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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
30 mg every 4 weeks.

!-I =1 ng/mL, 1GF-1 normal and elinieal sym

ptoms con-
mued,msmdnmmmpmmmmmmg.

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 8

Administration of Sandostatin LAR® Depot at intervals
greater than 4 weeks is not recommended because there is
no adequate information on whether such patients could be

pituitary irradiati

Storage
‘For prolonged storage, Sandostatin LAR® Depot should be

stored at refrigerated temperatures between 2°C and 8°C

(36°F-46"F) and protected from light until the time of use.

BmdwtaﬁanIkmdruspthtshwldmet

¢ for 30-60 mi prmtuwepamtimnf

ﬁe&ngmpmmmﬂwmaﬂemmhm drug
must be

'[‘radem.ﬂ;uﬂ&ndmlﬂwmﬂempumfm
REV; APRIL 2004 T2004-23
89018502

&ndnstuhnmmﬂepotmhmmmnmmmw
Austria

Inpahmtu who h.lve received
Sandostatin LAR® should be withdrawn yearly for
approximately 8 weeks to asscss disense activity. If GH or
IGF-1 lavels increase and signs and symptm-mur,
Sandostatin LAR®

Inpnhmtnmihnma]ﬁiﬂmreqmrmg&ulym thehalf-hfe

t of
fbﬂ maininm.me \iwnge (see CI.MCAL P}MRHACOLUGY

Octreotide A

Pamts not currently receiving octreotide acetate should
begin therapy with Sandostatin® Injection given subcuta-
neously. The suggested daily dosage for carcinoid tumors
during the first 2 weeks of therapy ranges from
100-600 meg/day in 2-4 divided doses (mean daily dosage is
400 meg). Some patients may require doses up to 1500 meg/
day, The suggested daily dosage for VIPomas is 200-300 meg

5 in 24 divided doses (range 150-750 meg); dosage may be ad-
justed on an individual basis to m%mmmm s

ally doses above 450 meg/day are not
Sandmbhn@ ln_pnct:cm should be oonh.nnaﬁ ﬁnfalleas!ﬂ WARNING
mh who ars Only physici; ienced in

Novartis Pharmaceuticals Corporation
East Hanover, New Jersey 07936
©Navartis
Shoton in Product Identification Guide, page 325

SIMULECT®
lstm ew l&kt]
(basiliximab|
For Injection
Rx only

Prescribing Information -,

ers” to oetrsotide acetate and who tolerate the drug may be
switched to Sandostatin LAR® Depot in the dosage regimen
described under 2, below (Patients Currently Recciving

Bum.l);pmnn

ammwmmnﬂm
t luheﬂon

Pltmnls__

switched to Sandostatin LAl

given IM intragluteally at

o gl ace fo ha

diannﬁoﬂﬂﬂuln]uﬁondhwhmmmmm
Gluteal injection sites should be alternated to avoid irrita.
tion. Because of the need for serum octreotide to reach ther-
apeutically effective levels following initial injection of
tients should eontinue to receive Sandostatin® Injection s.c.
for at least 2 weeks in the same dosage they were taking
before the switeh. Failure to continue subcutaneous injec-
tions for this period may result in exacerbation of

phm.t!!mpsﬁenl:bm.wreqm3nr4weeksufs§eh

Py} BN e
After two months of & 20-mg dosage of Sandostatin LAR®
Depot; dasage may be increased to 30 my every 4 woeks if
symptomi are nol adequately cantrolled. Patlen‘ss whe

achieve good control on a 201
lowered to 10 mg for a trial pe

lhmldth‘enhemmedtozllmgem-y4wmka Many
patients can, huwnver be anhsfaﬂunly maintained at a

eally effective levels of octrectide mrmhn&mmupdiy
with a 20-mg dose.
ummmmaoangmmtmmudedhm
there is no information on their usefulness,
Desphgoodwmnmbuidaympwms,pnhenuwﬂ:m
cinoid tumers and VIPomas often experience periodic
exacerbation of symptoms (regardless of whether they are
being maintained an Sandostatin® Injection or Sandostatin
LAR® Depot). During these periods they may be given
Sandostatin® Injection s.c. for 8 few days at the dosage they
mmmmmmmhmﬁ&ndwunnlmmp&
When symptoms are again controlled, the Sandostatin®
Imecbmlc ean be discontinued.

ion of Sandostatin LAR® Depot at intervals
muwrmnniwaehmmtmmdadbmmthmxs

tion on whether such patients could be

ndequ.a%a!yenntmlla&.

3, Special Populations: Renal Failure
mmmmmmmgmmwhﬁ
of may be i necessi adjustment of

the maintenance dosage (see CLINICAL PHARMACOLOGY
and Pharmacokinetics of Octreotide Avetate).

