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PRODUCT INFORMATION

NOVARTIS PHARMACEUTICALS/2367

GH >2.5 ng/mL, IGF-1 elevated, and/or clinical symptoms
uncontrolled, increase Sandostatin LAR® Depot dosage to
80 mg every 4 weeks.

GH =1 ng/mL, IGF-1 normal and clinical symptoms con-

trolled, reduce Sandostatin LAR® Depot dosage to 10 mg

every 4 weeks,

Patients whose GH, IGF-1, and symptoms are not ade- |
quately

controlled at a dose of 30 mg may have the dose
increased to 40 mg every 4 weeks. Doses higher than 40 mg
are not recommended.
Administration of Sand in LAR® Depot at intervals
greater than 4 weeks is not recommendad because there is
nc adequate information on whether such patients could be

rily controlled.
In pahanta who have received pituitary irradiation,
Sandostatin LAR® Depot should be withdrawn yearly for
approximately B weeks to assess disease activity. If GH or
IGF-1 levels inerease and signs and sympioms recur,
Sandostatin LAR® therapy may be resumed.
3. Special Populations: Renal Failure

1. Patients Not Currently Receiving Octreotide Acstate
Patients not currently receiving octrootide acetate should
begin therapy with Sandostatin® Injection given subcuta-
neously, The suggested daily dosage for carcineid tumors
during the first 2 weeks of therapy ranges from
100-600 mng‘daym%dlwdeddmeﬁ{mmdaﬂydusmm
400 meg). Seme patients. mqnqaum dosoea up to 1600 meg/
day, The suggested daily dosage for VIPomas is 200-300 meg
hﬂﬂ:ﬂded&m(range 150-750 meg); dosage may be ad-
justed on an individual basis to control symptoms but asu-
ally deses abeve 450 meg/day are not required.
Sandostatin® Injection ahnuldbemhnuedfmat]matﬁ
m Thereaft : iy

g Touk g

LAR® Depot should be
stored at refrigerated temperatures betwoen 2°C and 8°C
(36°F-46°F) and protected from light until the time of use.
Sandostatin LAR® Depot drug product kit ehould remain at
room temperature for 30-60 minutes pricr to preparation of
thédrugmpemiun.!{mm a!ﬁerpn}pumhmthndmg

I must be .

*Trademark of Medical Economics Company, Ine.
REV: APRIL 2004 - T2004-23
89018502

Sandmﬁhnmmﬂepotmhmmmuhﬁumdh

Distributed hy:
Novartis Pharmaceuticals Corporation
East Hanaver, New Jersey 07936
©Navartis
Shown in Product Identification Guide, page 325

SIMULECT®
Istm ew like]
(basiliximab)
For Injection
Rx only

me?llﬂu;: Information Ao b
ollowing prescribing information is based on official

WARNING
who are Only physici i d in ir i
ers” to oetrootide acotata and who tolerate the dn.l,g:my be therapy and mnnlnmm of organ transplantation pa-
switched to Sandostatin LAR® Depot in the dosage regimen tients should prescribe Simulect® (basiliximab). The
described under 2, below (Patients Currently Recoiving nsible for Simulect® administration
should have pl inforr i for the

SMJ@W}.
2. Pationts Currently Receivir Sandostatin® i

Tostatin® Inject

recai\ring S can be

2 Depot in o dnmgu of 20 mg
&n;mlhs.

apeutically effective levels following initial injection of
Sandostatin LAR® Depot, carcinoid tumor and VIPoma pa-
tients should continue to receive Sandostatin® Injection s.c.
fm-ntlu:tZwastsmthsmdmgatheyweranhng
before the switch. Failure to continue subcutaneous injee-
tions for this period may result in exacerbation of
ny-m;:tnma (Some patients may require 3 or 4 weeks of sneh

M’u.-r f.wo mmmaflﬂﬂm}wofgmdwhﬁhm
Dépot, dosage may be increased to 30 mg every 4 wosks if
symptumn are nol, ad,equate}y mntmllad. [-‘ tients who

sageshould then be increased luEUmgwsyd.waaks Many
ﬁetumts can, however be satisfactorily maintained at a
‘weeks. i

mended as a starting dose, however, because therapeuti-
cally effective levels of octreotide mnuhedmnmmmﬂly
with a 20-mg dose.
Mummwmmmmﬁﬁm
there is no information on their usefulness.
prnhgmdwmﬂmnh‘oﬂuiaympms.mnuwﬂlm
cinoid tumers and VIFomas often experience periodic
mham od'symptmm{regurdlaunfwhnherthaym
being. or Sandostatin
LAR® DepntJ Duﬁns these periods they may: be given
Sandostatin® Injection s.c. for a few days at the dosage they
wmmwngpnorhmmhmﬁmdmtntmlmmw
When symptoms are again controlled, the Sandostatin®
Imﬂc‘bunnc ean be discontinued.

ion of Sand in LAR® Depot at intervale
muterthnniweeksmmtmmmdadheeamthm:s
no adequate information on whether such patients could be
adequately controlled.

s

follow-up of the patient. Patients t-uhi'nn the drug
should be managed in facilities equipped and staffed
with adequate laboratory and supportive medical
resources.

