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monitoring of all children treated with diuretics is indi-
cated. See CONTRAINDICATIONS. WARNINGS, 
PRECAUTIONS. 
Geriatric Use: Clinical studies of ZAROXOLYN did not in-
clude sufficient numbers of subjects aged 65 and over to de-
termine whether they respond differently from younger sub-
jects. Other reported clinical experience has not identified 
differences in responses between the elderly and younger 
patients. In general, dose selection for an elderly patient 
should be cautious, usually starting at the low end of the 
dosing runge, reflecting the greater frequency of decreased 
hepatic, renal, or cardiac function, and of concomitant dis-
ease or other drug therapy. This drug is known to be sub-
stantially excreted by the kidney, and the risk of toxic reac-
tions to this drug may be greater in patients with impaired 
renal function. Because elderly patients are more likely to 
have decreased renal function, care should be taken in dose 
selection, and it may be useful to monitor renal function. 

ADVERSE REACTIONS 
ZAROXOLYN is usually well tolerated, and most reported 
adverse reactions have been mild and transient. Many 
ZAROXOLYN related adverse reactions represent exten-
sions of its expected pharmacologic activity and can he at-
tributed to either its antihypertensive action or its renal/ 
metabolic actions. The following adverse reactions have 
been reported. Several are single or comparably rare occur-

rences. Adverse reactions are listed in decreasing order of 
seventy within body systems. 
Cardiovascular: Chest pain/discomfort, oithostatic hypo- 
tension, excessive volume depletion, hemoconcentration. ve-
nous th rombosis, palpitations. 
Central and Peripheral Nervous System: Syncope, neurots 
athy, vertigo, paresthesias, psychotic depression, impotence, 
dizzinesslightheadednees, drowsiness, fatigue, weakness, 
restlessness (sometimes resulting in insomnia), headache. 
Dermatologic/Hypersensitivity: 'Dixie epidermal necroly-
sis TEN), Stevens-Johnson Syndrome, necrotizing angiitis 
(cutaneuus vasculitis), skin necrosis, purpura, petechiae, 
dermatitis (photosensitivity), urticaria, pruritus, skin 
rashes. 
Gastrointestinal: Hepatitis. intrahepatic cholestatic jaun-
dice, panereatitie, vomiting, nausea, epigastric distress, di-
arrhea, constipation, anorexia, abdominal bloating, abdom-
inal pain. 
Hematologic: Aplastic/hypoplastic anemia, agranulocyto-
sic, leukopenia, thrombocytopenia. 
Metabolic: Ilypokalentia, hyponatremia. hypernricemia, 
hypochloremia, hypochloremic alkalosis, hyperglycemia, 
glycosuria. increase in serum urea nitrogen (BUN) or creat-
inine, hypophosphatemia, hyponiagnesemia, hypercalce-
Ill i 11 

Musculoskeletak Joint pain, acute gouty attacks, muscle 
cramps or spasm. 
Other: Transient blurred vision, chills, dry mouth. 
is, addition, adverse reactions reported with similar antihy-
pertensive-diuretics, but which have not been reported to 
date for ZAROXOLYN include: bitter taste, sialadenitis, 
xanthopsia, respiratory distress (including pneumonitis), 
and anaphylactic. reactions. These reactions should be con-
sidered as possible occurrences with clinical usage of 
ZAROXOLYN. 
Whenever adverse reactions are moderate or severe, 
ZAROXOLYN dosage should he reduced or therapy with-
drawn. 

OVERDOSAGE 
Intentional overdosage has been reported rarely with men, 
lasone and similar diuretic drugs. 
Signs and Symptoms: Orthostatic hypitension. dizziness. 
drowsiness, syncope, electrolyte abnormalities, honacon-
centration and hemodynamic changes due to plasma volume 
depletion may occur. In so.ne instances depressed respira-
tion may be observed. At high doses, lethargy of varying de-
gree may progress to coma within a few hours. The mecha-
nism of CNS depression with thiazide overdosage is 
unknown. Also. GI irritation and hypermotility may occur. 
Temporary elevation of BUN has been reported, especially 
in patients with impairment of renal function. Serum elec-
trolyte changes and cardiovascular and renal function 
should be closely monitored. 
Treatment: There is no specific antidote available but im-
mediate evacuation of stomach (entente is advised. Dialysis 
is not likely to be effective. Care should be taken when evac-
uating the gastric contents to prevent aspiration, especially 
in the stuporous or comatose patient. Supportive measures 
should be initiated as required to maintain hydration. elec-
trolyte balance, respiration, and cardiovascular and renal 
function. 

DOSAGE AND ADMINISTRATION 
Effective dosage of ZAROXOLYN should be individualized 
according to indication and patient response. A single daily 
dose is recommended. Therapy with ZAROXOLYN should 
be united to gain an initial therapeutic response and to de-
termine the minimal dose possible in maintain the desired 
therapeutic response.
Usual Single Daily Dosage Schedules: Suitable initial dos-
ages will usually fall in the ranges given. 
Edema of cardiac failure: 

ZAROXOLYN 5 to 20 mg once daily. 
Edema of renal disease: 

ZAROXOLYN 5 to 20 mg once daily. 
Mild to moderate essential hypertension: 

ZAROXOLYN 21/2  to 5 mg once daily. 

New patients—MYKROX•  Tablets ( inetolazene tablets, 
USP) (see MYKROX package circular' If considered de-
sirable to switch patients currently on ZAROXOLYN to 
MYKROX. the dose should be determined by titration 
starting at one tablet I'/ mg) once daily and increasing to 
two tablets (1 !nisi once daily if needed. 

Treatment of Edematous States: The time interval re-
quired for the initial dosage to produce an effect may vary. 
Diuresis and salurecis usually begin within one hour and 
persist for 24 hours or longer. When a desired therapeutic 
effect has been obtained, it may be advisable ta reduce the 
dose if possible. The daily dose- depends on the severity of 
the patient's condition, sodium intake, and responsiveness. 
A decision to change the daily dose should be based on the 
results of thorough clinical and laboratory evaluations. If 
antihypertensive drugs or diuretics are given concurrently 
with ZAROXOLYN, more careful dosage adjustment may be 
necessary. For patients who tend to experience paroxysmal 
nocturnal dyspnea, it may be advisable to employ a larger 
dose to ensure prolongation of diuresis and siduresis for a 
full 24-hour period. 
Treatment of Hypertension: The time interval required for 
the initial dosage regimen to show effect may vary from 
three or four days to three to six weeks in the treatment of 
elevated blood pressure. Doses should be adjusted at appro-
priate intervals to achieve maximum therapeutic effect.

HOW SUPPLIED 
ZAROXOLYN Tablets imetolazone tablets, USP) are shal-
low biconvex. round tablets, and are available in three 
strengths. 
21/2  mg, pink, debossed "ZAROXOLYN" on one side, and 
"21/2" on reverse side. 

NDC 53014-975-71 Bottle of 100's 
NDC 53014-975-90 Bottle of 1000's 
NDC 53014.975-72 Carton of 100's, unit dose 

5 mg, blue. debossed "ZAROXOLYN" on one side. and "5" on 
reverse side. 

NDC 53014-850-71 Bottle of 100's 
NDC 53014-850.90 Bottle of 1000's' 
NDC 53014-850-72 Carton of 100's, unit dose 

10 mg, yellow. debossed "ZAROXOLYN" on one side, and 
"10" on reverse side. 

NDC 53014-835-71 Bottle of 100's 
NDC 53014-835-90 Bottle of 1000's 
NDC 53014-835-72 Carton of 100's, unit dose 

Store at 25°C (77°F); excursions permitted to 15°-30"C )19'-
86"F) iSee US? Controlled Room Temperaturel. Protect 
from light. Keep out of the reach of children. 
Celltoch Pharmaceuticals, Inc. 
Roche-ter. NY 14623 USA 
0 Celltech Manufacturing. Inc. Rev. 2/03 
O 2003, (:elltech Pharmaceuticals, Inc. R52213 
All rights reserved. 

EDUCATIONAL MATERIAL 

For educational information, pleas'', write to Celltech Phar-
maceuticals, Inc., PO Box 31766, Rochester, NY 14603. 

Centocor, Inc. 
200 GREAT VALLEY PARKWAY 
MALVERN, PA 19355 
USA 

Direct General Inquiries to. 
PIE I 610) 651-6000 

i888) 874-3083 
Fax-(610) 651-6100 

Medical Emergency Contact: 
Ph: 1-1600)-4.57.6399 
For Medical Information/Adverse Experience Reporting 
Contact: 
Medical Information 
Ph: (800) 457-6399 

REMICADE® 
7i -i-krid I 

linfliximabl 
or IV Injection 

1* 

WARNING 
RISK OF INFECTIONS 
TUBERCULOSIS (FREQUENTLY DISSEMINATED OR EX-
TRAPULMONARY AT CLINICAL PRESENTATION), INVA-
SIVE FUNGAL INFECTIONS. AND OTHER OPPORTU-
NISTIC INFECTIONS, HAVE BEEN OBSERVED IN 
PATIENTS RECEIVING REMICADE. SOME OF THESE IN. 
FECTIONS HAVE BEEN FATAL (SEE WARNINGS). 
PATIENTS SHOULD BE EVALUATED FOR LATENT TU. 
BERCULOSIS INFECTION WITH A TUBERCULIN SKIN 
TEST.' TREATMENT OF LATENT TUBERCULOSIS IN-
FECTION SHOULD BE INITIATED PRIOR TO THERAPY 
WITH REMICADE. 

