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Amaryl—Cont.

continoed. Porphyria cutanea tarda, photosensitivity reac-
tions, and allergic vasculitis have been roportad with sulfa:
nylureas.
Ieul:upema agranulocytosis, thromboeytopenia, hemolytie
anemia, aplastic anemia, and pancytopenia have been re-
ported with sulfonylureas,

Metabolic Reactions

Hepatie p-erphym reactions and d;w]ﬁmm like reactions
have been reported with sulfonylureas; however, no cases
have yet been reported with AMARYL {(glimepiride tahiletw

AMARYL-Insulin Combination Th. : £
Combination Bragy with AMARTE Sl nsalie: may also
be used in secondary failure patients. The fasting glucose
lewel for instituting combination therapy is in the range of
> 150 mg/dL, in plaama or serim depending on the patient.
The recommended AMARYL dose 18 8 mg onee doily admin-
istered with the first main meal. After starting with Jow:
dose insulin, dpward adjustments of insulin can be done ap-
proximately weekly as guided by frequent measurements of
f’aatmx blood glucose. Once stable, combination-therapy pa-
tients should monitor their capillary blood glucose on an on-
going hasis, preferably daily. Periodic adjustments of insu-
lin may also be r Ty durmg aj nn-a.nguidedby
giumse and HbAlc 'le\’els

Cases of hyponatremia have been reported with gli
and alf other sulfonylireas, most often if patients who are
on other medications or have medical conditions known to
cause hyponatremia or i reieanecl!' tidiuretic hor-
mone. The syndrome of inappropri fiuretic b

(SIADH} aacrzt.lm hau b-een repurted with certain other sul- |

fonyytureas, and it has been snggosted that these sulfonyviu:

rear may augment the peripheral (antidinretic) action of

ADH andfor increase release of ADH.

Othar Reactions’ ;

Changes in accommodation andVor blurred vision may oceur
with the use of AMARYL. This is thought to be due to
changes in blood glucose, and may be more proncunced
when troatmeént is initiated. This condition iz also seen in
untreated diabetic patients, and may actually be reduced by
treatment. In placebo-controlled trials of AMARYL, the in-
ridence of blurred wamn was p]&cebn, l} 7%, and AMARY[.
0.4%.

OVERDOSAGE

Overdosage nfsulfony]ureas. mi:ludmgﬁmm can pro-
duce hypoglycemia. Mild hypoglycemic symptoms without
foss of conscionsness or newrologic findings should be
treated aggressively with oral glocose and ‘adjustments in
drug dosage andfor meal patterns: Close monitoring ahiould
continue until the physician s sssured that the patient is
vut of danger, Severe hypoglycemie reactions with coma, sei-
zure, or ather neuruluglul impairment oecur mfréquuutljf
l:ut emahtule ruqmrlng imnrieds
hization. ¥ hypogl ie coma’ s 'di d or sus-
pected, the patient should be given a rapid intravenous k-
jection of concentrated {50%) glucoee solution. This should
be fallowed by a continsons infusion of & more diluts (10%}
gluecose solation at a rate that will maintain the bleod ghu.
cose at a level above 100 mg/dL, Patients should be closely
mmnmeﬁfmnmlmﬂm of 24 to 48 hours, beeause hypo-
glycemia may recur after apparent clinical recovery.

DOSAGE AND ADMIN‘ISTRATION

There is no Bxed dosage regimen for the manapement of di-
ahetes mellitus with AMARYL or any other hypoglycemie
agent. The punent‘a fastmg blood g}nm and H’hAlc must
be y to determing the m affse-
tive dose ﬁ:rthe pat:.ent, to detect primary failure; ie., in-
adequate lowering of blood glucose at the maximum recom-
mended dose of medication; and to detect secondary failurs,
ie., loss of adequate blood glucose Jowering reaponse after
an initial period of effectivensss. Glycosylated hemoglobin
levela should be performed to monitor the patient’s response
to therapy.

Short-term administration of AMARYL mny he cuffieiont
during periods of transient loas of eontrol in patients usu-
ally eontrolled well on diet and exercise.

Usual Starting Dose

The usual starting dose of AMARYL as initial therapy is 1-2
mg once daily, administered with hreakfast or the first main
meal Those patients who may be maore senaitive to hypogly-
cemie drugs should be started at 1 mg once daily, and should
be titrated carefully. (See PRECAUTIONS Section for pa-
tients at increased risk.)

No exact dosage relationship exists between AMARYL and
the ather vral hypoglycemic agents. The maximum starting
dose of AMARYL should be no more than 2 mg.

Failure to follow an appropriate dosage regimen may pre-
cipitate hypoglycemia, Patients who do not adhere to their
preacribed dietary and drug regimen are more prone to ex-
hibit unsatisfactory response to therapy.

