- SYNDROME (TLS), SEVERE MUCOCUTANEOUS REACTIONS
and PROGRESSIVE MULTIFOCAL LEUKOENCEPHALOPATHY
- | ML),
See fullt preseribing ial'armatioa for. complete boxed warnmg

11423 EinalLabeling.Text

) HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use -

S Rituxan safely and effectlvely See full prescrlbmg mformatmn for
. thuxan . : g . .

RITUXAN'(ritnximajb) _

. JInjection for Intravenous Use
- ;ImtlalUS Approval 1997

s - Fatal infusion reactions within 24 hours of Rituxan mfusnon occur;)
- approximately 80% of fatal reactions occnired with first i infusion.
Monitor patlents and dlscontmue thuxan mfusron for severe
reactions (5.1), . :
« Tunior Iysis syndrome . 2) :
« Severe Mucocutaneous Reactlons, some wnth fatal outcomes (5 3)
. ,PML resultm _m death (5 42 ; L

ts

et RECENT MAJOR CHANGES-----—---------------—-
Boxed Warning, PML : S 02/2007
) Wammgs and Precautions, PML (5 4) - B " 08/2007
oot oo INDICATIONS AND. USA GEnrreecormseomsnmiemsent

' ) Rituxan is-a CD20-d1rected eytolytw antibody 1ndlcated for the treatment
of the foIlowmg

- Non-Hodgkin’s Lymphoma (NHL) Ly

« Rheurnatoid Arthritis (RA)-in combination with methotrexate in adult o

“patients with moderately-to severely active RA who have madequate

° - response 10 one or more TNF antagomst theraples (1 2)

et :DOSAGE AND ADMINIST RATION—---------------—
DO NOT ADMINISTER AS AN IV PUSHOR BOLUS. ©

& The dose for NHL is 375 mg/m @.1).

) f .. The dose as a comiponent of Zevalin® (Ibntumomab tluxetan)

" Therapeuti¢ Regimen is 250 mg/m (2.2

"~ e The dose for Rheumatoid Arthritis is two—lO(lO mg IV mfusmns N
- . separated by 2 weeks in combination with methotrexate.

- Methylpredrisolone 100 mg IV or equivalent giucocotticoid i is
: recommended 30 mmutes prlor to each 1nfu31on (2 3)

USBL IOSMMAmendmu mmim-_m-nnntcmme».m S
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s Non-Hodgkm s Lymphoma (NHL):- Common adverse reactlons

—-DOSAGE FORMS AND STRENG'I‘HS-_----.-.-..-----

e 100 mg/ 10 mL and 500 mg/50 mL solution in & slngle—use vial (3):
’*ONTRAINDICATIONS----------------------—-- S

None.

--—-------------------WARN]NGS AND PRECAUTIONS---'-'--Q-; -------- o
« Tumor lysis syndrome admlmster prophylaxxs and momtor renal
furiction:(5.2). )

" ‘& “PML - monitor neurologlc functlon Dlscontmue Rituxan. (5 4.
e Hepatms B reactivation. with fulminant hepatitis, sometimes fatal —

scréen high risk patierits-and mionjtor HBV carriers during and several
months after therapy: Dlscontmue Rituxan if reactivation occurs (5.5).

o Cardiac arthythmias and angina can occur aid ¢an be life threatenmg

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

: o - Bowel obstructlon and perforatlon -evaluate complamts of. abdommal

 pain(5:9).

] - “Do not administer live v1rus vaccmes prlor to or during thuxan (5.10).
C. Momtor CBCat regular mtervals for severe cytopenias (5 11 6 1)

ADVERSE REACTIONS----------

: _-(>25%) in clinical trials were: mfusmn feactions; fever lymphopema
chills, infection and asthenia (6.1). -
« Rheumatoid Atthritis (RA) Common adverse reactlons (>5%) )
. “hypértension, nausea; upper respiratory tract infection, arthralgia, =~ -
" pruritus, and pyrexia (6 2). Other important adverse réactions include
,mfusnon reactlons serious mfectlons and cardlovascular events (6, 2)

To report SUSPECTED ADVERSE REACT IONS contact Genentecll

“at 1-888-835-2555 or FDA at 1- 800- FDA-1088 or
S WWWL fda gov/medwatch

~-DRUG: INTERACTIONS-----------.--------a.-f--

. Renal tox1crty when used in combination with'cisplatin (5. 8).

—-USE IN SPECIFIC POPULATIONS-

¢ - Pregnancy: ‘No human data. No teratogemc effects. Reversible

reductxon inB cell Iympho1d tissue in primate offsping after maternal
“exposure to doses similar to hutnan therapeutic doses (8.1).
¢ Nursing Mothers: Unknown if Rituxan:is present in human milk. -
Hunian IgG does cross into human mllk but is not srgmﬁcantly
T absorbed from the mfant gut (8. 3) : :

‘See 17 for PATIENT COUNSELING INFORMATION and :

Medlcatlon (,ulde ,'
Revnsed 01/2008 )




’ 'FULL PRESCRIBING INFORMATION CONTENTS* S

WARNING: ATAL INFUSION REACTIONS, TUMOR LYSIS SYNDROME (TLS), SEVERE MUCOCUTANEOUS REACTIONS, and
PROGRESSIVE MULTIFOCAL LEUKOENCEPHALOPATHY (PML) . ) o
1 'INDICATIONS ANDUSAGE . = - . ) : S C
1.1 - Non:Hodgkin's Lymphioma (NHL)
1.2 .Rheumatoid Arthritis :
2 DOSAGE AND ADM]NISTRATION
2.1 - Administration - )
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FULL PRESCRIBING INF ORMATION

WARN[N G AL USION REACTIONS, TUMOR LYSIS SYNDROME (TLS), SEVERE MUCOCUTANEOUS REACTIONS, and
PROGRESSIVE MULTIFOCAL LEUKOENCEPHALOPATHY (PML) )

Infusrou Reactlons S S ’

‘Rituxan adminjstration can result in serious, mcludlng t‘atal mfusron reaetlons. Deaths wrthm 24 hours of Rituxan infusion have oecurred
Approxrmately 80% of fatal infusion reactions occurred in association with the first infusion. Carefully monitor paticnts durmg infusions. Dlseontmue
thuxan ml‘usron and provnde medlcal treatment for Grade 3or4 ml‘usxon reactlons [see Warnings and Precautmns (5 1), Adverse Reactlons 6.1)].

Tumor Lysis- Syndrome (TLS) )
Acute renal failure requiring dialysis with mstances of fatal outcome can occurin the settlng of TLS followmg treatment of nomﬂodgkin’s lymplloma
(NHL) patlents with Rituxan [see Warmngs and Precautmns {5. 2), Adverse Reacticms (6)]

Severe Mucocutaueous Reactlons ) :
Severe, mcludmg fatal, mucocu taneous reaetlons can occur in patleuts recewmg Rituxan [see Warmngs and Precautwns (5 3), Adverse Reactwns (6)]

Progressive Multll‘ocal Leukoeneephalopathy (PML).

JC vnrus mfectlon resultmg in PML aud death can occur m patlents recelvmg thuxan [see Warnmgs and Precautmns (5. 4), Adverse Reacttons ( di4)]

1. INDICATIONS AND USAGE -

1. A Non—-l-lodgkln’s Lymplloma (NHL) : i
) Rituxan® (rituximab) is. indicated.for the treatment of patlents w1th
% Relapsed or refractory, low-grade ar follicular, CD20-positive, B- cell NHL asa smg]e agent

. Prevrously unitreated follicular, CD20-pos1t|ve, B-cell NHL in combmatlon with CVP chemotherapy : s
.« - Non-progressmg (1nclud1ng stable d1sease), low- grade CD20-pos1tlve B-cell NHL, as a single agent, after first-line CVP chemotherapy
o Prevxously untreated d1ffuse large B-eell CD20-pos1t1ve NHL i in eomblnatlon with CHOP or other- anthracyclme-based chemotherapy reg1mens

1. 2 Rhieumatoid Arthntls
Rituxan® (ntuxunab) in comblnatlon with methotrexate is mdlcated to reduce signs and symptoms and to slow the progressron of $tructural damage in adult
patlents with moderately-to severely- active rheumatoxd arthntls who- have had an madequate response to one o more TNF antagomst theraples

" 2" DOSAGE AND ADMINISTRATION

2 1 Administration .
-~ DONOT ADMINISTER AS.AN INTRAVENOUS PUSH OR BOLUS
- ‘Premedicate before eachi-infusion [see Dosage and Administration (2. 5)] Admmlster only as an mtravenous mfusron [see Dosage and Admmtstratton (2 1
&~ First Infusion; “Initiate mfusxon at a rate of 50 mg/hr In ‘the’ absence of 1nfu51on toxlclty, increase mfuslon rate by 50 mg/hr mcrements every 30 minutes, to a
S maximum of 400 mg/hr, . .
- * 4 Subsequent Infusions: Imt1ate 1nfus10n ata rate of 100 mg/hr In the absence of mfusmn tOXlCIty mcrease rate by 100 mg/hf 1ncrements at 30-mmute
" iniervals, to a maximum of 400 mg/hr. :
e Initerrupt the 1nfuslon ot slow the infusion rate for 1nfus10n reactlons [see Boxed Warmng, Warmngs and Precautrons (5 ). Contlnue the iisfiision at onc-half
; the prevrous rate upon lmprovement of symptoms. - :

