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REMICADE®{infliximab) 

therapies. Concomitant stable doses of aminosalicylates, corticosteroids and/or 
immunomodulatory agents were permitted and 92% of patients continued to receive 
at least one of these medications. 
In the single-dose trial of 108 patients, 16% (4/25) of placebo patients achieved a 
clinical response (decrease in COAi ~70 points) at Week 4 vs. 81 % (22/27) of patients 
receiving 5 mg/kg REMICADE (p<ll.001, two-sided, Fisher's Exact test). Additionally, 
4% (1/25) of placebo patients and 48% (13/27) of patients receiving 5 mg/kg 
REMICADE achieved clinical remission (CDAk150) at Week 4. 

In a multidose trial (ACCENT I [Study Crohn's II), 545 patients received 5 mg/kg at 
Week O and were then randomized to one of three treatment groups; the placebo 
maintenance group received placebo at Weeks 2 and 6, and then every 8 weeks; 
the 5 mg/kg maintenance group received 5 mg/kg at Weeks 2 and 6, and then every 
8 weeks; and the 10 mg/kg maintenance group received 5 mg/kg at Weeks 2 and 6, 
and then 10 mg/kg every 8 weeks. Patients in response at Week 2 were randomized 
and analyzed separately from those not in response at Week 2. Corticosteroid taper 
was permitted after Week 6. 
At Week 2, 57% (311/545) of patients were in clinical response. At Week 30, a 
significantly greater proportion of these patients in the 5 mg/kg and 10 mg/kg 
maintenance groups achieved clinical remission compared to patients in the 
placebo maintenance group (Table 3). 

Additionally, a significantly greater proportion of patients in the 5 mg/kg and 
10 mg/kg REMICADE maintenance groups were in clinical remission and were able 
to discontinue corticosteroid use compared to patients in the placebo maintenance 
group at Week 54 (Table 3). 

Table 3 Clinical remission and steroid withdrawal 
Single 5-mwkg Dose• Three-Dose lnductionb 
Placebo Maintenance REM!CADE Majntenance Q Bwks 

i.mQLkQ. .l.11.mQLkQ. 
Week30 25/102 41/104 48/105 

25% 39% Clinical remission 
P-valuec 0.022 
Week54 
Patients in remission able to 6/54 
discontinue corticosteroid used 11% 

14/56 
25% 

P-valuec 0.059 

• REMICADE at Week 0 
b REMICAOE 5 mg/kg administered at Weeks 0, 2 and 6 
c P-values represent pairwise comparisons to placebo 
d Of those receiving corticosteroids at baseline 

46% 
0.001 

18/53 
34% 
0.005 

Patients in the REMICADE maintenance groups (5 mG'kg and 10 mg/kg) had a longer 
time to loss of response than patients in the placebo maintenance group (Figure 1 ). 
At Weeks 30 and 54, significant improvement from baseline was seen among the 
5 mg/kg and 10 mg/kg REMICADE-treated groups compared to the placebo group 
in the disease-specific inflammatory bowel disease questionnaire (1B00), 
particularly the bowel and systemic components, and in the physical component 
summary score of the general health-related quality of life questionnaire SF-36. 

l 100 

I 80 

! 60 

15 z 
] 40 

~ 20 Compat6d 10 placebo mait"IIMaOOe: 

I lnl iximab 1 O mg/kg: p <0.001 

fl lnthdmab5 mglkg: p = 0.004 

0 
0 2 • 10 14 22 30 38 46 54 

Study Week 

~ Placebo -e- s ~ in!l!Onab -II- 10 mg/kg .,.flximab 
maintenanco mainten.anco maintenanco 

Figure 1 Kaplan-Meier estimate of the proportion of patients who had not lost 
response through Week 54 