The vsual maintenance dose iz 1 to 4 mg once de,y The
maximum recommended dose iz 8 mg once daily. After
reaching a dose of 2 mg, dosage inereases should be made in
increments of no more than 2 mg at 1-2 week intervals
based upon the patient’s blood glucose response, Long-term
efficacy should be monitored by megsurement of HbAle lev-
els, for example, every 3 to § months,
AMARYL-Metformin Gombination Therapy
If patients do not respond adequately to the maximal dose of
monotherapy, addition of metformin may be con.
sidered. Published clinical information exists for the use of
ather sulfonylureas including glyburide, plipizide, chlorpro-
pamide, and telbutamide in combination with metformin.
With concomitant AMARYL and metformin therapy, the de-
sired control of blood glucose may be obtained by adjusting
the dose of each drug, Hewever, attempts should be made to
identify the minimum effective dose of each drog to achieve
this goal, With concomitant AMARYL and metformin ther-
apy, the risk of hypoglycemia associated with AMARYL
therapy continues ond may be increased. Appropriate pre-
cautions should be taken.

Iformation will be ded by suppl
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Ai‘[ARYL {gltmepmde tablets] i not recummnded for use
in pregnancy, nursing mothirs, or children. In elderly, de-
bilitated, or malnourished patients, or in patients with re-
nal or hepatm ingufficienicy, the initial dosing, dose incre-
ments, and maintenance dosage should be conservative to
avoid hypoglycemic réactions’(See CLINICAL PHARMA-
COLOGY, Spacial Populations and PRECAUTIONS, Gener-

al! >

Other Oral emic Agerts
R's with cther s\.:%—"ﬁuu hmmm, no transi-
tion period |8 neceseary when transferring patients to
AMARYL, Patients should be observed carefully (1-2
weeks) for hypoglyum:a when being transferred from
longer half-life sulfunylureas (e.g., ch]arprupumde] ta
AM.I\RYL due'td potehtm] we.rlapmng ofd.rug effect
HOW SUPPLIED
AMARYL tablots are avar]able in the fullow'mg' stmngthp
and package sizes.
1 mg (pink; flat-faced, oblong with notchied sides at dm.\bli
bisect, imprinted with *AMA RYL” on one side and the
Hoechst loge on both sides of the bisect on the other side}
Bottlea of 100 .00 . {NDC 0039-0221-10) -
2 mg {green, flat-faced, oblong with notched sides at double
bisect; imprinted with “AMA RYL" on one side and the

| Hoechst !mnnbﬂ;hstdeaofbheh&aectmtheﬂﬂiermde]
| Bottles of 100 N

(NDC 0038.0222-10)
Unit Doee Cartons (100) (NDC 0039-0222-11)

4 mg (blire, flat-faced, oblong with notehed sides at double
bisect, imprinted with “AMA RYL" on one side and the
Hoechst logo on both sides of the bisect on the cther side}
Bottles of 100 . INDC 0039-9228-10)
Unit Dose Cartona (100} {NDC 0039-0223-11}

Store between 59 and 86" F (15 and 30° C).

Dispense in well-tlosed containers with safety closures.
Caution: Federnl law prulublta diapensmg m’thmat & pn~
seription.

AMARYL® REG m HOECHST AG

*UB Patent 4,379,785

ANIMAL TGXIODLCIGY

Reduced serum: glucose values and degnmulahun of the
pancreatic bete colls were: observed in beagle dog

to 320 mg glimepiride’kg/day for 12 months fappmxjmn'aaly
1,009 times the recommended human dose based on surface
area). No evidence of tumor formation was observed in any
organ. One female and cne male dog developed. bilateral
subcapsular cataracts. Non-GLP studies indicated that
glimepiride weas unlikely to exacerbate cataract formation.
Fvaluation of the co-cataractopenic potential of glimepiride
i several digbetic and catarsct rat models was negative
and thers was ne udwmelfectafghmemnd.eonhomoe-
ular lens metabolism in organ culture.

HUMAN OPHTHALMOLOGY DATA -~

Ophthalmic examinations were carried out in over 500 sub-
jects during long-term studies using the methodology of
Taylor and West and Laties ot al, No significant differences
were seen between AMARYL. and glyburide in the number
of subjects with clinieally important changes in visual acu-
ity, intra-ocular tension, or in any of the five lens-related
variahles examined.

Ophthalmic examinations were carried out durmg long-
term studies using the method of Chylack et al. No signifi-
cant or chinically meaningful differences were seen between
AMARYL and glipizide with respect to cataract progression
by subjective LOCS II grading snd ohjective image analysis
systems, visual acuity, intrascular pressure, and general
ophthalmic examination.

Prescribing Information as of October 1998

Hoechst-Roussel Pharmaceuticaly
Division of Hoechst Marion Roussel, Inc.
Kansas City, MO 64137 USA
Shown in Product Identification Guide, page 306

ANZEMET® Injection

lan-z&met]

(dolasetron mesylate injection)

Prescribing Information as of February 1393 °
DESCRIPTION

ANZEMET (dolasetron mesylate) is an antinsuseant and

| antiemstic agent. Chemically, dolasetron mesylate is
¢ 2o G B Baf-octahydro-3-0%0-2 B-methane 2H -guinofizin:

! B-yHH-indele-d-carboxylate monumethanesulfonate, mone-

b editions.