HOW SUPPLIED

Bandostatin LAR® Depot (octreotide acetate for injectable
suspension| is available in single-use kits containing a 5-mL
hnlnflumg.zﬂmgurﬂl)mgstmngﬂ'l.uyrlngemmmina
2.5 mL of diluent, two sterile 1 1/2" 19 gauge needles, and
two alcohﬂ wipes. An m.utnwtm booklet for the prepira-
tion of drug tion is also ncluded with

et g e
.Dspnt ina dosnge of 20 mg

recewmg

. NDC 007&0340—61

a

therapy and management of organ transplantation pa-
tients should prescribe Simulect® (basiliximab). The

ponsible for Simulect® administration
should have complete information reguisite for the
follow-up of the patient. Patients receiving the drug
should be managed in facilities equipped and staffed
with adequate laboratory and supportive medical

TES0UICes.

Smulecm huhxﬁnab) is 8 chiwnﬂn t:t;urmhumu)

diiandblosiits fha-intanh
recaptor-a-chain (IL-2Ra, alse known as (D25 antigen) on
thamx&mofantwnted'r]ymphmsmdmﬂmamma
acid leculnr weight of the pro-
tdn.nl“hhdnhns.ltisagbvmtdnobﬁ!nfmﬁnm
B
engi d to lasmids containing the hy-
mielvyandhghtcho.in constant reg:mge:nmmﬂmmme
heavy and light chain variable region genes encoding the
RFTS antibody that binds selectively to the IL-2Ra.
The actlve mgredaent bas:lmmah ig water soluble. The
uct, Simulect®, is a sterile 1yoph1|.matu \nhn:h is
e in 6§ glass vials and i o in

]

42 0ol

The extent and degree of distribution to various |
partments have not been fully studied. The int

life is 7.9 *+ 3.2 days. Total body

No clinically relevant influence of body t or gender on
dxambuﬁmvnlumnnrdm:mhmhmu in adult
pamnta Ehmlnamhn]fliﬁwumtfa.ﬂmmedhy
AD ; . or race (see DOSAGE AND

Mwh: mMnohnehuomeﬂmmbm
plmtntim_ lnmbnhmdehﬂdmn {1-11 years nfnge,n-&ﬁ),

the distribution volume and clearance were reduced by
about 50% compared to adult renal transplantation pa-
at

tients. The volume of steady state was 4.8 +
'3.1L.ha.lf-1i.ﬁewu!5 4.5 days and clearance was 17 +
6 mL/h. Dispe were not influenced to a

m parameters
clinically mlevuntumtbyageﬂllyamnfn@n},
wmmtsagnkmm(mmm(%MIMmgmm
age group, ts ;nm n=14
sition was similar to that in adult m
patients. The volume of distribution at steady state was
7.8 = 5.1 L, half-life was 9.1 = 3.9 days and clearance was
31 = 19 mL/h fsee DOSAGE AND ADMINISTRATION).

Complete and to IL-2Ra in adulis is

maintained as Iong a8 serum Simulect® levals exceed
0.2 pgtm.'[..h concentratinng fall below this threshold, the

fully bound and the number of

‘expressing unbound IL-2Re returns (o pretherapy

valms vnthm 1-2 weeks. The relationship between serum

b g ge

m‘m m\::smmed?am
pedumpments was similar to characterized in
adult renal trans mm:muhummﬂm

icate that Simuleet® binds only to

1 T Binatead,

duration -

SD), similar to that cheerved in pediatric pat

days) (see DOSAGE AND ADMINISTRATION).
basiliximab

tientu(ss‘-lﬁ
When

was to a triple therapy regimen consist-
ing of cyclosporine, USP (MODIFIED), corticosteroids, and

e mn adults, the duration was 50 = Mhpmd
when added to cyclosporine, USP (MODIFIED), eorticostar-
oids, and mycophenolate mofetil in adults, the duration
was 59+ 17 days (see PRE(AUTIONS Mlmmw
No significant
o cell phenotypes were nbmod by flow cytamﬂtry.
CLINICAL STUDIES
The safety and nﬁmnydﬁ:.mulﬂﬂﬁnﬂmpruphylmsnf
acute organ rejection in adults followi ic- or
living:donor renal transplantation were nﬁuned in four
rmﬁommed, double-blind, placebe-contrelled clinical stud-
ies (1,184 patients), Of these four, two studies (Study 1 [EU/
CAN] and hldy2wsamdﬂ)mpnmdmaﬂmgdmo{
Simulect® with placeho, cach admini,

