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11423 EusllabelineXext

HIGI-ILIGHTS OF PRESCRIBING INFORMATION X
“These highlights do not include all the .information needed to use -
- . Rituxan safely and effectrvely See full preserrbmg mformatron for
S thuxan ;

RITUXAN (rrtuxrmab)
. - Injection for Intravenous Use
- -InrtralUS Approval 1997

. L REACTIONS TUMOR LYSIS '
- SYNDROME (TLS). SEVERE MUCOCUTANEOQUS REACTIONS,
and PROGRESSIVE MULTIFOCAL LEUKOENCEPHALOPATHY
ey
* See fill preseribing immmm  for complete boxed warning,
s - Fatal infusion reactions within 24 hours of Rituxan lnfnsron occur,
* approximately 80% of fatal reactions océurred with first infusion.
Monitor patrents and drscontmue thuxan mfusron for severe
- reactions(5.1), : : .
« Tunior Iysis’ syndrome 5. 2) :
« Severe Mucocutaneous Reactrons, some WIﬂl fatal outeomes (5 3).
PML resulting _m death (5.9‘ : .

T

---RECENT MAJOR CHANGES--------------------— :
Boxed Warning, PML B 022007
~ Wamings and Piecautions, PML (54 - - o 08/2007
" eeiiemeimier e e INDICATIONS AND. USAGE -t cermcmmeerei

‘Rituxan is-a CD20-d1rected cytolytrc antibody 1ndlcated for the treatment
“of the foIlowmg S
« - Non-Hodgkin’s Lymphoma (NHL) 11y
« Rheurinatoid Arthritis (RA)-in combination with methotrexate in adult
- patients wrth moderately-to severely active RA whio have madequate
Co- response 10 one or more TNF antagomst therapres (1 2)-

' '---------—------—----DOSAGE AND ADMINIST RATION—--------------—
‘DO NOT ADMINISTER AS AN IV PUSH OR BOLUS. - :
& The dose for NHL i 375 mg/m® (2.1). - - ‘ :
. n The dose as a ‘coinponent of Zevalin® (Ibrrrumomab tluxetan)
- Therapeuti¢ Regimen is 250 mg/m @2 - -
@ The dose for Rheumatoid Arthritis is two-1000 mg IV mfusrons S
- separated by 2 weeks in.combination with methotrexate.
- Methylprednisolone 100 mg IV or equivalent glucocorticoid i is
: recommended 30 mmutes prlor to each 1nfus10n (2 3) '

~'None.

S e Non-Hodgkm s Lymphoma (NHL)- Conmon adverse reactions -
. _-(>25%) in clinical trials were: mfusmn feactions, fever lymphopema

(S OSAGE FORMS AND STRENGTH e
~e 100 mg/lO mL and 500 mg/SO mL solution in a smgle—use vial (3): :

e "ONTRAINDICATIONS---------.....-.-.----..-.' .

---WARN]NGS AND PRECAUTIONS---—--------—----
« Tumor lysis syndrome — admrmster prophylaxrs and momtor renal
furiction:(5.2).

" & “PML : monitor neurologrc functron Dlscontmue thuxan (5 4) )
e Hepatms B reactivation with fulminam hepatltls sometlmes fatal =

scréen high risk'patierits-and monitor HBV carriers during and several
morths after therapy. Dlscontmue Rituxan if reactivation occurs (5.5).

. Cardiac archythimias and angina can occur aiid can be Irfe threatenmg

- “Monitor patients with these conditions closely (5.7). .

-« . Bowel obstructron and perforatron -gvaluate complamts of abdominal

- pain’(5.9).

) c Do not admmlster live virus vaccines prior to or during RJtuxan (5.10).

.. Monrtor CBC. at regular mtervals for severe cytopenias (5 11 6 1).
: -ADVERSE REACTIONS-—

chills, infection and astlienia (6.1). -
o Rheumatoid Arthritis. (RA) Comman adverse reactlons (>5%)
. {hypertensron nhausea, upper resplratory tract infection, arthralgia,
.~ pruritus, and pyrexia (6.2). Other important adverse Teactions include
' mfusron reactrons serious mfectlons and cardrovascular events (6. 2)

To report SUSPECTED ADVERSE REACT IONS contact Genentech .

‘at 1-888-835-2555 or FDA at 1 800- FDA-1088 or
S OWWW. fda gov/medwateh ) . :

~-DRUG INTERACTIONS-

. Renal tox1crty when uged in combination with- crsplatm (5 8)

it USE IN SPECIFIC POPULATIONS----—---a-------;--

¢ - Pregrancy: ‘No human data. 'No teratogemc - effects. Reversible )
reductron inB cell Iympho1d tissue in primate offspfing after maternal :
exposure to doses similar to huinian therapeutic dosgs (8.1).

« " Nursing Mothers: Unknown if Rituxan:is present in hiuman milk. -

Humian IgG does cross into human- mrlk but is not srgmﬁcantly
. absorbed from the mfant gut (8. 3) :

'See 17 for PATIENT COUNSELING INFORMATION and ,'

Medicatron Guide ,'
. Revrsed 01/2008
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' —FULLPRESCRIBINGINFORMATION CONTENTS* o

1

 WARNING: FATAL INEUSION REACTIONS, TUMOR LYSIS SYNDROME (TLS), SEVERE MUCOCUTANEOUS REACTIONS, and ,

PROGRESSIVE MULTIFOCAL LEUKOENCEPHALOPATHY (PML) . : Do
INDICATIONS AND USAGE ) ' . . . ' .' Co
1.1 - NonHodgkin's Lymplioma (NHL)

1.2. Rheumatoid Arthritis - -~ -

DOSAGE AND ADM]NISTRATION

2.1 - -Administration -

S22 ‘Recommended Doée for Non»Hodgkm s Lymphoma (NHL)

2.3 - Recommended Dose as a Componént of Zevalin

. 2.4 Recommended Dose for Rlieurnatoid Arthritis

AT

2.5 - Recommended ConcomltantMedlcatlons S
2.6 - Preparation for Administration . :

" DOSAGE FORMS AND STRENGTHS -
' CONTRAINDICATIONS

WARNINGS AND PRECAUTIONS - =
5:1:" ‘Infusion Reactions =~ -

5.2 - Tumor Lysis Syndrome (TLS) -
5.3 Severe Mucocutaneous Reactions

54" - Progressive Multifocal Leukoencephalopathy (PML)
5.5 - Hepatitis B Virus (HBV) Reactlvatlon o

5.6." Other Virdl Infections -

'5.7. * Cardiovascular - .

" 5.8 - Renal

59 Bowel Obétructlon and Perforatlon
-5.10 - Immunization -

: © 511 Laboratory Monitoritig " -

'5.12 - Concomitant Use with’ Blologlc Agents and Disease Modnfymg Antl-Rheumatlc Drugs (DMARDS) othert tha,n Methotrexate in RA

'5.13- Use'inRA. Patients'Who Have Not Had Prior Inadequate Response to: Tumor Necrosis Factor (TNF) Antagomsts

- 514 Retreatmerit:in Panents ‘with RA

ADVERSE REACTIONS

- 6.1 - Clinical Trials Expenence Non-Hodgkm s Lymphoma
" 6:2: “Clinical Trials Experlence Rhcumatold Arthritis .

10
=11

12
- - 12.1- Mechanism of Action.

6.3 .- Immunogenicity -

© 64 Postmarketing Experlence.
- ‘DRUG INTERACTIONS

USE IN SPECIFIC: POPULATIONS
8.1. .. Pregnancy - -

°8.3 .. Nursing Mothers ol
-8:4 - Pediatric Use
8.5:  Geriatric Use

OVERDOSAGE
DESCRIPTION -
CLINICAL PHARMACOLOGY

- 122 ‘Pharmacodynamics

13

4

12.3 . Pharmacokinetics
NONCLINICAL TOXICOLOGY

‘13.1  Carcinogenesis, Mutagenesis; Impalrment of Fertility.
132 Animal Toxicology and/or Pharmacology

CLINICAL STUDIES - - - '
14.1 Relapsed or Refractory, Low-Grade or Folhcular CD20 Posmve B- Cell NHL ;

- 142 Previously Untreated, Follicular, CD20-Positive, B-Cell. NHL -

- 143 ‘Non- Progressmg, Lows Grade, CD20-Posqt1ve B-Cell NHL Followmg Flrst Lme CVP Chemotherapy

14.4 . Diffuse Large B-Cell NHL (DLBCL)

" 14:5 Rheumatoid Arthritis (RA)-

16
17

HOW SUPPLIED/STORAGE AND HANDL]NG
PATIENT COUNSELING INFORMAT ION -
17,1 General Counseling Information

o 172 Medication Guide - : : :
- Sectlons or subsectlons omltted from the: full prescnbmg 1nfonnatlon are net llsted

US.BL 103005/535« Amondmtf mlmbunnmomnmn, lm- ‘
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FULL PRESCRIBING INF ORMATION

FUSION REACTIONS, TUMOR LYSIS SYNDRO]\'IE (TLS), SEVERE MUCOCUTANEOUS REACTIONS, and-~
PROGRESSIVE MULTIF OCAL LEUKOENCEPHALOPATHY (PML) ) . :

Inl‘uslon Reactlons S : ’

‘Rituxan adminijstration can. result in serious, lncludlng t‘atal mfuston reaetlons. Deaths wnthm 24 hours of Rituxan infusion have occurred : A
Approxnmately 80% of fatal mt'us:on reactions occurred in association with the first infusion. Carefully monitor paticnts durmg infusions. Dlseontmue
thuxan mt‘uslon and provnde medlcal treatment for Grade 3ord mfusmn reactlons [see Warnings and Precautmns (5 1), Adverse Re{tcllons (6.1)].

Tumor Lysis- Syndrome (TLS) o : :
Acute renal failure requiring dialysis with mstances of fatal outcome can occur-in the settlng of TLS follownng treatment of non‘}lodgldn’s lymp]loma
(N'HL) patrents with Rituxan [see Warmngs and I’recaunans (5. 2), Adverse Reactions (6)] :

Severe Mucocutaneous Reactions - : :
Severe, mcludmg fatal, mucocutaneous reaetlons can occur in patlents recelvmg thuxan [see Wammgs nnd Preeautwns (5 3), Adverse Reactwns (6)].

