the overall Incidence of grade 3 or 4 nervous system disorders was low both 
in the first-line study (4 % R-FC, 4 % FC) and in the relapsed/refractory study (3 % R-FC, 3 % fC). 
Cases of posterior reversible encephalopathy syndrome (PRES) / reversible posterior leukoencephalopathy syndrome 
(RPLS) have been reported. Sign'ti and symptoms included visual disb.Jrbance, headache, seizures and altered mental 
status, with or without associated hypertension. A diagnosis of PRES/RPLS requ ires confirmation by brain imaging. The 
reported cases had recognised �k factors for PRES/RPLS, induding the patients' underlying disease, hypertension, 
immunosuppressive therapy and/or chemotherapy. 

I I 
Gastrointestinal disorders 1 Gastrointestinal perforation In some cases leadlng to death has been observed In paHents rece1i1ng rttuxlmab for treatment 
of non-Hodgkin's lymphoma. In the, majority of these cases, rituximab was administered with c�emolherapy. 

IgG ievels 
In the dinical trial evaluating rituximab maintenance treatment in relapsedlrefractory follicular lymphoma, median lgG 
levels were below the lower limit 1of normal (LLN) (< 7 g/1) after induction treatment in both the observation and the 
lituximab groups. In the observation group, the median lgG level subsequently increased to abj:)ve the LLN, but remained 
constant in the rituximab group. The proportion of patients with lgG levels below the LLN was �bout 60 % in the rib.Jximab 
group throughout the 2 year treatrrlent period, while it decreased in the observation group (36 % after 2 years). 
A small number of spontaneous and literature cases of hypogammaglobulinaemia have b� observed in paediatric 
patients treated with rituximab, in Some cases severe and requiring long-term immunoglobulin substitution therapy. The 
consequences of long tarm B cell depletion in paediatric patients are unknown. I SIDE EFFECTS I I 

Summary of the safety profile (non-Hodgkin's lymphoma and chronic lymphocytic leukaemia) 1 The overall safety profi le of riluximab in non-Hodgkin's lymphoma and CLL is based on data from patients from clinical trials Skin and subcutaneous tissue dlsorders 
and from post-marketing surveillance. T�ese patients were treated either with riluximab monoth13rapy (as induction Toxic Epidermal Nec::rolysis (Lyell ISyndrome) and Stevens Johnson Syndrome, some with fatal outcome, have been 
treatment or maintenance treatment following Induction treatment) or In combination with chemotherap¼._ l'fil)Orted very rarejy. 
fne niosThe'quenlly o&sa'rvea"advers'i drub r8ac6ons\ADtls)Tn pa'tieiiis re'celVlng""iituii'maE wei-e TR:R s whTc:h Occu7red"Tn - - - - - - - 1" - - - - - - - - - - - - - - 1 - - - - - - -
the majority _of p�tients du_ring the first i�sion. The incidence _of i_nfusion related symptoms decreasr3 substantially with Patient subpopu/atlons - rltuxl� monotherapy 1 
subsequent 1nfus1ons and Is less than 1 % after eight doses of ntwamab. Elderly patients (2 65 years): 
Infectious events (predominantly bacterial and viral) occurred in approximately 30 - 55 % of patients d!-lring clinical trials in The incidence of A□Rs of all gradeis and grade 3 /4 ADR was sim ilar in elderly patients comp�red to younger patients (< 
patients with NHL and in 30 - 50 % of patieints during clinical trials in patients with CLL. 65 years). 
The most frequent reported or observed sefious adverse drug reactions were: 
: :�f:i��uding cytokine-release syndrqme, tumour-lysis syndrome) 

��� �S:::higher incidence of drac1e 3/4 ADRs in patients with bulky disease than in patklnts without bulky disease 
• Cardiovascular events I I (25,6 % vs. 1 5,4 %). The incidence of ADRs of any grade was similar in these two groups1. 
Other serious ADRs reported inciude hepaJitis B reactivation and progressive multifocal leukoencephalopathy (PML). See 1 1 WARNINGS AND SPECIAL PRECAUTIONS. 1 Re-treatment 