\ etron (MDL 74,168), are selecti b

hydrate. It is a highly specific and selective servtonin sub-
type & (5-HT;) receptor antagonist both in witro and in vive.
Dolasetron mesylate has the following structural formula:

..

PCHS04H 2 H0

(4]

H. e
The empirical fortiula is C, M, N0y » CHS0.H « O,
with & molecular weight of 438.50. Approximately' T4% of
dolasetron meaylate monohydrate is dolusetron base. -
Dolasetron mesylate monshydrate is 4 white to off-white
powder that is freely soluble in waber and propylene glyeol,
shightly soluble in ethanol, and slightly soluble in normal

ine. ;

ANZEMET Injection is a clear, oﬁim-lssd, nonpyrogenic, ster-
ile solution for intravenous administration. Each milliliter
of ANZEMET Injection containg 20 mg of dolasetron mesyl-
ate and 38.2 mg mannitol with an acetate buffer in water for
mjmmehepHn(rhemu!tlngmruﬁun:sszmS&
CLINICAL PHARMACOLOGY

Dolasetran mesylate and its active metabolite, hyﬂmﬁdué-
n 5-HT, i
antdgonists not shown to have l.chhtynohhm-ka!mwnle-
rotonin receptors and with low affinity for dopamine recep-
tors. The serotonin 5-HT; receptors are located on the nerve
terminals of the vagus in the periphery end centrally in the
chemoreceptor tri zome of the sren postremas. It is

j thought that chemotherapeutic agents produce nausea and

vomiting by relessing serotonin from the enterochromaffin

| celis of the small intestine, and that the released serotonin

then activates 5-HT, receptors located n\nvugu] efferents to
initiate the vomiting reflex.

Acute; uaun.ﬂy rs\-‘m]b]n ECG chanps (PR a.ncl QT, prnlon-
gation; GRS widening), l:emdhr mesylate, have
boen observed in healthy volunteers and in contrelied cline
ical trials. The active metaholites of delasetron may block
sodium channels, a property anrelated to its ability to biock
EwH'I‘;,mwpbnm QT prolongation is primarily due to QRS
to prolong both depolariza-
tion and.tda lesser extent, repolarization time. The magni-

tude and frequency of the ECG changes incréased with dose
(related to peak plasma concentrations of hydrodolasetron
but not the parent compound). These ECG interval prolon-
gations usually returned to baseline within 8 to & hours, bit
muhm;nnaﬁtawem present at 24 hour follow up. Dolas-
etron” m«es)’late admmlsmhcm has lrtr.le or no effect | on
blood 2

I healthy teers (N=64), dolasetron mesylate in single
intravengus dilaas-up to 5 mgkg produced no effect on pupil
site or meaningfol changds i EEG tracings. Results from
neuropsychiatric tests revealed that delssetron mesylate
did not alter mood or concentration. Multiple daily dases of
dolasetron have had 6o effect on colenic transit in humans.

Dolasetron mesylate has no effect on plnm prolactin con-
centrations.

Pharmacokinetics in Humans

< lu min} and mplmly metabohzed to the most eitnimiy
T t apeci
The red ofl" ‘uuho"" is
by a ubiguitbus enzyme, carbonyl reductase. Cytochrome
P-450 (CYPHID6 is primarily Tesponsible for the subss-
quent hydroxylation of hydrodolasetren and both CYPIIIA
and flavin genase ore responsible far the N-oxdda-
ton of kydrodelasetron.
Hydrodolasetron is excreted in the urine unchanged (53.0%
of administered intravenons dose). Other urinery metabe-
lites include hydroxylated glucuronides and N-oxide:
Hydnuiulnnmnn appeared rapidly in plasma, with a maxi-
mum oteurring imately 0.6 hour after
the end of intravenous mtmm, and was eliminated with
g mean half-life of 7.3 hours (%CV=24) and an apparont
clearance of 9.4 mL/minkg (%CV=28) in 24 adults. Hydro-
dolasetron 3a eliminated by multiple routes, including renal
excretion and, after metabolism, mainly glucuronidation;
and hydroxylation. Hydrodolasetron exhibits lingar phast
maeokinetics over the i dose range of 50 to 200
mg and they are independent of infusion rate. Doses lower
than 50 mg have not been studied. Two thirds of the admin-
istered dose is recovered in the urine and one third in the
feees. Hydrodolasetron is widely distributed in the body
with a mean apparent volume of distribution of 5.6 L'k
(CV=26, N=24) in adults.
Sixty-nine to 77% of hydredolasetron i bou.ud to plasma
protein. In a study with ¥C labeled dolasetron, the distri-
bution of radioactivity to blood cells was not extensive. The
binding of hydrodolasetron to o;-acid glycoprotein is ap-
proximately 50%. The pharmacokinetics of hydrodnlasetron
are lincar and similar in men and women,
The pharmacokinetics of hydrodoiasetron, in special and
targeted patient populations following intravenous admin
er ation of ANZEMET Injection, Are summari jzed in Table
1. The phar kinetics of hydrods tron are similar in
ldl:lh healthy volunteers and in adult cancer patients re-
ceiving chemotherapentic agents. The apparent clesrance of
hydrodolasetron in pediatric and adelescent patients is 1.4
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PRODUCT INFORMATION

