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HIGHUGJI'fS QFPRESCIUINGINFORMTION. .......
These highlights d.o notincl,udeall the information needed to use Zevalin
safely lind effeetively. See fúiiprescribing information for Zevalin..- . . -, . - . - .
Zevalin (ibritumomab tiuxetan)
InjectioIt for intriivenoususe
initial U.S. Approval: 2002

. . :. '. : - - -. /".
---,¡-------,¡--:.,¡------"--~,¡RECENT. J\JO R. CHANGES-,¡----~---"--------------
Warnings and Preciiutions:Èxtrvasatiön(S.7) 11/2007hidications (1) , . 3/20Ó8
------------~--~-----,¡~----~IND i CATIONS .AND' USA GE--,¡--"-------",¡------.--~.-
Zevalin is a CI:nO-diected,rndiothenipeutic antiJ:ody indicated as pii of the
ZeyalintherapeuÍicregimeri for treatient of relapsed or refractory,low"gtade
orfoiiicularij"cell Non-Hodgki's Lymphoma, including patients with
rituimabrefractory follicular Noii~Hodgkin's Lymphoma. (1, l4)

,¡.--------------,¡---~-DOSAGE.AN ADMINISTRATION----------------------
. Day 1 :Admisterrltuximab 250mglm2 IV. Within 4hoUls after

rituimab infsion, admister 5IUCi In-I II ZevalinIV. (2.2)
. Day7,8,oi¡9:. .

Adirister rltuiirab 2S0mglrt2 IV infusion(2.2).

. lfpbitelets ~'lSO,OOO/mm¡: Within 4 holi afttirituximab infusion,

admiisterO.4 mCilkg Y-90 Zevalin rv~
. Ifplatelets 2:10Ó,000 jlut~149,OÓO/ir3: Wìthi 4 hours after

riiuab infusion,adnûister O.3'mCi/gY -90 .ievalinW.

-~--------"~--------DOSAGÈFORMS. ANDSTRENGTHS"-----,¡-----------,¡--,¡
3,2mg per 2mL, single-use vial(3)

-~~~-----,¡--~..-..""--..-,¡-----CONTRAIND i CA TI ONS;.~---~-----"--,¡---.----------

,None,

. .
------------"----------W ARIN as ANDPRECA UTION'S---"-------"------------
. InfusiòR Reactions: Iiediately stop and permanently discontinue

ritiimab, In,¡I llZevalíi,and Y-90 ZevalitÌ for serious infusion

reactioiis. (S.1,6J) .' '. . .
Prolonged and Severe Cytopenias: Donotadtster Zevalin to

patients with22S% lyinphomamarowinvolvement or irnpaired bone
màrröw reserve. (S.2, 6.1) , .'
. SevereCútaneous ándl\ucocutaneous Reactions: Discontinue
ntuimab, In-iii Zevalin, andy-gO Zevalininsions ifpatienls
developsevere cutaeous or mi.cocutaneous reactions. (5.3, 6.3)
SeconilaryLeukéina,Myelodysplastic Syndrome (MQS) (S.5, 11.1)

Embryofttal toxiCity: Maycausefetal harm when'-admiisteredtoa
pregnaitwòniai. (5.6,8.1) .
Extriivasation: Moritorfor.extrvasationand terate infusion if 

,

. ëxtra.vasatiöii(ÖCèUrs: Resume infisioiim anotherIiinb. (5.7, 6.3)
Iminunizatiòn : Do not adrister live virnlvaccinesto patients who
recently received Zevalin..(S.8) .

LabQratorYl\onitoring: Obtain complete blood counts (CBC) and'
plateli: counts atleast weekly. (5.9) . . .

------------_----""--"-."-"AD VERSE' REACtl ONS~----..---------------------- .
The rtosLcommon ,adverse reactions (;: 40%) are neiitIopenia,
thrombocytopenia, aieina, astheria, and gastrQintestinalsymptOlns,' (6)

To report SPSPEClED ADVERSE REl\CTIoNS, coIttaet Biogeo Idecat
1-877-8664332 or FDA at 1-800-FDA.-l088 or www.fda.gov!medwatc!h.

-----~-----~-.---------.:----D Rl1 GINTERA CTI ONS-"----"-"----"--------,--------
. Monitor'patients receiving medcations that intenere with platelet fuctiQn.

or coagilation more frequently för thòmbocytopeIüa and bleeding (7). .., . ".. I . ..
----------------.----USE. iNSPECIFIC.PO PULA TI:ONS~---c--,.----.;----------

NursingMothet: Discontinue 
nursing. (8.3)

1DRUGÌÑTERACnONS . . .. .
8 USE IN SPECIFIC POPULATIONS.

8: i Pregnancy ,
8.3 Ni.fsiig Möther
8A Pediatrc Use
8.5 Gera.tric Use
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Severe Ciitaneous and MucoeutaneousReactions: Severe cutaneous and
miicocntaneousrea~tions,~ome Catal,can occur 'with. theZevalin'.
therapeutic regimen. Discontinue ritux¡mab,Iii~iilZevalin, aiidY"90
Zevålin infusion~ hi patients e~pêi'encinirsevereçiitaneOÌlSOr
mûcacutanêousrellctions (see Warnings (úid Precautions (5,3) and Adverse
Reactlòns(6.3)l

Dosing: The doseof Y -90 ZevaIIn ~hôuldn~texceed32.0 niCI(1l84
l\q); .I)oiiot administer Y -90 Zevalin to patients wUh altereil

biodistribûtion as deterninedby d' ." .' .
aridAdrniiii.w(¡aOll 2,2.

NQn-lIoilgkindslympjirna .. ...... ". .' . '. .
ZevaliÌ,as partoHheZevalin therapeutic regirter; is indicated for the
treatmentofpatieitS withrelapsed orrefuctory~ lOW-grade or follc¡ilar. .
B"cellnon-Hodgki's lymphoma (NHL), including patients wIth .rituimab
refractory følliçi.ilar NHL;.'

lbeZevalintherapeuticregirtenhas .beengiven accelerated approvàl for'
the treaiientòf relapsed öuefriicIory; rituxjmab"niiïve, low"graôe anli

follcular NHL based on studieS that have shöwndurlile objective overall
responserattJ, a surrogate endpöintfot progressiOn"freesurivai (Seé
Clinical StUdies (14.2)) StudieS to d6tennine whether the Zevali
therapeutic regiriencÓi\fersari effect ()nprogressj()p~free surival areongoing. . . .