:staredmh‘wmly
asunmﬁsmn,sspartnfa tand

regimen comprised of cyclosporine, L'SI’ (MODIFIED) md
corticostercids. The other two controlled studies cumpumd
two 20-mg doses of Simulect® with placebo, each adminis-
tered mimmuu]y as a bu]u.s injection, as part of a stan-
dard tripl comprised of eyelo-
sparine, USP (MODIFIED), corticostervids and either
azathioprine or mycophenolate mofetil (Study 3 and Study

lnmgnmfmhlg =
Each 10-mg vial containg 10 mg basiliximah,

obagic potassium phosphate, 0.50 ilsoﬂ:\l'mhydm-
gen phns'phm (anhydrous), 0. Mmgmd:m chloride, 10° mg
sucrose, 40 mg mannitol and 20 mg glyeine, to be reconsti-
tuted in 2.5 mL of Sterile Water for Injection, USP. No
reacrvatives are added.
ach 20mg v-ial eontalm EO mg basiliximah, 7.21 mg
S e (ot ) 1 ¢ Kt it 39
{anl un}lﬁlmgsodmm mg
suerose, 80 mg mannitol and 40 mg glycine, to be reconsti-
mmdinﬁmLufStnn'mefm]nﬁeznm USPE. No preser-
vmvmmadded

CIJNICALPBAMOLOGY

General

Mechanism of Action: Bau!mmbfnm’hmasnnﬂfk
recoptur antagonist by binding with high affinity (K, = 1
% 10" M) to the alpha chain of the high affinity TL-2 re-
ceptor complex and inhibiting [L-2 binding. Basiliximab is

4, respe ..,;\.mﬁmdnaeomeulﬁcﬁorplncabuwas
within 2 hwmpmrto transplantation sur-
mmmm&.m administered on Day 4
post-transplantation. The regimen of Simulect® was chosen

to provide 30-45 days of IL-2Ra saturation,
mmmwwmen:uﬂodmﬂmtwostmgmmxaduad
regimen comprised of cy-
c'lospome.USP (MOD ) and corticostervids, of which
363 patients were treated with Simulect® and 358 patients
were placebo-treated. Study 1 was conducted at 21 sites in
Europe and Canada (EU/CAN Study); Study 2 was con-
ducted at 21 sites in the USA (US Study). Patients 18-76
years of age undergoing first eadeveric (Study 1 and Study
murkwng-dmismdy2unly)mnltmmﬂmtnum,mth

=1 H.I.Ammutds,m
w!muyeﬁmcyondpdntmh&hstudmmthemm-
demeuf&unﬂ:,gm&luuwmepmoﬁnufﬁuterqm
during the first 6 th

efficacy endpoints included the pnmary eﬂicacy vmahle

mamddmgﬁmﬁnt 12 ha post

specifically targeted against [L-2Ra«, which is selectively ex-
pressed on the surface of activated T-lymphocytes. ’l'lm!pe-

id ufhmpsy—nunﬂnmdmtarquhun during the
first 6and 12 ¥ and patient sur-
\-wa] and graft sumval each measured at 12 menths post-

uﬁeiughnﬁmtybmﬁngofﬁmu]mtu IL-ERummpeh
tively inhibits IL-2-mediated acti of lym

eritical p in the
i.ualIograﬁ rqjecf.ion,
While in the circulation, Simulect® [mpmu the response of
the immune system to. antmmk: cnges. Wheﬂwr the
ability to d to T with
those antigens mt.mmtommnl after Simulect® is cleared
is unknown (see PRECAUTIONS).

Pharmacokinetics

Adults: Single-dose and multi

Tl

immune " mvnlvad

E i 1 Li

lantation. Table 1 summarizes the results of these
sturlme Bgm 1 dlq:lays ﬂm Ko.pian-Memr estimates of
the p byt i group experiencing
the primary eﬁcacy endpoint during the first 12 months
post-transplantation for Study 2. Patients in both studies
receiving Simolect® experienced a significantly lower inci-
dence of biopsy-confirmed rejection episodes al buth 6 and
12 months post-transplantation. There was no difference in
the rate w‘ delayed grafl function, putient survival, or graft

studies have bemmndueted ln patients undergoing first
kidney ive doses ranged from
15 mg up to 150 mg. Ptak.mmn 1 8D serum concentration
following intravenous infusion of 20 mg over 30 minutes is
7.1 £ 5.1 mg/l. There is a dose-proportional inerease in
Cyix omd AUC up ta the highest tested single dose of 60 mg.
The volume of distribution at steady state is 8.6 + 4.1 L.

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

There was no evidence that the clinical benefit of Simulect®
was limited to specific subpopulations based on age, gender,
race, donor type (cadaveric or living donor allografi) ar
history of disbetes mellitns,