I I The percentage of patients repol'.tlng ADRs upon re-treatment with further courses of rltljxlmab was similar lo the 
ACRI reported in clinical trial& or duri� post-marketing sul'Yeillance in patients with NHL and CLL disease treated percentage of patients reporting ADRs upon initial exposure (any grade and grade 3/4 A□Rs). 
with rituximab monotherapylmaint:anance or in combination with chemotherapy I I I 

The frequencies of ADRs reported with rll�lmab alone or In combination with chemotherapy are sum!'¥rlsed below. Within Patient subpopu/atlons - �b combination therapy 1 each frequency grouping, undesirable effects are presented in order of decreasing seriousness. Frequencies are defined as Elderly patients P: 65 yeara) 
very common (.!: 1/10), common \:.: 1/100 tq < 1/10), uncommon (2 1/1 000 to < 1/100), rare � 1/10 000 to < 1/1 000), very The incidence of grade 3/4 bloodIand lymphatic adverse events was higher in elderly patients compared to younger 
rare (< 1/10 OOO) and not known cannot be estimated from the available data). 

' 
patients (< 65 years) with previously untreated or relapsed/refractory CLL 

· 
The ADRs identified only during post marketing surveillance, and for which a frequency could not be estimated, are listed ' I 

· 
I 

under "not known". 1 1 
Summary of the safety profile (granulomatosi& with polyangiiti& and microscopic polya!Jgiitis} 
In the cilnlcal trial In granulomatosls with polyanglltls and microscopic polyanglHs, 99 patients were treated with rttuxlmab 

Infections and infestations: I I (375 mg/m2, once weekly for 4 weeks) and glucocorticoids (see Pharmacodynamic propertie!S). 
Ve,y common: bacterial infection, viral infections, •bronchitis 
Common: sepsis, •pneumonia, +febrtlel lnfectlon, •herpes zoster, •respiratory tract Infection, fungal Infections, Infections TheADRs listed In Table 1 were all adverse events which occurred atan Incidence of.!: 5 % ln !the rltuxlmab group. 

Ve,yrare: 
of unknown aetiology, •acuq:i bronchitis, •sinusitis, hepatitis 81 

I progressive multifocal leukoencephalopathy (PML) Table 1: ADRs occurring at 6-mdnths In i!: 5 % of patients receiving rltuxlmab, and at a �lg her frequency than the 
I 

Blood and the lymphatic system d�rs: 
Ve,y common: neutropenia, leucopenia, +febrile neutropenia, "1:hrombocytopenia 
Common: anaemia, +pancytopenia, •g{Bnulocytopenia 
Uncommon: coagulation disorders, apllll!tic anaerma, haemolytic anaemia, lymphadenopalhy 
ve7, rare: transient increase in serum lgM levels3 

No known: late nautropenia1 
1 

Immune system OISorders: I 
Ve,y common: Infusion related reaction�, angloedema 
Common: hypersensitivity I 

Rare: anaphylaxis 1 Ve,y rare: tumour lysis syndrome, cytokine release syndrome(, serum sicloless 
Not known: - infUsiGn' relate<facnte rnversible·thrnmbocytopenia+- - - - -

Metabolism and nutrition disorders: I 
- 1-

Common: hyperglycaemia, weight deq-ease, peripheral oedema, face oedema, increased LOH, hypocalcaem ia 

Psychiatric disorders: I 
Uncommon: depression, nervousness 1 
Nervous system disorders: I 
Common: paraesthesia, hypoaesthesia, ag itation, insomnia, vasodilatation, dizziness, anxiety 
Uncommon: dysgeusia I 

Ve,y rare: perlpheral neuropathy, facia/ nerve palsy5 
Not known: cranial neuropathy, loss of rither sensas5 

