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monitoring of all children treated with divretics is indi-
cated, See CONTRAINDICATIONS, WARNINGS,
PRECAUTIONS.
Geriatric Use: Clinical studies of ZAROXOLYN did not in-
¢lude sufficient numbers of subjects aged 65 and over to de-
termine whether they respond differently from vounger sub-
jects. Other reported clinical experience has not identified
differunces in responses between the elderly and younger
patients. In general, dose selection for an elderly patient
should be eantious, usually nhrhng at the low end of th:
dosing range, the greater freq of decreas
hepatie, renal, or cardise function, and of concomitant dis-
ease or other drug therapy. This drug is known to be sub-
stantially excreted by the kidney, mrithsmkufmncreu-
tions ta this drug may be greaber m pﬂhenh with impaired
renal funeti derly p ts are more likely to
have decreased renal fuuchnn. 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 acﬁvi‘ty and can ke at-
tributed to either its Mnn;:rmmmu
metahalic actions, The following adverse reactions have
been reported. Several are single or cnmpnrnhly rare aceur-
rences, Adverse reactions are listed in decreasing order of
severity within body systema.
Cardiovascular: Chest pain/discomfort, arthostatic hypo-
tension, excessive vnlumedbpletmn hemoconcentration, ve-
nous thrombosis, palpitations.
Central and pha‘ll Nervous Svmm ‘iynunpe neurop-
athy, vertigo, p

i b

Ll F
Rars e

t‘nugun
restiessness (sometimes resulti dach

Dermatologic/Hypersensitivity. 'lbm: epidarmal necraly-
s (TEN), Stevens-Johnson Syndrome, necrotizing angiitis
(eutnnwus vaacuhm’l skin necrosis, purpura, petechiae,
ity), urticaria, pruritus, skin

Gulrointastinal: Bapntit.ia, intrahepatic cholestatic jaun-

anbm. constipation, anorexia, abd bloating, abd
sis, leukopenia, ia. P B,
hall II;:’ \ PG e

giycusuna. mmam m serum urea nrtrngan lBUN} or creat-
inine, hyg
mia
I\Iuwuhslml-ul. Jeim pain, acute gouty. attacks, musele
Other: 'ﬁmﬁm b‘mmd vision, chills, dry mouth.

In sddition, adverse reactions reported with similar antihy-
pertensive-diuretics, but which have not been reported to

TP

New panenm—MYKBOX‘ Tablets rmmﬂme tablets,
USP) (see MYEROX p idered de-
sirahle to switch pumntn tmzrnntly un ZAROKOLYN to
MYKROX, the dose should be defermined by titration
starting at one tablet (% mg) once daily and increasing to
twa tablets (1 mig) onee daily if needed,
Treatment of Edematous States: The time interval re-
quired for the initial dosage to produce an effect may vary.
Diuresis and saluresis usually begin within one hour and
persist for 24 hours or longer. Whanadmﬁred t.herupmﬁc
effect has heen obtained, it may be advisable to reduce the
dose if possible, The daily dose depends on the severity of
the patient’s condition, sedinm 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

DESCRIPTION
REMICADE® is & chimeric [gGlix munmhml. antibody

| ﬂth:nappmnmmmheuluwmghtnflﬂ,lmdaltom

Itmcumponstiaf 1
gions. Infliximab binds specifically to human tumnr mn
factor alpha (TNFu) with an association constant of

in eonstant and murine variable re-

100 ML hﬂ:ﬂmbwpmduuadhyu o t cell line
cultured by ¢ perfusion and ig purif ’byasmss
umaperm Tud es o inactivate and remo

mmlwwmmnamu.whm Iyaphilized 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
mﬁmmnb bnﬂmxunuou 0.5 mg polvsorbate 80, 2.2 mg

mchAROXOLW,m;mcmduhﬂmasﬂndJl : maybe basic sodium phosphat Irydrite, and 8.1 mg di-
necessary. For patients who ténd to experience parox) bagic sodi s q_.‘ ﬂﬂurﬂxs\‘:e N F“‘" ti
nocturnal dyspues, it may be advisable to emp]oy a ll.rgar present. T o Poiihetn]
dose to ensure prolongation of diuresis and suluresis for a ;

full 24-hour period. CI-INIG&L PHARMACOLOGY

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 nchieve maximum therapeutic effect.
HOW SUPPLIED

ZAROXOLYN Tablets imetolazone tablets, USP) are shal-
Iow biconvex, round tablets, and are available in three

8 i
2% mg, pink, debossed “ZAROXOLYN" on one side, and
“244" on reverse side.
NDC 53014-975-T1  Bottle of 1007
NDC 53014-075-90  Bottle of 1000's
_ NDC 53014-976-72  Carton of 100%, unit dose
5 mg, blue, debossed “ZAROXOLYN™ on one side, and “5” on
reverse
NDC 53014-850-71  Bottle of 100's
NDC 53014-850-80  Bottle of 1000%"
NDC 53014-850-72  Carton of 100's, unit duse
10 mg, vellow, debossed “ZARDXOLYN" on one side, and

“10" on reverse side,
- NDE 53014-835.71 Jhm.h of 10078
“NDC 53014-835-90 of 10006~
NDC 53014-835-72 Camufloﬁ'n.uni‘l dose
Store at 25°C (TT°F); excursions permitted to 15°-30°C (59°-

'86°F) [See USP Controlled Room Temperaturel. Protect

from light. Keep out of the reach of children.
Celitech

date for ZAROXOLYN include: bitter taste,

xanthnpma., rupjrul.nry distress (including pnanmnmh&l
and These tions should be con-

sidered as possible oecurrences with clinical usage of

ZAROXOLYN

Whenever adverse reactions are moderate or severe,

ZAROXOLYN dosage should be reduced or therapy with-

drawn.

OVERDOSAGE

Intentional overdosage has been reported rarcly with meto-

lazone and similar diuretic drugs.

Signs and Symptoms: Orthestatic hypotension, dizziness,

drmsmaas syncope, electrolyte abnormalities, hemocon-

Mw&mmmmmm
‘depletion may oceur. In so.ne

tion may be observed. At high doses, léthargy ofvnrymg de-
gree may progress 10 coma within & few hours. The mecha
nism 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 t 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 stamach contents 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 stup or patient. 8
ghould be i d as required to intais hydration, elec-
trolyte balame, respiration, and eardiovascular and renal
function,
DOSAGE AND ADMINISTRATION
Effective dosage of ZAROXOLYN should be individualized
asceording to indication and patient response.. A single daily
dose is recommended. Therapy with ZAROXOLYN ghould
be tiirated to gain an initial therapeutic response and h:nda-
&w

termine the minimal dose possible to t
lberapauticmpnw { ]
Usual Single Schedules: Suitabl mﬁlldaa-
meumﬂrﬁaﬁhthsmm-
Edema of cardiac failure:
ZAROXOLYN 5 to 20 mg once daily.
Edema of renal disease:
ZARQXDLWBhﬂDngomdnﬂs
Mild to mod
mmE%teﬁmgnneadaﬂy

In.ﬁmmab neutralizes the biological an:ﬁmty of TNFo by
binding with high affinity to t.be soluble aod transmem-
brare forms of TNFa and inhibits binding of TNFu with its
receptors.? Infliximab does not neutralize TNER (lympho-
mma],amhmdcmhna&mtwhmsthemmphm
as TNFa. Bwlns;us.l activities attributed to TNFa include:
induetion of pro-infl ‘*mkinesswhuslnﬁﬂau
kins (IL) 1 and 6, enh by
mnmhwntdmhnlmlhsw rmealnhtyandexmnof

less by endothelial cells and leukoeytes, ae-
tivation of neutrophil and eosinophil functional activity, in-
duetion of acute phase reactants and other liver proteins, as
well as tissue degrading enzymes produced by synoviocytes
and/or chondrocytes. Cells expressing transmembrane
TNFa bound by infliximab can be lysed in pitro® orin 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 ly'mpiw:ymamﬂspb
thelial cells. Anti-TNFa antibodics reduee disease aclivity
in the cotton-top tamarin mhﬁsmndnl and decresse syno-
vitis and joint erosions in'a murine model of collagen-
influeed 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 mndedmuuhea]

Pharmaceuticals, Inc. Pharmacodynamics

ia, hypercalve- | Rochester; NY 14623 USA Elevated mnmmnm GETNF-; h&w bmn Aound in the
® Celltech Manufacturing, Rev. 2/08 | joints of rhi ts and the stools of
® 2003, Celltech Pharmaceuticals, R5228 | Crohn's disease patients and correlata with slevated dissase

All rights reserved, activity. In rheumatoid arthritis, treatment
REMICADE reduced infiltration of inflammatory cells into
mﬂmdmmdthamntuwﬂummofml
ecules mediating cell adhesion [E-selectin, intercellular
inladeniti adhesion molecale-1 il(‘AM 1) and vaseular cell adhesion
TIONAL MATERIAL mnlam!e-l WGAM 1)], chemoattraction [IL-8§ and monoeyte
I i 2 J tactie protein (MCP-1)] and tissue degradation [ma-

For educational information, please writa to Celltech Phar-
maceuticals, Inc., PO Box 11766, Rochester, NY 14603,

Centocor, Inc.