times to twafold higher than in adults. The apparent clear:
ance of hydrodolaset:
cer patients. Following intravenous administration, the
parent clearance of hydrodolasetron remains unchanged
with severe hepatic impairment and decreases 47% with se-

vere renal im L. No dose adj t
a]dcrly patients or for patients unth hepatu; or renal i mmmr—

ln a pharmamkmetm study in pediatric cancer patients
fages 8 to 11, N=26; ages 12 ta 17, N=21) given a single 0.6,
12, 18, or 2.4 mg'kg dose of ANZEMET
nously, apparent cléarance values were highest and half-
lives were lowest in the youngest age group. For the 3 to 1
and the 12 to 17 year age groups, all receiving doses be-
tween 0.6 to 2.4 rghkg, mean apparent clearances are 2 and
1.3 hmes greater, respectively, than for healthy adults re-
ceiving the same range of doses.

Thirty-two pediatric cancer patients ages 3o 11 years
(N=19) and 12 to 17 years (N=13), received 0.6, 1.2, or 1.8
mg ANZEMET Injection diluted with either apple or apple-
grape juice and administered orally. In this study, the mean
apparent clearances were 3 times greater in the FUUNEET pe-
diatric. group and 1.8 times greater. in. the older

group than those chserved in healthy adult \rnlumsers,.

Across this spectrum of pediatric patients, maximum

plasma concentrations were 0.6 to 0.7 times those nhsmed :

in healthy ndults receiving similar doses.
In a pharmacokinetic study in 18 pediatric patients (2 to 11

vears of age) undergaing surgery with genera] anesthesia

and administered a single 1.2 mgfkg intravenous dose of
ANZEMET Injection, mean apparent clearance was greater

(40%) and terminal halflife shorter (36%) for hydrodolas-
etron than in heslthy adults receiving the samedns'e.' o
For 12 pediatric patients, ages 2 to 12 years recei

mgfkg ANZEMET Injection diluted in apple or apph! Erape
juice and administered orally, the mean app:

was 34% greater and half-life was 21% ahorber thu in
healthy adults receiving the same dose-

[See table 1 at right]

CLINICAL STUDIES

Prevention of Canscer Chemotherapy-induced Naum aml
Vomiting 3

ANZEMET Ingechan administered intravenously at & dnoe»

of 1.8 mafke gave similar

vomiting as the other selective serotonin 5-HT, receptor an- |
tagonists studied as active comparators. It was more effec- |

tive than metoclopramide. Efficacy was based on complete
response rates (0 emetic emam!aa and no rescue medica-
tiond.

Cisplatin Based Chemotherapy .

A randomized, double-blind trial compared single intrave-
nous doses of ANZEMET Injection with metoclopramide in
226 {160 men and 66 women) adult cancer patients receiv-
mg =80 mg/m® cisplatin. ANZEMET Injection at a dose of

8 mglkg was slznlﬁumtly more effective than
nuda in the prevention of chemotherapy-induced nuuuea
and vomiting in this study (Table 2).

[See table 2 at right]

A secand randomized, double-blind trial compared single in-
travenous doses of
ondansetron in 609 (377 men and 232 women) adult cancer
patients receiving =70 mg/m® cisplatin, A single intrave-
nous 1.8 mefkg dose of ANZEMET Injection was shown to
be equivalent to a singla mwvmus 32 mg doae of on-
dansetron (Table 3.

[See table 3 at right]

Another randomized, double-blind trial compared
doses of ANZEMET mth a single 3-mg [V dose of granis.
etrom in 474 (316 men and 159 women) pmenm recaiving
=& mg/m® cisplatin chemulh.erapy A single intravennns
1.8-mgkg dose of ANZEMET gave similar resulta as those
from granisetron.

Cyclophosphamide Based Chmwlh_'m

In o study of ANZEMET Injection in 309 patients (96 men
and 213 women) recei eying moderately togenie chemg-
therapy such as cveli hamide based regh a single
intravenous 1.5 mg/kg dose of ANZEMET Injection was
cquivalent to meteclopramide administered as a 2 mghy in-
travenous bolus followed by 3 mg/hg intravenously over §
hours. Complete response rates were 83% and 52‘50 Tespe.
tively, p=0.12.

