


vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Rituzena 100 mg concentrate for solution for infusion 6

2. QUALITATIVE AND QUANTITATIVE COMPOSITION . %Q
Each vial contains 100 mg of rituximab. K\

Each mL of concentrate contains 10mg of rituximab. QO

Rituximab is a genetically engineered chimeric mouse/human monoclonal antibody r &nting a
glycosylated immunoglobulin with human IgG1 constant regions and murine I% in and

heavy-chain variable region sequences. The antibody is produced by mammali inese hamster
ovary) cell suspension culture and purified by affinity chromatography an@ exchange, including

specific viral inactivation and removal procedures. @

Concentrate for solution for infusion. O

Clear, colourless liquid. Q
4. CLINICAL PARTICULARS C}'

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

4.1 Therapeutic indications :
Rituzena is indicated in adul@ e following indications:

Non-Hodgkin’s Ivme HL)

Rituzena is indi N‘or treatment of previously untreated patients with stage I11-1V follicular

lymphoma in f%;x tion with chemotherapy.

thuzen@erapy is indicated for treatment of patients with stage I11-1V follicular lymphoma
o-resistant or are in their second or subsequent relapse after chemotherapy.

1S,
@a is indicated for the treatment of patients with CD20 positive diffuse large B cell

odgkin’s lymphoma in combination with CHOP (cyclophosphamide, doxorubicin, vincristine,
ednisolone) chemotherapy.
Chronic lymphocytic leukaemia (CLL)
Rituzena in combination with chemotherapy is indicated for the treatment of patients with previously
untreated and relapsed/refractory CLL. Only limited data are available on efficacy and safety for

patients previously treated with monoclonal antibodies including Rituzena or patients refractory to
previous Rituzena plus chemotherapy.

See section 5.1 for further information.



Granulomatosis with polyangiitis and microscopic polyangiitis

Rituzena, in combination with glucocorticoids, is indicated for the induction of remission in adult
patients with severe, active granulomatosis with polyangiitis (Wegener’s) (GPA) and microscopic
polyangiitis (MPA).

4.2 Posology and method of administration

Rituzena should be administered under the close supervision of an experienced healthcare
professional, and in an environment where full resuscitation facilities are immediately available (gee%
section 4.4).

Premedication consisting of an anti-pyretic and an antihistaminic, e.g. paracetamol and &
diphenhydramine, should always be given before each administration of Rituzena. Q
uld be

In patients with non-Hodgkin’s lymphoma and CLL, premedication with glucocortic®
considered if Rituzena is not given in combination with gIucocorticoid-containiPE therapy.

In patients with granulomatosis with polyangiitis (Wegener’s) or microscopé
methylprednisolone given intravenously for 1 to 3 days at a dose of 100
recommended prior to the first infusion of Rituzena (the last dose of
given on the same day as the first infusion of Rituzena). This shoul
1 mg/kg/day (not to exceed 80 mg/day, and tapered as rapidly
during and after Rituzena treatment. %

st \©
O

Non-Hodgkin’s lymphoma
Follicular non-Hodgkin's lymphoma \'Q

Combination therapy
The recommended dose of Rituz a@mbinaﬁon with chemotherapy for induction treatment of
previously untreated or relapsed ry patients with follicular lymphoma is: 375 mg/m? body

poéngiitis,

er day is

rednisolone may be
owed by oral prednisone
based on clinical need)

surface area per cycle, for up es.
Rituzena should be admini n day 1 of each chemotherapy cycle, after intravenous
administration of the g rticoid component of the chemotherapy if applicable.

Monotherapy \
e Rel @Taetory follicular lymphoma

The recbgifgentied dose of Rituzena monotherapy used as induction treatment for adult patients with

stage llicular lymphoma who are chemoresistant or are in their second or subsequent relapse
c@ytherapy is: 375 mg/m? body surface area, administered as an intravenous infusion once

% for four weeks.

%r retreatment with Rituzena monotherapy for patients who have responded to previous treatment

ith Rituzena monotherapy for relapsed/refractory follicular lymphoma, the recommended dose is:
375 mg/m? body surface area, administered as an intravenous infusion once weekly for four weeks
(see section 5.1).

Diffuse large B cell non-Hodgkin's lymphoma

Rituzena should be used in combination with CHOP chemotherapy. The recommended dosage is
375 mg/m? body surface area, administered on day 1 of each chemotherapy cycle for 8 cycles after
intravenous infusion of the glucocorticoid component of CHOP. Safety and efficacy of Rituzena



have not been established in combination with other chemotherapies in diffuse large B cell
non-Hodgkin’s lymphoma.

Dose adjustments during treatment

No dose reductions of Rituzena are recommended. When Rituzena is given in combination with
chemotherapy, standard dose reductions for the chemotherapeutic medicinal products should be

applied. t

Chronic lymphocytic leukaemia @

Prophylaxis with adequate hydration and administration of uricostatics starting 48 hours prior to ‘\%
start of therapy is recommended for CLL patients to reduce the risk of tumour lysis syndrome. F&
CLL patients whose lymphocyte counts are > 25 x 10%/L it is recommended to administer

prednisone/prednisolone 100 mg intravenous shortly before infusion with Rituzena to d@

rate and severity of acute infusion reactions and/or cytokine release syndrome.

The recommended dosage of Rituzena in combination with chemotherapy for pr sl untreated
and relapsed/refractory patients is 375 mg/m? body surface area administered o of the first
treatment cycle followed by 500 mg/m? body surface area administered on gay 1% each
subsequent cycle for 6 cycles in total. The chemotherapy should be gin@ﬁ Rituzena infusion.

Granulomatosis with polyangiitis and microscopic polyangiitis

Patients treated with Rituzena must be given the patient aler h'each infusion.

The recommended dosage of Rituzena for induction of rerlssion therapy of granulomatosis with
polyangiitis and microscopic polyangiitis is 375 mg ody surface area, administered as an
intravenous infusion once weekly for 4 weeks (ﬁ§ ions in total).

Pneumocystis jiroveci pneumonia (PCP) p yI is is recommended for patients with

granulomatosis with polyangiitis or mlcr polyangiitis during and following Rituzena
treatment, as appropriate.

Special populations 60

Elderly 9
No dose adjustment is in elderly patients (aged >65 years).

Paediatric populx
The safety and y of Rituzena in children below 18 years has not been established. No data are
avallable

Meth(G inistration

pared Rituzena solution should be administered as an intravenous infusion through a
ted line. It should not be administered as an intravenous push or bolus.

atients should be closely monitored for the onset of cytokine release syndrome (see section 4.4).
Patients who develop evidence of severe reactions, especially severe dyspnoea, bronchospasm or
hypoxia should have the infusion interrupted immediately. Patients with non-Hodgkin’s lymphoma
should then be evaluated for evidence of tumour lysis syndrome including appropriate laboratory
tests and, for pulmonary infiltration, with a chest X-ray. In all patients, the infusion should not be
restarted until complete resolution of all symptoms, and normalisation of laboratory values and chest
X-ray findings. At this time, the infusion can be initially resumed at not more 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 basis.



Mild or moderate infusion-related reactions (IRRs) (section 4.8) usually respond to a
reduction in the rate of infusion. The infusion rate may be increased upon improvement of
symptoms.

First infusion

The recommended initial rate for infusion is 50 mg/h; after the first 30 minutes, it can be escalated
in 50 mg/h increments every 30 minutes, to a maximum of 400 mg/h.

Subsequent infusions . %

All indications

Subsequent doses of Rituzena can be infused at an initial rate of 100 mg/h, and increas O
100 mg/h increments at 30 minute intervals, to a maximum of 400 mg/h.

4.3 Contraindications 0

Contraindications for use in non-Hodgkin’s lymphoma and chronic lymphogytic Yelikaemia

Hypersensitivity to the active substance or to murine proteins, or to a| @e other excipients listed in
section 6.1. (5

Active, severe infections (see section 4.4). :Q

Patients in a severely immunocompromised state. \
Contraindications for use in rheumatoid arthritis matosis with polyangiitis and microscopic
polyangiitis

Hypersensitivity to the active substance &urine proteins, or to any of the other excipients listed in
section 6.1.

Active, severe infections (see se@

Patients in a severely imn@promised state.

Severe heart failure ( ork Heart Association Class IV) or severe, uncontrolled cardiac disease
(see section 4.4 regardingyother cardiovascular diseases).

44 Sp&@ﬁngs and precautions for use
.

In ord yriprove traceability of biological medicinal products, the tradename and batch number of
@tered product should be clearly recorded (or stated) in the patient file.

ssive multifocal leukoencephalopathy (PML)

Il patients treated with rituximab for rheumatoid arthritis, granulomatosis with polyangiitis and
microscopic polyangiitis must be given the patient alert card with each infusion. The alert card
contains important safety information for patients regarding potential increased risk of infections,
including PML.

Very rare cases of fatal PML have been reported following the use of rituximab. Patients must be
monitored at regular intervals for any new or worsening neurological symptoms or signs that may be
suggestive of PML. If PML is suspected, further dosing must be suspended until PML has been
excluded. The clinician should evaluate the patient to determine if the symptoms are indicative of



neurological dysfunction, and if so, whether these symptoms are possibly suggestive of PML.
Consultation with a neurologist should be considered as clinically indicated.

If any doubt exists, further evaluation, including MRI scan preferably with contrast, cerebrospinal
fluid (CSF) testing for JC Viral DNA and repeat neurological assessments, should be considered.

The physician should be particularly alert to symptoms suggestive of PML that the patient may not
notice (e.g. cognitive, neurological or psychiatric symptoms). Patients should also be advised to
inform their partner or caregivers about their treatment, since they may notice symptoms that the

patient is not aware of. @

If a patient develops PML the dosing of rituximab must be permanently discontinued. ’\6

Following reconstitution of the immune system in immunocompromised patients with PML, K
stabilisation or improved outcome has been seen. It remains unknown if early detectio
and suspension of rituximab therapy may lead to similar stabilisation or improved out

Non-Hodgkin’s lymphoma and chronic lymphocytic leukaemia
Infusion related reactions 0
Rituximab is associated with infusion-related reactions, which may be r to release of cytokines

and/or other chemical mediators. Cytokine release syndrome may be gl ly indistinguishable
from acute hypersensitivity reactions.

This set of reactions which includes syndrome of cytokine re @m ur lysis syndrome and
anaphylactic and hypersensitivity reactions are described, b¢ <@

Severe infusion-related reactions with fatal outcom e been reported during post-marketing use
of the rituximab intravenous formulation, with a ?@anging within 30 minutes to 2 hours after
starting the first rituximab intravenous infusion@ were characterised by pulmonary events and
in some cases included rapid tumour lysis features of tumour lysis syndrome in addition to
fever, chills, rigors, hypotension, urticar@%)edema and other symptoms (see section 4.8).

\ '@ucterised by severe dyspnoea, often accompanied by
drNgr™o fever, chills, rigors, urticaria, and angioedema. This

syndrome may be associated ame features of tumour lysis syndrome such as hyperuricaemia,
hyperkalaemia, hypocalcag perphosphataemia, acute renal failure, elevated lactate
dehydrogenase (LDH) aad%ay be associated with acute respiratory failure and death. The acute
respiratory failure ma$ @ ccompanied by events such as pulmonary interstitial infiltration or
oedema, visible oMa cheS§ X-ray. The syndrome frequently manifests itself within one or two hours
of initiating th fusion. Patients with a history of pulmonary insufficiency or those with
pulmonary %filtration may be at greater risk of poor outcome and should be treated with
increas ti0n. Patients who develop severe cytokine release syndrome should have their infusion
interr immediately (see section 4.2) and should receive aggressive symptomatic treatment.
i ml improvement of clinical symptoms may be followed by deterioration, these patients
e closely monitored until tumour lysis syndrome and pulmonary infiltration have been
ed or ruled out. Further treatment of patients after complete resolution of signs and symptoms
s rarely resulted in repeated severe cytokine release syndrome.

Severe cytokine release syndro
bronchospasm and hypoxia, in ag

Patients with a high tumour burden or with a high number (>25 x 10%L) of circulating malignant
cells such as patients with CLL, who may be at higher risk of especially severe cytokine release
syndrome, should only be treated with extreme caution. These patients should be very closely
monitored throughout the first infusion. Consideration should be given to the use of a reduced
infusion rate for the first infusion in these patients or a split dosing over two days during the first
cycle and any subsequent cycles if the lymphocyte count is still >25 x 10%/L.

Infusion related adverse reactions of all kinds have been observed in 77% of patients treated with



rituximab (including cytokine release syndrome accompanied by hypotension and bronchospasm in
10 % of patients) see section 4.8. These symptoms are usually reversible with interruption of
rituximab infusion and administration of an anti-pyretic, an antihistaminic, and, occasionally,
oxygen, intravenous saline or bronchodilators, and glucocorticoids if required. Please see cytokine
release syndrome above for severe reactions.

Anaphylactic and other hypersensitivity reactions have been reported following the intravenous
administration of proteins to patients. In contrast to cytokine release syndrome, true hypersensitivity
reactions typically occur within minutes after starting infusion. Medicinal products for the treatment
of hypersensitivity reactions, e.g., epinephrine (adrenaline), antihistamines and glucocorticoids,

should be available for immediate use in the event of an allergic reaction during administration of 6

rituximab. Clinical manifestations of anaphylaxis may appear similar to clinical manifestations of \
the cytokine release syndrome (described above). Reactions attributed to hypersensitivity have b&
reported less frequently than those attributed to cytokine release.

Additional reactions reported in some cases were myocardial infarction, atrial fibrilla[&ul onary
oedema and acute reversible thrombocytopenia. 0
Since hypotension may occur during rituximab administration, consideration s e given to
withholding anti-hypertensive medicines 12 hours prior to the rituximab in@ '

0
Cardiac disorders

Angina pectoris, cardiac arrhythmias such as atrial flutter and fibril , neart failure and/or
myocardial infarction have occurred in patients treated with rituse erefore, patients with a
history of cardiac disease and/or cardiotoxic chemotherapy shj onitored closely.

Haematological toxicities
Although rituximab is not myelosuppressive in mo apy, caution should be exercised when
considering treatment of patients with neutrophil :@ 10%/L and/or platelet counts < 75 x 10%/L
as clinical experience in this population is Iimit@uximab has been used in 21 patients who
underwent autologous bone marrow transpigntati
reduced bone marrow function without i@%

and other risk groups with a presumable
myelotoxicity.

Regular full blood counts, includiggtgeumophil and platelet counts, should be performed during
rituximab therapy.

Infections
Serious infections, incl
Rituximab should no

dirg fatalities, can occur during therapy with rituximab (see section 4.8).
%l ministered to patients with an active, severe infection (e.g. tuberculosis,
sepsis and opporm&st:c afections, see section 4.3).

Physicians sho cise caution when considering the use of rituximab in patients with a history
of recurrin %ﬁic infections or with underlying conditions which may further predispose
patient riows infection (see section 4.8).

%@patitis B reactivation have been reported in subjects receiving rituximab including
nt hepatitis with fatal outcome. The majority of these subjects were also exposed to cytotoxic
therapy. Limited information from one study in relapsed/refractory CLL patients suggests that
uximab treatment may also worsen the outcome of primary hepatitis B infections. Hepatitis B virus
HBYV) screening should be performed in all patients before initiation of treatment with rituximab. At
minimum this should include HBsAg-status and HBcAb-status. These can be complemented 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 (either HBsAg or HBCAb)
should consult liver disease experts before start of treatment and should be monitored and managed
following local medical standards to prevent hepatitis B reactivation.

Very rare cases of progressive multifocal leukoencephalopathy (PML) have been reported during
post-marketing use of rituximab in NHL and CLL (see section 4.8). The majority of patients had

O



received rituximab in combination with chemotherapy or as part of a haematopoietic stem cell
transplant.

Immunisations

The safety of immunisation with live viral vaccines, following rituximab therapy has not been

studied for NHL and CLL patients and vaccination with live virus vaccines is not recommended.

Patients treated with rituximab may receive non-live vaccinations. However, with non-live vaccines
response rates may be reduced. In a non-randomised study, patients with relapsed low-grade NHL

who received rituximab monotherapy when compared to healthy untreated controls had a lower rate

of response to vaccination with tetanus recall antigen (16% vs. 81%) and Keyhole Limpet @
Haemocyanin (KLH) neoantigen (4% vs. 76% when assessed for >2-fold increase in antibody titer).

For CLL patients similar results are assumable considering similarities between both diseases but \6
that has not been investigated in clinical trials.

Mean pre-therapeutic antibody titres against a panel of antigens (Streptococcus pneumagi enza

A, mumps, rubella, varicella) were maintained for at least 6 months after treatment wi xifnab.

Skin reactions 0

Severe skin reactions such as Toxic Epidermal Necrolysis (Lyell’s Syndrome) vens-Johnson
Syndrome, some with fatal outcome, have been reported (see section 4.8). s casésdf such an event,
with a suspected relationship to rituximab, treatment should be permane i

iscontinued.

Rheumatoid arthritis, granulomatosis with polyangiitis and micros vangiitis
Methotrexate (MTX) naive populations with rheumatoid art Q

The use of rituximab is not recommended in MTX-naivepa @ s Since a favourable benefit risk
relationship has not been established. K

Infusion related reactions

Rituximab is associated with infusion related re@s (IRRs), which may be related to release of
cytokines and/or other chemical mediators%n ication consisting of an analgesic/anti-pyretic
medicinal product and an anti-histamini iinal product, should always be administered before
each infusion of rituximab. In rheuma mritis premedication with glucocorticoids should also be
administered before each infusio itisimab in order to reduce the frequency and severity of IRRs
(see sections 4.2 and 4.8).

Severe IRRs with fatal outgo @> ave been reported in rheumatoid arthritis patients in the
post-marketing setting. eumatoid arthritis most infusion-related events reported in clinical trials
were mild to moderat verity. The most common symptoms were allergic reactions like headache,
pruritus, throat irfi¢ation,¥lushing, rash, urticaria, hypertension, and pyrexia. In general, the proportion
of patients exp g any infusion reaction was higher following the first infusion than following
the second | of any treatment course. The incidence of IRR decreased with subsequent courses
(see secti % The reactions reported were usually reversible with a reduction in rate, or
interr & rituximab infusion and administration of an anti-pyretic, an antihistamine, and,

¢ Q’y, oxygen, intravenous saline or bronchodilators, and glucocorticoids if required. Closely

it& patients with pre-existing cardiac conditions and those who experienced prior
pulmonary adverse reactions. Depending on the severity of the IRR and the required

ifiterventions, temporarily or permanently discontinue rituximab. In most cases, the infusion can be
esumed at a 50 % reduction in rate (e.g. from 100 mg/h to 50 mg/h) when symptoms have completely
resolved.

Medicinal products for the treatment of hypersensitivity reactions, e.g. epinephrine (adrenaline),
antihistamines and glucocorticoids, should be available for immediate use in the event of an allergic
reaction during administration of rituximab.

There are no data on the safety of rituximab in patients with moderate heart failure (NYHA class 111)
or severe, uncontrolled cardiovascular disease. In patients treated with rituximab, the occurrence of



pre-existing ischemic cardiac conditions becoming symptomatic, such as angina pectoris, has been
observed, as well as atrial fibrillation and flutter. Therefore, in patients with a known cardiac history,
and those who experienced prior cardiopulmonary adverse reactions the risk of cardiovascular
complications resulting from infusion reactions should be considered before treatment with rituximab
and patients closely monitored during administration. Since hypotension may occur during rituximab
infusion, consideration should be given to withholding anti-hypertensive medicinal product 12 hours
prior to the rituximab infusion.

IRRs for patients with granulomatosis with polyangiitis and microscopic polyangiitis were similar to
those seen for rheumatoid arthritis patients in clinical trials (see section 4.8).

Angina pectoris, cardiac arrhythmias such as atrial flutter and fibrillation, heart failure and/or
myocardial infarction have occurred in patients treated with rituximab. Therefore patients wi
a history of cardiac disease should be monitored closely (see Infusion related reactions,

Infections \

Based on the mechanism of action of rituximab and the knowledge that B cells p portant
role in maintaining normal immune response, patients have an increased risk offi 1on following
rituximab therapy (see section 5.1). Serious infections, including fatalities, gan oCelr during therapy
with rituximab (see section 4.8).Rituximab should not be administered taatients with an active,
severe infection (e.g. tuberculosis, sepsis and opportunistic infections, &fspction 4.3) or severely
immunocompromised patients (e.g. where levels of CD4 or CD8 an & ow). Physicians should
exercise caution when considering the use of rituximab in patiep ashistory of recurring or
chronic infections or with underlying conditions which may Rer predispose patients to serious
infection, e.g. hypogammaglobulinaemia (see section 4.Q). @ eCommended that immunoglobulin
levels are determined prior to initiating treatment with rit q0.

Patients reporting signs and symptoms of infecti¢®/ing rituximab therapy should be promptly

evaluated and treated appropriately. Before givi bsequent course of rituximab treatment,
patients should be re-evaluated for any po tial risk for infections.

Very rare cases of fatal progressive m t I leukoencephalopathy (PML) have been reported
following use of rituximab for th t of rheumatoid arthritis and autoimmune diseases
including Systemic Lupus Eryth

S (SLE) and vasculitis.
Hepatitis B Infections
Cases of hepatitis B reaativation, mcludlng those with a fatal outcome, have been reported in
rheumatoid arthritis, matosis with polyangiitis and microscopic polyangiitis patients receiving
rituximab.

with rité t minimum this should include HBsAg-status and HBcAb-status. These can be
comp et with other appropriate markers as per local guidelines. Patients with active hepatitis B
uId not be treated with rituximab. Patients with positive hepatitis B serology (either
or HBcADb) should consult liver disease experts before start of treatment and should be
ored and managed following local medical standards to prevent hepatitis B reactivation.

Hepatitis EQA V) screening should be performed in all patients before initiation of treatment

ate neutropenia
Measure blood neutrophils prior to each course of rituximab, and regularly up to 6-months
after cessation of treatment, and upon signs or symptoms of infection (see section 4.8).

Skin reactions

Severe skin reactions such as Toxic Epidermal Necrolysis (Lyell’s Syndrome) and
Stevens-Johnson Syndrome, some with fatal outcome, have been reported (see section 4.8). In
case of such an event with a suspected relationship to rituximab, treatment should be permanently
discontinued.

. . TS
Cardiac disorders &



Immunisation

Physicians should review the patient’s vaccination status and follow current immunisation
guidelines prior to rituximab therapy. Vaccination should be completed at least 4 weeks prior to
first administration of rituximab.

The safety of immunisation with live viral vaccines following rituximab therapy has not been studied.
Therefore vaccination with live virus vaccines is not recommended whilst on rituximab or whilst
peripherally B cell depleted.

Patients treated with rituximab may receive non-live vaccinations. However, response rates to @
non-live vaccines may be reduced. In a randomised trial, patients with rheumatoid arthritis treate %
with rituximab and methotrexate had comparable response rates to tetanus recall antigen (39%

42%), reduced rates to pneumococcal polysaccharide vaccine (43% vs. 82% to at least 2
pneumococcal antibody serotypes), and KLH neoantigen (47% vs. 93%), when given er
rituximab as compared to patients only receiving methotrexate. Should non-live vacci&s e
required whilst receiving rituximab therapy, these should be completed at least 4 we ior to
commencing the next course of rituximab. 6

In the overall experience of rituximab repeat treatment over one year in rhegmatGid arthritis, the

proportions of patients with positive antibody titres against S. pneumon fluenza, mumps,
rubella, varicella and tetanus toxoid were generally similar to the pro (@s at baseline.

Concomitant/sequential use of other DMARDSs in rheumatoid a
The concomitant use of rituximab and anti-rheumatic therapi erthan those specified under the
rheumatoid arthritis indication and posology is not reco @i

There are limited data from clinical trials to fully as the safety of the sequential use of other
DMARD:s (including TNF inhibitors and other bj @ following rituximab (see section 4.5).
The available data indicate that the rate of cliniaﬁelevant infection is unchanged when such
therapies are used in patients previously trwG h rituximab, however patients should be closely
observed for signs of infection if biologi and/or DMARDs are used following rituximab

therapy. 0

Malignancy

Immunomodulatory medicin ts may increase the risk of malignancy. On the basis of
limited experience with ri in rheumatoid arthritis patients (see section 4.8) the present data
do not seem to suggest iacreased risk of malignancy. However, the possible risk for the
development of solid rs cannot be excluded at this time.

45 Interactj h other medicinal products and other forms of interaction

Currenm@are limited data on possible medicinal product interactions with rituximab.

I ients, co-administration with rituximab did not appear to have an effect on the
okinetics of fludarabine or cyclophosphamide. In addition, there was no apparent effect of
abine and cyclophosphamide on the pharmacokinetics of rituximab.

o-administration with methotrexate had no effect on the pharmacokinetics of rituximab in
rheumatoid arthritis patients.

Patients with human anti-mouse antibody or human anti-chimeric antibody (HAMA/HACA)
titres may have allergic or hypersensitivity reactions when treated with other diagnostic or
therapeutic monoclonal antibodies.

In patients with rheumatoid arthritis, 283 patients received subsequent therapy with a biologic
DMARD following rituximab. In these patients the rate of clinically relevant infection while on

10



rituximab was 6.01 per 100 patient years compared to 4.97 per 100 patient years following
treatment with the biologic DMARD.

4.6 Fertility, pregnancy and lactation

Contraception in males and females

Due to the long retention time of rituximab in B cell depleted patients, women of childbearing
potential should use effective contraceptive methods during and for 12 months following
treatment with rituximab. @

.
Pregnancy \%

IgG immunoglobulins are known to cross the placental barrier.

B cell levels in human neonates following maternal exposure to rituximab have not be

clinical trials. There are no adequate and well-controlled data from studies in pregnan e,
however transient B-cell depletion and lymphocytopenia have been reported in some born to
mothers exposed to rituximab during pregnancy. Similar effects have been obseryet\in Jihimal studies
(see section 5.3). For these reasons rituximab should not be administered to pre@.wcmen unless
the possible benefit outweighs the potential risk.

Breast-feeding é

Whether rituximab is excreted in human milk is not known. Ho ause maternal 1gG is
excreted in human milk, and rituximab was detectable in mi clating monkeys, women
should not breastfeed while treated with rituximab and l\ ths following rituximab treatment.

Animal studies did not reveal deleterious effec@uximab on reproductive organs.
4.7  Effects on ability to drive and u &hines
No studies on the effects of rituxi a@lhe ability to drive and use machines have been performed,

although the pharmacological a d adverse reactions reported to date suggest that rituximab
would have no or negligible j on the ability to drive and use machines.

4.8 Undesirable eff &
Summary of the 3@/ péile (non-Hodgkin’s lymphoma and chronic lymphocytic leukaemia)

rofile of rituximab in non-Hodgkin’s lymphoma and CLL is based on data from
ical trials and from post-marketing surveillance. These patients were treated either

patient
with r'% monotherapy (as induction treatment or maintenance treatment following induction
or in combination with chemotherapy.
ost frequently observed adverse drug reactions (ADRS) in patients receiving rituximab were

§ @Rs which occurred in the majority of patients during the first infusion. The incidence of

infusion-related symptoms decreases substantially with subsequent infusions and is less than 1% after
eight doses of rituximab.