23 Recommended Dose for Non~Hodgklil’s Lymphonia (NHL) :
; The recommended dose is 375 mg/m as an intravenous infusion accordmg to the followmg schedules
" Relapsed-or Refractory, Low-Grade.or Folllcular, CD20- Posrtwe, B-Cell N]-[L
.~ Administeronce weekly for 4 or 8 doses. -
« . Retieatment for Relapsed or Refractory, Low-Grade oF Folllcular, CD20—Posntlve, B-Cell NHL
... :Administer once weekly for 4 doses.
* o - Previously ‘Untreated, Follicular, CD20-Pos1t|ve, B-Cell NHL
o _Admlmster on Day-1 of each cycle of CVP chemotherapy, for up to 8 doses.
& ‘Non-progressing, Low-Grade; CD20- Positive, B-cell NHL, after first-line CVP chemotherapy
S Following completion of 68 eycles of CVP chemotherapy, admm1ster once weekly for 4 doses at 6 month mtervals to a maximum of 16 doses:
¢ Diffuse Large B-Cell NHL : : :
' f Administer-on Day 1 of each cycle of chemotherapy for up to 8 mfuslons

2 3 Recommended Dose as a Component of Zevaliu
- Infuse r1tux1mab 250 mg/m” within 4 hours prlor to the administration of lndlum-l 11 (In—l 11 ) Zevalm and w1th1n 4 hours prior to the: admlmstratlon of
T Yitrium=90- (¥=905) Zevalin, . A ) . .
~ & “Administer-Rituxan and In-111 Zevalm 7-9 days prlor to thuxan and Y-90- Zeval]n
: e Refer to the Zevahn package msert for full prescrlbmg mformatlon regardlng the Zevahn therapeutlc reglmen

2 4 Recommeuded Dose for Rheumatoid Arthritis S
L. " Two-1000 mg intravenous infusions separated by2 weeks : : : : : :
. .4 Glucocorticoids admlmstered 4s methylprednisolone 00 mg intravenous or 1ts equwalent 30 mmutes prlor to each mfuswn are recommended to reduce the .
" incidence and severlty of 1nfus1on reactions.’ Safety and efﬁcacy of refreatment have not been estabhshed in controlled trials [see Warmngs and Precautzons
G149 - : , -

: - thuxan is glven in combmatlon w1th methotrexate A

' 2 5 Recommeuded Concomrtaut Medlcatlons s )
Premedxcate before each infusion thh acetammophen and an ant1hlstamme

' 2:6- Preparatlon for Admlmstratlon ] ’ ’
‘Use appropriate aseptic technique. Parenteral drug products should be mspected v1sually for partlculate matter and dlscoloratlon pnor to admlmstratlon ‘Do:
- not use vial 1f partlculates or d1scolorat10n is present W1thdraw the necessary amount of thuxan and dllute toa ﬁnal concentratlon of 1 to 4 mg/mL inan -

U.s. BL 103‘705/5256 Amondmeuts Ritnxlmabu-nlm Gmntech, lne. :
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infusion bag containing either 0. 9% Sodrum Chloride, USP or 5% Dexfrose in Water USP. Gently 1nvert the bag to mix the solition, Do ot mix-or dllute wrth
other drugs Discard any unused portron left ifi the vIal. . .

3 "DOSAGE FORMS AND STRENGTHS
100'mg/10 ml. single use vial :
500 mg/50 mL single use vial
4" - CONTRAINDICATIONS -
Nome: - -
5 WARNINGS AND PRECAUTIONS

51 Infusron Reactrons : ‘ :

" Rituxan can cause severe, mcludmg fatal 1nfusron reactions. Severe reactions typrcally occurred durrng the first infusion: wrth time to:onset of
30+120 minutes. Rituxan-induced infusion reactions and sequela¢ include urticaria, hypotension, angioedema, hypoxia, bronchospasm, pulmonary infi ltrates
acute respiratory distress syndrome, myocardial infarction, ventricular ﬁbrrllatron cardiogenic shock, or anaphylacteid events.

Premedicate patients with an antihistamine and- acetammophen prior to dosing. Institute medical ‘management (¢.g: ghicocorticoids, epmephnne

" bronchodilaiors, or oxygen) for infusion réactions as needed.  Depending on the severity of the infusion reaction and the required intérventions, consider
resumption of the irifsion at 4 minimum 50% reduction in rate after symptoms have resolved. ‘Closely monitor the following patients: those with pre-existing

.~ cardiac or pulmonary condltrons those who. experrenced prior cardropulmonary adverse reactions, and those wrth hrgh numbers of c1rculatmg malrgnant cells o
( >25 000/mm’) [See Baxed Warnmg, Warnings and Precautzons (5 7), Adverse Reactlons (6 1). ] :

5 2. Tumor Lysrs Syndrome ([LS) : ’ L :
' Rapid reduction in tumor volume’ followed by acute renal fallure hyperkalemra hypocalcemra hyperurrcemra ‘or hyperphosphatemra can occur wrthrn
12-24 hours after the first infusion.. Fatal TLS cases have occurted after administration of Rituxan: A high number of crrculatmg malignant cells (225, 000/mm’)
- or high'tumor burden confers @ greater risk 0f TLS after rituximab. Consider prophylaxis for TLS'in patients at high risk." Corfect electrolyte abnormalltles

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

53 Seyere Mucocutaneous Reactrons : '
" Mucocutaneous reactions, some with fatal outcome, ¢an ocour in pat1ents treated wrth Rituxan. These reactlons include paraneoplastlc pemphrgus
Stevens-Johnson syndrome, lichenoid dermatitis, vesiculobullous dermatitis, and toxic epidermal necrolysrs 'The oniset of these reactions has varied from
1+13 weeks following eruxan exposure Discontinue Rituxan in patients who experience a severe mutcocutaneous reaction, The safety of re-admrnrstratron of
) thuxan to patients- with severe mucocutaneous reactrons has not been determmed [See Boxed Warmng, AdVerse Reactmns (6 1 6. 4) ] : :

T 54 Progroesrve Multrfocal Leukoencephalopathy (PML) : : :

JC virus infection resulting in PML aiid death can occur in thuxan-treated patrents Wlth hematologrc mahgnancles or wrth autormmune drseases for which
Ritixan has not been approved. The majority: of patients-with hematologlc malignancies dlagnosed with PML recelved Rituxan in combination with
chemotherapy or as-part of a ‘hematopoietic sten cell-transplant. The patients-with autormmune diseases had prror or concurrent 1mmunosuppressrve therapy and
were diagriosed with PML within 12 months of their fast infusion of Rifuxan,

. “Consider the d1agnos1s -of PML in any patient presenting with new onset. neyrologic manlfestatrons Evaluat1on of PML mcludes but isnot 11m1tecl to
cohsultation with a neurologrst brain MRI, and Tumbar puncture. Discontinue Rituxan and consider drscontmuatron or.reduction of any concomrtant
chemotherapy o 1mmunosuppress1ve therapy in patlents who develop PML [See Boxed Warnmg, Adverse Reactions (6 4). ] ' . :

55 Hepatltls B Vlrus (HBV) Reactlvatlon : R : : :
- ‘Hepatitis B virus (HBV) reactivation with. fulmlnant hepatrtrs hepatrc farlure and death: can occur in patlents with: hematologrc malignancies treated wrth
thuxan “The medran trme to the d1agnos1s of hepatrtrs was approxrmately 4 months affer the initiation of thuxan and approxrmately ane month aﬁer the last
‘dose.- - -
~ Screen patrents at hrgh rrsk of HBV infection before initiation of thuxan Closely monitor carriers of hepatms B for chmcal and laboratory signs of actrve
HBV mfectron for Several: ‘months followmg Rituxan therapy. Discontinue Rituxan and any concornitant chemotherapy in patrents who develop viral hepatitis,
_and institute appropnate treatment including antiviral therapy: Insufficient data exist regardrng the safety of resuing thuxan in patlents who develop hepatrtrs

o subsequent to HBV reactivation. [See Adverse Reaetwns (6 4). ]

5.6 Other Viral Inl‘ectlons : ) o : : : :

" The followmg additional serious v1ra1 rnfectrons erther new, reactrvated or exacerbated have been 1dentlﬁed i clrnrcal studles or postmarketmg reports T he

* majority of patients received Rituxan in combination with chemothierapy or-as part of @ hematoporetrc stem cell transplant. - “These viral infections included -

o cytomegalovrrus herpes simplex virus, parvovirus B19, ‘varicella zoster virus, West Nile virus, and hepatitis C. In'some cases, the vrral mfectlons occurred as late -
© asone year followirig drscontmuatron of thuxan and have resulted in death [See Adverse Reacnons (6 1, 6. 4) ] : - S

5. 7 Cardrovascular : : i S ) : . - . :
‘Discontinue infusions for serious or lrfe threatemng cardrac arrhythm1as Perform cardrac momtormg durmg and after all 1nfusrons of Rituxan for patrents
i 'who develop cllmcally srgmﬁcant arrhythmras ‘or who have a hrstory of arrhythmla or angrna [See Adverse Reactmns {6.4). ] R

58 Renal . ' : : B
. Severe; 1ncludmg fatal renal toxrcrty can, oceur after Rituxan admmrstratron in patrents w1th hematologrc malrgnancres Renal toxrcrty has occurred m patrents
] wrth hlgh numbers of c1rculat1ng malignant cells(»25, OOO/mm3) or. hrgh tumor burden who experjence tumor lysis syndrome and.in patrents with NHL
_admrmstered concomitant cisplatin therapy during clinical rials. The combination of clsplatm and Rituxan is riot an approved treatment régimen. Use extreme - .
_caution'if this non- approved combination: is used i in clrmcal trials and monitor closely for srgns of renal failure. Consrder drscontrnuatron of thuxan for patrents
wrth a rrsmg serum creatmme or olrgurra ) : i

59 Bowel Obstructron and Perforatron . ‘ ' :

o Abdominal pain; bowel obstructron and perforatron in soirie cases leadrng fo- death ‘catt oceur iy patrents recervmg thuxan if combrnatron with )
: chemotherapy In postmarketmg reports, the méan time to documented gaslro-rntestmal perforatron was 6.(rarige 1<77) days i in patlents with NHL: Performa

thorough dragnostrc evaluatlon and 1nstrtute approprrate treatment for complarnts of abdommal pam, especrally early in the course of thuxan therapy [See

Adverse Reacnons (6 4) 1 .