DESCRIPTION 

REMICADE® is a chimeric lgGla monoclonal antibody 
with an approximate molecular weight of 149,100 daltons. 
it is composed of human constant and murine variable re-
gions. Infliximab binds specifically to human tumor necrosis 
factor alpha (TNFa) with an association constant of 
10'" M i. Infliximab is produced by a recombinant cell line 
cultured by continuous perfusion and is purified by a series 
of steps that includes measures to inactivate and remove 
viruses, 
REMICADE is supplied as a sterile, white. lyophilized pow-
der for intravenous infusion. Following reconstitution with 
10 mL of Sterile Water for Injection. USP, the resulting pH 
is approximately 7.2. Each single-use vial contains 100 mg 
infliximab. 500 mg sucrose. 0.5 mg polvsorbate 80. 2.2 mg 
monobasic sodium phosphate. monotrydrate, and 6.1 mg di-
basic sodium phosphate, dihydrate. No preservatives are 
present 

CLINICAL PHARMACOLOGY 

General 
Infliximab neutralizes the biological activity of TNFa by 
binding with high affinity to the soluble and transmem-
brae* forms of TNFa and inhibits binding of TNFa with its 
receptors." Infliximah does not neutralize TNES (Iympho-
toxin a), a related cytokine that utilizes the same receptors 
as TNFa. Biological acts-ivies attributed to TNFa include: 
induction of pro-inflammatory cytolcines such as interleu-
ltins (IL) 1 and 6. enhancement of leukocyte migration by-
increasing endothelial layer permeability and expression of 
adhesion molecules by endothelial cells and leukocytes, ac-
tivation of neutrophil and eosinophil functional activity, in-
duction of acute phase reactants and other liver proteins, as 
well as tissue degrading enzymes produced by sy-nosiocyt 
and/or cliondracytes. Cells expressing transmembrane 
TNFa bound by infliximab can be lysed in vitro' or in vivo.' 
Infliximab inhibits the functional activity of TNFu in a wide 
variety of in vitro bioassays utilizing human fibroblasts. en-
dothelial cells, neutrophils. B and T lymphocytes and epi-
thelial cells. Anti-TNFa antibodies reduce disease activity 
in the cotton-top tamarin colitis model, and decrease syno-
vitis and joint erosions in a murine model of collagen-
induced arthritis. Infliximab prevents disease in tranagenic 
mice that develop polyarthritis as a result of constitutive 
expression of human TNFa, and when administered after 
disease onset. allows eroded joints to heal. 
Pharrnacodynamics 
Elevated concentrations of TNEu have been found in the 
joints of rheumatoid arthritis patients and the stools of 
Crohn's disease patients and correlate with elevated disease 
activity. in rheumatoid arthritis, treatment with 
REMICADE reduced infiltration of inflammatory cells into 
inflamed arras of the joint as well as expression of mol-
ecules mediating cellular adhesion iE-selectin. intercellular 
adhesion molecule-1 ilCAM-11 and vascular cell adhesion 
molecule-1 WCAM-Ill, chemoattraction iIL-8 and monocyte 
chemotactic protein (MCP-DI and tissue degradation [ma-
trix metalloproteinase (AMP) 1 and 31. in Crohn's disease, 
treatment with REMICADE reduced infiltration of inflam-
matory cells and TalF,,, production in inflamed areas of the 
intestine, and reduced the proportion of mononuclear cells 
from the lamina propria able to express TNFa and inter-
feron. After treatment with REMICADE. patients with 
rheumatoid arthritis or Croldfs disease exhibited decreased 
levels of serum IL-G and C-reactive protein (CAP) compared 
to baseline. Peripheral blood lymphocytes from 
REMICADE-treated patients showed no significant de-
crease in number or in proliferative responses to in vitro mi-
togenic stimulation when compared to cells from untreated 
patients. 
Phannacoirineties 
Single intravenous IIVI infusions of 3 mg,lcg to 20 mg/kg 
showed a linear relationship between the dose administered 
and the maximum serum concentration. The volume of dis-
tribution at steady state was independent of dose and indi-
cated that infliximab was distributed primarily within the 
vascular compartment. Median pluirnumokinetic results for 
doses of :1 mg/kg to 10 mg/kg in rheumatoid arthritis and 
5 mg/kg in Crohn's dia."... indicate that the terminal half-
life of infliximab is 8.0 to 9.5 days. 
Following an initial dose of REMICADE, repeated infusions 
at 2 and 6 weeks resulted in predictable concentration-time 
profiles following each treatment. No systemic accumula-
tion of inflixirnab occurred upon continued repeated treat-
ment with 3 mg,kg or 10 mg/kg at 4- or 8-week intereals. No 
major differences in clearance or volume of distribution 
were observed in patient subgroups defined by age, weight. 
or gender. It is not known if there are differences in clear-
ance or volume of distribution in patients with marked im-
pairment of hepatic er renal function. 
A pediatric Cruhn's disease pharmacokinetic study was can-
ducted in 21 patients aged 11 to 17 years old. No notable 
differences in single-dose pharmaeokinetic parameters were 
observed between pediatric and adult Crohn's disease pa-
tients (see PRECAUTIONS. Pediatric Use). 

CLINICAL STUDIES 
Rheumatoid Arthritis 
The safety and efficacy of REMICADE when given in con-
junction with mcthotrexate (afTX , were assessed in a aia-

Continoevi on neyr page 
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Remicade—Cont. Table 1 
PERCENTAGE OF PATIENTS WHO ACHIEVED AN ACR RESPONSE AT WEEKS 30 AND 64 

REMICADE + MTX 
ticenter, randomized, double-blind, placebo-rontrolled study 
of 428 patients with active rheumatoid arthritis despite 
treatment with MTX (the Anti-TNF Trial in Rheumatoid Ar-
thritis with Concomitant Therapy or ATTRACT). Patients 
enrolled had a median age of 54 years. median disease du-
ration of 8.4 years. median swollen and tender joint count of 
20 and 31 respectively, and were on a median dose of 
15 mg/wk of MTX. Patients received either placebo + MTX 
or one of 4 doses/schedules of REMICADE + MTX: 3 mg/kg 
or 10 mg/kg of REMICADE by IV infusion at weeks 0, 2 and 
6 followed by additional infusions every 4 or 8 weeks in com-
bination with M'I'X Concurrent use of stable doses of folic 
acid, oral corticooteroids ( a 10 mg/day) and/or nonsteroidal 
anti-inflammatory drugs was oleo permitted. 
Data on use of REMICADE without concurrent MTX are 
limited (see ADVERSE REACTIONS, Immunogeniedyt" 
Clinical response 
All doses/schedules of REMICADE + NMI resulted In im-
provement in signs and symptoms an measured by the 
American College of Rheumatology response criteria (ACR 
20) with a higher percentage of patients achieving an ACR 
20, 50 and 70 compared to placebo e MTX (Table 1). Thin 
improvement was observed at week 2 and maintained 
through week 102. Greater effects on each component of the 
ACR 20 were observed in all patients treated with 
REMICADE + MTX compared to placebo + MTX (Table 2). 
Approximately 109E of patients treated with REMICADE 
achieved a major clinical response, defined as maintenance 
of an ACR 70 response over a 8•month period tempered Le 
0% of placebo-treated patients (pa0.018). 
!See table 1 at right) 
(See table 2 at right) 
Radiographic response 
Structural damage in both hands and feet was assessed ra-
diographically at week 64 by the change from baseline in 
the van der Heijde-modified Sharp score, a composite score 
of structural damage that measures the number and size of 
joint erosions and the degree of joint space narrowing in 
hands/wrists and feet.' Approximately 80% of patients had 
paired x-ray data at 54 weeks and approximately 70% at 
102 weeks. The inhibition of progression of structural dam 
age was observed at 54 weeks (Table 3) and maintained 
through 102 weeks. 
(See table 3 at right) 
Physical function response 
Physical function and disability were assessed using the 
Health Assessment Questionnaire (HAQ) and the general 
health-related quality of life questionnaire SF-36. All doses/ 
schedules of REMICADE + MTX showed significantly 
greater improvement from baseline in HAQ and SF-36 
physical component summary score averaged over time 
through week 54 compared to placebo + MTX. and no wors-
ening in the SF-36 mental component summary score. 
The median (interquartile range) improvement from base-
line to week 64 in HAQ was 0.1(-0.1, 0.51 for the placebo + 
M'I'X group and (1.4 (0.1, 0.9) for REMICADE + MTX 
Ip<0.001). Both HAQ and SF-36 effects were maintained 
through week 102. Approximately 80% of patients in all 
doses/schedules of REMICADE + MTX remained in the trial 
through 102 weeks. 
Active Crohn's Disease 
The safety and efficacy of single and multiple doses of 
REMICADE wore assessed in two randomized, double-
blind, placebo-controlled clinical studies in 653 patients 
with moderate to severely active Crolin's disease (Crohn's 
Disease Activity Index (CDAI) ≥220 and ic4001 with an in-
adequate response to prior conventional therapies, Concom• 
itant stable doses of aminoralicylates, corticoeteroide and/or 
immunomodulatory ;wean were permitted and 92% of 
patients continued to receive id least one of these 
medications. 
In the single-dose trials of 108 patients, 16% (4/26) of pla-
cebo patients achieved a clinical response (decrease in CDAI 
er70 points) at. week 4 vs. 81% (22./27) of patients receiving 
6 mg/kg REMICADE (p<0.001, two-sided, Fisher's Exact 
test). Additionally, 4% (1/261 of placebo patients and 414% 
(13/27) of patients receiving 5 mg/kg REMICADE achieved 
clinical remission (CDAI <160) at week 4. 
in a multidose trial (ACCENT DI', 546 patients received 
6 mg/kg at week 0 and were then randomized to one of three 
treatment groups: the placebo maintenance group received 
placebo at weeks 2 and 6, and then every 8 weeks; the 
6 mg/kg maintenance group received 5 mg/kg at weeks 2 
and 6, and then every 8 weeks; and the 10 mg/kg mainte-
nance group received 5 mg/kg at weeks 2 and 6, and then 
10 mg/kg every 8 weeks. Patients in response at week 2 
were randomized and analyzed separately from those not in 
response at week 2. Corticostemid taper was permitted af-
ter week 6. 
At week 2, 57% (311/545) of patients were in clinical re-
sponse. At week 30, a significantly greater proportion of 
these patients in the 5 mg/kg and 10 mgrkg maintenance 
groups achieved clinical remission compared to patients in 
the placebo maintenance group (Table 41. 
Additionally, a significantly greater proportion of patients 
in the 5 mg/kg and 10 mg/kg infliximab maintenance groups 
were in clinical remission and were able to discontinue con 
ticosteroid use compared to patients in the placebo mainte-
nance group at week 54 (Table 4). 
',See table 4 at right) 