Progressive: Multrt‘ocal Leukoencephalopathy (PML)- A ) ’ :
JC vrrus mfectlon resultmg in PML’ and death can occur in patlents recelvmg thuxan [see Warnings and Precautlans (5 4), Adverse Reactions ( ti4)]

1 mDiCATroNs'AND USAGE: ke '
11 Non—-l-lodgldn’s Lymplmma (NHL)

Rituxan® (rituximab) is. indicated for the treatment of patlents w1th
(Il Relapsed or refractory, low-grade af folhcular CD20-p0S1t1ve B-cell NHL asa smgle agent

« - Previously uritreated follicular, CD20-posmve, B-cell NHL in eomblnatlon with CVP chemotherapy : : S
. 'Non-progressmg (1nclud1ng stable dlsease), low grade CD20-pos1t|ve B—cell NHL, as a singlé agent, afier first-line CVP chemotherapy
o Prevxously untreated d1ffuse large B-cell CD20 posmve NHL in combmatlon with CHOP or other anthracyclme-based chemotherapy reglmens

1 2 . Rheumatoid Arthntls
Rituxan® (ntux1mab) in oombmatlon with methotrexate is mdlcated to reduce signs and symptoms and to slow the progresswn of §tructural damage in adult
patlents with moderately-to severely- active rheumatord arthntls who- have had an jnadequate response to one or more TNF antagomst therapies.

" 2" DOSAGEAND ADMINISTRATION

21 Administration .
-~ DONOT ADMINISTER AS AN [NTRAVENOUS PUSH OR BOLUS ’ : .
- -Premedicate beforé each infusion [see Dosage and Administration (2. 5)] Admmlster only as an mtravenous mfuston [see Dosage and Admmzstratzon (2 .
«  First Infusion; -Initiate mfusxon at a rate of 50 mg/hr Inthe’ absence of mfuston toxlclty, increase mfuslon rate by 50 mg/hr mcrements every 30 minutes, to a
©; maximum of 400 mg/hr, . :
@ Subsequent Infusions: Imt1ate 1nfuston ata rate of 100 mglhr In the absence of mfusmn tOXICIty, mcrease rate by 100 mg/hr mcrements at 30-mmute
" intervals, to a maximum of 400 mg/ht. : :
* -# Interrupt the infusion of slow the infusion rate for mfus1on reactlons [see Boxed Warmng, Warmngs and Precautmns (5 Dl Contmue the iinfuision at one-half
N the prevmus rate upon |mprovement of' symptoms. . E

L3 Recommemled Dose for Non~}lodgkln’s Lymphonia (NHL)
- The tecommended dose is 375 mg/m’as an intravenous infusion accordmg to the followmg schedules
& Relapsed-or Refractory, Low-Grade or Folhcula’r, CD20- Posrtwe, B-Cell NHL
.~ Administer .once weekly for 4 or 8 doses. -
«. Retreatment for Relapsed or- Refractory, Low-Grade or Folllcular, CD20-Pos|tlve, B-Cell NHI
. .- :Administer once weekly for 4-doses:
~ o Previously ‘Untreated, Follicular, CD20-Posmve, B-Cell NHL
_ " Administer on Day- 1 of each cycle of CVP chemotherapy; for up to 8 doses.- o
- 'Non-| progressmg, Low-Grade; CD20-Positive, B:cell NHL, after firsi-line CVP ehemotherapy
- . Following completion of 6=8 cycles of CVP chemotherapy, administer once weekly for 4 doses at 6 month mtervals to a maximum of. 16 doses
& Diffuse Large B-Cell NHE . S : : : :
"+ " Administer-on Day 1 of each cycle of chemotherapy for up to 8 mfuslons

2 3 Recommended Dose as 4 Component of Zevalin
.« Infuse rituximab 250 mg/m” within-4 hours prior to ﬂle admmlstratlon of Indrum-l 11-(In-1 11- )Zeva.lm and w1thm 4 hours prior to the: admmlstratlon of
* Yttrium=90- (Y-90- ) Zevalin. . A . .
-Administer Rituxan and In-111 Zevalm 7-9 days prlor to Rituxan and Y-90- Zevalin, .
: Q Refer to the Zevalm package msert for full presenbmg mformatlon regardlng the Zevalm therapeutlc reglmen

2 4 Reeommended Dose for” Rheumatold Arihritis
e Two-1000 mg intravenous mfusrons separated by2 weeks : : : .
. % ‘Glucocorticoids admlmstered 4s methylprednisolone 100 mg intravenous or 1ts eqmvalent 30 mmutes pnor to each mfusron are ‘recommended to reduce the
R mcldence and seventy of mfus1on reactions.. Safety and efﬁcacy of retreatment have not been establlshed in controlled trials [see Warnmgs and Precautions
(5-14). - : g

S thuxan is glven in combmatlon w1th methotrexate .

' 2 5 Recommended Concomrtant Medrcatmns o
Premedxcate bifore each-infusion thh acetammophen and an antlhlstarmne

3 6 Preparatlon for Admlmstratlon ’ ) ’ ’ :
‘Use appropriate aseptic technique. Parentera[ drug products should be mspected v1sually for partlculate matter and dlscoloratlon prlor to admmrstratlon Do
s not use vial 1f partlculates or dlSCOlOl’atloh is present Wlthdraw the necessary amouint of thuxan and dllute toa ﬁnal concentratlon of 1 to 4. mg/mL inan -

U.S. BL 103‘705/3256 Amendmnts Ritllxlmab“—llml Gm‘techy lne.
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mfuswn bag containing cither 0.9% Sodrum Chlorrde USP or 5% Dextrase in Water USP. Gently mvert the bag to mix the solition. Do ot mix-or drlute wrth
other: drugs Discard any unused portron leftin the vral . o

3 DOSAGE FORMS AND STRENGTHS
100'mg/10 ml.-single use vial ‘
500 mg/SO mL smgle use vial

4 CONTRAINDICATIONS
None. =~ -

5 WARNINGS AND PRECAUTIONS

51 Infuslon Reactrons ’ ‘
Rituxan can cause sevete, mcludrng fatal 1nfusron reactions. Severe reactlons typrcally occurred durmg the first infusion wrth time to:onset of
30120 minites. thuxan-mduced infusion reactions and séquela¢ include urticaria, hypotension, angioedema, hypoxia, bronchospasm, pulmonary infi ltrates
- ‘acute respiratory distress syndrome, myocardlal mfaretron ventricular ﬁbrrllatron cardiogenic shock, or anaphylactoid events.
‘Premedicate patients with an antihistamine and acetammophen prior to dosing. Institute medical management (e.g: glucocorticoids, epmephnne
" bronchodilators, or oxygen) for infusion réactions as needed. Depending on the severity of the infusion reaction and the required intérventions, consider
resumption of the irifusion at 4 minimum 50% reduction in raté after symptoms have resolved. ‘Closely monitor the following patients: those with pre-existing
- cardiac or pulmonary condrtrons those who. experrenced prior cardropulmonary adverse reactions, and those wrth hrgh numbers of c1rculatmg mal1gnant cells -
) (>25 OOOImm’) [See Boxed Wammg, Warntngs and Precautzons (5 7), Adyerse Reactlons (6 1). 1 o

' 52 Tumor Lysns Syndrome (TLS)
' Rapid reduction in tymor volume’ followed by aeute renal fallure hyperkalemla hypocalcemra hyperurlcemra ‘ot hyperphosphatemra can occur W1th1n
12-24 hours after the first infusion.. Fatal TLS cases have oceurred after administration of Rituxan: A high number of crroulatmg malignant cells (225, 000/mm’)

- . or high tumor burden confers a greater risk.of TLS after rituximab. Consider prophylaxis for TLS'in patients at high risk." Correcct electrolyte abnonnalltles

: ,momtor renal functron and ﬂurd ‘balance, and admrmster supportrve care, mcludlng dralysrs as mdrcated [See Boxed Warmng]

53 Severe Mucocutanéous Reactions - :
* Mucocutaneous reactions, some with fatal outcome, can ocour in patrents treated wrth Rituxan. These reactlons include paraneoplastlc pemphrgus
Stevens-Johnsori syndrome, lichenoid dermatitis, ~vesiculobullous dermatitis, and toxic epidermal niecrolysis. The oniset of these reactions’ has varied from -
113 weeks following Rrruxan exposure Discontinue Rituxan i patients who experience a severe miuicocutaneous reaction, Thesafety of re-admmrstratlon of
’ thuxan to patients with severe mucocutaneous reacttons has not been determmed [See Boxed Warmng, Adverse Reactmns (6 1, 6. 4) ] ’

T 54 Progressrve Multrfocal Leukoeneephalopathy (PML)

JC virus infection resulting in PML aid death can occur in thuxan—treated patlents with hematologlc mahgnancres or wrth autormmune diseases for which
Ritlixan has not been approved. Thie imajofity of patients-with hematologlc malignancies dlagnosed with PML received Rituxan in' combination with
chemotherapy or as part of a hematopoietic stend cell transplant. The patients-with autormmune diseages had pr1or or concurrent 1mmunosuppressrve therapy and
were diagnosed with PML within 12 months of their [ast infusion of Rituxan, - -

- ‘Consider the dlagnosrs of PML in any. patient presenting with new onset. neurologic manifestations. Evaluatron of PML rncludes but isnot hmrted to
consultation with a neurologist, brain MRI, and’ lumbar puncture. Discontinue Rituxan and consider drscontmuatron or reduction of any concomltant
chemotherapy ot 1mmunosuppress1ve therapy in patlents who develop PML [See Boxed Warnmg, Adverse Reactions (6 4). ] : . .