-5, 10 Immumzatlon .-
) “The safety of i 1mmumzatlon with: lrve vrral vaccines followmg thuxan therapy has not been. studred and vacclnatron wrth llve virus vaccines isnot - )
'recommended Physicians should review the vaccination status of patients ivith RA bemg congidered for Rituxan treatinent and follow the Centers for Disease . -

“‘Control and Prevention (CDC) gurclelmes for adult vaccination with non-live vaccines intended to.preverit infectious disease prior to therapy. -

For NHL patrents the beneflts of prlmary or booster vaccmatrons should be werghted agamst the rrsks of delay in 1mtratlon of R1tuxan therapy

: 'Us. BL 1637088286 Amendments mmmwnnn Gellcntooll, Ima o
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,5 11 Laboratory Monitoring : : ’

‘Because Rituxan binds to all CD20-pos1trve B lymphocytes (malrgnant ‘and nonmalrgnant) obtam complete blood counts (CBC) and platelet counts at regular
intervals dunng Rituxan therapy and mors frequiently in patients who develop cytopemas [see Adverse Reacttons (6.1 )] The duratlon of cytopenias caused by
Rituxan can extend nionths beyond | the treatment period. . . . .

’ 5 12 Coneomrtant Use with Brologrc Agents and Disease Modrfymg Antr-Rheumatre Drugs (DMARDS) other than Methotrexate in RA :
v * Limited data-are available on the safety of the use of biologic agents of DMARDs other than methofrexate.in patients exhibiting peripheral B cell depletron
fOIIOng treatment w1th r1tux1mab Observe patients closely for signs of 1nfect|on if brologrc agents and/or DMARDs are used concomltantly :

'5.13 Use in- RA Patrents Who Have Not Had Prior Inadequate Response to. Tumor Necrosrs Factor (INF) Antagomsts .
" 'While efficacy: of Rituxan was supported in two well-controlled trials in patients with RA with prior inadequate responses to, non- b1ologrc DMARDs 4
- _favorable risk beniefit relatronshrp has not been established in this population. - The use: of Rituxan in patrents w1th RA who have not had prror 1nadequate response
to one or more TNF antagonlsts rs not recommended [see Chmcal Studzes (14, 5)] S < . .

5. 14 Retreatment in Patrents w1thRA . ) .
~ Safety and efficacy of retreatment have not been estabhshed mn controlled trrals A llmlted number of patients have. recelved two to five courses (two’ 1nfusrons
per course) of treatmeni in-an uncontrolled setting. In clinical trlals in patients. wrth RA, most of the patients who'received add1tronal courses d1d 5024 weeks

- -after the previous course and none were réireated soonet than 16. weeks.

6 - ADVERSE REACTIONS : : : -
The followrng adverse réactions are discyssed in greater detarl in-other sectlons of the labelmg
Infiision reactions [see Warnings and Precautions (5.1)]. S ) )
Tumor lysis syndrome [see Warnings and Precautions (3. 2000 e R S
- Mucocutaneous reactions [see Warnings and Precautions (5.3)] : :
Progressive multifocal leukoencephalopathy [see Warnings and Precinitions (5: 4)]
- Hepatitis B reagtivation with fulminant hepatitis [see Warnings and. Precautrons (5 5)]
—Other vital infections- [see Warnings and Precautions (5.6)] . .
~Cardiac arthythmias [see Warnings and Precautions (5.7)]
Renal toxicity [see Warnings and Précautions (5.8)]
Bowel obstructron and perforatron [see Warnmgs and Precautmns (5 91

-8 &8 & ‘. . . -

,The most common adverse reactIons of Rituxan (chdence 225%) observed in Patients wrth N}[[. are mfusron reactlons fever, chllls mfectron asthema and
: lymphoperua
- The most important serious adverse reactions, of thuxan are 1nfusron react1ons, fumor lysrs syndrome mucocutaneous toxicities, hepatms B reactrvatron with
fulmlnant hepatrtis PML, other viral mfectlons cardlac arrhythmlas renal’ toxrcrty, and bowel obstructron and perforat1on . .

* .64 - Clinical Trials Experreuee NonaHodgkin’s Lymphomo :
‘Because clinical trials are conducted uinder widely varying cond1t1ons adverse reactron ratés observed m the clmrcal trrals of a drug cannot be drrectly
’ compared 1o rates in the clinical trials of another drug and tay not réflect the ratés observéd in practlce .
-7 Thedata described below reflect exposure to Rituxan in. 1606 patients, with exposures tanging from a'single mfusmn up t0.6~8 months thuxan was studred'
 in both single-agenit.arid active-controlled trials (1 = 356, and 1= 1250) These data were obtained in adults with low-grade, folliciilar, or DLBCL NHL. Most
.patrents recsived Rituxan as an infusion of 375 mg/m? per infusion; grven asa single agent weekly forup to 8 doses m combmatlon with chemotherapy for up to
-8'doses; or followrng chemotherapy for up to 16 doses. - . d

vIrgfuston Reactrons S : : : .-
- Inthe ma]orrty of patrents w1th NHL 1nfusron reactions consrstmg of fever chrlls/ngors nausea, prurrtus angioedema, hypotens1on headache bronchospasm :
urticaria, rash, vomiting, myalgia, drzzlness or hypertension occurred during the first Rituxan infusion: Infusion reactions typically ocourred within 30.to
120 minutes of begmmng the first infusion, and resolved with slowing or-interruption of the Rituxan infusion and with supportive care (diphenhydiamine,
: acetamrnophen, and intravenous saline); The incidence of infuision reactrons was hlghest dunng the first infusion (77%) and decreased wrth each subsequent
mfusron [See Boxed Warmng Warnmg and. Precauttons (5 1 ) 1 : T

’ Infectzons :
" Serious lnfectlons (NCI CTCAE Grade 3 or 4) 1nclud1ng sepsrs occurred in less thian 5% of patlents w1th NHL in the smgle arm studres The overall
1nc1dence of infections was 31% (ba,cterral 19%, viral 10%, unkhown 6%, and fungal 1%). [See Warning and ‘Precautions (5.4, (5.5), (5.6):] .
o In tandomized, controlled stiidies where Rituxan was administefed followrng chemotherapy for‘the treatrent of follicular or low-grade NHL, ‘the rate ol‘
infection was hrgher among patrents who recerved thuxan In diffuse large B- ce11 lymphoma patrents viral mfectrons occurred more frequently in'those who o

B rece1ved thuxan

V-ICytopemas and }Wpogammaglobulmemra - : : s -
" In patients wrth ‘NHL receivirig rituxitab monotherapy, NCI CTC Grade 3 and 4 cytopemas ware reported i 48% of patrents These mcluded lymphopenra

' ) (40%) neutropema (6%), leukopenia (4%), anegmia (3%), and thrombocytopema (2%). The'median duration of fymphopenia was 14 days (range, 1588 days) and S

of neutropenia was 13 ddys (range, 2-116 days) A sirigle occurrénce of transrent aplastrc anemra (pure red cell aplasra) and two occurrences.of hemolytrc anemla _'
following Rituxail therapy: occurred durrng the single arm studies. * : -

TIn studies of monotherapy, thuxan-mduced B-cell depletron occurred in: 70% to 80% of patrents w1th NHL Decreased IgM and IgG serum levels occurred in ..
- 14% of these patrents : : B

: SmgIe Agent Rttuxan . . ) - : o - :
" Adverse redctions:in Table 1. occurred in 356 patrents with relapsed or refractory, low—grade or follrcular CD20-posrtrve B- cell NHL treated | in- smgle-
studies of thuxan admmlstered asa smgle agent [see Clinical Studies (1 4. 1 )] Most patrents recelved thuxan 375 mg/m weekly for4 doses -

: U.s. BL 103‘703/5256 Amendmenta Rhuimab—«l!lm Genenteeh, Ine.
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Table 1
Incrdence of Adverse Reactions i in >5% of Patlents
' w1th ReIapsed or Refractory, Low-Grade of
F olllcular NHL Recelvmg Smgle-agent Rituxan (N ==356)’lh

: All Grades (%) Grade 3' and 4 (%Y

: :AriYAdverseReaetibns:‘ T 99 AR

g
o

Body.asa Whole - - ' ’ .86
Fever L - . 53
Chills - BEEEEEE - ¥
;I'rrlfection . - SENEUEI: | B
Asthenia - 26
’Hea'dach'e 7‘ ' ; T i9
Abdominal Pain - - - - 14
Pain - 12
* Back Paiﬁ R ‘ S 10
Throat Irrltatlon A . e
Flushmg 7 i R :

N =T B

-

(= IR

hdT; s : C6T 48

Lymphopenla - i '48 ! - 40
Leukopema } . o 714> s v
Neutropema B o Ci4 6

o X

3

Thrombocytopema : 12

) Anerma o ,' o ) -8
in'an » es - B
nght Sweats i - ‘15
* Rashi B A
Pruritus o ' T 7 S
Urticaria =~/ R

e N

| Respiralory System - 38
o br'IncreasedCough ) BRI 13-

'Rhmms - e S 12
'Bronchospasm ' g -
i Dyspnea.-
. Sinusitis -

abolic and Nuuitional Disorders 38
" Angioedema. . . S b

v ,'Hyper‘glycemia BRI R
: Perlpheral Edema - . R
B LDH Increase - R ST

oD = =W

o Nausea B <
—Dlarrhe_a ; - : S 10

 Nomiting' . .10
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’l‘ablc 1 (cont’d)
Incrdence of Adverse Reactrons in2 5% of Patients :
. with Relapsed or Refractory, Low-Grade or )
Follrcular NHL Recelvrng Srngle-agent thuxan (N= 356)“ b

. [ AllGrades (%) ' Grade3and4(%) '
Heryogﬁ Sy s_tgmr R ’3'2 R 1 :
" Dizzitiess R [ . R
) vAnxrety_ IR s ) SN
FS_ uloske e.v Vter . 26 ) 3
‘Myalgia "~ T 10 : B
- Atthralgia S S 10 e
Qa_tdm&ctuar_slm B R
Hypotensron Sl 0 T
Hypertensron R 6 - Rt

- ¥ Adverse Reactions observed up to 2 months followrng R1tuxan
b Adverse Reactions graded for'severity by NCI-CTC criteria.

