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DESCRIPTION
Kytril fﬂ"llldlll!tﬂ)ﬂ h}‘dmchlohdei Injection is an anti-

nt. C] il

it is endo-N49-

ic age
methyl-9- nzabwyela [3.9.1] non-3-y1)-1-methyl-1H-indazole-

3-carb

3489 (3124 fm base),

ide with a mol weight of

Its empirical formula is

C15H N, O-HCI while its chemical structore is:

0 _NH e,

N N
4
N
I +Hel
CH,
granisetron hydrochloride
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Gronisetron hydrochloride is a white ta off white solid that

is readily soluble in water and soarmal saline at 20°C. Kytrid

Injection is a clear, mialm shnh. DOTRPVTIEENLE, AgUeous
lution for mtrm

Kyrtd in avaitable in 1 ml single-dose sod 4 mL mudti-dos:

vials.

Vishs: Each | mL of presercative froe agueous

solution containg 112 mg granisetron hydrochboride equiv-
alent to granisetron, 10 mg and sodm chlonde, 9.0 mg,
e solution’s pH rages from 4.7 &0 73,
Mutti-Dose Viels: Each | ml omtains 112 my gramsetron
hydrochlonde squivalent to granisetron, 1.0 mg; sodium
chlaride, & mg; eitric acid, 2 mg: bened aleohol, 10 mg e a
preservative. The solution's pH ranges from 4.0 ta 6.0

CLINICAL PHARMACOLOGY

Cranisetron is o selective §-hyrdroaytrmpaming, (G-HTy ) re-
ceptor antagooist with little or o affinaty for other seroto-
nin receprors, including b—!!T, b-lﬂ'm :»—H'T,,,, 5-HTy; for

alphaye, alphay- or beta-nadr imi-1y;
ot For hist Hy; bongodi r' an, or upiod
TECERLOTY,

Serotonin receptors of the 5-HT; tvpe are located peripher-
aliy on vagal nerve terminala and contrally in the chemo-
rumrlriaetrme ufihewwmna Tharing chemo-
therspy-indu h ffin celis

reloase sorotonin, which stimalates 5.HT, roceplors. This
evokes vagal offerent dischurge, inducang vemiting. Animal
studies demonstrate that, in binding o 5-HT, receptors,
granigetron hiocks serotonin stimulation snd subsequent
vamiting after emetegonic stimuli auch as dsplatin, In the

ferret animal model, a single granisetion injection pre-
vented vomiting due to high-dose cisplatin or xrrested vom-

wing within 5 ba 30 seconds

o most human studies, granisetron has had litle effect on
blood pressure, hm raw or ECG. No evl-dmur ur::;-&e:

Table 1. Pharmacokinatic Parametsrs in Adult Cancer Patients Und, q Ch therapy snd in Vol Following
o Singis Intravenous 40 meg/ kg Dose of Kytril [granisetren mdrod'bh-hul Il-hnﬂm
Peak Plasmas Tarminal Phase Total Valuma of
Concantration Plasma Half-Lile Clearance Distribution
ing/mL} thi (Lih/kg} Likgl
Cancer Patiants
Mean LS E H.95* a8 307
Range 18.0 10 176 0,90 0 311 .14 1o 1.5¢ 0Es o 10.4
Volurieers
21 to 42 years
Mean w3’ g’ 0n7e’ i’
Range 112 to 182 188 to 152 00 to 256 168 to 613
B to B1 yenrs
Mean 570 769" 04" 3,57
Range 14.6 to 153 265 w 17.7 017 to 106 175 w0701
* heminute imnfusion.
' 3 minute infuaion,
Tabla 3, Pr ion of C apy-nduced Nauses and Vomiting—Single-Day High-Dose Cisplatin Therapy '
Kytril Injection Palus
| imegikgl fws. 2 meg/kgl
2 o 40 10 40
Number of Patienta 62 52 34
R Orver 24 Hours
Complete Respouse® A% BI% 8% ~0.002 < 0,008
No Vomiting 8% Ah% 4% 0001 <00
No More Than Mild Nausea b ThR o N8 0,07

L Cigplatin administration began withio 10 minutes of Kyerd Ingeetion infusion and continued for 26 hours (meany Mean

doses were 96 to 99 mg/m”®.
2, No vomiting aml ne moderate or severs sausoa.

on plasma p eone Table 4. P ion of Ch b Anduced Nausas and Vomiting—Single-Oay High-Dosa and Low-Dosa Cisplatin
found in other utwllau. | Tharapy'

