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The recommended dose of REMICADE is 3 mg/kg given as an intravenous infusion followed with
additional similar doses at 2 and 6 weeks after the first infusion then every 8 weeks thereafter.
REMICADE should be given in combination with methotrexate. For patients who have an
incomplete response, consideration may be given to adjusting the dose up to 10 mg/kg or treating as
often as every 4 weeks bearing in mind that risk of serious infections is increased at higher doses.

Patients not previously treated with Remicade: 3 mg/kg given as an intravenous infusion over a
2-hour period followed by additional 3 mg/kg infusion doses at 2 and 6 weeks after the first
infusion, then every 8 weeks thereafter.

In carefully selected patients with rheumatoid arthritis who have tolerated 3 initial 2-hour infusions
of Remicade, consideration may be given to administering subsequent infusions over a period of not
less than 1 hour. Shortened infusions at doses > 6 mg/kg have not been studied.

Remicade must be given concomitantly with methotrexate.

Available data suggest that the clinical response is usually achieved within 12 weeks of treatment. If
a patient has an inadequate response or loses response after this period, consideration may be given
to increase the dose step-wise by approximately 1.5 mg/kg, up to a maximum of 7.5 mg/kg every 8
weeks. Alternatively, administration of 3 mg/kg as often as every 4 weeks may be considered. If
adequate response is achieved, patients should be continued on the selected dose or dose frequency.
Continued therapy should be carefully reconsidered in patients who show no evidence of therapeutic
benefit within the first 12 weeks of treatment or after dose adjustment.
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REMICADE, in combination with methotrexate, is indicated for reducing signs and symptoms,
inhibiting the progression of structural damage, and improving physical function in patients with
moderately to severely active rheumatoid arthritis.

Remicade, in combination with methotrexate, is indicated for:

the reduction of signs and symptoms as well as the improvement in physical function in:

patients with active disease when the response to disease-modifying drugs, including methotrexate,
has been inadequate.

patients with severe, active and progressive disease not previously treated with methotrexate or
other DMARDs.

In these patient populations, a reduction in the rate of the progression of joint damage, as measured
by x-ray, has been demonstrated.
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REMICADE®
(infliximab)

for 1V Injection

WARNINGS
RISK OF SERIOUS INFECTIONS

Patients treated with REMICADE are at increased risk for developing serious infections
that may lead to hospitalization or death (see WARNINGS and ADVERSE REACTIONS).
Most patients who developed these infections were taking concomitant
immunosuppressants such as methotrexate or corticosteroids.

REMICADE should be discontinued if a patient develops a serious infection or sepsis.

Reported infections include:

e Active tuberculosis, including reactivation of latent tuberculosis. Patients with
tuberculosis have frequently presented with disseminated or extrapulmonary
disease. Patients should be tested for latent tuberculosis before REMICADE use
and during therapy."” Treatment for latent infection should be initiated prior to
REMICADE use.

e Invasive fungal infections, including histoplasmosis, coccidioidomycosis, candidiasis,
aspergillosis, blastomycosis, and pneumocystosis. Patients with histoplasmosis or
other invasive fungal infections may present with disseminated, rather than
localized, disease. Antigen and antibody testing for histoplasmosis may be negative
in some patients with active infection. Empiric anti-fungal therapy should be
considered in patients at risk for invasive fungal infections who develop severe
systemic illness.

e Bacterial, viral and other infections due to opportunistic pathogens.

The risks and benefits of treatment with REMICADE should be carefully considered prior
to initiating therapy in patients with chronic or recurrent infection.

Patients should be closely monitored for the development of signs and symptoms of
infection during and after treatment with REMICADE, including the possible development
of tuberculosis in patients who tested negative for latent tuberculosis infection prior to
initiating therapy.

HEPATOSPLENIC T-CELL LYMPHOMAS

Postmarketing cases of hepatosplenic T-cell lymphoma, a rare type of T-cell lymphoma,
have been reported in patients treated with TNF blockers including REMICADE. These
cases have had a very aggressive disease course and have been fatal. All reported
REMICADE cases have occurred in patients with Crohn’s disease or ulcerative colitis and
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the majority were in adolescent and young adult males. All of these patients had received
treatment with azathioprine or 6-mercaptopurine concomitantly with REMICADE at or
prior to diagnosis.

DESCRIPTION

REMICADE is a chimeric IgG1x monoclonal antibody with an approximate molecular weight of
149,100 daltons. It is composed of human constant and murine variable regions. Infliximab
binds specifically to human tumor necrosis factor alpha (TNFo) with an association constant of
10" M™. Infliximab is produced by a recombinant cell line cultured by continuous perfusion and
is purified by a series of steps that includes measures to inactivate and remove Vviruses.

REMICADE is supplied as a sterile, white, lyophilized powder for intravenous infusion.
Following reconstitution with 10 mL of Sterile Water for Injection, USP, the resulting pH is
approximately 7.2. Each single-use vial contains 100 mg infliximab, 500 mg sucrose, 0.5 mg
polysorbate 80, 2.2 mg monobasic sodium phosphate, monohydrate, and 6.1 mg dibasic sodium
phosphate, dihydrate. No preservatives are present.

CLINICAL PHARMACOLOGY
General

Infliximab neutralizes the biological activity of TNFa by binding with high affinity to the
soluble and transmembrane forms of TNFo and inhibits binding of TNFo with its receptors.®*
Infliximab does not neutralize TNFp (lymphotoxin o), a related cytokine that utilizes the same
receptors as TNFa. Biological activities attributed to TNFo include: induction of pro-
inflammatory cytokines such as interleukins (IL) 1 and 6, enhancement of leukocyte migration
by increasing endothelial layer permeability and expression of adhesion molecules by endothelial
cells and leukocytes, activation of neutrophil and eosinophil functional activity, induction 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 vitro* or in vivo.> Infliximab inhibits the functional activity of TNFa in a wide
variety of in vitro bioassays utilizing human fibroblasts, endothelial cells, neutrophils, B and T
lymphocytes and epithelial cells. The relationship of these biological response markers to the
mechanism(s) by which REMICADE exerts its clinical effects is unknown. Anti-TNFa
antibodies reduce disease activity in the cotton-top tamarin colitis model, and decrease synovitis
and joint erosions in a murine model of collagen-induced arthritis. Infliximab prevents disease
in transgenic mice that develop polyarthritis as a result of constitutive expression of human
TNFa, and when administered after disease onset, allows eroded joints to heal.
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Pharmacodynamics

Elevated concentrations of TNFa have been found in involved tissues and fluids of patients with
rheumatoid arthritis, Crohn’s disease, ulcerative colitis, ankylosing spondylitis, psoriatic arthritis
and plaque psoriasis. In rheumatoid arthritis, treatment with REMICADE reduced infiltration of
inflammatory cells into inflamed areas of the joint as well as expression of molecules mediating
cellular adhesion [E-selectin, intercellular adhesion molecule-1 (ICAM-1) and vascular cell
adhesion molecule-1 (VCAM-1)], chemoattraction [IL-8 and monocyte chemotactic protein
(MCP-1)] and tissue degradation [matrix metalloproteinase (MMP) 1 and 3]. In Crohn’s disease,
treatment with REMICADE reduced infiltration of inflammatory 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 interferon. After treatment with REMICADE, patients with
rheumatoid arthritis or Crohn’s disease exhibited decreased levels of serum IL-6 and C-reactive
protein (CRP) compared to baseline. Peripheral blood lymphocytes from REMICADE-treated
patients showed no significant decrease in number or in proliferative responses to in vitro
mitogenic stimulation when compared to cells from untreated patients. In psoriatic arthritis,
treatment with REMICADE resulted in a reduction in the number of T-cells and blood vessels in
the synovium and psoriatic skin lesions as well as a reduction of macrophages in the synovium.
In plague psoriasis, REMICADE treatment may reduce the epidermal thickness and infiltration
of inflammatory cells. The relationship between these pharmacodynamic activities and the
mechanism(s) by which REMICADE exerts its clinical effects is unknown.

Pharmacokinetics

In adults, single intravenous (1V) infusions of 3 mg/kg to 20 mg/kg showed a linear relationship
between the dose administered and the maximum serum concentration. The volume of
distribution at steady state was independent of dose and indicated that infliximab was distributed
primarily within the vascular compartment. Pharmacokinetic results for single doses of 3 mg/kg
to 10 mg/kg in rheumatoid arthritis, 5 mg/kg in Crohn’s disease, and 3 mg/kg to 5 mg/kg in
plaque psoriasis indicate that the median terminal half-life of infliximab is 7.7 to 9.5 days.

Following an initial dose of REMICADE, repeated infusions at 2 and 6 weeks resulted in
predictable concentration-time profiles following each treatment. No systemic accumulation of
infliximab occurred upon continued repeated treatment with 3 mg/kg or 10 mg/kg at 4- or 8—
week intervals. Development of antibodies to infliximab increased infliximab clearance. At 8
weeks after a maintenance dose of 3 to 10 mg/kg of REMICADE, median infliximab serum
concentrations ranged from approximately 0.5 to 6 mcg/mL; however, infliximab concentrations
were not detectable (<0.1 mcg/mL) in patients who became positive for antibodies to infliximab.
No major differences in clearance or volume of distribution were observed in patient subgroups
defined by age, weight, or gender. It is not known if there are differences in clearance or volume
of distribution in patients with marked impairment of hepatic or renal function.

Infliximab peak and trough concentrations were similar in pediatric (aged 6 to 17 years old) and

adult patients with Crohn’s disease following the administration of the recommended regimen
(see DOSAGE AND ADMINISTRATION, Crohn’s Disease or Fistulizing Crohn’s Disease).
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Population pharmacokinetic analysis showed that in children with juvenile rheumatoid arthritis
(JRA) with a body weight of up to 35 kg receiving 6 mg/kg REMICADE and children with JRA
with body weight greater than 35 kg up to adult body weight receiving 3mg/kg REMICADE, the
steady state area under the concentration curve (AUCss) was similar to that observed in adults
receiving 3 mg/kg of REMICADE.

CLINICAL STUDIES
Rheumatoid Arthritis

The safety and efficacy of REMICADE were assessed in two multicenter, randomized, double-
blind, pivotal trials: ATTRACT (Study RA 1) and ASPIRE (Study RA I1). Concurrent use of
stable doses of folic acid, oral corticosteroids (<10 mg/day) and/or non-steroidal anti—
inflammatory drugs was permitted.

Study RA | was a placebo-controlled study of 428 patients with active rheumatoid arthritis
despite treatment with MTX. Patients enrolled had a median age of 54 years, median disease
duration of 8.4 years, median swollen and tender joint count of 20 and 31 respectively, and were
on a median dose of 15 mg/wk of MTX. Patients received either placebo + MTX or one of 4
doses/schedules of REMICADE + MTX: 3 mg/kg or 10 mg/kg of REMICADE by IV infusion at
weeks 0, 2 and 6 followed by additional infusions every 4 or 8 weeks in combination with MTX.

Study RA 11 was a placebo-controlled study of three active treatment arms in 1004 MTX naive
patients of 3 or fewer years duration active rheumatoid arthritis. Patients enrolled had a median
age of 51 years with a median disease duration of 0.6 years, median swollen and tender joint
count of 19 and 31, respectively, and >80% of patients had baseline joint erosions. At
randomization, all patients received MTX (optimized to 20 mg/wk by week 8) and either
placebo, 3mg/kg or 6 mg/kg REMICADE at weeks 0, 2, and 6 and every 8 weeks thereafter.

Data on use of REMICADE without concurrent MTX are limited (see ADVERSE REACTIONS,
Immunogenicity).>’

Clinical response

In Study RA 1, all doses/schedules of REMICADE + MTX resulted in improvement in signs and
symptoms as measured by the American College of Rheumatology response criteria (ACR 20)
with a higher percentage of patients achieving an ACR 20, 50 and 70 compared to placebo +
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). More patients treated with
REMICADE reached a major clinical response than placebo-treated patients (Table 1).

In Study RA I, after 54 weeks of treatment, both doses of REMICADE + MTX resulted in
statistically significantly greater response in signs and symptoms compared to MTX alone as
measured by the proportion of patients achieving ACR 20, 50 and 70 responses (Table 1). More
patients treated with REMICADE reached a major clinical response than placebo-treated patients
(Table 1).
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Table 1
ACR RESPONSE (PERCENT OF PATIENTYS)

Study RA | Study RA 11
REMICADE + MTX REMICADE + MTX
3 ma/kg 10 mg/kg 3 ma/kg 6 ma/kg
Placebo g8 q4 q8 ! Placebo g8 g8
Response + MTX wks wks wks wks + MTX wks wks
(n=88) (n=86) (n=86) (n=87) (n=81) (n=274) (n=351) (n=355)
ACR 20
Week 30 20% 50%* 50%* 529%° 58%* N/A N/A N/A
Week 54 17% 42%° 48%° 59%°? 59%* 54% 62%° 66%"*
ACR 50
Week 30 5% 27%" 29%:° 31%:° 26%° N/A N/A N/A
Week 54 9% 21%° 34%* 40%* 38%° 32% 46%° 50%*
ACR 70
Week 30 0% 8% " 11%" 18%° 11%° N/A N/A N/A
Week 54 2% 11%° 18%° 26%° 19%° 21% 33%" 37%°
Major
clinical
response” 0% 7% 8%" 15%° 6%° 8% 12% 17%°

# A major clinical response was defined as a 70% ACR response for 6 consecutive months (consecutive visits spanning at least 26 weeks) through week 102 for
Study RA | and week 54 for Study RA 1I.

% 0.001
’p<0.01
°p<0.05
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Table 2
COMPONENTS OF ACR 20
AT BASELINE AND 54 WEEKS (Study RAI)

Placebo + MTX REMICADE + MTX?
(n=88) (n=340)

Parameter (medians) Baseline Week 54 Baseline Week 54
No. of Tender Joints 24 16 32 8
No. of Swollen Joints 19 13 20 7
Pain® 6.7 6.1 6.8 3.3
Physician’s Global 6.5 5.2 6.2 2.1
Assessment”
Patient’s Global 6.2 6.2 6.3 3.2
Assessment”
Disability Index (HAQ- 1.8 1.5 1.8 1.3
DI)°
CRP (mg/dL) 3.0 2.3 2.4 0.6

All doses/schedules of REMICADE + MTX

®Visual Analog Scale (O=best, 10=worst)

‘Health Assessment Questionnaire, measurement of 8 categories: dressing and
grooming, arising, eating, walking, hygiene, reach, grip, and activities
(O=best, 3=worst)

Radiographic response

Structural damage in both hands and feet was assessed radiographically at week 54 by the
change from baseline in the van der Heijde-modified Sharp (vdH-S) score, a composite score of
structural damage that measures the number and size of joint erosions and the degree of joint
space narrowing in hands/wrists and feet.®

In Study RA I, approximately 80% of patients had paired x-ray data at 54 weeks and
approximately 70% at 102 weeks. The inhibition of progression of structural damage was
observed at 54 weeks (Table 3) and maintained through 102 weeks.

In Study RA 11, >90% of patients had at least two evaluable x-rays. Inhibition of progression of
structural damage was observed at weeks 30 and 54 (Table 3) in the REMICADE + MTX groups
compared to MTX alone. Patients treated with REMICADE + MTX demonstrated less
progression of structural damage compared to MTX alone, whether baseline acute phase
reactants (ESR and CRP) were normal or elevated: patients with elevated baseline acute phase
reactants treated with MTX alone demonstrated a mean progression in vdH-S score of 4.2 units
compared to patients treated with REMICADE + MTX who demonstrated 0.5 units of
progression; patients with normal baseline acute phase reactants treated with MTX alone
demonstrated a mean progression in vdH-S score of 1.8 units compared to REMICADE + MTX
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who demonstrated 0.2 units of progression. Of patients receiving REMICADE + MTX, 59% had
no progression (vdH-S score < 0 unit) of structural damage compared to 45% patients receiving
MTX alone. In a subset of patients who began the study without erosions, REMICADE + MTX
maintained an erosion free state at 1 year in a greater proportion of patients than MTX alone,
79% (77/98) vs. 58% (23/40), respectively (p<0.01). Fewer patients in the REMICADE + MTX
groups (47%) developed erosions in uninvolved joints compared to MTX alone (59%).

Table 3
RADIOGRAPHIC CHANGE FROM BASELINE TO WEEK 54
Study RA | Study RA 11
REMICADE + MTX REMICADE + MTX
3 ma/kg 10 mag/kg 3 ma/kg 6 ma/kg
Placebo q8 g8 Placebo q8 q8
+ MTX wks wks + MTX wks wks
(n=64) (n=71) (n=77) (n=282) (n=359) (n=363)
Total Score
Baseline
Mean 79 78 65 11.3 11.6 11.2
Median 55 57 56 5.1 5.2 5.3
Change from
baseline
Mean 6.9 1.3° 0.2¢ 3.7 0.4° 0.5
Median 4.0 0.5 0.5 0.4 0.0 0.0
Erosion Score
Baseline
Mean 44 44 33 8.3 8.8 8.3
Median 25 29 22 3.0 3.8 3.8
Change from
baseline
Mean 4.1 0.2° 0.2° 3.0 0.3° 0.1?
Median 2.0 0.0 0.5 0.3 0.0 0.0
JSN Score
Baseline
Mean 36 34 31 3.0 2.9 2.9
Median 26 29 24 1.0 1.0 1.0
Change from
baseline
Mean 2.9 1.1° 0.0 0.6 0.1° 0.2
Median 15 0.0 0.0 0.0 0.0 0.0

# P <0.001 for each outcome against placebo.
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Physical function response

Physical function and disability were assessed using the Health Assessment Questionnaire
(HAQ-DI) and the general health-related quality of life questionnaire SF-36.

In Study RA |, all doses/schedules of REMICADE + MTX showed significantly greater
improvement from baseline in HAQ-DI and SF-36 physical component summary score averaged
over time through week 54 compared to placebo + MTX, and no worsening in the SF-36 mental
component summary score. The median (interquartile range) improvement from baseline to
week 54 in HAQ-DI 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-DI and SF-36 effects were maintained through week
102. Approximately 80% of patients in all doses/schedules of REMICADE + MTX remained in
the trial through 102 weeks.

In Study RA II, both REMICADE treatment groups showed greater improvement in HAQ-DI
from baseline averaged over time through week 54 compared to MTX alone; 0.7 for
REMICADE + MTX vs. 0.6 for MTX alone (p<0.001). No worsening in the SF-36 mental
component summary score was observed.

Active Crohn’s Disease

The safety and efficacy of single and multiple doses of REMICADE were assessed in two
randomized, double-blind, placebo-controlled clinical studies in 653 patients with moderate to
severely active Crohn’s disease [Crohn’s Disease Activity Index (CDAI) >220 and <400] with
an inadequate response to prior conventional 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 CDAI >70 points) at week 4 vs. 81% (22/27) of patients receiving 5 mg/kg
REMICADE (p<0.001, 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
(CDAI<150) at week 4.

In a multidose trial (ACCENT 1 [Study Crohn’s 1])*°, 545 patients received 5 mg/kg at week 0
and were then randomized to one of three treatment groups; the placebo maintenance group
received placebo at weeks 2 and 6, and then every 8 weeks; the 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 4).
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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 4).

Table 4
CLINICAL REMISSION AND STEROID WITHDRAWAL

Single 5 mg/kg Dose® Three Dose Induction”
REMICADE Maintenance q 8
Placebo Maintenance wks

5 mg/kg 10 ma/kg

Week 30 25/102 41/104 48/105
Clinical remission 25% 39% 46%
p-value® 0.022 0.001
Week 54

Patients in remission able to 6/54 14/56 18/53
discontinue corticosteroid use® 11% 25% 34%
p-value® 0.059 0.005

*REMICADE at week 0

®REMICADE 5 mg/kg administered at weeks 0, 2 and 6
° p-values represent pairwise comparisons to placebo

9 Of those receiving corticosteroids at baseline

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 (IBDQ), particularly the bowel and systemic components, and in the physical
component summary score of the general health-related quality of life questionnaire SF-36.
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Compared to placebo maintenance:
Infliximab 10 mg/kg: p < 0.001
Infliximab 5 mg/kg:  p = 0.004

6323

Patients Who had Not Lost Response (%)

0 T T T T T T T T
02 6 10 14 22 30 38 46 54
Study Week
—O— Placebo —@— 5 mg/kg infliximab  —Jll— 10 mg/kg infliximab
maintenance maintenance maintenance
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 mucosal ulceration at baseline and who participated in an
endoscopic substudy, 13 of 43 patients in the REMICADE maintenance group had endoscopic
evidence of mucosal healing compared to 1 of 28 patients in the placebo group at week 10. Of
the REMICADE-treated patients showing mucosal healing at week 10, 9 of 12 patients also
showed mucosal 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% (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).

Fistulizing Crohn’s Disease
The safety and efficacy of REMICADE 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.

10 of 57



STN: BL 103772/5234 — HSTCL PAS April 14, 2009

In the first trial,"* 94 patients received three doses of either placebo or REMICADE at weeks 0,

2 and 6. Fistula response (>50% reduction in number of enterocutaneous fistulas draining upon
gentle compression on at least two 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 REMICADE-treated patients was 2 and 12 weeks, respectively. Closure
of all fistula was achieved in 52% of REMICADE-treated patients compared with 13% of
placebo-treated patients (p<0.001).

In the second trial (ACCENT Il [Study Crohn’s I1]), patients who were enrolled had to have at
least one 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 eight
weeks through week 46. Patients who were in fistula response (fistula response was defined the
same as in the first trial) at both weeks 10 and 14 were randomized separately from those not in
response. The primary 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.
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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 similar
numbers developed abscesses (15% overall).

Active Crohn’s Disease in Pediatric Patients

The safety and efficacy of REMICADE were assessed in a randomized, open-label study (Study
Peds Crohn’s) in 112 pediatric patients 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 0
to 100). All patients were required to be on a stable dose of 6-mercaptopurine, azathioprine, or
methotrexate; 35% were also receiving corticosteroids at baseline.
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All patients received induction dosing of 5 mg/kg REMICADE at Weeks 0, 2, and 6. At Week
10, 103 patients were randomized to a maintenance regimen of 5 mg/kg REMICADE given
either every 8 weeks or every 12 weeks.

At Week 10, 88% of patients were in clinical response (defined as a decrease from baseline in
the PCDAI score of > 15 points and total PCDAI score of < 30 points), and 59% were in clinical
remission (defined as PCDAI score of < 10 points).

The proportion of pediatric patients achieving clinical response at Week 10 compared favorably
with the proportion of adults achieving a clinical response in Study Crohn’s I. The study
definition of clinical response in Study Peds Crohn’s was based on the PCDAI score, whereas
the CDAI score was used in the adult Study Crohn’s I.

At both Week 30 and Week 54, the proportion of patients in clinical response was greater in the
every 8 week treatment group than in the every 12 week treatment group (73% vs. 47% at Week
30, and 64% vs. 33% at Week 54). At both Week 30 and Week 54, the proportion of patients in
clinical remission was also greater in the every 8 week treatment group than in the every
12 week treatment group (60% vs. 35% at Week 30, and 56% vs. 24% at Week 54), (Table 5).

For patients in Study Peds Crohn’s receiving corticosteroids at baseline, the proportion of
patients able to discontinue corticosteroids while in remission at Week 30 was 46% for the every
8 week maintenance group and 33% for the every 12 week maintenance group. At Week 54, the
proportion of patients able to discontinue corticosteroids while in remission was 46% for the
every 8 week maintenance group and 17% for the every 12 week maintenance group.
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Table 5
RESPONSE AND REMISSION IN STUDY PEDS CROHN’S

5 mg/kg REMICADE

Every 8 Week Every 12 Week

Treatment Group Treatment Group
Patients randomized 52 51
Clinical Response!
Week 30 73%** 47%
Week 54 64%** 33%
Clinical Remission®
Week 30 60%* 35%
Week 54 56%** 24%

!Defined as a decrease from baseline in the PCDAI score of > 15 points and total score of < 30 points.

Defined as a PCDAI score of < 10 points.
* p-value < 0.05
**p-value < 0.01

14 of 57

April 14, 2009



STN: BL 103772/5234 — HSTCL PAS April 14, 2009
Ankylosing Spondylitis

The safety and efficacy of REMICADE were assessed in a randomized, multicenter, double-
blind, placebo-controlled study in 279 patients with active ankylosing spondylitis. Patients were
between 18 and 74 years of age, and had ankylosing spondylitis as defined by the modified New
York criteria for Ankylosing Spondylitis.’*  Patients were to have had active disease as
evidenced by both a Bath Ankylosing Spondylitis Disease Activity Index (BASDAI) score >4
(possible range 0-10) and spinal pain >4 (on a Visual Analog Scale [VAS] of 0-10). Patients
with complete ankylosis of the spine were excluded from study participation, and the use of
Disease Modifying Anti-Rheumatic Drugs (DMARDs) and systemic corticosteroids were
prohibited. Doses of REMICADE 5 mg/kg or placebo were administered intravenously at Weeks
0,2,6,12and 18.

At 24 weeks, improvement in the signs and symptoms of ankylosing spondylitis, as measured by
the proportion of patients achieving a 20% improvement in ASAS response criteria (ASAS 20),
was seen in 60% of patients in the REMICADE-treated group vs. 18% of patients in the placebo
group (p<0.001). Improvement was observed at week 2 and maintained through week 24
(Figure 3 and Table 6).

100

80

Proportion of Subjects (%)

B0
40
20 1
*p<0.001 |2
0 T T T T —
0 2 5] 12 18 24
Week

—— Placebo  —— Infliximab 5 mg/kg

Figure 3
Proportion of patients achieving ASAS 20 response
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At 24 weeks, the proportions of patients achieving a 50% and a 70% improvement in the signs
and symptoms of ankylosing spondylitis, as measured by ASAS response criteria (ASAS 50 and
ASAS 70, respectively), were 44% and 28%, respectively, for patients receiving REMICADE,
compared to 9% and 4%, respectively, for patients receiving placebo (p<0.001, REMICADE vs.
placebo). A low level of disease activity (defined as a value <20 [on a scale of 0-100 mm] in
each of the four ASAS response parameters) was achieved in 22% of REMICADE-treated
patients vs. 1% in placebo-treated patients (p<0.001).