Median 
(10, 90 

percentiles) 
Placebo 
+ MTX 

REMICADE 

3 mg/kg 

q 8 wks 
(n=71) 

• , v1t.s 
(n=711 (n=64) 

Total Score 
Baseline 55 (14. 188) 57 (15, 187) 45 (8, 162) 
Change from 
baseline 4.0 (-1.0, 19.0) 0.5 ( -3.0, 5.51 0.1 (-5.2, 9.0) 
Erosion Score 
Baseline 25 (8, 1101 29 (9. 100) 22 (3, 91) 
Change from 
baseline 2.0 (-1.0, 9.7) 0.01-3.0, 4.31 -0.31-3.1, 2.51 
‘1SN Score 
Baseline 26 (3, 881 29 (4, 801 20 (3. 83) 
Change from 
baseline 1.5 ( -0.8, 8.0) 0,0 ( -2.5, 4.5) 0.0 (-3.4, 5.0) 

" For comparisons of each dose against placebo 

Placebo 

3 Digits' 10 mg,/kg` 

Response + MTX q 8 wks q 4 wka q 6 wks 
(0=88) (ne86) (n-86) (n=871 

ACR 20 
Week 30 20% 50% 50% 52% 
Week 54 17% 42% 48% 699E 

ACR 50 
Week 30 5% 27% 29% 31% 
Week 54 9% 21% 34% 40% 

ACR 70 
Week 30 0% 8% 11% 18% 
Week 54 '2% 11% 18% 26% 

p<0.05 for each outcome °empanel to plembo 

q 4 wks 
In=81) 

58% 
59% 

26% 
38% 

Table 2 
COMPONENTS OF ACR 70 AT BASELINE AND 54 WEEKS 

Placebo + MTX REMICADE • MTV 

(n=810 )nu3401 

Parameter )medians) Baseline Week 54 Baseline 
Hof')zider Joints 24 16 32 
No. of Swollen Joints 19 13 20 
Paid' 6.7 6.1 G.8 
Physician's Global Assessment' 6.5 5.2 6.2 
Patient's Global AR:se. issmenth 6.2 6.2 6.3 
Disability index ( IAQ1' 1.8 1.5 1.8 
CRP (mg/dL( 3.0 2.3 2.4 

' All doses/schedules of REMICADE + MTX 
b Visual Analog Scale (0*beat, 10.worst' 
' Health Assessment Questionnaire. measurement of 8 categories: dressing and grooming. arising, eating, walking. 

hygiene, reach, grip, and activities i(best, 3=worst) 

Week 54 

7 
3.1 
2.1 
3.2 
1.3 
0.6 

Table 3 
RADIOGRAPHIC CHANGE FROM BASELINE TO WEEK 54 

MTX 

10 mg/kg 

q 8 wks q 4 wks p-value 
(n=77) (nri61 

56 (6, 143) 43 (7, 178) 

0.5 (-4.8, 5.0) -0.51-5.7, 4.0) p<0.001 

22 (3, 801 26 (4, 104) 

0.5 ( -3.0, 2.5) -0.5 (-2.7. 2.5) p<0.001 

24 (1, 791 25 (3.771 

0.0 , -3.0. 2.5) 0.0 ( -3.0, 3.5) p<0.001 

Week 30 
Clinical remission 
p-value 

Week 54 
Patients in remission able to 
discontinue cortirostemid used
p-value` 

Table 4 
CLINICAL REMISSION AND STEROID WITHDRAWAL 

Single 5 mg/kg Dose' Three Dose Induetioe' 
Placebo Maintenance Infliximab Maintenance q 8 *Its 

10 ing(qs 
25/102 41/104 48/105 

25% 399E 46% 
0.022 0.001 

• REMICADE at week 0 
• REMICADE 5 mg/kg administered at weeks 0, 2 and 6 

p-values represent pairwise comparisons to placebo 
• Of those receiving cortimsteroids at baseline 

6/54 
11% 

14/56 
25% 

0.059 

18/53 
34% 

0.006 

Patients in the infliximab maintenance groups (5 mg/kg and 
10 mg/kg) had a longer time to loss of response than pa-
tients in the placebo maintenance group )Figure 1). At 
weeks 30 and 54, significant improvement from baseline 
was seen among the e mg/kg and 10 mg/kg infliximab-
treated groups compared to the placebo group in the disease 
specific inflammatory bowel disease questionnaire (IBDQ), 
particularly the bowel and systemic components, and in the 
physical component sununary scene of the general health-
related quality of life questionnaire SF-36. 
!See figure 1 at top of next page) 
In a subset of 78 patients who had mucosal ulceration at 
baseline and who participated in an endnecopic subetudy, 13 

of 43 patients in the infliximab maintenance group had en-
doseopic evidence of mucieed healing compared to 1 of 28 
patients in the placebo group at week 10. Of the infliximab-
treated patients showing mucosa! healing at week 10. 9 of 
12 patients also showed mucosa! healing at week 54. 
Patients who achieved a response and subsequently host re-
sponse were eligible to receive infliximab un an episodic ba-
Iii5 at a dose that was 5 mg/kg higher than the dose to which 
they were randomized The majority of such patients re-
sponded to the higher dose. Among patients who were not in 
response at week 2. 59%192/1571 of infliximab maintenance 
patients responded by week 14 compared to 51% (39/77) of 
placebo maintenance patients. Among patients who did not 

Information will be superseded by supplements end subsequent editions 
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respond by week 14, additional therapy did not result in sig-
nificantly more responses (see DOSAGE AND ADMINIS-
TRATIONS 
Frstulizing Crohn's Disease 
The safety and efficacy of REMICADE were assessed in 2 
randomized, double-blind, placebo-controlled studies in pa-
tients with fistulizing Crohn'e disease with fistula(") that 
were of at least 3 months duration. Concurrent use of stable 
doses of corticosteroids, 5-aininorialicylates, antibiotics, 
MTX, 6-inercaptopurine (6-MP) and/or aziabioprine (AZA) 
was permitted. 
In the first trial,'" 94 patients received three doses of either 
placebo or REMICADE at weeks 0, 2 and 6. Fistula re-
sponse (z50% reduction in number of enterocutaneous fis-
tulas draining upon gentle compression on at least two con-
secutive visite without en increase in medication or surgery 
for Crohn's disease) was seen in 68%'21/311 of patients-in 
the 5 mg/kg REMICADE group (p=0.002) and 56% 118/32) of 
patients in the 10 mg/kg REMICADE group (p=0.021) vs. 
26% (8/31) of patients in the placebo arm. The median time 
to oni-tct of nttilionsii and median duration of response in 
REMICADE-treated patients was 2 and 12 weeks, respec 
tively. Closure of all fistula was achieved in 52% 
of REMICADE-treated patients compared with 13% of 
placebo-treated patients ip<0.0011. 
In the second trial (ACCENT II). patients who were enrolled 
had to have at least one draining enterocutaneous (peri-
anal. abdominal fistula. All patients received 5 mg/kg 
REMICADE at weeks 0, 2 and 6. Patients were randomized 
to placebo or 5 mg/kg REMICADE maintenance at week 14. 
Patients received maintenance doses at week 14 and then 
every eight weeks through week 46. Patients who were in 
fistula response (fistula response was defined the same as in 
the first trial) at both weeks 10 and 14 were randomized 
separately from those not in response. The primary end-
point was time from randomization to loss of response 
among those patients who were in fiends response. 
Among the randomized patients (273 of the 296 initially en-
rolled), 87% had perianal fistulas and 14% had abdominal 
fistulas. Eight percent also had rectovaginal fistulae. 
Greater than 90% of the patients had received previous im-
munosuppressivc and antibiotic therapy. 
At week 14. 65% (177/273) of patients were in fistula re-
sponse. Patients randomized to REMICADE maintenance 
had a longer time to loss of fistula response compared to the 
placebo maintenance group (Figure 2). At week 54, 38% )33/ 
87) of REMICADE-treated patients had no draining fistula, 
compared with 22% (20/90i of placebo-treated patients 
(p=0.02). Compared to placebo maintenance, patients on 
REMICADE maintenance had a trend toward fewer 
hospitalizations. 
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Lilo table estimates of the proportion of patients who had 

not lost fistuls response through week 54 
Patients who achieved a fistula response and subsequently 
lost response were eligible to receive REMICADE mainte-
nance therapy at a dose that was 5 mg/kg higher than the 
dose to which they were randomized. Of the placebo main-
tenance patients, 66% (25/38) responded to 5 mg/kg 
REMICADE, and 57% 112/21) of REMICADF maintenance 
patients responded to 10 mg/kg. 
Patients who had not achieved a response by week 14 were 
unlikely to respond to additional doses of REMICADE. 

Similar proportions of patients in either group developed 
new fistulas (17% overall) and similar numbers developed 
abscesses (15% overall). 

INDICATIONS AND USAGE 
Rheumatoid Arthritis 
REMICADE, in combination with methcarexate, is indi-
cated for reducing signs and symptoms, inhibiting the pro-
gression of structural damage and improving physical func-
tion in patients with moderately to severely active 
rheumatoid arthritis who have had an inadequate response 
to methotrexate. 
Crohn's Disease 
REMICADE is indicated for reducing signs and symptoms 
and inducing and maintaining clinical remission in patients 
with moderately to severely active Crohn's disease who 
have had an inadequate response to conventional therapy. 
REMICADE is indicated for reducing the number of drain-
ing enterocutaneous and rectovaginal fistulas and main-
taining fistula closure in patients with fistulizing Crohn'a 
disease. 

CONTRAINDICATIONS 

REMICADE at doses >5 mg/kg should not be administered 
to patients with moderate to severe heart failure. In a ran-
domized study evaluating REMICADE in patients with 
moderate to severe heart failure (New York Heart Associa-
tion INYHA) Functional Class miry). REMICADE treat-
ment at 10 mg/kg ,was associated with an increased inci-
dence of death and hospitalization due to worsening heart 
failure (see WARNINGS and ADVERSE REACTIONS. Pa-

tients with Heart Failure). 
REMICADE should not be administered to patients with 
known hypersensitivity to any marine proteins or other 
component of the product. 