Infectious events (predominantly bacterial and viral) occurred in approximately 30-55% of
patients during clinical trials in patients with NHL and in 30-50% of patients during clinical trials
in patients with CLL

The most frequent reported or observed serious adverse drug reactions were:
* IRRs (including cytokine-release syndrome, tumour-lysis syndrome), see section 4.4.
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¢ Infections, see section 4.4.
e Cardiovascular events, see section 4.4.

Other serious ADRs reported include hepatitis B reactivation and PML (see section 4.4.)

Tabulated list of adverse reactions

The frequencies of ADRs reported with rituximab alone or in combination with chemotherapy
are summarised in Table 1. Within each frequency grouping, undesirable effects are presented in
order of decreasing seriousness. Frequencies are defined as very common (= 1/10), common (= @

1/100 to < 1/10), uncommon (= 1/1,000 to < 1/100), rare (= 1/10,000 to < 1/1000), very rare (< , %
1/10,000) and not known (cannot be estimated from the available data).

The ADRs identified only during post-marketing surveillance, and for which a frequency co@
not be estimated, are listed under “not known”. Q

Table 1 ADRs reported in clinical trials or during post-marketing surveill n
patients with NHL and CLL disease treated with rituximab
monotherapy/maintenance or in combination with chemoth@

System organ Very Common Uncommon Rare Very Rare Not known
class common
Infections bacterial sepsis, serious viral
and infection, *pneumonia, infectio
infestations viral *febrile Pneum
infections, infection, Jirgl7/eCN
*bronchitis *herpes zoster,
*respiratory
tract
infection, fungal
infections, O
infections of
unknown Q
aetiology, x
*acute
bronchitis, GP
*sinusitis,
hepdsit
Blood and neutropenia, an coagulation transient late
lymphatic leucopenia, e2aF: disorders, increase in neutropenia®
system *febrile @ ulocytopen | aplastic serum IgM
disorders neutropenia& anaemia, levels®
*thromb, > haemolytic
openia anaemia,
\ lymphadenop
athy
Immune @ovn hypersensitivity anaphylaxis tumour lysis infusion-relate
system . \ ed syndrome, d acute
disorder eactions?, cytokine reversible
\ angioedema release thrombocytop
* C) syndrome?, enia*
serum
sickness
abolism hyperglycaemia,
nd nutrition weight
disorders decrease,
peripheral
oedema, face
oedema,
increased LDH,
hypocalcaemia
Psychiatric depression,
disorders nervousness,
Nervous paraesthesia, dysgeusia peripheral cranial
system hypoaesthesia, neuropathy, neuropathy,
disorders agitation, facial nerve loss of other
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Systirl’r;Sc;rgan co\r/:r%n Common Uncommon Rare Very Rare Not known
insomnia, palsy® senses®
vasodilatation,
dizziness,
anxiety

Eye disorders lacrimation severe vision
disorder, loss®
conjunctivitis

Ear and tinnitus, ear hearing loss®

labyrinth pain

disorders

Cardiac *myocardial left severe heart failure?

disorders infarction® @46 | ventricular cardiac and 6 ¢ C
arrhythmia, failure, disoders*and 6 \‘
*atrial *supraventri-
fibrillation, cular O
tachycardia, tachycardia, <Q
*cardiac +ventricular XQ
disorder tachycardia, \

+angina,

+myocardial 0
ischaemia, @
bradycardia

Vascular hypertension, %:éjlitis

disorders orthostatic k ominatel
hypotension, cutaneous),
hypotension leukocytoclast

ic vasculiti

Respiratory, bronchospasm?, | asthma, i respiratory lung

thoracic and respiratory bronchioliti failure* infiltration

mediastinal disease, chest obliterans,

disorders pain, dyspnoea, | lung disorder,
increased hypoxi
cough,
rhinitis

Gastrointesti | nausea vomiting , ab inal gastro-intestin

nal disorders diarrhoea, x enlargement al perforation’

abdominal pfin,

dysphagi
storgatitis,
congtiatioe

)

% exla, throat
ation
pruritus,

Skin and urticaria, severe bullous
Subcutaneous | rash, sweating, night skin reactions,
tissue ecia sweats, *skin Stevens-Johns
disorders disorder on Syndrome
@ toxic
epidermal
\ necrolysis
(Lyell’s
Syndrome)’,
hypertonia,
myalgia,

arthralgia, back
pain, neck pain,
pain

disorders
Renal and renal failure*
urinary
disorders
General fever, chills, tumour pain, infusion site
disorders and | asthenia, flushing, pain
administratio | headache malaise,
nsite cold syndrome,
conditions *fatigue,
*shivering,
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System organ Very

Common Uncommon Rare Very Rare Not known
class common

*multi-organ
failure*

Investigations | decreased
1gG levels
For each term, the frequency count was based on reactions of all grades (from mild to severe), except for terms marked

with "+" where the frequency count was based only on severe (> grade 3 NCI common toxicity criteria) reactions. Only

the highest frequency observed in the trials is reported

Lincludes reactivation and primary infections; frequency based on R-FC regimen in relapsed/refractory CLL

2see also section infection below

3 see also section haematologic adverse reactions below @
“see also section infusion-related reactions below. Rarely fatal cases reported . 6
5signs and symptoms of cranial neuropathy. Occurred at various times up to several months after completion of rituxi

therapy

6 observed mainly in patients with prior cardiac condition and/or cardiotoxic chemotherapy and were mostly ass
with infusion-related reactions
"includes fatal cases

The following terms have been reported as adverse events during clinical trials, ho e\,
were reported at a similar or lower incidence in the rituximab-arms compared t

arms: haematotoxicity, neutropenic infection, urinary tract infection, sensory di nce,
pyrexia.

ted in more than 50%

Description of selected adverse reactions : @

Signs and symptoms suggestive of an infusion-related reactio
of patients in clinical trials, and were predominantly seen dysig¥be first infusion, usually in the
first one to two hours. These symptoms mainly compri x chills and rigors. Other
symptoms included flushing, angioedema, bronchospasm, Wgmiting, nausea, urticaria/rash,
fatigue, headache, throat irritation, rhinitis, prurltus, tachycardia, hypertension, hypotension,
dyspnoea, dyspepsia, asthenia and features of tupre |s syndrome. Severe infusion-related
reactions (such as bronchospasm, hypotension) Sgcutred in up to 12% of the cases. Additional
reactions reported in some cases were myo@al nfarction, atrial fibrillation, pulmonary
oedema and acute reversible thrombocy@ ? Exacerbations of pre-existing cardiac conditions
such as angina pectoris or congestive ilure or severe cardiac disorders (heart failure,
myocardial infarction, atrial fibrilig @ulmonary oedema, multi-organ failure, tumour lysis
syndrome, cytokine release synd @ renal failure, and respiratory failure were reported at lower
or unknown frequencies. Th ce of infusion-related symptoms decreased substantially
with subsequent infusionsﬂ 1% of patients by the eighth cycle of rituximab-containing
treatment. Q
Infections \
Rituximab indyc ell depletion in about 70-80% of patients, but was associated with
decreasgd munoglobulins only in a minority of patients.

L@al@ndida infections as well as Herpes zoster were reported at a higher incidence in
b-containing arm of randomised studies. Severe infections were reported in about
atlents treated with rituximab monotherapy. Higher frequencies of infections overall,
4ding grade 3 or 4 infections, were observed during rituximab maintenance treatment up
83 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
either new, reactivated or exacerbated, some of which were fatal, have been reported with
rituximab treatment. The majority of patients had received rituximab in combination with
chemotherapy or as part of a haematopoetic stem cell transplant. Examples of these serious
viral infections are infections caused by the herpes viruses (Cytomegalovirus, Varicella Zoster
Virus and Herpes Simplex Virus), JC virus (progressive multifocal leukoencephalopathy
(PML)) and hepatitis C virus. Cases of fatal PML that occurred after disease progression and
retreatment have also been reported in clinical trials. Cases of hepatitis B reactivation,have
been reported, the majority of which were in patients receiving rituximab in combination with
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cytotoxic chemotherapy. In patients with relapsed/refractory CLL, the incidence of grade 3/4
hepatitis B infection (reactivation and primary infection) was 2% in R-FC vs 0% FC.
Progression of Kaposi’s sarcoma has been observed in rituximab-exposed patients with pre-
existing Kaposi’s sarcoma. These cases occurred in non-approved indications and the majority
of patients were HIV positive.

Haematologic adverse reactions

In clinical trials with rituximab monotherapy given for 4 weeks, haematological abnormalities

occurred in a minority of patients and were usually mild and reversible. Severe (grade 3/4)

neutropenia was reported in 4.2%, anaemia in 1.1% and thrombocytopenia in 1.7% of the patients. @
During rituximab maintenance treatment for up to 2 years, leucopenia (5% vs. 2%, grade 3/4) and‘

neutropenia (10% vs. 4%, grade 3/4) were reported at a higher incidence when compared to \
observation. The incidence of thrombocytopenia was low (<1% , grade 3/4) and was not differer&

between treatment arms. During the treatment course in studies with rituximab in combinatio

chemotherapy, grade 3/4 leucopenia (R-CHOP 88% vs. CHOP 79%, R-FC 23% vs. F
neutropenia (R-CVP 24% vs. CVP 14%; R-CHOP 97% vs. CHOP 88%, R-FC 30% v@% in

associated with a higher incidence of infections and infestations compared f@ patierits treated with

chemotherapy alone. Studies in previously untreated and relapsed/refra LL have established
that in up to 25% of patients treated with R-FC neutropenia was prolgn efined as neutrophil
count remaining below 1x10%L between day 24 and 42 after the la or occurred with a late

onset (defined as neutrophil count below 1x10%L later than 42 ge
no previous prolonged neutropenia or who recovered prior toda
rituximab plus FC. There were no differences reported fQ l@ Idence of anaemia. Some cases of
late neutropenia occurring more than four weeks after the Wstinfusion of rituximab were reported.
In the CLL first-line study, Binet stage C patients exg®sienced more adverse events in the R-FC arm
compared to the FC arm (R-FC 83% vs. FC 71:/96 relapsed/refractory CLL study grade %

S

last dose in patients with
lowing treatment with

thrombocytopenia was reported in 11% of pati the R-FC group compared to 9% of patients in

the FC group. \

In studies of rituximab in patients wit nstrom’s macroglobulinaemia, transient increases in
serum IgM levels have been obs fophowing treatment initiation, which may be associated with
hyperviscosity and related symp% e transient IgM increase usually returned to at least
baseline level within 4 mont

Cardiovascular advers tions
Cardiovascular reacti ring clinical trials with rituximab monotherapy were reported in 18.8% of
patients with the rgst fréquently reported events being hypotension and hypertension. Cases of grade
3 or 4 arrhyth invluding ventricular and supraventricular tachycardia) and angina pectoris during
infusion wega.r ed. During maintenance treatment, the incidence of grade 3/4 cardiac disorders
was C bie between patients treated with rituximab and observation. Cardiac events were
repor ious adverse events (including atrial fibrillation, myocardial infarction, left ventricular
fail m/ocardial ischaemia) in 3% of patients treated with rituximab compared to <1% on
tion. In studies evaluating rituximab in combination with chemotherapy, the incidence of
3 and 4 cardiac arrhythmias, predominantly supraventricular arrhythmias such as tachycardia
d atrial flutter/fibrillation, was higher in the R-CHOP group (14 patients, 6.9%) as compared to the
HOP group (3 patients, 1.5%). All of these arrhythmias either occurred in the context of a rituximab
infusion or were associated with predisposing conditions such as fever, infection, acute myocardial
infarction or pre-existing respiratory and cardiovascular disease. No difference between the R-CHOP
and CHOP group was observed in the incidence of other grade 3 and 4 cardiac events including heart
failure, myocardial disease and manifestations of coronary artery disease. In CLL, the overall
incidence of grade 3 or 4 cardiac disorders was low both in the first-line study (4% R-FC, 3% FC) and
in the relapsed/refractory study (4% R-FC, 4% FC).

Respiratory system
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Cases of interstitial lung disease, some with fatal outcome, have been reported.

Neurologic disorders

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 cerebrovascular 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 the 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). . \6

Cases of posterior reversible encephalopathy syndrome (PRES) / reversible posterior
leukoencephalopathy syndrome (RPLS) have been reported. Signs and symptoms included vi
disturbance, headache, seizures and altered mental status, with or without associated h LA
diagnosis of PRES/RPLS requires confirmation by brain imaging. The reported cases&y%nised
risk factors for PRES/RPLS, including the patients’ underlying disease, hypertension
immunosuppressive therapy and/or chemotherapy. 2

Gastrointestinal disorders
Gastrointestinal perforation in some cases leading to death has been obs in patients receiving
rituximab for treatment of non-Hodgkin’s lymphoma. In the majority, o@e cases, rituximab was

administered with chemotherapy. Q

1gG levels

In the clinical trial evaluating rituximab maintenance tregt n'relapsed/refractory follicular
lymphoma, median 1gG levels were below the lower limit rmal (LLN) (<7 g/L) after induction
treatment in both the observation and the rituximab s. In the observation group, the median IgG

proportion of patients with IgG levels below thedLLN was about 60% in the rituximab group

throughout the 2 year treatment period, while it
years).

level subsequently increased to above the LLN% ined constant in the rituximab group. The
d

reased in the observation group (36% after 2

A small number of spontaneous d@ure cases of hypogammaglobulinaemia have been
observed in paediatric patients tr, th rituximab, in some cases severe and requiring long-term
immunoglobulin substitution . The consequences of long term B cell depletion in paediatric
patients are unknown.

Skin and subcutaneo e disorders
Toxic Epidermal Necroly&is (Lyell Syndrome) and Stevens-Johnson Syndrome, some with fatal
outcome, have ported very rarely.

PatientSySiop®ations - rituximab monotherapy
xe s (= 65 years):

Elderlya
‘e@wce of ADRs of all grades and grade 3 /4 ADR was similar in elderly patients compared
er patients (<65 years).

@ulky disease

here was a higher incidence of grade 3/4 ADRs in patients with bulky disease than in patients
without bulky disease (25.6 % vs. 15.4 %). The incidence of ADRs of any grade was similar in
these two groups.

Re-treatment

The percentage of patients reporting ADRSs upon re-treatment with further courses of rituximab was
similar to the percentage of patients reporting ADRSs upon initial exposure (any grade and grade 3/4
ADRs).
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Patient subpopulations - rituximab combination therapy

Elderly patients (= 65 years)

The incidence of grade 3/4 blood and lymphatic adverse events was higher in elderly patients
compared to younger patients (<65 years), with previously untreated or relapsed/refractory
CLL.

Summary of the safety profile (rheumatoid arthritis)

The overall safety profile of rituximab in rheumatoid arthritis is based on data from patients from 6
clinical trials and from post-marketing surveillance. @

The safety profile of rituximab in patients with moderate to severe rheumatoid arthritis (RA) is ‘\%
summarised in the sections below. In clinical trials more than 3,100 patients received at least o

treatment course and were followed for periods ranging from 6 months to over 5 years;
approximately 2,400 patients received two or more courses of treatment with over 1,00
received 5 or more courses. The safety information collected during post-marketing e c
reflects the expected adverse reaction profile as seen in clinical trials for rituximab (seg.s#etion 4.4).

Patients received 2 x 1,000 mg of rituximab separated by an interval of two we addition to
methotrexate (10-25 mg/week). Rituximab infusions were administered aftgr an irftravenous infusion
of 100 mg methylprednisolone; patients also received treatment with or nisone for 15 days.

Tabulated list of adverse reactions Q
Frequencies are defined as very common (>1/10), common 0 1o <1/10), uncommon (>1/1,000
to <1/100) and very rare (<1/10,000). Within each freq uping, undesirable effects are
presented in order of decreasing seriousness.

incidence of IRRs in clinical trials was 23% wi irst infusion and decreased with subsequent

infusions. Serious IRRs were uncommon (§&% of*patients) and were predominantly seen during
s seen in RA clinical trials for rituximab,

PML) (see section 4.4) and serum sickness-like

arketing experience.

The most frequent adverse reactions consideredﬂ%@ceipt of rituximab were IRRs. The overall
th

the initial course. In addition to adverse
progressive multifocal leukoencephal
reaction have been reported duri

Table2 Summary of adv; g reactions reported in clinical trials or during post
marketing su e occurring in patients with rheumatoid arthritis receiving

rituximab
System organ classg, Ver mon Common Uncommon Rare Very rare
Infections and r respiratory | bronchitis, PML,
infestations t infection, sinusitis, reactivation of
. rinary tract gastroenteritis, hepatitis B
infections tinea pedis
Bloo neutropeniat late neutropenia? | serum sickness-
RORati like reaction
mo_ ders
¥nune system | dinfusion related 3infusion related
)jisorders reactions reactions
(hypertension, (generalised
nausea, rash, oedema,
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disorders

migraine,
dizziness, sciatica

System organ class| Very common Common Uncommon Rare Very rare
General pyrexia, pruritus, bronchospasm,
disorders and urticaria, throat wheezing,
administration irritation, hot laryngeal
site conditions flush, oedema,
hypotension, angioneurotic
rhinitis, rigors, oedema,
tachycardia, generalised
fatigue, pruritis,
oropharyngeal anaphylaxis,
pain, peripheral anaphylactoid
oedema, reaction) 4
erythma) *
Metabolism and hypercholesterole
nutritional mia K
Disorders O
Psychiatric depression,
disorders anxiety Q
Nervous system | headache paraesthesia,

Cardiac disorders

anai %toris,
a@ lation,
i

atrial flutter

lure,
cardial
ction
Gastrointestinal dyspepsia,
disorders diarrhoea, gastro- O
oesophageal \
reflux, mouth
ulceration, upper O
abdominal pain
Skin and alopecia\ toxic epidermal
subcutaneous necrolysis
tissue disorders (Lyell’s
0 Syndrome),
Stevens-Johnson
Syndrome®

©

levels*

Musculo- arthralgia /
skeletal musculoskeletal
disorders pain,
osteoarthritis,
bursitis
Investigatio ecreased IgM decreased 1gG

levels*

tegory derived from laboratory values collected as part of routine laboratory monitoring in clinical trials
category derived from post-marketing data.
=Recadions occurring during or within 24 hours of infusion. See also infusion-related reactions below. IRRs may occur as a
1% of hypersensitivity and/or to the mechanism of action.
ludes observations collected as part of routine laboratory monitoring.
Includes fatal cases

Description of selected adverse reactions

Multiple courses

Multiple courses of treatment are associated with a similar ADR profile to that observed following
first exposure. The rate of all ADRs following first rituximab exposure was highest during the first
6 months and declined thereafter. This is mostly accounted for by IRRs (most frequent during the

first treatment course), RA exacerbation and infections all of which were more frequent in the first
6 months of treatment.
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Infusion-related reactions

The most frequent ADRs following receipt of rituximab in clinical studies were IRRs. Among the

3189 patients treated with rituximab, 1,135 (36%) experienced at least one IRR with

733/3,189 (23%) of patients experiencing an IRR following first infusion of the first exposure to

rituximab. The incidence of IRRs declined with subsequent infusions. In clinical trials fewer than 1%
(17/3189) of patients experienced a serious IRR. There were no CTC Grade 4 IRRs and no deaths

due to IRRs in the clinical trials. The proportion of CTC Grade 3 events, and of IRRs leading to

withdrawal decreased by course and were rare from course 3 onwards. Premedication with

intravenous glucocorticoid significantly reduced the incidence and severity of IRRs (see sections 4.2 @
and 4.4). Severe IRRs with fatal outcome have been reported in the postmarketing setting. o 6

In a trial designed to evaluate the safety of a more rapid rituximab infusion in patients with
rheumatoid arthritis, patients with moderate-to-severe active RA who did not experience a se@
IRR during or within 24 hours of their first studied infusion were allowed to receive a ZQQ
intravenous infusion of rituximab. Patients with a history of a serious infusion reactiombl logic
therapy for RA were excluded from entry. The incidence, types and severity of IRRs onsistent
with that observed historically. No serious IRRs were observed. $

Infections @

The overall rate of infection was approximately 94 per 100 patient years,i %ximab treated
patients. The infections were predominately mild to moderate and co s%mostly of upper
respiratory tract infections and urinary tract infections. The inciden ections that were serious
or required 1V antibiotics, was approximately 4 per 100 patient Phie rate of serious infections
did not show any significant increase following multiple course imab. Lower respiratory
tract infections (including pneumonia) have been report r@ linical trials, at a similar incidence
in the rituximab-arms compared to control arms. \

e

S

Cases of progressive multifocal leukoencephalo h fatal outcome have been reported
following use of rituximab for the treatment of €utoMmune diseases. This includes rheumatoid
arthritis and off-label autoimmune diseasew:'lu ing Systemic Lupus Erythematosus (SLE) and

vasculitis. Q

In patients with non-Hodgkin’s | @a receiving rituximab in combination with cytotoxic
chemotherapy, cases of hepatitis vation have been reported (see non-Hodgkin’s lymphoma).
Reactivation of hepatitis B i as also been very rarely reported in rheumatoid arthritis patients
receiving rituximab (see s

Cardiovascular adve ctions
Serious cardiac redgtionsSyere reported at a rate of 1.3 per 100 patient years in the rituximab treated
patients compm .3 per 100 patient years in placebo treated patients. The proportions of patients

experienciQ reactions (all or serious) did not increase over multiple courses.
<
Neuro@ nts

sterior reversible encephalopathy syndrome (PRES) reversible posterior
cephalopathy syndrome (RPLS) have been reported. Signs and symptoms included visual
ance, headache, seizures and altered mental status, with or without associated hypertension. A
agnosis of PRES/RPLS requires confirmation by brain imaging. The reported cases had recognised
risk factors for PRES/RPLS, including the patients’ underlying disease, hypertension,
immunosuppressive therapy and/or chemotherapy.

Neutropenia

Events of neutropenia were observed with rituximab treatment, the majority of which were
transient and mild or moderate in severity. Neutropenia can occur several months after the
administration of rituximab (see section 4.4).

In placebo-controlled periods of clinical trials, 0.94% (13/1382) of rituximab treated patients and
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0.27% (2/731) of placebo-treated patients developed severe neutropenia.

Neutropenic events, including severe late onset and persistent neutropenia, have been rarely reported
in the post-marketing setting, some of which were associated with fatal infections.

Skin and subcutaneous tissue disorders

Toxic Epidermal Necrolysis (Lyell’s Syndrome) and Stevens-Johnson Syndrome, some with fatal

outcome, have been reported very rarely.

Laboratory abnormalities
Hypogammaglobulinaemia (I1gG or IgM below the lower limit of normal) has been observed in Ré
patients treated with rituximab. There was no increased rate in overall infections or serious infecti

after the development of low 1gG or IgM (see section 4.4).

A small number of spontaneous and literature cases of hypogammaglobulinaemia have
in paediatric patients treated with rituximab, in some cases severe and requiring long-
immunoglobulin substitution therapy. The consequences of long-term B cell depletioé diatric

patients

Summary of the Safety Profile (granulomatosis with polyangiitis and mlcr

are unknown.

@.Ivanqutls)

ved

In the clinical trial in granulomatosis with polyangiitis and microsco |@ang|tls 99 patients were
treated with rituximab (375 mg/m?, once weekly for 4 weeks) and % coids (see section 5.1).

Tabulated list of adverse reactions

The ADRs listed in Table 3 were all adverse events whiwred at an incidence of > 5% in the

rituximab group.

Table 3 Adverse drug reactions occur@l 6-months in > 5% of patients receiving
rituximab, and at a highelgrequency than the comparator group, in the
pivotal clinical study. ¢~ °
Body system Rituximab (n=99)

Adverse reaction

Infections and infestations

Urinary tract infecti 7%
Bronchitis 5%
Herpes zost 5%
5%
| 7%
Im €’ i
%ytokme release syndrome | 5%
olism and nutrition disorders
o Hyperkalaemia | 5%
/Psychiatric disorders
Insomnia | 14%
Nervous system disorders
Dizziness 10%
Tremor 10%
Vascular disorders
Hypertension 12%
Flushing 5%
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Body system Rituximab (n=99)
Adverse reaction

Respiratory, thoracic and
mediastinal disorders

Cough 12%
Dyspnoea 11%
Epistaxis 11%
Nasal congestion 6%

Gastrointestinal

disorders y.
Diarrhoea 18% : "9
Dyspepsia 6% ‘
Constipation 5%

Skin and subcutaneous
tissue disorders

Ache 7%

Musculoskeletal and connective
tissue disorders -

Muscle spasms 18%
Arthralgia 4 "15%
Back pain 10%
Muscle weakness 5%
Musculoskeletal pain o 5%
Pain in extremities 5%

General disorders and
administration site conditions

Peripheral oedema '%Q 16%

Investigations

Decreased haemoglobin ~ | 6%
Description of selected adverse eagsions

Infusion related reactions
IRRs in the GPA and MPA o@ 3
hours of an infusion angagORsidered to be infusion-related by investigators in the safety population.
Ninety nine patients v§ @» eated with rituximab and 12% experienced at least one IRR. All IRRs
were CTC Grade 0r 2."%\he most common IRRs included cytokine release syndrome, flushing,

throat irritatio mor. Rituximab was given in combination with intravenous glucocorticoids
which ma;@ e incidence and severity of these events.
.
Infecti
In % tuximab patients, the overall rate of infection was approximately 237 per 100 patient years

| 197-285) at the 6-month primary endpoint. Infections were predominately mild to moderate
nsisted mostly of upper respiratory tract infections, herpes zoster and urinary tract infections.

he rate of serious infections was approximately 25 per 100 patient years. The most frequently
reported serious infection in the rituximab group was pneumonia at a frequency of 4%.

Malignancies

The incidence of malignancy in rituximab treated patients in the granulomatosis with polyangiitis and
microscopic polyangiitis clinical study was 2.00 per 100 patient years at the study common closing
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 to that previously reported in
patients with ANCA-associated vasculitis.
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Cardiovascular adverse reactions

Cardiac events occurred at a rate of approximately 273 per 100 patient years (95% CI 149-470) at the
6-month primary endpoint. The rate of serious cardiac events was 2.1 per 100 patient years (95% CI
3-15). The most frequently reported events were tachycardia (4%) and atrial fibrillation (3%) (see
section 4.4).

Neurologic events

Cases of posterior reversible encephalopathy syndrome (PRES) reversible posterior

leukoencephalopathy syndrome (RPLS) have been reported in autoimmune conditions. Signs and @
symptoms included visual disturbance, headache, seizures and altered mental status, with or W|th0ut
associated hypertension. A diagnosis of PRES/RPLS requires confirmation by brain imaging. The %
reported cases had recognised risk factors for PRES/RPLS, including the patients’ underlying dlﬁ
hypertension, immunosuppressive therapy and/or chemotherapy.

