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~AODUCT INFORMATION 

PtWP•r.tion for Adminiflratlon: 
I. Su•pend conuuner from oyelet support. 
2. Remove proleetor from outlet port BL bottom of ronudner. 
3. Attach udminitilnolion ""' · Refer "' oompl•te directtOI\1 

Qccompnn)'1og &t!t. 

COMPATtniLI'l'Y ANl> STABILITY 
lntnmusculw: \\<Den oonslJl.uted a.s d1~ wtlh Ste.nle 
Wnter for l'IJ'!C(oOn, suaperunoM of ZTNACEP for IM OI\Jec· 
t1on maintain eatisfac.t(lry potency fo-r 24 houn at room ~m · 
perature 11nd for 48 hours unde r l'efrigorntion (5"C). 
After the pot:riodl menuoned above o.ny unu~;ed suspel'\ltion.s 
1hould be diocarded. 
lntrav.nous.: When thtt 7SO.rog. 1.5-g. llnd 1.5-g pltn_rmacy 
buJk vials arc conslituu*d o,s dirt!(.-t«i with Sterile Water for 
Injection, the •olutions or ZINI\CEF for IV •dministrotion 
maintain aatiF~factory potency for 24 houra at room temper-
ature and for 4jj houn t 750-mg ADd 1.5 ~ ''oalsl or for 7 da,y• 
t 7.5-g ph<lrn08<Y bulk vuoll under rnfn~•rnbOu (6•C). More 
dilute solutoons, •uch •• 750 ong or 1.5 M plus 100 nol. of 
Sl~rile Wntor lor lnjoction, &% Oeot""'c u\ie<:t.i.on, or 0.9'!1> 
Sodium Chlor•de Injection~ also maintain M t.i!Sfacwry IJO• 
lt'nc:y for 24 hours at room ~rnperature and for 7 doys un-
der refrigeration. 
These solutiOil8 may be further diluted to concentnlU()ft.ot or 
betWeen 1 and 30 mg/JnL •n th8 following l!Olubons and .,...ill 
los(: not more l.han 10% activity for 24 hours nt. room lcm· 
perature or for at le&J-l 7 days under rcfrigE!r&tion: 0 ~So­
doum Chloride ln)f!Cbon: 1/6 M Sodium l.actat<~ I'IJ'!C(oon: 
Rlnger'• llliectoon. USP; l.actaled Rinl(tr'a II\iec:uon. USP: 
5\t Dextra.., nnd 0.9% &<hum Chloride 1 nj""tion; S<J. Oex· 
trMe Injection: 5% Dextrose nod 0.45% Sodium Chloride l n· 
jectinn: 5% Dextrose nod 0.225% Sodium Chloride Injection; 
10'*. Dextrolie !IIie<:iion; ond 10'*. lnv~rt Sugu in Wnter for 
tnjectjon. 
Unused 11<Jiutiono should be Wl!<~rded nllor the time periods 
mentionod above. 
ZlNACEF h•• also been found compa tible for 2~ hours ot 
room t.emperat.uTe when odm&Xed in IV infusion with bepa-
nn ( 10 and 50 U/ruLJ on 0 94 Sodium Chloride Injection nod 
Potassium Chloride 110 a nd 40 m!!qll.) in 0 .9'J> Sodium 
Chloride Injection. Soclium Oicarbonnto lnjedion, USP is 
not reoomme l\ded for t ho dilution of ZINACEF. 
The 750-mg a l\d 1.!>-g ZINACEF Al'>D· Vantage vial., when 
do luted in 50 or 100 mL of 5'l De- Injection. 0 9'l So-
dium Chloride Injection, or 0.45% Sodium Chloride lqj<JC· 
tion , may be s tored for up to 24 hours Qt room tempernto.re 
or for 7 days under re'frigc rt•t.ion. 
Ffoun Stobltity: Constitute the 750-mg, 1.5·g, or 7.5-g vial 
os directed for IV adminOAtrali<>n in Th.ble 2. Immediately 
witlodraw the «•tal contenla of the 75().mg or 1.5-g vial or 8 
or 16 mL rrom the 7.51.bulk vial and add "' a Bnxter 
\llAFI..E.X® MINt -tiAG-r. ""'taining r.o or 100 mi.. or0.9% 
So-dium Chloride Injection or 5% Dextros<' Injection and 
freeze. Froten solutions are stable for 6 months when atored 
at - 20•c. Frmen solutions should be thawed at room t.e.m-
perature and not refrozen. Do not force thaw by imrntl"ilon 
m water bnths or by microwave irradintion. 'Thawed solu-
hons may be st.orOO for up LO 24 bo-urs at room t~d1Pll•••ttatJ 
or for 7 days in a refrigerator. 
Not e: Parent<>r•l drug products should be inspected vi•u-
a lly for partlCulote matter and discolorauon before admin-
Istration whenever solution und container pennit. 
1\8 with other cepha losporin•. ZINACll:f' I>Owder •• well as 
aoJutions ond suspension& t.eod to darken. depending (Ul 
""'rage rondotio,..., without a dversely effecting product po-
tency. 
OirectJons for 01-SfMnsing: Ph•rm•cy Bulk PltCk•g• -Not 
for Oir.a lnfuolon: The IJhormacy bulk package iB for use 
in a pbarmo.cy admixture H rvice onJy under a laminar Row 
bood. Entry onto the vial mu! l be made with a sterile l riUIS-
(er set or otkf.r sterile disl)ftUring de\•ice, and the C"Ontents 
dispen'S«ltn aJiquota U$ing aseptic technjque. The use ohy-
dnge and neWie is not recommended as it may c~u86 leak-
age I see OOSAOE AND AOMINIS'I'Tv\'I'ION). AF'l'ER INI· 
TIAL WITKDRAWAL USE ENTIRE CONTENTS OF VIJ\L 
PROMPTLY. ANY UNUSED PORTION MUST BE DIS· 
CARDED WITiflN 24 ROU'RS. 

HOW SUI' PLIED 
ZJNACEF in the dry stole obuuld be stored between IS" and 
30"C f59" and W F) and p~ from lighL ZlNACEF i.o a 
dry, white to otT-white powder supplied in vials and infu&ton 
packs as follow&: 
NDC Oln·0352-3l 750-mg• Vial t'l'ray or 251 
NDC 0173.0354·35 La-g• Vial (Tray o£25) 
NDC 0173-0353-32 75().mR" Infusion Pack (Tnoy of 101 
NDC 0173·0351h!2 1.5·g• ln.fusion Paek (Tnoy of 101 
NDC 0173-0400.00 7.5-g ' Pharmocy Bulk Package (Tray or 
6) 
NDC 0173·0436.00 750-mg ADD-Vantage Vial ('!'ray of 251 
i'IDC 0173-0437.00 L5·r ADD-Vantage Vial (Tray of 101 
•The above ADD-Vanta~ .. vials are"' IJ<l used only with Af>. 
b<Jtt ADD-Vontoge diluent c<ontainen.t 
ZINACEF rro:r..en. as a pl'emixed solut.ion orcefuroxime injec-
tion should not be stored ob<Jve -~o· C. ZINACEF is aup· 
plied fro..-n in 50-mL. single-<108<!, pl .. tic containers at1 fol-
lo"A-s: 
NDC 0173·0424-00 750-mg' PlaAtic Container (Carton or 
2'11 
NDC 0173·04~5-00 1.5·R' Plost.ic Container lCarton of 24l 
J, Equival~nt. to cetUroxime. 

REFKIU.'NCES 
l. Notional Committee for Clinical l.aborai<Jry S tand<lrd•. 
P~rformance Standards {or Anlfmic:robJol SuJCt:ptabrilty 
Ti•l•llf!· Third lnfonnational Suppleo:nruot. NCCLS Docu· 
mentMl00-53, Vol.ll, No.17 Villanova, P•: NCCLS; 1991. 
2. Cockcrort OW. Gault MH. l'rodiction of crcntinone clCOI'· 
aneo from sen.tm creatinine. NtphroiL 1976; 16~3 1 .. 41. 
ZINACEF® (""furoxome for in)l!etoonk 
Glaxo Welloome Inc .. &search Tnangle Pnrk, NC 27709 
ZfNt\Ct;F® (cefuroxime in)ec:toonJ: 
Mnnufoctu.rcd for Gloxo We llcomu Inc. 
Hescarch Triangle Pw-k. NC 27709 
by Ouster Healthcar<! Corporation. Deerfield, IL 60015 
ZINACEF is • "'IP•tered trndemark of Gluo Wellcome. 
,\DO-Vantage is a registered trademark of Abb<Jtt Laboro · 
to rica. 
CLINITEST i& o regialered to·odemark of Ames OivisoOO>, 
Miles I_Aiboratones, Inc. 
1'1-:S. TAPE is a ~tered tradcmurk. of Eli l.olly nod Com-
pany. 
GALJ\li."Y and Vli\I''L&x ure regi$lered trademarks of Bax• 
tor Jnt.e.tnationnl Inc. 
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ZOFRANe 
ltll' (ron I 
(ondenwtron hydrochlorldel 
lnj.aion 
ZOFRAN~ 
(ondans.tYon hydrochloride) 
lnj.ction Premixed 