Tbeemmmddegmeufdnhﬂmhmtnvmm
partments have not been fully studied. The w
life ig 7.2 + 3.2 days. 'I‘uta]hwxulmmud.l*lgmu}.\.
No clinieally relevant influenes of body 1 it or gender on
distribution volume or clesrance has heen o in adult
pahenta Ehmmamha]fliﬁwmnmfn.ﬂtmmadhy
AD , - or race (see DOSAGE AND

Plﬂﬂﬁe: The ]:hmmkmahﬂ of Smum hm'e been

renal trans-
plmhﬂnn.lnmﬁntuudchﬂmtl 11 years of age, n=25),
the distribution volume and clearance were reduced by
‘sbout 50% compared to adult renal transplantation pa-
tients. The volume of distribution at steady state was 4.8 +
21!..ha}fh.1fewu95 * 4.5 days and clearance was 17 +
mIJ'h n parameters were not influenced to a
lwuntmtbyml‘l—nyumnfnge), )
wmght(mkg}urbndysmfsﬁam(q&%IMmlmms
In adelescents n=14)
mhm similar to that in ;duitm aﬁn m
patients. The volume of distribution at mnﬂy state was
78*&1[:.11!&“1&*“89.1 8.9 days and clearance was
-31 + 19 mL/h (see DOSAGE AND ADMINISTRATION).
thdymmiel
i o IL-2R« in adulis is

mmtainbd a-n long as serum Simulect® levals excoed
0.2 pg/mL. As concentrations fall below this threshold, the
IL-2Ra sites are no longer fully bound and the number of
Teeells unbound IL-2Ra returns o pretherapy
values within 1-2 weeks, The relationship between serum
concentration and receptor saturation was assessed in 13
pedmlrmpnhﬂnhﬂnﬂ.wasmﬂﬂrtothatuhmdm
ach.llr,nm] hg@mpﬁhmt&hmmﬂnsumg
rate that Simuleet® binds only to

'm duration l?fclim:aﬂ?rel‘ewmlbz receptor blockade
after the recommended course of Simulect® i not known.
When iximab was added to a regimen of cycl ﬂspuﬁnn
UW {HODIFIED) an-i nﬂtﬁmmlds in adult patients,
of IL-2Ra was 36 = 14 days
SD), similar to that chaerved in pedintrh patients (36 + 14
days‘] fm DOSAGE AND ADMINIETRA‘TJQN). When
was toa therapy regimen consist-
ing of cyclosporine, USP (MODIFIED), corticogteroids, and
azathioprine in adulls, the duration was 50 +Mﬂaysmd
when added to cy:}mpnrma, USP (MODIFIED), corticoster.
oids, and mycophenolate mofetil in adults, the duration
was 59+ 17 daye (see PRE(AUTIONS. Dﬂw fniemﬁaw

Kimeli

[mm*

DESCRIPTION

Smnle-cm {hnluannb) is a chimerie [nlurm‘humu)
1 antib ;{lscm}., duced by bi

DNA as an i

agent, wﬁwmmmmmummﬂmz

fer

ieall ang" d to lasmid Gmhnimng .
‘man heavy and light chain constant region genes and mouse
heavy and light chain variable region gencs oncoding the
RI'TS antibody that binds selectively to the IL-2Re.

The s;lt&e mgred:ent bas:hxlmah is water snlublu The

gen phnsphata (anhydrous), Gaomgmdmm cthndn, 10'mg
sucrose, 40 mg mannitol and 90 mg glycine, to be i

No significant cb
or cell phenotyp mnbmedbyﬂwcmwatm
CLINICAL STUDIES

The safety and efficacy of Simulect® for the prophylaxis of
acute organ rejection in adults following cadaveric- or
living-donor renal transplantation were sssessed in four
rlmiolmnedr. double-blind, placebo-contrelled clinical stud-
ies (1,184 patients), Of these four, two studies (Study 1 [EU/
CAN] nndSmdy![USal:udﬂ)mpamdtwo?ﬂmgdmunf
Simulect® with placeho, cach ndmmastemd manenumly
as an infusion, as part of & !
regimen comprised of cyclosporine, LFSP {MODIFIED) and
corticosteroids. The other two cemt.mllad ntndms ccrmpamd
two 20-mg doses of Simulect® with p , each
tered mimvaneua]y a5 a ho]u.s xmaﬁhm. anpu.rt nfaslan
tripl comprised of cyclo-
sparine, UsP (MODIFIED), corticosternids and either
azathioprine or mycophenolate mofetil (Study 3 and Study
4, respectively). The first dose of Simulect® or placebo was
d within 2 hours pmr 1o transplantation sur-
gery (Day 0) and the second d se administered on Day 4
post-transplantation. The regimen nl'S:muledib was chosen
to ptmnda 3045 days of IL-2Ru saturation,
'?29

tuted in 2.5 mL of Sterile Water for Injection, USP. No
preservatives are added.