In a subset of 78 patients who had mucosa! ulceration at baseline and who 
participated in an endoscopic substudy, 13 of 43 patients in the REMICADE 
maintenance group had endoscopic evidence of mucosa I healing compared to 1 of 
28 patients in the placebo group at Week 10. Of the REMICADE-treated patients 
showing mucosa! healing at Week 10, 9 of 12 patients also showed mucosa! healing 
at Week 54. 
Patients who achieved a response and subsequently lost response were eligible 
to receive REMICADE on an episodic basis at a dose that was 5 mg/kg higher than 
the dose to which they were randomized. The majority of such patients responded 
to the higher dose. Among patients who were not in response at Week 2, 59% 

REMICADE®{infliximab) 

(92/157) of REMICADE maintenance patients responded by Week 14 compared to 
51 % (39/77) of placebo maintenance patients. Among patients who did not respond 
by Week 14, additional therapy did not result in significantly more responses [see 
Dosage and Administration (2)! 
Fistulizing Crohn's Disease 
The safety and efficacy of REM I CADE were assessed in 2 randomized, double-blind, 
placebo-controlled studies in patients with fistulizing Crohn's disease with fistula(s) 
that were of at least 3 months duration. Concurrent use of stable doses of 
corticosteroids, 5-aminosalicylates, antibiotics, MTX, 6-mercaptopurine (6-MP) 
and/or azathioprine (AZA) was permitted. 

In the first trial, 94 patients received 3 doses of either placebo or REMICADE at 
Weeks 0, 2 and 6. Fistula response (~0% reduction in number of enterocutaneous 
fistulas draining upon gentle compression on at least 2 consecutive visits without 
an increase in medication or surgery for Crohn's disease) was seen 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 onset of response and median duration of response in 
REM !CADE-treated patients was 2 and 12 weeks, respectively. Closure of all fistulas 
was achieved in 52% of REMICADE-treated patients compared with 13% of 
placebo-treated patients ( P<ll.001 ). 

In the second trial (ACCENT II [Study Crohn's Ill), patients who were enrolled had 
to have at least 1 draining enterocutaneous (perianal, abdominal) fistula. All patients 
received 5 mg/kg REMICADE at Weeks 0, 2 and 6. Patients were randomized to 
placebo or 5 mg/kg REMICADE maintenance at Week 14. Patients received 
maintenance doses at Week 14 and then every 8 weeks through Week 46. Patients 
who were in fistula response (fistula response was defined the same as in the first 
trial) at both Weeks 10 and 14 were randomized separately from those not in 
response. The primary endpoint was time from randomization to loss of response 
among those patients who were in fistula response. 
Among the randomized patients (273 of the 296 initially enrolled), 87% had perianal 
fistulas and 14% had abdominal fistulas. Eight percent also had rectovaginal fistulas. 
Greater than 90% of the patients had received previous immunosuppressive and 
antibiotic therapy. 
At Week 14,65% (177/273) of patients were in fistula response. Patients randomized 
to REMICADE maintenance had a longer time to loss of fistula response compared 
to the placebo maintenance group (Figure 2). At Week 54, 38% (33/87) of 
REMICADE-treated patients had no draining fistulas compared with 22% (20/90) of 
placebo-treated patients ( P:0.02). Compared to placebo maintenance, patients on 
REMICADE maintenance had a trend toward fewer hospitalizations. 

l ,00.-----.,..-----------, 

J 80 

§ 60 

~ 
2 40 

i 20 

:-. .. i 
0 

Compared to placebo maintenance: i 
- +;,,ln.;.t i><_ima..,;...b,..5_m.,..glk-'g'-: ... P_=-0.;..;.00.;.1~----~-...... ii> 
CL O 2 6 10 14 22 30 38 46 54 

Study Week 

1-<r, Placebo maintenance - 5 mg/kg lnfb.lmab maintenance 

Figure 2 Life table estimates of the proportion of patients who had not lost 
fistula response through Week 54 

Patients who achieved a fistula response and subsequently lost response were 
eligible to receive REMICADE maintenance therapy at a dose that was 5 mg/kg 
higher than the dose to which they were randomized. Of the placebo maintenance 
patients, 66% (25/38) responded to 5 mg/kg REMICADE, and 57% (12/21) of 
REMICADE maintenance patients responded to 10 mg/kg. 
Patients who had not achieved a response by Week 14 were unlikely to respond to 
additional doses of REMICADE. 
Similar proportions of patients in either group developed new fistulas (17% overall) 
and similarnumbers developed abscesses (15% overall). 