DESCRIPTION 

I~ 

1$< 

Tho octive ingro.tient in ZOf'll.i\N Injection ond ZOFRAN 
lnjc'Cl ion Premixed oa ondaMetruu bydrochloridoiHCII, tho 
rnctmic form of ondonsetron and a l!<lloctive blocking a~ent 
of tho ~ero«min 5-111'• recep~<Jr type. Chemically otis (;) 1. 
2, 3, 9·tetcahydro-9-metbyl·3·1(2·methyl·IH·omidazol·l·yll 
me thyii-4H-carbo•ol·4-onc, moMhych ochloride, dihydrnto. 
'l11c empirical formula is C18 H1wN30 • HCI•2H10, repreS(Int-
ing 4 molecular weigbi or 365.9. 
Ondonaetron HCios a white IAl off-white powder that. i.o JOI· 
uble m wateT and normal s.aJine. 
Sterile fnjection for Intravenous (I.V. ) or lntramuscul1r 
(I . .M.) Adminittr•tlon: Each J mi.. of aqueous Rolution in 
the 2·mL single-.dosc vial cont.alns 2 mg of ondansetron ns 
the hydrochloride dihydrato; 9.0 mg of •odium chloride, 
USP: and 0.5 mg of citric acid monohydrate. USP and 0 25 
mg of sodium citrate diliydrnlo, USP a.s buffers in Wa ter (or 
Injection, USP. 
Eoch I mL of Aqueous soluf..ion in the 20-ml .. muJtidose viol 
oontAins 2 mg of ondanse<ron os the hydrochloride dihy· 
draw: 8.3 mg or oodium chloride. L'SP; 0.5 mg of <itnc acid 
monohydrate, USP and 0.25 mg of !Odium cit.rate dihydrotc. 
USP a• butfcro; nnd 1.2 mg of rncthylparnben . NF and 0. 15 
l"ut; uf proTJ:t1tmr;,befl, NF ns prest..~iVft in Wate-r f& ln~ 
J'!CtiOn, OSP. 
ZOf'RAN lnjertion is a clear. coloriMS, non pyrogenic, sterile 
IIOIUtion. The pH or the irljection solution io 3.3 to 4.0. 
Sterile, Premi••d Solution fof lntravenoua Admlnistr•tion 
in Slngi•Oose. Flex_ible Pfettlc Contein• rs: Eo.ch 50 m l. 
eontains ondausetron 32 mg (M t he hydrochloride dihy. 
drate~ dextrose 2.500 mg: and citric acid 26 ong a nd sodium 
<itrste U .5 mg u buft'ers in \Voter for l.qjection, USP. It con· 
tn1n.1 no pre~n·otives. The OAmolarity ofthia solution i$ 210 
mOsnVL (approx.), und the pH is 3.0 t.o 4.0. 
Tho fiC'Xible plastic container is fa.bricawd from a specially 
formulat-ed, nonpla sticizM, thermoplattic co·polye~a t-er 
CCJU). Water can permeate from mside the container into 
the overwrap but not in asnounu sufficient to affect the eo-
lution s ignificantly. Solutions ins icle the plastic (.(lntalner 
ftiSO can leach OUt C(lrtain o( t.he chemica l c:omponentS in 
v~J.ry smaU amounts before the ~xpiration p<!riod is attained. 
HowO\-.r. the safety of the plo~tic ba.o been confirmed by 
t .. u in animal• oeconding "' USP biolO!Pcal •umduds for 
pln.stic containcra. 

CLINICAL PHAR.MACOI..OOY 
Pharmaeodynemlc:s: Ondansetron is a ael~tive 5-HT ~ ~· 
ceptor antagonist. \Vb.ile ondansctron's mechanism of acuon 
hns not been fully charocteriZA.'d, it is not o dopomine-reup-
tor nntogonist. Serotonin recopl<lrs of the 5·HT3 type a re 
present both peripherally on vugal nerve terminals and ccn· 
trnlly in the t hcmora-eptor t..rigge:r zone of the are.a pML-
rcm.a. It is not cert.am whether ondan.setron'e a.ntieme-tic se-
tioo m cbemotheropy-induced emesis is mediated centrally. 
penphe nlfly, or in both >ites. •lowever, cytOI<lxiC chemother· 
apy appears tO b& DJ:lsociated wit.h release of &er'Otonin rTom 
tho enterochromoftin cells of the small lnt.oot ine. In hu· 
monv. urinary 5·KlAA t5·hydroxyindolcacolic acid) excre· 
tion increases after o.splatin admlnl3tration 1n parallel with 
the flnset of emtwis. The relenud seTOtortin may stimulate 
the vagal afferontd through tho 5-HT3 re«J>tor! tt11d initiate 
the vomiting reflex. 
In animals. the emetic ~6ponKe to ci8plat.in can be pre· 
vented by ptetl"e:atment. with an inhibitor of terotonjn syn-
th .. is. bolateral abdonunal vagotomy nod greater splanch-
1\IC nerve section, or pretreatment with o serotonin 5·tiT3 
m optor antagonist . 
In normal volunteers, single t.V. d...,. of0.15 mglkg of on · 
daru;et.ron had no effect on <'tOphageal motility. gastric mo· 
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t ility, l(,wer esophBRt!UI 19phinctcr prcst~urc, or &ma_lllnte.sti · 
nal trons i1 time. In another st.udy m s ix normal mal'l vol· 
unt.eero, a 16-mg dose mfused over 5 minu...,. i howed no 
effect of the d.ru.g on c.ordJOc our put.. hea.rt rata, rtroke vol-
ume. blood '"''"sure, or ~lo<troeardoognun !ECQ~ Multiday 
o.dminiAtrntion of ond•1nsetron has Lcen shown to s low co-
look •ront~iL in norntttl \10iu.ntecrtJ. Ondansetron bas no ef· 
feet on plasma prolac-t.an cooeentrauoos. 
In a gender-b81aneed phann8<0dynamic study In • 56). on· 
dansetron 4 mg t~dmin.iKLered iJJtn\Vtnously or mtrnmuscu~ 
kuly woll dynamic:ally 8im.ilar in Lhe prevP.ntion of emosts 
rtnd nBUS(!il Uffing t.ho ipecacunnhD model of ome(4is. Both 
treatment.a wt":re well tolerated. 
0 ndBM4'tron d""" not alter the ,..pomlory dep...-nt ef· 
feet. produ.OO by alfentoml or tho degn,o, of neuromu•cul:tr 
blockade produced by atracurium. lnteractions witJ1 general 
OT locol t'Ultethet.ics luwc not bee n s tud1cd. 
Pharmacokin etics .: Ond3o&etron i& e xt..ensivcly met.abo~ 
liZA.'d in humans. woth 11ppro:rimately 511> of a rodioiAIJ<lled 
dose rt'CO\'ered as the parent compound from th.e unne. The 
primary metabolic pa thway is hydroxylation on the indole 
ting f6llowed by gJuturonide: or gulfttt4.:l conjugnt•on. 
AJthough some noooot\iugated mot.abolit.e.s have phannaw. 
logic: aetwity. these are not found an plasma at conreotta~ 
lion• hkely to sign>ficantly contnbute to the boni<Jcicaloctiv· 
ity or ondanse.tron. 
Ondansctron is a substrate for human hepatic cytochrome 
P-450 entyme•. inc.ludin~ CYPli\2, CV1'206, a nd CYP3M. 
llecau;oe of the multiplicity of metabolic enzyme<~ <Apllble of 
metabolinng ondanset.ron. inhib1tion or IOSB of one enz.yme 
(e.g., CYP206 genetic detkiency) ret~ull.s in litt.lo change in 
o ... e rall rntc.s of ondnnsetron elimination. 
I n ClMmoJ volunteers;, the following mean pharrnacok.inetic 
data have been dct<rmined rollowoll~ a s i<Oglo 0.15-mg/kg 
J.V. dose. 

PNtk Plasma Mean P1aauu1 
Concentration EUminat.ion Clearance 

.-\g.,.«YYOP n onghnL) Half-life (b) t i.J1:v'kgl 

19-40 n 102 3.5 0.381 
61 -74 12 106 4.7 0.319 
;,75 ll 170 5.5 0.262 

A reduction in clearance and increa:w. in elimination bsJ(. 
life a rc RCcn in patient.a over 75 yeurs of age. In clinical tri· 
a l5 with eoncer patients. safety and efficacy were similar in 
pattent.a over 65 years of age and those under 65 yearS of 
age; there was an in.auffiaeot number or patients over 75 
Y"ars of age to permit conC-lusion• in that age--group. No dos-
age adju~rt.ment is recommended in the elderly. 
In patients with mild·tO·modorat..c hepatic impairment.. 
clearance is rt!duced twofold and mellJl holf-life i• increased 
"'11.6 hours compsrt!d IAl 6.7 hours in nonnals. In patients 
with ~evere hepatic impairment !Chold-Pugh ocore0 or 10 or 
greater), r.leoranc:e is redu<-ed twofold to thN!<Jfold a nd ap-
pe.Nnt voJu.m.a of djstribution is incro.o.sed with. o resuJtallt 
"''"''"" ir. Ja!f-lifc to 20 ~·• and bio$va.ilability ap· 
pi'OIIching 1~. In such patient&, • total d<lily d..,. of 8 mg 
should not be exceeded. 
Onda.nsetron plasma clearance WaJ rt!du.OO by 41\ll !95% C1 
20% to 67%) in pat.ient& with severe rena) impnirme.nt (ere· 
at inine clearao~ < 30 mUmjn). 'rhis reduction in clearance 
is variBble and waa not. consistent wit.h an. increase in half· 
life. ~. rt!duction in dose or dosing frequency in these pa-
tients ia wa rranted. 
ln adull cancer patients, the mean e liminatjon hair-life wa.s 
4.0 hours. and there was no diffon•nce in tho multido!'e 
pharmoeokinetics over o 4-day period. In a study of 21 pe-
diatric cancer patients (aged 4 to 18 years) who received 
three I.V. dooes of0.16 mg/kg ofondanoetron at 4-hour in· 
tervals. patients olde r than 16 yeot8 of age exhibited on· 
dansetron pharmuoold nctic pammcters s imilar to those of 
aduiU . Patients ag-ed 4 to I 2 year• generally •howed higher 
clearance and somewhat larger volum~ of distribution than 
adulta. Most pediatnc patients younxer than 15 yean of age 
with conoor had a short~r (2.4 houre) ondansetn:m plasma 
half-life than pat.ient.s older than 15 yean of age. It is not 
known whether these ditfererH:es m ondanset;ron plas.rua 
half-life may result in differen«>> in efficacy between adults 
ond ""me young pediatric patienla (""" CI..INJCAL TRIAJ..S: 
Pediatnc Studies!. 
In • study of21 pediatric pati enu (o~ .. d 3 to 12 years! who 
were undergoing surgery requiring anesthesia for a dura· 
tion of 45 minute$ to 2 hours. a single t .V. dose of on-
d= .. tron. 2 mg t3 to 7 years! or 4 mg (8 to 12 years), ,.. .. 
adrnini&tered immediately prior to anuthesin induction. 
Mean weight-normalized cleaTttnce and volu_me of distribu-
t ion values in these pOOiatric surgicoJ patients were s imilar 
to those previously reported fo-r young adults. Mean tenni· 

