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PRODUCT INFORMATION

CENTOCOR/M1117

monitoring of all children treated with diuretics is indi-
cated. See CONTRAINDICATIONS, W.\RN'INGS
PRECAUTIONS,

Geriatric Use: Clinical studies of ZARODXOLYN did not in-
clude sufficient numbers of subjects aged 65 and over to de-
terming whether they respond differently from younger sub-
jects. Other reported clinical experience hos not identified
differunces in responses between the elderly and younger
patients. In general, dose selection for un elderly patient
shiould be cautions, 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-
easeoruth:rdrugthﬁmp}r Thie drug is known to be sub-
stantially excreted by the kidney, and the risk of toxic reac-
tions to this druz may be sreaberm patients with impaired
renal functi elderly § ts are more likely to
have decreased renal function, care should be taken in dose
selection, and it may be useful to itor renal [

New patients—MYKROX® Tablets (matolazone tablets,
USP) (see MYKROX package circular). If conzidered de-
girable to switeh patients currently on ZAROXOLYN to

MYEKROX, the dose should be determined by titration |

starting at ope tablst (Y mg) once daily and increasing to

twa tablots (1 migh once daily if needed,
Treatment of Edematous States: The time interval re-
quired for the initial dosage ta produce an effect may vary.
Dhureeis and saluresic usually begin within one hour and
persist for 24 hours or longer. When a desired tl:.zmpmﬁc
effoct has been obtained, it may be advisable to réduce the
doee u‘pmihle The flmly dose depends on the samiw of

DESCRIPTION

REMICADE® is u chimeric lgGlx munmlma! antibody
with anappmmnm miacular ‘W’sht of 148,100 daltons.
It i8 oo :

t and murice variable re-
; Inmxhnabmdaapmﬁwﬂymhmmtnmnrm
factor alpha (TNFa) with an association constant of
10" M . Infliximab is ptoduced by & recombinant cell line
mﬂmmhymhnmmpeﬁummdmpuﬂﬂaﬂhyasmw
ot’shpal‘hat lud i

u:nln

the p 's comdition, intake, and
A docision to change the daily dose should be based on the
results of thorough elinical and laboratory evaluations. If
antihypertensive drugs or diuretics are given enncurrently

EEIHG‘\DE wwuwludnsastmie.wmlh lyophiliged pow-
der for inf Following reconstitution with
10 mL of Sterile Water for Injection, USP, the resulting pH
is approximately 7.2, Each singleise vial containg 100 mg
mﬁmmb smmxum,uamgpmymusu 22 mg

with ZAROXOLYN, more careful dosage adj ms;rbe
v. For patients who tend to experience paroxy

ADVERSE REACTIONS
ZAROXOLYN s usually well tolerated, and most reported
adverse reactions have beén mild and transient. Many
ZAROXOLYN related adverse reactions represent exten-
sians of its expected pharmacologic activity and can be at-
tributed to either its antihypertensive action or its renal/
metahalic actions, The following adverse reactions have
been reported. Several are single or comparably rare oceur-
rences, Adverse reactions are listed in decreasing order of
m-ar:ty wlthm budy systems.
hest

s

fast, orth o b
tengion, excessive vnlumcdhp?etmn. hemoconcentration, ve-
nous lhrnmhmwl tiong.
Central &nd

pheral Nervous. svmm ":yncnpe neurop-

uﬂw vertigo, p psy

R, *fatigite,
mﬁtleaa:m (sometimes reault‘mg in mmmmn'l "headachs.
Dermatologic/H 5 epldarmn! necraly-

gis (TEN), Stevens~Johnson Syndme necrotizing angiitis
l‘.:utaanus vuncuhm]. skin necrosis, purpura, petechiae,
( ivity), urticaria, pruritus, skin

rashes.
Gastrointestinal: Bapatit.in, ‘mmahepa_tit cholestatic jaun-

So. il Fre b - .
sis, thromb e
Nht-hqlle. Hypokalemia, hywnammia hyperoricemia,
hypochloremia, hypochloremic alkalosis, hyperglycemia,
g]ycnsum mmaase in serum urea nitrogen (BLTN) or creat-
inine, hypop h i
mia

arrhea, mnsﬁpmm, anorexia, ab
m.a] pnm

to-
Taial 3

temia, hyp

Mumlwlml-ui' Juin: pun, acute  Bouty attacks, musela

cramps or

Other: '!'inmient bhmd vigion, chills, dry mouth.

In addition, adverse reactions reported with gimilar antiby-
pertensive-diuretics, but which have not been
date for ZAROXOLYN include: bitter taste,

hrydrate, and 6.1 mg di-

nocturnal dyspuea, it may be advisable to employ a larger
dose to ensure prolongation of diuresis and saluresis for a
full 2&-hour period.

Treatment of Hypertension: “The time interval required for
the initial dosage regimen to show effect may vary from
three or four days tn thres to six weeks in the trestment of
elevated blood pressure. Doses should be adjusted at appro-
priate intervals to achieve maximum therapeutic effect.
HOW SUPPLIED

ZAROXOLYN Tablets (metolazone tablets, USP) are shal-
low biconvex, round tablets, and are available in three

8 |
21 mg, pink, debossed “ZAROXOLYN" on one side, and
“214" on reverse side.
NDC 53014-975-71  Bottle of 1008
NDC 53014-675-90  Bottle of LO00s
NDC 53014-976-72  Carton of 100's, unit dose
5 mg, blue, debossed “ZAROXOLYN on one side; and “5” on
reverse gide.
'NDC 53014-850-71  Bottle of 100
NDC 53014-850-80 Bottle of 10005 -
NDC 53014-850-72  Cartan of 100%s, unit duse
10 mg; vellow, debossed “ZAROXOLYN" on on# side, and

"ll}’ on reverse side,
NDC 53014-835.71 Ew.ln of 100
“NDC 53014-835-90 of 1000% -~ -
NDC 53014-835-72 Curtun uf 100's, unit dose
Store at 25°C (TT'F); ammum perm:md to 15"40"0 (59°-

unthopma, raspsmtllry distress (including pneumonitis),

and These reacti

sidered as possible occurrences with clinical usage of

ZARDXOLYN.

Whenever adverse rs,\n.ctmnu are moderate or severe,

grAROKOLYN dosage should be reduced ar therapy with-
awn.

OVERDOSAGE

Intentional avardosage has been reported rarcly with meto-
lazone and similar diuretic drugs.

Signs and Symptoms: Orthestatic hypotension, dizziness,
drmmesﬁ mt;ynmpn, electrolyte abnormalities, hemocon-

due to plasma volume
‘depletion may occur. In so.e instances
tion may b observed. At high doses, léthargy of varying de-
gree may progreds Lo coma within & few hours. The mecha-
nilrm of ONS depression with thiazide overdosage is
unknown. Also, GI irritation and hypermotility may oceur.
Temporary elevation of BUN has been reported, especially
in patients with impai of renal function. Serum élec-
trolyte changes and cardi lar and renal functi
ghould be closely monitored.
Treatment: There is no apqmﬂe antidote available but im-
mediate evacuation of is advised, Dialysis
is not likely to be effective. Care should be taken vuhenmc
uating the gastric to prevent aspirati Iy
in the stuporous or comatose pahemt Suppartive measuros
ghould be initinted as requi intain hydration, elec-
trolyte balanee, relpntwn. ud cardiovascular and renal
funetion.

DOSAGE AND ADMINISTRATION
Effective dosage of ZAROXOLYN should be individvalized
aceording to indication and patient response. A single daily
dose is recommended. Therapy with ZAROXOLYN should
be titrated to gain an initial therapeutic responserand to de-
ine the: 1 dose possible 0 maints me

therapeutic response. !
Usual Single Daily D
ages will usually fall in ‘the Tanges given.
Edema of cardiae failure:

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

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

ZAROXOLYN 24 to § mg once daily.

ble iniind dos-

Boabhadil e

186°F) [See USP C il re]. Protect
from light. Keep out of the reach of children.
Celitech Pharmacsuticals, Ine.
hypercalee- | Rochester, NY 14623 USA
® Celltech Manufacturing, In Rev. 2/03
@ 2003, Calltech Pharmaceuticals, Inc R5220
All rights reserved.
1 hu
Indenitis,
EDUCATIONAL MATERIAL J
should be eon-

basie sod phusphah dihydxai’:t!. No preservatives are
present,
UI.]N[CAL PHARMACOLOGY

In.ﬁummb neutralizes the hlnlumml al:t!wty of TNFa hy
i:iiudmg with high affinity to the soluble and transmem-
brare forms of TNFu and inhibita binding of TNFa with its
receptors. 2 Infliximab does not neutralize TNE@ (lympho-
Loxin a},ara]n:pd:ywkmeﬂmtuulmst.hammoepm
a3 TNFa. Bwhgsal activities attributed to TNFo inelude:
fndnation of Tro-inl fory cytokines such as inteel
lans (LL) 1 and 6, enh of leul by
increasing endothelial iaym‘permeabmtyandmm of
adhesion molecules by endothelial vells and leukocytes, ac-
tivation of ncutrophil and eosinophil functional activity, in-
:h:mnnofmﬂ:mnmntsanﬂutherhmmhint,u
well as tizsue degradi A\ produced by ¥
andfor dmudrocmu. Cells expressing transmembrane
TNFu bound by infliximal can be lysed in pitre” or in vivo.*
inflivimab inhibits the functional activity of TNFa in a wide
variety of in vitry bioassays utilizing human fibroblasts, en-
dothelial cells, m:lmpiuls Band T lymphncm u.nd nm-
thelial ‘colls. Anti-TNF. ibodi
in Lheeol.wntoptmnnn mhﬁsmdal and decresse syno-
vitis and joint erosions in'a murine model of collagen-
indueed arthritis, Infliximab prévents disease in transgenic
mice that develop polyarthritis as a result of constitutive
expression of human TNFa, and when administered after
disease onset, allows eroded jointa to hea.'l

Pharmacodynamics
Elevated wnnmtmtmm uf’I'HFu h&w beea found in the
joints of ts and the stools of

Crohn's disease patients and correlata with elevated dissase
activity. In  rheumatoid arthritis, treatment with
REMICADE reduced infiltration of inflammatory cells into
inflamed areas of the joint as well as expression of mol-
ecules medinting cellular adhesion [E-seleclin, intercellular
adhesion molecnle-1 iILAM 1} and vascular cell adhesion
mnlam!e—l (VCAM-1)], ch ion [IL-§ and (i

tactic protein (MCP-1)] and tissus degradation [ma-

For educational information, please write to Celitech Phar-
maceuticals, Ine., PO Box 31766, Rochester, NY 14603,

Centocor, Inc.