2.2 .ZevalinTherapeuticRegiIÌen DosageaiidAdinnistràtiôn

Dliyi: '. ..... .'. ....... .' . . .
. Premedii;iitionwithaçetiiniophen 6S0 mgorally and diphenydramineSO
mgorallymay beadn1nisteredprior to ritixumab iifisioIt ..' .

. Adnûister riÌUimab 250).glm2intravenouslyat ~initial rate of 50
mgl; In the absenèeof infusion reactions,escalatethe infusionràte in 50
rigl increriènts ever 30riiiutèsto ~ maimum of400 mg!. Do not
rt òr dilute rituxinb with ¡¡ther drugs.

. Jiniiediátely stoptte rituimabinsion for serous infusion reactions and.
disçontiue Zevalij¡ therapeutîc regim.en (see Boxed Warnîngs aM
WarningsandPrecCli¡tions (5.1)).,"

o TemporarilyslQw or interrpt therituiinabirfuion for less severe infusion
reaçtions. . If syrpto!Ìs improve, continue the infusion atone-half the .

previouS tate. ...

· Adnûister5 mCiIn-III Zevalinover lOininiites liS an intrvenous
injèctiqnwithin 4 hours foiiowing .completionofthe rituimab infusion.
lJsea 0.22 uiicronlow"proteinèbinding fiterin-line betweenthe syrnge
and the infìsion port. Afer injection, flush the line with at least lOmLof
nörnal saline. . . .'

(see Dosageiiid

- Preinedicationwithacetanûophen650 mg orållyiinddiphenydrainine SO
rng ornUy may be adinsteredprior to.ntixumabinfision .... .

" Adiniiister rituxiraj; 2S0mg/m2intravenouslyataninitialrate of 100
rigl. lrçreaserate by 1 QO mg!ircrernents at 30 miuteintèfals, to a

Ilxiriumòf400mgl,a~ tolerated'" Itinfision rea~tions ocçuneddurg .
riturnbinfusion onDay loftreatnient,adrnster ntuidmab atahinitial
rnte of 50mg/and escaiatethe)ntùsiontateÎ1 50mglincrements ever
30 minutes to a, maximurn of 400 mg7. '. . .

.' Adnûister Y "90Zev~1¡iinJectionthollgla freetiowiig inttvenous line

. withi 4 hour followingcompletionotrituimab infusion. . .' .. . .....

o If platelet POuntG;lso;oOO/in1,adnûisterY-90 Zevaliover10rninutes
. asan.intravenous iiljeètioniit a dose .of MmCi per kg (14.8 MB.a per kg)
aètùalbodyweigiit' . . . .. .



o Ifplatelei countIOO 000-149;000/in3admiister Y~90 Zevalin 0.3 rtCi
per kg (11.1 MBq per kg) actul bQdyweight oyer I0!Jutes as an

intravenous injection.
o Donota4ministermore than 32 mCi(l84l\Bq)Y -90 Zevalin dose
regardless ofthe Plitient's bòdy weight " " ".

" MoIttorpatientsclösely for evidence of e~travasa:tion elUTg the injection of
Y-90 Zevali. Inediatelystop infusion ànd restart in anolher limb if any
signs for symptoms ofe¡¡travasationoccur(see Waniings and Prècautions

(5J)) ..' " " ,'. .,' , '
"Afet injection,tlush the line wíthiit least 10 mL ofnonnal saline.

2,3 Directions for Preparation ofthe In-l I t and Y-90ZevaUn Doses

Two separte anddistitctly-Iabeled kits are requfedfor preparation of
Indiup-l11 (Ln-ILL) Zevalin and Yttum-90 (V-90) Zevalin. Follow ihe
detailed instrctioiis for the prepartion ofradiolabeled Zevalinfsee Dosage
aiidAdministration (2.4)). The procedures are different for the prepartion of
In,lll ZeyalinandofY-90Zevalin~ ' '

Measurethefinalproduct fortotal activity using a radioactivity
ca:libraliíJI systêistltable for themeasurement of In- 11 1.

10. Ùsingsupplied labels, record thedatean¡i timeofpreparatiön, total
activity and vOlÙre, date andtitIe of expirtion, and affxthésdabelsio
theshIelded reactionvialcontainer; ,

11. PatieiWose: Calculatethevo1\!nerequied for an In-IllZevalin dose
of5mCi. Withdraw the required volt¡me from thereiictionviiil into a
sterile syrge. Assaythe syrg~ in a dose calibrator suitable forthe '
meiisurenient of In-Ill. Usingthesuppliediiibels, recordpatieiit

identifier,totàl activity and volume and the date and time of expirtion,
and affx these iabelsto thes~geaiid shieldedunit dose coniaine;.

12. Detenine Radiocheicå1 purN(see Dosage andAdtninistration' (2.4)).

13. Store Indium,1l Zevalinat2-8°C (36~46°F) until use àndadnûister
withii 14 höurs of racliolabeling. Inediateiy prior to a¡imiistration
assay the syrge and coiitentsusing an appropriate radioactivity
calibratfon system: ' ,

Required materals not supplied ïnthekit:
Ahidiui-lll' Chlorie SterleSolutIon (hi" in Chloride), from GE

, He~lthcare, .or CoVidien. .'
B. 'teesterlè imL plastksyrges

è;.One sterileJin plastic syrge
,D. Two sterile 10 mLplastic syriiges with 18.20 Gneedles
E. Instant thin-layer yhromatographic silica gelstrips ,

F. '0.9% SodiUlñChlorideaqueous sohitipnfor the chromatography solvent

G. Developingbhíimber for chromatography ,
H. Suitableradioactivitycounting apparatus

i. Filler, 0:2tlnicmmeter, 10w~protein-bihding

J. Appropriate leadshielding for re,action yill1 ¡id syrnge for In-Ill

A. Yttum"90CblorideSteri1e Solution from MpSNordion
R Three sterle 1 mLplastic syrges
C. One sterile ~mL plàstic syrnge
D. TwosterlelOintplastic syrnges with Ü!~2ö.\d needles

E. Instant thin,layer chromiitographìc silèa geistripscir:..sG)

F. 0.9% Sodiuin ChloriMaqueous söluti.onfbr. the chromatography solvent
GòSuìtableradioäctiYity cOúntiIg appara(us '

H. 'Developing chamber for cliomiitogrphy

i. Filter, 0:22 micrometer, 19w,protein-binding, , '

J. ,Appropriateacrylic shielding for reaction vial and syrgefor Y -90

3.

b. The volume of SO inMSodiiìm Acetate solution needed is L2
tiiies the volume of In- n 1 Chloride solution deterineain step 3.a.,
abQve;

c. CalCl,late VÕIl,me offormulation buffer needed to brigthè
reaction vial contents toa fial volume oflO fiL. '

Calculate theyoluieofforiùlation buffer needed to bring the

reactimi vialcon,tenis to a Íinlv.olume oflOmL. ' ,

Trasfer thecalCuiilted volume of SO mM Sodium Acetite to the empty
reaction viaL. Coattheentireiner stiace of the reactionÝialby gentIe,
fuyersion or roiling.' , ",

4 Trànsfer the clilCulated volume of SO mMofSodium Acelate to the
empty reaction viat Coat entire iner surace of the reaction vial by
gentie.nvèrsiQIt or rolling. ' ' '
TrasferS.S mCi of In-ll 1 Chloride t()thCreactionviai usiiig aleati .
shiêlded syrge~MixthetWosólùtiónsbygettie inversion or rolling.