Continued on next pag• 

This product infOJmatlon is bu&d on labeling in effect on June 
23,2000. For further Information. cont•c:t via direct m•il, phone, 
or w.t> lito. Medio•llnfCifmation, Gloxo Wellcomo Inc.. PO Bo• 
13398, Ruearcll Trlanglo Par~. NC 21709. Hulthcaro 
Prolusionals !Medical Informa tion): 800-334-0089. Patient• 
[Cultomtr Response Cooter): 1·88S-825·5249. GI~Xo Wollwmt 
Corpor1t1 Web Site: www.gla.xowtllcome.com 
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Zofran lnj.-cont. 

nal half~hfe wns ShfJbtly reduCfld in podiatric pali••nts 
tran1e. 2.5 1<> 3 hours) m c:omparison W1th adulto (nu~ge, 3 
to 3.5 hounl 
In normal ,,)un~rs ( 19 to 39)'l'M8 old, n • 23). the peak 
pla8mu conc::entrnt1on was 26-1- ng/nlL following a smgle 
32~nlg tlose adminis te red tas a H>·minute l.V. infusion . 'rhe 
mean t liroination htllf'·life was 4. l houl"8. Systemiccx·J>I)8u.ru 
1.0 32 mg of onda.nselroo wa.s not proportional to dose R8 
meru1ured by comparing dose·nonnaliu-d AUC \'olu"" 1<> ;>n 
S·ma: dose.. ThU 1s con.sutent with a tmall docrease in sys~ 
temac dea:rn.nce wtth tn.c:reosing pla5mo COOC!C!ob'3b0ns. 
A tt.tudy was perfomled in nonnal volunteers (n • S6) to 
ovoluate the pharmacokir\etJcs of a sinK.I~ 4·mg dose adm1n· 
telered as a 5·mmuw infusion compurod to a single intru· 
muscula r injecUon . Sygtemic (!x:potit•rc O.! measure<l hy 
me•n AUC was equiv•lent. with va1Ul'6 of 156195% Cl 136. 
1801 and 161 195'Jo Cl 137. 190} ng• hlmL for I.V • ..nd I M 
croupt!. respectively. ~tean peak pt:uuna concentration• 
wero 42.9 195~ Cl 33.8. 54.41 nglmL ot 10 minutes after I.V. 
infusion Wld 31.9 195% Cl 26.3. 38.61 n(!lmL nt 41 mmuteo 
nft.cr LM. injection . 'rhu mean eliminllt ion balf·liJe wM not 
affected by route of ndminjatmt,ion. 
l'huiOHt ptt•tein bindtng of ondansetron ~l8 •neas11red. in vitro 
was 7~ to ;&4, w1t.h binding consumt O\'Cr the pharmnco-
1ogtc conce-ntNttlon range (10 to 500 nAfmL>. Circulating 
drug aiM di3tnbut .. into erythrocyteo. 
A posltjve lymphob1A5t t'I'3Jl5formauon te&t to ondaosetron 
has been reported, whieh suggests imn•unologic sensitiVlty 
t.o ontla~tsetron. 

CLINICAL TRIALS 
Ch•motherapy~lnduud Nausea end Vomiting: In a dou· 
ble·blind study of three different dooing regimeruo of 
ZOFRAN lnject1on, 0 015 mglkg, 0.15 m!lil<g. and 0.30 mg/ 
kg, each given three tianes during the course of tancer 
chemotherapy, the 0.15-mg/kg dO>Jing regimen w .. more ef. 
foctive tha n th o 0 .015·mg/kg do•in~ r~gimen. The 0 .30· 
mglkg dosing regimen wns not shown t.o be more effective 
than the 0.15-mg/kl( dOI!Iing regimen. 
Clsp/flin-BitsMJ Ctt.mother.,y: In a double-blind study 1n 
28 potion!B. ZOPRAN Injection tthi"C<! O. ll>·mg/kg dooeo) 
was atgnific.antly more effective thon placebo in prevenhng 
nnu~a a.o.d vomiting 1.ndueed by cisplat.in.·based chemother-
apy. Treatment response was as follow~: 
!See ta ble 2 beluwl 
Ondansetron wu compared with metoclopramide in a sin-
ale-blind trial in 307 patients rec•ivlng dsplatin <> 100 
mglm1 with or w1thout other che.mot.herapeulic:: agents. Pa-
tiento received the fint d06e of onda....,tron or metoclop.,.. 
m1de 30 minutes before cisplatin. Two additional on· 
dansetron dosetJ were administered 4 ond 8 bours later, or 
five additional mctoelopramidc doses were adminis te red 2, 
4, 7, 10, and 13 hours la ter. Cispl&tin wn~t admin ist.ert:d over 
a period of 3 b.oura or 1068. Episod~ of vo10it ing and retch· 
mg were tabula!A!d over the period of 24 hours aft.er cio· 
plotin. Tbe reoulu of thio •tudy are oummarized below: 
l!,o.. tuJ>:e s ... 0<1<'1 iA'~J 
In a strat•tled. rnndomued. O()uble·bllnd, p..<tr.lllei-group. 
multicenter study, a si.ng le 32-mg dOI!<l of ondansetron wao 
compa red wlt h three 0. 15~mglkg doses in patients recelving 
tisplatin doseo of either 50 to 70 mg/m2 or ;;,; 100 mg/m2• Po· 
tiento rooeived the fint ondansetron dose 30 minutes be foro 
Cllplatin. Two additlonal ondanset.ron closes were admirus· 
tered 4 and 8 hours later 1<> the group I"'CC!iving three 0. 15-
mg/kg doses. In both •trata, signjficantly fewer patients on 
tho •ingle 32·mg doso than those recmving Lhe throo-d06e 
regimen f.ailtod. 
!See table 4 on next pngel 
Cy~lophosph•mld•·B•••d Chemoth•r•py~· J.o a double· 
blind. placeb<H:ontrolled study of ZOf'RAN Injection I three 
0.15·mg/kg d ... o) 10 20 patienl4 'I!Celvmg <}'clophoopha· 

mide (~00 1<1 600 m(!lm2) chemotherapy, ZOfRAN lr\ic>ction 
was s ignificant ly more effective t.han plaCX!bo in pruv~nting 
nausea a nd vornit.iog. The results a re fi;O(lu:nanted below: 
1&.! i..•blo 5 on Mx~ page) 
R• ·trutm.m: In uncontrolled trials, 127 patienu rooeiv· 
mg cisplaun (med•an dose. 100 mglm2) and ond.an&f"tnm 
who had two or fe:wcr emenc epi.IOdH were re-treated with 
ondansetron and chemot.hernpy. mnlnly cisplutin , foro tot.al 
of 269 re·tront ment courses (mc<liun, 2; range, I t.o 10). No 
e:metic episodes OC<!.urrl!d in 160 t59',), and two or rewt~r 
t;metic episodes O«urred in 217 (81%) re-treatment. OOUrJCB. 
Pftdi•tric StudiH : Four open· label, noncompari\th'P fane 
t:S. thn>e for<>1gn) trials hove been performed " 'ith 209 pe. 
dtatric cancer patients agtd 4 to 18 ye-ars given a v&nety of 
cisplatm or nondsplattn rt-gimens Jn the three Corctro tri· 
ol• . the initial ZOFRAN ln)echcm dose ranged from 0.04 t.o 
0.87 mg/kg for • total do8e nf 2.16 to 12 mg. 'l'hi~ wue fol· 
lowed by tho otal f1droinlstration c)f oodans:etron rnnging 
from 4 t.o 24 m~ daily for 3 dayo. In the US trial. ZOf'R.AN 
was adn1lnts~ted intravenously (only) lD th.ree doses of 0.15 
mglkg each for a toUll daily dooe of 7 2 to 39 mg. In theee 
s tudies, 58% of the 196 evaluobl• patients hAd • c:omple~ 
re~ponse (no emetic episodes) on day L Thus. preventlon or 
e mesis In t hoM! pedititrie pu~1enta wos essentially [he Mmc 
as for patients older t han 18 Y••r• of •ge. Overoll, ZOFRAN 
Injection wea well tolerated m t.lwi<e pediatnc paticnl.tl. 
Postoperet:ive Nausea and Vomiting~ Prevention of Post· 
o~11tive N• u••• •nd Vomiting: Aduh. surg:Jcal peti.enLS 
who receavHI ondnnset:ron imme<hately before the mduct.ion 
or general balnnced anesthesia tbnrbiturat.e: lhiopt!nta.l, 
mcthohexitul, t)r thiamylal; opiqid: alfe·n tanil or fonla.nyl; 
oit.rous oxido; ncuromu5cu1M bloc.kade: suocinylcho1inP1cu~ 
ra..re and/or vecur01\ium or 1\trocurium; and supplemental 
isoftt~rane) wei'@ evaluated ln two double..-bliod US 8tudies 
im-olving 554 patienl.tl. ZO~'RAN Jnjectjon (4 mg) J.V. g~ven 
over 2 to 5 minutes was s-ignifiamtly more etrecbvt than 
placebo. The ..... ulto of these atudiea an! summmzed ~~.!low: 
!Se<! tablo 6 ot IAJp of page 15061 
Tbc study povulntions in Tublo 6 consisted muinly of fA· 
n111les undergoing IQJ:>arofJt:Opic ~u·ot."t.•<htres. 