Hepatitis B reactivation
A small number of cases of hepatitis B reactivation, some with fatal outcome, have b orted in
granulomatosis with polyangiitis and microscopic polyangiitis patients receivin?b igfab in the post-

marketing setting.
S has been observed in

ed with rituximab. At 6
on-inferiority trial, in the
obulin levels at baseline, had
o and 46% in the

infections or serious infections in

Hypogammaglobulinaemia
Hypogammaglobulinaemia (IgA, 1gG or IgM below the lower limit g
granulomatosis with polyangiitis and microscopic polyangiitis patl
months, in the active-controlled, randomised, double-blind, mu
rituximab group, 27%, 58% and 51% of patients with normalLi
low IgA, 19G and IgM levels, respectively compared to
cyclophosphamide group. There was no increased rate in

patients with low IgA, 1gG or IgM. O

Neutropenia 9

In the active-controlled, randomised, doub¥eblina¥multicentre, non-inferiority trial of rituximab in
granulomatosis with polyangiitis and m| ic polyangiitis, 24% of patients in the rituximab
group (single course) and 23% of patl he cyclophosphamide group developed CTC grade 3 or
greater neutropenia. Neutropeni ssociated with an observed increase in serious infection in
rituximab-treated patients. The multlple rituximab courses on the development of
neutropenia in granulomatos olyangiitis and microscopic polyangiitis patients has not been

studied in clinical trials.

Skin and subcutaneo e dlsorders
Toxic Epidermal Necrolygis (Lyell’s Syndrome) and Stevens-Johnson Syndrome, some with fatal
outcome, have ported very rarely.

Reportit sudpected adverse reactions

rGg’suspected adverse reactions after authorisation of the medicinal product is important. It
ontinued monitoring of the benefit/risk balance of the medicinal product. Healthcare
sionals are asked to report any suspected adverse reactions via the national reporting system
ted in Appendix V.

4.9 Overdose

Limited experience with doses higher than the approved dose of intravenous rituximab formulation
is available from clinical trials in humans. The highest intravenous dose of rituximab tested in
humans to date is 5000 mg (2250 mg/m?), tested in a dose escalation study in patients with CLL. No
additional safety signals were identified.

Patients who experience overdose should have immediate interruption of their infusion and be closely
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monitored.

In the post-marketing setting five cases of rituximab overdose have been reported. Three cases had
no reported adverse event. The two adverse events that were reported were flu-like symptoms, with
a dose of 1.8 g of rituximab and fatal respiratory failure, with a dose of 2 g of rituximab.

5. PHARMACOLOGICAL PROPERTIES t

5.1 Pharmacodynamic properties @

Pharmacotherapeutic group: antineoplastic agents, monoclonal antibodies, ATC code: L01XC02 ‘\%

Rituzena is a biosimilar medicinal product. Detailed information is available on the website t@&
European Medicines Agency http://www.ema.europa.eu. Q

Rituximab binds specifically to the transmembrane antigen, CD20, a non-glycosylate
d Jon >95 % of

phosphoprotein, located on pre-B and mature B lymphocytes. The antigen is exp
all B cell non-Hodgkin’s lymphomas. @.

pro-B cells, normal plasma cells or other normal tissue. This antigen d tiinternalize
upon antibody binding and is not shed from the cell surface. CD20 circulate in the
plasma as a free antigen and, thus, does not compete for antibo

CD20 is found on both normal and malignant B cells, but not on haemi%&ic stem cells,

recruit immune effector functions to mediate B cell lysis. mechanisms of effector-mediated
DC) resulting from C1q binding, and

ed by one or more of the Fcy receptors on
cdlls. Rituximab binding to CD20 antigen on B
ell death via apoptosis.

The Fab domain of rituximab binds to the CD20 antige%@'mphocytes and the Fc domain can
le

cell lysis include complement-dependent cytotoxici
antibody-dependent cellular cytotoxicity (ADCC
the surface of granulocytes, macrophages and

lymphocytes has also been demonstrated twc

In patients treated for haematologic#,makignancies, B cell recovery began within 6 months of
treatment and generally returned al levels within 12 months after completion of therapy,
although in some patients thi ake longer (up to a median recovery time of 23 months
post-induction therapy). | @ s with granulomatosis with polyangiitis or microscopic

Peripheral B cell counts declined belo: Qﬂal following completion of the first dose of rituximab.
()

C

polyangiitis, the numb eripheral blood B cells decreased to <10 cells/uL after two weekly
infusions of rituxima g/m?, and remained at that level in most patients up to the 6 month time
point. The majorityof pawents (81%) showed signs of B cell return, with counts >10 cells/uL by
month 12, incr 0 87% of patients by month 18.

Clinicai'@ce in non-Hodgkin’s lymphoma and in chronic lymphocytic leukaemia

nitial treatment, weekly for 4 doses

In the pivotal trial, 166 patients with relapsed or chemoresistant low-grade or follicular B cell NHL
received 375 mg/m? of rituximab as an intravenous infusion once weekly for four weeks. The overall
response rate (ORR) in the intent-to-treat (ITT) population was 48 % (Clgs% 41% - 56%) with a 6%
complete response (CR) and a 42% partial response (PR) rate. The projected median time to
progression (TTP) for responding patients was 13.0 months. In a subgroup analysis, the ORR was
higher in patients with IWF B, C, and D histological subtypes as compared to IWF A subtype (58%
vs. 12%), higher in patients whose largest lesion was <5 cm vs. > 7 cm in greatest diameter (53% vs.
38%), and higher in patients with chemosensitive relapse as compared to chemoresistant (defined as
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duration of response < 3 months) relapse (50% vs. 22%). ORR in patients previously treated with
autologous bone marrow transplant (ABMT) was 78% versus 43% in patients with no ABMT.
Neither age, sex, lymphoma grade, initial diagnosis, presence or absence of bulky disease, normal or
high LDH nor presence of extranodal disease had a statistically significant effect (Fisher’s exact test)
on response to rituximab. A statistically significant correlation was noted between response rates and
bone marrow involvement. 40% of patients with bone marrow involvement responded compared to
59% of patients with no bone marrow involvement (p=0.0186). This finding was not supported by a
stepwise logistic regression analysis in which the following factors were identified as prognostic
factors: histological type, bcl-2 positivity at baseline, resistance to last chemotherapy and bulky

disease. @
Initial treatment, weekly for 8 doses ‘\6

In a multicentre, single-arm trial, 37 patients with relapsed or chemoresistant, low grade or folliclar
B cell NHL received 375 mg/m? of rituximab as intravenous infusion weekly for eight doses.@
ORR was 57% (95% Confidence interval (Cl); 41% — 73%; CR 14%, PR 43%) with a p£gj

median TTP for responding patients of 19.4 months (range 5.3 to 38.9 months). \t >
Initial treatment, bulky disease, weekly for 4 doses 0

In pooled data from three trials, 39 patients with relapsed or chemoresistant, bu@&sease (single

lesion > 10 cm in diameter), low grade or follicular B cell NHL received 375 mgrs© of rituximab as
intravenous infusion weekly for four doses. The ORR was 36 % (Clgs% —51%:; CR 3%, PR

33%) with a median TTP for responding patients of 9.6 months (ran 6.8 months).
Re-treatment, weekly for 4 doses

In a multicentre, single-arm trial, 58 patients with relapsed o esistant low grade or follicular
B cell NHL, who had achieved an objective clinical respgn rior course of rituximab, were
re-treated with 375 mg/m? of rituximab as intravenous in weekly for four doses. Three of the

patients had received two courses of rituximab befo rolment and thus were given a third course
in the study. Two patients were re-treated twice i dy. For the 60 re-treatments on study, the
ORR was 38% (Clgs % 26% — 51%; 10% CR, 28% RR) with a projected median TTP for

responding patients of 17.8 months (range $¢4 — 28.6). This compares favourably with the TTP
achieved after the prior course of rituxi months).

Initial treatment, in combination

%

chimotherapy

In an open-label randomised tal of 322 previously untreated patients with follicular
lymphoma were randomi eive either CVP chemotherapy (cyclophosphamide 750 mg/m?,
vincristine 1.4 mg/m? maximum of 2 mg on day 1, and prednisolone 40 mg/m?/day on
days 1 -5) every 3 we r 8 cycles or rituximab 375 mg/m? in combination with CVP (R-
CVP). Rituximab*was adiginistered on the first day of each treatment cycle. A total of 321
patients (162 »159 CVP) received therapy and were analysed for efficacy. The median
follow up g s was 53 months. R-CVP led to a significant benefit over CVP for the
i , time to treatment failure (27 months vs. 6.6 months, p < 0.0001, log-rank test).
of patients with a tumour response (CR, CRu, PR) was significantly higher (p<
@&C -Square test) in the R-CVP group (80.9%) than the CVP group (57.2%). Treatment
VP significantly prolonged the time to disease progression or death compared to CVP,
onths and 14.7 months, respectively (p < 0.0001, log-rank test). The median duration of
sponse was 37.7 months in the R-CVP group and was 13.5 months in the CVP group (p <
.0001, log-rank test).

The difference between the treatment groups with respect to overall survival showed a significant
clinical difference (p=0.029, log-rank test stratified by centre): survival rates at 53 months were
80.9% for patients in the R-CVP group compared to 71.1 % for patients in the CVP group.

Results from three other randomised trials using rituximab in combination with chemotherapy

regimen other than CVP (CHOP, MCP, CHVP/Interferon-a) have also demonstrated significant
improvements in response rates, time-dependent parameters as well as in overall survival. Key
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results from all four studies are summarised in table 4.

Table 4 Summary of key results from four phase 111 randomised studies evaluating
the benefit of rituximab with different chemotherapy regimens in follicular
lymphoma
Median Median
Study TreatNme”t' FU, | ORR % | CR% | TTF/PES/EFS | ©O° (',r/ates'
months mo °
Median TTP: 53-months
CVP, 159 57 10 14.7
M39021 | pcvp 162 | 3 81 41 33.6
P<0.0001
Median TTF:
CHOP, 205 90 17 2.6
GLSG’00 | R-CHOP, 18 9% 20 years
223 Not reached
p <0.001
MCP, 96 e Median PRS! 48-n;2nths
OSHO-39 | R-MCP, 47
105 92 87
p = 0.0096
CHVP-IFN, 42-months
183 85 84
FL2000 | R cHvp- 42 94 L 01
IFN, 175 ' p =0.029
EFS — Event Free Survival
TTP — Time to progression or death \

PFS — Progression-Free Survival
TTF — Time to Treatment Failure
OS rates — survival rates at the time of the analyses Q

Diffuse large B cell non-Hodgkin’s ly 0

In a randomised, open-label trial
years) with diffuse large B ce

f 399 previously untreated elderly patients (age 60 to 80
oma received standard CHOP chemotherapy
(cyclophosphamide 750 m xorubicin 50 mg/m?, vincristine 1.4 mg/m? up to a maximum of 2
mg on day 1, and predni d%\e 0 mg/m?/day on days 1-5) every 3 weeks for eight cycles, or
rituximab 375 mg/m? OP (R-CHOP). Rituzena was administered on the first day of the
treatment cycle.

The final effi alysis included all randomised patients (197 CHOP, 202 R-CHOP), and had a
medianafo%p duration of approximately 31 months. The two treatment groups were well
balanc seline disease characteristics and disease status. The final analysis confirmed that R-
H @tment was associated with a clinically relevant and statistically significant improvement in
1on of event-free survival (the primary efficacy parameter; where events were death, relapse
ression of lymphoma, or institution of a new anti-lymphoma treatment) (p = 0.0001). Kaplan
@IEIGI’ estimates of the median duration of event-free survival were 35 months in the R-CHOP arm
ompared to 13 months in the CHOP arm, representing a risk reduction of 41 %. At 24 months,
estimates for overall survival were 68.2 % in the R-CHOP arm compared to 57.4 % in the CHOP arm.
A subsequent analysis of the duration of overall survival, carried out with a median follow-up
duration of 60 months, confirmed the benefit of R-CHOP over CHOP treatment (p=0.0071),

representing a risk reduction of 32 %.
The analysis of all secondary parameters (response rates, progression-free survival, disease-free

survival, duration of response) verified the treatment effect of R-CHOP compared to CHOP. The
complete response rate after cycle 8 was 76.2 % in the R-CHOP group and 62.4 % in the CHOP
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group (p=0.0028). The risk of disease progression was reduced by 46 % and the risk of relapse by
51 %. In all patients subgroups (gender, age, age adjusted IPI, Ann Arbor stage, ECOG, 32
microglobulin, LDH, albumin, B symptoms, bulky disease, extranodal sites, bone marrow
involvement), the risk ratios for event-free survival and overall survival (R-CHOP compared with
CHOP) were less than 0.83 and 0.95 respectively. R-CHOP was associated with improvements in
outcome for both high- and low-risk patients according to age adjusted IPI.

Clinical laboratory findings 6

Of 67 patients evaluated for human anti-mouse antibody (HAMA), no responses were noted. Of @
356 patients evaluated for HACA, 1.1 % (4 patients) were positive. o %
Chronic lymphocytic leukaemia \

In two open-label randomised trials, a total of 817 previously untreated patients and 55 Q
with relapsed/refractory CLL were randomised to receive either FC chemotherapy (fIL@
mg/m2, cyclophosphamide 250 mg/m?, days 1-3) every 4 weeks for 6 cycles or rituxi i
combination with FC (R-FC). Rituximab was administered at a dosage of 375 m
cycle one day prior to chemotherapy and at a dosage of 500 mg/m? on day 1 of
treatment cycle. Patients were excluded from the study in relapsed/refractogy CL®T they had
previously been treated with monoclonal antibodies or if they were refragtony (defined as failure to
achieve a partial remission for at least 6 months) to fludarabine or an Lélgoside analogue. A total
of 810 patients (403 R-FC, 407 FC) for the first-line study (Table @ able 5b) and 552 patients
(276 R-FC, 276 FC) for the relapsed/refractory study (Table 6) ~ sa)ysed for efficacy.

months in the R-FC group and 33 months in the FC gr 0001, log-rank test). The analysis of
overall survival showed a significant benefit of R-F atment over FC chemotherapy alone (p =
0.0319, log-rank test) (Table 5a). The benefit in PFS was consistently observed in most
patient subgroups analysed according to diseaseriskéat baseline (i.e. Binet stages A-C) (Table 5b).

In the first-line study, after a median observation time 0@ ths, the median PFS was 55
oup .

Table 5a First-line treatment of %’olymphocytic leukaemia
Overview of efficacy or rituximab plus FC vs. FC alone - 48.1 months
median observatigrivti

Efficacy parameter Kaplan-Meier estimate of median time Risk
to event (months) reduction
O FC R-FC Log-rank
(N =409) (N=408) p value
Progression-freqsurv PFS) 32.8 55.3 <0.0001 45%
Overall survi NR NR 0.0319 27%
Event free 31.3 51.8 <0.0001 44%
Respoﬁ R, nPR, or PR) 72.6% 85.8% <0.0001 n.a.
CR, s 16.9% 36.0% <0.0001 n.a.
of response* 36.2 57.3 <0.0001 44%
I9ase free survival (DFS)** 48.9 60.3 0.0520 31%
¢/ Tme to new treatment 47.2 69.7 <0.0001 42%

esponse rate and CR rates analysed using Chi-squared Test. NR: not reached; n.a.: not applicable
*: only applicable to patients achieving a CR, nPR, PR
**: only applicable to patients achieving a CR

Table 5b First-line treatment of chronic lymphocytic leukaemia
Hazard ratios of progression-free survival according to Binet stage
(ITT) - 48.1 months median observation time
Number of Hazard ratio p-value (Wald
patients (95% CI) test, not
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Progression-free survival (PFS) FC R-FC adjusted)
Binet stage A 22 18 0.39 (0.15; 0.98) 0.0442
Binet stage B 259 263 0.52 (0.41; 0.66) <0.0001
Binet stage C 126 126 0.68 (0.49; 0.95) 0.0224

ClI: Confidence Interval

In the relapsed/refractory study, the median progression-free survival (primary endpoint) was 30.6 6
months in the R-FC group and 20.6 months in the FC group (p=0.0002, log-rank test). The benefit in

terms of PFS was observed in almost all patient subgroups analysed according to disease risk at @
baseline. A slight but not significant improvement in overall survival was reported in the R-FC o

compared to the FC arm.

Table 6 Treatment of relapsed/refractory chronic lymphocytic leukaemia - overv@
of efficacy results for rituximab plus FC vs. FC alone (25.3 month [
observation time)

Efficacy parameter Kaplan-Meier estimate of isk
median time to event (months) eduction

FC R-FC Log-

(N = 276) (N=276 Raak p
Progression-free survival (PFS) 20.6 30.6 2 35%
Overall survival 51.9 2874 17%
Event free survival 19.3 . .0002 36%
Response rate (CR, nPR, or PR) 58.0% \ 0.0034 n.a.
CR rates 13.0% 24.3% 0.0007 n.a.
Duration of response * & 39.6 0.0252 31%
Disease free survival (DFS)** @ 39.6 0.8842 -6%
Time to new CLL treatment 34.2 NR 0.0024 35%

Response rate and CR rates a %'o using Chi-squared Test. NR: not reached n.a. not applicable
agving a CR, nPR, PR;

*: only applicable to patie
**: only applicable to Q chieving a CR;

Results from oth ppofive studies using rituximab in combination with other chemotherapy
regimens (incl HOP, FCM, PC, PCM, bendamustine and cladribine) for the treatment of
previously d and/or relapsed/refractory CLL patients have also demonstrated high
overall T s€ rates with benefit in terms of PFS rates, albeit with modestly higher toxicity
(egpe yelotoxicity). These studies support the use of rituximab with any chemotherapy.

approximately 180 patients pre-treated with rituximab have demonstrated clinical
it (including CR) and are supportive for rituximab re-treatment.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
rituximab in all subsets of the paediatric population with follicular lymphoma and chronic
lymphocytic leukaemia. See section 4.2 for information on paediatric use.

Clinical experience in granulomatosis with polyangiitis (Wegener’s) and microscopic polyangiitis

A total of 197 patients aged 15 years or older with severely, active granulomatosis with polyangiitis
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(75%) and microscopic polyangiitis (24%) were enrolled and treated in an active-comparator,
randomised, double-blind, multicentre, non-inferiority trial.

Patients were randomised in a 1:1 ratio to receive either oral cyclophosphamide daily (2mg/kg/day)
for 3-6 months or rituximab (375 mg/m?) once weekly for 4 weeks. All patients in the
cyclophosphamide arm received azathioprine maintenance therapy during follow-up. Patients in both
arms received 1000mg of pulse intravenous (1) methylprednisolone (or another equivalent-dose
glucocorticoid) per day for 1 to 3 days, followed by oral prednisone (1 mg/kg/day, not exceeding 80
mg/day). Prednisone tapering was to be completed by 6 months from the start of study treatment.

The primary outcome measure was achievement of complete remission at 6 months defined as a o @
Birmingham Vasculitis Activity Score for Wegener’s granulomatosis (BVAS/WG) of 0, and off x
glucocorticoid therapy. The prespecified non-inferiority margin for the treatment difference was €0%

The trial demonstrated non-inferiority of rituximab to cyclophosphamide for complete remis

(CR) at 6 months (Table 7). Q
Efficacy was observed both for patients with newly diagnosed disease and for patien elapsing

disease (Table 8).
G%ths

Table 7 Percentage of patients who achieved complete remissionat
(Intent-to-treat population*)

Rituximab Cyclophosphami Treatm_e nt @ff(—é)rence
(n = 99) (n=98) (Rituximal _
--cyclophosphamide)
10.6%
Rate 63.6% 95.1%" CI
(—3.2%, 24.3%) @

- ClI = confidence interval. e

- * Worst case imputation 9

@Non-inferiority was demonstrated since the Rggver boend (—3.2%) was higher than the pre-determined
non-inferiority margin (— 20%).

®The 95.1% confidence level reflects @al 0.001 alpha to account for an interim efficacy analysis.

Table 8 Complete remis -months by disease status
_ Qximab Cyclophosphamide | Difference (CI 95%)
All patients \ n=99 n=98
Newly n=48 n=48
diagnosed n=51 n=50
Complete rerpi
All Patients * 63.6% 53.1% 10.6% (-3.2, 24.3)
Newly*ditgndsed 60.4% 64.6% —4.2% (—23.6,15.3)
e 66.7% 42.0% 24.7% (5.8, 43.6)

imputation is applied for patients with missing data

lete remission at 12 and 18 months

the rituximab group, 48% of patients achieved CR at 12 months, and 39% of patients achieved
CR at 18 months. In patients treated with cyclophosphamide (followed by azathioprine for
maintenance of complete remission), 39% of patients achieved CR at 12 months, and 33% of
patients achieved CR at 18 months. From month 12 to month 18, 8 relapses were observed in the
rituximab group compared with four in the cyclophosphamide group.

Retreatment with rituximab

Based upon investigator judgment, 15 patients received a second course of rituximab therapy for
treatment of relapse of disease activity which occurred between 6 and 18 months after the first
course of rituximab. The limited data from the present trial preclude any conclusions regarding the
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efficacy of subsequent courses of rituximab in patients with granulomatosis with polyangiitis and
microscopic polyangiitis.

Continued immunosuppressive therapy may be especially appropriate in patients at risk for relapses

(i.e. with history of earlier relapses and granulomatosis with polyangiitis, or patients with

reconstitution of B-lymphocytes in addition to PR3-ANCA at monitoring). When remission with

rituximab has been achieved, continued immunosuppressive therapy may be considered to prevent

relapse. The efficacy and safety of rituximab in maintenance therapy has not been established. t

Laboratory evaluations @

A total of 23/99 (23%) rituximab-treated patients in the trial tested positive for HACA by 18 mon l\%
None of the 99 rituximab-treated patients were HACA positive at screening. The clinical relevan®g o
HACA formation in rituximab-treated patients is unclear.

5.2 Pharmacokinetic properties ®

Non-Hodgkin’s lymphoma

Based on a population pharmacokinetic analysis in 298 NHL patients who ce@gingle or
multiple infusions of rituximab as a single agent or in combination with therapy (applied

respectively. The estimated median terminal elimination halfLlir&of rituximab was 22 days (range,
6.1 to 52 days). Baseline CD19-positive cell counts and%iz @ easurable tumour lesions
contributed to some of the variability in CL2 of rituximab ™, 0ata from 161 patients given 375
mg/m? as an intravenous infusion for 4 weekly dos@tients with higher CD19-positive cell
counts or tumour lesions had a higher CL2. Ho arge component of inter-individual
variability remained for CL2 after correction fo@Q-positive cell counts and tumour lesion size.
V1 varied by body surface area (BSA) and &HOP therapy. This variability in V1 (27.1% and 19.0%)
contributed by the range in BSA (1.53 tc@ 2) and concurrent CHOP therapy, respectively, were
relatively small. Age, gender and Wm rmance status had no effect on the pharmacokinetics of
rituximab. This analysis suggests e adjustment of rituximab with any of the tested covariates
is not expected to result in a me I reduction in its pharmacokinetic variability.

Rituximab, administered ravenous infusion at a dose of 375 mg/m? at weekly intervals for 4
doses to 203 patients L naive to rituximab, yielded a mean Cmax following the fourth
infusion of 486 pg/mL ge, 77.5 t0 996.6 pg/mL). Rituximab was detectable in the serum of
patients 3 — 6 after’completion of last treatment.

Upon adm@ n of rituximab at a dose of 375 mg/m? as an intravenous infusion at weekly

interva doses to 37 patients with NHL, the mean Cmax increased with each successive

infu i@?j nning from a mean of 243 pg/mL (range, 16 — 582 pg/mL) after the first infusion to 550
nge, 171 — 1177 pg/mL) after the eighth infusion.

@ pharmacokinetic profile of rituximab when administered as 6 infusions of 375 mg/m? in
& ombination with 6 cycles of CHOP chemotherapy was similar to that seen with rituximab alone.

Chronic lymphocytic leukaemia

Rituximab was administered as an intravenous infusion at a first-cycle dose of 375 mg/m? increased
to 500 mg/m? each cycle for 5 doses in combination with fludarabine and cyclophosphamide in CLL
patients. The mean Cmax (N=15) was 408 pug/mL (range, 97 — 764 ug/mL) after the fifth 500 mg/
m? infusion and the mean terminal half-life was 32 days (range, 14 — 62 days).

29



Rheumatoid arthritis

Following two intravenous infusions of rituximab at a dose of 1000 mg, two weeks apart, the mean
terminal half-life was 20.8 days (range, 8.58 to 35.9 days), mean systemic clearance was 0.23 L/day
(range, 0.091 to 0.67 L/day), and mean steady-state distribution volume was 4.6 L (range, 1.7 to 7.51

L). Population pharmacokinetic analysis of the same data gave similar mean values for systemic
clearance and half-life, 0.26 L/day and 20.4 days, respectively. Population pharmacokinetic analysis
revealed that BSA and gender were the most significant covariates to explain inter-individual

variability in pharmacokinetic parameters. After adjusting for BSA, male subjects had a larger volume

of distribution and a faster clearance than female subjects. The gender- related pharmacokinetic
differences are not considered to be clinically relevant and dose adjustment is not required. No
pharmacokinetic data are available in patients with hepatic or renal impairment. K\%

The pharmacokinetics of rituximab were assessed following two intravenous (V) doses of 5
and 1000 mg on Days 1 and 15 in four studies. In all these studies, rituximab pharmacokipey
dose proportional over the limited dose range studied. Mean Cmax for serum rituxim
infusion ranged from 157 to 171 pg/mL for 2 x 500 mg dose and ranged from 298 to /mL for 2
x 1000 mg dose. Following second infusion, mean Cmax ranged from 183 to 19 for the2 x
500 mg dose and ranged from 355 to 404 pg/mL for the 2 x 1000 mg dose. Me inal elimination
half-life ranged from 15 to 16 days for the 2 x 500 mg dose group and 17 tﬁl dayS for the 2 x 1000

mg dose group. Mean Cmax was 16 to 19% higher following second in compared to the first
infusion for both doses.

The pharmacokinetics of rituximab were assessed following tw of 500 mg and 1000 mg
upon re-treatment in the second course. Mean Cmax for ser u following first infusion was
170 to 175 pg/mL for 2 x 500 mg dose and 317 to 370 |ag/ r2 x 1000 mg dose. Cmax following
second infusion, was 207 pg/mL for the 2 x 500 mg dose nged from 377 to 386 pg/mL for the 2
x 1000 mg dose. Mean terminal elimination half-lif r the second infusion, following the second
course, was 19 days for 2 x 500 mg dose and ran 21 to 22 days for the 2 x 1000 mg dose.

PK parameters for rituximab were comparable @ne two treatment courses.

The pharmacokinetic (PK) parameters i &i-TNF inadequate responder population, following the
same dosage regimen (2 x 1000 mg, | eks apart), were similar with a mean maximum serum
concentration of 369 pg/mL and nYerminal half-life of 19.2 days.