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

PHYSICIANS’ DESK REFERENCE®

v . Table 1
Simulect—Cont. ; g e
[See table 1 at right) Dual-th Regi [ rine® and i ids}
; Study 1 : Study 2
Figure 1 - - Placebo  Simulect® Placebo  Simulect®
Naplan-Meler Estimate of the Percentage of Subjects with (N=185) (N=190) pvalue (N=173)  (N=173) pevalue
Death, Braft Loss or First Rejection Episode (Dual Therapy)
Moath:0-12 Primary endpoint
Death, graft loss or acute rejection episode (0-6 months)
e (T e 5% 425% 0.003 55% 38% 0.002
L} L]
i i Secondary endpoints 5 z
E : Deuth, grafh loss-or. agute rejetion episoder (0-12 montha) :
2 b g ‘ 165 0,007 58% 41% 0.001
£ ' Binpsy-confirmad raj pisode (0-6 ths)
2 : : 4% 30% 0.007 16% 33% 0.015
§ : Biopsy-confirmed rejection episode (0-12 months)
i 46% 2% 0.005 190% 35% 0.000
' Patient survivel (12 months)
; 7% 95% 029 (6% 7% 0.56
Patients with functioning graft (12 months) 1
v 87% 88% 070 93% 6% 0.50
Two double-blind, randomized, placsho-controlled studies | —2or CODIFIED)
(Study 3 and Study 4) assessed the safety and efficacy of
Simulect® for the prophylaxis of acute renal transplant re- Table2
jection in adults when used in combination w:l:hstrlp]s 1m— Efficacy Parameters (Percentage of Patients)
munosuppressive regimen. In Study 3, 340 pati £
concomitantly treated with cyelosporine, USP (MEJDIFIED) Study 3: Triple-therapy R ¥ *, cor , and azathioprine)
corticosteroids and uathinpﬂm (m} of which 168 pa-
tients were treated with Sim and 172 patients were Placebo Simulact®
treated with placebo. In Smdy 4,123 mtuﬁhmmm (N=172) (N=168) p-valug
itantly tmiad with cyclosparine, (MODIFIED), corti-
late mofeti] (MMF), of which 59 | Primary endpoint
paﬁunmwmm&sdwnb Simulect® and 64 patients were | Acute rejection episode (0-6 months) 35% T IR 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
T_f,nd] renal transplantation were enrolled in both studies. Detth.gm& buwm&e rejection epmdu (0-6 manths) 40% 265 0.008
The results of Study 3 are shown in Table 2. These results Bwrt b kel % ;:f; Ulgzg
are consistent with the findings from Study 1 and Study 2. Patient surviv i
[Seo tablo2 at right) Y% | Patients with functioning graft (12 months) H8% 904 0,599
In Study 4, the percentage of patients experiencing biopsy- T 7 R
proven-acuibé séjpction by, 6 ot ivras 15% (B uE60ipe: | Somr-RIQDIEIED)

&enka)mthnﬂnnulodﬂgmupandﬁ?‘ﬁiﬂnfﬂpnﬂml
in the placebo group. Although numerically lower, the
difference in acute rejection was not significant.

In a multicenter, randomized, double-blind, placeb

initial exposure to Simulect® andfor following re-exposure
after Eevem] mmt.hu These reactions may include hypo-

L, Whmmg.

3 g diae failure, d'

mnt:ro]!ad trinl u'l'S.unulecw for the m\mﬁm ufa]]ng'mﬂ
T tr
wnml:nnt eyclosporine, USP
Lhnmdanmgfﬂnmﬂmﬂ endpoint of death, graft loss,
or first biopsy-confirmed rejection episode at mthur Gor12
months was similar betw patients randomized to receive
Simulect® and those randomized to receive placebo.

The effieacy of Simulect® for the prophylaxis of acute rejec-
tion in recipients of a second renal allograft has not been
demonstrated.

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 |
and Study 2, respectively. Subjects in both studies contin-
usdwrwmvaadua.]ﬂwmpywmnm‘h cyclosporine,
USP (MODIFIED) and corticosteroid. No difference was ob-
served between groups in the 5-year graft survival in either
Study 1 (91% Simulect® g'nmp, 92% placebo group) antudy
2 (85% Simuleot® group, 86% placebo group). In Study 1,
patient survival was lower in the Simulect®-treated
tients compared to the placebo-treated pnsmawﬁ
[87%] versus 156/164 msm,wvdy) 'The cause of this
difference in- s  The data do not indieate
an increase in malignancy- or infection-related mortality. Tn
Study 2, patient survival in the placebo group (90%) was the
same compared to Simulect® graup (90%).

INDICATIONS AND USAGE

Simuloct® is indicated for the prophylaxis of acute organ
rejection in patients receiving renal transplantation when
used as part of an immunosuppressive regimen that in-
cludes eyclosporine, USP (MODIFIED) and corticosteroids.
The efficacy of Simulect® for the prophylaxis of acute rejec-
tion in recipients of other selid organ allografts has not been
demonstrated.

CONTRA O
Simulect® is wntmmﬁcatm! in patients with known
hmsmdﬁviw or ANy component of

the formulation. 8«! mmposman of S‘lmuiecl' under
DESCRIPTION.

WARNINGS. See Boxed WA.ENING

General

Stmulect® should be arlmlnmnﬂ qualified medieal
supervision, Patients should be informed of the potential
benefits ud'thernpy mdﬂ:emhm&atodw‘thﬁmhm-
tration of i

PP P

While nsither the ineidense of lympho-p disor-
ders nor opportunistic infections was higher in Simulect®-
treated patients than in placebo-treated patients, pammta
on immunesuppressive therapy are at increased risk
developing these complications and should be momtore:!
accordingly.