TransferlniLofZeyalin (ibritumomab tiuxctan)iothe reaction viaL.
DOMt shake or ägitáte the vial contents.

T -.

S. Trisfer40 mCiofY -90 Chloride to the reactionvial usi¡igan aqrylic
shielded syrge. Mix the twosolùtions by gentle inversion or rolling.

Trifer L3in of Zevalii (ibritumomab tiuxetan) totle reaction viaL.

Donotshake or agitàtethe vial èQntents.. "..\ l. ,. . d " " . .,'" ,I
Allow the labeling reaction toproceedat room temperatue forS

'miutC).A shorterodongerreactiontime iray adverselyalter the finallapeled product. ' '

1!!~lidiatç1rafter thCS.rtute ÌncubatiQnperod, tniisfer the

calculiittd vOll,meoffonnulåtion buffer from step3:c. to the reaètion
ViatGeitixaddthe formiìlation buffer do\VnthesideOf the reaction

d S.

7, Allowtheiabeling reaction to proceed at rOömtempeftue (or30
miutes. A shorter or longer reaction time niayadversely alter thd"inallabeled product. '
IiilÙs!lilitelX after the 30-minuteincubation perOit trasfer the

calçuláted volume offonnuliitjon :buffer from step 3c. to .the reaction
viaL.. Gently add the formulation buffer down the sideofthereaçtion
viaL. If neCessary,with!lw an equal volume of air to nOnnailzè

: Piessl.e.

6.

7.

, 8.

8.



Measure the. fimil product for total activity using a radioactivity ,
calibration system suitable for the measurement ofY-90.

10. Usingthe,supplied labels, record the date arid timeofpreparation,the
total iictivity andvoluine,and the date and tineofexpiration and affix
these labèls to the shie1dedreactionvial contàiner. ,

1 L Patient Dose: Calculate the volume required for a Y~90 Zevali dose
(seeDosage and Admiiiistration 12.2J). Withdraw the required volume
frointhe reactionvia1. Assay the syrnge in the dose calibrator suitàbk

for the,meàsuremeht of Y -90: The measiired dose must bewithl 0%
oftbeprescribed doseofY-90Zevalin andmustnot exi:eed32 mCt

, Using thesupplied labels, record the patiehtjdentifier; total activity and
volume and the date and time of expiration imd affx these labels to the
syrge andshiel¡ledunitdose contàiner. '

12. Determne RadiocherticalPuty (see Dosage and Administratiorl (2A))., - '
13. StoreYttum"90 .Zevalin at 2"soG(36-46°F) until use and a¡lmister

withinS hoUr of radio labelig. Imediatelyprior to adminstration,
assay the syrnge and contents using a radiöactiyitycalibriitionsystem
'suitable for the measurement ofY-90. ' , ' , '

2.4 Procedure for Dêteripning Radioclieilcal Purity (RCP)

Use the followirig procedures for radiolabelingboth li- U 1 Zevaliand
Y -90 Zeva1i: '
A. Place a: smaIi drop of either li-l U Zevalinor Y -90 Zevalin at the origin

of an ITLC.SG strp. " , ' '"

B. Placethe ITLC-SG strp into a chromatogrphY chamber with the origii
at the böttomand fue solvent front at the top. ,Allow the,solvent (0.9%
NaCl)to migrate at least Scm fróm the bottom of the strp. 'Rertovethe
strp from the chamber and cut the strip in half. Count each half of the
ITLC-SG stripforone miute (CPM) with a suitàble counting apparatus:

C.
i

Calculate tlepercentRCl asfollows:
, ' , CPMbottom half

, èPM bottom half+CPMtoplialf% RCP==

D.

, '
2.5 Image Acquisiton and Interpretation of Biodistrlb6tation

Assess the biodistrbution ofli-l 11 Zevalinby avisual evaluation of whole
body planar view anterior and posteriorgaina images oblàinedat 48 - 72

hours lifter injectiQn.Imagesat additional tiiepoinls maybenecessary to
resolveämbiguities. Acquire whole body anterior/posteror planariniges
using a latgefield-of-view gamma camera and medium energy collimators.
Suggestéd gammacamera settings: 256 x 1024 matrx; dual energy

photopeaksset at172 and 247 keV; 15% symetric' window; scan speed of 10
cm/min for the4S~72hour scan, and 7-1 0 cmlml forsubseqiient scans.

Expected Biodistribution ,

. 'Activityinthe bloódpoolareas (hear,abdomen,neck,andextrenìties)

maybe faintlyvisible.
. Modertely high to high uptake in nönnallver and spleen. "

. Moderåte1ylow or very lowuptaké iniionnal kidneys, uriàrybladder,and norilil(uIinvQlved) boweL, '

. Non~fixedareas withitjebowellJ.enthatchangepositionwithtime;
delayedimagiig as described abovè may be necessiutoconfir' '

" gastrointestinålcleàraice. '" , ' , ,
. FocaLfixedateasofiiptlke in the bowèl wall (localization t01ymphoid '

aggregatesin bOwel wall)~ ' '

Altered Biodis tribution
The criteria for altered biodistribution lire met if any of the following is
detectedonvisualinspection of the reqiiedgamm ímages: '

. litense localizalion ofradiotrcerin the liverandspleen and bone

marow indicative of retiCulòend.othelialsystem uptake. '

. licreased uptàkeinnoriiil organs (not iÎivolvixbytumor) such as:

o Diffse uptàke innoriallUigmoreintensethantheliver.

o Kidneys havegreaterinteisity tháI the liver onthe posteror view,
o Fixed areas (unchaItgedWithtime )ofuptàke inthenòrmaLbowel'

greater than uptake in the liver.,

o li lessthan 0.5 % ofpatìeIlts receivingIn-l11 Zevalin,prominent

bone. marrow uplàke wa.s observed,characierized by cleat
visualizationof the long bones and ribs. (

Consider bOÌlemarrow involvementlly lymphoma, üìcreased marrow
a.ctivitydue to recenthema.topoietic growthfactoradministratioI1,and
iItcreasei: reticùloendothelialuptake ìnpatieniswith HAAandHACA,as
possible causes of prominent bone marrow uptake. Re-assess biödìstribution
a.frercorrection of underlying factors.'