Granulomatosis with polyan microscopic polyangiitis

Based on the populatiog=Riirmacokinetic analysis of data in 97 patients with granulomatosis with
polyangiitis and micrd ¢ polyangiitis who received 375 mg/m? rituximab once weekly for four
doses, the estimatdg meaign terminal elimination half-life was 23 days (range, 9 to 49 days).
Rituximab me nce and volume of distribution were 0.313 L/day (range, 0.116 to 0.726
L/day) a% ange 2.25 to 7.39 L) respectively. The PK parameters of rituximab in these

a

patients® imilar to what has been observed in rheumatoid arthritis patients.

\@Iinical safety data

mab has shown to be highly specific to the CD20 antigen on B cells. Toxicity studies in
nomolgus monkeys have shown no other effect than the expected pharmacological depletion
of B cells in peripheral blood and in lymphoid tissue.

Developmental toxicity studies have been performed in cynomolgus monkeys at doses up to

100 mg/kg (treatment on gestation days 20-50) and have revealed no evidence of toxicity to the
foetus due to rituximab. However, dose-dependent pharmacologic depletion of B cells in the
lymphoid organs of the foetuses was observed, which persisted post natally and was accompanied
by a decrease in IgG level in the newborn animals affected. B cell counts returned to normal in these
animals within 6 months of birth and did not compromise the reaction to immunisation.

30



Standard tests to investigate mutagenicity have not been carried out, since such tests are not relevant
for this molecule. No long-term animal studies have been performed to establish the carcinogenic
potential of rituximab.

Specific studies to determine the effects of rituximab on fertility have not been performed. In general
toxicity studies in cynomolgus monkeys no deleterious effects on reproductive organs in males or
females were observed.

6. PHARMACEUTICAL PARTICULARS

. .. <
6.1 List of excipients \%
Sodium chloride é

Tri-sodium citrate dihydrate

Polysorbate 80 ®
Water for injections 0

6.2  Incompatibilities @.

No incompatibilities between rituximab and polyvinyl chloride or polye &e bags or infusion sets
have been observed.

6.3  Shelf life \OQQ

Unopened vial
3 years

Diluted product
The prepared infusion solution of rituximab is @fally and chemically stable for 24 hours
at 2 °C - 8 °C and subsequently 12 hours a@n mperature (not more than 30 °C).

From a microbiological point of view, pared infusion solution should be used immediately. If
not used immediately, in-use sto i and conditions prior to use are the responsibility of the
user and would normally not be %‘ an 24 hours at 2 °C — 8 °C, unless dilution has taken place
in controlled and validated a! nditions.

6.4  Special precautj r storage

Storeina refrigeN(Z — 8 °C). Keep the container in the outer carton in order to protect from
light.

For stom@itions after dilution of the medicinal product, see section 6.3.
@Jre and contents of container

pe | glass vials with butyl rubber stopper containing 100 mg of rituximab in 10 mL. Pack of 2

y
@als.
@ 6.6  Special precautions for disposal and other handling

Rituzena is provided in sterile, preservative-free, non-pyrogenic, single use vials.

Aseptically withdraw the necessary amount of Rituzena, and dilute to a calculated concentration of
1 to 4 mg/mL rituximab into an infusion bag containing sterile, pyrogen-free sodium chloride9
mg/mL (0.9%) solution for injection or 5 % D-Glucose in water. For mixing the solution, gently
invert the bag in order to avoid foaming. Care must be taken to ensure the sterility of prepared
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solutions. Since the medicinal product does not contain any anti-microbial preservative or
bacteriostatic agents, aseptic technique must be observed. Parenteral medicinal products should be
inspected visually for particulate matter and discolouration prior to administration.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER 6
Celltrion Healthcare Hungary Kft. . @
1062 Budapest \6

Vaci ut 1-3. WestEnd Office Building B torony

Hungary é

8. MARKETING AUTHORISATION NUMBER(S) 0

EU/L/17/1206/002 @.
9. DATE OF FIRST AUTHORISATION/RENEWAL OF TEE@KHORISATION

\0Q

Detailed information on this medicinal product@lable on the website of the European Medicines
Agency http://www.ema.europa.eu/ \

Date of first authorisation: 13 July 2017
Date of latest renewal:

10. DATE OF REVISION OF THE TEXT
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Rituzena 500 mg concentrate for solution for infusion 6

2. QUALITATIVE AND QUANTITATIVE COMPOSITION . %Q
Each vial contains 500 mg of rituximab. K\

Each mL of concentrate contains 10mg of rituximab. QO

Rituximab is a genetically engineered chimeric mouse/human monoclonal antibody r &nting a
glycosylated immunoglobulin with human IgG1 constant regions and murine I% in and

heavy-chain variable region sequences. The antibody is produced by mammali inese hamster
ovary) cell suspension culture and purified by affinity chromatography an@ exchange, including

specific viral inactivation and removal procedures. @

Concentrate for solution for infusion. O

Clear, colourless liquid. Q
4. CLINICAL PARTICULARS C}'

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

4.1 Therapeutic indications :
Rituzena is indicated in adul@ e following indications:

Non-Hodgkin’s Ivme HL)

Rituzena is indi N‘or treatment of previously untreated patients with stage I11-1V follicular

lymphoma in f%;x tion with chemotherapy.

thuzen@erapy is indicated for treatment of patients with stage I11-1V follicular lymphoma
o-resistant or are in their second or subsequent relapse after chemotherapy.

1S,
@a is indicated for the treatment of patients with CD20 positive diffuse large B cell

odgkin’s lymphoma in combination with CHOP (cyclophosphamide, doxorubicin, vincristine,
ednisolone) chemotherapy.
Chronic lymphocytic leukaemia (CLL)
Rituzena in combination with chemotherapy is indicated for the treatment of patients with previously
untreated and relapsed/refractory CLL. Only limited data are available on efficacy and safety for

patients previously treated with monoclonal antibodies including Rituzena or patients refractory to
previous Rituzena plus chemotherapy.

See section 5.1 for further information.
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Granulomatosis with polyangiitis and microscopic polyangiitis

Rituzena, in combination with glucocorticoids, is indicated for the induction of remission in adult
patients with severe, active granulomatosis with polyangiitis (Wegener’s) (GPA) and microscopic
polyangiitis (MPA).

4.2 Posology and method of administration

Rituzena should be administered under the close supervision of an experienced healthcare
professional, and in an environment where full resuscitation facilities are immediately available (gee%
section 4.4).

Premedication consisting of an anti-pyretic and an antihistaminic, e.g. paracetamol and &
diphenhydramine, should always be given before each administration of Rituzena. Q
uld be

In patients with non-Hodgkin’s lymphoma and CLL, premedication with glucocortic®
considered if Rituzena is not given in combination with gIucocorticoid-containiPE therapy.

In patients with granulomatosis with polyangiitis (Wegener’s) or microscopé
methylprednisolone given intravenously for 1 to 3 days at a dose of 100
recommended prior to the first infusion of Rituzena (the last dose of
given on the same day as the first infusion of Rituzena). This shoul
1 mg/kg/day (not to exceed 80 mg/day, and tapered as rapidly
during and after Rituzena treatment. %

st \©
O

Non-Hodgkin’s lymphoma
Follicular non-Hodgkin's lymphoma \'Q

Combination therapy
The recommended dose of Rituz a@mbinaﬁon with chemotherapy for induction treatment of
previously untreated or relapsed ry patients with follicular lymphoma is: 375 mg/m? body

poyéngiitis,

er day is

rednisolone may be
owed by oral prednisone
based on clinical need)

surface area per cycle, for up es.
Rituzena should be admini n day 1 of each chemotherapy cycle, after intravenous
administration of the g rticoid component of the chemotherapy if applicable.

Monotherapy \
e Rel @Tactory follicular lymphoma
The recbgifgentied dose of Rituzena monotherapy used as induction treatment for adult patients with
stage llicular lymphoma who are chemoresistant or are in their second or subsequent relapse
t @ytherapy is: 375 mg/m? body surface area, administered as an intravenous infusion once
% for four weeks.

%r retreatment with Rituzena monotherapy for patients who have responded to previous treatment
ith Rituzena monotherapy for relapsed/refractory follicular lymphoma, the recommended dose is:
375 mg/m? body surface area, administered as an intravenous infusion once weekly for four weeks

(see section 5.1).

Diffuse large B cell non-Hodgkin's lymphoma

Rituzena should be used in combination with CHOP chemotherapy. The recommended dosage is

375 mg/m? body surface area, administered on day 1 of each chemotherapy cycle for 8 cycles after
intravenous infusion of the glucocorticoid component of CHOP. Safety and efficacy of Rituzena
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have not been established in combination with other chemotherapies in diffuse large B cell
non-Hodgkin’s lymphoma.

Dose adjustments during treatment

No dose reductions of Rituzena are recommended. When Rituzena is given in combination with
chemotherapy, standard dose reductions for the chemotherapeutic medicinal products should be

applied. t

Chronic lymphocytic leukaemia @

Prophylaxis with adequate hydration and administration of uricostatics starting 48 hours prior to ‘\%
start of therapy is recommended for CLL patients to reduce the risk of tumour lysis syndrome. F&
CLL patients whose lymphocyte counts are > 25 x 10%/L it is recommended to administer

prednisone/prednisolone 100 mg intravenous shortly before infusion with Rituzena to d@

rate and severity of acute infusion reactions and/or cytokine release syndrome.

The recommended dosage of Rituzena in combination with chemotherapy for pr sl untreated
and relapsed/refractory patients is 375 mg/m? body surface area administered o of the first
treatment cycle followed by 500 mg/m? body surface area administered on gay 1% each
subsequent cycle for 6 cycles in total. The chemotherapy should be gin@ﬁ Rituzena infusion.

Granulomatosis with polyangiitis and microscopic polyangiitis

Patients treated with Rituzena must be given the patient aler h'each infusion.

The recommended dosage of Rituzena for induction of rerlssion therapy of granulomatosis with
polyangiitis and microscopic polyangiitis is 375 mg ody surface area, administered as an
intravenous infusion once weekly for 4 weeks (ﬁ§ ions in total).

Pneumocystis jiroveci pneumonia (PCP) p yI is is recommended for patients with

granulomatosis with polyangiitis or mlcr polyangiitis during and following Rituzena
treatment, as appropriate.

Special populations 60

Elderly 9
No dose adjustment is in elderly patients (aged >65 years).

Paediatric populx
The safety and y of Rituzena in children below 18 years has not been established. No data are
avallable

Meth(G inistration

pared Rituzena solution should be administered as an intravenous infusion through a
ted line. It should not be administered as an intravenous push or bolus.

atients should be closely monitored for the onset of cytokine release syndrome (see section 4.4).
Patients who develop evidence of severe reactions, especially severe dyspnoea, bronchospasm or
hypoxia should have the infusion interrupted immediately. Patients with non-Hodgkin’s lymphoma
should then be evaluated for evidence of tumour lysis syndrome including appropriate laboratory
tests and, for pulmonary infiltration, with a chest X-ray. In all patients, the infusion should not be
restarted until complete resolution of all symptoms, and normalisation of laboratory values and chest
X-ray findings. At this time, the infusion can be initially resumed at not more 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 basis.
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Mild or moderate infusion-related reactions (IRRs) (section 4.8) usually respond to a
reduction in the rate of infusion. The infusion rate may be increased upon improvement of
symptoms.

First infusion

The recommended initial rate for infusion is 50 mg/h; after the first 30 minutes, it can be escalated
in 50 mg/h increments every 30 minutes, to a maximum of 400 mg/h.

Subsequent infusions . %

All indications

Subsequent doses of Rituzena can be infused at an initial rate of 100 mg/h, and increas O
100 mg/h increments at 30 minute intervals, to a maximum of 400 mg/h.

4.3 Contraindications 0

Contraindications for use in non-Hodgkin’s lymphoma and chronic lymphogytic Yelikaemia

Hypersensitivity to the active substance or to murine proteins, or to a| @e other excipients listed in
section 6.1. (5

Active, severe infections (see section 4.4). :Q

Patients in a severely immunocompromised state. \
Contraindications for use in rheumatoid arthritis matosis with polyangiitis and microscopic
polyangiitis

Hypersensitivity to the active substance &urine proteins, or to any of the other excipients listed in
section 6.1.

Active, severe infections (see se@

Patients in a severely imn@promised state.

Severe heart failure ( ork Heart Association Class IV) or severe, uncontrolled cardiac disease
(see section 4.4 regardingyother cardiovascular diseases).

44 Sp&@ﬁngs and precautions for use
.

In ord yriprove traceability of biological medicinal products, the tradename and batch number of
@tered product should be clearly recorded (or stated) in the patient file.

ssive multifocal leukoencephalopathy (PML)

Il patients treated with rituximab for rheumatoid arthritis, granulomatosis with polyangiitis and
microscopic polyangiitis must be given the patient alert card with each infusion. The alert card
contains important safety information for patients regarding potential increased risk of infections,
including PML.

Very rare cases of fatal PML have been reported following the use of rituximab. Patients must be
monitored at regular intervals for any new or worsening neurological symptoms or signs that may be
suggestive of PML. If PML is suspected, further dosing must be suspended until PML has been
excluded. The clinician should evaluate the patient to determine if the symptoms are indicative of
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neurological dysfunction, and if so, whether these symptoms are possibly suggestive of PML.
Consultation with a neurologist should be considered as clinically indicated.

If any doubt exists, further evaluation, including MRI scan preferably with contrast, cerebrospinal
fluid (CSF) testing for JC Viral DNA and repeat neurological assessments, should be considered.

The physician should be particularly alert to symptoms suggestive of PML that the patient may not
notice (e.g. cognitive, neurological or psychiatric symptoms). Patients should also be advised to
inform their partner or caregivers about their treatment, since they may notice symptoms that the

patient is not aware of. @

If a patient develops PML the dosing of rituximab must be permanently discontinued. ’\6

Following reconstitution of the immune system in immunocompromised patients with PML, K
stabilisation or improved outcome has been seen. It remains unknown if early detectio
and suspension of rituximab therapy may lead to similar stabilisation or improved out

Non-Hodgkin’s lymphoma and chronic lymphocytic leukaemia
Infusion related reactions 0
Rituximab is associated with infusion-related reactions, which may be r to release of cytokines

and/or other chemical mediators. Cytokine release syndrome may be gl ly indistinguishable
from acute hypersensitivity reactions.

This set of reactions which includes syndrome of cytokine re @m ur lysis syndrome and
anaphylactic and hypersensitivity reactions are described, b¢ <@

Severe infusion-related reactions with fatal outcom e been reported during post-marketing use
of the rituximab intravenous formulation, with a ?@anging within 30 minutes to 2 hours after
starting the first rituximab intravenous infusion@ were characterised by pulmonary events and
in some cases included rapid tumour lysis features of tumour lysis syndrome in addition to
fever, chills, rigors, hypotension, urticar@%mdema and other symptoms (see section 4.8).

\ '@ucterised by severe dyspnoea, often accompanied by
drNgr™o fever, chills, rigors, urticaria, and angioedema. This

syndrome may be associated ame features of tumour lysis syndrome such as hyperuricaemia,
hyperkalaemia, hypocalcag perphosphataemia, acute renal failure, elevated lactate
dehydrogenase (LDH) aad%ay be associated with acute respiratory failure and death. The acute
respiratory failure ma$ @ ccompanied by events such as pulmonary interstitial infiltration or
oedema, visible oMa cheS§ X-ray. The syndrome frequently manifests itself within one or two hours
of initiating th fusion. Patients with a history of pulmonary insufficiency or those with
pulmonary %filtraﬁon may be at greater risk of poor outcome and should be treated with
increas ti0n. Patients who develop severe cytokine release syndrome should have their infusion
interr intmediately (see section 4.2) and should receive aggressive symptomatic treatment.
i ml improvement of clinical symptoms may be followed by deterioration, these patients
e closely monitored until tumour lysis syndrome and pulmonary infiltration have been
ed or ruled out. Further treatment of patients after complete resolution of signs and symptoms
s rarely resulted in repeated severe cytokine release syndrome.

Severe cytokine release syndro
bronchospasm and hypoxia, in ag

Patients with a high tumour burden or with a high number (>25 x 10%L) of circulating malignant
cells such as patients with CLL, who may be at higher risk of especially severe cytokine release
syndrome, should only be treated with extreme caution. These patients should be very closely
monitored throughout the first infusion. Consideration should be given to the use of a reduced
infusion rate for the first infusion in these patients or a split dosing over two days during the first
cycle and any subsequent cycles if the lymphocyte count is still >25 x 10%/L.

Infusion related adverse reactions of all kinds have been observed in 77% of patients treated with
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rituximab (including cytokine release syndrome accompanied by hypotension and bronchospasm in
10 % of patients) see section 4.8. These symptoms are usually reversible with interruption of
rituximab infusion and administration of an anti-pyretic, an antihistaminic, and, occasionally,
oxygen, intravenous saline or bronchodilators, and glucocorticoids if required. Please see cytokine
release syndrome above for severe reactions.

Anaphylactic and other hypersensitivity reactions have been reported following the intravenous
administration of proteins to patients. In contrast to cytokine release syndrome, true hypersensitivity
reactions typically occur within minutes after starting infusion. Medicinal products for the treatment
of hypersensitivity reactions, e.g., epinephrine (adrenaline), antihistamines and glucocorticoids,

should be available for immediate use in the event of an allergic reaction during administration of 6

rituximab. Clinical manifestations of anaphylaxis may appear similar to clinical manifestations of \
the cytokine release syndrome (described above). Reactions attributed to hypersensitivity have b&
reported less frequently than those attributed to cytokine release.

Additional reactions reported in some cases were myocardial infarction, atrial fibrilla[&ul onary
oedema and acute reversible thrombocytopenia. 0
Since hypotension may occur during rituximab administration, consideration s e given to
withholding anti-hypertensive medicines 12 hours prior to the rituximab in@ '

0
Cardiac disorders

Angina pectoris, cardiac arrhythmias such as atrial flutter and fibril , neart failure and/or
myocardial infarction have occurred in patients treated with ritue erefore, patients with a
history of cardiac disease and/or cardiotoxic chemotherapy shj onitored closely.

Haematological toxicities
Although rituximab is not myelosuppressive in mo apy, caution should be exercised when
considering treatment of patients with neutrophil :@ 10%/L and/or platelet counts < 75 x 10%/L
as clinical experience in this population is Iimit@uximab has been used in 21 patients who
underwent autologous bone marrow transpigntati
reduced bone marrow function without i@%

and other risk groups with a presumable
myelotoxicity.

Regular full blood counts, includiggtgeumophil and platelet counts, should be performed during
rituximab therapy.

Infections
Serious infections, incl
Rituximab should no

dirg fatalities, can occur during therapy with rituximab (see section 4.8).
%l ministered to patients with an active, severe infection (e.g. tuberculosis,
sepsis and opporm&st:c afections, see section 4.3).

Physicians sho cise caution when considering the use of rituximab in patients with a history
of recurrin %ﬁic infections or with underlying conditions which may further predispose
patient riows infection (see section 4.8).

%@patitis B reactivation have been reported in subjects receiving rituximab including
nt hepatitis with fatal outcome. The majority of these subjects were also exposed to cytotoxic
therapy. Limited information from one study in relapsed/refractory CLL patients suggests that
uximab treatment may also worsen the outcome of primary hepatitis B infections. Hepatitis B virus
HBYV) screening should be performed in all patients before initiation of treatment with rituximab. At
minimum this should include HBsAg-status and HBcAb-status. These can be complemented 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 (either HBsAg or HBCAb)
should consult liver disease experts before start of treatment and should be monitored and managed
following local medical standards to prevent hepatitis B reactivation.

Very rare cases of progressive multifocal leukoencephalopathy (PML) have been reported during
post-marketing use of rituximab in NHL and CLL (see section 4.8). The majority of patients had

38

O



received rituximab in combination with chemotherapy or as part of a haematopoietic stem cell
transplant.

Immunisations

The safety of immunisation with live viral vaccines, following rituximab therapy has not been

studied for NHL and CLL patients and vaccination with live virus vaccines is not recommended.

Patients treated with rituximab may receive non-live vaccinations. However, with non-live vaccines
response rates may be reduced. In a non-randomised study, patients with relapsed low-grade NHL

who received rituximab monotherapy when compared to healthy untreated controls had a lower rate

of response to vaccination with tetanus recall antigen (16% vs. 81%) and Keyhole Limpet @
Haemocyanin (KLH) neoantigen (4% vs. 76% when assessed for >2-fold increase in antibody titer).

For CLL patients similar results are assumable considering similarities between both diseases but \6
that has not been investigated in clinical trials.

Mean pre-therapeutic antibody titres against a panel of antigens (Streptococcus pneumagi enza

A, mumps, rubella, varicella) were maintained for at least 6 months after treatment wi xifnab.

Skin reactions 0

Severe skin reactions such as Toxic Epidermal Necrolysis (Lyell’s Syndrome) vens-Johnson
Syndrome, some with fatal outcome, have been reported (see section 4.8). s casesdt such an event,
with a suspected relationship to rituximab, treatment should be permane i

iscontinued.

Rheumatoid arthritis, granulomatosis with polyangiitis and micros vangiitis
Methotrexate (MTX) naive populations with rheumatoid art Q

The use of rituximab is not recommended in MTX-naivepa @ s Since a favourable benefit risk
relationship has not been established. K

Infusion related reactions

Rituximab is associated with infusion related r@s (IRRs), which may be related to release of
cytokines and/or other chemical mediators%n ication consisting of an analgesic/anti-pyretic
medicinal product and an anti-histamini iginal product, should always be administered before
each infusion of rituximab. In rheuma mritis premedication with glucocorticoids should also be
administered before each infusio itisimab in order to reduce the frequency and severity of IRRs
(see sections 4.2 and 4.8).

Severe IRRs with fatal outgo @> ave been reported in rheumatoid arthritis patients in the
post-marketing setting. eumatoid arthritis most infusion-related events reported in clinical trials
were mild to moderat verity. The most common symptoms were allergic reactions like headache,
pruritus, throat irf¢ation,;¥lushing, rash, urticaria, hypertension, and pyrexia. In general, the proportion
of patients exp g any infusion reaction was higher following the first infusion than following
the second | of any treatment course. The incidence of IRR decreased with subsequent courses
(see secti % The reactions reported were usually reversible with a reduction in rate, or
interr & rituximab infusion and administration of an anti-pyretic, an antihistamine, and,

¢ E‘E’V’ oxygen, intravenous saline or bronchodilators, and glucocorticoids if required. Closely

it& patients with pre-existing cardiac conditions and those who experienced prior
pulmonary adverse reactions. Depending on the severity of the IRR and the required

ifiterventions, temporarily or permanently discontinue rituximab. In most cases, the infusion can be
esumed at a 50 % reduction in rate (e.g. from 100 mg/h to 50 mg/h) when symptoms have completely
resolved.

Medicinal products for the treatment of hypersensitivity reactions, e.g. epinephrine (adrenaline),
antihistamines and glucocorticoids, should be available for immediate use in the event of an allergic
reaction during administration of rituximab.

There are no data on the safety of rituximab in patients with moderate heart failure (NYHA class 111)
or severe, uncontrolled cardiovascular disease. In patients treated with rituximab, the occurrence of
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pre-existing ischemic cardiac conditions becoming symptomatic, such as angina pectoris, has been
observed, as well as atrial fibrillation and flutter. Therefore, in patients with a known cardiac history,
and those who experienced prior cardiopulmonary adverse reactions the risk of cardiovascular
complications resulting from infusion reactions should be considered before treatment with rituximab
and patients closely monitored during administration. Since hypotension may occur during rituximab
infusion, consideration should be given to withholding anti-hypertensive medicinal product 12 hours
prior to the rituximab infusion.

IRRs for patients with granulomatosis with polyangiitis and microscopic polyangiitis were similar to
those seen for rheumatoid arthritis patients in clinical trials (see section 4.8).

Angina pectoris, cardiac arrhythmias such as atrial flutter and fibrillation, heart failure and/or
myocardial infarction have occurred in patients treated with rituximab. Therefore patients wi
a history of cardiac disease should be monitored closely (see Infusion related reactions,

Infections \

Based on the mechanism of action of rituximab and the knowledge that B cells p portant
role in maintaining normal immune response, patients have an increased risk offi 1on following
rituximab therapy (see section 5.1). Serious infections, including fatalities, gan oCelr during therapy
with rituximab (see section 4.8).Rituximab should not be administered taatients with an active,
severe infection (e.g. tuberculosis, sepsis and opportunistic infections, &S spction 4.3) or severely
immunocompromised patients (e.g. where levels of CD4 or CD8 an & ow). Physicians should
exercise caution when considering the use of rituximab in patiep ashistory of recurring or
chronic infections or with underlying conditions which may qer predispose patients to serious
infection, e.g. hypogammaglobulinaemia (see section 4.Q). @ ecommended that immunoglobulin
levels are determined prior to initiating treatment with rit q0.

Patients reporting signs and symptoms of infecti¢®/ing rituximab therapy should be promptly

evaluated and treated appropriately. Before givi bsequent course of rituximab treatment,
patients should be re-evaluated for any po tial risk for infections.

Very rare cases of fatal progressive m t I leukoencephalopathy (PML) have been reported
following use of rituximab for th t of rheumatoid arthritis and autoimmune diseases
including Systemic Lupus Eryth

S (SLE) and vasculitis.
Hepatitis B Infections
Cases of hepatitis B reaativation, mcludlng those with a fatal outcome, have been reported in
rheumatoid arthritis, matosis with polyangiitis and microscopic polyangiitis patients receiving
rituximab.

with rité t minimum this should include HBsAg-status and HBcAb-status. These can be
comp el with other appropriate markers as per local guidelines. Patients with active hepatitis B
uId not be treated with rituximab. Patients with positive hepatitis B serology (either
or HBcADb) should consult liver disease experts before start of treatment and should be
ored and managed following local medical standards to prevent hepatitis B reactivation.

Hepatitis EQA V) screening should be performed in all patients before initiation of treatment

ate neutropenia
Measure blood neutrophils prior to each course of rituximab, and regularly up to 6-months
after cessation of treatment, and upon signs or symptoms of infection (see section 4.8).

Skin reactions

Severe skin reactions such as Toxic Epidermal Necrolysis (Lyell’s Syndrome) and
Stevens-Johnson Syndrome, some with fatal outcome, have been reported (see section 4.8). In
case of such an event with a suspected relationship to rituximab, treatment should be permanently
discontinued.
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Immunisation

Physicians should review the patient’s vaccination status and follow current immunisation
guidelines prior to rituximab therapy. Vaccination should be completed at least 4 weeks prior to
first administration of rituximab.

The safety of immunisation with live viral vaccines following rituximab therapy has not been studied.
Therefore vaccination with live virus vaccines is not recommended whilst on rituximab or whilst
peripherally B cell depleted.

Patients treated with rituximab may receive non-live vaccinations. However, response rates to @
non-live vaccines may be reduced. In a randomised trial, patients with rheumatoid arthritis treate %
with rituximab and methotrexate had comparable response rates to tetanus recall antigen (39%

42%), reduced rates to pneumococcal polysaccharide vaccine (43% vs. 82% to at least 2
pneumococcal antibody serotypes), and KLH neoantigen (47% vs. 93%), when given er
rituximab as compared to patients only receiving methotrexate. Should non-live vacci%ws e
required whilst receiving rituximab therapy, these should be completed at least 4 we ior to
commencing the next course of rituximab. 6

In the overall experience of rituximab repeat treatment over one year in rhegmatGid arthritis, the

proportions of patients with positive antibody titres against S. pneumon fluenza, mumps,
rubella, varicella and tetanus toxoid were generally similar to the pro (@s at baseline.