WARNINGS 
RISK OF INFECTIONS 
(See booed WARNING) 
SERIOUS INFECTIONS, INCLUDING SEPSIS HAVE BEEN 
REPORTED IN PATIENTS RECEIVING INF-BLOCKING 
AGENTS. SOME OF THESE INFECTIONS HAVE BEEN FA-
TAL. MANY OF THE SERIOUS INFECTIONS IN PATIENTS 
TREATED WITH REMICADE HAVE OCCURRED IN PATIENTS 
ON CONCOMITANT IMMUNOSUPPRESSIVE THERAPY 
THAT, IN ADDITION TO THEIR CROHN'S DISEASE OR 
RHEUMATOID ARTHRITIS, COULD PREDISPOSE THEM TO 
INFECTIONS. 
REMICADE SHOULD NOT BE GIVEN TO PATIENTS WITH A 
CLINICALLY IMPORTANT, ACTIVE INFECTION. CAUTION 
SHOULD BE EXERCISED WHEN CONSIDERING THE USE 
OF REMICADE IN PATIENTS WITH A CHRONIC INFECTION 
OR A HISTORY OF RECURRENT INFECTION. PATIENTS 
SHOULD BE MONITORED FOR SIGNS AND SYMPTOMS OF 
INFECTION WHILE ON OR AFTER TREATMENT WITH 
REMICADE. NEW INFECTIONS SHOULD BE CLOSELY 
MONITORED. IF A PATIENT DEVELOPS A SERIOUS INFEC-
TION, REMICADE THERAPY SHOULD BE DISCONTINUED 
(see ADVERSE REACTIONS. Infections). 
CASES OF HISTOPLASMOSIS, COCCIDIOIDOMYCOSIS, 
LISTERIOSIS, PNEUMOCYSTOSIS, TUBERCULOSIS, 
OTHER BACTERIAL, MYCOBACTERIAL AND FUNGAL IN-
FECTIONS HAVE BEEN OBSERVED IN PATIENTS RECEIV-
ING REMICADE. FOR PATIENTS WHO HAVE RESIDED IN 
REGIONS WHERE HISTOPLASMOSIS OR COCCIDIOIDOMY-
COSIS IS ENDEMIC, THE BENEFITS AND RISKS OF 
REMICADE TREATMENT SHOULD BE CAREFULLY CONSID-
ERED BEFORE INITIATION OF REMICADE THERAPY. 
SERIOUS INFECTIONS WERE SEEN IN CLINICAL STUDIES 
WITH CONCURRENT USE OF ANAKINRA AND ANOTHER 
INF.-BLOCKING AGENT, ETANERCEPT, WITH NO ADDED 
CLINICAL BENEFIT COMPARED TO ETANERCEPT ALONE. 
BECAUSE OF THE NATURE OF THE ADVERSE EVENTS 
SEEN WITH COMBINATION OF ETANERCEPT AND ANA-
KINRA THERAPY, SIMILAR TOXICITIES MAY ALSO RESULT 
FROM THE COMBINATION OF ANAKINRA AND OTHER 
TNFa-BLOCKING AGENTS. THEREFORE, THE COMBINA-
TION OF REMICADE AND ANAKINRA IS NOT 
RECOMMENDED. 
Patients with Heart Failure 
REMICADE has been associated with adverse outcomes in 
patients with heart failure, and should be used in patients 
with heart failure only after consideration of other treat-
ment options. The results of a randomized study evaluating 
the use of REMICADE in patients with heart failure 
(NYHA Functional Class III/1V) suggested higher mortality 
in patients who received 10 mg/kg REMICADE, and higher 
rates of cardiovascular adverse events at doses of 5 mg/kg 
and 10 mg/kg. There have been post-marketing reports of 
worsening heart failure, with and without identifiable pre-
cipitating factors, in patients taking REMICADE. There 
have also been rare post-marketing reports of new onset 
heart failure, including heart failure in patients without 
known preexisting cardiovascular disease. Some of these 
patients have been under 50 years of age. If a decision is 
made to administer REMICADE to patients with heart fail-
ure, they should be closely monitored during therapy, and 
REMICADE should be discontinued if new or worsening 
symptoms of heart failure appear. (See CONTRAINDICA-
TIONS end ADVERSE REACTIONS, Patients with Heart 
Failure.) 
Hematologic Events 
Cases of leukopenia, neutropenia, thrombocytopenia, and 
pancytopenis. some with a fatal outcome. have been re-
ported in patients receiving REMICADE. The causal rela-

tionship to REMICADE therapy remains unclear. Although 
no high-risk groups) has been identified, caution should be
exercised in patients being treated with REMICADE who 
have ongoing or a history of significant hematologic abnor-
malities. All patients should be advised to seek immediate 
medical attention if they develop signs and symptoms sug-
gestive of blood dyscrasine or infection (e.g., persistent fe-
ver) while on REMICADE. Discontinuation of REMICADE 
therapy should be considered in patients who develop sig-
nificant hematologic abnormalities. 
Hypersensitivity 
REMICADE has been associated with hypersensitivity re-
actions that vary in their time of onset and required hospi-
talization in some cases. Most hypersensitivity reactions, 
which include urticaria, dyspnea, and/or hypotension, have 
occurred during or within 2 hours of REMICADE infusion. 
However, in some cases, serum sickness-like reactions have 
been observed in Cretin's disease patients 3 to 12 days after 
REMICADE therapy was reinstituted following an ex-
tended period without REMICADE treatment. Symptom& 
associated with these reactions include fever, rash, head-
ache, sore throat, myalgias. polyarthralgias, hand and facial 
edema and/or dysphagia. These reactions were associated 
with marked increase in antibodies to infliximab, loss of de-
tectable serum concentrations of infliximab, and possible 
lass of drug efficacy. REIIICADE should be discontinued for 
severe reactions Medications for the treatment of hypersen-
sitivity reactions (e.g., acetaminophen, antihistamines, cor-
ticosteroids and/or epinephrine) should be available for int-
mediate use in the event of a reaction (see ADVERSE 
REACTIONS. Infusion-related Reactions). 
Neurologic Events 
InBiximab and other agents that inhibit TNT have been as-
sociated in rare cases with optic neuritis, seizure and new 
onset or exacerbation of clinical symptoms and/or radio-
graphic evidence of central nervous system demyelineting 
disorders, including multiple sclerosis, and CNS manifeete• 
tan of systemic vasculitis. Prescribers ghoul(' exercise eau-
tion in considering the use of REMICADE in patients with 
pre-existing or recent onset of central nervous syitem demy-
elinating or seizure disorders. Discontinuation of 
REMICADE should be considered in patients who develop 
significant central nervous system adverse reactions. 

PRECAUTIONS 
Autoimmunity 
Treatment with REMICADE may result in the formation of 
aureantibodies and, rarely, in the development of a lupus-
like syndrome. if a patient develops symptoms suggestive 
of a lupus-like syndrome following treatment with 
REMICADE, treatment should be discontinued (see 
ADVERSE REACTIONS. Autoantibodies/Lupus-like 
Syndrome). 
Malignancy 
Patients with long duration of Crohn'a disease or rheuma-
toid arthritis and chronic exposure to iminunosuppressant 
therapies are more prone to develop lymphomas Nee AD-
VERSE REACTIONS, Malignanciea/Lymphoproliferative 
Disease). The impact of treatment with REMICADE, on 
these phenomena is unknown. 
Vaccinations 
No data are available on the response to vaccination or on 
the secondary transmission of infection by live vaccines in 
patients receiving anti-TNF therapy. It is recommended 
that live vaccines not be given concurrently. 
Information for Patients 
Patients should be provided the REMICADE Patient Infor-
mation Sheet and provided an opportunity to read it prior to 
each treatment infusion session. Because caution should be 
exercised in administering REMICADE to patients with 
clinically important active infections, it is important that 
the patient's overall health be assessed at each treattnent 
visit and any questions resulting from the patient's reading 
of the Patient Information Sheet be discussed. 
Drug Interactions 
Concurrent administration of etanercept (another TNEn-
blocking agent) and onakinra (an interleukin-1 antagonist) 
has been associated with an increased risk of serious infec-
tions. end increased risk of neutropenia and no additional 
benefit compared to these medicinal products alone. Other 
TNEn-blocking agents (including REMICADE) used in com-
bination with anakinra may also result in similar toxicities 
fsee WARNINGS. RISK OF INFECTIONS). 
Specific drug interaction studies, including interactions 
with MTX, have not been conducted. The majority of pa-
tients in rheumatoid arthritis or Crohn's disease clinical 
studies received one or more concomitant medications. In 
rheumatoid arthritis, concomitant medications besides 
MTX were nonsteroidal anti-inflammatory agents, folic 
acid, corticosteroids and/or narcotics. Concomitant Crohn's 
disease medications were antibiotics, antivirals, corticoste-
roids, 6-MP/AZA and aminnsalicyletes. Patients with 
Crohn's disease who received immunosuppressants tended 
to experience fewer infusion reactions compared to patients 
on no immunosuppressants (see ADVERSE REACTIONS, 
Immunogenicity and Infusion-related Reactions). 
Scrum infliximab concentrations appeared to be unaffected 
by baseline use of medications for the treatment of Crohn's 
disease including corticosteroids, antibiotics Imetninidazole 
or ciprofloxacin) and aminosalicylates. 
Carcinogenosis, Mutagenesis and Impairment of Fertility 
A repeat dose toxicity study was conducted with mice given 
cVlq anti-mouse TNIe. to evaluate tumorigenicity. CVlq is 