55 Hepatltrs B Vrrus (HBV) Renctlvatlon : AR : : ; o

" ‘Hepatitis B virus (HBV) reactivation with. fulmrnant hepatrtrs hepatrc farlure and death can oceur in patlents with: hematologrc malrgnancres treated wrth
thuxan “The medlan trme to the: d1agnosrs of hepatrtrs was approxrmately 4 months after the initiation of thuxan and approxrmately one ronth after the last
‘dose. -

~ ‘Screen pat1ents at hrgh risk of HBV lnfectron before initiation-of thuxan Closely morntor carriers of hepat1t1s B for cl1n1cal and laboratory signs of actrve
HBYV infection for ‘everal months following Rituxan therapy. Discontinue Rituxan and any concomitant chemotherapy in patrents who develop viral hepatitis,
_and institute approprrate treatment including antiviral therapy: Insufficient data exist regardmg the safety of resuming thuxan m patlents who develop hepatltrs
N subsequent to HBV reactivation: [See Adverse Reactzons (6 4). ] :

5.6 Other Viral Infectrons : il :
The following: additional serious vlral 1nfectrons erther new, reactrvated or exacerbated have been 1dentlﬁed iy clinical stud1es or postmarketrng reports ‘The
- majority of patients received Rituxari in combination with chemothierapy or as parf of a hematoporetrc stem cell transplant. - These viral infections included -
. -cytomegalovirus, herpes simplex virus, parvovirus B19; varicella zostet viriss, West Nile virus, and hepatitis C. In some cases, the vrral mfectrons oocurred as late .
© as ore.year following drscontmuatron of thuxan and have resulted in death [See Adverse Reactxons (6 1,6 4) ] : : - S

8T Cardiovascular. : : - oo : :
‘Discontinué infusions for serious or lrfe threatemng cardrac arrhythrmas Perform cardrac momtormg durmg and after all 1nfus1ons of Rituxan for patrents
; 'who develop clm1cally srgniﬁcant arrhythmras ‘or who have a hrstory of arrhythm1a or’ angrna [See Adverse Reactmns (6.4). ] o

- 58 Renal ' o ; ’ )

- Severe; 1ncludmg fatal renal toxrc1ty can, oceur. after Rituxan admlmsﬁatlon in pat1ents wrth hematologrc malrgnancres Renal toxlclty has occurred i 1n patrents

) wrth hrgh numbers of c1rculatmg malignant cells (>25, 000/mm’) or hrgh turnor burden who experience tumor lysis syndrome and.in patients with NHL
_admrmstered concomitant cisplatin therapy during clinical trials.” The combination of clsplatm and Rifuxan is not an approved treatment régimen. Useextreme - .

_caution'if this non—approved combination:is usedi in clrmcal trials and momtor closely for srgns of rena] fa1lure Consrder drseontlnuatron of thuxan for patrents
witha rrsmg serum creatmme or olrgurra R . .

59 Bowel Ohstructron and Perforatron : ' '
Abdominal pain; bowel obstructron and perforatron in sonie cases leadmg 1o death can oceur in pat1ents receiving thuxan in comblnatron with

: ehemotherapy In postmarketmg reports; the iméan time to documented gastxo-mtestmal perforatron was 6.(range 1~77) days i in patlents with NHL. Performa

thorough diagnostic evaluation and 1nstrtute approprrate treatment for complamts of abdommal paln, cspeclally early in the course: of thuxan therapy [See
Adverse Reactzons (6 4) ] : . .

" -5, 10 Immummtlon

) “The safety of i 1mmumzatlon with llve vrral vaccines followlng Rttuxan therapy has not been studied and vacclnatron wrth llve virus vacclnes isnot )
'recommended Physicians should review the vaccination status of patients with RA ‘being considered for Rituxan treatinént and follow the Centers for Drsease S

. Control and Prevention (CDC) gurdelmes For adult vaccination with nori-live vaccings intended to prevent infectious disease prior to therapy.

For NHL patrents the beneﬁts of prlmary or booster vaccinations should be werghted agamst the rlsks of delay in 1mtratron of R1tuxan therapy

: ’u.s.nL 1047103/3286 Amendments mmmn»-nnn Gencnmh,llw o
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v5 11 Laboratory Monitoring =~ - ’ ' B -
‘Because Rituxan binds to all CD20-posmve B lymphocytes (mallgnant and nonmahgnant) obtam complete blood coums (CBC) and platelet counts at regular

intervals dunng Rituxan therapy and more frequently in patients who develop cytopemas [see Adverse Reacttons (6. 1)] The durauon of cytopenias: caused by

Rituxan can extend nionths beyond the treatment period. C . - . . .

’ 5 12 Cnneomltant Use with Blologlc Agents and Disease Modrfymg Antl-Rheumatrc Drugs (DMARDS) other than Methotrexate in RA :
* Limited data are available on the safety of the use of biologic agents of DMARDs other than methofrexate.in patients exhibiting: peripheral B cell depletlon

o fOIIOng treatment with r1tux1mab Observe patients closely for signs of 1nfect|on if blologlc agents and/or DMARDs are used concomltantly

'5.13. Use in- RA Patrents Who Have Not Had Prior Inadequate Response o Tumor Necrosis Factor (TNF) Antagonists -
" While efficdcy. of Rituxan was supported in two well-controlled trials in patients with RA with-prior inadequate responses to.non-| b1ologlc DMARDs, ;
" favorable risk benefit relatlonshlp has not been established in this population. - The use: ‘of Rituxan in patlents w1th RA who have not had prlor 1nadequate response
to one or more TNF antagomsts 1s not recommended [see Chmcal Studzes (1 4, 5)] S - L )

5. 14 Retreatment in Patlents w1thRA - : : .
" Safety and efficacy of retreatment have not been establrshed n controlled trlals A limited number of patients have recelved two to five courses (two’ lnfuslons -
per course) of treatment in-an uncontrolled setting. In clinical trials iri pat1ents with RA, most of the panents who' received add1tlonal courses d1d 50 24 weeks

- -after the previous course and rione were rétreated sooner than 16 weeks

6 - ADVERSE REACTIONS : :
The followmg adverse réactions are dlscussed in greater detall in‘other sectlons of the labelmg
Infusion reactlons [see Warnings and Precautions (5.1)] - ST T ) .
Tumor lysis syndrome [see Warnings-and Precaittiots (5. 29 f BRI R S
- Mugocutaneous reactions [see. Warnings and Précautions (5.3)] :
Progressive multifocal leukoencephalopathy [see Warnings and Precauttons (5:4)]
. Hepatitis B reactivation with fulminant hepatitis [see Warnings and Precautxons (. 5)]
—Other vital infectiohs- [see Warningx and Precautions (5.6)] . .
) Cardiac arrhythmias [see Warnmg.r and Precautions {5.7)]
- Renal toxicity [see Warnings and Piécautions (5.8)]
Bowel obstructlon and perforatlon [see Warmng.s' and Precautrons (5 9]

"“_ll."'...<l‘

,The most common adverse reactlons of thuxan (chdence 225%) observed in patients w1th N}[L are mfuston reactlons fever, ch1lls mfectlon asthema and
lymphopenia; -

- Theé most important serious adverse reactions of thuxan are mfusron react1ons, tumor lysIs syndrome mucocutaneous toxicities; hepatltls B reactlvatlon with
fulmmant hepatltls PML, other viral 1nfectlons cardlac arrhythmlas renal’ tox1clty, and bovwl obstruetlon and perforanon : .

* .61 - Clinical Trials Experleuce Nonsliodgkln's Lympboma :

“Because clinical trials are conducted under widely varying cond1t1ons adverse reaction fatés observed m the clmlcal tnals of a drug cannot be dnrectly o

’ compared to rates in the clinical trials of another drug and may not. reflect the ratés observéd in practlce .

The:data described below reflect exposure to Rituxan in 1606 patients, with exposures ranging from'a smgle lnqulOn up to 68 months thuxan was studxed :

* in both single-agent. and active-controlled trials (i = 356, and ti= 1250) ‘These data were obtained in adults with low-grade, follicuilar, or DLBCL NHL. Most

patients teceived Rituxan as an infusion of 375 mg/m? per infusion, glven asa singlé agent weekly for up to 8 doses 1n combmatlon with chemotherapy for up to

" - 8'doses; or followmg chemotherapy for up to 16 doses. -

vIry‘izston Reacttons : .
In the | ma_]orlty of patlents w1th NHL 1nfusnon reachons consrstmg of fever chllls/ngors nausea, prurltus angloedema, hypotens1on headache bronchospasm :
. _urtlcana rash, vomiting, myalgia, dizziness, er hypertension occurred during the’ first Rituxan infusion. Infusion reactions typlcally occurred within 30.to
120 minutes of beginning the first infusion, and resolved with slowing or- interruption of the Rituxan infusion and with supportivé care (diphenhydramine,
- acetaminophen; and intravenous saline), The incidence of mfuswn reactlons was hlghest dunng the first” 1nfusron (77%) and decreased w1th each subsequent
mfusron [See Boxed Warmng Warnmg and. Precauttons (5 - : R

’ ]nfectwm :

.. Serious lnfectlons (NCI CTCAE Grade 3 or 4) 1ncludmg sepsts occurred in less than 5% of patlents w1th NHL in the smgle arm studles The overall

. 1nc1dence ‘of infections was 31% (bacterlal 19%, viral 10%, unknown 6%, and fungal 1%). [See Warning and Precautions (5:4), (5.5); (5:6):) .

o - Ing randomized, controlled stiidies where Rituxan was administered followmg chemotherapy for the treatment of follicular or low-grade NHL, ‘the rate of
infection was hlgher among patients who recelved thuxan In diffuse large B- cell lymphoma patlents vrral mfectlons occurred more frequently in'those who o

- rece1ved thuxan

Cﬁvtopemas and ig/pogammaglabulmemza - : : - R .
. Tn patients with N HL receiviig rituximab- monotherapy, NCI CcIc Grade 3 and 4 cytopemas wire reported in 48% of patxents These mcluded lymphopema

' ) (40%) neutropema (6%), leukopenia (4%), anemia (3%), and thrombocytopema (2%). The median duration of lymphopenia was 14 days (range, 1-588 days) : and Sl

of neutropenia was 13 days (range, 2-116 days) A single occurrénce of tran51ent aplastlc anemla (pure red cell aplasra) and two occurrences of hemolytlc anemia _'

- following Rituxan therapy: occurred durmg the single arm studies. * : S
TIn studies of monotherapy, RJtuxan-mduced B-cell depletlon occurred in: 70% to 80% of panents w1th NHL Decreased IgM and lgG serum levels occurred in " e

14% of these patients. o : R

- SlngIe Agent Rttuxan K - : - - : -
" Adverse redctions in Table 1. occurred in 356 patlents with relapsed or refractory, low-grade or folllcular CD20-posmve B-cell NHL treated i in: smgle-
studies of thuxan admuustered asa smgle agent [see Clinical Studtes (14 1)]. Most pauents recelved Rituxan 375 mg/m weekly for4. doses
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Table 1
Incldence of Adverse Reactions i in 25% of Patlents
‘ w1th ReIapsed or Refractory, Low-Grade of
F olhcular NHL Recelvmg Smgle-agem Rituxan (N =?356)’*”