200 GREAT VALLEY PARKWAY
&%V‘ERN. PA 19355

Ph: (610) 651-6000
(888) 874-3083
Fax; (610) 651-6100
Medical Emergency Contact:
Ph: 1-(800)-457-6399
For Medical Information/Adverse Experience Reporting
Contact:

Medical nformiation
Ph: (800) 457-6399

REMICADE®
[rm-i-kddd]
linfliximab)
for IV 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 WARNINGS).
PATIENTS SHOULD BE EVALUATED FOR LATENT TU-
BERCULOSIS WITH A TUBERCULIN SKIN
TEST.! TREATMENT OF LATENT TUBERCULOSIS IN-
FECTION SHOULD BE INITIATED PRIOR TO THERAPY
WITH REMICADE.

trix mmllopmemm (MMP) 1 and 3], In Crohn's discase,
treatment with REMICADE reduced infiltration of inflam-
matory cells and TNFu production in inflamed areas of the
intestine, and reduced the proportion of mononuelear cells
from the lamina propria sble to express TNFa and inter-
feron, After treatment with REMICADE, patients with
rheumataid arthritis or Crobn's disease exhibited decreased
leamia nfaewmll.-am Gmuﬁve protetn (CRP] compared
to bloed from
BEMIGADE-tmmd patients showed no mgnuﬁms de-
crease in number or in proliferative responses to in vitromi-
tngenuﬁ stimulation when compared to cells from untreated
patients,

etics
Single intravenous (!VI mﬁmnna of 8 mg/kg h m mg{kg

!hWﬂd!lmE‘ﬂrl

and the serum i ‘I'hew]umsufdm-
tribution at steady stats was independent of dose and indi-
cated that infliximab was distributed primarily within the
vascular compartment. Median pharmacokinetic results for
doses of 4 mg/kg to 10 mg/kg in rheumatoid arthritis and
& mg/kg in Crohn's disease indicate that the terminal half:
life of infliximab is 8.0 to 9.5 days.

Following an initial dose nfllE‘MICADE mpeahdmﬁ.lm

at 2 and 6 weeks lted in pred
mﬁ.lnaiuliamngmnb'— atment No
tion of "ttl!!b

d upon
| ment with 3 mg kg or mmw’kzﬂ4—m'ﬁ-wmkmb¢mh.No

major differences in elearance or volume of distribution
were observed in patient subgroups defined by age, weight,
or gender. It is nnt knowu if there are differences in clear-
ance or volume of ibution in patients with marked im-
pairment of hepatic or renal funetion.

A pediatric Crohn's disease pharmagokinetic study was con-
duﬂe&mllnahmtswsdnml'lmnld. No notable
differences in single-dose ph ters ware
ohserved between pediatric and adult f‘rul:ma disense pa-
tients (see PRECAUTIONS, Pediatric Use).

GIMCALB!'[]D!EB

The safety a.nﬂ Eﬁcat!y of R‘EHICADE when given in con-
junction with methotrexate (MTX) were assessed in a muk

Continued on next page

Consult 2005 PDR® 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 despite
treatment with MTX (the Anti-TNF Trial in Rheumatoid Ar-
thritis with Consemitant Therapy or ATTRACT). Pationts
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 mgfwk 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 MTX. Concurrent use of stable doses of folic
acid, oral corticosteroide (=10 mg/day) and/or nonsteroidal
anti-inflammatory. was also permitted.
Data on use of REMICADE without concurrent MTX are
limited (sea ADVERSE REACTIONS, Immunogenicity). ™
Clinical response
All doses/schedules of REMICADE + MTX resulted in im-
provement in signs and symptoms as measured by the
American College of Rheumatology response eriteria (ACR
20) with a higher percentage of patients achieving an ACR
20, 50 and 70 compared to placebo + MTX (Table 1). 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
REMICADE + MTX compared to placebo + MTX (Table 2).
Appmanmbaly 10‘* of patients Mﬂi wilh REMIC&DE
1 & major clinieal r d as
ﬂm&ﬂﬂﬁmmnn&mﬂﬂ:mﬂdmﬂdw
0% of placebo-treated patients (p=0.018).
[See table 1 at right]
[See table 2 at right]

response

Structural damage in both hands and feet was assessed ra-
diographically al week 54 by Lhnchsnse&vmbasehnem
thtvmderﬂmde—mdlﬁedﬂzmm,n

able 1
mmwmmummmmmmmnmm

scare
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 |
Hsa]l:hmmmm Questionnaire (HAG) and the general
health-related of life questionnaire SF-36. All doses/
schedules of REMICADE + MTX showed significantly
greater mwmvemmt from baseline in l:h\Q and SP-SG
physical ¥ sooOTE d 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-
Tine to week 54 in HAQ was 0.1 (0.1, 0.5) for the placebo +
MTX group and 0.4 (0.1, 0.9) for REMICADE + MTX
(p<0.001). Both HAQ and SF-36 effects were
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 ufety and efficacy of mgie and mnltrple doses of
REMICADE wore d in two ized, double-

blind, placeba-contralled clinical studies in 653 patients
with mederate to severely active Crohn's disesse [Crohn's
mmmtcnulam.mdsmlmmjm
adequate . Coneom-
ﬂmtmhhdnmdfanumulwyhm corticostaroids andfor
immunomodulatory agents were permitted and 92% of
patients continued to receive al least one of these
m
hﬂmaingle—doseml‘of!ﬂﬁ pnhmt!, 18‘5{4)‘25)01’[)]1
ceho patients achieved a clinieal in CDAT
=70 pnln‘la) at week 4 va. 81% (22/27) of patients renemn,g
6 mg’kg REMICADE (p<0.001, two-sided, Fisher's
test), Additionally, 4% (1/25) of placebo patients a.'m! 48%
(13/27) of patients receiving 5 mg/kg REMICADE achieved
clinical remission (CDAT<150) at week 4.
In a multidose trial (ACCENT 1), 545 patients received
Smm'kgatwenkl)mdwura thnmdomwdtnone nftl:m
treatment groups; the bo maint
plaubnnt\veeh2nndﬁ sndthanemryﬁweeh “the
5 mg/kg group received 5 mp/ky at weeks 2
and 6, mdihmmry 8 weaks; and the 10 mg/kg mainte-
nAance group rmwdﬁmy‘tgntmelmzmsundth-
10 m;fkgwaryﬂwuh Pnhmhmfm‘pmn at week 2
were d and Iy from those not in
regponsa at weak 2. (“nrtinntnrmﬂ taper was permitted af*
ter week 6.
At week 2, 57% (311/546) of patients were in clinical re-
spanse. At week 30, a significantly greater proportion of
mwﬁmwmm*iumandmmmmﬁm

groups d clinieal d to patients in
hhapucebomninmnmcegwnpmhhﬁ

Additionally, a significantly greater proportion of patients
fnﬂmﬁnm’kgandl mp‘kgmﬂ:nma ‘maintenance groups

wmmclmmllrsmhﬂﬂnmdwmaﬂetodumtmuom
ticosteroid use compared to patients in the plavebo mainte-

nance group at week 54 (Table 4).
[See table 4 at right] 9
e TR TS i . — i

REMICADE + MTX
8 mghg* 10 mglkg"
Placebo
Response |+ MTX q & wks 4 wks q 8 wks q 4 wks
(n=88) (n=8E) ("E-asi (n=87) (n=81)
ACR 20 y
Week 30 20% 50% 50% 52% 58%
Week 54 17% 42% 48% 59% 59%
ACR 60
Week 30 5% 27% 29% 31% 26%
Week 54 9% 21% 34% 40% 38%
ACR 70 ;
0% 8% 1% 18% 1%
Week 34 2% 1% 18% 26% 19%
p=0.05 for each out pared to placet
Table 2 "
EMNTBCFICHZIQTMMDHWEEKS -
Flacebo + MTX REMICADE + MTX"
(n=RR) (n=340)
Parameter (medians) Baseline Week 54 Bageline Week 54
No. of Tender Joints 24 16 r 8
No. nf Swollen Joints 18 13 20 e
Pain® 6.7 6.1 68 i
Physician’s Global .&mt‘ 6.5 52 82 21
Patient’s Global Assessment” 6.2 6.2 6.3 32
Disability Index (HAQ) 1.8 15 18 13
CRP (mg/dL) 3.0 23 24 0.6
* Al doses/schedules of REMICADE + MTX
b Visual Analog Scale (U-bast. lﬂ-ﬂmr!t}
¢ Health of B 1es: d ng and g arising, eating, walking,

hygiene, reach, grip, nml activities (O=best, 3=worst)