In a placeho-c:ontrolled study c:onduet.ed in 468 males under-
going ootpanent procedures. a • mgle 4 mg J.V. ondansetron 
dose prevented postoperative vomiting over a 24~hour study 
period in 7K of males receivmg drug compared to 63% of 
males ,.,..ivlng placebo IP<O.OOI). 
Two othe r plc.cebo-controlled st.udie6 we rtl conductt"<< in 
2792 patient.s undergoing major obdominal or gynt."CCioglcal 
surgeries to evaluate a si.ngle 4-mg or 8-mg J.V. ond~tnsctron 
dose for prevtlnt.ion of potitoperati\le nausea and vomiting 
over a 24·hour atudy period. At the 4·mg dosage. 59'1. of pa· 
bents receiving onda.n.set:ron verau:s 46% ~iving placebo 
in the fil'i!t study (P <O.OOIJ nnd 41% of patients receiving 
ondanset ron versus 30% receivintc plnce bo in t he second 
s tudy (P; O.OOI) experienced no emetic episodca. No addi· 
tiona! benefit was observed in pat.lcnts who received t.V. on-
d:msetron 8 mg oornpared to patient<! who f'CQ!ived LV. on· 
dansetzon 4 "'<· 
P- S.tlldlu· Th.-u dnubt.blind. p!aceboCC<>troUed 
st-..Gies ha<t born ;><rformed (one US, !'KG fure;:tnl in 1()49 
male and female pat ients (2 to 12 years of agel undergoing 
gene ral a nesthesia with nitrous oxide. The surgical proc;e-
dun~.s included tonsillectomy with or wit hout. adenoidec-
tomy, strabiamuo surgery, herniorrhaphy. ond orthidoJl"xy. 
Patiento weA randomized to either single LV. d ... s of on· 
da.,..,ll'On (0.1 mg/kg for pediatric patiento weiKhing 40 kg 
or less, 4 mg for pediatric pattenla weighing more tb.an 40 
kg) or placebo. Study drug was administered over 31 least 
30 seconds, inum..odia tely prior to or following anesthesia m· 
duct ion. Ondtmactron wus signifieoot.'y more e tfcct1ve tha n 
placebo in preventing nauseu and vomiting. 'The rcsuJts of 
these studice an tumm.a.riz.ed below: 
t&.! table 7 on page 15061 

Table 2: Prev..-.tion of Che mothet-a py..Jnduc• d Nauua and Em H is in SJngl:e·Day Cispletin Therapy• 

ZOFR.AN Injection Placebo P Valuot 

Number of patienu 14 14 
Treatment-respon.&e 

OEmeticepisodes 2 U4'A>I 0((}<A,) 
1-2 Emetic ep1ood .. 8 (57%) 0(~) 

3-5 Emetic episodes 2114%1 I (7%) 
More than 5 emetic episodes/rescued 2 (14%1 13 (93%) 0.001 

Median number of emetic epis.odes u; l.indefioP<I* 

Median time to fint emetic episode (h) Jl .6 2.8 0.001 

Median na usea sooro• 1o-100J§ 3 59 0.034 

Global satisfact inn with ront.rol of 
nausea 3nd vorniung cO-IOOt 1 96 10.5 0.009 

• ( hemotherapy was h1gb dose 1100 nnd 120 mg!m'; ZOF RAN ln.)echon n • 6. placebo n = 51 or moder>te dO<!Ol 150 and 80 
mglm': ZOFRAN ln]«:tion n ; 8, pla<eho n = 9J. Other chemotherapeutic ·~•nta included nuorouracil, doxorubicin. and 
cycJophosphnmidc. There \O:lH> no ddTnence betweP.J\ treatm~nts in the types of chemotberopy that would account for dlf-
fur~nces ln rcspon3e. 

+Efficacy based on '"all patients trC'nLO<l• unalys.is. 
t Median undefined since at JeJJst f)~ of the patients w~rc rese-ued or hod more than five Pmct ic: eplsodes. J Visual analog scale assessment or nau~a: 0 a no nausea. 100 = nausea u bad a..s it can be 

Vioual analog scale a.o..<e.,;ment of •nt15fact1on: 0 = not ot all satisfied. 100 • totally oatislied. 

Information wiN be tt~pefSeded bv suppltment.t and subsaq'*" tdi1ions 

PHYSICIANS' DESK REFERENCE® 

Prevention of FurthM-Pojto,ur•tiv • NIW-,H •nd- Vomiting: 
Adult. ltUf')f,lcnl patients rcceivmg general boloncOO snesthe--
ah~ tbntbitu.rut.e: th iopental, ml:lthohex.Jta l, or Lhiamylal~ 
oproid: t\lfentaniJ or fentanyl: nltrou.s oxide; nt•uromuaeuJnr 
blockade: 8uccinylcbolin&'eutl\re a.nd/or veeurontum or at:ra-
rurium: and w pplemental i.softurane) who reaiv~ no pro-
phylactiC antremeti<a ond who experienced nau""a and/or 
vomtting within 2 boun poetoperatw ely were evaluated in 
two double·blind US studiefl invotvrng 441 putie.nts. Pa· 
tjenta who ~xperienood un episodo of postopornth·e ouusco 
and/or vomiting we·re given Z{)f'RAN lojection 14 rng) l.V. 
over 2 t.o & minutes. and thia Willi • ignitiCillltly mor<> effective 
thon ploe<>bo. '1110 resulto of th•se studies •re summan...U 
below: 
IS... table 8 on page 15061 
The study populations in Tobie 8 <'Onsisted moinly of women 
undergoing lnpaTOS¢npic procodu.res. 
Podiotrle S tudi• s: One dO\Ible ·blind, plncobo·eonl rolled . 
US s tudy was performed in 351 male and rcmrtlc outpa .. 
tients t2 to 12 years of aKO) who receh•ed general onesthesia 
with n1trout: oxide and no propbylac:tic anuemetics. Surgical 
procedurea w~re unreslritted. Patienta who ~xperieneed 
two or nlore emetic:: episodes within 2 hour15 (olloWUlg dis· 
contmuntion of nitrous oxide were randomizN.I to either sin-
gle I.V. doS<!& of ondamwtron W. l mg/kg fc>r pedia tric 11• · 
t ientiJ weighing 40 kg or less. 4 mg for pcdiot.ric patients 
we1ghlng more than 40 kg) or placebo 8dmjniswrod over at 
least 30 RCOOds. Onda.naetron was &lgndica.ntly more d~­
ti\'e than pU....bo in preventing further eP>"ode• of nausea 
and vom1ting. Tbe reoulu or the study are •ummariud be-
low: 
!See table 9 at top of pago 15071 
R-ot Do•lng In Adulto: In plltieot.s who do not ach ieve 
ad~uate oonlrol of postoperative nausea and vornjting fol· 
lowing • sinKie. prophylactic. preinduction, t.V. dose of on· 
dM~~etron 4 mg, administ ration of a !kl<Ond I.V. d- of on-
danselron 4 mg po5tOJl"l'l\t.ively does not provide additionol 
control or nau&ea and vomibng. 

INDICATIONS AND USAGE 
1. Prevent ion of nausea a nd vomlti~ associo.tod with initial 

and repeat courses of cmctogeo.ic cancer chemotherapy, 
including hiKI\-<1..., cioplatin. Efficacy of the 32-mg single 
dooe beyood 24 hours in theoe patiento hu not been -
tablisbed. 

2. Prevention of postoperative na usea and/or vomiting. As 
wl th other antiernetics. routine prophyla xis i3 not recom· 
mended for patients il\ whom Ule,., is little expectat-ion 
t.hut nausea andlor vomiting will occur )X.lfitopera.tively. l n 
potient.s wbere nsusea and/or \'Om.iting mu8l be avoided 
JlOIIIOpentively, ZOFRAN ll\ie<:Uon ie roc:ommended even 
where the incidence of po8toperative nausea and/or '\"'m· 
ittn.g ia law. fo·r patir.nta wbo do not receive prophylactic 
ZOFRAN Injection and ekperience nausea andlor vomit· 
ing P<J•toperatively, Z()f'l~ 11\iection muy be given to 
prevent further episodoo (oee CLINJCAL 'l'RlALSl. 

CONTRAINDICATIONS 
ZOFRAN Injection and ZOFRAN lnjedic>n Premixed are 
contnundJCBled for palle"Dtft k.nuown to h.:.,.., e hyp..;.~.J 
to the drug. 
WARNINGS 
Hypc~nsitivity reaction• have been reported in patients 
who ha,·e exhibited hypersensitivity to other 5ele<tive 
5·HT, receptor antagonist&. 

PRECAUTIONS 
Ondaneet-ron is not a dYug that s timulate• gaatric or intes· 
tinol peristalsis. It should not be used instead or oasogastric 
suction . The use of ondonsctron in pat ienUt folJowing alr 
domina) surgery or in pal.ient-8 with c.hemothera py·induoed 
nAusea and vomiting may mask a progrenive ileus and/or 
gastrit di1tentioo. 
D<ug lntO<Ktions: Ondansetron does not i~lf eppear 1<> 
induce or inhibit the cytochrome P·450 drug·mctaboli2ing 
enzyme syetem of the liver. 8ec3u.S~ ondan.sc1ron is metab-
oli•ed by hepatie cytochrome P-450 drug·metabolizing en-
zymes. inducers or inhibitors of these e ntymes may change 
the clearance 3IId, hence, t he h•.Jf.Jife of ondanaetron. On 
the ba111 of limited available data. no dosage acijustment is 
.-mmended for patien!B on these drup. 1\unor response 
to chemotherapy in the P 388 mouse leukem1a model is not 
aff'ect.ed by ondansetron. In hum3IIs, carmustine, etopo6ide, 
a nd cisplatin do not affect t he pbarmneoki netics of on· 
don•elron. 
Ondanoetroo ha• no eff'ect on l be phannocokinotics of high· 
dose methotrexate. 
Carclnog•nesio. Mutag.nHis, lmpWment of Fertility. Car· 
cinogenic effects were not seen in 2·year studutt in rats and 
miee with urol ondansetron dooeo up to 10 and 30 mg/kg per 
day. respect-ively. Ondanf!etron was not. muwg·enic in s tan .. 
dard le&tR ror mutngon icity, Oral administration of 0 0 · 
danseLron up to 15 mg/kg 11er day did not otfcct fertility or 
generol rtproduct.ive performance of male and female rats. 
Pregnancy: T•ratogenic EH-.: PN!gnaney Cat..gory B. 
Reproduction studies hnve been performed in pregnant rats 
and robbit!J ;t I. V. do••• up to 4 mg/kg IJ<'r day Md ha,·e 
revE."ulud no evidence of impoired fertility ar hnrm to the ie· 
1.\l $ due to ondansetron. 'l'ht!m are, however. no ode<tua te 
and wrll-controU~ Sludie8 in pregnant women. Because an · 
imal reproduction studies are not aJwayi pn_-dictive of hu· 
man ,...ponse, this drug Bhould be used during pregnancy 
only if clearly needed. 

Exh. 1009



PRODUCT INFORMAnON 

Nursing Mcnh•rs: Ondo.nl;ctron Is (rxcre-c.ed in t.he breo.st 
unlk of rat.t. 1t. IM not. known wh~ther ondan8Ct ron Is ex· 
crct.ed 1n homn.n nulk .. Because many drugs are exc-reled in 
hum:ltl m1lk. cauuoo should bP exern!ed w~ ondan.setron 
1:4 ndnuni$lertd to a nursing woman.. 