S S Al}Gradé_é(%) G;ade;and;(%)‘
- [ Any Adverse Reactions, - BT T X 7 A

—_
=

Body.asa Whole : - . - 86
Fever” -~ - S . 53
Chis -3
irrfe(':tion' o ST O
Asthenia - R S
Headache o R SRS I
Abdommal Pam R K 14
Pam:"" D 12
BackPam : Sl v S0
Throat Imtatxon Y

—_ e B

N

S o e

Flushmg

B
o0

. , s
Lymphopenla R B 48
Leukopenia R SR ‘14
Neiwopenn 14

A
(=}

Thrqmlioc)itopehia R 12 -

W .o

Anemia- ; U
Skin' ang Apngn,gages-‘ R T4
nghtSweats ) = 15
CRash 15
Prutitus - . 4
, '.Urﬁc'aﬁa* R SO 8
T w’Increased Cough ) BRI 13 .
. Rhinitis © S S 12
) “Bronchospasm g
| Dyspnea
. Sinusitis -

—_ e = e N

. Angjoedema o S 11

.'Hyperglycemia R I
: . Per1pheral Edema - ; ) i . R -8
_ . 'LDH Increase S ‘.: ST
D.l&ﬂ!ﬁﬁl&t&m -
o * Nausea ' - S
. -Dlarrheg.vr' S R
© Nomiting - .10

P L

f e = N
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'l‘able 1 (com’d) ‘
Incxdence of Adverse Reactmns in2 5% of Patients -
o . with Relapsed or Reftactory, Low-Grade.or - )
Folhculat NHL Recelvmg Smgle-agent thuxan (N= 356)“ b

R AllGrades(%)rr’ GradeSand4(%)
Eegogs Systgm- ' IR B S 1 ’
" Dizziness - SRR [
‘ Anxlety‘ SR 5 R
usculoskelef ter _ o 26 3
“Myalgia ! ) 10 e
" Arthralgia . - - 10 0 R
Carg;gyascglgr System R 250y
Hypotensron Sl S [ A
Hypertensnon T e

- & Adverse Reactions observed up to 2 months followmg Rituxan, -
b Adverse Reacnons graded f_or severity by NCI-CTC cnterla

In these s1ng1e arm Rituxan studies, bronchlohtls obllterans occurred durmg and up to 6 months aﬂer Rituxan mfuswn

‘Ritwran in Comibination with C’ therapy
Adverse reactlons 1nformatlon below i$ based on 1250 pat1ents who received thuxan in; combmatlon with' chemotherapy or followmg chemotherapy

.Rttuxan iin Combmatmn with Chemotherapy for Low-Grade NHL ~ - -

In Study 4 patients in the R-CVP arm.experienced a hlgher incidence. of infusional toxn:lty and neutropenia compared to’ patlents in'the CVP arm. The
followmg adverse reactions occutred more frequently =5%) i in patients receiving R-CVP compared to Cvp alone: rash (17%. vs, 5%), cough (15% s, 6%),
flushing (14%.vs. 3%), rigors (10%.vs. 2%), pruritus (10% vs. 1%), neutropenia (8% s, 3%), and chiest tlghtness (7% vs. 1%). [See Clinical Studies- (1 42).1
. In Study 5, the following adverse reactions were reported more freéquently (25%) in patients receiving Rituxan following CVP compared to patiénts who "’
Teceived no further therapy: fatigue (39% vs. 14%), anemia. (35% vs. 20%), peripheral sensory neuropathy (30% vs..18%); “infections (19% vs. 9%), pulmonary
toxicity (18% vs. 10%), hepato-biliary toxicity (17% vs. 7%); rash and/er prurltus (17%vs. 5%), arthralgia: (12% vs. 3%), and weight gain (11% vs. 4%).
Neutroperiia was thé only Grade 3 or 4 adverse reaction that oecurred more frequently (= 2%) in the Rituxan arm compared w1th those who rece1ved no turther o
therapy (4% Vs, l%) [See Clinical Studiés (14:3):] C-

. Rituxan in Combmanon wnh Chemotherapy for DLBCL ; 7

In Studies 6.and 7, [see Clinical Studies (14.4)], the followmg adverse teactions, regardless of seventy, were reported more frequently (25%)in patlents age
260 yeats recéiving R-CHOP as-compared to CHOP alone: pyrexia (56% vs. 46%), lung disorder (31%.vs, 24%), cardiac disorder (29% vs. 21%), and cliills
(13% vs. 4%). Detailed safety data collection in, these studies was primanly limited to Grade 3:and 4 adverse reactions and seriovis adverse reactions; o

" In Study 7, a review of cardiac toxicity determmed that supraventncular arrhythmms or tachycardla accounted for most of the dlfference 1n cardigc d1sorders S

| (4.5% for R-CHOP vs: 1.0% for CHOP). - ) :
* The following Grade 3 or 4 adverse reactions: occurred more frequently among patlents in the R- CHOP arm ‘compared w1th those in the CHOP arm;

thrombocytopema (9% vs.7%) and lung disorder (6% vs. 3%). -Other Grade 3 or 4 adverse reactions oocurrmg more frequently among patients reeelvmg

R- Cl-lOP were- v1ra1 mfectlon (Study D, neutropema (Studles 7 and 8) and anemla (Study 8) ' . .

62 . Clinical Trials Experlence Rheumatoid Arthrms o
The types of adverse reactions observed in patients with RA were similar to those seen in patlents with nond{odgkm s lymphoma [see Warmngs and

s ,Precautxons (5), Adverse Reactions (6.1)].- Specific safety eonsrderatlons in this indication are discussed bélow. R
“Where $pecific pementages are. noted these data are based on-938 patlents treated in Phase 2 and 3 studles of | thuxan (2 X, 1000 mg) or placebo admlmstered in . o

combmatlon with methotrexate
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" Table2
Incrdence of All Adverse Reactions*
Occurrmg in 22% and at least 1% Greater than P]acebo Among
Rheumatord Arthrltrs Patlents in Clrmcal Studies-Up to Week 24 (Pooled)

Placebo + MTX thuxan FMTX.
S N=398 - - N= 540
) PreferredTerm — LY ) R, n(%z) »
- Hypertenslon e 205y - 0o 43(8)
‘|Nausea " : - . 196 41(8) .
- | Upper Resplratory Tract. Infectron T 23(6) 31,
© | Arthralgia S 1@ C316)
APyrexia s 2109
ClPrurites . o sAy T 26(5)
lenins s o ey 16@)
- |Dyspepsia L 0 3(<l) S 160)
Rhinitis IR -1 ) HE LY )
Co _Paresthesra ST oo 3;'(<1)v‘ R ‘1,2”(72)
",Urtrcarra R B T £ 1242 -
: :AAbdomlnal PainUpper— - ; Ay U@
| hroat Iritation - RN Y0 HUREC T ¥ ) B
. v_Anxrety R SUTosay s @) :
Mlgrame R I T3 | 7 9 ) '
: _Asthema Sl S S '_.'.9(2)_ i

*Coded usmgMedDRA

' Injuston Reactwns
" InRituxan RA placebo-controlled studles 32% of thuxan-treated patlents experrenced an adverse reactlon durmg or wrthm 24 hours followmg their: first

mfusron compared to 23%of placebo-treated. patients receiving their first infusion, The incidence of adverse reactions during the 24-hour period following the .
* second infuision, Rituxah or placebo,. decreased to 11% and 13%, respectively. Acite infusion reactions (manifested by fevér, chills, rigors, pruritus,
- urticaria/rash, angioedéma, sneezing, throat irritation, oough and/or bronchospasm, with or without associated hypotensron or hypertension) were experienced by

- 27% of Rituxan-tréated patients following their first infusion; compared to 19% of placebo-treated patients receivitig their first placebo irifusion. The incidence of °
these acute infusion reactions followirig the second infusion of Rituxan or placebo decredsed to 9% and 11%, respectlvely ‘Serious acute infusion reactions were
experlenced by < i% of patlents in either treatmenit group:. Acute infusion teactions réquired dose modification (stopplng, ‘slowing or. interruption.of the: mfusmn)
in 10% and 2% of patierits recervmg rituximab or placebo, respectively, after the-first course.. The proportron of patients experiencing acute infusion reactions

decreased with subsequent courses of Rituxan.. The administration of intravenous glucocorticoids prior to thuxan infusions reduced the incidence and severity of . -

_ such reactions, however, there was no clear benefit fror the administration of oral glucocorticoids for the preventlon of acute mfusron reactrons Patrents in
Vchmcal studies also recelved antrhrstammes and acetammophen prlor to R1tuxan infusions. o

: Infectmns

In RA clmrcal studies, 39% of patrents in the thuxan group experlenced an mfectlon of any type compared to 34% of patrents in the placebo group The most” -+ -
common infections were. nasopharyngltls 'upper respiratory: tract infections, urmary ‘tract infections; bronchitis, and sinusitis. : o

“The incidence of serious. infections was-2% in the Rituxan-treated patients and 1% in.the placebo group. -One fatal infection (bronchopneumoma) occurred
with rituximab monothérapy dunng the 24-weeks’ placebo “controlled period in oné of the Phase 2 RA studies. In 107 Rituxan-treated RA: patients with active
disease, subsequent treatment with a TNF mhrbrtor was associated with a higher rate of serious infections.’ Six serious mfectrons were observed in'100. 8 patient
. years (O 06 per. patlent year) prror to exposure and 9-were observed in97.8 patlent years (O 09 per patlent year) after exposure .

: Cardtac Aaﬁ;erse Reactions - . . S . R
The incidence of serious cardrovascular events in the double-blmd part of* the RA clmrcal tr1als was 1.7%and 1. 3% in R1tuxan and placebo treatment: groups

} respectrvely Three cardrovascular deaths occurred durmg the double-blmd perlod of the RA studles 1nc1udmg all ntuxrmab reglmens (3/769:0 4%) as compared -
" tonone in the placebo treatment group-(0/389).

Since patients with RA are at increased risk for cardrovascular events compared wrth the general populatron patrents wrth RA should be momtored throughout i :
the: mfus10n and thuxan should be dlscontmued in the event of a serious or life- threatenmg cardlac event. - B .

