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GH >2.5 ng/mL, IGF-1 elevated, and/or clinical
uncontrolled, increase Sandostatin LAR® Depot doqagﬁ to
30 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 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

ration 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
satisfactorily controlled.

In patients who have received pituitary

For prolonged storage, Sandostatin LAR® Depot should be

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

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

Sandostatin LAR® Depot drug product kit should remain at

room temperature for 30-60 minutes prior to preparation of

thsdrugauapeunion. However, afbcrmpmﬁmﬂm drug
. be il ¥ diately

d

*Trademark of Mnd.wul Economics Company, Inec.

Sandostatin LAR® Depat should be withdrawn yearly for
approximately B weeks to assess disease activity. If GH or
IGF-1 levels increase and signs and symptoms recur,
Sandostatin LAR® Depot therapy may be resumed.

3. Special Populations: Renal Failure

In patients with renal fnﬂumrequmugdmlyms thahalfh.fe
of octreotide may be increased,

REV: APRIL 2004 T2004-23
89018502

San&oatnhnmm!hpotmln mmmtd’nctumdbw

Bicet Gmi:H.“

diati (Subsidiary of N is Pharma AG, Bule, Switzerland)

The diluent syring) factured by:

Solvay Pharmaceuticals B.V.

Olst, The Netherlands

Distributed

by:
Novartis Pharmaceuticals Corporation

East Hanover, New Jersey 07936
©Novartis

the maintenance dosage (see CLINICAL PIMRMACOL{JGY
and Pharmacokinetics of Octreotide Acetatel.

CIn:Inoud Tumors and Wamls
1. Pati Not C Octreotide Acetate
Patients not currently rsoewmg 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
in 2-4 divided doses (range 150-750 meg); dosage may be ad-
justed on an individual basis to control symptoms but wsu-
ally doses above 450 meg/day are not required.
Sandostatin® Injection should be continued fm‘ at least 2
weeks, Thereafter, patients who are i

Sknwn in Product Identification Guide, page 325

SIMULECT®
[stm ew [Ekt]
Ibasiliximab)
For Injection
Rx only

Prescribing Information ” .
The following prescribing information is baged on official
Fiod bt Litesraion

mmtmddegmnufﬂnﬁbmtDvm
partments have not been fully studied. The hﬂf
Nhinl‘?ﬁ*SEﬂays Thta]bndynlesrs.neswldl“'lﬂml.fh.

t ing renal

phntntlnn_ lnmfxntau.mi l:hik!mn {1- llyenrs ofm, n—&!ﬁ),
the distribution volum
about 50% compared to aﬂu.ll renal transp]antatmn pa
tients. The volume of distribution at steady state was 4.8 +
2.1 L, half-life was 9.5'+ 4.5 days and clearance was 17 +
6 mL/h. Disposition parameters were not influenced h a
clinically relevant extent by age (1-11 years nffn%e
weight (8-37 kg} or body surface area (0.44-1.20 m ) in this
age group. In adolescents (12- 16ymofagtn n=14), dispo-
sition was similar to that in adult renal rannphntaﬁml
patients. The vplume of distribution at steady state was
7.8 = 5.1 L, half-life was 9.1 = 3.9 days and clearance was
21 = 19 mL/h (see DOSAGE AND ADMINISTRATION).
thnmdymmiel

te and to IL-2Ra in adults is
ma.lntamed ag long as serum Simulect® levels excoed
0.2 pg/ml. As concentrationa fall below this threshold, the
IL-2Ra sites are no longer fully bound and the number of
T-cells expressing unbound IL-2Ra returns to pretherapy
values vnthln 1-2 weeks, The relatmnsb.lp hatween SErum

teation and r sed in 13
pediatric pnhentnanﬂwaamﬂartothatubarachmedm
adult renal trans| hntahmpahenm.lnmm ‘studies using
hum.ln tissues. te that Simulect® binds only to

iphocytes.
'ﬂ: duration of clinically relevant I1-2 receptor blockade
after the recommended course of Simulect® is not known.
Whnhbaaﬂix:mbwnnddudlnamgim&nnfcydﬁspuﬂue.
USP (MODIFIED) and corticosterpids in adult patients, the
duration of IL-2Re saturation was 36 = 14 days (mean =

sy T

ers” to oetreotide acetate and who tolerate the drug mny be
ewitched to Sandostatin LAR® Depot in the dosage regimen
described under 2, below (Patients Currently Recoiving
‘?nndwhm_.lqamm

2. Patients Currently Receiving Sandostatin® (

Patients currently receiving Sandostatin® Injection can be
switched to Sandostatin LAR® Depot in n dosage of 20 mg
given IM intragluteally at 4-week Mahior 2 months,
Dd-toid Iniocﬁnns are to be avoided because ﬁnmunt
at the injection site when given in that area,
Gluteal mmummmmmmwmvmm
tion. Because of the need for serum octreotide to reach ther-
apeutically effective levels following initial injection of
Sandostatin LAR® Depot,'mrcinwﬁd tumor and VIPoma pa-
tients should cantinue to receive Sandostatin® Injection s.c.
for at least 2 weeks in the same dosage theywnretahng
before the switch. Failure to continue subcutaneous injee-
tions for this period may result in exacerbation of
symptoms. (Some patients may require 3 or 4 weeks of such
tharapy.)