I 
�::;�

rs
lacrimation disorder, conjunc:1:ivitis 

Ve,y rare: severe vision loss6 1 
Ear and labyrinth di$orders: 
Common: tinnib.Js, ear pain 
Not known: hearing loss 

Cardiac disorders: 
Common: ♦,,,yocardial infarclion4"'c1e, arrhythmia, •atrial fibri llation, tachycard ia, •cardiac disorder I 

Uncommon: 'left ventricular failure, •�upraventricular tachycardia, 'ventricular tachycardia, •angina, •myocardial 
ischaemia, bradycardia 1 

Rare: severe card iac disoders4•00 f 1 
Ve,y rare: heart failure4•..tfi 

Vascular disorders: 
Common: hypertension, orthostatic hypotension, hypotension 
Ve,y rare: vasculitis (predominately cutaneous), leukocyloclastic vasculitis 

Respiratory, thoracic and mediastinal disorders: 
Common: bronchospasrrr', respiratory1disease, chest pain, dyspnoea, increased cough, rhinitis 
Uncommon: asthma, bronchiolitis obliterans, lung disorder, hypoxia 
Rara: interalitial lung diseasa1 

I 

Ve,y rare: respiratory failure' 
Not known: lung infiltration 

- - - - - - - 7 - - - - - - - - - - - - - - 1 - - - - -
Gastrointestinal disorders: 
Ve,y common nausea I I 

Common· vormting, diarrhoea, abdomipal pain, dysphagia, stomatitis, constipation, dyspepsia, anorexia, throat irritation 
Uncommon: abdominal enlargement 
Ve,y rare: gastrointestinal perforation1

I I 

Skin and subcutaneous tissue disordef'S: 

comparator group, in the pivotallclinical study I 

Body system I Rituxirnab (n�99) 
Adverse reaction I I 

lnfeclions and infeS1ations I ' 
Urinarv tract infection I 7 %  I 

Bronchitis I 5 %  I 
Herpes zoster . 5 %  ' 
Nasop""'"'ngttls 5 %  
Blood and lymphatlc system disorders 
Tlironi6otjitopenie T l 7 %  I 
Immune system disorders ' ' 
1 :"'"kine release svndroma 5 %  
Metabolism and nutrition disorders 
Hyperkalaem ia I 5 %  ' 

Psychiabic disorders I I 
Insomnia 14 % 
Nervous system disorders 
Dizziness 1 0 %  
Tremor I 10 % I 

Vascular disorders ' ' 

Hypertension 
I 

12 % 
I Flushino 5 %  

Respiratory, thoracic and m!M lastlnal disorders ' 
Cough I 12 % I 

Dyspnoea I 1 1 % I Epistaxis 11 % 
Nasal congestion I 6 %  I 

Gastrointestinal disorder& I I 
Diarrhoea ' 18 % I 
Dyspepsia 6 %  
Constipation 5 %  
Skin and subculaneous tissue disorders ' 
Acne I 7 %  I 
Musculoskeletal and connect\ve tissue disorders 
Muscle spasms 1 8 %  
Arthralgia ' 15 % I 
Beck pain I 10 % I 

Muscle weakness ' 5 %  ' 
Musculoskeletal pain 5 %  
Pain in extremities 5 %  
General disortlers anif admiriistration 11ita conditTons ' 
Peripheral oedema I I 16 % I 

lnvestigalions 
I I Decreased haemog lobin I 6 %  ' ' 

�=:1:a-:!:�::na;tverse �rug reactions 

Vs,y common: pruritus, rash, +alopecia 1 Common: urticaria, sweating, night sweats, •skin disorder 
Ve,yrare: severe bullous skin reactloris, Stevens-Johnson Syndrome, toxlc epldermal necrolysls (Lyell's Syndrome)7 

Musculoslceletal, connective tissue and�one disorders: I 

IRRs in the GPA and MPA dinical Itrial were defined as any adverse event occurring within 24 hours of an infusion and 
considered to be infusion-related by investigators in the safety population. Ninety-nine patients Were treated with rib.Jximab 
and 12 % experienced at least onie IRR. All IRRs were CTC Grade 1 or 2. The most commbn IRRs Included cytoklne 
release syndrome, flushing, thro.at irritation, and tremor. Rituximab was given in com�ination with intravenous 
glucocorticoids which may reduca the incidence and severity of these events. 