200 GREAT VALLEY PARKWAY
P\ﬂfk\ﬁﬂﬂ, PA 19355

Ph (810) 651-6000

(888) 874-3083
Fax: (610) 651-6100
Medical Emergency Contact:
Ph: 14(800)-457-6399
For Medical Information/Adverse Experience Reporting
Contact:
Medical Tnfarmation
Ph: (800) 457-6399

REMICADE®
|rEm-i-kad]
linfliximab)
for 1V Injection

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 WARININGS).
PATIENTS SHOULD BE EVALUATED FOR LATENT TU-

BERCULOSIS

TEST. TREATMENT OF LATENT TUBERCULOSIS IN-
FECTION SHOULD BE INITIATED PRIOR TO THERAPY
WITH REMICADE.

INFECTION WITH A TUBERCULIN SKIN |'

trix metalloproteinase (MMP) 1 and 3]. In Crohn's disease,
treatment with REMICADE reduced infiltration of inflam-
matory cells and TNFa 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 REmLADE pamata mth
theumatoid arthritis or Crobn's it
levels of serum I1-6 and C-reactive protein (CRF) compared
to  baseline. Peripheral hleed lymphocytes  from
REMICADE-treated patients showed no significant de-
mmmnmbwnrmpmhﬁemﬂw responses to in u;troml
togenie ulation when compared to cells from

patients.

etics
Single intravenous (IV) infusions of 3 mg'kg to 20 mg/hkg
showed u linear relationship between the dose administerad
and the i BeTm tration. The volume of dis-
tribution at steady state was independent of dose and indi-
cated thai infliximab was distributed primarily within the
vageular compartment. Median pharmacokingtic results for
doses of # mg/kg to 10 mg/kg in rheumatoid arthritis and
& mglkg in Crohn's disease indieate that the terminal half-
life of infliximab is 8.0 10 9.5 days.
Following an initial dose of REMICADE, repeated infusions
at 2 and 6 weeks resulted in predictable concentration- t:t.ma
profilee following each treatment. No
tion of infliximab oceurred upon continued repeated treat-
ment mtha mypkg or 10 mg/ke at 4- or B-week intervals, No
major rences in clearance or volame of distribution
were observad 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 or rensl function,
A pediatric Crohn's disease pharmacokinetic study was eon-
dumdmzlpahmumduhwzraarsouﬂn notable
differences in single-dose ph were
observed hntwem pediatric and adult Crohn’s disease pa-
tients (see PRECAUTIONS, Pediatric Usel.

CLINICAL STUDIES
Arthritis

Rheumatoid |
The safety and efficacy of REMICADE when given in con-
junetion with methotrexate (MTX) were assessed in g muk

Continued on next page

Consult 2005 POR® supplements and future editions for revisions
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PHYSICIANS' DESK REFERENCE®

Remicade—Cont.

ticenter, randomized, double-blind, placebo-controlled study
of 428 patients with active rheumatoid arthritis desplf.a
treatment with MTX (the Anti-TNF Tria] 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 8 median dose of
15 mg/wk of MTX. Patients received either placebo + MTX
or one of 4 dosesfachedules of REMICADE + MTX: 3 mgfkg
or 10 mg/kg of REMICADE by IV infusion at wesks 0, 2 and
6 followed by additional infusions every 4 or 8 weeks in com-
bination with MTX Conecurrent use of stable doses of folic
acid, oral corticosteroide (=10 mg/day) and/or nonstersidal
anti-inflammatory drugs was also permitied.
Data on use of REMICADE without concurrent MTX are
Timited (see ADVERSE REACTIONS, Immunogenicity).*®
Clinical response
_Al]dﬂeafanhaﬁu!anufREWCADE+mnénnimdiﬂlnr
provement in signs and symptoms as measured by the
American College of Rhenmatology response ¢riteria (ACR
20) with a higher percentage of patients achieving an ACR
20, 50 and 70 compared to placebo + MTX (Table 11, This
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
REMIC&DE + MTX compared to placebo + MTX (Table 2).
Iy 10% of patients treat ‘mﬁREM]GADE
uhhvaﬂsms@nrahnim] resy defi
of an ACR 70 respanse muaﬁ-mnﬂamodmwwdw
0% of placebo-treated patients (p=0.018).
[See table 1 at right]
[Sew table 2 at right]
Radiographic response
Structural damage in both hands and feet was assessed ra-
diographically at week 54 by the change from baseline in
the van der Heijde-modified Sharp seore, a comp soare

Table 1
PERGENTMEEOFPMSWHOWHJ&NM RESPONSE AT WEEKS 30 AND 54

REMICADE + MTX

3 mg/kg* 10 mpfleg"
Placebo
Response L+ MTX q 8 wks 4 whs q 8 wks 4 wks
; (n=88) (n=86) =86) (n=8T) (n=81)
ACR 20 ;
Week 30 20% 50% 50% 52% 58%
Week 54 17% 42% 48% 59% 59%
ACR 50
Week 30 5% 27% 20% 81% 26%
Week 54 9% 21% 34% 40% 38%.
ACR 70 -
Week 30 0% B 1% 18% 1%
Week 54 2% 1% 18% 26% 19%
p=0.05 for each out pared to placeh
5 Table 2
COMPONENTS OF ACR 20 AT BASELINE AND 54 WEEKS =
Flacebo + MTX REMICADE + MTX*
(n=B8) (n=840)
Ps.rameter (medumu) Baseline Week 54 Baseline Week 54
24 16 32 ]
No. nf Swnilen Jmnta 18 13 20 LG
Pain® 6.7 6.1 6.8 a3
Physician’s Global Assessment” 8.5 52 52 2.1
Patient’s Global Assessment” 62 B2 6.9 32
Disability Index (HAQY 1.8 1.5 1.8 1.3
CRP (mg/dL) 30 23 24 ]

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 709 at
102 weeks. The inhibition of progression of structural dam-
age was observed at 54 weeks (Table 3) and maintained
through 102 weeks. -

* All doses/schedules of REMICADE + MTX ¢
b Visual Analog Scale (O=best, 10=worst)
© Health A t Questi

hygiene, reach, grip, nnﬂsctmtim: [enbm S=worst)