After two months of & 20-mg dosage of Sandostatin LAR®
Depot; dasage may be increased to 30 myg every 4 woeks if
symptoms are not ad.,equaiely contmlled Fatients who

i H"
mlhuddthenhemmasedmzl]mgwm-y4wmks Many
patients can, however, be satisfactorily maintained at a
10-mg dosage every 4 weeks. A dose of 10 mg is not recom-
mended as a starting dose, however, because therapeuti-
cally effective lovels of octreotide are reached more rapidly
with a 20-mg dose.
Desages higher than 80 mg are not recommended bpeause
there is no information on their usefulness.
Despite good overall control of symptoms, pahentu with car-
cmonl tumors and V]I’cman often experience periodic
of lless of wi they are
being maintained on , Sandostatindd Injection or Sandostatin
LAR® Depot), During these periods they may be given
SBandostatin® Injection s.c. for a few days at the dosage they
were receiving prior to switch to Sandostatin LARE Depot.
When symptoms are again controlled, the Sandostatin®
Injection s.c. can be discontinued.
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
adequately controlled.
3. Special Populations: Renal Failure
In patients with renal failure mqumng\dnlyms, I;hn half- hfe
of tide may be 1
the maintenance dmsgn (see CLINICAL PHARMACULOGY
and Pharmacokinetics of Octreatide Avetale).

HOW SUPPLIED
Sandostatin LAR® Depot (octreotide acetate for injectable
suspension) is available in single-use kits onutam.mg a 5-mL

vial of 10 mg, 20 mg or 30 mg strength, & syringe containing
2.5 mL of diluent, two sterile 1 1/2" 19 gauge iles, and

mmwg .

WARNING
Only physici i d in i i
therapy and mnnaaamunt of organ mnmlnn‘llﬂon pa-
tients should p: ibe Si tbuilialmahi The
‘," responsible for Simul istration
i have I :...‘...' i guisite for the
foﬂa\mupaftha tient. P iving the drug
should be mtnnﬂl in l:nilrtiu equipped urld staffed
with adequate laboratory and supportive medical
resources.

DESCRIPTION

Simulect® (basiliximab) is & chimerie (mnrmal’h\nnm)
monoelonal antibody l:lg(q ), produced by

DNA technology, that functions as an i

agent, specifically binding to and blocking the interleukin-2
receptor a-chain (IL-2Ra, also known as CD25 antigen) on
the surface nf‘uhvnted lemphacytea Baged on the amino

acid the lecul wmghtofthupm
tein ia 144 lalodalt It is o glycopr btained from
ﬁermzntannnuf&n blisk “mouse_, cell line ge-

ed to express pl containing the hy-

man heavy and light chain constant region genes and mouse
heavy and light chain variable region genes oncoding the
RFT5 antibody that binds selectively to the IL-2Ra.
The active ingredient, basiliximab, is water soluble. The
drug produet, Simulect®, is a stenle lyuphll.wnte which is
‘available in Smi_.whrlauglaan vials and is availoble in
10 mg and 20 mg &
Eaeh 10-mg vml enntama 10 mg basiliximab, 3.61 mg
shate, 0.50 mg ‘disodium hﬂm-

gen phnsphata (anhydrous), 0.80 mg sodium chloride, 10 mg
sucrose, 40 mg mannitol and 20 mg glycine, to be reconsti-
tuted iu 2.5 mL of Sterile Water for Injection, USP. No
preservatives are added.
Each 20 -mg v'ial eont.ems 20 mg hﬂa:lmma.h 7.21 mg

r | 0.99 mg disodium hydro-
gen frous), 1.61 mg sodium chloride, 20 mg
SULIOSE, %mgmmﬁn]mdﬁmgglydne,mbemmsu
tirted in § mL of Sterile Water for Injection, USE. No preser-
vatives are added.
CLINICAL WQLOSY
Genersl
Mechanism of Action: Basiliximab functions as an IL-2
recoptor 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 IL-2 binding. Basiliximab is
specifically targeted against IL-2Ru, which is selectively ex-
pressed nnthesurfaoeufuhvamd'ﬂymphmym Tlnsspu