Table 6
Components of Ankylosing Spondylitis Disease Activity
Placebo REMICADE 5mag/kg
(n=78) (n=201)
24 24
Baseline Weeks Baseline Weeks p-value
ASAS 20 response
Criteria (Mean)
Patient global assessment® 6.6 6.0 6.8 3.8 <0.001
Spinal pain® 7.3 6.5 7.6 4.0 <0.001
BASFI 5.8 5.6 5.7 3.6 <0.001
Inflammation® 6.9 5.8 6.9 34 <0.001
Acute Phase Reactants
Median CRP? (mg/dL) 1.7 15 15 0.4 <0.001
Spinal Mobility (cm, Mean)
Modified Schober’s test® 4.0 5.0 4.3 4.4 0.75
Chest expansion® 3.6 3.7 3.3 3.9 0.04
Tragus to wall® 17.3 174 16.9 15.7 0.02
Lateral spinal flexion® 10.6 11.0 114 12.9 0.03

®measured on a VAS with 0="none” and 10="severe”

®Bath Ankylosing Spondylitis Functional Index (BASFI), average of 10 questions

¢ Inflammation, average of last 2 questions on the 6 question BASDAI

¢ CRP normal range 0-1.0 mg/dL

¢ Spinal mobility normal values: modified Schober’s test: >4 cm; chest expansion:>6 c¢m; tragus to
wall: <15 cm; lateral spinal flexion: >10 cm

The median improvement from baseline in the general health-related quality of life questionnaire
SF-36 physical component summary score at week 24 was 10.2 for the REMICADE group vs.
0.8 for the placebo group (p<0.001). There was no change in the SF-36 mental component
summary score in either the REMICADE group or the placebo group.

Results of this study were similar to those seen in a multicenter double-blind, placebo-controlled
study of 70 patients with ankylosing spondylitis.
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Psoriatic Arthritis

Safety and efficacy of REMICADE were assessed in a multicenter, double-blind, placebo-
controlled study in 200 adult patients with active psoriatic arthritis despite DMARD or NSAID
therapy (= 5 swollen joints and > 5 tender joints) with one or more of the following subtypes:
arthritis involving DIP joints (n=49), arthritis mutilans (n=3), asymmetric peripheral arthritis
(n=40), polyarticular arthritis (n=100), and spondylitis with peripheral arthritis (n=8). Patients
also had plaque psoriasis with a qualifying target lesion > 2 cm in diameter. Forty-six percent of
patients continued on stable doses of methotrexate (< 25 mg/week). During the 24-week double-
blind phase, patients received either 5 mg/kg REMICADE or placebo at weeks 0, 2, 6, 14, and 22
(100 patients in each group). At week 16, placebo patients with < 10% improvement from
baseline in both swollen and tender joint counts were switched to REMICADE induction (early
escape). At week 24, all placebo-treated patients crossed over to REMICADE induction.
Dosing continued for all patients through week 46.

Clinical response

Treatment with REMICADE resulted in improvement in signs and symptoms, as assessed by the
ACR criteria, with 58% of REMICADE-treated patients achieving ACR 20 at week 14,
compared with 11% of placebo-treated patients (p <0.001). The response was similar regardless
of concomitant use of methotrexate. Improvement was observed as early as week 2. At 6
months, the ACR 20/50/70 responses were achieved by 54%, 41%, and 27%, respectively, of
patients receiving REMICADE compared to 16%, 4%, and 2%, respectively, of patients
receiving placebo. Similar responses were seen in patients with each of the subtypes of psoriatic
arthritis, although few patients were enrolled with the arthritis mutilans and spondylitis with
peripheral arthritis subtypes.

Compared to placebo, treatment with REMICADE resulted in improvements in the components
of the ACR response criteria, as well as in dactylitis and enthesopathy (Table 7). The clinical
response was maintained through week 54. Similar ACR responses were observed in an earlier
randomized, placebo-controlled study of 104 psoriatic arthritis patients, and the responses were
maintained through 98 weeks in an open label extension phase.
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Table 7

COMPONENTS OF ACR 20 AND PERCENTAGE OF PATIENTS WITH 1 OR MORE JOINTS
WITH DACTYLITIS AND PERCENTAGE OF PATIENTS WITH ENTHESOPATHY

AT BASELINE and WEEK 24

Placebo REMICADE 5mg/kg?

Patients Randomized (n=100) (n=100)
Baseline Week 24 Baseline Week 24

Parameter (medians)
No of Tender Joints® 24 20 20 6
No. of Swollen Joints® 12 9 12 3
Pain® 6.4 5.6 5.9 2.6
Physician’s Global 6.0 45 5.6 15
Assessment?
Patient’s Global 6.1 5.0 5.9 25
Assessment®
Disability Index (HAQ- 1.1 1.1 1.1 0.5
DI)®
CRP (mg/dL) " 1.2 0.9 1.0 0.4
% Patients with 1 or more 41 33 40 15
digits with dactylitis
% Patients with 35 36 42 22
enthesopathy

# p<0.001 for percent change from baseline in all components of ACR 20 at week 24, p<0.05 for % of
patients with dactylitis, and p=0.004 for % of patients with enthesopathy at week 24

*Scale 0-68

“Scale 0-66

%isual Analog Scale (0=best, 10=worst)

*Health Assessment Questionnaire, measurement of 8 categories: dressing and grooming, arising, eating,
walking, hygiene, reach, grip, and activities (O=best, 3=worst)

"Normal range 0-0.6 mg/dL

Improvement in Psoriasis Area and Severity Index (PASI) in psoriatic arthritis patients with
baseline body surface area (BSA) > 3% (n=87 placebo, n=83 REMICADE) was achieved at
week 14, regardless of concomitant methotrexate use, with 64% of REMICADE-treated patients
achieving at least 75% improvement from baseline vs. 2% of placebo-treated patients;
improvement was observed in some patients as early as week 2. At 6 months, the PASI 75 and
PASI 90 responses were achieved by 60% and 39%, respectively, of patients receiving
REMICADE compared to 1% and 0%, respectively, of patients receiving placebo. The PASI
response was generally maintained through week 54. See also CLINICAL STUDIES: Plaque
Psoriasis section below.

Radiographic response

Structural damage in both hands and feet was assessed radiographically by the change from
baseline in the van der Heijde-Sharp (vdH-S) score, modified by the addition of hand DIP joints.
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The total modified vdH-S score is a composite score of structural damage that measures the
number and size of joint erosions and the degree of joint space narrowing (JSN) in the hands and
feet. At Week 24, REMICADE-treated patients had less radiographic progression than placebo-
treated patients (mean change of -0.70 vs. 0.82, p<0.001). REMICADE-treated patients also had
less progression in their erosion scores (-0.56 vs. 0.51) and JSN scores (-0.14 vs. 0.31). The
patients in the REMICADE group demonstrated continued inhibition of structural damage at
week 54. Most patients showed little or no change in the vdH-S score during this 12-month
study (median change of O in both patients who initially received REMICADE or placebo).
More patients in the placebo group (12%) had readily apparent radiographic progression
compared with the REMICADE group (3%).

Physical function

Physical function status was assessed using the HAQ Disability Index (HAQ-DI) and the SF-36
Health Survey. REMICADE-treated patients demonstrated significant improvement in physical
function as assessed by HAQ-DI (median percent improvement in HAQ-DI score from baseline
to week 14 and 24 of 43% for REMICADE-treated patients vs. 0% for placebo-treated patients).

During the placebo-controlled portion of the trial (24 weeks), 54% of REMICADE-treated
patients achieved a clinically meaningful improvement in HAQ-DI (> 0.3 unit decrease)
compared to 22% of placebo-treated patients. REMICADE-treated patients also demonstrated
greater improvement in the SF-36 physical and mental component summary scores than placebo-
treated patients. The responses were maintained for up to 2 years in an open label extension
study.

Plaque Psoriasis

The safety and efficacy of REMICADE were assessed in three randomized, double-blind,
placebo-controlled studies in patients 18 years of age and older with chronic, stable plaque
psoriasis involving > 10% BSA, a minimum PASI score of 12, and who were candidates for
systemic therapy or phototherapy. Patients with guttate, pustular, or erythrodermic psoriasis
were excluded from these studies. No concomitant anti-psoriatic therapies were allowed during
the study, with the exception of low-potency topical corticosteroids on the face and groin after
week 10 of study initiation.

Study | (EXPRESS) evaluated 378 patients who received placebo or REMICADE at a dose of 5
mg/kg at weeks 0, 2, and 6 (induction therapy), followed by maintenance therapy every 8 weeks.
At week 24, the placebo group crossed over to REMICADE induction therapy (5 mg/kg),
followed by maintenance therapy every 8 weeks. Patients originally randomized to REMICADE
continued to receive REMICADE 5 mg/kg every 8 weeks through week 46. Across all treatment
groups, the median baseline PASI score was 21 and the baseline Static Physician Global
Assessment (SPGA) score ranged from moderate (52% of patients) to marked (36%) to severe
(2%). In addition, 75% of patients had a BSA >20%. Seventy-one percent of patients
previously received systemic therapy and 82% received phototherapy.
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Study Il (EXPRESS I1) evaluated 835 patients who received placebo or REMICADE at doses of
3 mg/kg or 5 mg/kg at Weeks 0, 2, and 6 (induction therapy). At week 14, within each
REMICADE dose group, patients were randomized to either scheduled (every 8 weeks) or as
needed (PRN) maintenance treatment through week 46. At week 16, the placebo group crossed
over to REMICADE induction therapy (5 mg/kg), followed by maintenance therapy every 8
weeks. Across all treatment groups, the median baseline PASI score was 18 and 63% of patients
had a BSA >20%. Fifty-five percent of patients previously received systemic therapy and 64%
received a phototherapy.

Study Il (SPIRIT) evaluated 249 patients who had previously received either psoralen plus
ultraviolet A treatment (PUVA) or other systemic therapy for their psoriasis. These patients
were randomized to receive either placebo or REMICADE at doses of 3 mg/kg or 5 mg/kg at
weeks 0, 2, and 6. At week 26, patients with a SPGA score of moderate or worse (greater than or
equal to 3 on a scale of 0 to 5) received an additional dose of the randomized treatment. Across
all treatment groups, the median baseline PASI score was 19 and the baseline SPGA score ranged
from moderate (62% of patients) to marked (22%) to severe (3%). In addition, 75% of patients
had a BSA >20%. Of the enrolled patients 114 (46%) received the week 26 additional dose.

In Studies I, 1l and Ill, the primary endpoint was the proportion of patients who achieved a
reduction in score of at least 75% from baseline at week 10 by the PASI (PASI 75). In Study |
and Study Ill, another evaluated outcome included the proportion of patients who achieved a
score of "cleared" or "minimal” by the SPGA. The sPGA is a 6 category scale ranging from
"5 =severe" to "0 = cleared" indicating the physician's overall assessment of the psoriasis
severity focusing on induration, erythema, and scaling. Treatment success, defined as "cleared"
or "minimal”, consisted of none or minimal elevation in plaque, up to faint red coloration in
erythema, and none or minimal fine scale over < 5% of the plaque.

Study Il also evaluated the proportion of patients who achieved a score of “clear” or “excellent”
by the relative Physician’s Global Assessment (rPGA). The rPGA is a 6 category scale ranging
from “6 = worse” to “1 = clear” that was assessed relative to baseline. Overall lesions were
graded with consideration to the percent of body involvement as well as overall induration,
scaling, and erythema. Treatment success, defined as "clear” or "excellent”, consisted of some
residual pinkness or pigmentation to marked improvement (nearly normal skin texture; some
erythema may be present). The results of these studies are presented in Table 8.

20 of 57



STN: BL 103772/5234 — HSTCL PAS

TABLE 8

April 14, 2009

Psoriasis Studies I, 11, and 111, Week 10 Percentage of Patients Who Achieved PASI 75 and
Percentage Who Achieved Treatment “Success” with Physician’s Global Assessment

Placebo REMICADE
3 mg/kg 5 mg/kg

Psoriasis Study | - patients randomized® 77 301
PASI 75 2 (3%) 242 (80%)*
SPGA 3 (4%) 242 (80%)*

Psoriasis Study Il - patients randomized? 208 313 314
PASI 75 4 (2%) 220 (70%)* 237 (75%)*
rPGA 2 (1%) 217 (69%)* 234 (75%)*

Psoriasis Study 11 - patients randomized” 51 99 99
PASI 75 3 (6%) 71 (72%)* 87 (88%)*
SPGA 5 (10%) 71 (72%)* 89 (90%)*

* p<0.001 compared with placebo
a Patients with missing data at week 10 were considered as nonresponders.
b Patients with missing data at week 10 were imputed by last observation.

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 II, 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 I, among patients
with more extensive psoriasis who had failed or were intolerant to 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 Il. 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 (PRN) 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 PRN 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
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the 3mg/kg every 8 week dose group compared to the 5mg/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: Immunogenicity). 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 PRN 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
5mg/kg every 8 weeks maintenance dose group were similar to the results from Study II.

Figure 4
Proportion of patients achieving > 75% improvement in PASI from baseline through Week
50; patients randomized at Week 14

100
@ 80 ~
(&}
2
S 60-
n
©
‘g 40
o
]
o 201
0 I I I LI I I I I I I I I -
2 6 10 141618 22 26 30 34 38 42 46 50
Weeks
—— 3 mg/kg infliximab —A— 5 mg/kg infliximab
g8 weeks (n = 148) g8 weeks (n = 150)
—{1 3 mg/kg infliximab —/— 5 mg/kg infliximab
PRN (n = 148) PRN (n = 149)

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

Ulcerative Colitis

The safety and efficacy of REMICADE were assessed in two randomized, double-blind,
placebo-controlled clinical studies in 728 patients with moderately to severely active ulcerative
colitis (UC) (Mayo score'® 6 to 12 [of possible range 0-12], Endoscopy subscore > 2) with an
inadequate response to conventional oral therapies (Studies UC | and UC II). Concomitant
treatment with stable doses of aminosalicylates, corticosteroids and/or immunomodulatory
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agents was permitted. Corticosteroid taper was permitted after week 8. Patients were
randomized at week O to receive either placebo, 5 mg/kg REMICADE or 10 mg/kg REMICADE
at weeks 0, 2, 6, and every 8 weeks thereafter through week 46 in Study UC I, and at weeks 0, 2,
6, and every 8 weeks thereafter through week 22 in Study UC II. In Study UC II, patients were
allowed to continue blinded therapy to week 46 at the investigator’s discretion.

Patients in Study UC | had failed to respond or were intolerant to oral corticosteroids, 6—
mercaptopurine (6-MP), or azathioprine (AZA). Patients in Study UC Il had failed to respond or

were intolerant to the above treatments and/or aminosalicylates. Similar proportions of patients

in Studies UC | and UC Il were receiving corticosteroids (61% and 51%, respectively), 6—
MP/azathioprine (49% and 43%) and aminosalicylates (70% and 75%) at baseline. More

patients in Study UC Il than UC | were taking solely aminosalicylates for UC (26% vs. 11%,

respectively). Clinical response was defined as a decrease from baseline in the Mayo score by >

30% and > 3 points, accompanied by a decrease in the rectal bleeding subscore of > 1 or a rectal

bleeding subscore of 0 or 1.

Clinical Response, Clinical Remission, and Mucosal Healing

In both Study UC I and Study UC I, greater percentages of patients in both REMICADE groups
achieved clinical response, clinical remission and mucosal healing than in the placebo group.
Each of these effects was maintained through the end of each trial (week 54 in Study UC I, and
week 30 in Study UC II). In addition, a greater proportion of patients in REMICADE groups
demonstrated sustained response and sustained remission than in the placebo groups (Table 9).

Of patients on corticosteroids at baseline, greater proportions of patients in the REMICADE
treatment groups were in clinical remission and able to discontinue corticosteroids at week 30
compared with the patients in the placebo treatment groups (22% in REMICADE treatment
groups vs. 10% in placebo group in Study UC I; 23% in REMICADE treatment groups vs. 3% in
placebo group in Study UC II). In Study UC I, this effect was maintained through week 54 (21%
in REMICADE treatment groups vs. 9% in placebo group). The REMICADE-associated
response was generally similar in the 5 mg/kg and 10 mg/kg dose groups.
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Table 9
Response, Remission and Mucosal Healing in Ulcerative Colitis Studies
Study UC | Study UC 11
Placebo 5 ma/kg 10 ma/kg Placebo 5 ma/kg 10 mg/kg
REMICADE REMICADE REMICADE REMICADE
Patients
randomized 121 121 122 123 121 120
Clinical Response®*
Week 8 37% 69%* 62%* 29% 65%* 69%*
Week 30 30% 52%%* 51%** 26% 47%* 60%*
Week 54 20% 45%* 44%* NA NA NA
Sustained Response’
(Clinical
response at
both Week
8 and 30) 23% 49%* 46%* 15% 41%* 53%*
(Clinical
response at 4 4oy 39%* 37%* NA NA NA
Weeks 8,
30, and 54)
Clinical Remission®*
Week 8 15% 39%* 32%** 6% 34%* 28%*
Week 30 16% 34%** 37%* 11% 26%** 36%*
Week 54 17% 35%** 34%** NA NA NA
Sustained Remission*
(Clinical
remission
%gg&hS 8% 23%** 26%* 2% 15%* 23%*
and 30)
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(Clinical

remission 0 . .

at Weeks 8, 7% 20% 20% NA NA NA
30 and 54)

Mucosal Healing®*

Week 8 34% 62%* 59%* 31% 60%* 62%*
Week 30 25% 50%* 49%* 30% 46%** 57%*
Week 54 18% 45%* 47%* NA NA NA

*P<0.001, ** P <0.01

! Defined as a decrease from baseline in the Mayo score by > 30% and > 3 points, accompanied by a decrease in the
rectal bleeding subscore of > 1 or a rectal bleeding subscore of 0 or 1. (The Mayo score consists of the sum of four
subscores: stool frequency, rectal bleeding, physician’s global assessment and endoscopy findings.)

2 Defined as a Mayo score < 2 points, no individual subscore >1.

® Defined as a 0 or 1 on the endoscopy subscore of the Mayo score.

* Patients who had a prohibited change in medication, had an ostomy or colectomy, or discontinued study infusions
due to lack of efficacy are considered to not be in clinical response, clinical remission or mucosal healing from the
time of the event onward.

The improvement with REMICADE was consistent across all Mayo subscores through week 54
(Study UC I shown in Table 10; Study UC Il through week 30 was similar).

Table 10
Proportion of patients in Study UC | with Mayo subscores indicating
inactive or mild disease through week 54

Study UC I
REMICADE
Placebo 5 mg/kg 10 mg/kg
(n=121) (n=121) (n=122)
Stool frequency

Baseline 17% 17% 10%

Week 8 35% 60% 58%

Week 30 35% 51% 53%

Week 54 31% 52% 51%
Rectal bleeding

Baseline 54% 40% 48%

Week 8 74% 86% 80%

Week 30 65% 74% 71%

Week 54 62% 69% 67%
Physician’s global assessment

Baseline 4% 6% 3%
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Week 8 44% 74% 64%
Week 30 36% 57% 55%
Week 54 26% 53% 53%
Endoscopy findings
Baseline 0% 0% 0%
Week 8 34% 62% 59%
Week 30 26% 51% 52%
Week 54 21% 50% 51%

INDICATIONS AND USAGE

Rheumatoid Arthritis

REMICADE, in combination with methotrexate, is indicated for reducing signs and symptoms,
inhibiting the progression of structural damage, and improving physical function in patients with
moderately to severely active rheumatoid arthritis.

Crohn’s Disease

REMICADE is indicated for reducing signs and symptoms and inducing and maintaining clinical
remission in adult and pediatric patients with moderately to severely active Crohn’s disease who
have had an inadequate response to conventional therapy (see Boxed WARNINGS,
WARNINGS, and PRECAUTIONS-Pediatric Use).

REMICADE is indicated for reducing the number of draining enterocutaneous and rectovaginal
fistulas and maintaining fistula closure in adult patients with fistulizing Crohn’s disease.

Ankylosing Spondylitis

REMICADE is indicated for reducing signs and symptoms in patients with active ankylosing
spondylitis.

Psoriatic Arthritis
REMICADE is indicated for reducing signs and symptoms of active arthritis, inhibiting the

progression of structural damage, and improving physical function in patients with psoriatic
arthritis.
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Plaque Psoriasis

REMICADE is indicated for the treatment of adult patients with chronic severe (i.e., extensive
and /or disabling) plague psoriasis who are candidates for systemic therapy and when other
systemic therapies are medically less appropriate. REMICADE should only be administered to
patients who will be closely monitored and have regular follow-up visits with a physician (see
Boxed WARNINGS, WARNINGS, and PRECAUTIONS).

Ulcerative Colitis

REMICADE is indicated for reducing signs and symptoms, inducing and maintaining clinical
remission and mucosal healing, and eliminating corticosteroid use in patients with moderately to
severely active ulcerative colitis who have had an inadequate response to conventional therapy.

CONTRAINDICATIONS

REMICADE at doses >5 mg/kg should not be administered to patients with moderate to severe
heart failure. In a randomized study evaluating REMICADE in patients with moderate to severe
heart failure (New York Heart Association [NYHA] Functional Class 111/1V), REMICADE
treatment at 10 mg/kg was associated with an increased incidence of death and hospitalization
due to worsening heart failure (see WARNINGS and ADVERSE REACTIONS, Patients with
Heart Failure).

REMICADE should not be re-administered to patients who have experienced a severe
hypersensitivity reaction to REMICADE. Additionally, REMICADE should not be administered
to patients with known hypersensitivity to inactive components of the product or to any murine
proteins.

WARNINGS

RISK OF SERIOUS INFECTIONS
(See Boxed WARNINGS)

Serious and sometimes fatal infections due to bacterial, mycobacterial, invasive fungal,
viral, or other opportunistic pathogens have been reported in patients receiving TNF-
blocking agents. Among opportunistic infections, tuberculosis, histoplasmosis,
aspergillosis, candidiasis, coccidioidomycosis, listeriosis, and pneumocystosis were the most
commonly reported. Patients have frequently presented with disseminated rather than
localized disease, and are often taking concomitant immunosuppressants such as
methotrexate or corticosteroids with REMICADE.

Treatment with REMICADE should not be initiated in patients with an active infection,
including clinically important localized infections. The risks and benefits of treatment
should be considered prior to initiating therapy in patients:

e with chronic or recurrent infection;
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¢ who have been exposed to tuberculosis;

e who have resided or traveled in areas of endemic tuberculosis or endemic mycoses,
such as histoplasmaosis, coccidioidomycosis, or blastomycosis; or

e with underlying conditions that may predispose them to infection.

Cases of reactivation of tuberculosis or new tuberculosis infections have been observed in
patients receiving REMICADE, including patients who have previously received treatment
for latent or active tuberculosis. Patients should be evaluated for tuberculosis risk factors
and tested for latent infection prior to initiating REMICADE and periodically during
therapy.

Treatment of latent tuberculosis infection prior to therapy with TNF blocking agents has
been shown to reduce the risk of tuberculosis reactivation during therapy. Induration of 5
mm or greater with tuberculin skin testing should be considered a positive test result when
assessing if treatment for latent tuberculosis is needed prior to initiating REMICADE, even
for patients previously vaccinated with Bacille Calmette-Guerin (BCG).

Anti-tuberculosis therapy should also be considered prior to initiation of REMICADE in
patients with a past history of latent or active tuberculosis in whom an adequate course of
treatment cannot be confirmed, and for patients with a negative test for latent tuberculosis
but having risk factors for tuberculosis infection.’* Consultation with a physician with
expertise in the treatment of tuberculosis is recommended to aid in the decision whether
initiating anti-tuberculosis therapy is appropriate for an individual patient.

Tuberculosis should be strongly considered in patients who develop a new infection during
REMICADE treatment, especially in patients who have previously or recently traveled to
countries with a high prevalence of tuberculosis, or who have had close contact with a
person with active tuberculosis.

Patients should be closely monitored for the development of signs and symptoms of
infection during and after treatment with REMICADE, including the development of
tuberculosis in patients who tested negative for latent tuberculosis infection prior to
initiating therapy. Tests for latent tuberculosis infection may also be falsely negative while
on therapy with REMICADE.

REMICADE should be discontinued if a patient develops a serious infection or sepsis. A
patient who develops a new infection during treatment with REMICADE should be closely
monitored, undergo a prompt and complete diagnostic workup appropriate for an
immunocompromised patient, and appropriate antimicrobial therapy should be initiated.

For patients who reside or travel in regions where mycoses are endemic, invasive fungal
infection should be suspected if they develop a serious systemic illness. Appropriate
empiric antifungal therapy should be considered while a diagnostic workup is being
performed. Antigen and antibody testing for histoplasmosis may be negative in some
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patients with active infection. When feasible, the decision to administer empiric antifungal
therapy in these patients should be made in consultation with a physician with expertise in
the diagnosis and treatment of invasive fungal infections and should take into account both
the risk for severe fungal infection and the risks of antifungal therapy.

Serious infections were seen in clinical studies with concurrent use of anakinra and another
TNFa-blocking agent, etanercept, with no added clinical benefit compared to etanercept
alone. Because of the nature of the adverse events seen with combination of etanercept and
anakinra therapy, similar toxicities may also result from the combination of anakinra and
other TNFa-blocking agents. Therefore, the combination of REMICADE and anakinra is
not recommended.

HEPATOSPLENIC T-CELL LYMPHOMAS
(See Boxed WARNINGS)

Postmarketing cases of hepatosplenic T-cell lymphoma (HSTCL), a rare type of T-cell
lymphoma, have been reported in patients treated with TNF blockers including
REMICADE. These cases have had a very aggressive disease course and have been fatal.
All reported REMICADE cases have occurred in patients with Crohn’s disease or
ulcerative colitis and the majority were in adolescent and young adult males. All of these
patients had received treatment with the immunosuppressants azathioprine or 6-
mercaptopurine concomitantly with REMICADE at or prior to diagnosis. It is uncertain
whether the occurrence of HSTCL is related to REMICADE or REMICADE in
combination with these other immunosuppressants.

Hepatitis B Virus Reactivation

Use of TNF blockers, including REMICADE has been associated with reactivation of hepatitis B
virus (HBV) in patients who are chronic carriers of this virus. In some instances, HBV
reactivation occurring in conjunction with TNF blocker therapy has been fatal. The majority of
these reports have occurred in patients concomitantly receiving other medications that suppress
the immune system, which may also contribute to HBV reactivation. Patients at risk for HBV
infection should be evaluated for prior evidence of HBV infection before initiating TNF blocker
therapy. Prescribers should exercise caution in prescribing TNF blockers, including REMICADE,
for patients identified as carriers of HBV. Adequate data are not available on the safety or
efficacy of treating patients who are carriers of HBV with anti-viral therapy in conjunction with
TNF blocker therapy to prevent HBV reactivation. Patients who are carriers of HBV and require
treatment with TNF blockers should be closely monitored for clinical and laboratory signs of
active HBV infection throughout therapy and for several months following termination of
therapy. In patients who develop HBV reactivation, TNF blockers should be stopped and
antiviral therapy with appropriate supportive treatment should be initiated. The safety of
resuming TNF blocker therapy after HBV reactivation is controlled is not known. Therefore,
prescribers should exercise caution when considering resumption of TNF blocker therapy in this
situation and monitor patients closely.
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Hepatotoxicity

Severe hepatic reactions, including acute liver failure, jaundice, hepatitis and cholestasis have
been reported rarely in postmarketing data in patients receiving REMICADE. Autoimmune
hepatitis has been diagnosed in some of these cases. Severe hepatic reactions occurred between
two weeks to more than a year after initiation of REMICADE; elevations in hepatic
aminotransferase levels were not noted prior to discovery of the liver injury in many of these
cases. Some of these cases were fatal or necessitated liver transplantation. Patients with
symptoms or signs of liver dysfunction should be evaluated for evidence of liver injury. If
jaundice and/or marked liver enzyme elevations (e.g., =5 times the upper limit of normal)
develops, REMICADE should be discontinued, and a thorough investigation of the abnormality
should be undertaken. In clinical trials, mild or moderate elevations of ALT and AST have been
observed in patients receiving REMICADE without progression to severe hepatic injury (see
ADVERSE REACTIONS, Hepatotoxicity).