2.6 RadlationDosimetry

, Estimations of radiation-absorbed dosesforli- n I Zevalin àid Y -90 Zevalin

were perormed using sequential ",hole body images and the MIRDOSE 3'
softare program. The estimated radiation absotbeddosesto organs and,
marrow from acourse oftheZevali therapeutic regimen ate summarzed
in Table '1;' Absorbed dose estimafes for the 10werlargeintestine, upper iarge
intestine,and smaU intestine have been modifed from the standard
MIRDOSE 3 outputtoaccotit for the assiiptionthat activityis within the.
intestine wallrathetthai the intestinecoìitenis: .

Table 1.
Estimated Radiation Absorbed Dose~FromY "90iev¡ilinand In..l11, . 'Úvaliii ' ,



neuttopeniaare greater mpatieitswith mild baseljìiethombocytopenia

(10Q,000 to 149,000 lnu1)comp¡jred tQthosewith nornalpretrtatment
platelet counts; SeverecytopeniasPeristing more than 12 weeks following
administrtion can occur (see Boxed Warning and Adverse Reactioiis (6,1))

Monitor patients fôr cytopenias and their complications (e.g.', febrile
neutropenia, hemortJige)for up to 3 mOnths afteruseoftheZevalüi
therapeutic regimen... Avoid using drgs which Înterere withplatekt fuction
brcoagulation. following the Zevalintherapeuticregimen.

5.3 Severe Cuta.neoiis.and l\ucocutiineOlis,Reactions .

Eryhema.multiforme; Stevens-Johnson.syndr(jme; toxic' epidermal necrolysis,
bullous deratilis;andexfoliative dermatitis, some fatal, were reportedin .

post-marketing experience. . The time to onset óf these reactions was variable,
ranging from a few days to 4 months after admiistration of the Zevalin
therapeutic regimei, Discontinue the ZevaIin therapeuticregimeninpiitients
experencing a severecuiantiOusormucocutieous reaction (see Boxed
Warniiigs andAdverNe Reactions (6.3))... . . .

5.4 . Altered Biodistribution
Donot adinster Y -90 Zev¡\1in to. patients with altered biodistrbution öfln_
111 Zevalin. In a post-marketing registrdesigned to coll~tbi()distribution
images and otl:erinformation inreportedcases ofalteredbiodistrbutìon, there

were 12(1.3%) patients repörted tö lúivealtered biodistribution aínong.953'
patients registered. Fordesèriptions of expected and altered biodistrbution
image characteristics (see Dosageand Administration (2.4)l

Kidueysl
0.37
,(0:1)(0.0 -0.3)\ -- .-.- i

IOrganregionofintetest '
. 2 Sacrum region of interest

3. Whole body region of interest

, .. ,
5.5 . Secondary Leukèmia lind MyelodysplasticSyndrorte
Myelodysplastic syndrome (MDS) andloracutertyelogenous leukemia:
(MiL) were reported iitS.2% (lIui)of patients enolled incliniclllstudies
andL5% (8/535) ofpatientsinduded inthe expanded-access tral, with
median follow-up of 6.5 and 4.4 years, respectiv~ly.Amongthe19reported.
cases,thè median time to the diagnosisofMDS orAML wasL9yeari .
foIlowingtreatient with. the Zevalin therapeutic regimen; however, the
cumullltiveincidence.contiues.to.inçrease.(see'AdverseReactions .(6,1)).

5.6Embryo~Fetal Toxicity (Pregnancy Category D)' . ,.

BásedOiÍ itsradioactivity,Y~9Ó Zevaliimay causefeial harn ~hen
adnunistered toa pregnant woman..' IftheZevalintherapeutic regimenis

admistered durig pregnancy¡'lhe patient should be apprised of the potential
hazd.tö a fetus: (see Use in Specifc POP1.latirms(8;1)l

Thymiis3

Thyroid3 .

5.1 Serious Infusion Reactions
See also prescribinginformationfor rituimab;

Rituximab, alon~oí: as a component ofthe Zevalintherapeutic regirien,can

causesevere including fatai infusiön reaètiofis:Thesereactions tYically
occur durg the frrst ritnximab infusion with time to onset 000 to 120
minutes. Signs and symptom~ of severe infusionreaction máy include
urticara; hyPotension, angioedema, hypoxia, bronchospasm, pulitionar

infitrtes, aciiterespiriitory distress syndrome, myocardial iiaretion,

ventrcular fibrillation;and cardiogenic shock. Temporarily slow orintetpt
the rituximah ilfusiön for less severe infusion reactions. lmediàtely:stop
rituimab,In-lll Zeválin,orY -90 Zevalin admnistration for severe infusion
reactions IseeBoxed Wariiirigsand Dosage and;1dministratfon (2.2)).. .

5.2 cýtopenias

. Cytopen~as withdelaYedònsetand pmlö.nged.durtion, sOliecomplicated'by
hemorrhage and severe iifectiqn, are the ii0stcOIton severe adverse .
.reactions ofthe '~evalintherPelltic regil1en. When used .according .10

... reommended doses,theiicidehceS ofseverét1ombocytopenia and

5.7 Extrav~satiiin .
Monitorpateitaclosely for evidetice. of extravasation di.gZevalin insion.
Immediatelyteí:ate theíntuion 'ifsignsor symptomS (If.extrvàsation
occuraiid restart inanotler limb: (see Dosage andAdministration (2.2)).

5.8 Immunization .
The safety of immunization with live vital vaccines following th.e Zevalin
tleepèutic regimen has not been studied. Do Iiotadmmister live viral
vaccines to patients who haverecentlyrecèived Zevalin. The ability to
generate an imune response to any vàcciIie foiiowing theZevalin therapeutic
regim~nhasnot been studied. . .

5:9 Laboratory Monit()ring .' .......
Mönitorco.mpleteb10odcounts (CBe) and Platelet counts fOllOWing the
Zevalir therpeutic regiiienWeekly untillevelsrecover or as clinicallyindicated.' .