Pravention of Postoperative Nausea and Vomiting
ANZEMET Tnjection administered intravenously at & dose
of 12.5 mg appraximately 15 minutes before the cessation of
general balanced anesthesia (short-acting barbiturate, mi-
trous pxide, narcotic and anaigesic, and skeletal muscle re-
laxant) was significantly more effactive than placebo in pre.
venting postoperative nausea and vomiting. No mcreawd
efficacy was seen with higher doses.

One trial compared single intravencus ANZEMET Imaczmn
doses of 12.5, 25, 50, and 100 mg with placehs in 635 women
surgical patients ondergoing laparoscopic procedures,
ANZEMET Injection at a dose of 12.5 mg was statistically
superior to placebo for complete response (no vomiting, no
reseue medication) (p=.0003). Complete response rates werg
50% and 31%, respectively.

Another trial compared single intravenous ANZEMET In-
jection doses of 125, 26, 50, and 100 mg with placebo in
1030 (722 women znd 308 men} surgical patients, In
women, the 125 mg dose was d-ahslu,ally superior to pla.
cebo for complete resp The r rates
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§ . No emetic episodes and no rescue medication.
as bad as it could be.”

AVENTIS/681
. Tabie 1. - Pharmacokinetic Values for Plasma Hydradolasstron Following Intravengus, Admnictratloﬂ of MEEMET
is not affected by age in adult can- Injection® ’
ap-
T v P - e Coa s
(years} Dose (mL/minfkg) . (h) ., inglmL}
is v for e o~ Ty - -
Young Healthy @ . . ganen + -
Volunteers (N=24) 1940 100 mg 0.4.428%) T 24%) AR 2%
Elderly Healthy ' ' L
Injection intrave. | 'olunteers (N=15) 85-75 2.4 mgkg 8.3 130%) 6.9 1229 620 (31%)
Cancer Patients 2T : R o2 ;
Adults (N=273} 189-87 0.6-3.0 mghkyg 10.2 (34%1 7.5 i43% 506 (26%)E
Adolescents {N=21) 12-17 (.6=3.0 mpky 125 (37T%) 5.5 (31%) 562 (45% 1§
Children { N=26} 3-11 06-2.4 mghyg 18.2 (30%) 4.4 i 24%) 505 [1_0!:!?-}'
Pediatrie Sorgery ik i 2
Patients (N=18) 211 1.2 mgkg C 131 (47T%) 48 fﬂ_BﬁjT _255 {225
Patients with Severe o =
Renal Impeairmaent {(N=12) 28-74 200 mg 5.0{35%) 10.9 (30%) BBT (31%)
{Creatinine clearance ! ki : :
=10 mLmin)
Patients with Severe v T
Hepatic Tmpairment (N=3) 42-52 150 mg- 9 ] tl‘l‘r«) 1LT (22%) 398 (45%)
CI-,W apparent clseramw Lt termmal el]mmatlcm half-hife | 3 l:oeﬁc:ernt of vanahbn in- %
¥ mean values
*:_ resulte from populﬂtmm kinetie study *
% results from adult cancer study (dose=1.8 mg'kg, N=8}
§: resulte from adolescents (dose=1.8 mgfyg, N=T)
i results from children (dose=18 mgfkg, N=5)
ing 1.2
Table 2. P of Ch herapy-Induced Na and Emullfrom l:lap]nﬂp Ghnmlluran!" . i v :
ANZEMET fmeumn st e e et
1.8 mgkgt Mel.oclop_rmide;_ gt } p-value
Number of Fatients 2 69 sk
Response Over 24 Houre - .
o0l i, Pureibing B8 Al e e SR b OO e i
Nausea Scare’ Gy Z 4 ©a0 0400
*  Dose =80 mg/m®
t: Administered intravencusly
4 3 mphy intravenous belus and 0.5 mglkgh intravenously over §.h
| §: No emetic episodes and no rescue medication.
{4k Median 24l change from baseline nauses score using visual B.nalag scale WAS}'
| Score range 0="none” to 100="nausea as bad as it could be” . .
Tibh 8 Pravention nf l::hm-rm‘ll-m-umI Irldnr.eud MNausea ami Ernldt from Glpinin l‘-‘hnmmhll'lm‘
ANZ'EMET Imemun Dndansetmm )
8 mglkgi 32 mgh p-value
Number of Patients ; ;193 . 206
Injection with intravenous Rumm Over 24 Hnulrﬁ Sl
Compléte Response§ 88 (44%) 68 (43%) - NS
Nausea Score! T 10 18 NS
*:. Dose =70 mgim® .
single Iv | T Administered intra
f: Includes i2 patients who received 3 doses 0.15 my/kg of ondanaetmn mtrawnausly

I Median 24-h change from baseline nausea score using visual analog ana]ei\'ASJ Som range O="nong” to 100="nausea

were 50% and 40%, respectively. However, in men, there
was no stotistically significant difference in complete re:
aponse between any ANZEMET dose and placebn.

of Fmporllho Nausea andfor Vomiti
Two randomized, double-Blinded trials compared smg]e in-
travenous ANZEMET Injection doses of 12,5, 25, 50, and
100 mg with placebo in 124 male and 833 female patients

i who had undergone surgery with general halanced anesthe:

sia and presented with early postoperative nagzea or vom-
iting requiring antiemetic treatment,