Hypnphosphatemza and hyperurtcemra .

- In the 24 week double-blind RA clrmcal tnal program newly-occurrmg hypophosphatemra (<2 0 mg/dl) was: observed in 12% (67/540) of patrents on thuxan
* versus 10% (39/398)- of patients-on placebo. Hypophosphatemla was fmore common in patients who received cortlcostermds Newly occurrmg hyperurlcemra

. (>1 0 mg/dl) was observed in1.5% (8/540) of patients on Rituxan versus0.3% (1/398) of patlents ori-placebo.:

- Atany “time after treatmient with up to seven courses: of Rituxan,; at least.one episode’ of" newly-occumng hypophosphatemla ‘was" observed in 23%

Co _'(245/ 1048) ofpatrents and newly-occurrmg hyperurlcemla was observed in 3% (32/ 1048) of patrents

63 Immunogemclty R . S :
- -Ag with all thefapeutic protems there isa potentlal for 1mmunogen 1crty The observed 1nc1dence of antlbody (1nc1ud1ng neutralrzmg antlbody) positivity: m an

E assay is highlydependent on several factors including assay sensitivity and specrﬁcrty{ assay methodology, sample handlmg, timing 'of sample collection;

conicoiitant medications; and underlylng drsease For these reasons, comparrson of the mcrdence of antlbodres to Rituxan w1th the mcrdence of antlhodles to -

. B other products may be misleadmg
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Usmg an ELISA assay, antl-human antl-chrmerlc antlbody (HACA) 'was detected in 4 of 356 (1 1%) patrents wrth low grade or folhcular NHL. recervmg

. smgle- agent Rituxan. Three of the four patients had an objective clinical response.

1 Atotal of 118/1053 patients (1 19%) with RA. tested positive for HACA at any time after treatment with Rituxan: L1m1ted data are avarlable o the safety or
¢fficacy of Rituxan refteatment in patients who develop HACA. - Of the 8 patients who experrenced serious acuité infusiof reactions, 2 were subsequently found to
be HACA-posmve Approxrmately 12% (14/118) of patierits who were HACA -positive had a subsequent mfusron reaction of any seventy The clrmcal relevance_-
of- HACA formatron m ntuximab-treated patients is unclear . . . o

- 6.4 Postmarketmg Experlence S ) : ’
- The following adverse reactions have been 1dent1f1ed dunng post-approyal use of thuxan in hematologlc mahgnancres Because these reactlons are reported
voluntarily from a population of uncertdin size, it is not.always possible to reliably estimate: ztheir frequency: or establish a ¢ausal relationship to drug exposure.
- ‘Decisions to include these reactions in’ labeling dre typically based on one or more of the followmg factors (€5) senousness of the reaction, (2) frequency of
-reporting, or (3) strength of causal cofinection to Rituxan,
‘¢ Hematologic: prolonged pancy’topenla, marrow hypoplasia, and late onset neutropema hypervrscoslty syndrome in Waldenstrom 8 macroglobulmemra
" . Cardige: fatal cardiac failure, = -
. _Immune/Autormmune Events uvertrs optrc neurrtrs systemlc vasculms pleur1t1s lupus-llke syndrome serum slckness polyartrcular arthrttls and vascuhtrs
‘with rash. .
« . Infection: v1ra1 infections; mcludmg progresswe multrfocal leukoencephalopathy (PML); increase in fatal mfectrons in HIV- a3soc1ated lymphoma, and a.
reported increased mcrdence of Grade 3 and 4 mfectrons in patrents with: prevrously treated lymphoma w1thout known HIV mfectlon ’
_ Neoplasia: ‘disgase progression of Kaposn ] sarcoma .
Skin: severe mucocutaneous reactions. .
Gastrointestinal: “bowel obstruction and perforation, =~ -
~ Pulmonary: fatal bronchlolms obllterans and pneumomtls (mcludmg mterstrtlal pneumonltrs)
_ DRUG INTERACTIONS : S : :
| * - Formal drug interaction studles have not been performed wrth thuxan In clmlcal trtals of pat1ents wnh RA concomrtant admrmstratron of methotrexate or
. cyclophosphamrde did not alter the pharrnacokmetrcs of rituximab, L . : .

8 USE IN SPECII‘IC POPULATIONS

- e e

81 Pregnancy : )
o Category C: Thereare no adequate and well-controlled studtes of rrtuxrmab in pregnant WOHWH Non~Hodgkm s lymphoma and severe rheumatord arthrrtls
are serious condltlons that requrre treatment Rituximab should be used durmg pregnancy only if the potentral benefit to-the | mother - justifies the potentral risk'to -

- - the fetus. -

- Rituximab i isa genetlcally engmeered IgG molecule and 1gG crosses the human placenta Reproductron studres in cynomolgus monkeys at matemal .
exposures similar to human therapeutic exposures showed no evidence of teratogemc effects. However, B cell lymphoid tissue was réduced i in the offsprrng of
~ treated dams. The B cell counts réturned to normal levels, and 1mmunologrc function was restored wrthrn 6 months of birth.’
* - Other than target B lymphocytes, rituximab is not known to bind to. any normal human trssues in an ex vivo assay However itis not known 1f brndmg ocours,
Cto umque embryonrc or fetal trssue receptors in vxvo : .

8 3 Nursmg Mothers : o
Tt is not known whether Rituxan is secreted into human milk. However thuxan is secreted inthe mllk of lactatmg cynomolgus monkeys and IgG is excreted .
in human niilk.; Published data suggest that antibodies. in breast milk do'not entet the neonatal and-infant circulations in substantial amounts.- The unknown r1sks N
_'to the mfant from gastromtestmal or lrmlted systemlc exposure to thuxan should be weighed agamst the known beneﬁts of breastfeedmg :

84 Pediatric Use
" The safety and effectrveness of thuxan in ped1atrlc patlents have not been estab]lshed

'85 Gerlatnc Use_ -

Dr_ﬁ’use Large B-Cell NHL :

" Among patients with DLBCL evaluated in three randomrzed aetrve-controlled trlals 927 patlents recelved thuxan in oombmatron with chemotherapy of

these 396 (43%) were age 65 or greater and-123 (13%) were age 75 or greater. - No overall drfferences in effectrveness were observed between these patients anid
" younger patients. Cardiac adverse reactions, mostly. supraventncular arrhythmras, occurred more. frequently among elderly patients. Senous pulmonary adverse

reactrons were also more common among the elderly, mcludmg pneumoma and pneumonms . . :

Low-Grade or FoIIlcuIar Non—Hodgkin s Lymphoma e HE ST R . R »
" Clinical studies of Rituxan in low-grade or. follicular, CD20-posrt1ve B-cell NHL d1d not mclude suffrcrent numbers of patrents aged 65 and over to determme
whether they tespond drfferently from younger subjects . . . :

'Rheumatoxd Arlhrms ; : : : .
-~ Among the 517 patients in the Phase 3RA study, 6% were 65—75 years old and 2% were 75 years old and older Response rates and adverse reactrons weré
stmllar in the older (age>65 years) and younger (age<65 years) patlents . . . :
10 OVERDOSAGE : : - : : :
- There has been no experlence wrth overdosage in hurnan chmcal trrals Smgle doses of up to 500 mg/m have been grven in dose—escalatron cllmcal trlals
11 'DESCRIPTION - : , : : S S o
7 thuxan (rltuxrmab) isa genetlcally engmeered chrmerrc murme/human monoclonal IgG1 kappa annbody drrected agarnst the CD20 antrgen Rllqumab has
~an approxlmate molecular weight of 145 kD: Rituximab has a binding afﬁmty for the CD20 antigen-of approximately 8.0.nM.
) “Rituximab is produced by inammaljan cell (Chinese Hamster Ovary) suspension ‘culture in a nutrient medium containing the antibiotic gentamrcm :
‘Gentaiiicin is niot detectable in the final product. - Rituxan is 2 sterile; clear, colorless, preservatlve-free liquid concentrate for intravenous:administration. thuxan .
- is'supplied at a concentration of 10 mg/mL ineither 100 mg (10'mL) or 500 mg (50 mL) single-use vials. The product is formulated in’ 9 mg/mL sodtum chlonde 4
T 35 mg/mL sodium citrate’ drhydrate, 0.7 mg/mL polysorbate 80, and Water for Injectton The pH 16.5.- . o

12 CL]NICALPHARMACOLOGY S

'12 1 Mechanism of: Aetlon s
‘Rituximab binds specifi cally to the antlgen CDZO (human B lymphocyte—restncted drfferentratron antrgen Bp35), a hydrophobro transmembrane protem wrth

* 7 amolecular werght of approximately. 35 KD located on pre-B and 'mafure B lymphocytes. Thé antlgen is expressed on’>90% of Biceil honsHodgkin’s lymphomas :

. (NHL) ‘butthe antigén' is-not found on hematopoietic stem cells; pro-B ~cells, normal plasma cells or other normal trssues CD20 regulates an early step(s) inthe -

U8, BL 103708/8386 Amendment: Rttutmqb-—enmhmmteeh,lne. o
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'actlvatlon process for cell cycle mmatron and drfferentratron and possrbly functions'as a calcrum ion channel CD20 is not shed from the cell surface and does riot
internalize upon antibody binding: Free CD20 antigen is not found in the circulation.”
) B-¢ells are believed to play a role in the pathogenesrs of rtheumatoid arthritis (RA) and assoc1ated chromc synovltrs In thrs settrng, B—cells may ‘be acting at
) multlp]e sites in the autoimmune/inflammatory process, 1nc]udmg through production of- rheumatord factor (R}<) and- other autoantrbodres antlgen presentanon T
cell activation, and/or pro- -inflammatory cytokine production:
- Meéchanism of Action; The Fab domain of rituximab binds to the CD2O antrgen on'B lymphocytes, and. the Fc domain recrurts immune effector functions to
- mediaté B-céll lysis in vitro. Possible’ mechahisms of cell lysis include complement dependent cytotoxicity (CDC) and antlbody dependent cell medrated
"~ cytotoxicity (ADCC) The antibody has been’stiown to induce apoptosis in the DHL-4 human B-cell lymphoma line. .
Normal Tissue Cross-reactivity: - Rituximab’ binding was observed on lymphord cells in the thymus; the white pulp. of the spleen; and a ma_|or1ty of B
lymphocytes in perrpheral blood and lymph nodes Little of o bmdmg was observed in the non-lymphord trssues exammed ’

