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GH a2.5 ng/mL, IGF-1 elevated, and/or clinical symptoms 
uncontrolled, increase Sandostatin LAMS Depot dosage to 
30 mg every 4 weeks. 
GH <1 ng/mL, IGF-1 normal and clinical symptoms con-
trolled, reduce Sandoatatin LAR® Depot dosage to 10 mg 
every 4 weeks. 
Patients whose GH, 1GF-1, and symptoms are not ode. 
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 Sandostatin LAM 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 irradiation, 
Sandostatin LAR® Depot should be withdrawn yearly for 
approximately 8 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 failure requiring dialysis, the half-life 
of octreotide may be increased, necessitating adjustment of 
the maintenance dosage (see CLINICAL PHARMACOLOGY 
and Pharmacokinctics of Octreotide Acetate). 
Carcinoid Tumors and Vromas 
1. Patients Not Currently Receiving Octreotide Acetate 
Patients not currently receiving octreotide acetate should 
begin therapy with Sandostatina) Injection given subcuta-
neously. The suggested daily dosage for careinoid tumors 
during the first 2 weeks of therapy ranges from 
100-600 mcg/day in 2-4 divided doses (mean daily dosage is 
300 mcgi. Some patients may require doses up to 1500 mcg/ 
day. The suggested daily dosage for VIPomas is 200-300 mcg 
in 2-4 divided doses (range 150-710 mcgs dosage may be ad-
justed on an individual basis to control symptoms but usu-
ally doses above 450 mcg/day are not required. 
Sanciostatine, Injection should be continued for at least 2 
weeks. Thereafter, patients who are considered "respond-
ers' to octrootide acetate and who tolerate the drug may be 
switched to Sandostatin LAB® Depot in the dosage regimen 
described under 2. below (Patients Currently Receiving 
Sandostatin® Injection). 
2. Patients Currently Receiving Sandostatin• (octreet(de 
acetate) Injection 
Patients currently receiving Sandostatin® Injection can be 
switched to Sandostatin LAR(e) Depot in a dosage of 20 mg 
given Ihl intragluteally at 4 -week intervals for 2 months. 
Deltoid injections are to be avoided because of significant 
discomfort at the injection site when given in that area. 
Gluteal injection sites should be alternated to avoid irrita• 
bon. Because of the need for serum octreotide to reach (her-
apeutmally effective levels following initial injection of 
Sandostatin LAB® Depot, carcinoid tumor and VIPoma pa-
tients should continue to receive Sandostatin® Injection s.c. 
for at least 2 weeks in the same dosage they were taking 
before the switch. Failure to continue subcutaneous injoc. 
tons for this period may result in exacerbation of 
symptoms. (Some patients may require 3 or 4 weeks of such 
therapy.) 
After two months of a 20-mg dosage of Sandostatin LAR® 
Depot, dosage may be increased to 30 nig every 4 weeks if 
symptom, are not adequately controlled. Patients who 
achieve good control one 20-mg. dose may have their dose 
lowered to lt) mg for a trial period. If symptoms recur, dos-
age should then be increased to 21) mg every 4 weeks. Many 
patients cut:, 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 levels of octreotide are reached more rapidly 
with a 20-mg dose. 
Dosages higher than 30 mg are not recommended because 
there is no information on their usefulness. 
Despite good overall control of symptoms, patients with can 
cinoid tumors and ViPomas often experience periodic 
exacerbation of symptoms (regardless of whether they are 
being maintained on Sandoetatineb Injection or Sandostatin 
LAW® Depot). During these periods they may he given 
Sandosuitina Injection a.c. for a few days at the dosage they 
were receiving prior to switch to Sandostaun LAB® Depot. 
When symptoms are again controlled, the Sandostatin® 
injection s.c. can be discontinued. 
Administration of Sandostatin LAB® 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 requiring dialysis, the half-life 
of octreotide may be increased, necessitating adjustment of 
the maintenance dosage (see CLINICAL PHARMACOLOGY 
and Pharmacokinetics of Octreotide Acetate). 

HOW SUPPLIED 
Sandostatin LAR® Depot (octnaitide acetate for injectable 
suspension) is available in single-use kits containing a 5-mL 
vial of 10 mg, 20 mg or 30 mg strength, a syringe containing 
2.5 mL of diluent, two sterile 1 1/2" 19 gauge needles, and 
two alcohol wipes. An instruction booklet for the prepara-
tion of drug suspension fur injection is also included with 
each kit. 
Drug Product Kits 

10 mg kit  Nne, 007A-0340-61 
20 mg kit  NDC 0078-0341-61 
30 mg kit  NDC 0078-0342.61 
Demonstration kit  NDC 0078-9342.61 

Storage 
For prolonged storage, Sandoatatin LAB® 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. 
Sandostatin LAB® Depot drug product kit should remain at 
room temperature for 30-60 minutes prior to preparation of 
the drug suspension. However, after preparation the drug 
suspension must be administered immediately. 