In both studies, the 12.5 mg intravenous dose of ANFEMET
was statistically superior to placebo for complete response
(no vomiting, no escapd medicationy, No significant in:
creased efficacy was seen with higher dosea.
INDICATIONS AND USAGE

ANZEMET [njection 18 indicated for the following:

(1) the prevention of nausea and vomiting asmclaud
with initial and repeat courses of emetogenic cancer
chemotherapy. including high dose cisplatin; - |

(2) the prevention of postoperative nausea and vomit-
ing. Az with other antiemetics, routine prophylaxis js
not recommended for patients in whom there is bttle
expectation that nauses and/ar vomiting will ecenr
postoperatively. In patients where nausea and/or vam-
iting must be avoided postoperatively, ANZEMET In-
jeetion is recommended even where the incidence of
poatoperative nauses andior vomiting is low;

(3} the treatment of postoperative nausea and/or vomit-
ing.

CONTRAINDICATIONS

ANZEMET Injection js contraindicated in patients known
to have hypersensitivity to the drug.

WARNINGS

ANZEMET can cause ECG interval changes fPH. T, JT
pmlnngahm and GRS widening). These changes are refated
in-magnitude and frequency to blnod levels of the active me-
tabolite, These changes are selflimiting with declining
blood levels. Some patients have interval prolongations for
24 hours or longer. Interval prolongation could lead to car-
diovascular consequences, including heart block or cardiac
arrhythmins. These have rarely been reported.

A cardise conduction abnormality observed on an intra-
aperative cardiad rhythm monitor Gnterpreted as complete
heart bloek) was in a 6l-vear-old woman whe re-
ceived 200 mg ANZEMET for the prevention of postopera-
tive nausea and vomiting. This patient was also taking
verapamil. A similar event aleo interpreted a8 complete
heart block wae reported in one patient receiving placsba.
A B6-year-old man with Stage IV non-Hodgking lymphoma
died zuddenly 6 hours after receiving 1.8 mg'kg (119 mg)
intravenous ANZEMET Injection. Tga patient had other
potential risk factors mdudmg su}_u.lantla! exXpisure to
doxorubicin and t ey

PRECAUTIONS

General

Dolasetran should be administered with caution in pa-
tients who have or may develop prolengation of cardiae

Continued on next page

Consult 2001 PDR® supplements and future editions {or revisions
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PHYSICIANS’ DESK REFERENCE®

Anzemet Injection—Cont Table'a,  Adverse Events = 2% from Chen Py and Yomiting §

i ANZEMET Injection Ondansetron/
conduction lntlr\rnh. pmﬁenllﬂv aT. Tﬂm inelndo pa- | 1.8 mp'kg Granisetron®
h!lﬂ!mﬂl or hyp tak- Event (=605} in=358)
ing diuretics with p ial for induci ﬂewnlvt.lhnw | n

lities, patients with g i OT sy i Headach 168 (34.5%) 73 (20.5%)
taki nti-anhﬂhnﬂadmmnrnthudﬂmmlndtn |
OT";‘HIITMMM, and cumulative high dose anthracyeling | Disrrhea 96 (12.4%) 25 (7.0%)
therapy. 1
Cross hypersensitivity reactions have been reported in pa- | FOVer 30 (4.3%) 18 {5.1%)
tients who received other selective 5-HT; receptor antago- | 7 " ©
nists, These reactions have not been see:l with dolasetron Fatigue ' 25 (3.8%) 12 {3.4%)
mesylate. x
D o e . Hapatic Function Abnormalt 25 (3.6%) 12 13.4%)
The potential for clinically significant drug-drug interac- . 5
tions pesed by dolasetron and hydrodolasetron appears to Aibdominal bpin, it T2
be low for drugs ly wsed in chemoth or sur- riension 20(28%) 9 (2.5%)
gery, because hydrodolaseiron 12 eliminated b;JrnuIT.iple Hype
routes. See PRECAUTIONS, General for information about | Pain 17 (Z4%) Ti2.0%)
potential interaction with other drugs that prolong the QT,
interval. Blood levels of hydrodolasctron increased 24% | Dizziness 15 (2.2%) T(2.0%)
when dolasetron was coadministered with cimetidine (non-
selective inhibitor of cytochrome P-450) for 7 days, ond de- | Chilla/Shivering 14 (2.0%) 6(1.7%:)
creaged 28% with coadminisiration of rifampin (potent in- -

ducer of cytochrome P-450) for 7 days.
ANZEMET Injection has been safely coad d with