Kytrid Injection exhibited no effect on oso-ceoal {ransit time | Kytril Injactian PAnlua

mn normal voluntesrs given a single intravenous infusion of | Lmeg kgl lvs. 5 mieg/kg)

50 mogfkg or 200 megfyg Single and multiple oral dosea 5 0 w0 0 20

slowed colonic transit in rormal volunteers, | High-Dose Cisplatin

Pharmacokinatics | Numbor of Patien 40 19 43 4

In adult cancer d che apy and in | Hesp Over 24 Hours

volunteers, infusion of a single 40 meg/sg dose of Kyeril 1a- | Completo Response® 18% % WE 4% 0.018 0.025 0,004
Jection produced the fallowing means pharmacokinetic data: | Nao Vomiting AHE AT 44% BI% NS NS 0016
|See table 1 above] | No Nouoses 15% Al % 43% 11,038 .08 0.006
There was high inter and intrasubject vanability noted in | Lowe-fose Cisplatin

these studies. No difference in moan AUC was found be- | Number of Pationts 41 i 40 18

twoen males und fomalos, although males had o higher C,., | Hospense Over 24 ﬂuu.rs

genarally. Complote Response’ 29% fi% 8% 41% 0.012 0.0089 N8
Granisetron melabolism mvobes N.d hylaton and am- | No Vomitiang 6% 63% B5% 43% n.o12 0.008 NS
matse Fing oxdation followed by conjugation. Animal stud- Mo Nausoa 2008 A% e REL 0.012 NS NS

ies suggest that some of the metabolites may alao have
5-HT, receptor antagonist sctivity.

Clearanes is predominantly by hepatic metabolism. In nor-
mal volunteers, approximatelv 12% of the administered
doge 18 ehminsted inchanged in (he arne i 48 boars. The

remainder of the dose is excreted ns motabolites, 49% in the |

arine and 34% in the foves,

In pitre Uiver microsomal studies show that granisetron’s
major route of metabolism is inhibited by ketoconazole, sug-
gestive of metabolism mediated by the cytochrome P-450 3A
subfumily,

Plasmu protein hinding is approcimately 65% and granis-
otron distributes frecly between plasma snd red blood coils.
Elderty: The ranges of the pharmacolinetic parameters in
elderly volunteers (mean age 71 years), given a simgle 40
megky intravenous dose of Kyviril Injoction, were genaraily
similar to those in younger healthy volunteers, mean values
were lower for clearance and longer for haltfife in the ei-
derly (wse Tahle 1).

Pediatric Patients: A ph kinetic study in g
cancer patients (2 ta IG vears of agel, given a single 40
mepfkir intravencus dose of Kyirdl Injection, nhnwed that
volume of distribution and total ¢l d with
age. No relationship with age was observed for peak plasma
concentration or terminal phase plasma half-life. When vol-
uma of dmtnhntm and total closrance are adjustod for
body weight, the phar kinetics of gr are sima-
lar i pediatric ud adult cancer patents.

Ranml Failure P Tatal ch of gra was
not pffected in paticnts with severe renal failure who ro-
ceived a single 40 mephy intravenous dose of Kyoril Injec:
Lem,

by

1 A pharmacokinetic study in
petients vmh hppahcmpamml thae to neaplustic liver | in-

2 No vomiting and no use of rescues anleetic

1. Cisplatin adminmstration began within 10 minutes of Kyfre! Injection infusion and continued for 2 hoars {menn). Mean
cisplatin doses wers G4 and 98 mgim* for ow and high strata,

Was 2 more affective than pl in pr

npwses and vomiting indoced by cuplauk Ll'u.mothump)‘
See Table 2,

Table 2. Prevention of

and Vomiting—Single-Day Cleplatin Tharapy '
Kytril

i P-Value
Number of Patients 14
Roeponse Over 24 Hours
Complete Response’
No Vomiting
Mo More Than
Mild NMausea

93%
1%

<0.001
<0001

93% < 0.000

1 Cisplatin administration bagan within 10 minutes of

houry. Mean cisplatin dose was 56 mgim’ (n the Kymril
Tnjection group and 30 mgim?® in the placebo gronp.
2 No vomiting and noe moderate or svvere nausen.

