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~----.-.--------~--.---- INICATIONS AN.USAGE~---.-----------.--...-
Rìtuxan. isa CPZO-directedcytoiytic antibödy. indicated fpr the treatient
ofthefoIliiwing:. . .... .. ... . . ... .

. Non.Hodøkln'sLymphøli(NHL) (1.1).. . . . .

. RheumatoidArtbritís(R)jn combination with methotrexateinadult

patientsWitb inoderately-to severely-active RA who have inadequate
response to oneor more TNFaiitagonist tberapies (1:2)

--.------~-.-.---~.-~DOSAGE AND. ADMISlAATION--."-----------"'-
DONO' ADMINiSTER AS AN tv PUSH OR BOLùS.
,¡ The dösefiir NHL is375 mg/m2 (2.1).

.. the dose as acoinponent of Zevalin$(lbritumotnàbtiuxetan)

TbetapeutícRegimen is 250 mg/m2 (2.2):
. Tbe dose for Rheiimatoîd Artritis i~tWii"l 000 mgIV infu~ions

sepi.rated by2 weeks in combination with methotrexiite.
Methylprednisolone 100 mg lV or eqqivaient glucocorticoid is
recomnended30 minutes priorto each infiision (2.3).

----'--.--------~--"IiOSAGE FOIWS AND STRNGms.---------------
. luO mg/lO ri and 500 mg/SO.in solutioÌl in a slngle~use vial (3);

---'----"-~...-~----.-.--_,~ONlRAINICATIONS-.-------.....--.--.-----None. -
~---~-..--.."-~.-."-.W ARGS AND PItECAUTIONS-----...---~----
" TUinor lysiSSyndrOfllll~adininistlirprophýlllsal4rnonitof renalfuctlon(5.2). . .
.PML.~ monitor neumlogicfunction. DiscontinueRituxan(5.4).
. l1llpltitiK BfelltÎvation withfulmlnalt hllpatitis,sOinj,times fatal-

screen high rJk.patientsand monitor HBV cariers during and several

inonthsafertherapy: Discontinue Rituxan ifteaCIÍvàtionoccurs (5.5).
. Cardiac arrbythiniasand angina Can occur and can be life threatening.

Tyonitorpatientswith tbesecondit(ons closely (5.7). .

" Bowel obstrction andpedoratimi ~ evaluate complaints of abdominal
pàin(5;9). ...; . . ... . .. .. . .. .. .. .

. Do not administer live viru~ vaccines prior to or duiingRituan(5.IOr
" MonitorCBCat regular intervalsfoTseverecytopenias (5.1 1,6.1).

--~-"~--...---------.------ADVl:llE .1tl: CTION~~.-".------~----.-'-----.
" Non"Hixgkin's LYinphomà (NHL)- Common adveisè reactions

(li 25%) in clinicaltrials were:inusioÏl reactions; fever, lymphopenia,
chils,infectionand asthenia(6.1). .. ..... .... . .. .

" Rheumatoid Artltitis(RA) ~ COnu0nadversereactions(;;,5%):

hypertension, nausea; upper respiratory tract infection,artraIgia,

pruritus, and pyrexia(6.2): Other iIÍportnt adverse reactions include
infusion reactions, serious infections, and cardiovascular events (/í.2).

HIGHLIGmS OF PRESCRIBING INFORMTION
These highlights do not iiiclude. alltheinfol1àtiou n~ed.edto uSe
Rituxaii Sàfelyaud êtTectively_ See full presCribilig iiiforiiàtioii forRiluxaii; .
RITUXN(rituxiiiàb)
Iiijection for IntravenouS USe
Iiiidal u.s. Approval: 1997

1'0 report SUSPECTED ADVE:REJÌACTIONS; contact Gertentech
at 1-888;835-2555 or FDA at 1.800-FDÁ-1088or .
ww.fda.gov/medwatch.

---_,-..~_,---.-~--...~-----~."DRUG .INERA CTIONS"-..---..-----~-----.~---.
. Renal tmâcity whenu~ed in combination withcisplatin (5.8).

---.-.--"-~-~-..-..-. USE IN SPl:CIFICPOPPLATIONS..--.----.--------..
. pregrançy:Nohuman dat¡.NoteratogeniCeffects. Reversible

reduction in B cell lymphoid tissue inprimate offspringaftr matemâl
exposure todoSés simílartó buman therá¡iutic dosës(8. i).

" Nursing Motbers:UnkownifRítianispresent inhumanmilk,

Human IgO doe~ cross into human milk but isnotsignificânily

absorbed from theinfantgut (8.3).
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Infusion Reactions
Ritùxal adntinistratioii can residtinserious, including fatal infusion reactions. J)eatbs\Vithin 24boursof Rituxan infusion baveoccurred.
Approximately 80%'offatal infusion reactions occurred in associationwitbtbe first infusion. CarefullY ntonitor patients during infusions. Discontinue
RUuxaniiifusion and provide mediCål treatmentJor Grade;l or 4 infusion reactions (,ree Wanìing,r and Precautions (5.1), AdverseReactilm,r((U)I~

1'uinor LysÍl$yndronte (TIS)
Acute renal failure requiring dialysÍl with instancesofiataliiutcOnte caii occur in tbe setting òf TLS following. treatmcut olnOJ.Hôdald's JypJìoin
(NlL) Patients WitIi Ritùxan (,reeWarning,raltd Precaution,r (S.2),Advetse ReactfIJn,r (6)).

Scvere Mucociitaneous Reactions
Sevete,bicluding fatal, ntucocutaneòus rciitions can occur inpatients receÍving Rituxan (,ree. Wllming,r andPtecliutions (5.3), Adiere ReIiCton,r(6)I.

1 INICATlONSANDUSAGE

1.1. NimHlIdø",.n'SLrntpiioni(N)
Rituxai~ (rÎI\imab)isindicatedfor thetreatment ofpatíents with:

II Relapsed orrefractoiý, low-gpide QtfoUicular,CD20-positive,B-cell,NHL as a single agent

. previously ulitreated fQlIcular, CD2(J-positive, B-cell NHL in combination withCVP chemotherapy

. Non-progressing (includini¡ stable disease), low-grade,CD20-positive, B-cell NHL, as a single agent, after first-line CVP chemotherapy

. Previously untreated dift'uselarge B-cell,CD20~positìve, NHincomblnation with CHOP or otherartbacycline~basedçheinotherapyregiintJns

1.2 Rheuntatoid Artbritis

Rituxan $ (rituliab )in combjnatiPli with methotrexate is indièated to reduce signs and symptoms and to slow the progression of strctural damage in adult

patients with moderately-to severely. active rheumatoid arthritis who have had anhiadequateresponse to one or more TNF antagonist therapies.

2 nOSAGEANJ Al)MINISTR1'ION

2.1 Adntinistrati¡)n .
no NOTADMINISTER AS AN INTRA VENOUS PUSH OR BOLUS.
Premedicate before each.infusion (see Dosage tmclAtlministration (2.5)). Administer only as anintravenòus Il1fusion. (see Dosage ari AdminiStration (2.5));

ii. First Infusion: Initiate infusion lit a rate of 50 mgl. Intheabsence pf infusiim toxicity; increase infusion rate J:y 50 mglr increments every 30 minutes, to a
mllimamof400 mgl, .. ........ . ....... ..

II . Subsequent Infusions:. Ìnitlate infusion at ;i rate Of 100 mglr.. In t1e absenCe ofinfusion toxicity, increase rate by i OOmg!r ilicrements at 30"minute
intervals, to a maximum of 400mglr. . . .

. Interrpt the infusiol1 or slow theinfusionrate fofInfusiohreactions Tsee Box:èd Warning, Warnings and Precautions (5.1)). çonÌIriue theinfusion at one~hålf

the previous rate upon improVement of symptoms. .
~.qlWRlmé.d~Ðo fo..Non.Uôdliklil'sLympÌloma(Nll)

Thereçonuended dose is 375 mg(in2as anintravènous infusion açcordhig to thefollowingschedúles:
. .Relapsed orRefractory, Low-Grade or FólIcuIai', cn20~positve; ß.CeIl NiL

Adinihisteronce weeklyfof 4or8 doses... ..... . . .
.. Retreatinent for RèIilpsedòr Refractory, Low-Grade ör FollcnIiIJ",. CD2~PositiÝe, B.CeIlNHL

'c. Administeronceweekly for 4. doses.
. PreviouslyUntreiited, FoIliculaiyCl20-Positive, D-teU NHL

Administer on Day 1 of each cycle of CVP chemotherapy, for up to 8 doses.
" NOii~progresing,Low-Gradè; CD20-Positivc,a.:ceU NIL, aftèr first~iine CVPchemotherapy .. ..