•Trademark of Medical Economics Company, Inc. 
REV: APRIL 2004 T2004.23 

89018502 
Sandostatin LAWS) Depot vials are manufactured by: 
Biochemie GmbH, Schaftennu, Austria 
(Subsidiary of Novartis Pharma AG, Basle, Switzerland) 
The diluent syringee are manufactured by: 
Solvay Pharmaceuticals B.V. 
01st, The Netherlands 
Distributed by: 
Novartis Pharmaceuticals Corporation 
East Hanover, New Jersey 07936 
®Novartis 

Shown in Product Identification Guide, page 32,5 

SIMULECT.
Ishii etc, 16kt] 
lbasIllxlmabl 
For Injection 
Rx only 

Prescribing Information 
The following prescribing information is based on official 

I labeling in effect July 2004. 

WARNING 
Only physicians experienced in immunosuppression 
therapy and management of organ transplantation pa-
tients should prescribe Simulece (basiliximab). The 
physician responsible for SimulectC administration 
should have complete information requisite 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 
resources. 

DESCRIPTION 
Simulect® ibasiliximab) is a chimeric (murine/human) 
monoclonal antibody (1gG,„), produced by recombinant 
DNA technology, that functions as an immunosuppressive 
agent, specifically binding to and blocking the interleukin-2 
receptor a-chain (IL-2Ra, also known as CD25 antigen , on 
the surface of activated T-lymphocytes. Based on the amino 
acid sequence, the calculated molecular weight of the pro-
tein is 144 Icilodaltorts. It is a glycoprotein obtained from 
fermentation of an established mouse myeloma cell line ge-
netically engineered to express plasmids containing the hu-
man heavy and light chain constant region genes and mouse 
heavy and light chain variable region genes encoding the 
RFT5 antibody that binds selectively to the IL-2R1r. 
The active ingredient, basiliximab, is water soluble. The 
drug product, Simulect®, is a sterile lyophilisate which is 
available in 6 mL colorless glass vials and is available in 
10 mg and 20 mg strengths. 
Each 10-mg vial contains 10 mg basiliximab, 3.61 mg 
monobasic potassium phosphate. 0.50 mg disodium hydro-
gen phosphate (anhydrous), 0.80 mg sodium chloride, 10 mg 
sucrose, 40 mg mannitol and 20 mg glycine, to be reconsti-
tuted in 2.5 niL of Sterile Water for Injection, USP. No 
preservatives are added. 
Each 20-mg vial contains 20 mg basiliximab, 7.21 nig 
monobasic potassium phosphate, 0.99 mg disodium hydro-
gen phosphate (anhydrous), 1.61 mg sodium chloride, 20 mg 
sucrose, 80 mg mannitol and 40 mg glycine, to be reconsti-
tuted in fi ml. of Sterile Water for Injection, USP. No preser-
vatives are added. 

CLINICAL PHARMACOLOGY 
General 
Mechanism of Action: Basiliximab functions as an IL-2 
receptor antagonist by binding with high affinity (K„ e 1 
x 1010 At') to the alpha chain of the high affinity IL-2 re-
ceptor complex and inhibiting IL-2 binding. Basilburnah is 
specifically targeted against IL-2Ra, which is selectively ex-
pressed on the surface of activated T-lymphocytes. This spe-
cific high affinity binding of Simulect® to IL-2Ru competi-
tively inhibits iL-2-mediated activation of lymphocytes, a 
critical pathway in the cellular immune response involved 
in allograft rejection. 
While in the circulation, Simulect® impairs the response of 
the immune system to antigenic challenges. Whether the 
ability to respond to repeated or ongoing challenges with 
those antigens returns to normal after Simulect® is cleared 
is unknown (sec PRECAUTIONS). 
Pharmacokinetics 
Adults: Single-dose and multiple-dose plairmacokinetic 
studies have been conducted in patients undergoing first 
kidney transplantation. Cumulative duties ranged from 
15 mg up to 150 mg. Peak mean r. SD serum concentration 
following intravenous infusion of 20 mg over 30 minutes is 
7.1 a 5.1 mg/i.. There if, a dose-proportional increase in 
C,„„‘ and AUC up to the highest tested single dose of 60 mg. 
The volume of distribution at steady state is 8.6 a 4.1 L. 