Patients with Heart Failure

REMICADE has been associated with adverse outcomes in patients with heart failure, and
should be used in patients with heart failure only after consideration of other treatment options.
The results of a randomized study evaluating the use of REMICADE in patients with heart
failure (NYHA Functional Class I11/1V) suggested higher mortality in patients who received 10
mg/kg REMICADE, and higher rates of cardiovascular adverse events at doses of 5 mg/kg and
10 mg/kg. There have been post-marketing reports of worsening heart failure, with and without
identifiable precipitating factors, in patients taking REMICADE. There have also been rare post-
marketing reports of new onset heart failure, including heart failure in patients without known
pre-existing 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 failure, they should be closely
monitored during therapy, and REMICADE should be discontinued if new or worsening
symptoms of heart failure appear. (see CONTRAINDICATIONS and ADVERSE REACTIONS,
Patients with Heart Failure).

Hematologic Events

Cases of leukopenia, neutropenia, thrombocytopenia, and pancytopenia, some with a fatal
outcome, have been reported in patients receiving REMICADE. The causal relationship to
REMICADE therapy remains unclear. Although no high-risk group(s) has been identified,
caution should be exercised in patients being treated with REMICADE who have ongoing or a
history of significant hematologic abnormalities. All patients should be advised to seek
immediate medical attention if they develop signs and symptoms suggestive of blood dyscrasias
or infection (e.g., persistent fever) while on REMICADE. Discontinuation of REMICADE
therapy should be considered in patients who develop significant hematologic abnormalities.
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Hypersensitivity

REMICADE has been associated with hypersensitivity reactions that vary in their time of onset
and required hospitalization in some cases. Most hypersensitivity reactions, which include
urticaria, dyspnea, and/or hypotension, have occurred during or within 2 hours of REMICADE
infusion.

However, in some cases, serum sickness-like reactions have been observed in patients after
initial REMICADE therapy (i.e., as early as after the second dose), and when REMICADE
therapy was reinstituted following an extended period without REMICADE treatment.
Symptoms associated with these reactions include fever, rash, headache, sore throat, myalgias,
polyarthralgias, hand and facial edema and/or dysphagia. These reactions were associated with
marked increase in antibodies to infliximab, loss of detectable serum concentrations of
infliximab, and possible loss of drug efficacy.

REMICADE should be discontinued for severe hypersensitivity reactions (see also
CONTRAINDICATIONS). Medications for the treatment of hypersensitivity reactions (e.g.,
acetaminophen, antihistamines, corticosteroids and/or epinephrine) should be available for
immediate use in the event of a reaction (see ADVERSE REACTIONS: Infusion-related
Reactions).

Neurologic Events

REMICADE and other agents that inhibit TNF have been associated in rare cases with optic
neuritis, seizure and new onset or exacerbation of clinical symptoms and/or radiographic
evidence of central nervous system demyelinating disorders, including multiple sclerosis, and
CNS manifestation of systemic vasculitis, and peripheral demyelinating disorders, including
Guillain-Barré syndrome. Prescribers should exercise caution in considering the use of
REMICADE in patients with pre-existing or recent onset of demyelinating or seizure disorders.
Discontinuation of REMICADE should be considered in patients who develop significant central
nervous system adverse reactions.

Malignancies

In the controlled portions of clinical trials of some TNF-blocking agents including REMICADE,
more malignancies (excluding lymphoma and nonmelanoma skin cancer [NMSC]) have been
observed in patients receiving those TNF-blockers compared with control patients. During the
controlled portions of REMICADE trials in patients with moderately to severely active
rheumatoid arthritis, Crohn's disease, psoriatic arthritis, ankylosing spondylitis, ulcerative colitis,
and plaque psoriasis, 14 patients were diagnosed with malignancies (excluding lymphoma and
NMSC) among 4019 REMICADE-treated patients vs. 1 among 1597 control patients (at a rate of
0.52/100 patient-years among REMICADE-treated patients vs. a rate of 0.11/100 patient-years
among control patients), with median duration of follow-up 0.5 years for REMICADE-treated
patients and 0.4 years for control patients. Of these, the most common malignancies were breast,
colorectal, and melanoma. The rate of malignancies among REMICADE-treated patients was
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similar to that expected in the general population whereas the rate in control patients was lower
than expected.

In the controlled portions of clinical trials of all the TNF-blocking agents, more cases of
lymphoma have been observed among patients receiving a TNF blocker compared with control
patients. In the controlled and open-label portions of REMICADE clinical trials, 5 patients
developed lymphomas among 5707 patients treated with REMICADE (median duration of
follow-up 1.0 years) vs. 0 lymphomas in 1600 control patients (median duration of follow-up 0.4
years). In rheumatoid arthritis patients, 2 lymphomas were observed for a rate of 0.08 cases per
100 patient-years of follow-up, which is approximately 3-fold higher than expected in the
general population. In the combined clinical trial population for rheumatoid arthritis, Crohn’s
disease, psoriatic arthritis, ankylosing spondylitis, ulcerative colitis, and plaque psoriasis, 5
lymphomas were observed for a rate of 0.10 cases per 100 patient-years of follow-up, which is
approximately 4-fold higher than expected in the general population. Patients with Crohn's
disease, rheumatoid arthritis or plaque psoriasis, particularly patients with highly active disease
and/or chronic exposure to immunosuppressant therapies, may be at a higher risk (up to several
fold) than the general population for the development of lymphoma, even in the absence of TNF-
blocking therapy.

In a clinical trial exploring the use of REMICADE in patients with moderate to severe chronic
obstructive pulmonary disease (COPD), more malignancies, the majority of lung or head and
neck origin, were reported in REMICADE-treated patients compared with control patients. All
patients had a history of heavy smoking (see ADVERSE REACTIONS, Malignancies).
Prescribers should exercise caution when considering the use of REMICADE in patients with
moderate to severe COPD.

Psoriasis patients should be monitored for nonmelanoma skin cancers (NMSCs), particularly
those patients who have had prior prolonged phototherapy treatment. In the maintenance portion
of clinical trials for REMICADE, NMSCs were more common in patients with previous
phototherapy (see ADVERSE REACTIONS: Adverse Reactions in Psoriasis Studies).

The potential role of TNF-blocking therapy in the development of malignancies is not known
(see ADVERSE REACTIONS, Malignancies). Rates in clinical trials for REMICADE cannot be
compared to rates in clinical trials of other TNF-blockers and may not predict rates observed in a
broader patient population. Caution should be exercised in considering REMICADE treatment
in patients with a history of malignancy or in continuing treatment in patients who develop
malignancy while receiving REMICADE.

PRECAUTIONS
Autoimmunity

Treatment with REMICADE may result in the formation of autoantibodies and, rarely, in the
development of a lupus-like syndrome. If a patient develops symptoms suggestive of a lupus—
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like syndrome following treatment with REMICADE, treatment should be discontinued (see
ADVERSE REACTIONS, Autoantibodies/Lupus-like Syndrome).

Vaccinations

No data are available on the response to vaccination with live vaccines or on the secondary
transmission of infection by live vaccines in patients receiving anti-TNF therapy. It is
recommended that live vaccines not be given concurrently.

It is recommended that all pediatric Crohn’s disease patients be brought up to date with all
vaccinations prior to initiating REMICADE therapy. The interval between vaccination and
initiation of REMICADE therapy should be in accordance with current vaccination guidelines.

Information for Patients

Patients developing signs and symptoms of infection should seek medical evaluation
immediately.

Patients or their caregivers should be provided the REMICADE Medication Guide and provided
an opportunity to read it and ask questions prior to each treatment infusion session. Because
caution should be exercised in administering REMICADE to patients with clinically important
active infections, it is important that the patient's overall health be assessed at each treatment
visit and any questions resulting from the patient's or caregiver’s reading of the Medication
Guide be discussed.

Drug Interactions

Concurrent administration of etanercept (another TNFa-blocking agent) and anakinra (an
interleukin-1 receptor antagonist) has been associated with an increased risk of serious
infections, and increased risk of neutropenia and no additional benefit compared to these
medicinal products alone. Other TNFa-blocking agents (including REMICADE) used in
combination with anakinra may also result in similar toxicities (see WARNINGS, RISK OF
INFECTIONS).

Specific drug interaction studies, including interactions with MTX, have not been conducted.
The majority of patients in rheumatoid arthritis or Crohn’s disease clinical studies received one
or more concomitant medications. In rheumatoid arthritis, concomitant medications besides
MTX were nonsteroidal anti-inflammatory agents, folic acid, corticosteroids and/or narcotics.
Concomitant Crohn’s disease medications were antibiotics, antivirals, corticosteroids,
6-MP/AZA and aminosalicylates. In psoriatic arthritis clinical trials, concomitant medications
included MTX in approximately half of the patients as well as nonsteroidal anti-inflammatory
agents, folic acid and corticosteroids.
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Patients with Crohn’s disease who received immunosuppressants tended to experience fewer
infusion reactions compared to patients on no immunosuppressants (see ADVERSE
REACTIONS, Immunogenicity and Infusion-related Reactions). Serum infliximab
concentrations appeared to be unaffected by baseline use of medications for the treatment of
Crohn’s disease including corticosteroids, antibiotics (metronidazole or ciprofloxacin) and
aminosalicylates.

Carcinogenesis, Mutagenesis and Impairment of Fertility

A repeat dose toxicity study was conducted with mice given cV1q anti-mouse TNFa to evaluate
tumorigenicity. CV1q is an analogous antibody that inhibits the function of TNFa in mice.
Animals were assigned to 1 of 3 dose groups: control, 10 mg/kg or 40 mg/kg cV1q given weekly
for 6 months. The weekly doses of 10 mg/kg and 40 mg/kg are 2 and 8 times, respectively, the
human dose of 5mg/kg for Crohn’s disease. Results indicated that cV1g did not cause
tumorigenicity in mice. No clastogenic or mutagenic effects of infliximab were observed in the
in vivo mouse micronucleus test or the Salmonella-Escherichia coli (Ames) assay, respectively.
Chromosomal aberrations were not observed in an assay performed using human lymphocytes.
The significance of these findings for human risk is unknown. It is not known whether infliximab
can impair fertility in humans. No impairment of fertility was observed in a fertility and general
reproduction toxicity study with the analogous mouse antibody used in the 6-month chronic
toxicity study.

Pregnancy Category B

Since infliximab does not cross-react with TNFa in species other than humans and chimpanzees,
animal reproduction studies have not been conducted with REMICADE. No evidence of
maternal toxicity, embryotoxicity or teratogenicity was observed in a developmental toxicity
study conducted in mice using an analogous antibody that selectively inhibits the functional
activity of mouse TNFa.. Doses of 10 to 15 mg/kg in pharmacodynamic animal models with the
anti-TNF analogous antibody produced maximal pharmacologic effectiveness. Doses up to
40 mg/kg were shown to produce no adverse effects in animal reproduction studies. It is not
known whether REMICADE can cause fetal harm when administered to a pregnant woman or
can affect reproduction capacity. REMICADE should be given to a pregnant woman only if
clearly needed.

Nursing Mothers

It is not known whether REMICADE is excreted in human milk or absorbed systemically after
ingestion. Because many drugs and immunoglobulins are excreted in human milk, and because
of the potential for adverse reactions in nursing infants from REMICADE, women should not
breast-feed their infants while taking REMICADE. A decision should be made whether to
discontinue nursing or to discontinue the drug, taking into account the importance of the drug to
the mother.
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Pediatric Use

REMICADE is indicated for reducing signs and symptoms and inducing and maintaining clinical
remission in pediatric patients with moderately to severely active Crohn’s disease who have had
an inadequate response to conventional therapy (see Boxed WARNINGS, WARNINGS,
INDICATIONS AND USAGE, PRECAUTIONS-Vaccinations, DOSAGE AND
ADMINISTRATION, CLINICAL STUDIES-Active Crohn’s Disease in Pediatric Patients and
ADVERSE REACTIONS — Adverse Reactions in Pediatric Crohn’s Disease).

REMICADE has been studied only in combination with conventional immunosuppressive
therapy in children with Crohn’s disease. REMICADE has not been studied in children with
Crohn’s disease < 6 years of age. The longer term (greater than one year) safety and
effectiveness of REMICADE in pediatric Crohn’s disease patients have not been established in
clinical trials.

Safety and effectiveness of REMICADE in pediatric patients with ulcerative colitis and plaque
psoriasis have not been established.

The safety and efficacy of REMICADE in patients with juvenile rheumatoid arthritis (JRA) were
evaluated in a multicenter, randomized, placebo-controlled, double-blind study for 14 weeks,
followed by a double-blind, all-active treatment extension, for a maximum of 44 weeks. Patients
with active JRA between the ages of 4 and 17 years who had been treated with MTX for at least
3 months were enrolled. Concurrent use of folic acid, oral corticosteroids (<0.2 mg/kg/day of
prednisone or equivalent), NSAIDs, and/or DMARDS was permitted.

Doses of 3 mg/kg REMICADE or placebo were administered intravenously at weeks 0, 2 and 6.
Patients randomized to placebo crossed-over to receive 6 mg/kg REMICADE at weeks 14, 16,
and 20, and then every 8 weeks through week 44. Patients who completed the study continued to
receive open-label treatment with REMICADE for up to 2 years in a companion extension study.

The study failed to establish the efficacy of REMICADE in the treatment of JRA. Key
observations in the study included a high placebo response rate and a higher rate of
immunogenicity than what has been observed in adults. Additionally, a higher rate of clearance
of infliximab was observed than had been observed in adults (see CLINICAL
PHARMACOLOGY, Pharmacokinetics).

A total of 60 patients with JRA were treated with doses of 3 mg/kg and 57 patients were treated
with doses of 6 mg/kg. The proportion of patients with infusion reactions who received 3 mg/kg
REMICADE was 35% (21/60) over 52 weeks compared with 18% (10/57) in patients who
received 6 mg/kg over 38 weeks. The most common infusion reactions reported were vomiting,
fever, headache, and hypotension. In the 3 mg/kg REMICADE group, 4 patients had a serious
infusion reaction and 3 patients reported a possible anaphylactic reaction (2 of which were among
the serious infusion reactions). In the 6 mg/kg REMICADE group, 2 patients had a serious
infusion reaction, one of whom had a possible anaphylactic reaction. Two of the 6 patients who
experienced serious infusion reactions received REMICADE by rapid infusion (duration of less
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than 2 hours). Antibodies to infliximab developed in 38% (20/53) of patients who received 3
mg/kg REMICADE compared with 12% (6/49) of patients who received 6 mg/kg.

A total of 68% (41/60) of patients who received 3 mg/kg REMICADE in combination with MTX
experienced an infection over 52 weeks compared with 65% (37/57) of patients who received 6
mg/kg REMICADE in combination with MTX over 38 weeks. The most commonly reported
infections were upper respiratory tract infection and pharyngitis and the most commonly reported
serious infection was pneumonia. Other notable infections included primary varicella infection in
1 patient and herpes zoster in 1 patient.

Geriatric Use

In rheumatoid arthritis and plaque psoriasis clinical trials, no overall differences were observed
in effectiveness or safety in 181 patients with rheumatoid arthritis and 75 patients with plaque
psoriasis, aged 65 or older who received REMICADE, compared to younger patients although
the incidence of serious adverse events in patients aged 65 or older was higher in both
REMICADE and control groups compared to younger patients. In Crohn’s disease, ulcerative
colitis, ankylosing spondylitis and psoriatic arthritis studies, there were insufficient numbers of
patients aged 65 and over to determine whether they respond differently from patients aged 18 to
65. Because there is a higher incidence of infections in the elderly population in general, caution
should be used in treating the elderly (see ADVERSE REACTIONS, Infections).

ADVERSE REACTIONS

The data described herein reflect exposure to REMICADE in 4779 adult patients (1304 patients
with rheumatoid arthritis, 1106 patients with Crohn’s disease, 202 with ankylosing spondylitis,
293 with psoriatic arthritis, 484 with ulcerative colitis, 1373 with plaque psoriasis, and 17
patients with other conditions), including 2625 patients exposed beyond 30 weeks and 374
exposed beyond one year. (For information on adverse reactions in pediatric patients see
ADVERSE REACTIONS - Adverse Reactions in Pediatric Crohn’s Disease.) One of the most
common reasons for discontinuation of treatment was infusion-related reactions (e.g. dyspnea,
flushing, headache and rash). Adverse events have been reported in a higher proportion of
rheumatoid arthritis patients receiving the 10 mg/kg dose than the 3 mg/kg dose, however, no
differences were observed in the frequency of adverse events between the 5 mg/kg dose and 10
mg/kg dose in patients with Crohn’s disease.

Infusion-related Reactions
Infusion reactions

An infusion reaction was defined in clinical trials as any adverse event occurring during an
infusion or within 1 to 2 hours after an infusion. Approximately 20% of REMICADE-treated
patients in all clinical studies experienced an infusion reaction compared to approximately 10%
of placebo-treated patients. Among all REMICADE infusions, 3% were accompanied by
nonspecific symptoms such as fever or chills, 1% were accompanied by cardiopulmonary
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reactions (primarily chest pain, hypotension, hypertension or dyspnea), and <1% were
accompanied by pruritus, urticaria, or the combined symptoms of pruritus/urticaria and
cardiopulmonary reactions. Serious infusion reactions occurred in <1% of patients and included
anaphylaxis, convulsions, erythematous rash and hypotension. Approximately 3% of patients
discontinued REMICADE because of infusion reactions, and all patients recovered with
treatment and/or discontinuation of the infusion. REMICADE infusions beyond the initial
infusion were not associated with a higher incidence of reactions. The infusion reaction rates
remained stable in psoriasis through 1 year in psoriasis Study I. In psoriasis Study II, the rates
were variable over time and somewhat higher following the final infusion than after the initial
infusion. Across the 3 psoriasis studies, the percent of total infusions resulting in infusion
reactions (i.e. an adverse event occurring within 1 to 2 hours) was 7% in the 3 mg/kg group, 4%
in the 5 mg/kg group, and 1% in the placebo group.

Patients who became positive for antibodies to infliximab were more likely (approximately 2- to
3-fold) to have an infusion reaction than were those who were negative. Use of concomitant
immunosuppressant agents appeared to reduce the frequency of both antibodies to infliximab and
infusion reactions (see ADVERSE REACTIONS, Immunogenicity and PRECAUTIONS, Drug
Interactions).

In  post-marketing  experience, cases of anaphylactic-like reactions, including
laryngeal/pharyngeal edema and severe bronchospasm, and seizure have been associated with
REMICADE administration.

Delayed Reactions/Reactions following readministration

Plaque Psoriasis

In psoriasis studies, approximately 1% of REMICADE-treated patients experienced a possible
delayed hypersensitivity reaction, generally reported as serum sickness or a combination of
arthralgia and/or myalgia with fever and/or rash. These reactions generally occurred within two
weeks after repeat infusion.

Crohn’s disease

In a study where 37 of 41 patients with Crohn’s disease were retreated with infliximab following
a 2 to 4 year period without infliximab treatment, 10 patients experienced adverse events
manifesting 3 to 12 days following infusion of which 6 were considered serious. Signs and
symptoms included myalgia and/or arthralgia with fever and/or rash, with some patients also
experiencing pruritus, facial, hand or lip edema, dysphagia, urticaria, sore throat, and headache.
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 patients
who received lyophilized formulation. The clinical data are not adequate to determine if
occurrence of these reactions is due to differences in formulation. Patients’ signs and symptoms
improved substantially or resolved with treatment in all cases. There are insufficient data on the
incidence of these events after drug-free intervals of 1 to 2 years. These events have been
observed only infrequently in clinical studies and post-marketing surveillance with retreatment
intervals up to 1 year.

37 of 57



STN: BL 103772/5234 — HSTCL PAS April 14, 2009

Infections

In REMICADE clinical studies, treated infections were reported in 36% of REMICADE-treated
patients (average of 51 weeks of follow-up) and in 25% of placebo-treated patients (average of
37 weeks of follow-up). The infections most frequently reported were respiratory tract infections
(including sinusitis, pharyngitis, and bronchitis) and urinary tract infections. Among
REMICADE-treated patients, serious infections included pneumonia, cellulitis, abscess, skin
ulceration, sepsis, and bacterial infection. In clinical trials, 7 opportunistic infections were
reported; 2 cases each of coccidioidomycosis (1 case was fatal) and histoplasmosis (1 case was
fatal), and 1 case each of pneumocystosis, nocardiosis and cytomegalovirus. Tuberculosis was
reported in 14 patients, 4 of whom died due to miliary tuberculosis. Other cases of tuberculosis,
including disseminated tuberculosis, also have been reported post-marketing. Most of these cases
of tuberculosis occurred within the first 2 months after initiation of therapy with REMICADE
and may reflect recrudescence of latent disease (see WARNINGS, RISK OF SERIOUS
INFECTIONS). In the 1 year placebo-controlled studies RA | and RA 11, 5.3% of patients
receiving REMICADE every 8 weeks with MTX developed serious infections as compared to
3.4% of placebo patients receiving MTX. Of 924 patients receiving REMICADE, 1.7%
developed pneumonia and 0.4% developed TB, when compared to 0.3% and 0.0% in the placebo
arm respectively. In a shorter (22-week) placebo-controlled study of 1082 RA patients
randomized to receive placebo, 3 mg/kg or 10 mg/kg REMICADE infusions at 0, 2, and 6 weeks,
followed by every 8 weeks with MTX, serious infections were more frequent in the 10 mg/kg
REMICADE group (5.3%) than the 3 mg/kg or placebo groups (1.7% in both). During the 54
weeks Crohn’s Il Study, 15% of patients with fistulizing Crohn’s disease developed a new
fistula-related abscess.

In REMICADE clinical studies in patients with ulcerative colitis, infections treated with
antimicrobials were reported in 27% of REMICADE-treated patients (average of 41 weeks of
follow-up) and in 18% of placebo-treated patients (average 32 weeks of follow-up). The types of
infections, including serious infections, reported in patients with ulcerative colitis were similar to
those reported in other clinical studies.

In post-marketing experience in the various indications, infections have been observed with
various pathogens including viral, bacterial, fungal, and protozoal organisms. Infections have
been noted in all organ systems and have been reported in patients receiving REMICADE alone
or in combination with immunosuppressive agents.

The onset of serious infections may be preceded by constitutional symptoms such as fever, chills,
weight loss, and fatigue. The majority of serious infections, however, may also be preceded by
signs or symptoms localized to the site of the infection.

Autoantibodies/Lupus-like Syndrome

Approximately half of REMICADE-treated patients in clinical trials who were antinuclear
antibody (ANA) negative at baseline developed a positive ANA during the trial compared with
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approximately one-fifth of placebo-treated patients. Anti-dsDNA antibodies were newly detected
in approximately one-fifth of REMICADE-treated patients compared with 0% of placebo-treated
patients. Reports of lupus and lupus-like syndromes, however, remain uncommon.

Malignancies

In controlled trials, more REMICADE-treated patients developed malignancies than placebo-
treated patients (see WARNINGS, Malignancies).

In a randomized controlled clinical trial exploring the use of REMICADE in patients with
moderate to severe COPD who were either current smokers or ex-smokers, 157 patients were
treated with REMICADE at doses similar to those used in rheumatoid arthritis and Crohn’s
disease. Nine of these REMICADE-treated patients developed a malignancy, including 1
lymphoma, for a rate of 7.67 cases per 100 patient-years of follow-up (median duration of
follow-up 0.8 years; 95% CI 3.51 - 14.56). There was one reported malignancy among 77 control
patients for a rate of 1.63 cases per 100 patient-years of follow-up (median duration of follow-up
0.8 years; 95% CI 0.04 - 9.10). The majority of the malignancies developed in the lung or head
and neck.

Malignancies, including non-Hodgkin’s lymphoma and Hodgkin’s disease, have also been
reported in patients receiving REMICADE during post-approval use.

Patients with Heart Failure

In a randomized study evaluating REMICADE in moderate to severe heart failure (NYHA Class
I1/1V; left ventricular ejection fraction <35%), 150 patients were randomized to receive
treatment with 3 infusions of REMICADE 10 mg/kg, 5 mg/kg, or placebo, at 0, 2, and 6 weeks.
Higher incidences of mortality and hospitalization due to worsening heart failure were observed
in patients receiving the 10 mg/kg REMICADE dose. At 1 year, 8 patients in the 10 mg/kg
REMICADE group had died compared with 4 deaths each in the 5 mg/kg REMICADE and the
placebo groups. There were trends towards increased dyspnea, hypotension, angina, and
dizziness in both the 10 mg/kg and 5 mg/kg REMICADE treatment groups, versus placebo.
REMICADE has not been studied in patients with mild heart failure (NYHA Class I/11) (see
CONTRAINDICATIONS and WARNINGS, Patients with Heart Failure).

Immunogenicity

Treatment with REMICADE can be associated with the development of antibodies to infliximab.
The incidence of antibodies to infliximab in patients given a 3-dose induction regimen followed
by maintenance dosing was approximately 10% as assessed through 1 to 2 years of REMICADE
treatment. A higher incidence of antibodies to infliximab was observed in Crohn’s disease
patients receiving REMICADE after drug free intervals >16 weeks. In a study of psoriatic
arthritis, where 191 patients received 5 mg/kg with or without MTX, antibodies to infliximab
occurred in 15% of patients. The majority of antibody-positive patients had low titers. Patients
who were antibody-positive were more likely to have higher rates of clearance, reduced efficacy
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and to experience an infusion reaction (see ADVERSE REACTIONS: Infusion-related
Reactions) than were patients who were antibody negative. Antibody development was lower
among rheumatoid arthritis and Crohn’s disease patients receiving immunosuppressant therapies
such as 6-MP/AZA or MTX.