Inthese single arm Rituxan studies, bronchiolitis obliterans occutred du'ring and up to'6 months after Rituxan infusion.
‘thuxan in Combmatmn with Chemotherapy : ‘ N :
Adverse reactlons information below i§ based on - 1250 pat1ents who recerved thuxan in: combmatlon wrth chemotherapy or followrng chemotherapy

-Rituxan:in Combmatwn with Chemotherapy for Low-Grade NHL - . B

In Study 4 patients in the R-CVP arm:experiénced a hlgher mcrdence of infusional toxrcrty and neutropenia compared tor patrents in'the CVP.arm. The
following adverse reactions occurred more frequently =5%) i in patients recéiving R-CVP compared to CVP alone: rash (17% vs. 5%), cough (15% vs. 6%),
flushing (14% vs. 3%), rigors (10%.vs. 2%), pruritus {10% vs. 1%), neutropenia (8% vs. 3%), and chest tightness (7% vs. 19%). [See Clinical Studies- (14 2.1
. In Study 5, the followmg adverse reactions were reported more frequently (25%) in patients receiving Rituxan followmg cvep compared to patiénts who
-received 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 arid/or prurrtus (17%vs. 5%), arthralgia (12% vs. ' 3%), and weight gain (11%vs, 4%). =~ - -
Neutropertia was the only Grade 3 or4-adverse reaction that occurred more frequently (2 2%) in the thuxan arm compared w1th those who recerved no turther .
therapy (4% vs. l%) [See Chnu:al Studtes (14:3).] : :

Rituxan in Combmatlon wrth Chemotherapy for DLBCL )

In Studies 6.and 7 [see Clinical Studies (14:4)], the followmg adverse reacnons regardless of seventy, were reported more frequently (>5%) in pat1ents age
260 years receiving R- CHOP as compared to CHOP alone: pyrexia (56% vs. 46%), lung disorder (31%.vs. 24%), cardjac disorder (29% vs. 21%) and chills
(13%vs. 4%). Detailed safety data collection jn, these studies was: ptimanily limited to'Grade 3.and 4 adverse reactions and seriouis adveise réactions:

- In Study 7, a review of cardiac toxicity determmed that supraventncular arrhythm1as or tachycardra accounted for most of the drfference in cardiac drsorders
(4.5% for R-CHOP vs. 1.0% for CHOP). - )

- The following Grade 3 or 4 adverse reactions: occurred more frequently among patrents in the R- CHOP artn ‘compared w1th those in the CHOP arm:
thrombocytopema (9% vs. 7%) and lung disorder (6% vs. 39%), - Other Grade 3 or 4 adverse’ reactrons occumng more frequently among patrents recervrng
R- CHOP were v1ra1 mfectlon (Study ), neutropenra (Studres 7 and 8) and anemra (Study 8) . . .

Clmlcal Trlals Experrence Rheumatoid Arthrrtls ;
: The types of adverse reactions observed in patients with RA were similar to those seen in patrents with non‘Hodgkm 5 lymphoma [see Warmngs and
’ ,Precautxons (5), Adverse Reactions (6.1)]. Specific safety considetations in this indication are discussed below. o
: "Where $pecific percentages are noted these data are based on-938 patrents treated in Phase 2 and 3 studres of thuxan (2 X 1000 mg) or placebo admrmstered in
combmatlon wrth methotrexate o . . . ) -

“US, BL 103705/&56 Amendmente Rnuximab—-nml chmtceh, lne
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" Table2.
Incidence of All Adverse Reactions*
Occurrmg in 22% and at least 1% Greater than Placebo Among
Rheumatotd Arthr1tls Patlents in Cllmcal Studies Up to Week 24 (Pooled)

Placebo + MTX thuxan +MTX
: CON=398 - - N=540
, ) PreferredTerm - o0 o - (%)
- Hypertenswn e 20 - 43
‘| Nausea ' : 19¢(5) 41(8) .
Uppet Resplratory Tract, Infectton C. A 23(6) RRERE: 1 X¢) N
Athralgia R VY ) RSN ¥ () S
Cpyrexia B 2109
* | Pruritus- Do sy T 266
Cehins e 160)
' U_Dyspepsia R t 3(<1)-' S 1603) :
Rhinitis R 1)) S 1403)
© | Paresthesia <. R ) e _12'(2)
| Urticaria - - - R 1 €4 122)
: 3AAbdom1nal Pain Upper : T4y TR
- Throat Irritation . - 7. 00 B 1@y - -
| Anxety Slsmy s 9@
Migraine - oo 2(ky 9@ -
{Asthenia - = i ' § '_.'_9(2) J

*Coded using MedDRA

i Injuszon Reactzans

~ In'Rituxan RA placebo- controlled studles 32% of thuxan-treated patients expenenced an adverse reactlon durmg or w1thm 24 hours followmg their: ﬂrst
1nfus1on compared to23% of placebo treated. patients receiving their first infusion, The incidence of adverse reactions during the 24:hour period following the
* second infusion, Rituxah or placebo,. decreased to-11% and 13%, respectively. Acute infusion reactions (manlfested by fevér, chills, rigors, pruritus, .
‘urticaria/rash, angioedéma, snegzing, throat irritation, cough and/or bronchospasm, with or without associated hypotens1on or hypertension) were experienced by
- 27% of Rituxan-treated patients following their first infusion, compared: 10 19% of placebo-freated patients receiving théir first placebo. irifusion. Theé incidence of -
these acute infusion regctions followmg the second infusion of Rituxan or placebo decreased to'9%:and 11%, respectlvely ‘Serious acute infusion reactions were
) exper1enced by < % of patlents in either {reatment group: Acute infusion reactions réquired dose modification (stoppmg, slowmg or interruption.of the 1nfus10n)
~in 10% and 2% of patients recelvmg rituximab or placebo, respectively, after the first course. - The proportlon of patients experigncing acute infusion reactions

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

 such réactions, however, there was no clear benefit from the administration of oral glucocorticoids: for the preventron of acute mfusron react1ons _Patients in
rchmcal studies also recelved antlhrstammes and acetammophen pr1or to R1tuxan infusions. .

Infections . . C : :
In RA clmlcal studies, 39% of patlents in the thuxan group experlenced an 1nfect10n of any type compared to 34% of patlents in the placebo group The most ¢ -
commen infections were. nasopharyngms upper respiratory tract infections, urinary tract infections; bronchitis, and sinusitis. .

The incidence of serious. infections was-2% in the Rifuxan-treated patients and 1% in.the placebo group. -One fatal infection (bronchopneumoma) occurred
with rituximab monotherapy dunng the 24-weeks: placebo “controlled period in one of the Phase 2 RA studies. . In 107 Rituxan-treated. RA: patients with' active
disease, subsequent treatment with a TNF inhibitor was associated-with a higher rate of serious infections.’ Six serious 1nfect1ons were observed in'100. 8 patlent
- . years (0 06 per. patlent year) pr1or to exposure and 9 'were observed in97.8 patlent years (0 09 per patlent year) after exposure -

! Cardtac Adverse Reactions

The incidence of ¢ serious card1ovascular events in the double-blmd part of* the RA chmcal tr1a1s was 1. 7% and 1. 3% in R1tuxan and placebo treatmenit: groups )
respectwely Three cardrovascular deaths occurred durmg the double-blmd perrod of” the RA studles 1nc1udmg all r1tux1mab reg1mens (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 w1th the general populatlon patrents w1th RA should be momtored throughout -
the- 1nfuslon and thuxan should be d1scont1nued in the event of a serious or llfe-threatenmg card1ac event. R . :

e Hypophosphatemra andhyperurtcemm .

In the 24 week double-blind RA clinical trlal program newly-occurrmg hypophosphatemla (<2 O mg/dl) ‘was: observed in 12% (67/540) of patlents on thuxan
- “versus 10% (39/398): of patients-on placebo. Hypophosphatemla wis fhore common in patients who received: cortlcosterolds Newly occumng hyperuncemla
(10 mg/dl) was observed in-1.5% (8/540) of patlents on Rituxan versus 0.3% (1/398) of patlents oty placebo
o - Atany time after treatment with up to seven Courses of Rituxan; at least.one eplsode of- newly-occumng hypophosphatemla was" observed in 23%
E _'(245/ 1048) ofpauents and newly-occumng hyperurlcemla was observed in 3% (32/ 1048) of patnents : . .