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

N

T SO — i

will be

1 Mad:

severe hypmens;tw\ty reactions including anuphylaxm

should be available for immediate use. Patients

administered Simulect® should only be re-exposed to a sub-

sequent course of therapy with extreme caution. The

potential risks of such re-administration, spmﬁcnﬂy those
iated with i sion, are not known,

PRECAUTIONS

General

It is not known whether Simulect® use will have a lcng
term effect on the ability of the immune system to respond
induced

to antigens first encountered during
:mmunnuupp‘remun

‘ ibodics,

anti-idietype anf raupnn.sc, with no deleterious clinieal
tﬁetup«m Ihepahent In none of these cases was there ev-
idence that the presence of anti- 1dm',ype antibody mlqrv
ated Simulect® clearance or decreased the period of recep-
tor saturation. In Study 2, the incidence of human anti-

murine antibody (HAMA) in renal h'anupisntahnn patiq-nis
treated with Simulect® was 2/138 in patients not

for the treatment of

observed with dual therapy (10-78 mh'n)‘ The fulln:i&
medications have administered in
Shnnhﬁsmﬂaminm inad\'emmcﬁnns ATG/ALG,
icosteroids, mlnspm‘ine m

CD3,

4  of Fertility
‘poten imulecﬁ in the in
hitro s:myn with Snlmnnﬂll.a {Ames) &!ﬂ m Chinsse h!m-
ster cells. No long-term or I'uml.ly studies in laboratary sm-
mals have per d to the I of
Simulect® to produce carcinogenicity or fertility impair-
mant, respectively;
Pregnancy Category B
There are no adequate and well-contralled studies in preg-
nant women. No maternal toxicity, embryotoxicity, or ters-
togenicity was vbserved ln cyno molgus monkeys 100 days
post coitum fn!lomng dosing wrth basiliximab during the or-
period; blood levels in prn;nant mukgyuware

o& gre Knnwn h m ihe plnapntal
MEP because t‘rw 1-2 receptor may play an important
role in detelapmantoﬁhs immune system; and because an:
mml e studies are not always predictive of hu-

, Simulect® should wﬁwﬁa@m
women when’ thp potential henefit justifies the potential
risk to the fetus. Women of childbearing potential should
use effective conlraception before beginning Simulect®
therapy, during ﬂm-apy aml for 4 months after completion
a‘f S:mu'lectﬂ therapy.

muromenab-(D3 and 4/34 in Qtltlm w.hsequently m-
ceived mur b-CD3. The available clinical data on the
use of b-CD3 in pmuu&lyminiw’rth
Simulact® supgest that suhmlunm use of | b-CD3

g Mothers
Itis m‘.lt known whether Simulect® is excreted in human
millke. Becnuse many drugs including human antibodies are
excrated in human milk, and because of the potential for

or other murine anti-| antibody pmpmmns i8
not precluded.

These data reflect the percentage of patients whose test re-
sulta were considered positive for antibodies to Simulect® in
an ELISA assay, and are highly dependent on the sensitiv-
1tyandmdﬁutydthemmnmﬂiythsubmdin~
ivity in an assay may be influenced
brmera] factors including. anmpka handling, concomitant
medications, and underlying d For these
comparison of the incidence of antibodies to Simulect® with
the incid of antibodies to other prod may he
msslend.mg. |

g Interactions
Nodm;eaﬂmsmuntwnmmrywthmnlsﬂ@aaddsd
II!"_ i

mhmm&,mmm hioprine or
Iate mofatil. Three clinical trials have investigated
Simulect® use in combination with triple-therapy regimens.
thmﬁummmm«mmw

y clearance of Simulect® was reduced by an average
22% and 51% when ha and
mofetil; mpn:ﬂvelmmaddadtasmpmmmmhmnf
eyclosporine, USP (MODIFIED) a.ndmm;umds None-
theless, the range of individual Simulect® cl values
in the presence of azathioprine (12-57 mL/h) or mycoph

L

dverse reactions, a decision should be made to discontinue
numgﬂwdwnuethedmg taking into account the

lm'pwta.uuenfthedmgmthemothm:
Pedistric Use
No domized, placeb lled studies have been com-

pleted in pediatric patients. In o safety and pharmacoki-
netic study, 41 pediatric patients (1-11 years of age [n=27],
12-16 years of age [n=14], median age 8.1 years) were
treated with Simulect® via intravenous bolus injection in
addition to standard immunosuppressive agents including
eyclaaporme USP (MODIFIED), corticosteroids, azathit-
prine, and mycophenolate mofetil. The acute mjecﬁon
at six months was comparable to that in adults in the triple-
therapy trials. The most frsquently repul'bed adverse events
were hyper hypertr initia (48% cach),
urinary traet infections (46%, sndﬁmﬂ-{m! Overall, the
adverde event profile was consistent with general clinical
experiance in the pediatric renal transplantation population
and with the profile in the controlled aﬂullrennltmns;ﬂ.m
tation studies. The available data in chil-
dren and adolescents are described in CLINICAL PHAR-
MACOLOGY and DOSAGE' J!.NB AﬂbﬂNISTRATION
It iz not known wheth
infaction, and other mﬁgeulc mm\zﬂ ldmtnlstaud or en-
countered during Simulect® therapy is impaired or whether
such