12.2 Pharmacodynamiics : : ‘ ‘ o
Administration of thuxan resulted in a rapid and sustained depletron of c1rcu1atmg and t1ssue based B-cells. Among 166 patlents in Study 1, crrculatmg
CD19-pesitive B-cells were depleted within the first three weeks with susfained deplotion for up to 6 to 9 months post- -tréatment in 83% of | patrents B- cell
‘recovery began at approxlmately 6 months and medlan B-cell levels returned to normal by 12 months following completron of treatment. :
~ ‘There were sustained-and statistically significant: reductions.in both TgM and JgG serum levels: ‘observed from. 5 through 1t ‘motiths followmg rltuxlmab
‘administration; 14% of" patients Had IgM and/or 1gG sérum lévels| bélow the nérmal range. : )
* InRA. patrents treatment. with Rituxan induced depletron of peripheral B lymphocytes, with all patrents demonstratmg near complete depletron W1thm 2 weeks .
after receiving the first dose of Rituxan. The majority of patients showed peripheral B-cell depletlon for at ledst 6 months, followed by subsequent gradual
" recovery after that trmepomt ‘A small proportron of" patrents (4%) had prolonged perrpheral B-cell depletlon lastmg more than 3 years aftera smgle course of
treatmient,
“In'RA studies; total serum 1mmunoglobulm levels IgM IgG and IgA were reduced at 6 months wrth the' greatest change observed in IgM However ean
1mmunoglobulrn levels remained within normal lévels over the 24-week period.. Small proportions of patients expenenced decreases. in IgM- (7%) TG (2%), and

- - IgA (1%) levels below the Iower hmlt of nonnal The clinical consequences of decreases in 1mmunoglobulm levels in RA patlents treated wrth Rituxan are -
. unclear.

Treatment: wlth rltuxrmab i patrents w1th RA was assoclaled with reduction of certain brologrc markers of inflammation such as mterleukm—6 (IL 6),

o C-reactlve protem (CRP), serum amylord proteln (SAA) SlOO A8/8100. A9 heterodimer complex (SlOO A8/9); antr-cnrullmated peptrde (antr-CCP) and RF

© 123 Pharmacokmetlcs

Pharmacokinetics were characterrzed in 203 NHL patrents receiving; 375 mg/m rrtuxrmab weekly by IV infusion for 4 doses. The mean C,w 1ncreased wrth

" . ¢ach successive infusion and was 486 meg/mL(range, 78-997 mcg/mL) following the fourth infusion, Peak and trough serum levels of: rrtuxrmab were inversely -

correlated with pretreatment clrculatmg CD19- posrtrve B-cells and tumor burden thuxrmab was detectable in the serum . of patrents 3to 6 months after

) ompletlon of freatment.

©’ The pharmacokmetlc profile.of rrtuxtmab when admmlstered as 6 mfusrons of 375 mg/m in combmatron with' 6 (:ycles of CHOP chemotherapy was similar to

 that seén with rituximab alone; :

- Based on'a.population pharmacokmetrc analysrs of data from 298 NHL patients who recerved rrtuxrmab once weekly or once every three weeks the estrmated

i medran ‘terminal elimination half-life was 22 days (range, 6. 1.to'52 days): Patients with higher CD19-positive cell counts or larger measurable tumor lesions at. -

~ prefreatment hada higher clearance. However dose adjustment for pretreatment CD19 count or sizé of tumor leésion i is not necessary Age and génder had no.

" -gffect on the' pharmacoklnetrcs of rituximab. )

" Following admiristration of 2-doses of rituximab in patrents with rheumatord arthritis, the mean C i values were 183 meg/mL (CV=24%) for the 2x 500 mg -

dose and 370 micg/mL (CV= 25%) for the 2 x-1000 mg dose, respectlvely F ollowing 2% 1000 mg rituximab dose, mean volume of distribution at steady state was

43L (CV-28“/) Mean systemrc serum clearance of ntuxlmab was0. 01L/h (CV-38%) and mean termmal ehmmatron half hfe after the second dose was _’ S

. 19 days (CVs32%) ’ :

. Female patients’ with RA (n=86) had a 37% lower clearance of rrtuxlmab than male patrents with RA (n—25) The gender drfference in ntuxrmab clearance o
“does not: neceéssitate any dose adjustment because safety and efficacy of rituximab do-not appear to be inﬂuenced by'gender: - )
_© - The pharmacokmetrcs -of rituximab havé not been stydied in children and adolescents No formal studles were conducted fo examine the effects of sither renal :

of hepatrc impairmerit on the pharmacokmetlcs of ntuxrmab . . . R

13- NONCLINICAL TOXICOLOGY

13 1 Carcmogenesrs, Mutagenesrs, Impmrment of Fertlllty : C ’
“No:long-term animal studres have been performed t0 estabhsh the carcrnogemc or mutagemc potentlal of thuxan or'to determme potentral effects on, fertrhty
in males or females. - . . o . :

7 S 13 2 Ammal Toxlcology and/or Pharmacology

Reproductrve Toxwology Studres - E .
; An embryo-fetal developmental toxrcrty study was performed on pregnant cynomolgus monkeys Pregnant ammals recelved ntuxrmab vid-the mtravenous
rouite during early gestation (organogenesis period, post-cortum days 20 through 50). Rituximab was administered as loading doses on post-coitum (PC) days 20,
21 and 22, at15, 37.5 or 75.mg/kg/day, and then' weekly on PC Days 29; 36, 43 and 50, at 20,50 or 100 mg/kg/week ~The 100-mg/kp/week dose resulted.in 80%
- .of the exposure (based on AUCY of those- achieved following a dose of 2 grarns in humans thuxlmab Crosses the monkey placenta Exposed offspnng did not
- exhibit any teratogenic effects but did have decreased lymphoid tissue B cells. - :
. A subsequent pre-and: postnatal reproductive toxicity study. in cynomolgus monkeys was completed 10 assess developmental effects mcludmg the 1 recovery of )
" ‘B-cells and iminuné function in-infants exposed to rituximab in-utero. Animals were treated with a loading dose of 0, 15, or 75. mg/kg every day for 3 days,
followed by weekly dostng with 0, 20, or 100:mg/kg dose. Subsets of pregniant feinales were treated from PC, Day 20 through postpartuin Day-78, PC Day.76 -
through PC Day 134, and from PC:day 132 through delivery and: postpartum Day 28. Regardléss of the timing of treatfnent; decreased B célls and
immuneésuppression were noted in the offsprmg of ntuxnnab-treated pregnant ammals The B cell. counts returned: to normal levels and 1mmunologrc functron
was restored wlthm 6 months postpartum ’ o . o o .

14 CLINICAL STUDIES

14 1 Relapsed or Refraetory, Low-Grade or Folllcular, CD20-Posrtrve, B-Cell NHL S I '
‘The safety and effectrveness of Rituxan in relapsed refractory CD20+ NHL were demonstrated in 3 smgle-arm studres enrollmg 296 patrents

_Study I . : : : : :
. A multrcenter open—labe] smgle-arm study was conducted in 166 patlents with relapsed or refractory, low-grade or folhcular B-cell NHL who recerved
S 375 mg/m? of Rituxan given as an intravenous 1nfusron weekly for 4 doses. Patrents wrth tumor masses > 10 om or wrth>5000 lymphocytes/pL in the penpheral
‘blood were excluded from the study . . .
* U.S. BL 103704/4386 Amendment: thuxlmal)-v—nlm ‘ Gencn(eelu rtu. Lo Eel
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Results are summarrzed i Table 3. The mediar timie to onset of response was 50 days Dlsease-related signs and symptoms (1ncludmg B symptoms) resolved )

- m 64% (25/39) of those patrents wrth such symptoms at study entry.
) Stuaj) 2

Ina multrcenter srngle—arrn study, 37 pat1ents wrth relapsed of refractory, low-grade NHL recerved 37 5 mg/m of thuxan weekly for 8 doses Results are.

‘ ‘summarized in Table 3;

- Iha multrcenter sin gle-arm study- 60 patrents recerved 375 mg/m of thuxan weekly for 4 doses.” All patients had relapsed or refractory, 1ow grade or
follicular B-cell NHL and had achieved an objective. clinical response to Rituxan administered 3,835.6 months (median 14.5 months) prror to retreatment with

! thuxan Of these 60 patlents 5 recerved miore than one addrtronal course of thuxan Results are summarrzed in Table 3

Bulky Dtseqse - . . . :
" In-pooled data from studles one and three 39 patients wrth bulky (smgle lesron > 10 cm m drameter) and relapsed or. refractory, low-grade NHL rece1ved
thuxan 375 mg/m weekly: for 4 doses Results are summanzed in Table 3 S . .

Table 3

. Summary of thuxan Efﬁcacy Data by Schedule and Cllmcal Settmg ) A R
B R . Study 1 and Study3 S0 Study 3
' -Study'l‘ B : _St'u_dy21 .- .. Bulky disease, "+ - Rétreatment,
© Weeklyx4 - - Weeklyx8 - - - _ Weeklyx4 . -~ 1 - . Weeklyx4
S R  N=166." o N=3T o N=3¢ . N=60
|Overall Response Rate” -~~~ - L A8% T S% 3% 38%
Complete RésponseRate. =~ -~~~ .07 6% - - - S 1A% _ %, Do T10%
Median Duration.of Response™** ; 2 M2 s T 34 69 : 150 .
" | (Months) [Range] L Sw4214) . [2510365+ - [28102504] [3.01025.14]

¥ Six of these patients are 1ncluded in the first column Thus data front 296 mtent to treat patrents are prov1ded in thrs table.
* Kaplan-Meier. projected wrth observed range. . : . -

© o v indicatés an ongoing response.-
d Duratron of response mterval from the onset of response to d1sease progressmn

: 142 Pre,viously Untreated, Folllculalj‘; CDZO-Positive, 'BFCéll NHL :
Study 4 N '

A total of 322 patients with prevrously untreated foll1cular NHL were randomized (1:1)to Teceive up to erght 3—week cycles of CVP chemotherapy alone

" (CVP) or in combination with Rituxan 375 mglm onDay 1 of edch cyele (R- -CVP) in an open-label, multicenter study. The main outcome measure of the study
. was progressron—free survival (PFS) definéd as the time from randomization to the first of progression, telapse, ot death:

) Twenty-six percent of the study population was.>60 years of age, 99% had Stage I or IV disease, and 50% had an Internatlonal Prognostlc lndex (IPI) score -
>2. The results-for PFS as determined by a blinded, independent assessment of progression are, presented in Table 4. The point estimates may be influenced by
the presence of: informative censormg The PFS. results based on 1nvest1gator assessment of progressron were s1m1lar to those obtamed by the mdependent review

-assessment .