6. 3 Immunogemcnty R : : _ : ,
--As with all thefapeutic protelns there 1s a potentlal for i 1mmunogen 1crty The observed 1nc1dence of antlbody (1nclud1ng neutralrzmg antlbody) positivity: m an

- assay is highly-dependent.on several faciors includinig assay sensitivity and specrﬁc1ty{ assay méthodology, sample handling, timing of sample collection;

coricomitant medications; and underlylng dlsease For these reasons, comparrson of the 1nc1dence of antlbodles to Rituxan w1th the 1nc1dence of antlbod1es o -

' B other products fnay. be misleadlng

“US. BL 103‘705/5236 Amndmcms Rituxlmab-»—BIIB Gmntech, ln&
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Using an ELISA assay, antr-human antr-chrmerrc antrbody (HACA) was detected in 4 of 356 (1 1%) patlents wrth low—grade or follrcular NHL. recervmg

o srngle-agent Rituxan, Three of the four patients had an-objectivé clini¢al response.

" A total of 118/1053 patients (1 1%)-with RA tested’ positive for HACA at any time after treatment wrth Rituxan: Limited data are ava1lable on the safety or
efficacy of Rifuxan refreatment. in patients who develop ‘HACA. :Of the 8 patients who experrenced serious acute infusiof reactions, 2 were subsequently found to
be HACA-posrtrve Approxrmately 12% (14/118) of patierits who were HACA -positive-had a subsequent mfusron reaction of any seventy The clmlcal relevance

of HACA fortnation in ntuximab-treated patrents is- unclear

64 Postmarketmg Experlence -

- The followmg adverse reactions have been ldentlfred dunng post-approval use of thuxan in hematolog1c malrgnancres Because these reactrons are veported

_voluntarily from a population of uncertdin size, it is not.always possible to reliably estimate: their frequency: or establish a causal relationship to drug exposure.

‘Decisions to include these reactions in labeling are typically based on one or more of the followrng factors ) serrousness of the reaction, (2) frequency of

-reportmg, or (3) strength of causal connection to Rituxan.

‘¢ Hematologic: prolonged pancyfopenia, marrow hypoplasia, and late onset neutropema hypervrseosrty syndrome in Waldenstrom 3 macroglobulmemra
& . Cardiac: fatal cardiac failure,

. Immune/Auto1mmune Events uvertrs optrc neuntrs systemlc vasculrtrs pleurrtls lupus -like syndrome serum srckness polyartreular arthrrtrs and vasculrhs

‘with rash. .
«  Infection: v1ral mfectlons mcludmg progresswe multlfocal leukoencephalopathy (PML); inicrease in fatal lnfectlons in HIV- assocmted lymphoma and a.
reported increased 1ncrdence of Grade 3 and 4 1nfectrons in patlents with: prev1ously treated lymphoma w1thout known HIV mfectron
. Neoplasra ‘digease progression of Kaposr L] sarcoma L :
Skin: severe mucocufaneous reactions. S
Gastroiniestinal: ‘bowel obstruction’ and perforation, - :
* Pulmonary: fatal bronchrolms obl]terans and pneumomtls (1ncludlng mterstltlal pneumonrtls)

. DRUG INTERACTIONS : - - .
Formal drug interaction studres have not been performed wrth thuxan In clrmcal trrals of pat1ents wrth RA concomltant admrmstratron of methotrexate or-

. cyclophosphamrde did not alter the pharmacokmetrcs of tituximab,

8 USE IN SPECII‘IC POPULATIONS

& 1 Pregnancy

Category C: There are no adequate and well-controlled studres of rituximab in pregnant women Non~Hodgkm s lymphoma and sgvere rheumatord arthrrtrs
are Serious conditions that requrre treatment Rituximab should be used durmg pregnancy only if the potentral ‘benefit to-the mother justifies the potentlal risk'to -

- the fetus.-

" Rituximab i isa genetlcally engrneered IgG molecule and IgG crosses the human placenta Reproductlon studres in cynomolgus monkeys at matemal o
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 1mmunologle function was restored wrthm 6 months of birth.

- 'Other than target B Tymphocytes, rituximab is' not known to bind to. any normal human tlssues in an ex vivo assay However itis not known 1f binding ocours:

) un1que embry()mc or fetal trssue receptors m vivo.

8 3 Nursmg Mothers : ' : ' :
Tt is not known whether Rifuxan is secreted into human amilk. However thuxan is secreted inthe mllk of lactatrng cynomolgus monkeys and IgG is excreted
in human miilk.: Published data suggest that antibodies in breast milk do not entet the néonatal and-infant circulations in substdntial amounts.- The unknown risks

_'to the: infant from gastromtestmal or lrmlted systemrc exposure to thuxan should be weighed agamst the known beneﬁts of breastfeedmg

"84 Pediatric Use

The safety and effectrveness of thuxan in ped1atr1c patrents have not. been establlshed

>85 Gerlatrrc Use -~

Drﬁ’u.se Large B- Cell NHL

* Among patients with DLBCL evaluated in three randomrzed actrve-controlled trlals 927 patlents recelved thuxan in combmatron with chemotherapy Of
these 396 (43%) were age 650 greater and-123 (13%) were age 75 or greater. - No overall d1fferences in effectrveness were observed between these patients arid

" younger patients. Cardiac. adverse reactions, mostly. supraventncular arrhythmras, oceurred more. frequently among elderly patients. Senous pulmonary adverse
reactlons were also. more common among the elderly, rncludmg pneumoma and pneumomns o . R

Low-Grade or FolIlcuIar Non-Hodgkin s Lymphoma ' : : : : »
" Clinical studies of Rituxan in low-grade or follicular, CD20 posrtrve B-cell NHL drd not mclude sufﬁcrent numbers of patrents aged 65 . and over to determmev
whether they tespond drfferently from younger subjects . . . .

'Rheumatord Arthrms ;

Among the 517 patients in the Phase 3 RA study, _l 6% were 65—75 years old and 2% were 759 years old and older Response rates and adverse reactlons werg
srmrlar in the older (age>65 years) and younger (age<65 years) patrents . . o - .
10 OVERDOSAGE : - o : :

- There has beénno experrence wrth overdosage in human chmcal trtals Smgle doses of up to 500 mg/m have been grven in dose—escalatron cllmcal trrals

11 'DESCRIPTION -

thuxan (ntuxrmab) isa genetlcally engmeered ch1merrc murme/human monoclonal Ig61 kappa antrbody drrected agamst the CD20 antrgen Rlluxrmab has

" -an approxrmate ‘molecular weight of 145 kD: Rituximab has a binding affinity for the' CD20 antigen of approximately 8.0.nM..

“Rituximab is produced by imammalian cell (Chinese Hamstér Ovary) suspension ‘culture in a nutrient medium containing the antibiotic gentamrcm

" “Gentainiicin is not detectable in the final product; - Rituxan’is a° sterile; clear, colorless, preservatrve-free liquid concentrate for intravenous:administration. thuxan -

is'supplied at a concentration of 10 mg/mL in either 100 mg (10'mL) or 500 mg (50 mL) single-use vils: The product is formulated in 9 mg/mL sodrum chlonde :

- T 35 mg/mL sodrum citrate dihydrate, 0.7 mg/mL polysorbate 80, and Water for Injectron The pH 156.5.-

12 CL]NICAL PHARMACOLOGY - R S

'121 Mechamsm of" Aetlon o

‘Rituximab binds- specrﬁcally o the antigen CD2O (human B lymphocyte—restrrcted drfferentlatron antrgen Bp35), a hydrophobm transmembrane protern w1th

7 amolecular welght of approximately. 35 kD located on pre-B and'mature B lymphocytes. The antlgen is expressed on’>90% of Becell norisHodgkin’s lymphomas
. (NHL) ‘but'the antigén’ is not found ot hematopoietic stern cells, pro-B “cells, normal plasma cells or other normal trssues CD20 regulates an early step(s) inthe -
© US. BL 103708/8386 Amendment: thuxlmnb——eBHB 4 Gemweh, Ine. D i » :
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-activation process for ce]l cycle 1n1tratron and drfferentratton and possrbly functions as a calc1um ion channel CD20 is not shed from the cell surface and does riot

internalize upon antrbody binding: Free CD20 antigen is hot found in the circulation.”

] B-¢ells are belisved to play a tole in the pathogenesrs of theumatoid arthritis (RA) and assoc1ated chromc synovttrs In thrs settmg, -cells may be acting at
“multiple sites in the autoimmune/inflammatory process, mcludmg through production of rheumatord factor (Rl*) and- other autoantrbodres anttgen presentatlon T
cell activation, and/or pro- -inflammatory cytokine prodiction.

- Mechanism of Action; The Fab:domairi of rituximab binds to the CD20 antigen on'B lymphocytes and: the Fc domain recrutts immuine effector functions to

- mediate B-call 1ys1s in'vitro, Possible mechanisms of cell lysis include complement- -dependent cytotoxicity (CDC) and antlbody dependent cell medrated

" gytotoxicity (ADCC) The antibody has been shiown to induce apoptosis in the DHL-4 human B-cell lymphoma ling.