FpUowing completion of 6..8 cycles ofCVP chemòtlerapy, administer onèeweekly for 4 doses at Q inonth intervals toa maximum ofl6doses:
. Diffuse LargeB-CeUNHL . . . . . ... .. .. .. .,.. .. .

Administeron Day! of each cycle of chemotherapy for ùpt08infusions.

2.3. . Rei;ominended DOSè as a Component of Zevalin-
.. Infuse rltuimab 2~0 ing/m2withinA hours priorto theadministrationofIndium.lll-(In':lll-) Zevalin and withiri4 hoúrsprior totheadministrtioh of

Yttrium.90- (Y.9Ó~) Zevalin. .
.. Admiisterí.tuanand In.iii~Zeva1ìn7-9 days piioCtoRÍtuiinand Y~90- Zevalin.

. Refer to the Zevalih package insertfm full.prescribing infonnationregardingtle Zevalintherapeutic regimen.

2.6 pteparatïon for Administration . . '. ... ... . .. . .. .. . . ... . .. ... . . . .... . ...
. .lJse appropriate aseptic tècÌinique.Parenteral drg products should beinspeçtedvisuallYfot particulate matter and discoiorationpriotto administration, Do

nQt use vial if particulates or dis.Coloration is pres~nt. Wïthdrawthe necessary amoiintof Rituxan and dilute toa final concentration of Ito 4ing!mLinan

U,$,ilittlIf/~Am'lì"'..f nìt"~llÎfjBlJ' ~.t~iì ...
3 of I6/Regional(PAS) (Xray): 24Jari008 . .



infúsion bag containing eitherO.9% Sodium Chloride; USP,ot5%Dextròse in Water, USP. Gently invert the bag to mix thesolution. Donót mix or dihitewith

other drugs.. Discard anyunusedportión.left iil the viaL. . .
3 DOSAGE FORMSAN8TRENG'HS

100 mgl1 () ib single use vial
500 mg/50 mL single use vial

4 CONTRAINDICATIONS
Noilè.

5

5.1 In'usion ReactionS

Rituxan can cimseseyere,inçliiifing fatil1;jnfusion reactions... Severe reaètions typically ocçutred diiting thetirstinfusionWith time to onsetof
;30..120 minutes. Rìtuxa-indiiced infusion reactions and sequelae include uIicaria,hypotension, angioedema, hypoxia, bronchospíiin pulmonary infitrates,
acute respiratory distress syndrome, myocardial infarction, ventricular fibriIation, cardiogenic shock, or anaphylactoid events.

Premedicate patients. with an antihistamirie andacetainQPhen priiirtodosing. Institute medical management (e.g. glucocorticoids, epinephrine,

pronchodilators, or oxygen) tor infusion reactions as needed. Depending on the severity of the infusion reaction and the req~ired interventions, consider
resumption of the infusion at a minimum 500/reduètion in rate after symptoms have resolved. Closely monitor the following patients: those with pre-existing

cardiac or pulmonary conditiói:s,thosewhoexperiencedprior cardiópulmonary adverse reactions, arid those with high numbers of circulating malignant cells

(::25,000/mm3). (SeeBoxed Warning, Warnings and Precauti(Jli (5.7),AdverseReqctions (6.1).).

5.2 TumorLysis Syndrome (TLS)
Rapid reduction in tiimor volume folowed l)açute renal failure, hyperkalemia, hypocalc:èn:ia, hyperuricemia,orhyperphospliatemia, canaccur within

12~i4 hours aftr the first infusiori.. Fata TLS cases have occured aftradninistrationof Rituxn. A high number of circulating malignant cells (~25,000/mm3)

or high tumor burden confersagreaterriskofTLS after rituximab. . Consider prophylaxis for TLS in patients at high risk Cortectelectrolyteabnormalities,
monIlorrenal function and f111idpiìlance,and administer supportive care, including dialysis as indieated, (See BoxedWarninft.)

5.3 Severe M;iicocutaneous ReactiOns - . .
Mucocutaneoús reactions, smne witlfatal outcome,can occur üipatientstreated with Rituxan.lhese reactionsincludeparaneoplastic pellphigus,

Stevens-Johnson syndrome, lichenoid dermatitis, vesiculobullous dermatitis, and toxic epidermal necrolysis: .The.O!iset of these reactions has varied from

H3weeks fòllowingRituan exposure. Discontinue Rituxan in patients who experience a severe mucocútaeousreaction. The safety of re-administration of

RitUan to patients with severe mllCOC\ltaneous reiìctions has not been determined, (See Boxèd Warning. A.dverse Reactions (6.1..6.4).)

5.4 Progressive.Mìiltifocal Leul'oencepbalopatby (PML)
JCvirusinfeètion resulting inPML and death can occurinRituxan-treated patients withhematologicmaligianciesor with autoimmune diseases fOr which

Rítuxan has not been approved. The inajorityofpatients with hematologic maIignancies diagnosed withPML . received Rituxan in combinatipn with

chemotherapy óraspart of ahellatOP(jietic stem celltrnsplant . The patients with autoiniune diseases had priororconciirrent immunosuppressive therapy and

were diagnosed withPML within 12 monthsaf theidast infusion ofRitun. ........ . .... .. .. .....

Considertbe diagnosisofPML in. anypàtient presenting with . new onsetneiirologicmanifestations. .Evaluation ofPMLînelùdes,but isnot.limited to,
consultation with a neurologist, hrilin MRI, and lumbar puncture. Discöntinue Ritúxan and consider discontinuationorreduction ofinyconcomitant
chemotherapy or immunosuppressive therapy inpatients who develop.PML (See Boxed Warning, AdverséReactioils (6.4).)

5.5 lie(iatitis lJViruS (HBV) Reactivátion
Hepatitis Bviris (IlV) reactivation with fulminant hepatitis, hepatic failure,anddeath.canoccur inpatients with hematologic. malignancies treated with

Rituan. The median time tòthe diagnosis of hepatitis Was approximately 4 months after the initiation of Rituxan and approximately one month afterthelastdose. .. .
Screen patients at highriskofIlVinfectionbefote initiaüonofRituxan. Closely monitor carriersofhepatitisB for clinicalandJabotatorysigns of active

IlV infection for $everaLmonths fall()wing Rituan thempy. Discontinue R,tuxan an4 any concomitant chemotherapy in patients who develop viral hepatitis,

and institute appropriate treatmentincludingantiyiral therapy. Insuffcient data exist regarding the safety ofresuming Rituan in patients who develóp hepatitis

subsequentto IlV reäctivation. (See Adverse Repclions (6.).) . . .
5;6 Other Viral Infeetions

ThefolWwingadditional serious viral infections, either new, reactivated or eX~èerbated,have heeniqentifiedin clinical studies or postinarketing report. The
.maj(jrity ofpatientsreceivedRitUan in combination with chemotherapY or as part of a hematopoietic stem èell transplant These v.iral infections incliided

cytomegalovirus, herpessimplexvirus, parvovirusB 19;varicella zoster virUs, West Nile virus, and hepatitis C. In some cases, the viral infections occured as late
as one year following discontinuation pfRituxan and have resulted in death. (see AdverseRëaelioìls. (6.1. 6.4).) . . .. .

5.7 Çàrdioyascular . .... . . ... ... ... .... . . ..... . . .. .... . . . . .. .. ... ...... ....
. Discontínue infusions for seriousorlifectbeatening cardiac auhytias,Pedorm cardiac monitoring do/ingandafterall.infusions ofRìtuxan for patients

who develop clinically signifcant arrhythmias, or who haveahistory of arrhy1hmia orangina. (Se" A.dverse Reaetionsj6.).J .

5.8 Renal

Severe, iiicludingfatal, renal tQxicitycan oCcur afterRitUan administr\ltion in p\ltients with hematolQgic malignancies: Renaltoxicity has occured in patients

with high ¡lUmbers of cirèulating malignant eeils(::25.,000/mm3) or high tumor purden who experience tumor Iysissyridromeandin patientswithNHL
administeredconcomitantcisplatin therapyduring clinicaltrials.The còmbinationofcisplatin and Rituanis riot anaimroved tre¡itinentregimen. Useextreme

. caution ifthis non-approved combination is used in clinicaltrialsand monitorc1oselyfor signs of renal failure. Consider disèontinuationofRituanfor patients
with a rising serum creatinine or oliguria. .