LL.;-

SD), similar to that observed in tric patients (36 + 14
days) (see DOSAGE AND ADMINISTRATION). When
basiliximab was added to a triple therapy regimen consist-
ing of cyclosporine, USP (MODIFIED), corticosteroids, and
azathioprine in adults, the duration was 50 = M'dayu and
when added to cyclosporine, USP (MODIFIED), corticostar-
oids, and mycophenolate mofetil in adults, the duration
was 59 + 17 days (see PRECAUTIONS, Drug Interactions).
No significant changes to circulating lymphocyte numbers
or cell phenotypes were observed by flow cytometry.
CLINICAL STUDIES
The safety and efficacy of Simulect® for the prophylaxis of
acute organ rejection m aﬂulta folluwwg tadever:c or
renal tr 1 in four
randommed dnnble-bh.ud. phweho-mntml.le\i clinical stud-
ies (1,184 patients), Of these four, two studies (Study 1 [EU/
CAN] and Study 2 (US atudyl}mpamd two 20- mgdosennf
Simulect® with placeb
as an infusion, aspartofa tandard i
regimen compmed of eyclosporine, L'SP (MODIFIED) and
corticostercids. The other two controlled studies compared
two 20-mg doses of Simulect® with placebo, each adminis-
tered mimvennua]y as a bolus :mechnn. as part of a stan-
dard triple-immunosuppressive regimen comprised of cyclo-
sparing, USP (MODIFIED), corticostervids and either
azathioprine or mycophenolate mofetil (Study 3 and Study
4, respectively). The first dose of Simulect® or placeba was
ulm.in:mw within 2 hours prier to trauplanum sur-
gery (Day 0) and the sec

intr Ly

cond dose administered on Day 4
post-transplantation. The regimen of Simulect® was chosen
I-.npmndaal)%dmufﬂ..—muuhuahm

728 pnhem.s were enrolled in th.e two studies using a dual
n comprised of cy-
closporine, USP (MODIFIED) and corticostervids, of which
363 patients were treated with Simulect® and 358 patienls
were placebo-treated. Study 1 wus 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 18-75
years of age undergoing first eadaveric (Study 1 and Study
2) or living-donor (Study 2 only) renal transplantation, with
=1 HLA mismatch, were enrolled. *

The primnry efficacy endpoint in both studies was the ind-
dence of n&.m&lmwaﬂepmﬁnd‘&ﬁ:&mm
during the first 6 ths post-tr
efficacy endpoints included the prunary eﬂimcy vmahle
measured during the first 12 th

the incidence of biopsy-confirmed u:uta rqrach.an du.rmg the
first 6 and 12 months post-tr l tient sur-
\'wal and graft suryival, each measured at 12 nmrntl'm post-

cifie h.lgh affinity b of Simulect® to IL-2Ra

tively inhibits IL-2-mediated activation of lymphocytes, a tation. Table 1 rizes the of these
eritical pathway in the cellular immune resp involved stud:em F‘ngm 1 dlsplavs the KapiamMe]er estimates of
in allograft rejection, the p ag by tr group experiencing

While in the cirm]aﬁun. Simuiect@ Impaim the response of
to. Whether

two alcohol wipes. An instruction booklel for the prepara-
tion nf drug suspension for injection is also included with

NDC (078-0340-61
NDC 0078-0341-61
) . NDC 0078-0342-61

......... NDC 0078-9342-61

ration kit

the i g the
ability to d to T i hall with
those antigens returns to normnl aRer Simulect® s cleared
is unknown (see PRECAUTIONS).

Adults: Single-dose and multiple-dose pharmacokineti

studies have been comi.u.cted in patients first

the primary efficacy endpoint during the first 12 months
post-transplantation for Study 2. Patients in both studies
receiving Simulect® experienced a significantly lower inci-
dence of biopsy-confirmed rejection episodes at both 6 and
12 months post-transplantation. There was no difference in
the rate of delayed grafl function, putient survival, or graft
survival between Simulect®-treated patients and placebo-
1 patients in either study,

kidney tr 1 ion, C ive doses ru.ngerl from
15 mg up to 150 mg. Peak mean » SD serum concentration
following intravenous infusion of 20 mg over 30 minutes is
7.1 £ 5.1 mg/l. There is a dose-proportional increase in
C,..x and AUC up ta the highest tested single dose of 60 mg.
The volume of distribution at steady state is 8.6 + 4.1 L.

There was no evidence that the clinical benefit of Simulect®
was limited to specific sul lations based on age, gender,
race, donor type (cadaveric or living donor allograft) ar
history of disbetes mellitus.