3 DOSAGE FORMS AND STRENGTHS
3.2 mgibriiuriurab tluxetanpêr 2nl,single-use vial

4 CONTRAINDICATIONS
. 
None.

5 WARINGSANDPRECAUTiONS

5:10' Radióriuclide Precautions .
Dug andafterradiolabelingZevalin with Ii-lll or Y-90,nûimize
radiationexposureto patients and to mediCal personnel, consistent with
instituiionaigood radiation safety practices and patientmanagement
procedures . . .. .
5.11 Creutzfeldt-iàkob Diseàse(CJD) . .' .' . .
The Zevalintherapeutic tegiinen coritains albumin, a dervative of human
blood... Based .oneffectivedonorscreening'and product manufactug
processes, Zevalin carres an extremely remote risk for transmission of virl
diseases. A theörèticàl riskfór tran~mission of Creqtzfeldt -Jakob disease
(CJD)alšo is considerèdexttemelyremote: NQ Ca8es oftransmission of viral
diseases órCJDháveeverbeenjdentifiedforalbùmin:
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The following adversereaetions are discussed in greater detail in other
sectiortsof thelabel:

. SevereCutaneous and Mucocutaneous Reactions (see Boxed Warnifgs and
Warnir.gsandPrecautiohs (5.3)1.

. Secondary Leukemia and MyelodysplasticSyndrome(see Warnings and

Preéailtiolis (5.5)1. ' ,
Thempst commoiÌ adverse reactions oftheZevalin therpeutic regimen lire
neutropenia, thoiibocytopenia, anemia; gastrointestial symptoms (nausel,
vomiting, abdonûalpaiI, and diarhea), increased cough, dyspiiéa; dizzitess,
artlgia, atiorexia,aiuety, lind ecchymosis.

Theffost serious advere reactions of the Zevalin therapeutic regimen ¡¡re .
prolonged and severe,cytopenias,inections(predOiniantlybacteral in '
origiI), hemprrhiige while thrombocytopenic, severe cutaneous,and
mucocutaeousreactions, infusion reactions (bronchospasInandangioedema),
myelòjdmalignanciesand myelodysplasias. ,Because the Zevalin therapeutic
regimen includesthe use of rituximab, see prescribinginformationfor
rituxirab.

6. ClinicalTrials E¡ipelIenee

BecauseclincaLtriiis are condùctedunder widely varying conditions,adverse

reaction rates observed in the clfucal trals of a drg cannot be directly ,
'compared to rates in the clitical trials of another drg and may not reflect the
ratesobseredin practice.

Thedata below reflectexposure to the Zevalìiitherapeutic regimeniti349
patientswith relapsed or refractory low-grade, follcular,-or transformed
B-ceH tincHodgld'slyiphoma treated with a singlecoUf!l at the
recolteodeddose and schedule; niesatetypopulation inçludedpatients
enolled onthe,foHowingclinicaltrials:ii dose escalation Phase 1 tral,.a
Phase 2 ppenlabeLtral, a radomizedPhase 3 trial, and an opeo label
expanded access traLPatients on these trals wererequirèd tp have acceptable
hemato10gi6,ren¡tl and hepatic fuction, less than 25% bon.e marrow
involvement by NHL,prior exteral beam radiatiOn therapy notto exceed
25% of the bone marow,andno prior historyofmyeloablative ' , , ,
therapy/autologous' böne marrowtrnsplatitation. .' Patients werenotpenritted
toreceivehematopoietic growth factors begining 2 weeks prior to . "

'adnûstrtion of the Zevali therapeutic regimen.

Table2lisls advere reactions that occurediiÌ ~5% of patients. A more
detailed descriptionofhematològIc toxicites; isprovIdedin Table 3.

Tabie2.
Incidence (If AiiverseReactionsin ':I,5 % of Patients RecelvingtheZevalin

- 'therapeuticregiinèn t
(N=349)

Thefol(owing adverse reactions (exêeptforthose noted in Table 7) occured
in between ,land 4% of patients: , uricara (4%); aniety (4%), dyspepsia
(4%), sweats (4%), petechiae (3%); epistaxis (3%),lillergicreaction(2%),and
melena (2%). ' ' ',,' ,
Severe or life-threatening adversere;ctions occurg in J -5%ofpiitieits

, ' itcludedpanèytopenia(2%), infusion reaction (l %), gastrointestinai
heiiorrhage(1 %),melenii (1 %),tumorjiain (1%), and apnea (1 %).The
followingsevere orlife-lhreateningteactions occured in.;I%ofpiitients:

angioedema;tachycardia, uricaria, ai:tis; lungedema,pulmonary embolus,
encephalopathy,hematemesis, subdural hematoma, and vaginl hemorrhage.

Hematologic Reaçtions ,,".' "., , .", " , .' . ' '
Hematologictoxicitywasthemost fiequentlyobsered adverse reactiOiiin
clinical trals. Patients in clinical studies WeTellt permttedto receive
hematopoietic growtlifactòrs beginning 2 weeks prior to admiistrationpfthe
Zeyalin therapeutic regimen. Table3 presents theincidenceandd~raüonof
severe hemaìologiÓ toidcity forpatients wifh norm¡¡lbaseline platelet count



ANC
Medi¡i nadi (perin1)

Per Patient Incidence
ANC ":1000/mm3

Per Fiitient Incidence
ANC":SOO/mm3

Median Durntion (Days)'
me..) 000/im3

Platelets

Median nadir (pet rm1)
Per Patient Inciderce.' '. 36,JPost-Marketing Experiimce . ,Platelets":SO,OOO/mm . ,

. The follow. ingadverse reactions have been identified d. urg post-appro:valusePer PatiettIncidence . . .
oftheZevalintherapeutic regimen il hematologicmaligrancies..' Because

Platelets ":1O,000/mm3 . these reactions ani reported voluntarily from apopubltioIi ofun¿er1:ain size, it
Median Duration (Days)" is not always possible to reliably estimate theirfrèqueÌicy or establishacausal

Platelets ":SO,OOO/in3reiationship to drug exposure. Decisions 10 includ~ these reactioItsin labeling
*Day fromlastANC~1 OOQlmm.. to fist ANC 2:l000/in are tyiciilly b¡ised on one or more of the following factors: (1) seriousness of
censored àtnexttreatmeiit or death .. . the reaction, (2) frequency of reportg, or (3) strengtofcausal cOíUection to

".Dayfrom.last platelet.countiSO;OOO/mm3tocday~offittplatelet~count~~~~the-Zevalinthernpeutictegirnen,
2:S0 ,000/in3 foiiowing nadir, censoredatnext treatmertor death

(2: 150,000/mm3) t,reatedwith theZevalinthernpeuticregimen and patients
with mild thrombocytopenia (platelet count 100,000 to i 49,000/im1) al

baseline who were treated with a modified Zevalin therapeuticregimen that
included a'1ower Y -90 Zevalin dose atO.3 mei perkg (11'1 MBq per kg).