it of 8 categories: dressing and grooming, arising, eating, walking,

7 Table 2
[See table 3 at zight] RADIOGRAPHIC CHANGE FROM BASELINE TO WEEK 54
Physical function response | REMICADE + MTX J
Phynealfummmdmwhymmadunngt&e
Health Asmmmt, Questionnaire (HAGY) and the general Median I mgkeg 10 mgfkg
I::;threm rphg; questionnaire SF-36. All doses/ (10, 20 Placebo
uiulen of REMIC, + MTX showed significantly percentiles) + MTX 8 whas 4 whks 9.8 wke 4 wks value®
imp t from baseline in HAQ and SF-36 (n=64) !}Ei‘ﬂ' n=71 g&:ﬁf %Fﬁ)’ L——
hysical t ged over time | Thtal Score -
thmushweek 54 compared to plaoahu + MTX, and no wors- | Baseline 55 (14, 188) 57 (15, 187) 45 (8, 162) 56 (6, 143) 43(7,178)
ening in the SF-36 mnl.al mpwmtaummmnme. Change from
The median (i ge) [ from base- | baseline 4.0(-1.0,19.0) 0.5 (=3.0, 5.5) 0.1(-5.2,9.0) 0.5(—4.8,5.00 —0.5(-57,:40) p=<O001
hmbwe.kHLnHAQwMOI Ol.US)ﬁrﬁmphmbn+ Erasion Score 40 et
MTX group and 0.4 (0.1, 0.9) for REMICADE + MTX | Baseline 25 (8, 110) 29 (9, 100) 22(3,91) 22 (3, 80) 26 (4, 104)
lpcﬂmllmmmﬁ-wm were maintained Change from i el
weels 102. imately in all | baseline 2,0(-1.0,97) 0.0 (=30, 4.3) =0.3(-3.1,25) 0.5{-3.0,25) ' =05(-27, 25} | p<0.001
Wmm&mmmn+m‘1mmmmmamu JSN Seore o 4
through 102 weeks. Baseline 26 (3, 88) 29 (4, BO) 20 (3, B3) 24(1,79) 2513, TT)
Active Crohn’s Disease Change from g oS
The safety and efficacy of pmgia and muihrplg doses of | baseline 15(-08,80) - ,00({-25 45 0.0{(—34, 50 0.010-3.0,2.5) 0.0(-3.0,35  p<0.001
REMICADE were n two ‘double- ATAT i :
btind, placebo-controlled cltmm! studies in 653 ]E)ahimtu D= =, JSERE AY MAS
with moderate to active Crohn's disegse [Crohn's | A o e .
Diseise Activity Index (CDAD 220 and =400] with an in- B e e Syt pceln
adequate res to prior therapies. Concom-
ﬁmtstahhuidm af aminosalicylates, corticostercids and/or Tebin 4
immunomodulatory agents were permitted and 82% of £ i ey
patients continued to receive al least one of these CLINWGAL ﬁm'“&:ﬁ"lfammwmwu s Do Tndaction?
medicobinns, . Placebo Maintenance Infliximab Maintenance q 8 wks
lnﬂnaingledmwuf:msmmm mumsmpla- o IACE0 Ralnienanee Wg
Soo saentnare: Week 30 25102 47104 481105
z'mpohm)a&wee.kﬂvs B1% (22/27) of patients Clinical remisdi 95% 0% .ﬁ‘l. J
& mp/kg REMICADE (p<0.001, two-sided, Fisher's e 0,022 et
test), Additionally, 4% (1/25) of placebo patients and 486 | PV"UE S ; :
(13/27) of patients receiving 5 mg’kg REMICADE achieved | Week 54
clinical remission (CDAT<150) at week 4. Patients in remission able to 6/54 14/56 18/58
In a multidose trial (ACCENT 1), 545 patients received | discontinue corticosteroid 11% 25% W%
§ mg/kg at wook 0 and were then mdumw& tourw of three p-value® 0.059 0.005
treatment groups: the placeb
la:ehntweekszanda mdthanevmﬁweghthe 2o Lo g
5 mglkg group received 5 mpkp at weeks 2 | o gy
and 6, mdtb&nmryﬂweekﬂ and the 10 mg/kg mainte- | » m%ggt:?égdmmm:twemujmdﬁ
nance group received 5 mg/kg at weeks 2 and 6, and then
lﬂmykgwuys'auka Pnhmhmnspmsqatweck? dpvnlnnirep kipes : % uaceo
Fina st b Hit e Of those receiving corticosteroids 4t baseline
rgspmse at week 2, ("nrtimtam&‘tmer was permitted af | Patients in the infliximab maintenance groups (5 mg/kg and of 43 mmem.s in t.he mﬂmmnh maintanance had en-
ter week 6. 10 mg/kg) had a longer time 1o loss of response than pa- | doscopic d to 1 of 28

At m]: 2. 57% (311/545) of patients were in elimical re-
At week 30, a significantly greater proportion of
thésepahgnﬂrmﬂmimmmdlummmmee

chieved elinjeal d to patients in
tha placebo maintenance group (Table 1),
Additionally, a significantly greater praparbuh of patients

hths&mg]kgandlﬂmp“kgmﬂ:mm b maintenance groups
warein clinical remission and were ahle to diseontinue cdr-
ticosternid use compared to patients in the placebo mainte-

nance group at week 54 (Table 4).
[See table 4 at-right] >
o s o g icpl g

tients in the mmmmmupmmun Ab
woeks 30 and 54, signif
mmwtb&Smmudlnmmﬂmm

pshmmmtbplmabogmupntweekm.mt}mmﬂmsb
1 healing &t week 10, 8 of
Lz, also showed 1 1 healing at week 54,

trented groups compared to the placebo group in the d
specific inflammatory bowel disease questionnaire t;IB Fafey

panwuhdythabowalard
matmmamlm
mhtaiqﬂhynfﬁﬁqﬁ!sﬁmﬂﬁr&ﬁ?ﬂ A

[See figure 1 al top of next page|

In a subset of 78 paticnts who had mucosal uleeﬂhan at

baseline and who participated in an endoscopic substudy, 13

aditions

L b L oty lmre-
spmaawemeﬂmhlehmuwlnﬁixlmabmmupﬁadmba-
sis at & dose that was 5 mg/kg higher than the dose to which
they were randomized. The m majority of such patients re-
sponded to the higher dose. Among patients who were not in
mapomeatml:tl 59% (92/167) of infliximab maintenance
patients responded by week 14 compared to 51% (39/77) of
placeho maintenance patients. Among patients who did not
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respond by week 14, additional therapy did not. result in sig-
n'.ﬁt:.an(iy more responses (see DOSAGE AND ADMINIS-
TRATION. s

Fistulizing Crohn's Dg-m

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

+ INDICATIONS AND USAGE

Rheumatoid Arthritis

REMICADE, in combination with methotrexate, is indi-
cated for reducing signs and: symploms, inhibiting the pro-
gression of structural damage- -and 1 m[mmng physical fune-
tion in patients with moderately o uvemly active
ﬂmumemd arthritis who have had an inadeqs

tionship WWEMMWW
no high-risk group(s) has been identified, caution should
exercised in patients being treated with REMICADE who
huvnuugninxm-aldshrynfugm&:mthmm

to methotrexate.
Crohn's Diseasa
REMICADE is indieated for reducing signs and symptoms
and inducing and maintaining clinieal remission in patients
with moderately to severely active Crohn's disease who
have had an inadequate response to conventional therapy.
Wﬂmmﬁrtﬁmmmﬁm
enter fi and main-
tmmg figtula clnsure in patients ¢s with fistulizing th.ns

ODMICA’IIGNS

REMICADE at doses =5 mg/kg should not be administered

to pa‘tlents with moderate to severe heart failure. Tn'e fan-
luating REMICADE in patients with

The safety mdeﬁuwafREmCABE were ase d in 2
randomized, double-blind, placebo-controlled studies in pa-
tients with fistulizing Crohn's disease with fistula(s) that
were of at Iemﬂmnﬂw durauun Cmmrsutmdmhie

doses of corlicosternids; | licylates

MTX, 6-mercaptoputine (6-MP) and/or mthmpnne (AZA)
was permitied.

h\‘h&iﬂl l.rlni,“‘-‘!&pmmts NSteire! tares doncyofeither
placebo or REMICADE at weeks 0, 2 and 6. Fistula re-

muduahatn smrehamfmhtrefNewYorkHemmn-
tivn [NYHA] Functional Clags IIIIV), REMICADE treat
ment at 10 mgfkyg was associated with an i ""i'm.iA
dence of death and hospitalization due to ‘heart
failure (see WARNINGS and' &DVERSB"REAL'I’IONS Pa-
tients with Heart Failare).
REMCADEm:ldmbeadmmmwtopaﬂenmwﬁh
kmﬁm hypersensitivity to’ a.nv muri.ne proteins or other
T it of the pro&uct

sponse (=50% reduction in ber of fis-
tulgs draining upon gentle compression on a.ilemtwo eon-
secutive visits without an increase mmndmnhnnm'mwy
for Ceahn’s disease) was saen in 68% (21/31) of patients-in
the 5 mg/kg REMICADE group (p=0.002) and 56% (18/32) 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 onzet of response and median duration, af response in

losure of all fistula was 52
of -treated patients courpned ;?ﬁ@ of.
placeho-treated patients (p<0.001),

In the seeond trial (ACCENT 11), patients wha were enrplled
had | to have at least one draining enterocutaneous (peri-
anal, abdominal) fistula. All patients received 5 mafkg
REMICADE at weeks 0, 2 and 6. Patients were randomized
to placebo or 5 mg/kg REMICADE maintenanca at week 14.
Patients received maintenance doses at week 14 and then
every eight weeks u]mugh week 46. Patients who weresin
fistula response mae was defined the same asin
the ﬁnt trial) at bath 10 and 14 were randomized
separately from these not in response. The | pnmsry _end-
point wae time from randomization to lose of

among those patients who were in fistula response.