5;9 BiiweiObstructionand Perforiltion
Abdominàlpain; bowel obstruction andpetforation, in sOlle cases .Ieading 

tod\Ìath, can oçcur in patients receiving RitUan.in.combination .with

chemotherapy. In postmarketingreports,themeantimeto documented gastra'-itites.tinalpetforatioii was 6.(range 1..77 days .inpatientsWith NHL.Petforma
thOrough diagnostic evalùati!)I and institute. appropriate treatment fQIComplaints of abdominal pain, especiallyeady in the course of Rituxal1 thèràpy.(See

AtierseReaçtioli (6.4).) - .
5.10 TlÎllun~tion

The safèty ofÌlnmunization with lie viral vaccinesfolloWiilgRitual1 therapyh~ n(jt bèenstidied andvaccinatii.m with Iivevirusvac:dnesis not

recoimended, Physicians ShOiildreview the vaccination st¡tusof patientswithRA bejngconsideredforRituxantreatmèl1t and fbllow the Centers for Diseiìe
. Control an4Prevention (CDq guidelil1esfor adult vaccinatiòn with non~live vaccini;sintended to prevent infecti(jus disease priortotherapy.

For NRC patient~, the bènefitsof primaiy or Qooster .vaccinations should pe weighted against the risks af dèlay in initiation of Rituxan theripy.

U.s.lJ"lOW~.~A.Ilndll"tIRimlllb-.øll~.Gelllt"". Üè..
4 ofl6/RegionaI (PAS) (Xay): 24Jåi008 . .



5.H Laboratory Monìtoring

Because Rituan binds to all CD20-positive ß lymphocytes (malignantandnonmalignant),òbtaincPlnplete blöodcounts (CBC) 
and platelet countsatregular

interval&duriiig Rltuxan therapy and more frequentlyfnpatients who developcytopenias(see Adiersl1 Reactìons (6.1)). The duration ofcytopeniasciiused by
Rítuxan can exXend months beyond the treatmentpedod. - .
5.12. ConcomìtantUse witb Biologic Agents and DiseaSe MudifyiigAnti-Rbeumatic Drngs (DMARDS) otbetthan Metbotrexatein RA

Limited dataareavai\able on the safety of the use oflJiologiçagents orDMARDs otherthanmethotrexatejnpatients e¡dibitingperipheral B cdldepletion
tollowingtreatientwithritWdmab. Opserve patientS closely for signs of infectionifbiölogicagents and/or DMAs are used 

concomitantly.

5.13 Use in RA PatieiitsWbO HiweNot Had Prot IiiàdeqliateResponse to Tumor N:ecrosis Factor (TNF) AntagoniSts
While effcacy of Ritux.an waS supported in two weIl-controlled trials in patientswithRA withpdnr inadequate respnnses to.non"biologicDMARDs, a

favorable risk benefit relationship has not beenestab1fshed in this population. The use of Rituxan in patients with RA who have not had prior inadequate response

to one or moreTNFantagonists is not recomrnended (see Clinical Stu4ies(lU)). .

5.14 RetreatnientinPatients witllRA
.. Safety and effcacy of retreatnenthiive not been establishedin controlled trials. A liniitedfiumberofpatlentshaverec'eivedtwo to 

five courses (twointusions

per course) of treatment in lin uncontrolled setting. In cliniCliltrialsin patients with RA, most of the patients Who received additional courses did so 24 weeks

after the previous course and nonewere retreated sooner than 16weeks. .
6 ADVERSE REACTIONS

ThHollowing adverse reactions are discussedÍn greater detail in other sections ofthe labelihg:
.. Infusion reactions (see Wàrnings tindPrecauÚons (5.1)) . .
.. Tumor lysis syndrome (see WatningsandPlecautions(5.2))

.. Mucocutaeousreactions (see Warnillgsand Precautions (5.3))

.. Ptogressivemultifocal leukoencephalopathy (See Warnings àndPrecautions (5:4))

.. Hepatitis ß reactiVation with fulminant hepatitis (see Warnings andPreçautions (53))

.. Other viral infections (see WarnlngsandPrecautions(5.6)) .

.. Cardiac arrhythmias (See Warnings and precautlons (5: 7))

.. Renaltoxicity (see Warnings and Precautions (5.8)) .

.. Bowel ppstrction andperforatíon (see Warnings and Precàutions (5..9))

The most coinonadversereactionsofRituxan (inèidence ~25%)opservedin patients withNfIL are infusion reactions,.fever,chils, infection, asthenia,. andlymphopenia: . .
The most importht seriousadverse. reactionspfRituan areintusion reactions, tumpr .lysissyndróme, .mucocutarieot)s to,üçìties, hepatitis B reactivation with

fulrrinlllit hepatitis, PML, other viral ínfections,cardiac arhythmias, renal toxicity, and bowelobstriction and perforation: .

6,1 Clinical Trials Expericn~. NOllollodlI's LYUlpJiomà. .. . . . . . ... .. .
Becat)se c1inical trials are conducteduiider widdy varying conditions, adverse reaction rates observed in the clíiical trials ofidrug cannot betlirectly

coinparedto rates in the clinical trials of another drug and maynotreflectthe ratesobservedihpractice. ... . .. ... . . .

The data described below reflect exposure to Rirunin i 606 patients, with e¡(posiies rangin~ from a single infusion up to 6-8 months. 
Rituanwasstidied

inbothsinglecagentandaetive~contrQlled.triais (n=356, andn= 1250).. These datawere obtained in adi.lts withlow~grade,folljcular, or DLBCL NIL Most

patients received Rituaniis an infusion of 375mg/m~ perinfusion, given as a single agent weekly for up t08 doses, in. combination with chemotherapy for up to

8 doses; oi following clIemothetapyfQr ùpto 16 dOses. . .lriusion ReaCtlolis .
1n t1emajoríty of paiients with. NIU, infusion reactions consisting offever, chilslrigors, nausea, prUitus, angioedema, hypotension, headache, prpnchospaSrn,

urticaria, riish, vomiting, myalgia, diziness, orhypertensionoccurred during the first RituKaninfusio!tInfUsiQnreactionstypically òçci.rred withi!l30to

.12Qminutesofbe~iiming thefiist infusion, and resolved with slowing QrinterrptionoftheRituan infusion and withsuppiirtive care (diphenhydramine,
acetaminopheìi, and intraven!)Us saline). The incidence ofinfusJon reactions was highest during thi;fírstinfusion (77%) and decreased with each 

subsequent

infi.sion. (See Boxed Warning; Wat!Îflg andPrècaiitions (5.);) . .Infections ..
SeriouS infections (NciCTeAEGrade 3or4),lncluding sepsis,bccurredin less than 5% of 

patients withNHLin the single ann studies. Theoverall
incidence of infections 'Vas 3 I % (biicterial 19%, virai 10%, unknown6%,anMungall %). (See Warning andPrecautlons(5.4), (5.5). (Hn

Inrandpmized, controlled studies where Ritùan was. administered followiìig chemotherapyforthe treatment offollicular or low-grade NHL,the rate 
of

infection washigheritÌong patienIswho received Rituan.Indiffuse largeB.cell lymphoma patients, viral infectimis.occured morefrequentlyinthose whoreceived RituXn. .
Cytopeflias andhyPQgammaglobulinemia

. Inpatients with NHL receiving ritux.imablIOhPtherapy, Ncr etc Grade 3 and 4 cytQpeniaswere reportedin48% of 
patients. These included lyi1phôpenia.

(40%), neutropenia (6%), leukopenia (4%); anemia (3%),andthrombQcytopenia (2%). The 
median duration oflymphopeniawas 14 ¡Jays (range, 1~588days)alld..

òf neiitropenia was I3days (rangè,2.. U 6 days), A single occurrence of transient apiilsticanemia(pUre red cell .aplasia) and two occurences of hemolytic anemia.

followig Rituxantherapyocc.ued during the single ann studies, ..... . ... . . .. .
In studies pf monoiherapy, Rituxan-índuced B-cell depletion occurred in 70% to 80% of patientsw.ith NHL. DeereasedIgMand IgG serum levels occurred in

14% of these patients. .
Single Agènt Rific(n

Adversereactionsin Table locaurredin 356 patients with relapsed or refractory, low-grade or follieulat,CJ)u-positive, B-cell,NBLtreated ¡nsingle-ar
studies ofRituanadministered as a single agentlsee Clinical Studle$(l41)l Most patients received Rituxan 375 mgli12w.eekly forA doseS. .





Intbese single arm Rituxan studies, bronchiolitis oblitiirans occuJted duringandup t06 mpnths afterRituxan infusiøn.