Kytril Injoction was also evaluated in a randomized dose re-
aponss study of cancer patients roceiving cisplatin =75 mgf
m?. Additional chemothe ic agents included: anthra-
cyclines, carboplatin, cytestatic antibiotics, folic acid deriva-
tives, methylhydrazine, nitrogen mustard analogs,
podophyllotoxin dprivatives, pyrimidine anslogs and vinea

‘ Kyiril Injection infuaion and continued for 1.5 to 5.0
|
|
[
| alkaoiis, Kyirif [njection doses of 10 and 40 megfy were

volvemaent showed that total ch was App

10 2 meg'ky in preventing cisplatin-induced naunea

halved compared to patients without hepatic :mpumunt_
Giiven the wide variability in pharmacokinetic parnmeters
noted in patients and the good tolerance of ﬂuueu well above

the recommended 10 meglks doss, dosage adj) in pa-

and vomiting, but 40 mcgkg was not significnntly superior
to 10 meghg. See Table 3.
{$ea table § abovel

tients with possible hepatic functional impairment is oot
necessury.
CLINICAL TRIALS
Kytril Injection has been shown to prevent naused and vom-
iu'n[; associated with single-day amd repeat cycle concer
otherapy.

Sd\dﬂhy W

apy: In a double-blind, plucebo-

mnr.mIN ﬁ.udv in 28 enncer patients, Kvir Injection, ad-
as o single intravencus nfusion of 40 meglkg,

DOCKET

_ ARM

w1

hyd ide) Lnj wus also evalu-

respense
353 patients sh'sllﬁcd for high (=50 to 120 mpim®) or luw
(50 to T9 megim®) ewplatin dose. Reap ratos of p

Kytrel Ing

40 mcm W umpunzd with the combination of chlorpro-
mazine (50 to 200 mg'24 hours) und demmmaannu m. mg}
in patient: l:rmlud with .|
ap; Tuding arily =300 mg'm

20 to 50 mg/m* and cyclophosphamide >600 mﬂ‘m’ Kyrru'
Injection was superiar to the chlorpmmagine regimen in
prevenling nausea and vomiting, See Table 5.

Tabie 5. Pr d Nausea and
Vomm—smm Moderately Emmgnit Chemo-

J.\' ' ]

e du

Kytril  Chlompro-
mazine ' PValus
Number of Patients 133 133
Rasiponse Ovar 24 Hours
Complete Reapanse’ a8 7% 20,001
No Vomiting Ti% 53% <10.001
No More Than
Mild Nauses T hoE <00l

1. Patients alse receoved dexamethasons, 12 mg
2. Ni woiniting and po miderate or Svere navses,
In other studies of J ch

wgnificant difference in efficncy was found betweesn k‘yfrd
doses of 40 meg/kg ond 160 meke doses,

Fepeat-Cycla
| In an uncontrolled tnal, 512 cancer patients received Kytrl
Injection, 40 megley, prophylactically, far two cycles of
chemotherapy, 24 patients received it for at least four
cycles znd 108 patients received it for at least six cycles.

Continued o mext page

| -
Hytril (g
uted g double bhnr.L randomized dm study of
for both cisplatin strata are given in Table 4.
[See table 4 abuve]
For both the low and high ssplatin steata, the 10, 20 and 40
i meg'kg doses were more effective than the & mogikg dose in
preventing nauses and vomiting within 24 hours of chemo-
therapy administeation. The 10 mepfky dose wis at last as
effective ns the higher doses.

Information on the SmithKline Beecham Pharmaceuticais
products appearing hera is based on the labefing in effect on
June 15, 2000. Further information on these and other
products may be obtained from the Madical Department,
SmithKline Bescham Pharmaceuticals, One Franklin Plazs,
Philadelphia, PA 19101,

Consult 2001 PDR® supplements and futurs scitions o revisions
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PHYSICIANS' DESK REFERENCE®

Kytril Injection—Cont,

Kytred 1 ol ay d rul ly eormtast over

Gramsetron at subcutaneous doses up o 6 mgkgdlay 136
mgm‘iday, 97 times the recommended human dose hiused
on bordy surface mrea) was fund o have so efect on fertility
and repraductive performance of male and female rata

the first s repest cyches, with comph ponse rsles e
vomititg and oo mederste or savers nauses m 24 hours) of