The extent and degree of distribution to various body com-
partments have not been fully studied. The terminal half 
life is 7.2 '- 3.2 days. 'Real body clearance is 41 a 19 inIsth 
No clinically relevant influence of body weight or gender on 
distribution volume or clearance hag been observed in adult 
patients. Elimination half-life was not influenced by age 
(20-69 years), gender or ram! (see DOSAGE AND 
ADMINISTRATION). 
Pediatric: The pharmacokinetics of Simulect® have been 
assessed in 39 pediatric patients undergoing renal trans-
plantation. In intbnts and children (1-11 years of age, ns25), 
the distribution volume and clearance were reduced by 
about 50% compared to adult renal transplantation pa. 
tients. The volume of distribution at steady state was 4,8 a 
2.1 L, half-life was 9.5 .. 4.5 days and clearance was 17 a 
6 mIsh. Disposition parameters were not influenced to a 
clinically relevant extent by age (1-11 years of age), body 
weight (9.37 kg) or body surface area 10.44-1.20 m ) in thin 
age group. in adolescents (12.16 years of age, ns14), dispo-
sition was similar to that in adult renal transplantation 
patients( The volume of distribution at steady state was 
7.8 a 5.1 L, half-life was 9.1 s 3.9 days and clearance was 
31 a 19 milli (sec DOSAGE AND ADMINISTRATION). 
Pharmacodynamics 
Complete and consistent binding to IL-2Ra in adults is 
maintained as long as serum Simulect® levels exceed 
0.2 pg/mL. As concentrations fall below this threshold, the 
IL-2Ra sites are no longer fully bound and the number of 
T-cells expressing utibuund IL-2Ra returns to pretherapy 
values within 1-2 weeks. The relationship between serum 
concentration and receptor saturation was assessed in 13 
pediatric patients and was similar to that characterized in 
adult renal transplantation patients. In vitro studies using 
human tissues indicate that Simulect® binds only to 
lymphocytes. 
The duration of clinically relevant IL-2 receptor blockade 
after the recommended course of Simulect® is not known. 
When basiliximab was added to a regimen of cyclusporine. 
USP (MODIFIED) and corticosteroids in adult patients, the 
duration of IL-2Ren saturation was 36 a 14 days Iowan a 
SD), similar to that observed in pediatric 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 a 20 days and 
when added to cyclosporine, CS? (MODIFIED). corticoster. 
olds, and mycophenolate mofetil in adults, the duration 
was 59 a 17 days (see PRECAUTIONS, Drug Interactions). 
No significant changes to circulating lymphocyte numbers 
or cell phenotypes were observed by flow cytemetry. 

CLINICAL STUDIES 
The safety and efficacy of Simulect® for the prophykods of 
acute organ rejection in adults following cadaveric- or 
living-donor renal transplantation were assessed in four 
randomized. double-blind, placebo-controlled clinical stud-
ies (1,184 patients). Of these four, two studies (Study 1 lEU! 
CANT and Study 21US study) ) compared two 20-mg doses of 
Simulect® with placebo, each administered intravenously 
as an infusion. as part of a standard immunosuppressive 
regimen comprised of cyclosporine. USP (MODIFIED) and 
corticosteroids. The other two controlled studies compared 
two 20-mg doses of Simulect® with placebo, each adminis-
tered intravenously as a bolus injection, as part of a stan-
dard triple-immunosuppressive regimen comprised of cycle-
aporine, USP (MODIFIED), corticosteroids and either 
azathioprine or mycophenolate mofetil (Study 3 and Study 
4, respectively). The first dose of Simulect® or placebo was 
administered within 2 hours prior to transplantation sur-
gery (Day 0', and the second dose administered on Day 4 
post-transplantation. The regimen of Simulect® was chosen 
to provide 30-45 days of IL-2Ru saturation. 
729 patients were enrolled in the two studies using a dual 
maintenance immunosuppressive regimen comprised of cy-
closporine, US? (MODIFIED) and corticoeteruids, of which 
363 patients were treated with Simulect® and 358 patients 
were placebo-treated. Study 1 wan 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 cadaveric (Study 1 and Study 
21 or living-donor (Study 2 only) renal transplantation, with 
al HLA mismatch, were enrolled. i.2 

The primary efficacy endpoint in both studies was the inci-
dence of death, graft loss or an episode of acute rejection 
during the first 6 months post.transplantation. Secondary-
efficacy endpoints included the primary efficacy variable 
measured during the first 12 months post-transplantation, 
the incidence of biopsy-confirmed acute rejection during the 
first 6 and 12 months post-transplantation, and patient sur-
vival and graft survival. each measured at 12 months post-
transplantation. Table 1 summarizes the results of these 
studies. Figure 1 displays the Kaplan-Meier estimates of 
the percentage of patients by treatment group experiencing 
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 nu difference in 
the rate of delayed graft function, patient survival, or graft 
survival between Simulect®-treated pathless and placebo-
treated patients in either study. 
There was nu evidence that the clinical benefit of Simulecte 
was limited to specific aubpopulations based on age, gender, 
race, donor type (cadaveric or living donor sllograftl or 
history of diabetes 

Continued on next page 
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Si rn u I ect—Co nt. Table 1 
Efficacy Parameters (Percentage of Patients) 

f See table 1 at right! 