‘Enrh ﬂnmg v-]a.l eunteins 20 mg bagiliximab, 7.21 mg
hate, 0.99 mg disndium hydro-

gmphmphm(anhydmun) lslmgsodmmuhkrld&?ﬂmx

suerose, 80 mg mannitnl and 40 mg glycine, to be reconsti-

thted inﬁmLufStvn']eWm for Injection, USE. No preser-

vauves are added.

CLINICALWOLQGY

Genersl

Momhmdﬁnhum Basiliximab functions as an I1-2
recoptor antagonist by binding with high affinity (K, = 1
xiﬂ“hﬁ]tuﬁwulphachunofthehghaﬁmtyﬂ,zm-

! nis were. _“-‘mthetwostud.nasnmsgduu%nu.l
"Cy-
c'lusporme USP (MODIFIED), snd corticoste Foida; of whidh
363 patients were treated with Simulect® and 358 patienls
were placebo-treated. Study 1 wus conducted av 21 sites in
Europe and Canada (EU/CAN Study), Study 2 was con-
ducted at 21 sites in the USA (US Study). Patients 18-75
years of age undergoing first eadaveric (Study 1 and Study
2) or living-donor (Study 2 enly) rmnltmmplmtauon with
=1 H.LA mismateh, were enrolled.
The primary efficacy endpoint in both studies was the inci-
dam:eufdunth, gra&lueqwmapm ufmcuta rqs:twn
during the first 6 ths post-tr
efficacy endpoints included the pnmary eﬁeacy vmnble

ceptor complex and inhibiting IL-2 binding. B i
specifically targeted-against [L-2Ra, which is selectively ex-

i during the first 12 month

the incidence of biopey-confirmed ncnta mmh»:m during the
first 6and 12 months post-transplantation, and patient sur-
vl\'a] and graft survival, each measured at 12 menths post-

lantation. Table 1 smnmanm the rauuhs of these
spla 1 ths of

by ks group experiencing
the pr]mary efficacy endpoint ziuang the first 12 months
pott-uanlplmmim for Study 2. Patients in both studies
receiving Simulect® experienced a signifieantly lower inci-
dence of biopsy-confirmed rejection episodes at both 6 and

transplantation. There was no difference in
the rate of delayed grafl function, patient survival, or graft

Simulect®-treated patients and placebo-
treated patients in either study,

There was no evidence that the clinical benefit of Simulect®
was limited to specific subpopulations based an age, gender,
race, donor type (cadaveric or living donor al]nsra.m ar

3. Special Populations: Renal Failure m‘amdnnﬂmm‘&wofamvated'ﬁ,mphqm This spe-
In pationts with renal failure requiring dialysis, the half-life | cific high affini b'bandmgofﬁmuledEtoILrSRumm
nfmbdemaybammad,mt&ﬁngamumwf tively inlibits IL-2-mediated acti of Iym a
the maintenance dosage (see CLINICAL PHARMACOLOGY | critical pathway in the cellular immune involved stud:n. Figure 1 di
and Pharmacokineties of Octreotide Avotate). in allograft rejection. of
HOW SUPPLIED Kt:.!ein them::;hc:. Sl.gmbcm impairs the response of
Sandostatin LAR® Depol (ocg:ouaehmmemr injectable | bt 1o respond to 1 2 L‘“"‘""'ﬂh
suspension) is available in single-use kits containing a 5-mL T Yoboia nmlma] i basirad
vial of 10 mg, 20 mg or 30 mg strength, a syringe containing hm;nhgﬂmm‘lm PREC‘!{MFTTOB'SJ. o e 12 months post
2.5 mL of diluent, twp sterile 1 1/2" 19 guuge needles, and Pharmacokinetics
Wualcnhlmménma&nmhmkiutfnru:epmpm P e R e sieal 1
tion of drug is also d with lies have been conducted ln pahnnl-u undergoing first
kidney e doses ranged from
- ‘lﬁmgnpwlﬁﬂmg Faakmn'SDmrmnwm
: seeet NDE 0078.0340.61 ion. of 20 mg over 30 minutes is
20 mg kit ~+ NDC 0078034161 | 7.3 2 5.1 mg/l. There is  dose-proportional increase in | histary of disbetes mellitus.
30 -mg kit NDC 0078-0342-61 | €_ . and AUC up ta the highest tested single dose of 60 mg.
De tration kit . NDC 0078-9342-81 | The volume of distribution at steady state is 8.6 + 4.1 L.