*: Ondansetron 32 mg intravenous, granisetron 3 mg iof

Lragenous.
+- Includes events coded as SGOT- and/or SGPT-increased (see also Liver u.nd Biliary Sy;tam below)

druge used in chemotherapy and surgery. As with other
agrents which prolong ECG intervals, caution should be ex-

sreised in.patients taking drags which Jung ECG inter- Table 5. Adverse Events = 2% from Placebo-C: fled P parative Na _lndmiﬁ'lﬂswﬂli

vals, particularly Q.. ANZEMET Injection Placsbo

In patuanl:s taking Purosemcls nifedipine, diltiazem, ACE 12.5 mg ? 4

1, glyburide, p lol, and various | Eyent (n=615) {n=739)°

chemnthmpy agents, no effect was shown on the cl

of hydrodolasetron. Clearance of hydrodalasetron decreased | Headache 58 (9.4%) Gl{6.9%)

by about 27% when dolasetron mesylate was administered — -

intravenously concomitantly with atenolol. ANZEMET did | Dizsiness 34 (5.5%) 23319

not influence anesthesia recovery time in patients. Dolas-

etron mesylate did not inhibit the antitumor activity of four | Drowsinesa 15 (2.4%) 18 (2.4%}

chematherapeutic agents {cisplatin, 5-fluorourecil, doxoro- -

bicin, cyclophosphamide) in four mnnm models. Pain 15 (2.4%) 21 (2.8%) -

Carcinogenasis of ™ . .

In a %4-month mnmﬂ‘t, there was a statisti- | Urinary Retention 12(2.0%) 16 (2.2%)

cally significant (P=0.001) 1 in the i of com-

bined hepatocellular adenomas and cercinomas in male -

mice treated with 150 mgkg/day and above. In this study, | ANZEMET® Injection

mice (CD-1) were treated orally with dolasetron mesylate | (dolasetron mesylate injection)

75, 150 or 800 mpg/kg/day (225, 450 or 900 mg/m*iday). Fora | 20 mg/mL

50 kg person of average height (1.46 m* body surface area), '

these doses represent 3.4, 8.6 and 13.5 time the recom: Strength Description NDC Number

mended clinical dose (66.6 mg/m®, intravenous) on & body | > 7 :

surface area basis. No increage in liver tumors was obeerved | 125 mg 0.625-mL single use ampules 0048-1208-65

atndoaenr!"?’ﬂmgfkgﬁdaymm]emmeandatdomupm | "B'F“fs}

[n a 2A-month rat r"‘ Dawley) iy wtisdy; 100 mpfs mL 5-mL single-use vial 0088-1206-32
dolagetron was nott i ntdusﬂupm

T.ﬁl} mygfkgiday (900 mg/m®/day, 13:5 times the recom-
mended human dose based on budy surface area) in male
rats and 300 mgkgiday (1800 mg/m*day, 27 times the rec-
ammnd&dhumdm bsscdunbodysmﬁunmn)iniev
male rats,

Dolasetron mesylate was not genotoxic in the Ames test, the
rat fymphocyte chromosomal aberration test, the Chinese
hamster ovary (CHO) cell (HOPRT) forward mutation test,
the rat hepatocyte unacheduled DNA syntheais (UUDS} test
or the mouse micronuelens Lest.

Diniaaetron meaylate was found to have no effect on fertility
and reproduetive porformance at oral doses up to 100 mg/
kgiday (600 mg'miday, 9 times the recommended human
deose based on body surface area) in female rats and ap to

chemotherapy are consistent with those obtained in adults.
Mo efficacy information was collected in the pediatric post-
uperative nausen and vomiting studies.

Use in Elderly Patiants

| Doaage adjnstment is not needed in patients over 65, Effec-

400 mg/kg/day (2400 mgfm*day, 36 times the recommended |

human dose bazed on body surface area) in male rata,
Pregnancy. Teratogenic Effects, Pregnancy Category B.
Teratology studies have not revealed evidence of impaired
fertility or harm to the fetus due to dolasetron mesylate.
These studies have beon performed in pregnant rata at in-
travenous doses up to 80 mghkgiday (5.4 times the reeom-
mended human dose basod on body surface area) and preg-
nant rabhits at intravenous doses up to 20 mpkgiday (3.2
times the recommended human dnne haaed on body su
area}. There are, h ", no and well

trofled

tiverioss in prevention of nausea and vomiting in elderly pa-
tients was no different than in younger age groups,

ADVERSE REACTIONS
Chemotherapy Patients
In contralle ical trials, 2266 adult patients recen'ed

ANZEMET Injecticn. The overall adverse event rates were
similar with 1.8 mg'kg ANZEMET Injection and- on-
dansetron or granisetron. Patients were receiving comour-
rent chemotherapy, predominantly high-dose (=50 mg/m®)
cisplatin. Following 15 a combined listing of all sdverse
events reported in =2% of patients in these eontrolled trials

| iTable 4).

|See table 4 abovel

Po ve Patients

In controfled clinical trials with 2550 aduli patients, head-
ache and dizziness were reported more frequently with 12.5
mg ANZEMET Tnjection than with. placebo, Rates of other
adverse events were similar, Following is a listing of all ad-
verse events reported in =2% of patients receiving either

studies in pregnant wumen B(-canse animal repmdnt\‘.mn

studies are not alwaye predictive of human response, this

drug should be used during pregnancy only if clearly
needed.