Figure 
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Two double-blind, randomized. placebo-controlled studies 
(Study 3 and Study 41 assessed the safety and efficacy of 
Simulect® for the prophylaxis of acute renal transplant re-
jection in adults when used in combination with a triple im-
munosuppressive regimen. In Study 3, 340 patients were 
concomitantly treated with cyclosporine, USP (MODIFIED), 
corticosteroids and azathiuprine )AZA), of which 168 pa-
tients were treated with Simulectit and 172 patients were 
treated with placebo. In Study 4, 123 patients wore concom-
itantly treated with cyclosporine, USP (MODIFIED), corti-
costeroids and mycophenolate mofetil (MMF), of which 59 
patients were treated with Simulect® and 64 patients were 
treated with placebo. Patients 18-70 years of age undergo-
ing first or second cadaveric or living donor (related or un-
related) renal transplantation were enrolled in both studies. 
The results of Study 3 are shown in Table 2. These results 
are consistent with the findings from Stedy I and Study 2. 
(See table 2 at right] 
In Study 4, the percentage of patients experiencing biopsy-
proven acute rejection by 6 months was 15% (9 of 59 pa-
tients) in the Simulect® group and 27% 17 of 64 patients) 
in the placebo group. Although numerically lower, the 
difference in acute rejection was not significant. 
In a multicenter. randomized. double-blind. placebo-
controlled trial of Simulect® for the prevention of allograft 
rejection in liver transplant recipients (n=3811 receiving 
concomitant cyclosporine. USP (MODIFIED) and steroids, 
the incidence of the combined endpoint of death, graft loss. 
or first biopsy-confirmed rejection episode at either 6 or 12 
months was similar between patients randomized to receive 
Simulect® and those randomized to receive placebo. 
The efficacy of Simulect® for the prophylaxis of acute rejec-
tion in recipients of a second renal allograft his not been 
demonstrated. 
Long Term Follow-up 
Five-year patient survival and graft survival data were pro-
vided by 71% and 585E of the original subjects of Study I 
and Study 2, respectively. Subjects in both studies contin-
ued to receive a dual-therapy regimen with cyclosporine, 
USP (MODIFIED) and corticoeteroid. No difference was ob-
served between groups in the 5-year graft survival in either 
Study 1(91% Simulect® group, 92% placebo group) or Study 
2 185% 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 
187%1 versus 156/164 195%1, respectively), The cause of this 
difference in survival is unknown. The data do not indicate 
an increase in malignancy- or infection-related mortality. in 
Study 2. patient survival in the placebo group (90%) was the 
same compared to Simulect® group .90%1. 

INDICATIONS AND USAGE 
Simulect® 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 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 been 
demonstrated. 

CONTRAINDICATIONS 
Simulect® is contraindicated in patients with known 
hypersensitivity to basiliximab or any other component of 
the formulation. See composition of Simulecie under 
DESCRIPTION. 

WARNINGS. See Boxed WARNING. 
General 
Simulect® should be administered under qualified medical 
supervision. Patients should be informed of the potential 
benefits of therapy and the risks associated with adminis-
tration of immunosuppressive therapy. 
While neither the incidence of lympho-proliferative dieter-
ders nor opportunietic infectanns was higher in Simulect®-
treated patients than in placebo-treated patients, patients 
on inununosuppressive therapy are at increased risk for 
developing these complications and should be monitored 
accordingly. 
Hyperstmsitivity 
Severe acute (onset within 24 hours) hypersensitivity reac-
tions including anaphylaxis have been observed both on 

Dual-therapy Regimen (cyclosporine• and corticosteroids) 
Study 1 Study 7 

Placebo 
IN.185) 

Simulects
(5=190) p-value 

Placebo 
(W173) 

Simulee 
INat 73) p-value 

Primary endpoint 
Death, graft loss or acute rejection episode (0-6 months) 

57% 42% 0.003 55% 38% 0.002 

Secondary endpoints 
Death, graft loss or acute rejection episode (0-12 months) 