Concomitant/sequential use of other DMARDSs in rheumatoid a
The concomitant use of rituximab and anti-rheumatic therapi erthan those specified under the
rheumatoid arthritis indication and posology is not reco @i

There are limited data from clinical trials to fully as the safety of the sequential use of other
DMARD:s (including TNF inhibitors and other bj @ following rituximab (see section 4.5).
The available data indicate that the rate of clini%elevant infection is unchanged when such
therapies are used in patients previously tr% h rituximab, however patients should be closely
observed for signs of infection if biologi and/or DMARD:s are used following rituximab

therapy. 0

Malignancy

Immunomodulatory medicin ts may increase the risk of malignancy. On the basis of
limited experience with ri in rheumatoid arthritis patients (see section 4.8) the present data
do not seem to suggest iacreased risk of malignancy. However, the possible risk for the
development of solid rs cannot be excluded at this time.

45 Interactj h other medicinal products and other forms of interaction

Currenm@are limited data on possible medicinal product interactions with rituximab.

I ients, co-administration with rituximab did not appear to have an effect on the
okinetics of fludarabine or cyclophosphamide. In addition, there was no apparent effect of
abine and cyclophosphamide on the pharmacokinetics of rituximab.

o-administration with methotrexate had no effect on the pharmacokinetics of rituximab in
rheumatoid arthritis patients.

Patients with human anti-mouse antibody or human anti-chimeric antibody (HAMA/HACA)
titres may have allergic or hypersensitivity reactions when treated with other diagnostic or
therapeutic monoclonal antibodies.

In patients with rheumatoid arthritis, 283 patients received subsequent therapy with a biologic
DMARD following rituximab. In these patients the rate of clinically relevant infection while on
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rituximab was 6.01 per 100 patient years compared to 4.97 per 100 patient years following
treatment with the biologic DMARD.

4.6 Fertility, pregnancy and lactation

Contraception in males and females

Due to the long retention time of rituximab in B cell depleted patients, women of childbearing
potential should use effective contraceptive methods during and for 12 months following
treatment with rituximab. @

.
Pregnancy \%

IgG immunoglobulins are known to cross the placental barrier.

B cell levels in human neonates following maternal exposure to rituximab have not be

clinical trials. There are no adequate and well-controlled data from studies in pregnan e,
however transient B-cell depletion and lymphocytopenia have been reported in some born to
mothers exposed to rituximab during pregnancy. Similar effects have been obseryethin Jihimal studies
(see section 5.3). For these reasons rituximab should not be administered to pre@.wcmen unless
the possible benefit outweighs the potential risk.

Breast-feeding é

Whether rituximab is excreted in human milk is not known. Ho ause maternal 1gG is
excreted in human milk, and rituximab was detectable in mi clating monkeys, women
should not breastfeed while treated with rituximab and l\ ths following rituximab treatment.

Animal studies did not reveal deleterious effec@uximab on reproductive organs.
4.7  Effects on ability to drive and u &hines
No studies on the effects of rituxi a@lhe ability to drive and use machines have been performed,

although the pharmacological a d adverse reactions reported to date suggest that rituximab
would have no or negligible j on the ability to drive and use machines.

4.8 Undesirable eff &
Summary of the 3@/ péile (non-Hodgkin’s lymphoma and chronic lymphocytic leukaemia)

rofile of rituximab in non-Hodgkin’s lymphoma and CLL is based on data from
ical trials and from post-marketing surveillance. These patients were treated either

patient
with r'% monotherapy (as induction treatment or maintenance treatment following induction
or in combination with chemotherapy.
ost frequently observed adverse drug reactions (ADRS) in patients receiving rituximab were

§ @Rs which occurred in the majority of patients during the first infusion. The incidence of

infusion-related symptoms decreases substantially with subsequent infusions and is less than 1% after
eight doses of rituximab.

Infectious events (predominantly bacterial and viral) occurred in approximately 30-55% of
patients during clinical trials in patients with NHL and in 30-50% of patients during clinical trials
in patients with CLL

The most frequent reported or observed serious adverse drug reactions were:
* IRRs (including cytokine-release syndrome, tumour-lysis syndrome), see section 4.4.
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¢ Infections, see section 4.4.
e Cardiovascular events, see section 4.4.

Other serious ADRs reported include hepatitis B reactivation and PML (see section 4.4.)

Tabulated list of adverse reactions

The frequencies of ADRs reported with rituximab alone or in combination with chemotherapy
are summarised in Table 1. Within each frequency grouping, undesirable effects are presented in
order of decreasing seriousness. Frequencies are defined as very common (= 1/10), common (= @

1/100 to < 1/10), uncommon (= 1/1,000 to < 1/100), rare (= 1/10,000 to < 1/1000), very rare (< , %
1/10,000) and not known (cannot be estimated from the available data).

The ADRs identified only during post-marketing surveillance, and for which a frequency co@
not be estimated, are listed under “not known”. Q

Table 1 ADRs reported in clinical trials or during post-marketing surveill n
patients with NHL and CLL disease treated with rituximab
monotherapy/maintenance or in combination with chemoth@

System organ Very Common Uncommon Rare Very Rare Not known
class common
Infections bacterial sepsis, serious viral
and infection, *pneumonia, infectio
infestations viral *febrile Pneum
infections, infection, Jirgl7/eCN
*bronchitis *herpes zoster,
*respiratory
tract
infection, fungal
infections, O
infections of
unknown Q
aetiology, x
*acute
bronchitis, GP
*sinusitis,
hepdsit
Blood and neutropenia, an coagulation transient late
lymphatic leucopenia, e2aF: disorders, increase in neutropenia®
system *febrile @ ulocytopen | aplastic serum IgM
disorders neutropenia& anaemia, levels®
*thromb, > haemolytic
openia anaemia,
\ lymphadenop
athy
Immune @ovn hypersensitivity anaphylaxis tumour lysis infusion-relate
system . \ ed syndrome, d acute
disorder eactions?, cytokine reversible
\ angioedema release thrombocytop
* C) syndrome?, enia*
serum
sickness
abolism hyperglycaemia,
nd nutrition weight
disorders decrease,
peripheral
oedema, face
oedema,
increased LDH,
hypocalcaemia
Psychiatric depression,
disorders nervousness,
Nervous paraesthesia, dysgeusia peripheral cranial
system hypoaesthesia, neuropathy, neuropathy,
disorders agitation, facial nerve loss of other
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Systirl’r;Sc;rgan co\r/:r%n Common Uncommon Rare Very Rare Not known
insomnia, palsy® senses®
vasodilatation,
dizziness,
anxiety

Eye disorders lacrimation severe vision
disorder, loss®
conjunctivitis

Ear and tinnitus, ear hearing loss®

labyrinth pain

disorders

Cardiac *myocardial left severe heart failure?

disorders infarction® @46 | ventricular cardiac and 6 ¢ C
arrhythmia, failure, disoders*and 6 \‘
*atrial *supraventri-
fibrillation, cular O
tachycardia, tachycardia, <Q
*cardiac +ventricular XQ
disorder tachycardia, \

+angina,

+myocardial 0
ischaemia, @
bradycardia

Vascular hypertension, %:éjlitis

disorders orthostatic k ominatel
hypotension, cutaneous),
hypotension leukocytoclast

ic vasculiti

Respiratory, bronchospasm?, | asthma, i respiratory lung

thoracic and respiratory bronchioliti failure* infiltration

mediastinal disease, chest obliterans,

disorders pain, dyspnoea, | lung disorder,
increased hypoxi
cough,
rhinitis

Gastrointesti | nausea vomiting , ab inal gastro-intestin

nal disorders diarrhoea, x enlargement al perforation’

abdominal pfin,

dysphagi
storgatitis,
congtiatioe

)

% exla, throat
ation
pruritus,

Skin and urticaria, severe bullous
Subcutaneous | rash, sweating, night skin reactions,
tissue ecia sweats, *skin Stevens-Johns
disorders disorder on Syndrome
@ toxic
epidermal
\ necrolysis
(Lyell’s
Syndrome)’,
hypertonia,
myalgia,

arthralgia, back
pain, neck pain,
pain

disorders
Renal and renal failure*
urinary
disorders
General fever, chills, tumour pain, infusion site
disorders and | asthenia, flushing, pain
administratio | headache malaise,
nsite cold syndrome,
conditions *fatigue,
*shivering,
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System organ Very

Common Uncommon Rare Very Rare Not known
class common

*multi-organ
failure*

Investigations | decreased
1gG levels
For each term, the frequency count was based on reactions of all grades (from mild to severe), except for terms marked

with "+" where the frequency count was based only on severe (> grade 3 NCI common toxicity criteria) reactions. Only

the highest frequency observed in the trials is reported

Lincludes reactivation and primary infections; frequency based on R-FC regimen in relapsed/refractory CLL

2see also section infection below

3 see also section haematologic adverse reactions below @
“see also section infusion-related reactions below. Rarely fatal cases reported . 6
5signs and symptoms of cranial neuropathy. Occurred at various times up to several months after completion of rituxi

therapy

6 observed mainly in patients with prior cardiac condition and/or cardiotoxic chemotherapy and were mostly ass
with infusion-related reactions
"includes fatal cases

The following terms have been reported as adverse events during clinical trials, ho e\,
were reported at a similar or lower incidence in the rituximab-arms compared t

arms: haematotoxicity, neutropenic infection, urinary tract infection, sensory di nce,
pyrexia.

ted in more than 50%

Description of selected adverse reactions : @

Signs and symptoms suggestive of an infusion-related reactio
of patients in clinical trials, and were predominantly seen dysig¥be first infusion, usually in the
first one to two hours. These symptoms mainly compri x chills and rigors. Other
symptoms included flushing, angioedema, bronchospasm, Wgmiting, nausea, urticaria/rash,
fatigue, headache, throat irritation, rhinitis, prurltus, tachycardia, hypertension, hypotension,
dyspnoea, dyspepsia, asthenia and features of tupre |s syndrome. Severe infusion-related
reactions (such as bronchospasm, hypotension) Sgcutred in up to 12% of the cases. Additional
reactions reported in some cases were myo@al nfarction, atrial fibrillation, pulmonary
oedema and acute reversible thrombocy@ ? Exacerbations of pre-existing cardiac conditions
such as angina pectoris or congestive ilure or severe cardiac disorders (heart failure,
myocardial infarction, atrial fibril¥g %ulmonary oedema, multi-organ failure, tumour lysis
syndrome, cytokine release synd @ renal failure, and respiratory failure were reported at lower
or unknown frequencies. Th ce of infusion-related symptoms decreased substantially
with subsequent infusionsﬂ 1% of patients by the eighth cycle of rituximab-containing
treatment. Q
Infections \
Rituximab indyc ell depletion in about 70-80% of patients, but was associated with
decreasgd munoglobulins only in a minority of patients.

L@al@ndida infections as well as Herpes zoster were reported at a higher incidence in
b-containing arm of randomised studies. Severe infections were reported in about
atlents treated with rituximab monotherapy. Higher frequencies of infections overall,
4ding grade 3 or 4 infections, were observed during rituximab maintenance treatment up
83 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
either new, reactivated or exacerbated, some of which were fatal, have been reported with
rituximab treatment. The majority of patients had received rituximab in combination with
chemotherapy or as part of a haematopoetic stem cell transplant. Examples of these serious
viral infections are infections caused by the herpes viruses (Cytomegalovirus, Varicella Zoster
Virus and Herpes Simplex Virus), JC virus (progressive multifocal leukoencephalopathy
(PML)) and hepatitis C virus. Cases of fatal PML that occurred after disease progression and
retreatment have also been reported in clinical trials. Cases of hepatitis B reactivation,have
been reported, the majority of which were in patients receiving rituximab in combination with
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cytotoxic chemotherapy. In patients with relapsed/refractory CLL, the incidence of grade 3/4
hepatitis B infection (reactivation and primary infection) was 2% in R-FC vs 0% FC.
Progression of Kaposi’s sarcoma has been observed in rituximab-exposed patients with pre-
existing Kaposi’s sarcoma. These cases occurred in non-approved indications and the majority
of patients were HIV positive.

Haematologic adverse reactions

In clinical trials with rituximab monotherapy given for 4 weeks, haematological abnormalities

occurred in a minority of patients and were usually mild and reversible. Severe (grade 3/4)

neutropenia was reported in 4.2%, anaemia in 1.1% and thrombocytopenia in 1.7% of the patients. @
During rituximab maintenance treatment for up to 2 years, leucopenia (5% vs. 2%, grade 3/4) and‘

neutropenia (10% vs. 4%, grade 3/4) were reported at a higher incidence when compared to \
observation. The incidence of thrombocytopenia was low (<1% , grade 3/4) and was not differer&

between treatment arms. During the treatment course in studies with rituximab in combinatio

chemotherapy, grade 3/4 leucopenia (R-CHOP 88% vs. CHOP 79%, R-FC 23% vs. F
neutropenia (R-CVP 24% vs. CVP 14%; R-CHOP 97% vs. CHOP 88%, R-FC 30% v@% in

associated with a higher incidence of infections and infestations compared f@ patierits treated with

chemotherapy alone. Studies in previously untreated and relapsed/refra LL have established
that in up to 25% of patients treated with R-FC neutropenia was prolgn efined as neutrophil
count remaining below 1x10%L between day 24 and 42 after the la or occurred with a late

onset (defined as neutrophil count below 1x10%L later than 42 ge
no previous prolonged neutropenia or who recovered prior toda
rituximab plus FC. There were no differences reported f l@ Idence of anaemia. Some cases of
late neutropenia occurring more than four weeks after the Wgstinfusion of rituximab were reported.
In the CLL first-line study, Binet stage C patients exg@sienced more adverse events in the R-FC arm
compared to the FC arm (R-FC 83% vs. FC 71:/96 relapsed/refractory CLL study grade %

S

last dose in patients with
lowing treatment with

thrombocytopenia was reported in 11% of pati the R-FC group compared to 9% of patients in

the FC group. \

In studies of rituximab in patients wit nstrom’s macroglobulinaemia, transient increases in
serum IgM levels have been obs fophowing treatment initiation, which may be associated with
hyperviscosity and related symp% e transient IgM increase usually returned to at least
baseline level within 4 mont

Cardiovascular advers tions
Cardiovascular reacti ring clinical trials with rituximab monotherapy were reported in 18.8% of
patients with the rgst fréquently reported events being hypotension and hypertension. Cases of grade
3 or 4 arrhyth invluding ventricular and supraventricular tachycardia) and angina pectoris during
infusion wega.r ed. During maintenance treatment, the incidence of grade 3/4 cardiac disorders
was ¢ bie between patients treated with rituximab and observation. Cardiac events were
repor ious adverse events (including atrial fibrillation, myocardial infarction, left ventricular
fail mocardial ischaemia) in 3% of patients treated with rituximab compared to <1% on
tion. In studies evaluating rituximab in combination with chemotherapy, the incidence of
3 and 4 cardiac arrhythmias, predominantly supraventricular arrhythmias such as tachycardia
d atrial flutter/fibrillation, was higher in the R-CHOP group (14 patients, 6.9%) as compared to the
HOP group (3 patients, 1.5%). All of these arrhythmias either occurred in the context of a rituximab
infusion or were associated with predisposing conditions such as fever, infection, acute myocardial
infarction or pre-existing respiratory and cardiovascular disease. No difference between the R-CHOP
and CHOP group was observed in the incidence of other grade 3 and 4 cardiac events including heart
failure, myocardial disease and manifestations of coronary artery disease. In CLL, the overall
incidence of grade 3 or 4 cardiac disorders was low both in the first-line study (4% R-FC, 3% FC) and
in the relapsed/refractory study (4% R-FC, 4% FC).

Respiratory system
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Cases of interstitial lung disease, some with fatal outcome, have been reported.

Neurologic disorders

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 cerebrovascular 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 the 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). . \6

Cases of posterior reversible encephalopathy syndrome (PRES) / reversible posterior
leukoencephalopathy syndrome (RPLS) have been reported. Signs and symptoms included vi
disturbance, headache, seizures and altered mental status, with or without associated h A
diagnosis of PRES/RPLS requires confirmation by brain imaging. The reported cases&y%nised
risk factors for PRES/RPLS, including the patients’ underlying disease, hypertension

immunosuppressive therapy and/or chemotherapy. 2

Gastrointestinal disorders
Gastrointestinal perforation in some cases leading to death has been obs in patients receiving
rituximab for treatment of non-Hodgkin’s lymphoma. In the majority, o%e cases, rituximab was

administered with chemotherapy. Q

1gG levels

In the clinical trial evaluating rituximab maintenance tregt n'relapsed/refractory follicular
lymphoma, median 1gG levels were below the lower limit rmal (LLN) (<7 g/L) after induction
treatment in both the observation and the rituximab s. In the observation group, the median IgG

proportion of patients with IgG levels below thedLLN was about 60% in the rituximab group

throughout the 2 year treatment period, while it
years).

level subsequently increased to above the LLN% ined constant in the rituximab group. The
d

reased in the observation group (36% after 2

A small number of spontaneous d@lure cases of hypogammaglobulinaemia have been
observed in paediatric patients tr, th rituximab, in some cases severe and requiring long-term
immunoglobulin substitution . The consequences of long term B cell depletion in paediatric
patients are unknown.

Skin and subcutaneo e disorders
Toxic Epidermal Necroly&is (Lyell Syndrome) and Stevens-Johnson Syndrome, some with fatal
outcome, have ported very rarely.

PatientSySiop®lations - rituximab monotherapy
‘*e s (= 65 years):

Elderlypa
‘e@wce of ADRs of all grades and grade 3 /4 ADR was similar in elderly patients compared
er patients (<65 years).

@ulky disease

here was a higher incidence of grade 3/4 ADRs in patients with bulky disease than in patients
without bulky disease (25.6 % vs. 15.4 %). The incidence of ADRs of any grade was similar in
these two groups.

Re-treatment

The percentage of patients reporting ADRs upon re-treatment with further courses of rituximab was
similar to the percentage of patients reporting ADRs upon initial exposure (any grade and grade 3/4
ADRS).
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Patient subpopulations - rituximab combination therapy

Elderly patients (= 65 years)

The incidence of grade 3/4 blood and lymphatic adverse events was higher in elderly patients
compared to younger patients (<65 years), with previously untreated or relapsed/refractory
CLL.

Summary of the safety profile (rheumatoid arthritis)

The overall safety profile of rituximab in rheumatoid arthritis is based on data from patients from 6
clinical trials and from post-marketing surveillance. @

The safety profile of rituximab in patients with moderate to severe rheumatoid arthritis (RA) is ‘\%
summarised in the sections below. In clinical trials more than 3,100 patients received at least o

treatment course and were followed for periods ranging from 6 months to over 5 years;
approximately 2,400 patients received two or more courses of treatment with over 1,00
received 5 or more courses. The safety information collected during post-marketing e c
reflects the expected adverse reaction profile as seen in clinical trials for rituximab (seg.s#etion 4.4).

Patients received 2 x 1,000 mg of rituximab separated by an interval of two we addition to
methotrexate (10-25 mg/week). Rituximab infusions were administered aftgr an irftravenous infusion
of 100 mg methylprednisolone; patients also received treatment with or nisone for 15 days.

Tabulated list of adverse reactions Q
Frequencies are defined as very common (>1/10), common 0 1o <1/10), uncommon (>1/1,000
to <1/100) and very rare (<1/10,000). Within each freq uping, undesirable effects are
presented in order of decreasing seriousness.

incidence of IRRs in clinical trials was 23% wi irst infusion and decreased with subsequent

infusions. Serious IRRs were uncommon (§&% of*patients) and were predominantly seen during
s seen in RA clinical trials for rituximab,

PML) (see section 4.4) and serum sickness-like

arketing experience.

The most frequent adverse reactions consideredﬂ%@ceipt of rituximab were IRRs. The overall
th

the initial course. In addition to adverse
progressive multifocal leukoencephal
reaction have been reported duri

Table2 Summary of adv; g reactions reported in clinical trials or during post
marketing su e occurring in patients with rheumatoid arthritis receiving

rituximab
System organ classg, Ver mon Common Uncommon Rare Very rare
Infections and r respiratory | bronchitis, PML,
infestations t infection, sinusitis, reactivation of
. rinary tract gastroenteritis, hepatitis B
infections tinea pedis
Bloo neutropeniat late neutropenia? | serum sickness-
RORati like reaction
mo_ ders
¥nune system | dinfusion related 3infusion related
)jisorders reactions reactions
(hypertension, (generalised
nausea, rash, oedema,
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disorders

migraine,
dizziness, sciatica

System organ class| Very common Common Uncommon Rare Very rare
General pyrexia, pruritus, bronchospasm,
disorders and urticaria, throat wheezing,
administration irritation, hot laryngeal
site conditions flush, oedema,
hypotension, angioneurotic
rhinitis, rigors, oedema,
tachycardia, generalised
fatigue, pruritis,
oropharyngeal anaphylaxis,
pain, peripheral anaphylactoid
oedema, reaction) 4
erythma) *
Metabolism and hypercholesterole
nutritional mia K
Disorders O
Psychiatric depression,
disorders anxiety Q
Nervous system | headache paraesthesia,

Cardiac disorders

anai %toris,
a@ lation,
i

atrial flutter

lure,
cardial
ction
Gastrointestinal dyspepsia,
disorders diarrhoea, gastro- O
oesophageal \
reflux, mouth
ulceration, upper O
abdominal pain
Skin and alopecia\ toxic epidermal
subcutaneous necrolysis
tissue disorders (Lyell’s
0 Syndrome),
Stevens-Johnson
Syndrome®

©

levels*

Musculo- arthralgia /
skeletal musculoskeletal
disorders pain,
osteoarthritis,
bursitis
Investigatio ecreased IgM decreased 1gG

levels*

tegory derived from laboratory values collected as part of routine laboratory monitoring in clinical trials
category derived from post-marketing data.
=Recadions occurring during or within 24 hours of infusion. See also infusion-related reactions below. IRRs may occur as a
1% of hypersensitivity and/or to the mechanism of action.
ludes observations collected as part of routine laboratory monitoring.
Includes fatal cases

Description of selected adverse reactions

Multiple courses

Multiple courses of treatment are associated with a similar ADR profile to that observed following
first exposure. The rate of all ADRs following first rituximab exposure was highest during the first
6 months and declined thereafter. This is mostly accounted for by IRRs (most frequent during the

first treatment course), RA exacerbation and infections all of which were more frequent in the first
6 months of treatment.
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Infusion-related reactions

The most frequent ADRs following receipt of rituximab in clinical studies were IRRs. Among the

3189 patients treated with rituximab, 1,135 (36%) experienced at least one IRR with

733/3,189 (23%) of patients experiencing an IRR following first infusion of the first exposure to

rituximab. The incidence of IRRs declined with subsequent infusions. In clinical trials fewer than 1%
(17/3189) of patients experienced a serious IRR. There were no CTC Grade 4 IRRs and no deaths

due to IRRs in the clinical trials. The proportion of CTC Grade 3 events, and of IRRs leading to

withdrawal decreased by course and were rare from course 3 onwards. Premedication with

intravenous glucocorticoid significantly reduced the incidence and severity of IRRs (see sections 4.2 @
and 4.4). Severe IRRs with fatal outcome have been reported in the postmarketing setting. o 6

In a trial designed to evaluate the safety of a more rapid rituximab infusion in patients with
rheumatoid arthritis, patients with moderate-to-severe active RA who did not experience a se@
IRR during or within 24 hours of their first studied infusion were allowed to receive a ZQQ
intravenous infusion of rituximab. Patients with a history of a serious infusion reactiombl logic
therapy for RA were excluded from entry. The incidence, types and severity of IRRs onsistent
with that observed historically. No serious IRRs were observed. $

Infections @

The overall rate of infection was approximately 94 per 100 patient years,i %ximab treated
patients. The infections were predominately mild to moderate and co s%mostly of upper
respiratory tract infections and urinary tract infections. The inciden ections that were serious
or required 1V antibiotics, was approximately 4 per 100 patient hie rate of serious infections
did not show any significant increase following multiple course imab. Lower respiratory
tract infections (including pneumonia) have been report r@ linical trials, at a similar incidence
in the rituximab-arms compared to control arms. \

e

S

Cases of progressive multifocal leukoencephalo h fatal outcome have been reported
following use of rituximab for the treatment of €utoMamune diseases. This includes rheumatoid
arthritis and off-label autoimmune diseasew:'lu ing Systemic Lupus Erythematosus (SLE) and

vasculitis. Q

In patients with non-Hodgkin’s | @a receiving rituximab in combination with cytotoxic
chemotherapy, cases of hepatitis vation have been reported (see non-Hodgkin’s lymphoma).
Reactivation of hepatitis B i as also been very rarely reported in rheumatoid arthritis patients
receiving rituximab (see s

Cardiovascular adve ctions
Serious cardiac redgtionsSyere reported at a rate of 1.3 per 100 patient years in the rituximab treated
patients compm .3 per 100 patient years in placebo treated patients. The proportions of patients

experienciQ reactions (all or serious) did not increase over multiple courses.
<
Neuro@ nts

sterior reversible encephalopathy syndrome (PRES) reversible posterior
cephalopathy syndrome (RPLS) have been reported. Signs and symptoms included visual
ance, headache, seizures and altered mental status, with or without associated hypertension. A
agnosis of PRES/RPLS requires confirmation by brain imaging. The reported cases had recognised
risk factors for PRES/RPLS, including the patients’ underlying disease, hypertension,
immunosuppressive therapy and/or chemotherapy.

Neutropenia

Events of neutropenia were observed with rituximab treatment, the majority of which were
transient and mild or moderate in severity. Neutropenia can occur several months after the
administration of rituximab (see section 4.4).

In placebo-controlled periods of clinical trials, 0.94% (13/1382) of rituximab treated patients and
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0.27% (2/731) of placebo-treated patients developed severe neutropenia.

Neutropenic events, including severe late onset and persistent neutropenia, have been rarely reported
in the post-marketing setting, some of which were associated with fatal infections.

Skin and subcutaneous tissue disorders
Toxic Epidermal Necrolysis (Lyell’s Syndrome) and Stevens-Johnson Syndrome, some with fatal
outcome, have been reported very rarely.

Laboratory abnormalities
Hypogammaglobulinaemia (1gG or IgM below the lower limit of normal) has been observed in Ré
patients treated with rituximab. There was no increased rate in overall infections or serious infecti

after the development of low IgG or IgM (see section 4.4).