R T ] ~ Table3
RADIOGRAPHIC CHANGE FROM BASELINE TO WEEK 54 e ]

REMICADE + MTX
Median 3 mplkg 10 mefkg
(10, 80 Placebo
percentiles) + MTX 8 whks 4 whs q8 wks g4 wks p-value?
(n=64) %;7“1”)' n=T1 =77 (n=68) Gk
Tatal Score
Baseline 55 (14, 188) 5T (15, 187) 45 (8, 162) 56 (6, 143) 43(7,178)
Change from
haseline 4.0(-1.0,19.0) 0.5 (=3.0, 5.5) 0.1(-52,9.0) 05(—48,5.0) —05(-6:7,4.0) p=<0.001
Erosion Score M0 s
Baseline 25 (8, 110) 29 (9, 100) 22(3,91) 22 (3, 80) 26 (4, 104).
s 2.0 (-1.0,97) 0.0 (=3.0, 4.3) =0.3(-3.1,25) 0.5 {-3.0, 25) = =05(-2.7, 25)  p<0.001
J8N Score d 4
Baseline 26 (3, 88) 29 (4, 80) 20 (3, 83) 241,79 25.(3, 7T}
Change from :
baseline 15 (=08, 8.0) - . 0.0 (=25, 4.5 0.0{-3.4, 500 0.0(-3.0,25  00(-3.0,35 p<0.001
* For comparisons of each dose against placebo
Table 4
CLINICAL HEMISSION AND STEROID WITHDRAWAL
le & mg/kg Dose® Thres Dose Induction”
ot leboMal.nteﬂunne Infliximab Maintenance g 8 wks
T e o 5 muhks 10 mglg
Wesk 30 25/102 417104 A8106
Clinical remission 265% 9% 46%
pvalue® 0.022 0.001
Week 54
Patients in remission able to 6/54 14/56 1853
discontinue corticosteraid 11% 25% 345
p-value® 0.059 0,006

* REMICADE at week 0

" REMICADE 5 mg/kg administered at weeks 0; 2 and 6.
¢ pvalues represent pairwise comparisons to placebo

4 Of those receiving corticosteroids 4t baseline

Patients in the inflivimab maintenance groups (5 mg/kg-and
10 mg/kg) had a longer time to loss of response than pa-
Lients in the phummmmmupmeu.m
weeks 30 and 54, significant improvement from baseline
‘was mmtb&s mgfkga.nd m mp/kg infliximab-
inthe d

of 43 patients in the infliximab maintenance group had en-
doscopic evidence of mucosal healing compared to 1 of 28
pmmﬁsmthepiuebogmuputweaklo.ﬂfdmtnﬂmab

B ing 1 healing &t week 10, 9 of
12 patienta-also showed FhidsHiigratnsek SATRY

specific

particularly the lwwal mwmmmh
physical v seore of the g 1 health-
related quality of life questionnaire SF-36.~ 1 |
[See figure 1 at top of next pagel

In a subset of 78 patients who had mucosal’ nlnenhnn at

baseline and who participated in an endoscopic snbstudy, 134

i wha achieved a response and subsequently lost re-
tpmmwmaﬂmhle:omwlnﬁiximnhmmepmﬂwha-
shatsduoeﬂmtmﬁmg{kgh:gbnﬂ:mﬂudmemwhﬂ
they were randomized. The maj of such patients re-
npnndeduﬂzehmherdoaemunmpwmnwhowmwtm
response ntmkE. 59% (92/157) of infliximab maintenance
patients responded by week 14 compared to 51% (39/77) of
placebo maintenance patients. Among patients who did not
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CoMmpamd 10 pACes Manance:
fnitximat 10 mokg <0001
infema Smghy - p=0003

Fallants Wha fad Mot Lest fesponsa %)
E
S

new fistulas (17% overall) and similar numbers d
abseessea (15% overall).

Similar proportions of patients in either group developed
eveloped

Rheumatoid Arthritis

REMICADE, in combination with methotrexate, is indi-
eated for mdmg ngm and sympfoms, mhibn‘hnx pro-
improving ph il fane-

hnnﬂupmmiﬁmnpymmlmﬂhﬂﬁkhmg {
no high-risk group(s) has been identified, caution should
exercised in patients heing treated with REMICADE who
huumuhwahishmufwmmm
malities. should be ad

memwmpmmmmw?;

tive of blood dyscrasias or infecti

ﬁhfhmmmnmﬁ Discontinuation ufREhﬂCAD‘E
snsidered m patients who develop sig-

tion in putmnu with moderately to sevemly active
rlmumamd arthritis who have hod an inadeq

be
m.ﬁmnt hematologic abnormalitics,

XU S T T T
D2 B oW 14 » n 38 a8 54

Shady Waak

,_-O—M —— Singlgfizimat  —f— ‘e-_-w.-.u.i.-n

R-mmmmhmmamu
b mmmmwm@m s

respond by week 14, additional therapy did not result in sig-
nlﬁunt{: m responses (see DOSAGE AND ADMINIS-
TRATION.

Wﬂh

mhﬂm
REMICADE is indieated for reducing signs and symptoms
and inducing and  maintaining clinical remission in patients
with moderately to severely active Crohn’s disease who
have hadanmndequtemmtﬂmhmal therapy.
REN.ECADE i mdmthd for tetiung ﬂw dmber c:if drain-
enter tulas and main-
tmmg fistuls clmure in patients & with fistulizing le:.nu

CONTRAINDICATIONS

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

tu pa'hentamth moderaie to severe heart failure. Tn & ran-
ized study evaluating REMICADE in patients with

's Disease
The safety andlﬁmyofﬂhﬂmﬂ were assessed in 2
randomized, double-blind, placebo-controlled studies in pa-
tients with fistulizing Crohn's disease with fistulals) that
were of at least 3 mnnﬁua durnmun &mumas;:ussdmble
doses of corticostervids, 5 leylutes,
MTX, 6-mercaplopurine (G-lﬂ‘j ‘and/or azathioprine (AZA)
was permitted.

J:nﬂwiﬂl u'in!,"ﬂﬂ&pmts seceived three doscy cf either
placebo or REMICADE at weeks 0, 2 and 6. Fistula re-

ber of fis-

moderate to severe heart failure rNchorkHumMnnn‘
tion [NYHA} Funetional Class l:Im‘V'r REMICADE treat-
ment at 10 mg/kg was igted with an incre: inei-
dence of death and hospitalization due to ‘heart
failure (see WARNINGS and ADVERSE‘REﬁMTONS Pa-
tients with Heart Failure),

REMICADE should not be administered to patients with
known hmmvnnihv{ty j._u-a.i:y ‘murine proteing or other

sponse (=50% reduction in
tulas dml.nmgupm gentle compression ona.{lemtwocm
seontive visits an incrense in medication or surgery
for Cirohm's disease) was seen in 68% (21/31) of patients in
MEWREEEMIC&DE group (p=0.002) and 56% (18/32) of
patients in the 10 mgfkg REMICADE group (p=0.021) vs.
26% (8/31) of patients in the placebo arm. The median time
to onset of response and medion duration of response in
REMICADEmNpahenH wm2uﬂ 12 weeks, respec-

of B ] treuhed pntlen!l mﬁ@ of
placeho-treated patients (p<0.001),

In the second trial (ACCENT IT), patients wha were enrolled
had to have at lsast one draining enterocutaneous (peri-
anal, abdominal) fistuls. All patients received 5 mgfkg
REMICADE at weeks 0, 2 and 6. Patients were randomized
to placebo or 5 mgfkg REMICADE maintenancs at week 14.