Continued on next page
Consult 2005 POR® supplements and future editions for revisions
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2368/NOVARTIS PHARMACEUTICALS

PHYSICIANS' DESK REFERENCE®

t lect—Co Table 1
] Efficacy F I of Patients)
[See table 1 at right) Dual-therapy Regi (eyclosporine® and
: ; ¢ Study 1 Study 2
Figurs 1 Placebo  Simulect® Placebo  Simulect®
Kaplan-Meler Estimate of the Percentas of Subjects with {N=185) (N=130) p-value (N=173) {N=173) pevalue
Deatt, Graft Loss or First Rejection Episode (Dual Therapy)
Month: 012 Primary endpoint
Death, graft loss or acute rejection apisode (0-6 months)
- L Pacebo ... 57% 42% 0.003 5% 38% 0.002
ke Secondary endpoints s
B Deotl, grofh loss or-acute episode (0-12 menths) =
B fronid ey . B0% 16% 0,007 58% 41% 0.001
% 30 Hinpsy-confirmed le {0-6 manths) h
. A% 30% 0.007 4% 33% 0.015
E 20 Biopsy-confirmed rejection episode (0-12 months)
46% 2% 0,005 49% 35% 0.000
Patient survivel (12 months)
7% 95% 029 96% . 9% 0.56
Patients with functioning graft (12 menths) 1
" 87% 88% 0.70 93% Bh% 050
e
Two double-blind, randomized, J trolled studi F (MODIFTED)
(Sb.sdySandStudyilmssdthnaafeﬂrandaﬁcuyof =
Simulect® for the prophylaxis of acote renal transplant re- P Table2
jection in adults when used in combination with a triple im- Efficacy Parameters (Percentage of Patients)
munosuppressive regimen. In Study 8, 340 patients were = s
concomitantly treated with cydoeporine. USP (MODIFIED), Study 3: Triple-therapy Regi yclosp *, corti , and azathioprine)
corticosterids and azathioprine (AZA), of which 168 pa-
tients were treated with Simulect® and 172 patients were Placebo - Simulact®
treated with placebo. In Study 4, 123 patients were s ﬂim:om (N=172) (N=168) pevalue
itantly treated with mlnsparlm, USP (MODIFIED), corti
and mofeti] (MMF), of which o9 Primary e ! " g Jaag. -
patients were treated with Simulect® and 64 patients were | Acute rej pisode (0-6 ) 35% o R 0.005
treated with placebo. Patients 18-70 years of age undergo-
ing first or second cadaveric or living donor (related or un- | Secondary endpoints L p
related) renal transplantation were enrolled in both studies, | Death, graft loss or acute reje epu.audu (0-6 months} 0% 26% 0,008
The results of Study 3 are shown in Table 2. Thesa results | THepey-confiemed T ehionap ) Svmé ;:'; OLg%%
are consistent with the findings from 5 1:and Study 2. el SurvIvi : i
[Seo table at right] o Y% | Patiants with functioning graft (12 months) 88% 0% 0599
hm&mmmﬂpmuhwmmghmpﬂ 5 : FHEEH=In
proven acute rejection by 6 mn:ntga was 15",; (9 of 69 pa- SUSR MOTIETEDY 4
tients) in the Simulect® group and 27% (17 of 64 patiente) | iy @ ® to Simulect® and/or following re-exposure | cbserved with dual therapy (10-78 m[.u'h) The foll
i mﬂm‘” Branp. i‘m@&m lower, the after savernl months, These reactions may include Eypo- m’i.:uhamhn @ been ndmi:n:mmd HE‘%
In a multicenter, randomized, double-blind, placek m&hinprim myeoph :

eontrolled trinl of Simulact® for the prwanl:inu of allograft
rejection in liver mm-p]am récipients (n=381) rwaMng
concomitant cyclosporine, | USP (MODIFIED) and stervids,

the incidence of the combined endpoint of death, graft lnas

or first biopsy-confirmed rejection episode at cithor 6 or 12
months was similar between patients randomized to receive
Bimulect® and those rand 1 to receive placeh

; tach it
permanently d].amhmmd Medmstlona for

severe hypersensitivity reactions including anaphylasis
ghould be available for immediate use. Patients previously
admmmtwud Simulect® should only be re-exposed 1o a sub-

The efficacy of Simuleet® for the prophylaxis of acute rejec-
tion in recipients of a second renal allograft has not been
et nal gllograll b

Long Term Follow-up

Five-year patient survival and graft survival data were pro-
vided by T1% and 58% of the original subjects of Study 1
and Study 2, respectively, Subjects in both studies contin-
uedwmnamaadua] rlwrawmunm!h:yclos‘pwlue.
USP (MODIFIED) and corticosteroid. No difference was ob-
served between in the 5- ynm--gnﬂ:sumvd in either
Study 1 (91% Simulect® group, 92% pl group) ar Study
2 (85% Simulect® group, 86% placebo group). In | S'huiy 1
patient survival was Jower in the Simulect®-treated
tients compared to the placebo-treated patients ( 63
[87%] versus 156/184 [95%], respectively). The cause of this
difference in &Mma&&mmd&m
an increase in malignancy- or infection-related mortality. Tn
Study 2, patient survival in the placebo group (90%) was the
same compared to Simulect® group (90%).