Continued on next page

Cansult 2005 PDR supplements and future editions for revisions
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PHYSICIANS’ DESK REFERENCE®

Simulect—Cont. 2 g i ey
: Efficacy Par {F of P
[See table 1 at right) Dual-therapy Regi e TS
Study 1 Study 2
Figure 1 - : Placebo  Simulect® Placebo  Simulect®
Kaplan-Meler Estimate of the Percentage of Subjects with {N=185) (N=1590) p-value (N=173) {N=173) pevalue
Death, Graft Loss or First Aejection Episode (Dual Therapy)
Month: 0-12 Primary endpoint
Death, graft loss or acute rejection episode (0-6 months)
T e i o e o 57% 2% 0.003 55% 35% 0.002
e 50_ i Secondary endpoints :
E 40 Death, graft loss or acute rej pisode (0-12 months) "
£ g . 60% 6% 0.007 58% 41% 0.001
£ 304/ Biopsy-confirmed rejection episode (0-6 months)
2 : 4% 305 0.007 46% 33% 0.015
E g : Biopsy-confirmed rejection episode (0-12 mionths)
10 :’ 46% 32% 0.005 49% 35% 0.000
Patient survival (12 months)
0 97% 5% 029 6% 9% 0.56
0 3 § 12 Patients with fonctioning graft (12 months)
87% 88% 0.70 93% a6% 050
Maonihs
®
Two double-blind, randomized controlled studi AL L
(Study 3 and Study 41nmaedthnmfetynndeﬁcuynf
Simulect® for the pmphyhxm of acute renal transplant re- 1 Table 2
jection in adulta when used in combination with a triple im- Efficacy Parameters (Percentage of Patients)
i In Study 3, 340 patients were
concomitantly treated with cyelosporine, USP (MODIFIED), Study 3: Triple-therapy Regi lcyclosporine®, corti ds, and azathioprine)
corticosteroids and azathioprine (AZA), of which 168 pa-
tients Were treated with Simulect® and 172 72 patients were Placebo Simulect®
treated with placebo. In Study 4, 123 patients were concom- (N=172) (N=168} p-valug
tanl;iy h‘ea!ad with cyclosporme, USP (MODIFIED), corti-
late mofetil (MMF), of which 59 | Primary endpoint I
patients were m:ad with Simulect® and 64 patients were | Acute rejection episode (0-6 months) 35% 2% 0.005
treated with placebu. Patients 18-70 years of age undergo- z
first nd cadaveric or living donor (related or un-
s e S B S e e Dot graft e acute ejection episode (06 month) 40% 26% 0,008
The resulte of Study 3 are shown in Table 2. These results | Biopsy-confirmed rej 29% 18% 0.023
are consistent with the findings from Study 1.and Study 2. | Patient survival (1?: m?"-‘u”‘} o 7% 98% 1.000
[See table 2 at right] I with g gra& (12: ) BB% Y04 ﬂ599
In Study 4, the percentage of patients experiencing biopsy- | 75 2
proven acute rejection by 6 months was 15% (9 of 59 pa- USP (MODIFIED}
tients) in the Simulect® group and 27% (17 of 64 pat initial e w to Simulect® and/or following re-exposure

in the plwaho group. Although numerically lower, the
d:jferanca in acute rmef'tmu was not significant.
jomized, double-blind, placet

a.fter aeveml months, These reactions may include hypo-
diae failure, dyspnea, wheezing,

..--..-.\_,

In

mntro]ied mnl of Smul.eclﬂ for the prevention of allograft
rejection in liver tr ipients (n=381) receiving
coneomitant m:lmpmns USP (MODIFIED) and stervids,
the incidence gfﬂm combined endpoint of death, graft loss,

or first hiopsy med rejection episode at mthcr Gor12
months was similar betw patients 1 1 to receive
Simulect® and those ized to receive placeh

mmmm%rmem

" ;edema.mplratw m,m-h

ﬂmtjrmm oeeurs, therapy nulect®

tinued. Medi nfortimmnmentur
mem hy-pmenaﬂw\ty reqt'tlnnn ml:]udmg anaphylaxis
should be available for immediate use. Patients previously

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

The efficacy of Simulect® for the pmphylms of acute rejec-
tion in recipients of a second renal allografl hus not been
de Sy I