Lita mofetil (7-54 mL/M) did not extend outside the range

editions

p “will remain impaired after Simulect®
therapy.

E

E

1
1

|
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PRODUCT INFORMATION

NOVARTIS PHARMACEUTICALS/2369

Geriatric Use
Controlled clinical studies of Simulect® have included a
small number of patients 85 years and vlder (Simulect® 28;
placebo 32). From the available data comparing Simulect®
and placebo-treated patients, the adverse event profile in
patients =66 years of age is not different from patients <65
years of age and no age-related dosing adjustment is re-
quired. Caution must be used in giving immunosuppressive
drugs to elderly patients.
ADVERSE REACTIONS
conditions, adverse reaction rates observed in the clinieal
tnnlsefadmmnnuthnd:ncﬂy compared to rates in the
:mmm»fmmmmmmwmm
observed in practice. The ady information fram
elinical tualsdae: however, provide a basis for identifying
Lheadverwavenmt‘hatappmrbhemlatadudmzmand
for approximating rates. -
The incidence of adverse events for
mined in four ,d
clinical trials for the prevention of renal allngmﬂmaehﬂn
Mnfﬂlemﬂmﬂlstudrlmdsww.mdududmm
tenance immunosup & regimen comprised of cyclo-
apoﬂm USP (MODIFIED) and corticosteroids, whereas
the other two studies tSmﬂy 8 and Study 4) used a
tnple-lmmn.nnnupmlmn regimen comprised of cyl‘.lnﬂpﬂr‘-
ine, USP (MODIFIED), corticosteroids, and srﬂm
mth:nmmormywph!ﬂﬂllhm&tﬂ.
Simulect® did not appear te add to the background of ad-
verse events seen in organ transplantation p 08 a
q of their under]| '__“’  and the concurrent
{ministration of i ts and other medica-

MWtimmpmhdby%%af&npauenh
in the.

Smlbeplamho—tr;:amdmm 96% of the pa
imulact®-trea Frou . four
studies, mﬁ%awnu in 590 p

Urinary: albuminuria, bladder disorder, dysuria, frequent
micturition, hematuria, inereased non-protein nitrogen,

oliguria, abnormal renal function, renal lar necrosis,
surgery, ureteral disorder, urinary retention;

Vascular Disorders: vascular disorder;

Vbton Disorders: cataract, conjunctivitis, abnormal

WMMM. leucopenia. Ammgthmm 1cu

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

Reconstitution of 10 mg Simulect® Vial

Th prepare the reconstituted a‘n]utiun. add 2.5 mL of Sterile
Water for Injection, USFE, using aseptiv technique, to the vial
containing the Simulect® powder. Shake the vial gently to
dmulwﬂmpuwdcr

copenia and hypertriglyeeridemia occurred more freq v
in the two triple-therapy studies using azathioprine and
myrophenolate mofetil than in the dusl-therapy studies.

Malignancies
The incidence of malignancies in the controlled clinieal tri-
als of renal transplant was not significantly different be-
iween groups at 1 year (9/580 Simulect®-treated patients
vs. 127584 placebo-treated patients) or among patients with
f-year follow-up from Studies 1 and 2 (21/295 Simulect®-
treated patients vs. 21/291 placebo-treated patients). The
id of lymphoproliferative di was not signifi-
eantlrdiﬂbmmhetwm groups, and less than 1% in the
Sumulmt&tmnmiyaﬂmlﬁ

The overall incidence of cytomegalovirus infection was
similar in Simulect®- and placebo-treated patients (16% vs.
17%) receiving a dual- or triple-immunosuppression
Milﬁ!n. anm in pﬁtivnla receiving a Lriple-

immunosuppression regimen, the incidence of serious cyto-
mugulmmq.mfﬁchm was higher in Simulect®-treated pa-
mpared to placeba-tri “pﬂhnntu(ll%w %),
’I‘ho rates of infe tions, serious infoeti 5, .nul ti
were similar in the Simul 1®
treatment groups among dual- and mph-therupy huhd
pntlent& c -

h gL’

laxis

treated “wit recommended dose of Simulect® was sim-
ilas to that in Eﬂpuhenla treated with placeb, Simulect®

d:dmtmn‘naethe incidence of serious adverse evenls
el o with plaebo. ¥
most frequently reported adverse events were gastroin-

testinal disorders, Iy .in 69% of Simuleet®-treated
‘and 67% ¢

pﬂnﬂl pationts.