Among the randomized patients (273 of the 296 mmnlly En>
rolled), 87% had perianal fistulas and 14% had abdominal
ﬂstuhw. Eight percent also had rectovaginal [stulas,
Greater than 80% of the p:lhenia had recmved previous im-

and aatibioti o
At week 14, 65% {1?7!2?3} of | m
sponse. Patients randomized to-F

had a longer time to loss of fistula response campared to the
placebo maintenance group (Figure 2). At week 54, 38% (33/
A7) of REMICADE-treated patients had no draining fistulas
compared with 22% (20/90) of placebo-treated’ patients
p=0.02), bumpunsd to placebo maintenance, patients on
REMIEADE main had. a trend toward fewer

v “tr

WARNINGS fia B
RISK OF INFECTIONS
[Soe boxed WARNING)
SERIOUS INFECTIONS, INCLUDING SEPSIS HAVE BEEN
REPORTED IN PATIENTS RECEIVING TNF-BLOCKING
AGENTS. SOME OF THESE INFECTIONS HAVE BEEN FA-
TAL. MANY OF THE SERIOUS INFECTIONS IN PATIENTS
'memn wiTH REMICADE HAVE OCCURRED IN PATIENTS
IMMUNOSUPPRESSIVE THERAPY
THEIR CROHN’S DISEASE OR
0SE THEM TO

INFECTIONS.
REMICADE SHOULD NOT BE GIVEN TO PA PATIE
CLINICALLY IMPORTANT, ACTIVE. mmm CAUTION
SHOULD BE EXERCISED Wrtu sinEn ¢ THE USE
OF hswc.mt N PATIENTS NIC INFECTION
OR A HISTORY OF n:cqrgli‘suf ON. PATIENTS
SHOULD BE MONITORED slcusmosxmnm os
INFECTION WHILE ON OR AFTER TREATMENT WIT
REMICADE. NEW INFECTIONS SHOULD BE J::Loﬁuf
MONITORED. IF A PATIENT DEVELOPS A SERIOUS INFEC-
REMICADE THERAPY SHOULD BE DISCONTINUED
Infections)

MADW REACTIONS,

C OF HISTOPLASNOSIS, 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
:  WHERE HISTOPLASMOSIS OR COCCIDIOIDOMY-

THERAPY.
SERIOUS INFECTIONS WERE SEEN IN CLINICAL STUDIES
WITH CONCURRENT USE OF ANAKINRA AND ANOTHER

BECAUSE OF THE NATURE OF.THE ADVERSE EVENTS
SEEN wmmgmmpn 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. i !
Patients with Heart Failure

REMICADE has been inted with ad es in

petients with heart failure, and should be used in

HEMIGADE has been associated with bypmmhnw Te-
whmthn‘tvmmthzu'hmeofou.le‘ﬁ required hospi-
tulization in some cases. Most hypersensitivity reactions,
which include urticaria, dyspnea, and/or sion, have
occurred during or within 2 hours of REMICADE infusion.
However, in sonie cases, serum sickness-lke reactions have
been observed in Crolma disease pahsntsﬂtol.'a‘ Busa.ﬂar
REMICADE therapy wae rein d following an
tended period without REMICADE treatment, Symptoms
associated with those reactions mdmis ﬁiva?. rash,
ache, sore throat, myalgias, p 'hl.nrl' i
adema andfor dyspha;in.
with marked increase in mﬁbodns totnﬂl.ximnbjmufde
etable serum’ rations of infliximab, and pessible
loss nfd.h:g efficacy. REMICADE ghould be Hiscontinued for
severe reactions. Medications for the treatment of hypersen-

sitivity reactions (.4, acetaminophen, antihistamines, cor-
Heosteroids und/or epinephrine) should be ﬂvaﬂablaﬁr im-
mediate use in the évent of a reaction (see ADVERSE
REACTIONS, Infusion-related Reactions).

Neurologic Events
hﬂmmnbmduﬂmugonmthnmhﬂ:it'l‘ﬂ'l’hnwbeenss—
mmhdinrmms%wﬁ:mmﬁs.mmm new
onset or exacerbation of elinical symptoms and/or radio-
grspm:: mdme af central nervous system’ demyelinating
di Itiple selerasis, and CNS manifosta-
tion nt‘sywmm!c vasculitis: Prescribers shonld exereise can-
tion in considering the uge of REMICADE in patients with
mﬂﬂhngwrmﬁmﬂﬂnfmlmsﬁmm demy-

elinating or seizure disorders. Discontir of
REMICADE should be idered in patients who develop
significint central nervous system ad “redetions
Pimcnmmms

Autoimmunity
mmmﬂADEmﬁremhlntbpfnmmmﬂ
] dies and, rarely, in the

I & patient develops symptoms suggestive
of a ]upu:-hke syndrome following treatment with
REMICADE, tréstment should be discontinued (see
ADVERSE Rsacmims Aumt.hoaxumwtlke
Syndrome).

Malignancy :

Patients m{h long duration uf‘(}rchn‘a {Hsme or rheuma-
teid drthritis and hmu.l
therapies are more ] :
VERSE REACTIONS, Malignancies/Ly

Disease). The impact of treatment with 'REMI('ADE om

these phenomena is unknown,

Vaccinations i
No data are available on the r to tion or on
the dary & ission of infection by live ines in

3§
patients receiving anti-TNF thcmpy. It is recommended
that live vaccings not be given co
Idormtlorl for Patiants
ients should be provided the REMICADE. Batient Infor-
mrﬁmMsnglpmwﬁeﬁ an opportunity to read it prior to
mtmm infusion session. Because caution should be
mDE‘ to_patients with
climically important active infuﬁhmp, is important that
the p::dml‘a overall health be assessed al each treatment
visit and any questions resulting frc the pu{;l.ent‘s reading
of the Patient Infi ion Sheet
P‘mg hl'u'-uﬁnm

% tavath

BNt

of et 'I'NF::
h]mkmguwrﬂ and nnahﬁm(en mrieuhn-l antagonist)

d risk of serious infec-
I:_inu's, and and no additional
benefit 1al fucts alona, Other

Mn‘mmmmmmgnmcm)mmm
hinati *llhuhﬁkinmmnynhnmm]linﬂmﬂarmﬁmﬁes

with heart failure only after consideration of other treat-
ment options. The results of a randomized study avaluating
the use of REMICADE in patients with heart failure
(NYHA Functional Class AV} suggested higher mortality
in patients who received 10 mg/kg REMICADE, and higher
rates of cardiovascular adverse events at doses of 5 meg/kg
and 10 mglkg. There have been post-marketing reparts of
heart failure, with and without identifiable pre-
factors, in patients taking REMICADE. There

Figure 2 A
Life table estimates of the proportion of patients who had
not lost ﬂmﬁ roSponse ﬂurwgle wwk S-l
Patients who achieved a fistula i}
lost response were eligible be'l!atmw REM]CADE mainte-
nance therapy at a dose that was 5 mp/kg higher than the
dose ty which they were randomized. OF the placebo main-
tenance patients, 66% (25/36) responded to 5 mgfkg
REMICADE, and 574 (12/21) of REMICADE msi

have also been rare post-marketing reports of new. onset
heart failure, melnd.mg heart ﬁulu.rn in patients without
Some of these
pahwuhcun beenunduwyomo!m If a decision is
made to administer REMICADE to patients with heart fuil-
ure, they should he elosely monitored during therapy, and
REMICADE should be discontinued if new or worsening
symptoms of heart failure appear, (See CONTRAINDICA:
TIONS andaﬂ\ﬂ:ﬂsﬂ;mm Patients with Heart
Eallm) i

Events

patients responded to 10 mg/kg.
Patients who had not achieved a response hy week 14 were
unlikely to respond to additional doses of REMICADE,

Gmesaf' ik 1 ia, thrombocyt ia, and
pancytopenia, mmewmhal‘atn]nutmms have hean re-
ported in patients receiving REMICADE. The causal rela-

(see WARNINGS, RISK OF INFECTIONS).
Speciﬁ'é drug interaction sludies, including inberactions

M'l'x. 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 wm_ dtervidal anti-infl: tor agen‘!:s folie
acid, corticosteroids andfor nal Coicomitint Crohn's.
disease medications were antibiotics, antivirals, corticoste-
roids, 6-MP/AZA and amnnheﬁnm Patients with
Crohn's disez tended
to experience fewer lnfumu reactions wmparedwpﬁﬂenlu
an no mmﬁnnwbprmmﬂl (ué- &DVERBE REACTIONS,
T ity ahd Trifis
Serum !nﬂ‘.lﬁum ppeared to be nnﬂﬂ'ﬁc‘cd
by bﬂsehne tige of medications for the treatment of Crohn’s
oids, antibiotics lmamdamle
or mpﬂﬁmn) and aminosalicylates.

is and Impai of Fertility

Am‘peat dose I:mucrty study was conduectad with mice given
¢V1q anti-mouse TNFa to evaluate tumorigenicity. CVlg is

Continued on next page

Consult 2005 PDR® supplements and future editions for revisions
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Remicade—Cont.

an analogous antibody that inhibits the fonction of TNF in
mice, Animals were assigned to 1 of 3 dose groups: control,
10 mpfkg or 40 mg/lg ¢V1g given weekly for 6 months, The
weekly doses of 10 mg/kg and 40 m.g'kgarq2and 8 times,
respectively, the human dose of & mgfkg for Crohn's diseasze,
Results indicated that ¢Vig du:lmt eange tumorigenieity in
mice. No nlmtagmic or mutagenic effects of infliimab were
ohserved in the in vive mouse micronucleus test or the
Salmonella-Escherichia coli (Ames) assay, raspact.walv
Chromosomal aberrations were not cbserved in an assay
using human Iymphocytes. The signifi of

Reoctions following readministration

In a study where 37 of 41 patients with Crohn's disease
were retreated with infliximab followinga 2 te 4yenr period
without infliximab treatment, 10 patients exper ad-
wverse cvents manifesting 3 to 12 days following infusion of
which 6 were considered serious. Signs and symptomé in-
cluded myalgia andfor arthralgia with fever and/or rash,
with some patients also experiencing pruritus, facial, hand
mlmnﬂamn,dysphagm,urﬁmdx.mﬂnrﬂt.mﬂhsﬁd
ache, Patients experiencing these adverse events had not
expertenced infusion-related adverse events associated with
their initial infliximab therapy. These adverse events
aq:urred in 39% (9/23) of patients who had received liguid

performed
these ﬂndmsnfwhuman rigk is unknown, It is not known
whether infliximab can impair fertility in humans. No im-
pairment of fertility was obsorved in & fertility and general
mp'mduchnn toxicity study with the analogous mouse anti-
body used in the 6-month chronie toxicity study.,
Pragnancy Category B
Since infliximab does not cross-react with TNFu in species
other than humans and chimpanzess, animal mpmdudmn
studies have not been conducted with REMICADE. No evi-
dence of maternal toxicity, embryotoxicity or teratogenicity
was observed in a developmental foxicity study conducted
in mice using an analogous antibody that selectivaly inhib-
ita the functional activity of mouse TNFa, Doses of 10 to
wmgikgmphmamdjnamanmnlmodekwﬂhthanh-
ducad maximal phar
eﬂ"enmamss Dnmup:.odﬁmgfkgwnreshmmm-udm
no adverse effects in animal reproduction studies, It is not
known whether REMICADE can cause fetal harm when ad-
mlmteredtnamemmtwmnnrms&dmpmdn:hm
capacity. REMICADE should be given to a pregnant woman
only if clearly needed.