A small number of spontaneous and literature cases of hypogammaglobulinaemia have ved
in paediatric patients treated with rituximab, in some cases severe and requiring long-
immunoglobulin substitution therapy. The consequences of long-term B cell depletioé diatric

patients

Summary of the Safety Profile (granulomatosis with polyangiitis and micr

are unknown.

or@;lvanqiitis)

In the clinical trial in granulomatosis with polyangiitis and microsco i@angitis, 99 patients were
treated with rituximab (375 mg/m?, once weekly for 4 weeks) and % ticoids (see section 5.1).

Tabulated list of adverse reactions

\

The ADRs listed in Table 3 were all adverse events whiwred at an incidence of > 5% in the
rituximab group.

Table 3 Adverse drug reactions occur@l 6-months in > 5% of patients receiving
rituximab, and at a highelgrequency than the comparator group, in the
pivotal clinical study. ¢~ °
Body system Rituximab (n=99)

Adverse reaction

Infections and infestations

Urinary tract infecti 7%
Bronchitis 5%
Herpes zost 5%
Nasop ngi 5%
ic
. ocytopenia 7%
% em disorders
ytokine release syndrome 5%
olism and nutrition disorders
P Hyperkalaemia 5%
/Psychiatric disorders
Insomnia 14%
Nervous system disorders
Dizziness 10%
Tremor 10%
Vascular disorders
Hypertension 12%
Flushing 5%
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Body system Rituximab (n=99)
Adverse reaction

Respiratory, thoracic and
mediastinal disorders

Cough 12%
Dyspnoea 11%
Epistaxis 11%
Nasal congestion 6%

Gastrointestinal

disorders y.
Diarrhoea 18% : "9
Dyspepsia 6% ‘
Constipation 5%

Skin and subcutaneous
tissue disorders

Ache 7%

Musculoskeletal and connective
tissue disorders -

Muscle spasms 18%
Arthralgia 4 "15%
Back pain 10%
Muscle weakness 5%
Musculoskeletal pain o 5%
Pain in extremities 5%

General disorders and
administration site conditions

Peripheral oedema '%Q 16%

Investigations

Decreased haemoglobin ~ | 6%
Description of selected adverse eagsions

Infusion related reactions
IRRs in the GPA and MPA o@ 3
hours of an infusion angagORsidered to be infusion-related by investigators in the safety population.
Ninety nine patients v§ @» eated with rituximab and 12% experienced at least one IRR. All IRRs
were CTC Grade 0r 2."%\he most common IRRs included cytokine release syndrome, flushing,

throat irritatio mor. Rituximab was given in combination with intravenous glucocorticoids
which ma;@ e incidence and severity of these events.
.
Infecti
In % tuximab patients, the overall rate of infection was approximately 237 per 100 patient years

| 197-285) at the 6-month primary endpoint. Infections were predominately mild to moderate
nsisted mostly of upper respiratory tract infections, herpes zoster and urinary tract infections.

he rate of serious infections was approximately 25 per 100 patient years. The most frequently
reported serious infection in the rituximab group was pneumonia at a frequency of 4%.

Malignancies

The incidence of malignancy in rituximab treated patients in the granulomatosis with polyangiitis and
microscopic polyangiitis clinical study was 2.00 per 100 patient years at the study common closing
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 to that previously reported in
patients with ANCA-associated vasculitis.
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Cardiovascular adverse reactions

Cardiac events occurred at a rate of approximately 273 per 100 patient years (95% CI 149-470) at the
6-month primary endpoint. The rate of serious cardiac events was 2.1 per 100 patient years (95% CI
3-15). The most frequently reported events were tachycardia (4%) and atrial fibrillation (3%) (see
section 4.4).

Neurologic events

Cases of posterior reversible encephalopathy syndrome (PRES) reversible posterior

leukoencephalopathy syndrome (RPLS) have been reported in autoimmune conditions. Signs and @
symptoms included visual disturbance, headache, seizures and altered mental status, with or W|th0ut
associated hypertension. A diagnosis of PRES/RPLS requires confirmation by brain imaging. The %
reported cases had recognised risk factors for PRES/RPLS, including the patients’ underlying dlﬁ
hypertension, immunosuppressive therapy and/or chemotherapy.

Hepatitis B reactivation
A small number of cases of hepatitis B reactivation, some with fatal outcome, have b orted in
granulomatosis with polyangiitis and microscopic polyangiitis patients receivin%. igfab in the post-

marketing setting.
S has been observed in

ed with rituximab. At 6
on-inferiority trial, in the
obulin levels at baseline, had
o and 46% in the

infections or serious infections in

Hypogammaglobulinaemia
Hypogammaglobulinaemia (IgA, 1gG or IgM below the lower limit g
granulomatosis with polyangiitis and microscopic polyangiitis patl
months, in the active-controlled, randomised, double-blind, mu
rituximab group, 27%, 58% and 51% of patients with normalLi
low IgA, 19G and IgM levels, respectively compared to
cyclophosphamide group. There was no increased rate in

patients with low IgA, 1gG or IgM. O

Neutropenia 9

In the active-controlled, randomised, doubigeblinaymulticentre, non-inferiority trial of rituximab in
granulomatosis with polyangiitis and m| ic polyangiitis, 24% of patients in the rituximab
group (single course) and 23% of patl he cyclophosphamide group developed CTC grade 3 or
greater neutropenia. Neutropeni ssociated with an observed increase in serious infection in
rituximab-treated patients. The multlple rituximab courses on the development of
neutropenia in granulomatos olyangiitis and microscopic polyangiitis patients has not been

studied in clinical trials.

Skin and subcutaneo e dlsorders
Toxic Epidermal Necrolygis (Lyell’s Syndrome) and Stevens-Johnson Syndrome, some with fatal
outcome, have ported very rarely.

Reportit sudpected adverse reactions

rGg’suspected adverse reactions after authorisation of the medicinal product is important. It
ontinued monitoring of the benefit/risk balance of the medicinal product. Healthcare
sionals are asked to report any suspected adverse reactions via the national reporting system
ted in Appendix V.

4.9 Overdose

Limited experience with doses higher than the approved dose of intravenous rituximab formulation
is available from clinical trials in humans. The highest intravenous dose of rituximab tested in
humans to date is 5000 mg (2250 mg/m?), tested in a dose escalation study in patients with CLL. No
additional safety signals were identified.

Patients who experience overdose should have immediate interruption of their infusion and be closely
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monitored.

In the post-marketing setting five cases of rituximab overdose have been reported. Three cases had
no reported adverse event. The two adverse events that were reported were flu-like symptoms, with
a dose of 1.8 g of rituximab and fatal respiratory failure, with a dose of 2 g of rituximab.

5. PHARMACOLOGICAL PROPERTIES t

5.1 Pharmacodynamic properties @

Pharmacotherapeutic group: antineoplastic agents, monoclonal antibodies, ATC code: L01XC02 ‘\%

Rituzena is a biosimilar medicinal product. Detailed information is available on the website t@&
European Medicines Agency http://www.ema.europa.eu. Q

Rituximab binds specifically to the transmembrane antigen, CD20, a non-glycosylate
d Jon >95 % of

phosphoprotein, located on pre-B and mature B lymphocytes. The antigen is exp
all B cell non-Hodgkin’s lymphomas. @.

pro-B cells, normal plasma cells or other normal tissue. This antigen d tiinternalize
upon antibody binding and is not shed from the cell surface. CD20 “% circulate in the

plasma as a free antigen and, thus, does not compete for antibo
The Fab domain of rituximab binds to the CD20 antige%@ﬂphocytes and the Fc domain can
le

CD20 is found on both normal and malignant B cells, but not on haem%&ic stem cells,

recruit immune effector functions to mediate B cell lysis. mechanisms of effector-mediated
DC) resulting from C1q binding, and

ed by one or more of the Fcy receptors on
cdlls. Rituximab binding to CD20 antigen on B
ell death via apoptosis.

cell lysis include complement-dependent cytotoxici
antibody-dependent cellular cytotoxicity (ADCC
the surface of granulocytes, macrophages and

lymphocytes has also been demonstrated twc

In patients treated for haematologicamakignancies, B cell recovery began within 6 months of
treatment and generally returned al levels within 12 months after completion of therapy,
although in some patients thi ake longer (up to a median recovery time of 23 months
post-induction therapy). | @ s with granulomatosis with polyangiitis or microscopic

Peripheral B cell counts declined belo: Qﬂal following completion of the first dose of rituximab.
()

C

polyangiitis, the numb eripheral blood B cells decreased to <10 cells/uL after two weekly
infusions of rituxima g/m?, and remained at that level in most patients up to the 6 month time
point. The majorityof pawents (81%) showed signs of B cell return, with counts >10 cells/uL by
month 12, incr 0 87% of patients by month 18.

Clinicai'@ce in non-Hodgkin’s lymphoma and in chronic lymphocytic leukaemia

nitial treatment, weekly for 4 doses

In the pivotal trial, 166 patients with relapsed or chemoresistant low-grade or follicular B cell NHL
received 375 mg/m? of rituximab as an intravenous infusion once weekly for four weeks. The overall
response rate (ORR) in the intent-to-treat (ITT) population was 48 % (Clgs% 41% - 56%) with a 6%
complete response (CR) and a 42% partial response (PR) rate. The projected median time to
progression (TTP) for responding patients was 13.0 months. In a subgroup analysis, the ORR was
higher in patients with IWF B, C, and D histological subtypes as compared to IWF A subtype (58%
vs. 12%), higher in patients whose largest lesion was <5 cm vs. > 7 cm in greatest diameter (53% vs.
38%), and higher in patients with chemosensitive relapse as compared to chemoresistant (defined as
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duration of response < 3 months) relapse (50% vs. 22%). ORR in patients previously treated with
autologous bone marrow transplant (ABMT) was 78% versus 43% in patients with no ABMT.
Neither age, sex, lymphoma grade, initial diagnosis, presence or absence of bulky disease, normal or
high LDH nor presence of extranodal disease had a statistically significant effect (Fisher’s exact test)
on response to rituximab. A statistically significant correlation was noted between response rates and
bone marrow involvement. 40% of patients with bone marrow involvement responded compared to
59% of patients with no bone marrow involvement (p=0.0186). This finding was not supported by a
stepwise logistic regression analysis in which the following factors were identified as prognostic
factors: histological type, bcl-2 positivity at baseline, resistance to last chemotherapy and bulky

disease. @
Initial treatment, weekly for 8 doses ‘\6

In a multicentre, single-arm trial, 37 patients with relapsed or chemoresistant, low grade or folliclar
B cell NHL received 375 mg/m? of rituximab as intravenous infusion weekly for eight doses.@
ORR was 57% (95% Confidence interval (Cl); 41% — 73%; CR 14%, PR 43%) with a p£gj

median TTP for responding patients of 19.4 months (range 5.3 to 38.9 months). \t >
Initial treatment, bulky disease, weekly for 4 doses 0

In pooled data from three trials, 39 patients with relapsed or chemoresistant, bu@&sease (single

lesion > 10 cm in diameter), low grade or follicular B cell NHL received 375 mgis© of rituximab as
intravenous infusion weekly for four doses. The ORR was 36 % (Clgs% —51%:; CR 3%, PR

33%) with a median TTP for responding patients of 9.6 months (ran 6.8 months).
Re-treatment, weekly for 4 doses

In a multicentre, single-arm trial, 58 patients with relapsed o esistant low grade or follicular
B cell NHL, who had achieved an objective clinical respgn rior course of rituximab, were
re-treated with 375 mg/m? of rituximab as intravenous in weekly for four doses. Three of the

patients had received two courses of rituximab befo rolment and thus were given a third course
in the study. Two patients were re-treated twice i dy. For the 60 re-treatments on study, the
ORR was 38% (Clgs % 26% — 51%; 10% CR, 28% RR) with a projected median TTP for

responding patients of 17.8 months (range $¢4 — 28.6). This compares favourably with the TTP
achieved after the prior course of rituxi months).

Initial treatment, in combination

%

chimotherapy

In an open-label randomised tal of 322 previously untreated patients with follicular
lymphoma were randomi eive either CVP chemotherapy (cyclophosphamide 750 mg/m?,
vincristine 1.4 mg/m? maximum of 2 mg on day 1, and prednisolone 40 mg/m?/day on
days 1 -5) every 3 we r 8 cycles or rituximab 375 mg/m? in combination with CVP (R-
CVP). Rituximab*was adiginistered on the first day of each treatment cycle. A total of 321
patients (162 »159 CVP) received therapy and were analysed for efficacy. The median
follow up g s was 53 months. R-CVP led to a significant benefit over CVP for the
i , time to treatment failure (27 months vs. 6.6 months, p < 0.0001, log-rank test).
of patients with a tumour response (CR, CRu, PR) was significantly higher (p<
@&C -Square test) in the R-CVP group (80.9%) than the CVP group (57.2%). Treatment
VP significantly prolonged the time to disease progression or death compared to CVP,
onths and 14.7 months, respectively (p < 0.0001, log-rank test). The median duration of
sponse was 37.7 months in the R-CVP group and was 13.5 months in the CVP group (p <
.0001, log-rank test).

The difference between the treatment groups with respect to overall survival showed a significant
clinical difference (p=0.029, log-rank test stratified by centre): survival rates at 53 months were
80.9% for patients in the R-CVP group compared to 71.1 % for patients in the CVP group.

Results from three other randomised trials using rituximab in combination with chemotherapy

regimen other than CVP (CHOP, MCP, CHVP/Interferon-a) have also demonstrated significant
improvements in response rates, time-dependent parameters as well as in overall survival. Key

55



results from all four studies are summarised in table 4.

Table 4 Summary of key results from four phase 111 randomised studies evaluating
the benefit of rituximab with different chemotherapy regimens in follicular
lymphoma
Median Median
Study TreatNme“t' FU, | ORR % | CR% | TTF/PES/EFS | ©O° (f/ates'
months mo °
Median TTP: 53-months
CVP, 159 57 10 14.7
M39021 | pcvp 162 | 3 81 41 33.6
P<0.0001
Median TTF:
CHOP, 205 90 17 2.6
GLSG’00 | R-CHOP, 18 9% 20 years
223 Not reached
p <0.001
MCP, 96 e Median PRS! 48-n;2nths
OSHO-39 | R-MCP, 47
105 92 87
p = 0.0096
CHVP-IFN, 42-months
183 85 84
FL2000 | R cHvp- 42 94 L 01
IFN, 175 ' p =0.029
EFS — Event Free Survival
TTP — Time to progression or death \

PFS — Progression-Free Survival
TTF — Time to Treatment Failure
OS rates — survival rates at the time of the analyses Q

Diffuse large B cell non-Hodgkin’s ly 0

In a randomised, open-label trial
years) with diffuse large B ce

f 399 previously untreated elderly patients (age 60 to 80
oma received standard CHOP chemotherapy
(cyclophosphamide 750 m xorubicin 50 mg/m?, vincristine 1.4 mg/m? up to a maximum of 2
mg on day 1, and predni d%\e 0 mg/m?/day on days 1-5) every 3 weeks for eight cycles, or
rituximab 375 mg/m? OP (R-CHOP). Rituzena was administered on the first day of the
treatment cycle.

The final effi alysis included all randomised patients (197 CHOP, 202 R-CHOP), and had a
median&o%p duration of approximately 31 months. The two treatment groups were well
balanc seline disease characteristics and disease status. The final analysis confirmed that R-
H @tment was associated with a clinically relevant and statistically significant improvement in
1on of event-free survival (the primary efficacy parameter; where events were death, relapse
ression of lymphoma, or institution of a new anti-lymphoma treatment) (p = 0.0001). Kaplan
@Ieler estimates of the median duration of event-free survival were 35 months in the R-CHOP arm
ompared to 13 months in the CHOP arm, representing a risk reduction of 41 %. At 24 months,
estimates for overall survival were 68.2 % in the R-CHOP arm compared to 57.4 % in the CHOP arm.
A subsequent analysis of the duration of overall survival, carried out with a median follow-up
duration of 60 months, confirmed the benefit of R-CHOP over CHOP treatment (p=0.0071),

representing a risk reduction of 32 %.
The analysis of all secondary parameters (response rates, progression-free survival, disease-free

survival, duration of response) verified the treatment effect of R-CHOP compared to CHOP. The
complete response rate after cycle 8 was 76.2 % in the R-CHOP group and 62.4 % in the CHOP
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group (p=0.0028). The risk of disease progression was reduced by 46 % and the risk of relapse by
51 %. In all patients subgroups (gender, age, age adjusted IPI, Ann Arbor stage, ECOG, 32
microglobulin, LDH, albumin, B symptoms, bulky disease, extranodal sites, bone marrow
involvement), the risk ratios for event-free survival and overall survival (R-CHOP compared with
CHOP) were less than 0.83 and 0.95 respectively. R-CHOP was associated with improvements in
outcome for both high- and low-risk patients according to age adjusted IPI.

Clinical laboratory findings 6

Of 67 patients evaluated for human anti-mouse antibody (HAMA), no responses were noted. Of @
356 patients evaluated for HACA, 1.1 % (4 patients) were positive. o %
Chronic lymphocytic leukaemia \

In two open-label randomised trials, a total of 817 previously untreated patients and 55 Q
with relapsed/refractory CLL were randomised to receive either FC chemotherapy (fIL@
mg/m2, cyclophosphamide 250 mg/m?, days 1-3) every 4 weeks for 6 cycles or rituxi i
combination with FC (R-FC). Rituximab was administered at a dosage of 375 m
cycle one day prior to chemotherapy and at a dosage of 500 mg/m? on day 1 of
treatment cycle. Patients were excluded from the study in relapsed/refractogy CL®T they had
previously been treated with monoclonal antibodies or if they were refragtony (defined as failure to
achieve a partial remission for at least 6 months) to fludarabine or an Lélgoside analogue. A total
of 810 patients (403 R-FC, 407 FC) for the first-line study (Table @ able 5b) and 552 patients
(276 R-FC, 276 FC) for the relapsed/refractory study (Table 6) ~ sa)ysed for efficacy.

months in the R-FC group and 33 months in the FC gr 0001, log-rank test). The analysis of
overall survival showed a significant benefit of R-F atment over FC chemotherapy alone (p =
0.0319, log-rank test) (Table 5a). The benefit in PFS was consistently observed in most
patient subgroups analysed according to diseaseriskéat baseline (i.e. Binet stages A-C) (Table 5b).

In the first-line study, after a median observation time 0@ ths, the median PFS was 55
oup .

Table 5a First-line treatment of &blymphocytic leukaemia
Overview of efficacy or rituximab plus FC vs. FC alone - 48.1 months
median observatigri\ti

Efficacy parameter Kaplan-Meier estimate of median time Risk
to event (months) reduction
O FC R-FC Log-rank
(N =409) (N=408) p value
Progression-freqsurv PFS) 32.8 55.3 <0.0001 45%
Overall survi NR NR 0.0319 27%
Event free 31.3 51.8 <0.0001 44%
Respoﬁ R, nPR, or PR) 72.6% 85.8% <0.0001 n.a.
CR, s 16.9% 36.0% <0.0001 n.a.
of response* 36.2 57.3 <0.0001 44%
I9ase free survival (DFS)** 48.9 60.3 0.0520 31%
¢/ Tme to new treatment 47.2 69.7 <0.0001 42%

esponse rate and CR rates analysed using Chi-squared Test. NR: not reached; n.a.: not applicable
*: only applicable to patients achieving a CR, nPR, PR
**: only applicable to patients achieving a CR

Table 5b First-line treatment of chronic lymphocytic leukaemia
Hazard ratios of progression-free survival according to Binet stage
(ITT) - 48.1 months median observation time
Number of Hazard ratio p-value (Wald
patients (95% CI) test, not
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Progression-free survival (PFS) FC R-FC adjusted)
Binet stage A 22 18 0.39 (0.15; 0.98) 0.0442
Binet stage B 259 263 0.52 (0.41; 0.66) <0.0001
Binet stage C 126 126 0.68 (0.49; 0.95) 0.0224

ClI: Confidence Interval

In the relapsed/refractory study, the median progression-free survival (primary endpoint) was 30.6 6
months in the R-FC group and 20.6 months in the FC group (p=0.0002, log-rank test). The benefit in

terms of PFS was observed in almost all patient subgroups analysed according to disease risk at @
baseline. A slight but not significant improvement in overall survival was reported in the R-FC o

compared to the FC arm.

Table 6 Treatment of relapsed/refractory chronic lymphocytic leukaemia - overv@
of efficacy results for rituximab plus FC vs. FC alone (25.3 month [
observation time)

Efficacy parameter Kaplan-Meier estimate of isk
median time to event (months) eduction

FC R-FC Log-

(N = 276) (N=276 Raak p
Progression-free survival (PFS) 20.6 30.6 2 35%
Overall survival 51.9 2874 17%
Event free survival 19.3 . .0002 36%
Response rate (CR, nPR, or PR) 58.0% \ 0.0034 n.a.
CR rates 13.0% 24.3% 0.0007 n.a.
Duration of response * & 39.6 0.0252 31%
Disease free survival (DFS)** @ 39.6 0.8842 -6%
Time to new CLL treatment 34.2 NR 0.0024 35%

Response rate and CR rates a %'o using Chi-squared Test. NR: not reached n.a. not applicable
agving a CR, nPR, PR;

*: only applicable to patie
**: only applicable to Q chieving a CR;

Results from oth ppofive studies using rituximab in combination with other chemotherapy
regimens (incl HOP, FCM, PC, PCM, bendamustine and cladribine) for the treatment of
previously d and/or relapsed/refractory CLL patients have also demonstrated high
overall T s€ rates with benefit in terms of PFS rates, albeit with modestly higher toxicity
(egpe yelotoxicity). These studies support the use of rituximab with any chemotherapy.

approximately 180 patients pre-treated with rituximab have demonstrated clinical
it (including CR) and are supportive for rituximab re-treatment.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
rituximab in all subsets of the paediatric population with follicular lymphoma and chronic
lymphocytic leukaemia. See section 4.2 for information on paediatric use.

Clinical experience in granulomatosis with polyangiitis (Wegener’s) and microscopic polyangiitis

A total of 197 patients aged 15 years or older with severely, active granulomatosis with polyangiitis

58



(75%) and microscopic polyangiitis (24%) were enrolled and treated in an active-comparator,
randomised, double-blind, multicentre, non-inferiority trial.

Patients were randomised in a 1:1 ratio to receive either oral cyclophosphamide daily (2mg/kg/day)
for 3-6 months or rituximab (375 mg/m?) once weekly for 4 weeks. All patients in the
cyclophosphamide arm received azathioprine maintenance therapy during follow-up. Patients in both
arms received 1000mg of pulse intravenous (1) methylprednisolone (or another equivalent-dose
glucocorticoid) per day for 1 to 3 days, followed by oral prednisone (1 mg/kg/day, not exceeding 80
mg/day). Prednisone tapering was to be completed by 6 months from the start of study treatment.

The primary outcome measure was achievement of complete remission at 6 months defined as a o @
Birmingham Vasculitis Activity Score for Wegener’s granulomatosis (BVAS/WG) of 0, and off x
glucocorticoid therapy. The prespecified non-inferiority margin for the treatment difference was €0%

The trial demonstrated non-inferiority of rituximab to cyclophosphamide for complete remis

(CR) at 6 months (Table 7). Q
Efficacy was observed both for patients with newly diagnosed disease and for patien elapsing

disease (Table 8).
G%ths

Table 7 Percentage of patients who achieved complete remissionat
(Intent-to-treat population*)

Rituximab Cyclophosphami Treatm_e nt @ff(—é)rence
(n = 99) (n=98) (Rituximal _
--cyclophosphamide)
10.6%
Rate 63.6% 95.1%" CI
(—3.2%, 24.3%) @

- ClI = confidence interval. e

- * Worst case imputation 9

@Non-inferiority was demonstrated since the Rggver boend (—3.2%) was higher than the pre-determined
non-inferiority margin (— 20%).

®The 95.1% confidence level reflects @al 0.001 alpha to account for an interim efficacy analysis.

Table 8 Complete remis -months by disease status
_ Qximab Cyclophosphamide | Difference (CI 95%)
All patients \ n=99 n=98
Newly n=48 n=48
diagnosed n=51 n=50
Complete rerpi
All Patients * 63.6% 53.1% 10.6% (-3.2, 24.3)
Newly*ditgndsed 60.4% 64.6% —4.2% (—23.6,15.3)
e 66.7% 42.0% 24.7% (5.8, 43.6)

imputation is applied for patients with missing data

lete remission at 12 and 18 months

the rituximab group, 48% of patients achieved CR at 12 months, and 39% of patients achieved
CR at 18 months. In patients treated with cyclophosphamide (followed by azathioprine for
maintenance of complete remission), 39% of patients achieved CR at 12 months, and 33% of
patients achieved CR at 18 months. From month 12 to month 18, 8 relapses were observed in the
rituximab group compared with four in the cyclophosphamide group.

Retreatment with rituximab

Based upon investigator judgment, 15 patients received a second course of rituximab therapy for
treatment of relapse of disease activity which occurred between 6 and 18 months after the first
course of rituximab. The limited data from the present trial preclude any conclusions regarding the
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efficacy of subsequent courses of rituximab in patients with granulomatosis with polyangiitis and
microscopic polyangiitis.

Continued immunosuppressive therapy may be especially appropriate in patients at risk for relapses

(i.e. with history of earlier relapses and granulomatosis with polyangiitis, or patients with

reconstitution of B-lymphocytes in addition to PR3-ANCA at monitoring). When remission with

rituximab has been achieved, continued immunosuppressive therapy may be considered to prevent

relapse. The efficacy and safety of rituximab in maintenance therapy has not been established. t

Laboratory evaluations @

A total of 23/99 (23%) rituximab-treated patients in the trial tested positive for HACA by 18 mon l@
None of the 99 rituximab-treated patients were HACA positive at screening. The clinical relevan®g o
HACA formation in rituximab-treated patients is unclear.

5.2 Pharmacokinetic properties ®

Non-Hodgkin’s lymphoma

Based on a population pharmacokinetic analysis in 298 NHL patients who ce@gingle or
multiple infusions of rituximab as a single agent or in combination with therapy (applied

respectively. The estimated median terminal elimination halfLir&of rituximab was 22 days (range,
6.1 to 52 days). Baseline CD19-positive cell counts and%iz @ easurable tumour lesions
contributed to some of the variability in CL2 of rituximab ™, 0ata from 161 patients given 375
mg/m? as an intravenous infusion for 4 weekly dos@tients with higher CD19-positive cell
counts or tumour lesions had a higher CL2. Ho arge component of inter-individual
variability remained for CL2 after correction fo@Q-positive cell counts and tumour lesion size.
V1 varied by body surface area (BSA) and &HOP therapy. This variability in V1 (27.1% and 19.0%)
contributed by the range in BSA (1.53 tc@ 2) and concurrent CHOP therapy, respectively, were
relatively small. Age, gender and Wm rmance status had no effect on the pharmacokinetics of
rituximab. This analysis suggests e adjustment of rituximab with any of the tested covariates
is not expected to result in a me I reduction in its pharmacokinetic variability.

Rituximab, administered ravenous infusion at a dose of 375 mg/m? at weekly intervals for 4
doses to 203 patients L naive to rituximab, yielded a mean Cmax following the fourth
infusion of 486 pg/mL ge, 77.5 t0 996.6 pg/mL). Rituximab was detectable in the serum of
patients 3 — 6 after’completion of last treatment.