In the psoriasis Study II, which included both the 5 mg/kg and 3 mg/kg doses, antibodies were
observed in 36% of patients treated with 5 mg/kg every 8 weeks for 1 year, and in 51% of
patients treated with 3 mg/kg every 8 weeks for 1 year. In the psoriasis Study IlI, which also
included both the 5 mg/kg and 3 mg/kg doses, antibodies were observed in 20% of patients
treated with 5 mg/kg induction (weeks 0, 2 and 6), and in 27% of patients treated with 3 mg/kg
induction. Despite the increase in antibody formation, the infusion reaction rates in Studies | and
Il in patients treated with 5 mg/kg induction followed by every 8 week maintenance for one year
and in Study Il in patients treated with 5 mg/kg induction (14.1%-23.0%) and serious infusion
reaction rates (<1%) were similar to those observed in other study populations. The clinical
significance of apparent increased immunogenicity on efficacy and infusion reactions in
psoriasis patients as compared to patients with other diseases treated with REMICADE over the
long term is not known.

The data reflect the percentage of patients whose test results were positive for antibodies to
infliximab in an ELISA assay, and are highly dependent on the sensitivity and specificity of the
assay. Additionally, the observed incidence of antibody positivity in an assay may be influenced
by several factors including sample handling, timing of sample collection, concomitant
medication, and underlying disease. For these reasons, comparison of the incidence of antibodies
to infliximab with the incidence of antibodies to other products may be misleading.

Hepatotoxicity

Severe liver injury, including acute liver failure and autoimmune hepatitis, has been reported
rarely in patients receiving REMICADE (see WARNINGS, Hepatotoxicity). Reactivation of
hepatitis B virus has occurred in patients receiving TNF-blocking agents, including
REMICADE, who are chronic carriers of this virus (see WARNINGS, Hepatitis B Virus
Reactivation).

In clinical trials in rheumatoid arthritis, Crohn’s disease, ulcerative colitis, ankylosing
spondylitis, plaque psoriasis, and psoriatic arthritis, elevations of aminotransferases were
observed (ALT more common than AST) in a greater proportion of patients receiving
REMICADE than in controls (Table 11), both when REMICADE was given as monotherapy and
when it was used in combination with other immunosuppressive agents. In general, patients who
developed ALT and AST elevations were asymptomatic, and the abnormalities decreased or
resolved with either continuation or discontinuation of REMICADE, or modification of
concomitant medications.
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Table 11
Proportion of patients with elevated ALT in Clinical Trials

Proportion of patients with elevated ALT

>1 to <3 X ULN >3 x ULN >5 x ULN
Placebo REMICADE Placebo REMICADE Placebo REMICADE

Rheumatoid 24% 34% 3% 4%

arthritis® <1% <1%
Crohn’s disease? 34% 39% 4% 5% 0% 2%
Ulcerative colitis® 12% 17% 1% 2% <1% <1%
Ankylosing

spondylitis* 15% 51% 0% 10% 0% 4%
Psoriatic arthritis® 16% 50% 0% 7% 0% 2%
Plaque psoriasis® 24% 49% <1% 8% 0% 3%

'Placebo patients received methotrexate while REMICADE patients received both REMICADE and
methotrexate. Median follow-up was 58 weeks.

*Placebo patients in the 2 Phase 111 trials in Crohn’s disease received an initial dose of 5 mg/kg REMICADE at
study start and were on placebo in the maintenance phase. Patients who were randomized to the placebo
maintenance group and then later crossed over to REMICADE are included in the REMICADE group in ALT
analysis. Median follow-up was 54 weeks.

*Median follow-up was 30 weeks. Specifically, the median duration of follow-up was 30 weeks for placebo and
31 weeks for REMICADE.

* Median follow-up was 24 weeks for placebo group and 102 weeks for REMICADE group.

>Median follow-up was 39 weeks for REMICADE group and 18 weeks for placebo group.

SALT values are obtained in 2 Phase 3 psoriasis studies with median follow-up of 50 weeks for REMICADE and
16 weeks for placebo.

Adverse Reactions in Pediatric Crohn’s Disease

There were some differences in the adverse reactions observed in the pediatric patients receiving
REMICADE compared to those observed in adults with Crohn’s disease. These differences are
discussed in the following paragraphs.

The following adverse events were reported more commonly in 103 randomized pediatric
Crohn’s disease patients administered 5 mg/kg REMICADE through 54 weeks than in 385 adult
Crohn’s disease patients receiving a similar treatment regimen: anemia (11%), blood in stool
(10%), leukopenia (9%), flushing (9%), viral infection (8%), neutropenia (7%), bone fracture
(7%), bacterial infection (6%), and respiratory tract allergic reaction (6%).

Infections were reported in 56% of randomized pediatric patients in Study Peds Crohn’s and in
50% of adult patients in Study Crohn’s I. In Study Peds Crohn’s, infections were reported more
frequently for patients who received every 8 week as opposed to every 12 week infusions (74%
and 38%, respectively), while serious infections were reported for 3 patients in the every 8 week
and 4 patients in the every 12 week maintenance treatment group. The most commonly reported
infections were upper respiratory tract infection and pharyngitis, and the most commonly
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reported serious infection was abscess. Pneumonia was reported for 3 patients, (2 in the every 8
week and 1 in the every 12 week maintenance treatment groups). Herpes zoster was reported for
2 patients in the every 8 week maintenance treatment group.

In Study Peds Crohn’s, 18% of randomized patients experienced one or more infusion reactions,
with no notable difference between treatment groups. Of the 112 patients in Study Peds Crohn’s,
there were no serious infusion reactions, and 2 patients had non-serious anaphylactoid reactions.

Antibodies to REMICADE developed in 3% of pediatric patients in Study Peds Crohn’s.

Elevations of ALT up to 3 times the upper limit of normal (ULN) were seen in 18% of pediatric
patients in Crohn’s disease clinical trials; 4% had ALT elevations > 3 x ULN, and 1% had
elevations > 5 x ULN. (Median follow-up was 53 weeks.)

Adverse Reactions in Psoriasis Studies

During the placebo-controlled portion across the three clinical trials up to week 16, the
proportion of patients who experienced at least 1 SAE (defined as resulting in death, life
threatening, requires hospitalization, or persistent or significant disability/incapacity) was 1.7%
in the 3 mg/kg REMICADE group, 3.2% in the placebo group, and 3.9% in the 5 mg/kg
REMICADE group.

Among patients in the 2 Phase 3 studies, 12.4% of patients receiving REMICADE 5 mg/kg every
8 weeks through one year of maintenance treatment experienced at least 1 SAE in Study I. In
Study 11, 4.1% and 4.7% of patients receiving REMICADE 3 mg/kg and 5 mg/kg every 8 weeks,
respectively, through one year of maintenance treatment experienced at least 1 SAE.

One death due to bacterial sepsis occurred 25 days after the second infusion of 5 mg/kg
REMICADE. Serious infections included sepsis, and abscesses. In Study I, 2.7% of patients
receiving REMICADE 5 mg/kg every 8 weeks through 1 year of maintenance treatment
experienced at least 1 serious infection. In Study Il, 1.0% and 1.3% of patients receiving
REMICADE 3 mg/kg and 5 mg/kg, respectively, through 1 year of treatment experienced at least
1 serious infection. The most common serious infection (requiring hospitalization) were
abscesses (skin, throat, and peri-rectal) reported by 5 (0.7%) patients in the 5 mg/kg
REMICADE group. Two active cases of tuberculosis were reported: 6 weeks and 34 weeks after
starting REMICADE.

In placebo-controlled portion of the psoriasis studies, 7 of 1123 patients who received
REMICADE at any dose were diagnosed with at least one NMSC compared to 0 of 334 patients
who received placebo.

In the psoriasis studies, 1% (15/1373) of patients experienced serum sickness or a combination
of arthralgia and/or myalgia with fever, and/or rash, usually early in the treatment course. Of
these patients, 6 required hospitalization due to fever, severe myalgia, arthralgia, swollen joints,
and immobility.
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Other Adverse Reactions

Safety data are available from 4779 REMICADE-treated adult patients, including 1304 with
rheumatoid arthritis, 1106 with Crohn’s disease, 484 with ulcerative colitis, 202 with ankylosing
spondylitis, 293 with psoriatic arthritis, 1373 with plaque psoriasis and 17 with other conditions.
(For information on other adverse reactions in pediatric patients, see ADVERSE REACTIONS -
Adverse Reactions in Pediatric Crohn’s Disease). Adverse events reported in >5% of all patients
with rheumatoid arthritis receiving 4 or more infusions are in Table 12. The types and
frequencies of adverse reactions observed were similar in REMICADE-treated rheumatoid
arthritis, ankylosing spondylitis, psoriatic arthritis, plaque psoriasis and Crohn's disease patients
except for abdominal pain, which occurred in 26% of REMICADE-treated patients with Crohn’s
disease. In the Crohn's disease studies, there were insufficient numbers and duration of follow-
up for patients who never received REMICADE to provide meaningful comparisons.
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Table 12
ADVERSE EVENTS OCCURRING IN 5% OR MORE OF PATIENTS
RECEIVING 4 OR MORE INFUSIONS FOR RHEUMATOID ARTHRITIS

Placebo REMICADE

(n=350) (n=1129)

Average weeks of follow-up 59 66
Gastrointestinal

Nausea 20% 21%

Abdominal Pain 8% 12%

Diarrhea 12% 12%

Dyspepsia 7% 10%
Respiratory

Upper respiratory tract infection 25% 32%

Sinusitis 8% 14%

Pharyngitis 8% 12%

Coughing 8% 12%

Bronchitis 9% 10%

Rhinitis 5% 8%
Skin and appendages disorders

Rash 5% 10%

Pruritus 2% 7%
Body as a whole-general disorders

Fatigue 7% 9%

Pain 7% 8%
Resistance mechanism disorders

Fever 4% 7%

Moniliasis 3% 5%
Central and peripheral nervous
system disorders

Headache 14% 18%
Musculoskeletal system disorders

Back pain 5% 8%

Arthralgia 7% 8%
Urinary system disorders

Urinary tract infection 6% 8%
Cardiovascular disorders, general

Hypertension 5% 7%

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in clinical trials of a drug cannot be directly compared to rates in clinical trials of
another drug and may not predict the rates observed in broader patient populations in clinical
practice.
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The most common serious adverse events observed in clinical trials were infections (see
ADVERSE REACTIONS, Infections). Other serious, medically relevant adverse events >0.2%
or clinically significant adverse events by body system were as follows:

Body as a whole: allergic reaction, diaphragmatic hernia, edema, surgical/procedural sequela

Blood: pancytopenia

Cardiovascular: circulatory failure, hypotension, syncope

Gastrointestinal: constipation, gastrointestinal hemorrhage, ileus, intestinal obstruction,
intestinal perforation, intestinal stenosis, pancreatitis, peritonitis, proctalgia

Central & Peripheral Nervous: meningitis, neuritis, peripheral neuropathy, dizziness

Heart Rate and Rhythm: arrhythmia, bradycardia, cardiac arrest, tachycardia

Liver and Biliary: biliary pain, cholecystitis, cholelithiasis, hepatitis

Metabolic and Nutritional: dehydration

Musculoskeletal: intervertebral disk herniation, tendon disorder

Myo-, Endo-, Pericardial and Coronary Valve: myocardial infarction

Platelet, Bleeding and Clotting: thrombocytopenia

Neoplasms: basal cell, breast, lymphoma

Psychiatric: confusion, suicide attempt

Red Blood Cell: anemia, hemolytic anemia

Reproductive: menstrual irregularity

Resistance Mechanism: cellulitis, sepsis, serum sickness

Respiratory: adult respiratory distress syndrome, lower respiratory tract infection (including
pneumonia), pleural effusion, pleurisy, pulmonary edema, respiratory insufficiency

Skin and Appendages: increased sweating, ulceration

Urinary: renal calculus, renal failure

Vascular (Extracardiac): brain infarction, pulmonary embolism, thrombophlebitis

White Cell and Reticuloendothelial: leukopenia, lymphadenopathy

Post-marketing Adverse Events

The following adverse events, some with fatal outcome, have been reported during post-approval
use of REMICADE: neutropenia (see WARNINGS, Hematologic Events), interstitial lung
disease (including pulmonary fibrosis/interstitial pneumonitis and very rare rapidly progressive
disease), idiopathic thrombocytopenic purpura, thrombotic thrombocytopenic purpura,
pericardial effusion, systemic and cutaneous vasculitis, erythema multiforme, Stevens-Johnson
Syndrome, toxic epidermal necrolysis, peripheral demyelinating disorders (such as Guillain-
Barré syndrome, chronic inflammatory demyelinating polyneuropathy, and multifocal motor
neuropathy), psoriasis (including new onset and pustular, primarily palmar/plantar), transverse
myelitis, and neuropathies (additional neurologic events have also been observed, see
WARNINGS, Neurologic Events) and acute liver failure, jaundice, hepatitis, and cholestasis (see
WARNINGS, Hepatotoxicity). Because these events are reported voluntarily from a population
of uncertain size, it is not always possible to reliably estimate their frequency or establish a
causal relationship to REMICADE exposure.
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The following serious adverse events have been reported in the post-marketing experience in
children: infections (some fatal) including opportunistic infections and tuberculosis, infusion
reactions, and hypersensitivity reactions.

Serious adverse events in the post-marketing experience with REMICADE in the pediatric
population have also included malignancies, including hepatosplenic T-cell lymphomas (see
Boxed WARNINGS and WARNINGS), transient hepatic enzyme abnormalities, lupus-like
syndromes, and the development of autoantibodies.

OVERDOSAGE

Single doses up to 20 mg/kg have been administered without any direct toxic effect. In case of
overdosage, it is recommended that the patient be monitored for any signs or symptoms of
adverse reactions or effects and appropriate symptomatic treatment instituted immediately.

DOSAGE AND ADMINISTRATION
Rheumatoid Arthritis

The recommended dose of REMICADE is 3 mg/kg given as an intravenous infusion followed
with additional similar doses at 2 and 6 weeks after the first infusion then every 8 weeks
thereafter. REMICADE should be given in combination with methotrexate. For patients who
have an incomplete response, consideration may be given to adjusting the dose up to 10 mg/kg or
treating as often as every 4 weeks bearing in mind that risk of serious infections is increased at
higher doses (see ADVERSE REACTIONS, Infections).

Crohn’s Disease or Fistulizing Crohn’s Disease

The recommended dose of REMICADE is 5 mg/kg given as an intravenous induction regimen at
0, 2 and 6 weeks followed by a maintenance regimen of 5 mg/kg every 8 weeks thereafter for the
treatment of adults with moderately to severely active Crohn’s disease or fistulizing Crohn’s
disease. For adult patients who respond and then lose their response, consideration may be given
to treatment with 10 mg/kg. Patients who do not respond by week 14 are unlikely to respond
with continued dosing and consideration should be given to discontinue REMICADE in these
patients.

The recommended dose of REMICADE for children with moderately to severely active Crohn’s
disease is 5 mg/kg given as an intravenous induction regimen at 0, 2 and 6 weeks followed by a
maintenance regimen of 5 mg/kg every 8 weeks.

Ankylosing Spondylitis

The recommended dose of REMICADE is 5 mg/kg given as an intravenous infusion followed

with additional similar doses at 2 and 6 weeks after the first infusion, then every 6 weeks
thereafter.
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Psoriatic Arthritis

The recommended dose of REMICADE is 5 mg/kg given as an intravenous infusion followed
with additional similar doses at 2 and 6 weeks after the first infusion then every 8 weeks
thereafter. REMICADE can be used with or without methotrexate.

Plaque Psoriasis

The recommended dose of REMICADE is 5 mg/kg given as an intravenous infusion, followed
by additional doses at 2 and 6 weeks after the first infusion, then every 8 weeks thereafter.

Ulcerative Colitis

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/kg every 8 weeks thereafter for the treatment
of moderately to severely active ulcerative colitis.

Administration Instructions Regarding Infusion Reactions

Adverse effects during administration of REMICADE have included flu-like symptoms,
headache, dyspnea, hypotension, transient fever, chills, gastrointestinal symptoms, and skin
rashes. Anaphylaxis might occur at any time during REMICADE infusion. Approximately 20%
of REMICADE-treated patients in all clinical trials experienced an infusion reaction compared
with 10% of placebo-treated patients (see ADVERSE REACTIONS, Infusion-related Reactions).
Prior to infusion with REMICADE, premedication may be administered at the physician’s
discretion. Premedication could include antihistamines (anti-H1 +/- anti-H2), acetaminophen
and/or corticosteroids.

During infusion, mild to moderate infusion reactions may improve following slowing or
suspension of the infusion, and upon resolution of the reaction, reinitiation at a lower infusion
rate and/or therapeutic administration of antihistamines, acetaminophen, and/or corticosteroids.
For patients that do not tolerate the infusion following these interventions, REMICADE should
be discontinued.

During or following infusion, patients that have severe infusion-related hypersensitivity reactions
should be discontinued from further REMICADE treatment. The management of severe infusion
reactions should be dictated by the signs and symptoms of the reaction. Appropriate personnel
and medication should be available to treat anaphylaxis if it occurs.
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Preparation and Administration Instructions
Use aseptic technique.

REMICADE vials do not contain antibacterial preservatives. Therefore, the vials after
reconstitution should be used immediately, not re-entered or stored. The diluent to be used for
reconstitution is 10 mL of Sterile Water for Injection, USP. The total dose of the reconstituted
product must be further diluted to 250 mL with 0.9% Sodium Chloride Injection, USP. The
infusion concentration should range between 0.4 mg/mL and 4 mg/mL. The REMICADE
infusion should begin within 3 hours of preparation.

1.

Calculate the dose and the number of REMICADE vials needed. Each REMICADE vial
contains 100 mg of infliximab. Calculate the total volume of reconstituted REMICADE
solution required.

Reconstitute each REMICADE vial with 10 mL of Sterile Water for Injection, USP, using a
syringe equipped with a 21-gauge or smaller needle. Remove the flip-top from the vial and
wipe the top with an alcohol swab. Insert the syringe needle into the vial through the center
of the rubber stopper and direct the stream of Sterile Water for Injection, USP, to the glass
wall of the vial. Gently swirl the solution by rotating the vial to dissolve the lyophilized
powder. Avoid prolonged or vigorous agitation. DO NOT SHAKE. Foaming of the
solution on reconstitution is not unusual. Allow the reconstituted solution to stand for
5 minutes. The solution should be colorless to light yellow and opalescent, and the solution
may develop a few translucent particles as infliximab is a protein. Do not use if 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 Chloride Injection, USP, by withdrawing a volume of 0.9% Sodium Chloride
Injection, USP, equal to the volume of reconstituted REMICADE from the 0.9% Sodium
Chloride Injection, USP, 250 mL bottle or bag. Slowly add the total volume of reconstituted
REMICADE solution to the 250 mL infusion bottle or bag. Gently mix.

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

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

Parenteral drug products should be inspected visually for particulate matter and
discoloration prior to administration, whenever solution and container permit. If visibly
opaque particles, discoloration or other foreign particulates are observed, the solution
should not be used.
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Storage

Store the lyophilized product under refrigeration at 2°C to 8°C (36°F to 46°F). Do not use
beyond the expiration date. This product contains no preservative.

HOW SUPPLIED

REMICADE lyophilized concentrate for IV injection is supplied in individually-boxed single-
use vials in the following strength:

NDC 57894-030-01 100 mg infliximab in a 20 mL vial
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Rx Only

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 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 REMICADE.
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 REMICADE. 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 medicine Kineret (anakinra)

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. REMICADE can make you more likely to get infections or make any infection that you
have worse.
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Cancer

e Some patients with Crohn’s disease or ulcerative colitis who have received REMICADE
have developed a rare type of cancer called Hepatosplenic T-cell Lymphoma. Most of
these patients were teenage or young adult males. This type of cancer results in death.
All of these patients had also received drugs known as azathioprine or 6-mercaptopurine
together with REMICADE.

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

See also, “What are the possible side effects of REMICADE?” below.

What is REMICADE?

REMICADE is a prescription medicine that is approved for patients with:

e Rheumatoid Arthritis - adults with moderately to severely active rheumatoid arthritis,
along with the medicine methotrexate

e Crohn's Disease - children over the age of 6 and adults with Crohn's disease who have not
responded well enough to other medicines

e Ankylosing Spondylitis

e Psoriatic Arthritis

e Plaque Psoriasis - adult patients with plaque psoriasis that is chronic (doesn’t go away)
severe, extensive, and/or disabling.

e Ulcerative Colitis - adults with moderately to severely active ulcerative colitis who have
not responded well enough to other medicines.

REMICADE 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 REMICADE if you have:
e 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.
e 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 REMICADE?
Your doctor will assess your health before each treatment.

Tell your doctor about all of your medical conditions, including if you:
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e have an infection (see “What is the most important information | should know about

REMICADE)

e have other liver problems including liver failure.

e 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.

¢ have had phototherapy (treatment with ultraviolet light or sunlight along with a medicine
to make your skin sensitive to light) for psoriasis. You may have a higher chance of
getting skin cancer while receiving REMICADE.

e have COPD (Chronic Obstructive Pulmonary Disease), a specific type of lung disease.
Patients with COPD may have an increased risk of getting cancer while taking
REMICADE.

¢ have or have had a condition that affects your nervous system such as
e multiple sclerosis, or Guillain-Barré syndrome, or
e if you experience any numbness or tingling, or
e if you have had a seizure.

e have recently received or are scheduled to receive a vaccine. Adults and children
should not receive a live vaccine while taking REMICADE. Children with Crohn's
disease should have all of their vaccines brought up to date before starting treatment with
REMICADE.

e are pregnant or planning to become pregnant. It is not known if REMICADE harms your
unborn baby. REMICADE should be given to a pregnant woman only if clearly needed.
Talk to your doctor about stopping REMICADE if you are pregnant or planning to
become pregnant.

e are breast-feeding or planning to breast-feed. It is not known whether REMICADE
passes into your breast milk. Talk to your doctor about the best way to feed your baby
while taking REMICADE. You should not breast-feed while taking REMICADE.

How should | receive REMICADE?

e You will be given REMICADE through a needle placed in a vein (IV or intravenous
infusion) in your arm.

e Your doctor may decide to give you medicine before starting the REMICADE infusion to
prevent or lessen side effects.

e Only a healthcare professional should prepare the medicine and administer it to you.

e REMICADE will be given to you over a period of about 2 hours.

e If you have side effects from REMICADE, the infusion may need to be adjusted or
stopped. In addition, your healthcare professional may decide to treat your symptoms.

e A healthcare professional will monitor you during the REMICADE infusion and for a
period of time afterward for side effects. Your doctor may do certain tests while you are
taking REMICADE to monitor you for side effects and to see how well you respond to
the treatment.
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Your doctor will determine the right dose of REMICADE for you and how often you
should receive it. Make sure to discuss with your doctor when you will receive infusions
and to come in for all your infusions and follow-up appointments.

What should I avoid while receiving REMICADE?

Do not take REMICADE and the medication KINERET (Anakinra) together.

Tell your doctor about all the medicines you take, including prescription and non-prescription
medicines, vitamins, and herbal supplements.

Know the medicines you take. Keep a list of your medicines and show them to your doctor and
pharmacist when you get a new medicine.

What are the possible side effects of REMICADE?

Serious and sometimes fatal side effects have been reported in patients taking REMICADE (see
also “What is the most important information | should know about REMICADE?”). These
include:

Serious Infections

Some patients have had serious infections while receiving REMICADE. These serious
infections include TB and infections caused by viruses, fungi, or bacteria that have spread
throughout the body. Some patients die from these infections. If you get an infection
while receiving treatment with REMICADE your doctor will treat your infection and may
need to stop your REMICADE treatment.

Tell your doctor right away if you have any of the following signs of an infection while
taking or after taking REMICADE:

a fever

feel very tired

have a cough

have flu-like symptoms

warm, red, or painful skin

Your doctor will examine you for TB and perform a test to see if you have TB. If your
doctor feels that you are at risk for TB, you may be treated with medicine for TB before
you begin treatment with REMICADE and during treatment with REMICADE.

Even if your TB test is negative your doctor should carefully monitor you for TB
infections while you are taking REMICADE. Patients who had a negative TB skin test
before receiving REMICADE have developed active TB.

If you are a chronic carrier of the hepatitis B virus, the virus can become active while you
are being treated with REMICADE. In some cases patients have died as a result of
hepatitis B virus being reactivated. Your doctor may do a blood test before you start
treatment with REMICADE and occasionally while you are being treated. Tell your
doctor if you have any of the following symptoms:

o feel unwell
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e poor appetite
e tiredness (fatigue)
o fever, skin rash and/or joint pain

Cancer

e In clinical studies, more cancers were seen in patients who took REMICADE and other
medicines that block TNF than patients who did not receive these treatments.

e Some patients with Crohn's disease or ulcerative colitis who have received REMICADE
have developed a rare type of cancer called Hepatosplenic T-cell Lymphoma. Most of
these patients were teenage or young adult males. This type of cancer results in death. All
of these patients had also received drugs known as azathioprine or 6-mercaptopurine
together with REMICADE.

e People who have been treated for rheumatoid arthritis, Crohn's disease, 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.

e Patients with COPD (a specific type of lung disease) may have an increased risk for
getting cancer while being treated with REMICADE.

e If you take REMICADE, your chances of getting lymphoma or other cancers may
increase.

Heart Failure
If you have a heart problem called congestive heart failure, your doctor should check you closely
while you are taking REMICADE. Your congestive heart failure may get worse while you are
taking REMICADE. Be sure to tell your doctor of any new or worse symptoms including:

e Shortness of breath

e Swelling of ankles or feet

e Sudden weight gain
Treatment with REMICADE may need to be stopped if you get new or worse congestive heart
failure.