Patients received maintenance doses at week 14 and then
every eight weeks ﬂ:mugh wetﬂ: 46. Patients who were in

fistula response defined the same as in
the Hrsf. trial) at imth I.D ‘and 14 were randomized
separutaly from these not in ratpum The pﬂmaqm
point wee time from d 1 to' lose of

among those patients who were in ﬂu‘l:u].n 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 fstulas,

Greater than 80% of the pnhenla had mcewed previous im-
i

and
At week 14. Bﬂﬁ (177/273) of ; M
sponse. Patients randomized to R
had a longer time to loss of fistula re;pnnu
placeho maintenance gronp (l“lguu 2. Atw\eakﬁa\t, 38% (38J
&7) of REMICADE-treated had no

compared with 22% (20/90) of plmmbu treated patm:m-
(p=0:02), bnu\parud to placebo maintenance, patients on
REMICADE tenance ca trend toward Tewer
i “F =

‘main

Patignts Wna had Nol Lost Flasponse (%)

emmdbm'

_-mm

RISK OF INFECTIONS .
(See boxed WARNING)

SERIQUS 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
memzb WITH mmmj:‘nelﬂ HAVE ocg:im IN PATIENTS
NCON UNOSUPPRESSIVE THERAPY
TO THEIR CROHN'S DISEASE OR
; THEM TO

uwmmus. : e
REMICADE SHOULD NOT BE GIVEN TO PATIENTS WITH A
GI.N Y IMPORTANT, ACTIVE. NFEG“% cAUTiQN

BE EXERCISED P
os REMICADE IN PATIENTS mr:nou
OR n n nﬁ'f OF n:r.uansm" TION. PATIENTS
FOR SIGNS AND SYMPTOM: OF
mmm Wl'lll.l ou OR AFTER TREATMENT WIT|
REMICADE. NEW INFECTIONS ﬂlimll.n BE A:LMV

MONITORED. IF A PMHH
'm mcn.ns suwmns nlscounuusn

GF HIS tms. eoncwomomcosls

IS.  PNEUMOCYSTOSIS, TUERCULDGIS

ACTERIAL, MYCOBACTERIAL AND FUNGAL IN-

FE(‘-‘HO!\IS HAVE BEEN OBSERVED IN PATIENTS RECEIV-

ING. HENHG&DE. FOR PATIENTS WHO HAVE RESIDED IN
WHERE HISTOPLASMOS|

IS OR COCCIDIOIDOMY-

m s HE B 5
Eahnmlmﬂ(‘rmos . le
ssmusmcmuswmzsmlmcumnm
WITH CONCURRENT USE OF ANAKINRA AND ANOTHER
TNFo-BLOCKING AGENT, ETANERCEPT, WITH NO ADDED
CLINICAL BENEFIT COMPARED TO ETANERCEPT ALONE,
BECAUSE OF THE NATURE OF.THE ADVERSE EVENTS
smwmngmmnpuoﬁsrmcmmm

THERAPY, SIMILAR TOXICITIES MAY ALSO RESULT
FROM THE COMBINATION OF ANAKINRA AND OTHER
TNFa-BLOCKING AGENTS, THEREFORE, THE
TION OF REMICADE AND ANAKINRA
RECOMMENDED. :

COMBINA-
IS NOT

Patients with Heart Failure
REMICADE has been pssociated with adverse outcomes in
patients with heart failure, and should be used in pati

sitivity

REMICADE has béen associated with hmmmnhnw Te-
nmmthutvwmthewumenfouwtmdrequﬁedhun
talization in some cases. Most hypersensitivity reactions,
which include urticaria, dyspnea, and/or ansion, hllTe
occurred during or within 2 hours of REMICA

However, in sonie cases, serum sickn ess-like reactions have
been observed in Crohn's disease pnhmt:-‘.l 1o 12 days after
REMICADE therapy was d following an ex-
tended penod w:thuut RMGADE h'eal:munl;, Sympinm,u

sitivity reactions (e.g., acetaminophen, antihistamines, cor-
ticosteroids und/or epinephrine) should be available for im-
mediate use in the event of 4 reaction (see ADVERSE
REACTIONS, Infusion-related Raudzmnsl )
Neurclogic Events
Infliximab nnd other agents !.hntmh{lmmhnwbeenmv
sociated in rare cases with optic neuritis, scizure and new
onset or exacerbation of clinical symptoms and/or radio-
gram evidence of central nervous system demyelinating
luding multiple and CNS manifesta-
tion ut‘mmmi: vaseulitis.' Pmmbers should exereise can-
tion mmdeﬂngﬁnmenfﬂhﬂmbﬁ in patients with
pre-existing or recent onset of central nervous system demy-
elinating or seizure rl.wm!ars Dlseun.ﬂlrun.ﬁm of
REMICADE should be idered in' patients who devel
mgmﬁem! central nervous ystem aﬂvmrmtfﬂﬂs

PRECAUTIONS
Autoimmunity
mmmmmmmnmmmmmpmm of
and, rarely, in dwslnpmem of a lupus-
Mm syndrome. 1f o patient develops symptoms mmﬁva
of a lupus-like syndrome ﬂﬂlamng Areatment with
REMICADE, treatment should be discontinued (see
Autountibodies/Lupus-like

(4

ADVERSE ~REACTIONS,

‘prone to dwalop ]ymphmhaa loce AD
VERSE REACTIONS, Maligr
Disease), The impact of treatment with REM'I(‘&DB on

these phenomena is unknown,

Vaccinations i
No data are available on the r tion or on
the secondary ion of infecti b live vaccines in
patients receiving anti- SINF thﬂrapy It is recommended
that live vaccines not be given o 3 -
Information for Patiants

Patients should be provided the REMICADE Patient Infor-

mmm in liﬂ:ml.nilh:l.ﬁ( REMICADE to patients with
clinically important active infm:hmy. is important that

ﬂ:ep::dmﬁmﬂlkea}tﬁhc;mdum i
visit and any questions resulting from the t,‘;"“““’"
of the Patient I Som Sheat m_ Pﬁﬁﬁ\l reading
lEl"'ll Interactions

'l'NFu-

Gk . it ¥ (atioth
bluckmgiswrt}and ki {an' terleukin-1 t)

e Wit aned ikiof serios e
I:nmsnnd “r&knf tropenia and no additional

benefit mpundtnthmmedimulmudu:h alone, Other
TNFa-blocking agents (including REMICADE) used in com-

with hedrt 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 Funetional Class IIAV) suggested higher mortality
in patients who teceived 10 mglkg REMICADE, and

wmmna heart failure, with and without identifiable pre-

1!
factors, in patients taking REMICADE. There

—8- 3 figky

Figure 2 .

Life table ostimates of the proportion of patients who had
not lost fistula response through wuk 59
Patients who achieved a fistula response
Inst 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 mglkg
REMICADE, and 657% (12/21) of REMICADE maintenance

patients responded to 10 mgfkg.
Putients who had not achieved a response by week 14 were
unlikely to respond to additional doses of REMICADE,

have also been rare post-marketing reports of new. onset
heart failure, including heart failure in patients without
knonnpm-eium 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 fuil-
umﬂmyshuﬁhachmlymmﬁqmd&mgﬂmrmmd
REMICADE should be tinued if new or

symptoms of heart failure appear, (See CONTRAINDICA-

REACTI

TIONS snd ADVERSE NS, Patients with Heart
Failure.).

Hematologic Events :

Cases of leukopeni th and

pancytopenis, amne with & !‘ata] nmma hxw bean re-

ported in patients receiving REMICADE. The causal rela-

bination with anakinra may also result in similar toxicities
(see WARNINGS, RISK OF INFECTIONS).
Specifi¢ drug interaction studiss, including interactions
with MTX, have not, been conducted. The majority of pa-
tients in rheumatoid arthritis or Crohn's diseasé clinical
studies received one or more concomitant medications. In
rheumateid uﬂmhx. éunmm:hnt medications besides
MTme it s ,Bgemxfohu
ids and/or C it Crohn's
disease medieations were mwwuu, antlvl-ra"h emmu’l‘.e-
roids, 6-MP/AZA and aminosalicylates, Pabients wrﬂ:
Cm!ut‘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).
Serum infliximaby

by haseline use of medi

w mmﬁmn} and nmmosnheyh‘ba:.

Mutag and Impairment of Fertﬂlty
Are-pentdom toxicity study was conducted with mice given
¢V1q anti-mouse TNFa to evaluate tumorigenicity. (Vg is

Continued on next page

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

Remicade—Cont.

an analogous antibody that inhibits the fonction of TNFa in
mice, Animals were assigned to 1 of 3 dose groups: control,
10 miglkg or 40 mg/kg ¢V1q given weekly for 6 months. The
weekly doses of 10 mgfkg and 40 mpkg are 2 and 8 times,
respectively, the human dose of 5 mg/kg for Crohn’s disease,
Results indicated that ¢V1q did not cause tumorigenicity in
miee. No nlnetagenie or mutagenic effects of infliximab were
observed in the in vive mouse micronucleus test or the
Salmonella-i Escﬁarwhm coli (Ames) assay, respectively.
Chromosomal aberrations were not observed in an assay
performed using human [ymphocytes, 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 general
reproduction toxicity study with the analogous mouse anti-
body used in the 6-month chronie toxicity study,
Pregnancy Category B

Since infliximab does not cross-react with TNFu in species
other than humans and chimpanzees, animal reproduction
studies have not been conducted with REMICADE. No evi-
dence of maternal toxicity, embryotoxicity or teratogenicity
was o | in & developmental mdtyatuﬂymnducted
in mice using an anal tibody that aly inhib-
ita the functional ad:mtydfmm:sn‘ﬂﬁm Doses of 10 to
wnw&gmphmamdynamuma]modekwﬂhthamu-

aﬁamvamas Dnmupmdﬁmsﬂlgwnreshmmpmdm
ne adverse effects in animal reproduction studies. It is not
known whether REMICADE can cause fetal harm when ad-
ministered to a pregnant woman or can affect reproduction
capacity. B.E:LﬂGADEEhmldbepvenmaprmutwm
only if clearly needed.