for which is no longer in use and 7% (1/14) of pa-
tients wha received Iyophilized 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 substantislly or resolved with
treatment in all cases, There are insufficient data on the in-
cidence of these events after drug-free i.ntewa]s of 1 to 2
years. These events have been observed only 1 tly in

lower among rheumatoid arthritis and Crohn's discase pa-
tients receiving nnmunmppmssmt therapies such as
6-MP/AZA or MTX,
The data reflect the percentege of patients whose test re-
sults were positive for antibodies to infliximab in en ELISA
assay, and are highly dependent on the sensitivity and spec-
ificity of the sssay. Additionally, the observed incidence of
antibody positivity in an assay may be influenced by several
{factors indluding sample handling, timing of sample collee-
tion, concomitant mad.wnhon, and undarlymg d.lmse For
these 1 to
inflisciabrwith the mudmne ufunlzhodwa to othar products
may be misleading.
Other Adverse Reactions
Snfnty data are svailable I'mm 1678 REMICADE-treated
luding 555 with rk id arthritis, and 1106
with Crohn’s dissase and 17 with conditions other than
rheumatoid arthritis or Crahn's disease. Adverse events re-
ported in =5% of all patients with rheumatoid arthritis re-
oew'mg'4 or more infusions are in Table 5. The types and
of ady reactions observed were similar in

clinical studies and post-marketing surveillance with re-
treatment intervals up to 1 year.
Infactions
In REMICADE climeal studies, treated infections were ra-
ported in 35% of REMICADE treatod patients (average of
ﬁs 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 REMIQADE was accounted for, the
event rate was similar for both groups, The infections most
ﬁ-eqmutly repurbud were reapu'a.k:ry tract infeetions (in-
cluding k hitis) and arinary
tract. infeetions. No increased thll. of gerious infections or
agym was observed with REMICADE compared with pla-
cebo in clinieal smdius ..\mnng REMICADE-treated pa-

Nursing Mothers tients, serious infi ia, cellulitis, ab-
It is. nob knovn whether infiiximab is excreted in human msklpuhgzaﬁmmmlsandbmﬁa]mﬁctmm
milk or shsorbed sy cally Lﬁer g ported; coccidioidomycosis
many drugs and i okl d in_human (whwh resulted in death), nnmzﬂimsmdcymnem.luﬁmn.
milk, and because of the pe for advema reactions in | Tuberculosis was reported in two patients, one of whom died
nursing infants from REMICADE, a dacision should be due lomi].wrytuhwm]p‘uu Other cases of fuberculasis, in-
made whether to disconti or to di 1 ted { osis, alsa havs been reported

the

dru,g taking into account the importance of the drug to the
Matﬂc_ Use
Safety and effectiveness of REMICADE in patients with ju-
venile rheumatoid arthritis and in ped.iatnc patients with
Crohn's disease have not been established.
Geriatric Use
In the ATTRACT study, no o overall differences were observed
in effectiveneas or safety in 72 pa.tunfangad&’ﬁoroldaf
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 Oawd 18 to G5. Beeause there is- al;ughm mmthnm of
infections in the elderly lati
‘should hsnsed[nmﬁngihueﬁnrly(mm RE-
ACTIONS, Infections).
ADVERSE REACTIONS
Tha data describad herein reflact exposure to REMICADE
in 1878 patients, including 842 patients exposed beyond 30
watks and 295 exposed beyond one year. The most common
reason for discontinuation of treatment was infusion-
related reactions (e.z. dyspnea, flushing, headache and
rash), Adverse events have been reported in a hzg!wm
portion of rheumatoid arthritis patients rﬁiﬂ\‘iﬂ;
10 mglkg dose than the § mg/kg dose, however, no differ-
ences were ohserved in the frequency of adverse events be-
tween the 5 mg/kg dose and 10 mg'kg dose in patients with
Agute infusion reactions
An infusion reaction was defined in clinical trials as any ad-
wqanwmtnemmngdunngmmfnmmwmﬂm 1to2
hours aﬁeranmhslonﬁpmnmawlym nt']i.EMICADE
treated patients in all clinical studies an infu-
sion reaction compared to & tely 10% of placebo-
txeabedpaﬂmia Among all CADE infusions, 3% were

panied by nonspecific symptems such as fever or
chills, 1% were ied by cardiopul i

monary reactions. Serious. infusion reacticns oceurred in

<1% of patients and included anaphylaxis, convulginns, ar-

rash and hypotension, Approximately 3% of pa-

tients diseontinued REMICADE because of infusion reac-

tions, and sll patients recovered with treatment and/or
infusion,

discontinuation of the REMICADE infusions he-
yund the initial infusion were not associated with a higher
incidence of reactions..

Patients who became positive for antibodies o infliximab
were more likely (approximately 2- to 3-fold) to have an in-
fmonmmwthmwmt}muwhnwmnmwd
uppmmntag&ntasppmdtnmdnm

indliximah and i -

Inteructions).

In Mmmmm mnfmwphyladvac‘ms re-
AT S
hmm:hnmsm. am:l seizure have boeu sssociated with

REMICADE administration..

post-marketing. Most of the rmm nftuban:uloms

within the first two the after i ion of th with
infliximab and may reflect recrudescence of latent disease
(see WARNINGS, RISK OF INFECTIONS), During the 54
week ACOENT 1T trial, 16% ufpuéwnts w:th fistulizing
thnsd:.uegpédnﬂnwﬂa,m

| ceived REMICADE to provide meaningful

REMICADE-treated rheumatoid arthritis and Crohn'’s dis-
edge pati except for abdominal pain whieh oceurred in
26% of REMICADE-treated patients with Crohn's disease,
In the Crohn's disease studies, there wers insuffivient num-
bers and duration of follow-up for patients who never re-
comparisons,

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

In post- mnrkehng npeﬂma, mfnc‘ﬂnns hwe I:Inun ob-
served with various viral, bacterial
fungal, and protozoal organisms. Infections have heen noted
in all organ systems and have been reported in patients re-
cetving REMICADE alone or in combination with immuno-
suppressive agents,
Aumanmmdnﬂ.uwl-ln Syndrome
Approximately 52% of 1261 infliximab-treated pahents in
clinieal trials who wars‘ animuciear untﬂaqdy nega-
tive at baseli ANA during the trial
imately 19% of 129 placebo-treated
pﬂhenh Anh-anNA mmtibodies were newly, detected i map—
proximately 17% of 1507 inflicimab-treated patients
compared with 0% of 162 placebo-treated patients. Heports
of lupus and lupus-like syndromes, huwwer, rema'l.n
Ureommon.
Malignaneies/Lymphoprofiferative Disease
e
w
mﬂgnandas&vmm :

arious | Haaamrsn el
‘breast, mela rectal and basal
cell. There are insufficient data to determine whether
REMICADE contributed to the development of these malig-
nancies The obaewed rates ami incidences were similar lo
those exp studied™ ' (see PRE-
CAUTIONS, Malignancy).
Patients with Heart Faiuru
In a randomized study ﬂﬁmbugmum in moderate
to severe heart failure (NYHA Class TH/IV; left ventricular
ejoction fraction =35%), 150 patients were randomized to
receive treatment with 3 infusions of REMICADE 10 mgfkg,
5 mglkg, or placeho, at 0, 2, and 8 weeks. Higher incidences
of mortality and hospi dueta ing heart fail-
ure were observed in patients receiving the 10 my/kp
REMICADE dose. At 1 year, 8 patients in the 10 mg/kg
REMICADE group had died comparéd with 4 deaths each in
the § mg/ky REMICADE and the placebo groups. Thm
were trends
g:m,anddinnnassmbcththﬁll)mgikgand&mgfkg
REMICADE treatment groups, versus placebo. REMICADE
has not been studied in patients with mild heart failure
(NYHA Clasg 1), (See CONTRAINDICATIONS and
WARNINGS, Patients with Heart Failure )
Immunogenicity
Treatment with REMICADE can be associated with the de-
velopment of antibodies to infliimab. The incidence of an-
tibodies to infliximab in patients given a 3-dose induction
Wfouewsdbymmmnmdosmgwaswmn
mately 10% as assessed through one to two years of
REMICADE treatment. A higher incidence of antibodies to
infliximab wag observed in Crobn's disease patients receiv-
ing REMICADE after drug free intervals =16 weeks, The
majority of ﬂrmbudy pns;lu\m patients had low titers. Pa-
tients who itive were more likely to
nmme an-infisionseastion (sce ADVERSE REACT]ONS
lated Reacti Antibody devel t was