142 Pediatric Crohn's Disease 
The safety and efficacy of REMICADE were assessed in a randomized, open-label 
study (Study Peds Crohn's) in 112 pediatric patients aged 6 to 17 years old with 
moderately to severely active Crohn's disease and an inadequate response to 
conventional therapies. The median age was 13 years and the median Pediatric 
Crohn's Disease Activity Index (PCDAI) was 40 (on a scale of Oto 100). All patients 
were required to be on a stable dose of 6-MP,AZA, or MTX;35% were also receiving 
corticosteroids at baseline. 
All patients received induction dosing of 5 mg/kg REM ICADE at Weeks 0, 2, and 6. 
At Week 10, 103 patients were randomized to a maintenance regimen of 5 mg/kg 
REMICADE given either every8 weeks or every 12 weeks. 
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REMICADE®(inlliximab) 

In Study I, in the subgroup of patients with more extensive psoriasis who had 
previously received phototherapy,85% of patients on 5 mg/kg REMICADE achieved 
a PASI 75 at Week 10 compared with 4% of patients on placebo. 

In Study 11, in the subgroup of patients with more extensive psoriasis who had 
previously received phototherapy, 72% and 77% of patients on 3 mg/kg and 5 mg/kg 
REMICADE achieved a PASI 75 at Week 10 respectively compared with 1% on 
placebo. In Study II, among patients with more extensive psoriasis who had failed 
or were intolerantto phototherapy, 70% and 78% of patients on 3 mg/kg and 5 mg/kg 
REMICADE achieved a PASI 75 at Week 10 respectively, compared with 2% 
on placebo. 

Maintenance of response was studied in a subset of 292 and 297 REMICADE-treated 
patients in the 3 mg/kg and 5 mg/kg groups; respectively, in Study II. Stratified by 
PASI response at Week 10 and investigational site, patients in the active treatment 
groups were re-randomized to either a scheduled or as needed maintenance (PAN) 
therapy, beginning on Week 14. 

The groups that received a maintenance dose every 8 weeks appear to have a 
greater percentage of patients maintaining a PASI 75 through week 50 as compared 
to patients who received the as-needed or PAN doses, and the best response was 
maintained with the 5 mg/kg every 8-week dose. These results are shown in Figure 
4. At Week 46, when REMICADE serum concentrations were at trough level, in the 
every 8-week dose group, 54% of patients in the 5 mg/kg group compared to 36% in 
the 3 mg/kg group achieved PASI 75. The lower percentage of PASI 75 responders 
in the 3 mg/kg every 8-week dose group compared to the 5 mg/kg group was 
associated with a lower percentage of patients with detectable trough serum 
infliximab levels. This may be related in part to higher antibody rates [see Adverse 
Reactions (6.1 )]. In addition, in a subset of patients who had achieved a response at 
Week 10, maintenance of response appears to be greater in patients who received 
REMICADE every 8 weeks at the 5 mg/kg dose. Regardless of whether the 
maintenance doses are PAN or every 8 weeks, there is a decline in response in a 
subpopulation of patients in each group over time. The results of Study I through 
Week 50 in the 5 mg/kg every 8 weeks maintenance dose group were similar to the 
results from Study II. 
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Figure 4 Proportion of patients achieving <!:75% improvement in PASI from baseline 
through Week SO; patients randomized at Week 14 

Efficacy and safety of REMICADE treatment beyond 50 weeks have not been 
evaluated in patients with plaque psoriasis. 
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REMICADE®(infliximab) 

16 HOW SUPPLIED/STORAGE AND HANDLING 
Each REMICADE 20 ml vial is individually packaged in a carton. REMICADE is 
supplied in an accumulator carton containing 10 vials. 