Upon adm@ n of rituximab at a dose of 375 mg/m? as an intravenous infusion at weekly

interva doses to 37 patients with NHL, the mean Cmax increased with each successive

infu i@ nning from a mean of 243 pg/mL (range, 16 — 582 pg/mL) after the first infusion to 550
nge, 171 — 1177 pg/mL) after the eighth infusion.

@ pharmacokinetic profile of rituximab when administered as 6 infusions of 375 mg/m? in
& ombination with 6 cycles of CHOP chemotherapy was similar to that seen with rituximab alone.

Chronic lymphocytic leukaemia

Rituximab was administered as an intravenous infusion at a first-cycle dose of 375 mg/m? increased
to 500 mg/m? each cycle for 5 doses in combination with fludarabine and cyclophosphamide in CLL
patients. The mean Cmax (N=15) was 408 pg/mL (range, 97 — 764 ug/mL) after the fifth 500 mg/
m? infusion and the mean terminal half-life was 32 days (range, 14 — 62 days).
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Rheumatoid arthritis

Following two intravenous infusions of rituximab at a dose of 1000 mg, two weeks apart, the mean
terminal half-life was 20.8 days (range, 8.58 to 35.9 days), mean systemic clearance was 0.23 L/day
(range, 0.091 to 0.67 L/day), and mean steady-state distribution volume was 4.6 L (range, 1.7 to 7.51

L). Population pharmacokinetic analysis of the same data gave similar mean values for systemic
clearance and half-life, 0.26 L/day and 20.4 days, respectively. Population pharmacokinetic analysis
revealed that BSA and gender were the most significant covariates to explain inter-individual

variability in pharmacokinetic parameters. After adjusting for BSA, male subjects had a larger volume

of distribution and a faster clearance than female subjects. The gender- related pharmacokinetic
differences are not considered to be clinically relevant and dose adjustment is not required. No
pharmacokinetic data are available in patients with hepatic or renal impairment. K\%

The pharmacokinetics of rituximab were assessed following two intravenous (IV) doses of 5
and 1000 mg on Days 1 and 15 in four studies. In all these studies, rituximab pharmacokipey
dose proportional over the limited dose range studied. Mean Cmax for serum rituxim
infusion ranged from 157 to 171 pg/mL for 2 x 500 mg dose and ranged from 298 to /mL for 2
x 1000 mg dose. Following second infusion, mean Cmax ranged from 183 to 19 for the2 x
500 mg dose and ranged from 355 to 404 pg/mL for the 2 x 1000 mg dose. Me inal elimination
half-life ranged from 15 to 16 days for the 2 x 500 mg dose group and 17 tﬁl dayS for the 2 x 1000

mg dose group. Mean Cmax was 16 to 19% higher following second in compared to the first
infusion for both doses.

The pharmacokinetics of rituximab were assessed following tw of 500 mg and 1000 mg
upon re-treatment in the second course. Mean Cmax for ser u following first infusion was
170 to 175 pg/mL for 2 x 500 mg dose and 317 to 370 |ag/ r2 x 1000 mg dose. Cmax following
second infusion, was 207 pg/mL for the 2 x 500 mg dose nged from 377 to 386 pg/mL for the 2
x 1000 mg dose. Mean terminal elimination half-lif r the second infusion, following the second
course, was 19 days for 2 x 500 mg dose and ran 21 to 22 days for the 2 x 1000 mg dose.

PK parameters for rituximab were comparable @ne two treatment courses.

The pharmacokinetic (PK) parameters i &i-TNF inadequate responder population, following the
same dosage regimen (2 x 1000 mg, | eks apart), were similar with a mean maximum serum
concentration of 369 pg/mL and nYerminal half-life of 19.2 days.

Granulomatosis with polyan microscopic polyangiitis

Based on the populatiog=Riirmacokinetic analysis of data in 97 patients with granulomatosis with
polyangiitis and micrd @ ¢ polyangiitis who received 375 mg/m? rituximab once weekly for four
doses, the estimatdg meaign terminal elimination half-life was 23 days (range, 9 to 49 days).
Rituximab me nce and volume of distribution were 0.313 L/day (range, 0.116 to 0.726
L/day) a% ange 2.25 to 7.39 L) respectively. The PK parameters of rituximab in these

a

patients® imilar to what has been observed in rheumatoid arthritis patients.

\@Iinical safety data

mab has shown to be highly specific to the CD20 antigen on B cells. Toxicity studies in
nomolgus monkeys have shown no other effect than the expected pharmacological depletion
of B cells in peripheral blood and in lymphoid tissue.

Developmental toxicity studies have been performed in cynomolgus monkeys at doses up to

100 mg/kg (treatment on gestation days 20-50) and have revealed no evidence of toxicity to the
foetus due to rituximab. However, dose-dependent pharmacologic depletion of B cells in the
lymphoid organs of the foetuses was observed, which persisted post natally and was accompanied
by a decrease in IgG level in the newborn animals affected. B cell counts returned to normal in these
animals within 6 months of birth and did not compromise the reaction to immunisation.
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Standard tests to investigate mutagenicity have not been carried out, since such tests are not relevant
for this molecule. No long-term animal studies have been performed to establish the carcinogenic
potential of rituximab.

Specific studies to determine the effects of rituximab on fertility have not been performed. In general
toxicity studies in cynomolgus monkeys no deleterious effects on reproductive organs in males or
females were observed.

6. PHARMACEUTICAL PARTICULARS

. - . %
6.1  List of excipients \
Sodium chloride é
Tri-sodium citrate dihydrate
Polysorbate 80 ®
Water for injections 0
6.2 Incompatibilities @.

No incompatibilities between rituximab and polyvinyl chloride or polye &e bags or infusion sets
have been observed.

6.3  Shelf life \OQQ

Unopened vial
4 years

Diluted product
The prepared infusion solution of rituximab is @fally and chemically stable for 24 hours
at 2 °C - 8 °C and subsequently 12 hours a@n mperature (not more than 30 °C).

From a microbiological point of view, pared infusion solution should be used immediately. If
not used immediately, in-use sto i and conditions prior to use are the responsibility of the
user and would normally not be %‘ an 24 hours at 2 °C — 8 °C, unless dilution has taken place
in controlled and validated a! nditions.

6.4  Special precautj r storage

Storeina refrigeN(Z — 8 °C). Keep the container in the outer carton in order to protect from
light.

For stom@itions after dilution of the medicinal product, see section 6.3.
@Jre and contents of container

ype | glass vials with butyl rubber stopper containing 500 mg of rituximab in 50 mL. Pack of 1
al.

@ 6.6  Special precautions for disposal and other handling

Rituzena is provided in sterile, preservative-free, non-pyrogenic, single use vials.

Aseptically withdraw the necessary amount of Rituzena, and dilute to a calculated concentration of
1 to 4 mg/mL rituximab into an infusion bag containing sterile, pyrogen-free sodium chloride9
mg/mL (0.9%) solution for injection or 5 % D-Glucose in water. For mixing the solution, gently
invert the bag in order to avoid foaming. Care must be taken to ensure the sterility of prepared
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solutions. Since the medicinal product does not contain any anti-microbial preservative or
bacteriostatic agents, aseptic technique must be observed. Parenteral medicinal products should be
inspected visually for particulate matter and discolouration prior to administration.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER 6
Celltrion Healthcare Hungary Kft. . @
1062 Budapest \6

Vaci ut 1-3. WestEnd Office Building B torony

Hungary é

8. MARKETING AUTHORISATION NUMBER(S) 0

EU/L/17/1206/001 @.
9. DATE OF FIRST AUTHORISATION/RENEWAL OF TEE@KHORISATION

\0Q

Detailed information on this medicinal product@lable on the website of the European Medicines
Agency http://www.ema.europa.eu/ \

Date of first authorisation: 13 July 2017
Date of latest renewal:

10. DATE OF REVISION OF THE TEXT
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ANNEX 11 O
MANUFACTURER OF THE BIOLOGICAL ACTIVE §

SUBSTANCE AND MANUFACTURERS RESPONSIBLE
FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDIN(QJPPLY

AND USE @

OTHER CONDITIONS AND REQUIRE FTHE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIO H REGARD TO
THE SAFE AND EFFECTIVE USE THE MEDICINAL
PRODUCT
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A. MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURERS RESPONSIBLE FOR BATCH RELEASE
Name and address of the manufacturer of the biological active substance

CELLTRION Inc.,
20 Academy-ro 51 beon-gil

Yeonsu-gu, Incheon, 22014, Republic of Korea

Name and address of the manufacturers responsible for batch release @b
Biotec Services International Ltd. . %
Biotec House, Central Park, Western Avenue \

Bridgend Industrial Estate

Bridgend, CF31 3RT, UK é
Uniits 2100, 2110, 2010, 2120, 2130 and 2500 5\\'0

Phase 18, Central Park

Bridgend Industrial Estate

Bridgend, CF31 3TY, UK @.
Millmount Healthcare Ltd. é

Block 7, City North Business Campus,
Stamullen, Co. Meath K32 YDG60, Ireland

The printed package leaflet of the medicinal product must stat&the’name and address of the
manufacturer responsible for the release of the concer :

B. CONDITIONS OR RESTRICTIONS DING SUPPLY AND USE

Medicinal product subject to restricted mw prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITI REQUIREMENTS OF THE MARKETING
AUTHORISATI

e Periodic safety@ reports

The require submission of periodic safety update reports for this medicinal product are set

out in the ki nion reference dates (EURD list) provided for under Article 107¢(7) of Directive
2001/ aid any subsequent updates published on the European medicines web-portal.

é\CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
[ ]

@ EFFECTIVE USE OF THE MEDICINAL PRODUCT

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the marketing authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be submitted:

Risk Management Plan (RMP)

e At the request of the European Medicines Agency;
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e Whenever the risk management system is modified, especially as the result of new
information being received that may lead to a significant change to the benefit/risk profile or
as the result of an important (pharmacovigilance or risk minimisation) milestone being
reached.

e Additional risk minimisation measures

Non-oncology indications: 6
The MAH must ensure that all physicians who are expected to prescribe Rituzena are provided with @

the following:
Product information ¢ %
Physician information \
Patient information

Patient Alert card QO
The Physician information about Rituzena should contain the following key element \,

en
e The need for close supervision during administration in an environme ﬁ@e
full resuscitation facilities are immediately available
e The need to check, prior to Rituzena treatment, for infections, fas imnwfiosuppression, for

prior/current medication affecting the immune system and re istory of, or planned,
vaccination
e The need to monitor patients for infections, especially P ing and after

Rituzena treatment

e Detailed information on the risk of PML, the nee tinfely diagnosis of PML
and appropriate measures to diagnose PML

e The need to advise patients on the risk of infec and PML, including the symptoms to
be aware of and the need to contact their, or immediately if they experience any.

e The need to provide patients with th§ Alert Card with each infusion

The Patient information about Rituzena s%c tain the following key elements:
e Detailed information on the @p fections and PML
< Information on the signs a toms of infections, especially PML, and the need
to contact their doctor§ tely if they experience any
e The importance of s this information with their partner or caregiver
e Information on t t Alert Card

elements:
e The to carry the card at all times and to show the card to all treating health
cal%essionals
< @ g on the risk of infections and PML, including the symptoms
-\ e need for patients to contact their health care professional if symptoms occur

indications:

AH must ensure that all physicians who are expected to prescribe Rituzena are
vided with the following:

roduct information

Physician information

The Patient Alert Ca@ituzena in non-oncology indications should contain the following key

The Physician information about Rituzena should contain the following key elements:
. Information that the product should be administered as IV only to avoid
administration route errors.

The Physician information and Patient information must be agreed with the National
Competent Authorities prior to distribution and Patient Alert Card should be included as
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part of inner packaging.









PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1.  NAME OF THE MEDICINAL PRODUCT

Rituzena 100 mg concentrate for solution for infusion
Rituximab

2.  STATEMENT OF ACTIVE SUBSTANCE(S)

7N

&P

3. LIST OF EXCIPIENTS

1 vial contains 100 mg of rituximab \,\
1 mL contains 10 mg of rituximab 0
o\

Excipients: sodium chloride, tri-sodium citrate dihydrate, polysorbwater for injections.

4. PHARMACEUTICAL FORM AND CON@

A J
Concentrate for solution for infusion O
100 mg / 10 mL Q
2 vials \
5. METHOD AND ROU ADMINISTRATION

For intravenous use after @on.
Read the package Ieaflet% e use.

6. SPECI@QRNING THAT THE MEDICINAL PRODUCT MUST BE
ST UT OF THE SIGHT AND REACH OF CHILDREN

Kaeep(OutgO¥ the sight and reach of children.

OTHER SPECIAL WARNING(S), IF NECESSARY

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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Store in a refrigerator. Keep the container in the outer carton, in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL
PRODUCTS OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL
PRODUCTS, IF APPROPRIATE

O

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDERJ@

Celltrion Healthcare Hungary Kft. \%
1062 Budapest K

Véci ut 1-3. WestEnd Office Building B torony
Hungary

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/17/1206/002

&
13. BATCH NUMBER QQ
\®

Lot

14. GENERAL CLASSIFICATION F@QPPLY

15. INSTRUCTIONS ON US

‘ 16. INFORMATIO AILLE

<Justification for no@ ing Braille accepted.>

‘ 17. ) DENTIFIER 2D BARCODE

v

<2D Warcgudle carrying the unique identifier included.>

& UNIQUE IDENTIFIER - HUMAN READABLE DATA

SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION |

Rituzena 100 mg concentrate for solution for infusion 6

Rituximab
Intravenous use @

'e%
2. METHOD OF ADMINISTRATION 6
For intravenous use after dilution ®

3. EXPIRY DATE |

& </
4. BATCH NUMBER

Lot \O

\ 5. CONTENTS BY WEIGHT, BY VOL%QR BY UNIT
(10 mg/mL) \'
100 mg/ 10 mL 00

EXP

| 6. OTHER

N
S

QS
\
O
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1.  NAME OF THE MEDICINAL PRODUCT

Rituzena 500 mg concentrate for solution for infusion
Rituximab

O

2.  STATEMENT OF ACTIVE SUBSTANCE(S)

9
N

1 vial contains 500 mg of rituximab Q
1 mL contains 10 mg of rituximab \'

O

3. LIST OF EXCIPIENTS &®

Excipients: sodium chloride, tri-sodium citrate dihydrate, polysorba ter for injections.

4. PHARMACEUTICAL FORM AND CONIEN‘TXQ
N4

N

Concentrate for solution for infusion
500 mg /50 mL O

1 vial ,2‘\'0

5. METHOD AND ROUTE@GADMINISTRATION
For intravenous use after di @

Read the package leaflet b

6. SPECIA%&ING THAT THE MEDICINAL PRODUCT MUST BE

STOR% T OF THE SIGHT AND REACH OF CHILDREN

Keep ot»@ sight and reach of children.
d ) |

HER SPECIAL WARNING(S), IF NECESSARY

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Keep the container in the outer carton, in order to protect from light.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL
PRODUCTS OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL
PRODUCTS, IF APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER | 6

Celltrion Healthcare Hungary Kft. . %
1062 Budapest \
Véci ut 1-3. WestEnd Office Building B torony

Hungary é

12. MARKETING AUTHORISATION NUMBER(S) ; % |

EU/1/17/1206/001 &

) |
13. BATCH NUMBER &
Q-
Lot O

14. GENERAL CLASSIFICATION FO PLY

15. INSTRUCTIONS ON USE C}o

‘ 16. INFORMATION | ILLE

<Justification for not f& g Braille accepted.>

‘ 17. UNI ENTIFIER - 2D BARCODE

<2D bar %rrying the unique identifier included.>
X8

UNIQUE IDENTIFIER - HUMAN READABLE DATA

C:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION |

Rituzena 500 mg concentrate for solution for infusion 6

Rituximab
Intravenous use @

'e%
2. METHOD OF ADMINISTRATION 6
For intravenous use after dilution ®

3. EXPIRY DATE |

& </
4. BATCH NUMBER

Lot \O

\ 5. CONTENTS BY WEIGHT, BY VOL%QR BY UNIT
(10 mg/mL) \'
500 mg / 50 mL 00

EXP

| 6. OTHER

N
S

QS
\
O
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PATIENT ALERT CARD TEXT FOR NON-ONCOLOGY INDICATIONS

)

Rituzena Alert Card for patients with
non-oncology diseases

Why have | been given this card?

This medicine may make you more likely
to get infections. This card tells you:

*  What you need to know before having
Rituzena
*  What the signs of an infection are
*  What to do if you think you might
be getting an infection.

It also includes your name and
doctor’s name and phone number on the
back.

What should I do with this card?

»  Keep this card with you all the time -
such as in your wallet or purse.

e Show this card to any doctor, nurse or
dentist you see - not just the specialist
who prescribes your Rituzena.

Keep this card with you for 2 year
your last dose of Rituzena. é
This is because side effects elop

several months after y @ had
treatment. {

When sh?ﬂl nghave Rituzena?

e system.

Do ao@ Ituzena if you have an active
in r a serious problem with your
) g\a p y

ell your doctor or nurse if you are taking
or have previously taken medicines which
may affect your immune system this
includes chemo-therapy.

What are the signs of getting an infection?

Look out for the following possible
signs of infection:

What else do | need to know?
Rarely Rituzena can cause a serious brain

infection, called “Progressive Multifocal
Leukoencephalopathy” or PML. This can be

fatal.
4
D
e Signs of PML include: \
- Confusion, memory loss or p@
thinking
- Loss of balance or a c@the
way you walk or taQ
- Decreased stre% eakness on
one side of your Bady
- Blurredéﬁor loss of vision.
If you get ese, tell a doctor or nurse
straight@ ol should also tell them
a@r ituzena treatment.

Where can | get more information?

information.

\q See the Rituzena package leaflet for more

Treatment start date and contact details
Date of most recent infusion:

Date of first infusion:

Patient’s

Name:

Doctor’s

Name:

Doctor’s contact details:

Make sure you have a list of all your
medicines when you see a health care
professional.

Please talk to your doctor or nurse if you
have any questions about the information in
this card.

76




»  Fever or cough all the time

*  Weight loss

e Pain without injuring yourself

»  Feeling generally unwell or listless.

If you get any of these, tell a doctor or nurse
straight away.
You should also tell them about your
Rituzena treatment.

7






Package leaflet: Information for the patient

Rituzena 100 mg concentrate for solution for infusion
rituximab

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4

for how to report side effects. 6

Read this leaflet carefully before you start taking this medicine because it contains important @

. If you have any further questions, ask your doctor, pharmacist or nurse.
. If you get any side effects talk to your doctor, pharmacist or nurse. This includes any p@

side effects not listed in this leaflet. See section 4. ®

information for you. . %
. Keep this leaflet. You may need to read it again. \\

le

What is in this leaflet: 0
1. What Rituzena is and what it is used for

2. What you need to know before you use Rituzena @'

3. How to use Rituzena

4, Possible side effects &

5. How to store Rituzena @

6. Contents of the pack and other information Q

o)

1. What Rituzena is and what it is used for \

What Rituzena is Q
Rituzena contains the active substance “rituxim is a type of protein called a “monoclonal
antibody”. It is designed to stick to a type of w%od cell called “B-Lymphocyte”. When
sticking to the surface of this cell, rituxima@se the cell to die.

What Rituzena is used for

Rituzena may be used for the tre several different conditions in adults. Your doctor may
prescribe Rituzena for the treat

a)  Non-Hodgkin’s L @’ua

This is a disease of the tissue (part of the immune system) that affects B-Lymphocytes.
Rituzena can be w or with other medicines called “chemotherapy”.

b) Chroni@ ocytic leukaemia
Chronic ly ic leukaemia (CLL) is the most common form of adult leukaemia. CLL affects
B-lymp %hich originate in the bone marrow and develop in the lymph nodes. Patients with
CI‘QI@:a many abnormal lymphocytes, which accumulate mainly in the bone marrow and blood.

of these abnormal B-lymphocytes is the cause of symptoms you may have. Rituzena in
@ tion with chemotherapy destroys these cells.

Granulomatosis with polyangiitis or microscopic polyangiitis

Rituzena is used for inducing remission in granulomatosis with polyangiitis (formerly called
Wegener’s granulomatosis) or microscopic polyangiitis, taken in combination with corticosteroids.
Granulomatosis with polyangiitis and microscopic polyangiitis are two forms of inflammation of the

blood vessels which mainly affects the lungs and kidneys, but may affect other organs as well.
B-lymphocytes are involved in the cause of these conditions.

2. What you need to know before you use Rituzena
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Do not take Rituzena if:

you are allergic to rituximab, other proteins which are like rituximab, or any of the other
ingredients of this medicine (listed in section 6)

you have a severe active infection at the moment

you have a weak immune system

you have severe heart failure or severe uncontrolled heart disease and have granulomatosis with
polyangiitis or microscopic polyangiitis.

Do not have Rituzena if any of the above apply to you. If you are not sure, talk to your doctor, 6
pharmacist or nurse before you are given Rituzena. @

Warnings and precautions ‘\6

Talk to your doctor, pharmacist or nurse before you are given Rituzena if:

Rituzena could cause hepatitis B to become active again, which can be fatal in re’cases.
Patients who have ever had hepatitis B infection will be carefully checked by t ctor for
signs of this infection.

you have ever had heart problems (such as angina, palpitations or heart f% or breathing
problems.

you have ever had or might now have a hepatitis infection. This is because in a%g

If any of the above apply to you (or you are not sure), talk to your doct armacist or nurse before
you are given Rituzena. Your doctor may need to take special care our treatment with

Rituzena. Q
If you have granulomatosis with polyangiitis or micresc lyangiitis also tell your doctor

if you think you may have an infection, even a mil ike a cold. The cells that are affected
by Rituzena help to fight infection and you s walt until the infection has passed before you
are given Rituzena. Also please tell your ou have had a lot of infections in the past or

suffer from severe infections.
if you think you may need any vacc%iin in the near future, including vaccinations for travel
to other countries. Some vaccines @J ot be given at the same time as Rituzena or in the

months after you receive Rituzega' r doctor will check if you should have any vaccines
before you receive Rituzee 3

Children and adolescents
Talk to your doctor, phar @ nurse before you are given this medicine if you, or your child,

are under 18 years of age
in children and young$ae

is IS because there is not much information about the use of Rituzena

cople

Other medici Rituzena

medici
becau

fe\ ay Rituzena works.

ncludes medicines obtained without a prescription and herbal medicines. This is
a can affect the way some other medicines work. Also some other medicines can

Tell your (@ armacist or nurse if you are taking, have recently taken or might take any other
NLhiswi
n

icular, tell your doctor:

if you are taking medicines for high blood pressure. You may be asked not to take these other
medicines 12 hours before you are given Rituzena. This is because some people have a fall in
their blood pressure while they are being given Rituzena.

if you have ever taken medicines which affect your immune system — such as chemotherapy or
immune-suppressive medicines.

If any of the above apply to you (or you are not sure), talk to your doctor, pharmacist or nurse before
you are given Rituzena.

Pregnancy and breast-feeding
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You must tell your doctor or nurse if you are pregnant, think that you might be pregnant or are
planning to become pregnant. This is because Rituzena can transfer across the placenta and may
affect your baby.

If you can get pregnant, you and your partner must use an effective method of contraception
while using Rituzena. You must also do this for 12 months after your last treatment with

Rituzena.

Do not breast-feed while you are being treated with Rituzena. Also do not breast-feed for 12 months

after your last treatment with Rituzena. This is because Rituzena may pass into breast milk. t
Driving and using machines @
It is not known whether Rituzena has an effect on you being able to drive or use any tools or

machines ‘\%
3. How Rituzena is given QO

How it is given

Rituzena will be given to you by a doctor or nurse who is experienced in the use is)treatment.
They will watch you closely while you are being given this medicine. This is i you get any
side effects.

You will always be given Rituzena as a drip (intravenous infusion). é

Medicines given before each Rituzena administration
Before you are given Rituzena, you will be given other medicin dication) to prevent or
reduce possible side effects.

How much and how often you will receive your treatm O

a) If you are being treated for non-Hodgki Qmphoma
. If you are having Rituzena alone
Rituzena will be given to you onc&v:ee for 4 weeks. Repeated treatment courses
with Rituzena are possible.

. If you are having Rituzena wit therapy
Rituzena will be given t orithe same day as your chemotherapy. This is usually given
every 3 weeks up to 8 ti

b) If you are being @‘or chronic lymphocytic leukaemia

When you are treated with Rituzena in combination with chemotherapy, you will receive Rituzena
every 28 days until ydv e received 6 doses. The chemotherapy should be given after the Rituzena
infusion. Your dodtor witdecide if you should receive other treatment at the same time.

C) A e being treated for granulomatosis with polyangiitis or microscopic polyangiitis
Treat Ith Rituzena uses four separate infusions given at weekly intervals. A corticosteroid
@/ill usually be given by injection before the start of Rituzena treatment. Corticosteroid

e
% e given by mouth may be started at any time by your doctor to treat your condition.

§ @ you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4, Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Most side effects are mild to moderate but some may be serious and require treatment. Rarely, some of
these reactions have been fatal.
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Infusion reactions

During or within the first 2 hours of the first infusion you may develop fever, chills and shivering.
Less frequently, some patients may get pain at the infusion site, blisters, itching, sickness, tiredness,
headache, breathing difficulties, tongue or throat swelling, itchy or runny nose, vomiting, flushing
or palpitations, heart attack or low number of platelets. If you have heart disease or angina, these
infusion reactions might get worse. Tell the person giving you the infusion immediately if you
develop any of these symptoms, as the infusion may need to be slowed down or stopped. You may
require additional treatment such as an antihistamine or paracetamol. When these symptoms go
away, or improve, the infusion can be continued. These reactions are less likely to happen after the
second infusion. Your doctor may decide to stop your Rituzena treatment if these reactions are
serious.

)
Infections K\%

Tell your doctor immediately if you get signs of an infection including: O

. fever, cough, sore throat, burning pain when passing urine or feeling weak or g @nwell

. memory loss, trouble thinking, difficulty walking or sight loss — these may be very rare,
serious brain infection, which has been fatal (progressive multifocal leuko ﬁlopathy or
PML). @.

You might get infections more easily during your treatment with Rituzena.

These are often colds, but there have been cases of pneumonia or urinarysinwgctions. These are

listed below under “Other side effects”.