Liver Injury
In rare cases, some patients taking REMICADE have developed serious liver problems. Tell

your doctor if you have
e Jaundice (skin and eyes turning yellow)
Dark brown-colored urine
Pain on the right side of your stomach area (right-sided abdominal pain)
Fever
Extreme tiredness (severe fatigue)

Blood Problems
In some patients taking REMICADE, the body may not make enough of the blood cells that help
fight infections or help stop bleeding. Tell your doctor if you

e Have a fever that does not go away

e Bruise or bleed very easily
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e Look very pale

Nervous System Disorders

In rare cases, patients taking REMICADE have developed problems with their nervous system.
Tell your doctor if you have

Changes in your vision

Weakness in your arms and/or legs

Numbness or tingling in any part of your body

Seizures

Allergic Reactions

Some patients have had allergic reactions to REMICADE. Some of these reactions were severe.
These reactions can happen while you are getting your REMICADE treatment or shortly
afterwards. Your doctor may need to stop or pause your treatment with REMICADE and may
give you medicines to treat the allergic reaction. Signs of an allergic reaction can include:

e Hives (red, raised, itchy patches of skin)
e Difficulty breathing

e Chest pain

e High or low blood pressure

e Fever

e Chills

Some patients treated with REMICADE have had delayed allergic reactions. The delayed
reactions occurred 3 to 12 days after receiving treatment with REMICADE. Tell your doctor
right away if you have any of these signs of delayed allergic reaction to REMICADE:
o Fever
Rash
Headache
Sore throat
Muscle or joint pain
Swelling of the face and hands
Difficulty swallowing

Lupus-like Syndrome

Some patients have developed symptoms that are like the symptoms of Lupus. If you develop any
of the following symptoms your doctor may decide to stop your treatment with REMICADE.
Chest discomfort or pain that does not go away

Shortness of breath

Joint pain

Rash on the cheeks or arms that gets worse in sun

The most common side effects of REMICADE are

e Respiratory infections, such as sinus infections and sore throat)
e Headache
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e Rash
e Coughing
e Stomach pain

Children who took REMICADE in studies for Crohn's disease, showed some differences in side
effects compared with adults who took REMICADE for Crohn's disease. The side effects that
happened more in children were: anemia (low red blood cells), blood in stool, leukopenia (low
white blood cells), flushing (redness or blushing), viral infections, neutropenia (low neutrophils,
the white blood cells that fight infection), bone fracture, bacterial infection and allergic reactions
of the breathing tract.

Tell your doctor about any side effect that bothers you or does not go away.

These are not all of the side effects with REMICADE. Ask your doctor or pharmacist for more
information.

General information about REMICADE

Medicines are sometimes prescribed for purposes that are not mentioned in Medication Guides or
patient information sheets. Do not use REMICADE for a condition for which it was not
prescribed.

This information sheet summarizes the most important information about REMICADE. You can
ask your doctor or pharmacist for information about REMICADE that is written for health
professionals.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1—
800-FDA-1088.

For more information go to www.remicade.com or call 1-800-457-6399.

What are the ingredients in REMICADE?

The active ingredient is Infliximab.

The inactive ingredients in REMICADE include: sucrose, polysorbate 80, monobasic sodium
phosphate monohydrate, and dibasic sodium phosphate dihydrate. No Preservatives are present.
Product developed and manufactured by:

Centocor, Inc.

200 Great Valley Parkway

Malvern, PA 19355

Revised April 2009

This Medication Guide has been approved by the U.S. Food and Drug Administration.
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3 20mg/kg
Vd
3 10

REMICADE
4 8

0.5 6mcg/mL

REMICADE
11

RAI

20
REMICADE
4 8

RAII MTX

in vivo®
in vitro
TNFO
-1(ICAM-1)
(MCP-1)
TNFQ
REMICADE
CRP
in vitro
REMICADE
Infliximab
mg/kg 5mg/kg
7.7 9.5
26
REMICADE 3 10mg/kg
Infliximab
6 17
2
10mg/
MTX
54
31 MTX 15mg/
1 MTX 3mg/kg
3
51
19 31 80%

TNFQ Infliximab
Infliximab B
TNFQ REMICADE
TNFO cotton-top
REMICADE
-1(VCAM-1)
(MMP)1 3
REMICADE
TNFQ
REMICADE
T
REMICADE
REMICADE
Cmax
3 5mg/kg
3mg/kg 10mg/kg
Infliximab Infliximab
8 Infliximab
Infliximab 0.1mcg/mL
Infliximab
ATTRACT RAI ASPIRE RA
/
428
8.4
MTX 4
10mg/kg 02 6
1,004 3
0.6
MTX 8



20mg/ REMICADE 3mg/kg 6mg/kg 0 2 6
8
MTX REMICADE 67
RA | REMICADE MTX ACR 20%
MTX ACR 20 ACR 50 ACR 70
1 2 102 ACR 20
REMICADE MTX MTX 2 Major clinical response
REMICADE 1
RA I 54 ACR 20 ACR50 ACR70
REMICADE MTX MTX
1  Major clinical response REMICADE 1
1 ACR
Study RA1 Study RA2
REMICADE+MTX REMICADE+MTX
Placebo+ 3mg/kg 10mg/kg Placebo+ | 3mg/kg 6mg/kg
MTX g8 wks g4 wks q8 wks g4 wks MTX g8 wks g8 wks
Response (n=88) (n=86) (n=86) (n=87) (n=81) (n=274) (n=351) (n=355)
ACR 20
Week 30 20% 50%° 50%° 52%° 58%° N/A N/A N/A
Week 54 17% 42%° 48%*° 59%* 59%*° 54% 62%° 66%°
ACR 50
Week 30 5% 27%° 29%° 31%° 26%° N/A N/A N/A
Week 54 9% 21%° 34%° 40%* 38%° 32% 46%* 50%*
ACR 70
Week 30 0% 8%" 11%" 18%° 11%° N/A N/A N/A
Week 54 2% 11%° 18%*° 26%° 19%* 21% 33%" 37%°
Major
clinical 0% T%" 89" 15%° 6%° 8% 12% 17%°
gesponse

# A major clinical response was defined as a 70% ACR response for 6 consecutive months (consecutive

visits spanning at least 26 weeks) through Week 102 for Study RA | and Week 54 for Study RA II.

4 p<0.001
b p<0.01
¢ P<0.05




2 54 ACR RA

Placebo + MTX REMICADE + MTX"
(=88} {n=340}

Parameter (medians) Baseline Week 54 Baseline Week 34
No. of Tender Joints 24 156 32 8
Mo. of Swollen Joimnts 19 13 20 T
Pain” 6.7 6.1 6.8 33
Physician’s Global Assessment® 6.5 52 6.2 21
Patient’s Global Assessment 6.2 6.2 6.3 32
Disability Index (HAQ-DIF 1.8 1.5 1.8 13
CRP {mg/dL}) 30 23 24 0.6

*A1l doses/schedules of REEMICADE + MTX
P isual Analog Scale ((=hest, 10=worst)

“Health Assessment Cuestionnaire, measurement of 8 categonies: dressing and grooming, ansing. eating,

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

X
van der Heijde-modified Sharp vdH-S
54 X
RAI 54 80% 102 70% X
3 102
RA 11 90% 2 X MTX
REMICADE MTX 30 54 3
ESR CRP REMICADE MTX MTX
vdH-S
MTX 4.2 REMICADE MTX 0.5
vdH-S MTX
REMICADE MTX 0.2
0 REMICADE MTX 59% MTX 45%
1
REMICADE MTX 79% 77/98 MTX 58% 23/40 REMICADE MTX MTX
p 0.01 REMICADE MTX 47% MTX

54

1.8
vdH-S

59%



3 54 X van der Heijde-modified Sharp

Study EA | Studv BA
REMICADE = MTX REMICADE = MTX
5 moke 10 mpke 3 moke oo
Placcho gk qk Placcho q8 ik
+ MTX whs whs + MTX whs wks
(n=641 (=71} (=77} (n=252} {n=334) (=363}
Total Score
Bascline
Mean 79 78 G5 11.3 1.6 11.2
Mexdian 55 57 56 5.1 5.2 53
Change from
hascline
Mean [i%) 1.3 0.2 37 14" (5
Median 4.0 0.5 0.5 0.4 .11 LX)
Erosion Score
Bascling
Mean 44 44 i3 41 L] 23
Median 25 9 22 340 3.8 38
Change from
bascline
Mean 4.1 0.2 12" 30 3" o1
Median 20 LK) 0.5 01 1.1} L]
JSN Score
Bascling
Mean 16 14 3l X 14q 29
Median 26 20 24 1.0 1.1} 1.0
Change from
baselne
Mean 29 1.I° (¥ LK o 02
Median 1.5 0.4 [IX] A 111 [

“ P =0 001 for cach outcome aganst placcho.

HAQ DI Disability Index of Health Assessment Questionnaire SF-36

QOL
RAI 54 HAQ DI SF-36
REMICADE MTX MTX
REMICADE MTX SF-36 54
HAQ DI 1Q MTX 0.1 0.1 05 REMICADE MTX
0.4 01 09 p 0.001 HAQ DI SF-36 102 102
REMICADE MTX 80%
RA 11 REMICADE MTX MTX 54
HAQ DI REMICADE MTX 0.7 MTX 0.6 p 0.001
SF-36
REMICADE 653
[Crohn’s Disease Activity Index CDAI 220 400] 2
ASA /
92%
o 108 16% 4/25 4 CDAI 70
REMICADE 5mg/kg 81% 22/27 p 0.001 two-sided Fisher’s Exact
test 4 CDAI 150 4% 1/25



REMICADE 5mg/kg

ACCENT I[
3
8 5mg/kg
2
2 57% 311/545
5mg/kg 10mg/kg
54
4
Week 30
Clhmical remmszion
p-value®
Week 54

Patients m renussion able to

discontinue corticosteroid use®

p-value®
*REMICADE at Week 0

48% 13/27

*REMICADE 5 mg’kg administered at Weeks 0, 2 and 6
* p-values represent pairwise compansons to placebo
10f those recelving corticosteroids at baseline

5mg/kg 10mg/kg
10mg/kg
SF-36

| 1 v 5mg/kg
2 6 2
10mg/kg 2 6 5mg/kg 10mg/kg
2
6
30
4
5mg/kg 10mg/kg 4
Single 5 mg'kz Dose? Three Dose Induction®
Placebo Mamtenance REMICADE Maintenance g £ wks
imokg 10 moks

25102 417104 48/105

25% 30% 46%

0022 0.001

6/54 14/56 18/53

11% 25% %

0.059 0.005

1 5mg/kg
IBDQ
30 54



Patients Who had Not Lost Response (%)

Compared 1o placebo maintenance:
Infliimak 10 mg'kg: p = 0.001

Inflimalb 5 mg'kg:  p=0.004 o
o T T T T T T T T —
02 & 10 14 22 a0 38 46 54
Study Week
—_— Placebo —A— Smgikginflikimab  —Jl— 10 ma/kg infiximab
maintenance maintenance malnlenance
1 54 Kaplan-Meier estimate
78 10
REMICADE 43 13 28 1 REMICADE 12
9 54
REMICADE 5mg/kg
2
14 REMICADE 59% 92/157
51% 39/77 14 REMICADE
REMICADE 3
2 5-ASA MTX 6-
6-MP AZA
194 REMICADE 0 2 6 3
2
50% 26% 8/31
REMICADE 5mg/kg 68% 21/31 (p=0.002  10mg/kg 56% 18/32
(p=0.021 REMICADE 2 12
13% REMICADE 52% p 0.001
ACCENT [ " ] 1
0 2 6 REMICADE 5mg/kg 14
REMICADE 5mg/kg 14 46 8
10 14
296 273 87% 14%
8% 90%
14 65% 177/273 REMICADE
2 54



22% 20/90 REMICADE 38% 33/87 p=0.02
REMICADE

= 100

n

S 80 -

Qs

o

8 80

.2":

T 40

= 20-

E; Compared to placebo maintenance: .

= ; Infliximab & ma/kg: p = 0.001 g

| | I T [ [ [ T I

e 02 &6 10 14 22 3o a8 46 54
Study Week

—— Placebo maintenance  —@— 5 mg'kg inflixkimab maintenance

2 54
REMICADE  5mg/kg
5mg/kg 66% 25/38
5mg/kg 5mg/kg 57% 12/21
REMICADE
17% 15% REMICADE
6 17 112
[Study Peds Crohn’s] REMICADE
13 Pediatric Crohn’s Disease Activity Index PCDAI 40 0 100
6-
35%
REMICADE 5mg/kg 0 2 6 10 103
REMICADE 5mg/kg 8 12
PCDAI 15 PCDAI 30
88% PCDAI 10 59%
| Study Crohn’s |
PCDAI
I CDAI
54 8 12
30 73% vs. 47% 54 64% vs. 33% 30
8 12 30 60% vs. 35% 54 56% vs. 24% 5
30
8 46% 12
33% 54
8 46% 12 17%



5 mg'kg REMICADE

Every 8 Week Every 12 Week

Treatment Group Treatment Group
Patients randomized 52 51
Clinical Response’
Week 30 T73%** 47%
Week 54 4% ** 33%
Clinical Remission”
Week 30 60%:* 35%
Week 54 56%** 248

!Defined as a decrease from baseline in the PCDAI score of = 15 points and total score of < 30 pomts.
*Defined as a PCDAI score of < 10 pomts.

* p-value < 0.05

**p-value < 0.01

279 REMICADE
18 74 modified New York criteria for Ankylosing Spondylitis
12 BASDAI Bath Ankylosing Spondylitis Disease Activity
Index 4 0 10 4 0 10
[Visual Analog Scale, VAS]
DMARD
REMICADE 5mg/kg 0 2 6 12 18
24 ASAS 20% ASAS 20
REMICADE 60% 18% p
0.001 2 24 3 6



50

100

=
%
=
w
]
=
e
E
o
" 1
p<0.001 |2
0 T | | | "
02 6 12 18 24
Week
—— Placebo  —— Infliximab 5 mg'kg
3 ASAS 20
24 ASAS 50% 70%
ASAS 70 REMICADE 44% 28%
9% 4% REMICADE p 0.001
4 ASAS 20 [0 100mm ]
22% 1% p 0.001
6
Placcho REMICADE Sma/ko
(n=78} (n=201)
24 24
ASAS 20 response
Criteria (Mean)
Paticnt global asscssment” 0.6 6.0 0.8 38 =100
Spinal pam” 73 6.5 16 4.0 =100
BASFI" 58 56 57 36 <A1, 001
[nflammation” 0.4 58 1. 34 <1001
Acute Phase Reactants
Median CRP imgz/dL) 1.7 1.5 1.5 .4 <01.(HIl
Spinal Mobility {em, Mean)
Modified Schober’s tost® 4.0 20 435 44 0,73
Chest expansion” XS 37 33 39 004
Tragus to wall 17.3 174 l.9 15.7 0,02
Lateral spinal Mexion” 1.6 (BR] 1.4 12.9 (.03

*Measured on a WAS with 0="nonc™ and 1 0="scvere”
“Bath Ankvlosing Spondvlitis Functional Index (BASFT), average of 10 questions
“ Inflammation, average of last 2 questions on the & question BASDAI
“CRP normal range (-1.0 mg/dL
“ Spanal mobility normal valoes: modified Schober’s test- =4 cm; chest expansion:=6 cm; tragus to wall: <15 em;

lateral spimal flexion: =10 cm

10

ASAS

REMICADE



QoL SF-36
REMICADE 10.2 0.8
REMICADE
70
DMARD NSAID 1
5 200
REMICADE
n=40 n=100
2 cm 46%
REMICADE 5mg/kg
100 16
REMICADE
46
REMICADE ACR
REMICADE 58%
20/50/70 REMICADE
16% 4% 2%
REMICADE ACR
7 54
104
98

11

24
p 0.001 SF-36
5
DIP n=49 n=3
n=8
25mg/ 24
0 2 6 14 22
10%
24 REMICADE
14 ACR 20
11% P 0.001
2 6 ACR
54% 41% 27%
ACR



7 ACR 20

Patients Eandomized

Parameter (medians)

No. of Tender Joints*

Mo. of Swollen Joints*®

Pain?

Physician’s Global

Aszesy

Patient’s Global Assessment
Disabulity Index (HAQ-DI®
CRP (mg/dL)*

d

%2 Patients with 1 or more
digits with dactylitis
% Patients with enthesopathy

24
Placebo REEMICADE Smgkg
(n=100) (n=10:0)2
Baseline Week 24 Baszeline Week 24

4 20 20 ]
12 9 12 3
6.4 5.6 30 26
6.0 45 5.6 1.5
6.1 5.0 50 2.5
1.1 11 11 0.3
12 oG 1.0 04
41 33 40 15
33 36 42 n

*p=0.001 for percent change from baseline in all components of ACE. 20 at Week 24, p=0.05 for % of patients with
dactylitis. and p=0.004 for % of patients with enthesopathy at Week 34

*Seale 068
“Srale 0-06

S isual Analog Scale ((=best, 10=worst)
*Health Assessment Questionnaire, measurement of 8 categories: dressing and groonung, arising, eating, walking,
hygiene, reach. grip, and activities ((=best. 3=worst)

Normal range 0-0.6 mg/dL
n=83
REMICADE 64%
PASI 75 PASI 90
1%
X
X
JSN
REMICADE
54
0 X
HAQ DI HAQ
HAQ-DI
REMICADE  43% vs.
REMICADE 54%

24

BSA 3% n=87 REMICADE
14 PASI Psoriasis Area and Severity Index
75%
2% 2 6
REMICADE 60% 39%
0% PASI 54
van der Heijde- Sharp vdH-S DIP
vdH-S
24 X REMICADE
0.70vs.0.82 p 0.001 JSN
0.56 vs. 0.51 JSN 0.14vs.0.31 REMICADE
12 vdH-S
REMICADE
REMICADE 3% 12%
SF-36 REMICADE
14 24 HAQ-DI
0%
HAQ DI 0.3
22% REMICADE SF-36

12



10% BSA 10% PASI 12
18 3 REMICADE
10
I EXPRESS 378 REMICADE 5mg/kg 0 2 6
8 24 REMICADE 5mg/kg
REMICADE 8 REMICADE 5mg/kg 46
PASI 21 SPGA static Physician Global Assessment
52% 36% 2%
75% BSA 20% 71% 82%
Il EXPRESS II 835 REMICADE 3mg/kg 5mg/kg 0 2
6 14 REMICADE 46
8 16
REMICADE 5mg/kg 8
PASI 18 63% BSA 20% 55% 64%
I SPIRIT A PUVA
249 REMICADE 3mg/kg 5mg/kg 0 2
26 sPGA 0 5 3
1 PASI
19 SPGA 62% 22% 3% 75%
BSA 20% 114 46% 26
[ 11 10 PASI 75% PASI 75
| 11 SPGA
sPGA
5 0 6
5%
1 rPGA relative Physician’s Global Assessment
rPGA 6 1
6 %
8

13



8 11l I 10 PASI 75 PGA
Placebo REMICADE
imgkg Smgkg
Psonasis Study I - oumber randomized® T — in
PASI 75 2 (3%) - 242 (80%:)*
sPGA I4%) - 242 (80%)*
Psoriasis Study I - number randomized® 208 313 314
PASI 75 4 (2%) 220 (T0ra)* 237 (15%)*
PGA 2 (1%) 217 (69%)* 234 (73%)*
Psoriasis Study 1T - number randomized” il o9 )
PASI75 3 (6%) 71 (T2%)* 87 (88%)*
sPGA 5{10%) T1(T2%)* 89 (90%a)*
* p=0.001 compared with placebo
* Patients with missing data at Week 10 were considered as nonresponders.
® Patients with missing data at Week 10 were imputed by last observation.
| 10 PASI 75
4% REMICADE 5mg/kg 85%
1 10 PASI 75
1% REMICADE 3mg/kg 72% REMICADE 5mg/kg 77%
10 PASI 75
2% REMICADE 3mg/kg 70% REMICADE 5mg/kg  78%
I REMICADE 3mg/kg 292 REMICADE 5mg/kg 297
10 PASI 14
PRN
50 PASI 75 PRN 8
5mg/kg 8
8 REMICADE 46 PASI 75
5mg/kg 54% 3mg/kg 36% 8 3mg/kg PASI 75 5mg/kg
10
REMICADE 5mg/kg 8
PRN 8
| 5mg/kg 8 50 1

14



100

=
&
@
2,
=
7]
e
o
i
=
©
o
o
o
0 T T T 1 T T T T T T e
2 10 141618 22 26 30 34 38 42 46 5
Weeks
—— 3 mg/kg infliximab —k— 5 mg/kg infliximab
g8 weeks (n = 148) g8 weeks (n = 150)
== 3 mg/kg infliximab == 5 mg/kg infliximab
PRN (n = 148) PRN (n = 149)
4 50 PASI 75%
14
50 REMICADE
UC Mayo Be 12] 0 12], 2
728 2
REMICADE uc | uc i 5- 5-ASA
/ 8
0 REMICADE 5mg/kg REMICADE 10mg/kg 026 8
uc | 46 uc Ii 22 uc Ii
46
ucl 6- 6-MP AZA
uc / 5-ASA
uc 1 uc
61% 51% 6-MP/ 49% 43% 5-ASA 70% 75%
uc 5-ASA uc i uc 26% 11%
Mayo 30% 3
1 0 1
ucl uc
REMICADE uc | 54 uc 1
30 REMICADE
9
30

15



REMICADE ucil REMICADE

22% vs. 10% UC Il REMICADE 23% vs. 3% UCI
54 REMICADE 21% vs. 9% REMICADE 5mg/kg
10mg/kg
9
Study UC | Study UC 11
Placebo 5 mgkg 10 me/kg Placebo S mg/ke 10 mg/kg
REMICADE REMICADE REMICADE REMICADE
Patients randomized 121 121 122 123 121 120
Clinical Response'”
Week 8 37% 069%* 62%* 29% 65%* 69%*
Week 30 30% 52%* 51%** 26% 47%* 60%*
Week 54 20% 45%* 44%* NA NA NA

Sustained Response’

(Clinical response at both

Week 8 and 30) 23% 49%* 46%* 15% 41%* 53%*
(Clinical response at

Weeks 8, 30, and 54) 14% 399,% 379%% NA NA NA
Clinical Remission™"

Week 8 15% 39%%* 329%%* 6% 34%* 28%*
Week 30 16% 349%% 37%* 11% 20%** 36%*
Week 54 17% 359%%* 34%%* NA NA NA
Sustained Remission®

(Clinical remission at both 8% 23%%* 206%* 2% 15%* 23%*
Week 8 and 30)

(Clinical remission at

Weeks 8, 30, and 54) 79, 20%**= (0% NA NA NA
Mucosal Healing™*

Week 8 34% 62%* 59%* 31% 60%* 62%*
Week 30 25% 50%%* 49%* 30% 46%** 57%*
Week 54 18% 45%* 47%* NA NA NA

* P<0.001, ** P<0.01

! Defined as a decrease from baseline in the Mayo score by >30% and >3 points, accompanied by a decrease in the rectal bleeding
subscore of 21 or a rectal bleeding subscore of 0 or 1. (The Mayo score consists of the sum of four subscores: stool frequency, rectal
bleeding, physician’s global assessment and endoscopy findings.)

f Defined as a Mayo score <2 points, no individual subscore >1.

" Defined as a 0 or 1 on the endoscopy subscore of the Mayo score.

* Patients who had a prohibited change in medication, had an ostomy or colectomy. or discontinued study infusions due to lack of
efficacy are considered to not be in clinical response, clinical remission or mucosal healing from the time of the event onward.

16



REMICADE
uc Il

10 UC|

REMICADE

REMICADE

REMICADE

REMICADE

REMICADE

REMICADE

REMICADE

54

54 Mayo
30
Mayo
Placebo
(n=121)
Stool frequency
Baseline 17%
Week 8 35%
Week 30 35%
Week 54 31%
Rectal bleeding
Baseline 54%
Week 8 74%
Week 30 65%
Week 54 62%
Physician’s global assessment
Baseline 4%
Week 8 44%
Week 30 36%
Week 54 26%
Endoscopy findings
Baseline 0%
Week 8 34%
Week 30 26%
Week 54 21%
/

17

ucil
Study UC |
REMICADE
5 mg/kg 10 mg/kg
(n=121) (n=122)
17% 10%
60% 58%
51% 53%
52% 51%
40% 48%
86% 80%
T4% T1%
69% 67%
6% 3%
4% 64%
57% 55%
53% 53%
0% 0%
62% 59%
51% 52%
50% 51%
REMICADE

10



REMICADE  5mg/kg

[NYHA] REMICADE
REMICADE 10mg/kg
REMICADE REMICADE
TNF
REMICADE
REMICADE
REMICADE
TNF
REMICADE
5mm BCG Bacillus Calmette-Guerin
REMICADE
REMICADE
14
REMICADE
REMICADE
REMICADE
REMICADE REMICADE
ANAKINRA 1 TNFa ETANERCEPT
ETANERCEPT 2
ANAKINRA ETANERCEPT ANAKINRA TNFa
REMICADE ANAKINRA
T

18



T T REMICADE TNF
1 REMICADE

T REMICADE 6-
T REMICADE REMICADE
B
B HBV REMICADE TNF B
TNF HBV
HBV
HBV TNF HBV
HBV REMICADE TNF
HBV HBV TNF
TNF HBV
HBV
HBV TNF
HBV TNF
TNF
REMICADE
REMICADE
2 1
/
5 REMICADE
REMICADE ALT AST
REMICADE
[NYHA]
REMICADE REMICADE 10mg/kg 5mg/kg 10mg/kg
REMICADE
50 REMICADE
REMICADE
REMICADE
REMICADE
REMICADE
REMICADE
REMICADE

19



Infliximab 2

REMICADE 2
REMICADE
Infliximab
REMICADE
REMICADE
/
TNF REMICADE
X
REMICADE
REMICADE
REMICADE TNF TNF
[NMSC]
REMICADE NMSC REMICADE
4,019 14 1,597 1 REMICADE 100 0.52 100
0.11 REMICADE 0.5 0.4
REMICADE
TNF TNF
REMICADE
REMICADE 5,707 5 1 1,600 0
0.4 2 100 0.08
3
5 100
0.10 4
! TNF
COPD REMICADE
REMICADE
COPD
REMICADE
NMSC
REMICADE NMSC
TNF
REMICADE TNF
REMICADE
REMICADE REMICADE
REMICADE REMICADE

20



TNF

REMICADE
REMICADE
/ REMICADE
REMICADE
/
REMICADE
Etanercept TNFaQ anakinra -1
TNFO REMICADE anakinra
MTX
1 MTX
/
6-MP/AZA 5-ASA
MTX
5-ASA REMICADE Infliximab
TNFQ cVlqg cViq
TNFQ 3 3
cV1lg  10mg/kg/ 6 40mg/kg/ 6 cViqg 10mg/kg  40mg/kg
1 5mg/kg 2 8
cVlg Infliximab in vivo
- Ames
Infliximab
6
B
Infliximab TNFa REMICADE
TNFQ
TNF 10 15mg/kg
40mg/kg REMICADE
REMICADE
REMICADE
REMICADE
REMICADE

21



REMICADE 6 REMICADE

1
REMICADE
REMICADE 65
75
REMICADE 65
65
18 65
4,779 1,304 1,106 202
484 1,373 17 REMICADE
30 2,625 1 374
10mg/kg
3mg/kg 10mg/kg
5mg/kg
1 2
10% REMICADE 20%
REMICADE 3% 1%
1% /
1%
3% REMICADE
REMICADE
| 1 1
3
1 2 % 3mg/kg 7% 5mg/kg 4% 1%
Infliximab
3 Infliximab
REMICADE
/
REMICADE 1%
/ / 2
41 37 2 4 REMICADE
3 12 10 6 /
/
Infliximab

22
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293



23 9 39%
14 1 7%
1 2
1
REMICADE REMICADE 36% 51
25% 37
REMICADE
2 1 2 1 1 1
1 14 4
REMICADE 2
1 RA |
RA 11 REMICADE MTX 5.3%
MTX 3.4% REMICADE 924 1.7% TB
0.4% 0.3% 0.0% 22 1,082
RA REMICADE 3mg/kg 10mg/kg [0 2 6 8
] MTX REMICADE 3mg/kg
10mg/kg 54 1 15%
REMICADE REMICADE
27% 41 18% 32
REMICADE
/
ANA ANA
5 1 REMICADE dsDNA
0% REMICADE 5 1
REMICADE
COPD REMICADE
157
REMICADE REMICADE 9 1
100 7.67 0.8 95% CI 3.51 14.56
77 1 100 1.63 0.8 95% Cl 0.04
9.10
REMICADE
NYHA 1w 35% REMICADE
150 REMICADE 10mg/kg 5mg/kg 3 0 2 6
REMICADE 10mg/kg
1 REMICADE 5mg/kg 4

23



REMICADE 10mg/kg REMICADE 10mg/kg 5mg/kg
REMICADE NYHA
[

REMICADE Infliximab 3 1

2 REMICADE 10% 16
REMICADE Infliximab 191 5mg/kg

MTX 15% Infliximab

6-MP AZA MTX
11 5mg/kg 3mg/kg 5mg/kg 8 1 36%
3mg/kg 8 1 51% 11 5mg/kg 3mg/kg
5mg/kg 0 2 6 20% 3mg/kg 27%
| Il 5mg/kg 1 111 5mg/kg
14.1% 23.0% 1%
REMICADE
Infliximab ELISA
Infliximab
REMICADE
B REMICADE TNF B
B
AST ALT REMICADE
REMICADE
11 ALT  AST REMICADE
11 ALT
Proportion of patients with elevated ALT
>1to<3 x ULN =3 x ULN =25 x ULN
Placebo REMICADE Placebo REMICADE Placebo REMICADE

Rheumatoid arthritis' 24% 34% 3% 4% <1% <1%
Crohn’s disease” 34% 39% 4% 5% 0% 2%
Ulcerative colitis” 12% 17% 1% 2% <1% <1%
Ankylosing spondylitis* 13% 40% 0% 6% 0% 2%
Psoriatic arthritis” 16% 42% 0% 5% 0% 2%
Plaque psoriasis® 24% 49% <1% 8% 0% 3%

'Placebo patients received methotrexate while REMICADE patients received both REMICADE and methotrexate. Median

follow-up was 58 weeks.