60% 46%. 0.007 SW 415E 0.001 
Biopsy-confirmed rejection episode 10-6 months) 

44% 30% 0.007 46% 33% 0.015 
Biopsy-confirmed rejection episode (0-12 months) 

46% 32% 0.005 49% 35% 0.009 
Patient survival (12 months) 

97% 95% 0.29 96% 97%. 0.56 
Patients with functioning graft (12 months) 

87% 88% 0.70 93% 95% 0.50 

'USP (MODIFIED) 

Table 2 
Efficacy Parameters (Percentage of Patients) 

Study 3: Triple-therapy Regimen 1cyclosporine•, corticosteroids, and azathioprine) 

Primary endpoint 
Acute rejection episode (0.6 menthe) 

Secondary endpoints 
Death, grail loss or acute rejection episode (0-6 months) 
Biopsy-confirmed rejection episode (0-6 months) 
Patient survival (12 months) 
Patients with functioning graft (12 months) 

'USP (MODIFIED) 

Placebo 
(Nr.172) 

Sirnulect° 
15.1681 p-value 

35% 21% 0.005 

40% 26% 0.008 
29% 18% 0.023 
97% 98% 1000 
88% 90% 0.599 

initial exposure to Simulect® and/or following re-exposure 
after several months. These reactions may include hypo-
tension, tachycardia, cardiac failure, dyapnea, wheezing, 
bronchospasm, pulmonary edema, respiratory failure, urti-
earls, rash, pruritus, and/or sneezing. If a severe hypersen-
sitivity reaction occurs, therapy with Simulect® should be 
permanently discontinued. Medications for the treatment of 
severe hypersensitivity reactions including anaphylaxis 
should be available for immediate use. Patients previously 
administered SimulectOahould only be re-exposed to a sub 
sequent course of therapy with extreme caution. The 
potential risks of such re-administration, specifically those 
associated with immunoeuppression, are not known. 

PRECAUTIONS 
General 
It is not known whether Simulect® use will have a long-
term effect on the ability of the immune system to respond 
to antigens first encountered during Simulectile-induced 
immu mom pp res.sion. 
Immunogenicity 
Of renal transplantation patients treated with Simulect® 
and tested for anti-idiotype antibodies, 4/339 developed an 
anti-idiotype antibody response, with no deleterious clinical 
effect upon the patient. In none of these cases was there ev-
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-C1.13 and 4t34 in patients who subsequently re-
ceived muromonab-CD3. The available clinical data on the 
use of muromonab-CD3 in patients previously treated with 
Simulect® suggest that subsequent use of muromonab-CD3 
or other routine anti-lymphocytic antibody preparations is 
nut precluded. 
These data reflect the percentage of patients whose test re-
sults) were considered positive for antibodies to Simulect® in 
an ELISA assay, 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 
by several factors including sample handling, concomitant 
medications, and underlying disease. For these reasons. 
comparison of the incidence of antibodies to Simulect® with 
the incidence of antibodies to other products may be 
misleading. 
Drug Interactions 
No dose adjustment is necessary when Simulect® is added 
to triple-immunosupprmision regimens including cyclospor-
ino, corticosteroids, and either azathioprine or mycopheno-
late mofetil. Three clinical trials have investigated 
Simulect® use in combination with triple-therapy regimens. 
Pharmatukinetibi were assessed in two of these trials. Total 
body clearance of Simulect® was reduced by an average 
22% and 51% when azathioprine and mycophenolate 
mofetil, respectively, were added to a regimen consisting of 
cyclosporine, USP (MODIFIED) and corticosteroids. None-
theless, the range of individual Simulect® clearance values 
in the presence of azathioprine (12-57 ml/h) or mycophenn-
late mofetil '7-54 m1.11:0 did not extend outside the range 