The incidence and types of adverse events were similar in
Simulecti-treated and placebo-treated patients. The follow-
ing adverse events occurred in =10% of Simulect®-treated
patients:

Gustrointestinal System: _constipation, navsea, ahdominal
pain, vomiting, diarrhes, dyspepsia;

lod'y-.l anh-Gﬂurll': pain, peripheral adama,faver

Mmuﬂe dﬂuh'moml. hypek.llemn hypnlmlm
an T

hyperglyeemia, hyp hypaphosy
hyperuricemia;

Urinary System: urinary tract infection;

Respiratory Srn-m dyspnea, upper respiratary tract
infection,

Skin and A ypend ical wound ,:'

ame;

Cardi lar Dis hypertension;
Central and. Peripheral Nervous Sy : headache,

:  Insomnia; Yo
MM‘M ‘anemia.
Thfnllqm.ng adverse events, not mentioned ahnve, were
reported with an incidence of =3% and <10% in pooled
analysis nf pﬁiamta treated with Simulect® in the four
controlled clinical trials, or in an analysis of the two

Lihe il

Body as a Whole-General: accidental trauma, asthenia,
¢hest pain, increased drug level, infection, face edema, fa-
tigue, dependent edema, g lized edema, log edema,
malaise, rigors, sepsis;

Cardiovascular: abnormal heart sounds, aggravated hy-
pertension, angina pectoris; cardiae failure, chest pain,
hypotension;

R, S

Ends T o

articaids;
Ouﬁ'm‘met' enlargeli abdomen, esophagitis, flatu-

lence, itis, G1 hemor-
rhage, gum hyperplosin, moniliasis, ul
stomatitis;

Heart Rate and Rhythm: arrhythmia, atrial fibrillation,
tachycardia;

Matabolic and Nutritional: acidosis, dehyd diab

1 = & ‘ R i
by F M h
wh

failure, d

edema, respiratory ﬁajhrre u.rtlcam. ra.ah p'nm'rus, nndfur

mmng. uwzlluscap]]]m leek syndrome n.nd(;ymkine
release syndrome, have been reported durmg post-

mr&sﬁng%:wim with Simulect®,

OVERDOSAGE il

Amaximum tolerated dose of Simulecti® has not been deter-
mined in patients. During the course of clinical studies,
Simulect® has been administered to adult renal transplan-
hhmpahmiamlmgletmofupmﬁomg,urmdindﬁ
mﬁﬁiﬂ% here mﬁm one l'-ﬂV spontaneous re-
port of a pediatric renal transplantation pnhent who
mwdnsmgleﬂﬂ-mgdml?.&mg&g)mthnu adverse
avents.

_MANDMIMN
| Simulect® is used as

The stituted tion is isot may be given ¢i-
tlwraaalmlua:meﬁhunord:]utedhnwlnmuf%m
with normal saline or dextrose 5% for infusion. When mix-
ing the solution, gontlymvmthehagmotdatmnwnd
fmmmg"mNﬂf'SW
Reconstitution of 20 mg Simulect® Vial
prmpmt]\eremnmtadmlunun nddﬁmlofm
Water for Injection, USP, using aseptic technique, tothe vial
containing the Simulect® powder. Shake the vial gently to
dmulvsﬂwpowdar

The reconstituted solution is isotenic and may be given ei-
ther as a bolus mjection or diluted to a volume of 50 mL
with normal saline or dextrose 5% for infusion. When mix-
ing the solution, gently invert :hohagmmwamsa
foaming; DO NOT SHAKE. -

HOW SUPPLIED
Simulect® (basiliximab) is supplied in a xlng!n-um glass

vial,

Eaeh cartan contains ons of the l'ulluw
1 Simulect® 10 mg vial .
1 Simulect® 20 mg vial .

Bmlynphhaedﬂtmuhﬂ
(2°C to 8°C; 86°F to 46°F), I
Do not use tht&tphaﬁnﬂdﬂhshmpdmthavul

m’ﬂﬁm
1 Kahan, B.D,, Bmsnpdml’.ﬂ .and Hall M., Transplan-
tation, 67, 276-284 (1998)
2. Nashnn B.,umil. Amilot P, Schmidt A -G., Abeywick-
K. and Soulillon J.-P, Lancet 350, 1193-1198

mm
Ualmnu.Nu 1244

= T2003-86
REV: NOVEMBER 2 89007806
Novartis PE ical i
Enst Hanover, New Jersey 07985
ENgvartis