INDICATIONS AND USAGE

Simulect® is indicated for the pmplurlma of amﬁumn
rejection in patients receiving renal t ‘when

t course of therapy with extreme caution. The
potential risks of such re-administration, specifically those
iated with 1 B sion, are not known,

PRECAUTIONS
General
It is not known whether Simulect® use will have 8 long-

term effect on the ability of the immune system to respond
to antigens first encounterad during Simulect®-induced

&ctupm the patient. In none of these cases was there ev-
idence that the presence of anti- 1d:ﬂt¥ne ml:lho\iy am]qru
ated Simulect® clearance or decreased the period of recep-
tor saturation. In Study 2, the incidence of human ants-
murine antibody (HAMA) in renal transplantation patients
treated with Simulect® was 2/138 in patients not exposed to
muromonab-CD3 and 4/34 in gumnta who subsequently re-
ceived

used as part of an immunosuppressive regimen that in-

cludes cyclosporine, USP (MODIFIED) and corticosteroids.

The efficacy of Simulect® for the prophylaxis of acute rejec-

tion in recipients of other solid organ allografts has not bean

demonstrated.

CONTRAINDICATIONS

Simulect® is contraindicated in patients with known

mmmﬁviwwhasmm“mynﬁwwmmntaf
the formulation. See cumposﬂmn of Simulect® under

DESCRIPTION.

WARNINGS. See Boxed M.IIMNG

General

Stmulect® should be adminmtam] under qﬂaﬁﬂed medieal
superviglon. Patients should be informed uF ‘the patenml
benefits of therapy and the risks inted with

FIRTTaT

cnrhcwtumvh.l-\. ssporine

© potential dsm@mmgtba in,
itra anmy}, with Salmonella (Ames) and V79 Chinese ]mm-
ster cells. No long-term or I'e:‘l.:!..\y studies in laboratory am-
mals have perf d to the | of
Simulect® to produce carcinogenicity or fertility impair-
maent, respectively,
Pregnancy Category B
There are no adequate and well-contralled studies in preg.
nant women. No maternal toxicity, embryotoxicity, or ters-
togenicity was observed In cynomolgus monkeys 100 days
post coitum fnﬂuwmg dosing with basiliximah during the ar-
grnogenesis period; blood levels in pregnant. mcnksyn Were
13-fold higher than those human ;amnw %

i are

barrier, because the 1-2 receptor may p'lnﬁ' an lmpm'umt
role in development of the immune system, and bﬁﬂll:ﬁ;n
imal reproduction studies are nu':a]wnyspmﬂ:uma -
man response, Simulect® should only be used in pregnant
women when the potential benefit justifies the potential
risk to the fetus, Women of childbearing potentinl should
use effective contriveption before beginning Simulect®
therapy, during thsmpy aml for 4 months after completion
of Simuloct® therapy:

Nursing Mothers

1t is mot known whether Simulect® is excreted in human
milke. Besnuse many drugs including human antibodies are
excreted in human milk, and because of the potential for

\b-CD3. The available clinical data on the

u.saof ib-C'D3 in patients previously treated with

suggest that sub use of 1b-CD3

ar other murine anti-lymphoeytic antibody prepmuensm
not precluded.

ﬂmedmmmewmwdmmmwmhﬁr&
sults were considered positive for antibodies to Simulect® in

dvarse reactinons, a devision should be made to discontinue
nursing or to ue the drug, Mmgmmmntﬂle
mwrh.nuenftkadmgwthemutba:

ic Use

an ELISA assay, and are highly dependent on the sensitiv-
ltyandnpeuﬂmtyofthaum&ﬂnmﬂiythobmdin-
af antibody positivity in an assay may be influenced

by several fnmnmdudmganm handling, concomitant
medications, mdundarlymgdl.m For thsss reasons;
of the i of to Simul with

No domi ‘I‘ b trolled studies have been com-
pleted in tric patients. Tn & safety and pharmacoki-
netic study, 41 pediatric patients (1-11 years of age [n=27],
12-16 years of age [n=14], median age B.1 years) were
uenhdmthﬁmlwﬂ!mmwbﬂumﬁmm in
addition to d eesive )

the incidence of antibodies to other pmdum may he
misgleading.