Common: hypertonla, myalgla, arthralgla, back pain, neck pain, pain I 
Infections 

I I 
Renal and urina,y disorders: I 

Ve,y rare: renal failure' 1 
In the 99 rib.Jximab patients, the overall rate of infection was approximately 237 per 100 patierit years (95 % Cl 197-285) 
at the &month primary endpoint. Infections were predominately mild to moderate and oonsistedImostly ciF upper respiratory 
tract infections, herpes zoster and Urinary tract infections. 

General disorders and administration sife conditions: 1 The rate of serious infections was �pproximalely 25 per 100 patient years. The most frequently reported serious infection 
Very commoo: fever, chills, asthenla, headache In Iha rtb.Jxlmab group was pneum9n1a at a frequency of 4 %. 

1 Common: tumour pain, flushing, malaiSe, cold syndrome, +fatigue, •shivering, •multi organ failure4 I 

Uncommon: infusion site pain 
I I 

Investigation&: 
Ve,y common: decreased lgG levels 

Malignancies 
h I The Incidence of malignancy In tuxlmab treated padents In the granulomatosls with po yanglllls and microscopic 

polyangiilis dinical sb.Jdy was 2,0Q per 100 patient years at the study common dosing date (when the final patient had 
completed the follow-up period). 
On the basis of standardised incidence ratios, the incidence of malignancies appears to be similar lo that previously 

For each term, the frequency count was ba,ed on reactions of all grades (from mild to severe), except !qr terms marked with 
"+" where the frequency count was based only on severe (2 grade 3 NCI common toxicity criteria) reactions. Only the highest 

reported in patients with ANCA-as�ciated vasculitis. 1 
Cardiovascular adverse reaction& I freque� observed in the trials is reported I I 

: ��u
a�� :a:��/����� i�kJ�ry infections; frequency based on R-FC regimen in relapsed/refract�ry CLL 

see also section haematologic adverae1reactions below I 

Cardiac events occurred at a rate 9" approximately 273 per 100 patient years (95 % Cl 149-470) at the 6 month primary 
endpoint. The rate of serious cardiac events was 2,1 per 100 patient years {95 % Cl 3-15). Ttre most frequently reported 
events were tachycardia (4 %) and1atrial fibrillation (3 %) (see WARNINGS AND SPECIAL PR:f:CAUTIONS). 

see also section infusion-relaled reactions below. Rarely fatal cases reported 
signs and symptoms of cranial neuropathy. Occurrad at various times up to several months after coRlplation of rituximab NeurolOflic events I I 

therapy 1 1 Cases of posterior reverslble encr:iphalopathy syndrome (PRES) reversible postertor leuk�cephalopathy syndrome 
e o�e.rved _mainly in patien:ts with prior card iac condition andlor card iotoxic chemotherapy and wel'8 mostly associated (RPLS) have bBBn reported in aut01mmune conditions Signs and symptoms mduded vlSual d1Sb.Jrbance, headache, 

with 1nfus1on related reactions I I seizures and altered mental stab.is, with or without associated hypertension A diagnosis of PRES/RPLS requires 1 
Includes fatal cases 

I 

confirmation by brain Imaging. The reported cases had recognised rtsk factors for PRES/RPLS, Including the patients' 
. . . . . I . . underlying disease, hypertension, immunosuppressiva therapy and/or chemotherapy. I 

The following.terms have- been.reported as�verse-events.dunng chrncal trials,-howeverrwere reporteq at a.similar or-lower - - - - - - - - - 1 - - - - - - - - - - - - - - 1 - - - - - - -
incidence. in the riluximab-�rms compared' to control arms: haematotoxicity, neutropenic infection, unnary tract infection, Hepatitis B reactivation 
sensory disturbance, pyrexIa. I I A small number of cases of hepatitis B reactivation, some with fatal outcome, have been reported in granulomatosis with 

Description of selected adverse reactio�s 
polyangiilis and microscopic polya�giitis patients receiving riluximab in the post-marketing se�ng. 