Information will be superseded by supplements and subsequent editions

FOR RHEUMATOID ARTHRITIS
Flacebo REMICADE
(n=81) (n=430)
Average weeks of follow-up 73 B
Gastrointestinal
Abdominal pan 12% 17%
Nausea 23% 24%
Diarrhen 19% 19%
Dyspepsia G 10%
Respiratory
Upper respiratory tract
35% 40%
Pharyngitis 12% 17%
Sinusitis ;:: 20%
Coughing 0% 18%
Rhinitis 14% 14%
: ™o e
Rash T 18%
Pruritis 2% 9%
Body as a whole—general disorders
Fatigue E 13%
Resistarico msdmnim disorders. :
Fever 1% ‘13%
Abscess 5% 6%
Moniliasis 2% - 8%
Central and peripheral nervous system disorders
FHeadache 21% 29%
Museculoskeletal system il
" Arthralgia % 13%
Back pain 5% - 18%
Insomnia “ 6%
ety 9% &%
U‘n' epirepsisn Gisordacs .
Urinary tract infection 12% 14%
Cardinvasenlar disorders, general
Hypertension &% 10%

conditions, adverse reaction rates observed in clinieal trials
of a drug cannot be directly compared to rates in clinical
trials of another drug and may not predict the rates ob-
served in broader patient populations in clinical practice.
The most common serious adverse events observed in clini-
cal trials were infections (see ADVERSE REACTIONS,
Infections), Other serious, medically relevant ad
events =0.2% or clinically significant adverse events by
body system were as follows:
Body as a whole: allergic reaction, diaphragmatic hernia,
uela

cytopenia

: circalatory failure, hypotension, syncope
Gastrointestinal; constipation, gastrointestinal hemor-
rhage, ileus, intestinal ohstruction, mtestinal perforation,

intestinal stenosis; pancreatifis, peritonitis,
proctalgia

Central & Peripheral Nervous: meningitis, neuritis, pe-
ripheral neuropathy, dizziness

Heart Rate andRhyer arrhythmia, bradyeardia, cardiac
arrest,

Llwr and Biliary: biliary, pain, cholecystitis, cholelithia-

s, hepatitis
Hmbollr and Nutritional: ration
Musculoskeletal; intervertebral disk herniation, tendon
disorder
Myo-, Endo-, Pericardial and Coronary Vaive: myocardial
infarction

Platelet, Bleeding and Clotting: thrombotytopenia
Necplasms: basal cell, breast, lymphoma
Psychiatric: confusion, suicide attempt

Red Blood Cell: anemia, hemolytic anemia
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Reproductive; menstrual irregularity
Remumumhwm ualhdim sapmummmslnknm

mmmmm effusion, pleurisy, yulmn-

Skin and A d i 1 sweating,
Urinary: venal caleulus, renal failure

(Extracardiac): brain infarction, pulmonary em-
White Cell and Reti inthelial: leul lymph-
adenopathy
Agreater pmpurﬁm of patients. eml]ad.mh the A’L’I‘R&C’l‘
study who recéived REMICADE + MTX
sient mild (<2 times the upper limit dmal:armﬂm
{=2 but <3 times the upper limit of normal) elevations in.

AST or ALT (49% and 47%, respectively) compared to pa=
tients treated with placebo + MTX (27% and 35%; respet-
tivelyh Six (1.8%) patients treated with REMICADE + MTX
The following adverse events have been reported during
use of REMICADE: neutropenia (see WARN-
INGS, Hematologie Events), interstitial me!:lmnnihnl'ﬁhm-
m. :rlmpnﬂuu 1hnm.bu¢ybnpemc pnrpura,

5. No physical biochemical eompatibility studies have been
conducted to evsluate the co-administration of
REMICADE with other agents, REMICADE should not

comitantly in.

be infused con thenmnmnvmmunlmn
with other agents. - "

6. Parenteral drug prod ild b '-“‘nsn.llly
Mﬁmmm pmlnadmnm
m.--whmvm' suhnmandmmmmt. If visibly

hﬂﬂlﬂﬂmd.ﬂmmlnmﬂmlﬁmbew

Smﬂu lyophilized | m:de? rﬁﬁ'lgenl:ﬂl a! 2‘0 to
8°C (36°F to 46°F). Da not freeze. Do not use beyond the
expiration date. 'Ehwpmdwt contains no preea:mt:ve
HOW SUPPLIED

REMICADE lyophilized eoncentrate ﬁrWMm irmp—
plied in individually-boxed single-use vials in the following

strength;
NDCETB&(—QBD—U] I(nmsmﬂnmal:maaﬂml‘vml

REFERENCES
b Ammm'['hamc;:&chty Gmumfornmmcmhﬁ

and cutaneous vasculitis, Guillain-Barré syndroms trans-
verse fayelitis, and neuropathies (additional neuroiogic
events have also been observed, ses WARNINGS, Neuro-
logic Events). Because these events are reported volunturily
from a population of uncertuin size, it is not always possible
mrshahlyeshmﬂetber&aqmcymmﬂuhaeauulm—
lationship to REMIG&DEW 1

OVERDOSAGE
Smhdmupwmm:hambunndmmstamdm
out any direct toxic effect, In case of overdosage, it is recom-
ma.nded that du; patient bu mommd for any signs or

of ad or effects an

Rheumatoid Arthritis
The recommended dose of REMICADE 15 3 mgﬂ:g given as
an intrnmnus infusion followed additional similar

tidmw:tb mst.hoﬁunl.e B‘or patients who have |
‘may be pvent.on&ushngtha
dmupmmmykgurmmgsuﬂmumimdu
Crohn's Disease or Fistulizing Crohin's Disease

The recommended dose of REMICADE is 5 mglki given as
an induction regimen at 0, 2 and 6 weeks followed by a
maintenance regimen of 5 mg/kg every B weeks thereafter
for the treatment of moderately to severely active Crohn’s
disease or -disestse, For patients who réspond and.
then lose their response, consideration may be given to
treatment with 10 mg/kg. Patients who do not respond by
week i4 are unlikely to with continued dosing and
consideration should be given to discontinue REMICADE in
these patients.
Preparation and Administration Instructions

Use aseptic technique.

REMICADE vials do not contain antibacterial preserva-

tives, Therefore, the vials after mm.nmh.lhnu should be
usad immediately, not re-entered or stored. ¢ diluent to.
be used for mennahtum“s&ﬂ anfMe for In-

jeetion, USP. The total dose of the reconstituted product

‘must be further diluted to 250 mL with 0.9% Bndxm(]hlu-

ride Injection, TSP The infusion concentration should

range between 0.4 mg/mL, and 4 mg/mL. The REMICADE

infusion should begin within 3 hours of preparation,

L elealgtarthe fone sl the suinhisr pREMICADE viale
) E vial aﬂﬂé}# 100 mg, of

Rmcmlmxmmi
2. Heconstitute each REMICADE vial with 10 mLofShmla
Water for Injection, USE, using a syrin, a

sym.gensedjamtotbwmlthmughthnemrdﬂuwh-
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 js not pressut, Gently swirl the solu-
tion by rotating the vial bdmuhedm!yupluhudm
der, Avoid prolonged or vigarous agitation. DO NOT
SHAKE. Foaming of the solution en reconstitution is not
unuauﬂl Aﬂewthermnxmhdmmmmdfnrs
should be colorl tnhghtyuﬂnw
and opal t, and the solution may develop a few trans-
lucent particles a8 infliximab is a protein. Denutmd'
opaque particles, discoloration, or other foreign particles
are present.
Dilute the total volume of the reconstituted REMICADE
solution dose to 250 mL with 0.9% Sodium Chleride In-
jection, USF, by withdrawing a volume of 0.9% Sodium
Chloride Injection, USP, equal to the volume of reconsti:-
tuted REMICADE from the 0.9% Sodium Chlaride

B

and Preven tuberculin testing and treat-
ment of latent tuberculosis infection. Ant J Respir Crit

© Oare Med 2000,161:8221-8247,

2. Kuight DM, Trinh H, Le J, et al. Construetion and ini-
tial characterization of & mouze-human chimeric anti-
TNF antibody: Moleg Imrunol 1893,30:1443-1453. .

3, Seallon BJ, Moore MA, Trinh H, et al. Chimerie anti-
TNFa monoclonzl untibody ¢A2 binds recombinant

TNFa and activates i . effector

enter your body by producin, mhbeqi:nmdmm
mmmwﬁsh!n%th-mfwd
mataid arthritis and Crehn's di your hody's i
systent produces too much TNF. Too much TNF can cause
wmmmmummaﬁa&bmmmmmw
and rause inflammation. If this condition is left untreated;
mmummmntﬂmhmw:bmm.mﬁ
lage and tissue
mumummsmblw&mmmW
inflammation, it can also lower your hody's ability to fight
infections. So, WMGADE ‘can make you more prone
to getting infactions or it can make an infection that you
abudyhanmﬁunuhmﬁuﬂwwmwm
if you think you have an infection.
mmmmmmmmnmm nhwuun—
mant with REMICADE?
REMICADE, mu&amﬁmmmmmm
system, hsstmngumdmethutmunmeaedmm:f-
MWmmhMmhﬁ.
Serious Infections; L
* Sama patients have mmmﬁmw&ﬂgmmmg
REMICADE, Some of the patients have died from these
infections. Serious infections include TB (tuberculosis),
and infections cavsed by viruses, fungi or bacteria that
have spread throughout the hody If you develop a fever,
feel very tired, have a cough, or have flu-like symptoms,
mmwmwmmmmmmm
If you haye any of these symptoms while you are taking or
‘after you have taken REMICADE, you sheuld tell your
dactor right away.
Heart Failura:

transmembrane
functions, Cytokine. 1805,7: 351 250, ;
4. ten Hove T, mMuut.ﬁ-m Peppdenbenhhﬂ’,ﬁal
pria T ly Les in Crohn's Gm. 2002,50:%

211,

. Maini RN, Bmdwlﬂﬁ: KnldeR,eialThsrzpwm
efficacy of multiple intr ns of a.nu tumor
is factor o lonal body d with
weekly meth te in 1k id arthritis,
Arthritis Rhewm 1998:41(9):1552-1563.
6 Elliott MJ, Maini RN, Feldmann M, et al. Randomised
v-d.mhle%nd comparison of chimeric monoclonal anti-
i i (CA2) V8. | ;ﬂmhuin

* rheumatoid ar M )
7. Van der Hewda DM, mhauwm.'!‘;&;mamﬂ,.hﬂ
. al. Bisnnual radiographic assessments of hands and feet
in & three-year prospective follow-up of patients with
early rheumatoid arthritis. Arthritis Rheum 1982;
35(1):26-34.