Shown in Produet Identification Guide, page 325

part of
I men that includes uyc‘luspnnnn usp (MODIP]ED} ud cor-

ticosteroids. Simulect® is for eentral or peripheral intrave-
:wua administration only, Reconstituted Simulect® should
be given either as a bolus injection or diluted to a volume of
26 mL (10-mg vial) or 50 mL (20-mg vial) with normal saline
or dextrose 5% and adm:'mistemd as an intravenous infusion
over 20 to 30 mil Bolus inistration may be associ-
ated with nauwa. vomiting and local reactions, including

patient grafta :
itant immunosuppression. Patients previously uﬂminn—
tered Smu]acﬁ@abwkl only be n-exponadtnn subsequent

muf

Py with extrem
1 drug products should be i cted visually for
pu-hculata matter and disecloration before administration.
After reconstitution, Simulect® should be a eclcar-to-
opalescent, colorless solution, If particulate matter is pres-
ent or the salution is colored, do not use.
Care must be taken to assure sterility of the prepared solu-
tion because the drug product does not contain any antimi-
crobial preservatives or bacteriostatic agents, -
It is recommended that after stitution, the soluti
should be used immedintely. If not used immediately, it can
be stored at 2°C to 8°C for 24 hours or t room temperature
for 4 hours. Discard the reconstituted solution if not used
within 24 hours.
No incompatibility between Sinuleet® and polyvinyl chlo:
rldabugawmﬁnmnamhubwnuhomed.ﬂodﬂmm

® with other in-

S i fibility of Simul
mellitus, fluid overload, hyperealcemiz, hﬂm'hl’?m“v hy- tmvemm?uhﬂtﬂm Other drug substances should not be
pa'h-nglyeeudamia, hypoglycemia, hypom

i g et ag m;mﬂm simultaneously throngh the same intrave-
Musculoskelotal: arthralgia, srﬂ:mpaﬂu; Earipm, Aduits

fracture, cramps, hemn.mlma,leepmn
Nervous 5

+h

¥ = F

Piatelet Bieeding: yma, h hage, purps
Ihmg:ympmll,thmmbnﬁs;
Psychiatric: ammmmtxdemmn.

Respiratory: Eﬁnnﬁiﬁi, bronchospasm, abnormal chest

sounds, coughing, pharyngitis, pneumonia, pulmonary

dm-éw edema, rhinitis, sinusitis;

Skin and Appendages: cyst, herpes simplex, hm

u]mta- hypertrichosis, pruritus, rash, skin disorder, skin
eeration;

1In adult patients, the recommended regimen is two doses of
ﬂﬁmgennh_‘lﬁnﬂntﬂﬂ-mgdmshﬂuldhaghmuﬁﬂﬁnﬂ
hours prior to transplantation surgery. The recommended
second 20-myg dose should be given 4 days after
tation. The second dose should huwﬁhhaidifmmpﬁmnm
such as severe hypenensatmhyreacumuﬂmdmw
graft loss occur,
Pediatric
In pediatric patients weighing less than 35 kg, the recom-
mended regimen is two doses of 10 mg each. In pediatric
patients weighing 35 kg or more, the recommended regimen
is two doses of 20 mg each. The first dose should be given
within 2 hours prior to transplantation surgery. The recom-
mended second dose should be given 4 duys after transplan-

!TALEVD' 50 B
STALEVO® 100 "
STALEVO® 150
[sedi-1e-va)
W.Iwudnmmdmmm)
Rx only
Hnu!hingmformﬁhn
The following prescribing .l-rlﬂvm{m is based on official
labeling in effect July 2004,
DESCRIPTION
Stalevo® (carbidopa, levodopa and is a combi-
1 ] ﬁnﬂmhmt—
,-=gnmﬂﬁwa;M-mmd .
ety e lable 1
water, with a molecular weight of 244.3. It is designated
Iy as (-;-I-(a-hydrazino-( thyl-f-(3,4-dihy-

druxybenzene) propanoic atid mmohydnm Its empirical
formula is CyHyNyO,#H,0, and its structural formnla is

OH

Tablet content is expressed in terms of as carbi-

dopa, which has twl.cu.l.u weight of 226.3.

stdnp, an aromatic amino acid, is a white, crystalline
alightly able. & in water, with a molacnkr

weashtaflﬂ’?.ﬂltm ignated chemically as (-}La-

ne-f-(3,4-dihydroxyb el p ic acid, Its emf 1

formula is CyH, NO,, and matmemmlﬁxmnluu

PO T 3

‘Entaeapone, an inhibitor of
(COMT), is a nitro-catechol-structured compmﬂ with a
molecular weight of 305.3. The chemical name of entaca-

"pome is (E)-2-cyano-3-(3,4-dihydroxy- Senitrophenyl)-N.N-

diethyl-2-propenamide. Its emmrimt formula is C, H,;N, 0,
and its struetural formula is
[Sae chemieal structure at top of next eolumin|
Stalevo® (carbidopa, levedopa and entacapone) is supplied
as tablets in three strengths:

Continued on next page

Cansult 2005 PDR® supplements and future editions for revisions
. it i E
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