BIFE 1o G0% No patieats were stodied for more than 15 p

cythen

Pediatric Studies

A randorazed double-blind study evaludiod the 240-haur re
sponse of 38 pedistric cascer pationts fage 2 Lo 16 yoam ta
Kytril Inpction 10, ﬂ)urtﬂm Patiotis were nmal
with casplatin ’HI mghm®, ¢ b 23 g’ ¢

| o

1 Effects. Prege
-uulm Iumhﬂlpﬂbﬂudm pregnant rate 50 ntrave.
i disses up 109 mgkghlay 154 mghnday, 146 times the

Toratogen y Catagory B. Repreduction

| mommended humans dose based on body surface aren) and

pregamnt rabhits st mtrmvenous doses up to 4 mplailay
(15 4 mp'm iday, 96 umee the remmmended human dose
based an body surface area) and bave reveald no evidence

pharmde > 1 g/m® or mitregen mustard -6 mefm’ Sae Table
[

™

Table & P ion of Ch
Vomiting in Pedistric Patients

and

Kytril Injsction Dose (mcg/hgl
10 20 40
Number of Patents L
Median Number of
Vorniting Fpisdes 2

28 25

3 H

Compicte Hesponse
(rver 24 Hours' 0% 9w I

L No vomiting and no modorate or avero nausen,

A socond podiatrie study compared Kyirl Injection 20
meg/kg o chlorpromacioe plus dexamethosone in 88 pa-
tients treated with ilosfarmide =3 g/m*/day for two or three
duym Kyiril Injection wan sdminisiored on snch day of ifns-
famide treatment. At 34 hours, 280 of Kyirid Injection pa-
tients schieved complete response ino vomlting and no mod-
erate or severs nausen in 24 hours) compared with 106% on
the ehlorp W The medinn b of vemit-
ing episades with Kvml Inpection was 1.5, with chivrproma-
ne 1t was 7.0

INDICATIONS AND USAGE

Bytril (granisetron hydrochlonds Injection is indicated for
the Fumdumaudm ansociabed with -
tial and repeat cancer {h -
chuding high-dose rimlunn

CONTRAINDICATIONS

Kytnil Injection s contraindicated in patwnts with koewn

hypersepsitivity te the drug or to any of its compenénts.

PRECAUTIONS

Drug Interactions

Granisetran does not indoce er inhibit the rytochrome

P-ﬁﬁd.rquubduqmymnnun There have boen
drug-drug. studies to examize phar-

mucokinetie of pharmscod ynamic imtersction with other

drags, h&mhmlﬁrﬂlmmhnﬁud
with drog repr

roleptics and antiuleer medications wlvpmu-iml

=ith antiemetie trvatments MIM-MJMM

Eppear o
Because granisetmn i mmmm
P-450 drg-metabolizing enzymea, inducers or inhibitors of

these enzymes may change the cloarance and, hence, the

half-life of grantsetron,

Carei s, M is. Impalrment of Fertility

In a 24 month cardinogenicity ctudy, rmts were trosted
orally with granisetron 1, 5 or 50 mghkgiday (6, 30 or 300
mg/miday). The 50 mghkgiday dose was reduced to 25 mg/
kg'day (150 mg/miday ) during week 59 due to tomieity For
8 50 kg persan of average height (1.46m? body surface aros),
these doses ropresent 16, 81 and 408 times the recom-
mended clinical dowe (0,37 mgim?, b} un o body surface

aron basie There was o statisticully significant incroass in
d

thie dnsciel ol hap Hular and ndanomis in
males treated with oy (30 mg/m'/dny, 81 times the
recommended human hased on body sirfacs area ) and

above, and in fomales troated with 25 mg/egiday (150 gl

mfday, 405 timoes the recomumended human dose based on
body surface area). No increase in liver tumors was ob-
uﬂdﬂudﬂndlmmuqll mg/mfday, 16 times the

hambnbndm aurface area) in
rnlhenmih mL;ﬂnn A1 times the mecom-
mended human dose h-ud surface aren) in females.

In o 12.month oral texicity study, tmeatment with gronis-
wtrun 100 mg/ugday (800 mg/m’Alay, 1622 times the recom-
mended human dose based on body surface area | produced
hepatocellular sdonamon in male und fomule rats while no
such tumers were found in the contrel rats. A 24-month
maouse careinsgeniony study of gragmetron did not show &
statistically sgnifeant merease in tumar incidence, but the
study was not

B of the wmer findings (n mt studies, Kytril (prans.
stron hvdrochlordel Inection shotild be prescnbed ondy at
the dose and for the indication recommended (see INDICA-
TIONS AND UBAGE. and DOSAGE AND ADMINIETRA-
TION.

i

was not ic in 18 viiro Ames test and
mouse hymph ewll forward nunay, and = e
Wmmw-ﬂmmm-duumm:bup
tocyte UDS nssays. It d a #

d fertihty nhmuﬁehudllh Eraninetron.
atudies

There are b and well leed

respanse, this
shauld he gsed during pregrancy anly if clearly nesded
Nursing Mothers
h I-ml.'lumnwhmm granisetron uclmrlul in human
milk B minunlwmllk.u:
tion should be d when Kytrd Inj ] nis-
fteresl W0 8 pursing woman.