Continued on next page 
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an analogous antibody that inhibits the function of TNFu in 
mice. Animals were assigned to 1 of 3 dose groups: control, 
10 mg/kg or 40 mglltg cVlq given weekly for 6 months. The 
weekly doses of 10 mg/kg and 40 mg/kg are 2 and 8 times, 
respectively, the human dose of 5 mg/kg for Crohn's disease.
Results indicated that cVlq did not cause tumorigenicity in 
mice. Na claetogenic or mutagenic effects of infliximab were 
observed in the in woo mouse micronucleus test or the 
Salmonella•Escherichia cull (Annie) assay, respectively. 
Chronireemail aberratione were not observed in an assay 
performed using human lymphocytes. The significance of 
these findings for human risk is unknown. It is not known 
whether infliximab can impair fertility in humans. No im-
pairment of fertility was observed in a fertility and gonorol 
reproduction toxicity study with the analogous mouse anti-
body used in the 6-month chronic toxicity study. 
Pregnancy Category B 
Since infliximab does not cross-react with TNFo in species 
other than humans and chimpanzees, animal reproduction 
studies have nut been conducted with REMICADE. No evi-
dence of maternal toxicity, embryotoxicity or teratogenicity 
was observed in a developmental toxicity study conducted 
in mice using an analogous antibody that selectively inhib• 
its the functional activity of mouse TNFa. Doses of 10 to 
16 mg/kg in pharniacodynamic animal models with the anti-
Tnne analogous antibody produced maximal pharmecologne 
effectivenees Doses up to 40 mg/kg were shown to produce 
no adverse effects in animal reproduction studies. It is not 
known whether REMICADE can cause fetal harm when ad-
ministered to a pregnant woman or cue affect reproduction 
capacity. REMICADE should be given to a pregnant woman 
only if clearly needed. 
Nursing Mothers 
It is not known whether infliximab is excreted in human 
milk or absorbed systemically after ingestion. Because 
many drugs and immunoglobulina are excreted in human 
milk, and because of the potential for adverse reactions in 
nursing infants from REMICADE, a decision should be 
made whether to discontinue nursing or to discontinue the 
drug, taking into account the importance of the drug to the 
mother 
Pediatric Use 
Safety and effectiveness of REMICADE in patients with ju-
venile rheumatoid arthritis and in pediatric patients with 
Crohn's disease have not been established. 
Geriatric Use 
In the ATTRACT study, no overall differences were observed 
in effectiveness or safety in 72 patients aged 65 or older 
compared to younger patients. In Crohn's disease studies, 
there were insufficient numbers of patients aged 65 and 
over to determine whether they respond differently from pa-
tients aged 18 to 65. Because there is a higher incidence of 
infections in the elderly population in general, caution 
should he used in treating the elderly (see ADVERSE RE-
ACTIONS, Infections,. 

ADVERSE REACTIONS 
The data described herein reflect exposure to REMICADE 
in 1678 patients, including 842 patients exposed beyond 30 
weeks and 295 exposed beyond one year. The moat common 
reason for discontinuation of treatment was infusion-
related reactions (e.g. dyepnea, flushing, headache and 
rush). Adverse events have been reported in a higher pro-
portion of rheumatoid arthritis patients receiving the 
10 mg/kg dose than the 3 mg/kg dose, however, no differ-
ences were observed in the frequency of adverse events be-
tween the 6 mg/kg doae and 10 mg/kg dose in patients with 
Crohn's disease. 
Infusion-related Reactions 
Acute inl)rston reactions 
An infusion reaction was defined in clinical trials as any ad-
verse event occurring during an infusion or within 1 to 2 
hours after an infusion. Approximately 209E of REMICADE-
treated patients in all clinical studios experienced an infu-
sion reaction compared to approximately 10% of placebo-
treated patients. Among all REMICADE itifusioun, 3% were 
accompanied by nunepecific symptoms such as fever or 
chills, 1% were accompanied by cardiopulmonary reactions 
(primarily chest pain, hypotension, hypertension or dysp. 
nea), and <1% were accompanied by pruritus, urticaria, or 
the combined symptoms of pruritudurticaria and cardiopul-
monary reactions. Serious infusion reactions occurred in 
<1% of patients and included anaphylaxis, convulsions, er-
ythematous rash and hypotension. Approximately 3% of pa-
tients discontinued REMICADE because of infusion reac-
tions. and all patients recovered with treatment and/or 
discontinuation of the inflision. REMICADE infusions be-
yond the initial infusion were not associated with a higher 
incidence of reactions. 
Patients who became positive fur antibodies to infliximab 
were more likely (approximately 2- to 3-fold) to have an in-
fusion reaction than were those who were negative. Use of 
concomitant immunosuppreseant 'Tents appeared to reduce 
the frequency of antibodies to infliximab and infusion reac-
tions (see ADVERSE REACTIONS. Immunogenicity and 
PRECAUTIONS. Drug Interactions). 
in post-marketing experience, cases of anaphylactic-like re-
actions, including laryngeal/pharyngeal edema and severe 
bronchoapasm, and seizure have been associated with 
REMICADE administration. 

Reactions following readrninistration 
in a study where 37 of 41 patients with Crohn's disease 
were retreated with infliximab following a 2 to 4 year period 
without infliximab treatment, 10 patients experienced ad-
verse events manifesting 3 to 12 days following infusion of 
which 6 were considered serious. Signs and symptom in-
cluded myalgia and/or arthralgia with fever and/or rash. 
with some patients also experiencing pruritus. facial, hand 
or lip edema, dyephagia, urticatia, sore throat, and head-
ache. Patients experiencing these adverse events lied nut 
experienced infusion-relabel adverse events associated with 
their initial infliximab therapy. These adverse events 
occurred in 39% (9/231 of patients who had received liquid 
formulation which is no longer in use and 7% (1/14) of pa-
tients who received lyophilized formulation. The clinical 
data are not adequate to determine if occurrence of these 
reactions is due to differences in formulation Patients' signs 
and symptoms improved substanthilly or resolved with 
treatment in all crws. There are insufficient data on the in-
cidence of these events after drug-free Intervals of 1 to 2 
years. Those events have been observed only infrequently in 
clinical studios and post-marketing surveillance with re-
treatment intervals up to 1 year. 
Infections 
In REMICADE clinical studies, treated infections were re-
ported in 35% of REMICADE-treated patients (average of 
53 weeks of follow-up) and in 26% of placebo-treated pa-
tients (average of 41 weeks of follow-up). When longer ob-
servation of patients on REMICADE was accounted for, the 
event rate was similar for both groups. The infections most 
frequently reported were respiratory tract infections (in-
cluding sinusitis, pharyngitis, and bronchitis) and urinary 
tract infections. No increased risk of serious infections or 
sepsis was observed with REMICADE compared with pla-
cebo in clinical studies. Among REMICADE.-treated pre 
tients, serious infections included pneumonia, cellulitis, ab-
14C13118, skin ulceration, sepsis, arid bacterial infection. Three 
opportunistic infections were reported: eoccidioidomycosis 
(which resulted in death), nocardiosis and cytomegalovirus. 
Tuberculosis was reported in two patients, one of whom died 
due to miliary tuberculosis. Other cases of tuberculosis, in-
cluding disseminated tuberculosis, also hove been reported 
post-marketing. Most of the cases of tuberculosis occurred 
within the first two months after initiation of therapy with 
infliximab and may reflect recrudescence of latent disease 
(see WARNINGS. RISK OF INFECTIONS). During the 54 
week ACCENT II trial, 15% of patients with fistulizing 
Crohn's disease developed a new fistula-related abscess. 
In post-marketing experience, infections have been ob-
served with various pathogens including viral, bacterial. 
fungal, and protozoal organisms. Infections have been noted 
in all organ systems and have been reported in patients re-
ceiving REMICADE alone or in combination with immune-
suppressive agents. 
AutoantibodlesfLupus-like Syndrome 
Approximately 52% of 1261 infliximab-treated patients in 
clinical trials who were antinuclear antibody (ANA) nega-
tive at baseline developed a positive ANA during the trial 
compared with approximately 19% of 129 placebo-treated 
patients. Anti.dsDNA antibodies were newly detected in ap-
proximately 17% of 1507 infliximab-treated patients 
compared with 0% of 162 placebo-treated patients. Reports 
of lupus and lupus-like syndromes, however, remain 
uncommon 
MaagnanciesaymphoproNferative Disease 
In completed clinical studies of REMICADE for up to 102 
weeks, 18 of 1878 patients developed 19 new or recurrent 
malignancies of various types, such as non-Hodgkin's B-cell 
lymphoma, breast, melanoma. squamous, rectal and basal 
cell. There are insufficient data to determine whether 
REMICADE contributed to the development of these =41R-
n:intim The observed rates and incidences were similar to 
those expected for the populations studied" " (see i'RE-
CAUTiONS, Malignancy). 
Patients with Heart Failure 
In a randomized study evaluating REMICADE in moderate 
in severe heart failure (NYHA Class iii/iV; left ventricular 
ejection fraction a35%), 150 patients wore randomized to 
receive treatment with 3 infusions of REMICAIR mg/kg, 
6 mg/kg, or placebo, at 0, 2, and 6 weeks. Higher incidences 
of mortality and hormitelization due to worsening heart fail-
are were observed in patients receiving the 10 nutikg 
REMICADE dose. At 1 year. 8 patients in the 10 mg/kg 
REMICADE group had died compared with 4 deaths each in 
the 5 nialcg REMICADE and the placebo groups. There 
were trends towards increased dyspnon, hypotension, an-
gina, and dizziness in both the 10 mg/kg and 5 mg/kg 
REMICADE treatment groups, versus placebo. REMICADE 
has not been studied in patients with mild heart failure 
(NYHA Class 1/11). (See CONTRAINDICATIONS and 
WARNINGS, Patients with Heart Failure.) 
Immunogenic:0y 
Treatment with REMICADE can be associated with the de-
velopment of antibodies to infliximab. The incidence of an-
tibodies to infliximab in patients given a 3-dose induction 
regimen followed by maintenance dosing was approxi-
mately 10% as assessed through one to two years of 
REMICADE treatment. A higher incidence of antibodies to 
infliximab was observed in Crohn's disease patients receiv-
ing REMICADE after drug free intervals >16 weeks. The 
majority of antibody-positive patients had low titers. Pa-
tients who were antibody-positive were more likely to exec-
rience an infusion reaction (see ADVERSE REACTIONS, 
Infusion-related Reactions). Antibody development was 