observed with dual therapy (10-78 mllh). The following 
medications have been administered in clinical trials with 
Simulect® with nn increase in adverse reactions: ATG/ALG. 
azathiuprine. corticosteroids, cyclosporine, mycophenolate 
mofetil, and muromonab-CD3. 
ClicinogettesiefillutagenesisMnpairment of Fertility 
No mtrtagenic potential of Simulect® was observed in the in. 
prim assays with Salmonella (Ames) and V79 Chinese ham-
ster cells. Nu 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, respectively. 
Pregnancy Category B 
There are no adequate and well-controlled studies in preg-
nant women. No maternal toxicity, embryotexicitY, or tem-
togenicity was observed in cynomolgus monkeys 100 days 
post coitum following dosing with baeiliximah during the or-
ganogenesis period; blood levels in pregnant monkeys were 
I3-fold higher than those seen in human patients. immuno-
toxicology otuctietthave not been performed in the offspring. • 
Bemuse IgG'intileCules arc known to cross the pinra.r.tal 
barrier, because thr. 11,2 cri. ,plor may pl.:ty an important 
rolt- 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 contrucept.iun before beginning Simulect® 
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 Because many drugs including human antibodies are 
excreted in human milk, and because of the potential for 
adverse reactions, a decision should be made to discontinue 
nursing or to discontinue the drug, taking into account. the 
importance of the drug to the mother. 
Pediatric Use 
No randomized, placebo-controlled studies have been com-
pleted in pediatric patients. In a safety and pharmacoki-
netic study, 41 pediatric patients (1.11 years of age Ini--27;, 
12.16 years of age 1n=141, median age 8.1 years) were 
treated with Simulect® via intravenous bolus injection in 
addition to standard immunosuppressive agents including 
cyclosporine. USP (MODIFIED), corticosteroids, aznthib 
prime, and mycophenolate mofetil. The acute rejection rate 
at six months was comparable to that in adults in the triple-
therapy trials. The most frequently reported adverse events 
were hypertension, hypertrichosis, and rhinitia (49% each), 
urinary tract infections (46%), and fever (39%1. Overall, the 
adverse event profile was consistent with general clinical 
experience in the pediatric renal transplantation population 
and with the profile in the controlled adult renal transplan-
tation studies. The available pharmacokinetic data in chil-
dren and adolescents are described in CLINICAL ;WAR. 
MACOLOGY and DOSAGE AND ADAIINISTRATION 
It is not known whether the immune response to vaccines, 
infection, and other antigenic stimuli administered or en-
countered during Simulect® therapy is impaired or whether 
such response will remain impaired after Simulect® 
therapy. 

Information will be superseded by supplements and subsequent editions 
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Geriatric Use 
Controlled clinical studies of Simulect® have included a 
small number of patients 65 years and older (Simulece® 28; 
placebo 32). From the available data comparing Simulect® 
and placebo-treated patients, the adverse event profile in 
patients -65 years of age is not different from patients <66 
years of age and no ago-related dosing adjustment is re-
quired. Caution must be used in giving immunosuppregaive 
drugs to elderly patients. 

ADVERSE REACTIONS 

Because clinical trials arc conducted under widely varying 
conditions, adverse reaction rates observed in the clinical 
trials of a 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 
clinicel trials does, however, provide a basis for identifying 
the adverse events that appear to he related to drug use and 
for approximating rates. 
The incidence of adverse events for Simulect® was deter-
mined in four randomized, double-blind, planibu-controlled 
clinical trials for the prevention of renal allogrnft rejection. 
Two of the studies (Study I end Study 21, used a duel main-
tenance immunosuppressive regimen comprised of cyclo-
sporine. USP (MODIFIED) and corticosteroids, whereas 
the other two studies (Study 3 and Study 4) used a 
triple-immunosuppressive regimen comprised of cycluttpur-
ine, USP (MODIFIED), corticosteroids, and either 
azathioprino or mycophenolate 
Simulect® did not appear to add to the background of ad-
verse events seen in organ transplantation patients us a 
consequence of their underlying disease and the concurrent 
administration of immunosupproasants and other medica-
tions. Adverse events were reported by 960: of the patients 
in the placebo-treated group and of the patients in the 
Simulect®-treated firma, In the four placebo-controlled 
studies, the pattern of adverse events in 590 patients 
treated with the recommended dose of Simulect® was sim-
ilar to that. in 594 patients treated with placebo. Simulect® 
did not increase the incidence of serious adverse events 
observed compared with placebo. 
The most frequently reported adverse events were gastroin-
testinal diaordera, reported in 69't of Simulcct®-treated 
patients and 67% of placebo-treated patients. 
The incidence and types of adverse events were similar in 
Simulect®-treated and placebo-treated patients. The follow-
ing adverse events occurred in ate% of Simulect®-treated 
patients: 
Gastrointestinal System: constipation, nausea, abdominal 
pain, vomiting, diarrhea, dyspepsia; 
Body as a Whole-General: pain, peripheral edema, fever, 
viral infection; 
Metabolic and Nutritional: hyperkalemia, hypokalemia, 
hyperglycemia, hypercholestemlemia, hypophosphatemia, 
hyperuricernia; 
Urinary System: urinary tract infection; 
Respiratory System: dyspnea, upper respiratory tract 
infection. 
Skin and Appendages: surgical wound complications. 
acne; 
Cardiovascular Disorders-General: hypertension; 
Central and Pruiplanal Nervous System: headache, 
ismer, 