T .
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-
ued to receive a dual-therapy regimen with c¢yclosporine,
USP (MODIFIED) and corticostervid. No difference was ob-
served between groups in the 5-year graft survival in either
Study 1(91% Simulect® group, 92% placebo group) ar Study
2 (86% Simulect® group, 86% placebo group). In Study 1,
patient survival was lower in the Simulect®-treated pa-
tients compared to the placebo-treated patients (142/163
[B7%] versus 158}134 [05%], respectively). The cause of this
difference in | is unknown, The data do not indicate
an increase in malignancy- or infection-related mortality, Tn
Study 2, patient survival in the placebo proup (90%) was the
same compared to Simulect® group (90%).
INDICATIONS AND USAGE
Simuloet® is indicated for the prophylmas of acute organ
rejection in patients receiving renal transplantation when
used as part of an immunosuppressive regimen that in-
cludes cyclosporine, USP (MODIFIED) and corticosteroids.
The efficacy of Simulect® for the hylaxis of acute rejec-
tion in recipients of othar sohdurgma]]ngraﬂehumt besn
demonstrated.

CONTRAINDICATIONS
Simulect® is eontraindicated in patients with known

t course of therapy with extreme caution. The
po{entml risks of such re-administration, specifically those
d with 1 ion, are not known.

PRECAUTIONS

General

It is not known whether Simulect® use m]] have a long
term effect on the ability of the i tor

to antigens first d during Simuleet-induced
ImMmunasuppression, [
Immunogenicity -

Of renal l.rmplm s treated with Simulect®

and tested m!ﬁnﬁwanﬁbodms, 4/339 developed an
anti-idiotype antibody response, with no deletericus clinical
effect upon the patient. In none of these cases was there ey-
idence that the presence of anti-idiotype antibody acceler-
ated Simulect® clearance or decreased the period of recep-
tor saturation. In Study 2, the incidence of human anti-
murine antibody (HAMA) in renal transplantation patients
treated with Simulect® was 21138 in patients not exposed to
muromonab-CD3 and 4/34 in patients who subsequently re-
ceived muramonab-CD3. The available clinical data on the
use of mur b-CD3 in patients previously treated with
Simulact® suggest that nubnequem use of | b-CD3

ubu&.r\'ed with dual therapy ilﬁ TB mb'h} The foll
have been ntg

Simuleet® with no increase in adw-rse macﬁnn.s ATG’ALG
azathioprine, corticosteroids, cy mycop
mofetil, and muromonab-CD3.

Fertility
Nomi nie tial ofSlmuhct@wnohmwﬁintha in
vitro m mmlmnnnlla {Ames) and V79 Chinese harrl-
ster cells. No long-term or fertility studies in laboratory ani-

mals have been performed to evaluate the potential of
Simulect® to produce carcinogenicity or fertility impair-
ment, regpectively.

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 eynomolgus monkeys 100 days
post coitum foilowmg dosing with basiliximab during the or-

ganogenesis period; blood levels in pregnant monkeys were
1S-fnld hzghnrﬂlnntlmsaen in | u.muupam:é:l;‘lnmmw

: fre known to cross the placental
e.r beemm' thi\ [1-2 receptor may play an important
role in development of the immune system, and because an
imal reproduction studies are not always predictive of hu-
man response, Simulect® should only be used in pregnant
women when the potential benefit justifies the potential
risk to the fetus. Women of childbearing potential should
use effective contraveption before beginning Bimulect®
therapy, during therapy, and for 4 months after completion
of Simulect® therapy.
Nursing Mothers
It is not known whether Simulect® is excreted in human
milk. Becatiae many drugs including human antibodies are
exereted in human milk, and because of the potential for
i) reactions, a decision should be made to discontinue

ar other murine anti-lymphocytic antibody preparations is
not precluded.

These data reflect the percentage of patiente whose test re-
sults were considered positive for antibodies to Simulect® in
an ELISA sssay, and are highly dependent on the sensitiv-
ity and specificity of the assay. Additionally the observed in-
cidence of antibody positivity in an assay may be influenced

nurmngmmdmﬁnuethedmg taking info account the
importance of the drug to the mother.

Pediatric Use

No {omized, placeb led studies have been com-
pleted in pedmtrm patients. Tn a 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) wm

by several factors including sample handling, concomitant | treated with s.mnm-ua via intra balus inj
s tivity to gf:’hmf el "?r 3’“?:“%“{ medications, and underlying disease. For these reasons, | addition to stand eesive agents includi
DESCRIPTION. compositian,, of Simuect”, under ison of the i of antibodies to Simulect® with cyclosporine, 'USP (MODTF[ED}, corticosteroids, azathic-