ANfJ AfJMlN ISTitA'rlON section for use in pediatric pa· 
tients 4 to 18 y~.>O.r'l of age receiving cancer chemotherapy or 
fo r u..q,e in pedi3tric pabtnt.a 2 LO 12 yean of age recei";"" 
~neral ,., .. the$13l. 

Pedietric Use: Lltt1Q information ia 3\'a..ilable1'bout dosa.g·e 
in pediatric poti{)l)tS under 2 years of age (soo DOSAGE 

Cerietric Use: Of the total number of subjects enroUed in 
c.:.mcer chernothcrapy·induced nnd post.opPrntlve nause6 
ond vom>ting in US· ood fnroisn-oonl,r()lled clinJcol trir.16, 

Teble 3: Prevention ol EmMis Induced by Clll)latin (>:100 mg/m'l Single-Day Therapy• 

ZOFRAN I OJertian Metodopramide PV•Iue 

IJooe 0.15 rng/kg x 3 2 mg/kg x 6 

Number of potlentft 
m efficacy population 136 13ll 

1'reut1ne nt rcsponw 
0 Emot.ie opiKodes 54 140%) 41 (30%) 
1- 2 Eme·1ie l'pi!Odes 34 <25%1 30 <.22%1 
~ Ernet.ic ep...OOo 19 114%) 18113'1>) 
More than 5 emetiC epi.OOe<lrOl!Wed 29 t2 1%) 49 136~) 

Comparison of troatmcnts wit.h r05pect t.o 
0 Emetic episodes 54/136 4V!38 0.083 
More than 5 emetic e:pisodeRir'\.'.8Cued 29/136 49/llll O.OO'J 

Medil\n number of emetic ep1oodes I 2 0.006 

Median time to flro t emetic episode \ h) 20.& 4.3 <:0.001 

Global satiofattion with c:ontrol of 
nausea and vomiting 1~1001t 85 63 0.001 

Acute dy$'tonie reactions () 8 0.005 

Akathisia 0 10 0.002 

• (n addit•on tD asplatm. 66'K of potH!nts rooe1ved other chemotherapeutiC ageni.IO. mcludmg cydophosphamwle. elopos~de, 
and 6uon>uraeil There wns no dift'ere-nce betwoon treatmcr1Ui in the type~ of chemotherapy that would ttccount for differ· 
eooos in rcsp..-,n~ . 

t Visual anulog acale asseaamcnl~ 0: not otall saUs6f:!d, 100 • t.otaUy sat.isfiod. 

Ondnnsctron Dose 
0. 1~ mglkg x 3 

High-dose ci19latin 12:100 mgtm'l 
Number of patrento 100 
Treatment msponse 

0 E n>etic opi.OOe• 41 (4]%) 
t- 2 Emetic epiiOdes 19 (19%) 
~-5 Emeo . ..: •t)o..oo .. 

I 
4 (.f<lj) 

More than S emetac: epu~odeWrHCUed "",;)6'i) 

Median time to 6rot emetic epil!l)de (hl 21.7 
M edian nnuseo &cores ((}....100)" 28 

Medium-doso cl19lotin (50-70 mgtm't 
Number of patocntft 101 

Ttt.!atment response 
0 Emetic epiwdes 62161%1 
1-2 Emetic e pitsodes II 1l1%l 
3-5 Emetic episodes 6 (6%1 
More than 5 emetic: episode&'rescued 22122%1 

~ledian time to 6"'t emetic ep~tsode lhJ Undefi.nedt 

Median na usc" scores (0-100)"' 9 

*'V1suaJ anaiOf( ~ale assessment: 0 • no nausea. 100 - nau&ea as bad as at cnn be. 
t Median undefined since at least 50% of patient& did not have any emetic episode•. 

32 mg x 1 

102 

49 (•18%) 
25 (25~) 

8 <8'W) 
23 (2()'\) 

23 
13 

93 

68 173%) 
14 05%) 
3 (3%1 
8(9'0.1 

Uodeflned 

3 

P Value 

0.315 

! O.OC9 
0. 173 
0.004 

0.083 

0.011 

0.13 1 

Table 5: Prevention of C:hernotherapy•l'nduced Nausea and Emesis in Singi•Oay Cydophosphamide Th.,apy• 

ZOFI!AN l njoclion Placebo I' V~luet 

Number of pol.ients 10 10 

Treatme-nt response 
0 Emetic eposod"" 7<7~1 0 (0\01 0.001 
l- 2 &motic episodes 0 (0%) 2(20%) 
:J .... fi Emet ic ~r,isodes 2 f2()%) 4 (40%) 
More t.hBn 5 emetic episodeRirescued I <IO'l. l 4 f40%} 0. 131 

~lodian number of emetic opi.OOes 0 4 0.008 
~l"'daan time to tint. erne-tie episode lhJ Und•flnod* 8.79 

M••dian nausea 8Cores (~ 100>§ 0 60 0.001 

(i lulu~l s.at.isfaeLion with conU"'I 
uf nmu;ea ~nd vomiting (G-100)u 100 52 0.008 

. . 
t h<•muth•rnpy c:oososted of <)"<lophosphaJmde on .U pat1eo11, pi u.s other agento, mdudong ftuorourac:il. daxorubicm. meth· 
••trexate. nod vim.:ristine. There was no difference between treatmentS in the type of chemotherapy that would account for 
, J j(Jt:~nct•s in response. 

.t•:mcacy hu~~:·d un .. all patients treatt:!d. onnlyehl. 
, ~l1•dian ut)dr·fined s ince at least 50% of patients did not have any e met ic ep;sod~. 
~Vi~ual ~malo~: ~ . .-lie assessment of nausea: 0 • n.o t\ausea. 100 • nausea as bad as it can be. 
'Vi~uaJ :umlot: J~Cule a..~~.·ss.ment o£ ~tisCaction· 0 • not at a11 satisfied. 100 • totally satisfifd. 

GLAXO WELLCOME/1505 

862 we re 65 yN1rs of nge and over. No overall dilfcrcnccs in 
snfe~y or etf\!(tiv~ness were observed between tho~~e stilijecto 
and younger subj<Jd.i, and other ...,ported cliniottl ooperience 
has not identl~ dlfferences in responsn betwee.o the el-
derly and younl(er pal.ientt, but gl"fleter sens•nYlty of som<e 
older individueht cannot be ruled out. Do&af.:e adjuiStm~nt is 
not needed In pntinnts over tho age of 65 (K'() CUNICAL 
PI IAIU.IACOLOQY). 

A.OVERSR REACTIONS 
Chomotherapy·lnduced Neu .. a and Vomiting: The foil.,.. . 
111g advente evcntA have been reported in individuals rec:eav· 
ing ondaosctron ot. a dosago of lhree 0.15-mg/kg dotie5 or as 
11 single. 32·mg dose in clinicsJ Lti11Js. The.se pat.icnla wcro 
receiving eoncomiUmt ebemot.herapy, primar ily cisplatin, 
and t.V. Ouida. ~1081 .,.,.. """''v(ng a diun!lie. 
!See !able 10 on page 15071 
The following hove been report<d duriog controlled clini<lll 
l.rinl$: 
C~trdlovuwiM: ltllre enses of 11nglna tchest poin), ctledro· 
cardiographic. alteration~S. hypoLension. and t.ocbycardia 
have been reported. lo many c.a.sea. the reiAtion.ship to 
ZOFRAN lr\ioction was unclear. 
GIISfrointesrlnlll: Constipation ba& been reported in ll% of 
chemotherapy pa tients receiving muJbday ondAnsct:roo. 
Http•6c: In comparative lri3l• in dsplatin chemotherapy 
r,atients with normal baseline vslueA of aspartate transa.rn· 
1nue (A!:)~) and alanine trons.a.minase (ALT>, lheae en· 
zymeo have boon reported to oxe<!<!d twice the upper lirrut of 
normal in appmximaWiy 5% or patients. The increnee& were 
t ransient and d1d not a ppenr t..o be related to dose or dura· 
t ion of therapy. 0 1\ repeat. exposure, similar trAnsient e1cva -
tious in tra.nsa.mmase value& occurred in .50-m.e cou.nes. but 
symptomatic h•pati< di""ase did oot occur. 
lntegum..,l""f' Raith has oocurrod in a pproximately I~ or 
f)Ut:ient.s reooivmg rmdarJSetron. 
N•urological: The re have been rare. rcport.11 coosi~tcnt 
witb., but. not diagnostic of. extro.pyram.idal rco.ctiontt in pa· 
Lien._. r«>eivinc WPRAN lr\ioction. and rare caoee of grand 
mal seizure. '111e relationship to ZOFRAN wu u.oc:le-ar. 
orn.r. Rare ..... of hypok•l•mia have boon reported. The 
rt!lationship to ZOFRAN lnjet:tion was unclear. 
Postoperativt Na usea and Vomiting~ Tlu:t fo llowing fld-
\'Ct'Se event& have been reporUd in c::Z% of adult& reeejvin.g 
ondansetroo at a dosage of 4 mg I.V. over 2 to 5 minutes in 
clinical trials Rates of these C!YtOt& W&re not aignifieandy 
different in the ondansetron and placebo gTOUpa. These pa· 
tient.& wero rewiving multipl~ concomitant pe rioperative 
nnd postoperMivc medications. 
IS... t.able 11 on page 10071 
Podllltric UH: The followina were the most commonly re-
ported advene event:; in pediatric patients rec:eiving on-
dansetron Ia single 0.1-mg/lcg dose for pediatric patients 
weighing 4.() kg or less. or 4 rng for pediatric pntionta weigh· 
ing more thM 40 kg) adminiRWred int:ravcnou8ly over at 
least ao r.e<:ollda. Rates of U\o .. events ..... oot •ign.ifi-
,.cdy ditf'erer:t ic the c:eda!\Mt,TO-n ~d plat'e'bf-, pup! 
These patientl we-re receiving muJtiple concomitant pcriop-
eroti \·e and poeto~ro.ti.ve medic8tions. 
iSee ta ble 12 on page 15071 
Oburved During Clinical Practict: In addition to adverse 
e venla repOrted from clinieal trials. the following events 
have been identified during poet-approval use of intrave-
nous formulot ioru of ZOFRAN. &caW!C they are reported 
voluntarily from a populataon of unknown .si~e. estimates or 
frequency cannot be made. Tho evenbt bsve b<..\Cn chosen ror 
inclusion duo to a combinat ion of their seriousness, frc .. 
quency of reporting, or potential causal COl\fi('Ct ion to 
ZOFRAN. 
C•tdiov•~ul~~r. Arrhythmiu {including ventricular and 
suprave.ntriculo.r tachycordia. premature ventricular c:on-
lrnctions, and atrial fibrillation), bradycardia, eh:.•·•."tnx:ardio· 
graphic a lt<lrotions (including oc<·•md degree heart block 
and ST se~rmcnt depression), polpilations. und •yncope. 
G•nM•I: Fluthing. RMe case& of hyper~ten~til.•vity reac· 
tionJ.. sometimes &eVtr'e ff!.g •• onaphylaxis/aonphylactoid re-
actions. at1gioedema, bronchC»jp8.11m, eardiopulmooary ar~ 
rest. hypotent~ion, laryngeal t..>dema, laryngoripuam. shock. 
•hortness of breath , s tridor I have also boon reported. 
H.-tobil;.ry: l~ver enzyme abnorma.lilie~' hove been re--
pOrted. Liver failure and deoU1 have been reporu.'C! in pa· 
lienls with con<.'1!r receiving c:oncUITeot medkatioll8 inchxl-
ing potentially hep.,!Dtoxic cytotoxic chemotherapy and an· 
tibiotics. The etiology of the liver failure is unclear. 
Loc•l R•actlont: Pain, rednces, and burning ut lite of in-
ject ion. 
Low..-Rnpi<lltory: Hiccupo 
llleuto/cgklll: Oculogyrie enol•. appearing alone, as well 
as with other dyt~tonic reactioru. 