Drug Interactions

Nodmeai]uslmunt mnmmywhan Smuhe!@lsadded

M
s.ndalﬂm'm ex'mymphem-

tration of immunosuppressive tbempy

While neither the incid ly e disor-
ders nor opportunistic infecﬂnna was h:gher in Simulec@
treated pati than in p

on mmuaumpmeuiva I.hmpy are at increased mk f‘ur
dna‘lupmg these complications and should be it

thioprine
lnte mofetil. Three clinical trials have investigated
S‘Imnlect@minmmhmnﬁnnwﬂhh‘lple—thm regimens.
kinetics were ed in two of these trials. Total
¥ clearance of Simulect® was reduced by an
22% and 51% wlmn azathioprine and mycophenolate

H
Severe acute (onset within 24 hours) hypersensitivity reac-
tions including anaphylaxis have been observed both on

in will be and

mofetil; ively, were added to a regimen consisting of
tjcloaponne. USP (MODIFIED) and corticosteroids, None-
theless; the range of individual Simulect® clearance values
in the presence of azathioprine (12-57 ml/h) or myeoph

yelosporine, USP (MODIFIED), corticosteroids, aznthic-
prine, and mycophenolate mofetil, The acute ion rate
At six months was comparable to that in adults in the triple-
therapy trials. The most fmquently reported adverse eyents
were hypert and rhinitis (48% each),
mnwtmdmfcmmf-iﬁ%'ﬁ and fover (39%). Overall, the
adverse event profile was consistent with general elinical
experience in the pediatric renal transplantation pb‘pu]sﬂlm
and with the profile in the controlled adult renal tra

Lation studivs. The available phm»km data in chil-
dren and adolescents are described in CLINICAL PHAR-
MACOLOGY and DOSAGE AND AD&HNB?RATION

it iz not known whether tha i 1o vaceines,
infaction, and other antigenie mm\zlj admuﬁstarud Or #n-

d during Simulect® therapy is i d or whether

such

ldta mofetil (7-54 mL/h) did not extend ontside the range

P by suppl A 1

will Temain impaired after Simulect®
therapy.
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PRODUCT INFORMATION

NOVARTIS PHARMACEUTICALS/2369

Geriatric Use
Controlled elinieal studies of Simuleet® have included a
small number of patients 65 years and vider (Simulect® 28;
plaeabo 32). From the uvaﬂsbhda:.nmmp&rmgﬂmuleﬂ@
AR TR thie-nd ik profile: i
M*ﬁﬁmn{mumﬁﬂ'amtfmnpnhmm<%
years of age and no age-related. is re-
quired. Caution must be used in giving immunosuppressive
drugs to elderly patients.
ADVERSE REACTIONS
Because clinical trials are conducted under widely varying
conditions, adverse reaction rates observed in the clinical
trials of a drug cannot be directly
:hmcaltnalsafmnthsrdmgandmymtmﬂadﬂmrma
observed in practi i nﬂ'nrmahunﬁmn
elinical tm]sdues,bnwzver provide a basis for identifying
Lhaadvermewenmt‘hatappmrhheralatﬂdtndmgmnd

for a rates. = . :
‘Ihemcldnmufndvemgventafw_' ) was, deter-
mined in four , double-blind, plac

clinical trigls for the pre!mnnnn of renal alingmﬂ Tejection,
Mnf:ﬁemﬂmlsmdylmdsmdym,mdududmm
tenance immunosup s regimen comprised of eyelo-
sporing, USP (MOD: D) and mﬂocmernida whereas
the other two studies (Study 3 and Study 4) used a
iup]e-mmmaupwamve regimen comprised of cyclospor-
ine, USP (MODIFIED), corticosteroids, and either

thio mycophenolate mofatil.
mﬂem:rnﬂnwb:aﬁh&awmdad—

verse eventé seen in organ tation as o
quen d ’,,f_., di and neurrent
dmi “m..... of L ts and other medi

Urinary: alt ia, bladder disorder, dysuria, fi

m.\:tunzinn. hamaturia inereased non-protein nitrogen,
renal function, renal tubular necrosis,

'r'bﬁm Disorders: calaract, cm;unchnhn. abnormal

WMu Blood Cell: leucopenia, Ammg tlmn avmta. lr.-u-

tation. The second daose should be withheld if complications
such as severe hypersensitivity reactions to Simulect® or
graft loss occur.

Reconstitution of 10 mg Simulect® Vial

To prepare the reconstituted solution, nddEﬁde‘B’twﬂB
Water for Injection, USF, using

containing the Simulect® powder, Shak.ethevmlgenﬂyw
d:ssu&vulhcpawdzr

copenia and hypeﬂnglyeendemn ) Y
in the two triple-th ~and
mycophenolate mofetil then in ﬂwdua]Mpy studies.