the mﬂd.enm of antibodies to other products may be | prine, and mycor | fatil. The acute rejection rate
WARNINGS. See Boxed MRNING misleading. at six months was comparable to that in adults in the triple-
General Drug Interactions therapy trials. The most freq y reported ad eyents
Simulect® should be admim&temﬂ under qualified medical | No dose adjustment is necessary. when Slmu.lscb@ i addsd were hypertension, hype:rtmchnmu and rhinitis (48% each),
supervision, Patients should be informed of the potentul to tripl urinary tract infections (46%), and fover (39%). Overall, the
benefits of therapy and the risks associnted with ine, cor t , and either azathioprine or mywpham- adverse event profile was consistent with general clinical
tration of i nnmmasuppmsswe thm'npy late mofatil. Thres chinical trials have i i in the pediatric renal transplantation population
While neither the i of ly jve disor- | Simulect® use in combination with triple-therapy regimens, am! with the profile in the controlled adult renal transplan-

ders nor opportumistic hfacmns was h:ghur in Simu]ec@
treated patients than in
on mmuwruppmsa{va Lhmpy are at increased rmk f'ur

Pharmacokinetivs were assessed in two of these trials, Total
body clearance of Simulect® was reduced by an
22% nnd 51% whan azathioprine and mycophenolate

these plications and should be it
nicwzdingly
Hypersensitivity
Severe acute (onset within 24 hours) hypersensitivity reac-
tions including anaphylaxis have been observed both on

ts and

will be

perseded by suppl

ly, were added to a regimen consisting of
cyclmponne USP (MODIFIED) and corticosteroids. None-
theless, the range of individual Simulect® clearance values
in the presence of azathioprine {12-57 mL/h) or my

tation studies. The available pharmacokinetic data in chil-

dren and adolescents are described in CLINICAL PHAR-

MACOLOGY and DOSAGE AND ADHINMRATIGN

It i= not known whether the i

infaction, and other antigenic shm\:h ndmuﬂmmd or en-
d during Simulect® therapy paired or whether

such p will remain 1mpsn'ud after Simulect®

ldte mofetil (7-54 mL/h) did not extend outside the range

editions

therapy.

J
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Geriatric Use
Controlled clinical studies of Simulect® have included &
small number of patients Bﬁymand older {Simulect® 28;
plaoabn 32). me the ilabl ing Simulect®
ti the 1 event profile in
pnbenha =65 years ofaga 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
B linical trials are J““'undnrw:debvn.r_\ung
conditions, adverse reaction rates observed in the elinical
trials of & drug cannot be directly compared to rates in the
clinical trials of another drug and may not reflect the rates
observed in practice. The adverse reaction information from
clinical trials does, howsver, provide a basis for identifying
the adverse events that appear o be related to drug use and
for approximating rates.
The incidence of adverse events for Simulect® was detar-
mined in four randomized, double-blind, plauehu»mnuu]lad
clinieal trials for the prevention of renal rqlactmn
Two of the studies lStudy 1 and Study 2), used a dual main-
8 regimen comprised of cycln-

hiadd 1

Urinary: albuminuria, dysuria, frequent
micturition, hematuria, increased non-protein nitrogon.
oliguria, abnormal renal function, rennl tubular necrosis,
surgery, wreteral disorder, urinary 1

Vascular Disorders: vascular disorder;

¢ cataract, cm:;nnchv_itiu.

fis abnormal
visiomn; :
White Blood Cell: leucopenia, Among these avmta. leu-

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

To prepare the reconstituted solution, add 2.5 mL of Sterile
Water for Injection, USF, using aseptic technique, to the vial
containing the Simulect® powder. Shake the vial gently to
dissolve the pow:lcr

The and may be given ei-

mpam.n and hypertriglyceridemia occurred more fiy tly
in the two triple-therapy studies using azathioprine and
mycophenolate 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-
tween groups at 1 year (9/590 Simulect®-treated patients
v8, 127594 placebo-treated patients) or among patients with
fHeyear 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-
cantly different betwoen groups, and less than 1% in the
Simulect®-treated patients.

Infections

The overall incid of cyt lovirus infection was

tenance immunosuppressivi

sporine, USP (MODIFIED) and corti oids, w

the other two studies (Study 3 and Study 4) uaed &

mph-wmunneupmawe regimen comprised of eyclospor-

ine, USP (MODIFIED), corticosteroids, and either

azathioprine or mycophenolate mofetil.

Simulect® did not nppeartuaddtnthebackyomdofad—

verse eventé seen in organ transplantation patients as a

consequence of their underlying diseass and the cuncummt
inistration of i te and o

tions. Adverse events were mpoﬂed by 96% of the pauentn

in the placebo-treated group and 96% of the patients in the

Simulect®-treated group. In the four wntrolled

studies, the pattern, of adverse events in 590 patients

treated with the recommended dose of Simulect® was sim-

ilar (o that in 594 patients treated with placebo. Simulect®

imilar in Simulect®- and plncebn-mated patients (16% Vs,

ther az a bolus :mechnnordlluted tasvolnme of 25 mL
with normal saline or dextrose 5% for infusion. When mix-
ing the solution, gently invert the bag in order to mzn:d
foaming; DO NOT SHAKE,

Reconstitution of 20 mg Simulect® Vial

To prepare the reconstituted solution, add 5 ml, of Sterile
Water for Injection, USP, using aseptic technique, to the vial
containing the Simulect® powder. Shake the vial gently to
dissolve the powder.