Contlnu&d on next page 

This P<oduct lnformotion is bued on lobellng in offect on Juno 
23, 2000. Fat further information, contact vio direct mail. phona, 
Of web site. Ml<frullnlormotion, Cll.llo Wellcomo Inc., PO Box 
13398, Reuorch Trionglo Pork, NC 27709. Heoltl>c•ro 
Prol11sion•l• !Medical lnformotlon): 800.334-0089. Patients 
(Customer RHponse Center): 1·888·825·5249. Cluo Wolkome 
Corpor-oto Wob Silo: - .gluowollcome.com 

Consult 2 0 0 1 POR• su~nta end fut.ut'e editiON for rnisiona 
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Zofran lnj.-Cont. 

Skin: Urticaria 
Sp.ci•l S.mn: TtaMJent bl~ Vl.8ion, an SGme cues 
OJ&OciaUld witb abnormaliti"" of otte>mmodallon, and Iron· 
\ tern dtninesa during or shortly at\tr I.\'. mfusion 
DRUG AllUSE •\Nl> DEPENDENCE 
AnimaJ studie3 have $hown that ondanoot-ron is not disc;:.rim· 
inol.ed as a benzodhn.<'pine nor docs tL 11.u~titutc for ben7.o--
di:u.epille$ in direct. adcbction studie.. 

OVERDOSAGE 
There is oo spectfie antrdote for ondnnsetroo 0\'enlose. J>a . 
tienuo ohould be mono~t!<l wit.h oppropriate supportive Lher· 
npy. lndividual doooa nolarg• as 160 mg and total doily d011• 
nge6 <three doAea) o.s hLJ•ge as 252 ms,t hove. been admini.s~ 
t.ered intravenotnl)' wilhout significant adverse events. 
Th""" doses ,.,.. more than 10 tinM!I the n;wmrrumded daily 
d ...... 
In addition I<> the odvenre 0\"ents fisted above. the follow on~ 
events have ~'" d~nbed in th~ setttng of onda.n&oQrron 
ovo.rdose: "'Sudden bliucio~ss"lnmourosi&) of2 to 3 minutee' 
d uration plu~ s 'WOI'U constipation oecurrcd in one patient. 
chat was a.dminitu..cn:!d 72 mg of ond1\nWtron intravenously 
• • a single do ... HypotA'rurion (and faint.n...al O<CUrrod io 
another potient that took 48 mg of oral ondansetron. Fol· 
lowing mfOOon of 32 mg 0'\'tt only a • O\inute period, a va· 
6ovagal episode wotb transient second·degnl<! he;ort blotlt 
was observed. ln nH instances, the events resolved com· 
pfotcly. 
DOSAGE ANO AJ)MlNlSTRA1'10N 
Pr~ention of Ch•motherapy~1nduced N•usea and Vomit· 
lng: The recomn~nded J.V. dooago ofWFRAN is a •ingle 
32·mg d.,.., or three 0.15-mg/kg c!Me•. A om~ 32·mg dooe 
ia infused over l6 minuletl beginning 30 minutes before 1he 
start of emetogenic chemotherapy. The recommended inf\J .. 
•ion rote sllou fd not be ~xoooded (!l<ie OVEROOSAGt:r. With 
the three-dose 10. 15·mg/kgl re{limen. lh• fir$t dose is in· 
ruacd over 15 minutes beginrung 30 minutes before the stort 
nf emel<>genic chemotherapy. Sub!!<lquoot dooes !0.15 m~) 
are admtnistered 4 ond 6 hnurs after lbe lint dOJIO of 
?.Of'RAN. 
WFRAN lnjec:tion •hould not be mo~cd with solution& for 
which physical nod ehemical ecunpallb,lity h(lve not been cs~ 
Ulblished~ ln partleulnr, this applies Lo ulkalinc solut ion" Ml 
a precipitate may form. 
Viol: DILUTE BEFORE USE. ZOFRAN l(ljeetion should ll<! 
diluUld in 50 mL of Sit Dextrose lrl.icc:tion or 0.9':0 Sodium 
Chloride Injection before adminiAtralloo. 
Floxil>l• Plostie Contolnor: ZOF'RAN lrl.iection Premo..,d. 
32 mg in 5% O.xrro•e. 50 mL, REQUIRES NO DILUTION. 
Pediatric Uu: On tbe bti.Sis of the limited uva.ilable infor-
mation (see Cl.INICAL TRIALS: l'ediutric Studies nnd 
CWNICAL PHARMACOLOGY: PhMrnacoklneticsl. the doe· 
age in p<>diaw patients 4 to IS yean of uge •hould be th...., 
O.IS·mgikg d...,. '""" above!. Liule in forma lion is ovailable 
:tbool dosagt! 1n pcdhsUl(: patot:nt.,. J )~lUl~ ()[ (J{"~ dS\d J'._oor; 
ger. 
Geri•tric Use: The dosage recomm4\nduUon is tbe AAmo n& 
for the general r>Opulat.ioro. 
Prevention of Pos1opetative NBUMI and Vomiting: The 
.....,mmended l.V. du.ageofZOFRAN for adults is 4 mg un-
diluted adminiru!red intravcnowily tn not l...s than 30 ..,.. 
onds. preferably o-u 2to 5 miouteo, unmedtately before on· 
duttion or anesthetllt., or postoperatively if the patient ex-pe-. 
ricnces nausea ancVor \'Omiting occur-ring s.hortly after 
surgery. Alternutivcly. 4 mg undllut•d may be adrnill.ist.crcd 
intramuscularly as a single inj~tion ror adulta. While l'e<:-
ommonded as • fixtod dose for potient.o weigbing more than 
40 kg. few p>tient.o above 80 kg have been studied. In P•· 
tients who do not achieve adequate eontrol of postoperative 
nausea and vomiting following a single. prophylactic. prein· 
duetion, LV. d~ of ondansetron 4 mg. administrat-ion of n 
•econd l.V. dO«< of 4 mg ondansctron f)O<Itoporatively doe~ 
not provide additional control of nauseo nnd vomil;ing. 
Viol: WFRAN Injection REQUIRES NO DILUTION FOR 
ADMINISTRATION FOR POSTOPERATIVE NAUSEA AND 
VOMITING. 
Podi•trie Uu: The recommended l.V. d<>Mge of ZOPRA.'I 
for pediatric pMiento (2 to 12 yean of agel is a single 0.1· 
mg!kg dose for pediatric pot.ient.~ weighing 40 kg or le11. or 
o single 4·mg dose (or pediatrie patients weighing moro 
th:m 40 kg. The rAte of administmtion should not be leKS 
than 30 ....,ads, preferably over 2 to 5 minutes. LittJe in· 
formation is available about dosage in pediatric pauenta 
younger than 2 yeo no of age. 
Gerimk Uu: The dosage recommtndation is the same 111 
for the general population. 
Dosage Adjustment for Pa1ients With Impaired Renal Func· 
tlon: T-he doango recommendation i11 Lhe .same ars for the. 
g:cneral population. frhet'e is no experience beyond first-dey 
administTtltil)n or ondnnsetron. 
Dosage Adjustment for Patients With Impaired Hepatic 
function: 1n potienl8 w1tb severe hepA\ic impairment ac-
cording 1<> Cbild·Pugh1 criteria. • &inglo maximal dai\y d""" 
of 8 mg to be infus<d over 15 minute~ beginning 30 minutes 
before the start of the emetogenic chemotherapy is rccom· 
mended. There is no expe-rience beyond first--day adminis· 
trotion of ond.ansetron. 
ZOFRAN ln.itction Premixed in Aexible P1a&tie Contain.,.: 
lnttruction:S for Uw. To Open: Ttar outer wrap at notch 
and remove soluuon c:onrojner. Check for m.inuut leab by 

PHYSICIANS' DESK REFERENCE® 

Tabl• 6: Prevendon of Postopet'ative Nausea 1nd Vomiting in Adult Patients 

Ondnnoetron 4 rng I. V. f'la..,bo 

Study I 
Emeti< eploodet: 
Number of pahente 136 !39 
Treatment rrt~ponse over 
24·h po•r.or.,rotive )l<'riod 

0 Emetic episodes 103 (76%) 64 (46%) 
1 Emetic tl)iirode 13 (!()%) 17112%) 
~fore than I emetic eposod<Yreoc:ued 20 (15\l ) 58<4~1 

Nausea B5.5e58menta: 
Number of putients 134 1:16 
No n3US+J1l over 24 .. b p6Stopernl1ve period 56•42~) 39 (29')1,) 

Study 2 
Em.t!-ti<: epieodt.-&; 
:-lumber of potient.s 136 1•13 
Treatment respoost! over 
24-h JIO'Ito)l<'rotove period 

0 Emetic ep•sodc6 85 (63%! 63 (44%) 
1 Emetic episode )6 (12'1) 29 <20%1 
Mo..., thnn l emetic. epill'l<lelrN!<:uod :m (26%l 51 136%) 

Nausea llMsessment.s: 
Number o{ potient.s 125 133 
No nausea over 24-h postopenJb,·e period 48 (38~) 42 (32'41 

Table 1: Prevention o"f Pos1op..-auve Naus• • and Vomiting m Pedlltrk Pat1ents 

Treat mcnt llesponse Ql)dan.sel.mn 
0.-cr 2A Hou"' n (\f) 

Study I 
Number <>f potient.o 205 
0 Emetic eposodos 140 (68%) 
Fa1lurc.tJ 65 (32\f ) 

Study 2 

Number of patients 112 
0 Emell< cptOodeo 68 (611"1'1 
Fmlure• 44 (3~) 

Study 3 
Number of patients 206 
0 Emetic ept.00e8 123 160%) 
Failure' 83 (40'}) 

Nausea &B&e88ment.s:t 
Nurobe·r of JlOtients 185 
None 119 (64%) 

*Faalure wna one or mol'e emelle epH~odes. rescued, or w1thdrawn. 
tN'ausel\ m@uured as nonP. mjld. or severe. 