Malignancies
The incidence of malignancies in the controlled clinieal tri-
als of renal transplant was not significantly different be-
tween groups at 1 vear (9/580 Simulect®treated patients
vs. 127584 placebo-treated palients) or among patients with
feyear follow-up from Studies 1 and 2 (21/295 Simulect®-
treated patients vs. 21/291 placebo-treated patients). The
ineidence of lymphoproliferative disease was not signifi-
eantly different betwoen groups, and less than 1% in the
Simulect® {reated patients.
Infections
The overall incidence of cytomegalovirus infection was
similar in Simulect® and placebo-treated patients (15% vs.
17%) receiving a dual- or triple-immunosuppression
’ Hows: in patients réceiving 8 triple-

regimen, the incidence of serious cyto-
mugulunrus infection was higher in Simulect®-treated pa-
tients- compared to placebo-treated pationts (1% 8 5%5
The rates of infecti serious infecti and i
orsamsm were similar in the Simulect®- and plncnho.-
-therapy 1

WM mtlwmmpmiad by 96% efthepaueuta
in the placebo-treated group and 96% of the |

t groups among dual- and triple

Simulect®-treated group.
studies, 1 &év#g%a avanza in 1
treated with recummanﬂad dose of Slmulect@ wns sim-

ilar (o that in 594 patients treated with pl

The 1l i8 isotonic and may be given i
thsrasabaltawedmnordﬂutedmnwlumeufﬂsmL
with normal saline or dextrose 5% for infusion. When mix-
ing the solution, gently invert the bag in order to avoid
foaming; DO NOT SHAKE, 1 if
Reconstitution of 20 mg Simulect® Vial
prmpmthemmtadaolmnn add 5 mL of Sterile

ther as a bolus injection or diluted to a volume of 50 mL
with normal saline or dextrose 5% for mfusion, When mix-
ing the solution, gently mvart the hag in urder to nmia
foaming; DO NOT SHAKE.

HOW SUPPLIED
Simulect® (basiliximab) is supplied in a dngie-usn glass

vial,

Each cartdn mmamxuneuﬂhel'uﬂnmg

1 Simulect® 10 mg vial .. .. NDC 0078-0393-61
1 Simulect® 20 mg vial .....cccoccoviiienne. NDC 0078-0331-64

Stare lyophilized Simulect® nnds m&zgentaﬁ conditions

(2°C to 8°C; 36°F to WF‘). :

Bnnnmﬂymﬂ J}- i 'onthdvia!.

REFERENCES

1. Kahan, B.D,, Rq]agnpdanl’.ﬂ .and Hall M., Transplan-
tation, 67, 275234(1999}.

2. Nashan, B., Moore R,, Amlot P, Schmﬂt&-l’l.&beywmk

o

p,“
piratory failure, urtlma.mh prurnus,nndfur

did not i uu:rsaae the incidence ofm_ -alivwa events
MR b s
e most frequ: rupurted adverse events were

gastroin-
in 69% of S:mdew@—hmatud

auhnal 2:;.;;&&1 roporte

M
'l:he incidence l.nd types of adverse events were similar in

Simulect@-treated and placebo-treated patients. The follow-
ing adverse events occurrad in =10% of Simulect®-treated
patients: ;

Wﬂfﬁw“ tipation, nausea, abdominal
pain, vomiting, diarrhen, dvspepaia;

Body as a | : pain, peripheral edema, faver,
viral

Metabolic and Mmcmﬂ. hype kal hrpnkalwu.
an r emw..
hypergly

hyperuricemis;

Urinary S;rmm. urinary tract infection;

Respiratory System: dyspnea, upper respiratary tract
infection;

sneezing, a5 well as capillary leak syndrome mdcywklne
release syndrome, have been reported dunng post-
m&e&qm with Simulect®,

OVERDOSAGE s

Amaximum tolerated dese of Simulect® has not been deter-
mined in patients. During the course of clinical studies,
Simulect® has been administered to adult rena! transplan-

port, of a pediatric ronsl transplantation pahenl who
received a single 20-mg dose (2.3 mglkg) without adverse
mnm_

| DOSAGE AND ADMINISTRATION

Simulect® is used as part of an i

rnms K. and Soulillon J.-P, Lancet 350, 1193-119&
USLmennNu 1244

T2003-86
REV: NOVEMEBER QDS 89007806
Novartis Pharmaceuticals Corporation
East Hanover, New Jersey (17936
ENovartis

Shown in Produet Identification Guide, page 335

S’TALE\FD' 5O

wﬁnw, Ilevodopa and entacapone)

Tegi-
men that includes cyclosporine, USP (MDDTIED} and cor-
ticosteroids. Simulect® is for central or peripheral intrave-
:unua dministration only, Reconstituted Simulect® should

mmam ‘surgical wound licati

A e 1, o £, .

hypertension;
Central snd, .Peripheral Nervous System: headache,

T AR e
Psyehistric: = i ATy S
Red Blood Cell: ‘anemia, =
The following adverse events, not mentioned above, were
reported with an incidence of e::!‘il—anddc%mpooled
analysis of patients treated with Simulect® in the four
controlled clinical. trials, or in an analysis of the two
dualtherapy trials:

m-.mam accidental trauma, asthenia,
Pﬂﬂ- d drug level, infection, face edema, fa-
tigue, d di edema, g lized edema, log edema,

malaise, nmupm!,
Cardiovascular: - abnormal hearl sounds, aggravated hy-
pertension, angina pectoris; cardiac failure, chest pain,
hypotension;

d glueocarticaids;
Gmhlfuﬁm enlargud nbdoniim mphag:tis flatu-
lonee; g GI hemor-
thage, gum hyperplasia, ma]enn moniliasis, ulcerative
stomatitis;