lower among rheumatoid arthritis and Crohna disease pa 
tients receiving immunosuppressant therapies such as 
6-MP/AZA or MTX. 
The data reflect the percentage of patients whose teat re-
sults were positive for antibodies to infliximab in en all.ISA 
'may, and are highly dependent en the sensitivity and spec-
ificity of the assay. Additionally, the observed Incidence of 
antibody positivity in an assay may be influenced by several 
factors including sample handling, timing of sample collec-
tion, concomitant medication, and underlying disease. For 
these reasons, comparison of the incidence of antibodies to 
infliximab with the incidence of antibodies to other products 
may be misleading. 
Other Adverse Reactions 
Safety data are available from 1678 REMICADE-treated 
patients, including 51,5 with rheumatoid arthritis, and 11(16 
with Crohn's disease and 17 with conditions other than 
rheumatoid arthritis or Crohn's disease. Adverse events re-
ported in 15% of all patients with rheumatoid arthritis re-
ceiving 4 or more infusions are in Table G. The types and 
frequencies of adverse reactions observed were similar in 
REMICADE-treated rheumatoid arthritig and Cmhnk dis-
ease patients except for abdominal pain which occurred in 
26% of RRMiCADE-treated patients with Crohn's disease. 
In the Cretin's disease studies. there were insufficient num-
bers and duration of follow-up fur patients who never re-
ceived REMICADE, to provide meaningful comparisons.

Table 5 
ADVERSE EVENTS OCCURRING IN b% OR MORE 
OF PATIENTS RECEIVING 4 OR MORE INFUSIONS 

FOR RHEUMATOID ARTHRITIS 
Placebo REMICADE 
(nn81) tn=430) 

Average weeks of fellow-up 73 82 
Gastrointestinal 

Abdominal pain 12% 17% 
Nausea 23% 24% 
Diarrhea 19% 19% 
Dyspepsia 9% 10% 

Respiratory 
Upper respiratory tract 
infection 35% 40% 

Pharyngitis 12% 17% 
Sinusitis 7% 20% 
Coughing 9% 18%
Rhinitis 4% 1 %. 14
Dyspnea 2% 6% 

Skin and appendages disorders 
Rash 7% 18% 
Pruritis 2% 9% 

Body as a whole-.general disorders 
Fatigue 9% 13% 
Chest pain 6% 7% 

Resistance mechanism disorders 
Fever 11% 13% 
Abscess 5% ti% 
Moniliasia 2% 8% 

Central and peripheral nervous system disorders 
Headache 219E 29% 

Musculoskeletal syetem disorders 
Arthralgia 7% 13% 
Back pain 5% 18% 

Psychiatric disorders 
Insomnia 4% 6%
Depression 2% 8% 

Urinary system disorders 
Urinary tract infeetton 12% 14% 

Cerdiovarieular disorders, general 
Hypertension 6% 10% 

Because clinical trials sire conducted under widely varying 
renditions, adverse reaction rates observed in clinical trials 
of a dreg cannot be directly compared to rides in clinical 
trials of another drug and mew not predict the rates ob-
served in broader patient populations in clinical practice. 
The must common serious adverse events observed in clini-
cal trials were infections (see ADVERSE REACTIONS, 
Infections). Other serious, medically relevant adverse 
events 2,0.2% or clinically significant adverse events by 
body system wore as follows: 
Body as a whole: allergic reaction, diaphragmatic hernia, 
edema, surgical/procedural sequels 
Blood: pancytopenla 
Cardiovascular: circulatory failure, hypotension, nyncope 
Gastrointestinal: constipation, gastrointestinal hemor-
rhage, ileus, intestinal obstruction, intestinal perforation, 
intestinal stenosis, pancreatitia, peritonitis, 
proctalgia 
Central & Peripheral Nervous: meningitis, neuritis, pe-
ripheral neuropathy, dizziness 
Heart Rate and Rhythm: arrhythmia, bradycardia, cardiac. 
arrest, tachycardia 
Liver and Hillary: hiliary pain. cholecystitis, cholelithia-
sis, hepatitis 
Metabolic and Nutritional: dehydration 
Musculoskeletal: intervertebral disk herniation, tendon 
disorder 
Myo-, Endo., Pericardial and Coronary Valve: myocardial 
infarction 
Platelet, Bleeding and Clotting.- thrombocytopenia 
Neoplasms: basal cell, breast, lymphoma 
Psychiatric: confusion, suicide attempt 
Red Blood Cell: anemia, hemolytic anemia 
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Reproductive: menstrual irregularity 
Resistance Mechanism: cellulitis, sepsis, serum sickness 
Respiratory: adult respiratory• distress syndrome, lower 
respiratory tract infection, pleural effusion. pleurisy, pulmo-
nary edema, respiratory insufficiency 
Skin and Appendages: increased sweating, ulceration 
Urinary: renal calculus, renal failure 
Vascular (Extmcartliac): brain infarction, pulmonary em-
bolism. thrombophlebitis 
White Cell and Reticulnendothelial: leukopenia, lymph-
adenopathy 
A greater proportion of patients enrolled into the ATTRACT 
study who received REMICADE + MTX experienced tran-
sient mild (<2 times the upper limit of normal) or moderate 
i't.2 but s3 times the upper limit of normal) elevations in 

AST or ALT (49% and 47%, reapectively) compared to pa-
tients treated with placebo + MTX (27%, and 35%, respec-
tively). Six (1.8%) patients treated with REMICADE + MTh 
experienced more prolonged elevations in their ALT 
The following adverse events have been reported during 
post-approval use of REMICADE: neutropenia (see WARN-
iNGS, Hematologic Events). Interstitial pneumonitagehm-
sis, idiopathic thrombocytupenic purpura, thrombotic 
thrombecytopenic purpura, pericardial effusion, systemic 
and cutaneous vnxculitis, Cluillain.Barre syndrome. trans-
verse myelitis, and neuropathies (additional neurologic 
events have also been observed, see WARNINGS, Neuro-
logic Events). Because) these events are reported voluntarily 
from a population of uncertain alto, it is not always possible 
to reliably estimate their frequency or establish a causal re-
lationship to REMICADE exposure. 

OVERDOSAGE 
Single doses up to 20 mg/kg have been administered with-
out any direct toxic effect. In ease of uverdosage, it in recom-
mended that the patient be monitored for any signs or 
symptoms of adverse reactions or effects and appropriate 
symptomatic treatment instituted immediately. 

DOSAGE AND ADMINISTRATION 
Rheumatoid Arthritis 
The recommended dons• of REMICADE is 3 ing/kg given as 
an intravenous infusion followed with additional similar 
doses at 2 and 6 weeks after the first infusion then every 8 
weeks thereafter. REMICADE should be given in combina-
tion with methotrexate. For patients who hate an incom-
plete response, consideration may be given to adjusting the 
dose up to 10 mg/kg or treating as often as every 4 weeks. 
Crohn's Disease or Fistulizing Crohn's Disease 
The recommended dose of REMICADE is 5 mg/kg giant as 
an induction regimen at 0, 2 and 6 weeks followed by a 
maintenance regimen of 5 mg/kg every fi weeks thereafter 
for the treatment of moderately to severely active Crohn's 
disease or fistulizing disease. For patients who respond and 
then lose their response, consideration may be given to 
treatment with 10 mg/kg. Patients who do not respond by 
week 14 are unlikely in respond with continued dosing and 
consideration should be given to discontinue REMICADE in 
them- patient,. 
Preparation and Administration Instructions 
Use aseptic technique. 
REMICADE vials do not contain antibacterial preserva-
tives. Therefore, the vials after reconstitution should be 
used immediately. not re-entered or stored. The diluent to 
be used for reconstitution is 10 mL of Sterile Water fur In-
jection, LISP. The total dose of the reconstituted product 
must be further diluted to 250 mi. with 0.9% Sodium Chlo-
ride injection, ITSP The intnsion concentration should 
range between 0.4 mg/mt. and 4 mg/mL. The REMICADE 
infusion should begin within :tinnily of preparation. 
1. Culculato the dose and the number of REMICADE vials) 

needed. Each REMICADE vial contains 100 mg of 
infliximats Calculate the total volume of reconstituted 
REMICADE solution required. 

2. Reconstitute each REMICADE vial with 10 ml, of Sterile 
Water for Injection, USP, using a syringe equipped with a 
21-gauge or nmaller needle. Remove the flip-top from the 
vial and wipe the top with an alcohol swab. Insert lie 
syringe needle into the vial through the center of the rub-
ber stopper and direct the stream of Sterile Water for In-
jection, USP, to the glass wall of the vial. Do not use the 
vial if the vacuum is nut present. Gently swirl the solu-
tion by rotating the vial to dissolve the lyophilized pow-
der. Avoid prolonged or vigorous agitation. DO NOT 
SHAKE. Foaming of the solution on reconstitution is not 
unusual. Allow the reconstituted solution to stand for 5 
minutes. The solution should be colorless to light yellow 
and opalescent, and the solution may develop a few trans-
lucent particles as infliximab is a protein. Do not use if 
opaque particles, discoloration, or other foreign particles 
are present 

3. Dilute tine total volume of the reconstituted REMICADE 
solution dose to 260 mL with 0.9% Sodium Chluritie In-
jection, USP, by withdrawing a volume of 0.9% Sodium 
Chloride Injection. tiSP, equal to the volume of reconsti-
tuted REMICADE from the 0.9% Sodium Chloride Injec-
tion, USP, 250 reL bottle or bag. Slowly add the total vol-
ume of reconstituted REMICADE solution to the 250 niL 
infusion bottle or bag. Gently mix. 

4. The infusion solution must be administered over a period 
of not less than 2 hours and must use an infusion set with 
an in-line, sterile• non-pyrogenic, low-protein-binding fil-
ter (pore size of 1.2 pm or less). Any unused portion of the 
infusion solution should not be stored for reuse. 