8. "PauganR.HmawSE vamberSJH ‘ot al. A
ahnrt—tenn study of chimeric monoclonal y:_tzboiy

neerosis factor o foe. Crohn’s disease. N &

Mm' 1997;337(15110231085 i \ Hy
BG, L1d:ﬁenshun G-EL et al. Main-
'l'or Crohn'y disease: the ACGENT 1

-mimmd, ize hm.lancet 2002 1-1548.

10. Present DH, Rutgéwﬁap, ! y
the tre: it of fistul ients with Crohn's dis-
case. N Engl J Med 199934613%-1405

11. Bernstein C, Blanchard JF, Kliewer E, ¢t al. Cancer risk
in patients ‘with inflammatory bowel disease. Cancer
2001;91:854-862.

lz.JmM.SymmD Finn J, et al. Does exposure to

ve therapy

mﬂmmmmm
nmm&mmalityﬁnhs in theumatoid arthritis? A
matched cobort study. Br J Rheum 1996,35:738-745.
Oentocor, Ine. 2004
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Information Sheet
You should read this information sheet before you start us-

ing REMICADE® (pronouneed rem-eh-kaid) and before.
each time you are scheduled to roceive REMICADE. This
information sheet does not take the place of talking with
your doctor. You and your doctor should talk about your
hee]thnnﬂhﬂwwnmfnlingbeﬁlrnyaumﬂmkmg
REMICADE, while you are taking it and ot 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 a medicine that is used to treat adults with
moderate to severely active rheumatoid arthritis and
Crohn's digease. Your doctor has decided to freat you with.
REMICADE becanse your disease is still active even though
you have tried other treatments.
How does REMICADE work?

mwmmwxmlwdmmm:m

. nizes, altaches 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.
H.E’MC&DEwﬂlmtmeﬂnumtmd.aﬂhmsu(}mhng

Injec-
tion, USP, 250 mL bottle or bag. Slowly add the total vol-
reconstituted REMICADE solution to the 260 mL

p o At N Aok vt it
ufmlmmkkonmandmunmmmﬁ-mmtmh
an in-line, sterile, non-pyrogenic, low-protein-hinding fil-
ter (pare size of 1.2 pm or léss), Any unused portion of the
infusion solution should not be stored for reuse,

ase, but hloeking TNF 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.
but ean alse cause serious side effects and can reduce your
body’s ability to fight infections (see below).
mmmmth-wmmﬁwhmmmm‘kim
REMICADE for Rh idk Arthritis or Crohn's Disease?
Themmaymmumﬂabodybympmduuh'ﬁn-
vaders” like bacteria, viruses and other forcign matter that

. lfyonhmbemtuhlﬂntyuuhmeihut ptonuM

congestive heart failure and you #re currently being

treated with REMICADE, you will need to be ¢losely mon-

itored by your dactor; If you develop new or worse symp-

tome that are related to your heart condition, such as

shartriess of breath or swelling of your anlles or feet, you
doctor immediately.

Blmdebhml. |

 In some h&nhdswﬁdhm&nmmwﬁ
:hghlwdceustbathnlpymbvdyﬂghxmfnmnmwh}p
you stop hleeding. Some of the palients have died. from:
this fuilure (o produce blood cells, If you develop & fever
that doesn't go away, bruise or bleed very easily or look
very pale, caﬂ:m:rﬂ.uchrnghtanyl’nmdodww
mmmmw

me: pahmta & had severe, -]].eargmnmhnm to
CADE. These raactions can happen while: you are
MWREMC&DEmm@me
of an all may include hives
mmwm of skin), d:ﬁmhuhnﬂﬁng
chest pain and high or low blood pressure. Your
mmmmpmlmawmmmm_
medicines to treat the allergic reaction

'Enmpamtlwhnhnvabmmmmﬁt
Crohn's disease have had allergic reactions 3 to 12 days.
after receiving their REMICADE treatment. The ¢

rash,
Tight away ltyaudwhhpmyafthmsympmmww
other unusual symptoms such as difficulty swallowing.

EET{E.'____MMM___W*’S*
ere have been rare cases where people tnhns

REMICADE or other TNF bleckers have developed disor-
ders that offected their nervous system. Bigns that you
could be having a problem include: changes in your vision,
‘weakness in your arms andior legs, nndnnmhnmurtim
gling in any part of your body.
Other Information
People who have been treated for rheumatoid arthritis or
thn‘-d:seueﬁorahng&mmdbbmmpmmhn
type of blood eancer called lymphoma. There have been
some patients that while taking REMICADE developed
other types of cancer, but, the number of people taking
REMICADE that developed cancer does not seem to be
much different from what you would expect to see in people
who are not taking REMICADE.
Some p have d P ‘that can bl
alﬁmtalladlnm [mus- - symptoms may include
nhwtdmwmfortm-paintha:dmn’tgoawny;muf
breath, joint pain, or a rash on the cheeks or arms that gets
wmel.uthem If you develop any of these symptoms your
doctor may decide to stop your treatment with REMICADE.
What are the more common side effects of REMICADE?. |
HmmmemmmcnaldnaﬁﬁamthﬂmﬂCADEmmsﬁl
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:

uutthabwmmdem\hmmmue)pmmm
'mmlullunmdnuldlulkwmrmmnr
Before ing your first te with REMICADE you
ihnul.dmlymrdmtaﬂf
-Havnorthmkmmyhmnyhndﬂm&nﬁw.ﬁe
infection could be in only ane place in your body (such as
an open cut or sore), or an infection that affects your
whole bedy (such as the flu), Having an infeetion could
put you at risk for serious side effects from HEMICADE.

Continued on next page

Consult 2005 POR® supplements and future aditions for revisions:
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PHYSICIANS' DESK REFERENCE®

Remicade—Cont.

« Have an infection that won't go away or & history of infee-
tion that keeps coming back.
® Have had TB (tuberculosis), or if you have ly baen

erative pain. This product must not he used in opioid
non-tolerant patients.

‘Actig is intended to be used only in the care of cancer
patients and only by encologists and pain specialists
who are knowledgeahle of and skilled in the use of

with anyane who might have TB, Your doctor will exarm-
ine you for TB and perform a skin test. If your doctor feels
that you are at risk for T, 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 histopls is or coccidioidomycosis (an
infection caused by a fungus that affects the lungs) is com-
mon, 1f you don't know if the area you live in is one where

doctar.
+ Have or have previously had heart failure or other heart
i

* Have or have had a condition that affects your pervous
system, like multiple sclerosis, or Guilldin-Barré syn-
drome, or if you experience any numbness, or tingling, or
‘have hod g seizure,

* Ar¢ pregnant or nursing.

* Have recently received or are scheduled to receive a
vaccine

Can | tﬂnl REMICADE while | am on other medicines?

Seheadale 1T npioids to treat cancer pain.

Patients and their gi must be d that
Actig 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

Banuusnrfabnlmap:mbm—y dnpmmmmnocmr,wen at
d doses, in vul As with
other potent opioids, fent 1 has been "’wmh
cases of serious and fatal respiratory dspmalmn in‘opinid
non-tolerant individuals,
Fentanyl depresses the cough
activity. Although not observed with Actig in clinical trials,
fentanyl gmm rmd.ly by intravenous injection in largo

reflex as a result of its CNS

and to discard d units properly. (See Inf i healtt providers should be aware of this potential com-
for Patients and Their Carveg for disposal 1 (See BOX WARNING, C ICA-
] TIONS, WARNINGS, PRECAUTIONS, ADVERSE RE-
ACTIONS. and OVERDOSAGE for additional
WARNING: May be habit forming mu‘:ﬂh ilation.)
DESCRIFTION ;
Actigy (oral 1 is & solid furmu- The pharmacokinetics of fentanyl from the oral

lation of fentany] citrate, a po%ent opioid anal
for oral transmucosal administration. Acnig is formulated as
awhltemnﬂ’whlm snhddmgmtnxun a handle that is
istant (ABS plastic) under
:m-m&l uandmu when used as directed.
Actig is designed to be dissolved slowly in the mouth in a
manner to factlitate transmucosal absorption. The handle
allows the Actig unit to baummadﬂomnhemuuthxfuagn!
of ive opioid effects appear during administration

| dosage form is a combination of an initial
rapid absorption from the buccal mueoss and a more pro-
longed absorption of awallowed fentanyl from the GI tract.
Baoth ﬂm blood ﬁanl;an,vi profile and the bivavailability of

will vary d ding on the fraction of the dose that
is absorbed through the oral muccsa and the fraction

swallowed.
Absuluw bicavailability, a.sdetemnnedhyamunaurl.he
tion-time ¢urve, of 15 meg/kg in 12 adult males

Myuurdnmrifynummkmgau,vuthaf in-
luding over the supplements or harbal
prodnmbeﬁxemmbmhdmthnﬂmE 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 ma?