Rltuxànin Combination with Chemotherap

Adversereactions infonnation below is based on 1250 patients who received Rituaii iiicombinatipn with chemotherapy or followíngchemotherapy,

RitUJianinCombination with Chelnotherapyfor Low-GrMeNHL
In Study 4, patients in the R_CVParnexperienceda higher incidence6rinfusional toxicity and neiitropenia cOrípared to patients ifithe CVP arm. The

foJiowing adverse reactions occuredinøre frequent¡Y(~5%) inpatients receIving R-CVP compared tø CVPalone; rash (11% vs.5%), cougl (15% vs. 6%),

flushing (14%vs. :3%), rigors(l O%vs. 2%), pmritus.(IO%Vs. 1%), neiitropenia (R%ys. 3%), and chest tightness (7%vs..l %)..(See Clinical Studies.(14.2).)

In Study 5, the followinK adverse reactions wereTeported more frequently (i! 5%) in ¡:atients receivingRituan following CVP compared to p¡itiénts who
received no further therapy: fatigue P9% vs, 140/), anemia (35% vs. 20%), peripheral sensoryneuropathy.(30% vs..18%), inections (19% vs. 9%),.pulmonal)
toxicity (18%vs. 10%), hepato.biliar toxicity (17%vs. 7%), rash and/or pruitus (l7%vS.5%), arthralgia (12% vs.3%),andweightgain (11% vs. 4%).
Neutropenia was the only Grade 3 or 4 adverse reaction that occurred more frequently (2:2%) in the Rìtuxan arcømparedwith those who received no further
therapy (4%vs. 1%). (See Clinical StUdieS(143). . . .
Rituxan .in Combination with Chemothe~apjfor DLBCL

In Studies 6. and. 7, (see Clinical Studies. (14 4)J, the following adverse reactions, regardless of severity,. were reported more frequently (:a 5%) inpatients age
:a60 years receivIng R-CHOP as compared to CHOP alone: pyrexia (56% vs.46%),lung disorder (31%vs. 24%), cardiac disorder (29% vs. 21%),andcbills

(13%vs.4%). Detailed safety data collection in these studies was. primarily limited to Grade Jand 4 adverse reactions and serious adverse reactions.

In Study 7,a review of cardiac toxicity detennined thatsupraventricular arrhythmiasortacliycardia accoiited for most of the difference in cardiac disorders
(4.5%forR-CBOPvsd.Q%forCHOP). . . . . .. . ... . .. ........ .... . . . ....... . ... . . .

The following Grade) or4 adverse reactionsoccu.ed more frequently among patients in the R-CBOPann compared with those in. the CHOP arm:

thromhøcYtòpenia(9%vs.7%) arid lung disorder (6%vs. 3%),Other Grade 30r 4 adverse reactions øccurringmøre frequently among patients receiving

R"CHOP wetev!ral infection(Study7),neutrópeniå (Studies 7 and R), and anemia (Study 8),

6.2 Clinical TrliiIs Exiiedenee Rheumatoid Arthrits.. . .. . . .

The types ofådverse reactionsØbserved in patients with RA were similar. tQU\9sescmlnpatilltswith npMlodBkII1'slymphoma (see Warnings atd
Pretaution.(5). Adverse Reactiotis (6.1)). Specifc safety considerations in ilis indicationarediscusse'dbIHow. .. .. . .. . ..

Where specific percentage.s. are noted, these data are based on938patientstreated in Phase 2 and 3 studies of Rituxan(2 xJOOO mg) or placebo administered in

combüiation with methotrexate.. .



Infusion Reiicions
. .. InRituxan RAplai;ebo-controUed studies, 32%ofRituan-treated patients experienced an adverse reaction during or within 24 hours following their first

infusion, compared to 23% ofplaceho-treated patients receiving theiríirstinfusion. The incidence of adverserea¡;tions during the 14.hour period following the

second infusion, Rituan orplacebo, decreased to 11 % and 13%,respectively. Acute infusiQn reactions (manifestedby fever, chils,rig()rs; pruitus, .

lIrticariìirash, angioedema, sne~zing,thrOatiritation, cOligh, andlorbronchospasm, with or without associated hypotension or hypertenSion) were experienced by
27% of Ritûxan-treated patients followingtheírfirst infusion; compared to 19% ofplaceboctreated patients receiving their first placebo infusion, The incidence of

these acute iliiision reactions. followìng. the second infusion of Rituan or placebo decreased to 9% and . llo~, respectivelý... Seriousacute infusion reactions. were

experienced by;' 1% of patients in either treatment grOup: ACliteinflis.ionreactions required ¡lose modificàtion (stQpping, 
slowing or interrptionofthe infiision)

in i 0% ¡ind2% of patientsreceiving riniimapor placebo, respectively ,after thefirst course.. The prOportion of patients experien()ing aciiteinfusiori reactions
decreased with subs.eqiient coiirses ofRìttan.The acministration ofintr¡ivenous glucocorticoids prior to Ritux¡in infusions reduced the iiicídençe 

and severity of

such reactions, however,therewas no clearbenefit from the administration Moral glucocorticoidsfor the prevention Òfaciite infusion r!lactions, Patients in
clinical stiidiesalso receivedantihistaniines and acetaminophen prior to Rituxan infusions.. ..
Inf/wtions

InRÂ clinicai studies, 39% of patients in the Rituan group experienced an infection of any type compared to 34%of patients in the placebo group. The. most
conumininfectiòns were nasopharngitis, upper respiratory tract infectimis; urinary tra¡;t infections; bronchitis, and sinusitis. ... .. .. ..'

The incídence of serious infections was 2% in the Rituxan-treated patients and 1% in.the placebo group...One fatal infection (brOnchopneumonia) occured
with ritûximab monotherapy during the 24.weekspiacebo-contrOlle¡l period in one of the Phase 2 RAstudies... In 107 Ritlixan-treatedRA patients with active
disease, subsequent treatment with a TNF inhibitòrwas associated with a higher rate ofseriòus infections. . Six serious infections were observed in 100.8 patient
years (0.06 per patient year) prior to exposure and9were observed in 97.8 patient years (0.09 per patient year) aftr ~xposure. .
Carcliac Adverse Reactions

rheincidence of serioUS cardiovascular events in thedouble-blind part onhe RA ciiricaltrials wasl.7% and l.o/~ in Rituan and placebotreatmentgroups,
respectively. Threecardiovasculardeaths occurred during the double-blind period oftheRA studi~s. including allrituximiibregimens (3/769..0,4%) as c()mpared
to nonejn the placePQtre¡itment grOup (0/389): ... .. . . ... . . ,. . .,. .. .

SiIice.patients withRAare at in¡;reased risk forciídiovasclilareventscompiiredwith the generalpoplilation,p¡itients withRA should bemoiiitoredthfPughout
the infusiPll and Rituxan shOlild be dis()ontinuedin the event ora serious or J¡fe~threateriing c¡irdiacevent.. .. . .. '. ... . ....... . !... ..
HJipophosphatemiâ 'Ì'ndhyperuricemia

In the 24 week double.blind RA clinicaltriaI prQgral1, newly.occurringhypiphosphatemia(~2.0 mgldl) wàs. observed in i 2% (67/540) of patients onRituan
versus 10% (39/398) of patients on placebo.Hypophosphat~miawasmorecomion in patients who received corticosteroids: Newly occuring hyperuricemia

(::10 mgldl) wasohserved in L5% (8/540) of patients on Rituanversus03% (1/398) pf patients onplacebP. . ... . ... . ......
Atany time after treatment with up toseven courses ofRituan; at leastone episode' ofnewlycoccuring hypophosphatemiawas observed in 23%

(245/1048) ofpatientsand newly-occurrngjiyperuricemia was óbserved in 3% (32/1048).ofpatients; .
6.3 Iminunogeiiicity . .. ... . . . . . .. .

AS withalltherapeuticpròteins; therets apòtentialfor iinunogenìcity..The observedincidence of àltibody(includingneutrlilizingantibodY)I'0sitivityin an
assay is highlydepi'ndenton several factors includingassay sensitivity and specificitytassaymetÌodology,sample handling, timing of sample collection;

concomitant medications, and underlying disease. Forthese reasons, comparison of the incidence ofantibodiés to Rittan with the incidence of antibodies to
other products maybe misleading. . -



Using aliELlSA assay, anti-hUmàn anti~chimeric antibody (IlCA)was detected in 4 p056 (1 .1%) patients with lowcgrade or follicularNHLreceivlng
single-agent Rituan.Three ofthe four Patients hadanobjective clinical response.. ... ... .. ...... . .. . ............. .