Psychiatric: insomnia; 
Red Blood Call: anemia. 
The following adverse events, not mentioned above, were 
reported with an incidence of n3'% and <10SI in pooled 
analysis 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-General: accidental trauma, asthenia, 
chest pain, increased drug level, infection, face edema, fa-
tigue, dependent edema, generalized edema, leg edema, 
malaise, tigers, sepsis; 
Cardiovascular: abnormal heart wends, aggravated hy-
pertension, angina pectoris, cardiac failure, chest pain, 
hypotennion; 
Endocrine: increased glueocorticoidte 
Gastrointestinal: enlarged abdomen, esophogitis, flatu-
lence, gastrointestinal disorder, gnstroenteritia, Gi hemor-
rhage, gum hyperplosia, mclena, moniliasis, ulcerative 
stonuititis: 
Heart Rate and Rhythm: arrhythmia, atrial fibrillation. 
tachycardia; 
Metabolic and Nutritional: acidosis, dehydration, diabetes 
mellitus, fluid overload, hypercalcemia, hyperlipemia, by 
pertnglycendemia, hypocalcomia, hypoglycemia, hypomag. 
nesenaa, hypoproteinemia, weight increase; 
Museuloskeletak arthralgia, arthropathy, hack pain, bone 
fracture, cramps. hernia, ruyalgia, leg pain: 
Nervous System: dizziness, neuropathy. paraestheeia, 
hypoesthesia; 
Platelet and Bleeding: hematoma, hemorrhage, purpura, 
thrombocytopenia, thrombosis; 
Psychiatric: agitation, anxiety, depression; 
Red Blood Cell: polycythemia: 
Reproductive Disorders, Male: genital edema, impotence; 
Respiratory: bronchitis, bronchospasm, abnormal chest 
sounds, coughing, pharyngitis, pneumonia, pulmonary 
diaorder, pulmonary edema. rhinitis, sinusitis; 
Skin and Appendages: cyst, herpes simplex, herpes 
tooter, hypertriehosis. pruritus. rash, skin disorder. skin 
ulceration; 

Urinary: albuminuria. bladder disorder, dyeuria, frequent 
micturition. hematuria, increased non-protein nitrogen, 
oliguria. abnormal renal function, renal tubular necrosis, 
surgery, ureteral disorder, urinary reteutioni 
Vascular Disorders: vascular disorder; 
Vision Disorders: cataract, conjunctivitis, abnormal 
vision; 
White Blood Calk leucopenia. Among these events, le.u• 
copenin and hyportriglyceridemin occurred more frequently 
in the two triple-therapy studies using azathioprine and 
mycophenolate =fail than in the dual-therapy studies. 

Malignancies 
The incidence of malignancies in the controlled clinical tri-
als of renal transplant was not significantly different be-
tween groups at 1 year 19/590 Simulecte-treated patients 
vs. 12/594 placebo-treated patients) or among patients with 
5-year follow-up from Studies 1 and 2 (21/295 Simulect®-
treated patients vs. 21/291 placebo-treated patients). The 
incidence of lymphoproliferative diecorie was not signifi-
cantly different between groups, end less than 1St in the 
Simulectastreated patients. 
Infections 
The overall incidence of cytomegalovirus infection was 
similar in Sitnulecta- and placebo-treated patients 115% vs. 
17%) receiving a dual- or triple-iminunoeuppreesion 
regimen. However, in patients receiving a triple-
immunosuppression regimen, the incidence of serious cyto-
megalovirus infection was higher in Simulect®-treated pa-
tients compared to placebo, trented patients (11% vs. 5%). 
The rates of infections, serious infections, and infectious 
organisms were similar in the Simulect®- and placebo-
treatment groups among dual- and triple-therapy treated 
patients. 
Post-Marketing Experience 
Severe acute hypersensitivity reactions including anaphy-
taxa characterized by hypotension, tachycardia. cardiac 
failure. dyerinea, wheezing, hronehospasm, pulmonary 
edema, respiratory failure. urticana, rash, pruritus, and/or 
sneezing, as well as capillary leak syndrome and cytokine 
release syndrome, linve been reported during post-
marketing experience with Simulect®. 

OVERDOSAGE 
A maximum tolerated dose of Simulect® has not been deter-
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 3-6 days of up to 120 rag, without any associated 
serious adverse events. There has been one spontaneous re-
port of a pediatric renal transplantation patient who 
received a single 2(1-mg dose 12.3 mg/kg) without adverse 
events. 