NOC 57894-030-01 100 mg vial 
Each single dose vial contains 100 mg of infliximab for final reconstitution volume 
of 10 ml. 
Storage and Stability 
REMICADE must be refrigerated at 2°C to 8°C (36°Fto 46°F). Do not use REMICADE 
beyond the expiration date ( Exp) located on the carton and the vial. This product 
contains no preservative. 

17 PATIENT COUNSELING INFORMATION 
See FDA-Approved Patient Labeling (Medication Guide) 

17.1 Patient Counseling 
Patients or their caregivers should be advised of the potential benefits and risks of 
REMICADE. Physicians should instructtheir patients to read the Medication Guide 
before starting REMICADE therapy and to reread it each time they receive an 
infusion. It is important that the patient's overall health be assessed at each 
treatment visit and that any questions resulting from the patient's or their caregiver's 
reading of the Medication Guide be discussed. 

• lmmunosuppression 
Inform patients that REMICADE may lower the ability of their immune system 
to fight infections. Instruct patients of the importance of contacting their 
doctors if they develop any symptoms of an infection, including tuberculosis 
and reactivation of hepatitis B virus infections. Patients should be counseled 
about the risk of lymphoma and other malignancies while receiving 
REMICADE. 

• Other Medical Conditions 
Advise patients to report any signs of new or worsening medical conditions 
such as heart disease, neurological disease, or autoimmune disorders. Advise 
patients to report any symptoms of a cytopenia such as bruising, bleeding or 
persistent fever. 

Manufactured by: 
Janssen Biotech, Inc. 
Horsham, PA 19044 

U.S. License No. 1864 

© Janssen Biotech, Inc. 2013 

025946-141204 
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f@) Remicade· 
~ INFLIXIMAB 

(Rem-eh-kaid) 

MEDICATION GUIDE 
REMICADE® (Rem-eh-kaid) 

(infliximab) 

Read the Medication Guide that comes with REMICADE before 
you receive the first treatment, and before each time you get a 
treatment of REMICADE. This Medication Guide does not take the 
place of talking with your doctor about your medical condition or 
treatment. 

What is the most important information I should know about 
REMICADE? 
REMICADE may cause serious side effects, including: 

1. Risk of infection 
REMICADE is a medicine that affects your immune system. 
REMICADE can lower the ability of your immune system to fight 
infections. Serious infections have happened in patients receiving 
REMICADE. These infections include tuberculosis (TB) and 
infections caused by viruses, fungi or bacteria that have spread 
throughout the body. Some patients have died from these 
infections. 
• Your doctor should test you for TB before starting REM I CADE. 
• Your doctor should monitor you closely for signs and symptoms 

of TB during treatment with REMICADE. 

Before starting REMICADE, tell your doctor if you: 
• think you have an infection. You should not start taking 

REMICADE if you have any kind of infection. 
• are being treated for an infection. 
• have signs of an infection, such as a fever, cough, flu-like 

symptoms. 
• have any open cuts or sores on your body. 
• get a lot of infections or have infections that keep coming back. 
• have diabetes or an immune system problem. People with 

these conditions have a higher chance for infections. 
• have TB, or have been in close contact with someone with TB. 
• live or have lived in certain parts of the country (such as 

the Ohio and Mississippi River valleys) where there is an 
increased risk for getting certain kinds of fungal infections 
(histoplasmosis, coccidioidomycosis, or blastomycosis). These 
infections may develop or become more severe if you take 
REM I CADE. If you do not know if you have lived in an area 
where histoplasmosis, coccidioidomycosis, or blastomycosis 
is common, ask your doctor. 