Norrnal 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 no bmdmg was observed in the non-lymph01d tissues exammed i

12.2 Pharmacodynamlcs ' : . ' ' C
Administration of thuxan resulted in a rapid and sustained depletron of crrculatmg and t1ssue based B-cells. Among 166 patrents in Study 1 crrculatmg

CD19-positive B-tells were depleted within theé first ‘thres weeks with sustained depletion for up to 6 to 9 months post- -tréatment in 83% of* patrents B- cell

‘Tecovery began at approximately 6 months and medlan B-¢éll fevels retumed to normal by 12 months following complétion of treatment, -

 'There wete sustained-and statistically significantreductions in both IgM and IgG serum levels: ‘observed from. 5 through 1 l months followrng rrtuxtmab

_administration; '14% of patients had IgM and/or IgG sérum lévels| below the narmal range. :

- InRA. patrents ‘treatment, with Rituxan induced depletlon of peripheral B lymphocytés, with all patients demonstratmg near complete depletron wrthm 2 weeks :

after receiving the first dose of Rituxan: The majority of patignts showed peripheral B-cell depletlon for at least 6 months, followed by subsequent gradual ’
" -recovery after that tlmepomt A small proportron of" patrents (4%) had prolonged per1pheral B-cell depletlon lastmg more than 3 years aftera srngle course of
 treatrignt,
"InRA studies; total serum 1mmunoglobulm levels IgM IgG and IgA were reduced at6 months wrth the’ greatest change observed in IgM However tmean
1mmmoglobulm levels remained within normal lévels over the 24-week perrod Small proportions of patients experrenced decreases in IgM- (7%) IeG (2%), and

- 1gA (1%) levels below the lower 11m1t of nomral The clinical consequences of decreases in nmnunoglobuhn levels in RA patlents treated wtth Rituxan are -
. unclear.

: Treatment Wlth rrtuxrmab ini patrents w1th RA was assoclated with reduction of certam blologrc markers of inflammation Such as mterleukm—6 (IL-6)
o C-reactlve protem (CRP), serum amylord proteln (SAA) SIOO AB8/S100.A9 heterodimer complex (SlOO A8/9), antr-cnrullmated peptrde (antr-CCP) ‘and RF

© 123 Pharmacolunetlcs

Pharmacokinetics were characterlzed in 203 NHL patlents recetvmg 375 mg/m rttuxrmab weekly by v 1nfus1on for 4 doses. The mean C,,.,x increased wrth

. . each successive infision and was 486 mcg/mL. (range, 78~997 mcg/mL) following the fourth infusion. Peak and trough serum levels of rrtuxrmab were invefsely

. cortelated with pretreatment | clrculatmg CD19- posrtlve B-cells and tumor burden thuxrmab was detectable in the serum. of pattents 3to 6 inonths after
) _completlon of treatment.

The phannacokmetlc profile of rrtux1mab when admlmstered as 6 1nfusrons of 37 5 mg/m in combmatton w1th 6 cycles of CHOI’ chemotherapy was similar to

 that seén with rituximab alone;
-  Basedona populatron pharmacokmetrc analysrs of data from 298 NHL patients who recerved r1tux1mab once weekly OF ONce every three weeks the estrmated
e med1an ‘terminal elimination half-life was 22 days (range, 6: 1.to'52 days) Patients with! higher CD19-positive cell counis or larger measurable tumor lesions at.” -
pretreatment had a higher cléarance. -However dose adjustment for pretreatment CDI19 count or size of tumor lesion i s not necessary Age and gender had no .
" -gffect on the’ pharmacoklnetlcs of rituximab.
Followmg ‘administration of 2 doses of rituximab in pat1ents with rheumatord arthrms the mean Cm,,x values were 183 meg/mL (CV=24%) for the 2x 500 mg

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

43L (CV-*28%) ‘Mean sysiemic serum clearance of rttuxlmab ‘was-0. 01L/h (CV 38%) and mean termtnal elrmtnatlon half llfe after the second dose was !
: l9 days (CVz32%)

" Female patients’ with RA (n=86) had a 37% lower-clearance. of r1tux1mab than male patrents with RA (n=25). The gender dtfference in rrtuxrmab clearance o

: does not necessitate any dose adjustiment because safety and efficacy of rituximab do not appear to be inﬂuenced by gender. -

. The pharmacokmetrcs of rituximab have not been studied'i in children and adolescents No formal studres were condueted to examine the effects of gither renal i

of hepatrc impairmenit on the pharmacokmetrcs of ntuxrmab
13 NONCLINICAL TOXICOLOGY :

13 1 Carcmogenesrs, Mutagenesrs, Impalrment of Fertlllty o : : ’
“No:long-term animal studres have been performed to establrsh the carcmogemc or mutagemc potentral of thuxan or to determme potentlal effects on fertrlrty
in males or females. - . o :

S 13 2 Anlmal Toxrcology and/or Pharmacology

Reproductrve Toxzcology Studres . ‘ : . .
; An embryo-fetal developmental toxrcrty study was performed oh: pregnant cynomolgus monkeys Pregnant animals recelved r1tux1mab via-the 1ntravenous
rouite during early gestation (organogenesis period, post-cortum days 20 through 50). Rituximab. was -administered as loadmg 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/kg/week dose resulted.in 80%
- -.of the exposure (based onAUC) of those- achieved following a‘dose of 2 grams in humans thuxrmab Crosses the monkey placenta Exposed offspnng did not
- exhibit any teratogenic effects but did have decreased lymiphoid tissie.B cells. -

A subsequent pre--and: postnatal réproductive toxicity study-in cynomolgus monkeys was completed 10 assess developmental effects 1nc1ud1ng the | recovery of B S

" “B=célls and iminune function jn-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 preghant feimales wete treated from PC Day 20 through postpartufn Day 78, PC Day.76 -
Vthrough PC Day 134,and from PC-day 132 through delivery and. postpartum Day 28. Regardless of the ttmmg of treatirient; decreased B célls and
immunosuppression were noted in the offsprmg of ntuxrmab-treated pregnant anrmals The B cell. counts returned to normal levels and 1mmunologrc functron
was restored w1th1n 6 months postpartum o - O .

14 CLINICAL STUDIES ) _»
14 1 Relapsed or Refractory, Low-Grade or Folllcular‘, CD20-Posmve, B-Cell NHL . ’
The safety and etfectrveness of thuxan in relapsed refractory CD20+ NHL were demonstrated in 3 srngle-arm studres enrollmg 296 patrents

Study I . : ; : - :
A multrcenter open-label smgle arm study was conducted in 166 pattents with relapsed or refractory, low-grade or follrcular B-cell N}m who recerved
" 375 mg/m?* of Rituixan given as an intravenous 1nfusron weekly for 4 doses. Pattents wrth tumor masses > 10 tm or w1th>5000 lymphocytes/pL in the penpheral
‘blood were excluded from the study . o :
~ U.S. BL 100708/5386 Amendment: thtlximab-e-mm Gencn(ech. luc. . R
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- compared to those who received nio.additional treatment.

~ - Results are summarized in Téble 3. The mediar time to onset of response wds' 50 days. Disease.-relartedb signs ahd symptomis (including B-symptoms) resolved’ )
- in 64% (25/39) of those patients with such symptoms at study en’tryg : : : ) R

Study 2

v a multicenter, single-arm study, 37 patients with relapsed of ;efr'éc;'tory, low-grade NHL received 375 mg/m’ of Rituxan ,wegkly for 8 doscs, Results‘are

‘ summarized in. Table 3,

CSmdy3

- Inamulticenter, sin gle-érm', studys.60 patients received 375 mg/m’ of Rituxan weekly for 4 doses.” All patienits had relapsed or refr’ac‘tory; low-grade or -

follicular B-celt NHL and had achieved an objective clinical response to Rituxan admiinistered 3,8-35.6 months (median 14.5 months) prior to retreatment with

' Rituxan. Of these 60 patiénts, 5 tecgived miore than one.additional course of Rituxan. Results ar¢ summarized in Table 3.

Bul'kyDriséaser : - D R . R K
" Inpooled data from studics one and thiree, 39 patients with bulky (single lesiori 31 0 ¢m in diameter) and relapsed'qr.réffactdry, low-grade NHL received

Rituxan 375 m_g/m2 weekly: for4 doses. -Results are sumniatiied in Table 3 : .

. © .S Tabled . R
 Summary of Rituxan Efficaey Data By_Sc_hedlﬂé_ and Clinical Setting . - -~ - | R :
T T Study 1 and Study 3~ . - - Study3
CStudy 1 - © Study2” . - . - Bulky disease, - - Rétreatrent,
- Weeklyx4 = - Weeklyx8 - - | Weeklyx4- . - - Weeklyx4
S R o N=166.30 S0 N=37 S UUN=39° o - N=60 .
|OveraliResponse Rate” -+ - A% s 36% . o 8%
Complete RésponseRate. ~ -~~~ 0 6% oo 14% % 0%
Median Duration of Response>*? =~ SRTPRRRITS § (R s34 69 - : 150
| (Months) [Range] =~ - S [9ted21H]) L 2510365t - - [28102504] [3.0t0 25:14]

T Six of these pationts are included in the first column. Thus, data from 296 intent to treat patients are provided in this table.
b Kaplan-Meier projected with observed range. .~ © ¢ - N : ] : S

* “"indicatés an ongoing response. ' S

4 Duration of response: interval from the onset of response to disease progression. '

3 14.2 ; Prgviously Unireafgd; Follicula, CD20-Positive, 'BFCe‘ll NHL -

Study 4

A total of 322, patienfs.with préﬁ(ipuSly untreated follicular NHL were raﬁd(')mized (1:1)to receive up to efght- 3-week cycles of CVP 6hemoth'erapy alohe