The reconstituted solution is isotenic and may be given ei-
ther as a bolus injection or diluted to a volume of 50 mL
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.

HOW SUPPLIED

1'?%} receiving & dual- or triple-i
regimen. Howusr, in pattlmts receiving a triple-
Mmmmwmmnnrammau,themmdm of serious cyto-

‘infection was higher in Simulect®-treated pa-
tients compared to placebo-treated patients (11% va. 5%).
The rates of infections, serious infections, and infections
organisms were similar in the Simulect®- and placebo.
treatment groups among dual- and triple -therapy treated
patients.

Post-Marketing Experiance
Severs acute hypmenﬁtmty reactlons mcludmg anaphy-
laxis characterized hy din, cardiac
failure, dysp g, bronch , pul

edema, respiratory ﬁ.ilm‘e urticaria, ra.ah pnmtus, nnd.l’cr

d:dnotmzmthe iden afmus dverse events mmuwellusmpﬂ]mleaksmﬂmmmﬂcywkm

obperved compares placebo. release syndrome, have been reporfad during post-
The most frequentls mpurted adverse events were gastroin- | marketing experience with Simulect®,

testinal disorders, 1g in 68% of Simulect®-treated

patients and 67% of | freatod patients., OVERDOSAGE

The incidence and types of adverse events were similar i A maxi 1 dese of Simulect® has not been deter-

Simulecti®-treated and placebo-treated patients. The iinilcvw
ing adverse events occurred in =10% of Simulect®-treated
patients:
Gastrointestinal System: constipation, nausea, abdominal
pain, vomiting, diarrhea, dyspepsia;

Whole-General.

Body as a : pain, peripheral adema, faver,
viral infection;

Metabolic and Mrumoml hy:perk.n]emm. hypnkalemm |
hyperglycemia, hyp hyt y
hyperuricemia;

Urinary System: urinary tract infection;
Respiratory System: dyspnea, upper respiratory tract

mined in patients. During the course of clinical studies,
Simulect® has been administered to adult renal transplan-
tation patients in single doses of up to 60 mg, or in divided
doses over 3.5 days of up to 120 mg, without any nmmd
serious adverge events, There has been one spontancous re-

Simulect® (basiliximab) is supplied in a single-use glass
yial

Each carton contains one of the following; -

1 Simulect® 10 mg vial NDC 0078-0383-61
1 Simulect® 20 mg vial NDC 0078-0331-84
Store lyophilized Simulect® under refrigerated conditions
(2°C to 8°C; 36°F to 46°F). |

Bonotmh&ymdtha m:puaum date stamped on the vial.
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ticosteroids. Simulect® is for central or peripheral intrave-
nous administration only, Heconstituted Simulect® should

infection;
Appendages: surgical wound pli

Skin and

acne;

Cardiovascular Disorders-General: hypertension;
Central and P.rbl‘leral Nervous System: headache,

* fremor;, Yo

[Rai— ik F. TP

Red Blood Cell: anemia,

The following adverse events, not mentioned above, were

reported with an incidence of =3% and <10% in pooled
of patients treated with Simulect® in the four

controlled clinical trials, or in an analysis of the two

dual-therapy trials:

Body as a Whole-Gi /. idental trauma, astl

thest pain, imreaud drng lovel, m&v:hun. face edema, fa-
tigue, d P t edema, lized edema, leg edema,
malaise, rigors, sepsis;

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

Erds ;_1_ X1

cmwmuﬁm anlnrged ahdoman, esophag-;tis fatu-
lence; gnst itis, GI hemor-
rhage, gmn hyperplasia, mlena, moniliasis, uleerative

Heart ﬂl'l‘l and Rhythm: arrhythmia, atrial fibrillation,
tachycardia;

be given either as a bolus injection or diluted to a volume of
256 mL (10-mg vial) or 50 mL (20-mg vial) with normal ealine
or dextrose 5% and administered as an intravenous infusion
over 20 to 30 minutes. Bolus administration may be associ-
ated mth nausea, vomiting and loeal reactions, including

pain.

Simuwmaﬁlyﬁw once it has been de-
tmnsdthatihapanentw-}!!mﬂm -and concom-
itant imm Pati previously admihm—
tered Simulect® should only be re-exposed to a subseq
course of therapy with extreme caution.