• have or have had hepatitis B. 
• use the medicines KINERET (anakinra), ORENCIA (abatacept), 

ACTEMRA (tocilizumab), or other medicines called biologics 
used to treat the same conditions as REMICADE. 

After starting REMICADE, if you have an infection, any sign of an 
infection including a fever, cough, flu-like symptoms, or have open 
cuts or sores on your body, call your doctor right away. REMI CADE 
can make you more likely to get infections or make any infection 
that you have worse. 

2. Risk of Cancer 
• There have been cases of unusual cancers in children and 

teenage patients using TNF-blocking agents. 
• For children and adults taking TNF-blocker medicines, including 

REM I CADE, the chances of getting lymphoma or other cancers 
may increase. 
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REMICADE® {infliximab) 

• Some people receiving TNF-blockers, including REMICADE, 
developed a rare type of cancer called hepatosplenic T-cell 
lymphoma. This type of cancer often results in death. Most of 
these people were male teenagers or young men. Also, most 
people were being treated for Crohn's disease or ulcerative 
colitis with a TNF-blocker and another medicine called 
azathioprine or 6-mercaptopurine. 

• People who have been treated for rheumatoid arthritis, Crohn's 
disease, ulcerative colitis, ankylosing spondylitis, psoriatic 
arthritis and plaque psoriasis for a long time may be more likely 
to develop lymphoma. This is especially true for people with 
very active disease. 

• Some people treated with REMICADE have developed certain 
kinds of skin cancer. If any changes in the appearance of your 
skin or growths on your skin occur during or after your 
treatment with REMICADE, tell your doctor. 

• Patients with CO PD (a specific type of lung disease) may have 
an increased risk for getting cancer while being treated with 
REM I CADE. 

• Tell your doctor if you have ever had any type of cancer. 
Discuss with your doctor any need to adjust medicines you 
may be taking. 

See the section UWhat are the possible side effects of 
REMICADE?" below for more information. 
What is REMICADE? 
REMICADE is a prescription medicine that is approved for 
patients with: 
• Rheumatoid Arthritis- adults with moderately to severely active 

rheumatoid arthritis, along with the medicine methotrexate 
• Crohn's Disease - children 6 years and older and adults with 

Crohn's disease who have not responded well to other 
medicines 

• Ankylosing Spondylitis 
• Psoriatic Arthritis 
• Plaque Psoriasis - adult patients with plaque psoriasis that is 

chronic (doesn't go away) severe, extensive, and/or disabling. 
• Ulcerative Colitis - children 6 years and older and adults with 

moderately to severely active ulcerative colitis who have not 
responded well to other medicines. 

REM ICADE blocks the action of a protein in your body called tumor 
necrosis factor-alpha (TNF-alpha). TNF-alpha is made by your 
body's immune system. People with certain diseases have too 
much TNF-alpha that can cause the immune system to attack 
normal healthy parts of the body. REMICADE can block the 
damage caused by too much TNF-alpha. 

Who should not receive REMICADE? 
You should not receive REMI CADE if you have: 
• heart failure, unless your doctor has examined you and 

decided that you are able to take REMICADE. Talk to your 
doctor about your heart failure. 

• had an allergic reaction to REMICADE, or any of the other 
ingredients in REMICADE. See the end of this Medication 
Guide for a complete list of ingredients in REMICADE. 

What should I tell my doctor before starting treatment with 
REM I CADE? 
Your doctor will assess your health before each treatment 
Tell your doctor about all of your medical conditions, including 
if you: 
• have an infection (see UWhat is the most important information 

I should know about REMICADE?"). 
• have other liver problems including liver failure. 
• have heart failure or other heart conditions. If you have heart 

failure, it may get worse while you take REMICADE. 
• have or have had any type of cancer. 
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@ABCDEFÀ a=<?G=b=7NOc

de
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