Signs and symptoms suggestive of an inf�ion-related reaction were reported in more than 50 % of patjents in clinical trials, Hypogammaglobulinaemia 1 1 and were predominantly seen during the first infusion, usually in the first one to two hours. Hypogarnmaglobulinaemia (lgA, IQG or lgM below the lower limit of normal) has been observed in granulomatosis with 
These symptoms mainly comprised fever, ctiills and rigora. Other symptoms included flushing, angioedEima, bronchospasm, polyangiilis and microscopic polyangiilis patients treated with rituximab. At. 6 months, in the active-controlled, randomised, 
vomiting, nausea, urticaria/rash, fatigue, peadache, throat irritation, rhinitis, pruritus, pain, tachyqi.rdia, hypertension, double-blind, multicentre, non-infe,riority trial, in the rituximab group, 27 %, 58 % and 51 % of patients with normal 
hypotension, dyspnoea, dyspepsia, aslhema and feab.Jres of tumour lysis syndrome. Severe infusion-reratad reactions (such immunog lobulin levels at baseline, had low lgA, lgG and lgM levels, respectively compared lo 25 %, 50 % and 46 % in the 
as bronchospasm, hypotenslon) occurred lr, up to 12 % of the cases. 1 cyclophosphamlde group. There WJ:IS no Increased rate In overall Infections or serious lnfectlops In paHents with low lgA, 
Add itional reactions reported in some cases were m�rdial infarction, atrial fibrillation, pulmoi:,ary oedema and acute lgG or lgM. 
reversible thrombocylopenia. Exacerbations of pre-existing cardiac conditions such as angina pectonS or congestive heart 
failure or savare cardiac disorders (heart (ailure, myocardial infarction , atrial fibrillation), pulmonary qedama, multi-organ 

failure, tumour lysis syndrome, cytokine release syndrome, renal failure, and respiratory failure were 'reported al lower or 
unknown frequencies. The incidence of infusion-related symptoms decreased substantially with subsequent infusions and 

I 
Neutropenia 

is < 1 % of patients by the eighth cycle of trr9tmenl. 
1 

Infections I 1 Rltuxlmab Induces B-cell depletion In about 70-80 % of patients, but was associated with decreased serum lmmunoglobullns 

on ly in a minority of patients. I I 

Localised �ndida i_nfections � well _as H�es zoster�ere reported at a �igher inciden� i� th� rib.Jxi{nab-containing arm 
of randomised sb.Jdies. Severe infections were reported in about 4 % of patients treated with ntuxImab nlonotherapy. Higher 
frequencies of infections overall, includ inQ grade 3 or 4 infections, were observed during rib.Jximab maintenance treatment 
up to 2 years when compared to observation. There was no cumulative toxicity in terms of infections reported over a 2 year 
treatment period. In addition, other serious viral infections etther new, reactivated or exacerbated, some of which were fatal, 
have been reported with rib.Jximab treat!Tlent. The majority of patients had received rituximab if combination with 
chemotherapy or as part of a haematopoelic stern cell transplant. Examples of these serious viral infections are infections 
caused by the herpes viruses (CytomegalQvirus, Varicella Zoster Virus and Herpes Simplex Virus), Jf:: virus (progressive 
multifocal leukoencephalopathy (PML)) and hepatitis C virus. Cases of fatal PML that occurred after pisease progression 
and relrealment have also been reported irl clinical trials. Cases of hepatitis B reactivation, have been reported, the majority 
of which were in patients receiving rituximab in combination with cytotoxic chemotherapy. In patients wil_\1 relapsed/refractory 
CLL, the incidence of grade 3/4 hepatitis ' B infection (reactivation and primary infection) was 2 % in R-FC vs O % FC. 
Progression of Kaposi's sarcoma has bEMti observed in rib.Jximab-exposed patients with pre-existing Kaposi's sarcoma. 
These cases occurred In non-approved Ind/cations and the majority of patients were HIV positive. 