A total of U 8/1 053 patients (U%) withRA tested positivefor HACA at anY time aftertreatment with Rituxn,Limited data are available 
on thesafetyor

effcacy of Rituxaii reireatmentinpatients whp developHACA. Of the 8 jJàtients who experienced serious acute infusion reaction&, 2 were subsequently found to

beHACA~positive. .. Approximately 12% (14118) of patients who wereHACA-jJositivehad a subsequent infusion reaction of any severity. The clinical relevance

of HAC A fortation in iituxímab-treatedjJatients is unclear. .
6.4Postinarketing Experience

.. ThefoUowing adVeiseteactionshavebeen identified during post.approvai use ofRituxan in heintølogic malignanties. Because these reactions are reported
voluntarily fromapopulatioiiofuncertin size, itisnotalwayspossible toreliably estiatetheir frequency or estalilish a causal relationship to drugexpösure.

Decisions to include these reactions in labèling are typically based on one or morii of the following factors; (I) seriousness ofthe reaction, (2) frequency of

reporting, 0r(3) strength of causal connection to Rituxan. .
'.Hematologic;prolongedpancytopenia, marow hypoplasia, andlateonset neutropenia, hypel'scesity syiiarome in Wåldentrom'srtacroglobulinemia
.. Cardiac; fatal cardiac failure. . . . .
t, inuul1e/Autöimmune Events; uveitis, ojJticneudti&, systernicvasculitis,pleuritis,lupus-like syndrome, serum siclmess,polyarticulai arthritis and vasculitiswith rash.' .. .
.. Infectiön; viral infections; including progressive rnu1tocalleukoencephalopathy (PML), increase in fatal iiifeètionS in Il-associatedlymphoma, and a

rejJPrted incieasedincidence pfGrade 3 and 4 infectiPls in patients with previously tre¡¡te4 lymphoma without known HIV infection.

.. Neoplllia:diseas progrísioli QfKaposi'ssareoma. .

.. Skin; severemucoèutaneous reactions,

.. GastrointestinaL 'bowel obstrction and perforatioii.

.. Pulmonary' fatal bronchiolitis obliterans andpneumoniti& (including interstitialpneumoriitìs).

7 DRUG.INTERACTIÖNS
Forrtaldrug interáçtion stu~ies have not beiinperformedwith Riuxan. In ciinical trials Of patients withRA, concomitant administration of methotrexate or

cyclophosphamide did not alterthe pharmacokinetics of rituximab.

Ii USF; IN SPF;CJFlCPOPULATIÖNS

8;1 Pregnniicy

Category C: There arenoiidequate and well-controlled studiesofrituximab in pregnant WOilei. NQD.iloogkin'slymphomn and severe rheumatoid artritis
are Serious conditions that require treatment Ritùximab should be used during pregnancy only if the potential benefit to the mother justifies the potential risk tothefetus. . '. . .

Rituximab isa geneticallyengineeredIgG molecule, and IgGcfPsses the humi;n placenta Reproduction studies incynóniolgusmonkeys at maternal

exposures similar to human therapeuticexposures showed no evidence ofteratogeniceffects. However, B cell lymphoid tissue was reduced in the offspring of

treated d.ams. TheB cell counts returned to normallevels,andimmimologic functlonwas restored within 6 months of 
birth, . . . .

QtherthiintargetBlymphoi;ytes, rituimabisnotknown to bind 
to any norial human tissues in an ex vivo assay. However, it.is not known if binding occurs

to uniqueembryöuic or fetaUissue receptors in vivo. . .

8.3 Nùrsiiig Mothers

It isnot known whether Riiuat is secreted into liumanmilk. However, Rituxn is secreted in themiikPfIactating cynomolgus monkeys,andIgG is. excreted
in human niilk.. Published datisuggest that antibodies in breast milk do not enter the neonatal and infant qirculationsin subStatial amounts. The unknoWn risks

to tleinfantfrom gastrointestinal ór limited systemic exposure to Rituxan should be weighed againstthe kriown benefits of bieastfeeding.

8.4 Pediatric Use

The safetyand.effectivenes~ of'Rtuxan inpediatricpatients have not been established.

8.5 Geriatric Use

Difuse Larg~B-Cel/ NHL
. Amongpatieritswith DL13CL evaluated in threerandomized,acti"e~contrpiied trials,927patientsreceìvedRituanin combinàtion with 

chemotherapy. Of

these, 396(43%) wereage6$òr greaterandI23 (13%) were age 75 or greater. .... No overaii differences in effectiveness were observed between these patients arid

younger patients, . Cardiac adverse reactions, i'0st)y supraventric\ilararhythmias, occurred more frequently .among elderly patients. .Seriouspulnionar adverse

reactions werealSorrOre COII0namong the elderly, including pneumimiaandpne(¡monitis. . .

Low.Grade()r Fof1ctdar Non4Jligkif/'sLymp1iQnlà

Clinical studies of Rituxan in low-grade ortoHicular, CD20-positive, B-ceIlNHLdid not include Suffcient nuibersof patients aged 65 
and ovefto determine

whether they respond differently from younger subjects. .. . ..

RheUnlatoidArthritis

Among the 517 pi;tients in the phase 3 RA study; 16% were 65..75 years 0ldand2%were 75 years old iin4 older.

siniilar in the older (age ;;65 years) and younger (age": 65 years )jJatients. .

10 OVERDÖSÀGE
There has beenhòex~erience with overdosage in human clinicaltriiis. .

11 DESCRITION
Rituxan'" (rituximab) i.s a geneticaUyengineèredehiinericmurine/humaninoitocloniilIgGi kappa¡lotibodYdirectedagainst the GD20 antigen; 

Rltuxil1ab has

an iipproxiinate molecular weight of!45 kDe Rituidmab hasà binding affnity for t1eCD20 antigen of approJiiinately 8.0 nM. .. .'.. .. ..... ..

Rituxil1iib is produçed by mal1maliancell (Chinese Hamster Ovaiy) suspension culture in a nutrieiit medium COntaining theantibioticgentainicin;
Gentainicin isnot cieteptable in the final product ; .Rituan is a sterile, çlear, colorless, preservative-free .Iiquidcoocentrate for intravenousadministration. Rituxan
is' supplied ataconcentration of 10mglmL ineitherlOO mg (lOin) pr 500 mg (50mL) single-J1~e vials. The productis formulatedja9mg/¡nsodiumchloride,
7.5.mgl¡n sodiui citratedihydratii,0.7 ingliipolysorbafe.80, and Water for InJeption. . The pHis 6.5.. ..
12CLurcAL PHARCOLOGY

1;2.1 Mechanisii ørAction. ... .... .... .. .. ..... . ..... ........ .. . .. ". ì
RituimabbindssjJecifically tothe antigen CD20 (humiin B-lymphocyte-restricted differentiation antigen, Bp35), ahydrophobictransinembrane protein with

a molecular weightorapproximately 35 kD locate on pre~B and mature B lymphoeyes. the antigenis expressed on ;,90% ofa.cQIln()n-llgkin's Iyinphomas

(NHL),butthe antigen isnotfoun,d.onhematopoieticstem ceIls,pro-B~ceiis, nprial plasma cells orother normaltissues. CD20regulateS an early step(s) 'in 
the

lJ.$.BL1~q( A!l"....il..IWlm!!bHØll.6l!..~b, ll . .. .
9 ofI6IRegional(I'AS) (Xrày):24Jii008 . .



activation process for cell cycle initation and difTerentiiition, and possibly functions as a calcium ion .channel.CD20 is not shed from the cell surface and does not

intemalìze upon antibody binding. Free CD20 antigen isnotfound inthe circulation.. . ... . .. .. . .. . .. .. .. .

B-ceIlsarebelievedtoplay a role in the pathogenesis ofrheumafOidattrítis(RA) and associated chronic ~ynovitis. In this setting, B-cellsmaybe acting at

multiple sites inthe autoimmunelinflammatory process, including though production ofrheUmatoid factor(RF) and other autoantibodies; antigen presentation, T

cell activation,and/Orpro-infliimmatorycytokine productiori. . ... . . .... .. ...'.. .
Mechanism of Action: The Fab domain ofritUidmab binds to the CD20 antigenonB lymphocytes, and the Fcdoniain recruits immune effectOr functions to

mediate B-cell lysis irtvitro. Possible niechanisms of cell lysis includecomplement-dependent cytotoxicity (CDC)and antibody-dependent cell mediated
cytotoxicity (ADCC).. The antibody has been.shown to indUce apoptosis in the DHL-4 hUmanB-cell lymphoma line.

Normal Tissue Cross-reactivity: Rituimabbindingwasobserved on lymphoid cells in thethymus,thewhite pulp of the spleen; and li majority ofB
lymphocytes in peripheral blood iind lymph nodes. Little or no binding was observedii the non.lymphoid tissues examined, .