----

Plooobo 
o i~) 

210 
82 <39%) 

128 (61%) 

no 
38(3~) 

72(65%) 

206 
96 (47%) 

110 (53%1 

)91 
99 t52%) 

Ondans•tron 4 mg I. V. Plnoobo 

Study 1 
Emetic tl5>iliod~a: 
Number of potien<c 104 117 
Treatment r .. poNOe 24 h after otudy drug 

0 Emetic epii!Odes 49 (4711>) 19 116%) 
I Emetic epi.OOe 12(12%) 9 (810) 
More than I emetic episodl'lruacut!<l 43 141'1,) 89 t76'.!>) 

Median time to firs t emetic cpi8ode (min)* 55.0 43.0 
Nau...~tt aS~Cament.&: 
Number of patjents 98 102 
Mean nausea eoore over 24·h 
postoperative poricdt 1.7 3.1 

Study 2 
Emetic episodeo: 
Number nf patients 112 108 
Treatm~nt ,...poru;e 24 h aiU!r study drug 

0 Emetic: epo.OOes 49 (44%) 28 (26\~) 
1 Emetic eploode 14 (13'1o) 313'if) 
More than I emetic episode/Tet~<ued 49 (44%) 17 (711\) 

Median t ime lo firs t emetic episode <m.in)li> 60.5 34.0 
Nausea assessments: 
Number of patients 105 85 
Mean nauwa .sc::ore O'o'er 24-h 
posl<>poratin periodt 1.9 2.9 

• After admmastratlon of study dnag. 
tNau~a measured on a scale ofO· LO with 0;; no nausea, 10 • nausea ll8 bad as il enn be. 

P Volue 

< 0.001 

0.002 

P Value 

""0.<>01 

<0001 

<0.01 

o;O.OI 

P Value 

< 0.001 

0.006 

squeezing container firmly. Ir leAks nrc found, diseard unit 
as sterility may be impaired. 

6. Open !low control clamp 1<> expo! air from set. Close 
clamp. 

Prep•r.tlon lor Administr•tion: U~ aseptic tllthnique. 
1. Close flow control clamp of ndmmiotr.nion set. 
2. fkm0\"8 COVtr from OUdllt port O.t bottom Of COnl810er. 
3. Insert piercing pi.n of admtnistra.tion set into port with a 

twisting motion until the pin i~ 11rmly .. nted. NO'fE: Sc .. 
fu lJ directions on administrotion set carton. 

4. Suspend container from hanger. 
5. Squ~-ete and relea...<e drip chamber 1<> establish proper 

ftmd lcv•l 10 chamber during mfUSioo of WFRAN 11\iec· 
tion Premixed. 

7, Altatb set to venipuncture de,•ice. If device is not in-
dwelling. prime- and make \'enipundunt. 

8. Perform venipuncture. 
9. Regulat43 rate of administration with flt>w control damp. 
C•utlon: ZOFRAN Injection Prernixed in 8cxible plastic 
containers is to be administered by I.V. drip infusion only. 
ZOPRAN Injection Premixed sbou.ld not be mixed with so-
lutions for whicb physiCAl and chemical comp:~tibility have 
not been ••tabli•hed. In parti<ular, thil appli .. to alknline 
solutioN! as a prec:ipltatt may form. If used w1th a primary 

lnform1tion w itl be supenedtd by SoUf)t).,mff"tl and subMQUent editions 
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PRODUCT INFORMATION 

Tabt• 9': Pfevention of Furth« Post01)efe'tive NausN and Vomiting in Pe<ti•t:ric PetJ.,..ts 

'I'I·E"otrncnt ru--r.10n.se 01\dlltl.set..ron. Plnecbo 
Ovor 24 Hours n <'*) n (%) P Voluc 

Number of patumts ISO 171 
0 Emelle episod~ 96<53~) 2907'\l s O.OOl 
failure• 84 147'tl 142 (83'\) 

'• f'nilurc was no~ 1)r m(H'0 emetic r.pi!!odc.s. res~:uOO, or withdrawn, 

T1tHe 10; Prindp•l Adv...-se Events in Comper•t:ive Trfals 

Numbur of Patic nt.8 ~ltb ~':vent. 

ZOFRAN InJection ZOPRAN hl)ection 
0,15 mg/kg >< 3 32 "'« X I MetocloprOJnide l'latcl>o 

I}~ 41 9 ll = 220 n • 166 n • 34 

Diarrhea \6% ~ 44'1. 18\1, 
Headache 17~ 25% 7% 15'J> 
Fever 8% 7'}. o% 3% 
Akathisia 0% ()% 6% 0% 
Mute dystoniC reo<non .. 0% 0% ~ O'J, 

"See Neurolot.f'1tal. 

Table 11: Ac:tveru Evenu in a:2% of Adutts Reeeiving Ondell:MtTon 
ate Dosage of 4 mg I,V, over 2 to 5 Minutes In CHnieal Trials 

ZOFftA.N Injection 
-t mg i.V. Placebo 

n • ~t7 patient~ n • 547 polients 

Headache 92 Cl7%) 77 0 4%) 
Oiuiness 67 (l:!'J,) 88 (16\f,) 
Mu~~Culoskeletal pain 5711~) S9 ( ll'A>) 
Drowsiness/aJ;d ution 44 (8%) 37 (7'~) 

Sl1ivers 38 (7%) 39(7%) 
~falaiseifati~:~~e 25 15%) 30 l5'1>) 
l qject1on s1ta reaction 21 14'11.) 18 (3%) 
Urinary rcu~ntion 17 (3%) l5 (3%1 
Postoperative C02·relatcd pain • 12(2%) 16 13%) 
Choot p:lin (un&pec:ifiedl 1212%) 1$ (3%) 
Arudety/agitat10n 11 12\1>) 16(3 ... ) 
Dy~urik 11 12%) 9 12'1>1 
Hypotension 10 (2%) 12 12%) 
f'e""r 10 (2%) 6 11%) 
Ccld sensation 9!2'itl 8 (l'J,) 
Pruritus 9(2'!.) 3(< 1%) 
Porestbes ia 9 (2%) 2 (< 1%) 

• Sites <>f pAm included abdomen. •tomath. jomts. nb cuge, sh<>ulder. 

Table 12: Frequency of Adverse Events From Controlled Studies in Pediatrle Petients 

Adverse Event 

Wound problem 
Anxiety/agitation 
Hondache 
Drowsiness/8Cdation 
Pyrexia 

J.V. Huid syot.om, the pnmary solution should be disoontm· 
uoo durin~ ZOFltA.N bijection Premixed infu• ion. 
Do not a dminister unleu solution IS clear and c.:ontainer is 
undamaged. 
Werning: Do not use Rexible plastic conlamer in &eriee 
oonnections. 
St ability: ZOPRAN Injection is •toble at room tempera· 
ture under normal lighting condilloos for 48 h<>un after di-
lution ";th tho following l.V. ft01ds: 0.9\11. Sodium Chlor~de 
Injection, fi% DcxtroS<l Injection. 5% Dextrose and 0.9% So-
dium Chlorido Inject ion, 5% Dc•trose a nd 0.45% Sodium 
Chloride h\icc:tioo. and 3'11. Sodium Chloride IJ\ioction. 
Although ZOFRA.N h\iection is chemically and phy•ically 
Htoble when dj)uted as recommended, sterile pre(.nution_s 
shot~ld be oboerved because diluento genera lly do not '"'" ' 
t.ain prese.rvative. After dilution, do not use beyond 24 
hour&. 
Noto: Parent.oral drug product• Ahould be inspected oisu· 
ally for pa.rttcu.late ma tter .and discoloration before admin· 
i11tration wh.e.ne\•e.r solution and container permit. 
Precaution: Occasionally, ondan&e-t:I'Un prtc1pitateS at the 
~ttopperlvlol interf&~ in vials s tortltl upright. Potency nnd 
sorcty arc not a ffed.ed . If a precipitate is nbserved. rosolu· 
bllite by •hakiDJ: the vial vigorously. 

HOW SUPPLJED 
ZOFIIAN Inject ion, 2 mi:/ml ... is supplied as rollowa: 
:-IDC 0 173-0442-02 2-ml, single-<low vials (Carton of 5) 
NDC 0 173-0442-00 20-mL multidose l'ial• ISiogleal 
Store between z• and Jo•c (3&• and 86•F}. Protect from 
light . 
ZOFRAN lnjocti<>n Promlxod. 32 mgif>O m L, in 5% OextroS<>, 
("'Otatns no presen.·ativ~ aod is supplied as a stenle. pre· 
nu'ICro ~luhcm fo r I.V. ndmin.istrnHon in single-dose. flexible 
r>lw~tic: contniaw.-s tNDC 0 173·0461·00) {tAHC of 6). 
Store between z• a nd 3o~c lJ&• • nd 86°F). Protect from 
light. Avoid excessive heat. ProtKt from frHrlng. 

(,t.d~ ... ~ 
n • 755 Pauel'lt5 

SO(ll'lol 
•19 (6%) 
44 (6')1,) 
41 (5%) 
32 (4%) 

REFERENCE; 

! ~bo 

86 0 2%) 
47 16 ... ) 
43 (6'>') 
56 (8'>') 
4 \ (6%) 

I . Pugh RNH. Murray-Lyon IM, Dawson JL, Pictroni MC, 
Williams R. 'l'ran..etion of tho OOO<lphagu• for blooding 
oet10phagcal voricea. Brit J Su'fl. 1973;60:646-649. 