*Placebo patients in the 2 Phase I11 trials in Crohn’s disease received an initial dose of 5 mg/kg REMICADE at study start and
were on placebo in the maintenance phase. Patients who were randomized to the placebo maintenance group and then later
crossed over to REMICADE are included in the REMICADE group in ALT analysis. Median follow-up was 54 weeks.

"Median follow-up was 30 weeks. Specifically, the median duration of follow-up was 30 weeks for placebo and 31 weeks for

REMICADE.
'Median follow-up was 24 weeks.

*Median follow-up was 24 weeks for REMICADE group and 18 weeks for placebo group.
®ALT values are obtained in 2 Phase 3 psoriasis studies with median follow-up of 50 weeks for REMICADE and 16 weeks for

placebo.
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REMICADE

REMICADE 5mg/kg 54
REMICADE 385
9% 9% 8% 7%
6%
Study Peds Crohn’s
| 50%
12 74% 38%
3 12 4
3 8
1 8 2
1
112
2
REMICADE 3%
ULN 3 ALT
3 ALT 4% ULN 5 ALT
53
REMICADE
3 16 1
/
REMICADE 3mg/kg 1.7% 3.2% REMICADE 5mg/kg 3.9%
2 Il 1 SAE
1 12.4% 1 REMICADE 3mg/kg
4.1% 4.7%
REMICADE 5mg/kg 2 25
1
1 2.7% 1 REMICADE 3mg/kg
1.0% 1.3%
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Remicade 100 mg powder for concentrate for solution for infusion.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains 100 mg of infliximab. Infliximab is a chimeric human-murine IgG1 monoclonal
antibody produced by recombinant DNA technology. After reconstitution each ml contains 10 mg of
infliximab.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder for concentrate for solution for infusion.
The powder is a freeze-dried white pellet.

4, CLINICAL PARTICULARS

4.1 Therapeutic indications

Rheumatoid arthritis:

Remicade, in combination with methotrexate, is indicated for:

the reduction of signs and symptoms as well as the improvement in physical function in:

o patients with active disease when the response to disease-modifying anti-rheumatic drugs
(DMARD:s), including methotrexate, has been inadequate.

o patients with severe, active and progressive disease not previously treated with methotrexate or
other DMARDs.

In these patient populations, a reduction in the rate of the progression of joint damage, as measured by

X-ray, has been demonstrated (see section 5.1).

Adult Crohn’s disease:

Remicade is indicated for:

o treatment of severe, active Crohn’s disease, in patients who have not responded despite a full
and adequate course of therapy with a corticosteroid and/or an immunosuppressant; or who are
intolerant to or have medical contraindications for such therapies.

o treatment of fistulising, active Crohn’s disease, in patients who have not responded despite a
full and adequate course of therapy with conventional treatment (including antibiotics, drainage
and immunosuppressive therapy).

Paediatric Crohn’s disease:

Remicade is indicated for:

Treatment of severe, active Crohn’s disease, in paediatric patients aged 6 to 17 years, who have not
responded to conventional therapy including a corticosteroid, an immunomodulator and primary
nutrition therapy; or who are intolerant to or have contraindications for such therapies. Remicade has
been studied only in combination with conventional immunosuppressive therapy.

Ulcerative colitis:

Remicade is indicated for:

Treatment of moderately to severely active ulcerative colitis in patients who have had an inadequate
response to conventional therapy including corticosteroids and 6-MP or AZA, or who are intolerant to
or have medical contraindications for such therapies.




Ankylosing spondylitis:

Remicade is indicated for:

Treatment of severe, active ankylosing spondylitis, in adult patients who have responded inadequately
to conventional therapy.

Psoriatic arthritis:
Remicade is indicated for:
Treatment of active and progressive psoriatic arthritis in adults when the response to previous
DMARD therapy has been inadequate.
Remicade should be administered
- in combination with methotrexate
- or alone in patients who show intolerance to methotrexate or for whom methotrexate is
contraindicated
Remicade has been shown to improve physical function in patients with psoriatic arthritis, and to
reduce the rate of progression of peripheral joint damage as measured by X-ray in patients with
polyarticular symmetrical subtypes of the disease (see Section 5.1).

Psoriasis:

Remicade is indicated for:

Treatment of moderate to severe plaque psoriasis in adults who failed to respond to, or who have a
contraindication to, or are intolerant to other systemic therapy including cyclosporine, methotrexate or
PUVA (see section 5.1).

4.2 Posology and method of administration

Remicade treatment is to be initiated and supervised by qualified physicians experienced in the
diagnosis and treatment of rheumatoid arthritis, inflammatory bowel diseases, ankylosing spondylitis,
psoriatic arthritis or psoriasis. Remicade infusions should be administered by qualified healthcare
professionals trained to detect any infusion related issues. Patients treated with Remicade should be
given the package leaflet and the special Alert card.

Remicade is indicated for intravenous use in adults (> 18 years) across all approved indications and in
paediatric patients, aged 6 to 17 years, with Crohn’s disease (see section 5.1).

Due to insufficient data on safety and efficacy, Remicade is not recommended for use in any other
paediatric indication (for juvenile rheumatoid arthritis, see section 4.8).

The recommended infusion duration for patients with each indication is described below under the
respective indication. All patients administered Remicade are to be observed for at least 1-2 hours post
infusion for acute infusion-related reactions. Emergency equipment, such as adrenaline,
antihistamines, corticosteroids and an artificial airway must be available. Patients may be pre-treated
with e.g., an antihistamine, hydrocortisone and/or paracetamol and infusion rate may be slowed in
order to decrease the risk of infusion related reactions especially if infusion-related reactions have
occurred previously (see section 4.4).

During Remicade treatment, other concomitant therapies, e.g., corticosteroids and
immunosuppressants should be optimised.

For preparation and administration instructions, see section 6.6.



Adults (> 18 years)

Rheumatoid arthritis

Patients not previously treated with Remicade: 3 mg/kg given as an intravenous infusion over a 2-hour
period followed by additional 3 mg/kg infusion doses at 2 and 6 weeks after the first infusion, then
every 8 weeks thereafter.

In carefully selected patients with rheumatoid arthritis who have tolerated 3 initial 2-hour infusions of
Remicade, consideration may be given to administering subsequent infusions over a period of not less
than 1 hour. Shortened infusions at doses > 6 mg/kg have not been studied.

Remicade must be given concomitantly with methotrexate.

Available data suggest that the clinical response is usually achieved within 12 weeks of treatment. If a
patient has an inadequate response or loses response after this period, consideration may be given to
increase the dose step-wise by approximately 1.5 mg/kg, up to a maximum of 7.5 mg/kg every 8
weeks. Alternatively, administration of 3 mg/kg as often as every 4 weeks may be considered. If
adequate response is achieved, patients should be continued on the selected dose or dose frequency.
Continued therapy should be carefully reconsidered in patients who show no evidence of therapeutic
benefit within the first 12 weeks of treatment or after dose adjustment.

Severe, active Crohn’s disease

5 mg/kg given as an intravenous infusion over a 2-hour period followed by an additional 5 mg/kg
infusion 2 weeks after the first infusion. If a patient does not respond after 2 doses, no additional
treatment with infliximab should be given. Available data do not support further infliximab treatment,
in patients not responding within 6 weeks of the initial infusion.

In responding patients, the alternative strategies for continued treatment are:

o Maintenance: Additional infusion of 5 mg/kg at 6 weeks after the initial dose, followed by
infusions every 8 weeks or

o Re-administration: Infusion of 5 mg/kg if signs and symptoms of the disease recur (see ‘Re-
administration” below and section 4.4).

Although comparative data are lacking, limited data in patients who initially responded to 5 mg/kg but
who lost response indicate that some patients may regain response with dose escalation (see section
5.1). Continued therapy should be carefully reconsidered in patients who show no evidence of
therapeutic benefit after dose adjustment.-

Fistulising, active Crohn’s disease

5 mg/kg given as an intravenous infusion over a 2-hour period followed by additional 5 mg/kg
infusions at 2 and 6 weeks after the first infusion. If a patient does not respond after 3 doses, no
additional treatment with infliximab should be given.

In responding patients, the alternative strategies for continued treatment are:

o Maintenance: Additional infusions of 5 mg/kg every 8 weeks or

o Re-administration: Infusion of 5 mg/kg if signs and symptoms of the disease recur followed by
infusions of 5 mg/kg every 8 weeks (see ‘Re-administration’ below and section 4.4).

Although comparative data are lacking, limited data in patients who initially responded to 5 mg/kg but
who lost response indicate that some patients may regain response with dose escalation (see section
5.1). Continued therapy should be carefully reconsidered in patients who show no evidence of
therapeutic benefit after dose adjustment.-

In Crohn’s disease, experience with re-administration if signs and symptoms of disease recur is limited
and comparative data on the benefit/risk of the alternative strategies for continued treatment are
lacking.



Ulcerative colitis
5 mg/kg given as an intravenous infusion over a 2 hour period followed by additional 5 mg/kg
infusion doses at 2 and 6 weeks after the first infusion, then every 8 weeks thereafter.

Available data suggest that the clinical response is usually achieved within 14 weeks of treatment, i.e.
three doses. Continued therapy should be carefully reconsidered in patients who show no evidence of
therapeutic benefit within this time period.

Ankylosing spondylitis

5 mg/kg given as an intravenous infusion over a 2-hour period followed by additional 5 mg/kg
infusion doses at 2 and 6 weeks after the first infusion, then every 6 to 8 weeks. If a patient does not
respond by 6 weeks (i.e. after 2 doses), no additional treatment with infliximab should be given.

Psoriatic arthritis
5 mg/kg given as an intravenous infusion over a 2-hour period followed by additional 5 mg/kg
infusion doses at 2 and 6 weeks after the first infusion, then every 8 weeks thereafter.

Psoriasis

5 mg/kg given as an intravenous infusion over a 2-hour period followed by additional 5 mg/kg
infusion doses at 2 and 6 weeks after the first infusion, then every 8 weeks thereafter. If a patient
shows no response after 14 weeks (i.e. after 4 doses), no additional treatment with infliximab should
be given.

Re-administration for Crohn’s disease and rheumatoid arthritis

If the signs and symptoms of disease recur, Remicade can be re-administered within 16 weeks
following the last infusion. In clinical studies, delayed hypersensitivity reactions have been
uncommon and have occurred after Remicade-free intervals of less than 1 year (see section 4.4 and
4.8: delayed hypersensitivity). The safety and efficacy of re-administration after a Remicade-free
interval of more than 16 weeks has not been established. This applies to both Crohn’s disease patients
and rheumatoid arthritis patients.

Re-administration for ulcerative colitis
The safety and efficacy of re-administration, other than every 8 weeks, has not been established.

Re-administration for ankylosing spondylitis
The safety and efficacy of re-administration, other than every 6 to 8 weeks, has not been established.

Re-administration for psoriatic arthritis
The safety and efficacy of re-administration, other than every 8 weeks, has not been established.

Re-administration for psoriasis

Limited experience from re-treatment with one single Remicade dose in psoriasis after an interval of
20 weeks suggests reduced efficacy and a higher incidence of mild to moderate infusion reactions
when compared to the initial induction regimen (see section 5.1).

Paediatric population

Crohn’s disease (6 to 17 years)

5 mg/kg given as an intravenous infusion over a 2-hour period followed by additional 5 mg/kg
infusion doses at 2 and 6 weeks after the first infusion, then every 8 weeks thereafter. Some patients
may require a shorter dosing interval to maintain clinical benefit, while for others a longer dosing
interval may be sufficient. Available data do not support further infliximab treatment in paediatric
patients not responding within the first 10 weeks of treatment.




4.3 Contraindications

Patients with tuberculosis or other severe infections such as sepsis, abscesses, and opportunistic
infections (see section 4.4).

Patients with moderate or severe heart failure (NYHA class 111/1V) (see sections 4.4 and 4.8).

Patients with a history of hypersensitivity to infliximab (see section 4.8), to other murine proteins, or
to any of the excipients.

4.4 Special warnings and precautions for use
Infusion reactions and hypersensitivity

Infliximab has been associated with acute infusion-related reactions, including anaphylactic shock,
and delayed hypersensitivity reactions (see section 4.8).

Acute infusion reactions including anaphylactic reactions may develop during (within seconds) or
within a few hours following infusion. If acute infusion reactions occur, the infusion must be
interrupted immediately. Emergency equipment, such as adrenaline, antihistamines, corticosteroids
and an artificial airway must be available. Patients may be pre-treated with e.g., an antihistamine,
hydrocortisone and/or paracetamol to prevent mild and transient effects.

Antibodies to infliximab may develop and have been associated with an increased frequency of
infusion reactions. A low proportion of the infusion reactions was serious allergic reactions. An
association between development of antibodies to infliximab and reduced duration of response has
also been observed. Concomitant administration of immunomodulators has been associated with lower
incidence of antibodies to infliximab and a reduction in the frequency of infusion reactions. The effect
of concomitant immunomodulator therapy was more profound in episodically treated patients than in
patients given maintenance therapy. Patients who discontinue immunosuppressants prior to or during
Remicade treatment are at greater risk of developing these antibodies. Antibodies to infliximab cannot
always be detected in serum samples. If serious reactions occur, symptomatic treatment must be given
and further Remicade infusions must not be administered (see section 4.8: "Immunogenicity").

In clinical studies, delayed hypersensitivity reactions have been reported. Available data suggest an
increased risk for delayed hypersensitivity with increasing Remicade-free interval. Advise patients to
seek immediate medical advice if they experience any delayed adverse event (see section 4.8:
“Delayed hypersensitivity™). If patients are re-treated after a prolonged period, they must be closely
monitored for signs and symptoms of delayed hypersensitivity.

Infections

Patients must be monitored closely for infections including tuberculosis before, during and after
treatment with Remicade. Because the elimination of infliximab may take up to six months,
monitoring should be continued throughout this period. Further treatment with Remicade must not be
given if a patient develops a serious infection or sepsis.

Caution should be exercised when considering the use of Remicade in patients with chronic infection
or a history of recurrent infections, including concomitant immunosuppressive therapy. Patients
should be advised of and avoid exposure to potential risk factors for infection as appropriate.

Tumour necrosis factor alpha (TNF,) mediates inflammation and modulates cellular immune
responses. Experimental data show that TNF,, is essential for the clearing of intracellular infections.
Clinical experience shows that host defence against infection is compromised in some patients treated
with infliximab.

It should be noted that suppression of TNF, may mask symptoms of infection such as fever. Early
recognition of atypical clinical presentations of serious infections is critical in order to minimize
delays in diagnosis and treatment.



Patients taking TNF-blockers are more susceptible to serious infections.

Tuberculosis, bacterial infections, including sepsis and pneumonia, invasive fungal infections, and
other opportunistic infections have been observed in patients treated with infliximab. Some of these
infections have been fatal.

Patients who develop a new infection while undergoing treatment with Remicade, should be
monitored closely and undergo a complete diagnostic evaluation. Administration of Remicade should
be discontinued if a patient develops a new serious infection or sepsis, and appropriate antimicrobial
or antifungal therapy should be initiated until the infection is controlled.

For patients who have resided in or traveled to regions where invasive fungal infections such as
histoplasmosis, coccidioidomycosis, or blastomycosis are endemic, the benefits and risks of Remicade
treatment should be carefully considered before initiation of Remicade therapy.

There have been reports of active tuberculosis in patients receiving Remicade. It should be noted that
in the majority of these reports tuberculosis was extrapulmonary, presenting as either local or
disseminated disease.

Opportunistic infections reported in patients on Remicade have included, but are not limited to
pneumocystosis, histoplasmosis, cytomegalovirus infection, atypical mycobacterial infections,
listeriosis and aspergillosis.

In clinical studies, infections have been reported more frequently in paediatric patient populations than
in adult patient populations (see section 4.8).

Before starting treatment with Remicade, all patients must be evaluated for both active and inactive
(‘latent”) tuberculosis. This evaluation should include a detailed medical history with personal history
of tuberculosis or possible previous contact with tuberculosis and previous and/or current
immunosuppressive therapy. Appropriate screening tests, i.e. tuberculin skin test and chest X-ray,
should be performed in all patients (local recommendations may apply). It is recommended that the
conduct of these tests should be recorded in the patient’s alert card. Prescribers are reminded of the
risk of false negative tuberculin skin test results, especially in patients who are severely ill or
immunocompromised.

If active tuberculosis is diagnosed, Remicade therapy must not be initiated (see section 4.3).

If latent tuberculosis is suspected, a physician with expertise in the treatment of tuberculosis should be
consulted. In all situations described below, the benefit/risk balance of Remicade therapy should be
very carefully considered.

If inactive (‘latent’) tuberculosis is diagnosed, treatment for latent tuberculosis must be started with
anti-tuberculosis therapy before the initiation of Remicade, and in accordance with local
recommendations.

In patients who have several or significant risk factors for tuberculosis and have a negative test for
latent tuberculosis, anti-tuberculosis therapy should be considered before the initiation of Remicade.

Use of anti-tuberculosis therapy should also be considered before the initiation of Remicade in patients
with a past history of latent or active tuberculosis in whom an adequate course of treatment cannot be
confirmed.

All patients should be informed to seek medical advice if signs/symptoms suggestive of tuberculosis
(e.g. persistent cough, wasting/weight loss, low-grade fever) appear during or after Remicade
treatment.

Patients with fistulising Crohn’s disease with acute suppurative fistulas must not initiate Remicade
therapy until a source for possible infection, specifically abscess, has been excluded (see section 4.3).

Hepatitis B Reactivation




Reactivation of hepatitis B has occurred in patients receiving a TNF-antagonist including Remicade,
who are chronic carriers of this virus. Some cases have had fatal outcome. Patients at risk for HBV
infection should be evaluated for prior evidence of HBV infection before initiating Remicade therapy.
Carriers of HBV who require treatment with Remicade should be closely monitored for signs and
symptoms of active HBV infection throughout therapy and for several months following termination
of therapy. Adequate data of treating patients who are carriers of HBV with anti-viral therapy in
conjunction with TNF-antagonist therapy to prevent HBV reactivation are not available. In patients
who develop HBV reactivation, Remicade should be stopped and effective anti-viral therapy with
appropriate supportive treatment should be initiated.

Hepatobiliary events

Very rare cases of jaundice and non-infectious hepatitis, some with features of autoimmune hepatitis,
have been observed in the post-marketing experience of Remicade. Isolated cases of liver failure
resulting in liver transplantation or death have occurred. Patients with symptoms or signs of liver
dysfunction should be evaluated for evidence of liver injury. If jaundice and/or ALT elevations > 5
times the upper limit of normal develop(s), Remicade should be discontinued, and a thorough
investigation of the abnormality should be undertaken.

Concurrent administration of TNF-alpha inhibitor and anakinra

Serious infections were seen in clinical studies with concurrent use of anakinra and another TNF,-
blocking agent, etanercept, with no added clinical benefit compared to etanercept alone. Because of
the nature of the adverse events seen with combination of etanercept and anakinra therapy, similar
toxicities may also result from the combination of anakinra and other TNF-blocking agents.
Therefore, the combination of Remicade and anakinra is not recommended.

Vaccinations

No data are available on the response to vaccination with live vaccines or on the secondary
transmission of infection by live vaccines in patients receiving anti-TNF therapy. It is recommended
that live vaccines not be given concurrently.

It is recommended that paediatric Crohn’s disease patients, if possible, be brought up to date with all
vaccinations in agreement with current vaccination guidelines prior to initiating Remicade therapy.

Autoimmune processes

The relative deficiency of TNF,, caused by anti-TNF therapy may result in the initiation of an
autoimmune process. If a patient develops symptoms suggestive of a lupus-like syndrome following
treatment with Remicade and is positive for antibodies against double-stranded DNA, further
treatment with Remicade must not be given (see section 4.8: “Anti-nuclear antibodies (ANA)/Double-
stranded DNA (dsDNA) antibodies™).

Neurological events

Infliximab and other agents that inhibit TNF, have been associated in rare cases with optic neuritis,
seizure and new onset or exacerbation of clinical symptoms and/or radiographic evidence of central
nervous system demyelinating disorders, including multiple sclerosis, and peripheral demyelinating
disorders, including Guillain-Barré syndrome. In patients with pre-existing or recent onset of
demyelinating disorders, the benefits and risks of Remicade treatment should be carefully considered
before initiation of Remicade therapy.

Malignancies and lymphoproliferative disorders

In the controlled portions of clinical studies of TNF-blocking agents, more cases of malignancies
including lymphoma have been observed among patients receiving a TNF blocker compared with
control patients. During clinical studies of Remicade across all approved indications the incidence of
lymphoma in Remicade-treated patients was higher than expected in the general population, but the
occurrence of lymphoma was rare. Furthermore, there is an increased background lymphoma risk in
rheumatoid arthritis patients with longstanding, highly active, inflammatory disease, which
complicates the risk estimation.




In an exploratory clinical study evaluating the use of Remicade in patients with moderate to severe
chronic obstructive pulmonary disease (COPD), more malignancies were reported in Remicade-treated
patients compared with control patients. All patients had a history of heavy smoking. Caution should
be exercised in considering treatment of patients with increased risk for malignancy due to heavy
smoking.

With the current knowledge, a risk for the development of lymphomas or other malignancies in
patients treated with a TNF-blocking agent cannot be excluded (see Section 4.8). Caution should be
exercised when considering TNF-blocking therapy for patients with a history of malignancy or when
considering continuing treatment in patients who develop a malignancy.

Caution should also be exercised in patients with psoriasis and a medical history of extensive
immunosuppressant therapy or prolonged PUVA treatment.

Rare postmarketing cases of hepatosplenic T-cell lymphoma have been reported in patients treated
with TNF-blocking agents including Remicade. This rare type of T-cell lymphoma has a very
aggressive disease course and is usually fatal. All Remicade cases have occurred in patients with
Crohn’s disease or ulcerative colitis and the majority were reported in adolescent or young adult
males. All of these patients had received treatment with azathioprine or 6-mercaptopurine
concomitantly with or immediately prior to Remicade. The potential risk with the combination of AZA
or 6-MP and Remicade should be carefully considered. A risk for the development for hepatosplenic
T-cell lymphoma in patients treated with Remicade cannot be excluded (see sections 4.2 and 4.8).

All patients with ulcerative colitis who are at increased risk for dysplasia or colon carcinoma (for
example, patients with long-standing ulcerative colitis or primary sclerosing cholangitis), or who had a
prior history of dysplasia or colon carcinoma should be screened for dysplasia at regular intervals
before therapy and throughout their disease course. This evaluation should include colonoscopy and
biopsies per local recommendations. With current data it is not known if infliximab treatment
influences the risk for developing dysplasia or colon cancer (see section 4.8).

Since the possibility of increased risk of cancer development in patients with newly diagnosed
dysplasia treated with Remicade is not established, the risk and benefits to the individual patients must
be carefully reviewed and consideration should be given to discontinuation of therapy.

Heart failure

Remicade should be used with caution in patients with mild heart failure (NYHA class I/11). Patients
should be closely monitored and Remicade must not be continued in patients who develop new or
worsening symptoms of heart failure (see sections 4.3 and 4.8).

Paediatrics

Due to insufficient data on safety and efficacy, Remicade is not recommended for use in children < 17
years, except in Crohn’s disease. Remicade has not been studied in patients with Crohn’s disease
below the age of 6 years.

Others
The pharmacokinetics of infliximab in elderly patients has not been studied. Studies have not been
performed in patients with liver or renal disease (see section 5.2).

There are insufficient preclinical data to draw conclusions on the effects of infliximab on fertility and
general reproductive function (see section 5.3).

There is limited safety experience of surgical procedures in Remicade treated patients. The long half-
life of infliximab should be taken into consideration if a surgical procedure is planned. A patient who
requires surgery while on Remicade should be closely monitored for infections, and appropriate
actions should be taken.

There is limited safety experience of Remicade treatment in patients who have undergone arthroplasty.
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Failure to respond to treatment for Crohn’s disease may indicate the presence of a fixed fibrotic
stricture that may require surgical treatment. Available data suggest that infliximab does not worsen or
cause strictures.