(CVP) or in combination with Rituxan 375:mg/m” on Day 1 of each cycle (R-CVP) in an open-label, multicenter study: The main ouicoime measure of the study . o
. was progression-free survival (PES) defined as the time from randomization to the first of progression, telapse, or death: R o
Twenty-six percetit-of the study population was.>60 years.of ags, 99% had Stage 111 or 1V disease, and 50% had an Infernational Prognostic Index (IPI) score . -

‘ >2. Thi results for PFS as determined by a blinded, indepgndent assessment of progression are présented in Table 4, The point estimates may be influenced by -
the presetice of informative censoring. -The PFS results based on investigator assessment ‘of progression were similar to.those obtained by the independent review
E assessment. : T 3 . S - T - N - ) S

“Tabled
Efﬁcacy'Reshlts inStudy4- - - - oL
o SwdyAm
B U S S L N=162 e 160
Median PFS (years) .~ =~ - BRI MCE T24 RS Y
Hazard ratio (95% CIY 044029065 :

T <0.0001, two-sided stratified log-rank test.
© - Estitriates of Cox regression sttatified by center. o

143 Non-Progressing Low-Grade, CD20-Positive; B-Cell NHL Following First-Line CVP Chemotherapy

" Smdy 5

* A'total of 322 patients with ﬁréviéusly,untreated low-grade, B-cell NHL Who"did not piogrcss after-6 of 8 cycles of CvP chemotherapy were enrolled in an
open-label, multicenter, fandomized trial. - Patierits were randomized (1:1).to receive Rituxan, 375 ing/m” intravenous infusion; once ‘weekly for 4 doses every

-6 months for up to-16 doses or no further therapeutic intervention. ‘The main outcome- measure-of the study.was progression-free survival defined as the time from

randomization to progression, relapse, or dedith: Thirty-seven percerit of the study population was >60.yeais of age; 99% had Stage ITTor TV diseasc, and 63% '
had an.TPI score 22 - - A : : s S ' e e

There was a reduction in the risk of progression, relapse, or death (Haiard'faﬁo esti’méte in the range of 9.36 to’0.49) fof patients randomjiedto Rituxan as B

1S, BL 103708/8286 Amendment; Rituximab—BIIB - Gerientech, Ine.
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14, 4 Diffuse Large B-Cell NHL (DLBCL)

‘The satety and: effectiveness of Rituxan were evaluated in three randomized, actlve-controlled opei-label, multicenter studies witha collectrve enrollment of -

" 1854 patierits. Patients with previously untreated diffuse large. B-cell NHL received Rituxah in comblnatron with cyclophosphamrde doxorubrcrn vrncrrstme and
prednisone (CHOP) orother anthra(.yclrne based chemotherapy reglmens . : .

‘ Study6

e

" A total of 632 patrents age 260 years with DLBCL (mcludmg prrmary medrastmal B-cell lymphoma) were randormzed inat:1 ratro fo treatment with CHOP -

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

Days-7 ; and -3 (prior | to Cycle 1) ‘and 48~72 hours prior to Cycles 3 and-5, Patients who receivéd 8 cycles of CHOP also received Rituxan prior to cycle 7. The

. main outcomne measure of the study. was progression-free sutvival, defined as the timé from randomization to the first of progressron 1elapse, or death.

Responding patients underwent a second randomization to receivé Rituxan or no further therapy. ’

Among all-enrolled patrents 62% had centrally confirmed DLBCL. hrstology, 73% had Stage III-IV disease, 56% had IPI SCOres >2 86% had ECOG

- performance status of. <9, 57% had elevated LDH levels; and 30% had two or iore extranodal drsease sites involved. Efficacy tesulfs-are presented in Tables.
These results reflect a statistical approach which allows for an evaluatron of thuxan administered in the 1nductron settmg that excludes any potentral rmpact of

- Rituxan given after the sécond randomization.
© " Analysis of résults after the second randomizatiori in Study 6 demonstrates that for patients randomrzed to R CHOP addrtronal thuxan exposure beyond
1nductlon was not assocrated w1th further lmprovements in progressron free survrval or overall survival, :

Study 7 : . - : : - : :

A total of 399 patients wrth 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 arm received Rituxan 375 mg/m on Day 1 of each. cycle “Thie:main outcome measure of the study was event
free survival, defined as the time from random1zat10n to relapse, progressron change in therapy, or- death from-any cause: Among all enrolled patients, 80% had
stage IIf or IV disease; 60% of patients had an age-adjusted IPI =2, 80% had ECOG performance status SCOres”. <2 66% had elevated LDH levels, and 52% had
extranodal 1nvolvement inat least tWo sites. Efﬁcacy results are presented inT: able . . .

: Study 8

in combinatioit with Rituxan, The main outcome measure of the study was time to treatiment failure; defiried as time from randorization to.the earliest of

. progressive dlsease “failure to achieve a complete response relapse; or death. Amongall enrolled patlents, 28% had Stage IT-IV disease, 100% had IP] scores of
<1,99% had ECOG performance status of <2 29% had elevated LDH levels 49% had bulky disease and 34%. had extranodal mvolvement Efﬁcacy results are

presented in Table 5 . ! : .

Ce TableS

A total of 823 patients’ wrth DLBCL aged 18—60 years were randomlzed ina 11 ratro to receive an anthracyclme-contamrng chemotherapy regimern alone or

Efﬁcacy Results in Studles6 7, and8 R S A
B Study6 R R Study7 ST T Siudy 8
. @=632) - = 399) o (n=803) _
|- . . - .- 7 .7 . RCHOP. -~ ~CHOP - ', RCHOP T CHOP. =~ R<Chemo . _Chemo
“[Main ou_teome", S ’ _ Progressron—free survrval S - Event- free survrva] . ) Timé to treatment failure (years)
: . . : (years) . S (years) o : : :
: Medlanofmamoutcomemeasure 31 » 6 29 1 S NEB . NE
Hazatd ratio® . . 0.69° . . Do 0.60“' v o ‘ 2045
Overall survival at2years 4% 6% 6% CUs8% o 95% . 86% -
|Hazard ratio® - SRR 0728 /oo 0ss 046 N

*- Significant atp<0 05, 2-s1ded." '
b 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

714 5 Rheumatord Arthritis (RA) c- : : ’
- The-efficacy and safety of thuxan were evaluated in 517 patrents wrth act1ve dlsease who were recervmg methotrexate and had a pnor inadequate response to

at least one TNF 1nh1b1tor. Patierits were 2 [ 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 thuxan 1600 mg or placebo as an mtravenous infusion on days 1 and 15, in combmatron w1th
*continued methotrexate 10=25 mg weekly. - i

_ Efficacy was assessed at 24 weeks Glucocortrcords weére grven 1ntravenously prror ‘to each thuxan mfusron and orally ona tapermg schedule from basehne

through Day 16.: :
The proportlons of thuxan (1000 mg) treated patrents achlevmg ACR 20 50 and 70 responses in thls study is shown in: Table 6

- 'U.S BL 103705/5256 Ammlnmm Rimimabn—]mn Bemutceh, lm.
12 of16/Reglonal (PAS) (Xray) 24Jan2008 S



S “Table6 - SO
ACR Responses at Week 24 in Placebo-Cantrolled Study -
- (Percent of Patients) (Modified Intent-to-Treat Population)
R Placebo +MTX - - = ‘Rituxan+MTX:
- Response. . . . n=201 - - -n=298
ACR20. T 8% - S1%
T . p<0.0001
ACRS0. - 5% %
R D S p<0.0001
“laer70 o %
: : ' : c ’ . p<0.0001 - '

: Improvément was also noted for all components of ACR response following treaiment with Rituxan, as shown in 'Tabl¢77,.
' ' - Table? | I
Coimponents of ACR Respons¢
 (Modified Intent-to-Treat Population) R v
B _ S T Placebo+MTX . Rituxan+MTX .
Parameter ; (n=201) - . ) S »'(;13298) .

‘[ Tender Joint Count PR R T30 218 T30 180
| Swollen Joint Count - S Ta00 T e0 ) 2t 9
PhysicianGl()bal»lA'ssessment"' : ’ ST 7690 o A V1 - 360%
Patient—G_lbba[ Assessment® R : L 70 680 - ST 41.0%
Pai® SR ' 680 - - 680 610 38,5 -
Disability Index (HAQ)" 20 o1 e 1.5%
|erPGgaLy 24 o io2soo o260 09
" Visual Analogue Scale; O=best, 100=worst. - T T e T
- Disability Index of the Health Assessment Questionnaire: 0=best, 3=worst. '

-* p<0.001, Rituxan + MTX vs. Placebo + MTX. ~ -~ © :

“The time course of ACR 20 réquh:s'e for thirs'study"is shown in F iguré'l. Although both t_réatrhe’nt ,groups' received a;~briefcoufse:_'of intravéﬁo‘us, 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,(2‘ infusions) with Rjt_uxari. Similar patterns were demonstrated for ACR 50 and 70 responses.. . - -

7 © Figurel. S S - BRI

ACR 20 Responses-Qver 24 Weéks

' :o!; o 4 N ' '87 S e  —' R
=+ Ptaosto (=201) - Riben2d000g (V298 o

R Whiie_the éf_‘ﬁcac_:'y of ,Rjtuxan was:suppqrt‘ed,by‘ two wéllféoﬁtrollgd @fi_zils in RA: patients who had iriadequéte resi)phseé to ﬁohabiqlogié DMA_RD’é,'b_ut \'&hq ;
- . had not fai}édTNF antagonist therapy, a faVofable'riskb;éneﬁt relationship has not been estab_lished in this-population [see Warnings.and Precautions (5.13)]. -
. U.S. BL 103708/4336 Amendment: Rituximab—BIIH « Genentech, Inc. '
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Radrqgraphrc Response ' : -
- Structural joint damage was assessed radrographrcally and expressed as changes in Sharp Genant Total ‘Score and its components joint space
natrowing score and erosion score. 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. wecks