Median time to ANChidi Wàs 62 daYs; to platelet nadir was 53 days, and to
hemoglobin nadir was 68 days~ .Infornation oii growth factor use and piatelet.
transfusiòns is pased on21 1 patients for whom ç1atawere collected.
Filgriistìmwasgivento 13%ofpàtienis lld eryhtopoietin to 8%, Platelet
tisfusions vyeregiven to'22%ofpatientsand redbloodcelÌ trusfusions to

20%.

6.2 ImmunogenÎcity. ,. ". . '. . .' ..' .
As with ali therapeutic proteins, there is apotential for iinunogenicity. The
itcidence of antibody formation is highly dependent on theseiisitivity arid'
specificity oftlie assay. .Additiorially, the obsered incidence ofàntibody
(iiicludingneutrlizing antibody) positivity in an assay may be inflùenced by
several fiictors including assåy methodoi(¡gy,sampléhandling,tiIlllg of

samplecoI1ectjon; coricoittint mecicatioiis, and underlying disease.F()i'
these reasoiis, comparisons of the iiicidence of HANHACA to the Zevalin
therapeutic tegimenwith tléincidènceof antibodies to)other products maybe
misleading. . . . .
HAAand HACAresponse data on 446 patientsfrom 8 clincaJ studies ..'
conducted over a 1O-year time periódareavailable. Overall,11/446 (2.5%)
had eVidence ofeitherHAMAforialion (N''8) orHACA formation(N=4): .
Six, of these patierts developedHANHACA àfter treatment witl Zevàlin
and S were lIAMNHA.CApositive at baseiine. Of the 6 who were
HAMAtHACApositive, only.one wasposilive for both. furthermore, in6 of

tle n patients; the HAMNHACAreverted to negativewitliin 2'Neeks to 3
months. No patients had increasing leve1s ofHAMNHACAatthe end.ofthe
stUies:

oiily6/446patients(1.%) had developed evidence ofantibódy formtion

aftertreatmeÌtwitl Zevalin,.and of these; many either revertedtonegative or
decreased overtime: This diitademoiistrates thatHANJCAdevelop
mqequently, are tyically transient, aIddo.nt inereàse\vith time.

'.
Cutaneous and mucocutàeouS,reactioiis: eryhema.multiforme, Stevens-

Johnson i;yndrome;to)(ic' epideral'necrolysis;bullous 'dermatitis,' and
exfo1iiitivedermatitis (see. B(¡x.ed Warnings and Warnings and
Precautions (sj)). .
In:Esion site erheri and uleeratión following extravasation Iseé
Warning'šand Preúiuticms(S.7Jj '. .' .
Radiation injur in tissues near areasofiymphomatous mvolvement
Within a month ofzevàlit adimiiistntion. ~

.

Infecttons . .
Durig the fiist 3 months after initiating the Zevalintherapeuticregimen,
29% ofpatiêiits developed infections. Three percentofpatient,s developed
serous infections comprisinguriàry tract infeclion, febrile neutropenia,
sepsis,pneumoma, celhilitis, colitis, diarhea, osteomyelitis, and upper .
respiratoryttact infection. Life theatèning infections.were reportedtor 2%
ofpatitmts that included sepsis; empyema; pneumoma, febrileneutropenia,
fêver, and biliarsteit-associatedcho\angitis.DirigfOllów-up from 3 .
. months to 4 years after the stâr of treattent with Zevàlin; 6%0£ patients
dev'èloped intections. Two percent of patients had'serous infections
comprisiiiguriar tract m'fecIion,bacterial orViripneumoiiia, febrile
neutropenia, perihilar itfitrate; pericarditis, and intravenous drg-associated
viral hepatitis. One percent ofpàtients iiadlife thteatennGinections that
included bacterial pneumonia, respinitorydisease,and sepsis.

Secondary Leukeini(i andMyelodysplåsticSyndrome .... ,

There were 19 cases ofMDSI ¡\Lrepon:ed among 746 (2.6%) patients
included in clincal studies iid theexpaidedaccessprógtams, with a median
follow-up of4.4 years. The overallitcidence. of MDSI AML among the 211
patients included in the clincal studieswaSS .2% (1l2ll ),with a median
follow-up of 6.5 yeas and median time to development ofMDS/AML of 2.9
years. The cumulative Kaplan-Meier estimaledincidence of MDS/sC?ondary
leukeitainthis patientpopulation was 2.2% at 2 years and S.9%atS year.

The incidence ofM:DS/AML amorig the s35 patiettsin the expanded access
progrins wasLS% (8/S3S) withamedian follöw-upof4.4 years andmedià~
. time tÒ devélopnient of l\DS/AML of LSyears. Multiple cytogenetic .
àbnormalities weredescnbed, mosiconuoniyiÌivolving chtQmósoites 5 .'
and/or 7 . The risk of MDSIAML was not associatedwith the number of prior

_ _Jr~tlIei.!sßl~lyersiisVOl. .' . '.

7QRUG INTERACTIONS
No forral drug internctionstuqies havebèen peroriedwith Zevalin.
Patients receiving medications thàtmtererb withplåteletfuctionor

.coagUlationshould have more frequent laboratory inonitorig for

th°mbocytopenia:

8.1Pregniincy . .
Terat()genieEffects: Càtegory n Isèe Warnings and Precautions (S.6)):
Based on its ràdioactiviiy, Y~90 Zeviilin maycausefetal hain when .
admistered to ii pregnant woman. IminogloblilinsareknûWl to cross the
platenta. There are noadequllte and wellccontrolledsrudies .in pregnant
womeii. Animal repr()ductive toxicoiogy studies of ZevaIihavenotbeenconducted. '. .
Advise women ofchildbeiiring potential to use adequate contraception;
Iiorm women who ~ecome pregnant while receivingZevalin of the potential

fetal risks. (see Pattent Counseling jrionnatton (l7))

8.3 NursiiigMothers '.- . . .,"'. . _ .
Because humanlgGis excreted in human milk, itis expècted that Zevaij
would be presentin human itlk. Becauseofthepotential for adverse
reàctions innUrsinginfants fromY -90 or Ií-111Zevalin, a decisionshoiild
be iiade to discoiitinu~nursing or riot administerth6 Zev¡¡lin thernpeutic
regimen; tag into account the imporranceof the drg to :te mother:

8"'li.diatrii;Use . .. .... .'. ... ... '. . . ......... _ . ..... ...... '.' . . ....
Tlesafety and effectiveness havenot~een established in pediatrc patients,



11 DESCRIPTION
,- Zéviilin(ibrituomab tilieta) is the imiunoeonjugate resulting frorna

stable thiourea covalentcbond between themonoclonal i:ntibody ibritumortab
and, th,e liner-chelatortiuxetai (N "(2-bis(q¡¡rboxymethyl)atnnol.3-
(p- isothiocyanatophenyl),pròpyl)-(N -(2-bis( carboxymethyl)airo 1-2c
(methyl)"ethyllglycine.Uiislinker~chelator provides a high affmity,
conformationally restricted chelation she for Indium-l 1 I or Yttui-90.The
approidmàte molecl,iar,weightofibritiiioinap tiuxetan is 148 kD,The
antibody rioietyofZevalinis ibri(iniomab, a lnurinelgGi kappa monoclonal

aiitibody directedagàiIst the CD20 antigen. '

IbntiIÌomahtiuxetan isli clear, colorless; stenle,pyrogeh-free,preservative-
free solutiorithiit maycöntain transluqent particles. Each singie-l\sevià.l "
, includes3.2 mgofibntumomab tiuxetain 2in ofO;9%S04iurChloride., i
Physical/Radiochemical Characteristks of In- 111
Indium-l11 decays by electron' capture, withaphysical half-Hfe of67.3hours
(2.81 days). The pröduct of radioactive decay is Iion-radioactive Cadmium-
IlL Radiation emissiondata forIn-lll i:re ~uimarzed inTiible 4:

Physical/Radiochemical Characteristics of Y-90
Yttum~90 decays byemission of beta patiieles,with a physical~half-lifeof

64.1hourS(2.67 days). 'Thepröduêt ofradioactive decay is non-radioactive
Zireonium-90;Therangeöfbeta pariêlesin søft tissue (%9Q) is Smi.
Radiation emissioii dati for Y..90 are sunu\Izèd inTable 6.

Table 4.
Pciricipal In411 Radiation E~SSioii Datil

ExteriialRådiation , "

Tleexpòsure nité constàitforl iii (3 7lVBq) of In~ 1 11 is 8.3 x 10-4 C/kgl'

(3.2 RI)at 1cm,. ' '.

External Radiation ,
The l:xposure rate for lmei (37 Ml3q) ofY.90is 83)( 10-3CIkg/(32R1h)
atthe mouth of aiopen Y -90 vial: " ,

ToaHow qorrectionfor physical decayofY-9Ó, tÌefrctions thiitrertain ,at
selected interalsbefore and after the time of calibnitional'ehown in Tahle7.

To allow cOlTeetioii for physiqaldecay of hi-lll ,the frlictiotÌs thatnimain at
selected iitervaisbefore and after the time of caíibnition are shown in Table.S.

Tai,le 7.

PhýsicalDeeay Chart: Y-9Q

Hiilf-ife2.67Daýs(64.i HQurs)



12 CLlNiCALPHARMACOLOGY
. '--'" '

12.1 Mécharusm of Action
Thrituitiomabtiuxefun birds specifically to the C020antigen(human
B.lymphocyte-restrcled differentiåtioniitigen, Bp3S). The apparent affty

(Ko) of ibritumomabtiuxelii fortheCD20antigen ranges between
approxiniately l4to18 nM.The CD20antigen is ewressedon pre-B and
matureB lymphocytes and On:? 90%of B~cell noii-Hodgkì's lYmphomas
(NHL).the CD20 antigen is not shed from the cell surface and does not
intemaliz:e upoii ántibodybindihg. .

Thec~elate tiuxetan; whichtighHybindSIn-lll or Y-90; is covalently lined
to ibritumomab. The beta emission from Y-90.indllces cellular damage by the
(onnationof Jìee radicals in the target and miighborigcells. . .

. Thritlnioniiib tiuxeta binding wasobSCfed in Vitro on lymphoid cells of the
. bone miirrow, lymph node, thymus; red and white )Julp of the spleen,and

lymphoid follcles ofthetonsil, aswell aslymplioid nodules of other organ
such as the l¡jrgeand sinàll intesties.

12.2. :Phariiaçodynamics ... .'
Ii clinical studies; admiistratibn of the Zevalin therpeutic regimen resuitèd
in slIstained depletion of circulating B cells. Atfour weeks, themedian
niimber of circulating Bcells was zero (range, 0-1084/mnh B-cell recoveiy
began atapproximately 12 weeksfollowingtreatrent,and the median levelnf

c a ceUswas withinthenoril range (32 tQ3411mm1)by 9 monthsßfter

tieaIment. Median serumJevels ofIgG andIgA remained within the normal
range throughout the period ofB-cell depletion. Median IgMserum levels
dropped betownormal (rtedian 49mgldL, nin¡ie 13-3990 mgldL) after.
treatment and recovered to norial values by 6-morith .post therapy~

12.3 :Pharma.cokinetics . . . ". .... .
Pharacokietic and biodistriQutionstudies wereperormed using hi-lll.'
Zevalin(S mCi (18SMB'll hi~lll,L~mg ibritumomab tiiietaur In an eariy
studyd~igned to assess the need for pre-adistration orunl¡ibeled

alltibody, only 18% of known sites of disease.wereimaged when In~ 11 1
Zevalin was.adinisteredwithoùt unlabeledibrltùoniab. Wlen )JreCedèd by

unlabeied ibritùómab(l.O inglg or 25mglg), In-lll Zevalin detected

s6~aid92%ofknowndiseasesites, respectively. These studies were
conducte4 with a Zevalintherpeutic regimen thaUncluded unla.beled

ibritiomàb. '.. '. . . .