Heart Rate and Rhythm: archythmia, atrial fibrillation,
tachyecardia;

be given either as & bolus injection or diluted to a valume of
25 mL'(l()-mg vial} or 50 ml. (20-mg vial) with normal saline
or d 5% and inistered as an intravenous infusion
over 20 to 30 minutes. Bolus administration may be associ-
with nauwa. vomiting and local reactions, including

itant immunosuppression. Pnuem previou
wedgu;m]ach@ﬂbuuld uulyben-expomdhl su‘bnequent
therapy with extrem
P products should be i d visually for
pa.rhcu.lata matter and discoloration before administration.
After reconstitution, Simulect® should be n clear-to-
opmmnt.mnﬂmeulmn. 1f particulate matter is pres-
ent or the salution is colored, do not use.
Care must be taken to assure sterility of the prepured solu:
tion because the drug product does not contain any antimi-
crobial preservatives or bacteriostatic agents. -
It is recommended that after reconstitution, the solution
should be uaed immediately. If not used immediately, it can
be stored at 2°C to 8°C for 24 hours or at room temperatire
for 4 hours. Discard the reconstituted solution if not used
within 24 hours,
No incompatibility between Simulect® and polyvinyl chlo-

o R R 4 P ml.a wmhmmhubwnubnwiﬂadﬁnm
Metabalic and Nutrtional: acid Lot T lable on the tibility of Simulect® with nther in-
mellitus, fluid overload, hyperealtemis, hyperlipemia, hy- b Other drug substances should nst be
pa'hmslymdmia_ hypbuleemmhmsme i, hypotag: added or infused simultanesusly through the same inkrave:
"“-“‘" s nous line.
Museuloskelatal: !rthrulgla s:lﬂzrnpam; Ealipm.bc_n_m Adults
ﬁ'-ctm.mmw hemm.mynim.lﬂg Tnaduttp the ded ST

.L

a, h rhage, pi
thnmcwhmenm,

hersal dheed
sounds, cuughmg pharyngitis, pnaunnnm. palmunm
discrder, pulmonary edema, rhinitis, sinusitis;

Skin and Appendages: cyst, herpes simplex, hm'pas
u]m_ , hypertrichosis, pruritus, rash, skin disorder, skin

Recni £ Foiis

Qomgeanh.‘l'hn wmmgdmshwld be given within 2
hours prior to transplantation surgery. The recommended
second 20-mg dose should be given 4 daye after transplan-
tation. The second dose should be withheld if complications
such as severs hwemmwmmuﬁmﬂmw
graft loss occur,
Pediatric
!npodmme patients weighing less than 35 kg, the recom-
ed regimen is two doses of 10 mg each. In pediatrie
padentswﬂixlﬂnaﬂﬁkgnrmom the recommendad regimen
is two doses of 20 mg each. The first dose should he given
within 2 hours prior to transplantation surgery, The recom-

mended second dose should be given 4 days after transplan- |

mzwsmwumm

Rx ndr
Pruulhiny Information

TMMW:;@ preseribing information :abrmdcn official

labeling in eﬁ'e:.f July 2004,

DESCRIPTION

Stalevo® (carbidopa, levodopa and sntacapone) is a combi-

nation of carbidopa, levodopa and ent - for the treat-

ment of Parkinson's diseaso.

Carbidopa, an inhibitor of ar amino acid decarb

lution, is & white, erystalline co dighﬂ soluble in

water, with & molecular wei gmufms It is desiygnated
ieally as (-)-I-(a-hyd (e-meth '“(3%

Sirie JE: el
formula is CEH“NROJ‘!H,O and its su'udum] formmla is

o

NC OH, e gD
HiC™ TMHNH;

OH

Tablet content is d in terms of anhyd
dopa, which has a molecular weight of 226.3,
Levedopa, an nmth:ammnaud.ianwh;h,cmﬁu]hnn
compound, slightly soluble in water, with a melecular
weight of 197.2. It is demgnahd ahmully as { )-Lﬂ.aum
ne-f-(3,4-d ic.acid, T I
formula is C,H_UNO.. md m al:mctnrul ﬁum:lu i8,

1 A1)

Entacapone, an inhibitor of cat thyltransf
(COMT), is a nitro l-structured pound with &
molecular weight of 305.3. The chemical name of entaca-

"pone is (E)-2-¢yano-3-(3 4-dihydroxy-Genitrophenyll-N,N-

diathyl-2-propenamide. Tts empirical formula is C, H,;N,0;
and its structural formula is
[See chemiral structure at top of next eohinn]
Stalevo® (earbidopn, levodopa and entacapone) is supplied
as tablets in three strengths:

Continued on next page
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