Pediatric Use

See DOSAGE AND ADMINISTRATION for use m children
2 to 16 years of age. Sefety and offectivencsa in chuldren un-
der & vears of age have not been established.

Gerlatric Uss

During clinieal trials, 713 pationts 66 yoars of ago or oldar
recoived Kyt (granisetron HC Injection. Fiffectiveness
and wofety were similar in patients of vanous mges,
ADVERSE REACTIONS

trialy or in the routive management of patients. The per-
centage figures are based on clinical tnal expenence only.
Tuble 7 gives the comparative frequencies of the five most
communiy reported adverse events [ =3% ) in patients reeiv-
ing Kytril Injection, in single-day chemotherapy trials,
These patients receved chemotherapy, primartly cinplatin,
and intravesous fluids during the 24-hour period fllowing
Kyinl Injection administration. Events were geperally re-
oorded over seven days post-Kyfrid Injection sdministration.
In the absence of 3 placeba group. there is uncertainty as tn
howe many of these events should be attributed o Kytril, ex
wept for headeche, which was clearly more frequent than in
COMPAINON FrOUPE.

Table 7. Principal Adverse Events in Clirical Trials—
Single-Day Chomotherspy

Parcant of Petisnts with Evemt
Kytril Injection Comparator’
42 meg/ihg

(n=1.258) (=422
Hendache 14% L3
Asthenia R %
Semnolence % 15%
Disrrhea 4% (1Y
Censtipation % "
1. Metocl nde/d, h and ph hi /
demamethasone.

1o over 3000 patients receiving Kytrid Injection (2 1o 160
1in ﬂnah-dl:r-ni nduﬂe-dny clinical trials with
d eventn, other than
ﬂmin ‘l‘n.hle? uruuhm'uﬂ asnbution of nuny of these
ovents to Kytrid is uncertain.
Mepatic: In comparative trinls, mainly with cisplatin regi-
mens, elevations ul'&a‘l'uﬁm.'l'bznnmihnw limit
of normal) followmg adm Injection ec-
curred in 2 8% and lﬁdmmh These fre-
quencies were not significantly different from thoae seen
with comparators (AST. 2.1%; ALT: 2.4%).
Cardiovaseular: Hypertension (2% hrpotension, archythe
mink wueh na sinue bradyeardia, atrial fhnllation, vu-y-in'
degrees of AV bleck, v icular ectopy includi
sustained m,h_m.tdu. and ECG abrormalities have hoen

Cantral Ny CNS stimu-
Tatiom and mwmmmlﬂamﬂd‘m
Extrapyramidal syndrome occurred rarely and only in the
pmuﬁnmfdﬁnh:puﬁnhdﬂhlhnwn&m
Hypersensitivity: i

either undiluted aver 30 seconds, or diluted with 0.9% So-
d.iunl‘hluﬂturb‘i Dextrose and miused aver & minubes
i Use: The ded dose in children 2 to 16

| yoars of nge is 10 megky (swe CLINICAL TRIALS). Chal

dren under 2 years of age have not been studied

Usa in tha Eiderly, Renal Fadure Patients or Hepatically irm-
paired Patients: No douge adjustment w recommended
iBee CLINICAL PHARMACOLOGY, Pharnmaswkinetics. )

Intusion Praparation
Kstril Injsction, ad i d 4w a B ! i

showld be diluted wn 0.0% Sodium Chionde or 5% Dextrose
to & ukal volume of 20 0 50 ml.
Stability

i of Kvtrud Ing shoald be prepared
at the time of admimistraton . However, Kytrel Injection has
been shown to be stabie for at least 24 hours when diluted
n 0% Sodwm Chlarde or 5% Dextrrse and stored st reom
twmpersture under normal lghting conditions.