M-ll’!ll'_)ﬂ Mothers

1t i» not known on in
human milk, Because many drugs are excwhed in human
milk, caution should -be exercised when ANFEMET Injec-
tion is administered to a narsing woman.

b obther dnlamei 1, dod

Four open- n-lahel, noneomparative pharmacokinetic studies
have been nerfnrmed ina wta] of 108 pediatric potients re-
ceiving ! hemotherapy or ing surgery
with genera_l anesthesia. These patients received
ANZEMET Injection either intravenously or orally in juice.
Pediatric patients from 2 to 17 years of age participated in
these trials, which included intravencus ANZEMET Tnjec-
tion deses of 0.6, 1.2, 1.8, or 2.4 mghg, and oral doses of 0.6,
1.2, or 1.8 mgkg There is no experience in pediatric pa-
tients under 2 years of age. Overall, ANZEMET Injection
was well tolerated in these pediatric patients. Efficacy infor-
mation collected in pediatric patients receiving cancer

will be

by and sub
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placebo or 12.5 mg ANZEMET Injection for the prevention
or treatment of postoperative nausea and vomiting in con-
trofled clinical trials (Table 5).

[See table 5 above]

In clinical trials, the following infrequently reported ad-
verse ovents, assessed by investigators as treatment-related
or causality unknown, following oral or intrave-
nous administration of ANZEMET to adult patients TECeiv-
ing concomitant cancer chemotherapy or surgery:
Cardiovascular: Hypotension; rarcly-edema, peripheral
edema. The fillowing svents alse occurred rarely and with a
similar frequency as placebe andfor active comparator: Mo-
itz I AV block, chest pain, orthostatic hypotension, myoear-
dial ‘izchemia, syncope, severe bradveardia, and palpita-
tions. See PRECAUTIONS pectisn for information on poten-
tial effects on BCG.

In addition, the following asymptomatic treatment-emer-
gent BCG changes were seen at rates ]m l‘han ar uqua] to
those for active or placebo l dia,

dia, T wave change, ST-T wave cha.nm mu.s arrh;rtl:mm
ud:rasymle {APCa or VPCsl, poor R-wave progression, bun-
dle branch block (left and right), nedal arrhythmia, U wave
change, atrial flutter/fibrillation,

editions

| Furthermore, severe hypotension, bradycardia and syncope
have been repomd immediatély or closely following IV ad-
ministration.

Dermatologie: Rash, increased sweating,
Gmlmﬂsmam: Conatipation, dyspepma ahdom-
inal pain, anorexia; rarely-pancreatitis,

Hearing, Taste and Vision: Taste perversion, abnormal vi-
sion; rarely—tinnitus, photophobia.

Hematologic: Rarely-hematuria, epistaxis, prothrombin
time prolonged, PTT increased, anemia, purpura‘hema-
toma, thrombocytopenia,

Hypersensitivity: Rm]) anaph}]a:whc rsm:on, £n|:1,a]
edema, wrticaria.

Liver and Biliary System: Transient fcreases in AST
(SGOT) andior ALT (SGPT] values have been reported as
adverse events in less than 1% of adult patients receiving
ANZEMET in clinfeal triale. The increases did not appear to
e related to dose or duration of therapy and were not asso-
clated with symptomatic }pepam disease. Similar increases
were geen with petients receiving active comparator, Rare-
ly-hyperbilirubinemia, increased GGT,

Matabolic and Nutritional: Rarely-alkaline phosphatase

increased.

Musculoskeletsl: Rarely-myalgia, arthralgia.:

Nervous Systam: Flushing, vemgn, paraesthesia, tremor;
rarely-ataxis, twitching.

Psychiatrie: Agitation, sleep disorder, depersomalization;
rarely—cenfugion, anxiety, abaormal dreaming.

Ru-plmm System: Rarehr—dyspnen, bmn:hmpa.mn.

Urinary 8§ rely—dysuria, pelyuria, acute renal

foilure,

\l'luular (Extracardiac): I.m:aI pain ar burnlng on IV ad-
tion: rarely 1 ischemin, thrombophlebitis/

phlebitis.

OVERDOSAGE

A B8-year-old man with metastatic melanoma and no known
pre-existing cardiae conditions developed severe hypoton-
sion and dizziness 40 minutes sfter receiving 4 15 minute
imtravenocus infusion of 1000 mg (13 mp/kg) of dolasetron
mesylate, Treatment for the overdose consisted of infusion
of 500 mL of a plasma expander, dopamine, and atropine.
The patient had normal sinos rhythm and prolongation of
PR. QRS and QT, intervals on an ECG recorded 2 hours af-
ter the infusion. The patient’s blood pressure was normal 3
hours after the event and the ECG intervale returned to

haseline on follow-up. The patient was releasad from the
hospital 6 hours after the event,
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