13

13.1. CarCInogene~is,.Mutagenesis¡ Impairment ofFertmty
Ciircinogeniçityandiniitogenicity studies liave not i,eenconducted. However,

. radiation is a potential carèinogenand mutagen. No anmal studies have been
performèd to deteretheeffectsof Zevalin on ferility in males (lr females.
hi clinical studies, theZevalin therapeutic;regimen results in asignficant
radiation dòse to the testi::' the riidialion dos.e to the ovares has not bèei
established (seeDO$fjgl!andAdminfstratidn (2.6)). Theæis a potentialrisk

that .the Zevali therapèuticregimen could callse toxiC effects on the male and
female gonads. Effectivecontrceptiye methodsshould be use( durig
treatmentancHorupto J2months followirg the Zevalin therapeutic regimen
(seePatient Counseling In/ormation (17)J .
13.2 Animal Toiicology and/or Pharmacology

Animal feproductive toxiçelogy studies (lfthe Zevalin regimenhave not bee
conducted. BecausetheZevalintlierapelltiè regiiien mcludi: the use of .

ntuximab, also see pniscribinginfonnationfor rltwimab. . .. . . .
14 CLINICALSTUDIES ..'
The safetyard effcacy of the Zevaiin therapeutic regimen were evahmted in 2

Inuiti-èenter trials,enrouii¡i atótal of197 subjects and a third study enolling
at~talof 30 siibjects. .

14.1 Relapsed FQllieularLymphomaRdractotytoRitliximab
· Study 1. was a single arm study ofS4 patients with relap$ed follicular .

lymphoma, who were refractory toritixirìiab treatment. Patieritshad a World
Health Orgiinization (WHO)%rforraiIceStatus (PS) 0-2, ~2S% bòne.
inatow involvementby NHL; no prior bone marrowtfansplantation,~iid
acceptablehematologic, renal, and hepiiticfuction. Refrctoriess to

ritUxiInabwas defmed as faiiureto achieve a compltiie or parialresponse or
time. to disease progression (TIP) of,, 6 months. The primary effcacy.
endpoint of the study Was the overall response riite(ORR) using the
hitemationalWorkshop Responsè Critetia(IWRC). Seyondaty effcacy.
endpoints included tiiheto disease progression (TlP) aiid duration of nisponse
(DR); Table 8 suimarzeseffcacydata fromStudyL .

14:2 .Relapsed or Refractory, Rituximab-Naïve, Low~GradeorFomcular. 'NHL . . . ..
Study 2 was a randomlzed (1: 1); openclabel,multicenter study eomparig the
Zevalin therapeutic regiienwitl ritwimab.11e tral wasconducledin 130
patientswiìÍ relapsedor refractory low-grde orfollcuiiirnon-Hodgkin's
lymphoma. (NHL);. no patient had receiyedprior ritiximab. Patients had
histologicallyconfirinedNHLrequirgtherapy, a WHO PS 0-2, -c2S% bone
· marrow involvement byNRL, no prior bqne marrowtraiisplantatlon, and
a.cceptåble heitolo¡iic fuction.' Sixty-four patients received the Zevalín
therapeutic regimen, and 66patienisreceivedrituximab given as an IV
infusion at 37Smgpermi weekly times4 doses. The prima effcacy
endpoint of the study wasORRusiig the IWC(seeTable8).TheORRwas
sÌgmficantly higherfor patients receivingthe Zevalin therpeutic regimen
(83% vs.5S%,p-0.00 1). Tire-to-disease-prógtessionwas not signficantly
different between study ars.. .

Study 3 was a single ar study0f30 patients of whom 27ha~re1apsed or
reJìactoty low,grde, follcular NHLand a platelet count i 00,000 to
149,000/mm3. Patients with ~2S%lyrnphomato\lS marow involvement;
priorinYèloablative thenpy withstem cell Siipport, prior exteral beam
radiation to :? 2S% of active marrow or neutrophilcoUit.':l,SOO/rtni. were
ineHgib1etorStudy 3 All )Jatients received(O.3 mci per kg(i 1, ll\Bqper
kg). Objective, durableclinical respoIises were observed (89,% ()RR(95%
CI: 70-97%) with a median diiration of respoi,ise of 11.6 mOnths (range: 1.0~'

42.4+ months)).

16 HOW SU:PPLIED/STORlGE ANDHANDLING
There are tWo kitsneceSsaryforprepariitioii ofthe ZevaliIi therapeutic .
regirnen:ontiforpreparation ofIn- f 11 radiolabeledZevalin(NDC60553-
01 04.04)andOiiforpreparation of Y-90 radio1abeled Zevalin(NDC 60SS3~

0103-03). .Uie contents of allyials aresterile,py'ogen-free, contain no
preseralives; and are notradieactive.' J?ch 19icontains fòurjdentification

.~.labelS-ndJhdollowing.four_vials;,-_~~~c.'~'~~~_-c___"~



(1)

(2)

One (1) Zevalin vial containing 32 iig.ibôtnmomab tiuxetanin 2 mL
O.9't Sodium Chloride as a clear, colorless solution.
One .(1 ) 50ir Sodium Acetate Vial containing 13.6 mg Sodi\l
Acetate trydrte in 2 mLWlIterfor Injeetion,USP asa c1ear, colorless
solution: " , .. " ' "
One ( 1) Formulation Bu(ferVial CO(ilàining750 nigA1bumin (i-uman),
76 mgSodiumChloride; 28 mg Sodium Phosp1IateDibasic
Dodecahydmte,4' mgPènletic 'Add,2mg Potassium Phosphate
Monobasic and 2 mgPotassinm Chloride in 1 Oii WaterforInjeitioii,

pH? .1 as a clear yellow to ambercolorct soiution~ "\ '

One(l) emptY ReactionYüiL, , ". - - ~

(3)

(4)

Storage
Store kits at 2-8°C (36-466F),

17 · PATIENT COUNSELING INFORlA TION

Advise patients:

To contactahealthcare professional for severe signs and symptomsofihfusionreactions .
'Tot¡ike premedications as prescribed (see Warnings and Precautions
(2,2) ând (5:1)j
Töreport anysigis orsymptorrs ofCytopenias(bleedinueasy bruising,
peteChiae or purpura; pallor, weakressOf fatigue) .

To avoid medications that mtereré withplateletfuctiol1; exceptas
directed py a healthcare professional (sèe Warnings and Precautions/5:2)); , ,
To seek prompt medical eva:iuationfor diffse ras1I, bullae, or
desquamation of the ski or otalmi:èosa '
To, immediately report symptoms of infection .(e.g.'pyteida). .(see
Adverse Reaèti(ms(6:3)j " , " '
That imriiization with livevirlvaccines.is not recommended for 12

,'mònthsfollowing the.Zevalin therapeuticregimen,fsee Warni/1gsand
PrecautionS(5.8)j , , ' .' , ,', ',' " ' ' , , , '

To use effective contraceptive metiodsdurg treatrent and for a
miimum of 12 months following Ze:valin therapy

Todfscö1Ìtinueni.Îig durg and afterZeviili treatmentf$eeUse In
Specía¡j'opulcüions (8.3))
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