45 Interaction with other medicinal products and other forms of interaction

In rheumatoid arthritis, psoriatic arthritis and Crohn's disease patients, there are indications that
concomitant use of methotrexate and other immunomodulators reduces the formation of antibodies
against infliximab and increases the plasma concentrations of infliximab. However, the results are
uncertain due to limitations in the methods used for serum analyses of infliximab and antibodies
against infliximab.

Corticosteroids do not appear to affect the pharmacokinetics of infliximab to a clinically relevant
extent.

The combination of Remicade and anakinra is not recommended (see section 4.4 - "Concurrent
administration of TNF-alpha inhibitor and anakinra™).

Nothing is known regarding possible interactions between infliximab and other active substances.

It is recommended that live vaccines not be given concurrently with Remicade (see section 4.4 -
“Vaccinations™).

4.6 Pregnancy and lactation

Pregnancy
Post-marketing reports from approximately 300 pregnancies exposed to infliximab, do not indicate

unexpected effects on pregnancy outcome. Due to its inhibition of TNFq, infliximab administered
during pregnancy could affect normal immune responses in the newborn. In a developmental toxicity
study conducted in mice using an analogous antibody that selectively inhibits the functional activity of
mouse TNFa, there was no indication of maternal toxicity, embryotoxicity or teratogenicity (see
section 5.3).

The available clinical experience is too limited to exclude a risk, and administration of infliximab is
therefore not recommended during pregnancy.

Women of childbearing potential
Women of childbearing potential must use adequate contraception to prevent pregnancy and continue
its use for at least 6 months after the last Remicade treatment.

Lactation

It is not known whether infliximab is excreted in human milk or absorbed systemically after ingestion.
Because human immunoglobulins are excreted in milk, women must not breast feed for at least

6 months after Remicade treatment.

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.

4.8 Undesirable effects

In clinical studies with infliximab, adverse reactions were observed in approximately 60% of
infliximab-treated patients and 40% of placebo-treated patients. Infusion-related reactions were the

most common adverse reactions reported. Infusion-related reactions (dyspnoea, urticaria and
headache) were the most common cause for discontinuation.
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Table 1 lists the adverse reactions based on experience from clinical studies as well as adverse
reactions, some with fatal outcome, reported from post-marketing experience. Within the organ system
classes, adverse reactions are listed under headings of frequency using the following categories: very
common (>1/10); common (>1/100 to <1/10); uncommon (>1/1000 to <1/100); rare (>1/10,000 to
<1/1,000); very rare (<1/10,000). Because post-marketing events are reported voluntarily from a
population of uncertain size, it is not possible to estimate their frequency. Therefore, the frequency of
these adverse reactions is categorised as unknown. Within each frequency grouping, undesirable
effects are presented in order of decreasing seriousness.

Table 1

Undesirable Effects in Clinical Studies and from Post-Marketing Experience

Infections and infestations

Common:
Uncommon:

Unknown:

Viral infection (e.g. influenza, herpes virus infection)

Sepsis, tuberculosis, abscess, bacterial infection, fungal infection,
cellulitis, candidiasis

Opportunistic infections (such as atypical mycobacterial infection,
pneumocystosis, histoplasmosis, coccidioidomycosis,
cryptococcosis, aspergillosis and listeriosis), hepatitis B
reactivation, salmonellosis

Neoplasms benign, malignant and
unspecified (including cysts and
polyps)

Unknown:

Hepatosplenic T-cell lymphoma (primarily in adolescents and
young adults with Crohn’s disease and ulcerative colitis),
lymphoma (including non-Hodgkin’s lymphoma and Hodgkin’s
disease)

Blood and lymphatic system
disorders

Uncommon:

Unknown:

Neutropenia, leukopenia, thrombocytopenia, anaemia,
lymphopenia, lymphadenopathy, lymphocytosis
Agranulocytosis, thrombotic thrombocytopenic purpura,
pancytopenia, haemolytic anaemia, idiopathic thrombocytopenic
purpura

Immune system disorders

Common: Serum sickness-like reaction
Uncommon: Anaphylactic reaction, lupus-like syndrome, allergic respiratory
symptom
Unknown: Anaphylactic shock, serum sickness, vasculitis
Psychiatric disorders
Uncommon: Depression, amnesia, agitation, confusion, insomnia, somnolence,
nervousness, apathy
Nervous system disorders
Common: Headache, vertigo, dizziness
Uncommon: Central nervous system demyelinating disorders (multiple
sclerosis-like disease)
Rare: Meningitis
Unknown: Peripheral demyelinating disorders (such as Guillain-Barré
syndrome, chronic inflammatory demyelinating polyneuropathy
and multifocal motor neuropathy), central nervous system
demyelinating disorders (such as optic neuritis), transverse
myelitis, seizure, neuropathy, hypoaesthesia, paraesthesia
Eye disorders
Uncommon: Endophthalmitis, keratitis, conjunctivitis, periorbital oedema,

hordeolum

Cardiac disorders
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Uncommon: Cardiac failure aggravated, arrhythmia, syncope, bradycardia,
cyanosis, palpitation
Rare: Tachycardia
Unknown: Cardiac failure, pericardial effusion
Vascular disorders
Common: Flushing
Uncommon: Hypotension, peripheral ischaemia, hypertension,
thrombophlebitis, haematoma, ecchymaosis, petechia, vasospasm,
hot flush
Rare: Circulatory failure

Respiratory, thoracic and
mediastinal disorders

Common: Lower respiratory tract infection (e.g. bronchitis, pneumonia),
upper respiratory tract infection, sinusitis, dyspnoea
Uncommon: Pulmonary oedema, bronchospasm, pleurisy, epistaxis
Rare: Pleural effusion
Unknown: Interstitial lung disease (including rapidly progressive disease,
lung fibrosis and pneumonitis)
Gastrointestinal disorders
Common: Abdominal pain, diarrhoea, nausea, dyspepsia
Uncommon: Diverticulitis, gastroesophageal reflux, constipation, cheilitis
Rare: Intestinal perforation, gastrointestinal haemorrhage, intestinal
stenosis
Unknown: Pancreatitis
Hepatobiliary disorders
Common: Transaminases increased
Uncommon: Cholecystitis,hepatic function abnormal
Rare: Hepatitis
Unknown: Liver failure, autoimmune hepatitis, hepatocellular damage,

jaundice

Skin and subcutaneous tissue
disorders

Common:
Uncommon:

Unknown:

Urticaria, rash, pruritus, hyperhidrosis, dry skin

Bullous eruption, furunculosis, fungal dermatitis, onychomycosis,
eczema, seborrhoea, rosacea, skin papilloma, hyperkeratosis,
alopecia, abnormal skin pigmentation

Toxic epidermal necrolysis, Stevens-Johnson-Syndrome, psoriasis,
including new onset and pustular (primarily palm & soles),
erythema multiforme

Musculoskeletal and connective
tissue disorders

Uncommon:

Avrthralgia, myalgia, back pain

Renal and urinary disorders

Uncommon:

Pyelonephritis, urinary tract infection

Reproductive system and breast
disorders

Uncommon:

Vaginitis

General disorders and
administration site conditions

Common: Infusion-related reaction, chest pain, fatigue, fever
Uncommon: Impaired healing, injection site reaction, chills, oedema, pain
Rare: Granulomatous lesion
Investigations
Uncommon: Autoantibody positive, complement factor abnormal
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Infusion-related reactions: An infusion-related reaction was defined in clinical studies as any adverse
event occurring during an infusion or within 1 to 2 hours after an infusion. In clinical studies,
approximately 20% of infliximab-treated patients compared with approximately 10% of placebo-
treated patients experienced an infusion-related effect. Approximately 3% of patients discontinued
treatment due to infusions reactions and all patients recovered with or without medical therapy. In a
clinical study of patients with rheumatoid arthritis (ASPIRE), sixty six percent of the patients (686 out
of 1040) received at least one shortened infusion of 90 minutes or less and 44% of the patients (454
out of 1040) received at least one shortened infusion of 60 minutes or less. Of the infliximab-treated
patients who received at least one shortened infusion, infusion-related reactions occurred in 15% of
patients and serious infusion reactions occurred in 0.4% of patients.

In post-marketing experience, cases of anaphylactic-like reactions, including laryngeal/pharyngeal
oedema and severe bronchospasm, and seizure have been associated with Remicade administration.

Delayed hypersensitivity: In clinical studies delayed hypersensitivity reactions have been uncommon
and have occurred after Remicade-free intervals of less than 1 year. In the psoriasis studies, delayed
hypersensitivity reactions occurred early in the treatment course. Signs and symptoms included
myalgia and/or arthralgia with fever and/or rash, with some patients experiencing pruritus, facial, hand
or lip edema, dysphagia, urticaria, sore throat and headache.

There are insufficient data on the incidence of delayed hypersensitivity reactions after Remicade-free
intervals of more than 1 year but limited data from clinical studies suggest an increased risk for
delayed hypersensitivity with increasing Remicade-free interval.

In a 1-year clinical study with repeated infusions in patients with Crohn's disease (ACCENT I study),
the incidence of serum sickness-like reactions was 2.4%.

Immunogenicity: Patients who developed antibodies to infliximab were more likely (approximately 2-
3 fold) to develop infusion-related reactions. Use of concomitant immunosuppressant agents appeared
to reduce the frequency of infusion-related reactions.

In clinical studies using single and multiple infliximab doses ranging from 1 to 20 mg/kg, antibodies
to infliximab were detected in 14% of patients with any immunosuppressant therapy, and in 24%

of patients without immunosuppressant therapy. In rheumatoid arthritis patients who received the
recommended repeated treatment dose regimens with methotrexate, 8% of patients developed
antibodies to infliximab. In psoriatic arthritis patients who received 5 mg/kg with and without
methotrexate, antibodies occurred overall in 15% of patients (antibodies occurred in 4% of patients
receiving methotrexate and in 26% of patients not receiving methotrexate at baseline). Of Crohn's
disease patients who received maintenance treatment, approximately 6-13% developed antibodies to
infliximab. The antibody incidence was 2-3 fold higher for patients treated episodically. Due to
methodological limitations, a negative assay did not exclude the presence of antibodies to infliximab.
Some patients who developed high titres of antibodies to infliximab had evidence of reduced efficacy
(see section 4.4: "Infusion reactions and hypersensitivity"). In psoriasis patients treated with
infliximab as a maintenance regimen in the absence of concomitant immunomodulators,
approximately 28% developed antibodies to infliximab.

Infections: Tuberculosis, bacterial infections, including sepsis and pneumonia, invasive fungal
infections, and other opportunistic infections have been observed in patients receiving Remicade.
Some of these infections have been fatal. Opportunistic infections reported in patients on Remicade
have included, but are not limited to pneumocystosis, histoplasmosis, cytomegalovirus infection,
atypical mycobacterial infections, listeriosis and aspergillosis (see section 4.4).

In clinical studies 36% of infliximab-treated patients were treated for infections compared with 25% of
placebo-treated patients.

In RA clinical studies, the incidence of serious infections including pneumonia was higher in
infliximab plus methotrexate treated patients compared with methotrexate alone especially at doses of
6 mg/kg or greater (see section 4.4).
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In postmarketing spontaneous reporting, infections are the most common serious adverse event. Some
of the cases have resulted in a fatal outcome. Nearly 50% of reported deaths have been associated with
infection. Cases of tuberculosis, sometimes fatal, including miliary tuberculosis and tuberculosis with

extrapulmonary location have been reported (see section 4.4).

Malignancies and lymphoproliferative disorders: In clinical studies with infliximab in which 5780
patients were treated, representing 5494 patient years, 5 cases of lymphomas and 26 non-lymphoma
malignancies were detected as compared with no lymphomas and 1 non-lymphoma malignancy in
1600 placebo-treated patients representing 941 patient years.

In long-term safety follow-up of clinical studies with infliximab of up to 5 years, representing 6234
patients-years (3210 patients), 5 cases of lymphoma and 38 cases of hon-lymphoma malignancies
were reported.

From August 1998 to August 2005, 1909 cases of suspected malignancies have been reported from
post-marketing, clinical studies and registries (321 in Crohn’s disease patients, 1302 in rheumatoid
arthritis patients and 286 in patients with other or unknown indications). Among those there were 347
lymphoma cases. During this period, the estimated exposure is 1,909,941 patient years since first
exposure (see section 4.4: Special Warnings and Special Precautions for Use - "Malignancies").

In an exploratory clinical study involving patients with moderate to severe COPD who were either
current smokers or ex-smokers, 157 patients were treated with Remicade at doses similar to those used
in RA and Crohn’s disease. Nine of these patients developed malignancies, including 1 lymphoma.
The median duration of follow-up was 0.8 years (incidence 5.7% [95% CI 2.65% - 10.6%]. There was
one reported malignancy amongst 77 control patients (median duration of follow-up 0.8 years;
incidence 1.3% [95% CI 0.03% - 7.0%]). The majority of the malignancies developed in the lung or
head and neck.

Rare post-marketing cases of hepatosplenic T-cell lymphoma have been reported in patients with
Crohn’s disease and ulcerative colitis treated with Remicade, the majority of whom were adolescent or
young adult males (see section 4.4).

Heart failure: In a phase Il study aimed at evaluating Remicade in congestive heart failure (CHF),
higher incidence of mortality due to worsening of heart failure were seen in patients treated with
Remicade, especially those treated with the higher dose of 10 mg/kg (i.e. twice the maximum
approved dose). In this study 150 patients with NYHA Class I11-1V CHF (left ventricular ejection
fraction <35%) were treated with 3 infusions of Remicade 5 mg/kg, 10 mg/kg, or placebo over

6 weeks. At 38 weeks, 9 of 101 patients treated with Remicade (2 at 5 mg/kg and 7 at 10 mg/kg) died
compared to one death among the 49 patients on placebo.

There have been post-marketing reports of worsening heart failure, with and without identifiable
precipitating factors, in patients taking Remicade. There have also been rare post-marketing reports of
new onset heart failure, including heart failure in patients without known pre-existing cardiovascular
disease. Some of these patients have been under 50 years of age.

Hepatobiliary events: In clinical studies, mild or moderate elevations of ALT and AST have been
observed in patients receiving Remicade without progression to severe hepatic injury. Elevations of
ALT >5 x ULN have been observed (see Table 2). Elevations of aminotransferases were observed
(ALT more common than AST) in a greater proportion of patients receiving Remicade than in
controls, both when Remicade was given as monotherapy and when it was used in combination with
other immunosuppressive agents. Most aminotransferase abnormalities were transient; however, a
small number of patients experienced more prolonged elevations. In general, patients who developed
ALT and AST elevations were asymptomatic, and the abnormalities decreased or resolved with either
continuation or discontinuation of Remicade, or modification of concomitant therapy. In post-
marketing surveillance, very rare cases of jaundice and hepatitis, some with features of autoimmune
hepatitis, have been reported in patients receiving Remicade (see section 4.4)
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Table 2: Proportion of patients with increased ALT activity in Clinical Studies

Indication Number of patients® Median follow-up >3 x ULN >5 x ULN
(wks)*

placebo | infliximab | placebo infliximab | placebo | infliximab | placebo | infliximab
Rheumatoid | 375 1087 58.1 58.3 3.2% 3.9% 0.8% 0.9%
arthritis®
Crohn’s 173 703 54.1 54.1 3.5% 5.1% 0.0% 1.7%
disease’
Pediatric N/A 139 N/A 53.0 N/A 4.4% N/A 1.5%
Crohn’s
disease
Ulcerative 242 482 30.1 30.8 1.2% 2.5% 0.4% 0.6%
colitis
Ankylosing | 76 275 24.1 101.9 0.0% 9.5% 0.0% 3.6%
spondylitis
Psoriatic 98 191 18.1 39.1 0.0% 6.8% 0.0% 2.1%
arthritis
Plaque 281 1175 16.1 50.1 0.4% 7.7% 0.0% 3.4%
psoriasis

! placebo patients received methotrexate while infliximab patients received both infliximab and methotrexate.
2 placebo patients in the 2 Phase 111 studies in Crohn’s disease, ACCENT | and ACCENT I, received an initial dose of 5
mg/kg infliximab at study start and were on placebo in the maintenance phase. Patients who were randomized to the
placebo maintenance group and then later crossed over to infliximab are included in the infliximab group in the ALT

analysis.

¥ Number of patients evaluated for ALT.

* Median follow-up is based on patients treated.

Antinuclear antibodies (ANA)/Anti-double-stranded DNA (dsDNA) antibodies: Approximately half of

infliximab-treated patients in clinical studies who were ANA negative at baseline developed a positive

ANA during the study compared with approximately one-fifth of placebo-treated patients. Anti-

dsDNA antibodies were newly detected in approximately 17% of infliximab-treated patients compared
with 0% of placebo-treated patients. At the last evaluation, 57% of infliximab-treated patients
remained anti-dsDNA positive. Reports of lupus and lupus-like syndromes, however, remain

uncommon.

Additional information on special populations

Paediatric population

Juvenile Rheumatoid Arthritis patients:

Remicade was studied in a clinical study in 120 patients (age range: 4-17 years old) with active JRA

despite methotrexate. Patients received 3 or 6 mg/kg infliximab as a 3-dose induction regimen (weeks
0, 2, 6 or weeks 14, 16, 20 respectively) followed by maintenance therapy every 8 weeks, in
combination with methotrexate.

Infusion reactions
Infusion reactions occurred in 35 % of patients with JRA receiving 3 mg/kg compared with 17.5% of
patients receiving 6 mg/kg. In the 3 mg/kg Remicade group, 4 out of 60 patients had a serious infusion
reaction and 3 patients reported a possible anaphylactic reaction (2 of which were among the serious
infusion reactions). In the 6 mg/kg group, 2 out of 57 patients had a serious infusion reaction, one of
whom had a possible anaphylactic reaction.

Immunogenicity
Antibodies to infliximab developed in 38 % of patients receiving 3 mg/kg compared with 12% of
patients receiving 6 mg/kg. The antibody titers were notably higher for the 3 mg/kg compared to the 6

mg/kg group.
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Infections

Infections occurred in 68% (41/60) of children receiving 3 mg/kg over 52 weeks, 65% (37/57) of
children receiving infliximab 6 mg/kg over 38 weeks and 47% (28/60) of children receiving placebo
over 14 weeks.

Paediatric Crohn’s disease patients:

The following adverse events were reported more commonly in paediatric Crohn’s disease patients in
the REACH study (see section 5.1) than in adult Crohn’s disease patients: anaemia (10.7%), blood in
stool (9.7%), leukopenia (8.7%), flushing (8.7%), viral infection (7.8%), neutropenia (6.8%), bone
fracture (6.8%), bacterial infection (5.8%), and respiratory tract allergic reaction (5.8%). Other special
considerations are discussed below.

Infusion-related reactions
Overall, in REACH, 17.5% of randomized patients experienced 1 or more infusion reactions. There
were no serious infusion reactions, and 2 subjects in REACH had non-serious anaphylactic reactions.

Immunogenicity
Antibodies to infliximab were detected in 3 (2.9%) paediatric patients.

Infections

In the REACH study, infections were reported in 56.3% of randomized subjects treated with
infliximab. Infections were reported more frequently for subjects who received g8 week as opposed to
012 week infusions (73.6% and 38.0%, respectively), while serious infections were reported for 3
subjects in the g8 week and 4 subjects in the 12 week maintenance treatment group. The most
commonly reported infections were upper respiratory tract infection and pharyngitis, and the most
commonly reported serious infection was abscess. Three cases of pneumonia (1 serious) and 2 cases of
herpes zoster (both non-serious) were reported.

Post-marketing spontaneous serious adverse events with infliximab in the paediatric population have
included malignancies including hepatosplenic T-cell lymphomas, transient hepatic enzyme
abnormalities, lupus-like syndromes, and positive autoantibodies (see sections 4.4 and 4.8:
‘Malignancies and lymphoproliferative disorders’).

4.9 Overdose

No case of overdose has been reported. Single doses up to 20 mg/kg have been administered without
toxic effects.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Selective immunosuppressive agents, ATC code: LO4ABO02.

Pharmacodynamic properties: Infliximab is a chimeric human-murine monoclonal antibody that binds
with high affinity to both soluble and transmembrane forms of TNF,, but not to lymphotoxin o
(TNFg). Infliximab inhibits the functional activity of TNF, in a wide variety of in vitro bioassays.
Infliximab prevented disease in transgenic mice that develop polyarthritis as a result of constitutive
expression of human TNF, and when administered after disease onset, it allowed eroded joints to heal.
In vivo, infliximab rapidly forms stable complexes with human TNF,, a process that parallels the loss
of TNF,, bioactivity.

Elevated concentrations of TNF, have been found in the joints of rheumatoid arthritis patients and
correlate with elevated disease activity. In rheumatoid arthritis, treatment with infliximab reduced
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infiltration of inflammatory cells into inflamed areas of the joint as well as expression of molecules
mediating cellular adhesion, chemoattraction and tissue degradation. After infliximab treatment,
patients exhibited decreased levels of serum interleukin 6 (IL-6) and C-reactive protein (CRP), and
increased haemoglobin levels in rheumatoid arthritis patients with reduced haemoglobin levels,
compared with baseline. Peripheral blood lymphocytes further showed no significant decrease in
number or in proliferative responses to in vitro mitogenic stimulation when compared with untreated
patients’ cells. In psoriasis patients, treatment with infliximab resulted in decreases in epidermal
inflammation and normalization of keratinocyte differentiation in psoriatic plaques. In psoriatic
arthritis, short term treatment with Remicade reduced the number of T-cells and blood vessels in the
synovium and psoriatic skin.

Histological evaluation of colonic biopsies, obtained before and 4 weeks after administration of
infliximab, revealed a substantial reduction in detectable TNF,. Infliximab treatment of Crohn’s
disease patients was also associated with a substantial reduction of the commonly elevated serum
inflammatory marker, CRP. Total peripheral white blood cell counts were minimally affected in
infliximab-treated patients, although changes in lymphocytes, monocytes and neutrophils reflected
shifts towards normal ranges. Peripheral blood mononuclear cells (PBMC) from infliximab-treated
patients showed undiminished proliferative responsiveness to stimuli compared with untreated
patients, and no substantial changes in cytokine production by stimulated PBMC were observed
following treatment with infliximab. Analysis of lamina propria mononuclear cells obtained by biopsy
of the intestinal mucosa showed that infliximab treatment caused a reduction in the number of cells
capable of expressing TNF,, and interferony. Additional histological studies provided evidence that
treatment with infliximab reduces the infiltration of inflammatory cells into affected areas of the
intestine and the presence of inflammation markers at these sites. Endoscopic studies of intestinal
mucosa have shown evidence of mucosal healing in infliximab treated patients.

Clinical Efficacy

Rheumatoid arthritis

The efficacy of infliximab was assessed in two multicentre, randomised, double-blind, pivotal clinical
studies: ATTRACT and ASPIRE. In both studies concurrent use of stable doses of folic acid, oral
corticosteroids (< 10 mg/day) and/or non-steroidal anti-inflammatory drugs (NSAIDs) was permitted.

The primary endpoints were the reduction of signs and symptoms as assessed by the American College
of Rheumatology criteria (ACR20 for ATTRACT, landmark ACR-N for ASPIRE), the prevention of
structural joint damage, and the improvement in physical function. A reduction in signs and symptoms
was defined to be at least a 20% improvement (ACR20) in both tender and swollen joint counts, and in
3 of the following 5 criteria: (1) evaluator’s global assessment, (2) patient’s global assessment, (3)
functional/disability measure, (4) visual analogue pain scale and (5) erythrocyte sedimentation rate or
C-reactive protein. ACR-N uses the same criteria as the ACR20, calculated by taking the lowest
percent improvement in swollen joint count, tender joint count, and the median of the remaining 5
components of the ACR response. Structural joint damage (erosions and joint space narrowing) in
both hands and feet was measured by the change from baseline in the total van der Heijde-modified
Sharp score (0-440). The Health Assessment Questionnaire (HAQ); scale 0-3) was used to measure
patients’ average change from baseline scores over time, in physical function.

The ATTRACT study evaluated responses at 30, 54 and 102 weeks in a placebo-controlled study of
428 patients with active rheumatoid arthritis despite treatment with methotrexate. Approximately 50%
of patients were in functional Class Il1. Patients received placebo, 3 mg/kg or 10 mg/kg infliximab at
weeks 0, 2 and 6, and then every 4 or 8 weeks thereafter. All patients were on stable methotrexate
doses (median 15 mg/wk) for 6 months prior to enrolment and were to remain on stable doses
throughout the study.

Results from week 54 (ACR20, total van der Heijde-modified Sharp score and HAQ) are shown in
Table 3. Higher degrees of clinical response (ACR50 and ACR70) were observed in all infliximab
groups at 30 and 54 weeks compared with methotrexate alone.
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A reduction in the rate of the progression of structural joint damage (erosions and joint space
narrowing) was observed in all infliximab groups at 54 weeks (Table 3).

The effects observed at 54 weeks were maintained through 102 weeks. Due to a number of treatment

withdrawals, the magnitude of the effect difference between infliximab and the methotrexate alone
group cannot be defined.
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Table 3
Effects on ACR20, Structural Joint Damage and Physical Function at week 54, ATTRACT

infliximab”
3mg/kg 3mg/kg 10mg/kg 10 mg/kg All
Control® qgq8wks g4wks g8wks q4wks infliximab”

Patients with ACR20 response/ 15/88 36/86 41/86 51/87 48/81 176/340
Patients evaluated (%)° (17%) (42%) (48%) (59%) (59%) (52%)

Total score® (van der Heijde-modified
Sharp score)

Change from baseline (Mean + SD°) 7.0+10.3 1.3+6.0 16+85 02+36 -0.7+38 0659

Median® 4.0 0.5 0.1 0.5 -0.5 0.0
(Interquartile range) (0.59.7) (-15,3.0) (-2.5,3.0) (-15,2.0) (-3.0,1.5) (-1.8,2.0)
Patients with no deterioration/patients 13/64 34/71 35/71 3777 44/66 150/285
evaluated (%)° (20%) (48%) (49%) (48%) (67%) (53%)

HAQ change from baseline over time®
(patients evaluated)

Mean + SD° 02+03 04+x03 05+04 05+x05 04+x04 0404

87 86 85 87 81 339

a: control = All patients had active RA despite treatment with stable methotrexate doses for 6 months prior to enrolment and were to remain on stable
doses throughout the study. Concurrent use of stable doses of oral corticosteroids (< 10 mg/day) and/or NSAIDs was permitted, and folate
supplementation was given.

b: all infliximab doses given in combination with methotrexate and folate with some on corticosteroids and/or NSAIDs

c: p <0.001, for each infliximab treatment group vs. control

d: greater values indicate more joint damage.

e: HAQ = Health Assessment Questionnaire; greater values indicate less disability.