Nursing Mothers
hmmtkmnwhathe:mﬁmmnbmmmdm human
milk or absorbed syst

mlk.mdhnmqeufm
nursing infants from REMICADE, a decision lhnu.ki be
made whether to discontinue nursing or to discontinue the
drug, taking into account the impartance of the drug to the
mather.

Pediatric Use

Safety and effectiveness of REMICADE in patients with ju-
um.le rheumatoid arthritis and in ped.iamc patients with
Crohn's disease have not been established

Geriatric Use i g

In the ATTRACT study, no overall differences were observed
maﬁ:hmnwuﬁtym?ﬁpahenfamd&ﬁwuldﬂr
compared to younge: ts. In Crohn's d studies,
there were muuﬁumt numbers ofpltumh aged 65 and
over to determine whether they respond di tly from pa-
'h.eniamd 18 to 65. Because there 15 a higher incidence of
infeetions in the elderly population in general, caution
should b used in treating the elderly (sce ADVERSE RE-
ACTIONS, Infections).

ADVERSE REACTIONS

The data described herein reflect exposure to REMICADE
in 1678 patients, including BA42 patients exposed beyond 30
watks and 295 exposed beyond one year. The most common
reason for discontinuation of treatment was infusion-

related reactions (e.g. dj'a'pnsa. flushing, headache and
ragh). Adverse events have been repnrtadmuh:ghrm

portion of rhenmatoid arthritis pamzs ving the
lom;kgduufhanﬂwﬁxqﬂk; doze, however, no differ-
ences were observed in the “of adverse events be-

tween the B mg/kg dose and 10 mg/kg dose in patients with
Crohn's disease.

Acute infusion reactions

An infusion reaction was defined in clinical trials as any ad-
verse event urring during an i or within 1 to 2
hours after an infusion. Approximately 20% of REMICADE-

uuudgammmanqlmwnlmmmﬂmdnnmfn-
sion reaction compared to 0% of p
treated patients, Amang all REMICADE m.funmm, 3% were
ied by P l!ic.-.; pio wehuﬁeveror
chills, 1% were ied di
(primarily chest pain, hypotension. hypemmno:dy»
m},mdﬂ%mmmpanmdbyprurdu urticarig, or
thnmmhmdmptumsnf and cardiopul-

reactions. Sanuulmfulum reudmns occurred in
<1‘§ ufpauantl and included an:;ahy convulsions, er-
rash and Appmmnbsl,va'w of pa-
tients digeontinued REMICADE because of infusion reac-
tions; and all patients recovered with treatment and/or
discontinuation of the infusion, REMICADE infusions be-
yund the initial infusion were not associated with a higher
incidence of reactions.

Patients who became positive for antibodies to infliximab
were more likely (approximately 2- to 3-fold) to have an in-
mmmthmwmt}nuwhnwmuagm&wof

§ Interactions).
Inmrluﬁ-ngupmmw mnfmaphyladac‘hke re-
yngeal edema and severe
hrnm:hnspaam. ml:l seizure have been associated with
REMICADE administration.

Reections following readministration
In a study where 37 of 41 patients with Crohn's disease
were retreated with infliximab following a 2 to 4 year period
without infliimab treatment, 10 patients experienced ad-
verse events manifesting 3 to 12 days following infusion of
which 6 were considersd serious. Signs and symptoms in-
cluded myalgia and/or arthralgia with fever andior rash,
with gome patients alsp expariancing pruritus, facial, hand
or lip edema, dysphagia, urticaria, sore throat, and head-
ache, Patients experiencing these adverse events had not
experienced infusion-related adverse events associated with
their initial infliximab therapy. These adverse events
occurred in 39% (9/23) 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 oecurrence of these
reactions is due to differences in formulation. Patients’ signs
and sympt improved substantially or resolved with
treatment in all cases. There are insufficient data on the in-
cidence of these events after drug-free [ntarva]s of 1 to2
vears. These events have been observed only 1 tly in

lower among rheumatoid arthritis and Crolin's discase pa-
tients receiving mmumppressnut therapies such as
6-MP/AZA or MTX,

The data reflect the percentage of patients whose test re-
sults were positive for antibodies to infliximab in an ELISA
essay, and are highly dependent on the sensitivity and spec-
ificity of tha assay. Additionally, the observed incidence of
antibody positivity in an assay may be influenced by several
fuctors including sample handling, timing of sample collec-
tion, concomitant medmahon, and underlying d.llmc For

these of the ineid of antil to
infliximab with the incid of antibodies to other prod
may be misleading.

Other Adverse Reactions

Safety data are available from 1678 REMICADE-treated
patients, including 855 with rheumatoid arthritis, and 1106
with Crohn's disease and 17 with conditions other than
rheumatoid arthritis or Crahn's disease. Adverse events re-
parted in =5% of all patients with rheumatoid arthritis re-
mmng"t or more infusions are in Table b. The types and

clinical studies and post-marketing surveillance with re-
treatment intervals up to 1 year.

Infactions

In REMICADE clinieal 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 infeetions (in-

| ceived REMICADE to provide meaningful

of ady reactions observed were similar in
REMICADE-treated rheumatoid arthritis and Crohn’s dis-
edse patients except for abdominal pain which oceurred in
26% of REMICADE-treated patients with Crohn's disease.
In the Crohn's disease studies, there wers insufficient 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

REMICADE contributed to the development of these malig-
nancies. The chserved rates umi incidences were similar lo
thﬂﬂe fm‘l‘.h.e 1 FEREAENE I b llmm‘
CAUTIONS, Malignancy).

Patients with Heart Failure

In a randomized study evaluating REMICADE in moderate
to severe heart failure [NYHA Clase IEUIV; left veumm.l]nr
ejection fraction =35%), 150 patients were- i

_cluding sinusitis, plmmg:tns, and bronchitis) and urinary FOR RHEUMATOID ARTHRITIS X
tract infections. No increased risk of serious infections or Placebo  REMICADE
sapsis was observed with REMICADE compared with pla- (n=81) (n=430)
cebo in clinical studies. .Amanx REMICADE-treated pa- | Average weeks of follow-up 7 82
Hents, serious i ia, cellulitis, ab- | Gastrointestinal
BCBES, ‘akin ulceration, sepsis, and bacterial infection. Three Abdominal pamn 12% 17%
opportunistic infections were reported; coccidividomyeosis Nausea 23% 2%
(which resulted in death), nocerdiosis and cytomegalovirus. Diarrhen 19% 19%
Tuberculosis was reported in two patients, one of whom died Dyspepsia 0% 10%
due to miliary tuberculosis. Other cases of tuberculosis, in- | Respiratory
cluding disseminated tuberculosis, also have bemrepomd Upper respiratory tract
post-marketing. Most of the cases of tuberculosis occurred infection 35% 40%
within the first two the after initiation of th with Pharyngitis 12% 17%
infliximab and may reflect recrudescence of latent “disensa Sinusitis % 20%
(see WARNINGS, RISK OF INFECTIONS), During the 54 |  Coughing 9% 18%
week ACOENT 11 trial, 16% of patients with fistulizing Rhinitis 14% 14%
thna&wwpédsvﬂnmdamﬂq&nhrd abscess. Dyspriea >3 2% - 6%
In post-marketing experience, infoctions have been ob- | Skin and appendages disorders
served with vanm paﬂamu mluamg wiral, baeterial, Rash % 18%
and prot have been noted Pruritis 2% a%
in -n organ qmem ol hs.vo been reported in patients re- Body as a whole—general disorders
ceiving REMICADE alone or in combination with immunc- Fatigue o% 13%
suppressive agents, Chest pain 6% %
Autoantibodies/Lupus-like Syndrome Resistarics mechanism dzmdm;
Approximately 52% of 1261 infliximab-treated patients in Fover 11% 13%
clinical trials who wars' a:mnuc!ear antibody (ANA) nega- Abscess 5% 6%
tive at baseli da ,.J itive ANA during the trisl Moniliasis 2% 8%
d with i 1y 19% of 129 plasebo-treated Central and peripheral nervous u-ntm dllordm
mmh Anh-anN antibodies were newly deteehtl’ map- Headm:he 0 29%
proximately 17% of 1507 infliximab-treated p ts eletal system s
compared with 0% of 162 placebo-treated patwntn. Reports |  Arthralgia % 13%
of lupus and lupus-like syndromes, howwer, remain Back pain 5% 13%
Maiignancies/Lymphoproliferative Disease g =" &%
In completed clinical studies urmﬁﬁ%uﬁmﬂm Depression - i
weeks, 18 of 1678 patients developed 1 Urinary system disorders
mhgnudw&vmmiypen. { u‘.non Huﬂg“nnh B-cell Urinary tract infection 12% 14%
breast, mels ) , rectal and basal | Cardiovascular disorders, general
cell. There are insufficient data to determine whether Hypertension 10%