5. No physical biochemical compatibility studies have been 
conducted to evaluate the co-administration of 
REMICADE with other agents. REMICADE should not 
be infused concomitantly in the same intravenous line 
with other agents. 

6. Parenternl drug products should he inspected visually for 
particulate matter and discoloration prior to administra-
tion, whenever solution arid writainer permit. If visibly 
opaque particles, discoloration or other foreign particu-
lates are observed, the solution should not be used. 

Storage 
Store the lyophilized product under refrigeration at 2°C to 
8°C (3fPF to 46°F). Do not freeze. Do nut use beyond the 
expiration date. This product contains no preservative. 

HOW SUPPLIED 
REMICADE lyophilized concentrate for IV injection is sup 
plied in individually-boxed single-use vials in the following 
strength. 
NDC 57894.030.01 100 mg inflixisnab in a 20 nil. vial 
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REMICADEP) lintliximab) 
Patient Information Sheet 
You should read this information sheet befuru you start us-
ing REMICADE.® (pronounced rem-eh-ltaid) and before 
each time you are scheduled to receive REMICADE. This 
information sheet does not take the place of talking with 
your doctor. You and your doctor should talk about your 
health and how you aro feeling before you Mart taking 
REMICADE, while you aro taking it and at regular check-
ups. If you do not understand any of the information in this 
sheet. you should ask your doctor to explain what it means. 
What is REMICADE? 
REMICADE is n medicine that is used to treat adults with 
moderate to severely active rheumatoid arthritis and 
Crohn's disease. Your doctor has decided to treat you with 
REMICADE because your disease is still active oven though 
you have tried other treatments. 
How does REMICADE work? 
'rhe medicine REMICADE is a type of protein that recog-
nizes, attaches to and blocks the action of a substance in 
your body called tumor necrosis factor. Tumor necrosis fac-
tor (TNF) is made by certain blood cells in your body. 
REMICADE will not cure rheumatoid arthritis or Crohn's 
disease, but blocking 'I'NF with REMICADE may reduce the 
inflammation caused by too much TNF in your body. You 
should also know that REMICADE may help you feel better 
t-ut can also cause serious side effects and can reduce your 
hudy's ability to fight infections (see below). 
What should I know about the immune system, and taking 
REMICADE for Rheumatoid Arthritis or Crohn's Disease? 
The immune system protects the body by responding to "in-
vaders" like bacteria. viruses and other foreign matter that 

enter your body by producing antibodies and putting them 
into action to tight off the "invaders." in diseases like rheu-
matoid arthritis and Crohn's disease, your body's immune 
system producer) too much TNF. 'lb° much TNF can cause 
your immune system to attack healthy tissues in your body 
and rause infiammation. if this condition is left untreated, 
it can cause permanent (Inning° to the body's bones, carti-
lage mid tissue. 
While taking REMICADE can block the TNF that causes 
inflammation, it can also lower your body's ability to fight 
infections. So, taking REMICADE can make you more prone 
to getting infections or it can make an infection that you 
already have worse. You should call your doctor right away 
if you think you have an infection. 
What important information should I know about treat-
ment with REMICADE? 
REMICADE, like other medicines that affect your immune 
system, is a strong medicine that can cause serious side ef-
fects. Possible serious side effeeta include: 
Serious infections: 
• Same patien5iWave had smells infections while receiving 

REMICADE. Some of the patients have died from these 
infectione. Serious infections include TB (tuberculosis), 
and infections caused by viruses, fungi or bacteria that 
have spread throughout the body. if you develop a fever, 
feel very tired, have a cough, or have flu.like symptoms, 
these could be signs that you may be getting an infection. 
if you have any of these symptoms while you are taking or 
after you hare taken REMICADE, you should tell your 
doctor right away, 

Heart Failure: 
• If you have been told that you have a heart problem called 

congestive heart failure and you are currently being 
treated with REMICADE, yuu will need to be closely mon-
itored by your doctor. if you develop new or worse symp-
toms that are related to your heart condition, such as 
shortness of breath or swelling of your ankles or feet, you 
must contact your doctor immediately. 

Blood Problems: 
• In some patients the body may fail to produce enough of 

the blood cells that help your body fight infections or help 
you stop bleating. Sonic of the patients have died from 
this failure to produce blood cells. if you develop a fever 
that doesn't go away, bruise or bleed very easily or look 
very pale, call your doctor right away. Your doctor may 
decide to atop your treatment. 

Allergic Reactions: 
• Some patients have had severe allergic reactions to 

REMICADE. These reactions can happen while you are 
getting your REMICADE infusion or shortly afterwards. 
The symptoms of an allergic reaction may include hives 
trod, raised, itchy patches of skin), difficulty breathing, 
chest pain and high or low blood pressure. Your doctor 
may decide to stop REMICADE treatment and give you 
medicines to treat the allergic reaction. 

• Some patients who have been taking REMICADE fur 
Crohn'a disease have had allergic reactions 3 to 12 days 
after receiving their REMICADE treatment. The symp-
toms of this type of delayed reaction may include fever, 
rash, headache and muscle or joint pain. Call your doctor 
right away if you develop any of these symptoms or any 
other unusual symptoms ouch as difficulty swallowing. 

Nervous System Disorders: 
•—t h̀ere have been rare cases where people taking 

REMICADE or other TNF blie:kurn have developed disor-
ders that affected their nervous system. Signs that you 
could be having a problem include: changes in your vision, 
weakness in your mina anrFor legs, and numbness or tin-
gling in any port of your body. 

Other Important Information 
People who have been treated for rheumatoid arthritis or 
Cretin's disease for a long time tend to be more prone to a 
type of blood cancer called lymphoma. There have been 
sonic) patients that while taking REMICADE developed 
other types of cancer. hut, the number of people taking 
REMICADE, that developed cancer does not seem to be 
much different front what you would expect to see in people 
who aro not taking REMICADE. 
Some patients have developed symptoms that can resemble 
a disease called lupus Lupus-like symptoms may include 
chest discomfort or pain that doesn't go away. shortness of 
breath, joint pain, or a rash on the cheeks or arms that gets 
worse in the sun. if you develop any of these symptoms your 
doctor may decide to stop your treatment with REMICADE. 
What are the more common side *fleets of REMICADE? 
The more common side effects with REMICADE are respi-
ratory infections (that may include sinus infections and sore 
throat), coughing and stomach pain. 
Who should not take REMICADE? 
YOU SHOULD NOT take REMICADE if you have• 
• Heart failure, unless your doctor has talked to you and 

decided that you are able to take REMICADE. 
• Had an allergic reaction to REMICADE or any other prod-

uct that was made with murine (mouse) proteins. 
What health concerns should I talk to my doctor about? 
Before receiving your first treatment with REMICADE you 
should tell your doctor if you: 
• Have or think you may have any kind of infection. The 

infection could be in only one place in your body (such as 
an open cut or sore), or an infection that affects your 
whole body such as the flu). Having an infection coulti 
put you at risk for serious side effects from REM Wale•: 

Continued on next page 
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• Have an infection that won't go away or a history of infer 
tion that keeps coming back. 

• Have had TB (tuberculosis), or if you have recently been 
with anyone who might have TB. Your doctor will exam-
ine you for TB and perform a akin test. If your doctor feels 
that you are at risk for TB, he or she may start treating 
you for TB before you begin REMICADE therapy 

• Have lived in or visited an area of the country where an 
infection called histoplasmogis or coceichoidomycosis (an 
infection caused by a fungus that affects the lungs) is com-
mon. If you don't know if the area you live in is one where 
histoplaemosis or coccutioidomycosis is common. ask your 
doctor 

• Have or hove previously had heart failure or other heart 
conditinne. 

• Have or have had a condition that affects your nervous 
system, like multiple sclerosis, or Guillain•Barre syn-
drome, or if you experience any numbness, or tingling, or 
have had a seizure. 

• Are pregnant or nursing. 
• Have recently received or are scheduled to receive a 

vaccine. 
Can I take REMICADE while I am on other medicines? 
'It'll your doctor if you are taking any other medicines in-
chiding aver the counter medicines. supplements or herbal 
products before you are treated with REMICADE If you 
start taking or plan to start taking any new medicine while 
you are taking REMICADE, tell your doctor. 
REMICADE and KINERET should not be taken together. 
How will REMICADE be given to me? 
REMICADE will be given to you by a healthcare profes-
sional. REMICADE will be given to you by an IV This 
means that the medicine will be given to you through a nee-
dle placed in a vein in your arm. It will take about 2 hours 
to give you the full dose of medicine. During that time and 
for a period after you receive REMICADE, you will be mon-
itored by a healthcare professional. Your doctor may ask you 
to take other medicines along with REMICADE. 
Only a health care professional should prepare the medicine 
and administer it to you. 
How often will I receive REMICADE? 
Rheumatoid Arthritis 
If you are receiving REMICADE for rheumatoid arthritis 
you will receive your first dose followed by additional doses 
at 2 and 6 weeks after the first dose. You will then receive a 
dose every 8 weeks. Your doctor will monitor your response 
to REMICADE and may change your dose or dose you more 
frequently lea often as every 4 weeks). 
Crohn's Disease or Fistulizing Crohn's Disease 
If you are receiving REMICADE for active Crohn's disease 
or fistulizing Crohn's disease, you will receive your first dose 
followed by additional doses at 2 and 6 weeks after the first 
dose. You will then receive a dose every 8 weeks. Your doctor 
will monitor tour response to REMICADE and may change 
your dose. 
What if I still have questions? 
If you have any queetions. or problems. always talk first 
with your doctor. You can also visit the REMICADE Internet 
site at www.rernicade.com. 
Product developed and manufactured by: 
Centocor, Inc 
200 Great Valley Parkway 
Malvern, PA 19355 
Revised July 2004 
iN04240 

Shown in Product Identification Guide. page 310 

Cephalon, Inc. 
145 BRANDYWINE PARKWAY 
WEST CHESTER, PA 19380 

For Medical Information and Adverse 
Drug Experience/Product Complaint Reporting Contact: 
(8001896.5856 
Fax 610 738.6669 

ACTIO. 
kik' mkt 
local tranamucosal fentanyl citrate) 

PHYSICIANS AND OTHER HEALTHCARE PROVIDERS 
MUST BECOME FAMILIAR WITH THE IMPORTANT 
WARNINGS IN THIS LABEL. 
Actiq Is Indicated only for the management of break-
through cancer pain in patients with malignancies who 
are already receiving and who are  tolerant to opioid 
therapy for  their underlying persistent cancer pain. 
Patients considered opioid tolerant are those who are 
taking at least 80 mg marphine/day. 50 mcg tranader-
mal fentanyVhour, or an equianalgeaic dose of another 
°mold for a week or longer. 
Because life-threatening hypoventilation could occur at 
any dose in patients nut taking chronic opiates, Artiq is 
contraindicated in the management of acute or postop-

erative pain. This product must not he used in opioid 
non-tolerant patients. 
Atha is intended to be used only in the care of cancer 
patients and only by oncologists and pain specialists 
who are knowledgeable of and skilled in the use of 
Schedule II npioids to treat cancer win. 
Patients and their caregivers must be instructed that 
Actiq contains a medicine in an amount which can be 
fatal to a child Patients and their caregivers must be 
Instructed to keep all units out of the reach of children 
and to discard opened units properly. (See Information 
for Patients and Their Coregivers for disposal 
instructions.) 