DOSAGE AND ADMINISTRATION 

Simulect® is used as part of an immunosuppressive regi-
men that includes cyclosporinc, LISP (MODIFIED) and car-
ticeeteroids. Simulect® is for central or peripheral intrave-
nous administration only. Reconstituted Simulect® should 
be given either as a bolus injection or diluted to a volume of 
26 mL 110-mg vial) or 50 ml, (20-mg vial) with normal saline 
or dextrose 5% and administered as an intravenous infusion 
over 20 to 30 minutes. Bolus administration may be associ-
ated with nausea, snail ing and local reactions, including 
pain. 
Simulect® should only be administered once it has been de-
termined that the patient will receive the graft and concom-
itant immunosuppreesion. Patients previously adminis-
tered Simulect® should only be re-expeeed to n subsequent 
course of therapy with extreme caution. 
Parentern1 drug products should he inspected visually for 
particulate matter and discoloration before administration. 
After reconstitution, Simulect® should be a clenr•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-
crobial preservatives or bacteriostatic agents. 
It is recommended that after reconstitution, the solution 
should be used immediately. 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-
ride bags or infusion sots has been observed. No data are 
available on the compatibility of Simulect® with other in-
travenous substances. Other drug substances should not be 
added or infused simultaneously through the same intrave-
nous line. 
Adults 
In adult patients, the recommended regimen is two doses of 
20 mg each. The fi rst. 20-mg dote, should be given within 2 
hours prior to transplantation surgery The recommended 
second 20-mg dose should be given 4 days after transplan-
tation. The second dose should be withheld if complications 
such as severe hypersensitivity reactions to Simulect® or 
graft lose 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 rinse should he given 
within 2 hours prior to transplantation surgery. The recom-
mended second dose- should be given 4 (bias eller transphin• 

ration. The second dose should be withheld if complications 
ouch as severe hypersensitivity reactions to Simulect® or 
graft loss occur. 
Reconstitution of 10 mg Simulect.  Vial 
11.) prepare the reconstituted solution, add 2.6 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 isotonic and may be given ci 
thor as a bolus injection or diluted to a volume of 25 mL 
with normal saline or dextrose 5% for infusion. When mix-
ing the solution, gently invert the bag in order to avoid 
foaming; fat NOT SHAKE 
Reconstitution of 20 mg Simulect° Vial 

prepare the retunetittited &detain, add 5 mt. of Sterile 
Water for Injection, USP, using aseptic technique. to the vial 
containing the Simulect® powder. Shako the vial gently to 
dissolve the powder. 
The reconstituted solution is isotonic and may he given ei-
ther as a bolus injection or diluted to a volume of 50 mb 
with normal saline or dextrose 6% for infusion. When mix-
ing the solution, gently invert the bag in order to avoid 
foaming; DO NOT SHAKE. 

HOW SUPPLIED 
Simulect® tbaeiliximab) is supplied in a single-use glass 
vial. 
Each carton contains use of the following: 
1 Shuttled® 10 mg vial .   NBC 0078.0393.61 
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). 
Do not toe beyond the expiration date stamped on the vial. 
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Prescribing Information 
The following prescribing information is based on official 
labeling in effect July 2004. 

DESCRIPTION 
Stalevo® leerbidopti, lerodope and entacapone) is a combi-
nation of cerbidopa, lovedopa and entacapone for the treat-
ment of Parkinson's disease. 
Carbidopa, an inhibitor of aromatic amino acid decarboxy-
lotion, is a white, crystalline compound, slightly soluble in 
water, with n molecular weight of 244.3. It is designated 
chemically es (-)-44(1-hydrazino4o-methyl-043,4-dihy-
droxybensenel prnpannir acid monohydrate. Its empirical 
formula Is CjoHliN204•H20. and its structural formula is 

HO 
OH 

0 

Ott . HA)
WHNH, 

Tablet content is expressed in terms of anhydrous carbi-
dope, which has a molecular weight of 226.3. 
Levodopa, nn aromatic amino acid, is a white, crystalline 
compound, slightly soluble in water, with a molecular 
weight of 197.2. It is designated chemically as (-)-1,-(eami-
no-B-13,4•dihydroxybenzene) propanoic acid. Its empirical 
formula is C,H,N04, and its structural formula is 

H 

HC 

as** 

0 

OH 

NH, 

Entacapone, an inhibitor of catechol-O-methyltransferase 
(COMT), is a nitro-eatechol-structured compound with a 
molecular weight of 305.3 The chemical name of entaca-
pone is (E1-2-cynno-343,4-dihydroxy-54iitropheny1)-N,N. 
diethy1-2-propenamide. Its empirical formula is CisflisNaO, 
and its structural formula is 
ISee chemical structure at top of next column) 
&Ripen® .,carheinpn. levndepa and entacaponel is supplied 
as tablets in three strengths: 

Continued on next page 
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