B linical trials are conducted under widely varying
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 patuml populations in elinical p‘rachea

The most common serious adverse events observed in clini-
cal trials were infections (see ADVERSE BEACTIONS.

receive treatment with 3 infusions of REMICADE 10 mgr'kg,
5 mg'kg, or placebo, at 0, 2, and 6 weeks, Higher meidences
of mortality and hnspmiisaﬂm due to worsening heart fail-
ure were observed inpatiente receiving the 10 mgke

| REMICADE dose. At 1 vear, 8 patients in the 10 mgkg

REMICADE group had died eompared with 4 deaths each in
the 5 mg/kg REMICADE and the placebo groups. Thm
were trends
pna,nnddiianmmbothihalbmgikgmd&my’kg

REMICADE treatment groups, versus placebo. REMICADE
has not been studied in patients with mild heart failure
(NYHA Class D). (See CONTRAINDICATIONS and
WARNINGS, Patients with Heart Failure.)

Immunogenicity

Treatment with REMICADE ¢an be associated with the de-
velopment of antibodies to infliximab. The incidence of an-
mwhﬂmﬂhp&ﬁm&mlmmm
regimen followed by maintenance dosing was approsi-
mahhrl%uauwﬂthrw@:mmtwoyemaf

ing REMICADE mrdm;hemmals>10nehm
majority of antibody-positive patients ‘had low titers. Pa-
tients who were positive were more likely to expe-
nmme an-infusion reaction (see ADVER.SE REACTIONS,

Nodaat ieogs A Mo b 1 t was

Intormation will be superseded by supplements and subsequent editions

Infections). Other soricus, lly r

events =0.2% or clinically significant adverse events by
body system were as follows:

Bady as a whole: allergic reaction, diaphragmatic hernia,
edema, surgieal/procedural sequela

Rlopd: pan
Cardiovascular; circulatory failure, hypotension, syncope
Gastrointestinal: constipation, gastrointestinal hemor-
rhage, ileus, intestinal ohstruction, intestinal perforation,
ml.eahnai stenosis, pancreatitis, peritonitis,
proctalgia

Central & Peripheral Nervous; meningitis, neuritis, pe-
ripheral neuropathy, dunmss

sz&m and Rhythm: serhythmia, bradyeardia, card
arrest,

tachycardia
Lu.wr and Biliary: hiliary pain, cholecystitis, cholelitiia-

s, hepatitis
Mmh&c and Nutritional: dehydration
Musculosheletal: intervertebral disk he.rmauon, tendon

disorder
Myo-, Endo-, Pericardial and Coronary Vaive: myocardial
infarction

Platelet, Bieeding and Glotting:  thrombotytopeni
pr{asm hmlceli.bmat.hmphoma

0

Red Blood Cell: anemia, hemolyh.o anemia
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Reproductive: mmxlm-eg-u] &anh;ucalhnrhmﬂlwmm&hhtymduuhmhwn enter your body by producing anti and putting them
Resistance Mechunism: .mmmmnim conducted to @ into action to fight off the “in vadm' i diseases like rheu-
P v: adult y distres i s lower REHIGADEw:LhoﬂmrM BEMCADEMMM. matoid arthritis and Crohn's disease, your body's immune
i tract inf loural effusion, pl s, pulmo- line | system produces teo much TNF. Too much TNF can cause
nary edema, respiratory ins withnth-rmuhu your immune system to attack healthy tissues in your body
Skin and Appendages: sweating, uleeration 6. Parenteral dmgpmdums}mnltbempumd and cause inflammation. If this condition is left untreated,
Urinary: renal caleulus, renal failure particulate matter and dinmhrmumwadmnim amummmtdmtntbewnmu.m
{Extracardiac): brain infarction, pulmonary em- tion, whenever solution and container permit. If visibly | lage and tissue.
bolism, thrombophlebitis opaque particles, discoloration or othér foreign particu- mummmmmmbmmmmﬂm
White Cell and Reti dothelial: leuk lymph- lnmmnhnwd.ﬂmnlnmﬁmlﬁmbeuud inflammation, it can also’ lower your body's ability to fight
adenopathy Storage infections. So, taking REMICADE can make you more prone
A greater proportion of paf mﬁmﬂe&mbthemm Stwuﬂsel;wphﬂmdmm reﬁ']gemlmalﬁ“cw to getting infections or it can make an infection that you
study who received REMICADE + MTX experienced tran 8°C (36°F to 46°F), Do not freeze. Do not use beyond the kadyhanmhubmldmllymhdnrﬂmm
sient mild (<2 times the upper limit of normal) or moderat axpiration date, This product contai nopreaamhw if you think you have an infection.
(=2 but <3 times the Limit of normal) elevations in. | pow cUPPLIED Whnkupommﬂumﬂhnﬂsuldlknm nhwlt-n—

AST or ALT (49% and 47%, respectively) compared to pa-
tients treated with placebo + MTX (27% and 35%, respec-
tively) Six (1.8%) patients treated with REMICADE + MTX
experienced more prolonged elevations in their ALT

The following adverse events have been reported during
post-approval use of REMICADE; neutropenia isee WARN-
INGS, Hematologic Events), interstitial pneumonitis/fitro-
sis, idiopathic thrombecytupenic purpura, thrombotie
thrombocytopenic purpura, pericardial effusion, systemic
and cutaneous vasculitis, Gtu]lam Barré 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 uncertnin size, it is not always possible
to reliably estimate their frequency or establish a causal re-
lationship to REMICADE mpm 1

OVERDOBAGE

Single doses uphmmﬂkchaubeanndmmtamdwnh

out any direct toxic effect. In case of overdosage, it is recom-

mended that the paticnt be monitored for any signs or
symptoms ufndvam nuiqnnl or gﬂiacwand appropriote
DOSAGE A‘NDMJ]IINI‘BTI.\.TION

Rheumatoid Arthritis ;

The recommended dose of REMICADE is 3 mg/kg given as
anintrnvannusmfnumfa lowed with additional similar

danw:thmthmml.er‘or

patient w!mlwm
plete mnybemml:omi;unhngthn
dmupmlnmgﬂgurmaﬁngmuﬂmnsmiwaeh
Crohn's Disease or Fistulizing Crohin’s Disease

The recommended dose of REMICADE is 5 mg/kg given as
an induction regimen at 0, 2 and 6 weeks followed by a
maintenance regimen of 5 mg/kyg every B weeks thereafter
mrmemmentufmdmnmlywwmbm&ahm
disease or fistulizing disease. 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 14 are unlikely to respand with continued dosing and
mmﬂwﬁmmuddhﬂmmdmmﬁnmmEm

aseptic technique.