‘Tabled

| Efficacy Resulfsin Study 4 - - S R
e e ST SR
: RCVP; S o
Median PFS (years)® = - R 24 S 1;4 :
Hazardrano(%%cu" L baa020,068)

*p <0 0001 two- s1ded stratrﬁed log-rank test
b Est1mates of Cox regresslon stratrﬂed by center

' . Study 5

A total of322 patrents wrth prevrously untreated low~grade B-cell NHL who drd not progress at’ter 6.0r 8 cycles of CVP chemotherapy were enrolled inan-
pen-label imulticénter, randomized trial. - Patierits were randomized (1:1)to receive Rituxan, 375 mg/m” intravenous infusion, once weekly for 4 doses every ’

.6 months forup to-16 doses_or no further- therapeutic 1ntervent10n ‘The main outcome measute-of the study.was progressron—free survival defiried as the time from

randomization to progression, relapse or death Thrrty-seven percent of the study populatron was >60 years of age 99% had Stage III or IV dlsease and 63% -

had an. IPI score 22 : .
There was a reduction in the rrsk of progression relapse or death (hazard ratro estlmate m the range of 0 36 to 0. 49) for patrents randomlzed to thuxan as

- compared to those who received rio. addrtronal treatment.

: U.s. BL 103705/%Amcndmut’ Rituxlmsb—nnn Genenteell, Ine.
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14. 4 Diffuse Large B-Cell NHL (DLBCL)

The safety aid effectiveness of Rituxan were evaluated in three randomized, actrve-controlled open—label multrcenter studies with a collectrve enrollment of -

" 1854 patierits. Patients with previously untreated diffuse Jarge. B-cel] NHL received Rituxan in combmatron with cyclophosphamrde doxorubrcrn vmcrrstrne and
prednisone (CHOP) or other anthracyclrne—based chemotherapy reg1mens . : R .

Study 6 -

/.

" A fotal of 632 patrents age 260 years with DLBCL (mcludmg prlmary medrastmal B-cell lymphoma) were randonnzed inal:l ratro to treatment wrth CHOP -

or R-CHOP. 'Pati¢nts.received 6 or 8 cycles of CHOP, each cycle lasting 21 days Al patients in the R-CHOP.arm received 4 doses of Rituxan 375 mg/m on -

Days-7 and -3.(prior to Cycle 1) and 48~72 hours prior to Cycles 3 and-S. Patients who received 8 cycles of CHOP also received Rituxan ‘prior to cycle 7 The

_” main outcome méasure of the study. was progression-fres survival, defined as the time from randomization to the first of progressron relapse, or death,
Responding patients underwent a second randoinization to receive Rituxan or no further therapy. ’

Among all-enrolled patrents 62% had centrally confirmed DLBCL- hrstology, 73% had Stage III-IV drsease 56% had TP[ scores >2 86% had ECOG

" performance status of. <9, 57% had elevated LDH levels; and 30% had two or more ‘extranodal drsease sites rnvolved Efﬁcacy results are. presented in Tables. -

These results reflect a statistical approach which allows for an evaluatron of thuxan admrnrstered in the 1nductron settmg that excludes any potentral rmpact of

" - Rituxan given after the sécond randomization.
* Analysis of résults after the secotid randomization in Study 6 demonstrates that for patrents randomrzed to R CHOP addrtronal thuxan exposure beyond
induction was not assocrated wrth further |mprovements in progressron free survrval or overall survrval :

. Study 7 . - . . . oo . .

A total of 399 patients with DLBCL age 260 years were randomrzed inal:l ratro to receive CHOP or R CHOP All patrents recerved up to 8 3- week )

- cycles of CHOP induction; patrents in the R-CHOP armreceived Rituxan 375 mg/m”on Day 1 of each cycle "The:main outcome measure-of the study was event
free survival, defined as the time from randomization'to relapse, progressron change in therapy, or death from-any cause: Among all énrolled patients, 80% had

- stage 1L or IV- disease; 60% of patients had an ‘age-adjusted TPT =2, 80% had ECOG performance status SCOres’. <2 66% had elevated LDH levels; and 52% had
extranodal mvolvement inat least two srtes Effrcacy results are presented inT: able . .

~Study8

in combination with Rituxan, The 1main-outcome miasure of the study was time to.treatment failure, defined as time from randomization to the earliest of -
.. progressive disease, failure to achieve a complete response, relapse; or death. Among all enrolled patrents, 28% hdd Stage IV disease, 100% had IPI scores of
<1,99% had ECOG performance status of <2 29% had elevated LDH levels 49% had bulky drsease and 34% had extranodal mvolvement Efﬂcacy results are
presented in Table 5 . , : .

N  Table 5

A total of 823 patients’ wrth DLBCL aged 18—60 years were randomrzed ina 1 1 ratro to receive.an anthracyclme-contammg chemotherapy reglmen alone or -

EffcacyResultsmStudlesé 7, and8 R B
R 'smdys_ RN Study7 DR “Study 8-

L eedy e @=3%9) - (n=823) _
foos e e RCHOP - CHOP ', S RCHOP S CHOP. - R-Chemo ~ ~° Chemo _
“[Main ou_tcome", SR _ Progressron—free survrval : - Event- free survival - Time to treatment failure (years)
: S R ) : “(years) - . R (years) : o R -

: Medranofmam outeome measure 310 : l.6 R 29 S ; : 'NE" : “NE®
Hazard ratio®- - : S 069 S . 0.60“' o 045‘
Overall survival at2years % 6% 9% CoUss% o 95% . o 86% -
»lHazardratro » R 07 e S 0400 .

*-Significant atp<0 05, 2-s1ded." '
% NE=Not reliably estimable,
-° Kaplan-Meier estimates.- .~

- ¢ R-CHOPvs. CHOP

In Study 7, overall survrval estrmates at 5 years were S 8% vs. 46% for R CHOP and CHOP, respectlvely

) 7145 Rheumatord Arthritis (RA) : ' . ’
" Theefficacy-and safety of thuxan were evaluated in 517 patrents wrth active drsease who were recervmg methotrexate and had a pnor inadequate response o

at least one TNF inhibitor, Patierits were = [ 8 years, dragnosed with RA according to American College of Rheumatology (ACR): criferia and had at least.
-8 swollen and 8 tender;joints. “Patients teceived 2- doses of erther Rituxan’ 1000 mg or placebo as an. mtravenous infusion on days 1 and 15,in combmatron w1th

* continued- methétrexate 10~25 mg weekly: - :
- . Efficacy was assessed at24 weeks Glucocomcords were grven 1ntravenously pnor to each thuxan mfusron and orally ona taperrng schedule from baselme
through Day 16.: = .

The proportrons of thuxan (1000 mg) treated patrents achrevrng ACR 20 50 and 70 responses in thrs study is shown in: Table 6

S US. BL 103705/5256 An!sndmontr leimabn-—lmn Gemntoch‘ ln&
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S . Table6: R
ACR Responses-at Week 24 m Placebo-Cantrolled Stu’d’);_f
*(Percent pf Patients) (Modified Tnitent-to-Treat Population)
R : Placebo+MTX - . . ‘Rituxan+MTX
" Response . . - . - =201 o0 =298
ACR20. . . 18% - 51%
Sl p<0oool
ACRS50 = S% 2%
R S p<0:0001 -
ACRT0. © "0 % 1%
: i ‘ C ' . p<0.0001 ° '

- Imprbvément was also noted forall compbnerits of ACRresponse following treatment with Ritlixan—,ras,éhown'in'Tablt‘?; 7.
o ' : 0 Table7 B
Coimpénents of ACR Response - .
 (Modified Intér},t—po_—TreétPobulatioh) R I v
SRR "Plaéebb;ﬁMTX T " Rituxan+MTX

- Parameter . . - ; S =200y - (n=298) . s
- (median) - . oo ‘Baseline - .~ - . Wk24 - 'Bés:c,livﬂe, PR ng24' :
S IR T30 - U270 0 330 T T 1B0F

. , 00 o190 T ate LT 9sE
K PhysicianGlobal_?Assessment‘ - N ) A 710 ’ U690 : ; v S.710 . S S0 360%
Patient-G_l‘éba[A’ssessmeht“ B CooS I mBos 880 71.0 o 41.0%
Pain® . SR 680 o680 610 o 3BSE
Disability Index (HAQ)" o200y : 19 0T 1K
|eRP@ngary 24 . o Tcasc 26 09
¥ Visual Analogue Scale: O=best; 100=worst. .~ =~ " - ST T IR R o
- * Disability Index of the Healtlt Assessment Questionnaire: 0=best, 3=worst. '

¥ p<0,001, Ritixan + MTX vs. Placebo + MTX. - ° :

[ Tender Joint Count
| Swollen Joint-Count .

“The time course'of ACR 20 résponjs'e for this'study' is'shown in F iguré-l. Although both treatment groups received d~br'1_efcoixfse_-of intravenous and.oral 7
glucocorticoids, resulting in similar benefits at week 4, higher ACR 20 responses were observed for the Rituxan group by week 8-and were maintained through
week 24 after a single course-of treatmgnt_(Z infusionis) with Rituxan. ‘Similar patterns were demonstrated for ACR 50 and 70 responses.. . - - S
' o Figwed. oo Y

ACR 20 Résponsés Qver 24 Weeks

ool While the éfﬁcac_y of Rjtuxan was:subpqrted_by‘ t\ivo'wéllféoﬁtrollgd 'tfi,a]_s in RA: patients who had iriadequéte resiaohseé to dohabiqlogié DMARDé,’bjlt \'&ho ;
- had not failed TNF an_tagoni;t_t'herapy,ra»fa\ioiable'risk'bgéneﬁt relationship has not been established in this-population [see Wapnings.and Precautions(3.13)]. -
-0 U8, BL 103708/5356 Aimendment: Rituximab—BIIH « Genentech, Inc. o
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Radrqgraphrc Response
- Structural joint damage was assessed radlographrcally and expressed as changes in Sharp Genant Toml ‘Score and its components joint space

' " narrowing score and erosion s¢ore. The:results are shown in Table 8 thuxan plus MTX slowed the progressmn of structural damage compared to placebo plus

MTX-at 56 weeks

Table 8 Mean radiographic' change from baseline to 56 weeks . -

"Placebo+ MTX - Rituxan + MTX - “Treatment - - 95% Cl for the -

S (n=184) .~ - (@=273) . = Difference = . Treatment
. Parameter ... MeanChange - MeanChange. ~ (Placebo-Rituxan) - Difference = | .