Skin reactions

Very rarely, severe blistering skin conditions that can be life; tehing may occur. Redness, often
associated with blisters, may appear on the skin or on branes, such as inside the mouth,
the genital areas or the eyelids, and fever may be presgg& our doctor immediately if you have
any of these symptoms. O

Other side effects include: Q
a) If you are being treated for non-l—%i Lymphoma or chronic lymphocytic leukaemia
Very common side effects (may affect han 1 in 10 people):

» bacterial or viral infect ronchitis

* low number of white b@ s sometimes with fever, or low number of blood cells called
“platelets”

« feeling sick (na

* bald spots on Ip, chills, headache
e lower immu because of lower levels of anti-bodies called “immunoglobulins” (IgG)
in the bldgd wi help protect against infection

Common si %% (may affect up to 1 in 10 people):
¢ Jif¥ectiens of the blood (sepsis), pneumonia, shingles, cold, bronchial tube infections,
& I infections, infections of unknown origin, sinus inflammation, hepatitis B

N w number of red blood cells (anaemia), low number of all blood cells
é\ allergic reactions (hypersensitivity)
* high blood sugar level, weight loss, swelling in the face and body, high levels of the
@ enzyme “lactate dehydrogenase (LDH)” in the blood, low calcium levels in the blood
» unusual feelings of the skin — such as numbness, tingling, pricking, burning, a creeping
skin feeling, reduced sense of touch
» feeling restless, problems falling asleep,
« becoming very red in the face and other areas of the skin as a consequence of dilation of
the blood vessels
» feeling dizzy or anxious
» producing more tears, tear duct problems, inflamed eye (conjunctivitis)
* ringing sound in the ears, ear pain
» heart problems — such as heart attack and uneven or fast heart rate
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< high or low blood pressure (low blood pressure especially when standing upright)

e tightening of the muscles in the airways which causes wheezing (bronchospasm),
inflammation, irritation in the lungs, throat or sinuses, being short of breath, runny
nose

« being sick (vomiting), diarrhoea, pain in the stomach, irritation or ulcers in the throat
and mouth, problems swallowing, constipation, indigestion

e eating disorders: not eating enough, leading to weight loss

e hives, increased sweating, night sweats

« muscle problems — such as tight muscles, joint or muscle pain, back and neck pain

e general discomfort or feeling uneasy or tired, shaking, signs of flu @

« multiple-organ failure. . %
Uncommon side effects (may affect up to 1 in 100 people): \\

« blood clotting problems, decrease of red blood cell production and increase of red b @
cell destruction (aplastic haemolytic anaemia), swollen or enlarged lymph noch

» low mood and loss of interest or enjoyment in doing things, feeling nervous\

» taste problems — such as changes in the way things taste

» heart problems — such as reduced heart rate or chest pain (angina) 0

» asthma, too little oxygen reaching the body organs @.

¢ swelling of the stomach. &
Very rare side effects (may affect up to 1 in 10,000 people): @
» short term increase in the amount of some types of anti-b the blood (called

immunoglobulins — IgM), chemical disturbances in th sed by break-down of

dying cancer cells
* nerve damage in arms and legs, paralysed fac O
* heart failure
« inflammation of blood vessels including tt@eadmg to skin symptoms

* respiratory failure

» damage to the intestinal wall (perfora@

» severe skin problems causing blisygrs that can be life-threatening. Redness, often
associated with blisters, may apg®a the skin or on mucous membranes, such as inside

the mouth, the genital areas elids, and fever may be present.
« kidney failure 6
» severe vision loss

Not known (it is not kno ften these side effects happen):

* areductioni blood cells which does not happen straight away
umber just after the infusion — this can be reversed, but can be fatal in

* reduced plat
rare cas
e heari loss of other senses

b) If@ being treated for granulomatosis with polyangiitis or microscopic polyangiitis

‘rxgg’non side effects (may affect more than 1 in 10 people):
6 infections, such as chest infections, urinary tract infections (pain on passing water), colds
and herpes infections
@ « allergic reactions that are most likely to occur during an infusion, but can occur up to 24-
hours after infusion
e diarrhoea
* coughing or shortness of breath
* nose bleeds
e raised blood pressure
e painful joints or back
« muscle twitches or shakiness
o feeling dizzy
» tremors (shakiness, often in the hands)
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« difficulty sleeping (insomnia)
« swelling of the hands or ankles

Common side effects (may affect up to 1 in 10 people):
e indigestion
e constipation
« skin rashes, including acne or spots

» flushing or redness of the skin

* Dblocked nose

e tight or painful muscles @
e pain in the muscles or in the hands or feet .

e low number of red blood cells (anaemia) \%

* low numbers of platelets in the blood K
e anincrease in the amount of potassium in the blood O

» changes in the rhythm of the heart, or the heart beating faster than normal Q

with blisters, may appear on the skin or on mucous membranes, such ide the
mouth, the genital areas or the eyelids, and fever may be present.
» recurrence of a previous Hepatitis B infection &

Rituzena may also cause changes in laboratory tests carried out by @ goctor.

Very rare side effects (may affect up to 1 in 10,000 people):
< severe blistering skin conditions that can be life-threatening. Redness, % ociated

Reporting of side effects

If you get any side effects talk to your doctor, pharmaci o@e. This includes any side effects not
listed in this leaflet. You can also report side effects direc the national reporting system listed in
Appendix V. By reporting side effects you can help ide more information on the safety of this

medicine. Q
5. How to store Rituzena C}o

Keep this medicine out of the si @ach of children.

Do not use this medicine aft iry date which is stated on the carton and the vial after EXP.
The expiry date refers to [{ ay of that month.

Storeina refrigeratorQ — 8 °C). Keep the container in the outer carton in order to protect from
light.

Do not thrg any medicines via wastewater or household waste. Ask your pharmacist how
V@edicines that you no longer use. These measures will help protect the

e
O

What Rituzena contains

§ @ Contents of the pack and other information
. The active ingredient in Rituzena is called rituximab. The vial contains 100 mg of

rituximab. Each mL of concentrate contains 10 mg of rituximab.
. The other ingredients are sodium chloride, tri-sodium citrate dihydrate, polysorbate 80 and
water for injections.

What Rituzena looks like and contents of the pack
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Rituzena is a clear, colourless solution, supplied as a concentrate for solution for infusion in a glass
vial. Pack of 2 vials.

Marketing Authorisation Holder

Celltrion Healthcare Hungary Kft.

1062 Budapest

VAéci ut 1-3. WestEnd Office Building B torony
Hungary

Manufacturer . %

Biotec Services International Ltd. K
Biotec House, Central Park, Western Avenue O

Bridgend Industrial Estate
Bridgend, CF31 3RT, UK ®
And

Units 2100, 2110, 2010, 2120, 2130 and 2500 @b
Phase 18, Central Park

Bridgend Industrial Estate é
Bridgend, CF31 3TY, UK g
Millmount Healthcare Ltd. Q

Block 7, City North Business Campus,
Stamullen, Co. Meath K32 YDG60, Ireland \

For any information about this medicine, please ¢ @ne local representative of the Marketing
Authorisation Holder: &

Belgié/Belgique/Belgien \ Lietuva

Mundipharma CVA 0() EGIS PHARMACEUTICALS PLC atstovybé

Tél/Tel: + 32 15 45 1180 Tel: +370 5 231 4658

Buarapus Luxembourg/Luxemburg

EGIS Bulgaria EOOD O Mundipharma CVA

Ten.: + 359 2 987 60 K Tél/Tel: + 32 15 45 1180

Ceska republi Magyarorszag

EGIS Praha, spolNs r.0 Egis Gybgyszergyar Zrt.

Tel: +420 22 1 Tel.: + 36 1 803 5555

Danms Malta

Qrio, a A/S Medical Logistics Ltd.
I\ 6 14 00 00 Tel: +356 2755 9990

tschland Nederland
@\/Iundipharma GmbH Mundipharma Pharmaceuticals B.V

Tel: +49 (0) 69 506029-000 Tel: + 31 33 450 8270

Eesti Norge

Orion Pharma Eesti OU Orion Pharma AS

Tel: + 372 6 644 550 TIf: + 47 40 00 42 10

E)\\Gda Osterreich

BIANEE A.E. Astro-Pharma GmbH

TnA: +30 210 8009111 - 120 Tel: +43 1 97 99 860
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Espafa Polska

Kern Pharma, S.L. EGIS Polska Sp. z o.0.

Tel: +34 93 700 2525 Tel.: + 48 22 417 9200

France Portugal

Laboratoires Biogaran PharmaKERN Portugal — Produtos Farmacéuticos,
Tél: +33 (0) 800 970 109 Sociedade Unipessoal, Lda.

Tel: +351 214 200 290

<

Hrvatska Roménia .
Oktal Pharma d.o.o. Egis Pharmaceuticals PLC Romania \%
Tel: +385 1 6595 777 Tel: + 40 21 412 0017 K
Ireland Slovenija O
Mundipharma Pharmaceuticals Limited OPH Oktal Pharma d.o.o. ®

Tel: +353 1 2063800 Tel: +386 1 519 29 22 0

Island Slovenska republika

Vistor hf. EGIS SLOVAKIA spel. s ¥

Simi: +354 535 7000 Tel: +421 2 3240 é

Italia Suomi/Finl

Mundipharma Pharmaceuticals Srl Orion Ph

Tel: +39 02318288 1 Puh/Tel 4261

Kvbzpog SvelN

C.A. Papaellinas Ltd ion Pharma AB

TnA: +357 22741741 :+46 8623 64 40

Latvija QUnited Kingdom

EGIS Pharmaceuticals PLC pérstﬁvniecc}wijé NAPP Pharmaceuticals Ltd.

Tel: +371 67613859 Tel: +44 1223 424444
This leaflet was last revised in @QYY

Other sources of informagi

Detailed information medicine is available on the European Medicines Agency web site:
http://www.ema.esgopa.

@
OQ
0\0\

)

86



Package leaflet: Information for the patient

Rituzena 500 mg concentrate for solution for infusion

rituximab t

vThis medicine is subject to additional monitoring. This will allow quick identification of new @
safety information. You can help by reporting any side effects you may get. See the end of sectiog 4 %
for how to report side effects. \

Read this leaflet carefully before you start taking this medicine because it contains im t
information for you.

. Keep this leaflet. You may need to read it again. \

. If you have any further questions, ask your doctor, pharmacist or nurse. A D

. If you get any side effects talk to your doctor, pharmacist or nurse. This i ny possible

side effects not listed in this leaflet. See section 4.

8. What you need to know before you use Rituzena
9. How to use Rituzena
10.  Possible side effects O

11.  How to store Rituzena
12.  Contents of the pack and other information

7. What Rituzena is and what it is used YQ

What is in this leaflet: &
7. What Rituzena is and what it is used for : @

What Rituzena is

Rituzena contains the active substance®§ mab”. This is a type of protein called a “monoclonal
antibody”. It is designed to stick of white blood cell called “B-Lymphocyte”. When
sticking to the surface of this cel Imab causes the cell to die.

What Rituzena is used f O
Rituzena may be used treatment of several different conditions in adults. Your doctor may

prescribe Rituzerq eatment of:

d) Non-Ho@ Lymphoma

This is a dig€ageafthe lymph tissue (part of the immune system) that affects B-Lymphocytes.
Rituzen’a\ be’given alone or with other medicines called “chemotherapy”.

‘\g’onic lymphocytic leukaemia
lymphocytic leukaemia (CLL) is the most common form of adult leukaemia. CLL affects
phocytes, which originate in the bone marrow and develop in the lymph nodes. Patients with
LL have too many abnormal lymphocytes, which accumulate mainly in the bone marrow and blood.
The spread of these abnormal B-lymphocytes is the cause of symptoms you may have. Rituzena in
combination with chemotherapy destroys these cells.

f) Granulomatosis with polyangiitis or microscopic polyangiitis

Rituzena is used for inducing remission in granulomatosis with polyangiitis (formerly called
Wegener’s granulomatosis) or microscopic polyangiitis, taken in combination with corticosteroids.
Granulomatosis with polyangiitis and microscopic polyangiitis are two forms of inflammation of the
blood vessels which mainly affects the lungs and kidneys, but may affect other organs as well.
B-lymphocytes are involved in the cause of these conditions.
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8. What you need to know before you use Rituzena

Do not take Rituzena if:

. you are allergic to rituximab, other proteins which are like rituximab, or any of the other
ingredients of this medicine (listed in section 6)

. you have a severe active infection at the moment

. you have a weak immune system

. you have severe heart failure or severe uncontrolled heart disease and have granulomatosis with
polyangiitis or microscopic polyangiitis.

9
Do not have Rituzena if any of the above apply to you. If you are not sure, talk to your doctor, \\
pharmacist or nurse before you are given Rituzena.
Warnings and precautions ®
Talk to your doctor, pharmacist or nurse before you are given Rituzena if: Q

ew cases,

. you have ever had or might now have a hepatitis infection. This is becau@‘a
Rituzena could cause hepatitis B to become active again, which can ke fat Very rare cases.

Patients who have ever had hepatitis B infection will be carefully ed by their doctor for
signs of this infection.
. you have ever had heart problems (such as angina, palpitatio art failure) or breathing

problems. Q
If any of the above apply to you (or you are not sure), ta@r doctor, pharmacist or nurse before

you are given Rituzena. Your doctor may need to take spediarCare during your treatment with

Rituzena. O

If you have granulomatosis with polyangiiti icroscopic polyangiitis also tell your doctor

. if you think you may have an infecti9a, evei a mild one like a cold. The cells that are affected
by Rituzena help to fight infectio should wait until the infection has passed before you
are given Rituzena. Also please mr doctor if you have had a lot of infections in the past or
suffer from severe infectioRs.

. if you think you may nee cinations in the near future, including vaccinations for travel
to other countries. So es should not be given at the same time as Rituzena or in the
months after you re tuzena. Your doctor will check if you should have any vaccines
before you recei zena.

Children and a(ﬂﬁi‘e
Talk to your d% armacist or nurse before you are given this medicine if you, or your child,

are under 1 age. This is because there is not much information about the use of Rituzena
in childh oung people.

t rGﬂiicines and Rituzena

r doctor, pharmacist or nurse if you are taking, have recently taken or might take any other
ines. This includes medicines obtained without a prescription and herbal medicines. This is
cause Rituzena can affect the way some other medicines work. Also some other medicines can
affect the way Rituzena works.

In particular, tell your doctor:

. if you are taking medicines for high blood pressure. You may be asked not to take these other
medicines 12 hours before you are given Rituzena. This is because some people have a fall in
their blood pressure while they are being given Rituzena.

. if you have ever taken medicines which affect your immune system — such as chemotherapy or
immune-suppressive medicines.
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If any of the above apply to you (or you are not sure), talk to your doctor, pharmacist or nurse before
you are given Rituzena.

Pregnancy and breast-feeding

You must tell your doctor or nurse if you are pregnant, think that you might be pregnant or are
planning to become pregnant. This is because Rituzena can transfer across the placenta and may
affect your baby.

If you can get pregnant, you and your partner must use an effective method of contraception
while using Rituzena. You must also do this for 12 months after your last treatment with

Rituzena. @
Do not breast-feed while you are being treated with Rituzena. Also do not breast-feed for 12 mont‘hs
after your last treatment with Rituzena. This is because Rituzena may pass into breast milk.

Driving and using machines &

It is not known whether Rituzena has an effect on you being able to drive or use any to%

machines. \
9. How Rituzena is given @.

How it is given
Rituzena will be given to you by a doctor or nurse who is experience @ use of this treatment.
They will watch you closely while you are being given this medici IS in case you get any

side effects.
You will always be given Rituzena as a drip (intravenous info

Medicines given before each Rituzena administration
Before you are given Rituzena, you will be given ot edicines (pre-medication) to prevent or
reduce possible side effects.

How much and how often you will recei@atment

If you are having Rituzeng
. If you are having Rétézen with chemotherapy
Rituzena wil% n to you on the same day as your chemotherapy. This is usually given

d) If you are being treated for r@dgkin’s Lymphoma
. aﬁqrne?

Rituzena will be given t
with Rituzena are po

ce a week for 4 weeks. Repeated treatment courses

every 3 week times.
e) If you ing treated for chronic lymphocytic leukaemia
d with Rituzena in combination with chemotherapy, you will receive Rituzena

When you r
every 28 deys tmtil you have received 6 doses. The chemotherapy should be given after the Rituzena
im}Jsi ; doctor will decide if you should receive other treatment at the same time.

If you are being treated for granulomatosis with polyangiitis or microscopic polyangiitis

&ment with Rituzena uses four separate infusions given at weekly intervals. A corticosteroid
medicine will usually be given by injection before the start of Rituzena treatment. Corticosteroid
medicine given by mouth may be started at any time by your doctor to treat your condition.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

10. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.
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Most side effects are mild to moderate but some may be serious and require treatment. Rarely, some of
these reactions have been fatal.

Infusion reactions
During or within the first 2 hours of the first infusion you may develop fever, chills and shivering.
Less frequently, some patients may get pain at the infusion site, blisters, itching, sickness, tiredness,

headache, breathing difficulties, tongue or throat swelling, itchy or runny nose, vomiting, flushing
or palpitations, heart attack or low number of platelets. If you have heart disease or angina, these
infusion reactions might get worse. Tell the person giving you the infusion immediately if you @

require additional treatment such as an antihistamine or paracetamol. When these symptoms go
away, or improve, the infusion can be continued. These reactions are less likely to happen after rﬁ
second infusion. Your doctor may decide to stop your Rituzena treatment if these reactions a

serious. Q

develop any of these symptoms, as the infusion may need to be slowed down or stopped. You may %

Infections

Tell your doctor immediately if you get signs of an infection including:

. fever, cough, sore throat, burning pain when passing urine or feelin ea@éenerally unwell

. memory loss, trouble thinking, difficulty walking or sight loss — t ay be due to a very rare,
serious brain infection, which has been fatal (progressive multi ukoencephalopathy or
PML).

You might get infections more easily during your treatment wit .
These are often colds, but there have been cases of pneumoni urtnary infections. These are
listed below under “Other side effects”. 6

Skin reactions
Very rarely, severe blistering skin conditions tha life-threatening may occur. Redness, often
associated with blisters, may appear on the skin@mucous membranes, such as inside the mouth,
the genital areas or the eyelids, and fever r&b'e

any of these symptoms. c)

Other side effects include: Q
c) If you are being treated @ -Hodgkin’s Lymphoma or chronic lymphocytic leukaemia

Very common side effect fect more than 1 in 10 people):
* bacterial or \;Q ections, bronchitis

esent. Tell your doctor immediately if you have

¢ |ow number ite blood cells sometimes with fever, or low number of blood cells called
“platelets
o feeling SickN{nausea)

e b on the scalp, chills, headache
o ¢ ermmunity — because of lower levels of anti-bodies called “immunoglobulins” (IgG)
I blood which help protect against infection

O
@un side effects (may affect up to 1 in 10 people):

infections of the blood (sepsis), pneumonia, shingles, cold, bronchial tube infections,
@ fungal infections, infections of unknown origin, sinus inflammation, hepatitis B
» low number of red blood cells (anaemia), low number of all blood cells
» allergic reactions (hypersensitivity)
» high blood sugar level, weight loss, swelling in the face and body, high levels of the
enzyme “lactate dehydrogenase (LDH)” in the blood, low calcium levels in the blood
» unusual feelings of the skin — such as numbness, tingling, pricking, burning, a creeping
skin feeling, reduced sense of touch
» feeling restless, problems falling asleep,
» becoming very red in the face and other areas of the skin as a consequence of dilation of
the blood vessels
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« feeling dizzy or anxious

< producing more tears, tear duct problems, inflamed eye (conjunctivitis)

e ringing sound in the ears, ear pain

e heart problems — such as heart attack and uneven or fast heart rate

< high or low blood pressure (low blood pressure especially when standing upright)

e tightening of the muscles in the airways which causes wheezing (bronchospasm),
inflammation, irritation in the lungs, throat or sinuses, being short of breath, runny

nose
e being sick (vomiting), diarrhoea, pain in the stomach, irritation or ulcers in the throat

and mouth, problems swallowing, constipation, indigestion @
« eating disorders: not eating enough, leading to weight loss .
» hives, increased sweating, night sweats \%
» muscle problems — such as tight muscles, joint or muscle pain, back and neck pain K

» general discomfort or feeling uneasy or tired, shaking, signs of flu

» multiple-organ failure. Q

Uncommon side effects (may affect up to 1 in 100 people):
» blood clotting problems, decrease of red blood cell production and incr, ed blood
cell destruction (aplastic haemolytic anaemia), swollen or enlarged ly des

* low mood and loss of interest or enjoyment in doing things, feeling nerus
» taste problems — such as changes in the way things taste K
» heart problems — such as reduced heart rate or chest pain (a @

» asthma, too little oxygen reaching the body organs

» swelling of the stomach. Q
)

Very rare side effects (may affect up to 1 in 10,000 peo
» short term increase in the amount of some types i-bodies in the blood (called
immunoglobulins — IgM), chemical disturl@s in the blood caused by break-down of

dying cancer cells
e nerve damage in arms and legs, paraly@ce
» heart failure

» inflammation of blood vessels j ing those leading to skin symptoms

* respiratory failure
» damage to the intestina a@vforation)
» severe skin problems c@ listers that can be life-threatening. Redness, often
appear on the skin or on mucous membranes, such as inside

associated with bli
the mouth, the ggpi eas or the eyelids, and fever may be present.
e Kkidney failur K

* severe &ion
Not known (it } own how often these side effects happen):
. a@ in white blood cells which does not happen straight away
<
c
;

. platelets number just after the infusion — this can be reversed, but can be fatal in
o cases
\ aring loss, loss of other senses

If you are being treated for granulomatosis with polyangiitis or microscopic polyangiitis

ery common side effects (may affect more than 1 in 10 people):

< infections, such as chest infections, urinary tract infections (pain on passing water), colds
and herpes infections

» allergic reactions that are most likely to occur during an infusion, but can occur up to 24-
hours after infusion

e diarrhoea

e coughing or shortness of breath

* nose bleeds

» raised blood pressure
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painful joints or back

muscle twitches or shakiness

feeling dizzy

tremors (shakiness, often in the hands)
difficulty sleeping (insomnia)
swelling of the hands or ankles

Common side effects (may affect up to 1 in 10 people):
* indigestion

flushing or redness of the skin

e constipation @
e skin rashes, including acne or spots %

blocked nose

tight or painful muscles é

pain in the muscles or in the hands or feet
low number of red blood cells (anaemia) ®
low numbers of platelets in the blood
an increase in the amount of potassium in the blood
» changes in the rhythm of the heart, or the heart beating faster than nor@.

Very rare side effects (may affect up to 1 in 10,000 people):
» severe blistering skin conditions that can be life-threatening @&SS often associated
with blisters, may appear on the skin or on mucous memb h as inside the
mouth, the genital areas or the eyelids, and fever ma
» recurrence of a previous Hepatitis B infection
Rituzena may also cause changes in laboratory tests car@y your doctor.
Reporting of side effects
If you get any side effects talk to your doctor, @ast or nurse. This includes any side effects not
listed in this leaflet. You can also report a%f; directly via the national reporting system listed in

Appendix V. By reporting side effects y elp provide more information on the safety of this
medicine.

11. How to store thuz é

Keep this medicine ou S|ght and reach of children.
Do not use this m |ne er the expiry date which is stated on the carton and the vial after EXP.

The expiry dat to the last day of that month.

Store ir?\ri rator (2 °C — 8 °C). Keep the container in the outer carton in order to protect from

light. 0

hrow away any medicines via wastewater or household waste. Ask your pharmacist how
w away medicines that you no longer use. These measures will help protect the
vironment.

12. Contents of the pack and other information

What Rituzena contains
. The active ingredient in Rituzena is called rituximab. The vial contains 500 mg of
rituximab. Each mL of concentrate contains 10 mg of rituximab.
. The other ingredients are sodium chloride, tri-sodium citrate dihydrate, polysorbate 80 and
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water for injections.
What Rituzena looks like and contents of the pack

Rituzena is a clear, colourless solution, supplied as a concentrate for solution for infusion in a glass
vial. Pack of 1 vial.

Marketing Authorisation Holder 6

Celltrion Healthcare Hungary Kft. @
1062 Budapest o

Vaci Ut 1-3. WestEnd Office Building B torony \%
Hungary

Manufacturer Q

Biotec Services International Ltd.

Biotec House, Central Park, Western Avenue 0
Bridgend Industrial Estate @.
Bridgend, CF31 3RT, UK

Units 2100, 2110, 2010, 2120, 2130 and 2500
Phase 18, Central Park

Bridgend Industrial Estate OQ
Bridgend, CF31 3TY, UK \
Millmount Healthcare Ltd. O

Block 7, City North Business Campus, Q

Stamullen, Co. Meath K32 YDG60, Ireland

N
And <
O

For any information about this medicisﬁgse contact the local representative of the Marketing

Authorisation Holder:
Belgié/Belgique/Belgien b Lietuva
Mundipharma CVA O EGIS PHARMACEUTICALS PLC atstovybé
Tél/Tel: +3215451 K Tel: +370 5 231 4658
Bharapus \D Luxembourg/Luxemburg
EGIS Bulgari Mundipharma CVA
Ten.: + 35 040 Tél/Tel: + 32 15 45 1180
Ceska | Itka Magyarorszag
EGI , spol.sr.o Egis Gyogyszergyar Zrt.
e\ 227129111 Tel.: + 36 1 803 5555
mark Malta
@)rion Pharma A/S Medical Logistics Ltd.
TIf: + 45 86 14 00 00 Tel: +356 2755 9990
Deutschland Nederland
Mundipharma GmbH Mundipharma Pharmaceuticals B.V
Tel: +49 (0) 69 506029-000 Tel: + 31 33 450 8270
Eesti ) Norge
Orion Pharma Eesti OU Orion Pharma AS
Tel: + 372 6 644 550 TIf: + 47 40 00 42 10
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Elrada
BIANEZE A.E.
TnA: +30 210 8009111 - 120

Espafa
Kern Pharma, S.L.
Tel: +34 93 700 2525

France
Laboratoires Biogaran
Tél: +33 (0) 800 970 109

Hrvatska
Oktal Pharma d.o.o.
Tel: +385 1 6595 777

Ireland
Mundipharma Pharmaceuticals Limited
Tel: +353 1 2063800

island
Vistor hf.
Simi: +354 535 7000

Italia
Mundipharma Pharmaceuticals Srl
Tel: +39 023182881

Kvnpog
C.A. Papaellinas Ltd
TnA: +357 22741741

XN
\}0

Latvija
EGIS Pharmaceuticals PLC &
Tel: +371 67613859

This leaflet was last @d in MM/YYYY
Other sources@ rmation

O

leciba Latvija
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Osterreich
Astro-Pharma GmbH
Tel: +43 1 97 99 860

Polska

EGIS Polska Sp. z o.0.
Tel.: + 48 22 417 9200

Portugal :

PharmaKERN Portugal — Produtos Farmacguti @
Sociedade Unipessoal, Lda. \c. >
Tel: +351 214 200 290 K
Romaéania O

Egis Pharmaceuticals PLC Ron@

Tel: + 40 21 412 0017 0

Slovenija @.
OPH Oktal Pharma dge.o.

Tel: +386 1 519 ié§
Slovenska r a

SLN
ion Pharma

|
Q@'l/Tel: + 358 10 4261

Sverige
Orion Pharma AB
Tel: + 46 8 623 64 40

United Kingdom
NAPP Pharmaceuticals Ltd.
Tel: +44 1223 424444

Detailed rimation on this medicine is available on the European Medicines Agency web site:
http://@ a.europa.eu.
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