REMICADE vials do not contain antibacterial preserva-

tives, Therefore, the vigls after reconstitution should be
usecl immediately, not re-entered or stored. : diluent to
heuadﬁnmmmtumifﬂmlmfm for In-
jection, USP. The total dose of the reconstituted product
must be further diluted to 250 mL with 0.9% Sodium Chlo-
ride Injection, UUSP. The infusion concentration should
range between 0.4 mg/mL and 4 mg/mL. The REMICADE
infusion should begin within 3 hours of preparation.
thadoacud the aumber of REMICADE vials

vial contains

i ains 100 mg of
. Caleulate the total volume of reconstituted

Rmmﬁsdmnmm&.
iﬂmnﬁtnbthmADEwﬂwithlﬂmLufm

vial and wipe the top with an alcohol swab. Insert the
syringe needle into the vial through the eenter of the rub-
baer stopper and direct the stream of Sterile Water for In-
Jaﬂhﬂ,U&P.lnfMglm wall of the vial. Do not use the
wial 1 thrmmam#mmnt.ﬂwﬂym“hewlu—
mbymmgtbnvﬂhmmﬂm!wphhudpﬂw-
der. Avoid prolonged or vigarous agitation. DO NOT
SHAKE. Foaming of the solution an recanstitution is not
mwmmmud mhhunmmndfurs

should be colorl
and ooa) {, and the sohution may devel
Iummpnrhulenannmxinnhmuprmn Donotmlf
ropnmpmmln discoloration, or other foreign particles

are present.
Dilute the total volume of the reconstituted REMICADE
solution dose to 250 mL with 0.9% Bodium Chloride In-
jection, USP, by withdrawing a volume of 0.8% Sedium
Chioride Injection, USF, equal hthavnlmoimnlﬁ

.5“

REMICADE lyophilized eoncentrate ﬁ:rIV'Mml irmp
plmdminﬁviﬁunlly—lm@dmlu—m vials in the following

NDCa?s*-oeu—m lm:ng-m.ﬂ.l_xmuhms.?.ﬂmhv_ml
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Pkent Information Shoe

Information Sluet
You dmﬂd read this information

information sheet before you
ing REMI E@(wmuawdmm—nh-kmd) and hofm
each time you are schaduled 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 haw you are feeling before you start taking
REMGA[E,whﬁeymmhhngﬁuﬂutmluehe:k—
ups: If you do not of the i tion in thie
Bbﬂﬂ‘l.ﬂm\llhﬂl.l-ld aakyuurdochn-tnaxphlnwlmnmam
is REMICADE?

REmﬂAﬂEwamdmthatuuu&&uMadnltswﬁ:
moderate to severely active rheumatoid arthritis and
Crohn's digease. Your doctor has decided to treat you with
REMICADE because your disease is still active even though
you have tried other treatments.

How does REMICADE work?

The medicine REMICADE i & type of protein that recog-
nizes, attaches to and bloeks the action of a substance in.
your body called tumor niecrosis factor. Tumor necrosis fac-
tor (TNF) is made by certain bluod cells in your body.

EEWCADEwiﬂmtmrhum arthritis or Crohn's.

Efoas

tuted REMICADE from the 0. Chlaride Injec-
tion, USP, 250 mL bottle ur bag. Slowty add the total vol-
ume of reconstituted mnhmmthemmh
mﬁuimbnttleurhlgﬁﬂﬁly

4, The infusi ion musl be admin d over a period
Mmlmtﬁnkhmmandmunmmmﬁmnmm&h
an in-line, sterile, non-pyrog Jow-pr Afil-

m{msﬂmﬁl‘immhﬂlhymmdm of the
infusion selution should not be stored for reuse.

king TNF with REMICADE may reduce the
mﬂammaﬂouuuu& by tos much TNF in your body. You
should also know that REMICADE may help you feel better
but can also cause. mmndseﬁuhmdmxﬂdumwnr
body's ability to fight infections (see below).

What should | know about the iImmuna system, and taking
REMICADE for Rheumatoid Arthritis or Crohn’s Disease?
The immune system protects the body by responding 1o “in-
vaders” like bacteria, viruses and other foreign matter that

mmeﬂummmﬁg-
rheumatoid arthritis? A |

ment with REMICADE?

REMICADE, ub@wmmmmwimm

system, mnatmngms&muthutmcanmeuarlmlﬁuﬁ
fcts. Possible serious side effects include:’

and infeetions caused by viruses. fungi
have spread throughout the body. Uynu dew.}up nﬂm
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 have taken REMICADE, you should tell vour,
doctor right away.

Heart Failure:

-Hmmmmmwwnhmimﬂpnﬂmumd
congestive heart failure and you are currently being
treated with REMICADE, you will need to be closely mon-
itared by your doctor; If you develop new or worse symp-
toms that are related to your heart condition, such as
shortnass of breath or swelling of your ankles or feet, you

doctor immedintely.

Blmdl’mhhml. f
« In some putients the body may fail hptn&nmmduf
the blood cells that help your body fight infoctions or help
vou stop bleeding. Some 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; eall your doctor right away. Your doctor may
MWM’ §
me patients had severe allergic reactions to
IENJCADE These roactions can happen while: you are
getting your REMICADE inﬁmiﬁnnmw

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
nghttwayifmd«nlnpmufthousmmmum
other unusual symptoms such as difficulty swallowing.

Nemus System Disorders: ]
ere have been rare cases where people tn‘lmg

-REMIC-ADB or other TNF blockers 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 arms and/or legs, and numbness or tin-
gling in any part of your body.
Other Information
People who have been treated for rheumatoid arthritis or
thn‘ad:meeioralmglimbundhhmmmnnhu
type of blood eancer called lymphoma. There have been
some patients that while taking REMICADE deyeloped
other types of cancer, hut, 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
wbosrunottaklngcmﬁ.
Some patients have developed symp that can bl
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
worge 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 affects of REMICADE?
The more common mdeaﬁa:clmthRMCADEmmnl
ratary 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 dector has talked to you and
decided that you are able to take REMICADE.
* Had an allergic reaction to REMICADE or any other prod-
uet that was made with murine (mouse) proteins.
WMMmmlu&mmwmr
Before receiving your first treatment with REMICADE you
shuuldnﬂyvm&odw:fwn
lﬂunuthnnkmmyhmmyhnﬂ.dmfemm.m
infeetion could be in anly ane place in vour body (such as
an open cut or sore), or an infection that affects your
whole body (such as the flu). Having an infeetion conld
put you at risk for serious side effects from REMICADE,

Continued on next page

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

« Have an infection that won't go away or a history of infec-
tion that keeps coming
'Hawhadmi’wbmtuhm},w:fmbwemﬂym
with anyone who might have TB. Your doctor will exam-
ine you for TB and perfarm a skin 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.
-Hm]imdmnrvmmdnnmanfﬂmmnmnwhnman
i called b is or coccidinsidomycosis (an
mﬁmmmmdbyafmgu:hnnmuthnlungn):sm
mon. Eymdm’tknuwlfthemmﬂvein‘lsmwhm
or coccidia is ask your

doctar.

« Have or have previously had heart fuilure or other heart
conditions.

+ Have or have had a condition that affects your nervous

system, like mu]LIplﬂ stlemm or Guillain-Barré syn-
numbness, or tinghing, or

« Have recently heduled to ive a
vaccine,
Can | take REMICADE while | am on other medicines?

erative pain. Thiz product must not be used in opioid
non-tolerant patients.

Actig is intended to be used only in the care of cancer
patients and only by uncolngimnndpainmciahaus
who are knowledgeable of and skilled in the use of
Soheddeﬂnpmmmtmm

Patients and their gi must be i d that
Actiq contains @8 medicine in an amount which can be
fatal to a child. Pati and their givers must be
Inmnldhhmﬂuihmdﬂnwmhdm
and to discard d units properly, (See Inf

Serious or ﬁahnlmpimmdepwmﬂumow,mn at

d doses, in ¥ As with
other potent opicids, fentanyl has been "‘mhh
cases of serious and fatal rﬂsp:ntmydammmnmuplmd
non-tolerant individuals.
Fentanyl depresses the cough
activity. Although nntobmvadwnth_ntmq in clinical trials,
fentanyl given rapidly by intravenous injection in large
doses may interfers with mpnraﬁ.ua by causing rigidity in
th' muscles of respiration. Therefore, physicians and other

reflex ag a result of its CNS

for Patients and Their Caregivers for disposal
instructions.]

1tk ders should be aware of this petential com-

plication. (see. BOX WARNING, CONTRAINDICA-

TIONS, WARNINGS, PRECAUTIONS, ADVERSE RE-
VERDOSAGE

ACTIONS, and O for additianal
Wi G: May be on ilation.)
ARNING: May be habit forming 9 :
DESCRIPTION Absorption:-
Aetig (oral b 1 “‘“iﬂnw]ldﬁ:miu- Theabmphnnphumwhuﬂuofﬁmtuylﬁ‘omﬂwwa]
lation of fentany] citrate, npol.ant opioid anal; | dosage form is a combination of an imitial
for oral transmucosal admum.!mqichmuhhdu rapid absorption from the buceal mucosa and a mare pro-

awhmmnfwhihesnhddmgmtu:m a handle that is
and is (ABS plastic) under

normal conditions when used as directed.

Actiq is designed to be dissolved slowly in the mouth in a

manner to facilitate transmucosal absorption. The handle

allows the Actig unit to ba removed from the mouth if signs

longed absorption of awallowed fentanyl from the Gl tract.

Eat.htheblmd fentanyl profile and the bicavailability of
vary d ding on the fraction of the dose that

is nhmrbaclthrmmhthg oral mucosa and the fraction

swallowed.