'Sharp-GenantTotal Cooo28 . - w000 o181 (048,2:14)

Score I ) RS R : R
Total]oint'Spac_e- S 099 T oar o cooss o (018,099)
Narrowing Score . : : SR . o T .

| TotalBrosionScore 132 - oo 059 . 07 @2128)

16 HOW SUPPLIED/STORAGE AND HANDLING’ : '
thuxan vials [100-mg (NDC 50242-051:21)-and 500 mg (NDC 50242-053 06)] are stable at 2°C—8°C (36“F—46"F) Do not use beyond explratlon date

stamped on carton. Rituxan vials should be protected from direct sunlight. Do not freeze or shake.:

Rituxan solutions for infusion may be stored at 2°C+8°C (36°F~46°F) for 24 hours. Rituxan solutions for- 1nfus1on have been 'shown to be stable for an -

" - - additional 24 hours at room. temperature ‘However, sinicé Rituxan solutions do not contain a preservatlve diluted solutlons should be stored refrigerated
: 7(2"C-8°C) No 1ncompat|b111t1es between Ritwkan and polyvmylchlonde or polyethylene bags have been observed .

. 17 PATIENT COUNSELING INFORMATION

See Medlcatlon Gulde (17. 2)

174 General Counselmg Informatron : : ’ )
Patients should be provided the Rituxan Medrcatlon Gulde and provrded an opportumty to read prior to each treatment sessron Because caution should be

. exefciséd in administering Rituxan to patients with-active infectiors; it is- important that the patlent s overall health be agsessed at each VlSIt and any questrons .
" resultitig ﬁom the patlent’s reading of theMedlcatron Guide be discussed.

~ Rituxan is detectable in serum for up to six monihs followmg completlon of therapy Ind1v1duals of chrldbearmg potennal should use effectlve contraceptlon

- durmg treatment and‘for: 12 months after thuxan therapy

Us.BL 10@705/5256 Amsndnnts nnuxtmau-—nnmeemmm rue. s
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MEDICATION GUIDE .
* RITUXAN® (ri-tuk” san)
(rituximab)

_Read the Medlcatron Guide given to you before you start Rituxan and before each Rituxan mfusron The mformatlon may have
- - changed. This Medication Guide does not take the place of talking to your doctor about your medlcal condrtlon or your treatment.,‘
Talk with your dogtor- if you have any ‘questions.about 3 your treatment with Rituxan. -

What is the most 1mportant mformatlon 1 should know about thuxan" :

' thuxan can cause serious side effects mcludmg

Progressnve Multlfocal Leukoencephalopathy (PML)

e PML is arare brain 1nfect10n PML Lusually causes death or severe drsabrhty
e - Call your doctor right away if you notice any new or worsening medical problems such'as a new or- sudden change in
, - thinking, ‘walking; strength, vision, or other problems that have lasted over several days .
& . PML usually happens in patients with weakened immune systems. -
‘¢« - PML can oceur during treatment with Rituxan or after treatment has f'mlshed
"~ e . Therei is no known treatment, preventlon o cure for PML -

L. Infusron reactions. Tell your doctor or get medical treatment right away ify you get h1ves, swelhng, drzzmess, blurred

VlSlOIl drowsmess headache, cough, wheezmg, or have trouble breathmg while recervmg or: after receiving thuxan

" Tumor Lys1s Syndrome (TLS) TLS is caused by the fast breakdown of certam types of cancer cells. TLS cancause =~ -
* - kidney failure and the need for dialysis treatment. Patlents recelvlng Rituxan f()l' non~Hodgkln 3 lymphoma (NHL) may get :

TLS. Your doctor W1ll check you for TLS.:

v

- 9" o Severe skin reactlons Tell your doctor or: get medlcal treatment rlght away if you get any of these symptoms pamful

: r.sores on. your skm or m your mouth ulcers, bhsters, or peehng skm whrle rece1v1ng or after receiving thuxan

. See “What are possible side»eﬂ'eets with thnxan‘”’ for other senous side effects :
“What is thuxan" : ' : '

thuxan is a prescrrptron med1c1ne used in. adults '

.« alone or with' other anti- -cancer medrcmes to treat certam types of NHL.

e w1th another medlcme called methotrexate to reduce the signs and symptoms of Rheumatold Athritis (RA) aﬁer at least one .

other medrcme called a tumor necrosls factor (TNF) mhrbrtor has been'used and. drd not work well

: ’ o R1tuxan has fiot been studled m ch1ldren S _
What should Ltell my doctor before treatment w1th thuxan" _' )
oo Tell your doctor about all of your medlcal condltrons 1nclud1ng if's you

" ‘had a'severe. 1nfusron reactron to Rituxan in the. past CL :
havean infection or have an infection that will not go away or that keeps commg back : s
“have or had hepatitis (liver) infection. See “What are the possible side effects of thuxan?” If so, your doetor should
check you closely for signs of hepatltls infection during treatment with Rituxan and for several months after treatment ends
“are scheduled to receive any vaccrnatmns You should ot receive llve vaccines. aﬁer you recerve thuxan
" have heart or lung problems. S
. “are pregnant or plannmg to become pregnant It is not known 1f thuxan can harm your unbom baby

‘w1th Rituxan and aﬁer ﬁmshmg treatment, untrl blood tests show that there isno: thuxan inyour “blood. -

N Tell your doctor about all the med1c1nes you take mcludmg prescrrptlon and nonprescrrptron medlcmes v1tam1ns or herbal .
, supplements If you have RA, especrally tell your doctor 1f you take or have taken another medrcme called a TNF mh1brtor ora . -
- DMARD (dlsease modrfymg ant1-rheumat1c drug) N : . v . Do :

= How do I recelve thuxan" ' '

- t , thuxan is grven through a needle placed ina vem (IV or 1ntravenous mfusmn), in your arm Talk to your doctor about how »:' _ ;

*+ you will receive Rituxan, -

L " “Your doctor may prescrrbe ‘medrcmes before each 1nfusron of Rttuxan to reduce SIde effect of mfusrons (such as fever and

E chllls)

' ¢ © 7 Your doctor should do regular blood tests to’ check for side effects to thuxan

" U.S. BL, 103708/8286 Amendnient: llltuxlmb—-ammd}emmh; e .
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: ;Before each Rituxan treatment your doctor or nurse w1ll ask you questrons about your general health to make sure that Rttuxan is
still right for you. Tell your doctor of nurse’ about any new symptoms and symptoms that get worse over a few days or that wrll '
not go-away. - : : . . o .

What aréthe poss1ble side effects of thuxan"

The “What is tho most lmportant information T should klmw about Ritllxau"” sectlon lists certain serrous and life threatenmg'
-side, effects with: thuxan thuxan can cause other serious and life threatenmg 51de effects mcludmg ' .

. :Hepatltls B vrrus reactrvatron Tell your doctor if you had Hepatms B virus ot are ‘a carrier of Hepatms B virus. ,
- Receiving Rituxan could cause the Hepatitis B virus to become an active infection again. - This may cause serious llver S
o vproblems arid death. . People wrth actrve liver disease due to Hepatitis B should stop recervmg Rituxan. .

o o Heart Problems. Tell your doctor about any heart problems you have Includmg chest pam (angina) and m'egular heart
- -beats. ‘Rituxan can cause chest pam and 1rregular heart beats whrch may requrre treatment :

e ; Infections. thuxan can increase your chances for gettmg 1nfect10ns Call your doctor rrght away if; you have a cough that
*will not go away, fever, chllls congestlon of any ﬂu—hke symptoms while recelvmg thuxan These symptoms may be ‘
signsof a serrous 1nfect10n ' o .

o - Stomach and bowel problems Serrous stomach and bowel problems have been seen when' thuxan has been used wrth
- antl~¢ancer medicines in some patients with non-Hodgkin s lymphoma Call your doctor nght away if you have any
- 'stomach area paln durlng treatment with R1tuxan )

Common s1de effects durmg thuxan mfusrons lnclude°

o fever - + - headache’
¢  chills and shakes _ ¢ nausea -
« itehing- =~ - - ; S0 Ce hives:
P oough o - L sne‘ezing-' ‘
. throat 1rr1tatron or tlghtness - BRRKRE

- Other s1de effects w1th thuxan mclude:

« . achingjoints

& . upper tespiratory tract mfectron
« . decreased blood cell counts o
. lung problems :

. Tell your doctor about any. 51de effect that bothers you or that does not g0 away. These are not all of the possrble srde effects with
'thuxan Ask your doctor for more mfonnatlon o o

N General Informatron about thuxan

Thrs Medlcatron Gurde provrdes a summary of the most 1mportant mformatron about RJtuxan Medicmes are sometimes -

- prescribed for purposes.other than those listed in a Medication Guide: If you wouild. 11ke mote information or have any questlons,

.~ talk with your doctor. You can ask your doctor for 1nformat10n about thuxan that is wrltten for healthcare professronals You :
- can also-visit www thuxan com or ca]l 1-877- 474~ 8892 :

5 -

B What are the mgredlents in thuxan"
. 'Active ingredient:" rituximab = - ' IR o o
. Inact1ve mgredrents sodrum chlorrde sodlum crtrate dlhydrate, polysorbate 80 and water for 1nJect10n R

-'iJomtly Marketed by Blogen Idec Inc and Genentech USA Inc }:' B

Manufactured by

_'Genentech Inc
" 1DNA'Way
_'South San Franclsco, CA 94080 4990

.-©2008 Blogen ldec Inc and Genentech Inc '

o Revrsed 01/2008 oo o , o R
: 'Thls Medicatron Gulde has been approved by the U S Food ‘and Drug Admrnlstratlon
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