REMICADE will be given to you by a healtheare 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-
itared by a healtheare professional. Your docter may ask you
to take other medicines along with REMICADE.
DnbahmMmmpmmmmmpmwcmMe

Rheumatoid Arthritis

1F you are receiving REMICADE for rheumatoid arthritis
ou will receive your firet doss followed by additional doges

athdﬁmhmrthe-ﬁrstdme,Ynu.\ﬂ]lthmreeeimn'

dose every 8 weeks. Yourdoctor will monitor your response

to REMICADE and dnnpywrduuwdmwwmm

hquen!ly(asnﬁnnanmr? 4 weeks),

Crohn's Diseage m{%ﬁ Crohn'’s Disease

Tf youl are receiving for active Crohn's disease
or fistulizing Crolin's disease, yol 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 weels. Your doctor
will monitor your response to REMICADE and may change
your dose.

What if | still have questions?

If wou have any questions, or problems, always talk first
with your doctor. You can also visit the REMICADE internet

site ab www,
Product developed and r ed by
Centocor, Ine.
200 Great Valley Parkway
Malvern, PA 19356
Revised July 2004
TN(4240
Shown in Product Identification Guide, page 310

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

For Mﬂ Information and M\m‘n
Drug Experience/Product Ci Reporting C
{(800) B96-58R5

Fax 610-738-6660

ACTIO® @R
lak" 16k)
{oral transmucosal fentanyl citrate]

Active Ingredient: Fealanyl citrate, USP is N-(1-Phen-
ethyl-4-piperidyl) propionanilide citrate (1:1). Fentanyl is a
highly lipophili¢ compound (ottanol-water partition coeffi-
cient at pH 7.4 is 816:1) that is freely soluble in organic sol-
vents and sparingly soluble in water (1:40), The molecular
weight of the free base is 338,56 (the citrate salt is 2B
The pKa of the tertiary nitrogens are 73 and 8.4. The com-
pound has the following structural formula:

W{)ﬂwmf@' o
3 . Hc}cl‘rO&C!H
GHaOOOH

Actiq is in six strength ivalent to 200, 400,
600, 800, 1200, ar 1600 uwgfmtmyl base that is identified
byﬁututmtheaoﬂd drug matrix, the dosage unit handle
tag, the blister package, and the shelf carton.

Inactive Ingredients:  Hydraied dextrates, citric acid, diba-
sic sodium phosphate, artificial berry flavor, magnesium
stearate, modified food starch, and confectioner's sugar.
CLINICAL PHARMACOLOGY AND PHARMACOKI-
NETICS

Pharmacology:

Fentanyl, a pure opioid agonist, acts primarily through in-
teraction with opioid mu-receptors located in the brain, spi-
nal cord and smooth musele. 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-recaptars are analgesia and sedation.

Other opioid effects may include aomuulenca. hmwnuln
tion, bradycardia, p 1 By

nausea, diaphoresis, ﬂushw.g auyhnm and confusion o
difficulty in concentrating at clinically relevant doses,

Andguil.

The analgesic affects of fontanyl 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 S-to-5-minute half-
life). In opiold non-tol individnals, fe vl provides
effects ranging from analgesia at blood levels of 1 to 2 ng/
mL, all the way to surgical anesthesia and profound respi-
ratory depression at levels of 10-20 ng/mL.

[ugeueru! the mini effective : tion and the
ation at which toxicity occurs rise with increasing
tolerance to any amhllopivids The rate of development of
tolerance varies widely among individuals. As a result, the
doge of Aetig should be individually titrated to achieve the
degired effert lmDDﬂAGEANnMINmmTION)
Gastrointestinal (Gl) Tract and Other Smooth Muscle:
Opivids inerease the tone and decrease contractions of the
smooth musele of the gastrointestingl (GI) tract. This re-
sults in prolongation in GI transit time and may be respon-

sible for the constipating effert of opicids. Because opioids:

miay increase biliary tract pressure, some patients with bil-
inry colic may experience worsening of pain,

While opivids generally increase the tone of urinary tract
smooth muscle, the overall effect tends to vary, in some

PHYSICIANS AND OTHER HEALTHCARE PROVIDERS
FAMILIAR WITH THE IMPORTANT

Actig Is indicated only for the management of broak-
through cancer pain in patients with malignancies who
are already receiving and who are tolerant to opioid
therapy for their nt cancer pain.
- Patients considered opicid tolerant are those who are
taking at least 60 mg morphina/day, 50 meg d

was 0% mmlmmd to intravenous fentanyl.

Normally, approximately 25% of the total dose of Actiq is

mpd&yuhﬂhdﬁvmthebumlmmamhﬂcmmm
il The remaining 75% of the total dose is

ewalluwadmlhmuhvamdﬂmnmsluwlyqbswbedﬁ'm

thnGlmAboutWo{thuammHMOfﬂmhhldase)

empe!hepnmund i and
i i observed

ﬂl’ﬂ
5% hmal&hﬂﬁya‘l’m isdiﬂdaﬂ an_un!ly between rapid
transmucosal and slower GI absorption. Therefore, a unit
dose of Actig, if chewed and swallowed, might result in
lower peak concentrations and lower hmv‘ﬂlbl.h&r than

Dose proportienality among four of the available strengths
of Actig (200, 400, 800, and 1600 meg) has been demon-
strated in & bal-nce:l crosgover design in adult subjects.

Mean serum fentanyl lovels following these four doses of Ac-

tiq are shown in Figure 1. The curves for sach dose level are
aimxlumnhapemﬂimmnsmgdm levels producing in-
creasing serum fentanyl levels. C,.. and AUCy—+= in-
creased in nduse-dapendentmanmx that is approsimately
proportional to the Actiy administered.

| when consumed as directed.

Figure 1.
Mean Serum Fentanyl Concentration (ng/mih
in Adult Sub/ects Comparing 4 Doses of Actiq

—— ey = O — W0 moy - MO e )ﬂ-qf

The pharmacokinetic parameters of the four strengths of
Actig tested in the dose-proportionality study are shown in
Table 1. The mean C,,, ranged from 0.39-2.51 ng/mL, The
median time of maximum plasma concentration (Ty,.)
across thesa four doses of Actig varied from 2040 minutes
(range of 20-480 minutes) as mensired after the start of ad-
ministration.

[See table 1 at top of next page}

Distribution:

Fentanyl is highly Epophilic. Animal data showed that fol-
lowing absorption; fontanyl is rapidly distributed to the
brain, heart, lungs; kidneys and spleen followed by a slower
redistribution to museles and fat. The plasma protein bind-
ing of fentanyl is 80-85%. The main binding protein is
alpha-1-acid glycoprotein, but both albumin and lipopro-
teins contribute to some extent. The free fraction of fentanyl
inereases with acidosis. The mean volume of distribution at

Fentanyl is mehbuﬂnd in the Tiver and in the intestinal
by cytochrome P450 3A4 isoform.

Norfentanyl was rwlfmmd to be pharmacologically active in
animal studus{m PRECAUTIONS Drug interactions for

cases producing urinary urgency, in others, difficulty n ¢
urination. ! Metabolism:
P ¥
All opicid m P ding fentanyl, ¢ to norfent
dose d dent respiratory deg 'l'he risk of respira-
tory depr ig less in patient chxm‘lcummd
therapy who develop tol to Tespiratory iditional infor

a.ndoﬂm‘ﬁpumdaﬂem Duﬂngthet.limtlmphmoft.ha
clinical trials, somnolence, whmhmy bea p tores-

Elilnirblﬁon.

piratary dapression, did increase in pnhann whe were
treated mth:Ighﬂdesqucw Tn studies of opicid non-

mal fentanylhour, or an equi ic dose of t
upimdﬁrrn'ﬂ'mkurlnnstr

lifle-th g hype ilati mlﬂwat
any dose in nui.ta.bn ic opiates, Actig is

contraindicated in the: magamentnfar:ute or postop-

tory rate and oxygen saturdtion
typically decreass as fmhny] bioﬁd mmmtu:m incronsos.
Typically, peak respi effects (decrease in
mpm:ym}msmlb to 30 minutes from the start of
oral transmueogal fentanyl citrate (OTFC®) administration
and may persist for several hours.

Information will be supersaded by supplaments and subsequent aditions

Fent ]m.manly (mwe than BD%! e?nninatnd by ‘bio-
jon to N d inuctive

mthhohteﬁ Less than T?emfmedmu excreted unchanged
in the urine, and oaly abaut 1% is excreted unchanged in
the feces, The metahbolites are mainly excroted in the urine;
while fecal excretion is less important, The total plasma
clearance of fentanyl was 0.5 L/hrkg (range 0.3-0.7 Lfhr/
kg). The terminal climination half-life after OTFC adminis-
tration is about 7 hours.
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