.Ahsuluw hma\mhhuhby as determined by area under the

ion.

of ive opioid effects appear during admini

Thuyanrdncmr:fmmtnkmxanyotha! licines in-
ding over supplements or herbal
products before you are Lreated 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?
REWGADszuhgtmmmbyahmmwom-
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-

Rheumatoid Arthritis

If you are receiving REMICADE for rhewmatoid arthritis
you will receive your first dose followed by additional doses

at2'lndﬁwuehdbeztheﬂrstﬂme,\'nnwiﬂthnnwwimn'

dose every 8 weehs. Your doctor will monitor your response

to REMICADE and may change your dose or dose you more

fraquently (a= often as every 4 weeks).

Mn‘ﬂ[)iﬂmeor%%‘ ing Crohn's Disease

Tf youl are receiving for active Crohn's disease
or fistulizing Crolin’s diseass, you will receive your first dose
followed by additional doses at 2 and 6 weeks after the firet
dose. You will then receive a dose every 8 weehs. Your doctor
will meniter your response to REMICADE and may change
your dose.

What if | still have questions?

1f you have any questions, or problems, always talk first
with your doctor. You can also vigit the REMICADE internet

mestwwwrnmjudum
Product d pad and ed by
Centocor,

200 Gn'aat Valley Parkway
Malvern, PA 19355
AJuly 2004
ING4240
Shown in Product dentification Guide; page 310

Cephalon, Inc.
45 BRANDYWINE PARKWAY
WEST CHESTER, PA 10580

Fw M.u.ni Information and Adverse
ug Experience/Product Complaint Reporting C
mm) B806-58560
Fax 610-735-6669
AcTiQ® @R
[k ték)
{oral transmucosal fentanyl citrate]

tim uum,oflﬁmeg}kgm 12 adult malas

Active Ingredient: Fentanyl citrate, USP is N-(1-Phen-
ethyl-4-piperidyl) propionanilide mﬂbe (1:1). Fentanyl is a
highly lipuphilie compound (octancl-water partition eoeffi-
cient at pH 7.4 is 816:1) that is fresly soluble in organic sol-
vents and sparingly soluble in water (1:40), The molecular
weight of the free base is 336.5 (the citrate salt is 528.6).
The pKa of the tertiary nitrogens are 7.9 and 8.4. The com-
pound has the following structural formula:

W-CW&—@ Sinc
@ i

GH, GO0

Actiq is available in six strengthe equivalent to 200, 400,
600, 800, 1200, or 1600 meg fentanyl base that is identified
by the text on the solid drug matrix, the dosage unit handle
%mmmuammfm

Inactive Ingredients: - ﬂydnhddnhﬂmdtr:md.dibﬂ
sie sodinm artificial berry flaver, 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 muscle. The primary site of therapeutic
action is the central nervous system (ONS), The most clini-
cally useful pharmacologic effects of the interaction of fen-
tanyl with mu-receptars are analgesia and sedation.

Other opioid effects may include summlemz. hy'puwntila
tion, bradyeardia, postural hy pruritus, di
nausea, diaphoresis, flushing, euphoria and confusion or
difficulty in concentraling at clinically relevant doses,

Clinical Pharmacology

Amﬂ.uh

effects of fentanyl are related to the blood
lwai dﬂu&mﬁmmhmmmm
into and out of the CNS (a process with a 3-to-5-minute half-
life). In opiold non-tolerant individuals, fentanyl provides
effects ranging from analgesia at blood levels of 1 to 2 ng/

was 50% P i to ind
Normally, approximately 25% of the midnwufﬂmq is
mpuﬁyahnrhgdﬁvmthp buccal mucosa and becomes sys-
ilable, The r ining 75% of the total dose is
awnﬂumdm:humuhvamdthenhslmabswbedﬁ'm
the GI tract. About lfﬁofthu Bmmtizﬁﬁofuwtuhldm)
escapes hepatic and i and be-
comes systemically availahle. "i‘hns the generally observed
50% hioavailability of Acrig is divided equally between rapid
transmucosal and slower GI absorption. Therefore, & unit
dese of Actig, if chewed and swallowed, might result in
lower peak concentrations and lower hmvnﬂnhhﬁr than

Dose proportionality among four of the available strengths
of Actig (200, 400, 800, and 1600 meg) has been demon-
straiedmlbalmmdmmvurdmgnmad t subjects.
Mean serum fentanyl levels following these four doses of Ac-
uqmshownml“xgnml ‘The curves for each dose level nre
similar in shape with increasing dose Imlapmduﬂngin
creasing serum fentanyl levels. C,,, and AUC;—= in-
creased in ndmeﬁpmdmtmw;hdw&pmtely
proportional to the Actiy administered,

| when consumed as

Figure 1.
Mean Serum Fentanyl Concentration (ng/mL}
in Adult Snﬂmtﬂnprﬁr‘l Doses of Actig

~&—W0mey —— ’-IH'}

—a— M ey — O~ — M0 mey -

mL, all the way to surgical anesthesia and profound respi- | The pharmacokinetic parameters of the four stréngths of

ratory depression &t levels of 10-20 ng/mL. Actiq tested in the dwvmpwﬂ ty study are shown in

In general, the i ration and the NhLThmmCHrangadﬁwD‘Mﬁlap'mL%o
tion at which oceurs rise with i time of i ation (T,

hdarmtnmmwanmmds Ihemuut'muwutuf
tolerance varies widely among individuals. As a result, the

across these four doses of Actig varied from 20-40 mmutac
(mpul'm-ﬁﬂ minutes) a8 mensured after the start of ad-

dt_myui';&_cﬁqa{h«ddbemdmdn]lymtadm ‘hi

sults in prolongation in GI transit time and may

sible for the constipating effect of opioids. Bmuemmds-

may increass bmhmhnﬂpreuure.somplhmmmﬂ:hl
iary colic may experience worsening of pain.

While opivids generally increase the tone of urinary tract
smooth muscle, the overall effect tends to vary, in same
cases producing urinary urgency, in others, difficulty in
mmhuu.

PHYSICIANS AND OTHER HEALTHCARE PROVIDERS
MUST BECOME FAMILIAR WITH THE IMPORTANT
WARNINGS IN THIS LABEL.
Actiq Is indicated only for the management of break-
thruuuh cancer pain in pati with who
um:mgmmmmu id
therapy for their u n cancer
amﬁmaﬂmdmdwhmntmumuwhom
tnltngatlemﬁﬂmnmrphnd{hy.ﬂﬂm

[See table latto'pot'nnxt page]
Distribution

Fentanyl is blgb)y 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 80-85%. The main binding protein is
alpha-1-aeid glycoprotein, but both albumin and lipopro-
teins contribute to some extent. The free fraction of fentanyl
inereases with acidosis. The mean volume nfrllstn.butinn at
steady state (Vss) was 4 L/kg.
Metabolism:
Fentanyl is metﬂboﬁnn&b:n the Tiver and in the intestinal

Alinplmd pt ists, including fentanyl, to nor iy eytochrome P450 3A4 isoform.

i d ion. The risk of respira- Nurl‘mt&uy! was not found to be pharmacologically active in

dnpmmn i# less in pamntn réceiving chronic opioid (see PRECAUTIONS: Drug Interactions for
ﬂm-agy who dwslap tolerance to respiratory depression add.rlmml information).

and other opioid effects. During the titration phase of the
elinical trials, mnalmu whith may be'n precursor to res-
piratery depression, did increase in patients who were
t:eni.ed ml.hh:i:hnrdnm of Actig. Tn studies of opicid non-

mal fentanylhour; or an equi dose of h
.npimdfmswukm-lnnser
life-th ilati wulﬂunmrat

any dase in patients not l,a.kmgchmmcnpmm.:\mq is
contraindicated in the management of acute or postop-

fory rate and oxygen saturstion
twluﬂydﬂmmusfmtanﬂ Mmmﬁnnmm
Typically, peak respi effects ( in
respiratory rate) are seen lﬁtu 30 minutes from the start of
oral transmueosal fentanyl citrate (OTFCE) administration
and may persist for sevaral hours.

Infarmation will be superseded by supplements and subsequent aditions

Elimination:

Fmtnnylm]mmnly (more than 90%) a!‘iminnt.uﬁbyhlcrv
traneformation to N-dealky and hyd d insetive
metabolites. Less than 7% of the dose is excreted unchanged
in the urine, and only abaut 1% is excreted unchanged in
the feces. Themmhoﬁbummmnlynmdmthsunne,
while fecal excretion is less import The total
clearance of fentanyl was 0.5 Uhrfkg(mngnoa—ﬂ‘? Lihy/
kg). The terminal elimination half-life after OTFC adminis-
tration is ahout 7 hours.
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