As a general precsution. Kytril Injection sheuld not be
muxed in solution with other drugs Parenteral drug prod-
mﬂhmnld huwwrmﬂmmaﬂ
whenever selution nod

mh:urmm
mwmm

bemablastdai L

1 mgiml tfrre
baae), in nuppthd 1 ml Single-Use Vials and 4 mL Multi-
Drona Vinls,

NI 020414801 [package of 1 Single-Dose Vialy

NDC (020415201 {packago of 1 Multi Dose Vial)

Store single-dose vinls and multi-dose vials at 25°C (777F),
excursions pormitted to 15-30°C (59-86"F)

wial

Onen the multi-d i# penetrated, its should
brulml-llhin-‘ﬂdly-
%ﬁl’rﬁu.l‘rﬁmhmum Hx oniy
LA

Shown in Product Identification Guide, poge 337

KYTRIL®

(A arad |

graniatron hydrochioride
Tablets

DESCRIPTION

Kytril "Tablets contain granisetron hydrocklonde, an anti.

nausenst and antiemetic agest. Chemically it is endo-N<9-

mﬁ&m I:l.l i) m.}yh-l methyl-| H-indazole-
ide with & meleculsr weight of

A0 (3124 free 'hn.r. Its empirical formuls is

Coally N ,0+HCL, while its chemical structure i

NH N—CH,

CHy

graninetron hydrochloride
Granisetron hydmehloride is s white to off -white salid that
i readily soluble in water and nermal saline at 20°C.
Tablets for Orel Administration: Each white, triangular,
biconvex, film-coated Kyt Tablet containe 1.12 mg gran-
isotron hydmchloride equivalent to granisetren, | mg. Inac
tive ingredients are hydroxypropyl muethyleellulose, lactose,
mugnewium stearste, microcrystalling celiulose, polyethy:
lene glyeol, polysorbate 80, sodlum starch glyeolate and tio
tanium dioxida
CLINICAL mmmcoww
a ma Shyd 3 (5-HTy) re-
mmmm&uﬁwn-mwmm
nin recoploms, including 5-HT,: 5-HT ; 5-HT .. 5-HT,; for
alpha,-, alpha,, or beta-adrenereceptors; for dopamine-Dy;
ar for histamine-Hy; benzodinwpine, picrotoxin, or opisid

Rare cases of h ¥ reactions,

SOmetimes severe (4. mphyhm shortness of breath,
hypotension, orticaria) have been

Other: Fever (3%), taste disorder (3%}, skin rashes (1%}

In multiple-day compurative studies, fever sccurmed more

with Kviril Injection (3.6%1 than with compara-

tive drugs (34C, P <0014, which ceually meludad dows-

mrthasone.

OVERDOSACE

There is no specific satidote for Krtril (zranisetron hydro-
chlorude) Injection overdounge. in case of sverdesnge, symp-
tomatic treatment should be given. Overdosage of up 10 38.5
g of granieetron bydrochisride injection has been reported
without symptoms or only the occurrence of a shght head.
ache

| DOSAGE AND ADMINISTRATION

The

however,
craase in UUDS in Hols oells in pitrn and o ugruﬁru\t e
creased incidence of volls with polyploidy in an s vitro b
man lymphocyte chromosomal aberrution tost.
and

will be ded by

ded dessge for Evird Injection & 10 mopke

|

ndministered intravenously within 30 minates bafore mti. |

ntien of chemntherspy, and only on the dayia i chemsthernpy
is given. Kyord Injection may be admiaistersd introvenously

ki

Semtonin roceptors of the 5-HT, type are bested periphar.
ally on vagal nerve terminala nnd centrally in the chemaore-
ceptor trigger 2one of the area postrema. During chemother-
apy that induces vomiting. mucemal erterechromaffin cells
release serstonin, which stimulates 5-HT, recoptors. This
evolues vaggal afferent discharge, inducing vomiting Animal
atudies dmmutllk in biading to 5-HT, receptors,
and subssquent
mtmahwxmhcuhunsm In the
ferret animal model, 3 single granisetron injection pru-
wvenited vemiting dus 10 high-dose cisplatin or
iting within B to 30 scconds
In st buman wudies, gramsetron has had litte effect on
bioed pressure, hesrt rate er ECG. No evidence of an effect
nn plasma prolactin or aldostemne coneentrations has been
Mwuhrum

ng singhe and be oral doses. Kvirnd slowed co-
fenuc transit in normal volunteers. However. Eytril had oo
offert on or-cecal transit time ia normal voluntesrs when
wiven an a single intravenous (VY infusion of 50 mepkg or
200 megltg
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