In the active controlled, randomisM, double-blind, multicentre, non-inferiority trial of rituxirrlab in granulomatosis with 
polyangiilis and microscopic polyang iitis, 24 % of patients in the rituximab group {single course�and 23 % of patients in the 
cyclophosphamide group develop�d CTC grade 3 or greater neutropania. Neutropenia was not associated with an 
observed increase in serious infection in rituximab treated patients. The effect of muttipleIrituximab courses on the 
development of neutropenia in gra�ulomatosis with polyangiilis and microscopic polyangiitis papents has not been stud ied 
In dlnlcal trials. 

I I 
Skin and subcutaneous tissue disorders 
Toxic epidermal necrolysis (Lyell'5 Syndrome) and Stevens Johnson Syndrome, some with lrata1 outcome, have been 
reported vary rarely. 1 I 

KNOWN SYMPTOMS OF OVERDOSAGE AND PARTICULARS OF ITS TREATMENT I 

Limited experience with doses higher than the approved dose of intravenous rituximab formu lation is available from dinical 
trials in humans. The highest intravenous dose of rituximab tested in humans to date is 5 000 rhg (2 250 mg/m2), tested in 
a dose escalation sb.Jdy in patientsIwilh CLL. No additional safety signals were identified. I 

Patients who experience overdose shou ld have immediate interruption of their infusion and be dosely monitored. 
In the post marketing setting five CSses of rituximab overdose have been reported. Three casSS had no reported adverse 
event. The two adverae events that were reported were flu-like symptoms, with a dose of 118 g of rituximab and felal 
respiratory failure, with a dose of 2'g of riluximab. 

IDENTIFICATION 
A clear, colourless solution. 
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H•eJ!J!Jfoloqlc a�e �et/ons 1 . . . 1 . . 
In clImcal bials with rituximab monotherapy 4 weeks, haematological abnormalities occurred m a minority of PRESENTATION 
patients and were usually mild and reversible. neutropenia was reported in 4,2 %, ahaem ia in 1, 1 % and BLJTZIMA 100 mg: Clear, colourless, type I glass vial with a chlorobutyl rubber stopper and an alum inium seal with a 
tnrornbocytop,nia. in1 ,7 .% of.1he _pati.eJ'l� D i��•i�t::��i�� p Jp 2..year:;, le.1.1CQPel'\Ul (!i..o/o YJ;. _ y_ejlow.. fliR:Pff -'<SP. .Pac;Js: of .2 v.ials.-+ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ 
2 %, grade 3/4) and neutropenia (10% VS. d at a higher incidence Iwhen compared to BLJTZIMA500 mg: Clear, colourless, type I glass vial with a chlorobutyl rubber stopper and an

I
aluminium seal with a dark 

observation. The incidence of thrombocytopenia was low (< 1 , grade /4) and was not different betw,aen treatment arms. grey flip-off cap. Pack of 1 vial. I I 

During the treatment course in studies with lituximab in combination with chemotherapy, grade 3/4 leucopenia {R-CHOP 
88 % vs. CHOP 79 %, R-FC 23 % vs. FC 12%), neulropenia (R-CVP 24 % vs. CVP 14 %; R-CHOP 97. % vs. CHbP 88 %, STORAGE INSTRUCTIONS I 