“Placebo+ MTX - Rituxan + MfX E 'Trea_trnent : 95% CI for the

I (n=184) - - (n=273) | - Difference = . Treatment

. "Pararneter N MeanChange ] MeanChange {Placebo - thuxan)  Difference
'Sharp—GenantTotal BT 1 EER 100 T 131 (048, 214)
Score R ) R : \
TotallointSpece- S ae . om0 om0 (018,098)
Narrowing Score . SO SR ; R R ;

| Total BrosionScore 1327 - oo 089 . o 07 . (02,129

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 rrot use beyond explranon date

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

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

 additional 24-hours at room temperature ‘Howevetr, sinic Rituxan solutions do not contain a preservatrve diluted solutlons should be stored refrigerated
(2°C~8°C): No 1ncompatlbrlrt1es between Rifuxan and polyv1nylchlorrde or polyerhylene bags have been observed ’

17 PATIENT COUNSELING INFORMATION )

See Medlcatron Gurde (17. 2)

17 1 General Counselrng Informatron Co : ’
Patients should be provided the Rituxan Medrcatron Gulde and provrded an opportumly 10 read prior to each tréatment session. Because caution should be

-+ . exefcised in administering Rituxan to patients with-active infectionis; it-is- important that the patlent § overall health be assessed at each visit and any questrons .
" resultirig from the patient’s reading of theMedrcatron Guide be discussed.

- Rituxan is detectable in serum for up to six months followmg completron of therapy Indlvrduals of chrldbearmg potent1al should use effectrve contraceptlon

- durrng treatment and-for 12 months aﬂer thuxan lherapy

US.BL 103705/5256Am¢ndnnm= Rnuxlmab——-mln Gen.umu, m. il
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"~ 17.2 Medication Guide

_' ‘.. & &

MEDICATION GUIDE .
* RITUXAN® (ri-tuk” -sam)
(rituximab) -

- Read the Medlcatron Guide given to you before you start Rituxan and before each R1tuxan 1nfusron The mformatron may have
o changed This Medication Guide does not take the place of talking to your doctor about your medlcal condrtron or- your treatment._‘
‘Talk with your dogtor- if you have any questlons about 3 your treatment with Rituxan. - : :

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

’ thuxan can cause serlous side effects mcludmg

“ L Progressrve Multlfocal Leukoencephalopathy (PML)

T PML isarare brain mfectron PML (usually causes death or severe drsablhty
o - Call your doctor right away if you notice any new or worsening medlcal probleis, 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 patlents with weakened immune systems. =~
« - PML can oceur during treatment with Rituxan or after treatment has fmlshed
~ e Therei is no known treatment, preventlon of cure fot PML o

e Infusron reactions. Tell your doctor or get medical treatment right away if'y you get h1ves, swelhng, dlzzmess blurred

VlSlOIl drowsmess headache cough, wheezrng, or-have trouble breathmg whtle recelvmg or: aﬁer recelvrng thuxan

e Tumor Lysrs Syndrome (TLS) TLS is caused by the fast breakdown of certarn types of cancer- cells. T LS can cause -

“kidney failure and the need for dialysis treatment. Patrents reeelving Rituxan for non~Hodgkln 3 lymphoma (NHL) may get -
TLS. Your doctor w1ll check you for TLS. '

e

9’ o Severe skin reactlons Tell your doctor or: get medlcal treatment rrght away if you get any of these symptoms palnful
. 7.sores on. your sk1n or m your. mouth ulcers, bllsters, or peehng skm whrle recelvmg or aﬂer receiving thuxan R

: See “What are possible side«—eﬂ'ects with thuxan"” for other serlous s1de effects :
“What is thuxan" : ' '

thuxan is a prescrrptron med1c1ne used in. adults

4 _ alone or with’ other anti- -cancer medrcmes to treat certam types of NHL.

T w1th another medrcme called methotrexate to reduce the signs and symptoms of Rheumatold Arthrltls (RA) after at least one » .

other med1c1ne called a tumor necrosls factor (TNF) 1nh1b1tor has been used and d1d not work well

o R1tuxan ‘has iot been stud1ed in chlldren »
What should I tell my doctor before treatment w1th thuxan" ,' ’
oo Tell your doctor about all of your med1cal condltrons 1nclud1ng if's you

o . had a severe infasion reactron to thuxan inthe. past S
e ‘have-an infection or have an infection that will not go away or that keeps commg back : .
-« . haveor had hepatms (hver) infection. See “What are the possible side effects of thuxan?” If so, your doctor should

check you closely for signs of hepat1t1s infection during treatment. with Rituxan and for several months after treatment ends
“are scheduled to receive any vaccmatlons You should not rece1ve live vaccines: aﬁer you Teceive. thuxan R
- have heart or lung problems. .. : :
- ~are pregnant or planning to become pregnant It is not known 1f thuxan can harm your unborn baby :
 are breastfeeding, It is not known if Rituxan passes into. human breast milk. -You should not breastfeed whrle bemg treated
'wrth Rituxan and aﬂer frmshmg treatment -until blood tests show that there isno thuxan in your blood :

“Tell your doctor about. all the med1c1nes you take 1nc1ud1ng prescrrptlon and nonprescrlptron med1c1nes v1tamms or herbal

, supplements If you have RA, espe01ally tell your doctor if you take or have taken another med1c1ne called a TNF 1nh1b1tor ora . :
B DMARD (dlsease modlfymg ant1-rheumatlc drug) N : . : Do

How do I recelve thuxan" ' o

o t thuxan 1s grven through a needle placed ina ve1n (IV or mtravenous mfusmn), in your arrn Talk to your doctor about how :' o

- you will receive Rituxan. -

« - Your doctor may prescrlbe ‘medrcrnes before each 1nfusron of thuxan to reduce slde effect of 1nfusrons (such as fever and

E chllls)

& Your doctor should do regular blood tests to: check for srde effects to thuxan

USBL 103708/8386 Amendritent: llltuxlmeb—-ammaﬁcmnmh; fne. o
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: V'Before each Rituxan treatment your doctor or nurse w1ll ask you questlons about your general health to make sute that thuxan 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 w111 '
not go-away. : :

What are the possrble s1de effects of thuxan"

' The “What is the most lmportallt information T should know about Rituxan"” sectlon lists certain serlous and life threatenmg‘
-side, effects with: thuxan R1tuxan can cause other serious and life threatenmg s1de effects mcludmg .

. 'Hcpatltls B v1rus reactlvatlon Tell your- doctor if you had Hepatms B virus or are “a carrier of Hepatitis B virus,
© - Receiving Rituxan could causethe Hepatitis B virus to become an active infection again.. - This may cause serious llver o
o problems and death. . People w1th actrve liver dlsease due'to Hepatitis B should stop recelvmg R1tuxan

; . Heart Problems “Tell your doctor about any heart problems you have Includmg chest’ pam (angma) and 1rregular heart
o “beats. Rituxan can cause chest pam and 1rregular heart beats whlch may requlre treatment

e A Infections. thuxan can increase your chances for gettmg infections. " Call your doctor rrght away if; you have a cough that
- “will not go away, fever, chllls congestron or any ﬂu—hke symptoms ‘while recelvmg R1tuxan These symptoms may be .
signsof a serrous 1nfect1on , o S

o : Stomach and bowel problems Serlous stomach and bowel problems have been seen when' R1tuxan has been used w1th
- antiscancer medremes in some patients with nonsHodgkin’s lymphoma Call your doctor nght away if you have any
- stomach area paln durmg treatment w1th R1tuxan o ‘ )

Common s1de effects durmg thuxan mfusrons lnclude

« -fever - ¢ headaehe

«  chills and shakes + naus¢a
« . itching ‘e hives: -
s cough. ' o * sneezing
o throat rrr1tat1on or tlghtness . S :

R Other 51de effects w1th thuxan mclude

- aching joints

& . upper tespiratory tract mfectron
« - decreased blood cell counts

. lung problems :

B Tell your doctor about any 51de effect that bothers you or that does- not go away These are not all of the poss1ble s1de effects w1th
'thuxan Ask your doctor for more mformatlon - , . o '

N General Informatron about thuxan '

. Thrs Med1catlon Gurde provrdes a summary of the most 1mportant 1nformat10n about R1tuxan Med1cmes are sometimes -

- presctibed for purposes other than' those listed in a Medication Guide: Ifyou would. l1ke more 1nformat1on or have any questlons,

corotalk with your doctor; You can. ask your doctor for 1nformat10n about thuxan that is wr1tten for healthcare professwnals You :
- can also visit www thuxan com or call 1-877- 474 8892 ) : :

What are the mgredlents in. thuxan"
. Active ingredient: rituximab = - : o aE o
o Inact1ve mgredrents sodlum chlor1de sodlum cltrate dlhydrate, polysorbate 80 and water for. 1n]ectlon R

. Jomtly Marketed by Blogen Idec Inc and Genentech USA Inc SO

Manufactured by

’ _'Genentech Inc
B i DNA Way . .
_'South San F ranclsco, CA 94080 4990

: -©2008 Blogen Idec Inc and Genentech TIne. 7

< .Rev1sed 01/2008 . : : o _
. Thls Medicatlon Gulde has been approved by the U S Food and Drug Admmlstratlon

S us. BL IWMAmeudmm thuxlmnb——mln Gemmch, lue. R
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