12.2 Phartnaèodyóámics .. . ..., . . . .. . . . .. ..... . ..
Administration ofRituxiin resulted ina rapid and sustained depletion of circuJatingand tissuecbasedB-ceiìs: . Among 166 patients in Study i, circulatìng

CDl9-positiveB1cells were depleted within the first three .weekswith sustained depletion for up to 6 to 9 monthspost-tre¡itment in 83% of patients. Il-cell
recovery began at approximately 6 monthsaml median B-celUevelsretumed to normal by 12 months following completion of treiitment.

There weresustainedaiid ~tatistically significiintreductionsin both IgM andlgGserum levels observed frorn5though 1 1 months following rituximab
administration; 14% of patients liad IgMandlorIgG serum levels below the normal range:

In RApatients, treatient with Rituan induced depletion Ofpenpliera1B Iympliocytes, wíth all patients demonstratingnellcompleiedepletion Within 2 weeks
afterreceiving the first doseofRituan. The majority of patientsshowedperiphera1B-cell depletionfor at least 6 months, followedby subsequent gradual
recovery after that timepoint. A small proportiònofpatients (4%)hiid prolonged peripheral B-celldepletion lasting more than 3 yearaftera single course of
treatment.
. . In RA stidÍes,tptaLserumimmunoglobulìó levels,. IgM, IgG,andIgAWetereduced at 6 months with the greatest change observed in IgM.HoWever,mean

iinuno¡¡lobulin levels remained withinnonnal levels ovetthe 24-weekperiod.8mall proportions ofpatientsexpenencect decreasesinigM(7%),IgG (2%), and
IgA (l %)Ievels below the loWer limit of nonnal; TheCIinìCal consequeiices of decreases in immunoglobulin levelS in RA patients treated with Rituxan are .

unclear.. . . .. . .. .. .. . . ..... .. .. .. ., . . . .. ........ .. ....... .. ....
Treatmentwith rituxmabinpatientswithRA was associated with reduction of certin biologic markers ofinflammationsuch as interIeukin-6(lL-6),

C-reactive protein (CRP), serum àmyloidprotein (SAA),S100 A8/S100A9heterodimercomplex(S 100 A8/9), anti-citrllnated peptìde(anti-CCP) and RF.

12.3PharJrcQkinetiCs
Phannacoldnetics were characterized in 203 NHLpatients feceiving375mglin2 ritúximabweekly by iv infusion for 4 doses. The mea'n C""xincreased with

e¡ich succes~¡ve infusion and was 486 incglmL(range, 78--997 mcglmL) following the fourh infusÍou., Peiik and trough serum levels ofrit\ximabwereinversely
corrlated with pretreatmenteirculating CDl9"positive B~cells and tuniQr burden; RituiiIab was detectable in the serumofpatients3 to 6montlis ¡ier
CQmpletion oftteatment. . . ...... ..... . .. .. ... .. . .

Tlie phannacokineticprofieofrituximap wlienadministered as 6 infusions of 375 mglm2 in combination with 6 CyclèsofCl:OP çhemotherapy was slmîlarto

tliiit seen with rltuximap alone; .. ... ... ... . ... . ... . .,. .. .. ....... ... . .. .. . . . . ... ...
Based on a population phanniicokinetic aniilysis.of data from)98 NHL patients wli() received rituimaponce .weekly or once every three weeks, the estiinated

median tenninalelimination half-life was 22 days (range, 6.1. t052 days).Patieiits withliiglier CD 1.9-positive cell counts or largermeasuraple tumor lesions at
pretreatment Iiada higlier cl~arance. However dQSeadju~tmentforpretreatientCI)9countorsize ofttmor lesion is not necessary; Age and gender had no.

eflecton thephannÍlcokinetics ofiitiximab. .

Followigadministration of 2dosesof rituximab in jJatitmts with rheuiátoldarhtitis,. the meanCm.x values were 183 mcglmL(CV "'24%) forthe 2x $00 mg
dose and 370 incglmL (CV=25%) fmlhe 2)( 1000 mg dose, respectively. Following 2)( 1 000 mg rltuximap dose, meanvoluiIe of distribution at steady state waS
4:3L (CV;:28%), Meansyst"mic senim c1earanceof rituximiib wasU,Ö1Uh(CV #38%), and mean termina1eliminatimthalf-life after the seconddo~e was .
i9 days (CV';32%). . .... . .. ... .... . . . . . ... . . . ..... .,..

Female patients With RA (n= 86) hacta 37% lower clearance of rituximabthan male patients withRA (n ,.25). . The gender ¡Jiflerence in rituximab e1earance
does not necessitate any dose adjustment because safety and effcacy ofrituximab dPnot appear to be Int1uencedbygender.

The phannacokineticsoftitiimabhávenot beenstudiedin children and adolescents, Nofòrnialstudies were conducted. to examine the eflectsof either renal.
or hepatic impairIerit on t1ephaliacokiietic~of nt\ximap;

13 NONCLINICALTOXICOLOGY

13.1 tiirçjnogêl1esiS,lVutagenesis, IinpairnientQf Fertility
.. No long-teniánimal studies hav" been performed toestabIish the carcinogenic or mutagenic potential ofRituxanor to deternim~ potentialeffecfs onfertiIityin males of females: . . . .

ReprodUCtiVeToxfC010gySh!dies. .... .... . ' . ... .. .... . .. . . . . . . .....'.
An embryo-fetal developmental toxicity study was pedonned ohpregnantcynomolgus. monkeys. Pregnant animals received rituximab via the . intravenous

route dúting early gestation (organogenesis period;post.~OituiI days 20 through 50). Rituximab wasadmiriistered as loading doses on post,coitum (PC) days 20,
21 and 22, at 15, 375 or 75 iÝglglday;anq then weekly on PC Days 29; 36, 43 and 50, at 20,.50 or 100 mglgfweek. The 100mglglweek doseresultein80%
of the exposure (based on AUC)ofthose achieved followig a dose of2 grams ihhumans.Rituimabcrosses the monkey placenta. Exposed offspnngdid not
exhibit any teratogenic effects but did have decreased lymphoid tissue BceUs. .

A subsequentpre~ and postnatal reproductive toxicity study in cynomolgus inoI1keys \Vas completed to assess developmental effectsincluding therecovery of
B~ceii and imnmnefunction in infants exposed to rituximab in utero. Animalswere treatedwithaloadingdoseofO, l5, or 75mgl¡¡ evel)day for 3 days,
followed by weekly dosing with 0, 20, or 1 OOmg/g dose. Supsets ofpregnantfemaleswere treated from PC Day 20 through postpartI1i Day 78, PC Day. 76
throughPÇDay 134,.and from Peday 132throughdeliveryandpostpartin Day 28. Regardless lJfthe timingoftreatient, decreasedB cells and .. ... ....

immunosuppression were noted in the offspring ofntiximab-treated pregnant animals. The B .cellcounts returnedtonormallevels, and immunologic functiòn
was restored within6months postparm. . . . .

14 CLINicAL STUD1ES

14.1. Relapsed orllèfractory,Low-Grade òrFollcular, CDiO-pòsitve, B-Cell NIL
The safety and effectiveness of Rituan in,relapsed,refractmy CD20+ NIl were demonstrated in 3single~annstudiesenroiung 296 patients.&u~J .
Amultcenter,öperi-label,single-ann study wiis conducted in 166patientS with relapsed or refractory, l\l\V-gracte or follicular B-cetr NBL who received

375 mg/mipfRituxan gi~en as an intravenous infusion weekly forA doses. Patients with tumor masses :: 10 cm or: with,. 5000 lymphocytes/i.L in the peripheral

blood wereexcludedfrom the study. .. ... . ., .... .,. '....... . .. ' .
U.S..JJ10.10Ø~ A".ld..iit~RI$hjl.~Bnø. aelllIClb. Ill"
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ResultsareSUmharized in Table 3. . The median time to onset pfrespònse wås 50 days. Disease-related signs and symptoms (including B-symptoms) resolved
in ()% (:25/39) of those patients with such symptoms at study entry. . . .
Stud 2

Iii a multicenter, single-arm stldy, 37 patients withreiaPßed or refractm:y, low-grade NHLreceived 375 mg/m20fRitua.nweekly for 8ddses, Resultsaresummarized inTable3, .
Study 3

In a multicenter, single-ami study::60 patientß received 375 mg/m2 of Rituxan weekly for 4 doses. AU patients had relapsed or refraètory, low-grade or

follcularB-cell NHL and had achieved an objective clinical response to. RituJ(an administered 3.8..35.6 months (median 14.5 months) prior to retreatient with

Rituxn. Ofthese 60 patients, 5 received more than one. additional coutie of Ritiian. Results iie summarized in Table 3,

Bulky Dise4se

Inpoòle( data from studies one aùd three, 39 patients With bulky (siùgle lesion? 10 clJ in. diameter) and relapsed orrefractory, low-grade NHL received
Rituxaù 375 mg/m2 weekly foi: 4 doses. Results are Sumnarized in Tabid; .