WARNING: May be habit looming 

DESCRIPTION 
Acta; (oral tranemtieneal fentanyl citrate) is a solid formu-
lation of fentanyl citrate, a potent opioid analgesic, intended 
for oral tramunucosal administration. Artie; is formulated as 
a white to off-white solid drug matrix on a handle that is 
radiopaque and is fracture resistant (ABS plastic) under 
normal conditions when tilted as directed 
Actiq is designed to be dissolved slowly in the mouth in a 
manner to facilitate transmuragal absorption. The handle 
allows the Actiq unit to be removed from the mouth if signs 
of excessive resold effects appear during administration. 

Active Ingredient: Fentanyl citrate, LISP is H(1•Phen-
ethyl-4-piperidyll propionanilide citrate (1:1). Fentanyl is a 
highly lipophilie compound (octanol-water partition coeffi-
cient at pll 7.4 is 816:1) that is freely soluble in organic sol• 
vents and sparingly soluble in water 11:401. The molecular 
weight of the free base is 336.5 (the citrate salt is 528.6). 
The pKa of the tertiary nitrogens are 7 3 and 8.4. The com-
pound has the following structural formula' 

Clic.14,0074 

O 

N-CH,CH, CHeCCOH 

• tiO-C-00014 

CH00.);.-. 

Actiq is available in six strengths equivalent to 20% 4130, 
600, 800, 1200, or 1600 mcg fentanyl base that is identified 
by the text on the solid drug matrix, the dosage unit handle 
tag, the blister package, and the shelf carton. 
Inactive Ingtedientz Hydrated dextrates, tithe acid. diba-
sic sodium phosphate, artificial berry flavor, magnesium 
stearate. modified food starch, and confectioner's sugar. 

CLINICAL PHARMACOLOGY AND PHAR.MACOKI. 
NETICS 
Pharmacology: 
Fentanyl, a pure( opioid against, acts primarily through in-
teraction with opioid mu-receptors located in the brain, spi-
nal cord and smooth muscle The primary site of therapeutic 
action is the central nervous system (CNS). The most clini-
cally useful pharmacologic effects of the interaction of fen-
tanyl with mu-receptors are analgesia and sedation. 
Other opioid effects may include somnolence, hypoventila-
tion, bradycardia, postural hypotension, pruritus, dizziness. 
nausea, diaphoresis, [healing, euphoria and confusion or 
difRculty in coneentreting at clinically relevant doses. 

Clinical Pharmacology 
Analgesia: 
The analgesic effects of fentanyl are related to the blood 
level of the drug, if proper allowance is made for the delay 
into and out of the CNS (a process with a 3-to-5-minute half-
life). in opioid non-tolerant individuals, fentanyl provides 
effects ranging from analgesia at blood levels of 1 to 2 irg/ 
mL, all the way to surgical anesthesia and profound respi-
ratory depression at levels of 10.20 tigitaL. 
In general, the minimum effective concentration and the 
concentration at which toxicity occurs rise with increasing 
tolerance to any and all opioids. The rate of development of 
tolerance varies widely among individuals. As a mina, the 
dose of Mir; should be individually titrated to achieve the 
desired effect lace DOSAGE AND ADMINISTRATION,. 
Gastrointestinal (GIl Tract and Other Smooth Muscle: 
Opioida increase the tone and decrenee contractions of the 
smooth muscle of the gastrointestinal (Gi) tract. This re-
sults in prolongation in GI transit time and may be respon-
sihle  the constipating effect of opioids. Because opioids 
may increase biliary tract pressure, some patients with bit. 
lazy colic may experience worsening of pain 
While opioida generally increase the tone of urinary tract 
smooth muscle, the overall effect tends to vary, in some 
cases producing urinary urgency, in others, difficulty in 
urination. 
Respiratory System: 
All opioid mu-receptor agoniats, including fentanyl, produce 
dose dependent respiratory depression The risk of respira-
tory depression is less in patients receiving chronic opioid 
therapy who develop tolerance in respiratory depression 
and other opioid effects. During the titration phase of the 
clinical trials, somnolence. which may be a precursor to res-
piratory depression, did increase in patients who were 
treated with higher doses of Acrid In studies of opioid non. 
tolerant subjects, respiratory rate and oxygen saturation 
typically decrease as fentanyl blood concentration increases 
Typically, peak respiratory depressive effects (decrease in 
respiratory rate) are seen 15 to 30 minutes from the start of 
oral tranamucosal fentanyl citrate ICYTFCR) administration 
and may persist for several hours. 

Serious or fatal respiratory depression can recur, even at 
recommended doses, in vulnerable individuals. As with 
other potent opioids, fentanyl has been associated with 
cases of serious and fatal respiratory depression m opinid 
non-tolerant individuals. 
Fentanyl depresses the cough reflex as a result of its CNS 
activity. Although not observed with Artiq in clinical trials. 
fentanyl given rapidly by intravenous injection in large 
doses may interfere with respiration by causing rigidity in 
the muscles of respiration. Therefore. physicians and other 
healthcare providers should be aware of this potential com-
plication. (See BOX WARNING. CONTRAINDICA-
TIONS, WARNINGS. PRECAUTIONS, ADVERSE RE-
ACTIONS, and OVERDOSAGE for additional 
information on hypoventilation.) 
Pharrnacokinetics 
Absorption: 
The absorption pharmacokinetice of fentanyl from the oral 
tranamucosal dosage form is a combination of an initial 
rapid absorption from the buccal mucosa and a more pro-
longed absorption of swallowed fentanyl from the 01 tract. 
Both the blood fentanyl profile and the bioavailability of 
fentanyl will vary depending on the fraction of the dose that 
is absorbed through the oral mucosa and the fraction 
swallowed. 
Absolute bivavailability, as determined by area under the 
concentration-time curve, of 16 mcg/kg in 12 adult males 
was 50% compared to intravenous fentanyl. 
Normally, approximately 25% of the total dose of AM', is 
rapidly absorbed from the buccal mucosa and becomes sys-
temically available. The remaining 75% of the total dose is 
(wallowed with the saliva and then is slowly absorbed frum 
the GI tract. About 113 of this amount (25% of the total dose) 
escapes hepatic and intestinal first-pass elimination and be-
comes systemically available. Thus, the generally observed 
504 bioavailability of Actiq is divided equally between rapid 
transmurnsal and slower GI absorption. Therefore. a unit 
dose of Actiq, if chewed and swallowed, might result in 
lower peak concentrations and lower bioavailability than 
when consumed as directed. 
Dose proportionality among four of the available strengths 
of Artiq (200. 400, 800. and 1600 mcg) has been demon-
strated in a balanced crossover design in adult subjects. 
Mean serum fentanyl levels following these four doses of Ar-
tiq are shown in Figure I. The curves for each dose level are 
similar in shape with increasing dose (civets producing in-
creasing serum fentanyl levels. C. and Al7C0—s in-
creased in a dose-dependent manner gat is approximately 
proportional to the Acne administered. 

figure 
Mean Serum Fentanyl Concentration Ina/rnli 
an Adult suoiects Cornewins 4 Doses of Actiq 
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The pharmacokinetic parameters of the four strengths of 
Aclio tested in the dose-proportionality study are abown in 
Table 1 The mean C ranged from 0.39-2.51 nernl... The 
median time of maximum plasma concentration (T..) 
across these four doers of Artiq varied from 2040 minutes 
(range of 20-480 minutes) as measured after the start of ad-
ministration. 
Nee table 1 at top of next page) 
Distribution: 
Fentanyl is highly lipophilic. Animal data showed that fol-
lowing absorption, fentanyl is rapidly distributed to the 
brain. heart, lungs, kidneys and spleen followed by a slower 
redistribution to muscles and fat. The plasma protein bind-
ing of fentanyl is 80-8.5%. The main binding protein is 
alpha-1-acid glymprotein, but both albumin and lipopro-
teins rontribute to some extent The free fraction of fentanyl 
increases with acidosis. The mean volume of distribution at 
steady state was 4 Lik.g. 
Metabolism: 
Fentanyl is metabolized in the liver and in the intestinal 
mucosa to norfentanyl by cytochrome P450 3M isoform 
Norfentanyl was not found to be pharmacologically active in 
animal studies (see PRECAUTIONS: Drug Interactions for 
additional information). 
Elimination: 
Fentanyl is primarily (more than 90%) eliminated by bio-
transformation to N-dealkvleted and hvdrnxvlated inactive 
metabolites. Less than 7% of the close is excreted unchanged 
in the urine• and only about 1% is excreted unchanged in 
the feces. Th., metabolites are mainly excreted in the urine. 
while fecal excretion is less important. The total plasma 
clearance of fentanyl was 04 LihrAcg (range 0.3-0.7 Uhr/ 
kg). The terminal elimination half-hfe after 01'FC adminis-
tration is about 7 hours. 
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