R-FC 30 %vs. FC 19 % in previously untreated CLL), pancytopenia (R-FC 3 % vs. FC 1 % in previously1,1ntreated CLL) were Store at 2 •c to 8 ·c. 
usually reported with higher frequencies 1when compared to chemotherapy alone. However, the higher incidence of Keep Iha container in the outer carlon in order to protect from light. 
neutropenla In patients treated with rltuxln,ab and chemotherapy was not associated with a higher Incidence of Infections DIiuted product I I 

and infestations compared to patients treated with chemotherapy alone. stud ies in previously untreated and The prepared infusion solution of rib.Jximab is physically and chemically stable for 24 hours al 2 •c to 8 •c and 
relapsed/refractory CLL have established �hat in up to 25 % of patients treatad with R-FC neutrop8nia was prolonged subsequently 12 hours at room tamperab.Jre (not more than 30 "C). I 

(denned as neutrophll count remain ing below 1x108/I between day 24 and 42 after the last dose) oroccuired with a late onset From a mlcroblologlcal point of vie.,.., the prepared Infusion solutlon should be used lmmedlat9/y. If not used Immediately, 
(defined as neutrophil count below 1x109/I later than 42 days after last dose in patients with no previous prolonged in-use storage times and cond itions prior to use are the responsibility of the user and would normally not be longer than 
neutropenia or who recovered prior to dEiy 42) following treatment with riluximab plus FC. There Were no differences 24 hours at 2 �c to 8 •c, unless dill.ition has taken place in controlled and validated aseptic conditions. 
reported for the incidence of anaemia. Som� cases of late neutropenia occurring more than four weeks after the last infusion KEEP OUT OF REACH OF CHIL9REN. 
of rib.Jximab were reported. In the CLL first-line study, Binet stage C patients experienced more adverse events in the R-FC 
arm compared to the FC arm (R-FC 83 % )IS. FC 71 %). In the relapsed/refractory CU. study grade 3f4 thrombocylopenia 
was reported In 11 % of paHents In the R-FC group compared to 9 % of patients In the FC group. 
In studies of rttuximab in patients with Wsldenstrom's macroglobulinaemia, transient increases in sel\Jm lgM levels have 
been observed following treatment initiation, which may be associated with hyperviscosity and rel�ted symptoms. The 
transient lgM Increase usually returned lo 0.t least baseline level within 4 months. 

Cardiovascular adVerse reactions 
I I 

Cardiovascular reactions during clinical trials with rituximab monolherapy were reported in 1 B,B % of pi!ltients with the most 
frequently reported events being hypotensi�n and hypertension. Cases of grade 3 or 4 arrhythmia Oncl�ding ventricular and 
supraventricular tachycardia) and angina pectoris during infusion were reported. Durinij maintenance treatment, the 
incidence of grade 3/4 card iac d isorders was comparable between patients treated with ritux1mab and observation. Cardiac 
events �":' reporte_d �s serious adyerse �ents (i_nclu_di� atrial fibrillation, myocardial infarcti�n, left ven�cular failure, 
myocardial 1Schaerma) in 3 % of patients treated with riluxImab compared to < 1 % on observation. lh studies evaluating 
rituximab in combination with chemother9py, the incidence of grade 3 and 4 card iac arrhythrpias, predominantly 
supraventricular arrflythmias such as tachycardia and atria l flutter/fibrillation, was higher in the R-CHOP group 
(14 patients, 6,9 %) as compared to Iha 13HOP group (3 patients, 1 ,5 %). All of these arrhythmias either occurred in the 
�nt� of a rituxi�a� infusio_n or were assp'?iated with �redisposing _conditions such as fever, infectiqn, acute myocard ial 
infarction or pre-existing respiratory and caithovascular disease. No difference between the R-CHOP and CHOP group was 
observed in the incidence of other graqe 3 and 4 cardiac events inciuding heart failure, myoqardial disease and 
manifestations of coronary artery disease. lr CLL, the overall incidence of grade 3 or 4 card iac disordei was low both in the 
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