14.2. Previously Untreated;l:oUkulai', CD20-Positive,n-CèU NUL

Study4
A totalof 322 patients with previously untreatedJoUicular NHLweremndomized (l :l)tQreceive up to eight3cweek cycles 

of CVPchemotherapyalone

(CVP) or in combination with Rituxan 375mwm2 onDay 1 of each cycle (R"CVP) jnan open-label, multicenter study: The main ouicomemeasureofthe study.
was progression-free survival (PFS) defined as the time from randomization to the first of progression, relapse, .or death.. .

Twenty-sixpercentofthe study population was ;:60 years of age, 99% had Stage HI or iv disease, and 50% had an International prognostic Index (IPI) score

~t The results for PFS as determined bya blinded, independentassessment of progression are preßented in Table4, The pointestima.tes may beinf1uenced by

the presence of informative censoring. ThePFSresults based on inveStigatQr iißessmentof 
progressiQnwere similar to those obtained by the independent reviewaßsessment. .. . -

14.3 Nón"Progresshig Lów-Grade, CD20-Positivc, B~CeU NUL FoUowingFirst-Line CVP Chemothernpy

Stùdy5
A total of322 patients withpreviouslyuiitreated low-grade, B-cellNHL who did not progress after 

6 or 8 cycles of CVPchemotherapy were enrolled in an

open-label, multicenter, randomized trial..' Patients were randomized (i :I)to receive.Rituxan,.375mglm2intråvenousinfusion, once weekly fOr 4 doses 
every . .

6montJs forup to 16 dosesor noflrter therapeutic intervention... Themainoutcome measure of the study wa.sprogression-free surivaldefined as the time from

randomization to progression, relapse, or deaIli. Thirt-seven percentofthe study population was ;.60 years of age; 99% hadStage II or IV disease, and 63%

hadanIPIscore ~2~ .. .. .. .. _,. .... .:.. ... . ..... . . ~ _. -.. ...:. . .. .
There wasareçluction in the risk ofprogresiiion,relapse, or qeath (haziid ratioestima.te in the range 9f0.36to0.49) for pa.tients randomized to Ritiianas

compa.redto those who received no additional treatlJent. . . .



14.4 Diffuse Liirgèß:CellNI(J)LBCL). .. . . ... ... . . . . . . ... .. ..... ...... . . . .
The safety and effectiveness of Rituxan were evaluated in three, randomized, active-controlled, open"iabel~ multicenter studies with acollectiveenrollmentof

1854 patients. Patients with previously untreated diffuse largeB-cell NHL received Rjtuanin combination with cyclophosphamide, doxorubicin, vincristîneand
prednisone (CHOP) or other antiràcyciine~basedchemotherapy regimens. .

Study 6

A total of632 patients age ~60 years withDLBCL (including. primary m~diastiiial B-cell lymphoma) were randomi:zed in a I: 1 ratio totreatient with CHOP
orR-CHOP. Patients received 60r 8 cycles of CHOP, each cycle lasting 21 days.AJI patients in the R-CHOParm received 4 dosesofRituxan 375 mg/in2 on

Dàys-7and-3 (priorto Cycle i) and 48-,1 houfsprior toCycles 3 and 5. Patients who received 8 cycles of CHOP also received Rìtwallprior to cycle 7. The

mailloutcome ineasure of the study was progtession"freesurvivál, definedas the time fmmrandomi:tionto the first of progtessipn, relapse, or death.
Respollding patients underwent a secondrandomization to receive Rituan or no further therapy. .... . . ..... ..

Amongallenrolled patients, 62% had centrally confirmed DLBCL histology, 73% had Stage II-IV disease; 56% had IPI scores ~ 2, 86% had BCOG

pedoriance status of 0:2, 57% had eievated WHlevels; and 30% had two ormoreextranodal tiiseàse sites involved, . Eff¡;acy results arepresente¡j in Table5.
These results reflect a statistical approach wlüch. allows for an evaluation of Rituan administered in the induction setting that excludes any potentialimpact of
Rituxaiigiven after the secondrandomi:tion. .

AnalysisofresuIts after the second randomizatioliinStudy6 demonstrates that for patients randomized to R-CHOP, additio.nal Rituxaii exposure beyolid
induction was not associated withfiirtherimprovements in progression free survival pr overall survivaL.

St!/dy1

A total of399 patients with DLBCL,age ~ 60years,wererandomizedin a 1: i ratio toreceive CHOP or R;-CHOP. All patients received up t08,3-week
cycles of CHOP induction; patieiits in theR-CHOP arm received Rituan375mg/m20n Dayl of each cycle: The,main Qutcome measure of the study was event

freesurvivàl, defined as the time fmmrandomizationtorelapse,pmgression,changein therapy, or death fmmany cause, Amongall enrolled patients, 80% had

stage III or IV disease, 60% pfpatientshad all age-adjustedIPI2:2,80% hiid ECOGpedormancestatus scores 0:2, 66% had elevated LOR levels, and 52% had
extranodal involvement in at least two sites. Effcacy results are presented iiiTable 5. . . .

Study 8

Atotalof 823 patients with DLBCL, agedl 8-60years, were radoniized. ina 1:1 ratio to receive an anthacyciine-confainingchemotherapy .regimen.alone or
in combination with Rituxan. The main outcome mel1ure ofthe study was time to treatment failure, defined as time from randomization to theeadiest of
prQgressive disease, failure toiichieve a complete response, relapse; or death. Among all enrølled patients, 28% hadStageIIHV disease, 100% had IPI scores of
$1,99% had BeOG performance status of 0:2, 29% had elevated LDH levels, 49% had bulky disease and 34%hadextranodal involvement Effcacy results arepresented in Table 5. .

Median of main outcome measure

Hazardratiod

Overall survival an years.

Hazardratiod. . . .
.. Significanrat p 0: o. OS, 2-sided.
b NE=Notreliably estimable.

.. Kaplan-Meier estimates.
d R-CHOPvS. CHOP.

In Study 7, ovetail suiival estimates at 5 years were 58% vs. 46%forR"CHOPand CHOP, ~eslectiveiy.

14.5 RheumatoldArtritis (RA)
Theetlcacy andsafetyofRituanwere evaluated in 517 patients withaetivediseäse who werereceivingmeth~itreifate and had a prior inadequate response to

atJeast oneTNF inhibitor. .Patients were ;; J 8 years, diagnosed with RA aceor¡jing tQ American College of Rheumatology (ACR) criteria ang had atJeast .
8swollen and 8 tenderjoints. Patien~ received 2 doses òf either.ltjtwanl 000 rig or placebo as an .intravenous infusioaon days 1 aiiØ 15, in combination with

cpntinuedmethotrexate 1u-25mgweekiy: .. .. .. . . ... .. ... . ...... .. .. . .. . ... ..... ..
Effcacy was assessed at 24 weeks. Glucocorticòidswere given intravenously prior to each Rituxan infusion and orally on a tapedng schedule frPlnbäseJine

through Day 16.. . ... .. ... . .. . . . . ..... . . . .. . . ... .. ... ... .
The proportions of Ritian (1 OOOmg)treated patients achievingACR 20, 50, and 70 respimses in this stUdy is shown inTable 6.



Improvement was also noted for all components of ACR response following treàtient with Rituxan, asshown in Table 7.

The time course of ACR20 response for this study is shown in Figure!. Althoughboth treatment.groups received abriefcourseofintravellilusandorai
gluçocorticoids, resUlting in similar benefits at week 4, l:igher ACR 20 responses were ob~erved for the Rituàn group by week 8 

and were maintained through

week 24 after a single course of treatment (2 infusimis) with Rituxan.Similar patterns were demonstrated for ACR 50 and 70 responses. .
Figurè1

ACR 20 Responses Over 24 Weeks

while the effcacy ofRituan was supported by tWowell-coiitrolled triälsÍl RApatients who hadinadequàte responses to non-biologic PMARIJs, 
but who

had not failedTN antagonisttherapy, afavotaqle risk benefit relationship ha~not been establishedinthispopulation(see Warnings 
and PrecaUliori(5:13)l .

u.s..øi.J03oNs.AmlPlløtl.llìl~lØllJønø .~....teri, tø..
13 ofl6/Regionai (PAS) (Xray): 24Jan008 .. .