Cluo Wellcome lne .. ~arcll Triangle Park, NC 27709 
ZOFRAN® lnjc'Ction Promixed; 
Monufaeturoo for Glruco Welloome Inc. 
Raearth Triangle Park. NC 27709 
by Abbott !.aboratoriN, North Chiongo, IL 6006oC 
US Potent NOll. 4,695,578: 4,753,789: and 5,578,628 
C!Copyright 19'J6, 1998, 1999, 2000, Glaxo Welloomelnc. All 
rights reserved. 
May 2000/RI,81l 

S hown in Product l dcmti{icat ion GuUlt , page 317 

ZOFRANe 
lzl)'(ranl 
(ondlnsetron hydrochloride) 
Tablets 
ZOFRAN~ ODT~ 
(ondansetr<>n) 
Orally Olslntagrating Toblots 

ZOFRANe 
tondansetron hydrochloride ) 
Oral Solut.ion 

DESCRIPTION 

~~ 

·~ 
'-" 

The active ingredie nt m :Z.OPRAN Tablets nnd ZOFRJ\N 
Oro I Solution is ondanii()Lrcn hydroc:hloridc (l)CI) •• the di· 
hydrate, t.he racemic rorm of ondansetron nnd a selective 
blocking ageni or the M!rotoniD 5-liT, .--ptor type. Chem-
ICnlly it is(:) I, 2, 3, 9·tetrahydro-9-methyl·3·1(2·methyl-
l li·im ida• ol· 1·yllme t hylHH-cnrbnzol-4-<>ne, monohydrcr 
chloride, dihydrat<>. 

GLAXO WELLCOME/1507 

1'h<! O'mpirical formula ill C1.,H1,N,O• HCI• 2H,O, repr""""'' 
ing • molecular weight or 366.9. 
Ondonl!elnm IICI dihydrote is • whJte to olf·Wh1te powdo•r 
thot. te Holublc in wt:ttcr llnd oormal aitJtne. 
The octive iDJ:redienl in ZOf'RAN OO'f Orally Disin~A!wnt· 
ing 1hbleta is ood.aosctron base, the racemic form of on· 
datl8Ct:r'on~ sJld o. seled.ivc blookinK ~n&. or lhe serotonm 
5·11'1'• rec:P.pt<lr lYl"'· Chemically it i• (:!:) I, 2. a. 9~tetrohy-
d rc.-9-m.ethyl-11·1(2-mcthyl-lH-i midor.ol-1 -yl)meibyl) -411 · 
c:ub u ol-4-ooe. 
1'h<! empirical rcmnula "' C 10,H1,N3 0 repres<'nllng a mol..,. 
olnr weight or 293.4. 
R:ueh 4-mg ZOFRAN •rublt'!t. ror ornl odministrntiou contain& 
ond..,..,tron HCl dihydrate equivalent to 4 mg or on· 
dnMo~.n>n. l'.a<h 8-mg ZOPRAI'I Toblet fo r oral odmini•trn-
lion euntaioa Olldoosetron HCI dihy<lr-ate oquivolent to 8 mg 
of ondansctron. ~;,;cb 24-mg ZO~'llAN Toblet for oral "dmin· 
is~.n>tloo ronWJUJ ondrm llellron IICI dihydroto equivolenl to 
24 rng of ooda.noetron. Eocb tablet nleo conta•n• the inortJV~ 
ingredjenlll lac~. mieroaystalline cellulose, pregel&ll· 
rli7.od s tarch. hydroxypropyl methyloollulosc, magnesium 
st.ea.rote, tit.rutiu.n) dioxido, Lriacetin, iron oxide ycUow (S,.rllg 
toblet oulyl, and iron oxide red 124-mg tablet only). 
f'.acb 4-mg 7.0f'RAN ODT Ono.lly O.sinl<!gl'<lting Thblet ro r 
ornl udminis tr:ation oonta.ios 4 mg ondrmsetron base. Eoc h 

I 8-·mg ZOFRAN 001' OroJJy Disintegrating Tnblet (or oro 
a dministration eont.aina 8 mg ondo.nsetron base. Ench 
ZOf'RAN ODT Tablet aloo cootainJ the inactive ingredien ... 

ro-
r 

o.opnttame, gelatin, mannitol. methylpart~ben oodiom, & 
pylpuruben sodium, and llLrawberry flavor. ZOf'RAN 0' 
Thblcts are a fi1!Cl'AH!ried, orally a dministered rormulnt io n 

e or otldametron whitb rapidly diainl<!gr<ltes on the tongu 
ond does oot n.-q~ water to aid diuolution or 8wallowJOg 
Each 5 mL of WFRAN OmJ Solution oontain• 5 mg or on 
dano<)tron HCl di)Jydrat.c equivalcnL 10 4 mg or Ol\dan8<lii'Oil 
ZOII~RAN Oral Solution contains lhe inactive ingredio~H 
cilnc acid anbyclroos. purified water, sodium benroate, 
dium citrate, 80-rbitol., aod &l'rnwbe.Ny Ra.vor. 

CUNICAL PHARMACOLOGY 
Phar'nw.olty,_nica: Ondansetmn l.s a select.i~·e 5-HT, re 
rep(Or antagooiot. While ita mechanism or action hao no 
bt,..,n fully cbaracteri7AJ<I, ondan.sctron is not a dopamrn 
n.'<Cpl.or AntAgonist. S.,rcltonin f(!<:Cplors or t he 5-HT. ty 
aro presenL botb ~ripherally on V<lgttl nerve terminnlK un< 
rentnlly in the ch.>mo~ trigger zone or the area 
rema.. lt is not certain whether ondn..ruietron•s antiemetic ac 
Lion is mediot.cd cen lYnlly, periphcraJly, or in both sites 
Howover, cyt.ot.oxjc chcmoLberapy 11ppcon to be u.sJ;ociat.c 
with releaoe of 1!4!n>l<>nin (rom the enterochromallin cella o 
the omaiJ inlel!tinc. In hu llWUI, urinary 5-JilM (5-bydrox 
yiodoleace\i< acid) excretion incrcnses afurr cisplntin ad 
rninitrt..nilion i.o parallel with the unt:tet of cml!sis. The r .. 

h 1cued serotonin may s timulate the vagal aH'c:rcnts t.hroujt 
the &-HT3 reoe:ptors and tni:ti.ate U-.c vomitina n.•flex.. 
fo :mimala. the emetic response to cisplutin ntn ~ p 1"0· 

n-vented by pretreatment. wit.h an inhibitor or M(trutonin ~v 
tbtJIII i.s, bilat.cm l abdominal vagotomy and grcut.cr "'I>IHtiC'I •· 
nic nerve 8C.'JetK)n, or p-rot.rcatment with a serotonin fl·ll' r, 
rncep&or aJJiaptilt. 
Jn normal volunteers, aingle- int r1wenous doses of 0. 1 
rnglkg ol ondansetroo hod no effect on esoJ)hngeal motilit 
~a8tric motility, lower Mopbageol aphlncter_ p~ssu~, n 

: ' ., 
y, 
r 

11~11 ,;'l..;::rt;o&! lnlMi. "-". llfotl.ida_ odminilltration of 
ondaneeaoo has been Mbowu to ttluw colonlt tn.-:si:t in. nor-
m rtl volunt.oo..re. OndanKCtron has no etroc.1. on plasma pro· 
laaln c:oorentratiom. 

.. 
Onclanodroo does oot alw the ,.,.piratory depressant ef-
rec~a produced by alfentani.l or the degree of neuromuJIC\IIar 
blnc:kadc produced by nt.rncwium. lnt.oractiono with general 
,,.. local lli\C$tbetic:s have not boon oLudied. 
~: Ondatl.&etron is extenl!lively met.aOO. 
~.ed in bo.manJJ, with a pproximately 5~ of a radiolabeltd 
dOtte rec:overed from l.be urine._., tho p""'nt compound. The 
primnry metabolic: palhw11y is hydroxylation on the iudolc 
rin1 followed by auboequeot gj\ICUronidc or au !fate OOII)uga-
ticla. Although oome OOC'I<Oojogated metah<>lita have pha..-. 
mRootogic activity, the&e are not (oWld ln plnama at c.:oru .. "(!n· 
trationa likely to signi6cuntly oontribute to the biologica l oc· 
t ivity or ondanJletron. 
Onda.osetroo io a sub8trate for human hepAtic cytochrome 
P-450 wzymea, including CYPli\2 , CYP'lll6, and CYP:IA4. 
llecaWI<l of th.~ multiplicity of metabolic enzyfll08 capable of 
metabolizing onda:naetron, inhibition or IO(I.J of one e.ntyme 
(e.g., CYl'206 ge,.,CC clc:licieJ><yl reoulta in httle change in 
ovetall rates or oodanseb'on elimina tion. 
Ondanselron i• pasoivoly llJld completely aboorbed from the 
gaxtroinle8ticull tract and undetJ:oes .ome firs t-pass metAb· 
oliom. Mean bioavailability in healthy subject& bas r11nged 
fro10 48'J. 1<1 75'.\. 
Conder difTorencea we re tshown in the disposition of Olt• 
dnnJJCtton given as a single dose. The extent nnd rate or on~ 
da n.actroo's a bsorption is greater in women then men. 
S lower clearance in women, a smalleT apparent volume or 
d i•tribution (odjusted for weight), OJJd higher nbs<Jiute bio-
a vrulability roaulted in bigher pla&ma ondonoctron levels . 
Thot~e higher plasma levels may in part he •~plained by dif-

Continued on neJ(t page 

This product infonnnon is baMd on l.tbeling in tffect on Juna 
23, 2000. For furtlw< lnfonnotion, conlkl via dirtct mail, phent, 
"'wob silo. Modicollnformation, Gluo Wellcomo Inc., PO Box 
13398, Resoard> Triangle Pork, NC 27709. H .. lthuro 
Professionals ~ Information!: 800-334-0089. PotiontJ 
tc..-~ Ctn1trl: 1-881-82S-5249. Glax<> Wollcomo 
Corporate Wob Site: www.glaxowellcome.com 
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