Parenteral drug products should be inkpected visually for
particulate matter and discoloration before administration.
After reconstitution, Simulect® should be o clear-to-
opalescent, colorless solution. If particulate matter is pres-
ent or the solution 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-
erobial preservatives or bacteriostatic agents.

It is recommended that after r
should be used immedintely. If not used immediately, it can
be stored at 2°C to 8°C for 24 hours or at room temperature
for 4 hours. Discard the reconstituted solution if not used
within 24 hours.

No incompatibility between Simulect® and polyvinyl chlo-
or infusion sets has been obeerved. No data are

ilahl mthempahbxhtyofﬁmlecbﬂm‘thot}m’in—

Metabalic and Nutritional: idosi dehydration, diabet S
mellitus, fluid warleud, leemia, hyperlipemia, hy-
pertriglyeeridemia, hyy i rlycemia, hypomag:

nesemia, hmpmtemem;a. wejgm imcrease;
Musculoskeletal:

t . Other drug substances should not be
adderi orinfused simultanecusly through the same intrave-
nous line.

port of a ped:ntnc renal transplantation patient who !TALEVD‘ 50 B
| received a single 20-mg dose (2.3 mg/kg) without adverse STALEVO® 100

events. EtTlLED\me‘ 150

18-
DOSAGE AND ADMINISTRATION
|carbidopa, levodopa and entacaponel
Simulect® is used as part of an i ¢ regi- | Tabl "
men that includes mluspmno, usp MDDIF]ED} nnd cor- | Rx only

Prescribing Information

The following prescribing information is based on official
labeling in effect July 2004,

DESCRIPTION

Stalevo® (carbcdupa, ]evndopa and entacapone) is a combi-
nation of carbid pa and ent for the treat-
ment of Parkinson's diseaso,

CabidnparanInRINHoF of St asd b
hﬁmhawhdﬁe'eryﬁ.‘ﬂﬁm { “sligh:.ly luble in

water, with & molecular wmghtufms It is desigmated

chemieally as (-)-I-(n-hydrazino-(e-methyl-B-(3, 4-81hy—
zene) p ie acid shydrate. Tts

formula is CmH"NgDpH,O and its structural formula is

0

- "OH s Hz0
HaC™ TNHNH,

OH

Tablet content is expressed in terms of anhydrous carbi-

dopa, which has a molecular weight of 226.3.

Levodnpa, mmﬁ:ammoamd.;aawhns.crm]hm
Ehght]y luble in water, with a molecular

nght of 197.2. It is designated c.hemcally as {-)-L-a-ami-

no--(3,4-dihydroxybenzene) propancic acid, Its ‘empirical

formula is CyH,;NO,, and its structural formula is

Q

arthralgia, arthropathy, back pain, bone | adules o :
fracture, cramps, hernia, myalgia, leg pain; Tnadidlt | e deil reg A W
hﬂuvom System: dizziness, neumpathy. paraesﬁaeun, 20 mg earh. The first 20-mg dose should be given within 2 p i
APOREOTR, e hours prior 1o transplantation surgery. The Fecommended -
Piatelet and BI 'g hage, purpura, | second 20-mg dose should be given 4 days after transpl Ent ibitor of hol-O:methyltransf
memhncymllenm :hmmbcms; o 1% tation. The sew;]:;d dose should be withheld if complications [("()MT], isa nm-csbedxﬂ-structured compound with a

pression; such as severs hypersensitivity reactions to Simuléct® or lar weight of 305.3. The chemical name of entaca-
M""’“‘ M de""‘h"m“— 4457 i graft loss oceur. : "pone is (E)-2-cyano-3-(8,4-dihydroxy-5- nitrophenyl)-N,N-
i aosdent %, Male;, o ede;:la, B i | Pediatric diethyl-2-propenamide. Its empirical formula is C, JH,:N,0;
v al : chest | In pedmlmr pe'danta weighing less than 35 kg, the recom- | and its structural formula is

m‘h caughmg, phnmmm. ¥ i ary regimen is two doses of 10 mg each. ln pedtatrl.c [See ehemieal structure at top of next colunin|

disorder, pulmonary edema, rhinitis, sinusitis;

Skin and Appendages: cyst, herpes simplex, h.e
toster, hypertrichosis, pruritus, rash, skin disorder, skm
uleeration;

patients weighing 35 kg or more, the
is two doses of 20 mg each. The first dose should hP given |
within 2 hours prior to transplantation surgery. The recom-

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

Stalevo® (carbidopa, levodopa and entacapane) is supplied
as tahlets in three strengths:

Continued on next page

Consult 2005 PDR* supplements and future editions for revisions
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