RadiagrapJiiC.Respön$è
Strctural joint d(lmage was aSsessed radiographically and expressed as changesinSharp-Genant TötaLScore and its eomponents,jointspaëe ...

narowing score and erosion score. The' results are shown inTable 8. Rituxan plus JiX slowed the progression of strctural damage compared to placebo plusMTXat 56weeks. . -

16 HOWSUPPLIED/STORAGE ANUIINJLING
Rituxanvials (lOOmg (NDC 5Q242-051~2i)and500mg (NDC 50Z42L053-06)J are ståbleat2'C:"S'C(36°F46°F). Donotuse beyond expiratiön date

stamped on carton. Rituxanvials shouldbe pfPtectedfrom direct sunlight Do not freeze or shake. ..' ..

RitUXansolutions for infusion may be stored at2°C..86C (366F..6"F) for24 hours. RítilKan solutions for infusion have been shown to bestable for an

additional 24 hours atroòmtemperatue,llowever, since Riüp¡an solutions do not contan a preservative, diluted solutinns should be stored refrigenited

(zoC..8"C); No incompatibílities between Ritiixan and polyvinylchlórideor polyethylene bagshavê been 
observed.

17 PA'tlENT COUNSELING INFORMTION
See Medicaiion Guide (i 7;2).

17.1General Counseling Information .. .. . . .... . .. . ... ... ..'
Patients should be provided the Rìtuxan Medicatipn GuideandpfPvided an opportnity to read prior to eachtreatment session. 13ecause caution should be

exercisèd in administering Rituan topatientswithactiveinfeetioris, itisimportt thatthe patientsoverall health beasSêssed at each visit andany questions

reu1tingfrom thepatients reâding of the Medication Guide be discussed.
Rituxan is detectable in serum .for up to six months following completìon oftherapy. IndividualsofchiIdbêaring potential should useeffectivecoiitraception

during treatmênt and for 12 monthsafter Rituxantherapy. . .



17.2 Medication Guide
~EDlCAriONGUlDE
RITUXANii(ri-tuk' ..san)

. (rituximab)

Read the MediÇlitionGuide given to you before you startRituXan and before eachRituan infsion... Theinformationmay have
changed. This Medication Guide does nottake the place oftalking toyourdoctor about your medical condition or your treatment.

Talk with your doçtor. if yoù have any. questions about your treatment with Rituxan.

What is the most importnt inforniation I sbould kilOW about Rituxaii?

Rituancancause serioi¡s side effects including:

Progressive Miilti.focid LeukoencephlîlopiithY(PML)

PML .is a rarebrainiiifection...PMLusually causes death Of seVere disabilty.

C¡iLL your doctor right away ifyoanoticeany neworworseniiig medical problems, such as a new or sudden change in

thinking, walking, strength, vision, or otherprobh~ms that have lastedoverseveral days.

.. PMLusuallyhappensin patients with weakened immune systems~. . .
PML can occtlrduringtreatmentwith RiInxan Or after treatment has fmished.

There is no known treatment, prevention, or cure for PML. .
Infusion reactions. Tell your doctor or get medical treatment right away if you get híves, swellng, dizzíness, blurred
vísion, drowsiness, headache,coiigh,wheezing, or have trouble breathing while receivÎ1g or after receiving Rituxar.

Tuinor Lysis Syndrome (TLS). TLS is caused by the fast breakdown ofcertain types of cancer cells. TLScan cause
kidney failure and the need for dialysistreatmeiit: PatientsrclçølvlngRitwan for noM:l0døkln's lymphoma.(NHL) riay gin
TLS. Your doctor wil check you forTLS. . ..

_ SeVere skin reactions. Tell your doctor orgetmedicältreatment right away if you get any ofthese symptoms: painful
sores dnyour skin or in your mouth, ulcers, blisters, or peeling skin while receiving or afterreceiving Rituxan.

Rituanis a prescription medicine usedinadults:

_alone or with other anti-cancer medicines to treat certintypes ofNHL.

. with another medícinecalled methotrexate toreduce t1le signs and symptoms of Rheumatoid Arthrítis (RA)afterat least one
other medicinecaUedatumornecrosis factor (TNF) inhibitor has been used and did not Work weii.. . .

Ritux:anhas not been studied in children.

WbatSliouldltell my dOclorbefore treatmentwitbRituxan?

Tell your doctor abóutaU of yourmediCalconditions,including ifyou:

'I liadasevereinfusionreactionto Ilituxan inthepa~t.

. hav~an infection orha'leaninfectionthat wilnot goaway ¡or thatkeeps coming 
back.

. bav. orhád llept\ti_s (Iiver) inf~tiot):$ee"Whata..etbe pCfssible side effects ofRituxan?"lfso,your doçtorshould

check you closely for signs of hepatitis ìnfectionduring treatment with Rituan aitd for several months after treatment ends.
.. are scheduled to. receive any vaccinations. . Yon should riot receive live vaccines after yourece~veRituxah.
haveheartorlung problems. . .. . . . .... . . .. .. .. . . ... . .

_ arepregnantorplaningto i:ecqme pregnant It is notkn()wn ifRituxa~ can hannyour unborn baby.
_are.breastfeeQin~; Itisnot Iwowr ifRifuanpasses into human breast milk. You should notbreastfeed while be~ngtreated

with Rituxan and after finishingtreatment~ until bloodtests show that there is. nO Rimxan in your blood;

Tell your doctor about allthemedicinesyou take, including prescriptional1dnonprescripIion medicines,vitàlins,or herbal

supplements. If you have RA,especially tell your doctor if you take or havetakenanotherinedicine called a TNF inhibitor ora

DMARD(disease modifyingarti~rhellatic drg). . .
HoW do I reteive Rituxan1

.. Ritux:an is giventhroughaneedleplacea inavèin (IV 01' intravenous infisiou), inyourarn. Talk to your doctor abOut how
you willreceiveRituxan. . . .

.. Your doctormay prescribe medicines before each infusion of Rituxar to reduce side effect of infusionsJsùchasfever and~~ . . ... .

... Your doct?r should do tegularbloodteststocheckforsideeffects to Rituan.
lJ.S,.l.lo.~A...~""Il" .llillUlíl~øQ:&.Ge...t""f .....
15 ofinRegionaI (PAS) (Xray): 24JaÌ1008 .. . .



Before eacn Rituantteatnent, your doctor ornurse wil askyou questions àboutyourgeneral Jieålth lomakesure thatRitwcanis
stil right for you. TellyourdoctorQr nurse. about ànynew symptoms, and symptoms that get worse over a fewdays or that wil.
not go away. .
Whatirethr possiblr side effects ofRituxan'l

The ~WlilU.tb."'Q$thnpol'ant tnt()rmiittonlsbould luowabOld Øltll~an?" section lisfscerlain serious 
and life threatening

sidaeffectswith Rituxan. Ritux!Icancause other serious and life t?ieateningside effects including:

!O Repatitis B virusreattivadon. Tell your doctor if you had B:epatitis B virus or are a carrier of Hepatitis B virus.
Receiviig Rituancould causethe Hepatitis Bvirus to become ah active, infection again.. This miiY . cause serious . 

liver
problems and death. People with active liver disease dueto Hepatitis B shotildstop receiving Rituan.

. Heart Problems. Ten yourdoctotabout any heart probleinsyouhave incÌudihgchestpain (angiM) and irregular heii
beats. . RituxRICar caui;e chest pain and irregular heart beats which may require treatment. . .
Infections. Rituancan increase your chances for getting infections. Call YOUf doctor right away if you have a cpugh that

wil not go away, fever, chiUs, congestion, or any flu-like sympt()mswhile receiving Rituan. These symptoms may he
signs.of a 'serioiis infection;

StOIDtlchandbowel problems. Serióusstoinach and bowel problems have been seen WhenRituxanhasbeenused with
antl.çaneerJ1èøiøines. in soniopatients withnoo.Hod3kin' s lymphoma.. Call your dOQtor iigtt away .if YQu hav. ary
stomach area pain during treatment with RitUxan.

fever
chils andshakes
iNhing
cough
throat irritation or tightness

Other side effects with Rituaninclude:
. achingjoints

. upperrespiratory tract infection

. decreased blood cell counts

. lung problems

TeUyourdoctor aboutanysidéeffect that bothers you or that doesnotgo away. These are not all of the possible side effects with

RItuxan. Ask your doctor for more information. .

Gener.alIntormationaboutRituxan

This Medication Guide provideså summary ofthemostimportantinform¡ition abotitRituxan. Medicines are 
sometimes

prescribed for purposes other thanthose listedin a Medication Guide. IfyouwouldJikemore informatiQnor have any questions,

talk withyow doctor, You can 
ask yom dQètor forinformation about Rituxan.that is written for healthcare professionals. You

can alsovisitww.Rituan.comor callI ~877-474~8892. .