The ASPIRE study evaluated responses at 54 weeks in 1004 methotrexate naive patients with early
(<3 years disease duration, median 0.6 years) active rheumatoid arthritis (median swollen and tender
joint count of 19 and 31, respectively). All patients received methotrexate (optimised to 20 mg/wk by
week 8) and either placebo, 3 mg/kg or 6 mg/kg infliximab at weeks 0, 2, and 6 and every 8 weeks
thereafter. Results from week 54 are shown in Table 4.

After 54 weeks of treatment, both doses of infliximab + methotrexate resulted in statistically
significantly greater improvement in signs and symptoms compared to methotrexate alone as measured
by the proportion of patients achieving ACR20, 50 and 70 responses.

In ASPIRE, more than 90% of patients had at least two evaluable X-rays. Reduction in the rate of

progression of structural damage was observed at weeks 30 and 54 in the infliximab + methotrexate
groups compared to methotrexate alone.
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Table 4
Effects on ACRn, Structural Joint Damage and Physical Function at week 54, ASPIRE

Infliximab + MTX
Placebo + MTX 3 mg/kg 6 mg/kg Combined

Subjects randomised 282 359 363 722
Percentage ACR improvement
Mean + SD? 24.8 £59.7 3731528 420+47.3 39.6+50.1

Change from baseline in total van der
Heijde modified Sharp score®

Mean + SD* 3.70 £9.61 042+582 051+555 0.46+5.68

Median 0.43 0.00 0.00 0.00
Improvement from baseline in HAQ

averaged over time from week 30 to

week 54°

Mean + SD° 0.68 £ 0.63 0.80+0.65 0.88+0.65 0.84 +0.65

a: p <0.001, for each infliximab treatment group vs. control

b: greater values indicate more joint damage.

¢: HAQ = Health Assessment Questionnaire; greater values indicate less disability.

d: p =0.030 and < 0.001 for the 3mg/kg and 6mg/kg treatment groups respectively vs. placebo + MTX.

Data to support dose titration in rheumatoid arthritis come from ATTRACT, ASPIRE and the START
study. START was a randomised, multicenter, double-blind, 3-arm, parallel-group safety study. In one
of the study arms (group 2, n=329), patients with an inadequate response were allowed to dose titrate
with 1.5 mg/kg increments from 3 up to 9 mg/kg. The majority (67%) of these patients did not require
any dose titration. Of the patients who required a dose titration, 80% achieved clinical response and
the majority (64%) of these required only one adjustment of 1.5 mg/kg.

Adult Crohn’s disease

Induction treatment in severe active Crohn’s disease

The efficacy of a single dose treatment with infliximab was assessed in 108 patients with active
Crohn’s disease (Crohn’s Disease Activity Index (CDAI) > 220 < 400) in a randomised, double-
blinded, placebo-controlled, dose-response study. Of these 108 patients, 27 were treated with the
recommended dosage of infliximab 5 mg/kg. All patients had experienced an inadequate response to
prior conventional therapies. Concurrent use of stable doses of conventional therapies was permitted,
and 92% of patients continued to receive these therapies.

The primary endpoint was the proportion of patients who experienced a clinical response, defined as a
decrease in CDAI by > 70 points from baseline at the 4-week evaluation and without an increase in the
use of medicinal products or surgery for Crohn’s disease. Patients who responded at week 4 were
followed to week 12. Secondary endpoints included the proportion of patients in clinical remission at
week 4 (CDAI < 150) and clinical response over time.

At week 4, following administration of a single dose, 22/27 (81%) of infliximab-treated patients
receiving a 5 mg/kg dose achieved a clinical response vs. 4/25 (16%) of the placebo-treated patients
(p < 0.001). Also at week 4, 13/27 (48%) of infliximab-treated patients achieved a clinical remission
(CDAI < 150) vs. 1/25 (4%) of placebo-treated patients. A response was observed within 2 weeks,
with a maximum response at 4 weeks. At the last observation at 12 weeks, 13/27 (48%) of infliximab-
treated patients were still responding.

Maintenance treatment in severe active Crohn’s disease

The efficacy of repeated infusions with infliximab was studied in a 1-year clinical study (ACCENT I).
A total of 573 patients with moderately to severely active Crohn’s disease (CDAI > 220 < 400)
received a single infusion of 5 mg/kg at week 0. 178 of the 580 enrolled patients (30.7%) were defined
as having severe disease (CDAI score > 300 and concomitant corticosteroid and/or
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immunosuppressants) corresponding to the population defined in the indication (see section 4.1). At
week 2, all patients were assessed for clinical response and randomised to one of 3 treatment groups; a
placebo maintenance group, 5 mg/kg maintenance group and 10 mg/kg maintenance group. All 3
groups received repeated infusions at week 2, 6 and every 8 weeks thereafter.

Of the 573 patients randomised, 335 (58%) achieved clinical response by week 2. These patients were
classified as Week-2 responders and were included in the primary analysis (see Table 5). Among
patients classified as non-responders at week 2, 32% (26/81) in the placebo maintenance group and
42% (68/163) in the infliximab group achieved clinical response by week 6. There was no difference

between groups in the number of late responders thereafter.

The co-primary endpoints were the proportion of patients in clinical remission (CDAI<150) at week
30 and time to loss of response through week 54. Corticosteroid tapering was permitted after week 6.

Table 5: Effects on response and remission rate, data from ACCENT | (Week-2 responders)

ACCENT I (Week-2 responders)

% of Patients

Placebo Infliximab Infliximab
Maintenance Maintenance Maintenance
(n=110) 5 mg/kg 10 mg/kg
(n=113) (n=112)
(p value) (p value)
Median time to loss of response 19 weeks 38 weeks >54 weeks
through week 54 (0.002) (<0.001)
Week 30
Clinical Response® 27.3 51.3 59.1
(<0.001) (<0.001)
Clinical Remission 20.9 38.9 45.5
(0.003) (<0.001)
Steroid-Free Remission 10.7 (6/56) 31.0 (18/58) 36.8 (21/57)
(0.008) (0.001)
Week 54
Clinical Response® 155 38.1 47.7
(<0.001) (<0.001)
Clinical Remission 13.6 28.3 38.4
(0.007) (<0.001)
. . .
Sustained Steroid-Free Remission 57 (3/53) 17.9 (10/56) 28.6 (16/56)
(0.075) (0.002)

a: Reduction in CDAI >25% and >70 points.

b: CDAI<150 at both Week 30 and 54 and not receiving corticosteroids in the 3 months prior to Week 54 among patients

who were receiving corticosteroids at baseline.

Beginning at week 14, patients who had responded to treatment, but subsequently lost their clinical
benefit, were allowed to cross over to a dose of infliximab 5 mg/kg higher than the dose to which they
were originally randomised. Eighty-nine percent (50/56) of patients who lost clinical response on
infliximab 5 mg/kg maintenance therapy after week 14 responded to treatment with infliximab

10 mg/kg.

Improvements in quality of life measures, a reduction in disease-related hospitalizations and
corticosteroid use were seen in the infliximab maintenance groups compared with the placebo

maintenance group at weeks 30 and 54.

Induction treatment in fistulising active Crohn’s disease
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The efficacy was assessed in a randomised, double-blinded, placebo-controlled study in 94 patients
with fistulising Crohn’s disease who had fistulae that were of at least 3 months’ duration. Thirty-one
of these patients were treated with infliximab 5 mg/kg. Approximately 93% of the patients had
previously received antibiotic or immunosuppressive therapy.

Concurrent use of stable doses of conventional therapies was permitted, and 83% of patients continued
to receive at least one of these therapies. Patients received three doses of either placebo or infliximab
at weeks 0, 2 and 6. Patients were followed up to 26 weeks. The primary endpoint was the proportion
of patients who experienced a clinical response, defined as > 50% reduction from baseline in the
number of fistulae draining upon gentle compression on at least two consecutive visits (4 weeks apart),
without an increase in the use of medicinal products or surgery for Crohn’s disease.

Sixty-eight percent (21/31) of infliximab-treated patients receiving a 5 mg/kg dose regimen achieved a
clinical response vs. 26% (8/31) placebo-treated patients (p = 0.002). The median time to onset of
response in the infliximab-treated group was 2 weeks. The median duration of response was 12 weeks.
Additionally, closure of all fistulae was achieved in 55% of infliximab-treated patients compared with
13% of placebo-treated patients (p = 0.001).

Maintenance treatment in fistulising active Crohn’s disease

The efficacy of repeated infusions with infliximab in patients with fistulising Crohn’s disease was
studied in a 1-year clinical study (ACCENT II). A total of 306 patients received 3 doses of infliximab
5 mg/kg at week 0,2 and 6. At baseline, 87% of the patients had perianal fistulae, 14% had abdominal
fistulae, 9% had rectovaginal fistulae. The median CDAI score was 180. At week 14, 282 patients
were assessed for clinical response and randomised to receive either placebo or 5 mg/kg infliximab
every 8 weeks through week 46.

Week-14 responders (195/282) were analyzed for the primary endpoint, which was time from
randomisation to loss of response (see Table 6). Corticosteroid tapering was permitted after week 6.

Table 6: Effects on response rate, data from ACCENT Il (Week-14 responders)
ACCENT Il (Week-14 responders)

Placebo Infliximab p-value
Maintenance Maintenance
(n=99) (5 mg/kg)
(n=96)

Median time to loss of response 14 weeks >40 weeks <0.001
through week 54
Week 54
Fistula Response (%) ° 235 46.2 0.001
Complete fistula response (%) ° 194 36.3 0.009

a: A >50% reduction from baseline in the number of draining fistulas over a period of >4 weeks
b: Absence of any draining fistulas

Beginning at week 22, patients who initially responded to treatment and subsequently lost their
response were eligible to cross over to active re-treatment every 8 weeks at a dose of infliximab 5
mg/kg higher than the dose to which they were originally randomised. Among patients in the
infliximab 5 mg/kg group who crossed over because of loss of fistula response after week 22, 57%
(12/21) responded to re-treatment with infliximab 10 mg/kg every 8 weeks.

There was no significant difference between placebo and infliximab for the proportion of patients with

sustained closure of all fistulas through week 54, for symptoms such as proctalgia, abscesses and
urinary tract infection or for number of newly developed fistulas during treatment.
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Maintenance therapy with infliximab every 8 weeks significantly reduced disease-related
hospitalisations and surgeries compared with placebo. Furthermore, a reduction in corticosteroid use
and improvements in quality of life were observed.

Paediatric Crohn’s disease (6 tol17 years)

In the REACH study, 112 patients (6 to 17 years, median age 13.0 years) with moderate to severe,
active Crohn’s disease (median PCDAI of 40) and an inadequate response to conventional therapies
were to receive 5 mg/kg infliximab at weeks 0, 2, and 6. All patients were required to be on a stable
dose of 6-MP, AZA or MTX (35% were also receiving corticosteroids at baseline). Patients assessed
by the investigator to be in clinical response at week 10 were randomized and received 5 mg/kg
infliximab at either g8 weeks or q12 weeks as a maintenance treatment regimen. If response was lost
during maintenance treatment, crossing over to a higher dose (10 mg/kg) and/or shorter dosing interval
(g8 weeks) was allowed. Thirty-two (32) evaluable paediatric patients crossed over (9 subjects in the
g8 weeks and 23 subjects in the q12 weeks maintenance groups). Twenty-four of these patients
(75.0%) regained clinical response after crossing over.

The proportion of subjects in clinical response at week 10 was 88.4% (99/112). The proportion of
subjects achieving clinical remission at week 10 was 58.9% (66/112).

At week 30, the proportion of subjects in clinical remission was higher in the g8 week (59.6%, 31/52)
than the q12 week maintenance treatment group (35.3%, 18/51; p=0.013). At week 54, the figures
were 55.8% (29/52) and 23.5% (12/51) in the g8 weeks and q12 weeks maintenance groups,
respectively (p<0.001).

Data about fistulas were derived from PCDAI scores. Of the 22 subjects that had fistulas at baseline,
63.6% (14/22), 59.1% (13/22) and 68.2% (15/22) were in complete fistula response at week 10, 30 and
54, respectively, in the combined g8 weeks and q12 weeks maintenance groups.

In addition, statistically and clinically significant improvements in quality of life and height, as well as
a significant reduction in corticosteroid use, were observed versus baseline.

Ulcerative Colitis

The safety and efficacy of Remicade were assessed in two (ACT 1 and ACT 2) randomized, double-
blind, placebo-controlled clinical studies in adult patients with moderately to severely active ulcerative
colitis (Mayo score 6 to 12; Endoscopy subscore X 2) with an inadequate response to conventional
therapies [oral corticosteroids, aminosalicylates and/or immunomodulators (6-MP, AZA)].
Concomitant stable doses of oral aminosalicylates, corticosteroids, and/or immunomodulatory agents
were permitted. In both studies, patients were randomized to receive either placebo, 5 mg/kg
Remicade, or 10 mg/kg Remicade at weeks 0, 2, 6, 14 and 22, and in ACT 1 at weeks 30, 38 and 46.
Corticosteroid taper was permitted after week 8.
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Table 7
Effects on clinical response, clinical remission and mucosal healing at Weeks 8 and 30.
Combined data from ACT 1 & 2.

Infliximab

Placebo 5 mg/kg 10 mg/kg Combined
Subjects randomized 244 242 242 484
Percentage of subjects in clinical response and in sustained clinical response
Clinical response at Week 8° 33.2% 66.9% 65.3% 66.1%
Clinical response at Week 30° 27.9% 49.6% 55.4% 52.5%
Sustained response
(clinical response at both
Week 8 and Week 30)* 19.3% 45.0% 49.6% 47.3%
Percentage of subjects in clinical remission and sustained remission
Clinical remission at Week 8* 10.2% 36.4% 29.8% 33.1%
Clinical remission at Week 30 13.1% 29.8% 36.4% 33.1%
Sustained remission
(in remission at both
Week 8 and Week 30)* 5.3% 19.0% 24.4% 21.7%
Percentage of subjects with mucosal healing
Mucosal healing at Week 8° 32.4% 61.2% 60.3% 60.7%
Mucosal healing at Week 30° 27.5% 48.3% 52.9% 50.6%

a: p <0.001, for each infliximab treatment group vs. placebo

The efficacy of Remicade through week 54 was assessed in the ACT 1 study.

At 54 weeks, 44.9% of patients in the combined infliximab treatment group were in clinical response
compared to 19.8% in the placebo treatment group (p<0.001). Clinical remission and mucosal healing
occurred in a greater proportion of patients in the combined infliximab treatment group compared to
the placebo treatment group at week 54 (34.6% vs. 16.5%, p<0.001 and 46.1% vs. 18.2%, p<0.001,
respectively). The proportions of patients in sustained response and sustained remission at week 54
were greater in the combined infliximab treatment group than in the placebo treatment group (37.9%
vs. 14.0%, p<0.001; and 20.2% vs. 6.6%, p<0.001, respectively).

A greater proportion of patients in the combined infliximab treatment group were able to discontinue
corticosteroids while remaining in clinical remission compared to the placebo treatment group at both
week 30 (22.3% vs. 7.2%, p < 0.001, pooled ACT 1 & ACT 2 data) and week 54 (21.0% vs. 8.9%,
p=0.022, ACT1 data).

The pooled data analysis from the ACT 1 and ACT 2 studies and their extensions, analysed from
baseline through 54 weeks, demonstrated a reduction of ulcerative colitis related hospitalisations and
surgical procedures with infliximab treatment. The number of UC-related hospitalisations was
significantly lower in the 5 and 10 mg/kg infliximab treatment groups than in the placebo group (mean
number of hospitalisations per 100 subject-years: 21 and 19 vs 40 in the placebo group; p=0.019 and
p=0.007, respectively). The number of UC-related surgical procedures was also lower in the 5 and 10
mg/kg infliximab treatment groups than in the placebo group (mean number of surgical procedures per
100 subject-years: 22 and 19 vs 34; p=0.145 and p=0.022, respectively).

The proportion of subjects who underwent colectomy at any time within 54 weeks following the first
infusion of study agent were collected and pooled from the ACT 1 and ACT 2 studies and their
extensions. Fewer subjects underwent colectomy in the 5 mg/kg infliximab group (28/242 or 11.6%
[N.S.]) and the 10 mg/kg infliximab group (18/242 or 7.4% [p=0.011]) than in the placebo group
(36/244; 14.8%).

The reduction in incidence of colectomy was also examined in another randomised, double-blind study
(C0168Y06) in hospitalised patients (n= 45) with moderately to severely active ulcerative colitis who

24



failed to respond to 1V corticosteroids and who were therefore at higher risk for colectomy.
Significantly fewer colectomies occurred within 3 months of study infusion in patients who received a
single dose of 5 mg/kg infliximab compared to patients who received placebo (29.2% vs 66.7%
respectively, p=0.017).

In ACT 1 and ACT 2, infliximab improved quality of life, confirmed by statistically significant
improvement in both a disease specific measure, IBDQ, and by improvement in the generic 36-item
short form survey SF-36.

Ankylosing spondylitis

Efficacy and safety of infliximab were assessed in two multicenter, double-blind, placebo-controlled
studies in patients with active ankylosing spondylitis (Bath Ankylosing Spondylitis Disease Activity
Index [BASDAI] score >4 and spinal pain >4 on a scale of 1-10).

In the first study (P01522), which had a 3 month double-blind phase, 70 patients received either 5
mg/kg infliximab or placebo at weeks 0, 2, 6 (35 patients in each group). At week 12, placebo patients
were switched to infliximab 5 mg/kg every 6 weeks up to week 54. After the first year of the study, 53
patients continued into an open-label extension to week 102.

In the second clinical study (ASSERT), 279 patients were randomized to receive either placebo
(Group 1, n=78) or 5 mg/kg infliximab (Group 2, n=201) at 0, 2 and 6 weeks and every 6 weeks to
week 24. Thereafter, all subjects continued on infliximab every 6 weeks to week 96. Group 1 received
5 mg/kg infliximab. In group 2, starting with the week-36 infusion, patients who had a BASDAI > 3 at
2 consecutive visits, received 7.5 mg/kg infliximab every 6 weeks thereafter through week 96.

In ASSERT, improvement in signs and symptoms was observed as early as week 2. At week 24, the
number of ASAS 20 responders was 15/78 (19%) in the placebo group, and 123/201 (61%) in the 5
mg/kg infliximab group (p<0.001). There were 95 subjects from group 2 who continued on 5 mg/kg
every 6 weeks. At 102 weeks there were 80 subjects still on infliximab treatment and among those, 71
(89%) were ASAS 20 responders.

In P01522, improvement in signs and symptoms was also observed as early as week 2. At week 12,
the number of BASDAI 50 responders were 3/35 (9%) in the placebo group, and 20/35 (57%) in the 5
mg/kg group (p<0.01). There were 53 subjects who continued on 5 mg/kg every 6 weeks. At 102
weeks there were 49 subjects still on infliximab treatment and among those, 30 (61%) were

BASDAI 50 responders.

In both studies, physical function and quality of life as measured by the BASFI and the physical
component score of the SF-36 were also improved significantly.

Psoriatic Arthritis

Efficacy and safety were assessed in two multicenter, double-blind, placebo-controlled studies in
patients with active psoriatic arthritis.

In the first clinical study (IMPACT), efficacy and safety of infliximab were studied in 104 patients
with active polyarticular psoriatic arthritis. During the 16-week double-blind phase, patients received
either 5 mg/kg infliximab or placebo at weeks 0, 2, 6, and 14 (52 patients in each group). Starting at
week 16, placebo patients were switched to infliximab and all patients subsequently received 5 mg/kg
infliximab every 8 weeks up to week 46. After the first year of the study, 78 patients continued into an
open-label extension to week 98.

In the second clinical study (IMPACT 2), efficacy and safety of infliximab were studied in 200
patients with active psoriatic arthritis (> 5 swollen joints and > 5 tender joints). Forty-six percent of
patients continued on stable doses of methotrexate (<25 mg/week). During the 24-week double-blind
phase, patients received either 5 mg/kg infliximab or placebo at weeks 0, 2, 6, 14, and 22 (100 patients
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in each group). At week 16, 47 placebo patients with < 10% improvement from baseline in both
swollen and tender joint counts were switched to infliximab induction (early escape). At week 24, all
placebo-treated patients crossed over to infliximab induction. Dosing continued for all patients
through week 46.

Key efficacy results for IMPACT and IMPACT 2 are shown in Table 8 below:

Table 8: Effects on ACR and PASI in IMPACT and IMPACT 2

IMPACT IMPACT 2*
Placebo Infliximab Infliximab Placebo Infliximab Infliximab
(Week 16) (Week 16) (Week 98)  (Week 24) (Week 24) (Week 54)

Patients randomized 52 52 N/A? 100 100 100
ACR response
(% of patients)
N 52 52 78 100 100 100
ACR 20 5(10%) 34 (65%) 48 (62%) 16 (16%) 54 (54%) 53 (53%)
response*
ACR 50 0(0%) 24 (46%) 35 (45%) 4 (4%) 41(41%) 33 (33%)
response*
ACR 70 0(0%) 15 (29%) 27 (35%) 2 (2%) 27 (27%) 20 (20%)
response*
PASI response
(% of patients)®
N 87 83 82
PASI 75 response** 1 (1%) 50 (60%) 40 (48.8%)

* | TT-analysis where subjects with missing data were included as non-responders

a Week 98 data for IMPACT includes combined placebo crossover and infliximab patients who entered the open-label extension

b Based on patients with PASI >2.5 at baseline for IMPACT, and patients with >3% BSA psoriasis skin involvement at baseline in IMPACT
2

** PASI 75 response for IMPACT not included due to low N; p<0.001 for infliximab vs. placebo at week 24 for IMPACT 2

In IMPACT and IMPACT 2, clinical responses were observed as early as week 2 and were maintained
through week 98 and week 54 respectively. Efficacy has been demonstrated with or without
concomitant use of methotrexate. Decreases in parameters of peripheral activity characteristic of
psoriatic arthritis (such as number of swollen joints, number of painful/tender joints, dactylitis and
presence of enthesopathy) were seen in the infliximab-treated patients.

Radiographic changes were assessed in IMPACT 2. Radiographs of hands and feet were collected at
baseline, weeks 24 and 54. Infliximab treatment reduced the rate of progression of peripheral joint
damage compared with placebo treatment at the week 24 primary endpoint as measured by change
from baseline in total modified vdH-S score (mean £ SD score was 0.82 + 2.62 in the placebo group
compared with -0.70 = 2.53 in the infliximab group; p< 0.001). In the infliximab group, the mean
change in total modified vdH-S score remained below 0 at the week 54 timepoint.

Infliximab-treated patients demonstrated significant improvement in physical function as assessed by
HAQ. Significant improvements in health-related quality of life were also demonstrated as measured
by the physical and mental component summary scores of the SF-36 in IMPACT 2.

Psoriasis

The efficacy of infliximab was assessed in two multicenter, randomised, double blind studies: SPIRIT
and EXPRESS. Patients in both studies had plaque psoriasis (Body Surface Area [BSA] >10% and
Psoriasis Area and Severity Index [PASI] score >12). The primary endpoint in both studies was the
percent of patients who achieved > 75% improvement in PASI from baseline at week 10.
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SPIRIT evaluated the efficacy of infliximab induction therapy in 249 patients with plaque psoriasis
that had previously received PUVA or systemic therapy. Patients received either 3 or 5 mg/kg
infliximab or placebo infusions at weeks 0, 2 and 6. Patients with a PGA score >3 were eligible to
receive an additional infusion of the same treatment at week 26.

In SPIRIT, the proportion of patients achieving PASI 75 at week 10 was 71.7% in the 3 mg/kg
infliximab group, 87.9% in the 5 mg/kg infliximab group, and 5.9% in the placebo group (p < 0.001).
By week 26, twenty weeks after the last induction dose, 30% of patients in the 5mg/kg group and
13.8% of patients in the 3mg/kg group were PASI 75 responders. Between weeks 6 and 26, symptoms
of psoriasis gradually returned with a median time to disease relapse of > 20 weeks. No rebound was
observed.

EXPRESS evaluated the efficacy of infliximab induction and maintenance therapy in 378 patients
with plaque psoriasis. Patients received 5 mg/kg infliximab or placebo infusions at weeks 0, 2 and 6
followed by maintenance therapy every 8 weeks through week 22 in the placebo group and through
week 46 in the infliximab group. At week 24, the placebo group crossed over to infliximab induction
therapy (5 mg/kg) followed by infliximab maintenance therapy (5 mg/kg). Nail psoriasis was assessed
using the Nail Psoriasis Severity Index (NAPSI). Prior therapy with PUVA, methotrexate, cyclosporin,
or acitretin had been received by 71.4% of patients, although they were not necessarily therapy
resistant. Key results are presented in Table 9. In infliximab treated subjects, significant PASI 50
responses were apparent at the first visit (week 2) and PASI 75 responses by the second visit (week 6).
Efficacy was similar in the subgroup of patients that were exposed to previous systemic therapies

compared to the overall study population.

Table 9

Summary of PASI response, PGA response and percent of patients with all nails cleared at Weeks 10,

24 and 50. EXPRESS.

Placebo —
Infliximab
5 mg/kg Infliximab
(at week 24) 5 mg/kg

Week 10

N 77 301
> 90% improvement 1(1.3%) 172 (57.1%)*
> 75% improvement 2 (2.6%) 242 (80.4%)*
> 50% improvement 6 (7.8%) 274 (91.0%)
PGA of cleared (0) or minimal (1) 3 (3.9%) 242 (82.9%)®
PGA of cleared (0), minimal (1), or mild (2) 14 (18.2%) 275 (94.2%)®
Week 24

N 77 276
> 90% improvement 1(1.3%) 161 (58.3%)*
> 75% improvement 3 (3.9%) 227 (82.2%)*
> 50% improvement 5 (6.5%) 248 (89.9%)
PGA of cleared (0) or minimal (1) 2 (2.6%) 203 (73.6%)*
PGA of cleared (0), minimal (1), or mild (2) 15 (19.5%) 246 (89.1%)*
Week 50

N 68 281
> 90% improvement 34 (50.0%) 127 (45.2%)
> 75% improvement 52 (76.5%) 170 (60.5%)
> 50% improvement 61 (89.7%) 193 (68.7%)
PGA of cleared (0) or minimal (1) 46 (67.6%) 149 (53.0%)
PGA of cleared (0), minimal (1), or mild (2) 59 (86.8%) 189 (67.3%)

All nails cleared ¢
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Week 10 1/65(1.5%) 16/235 (6.8% )

Week 24 3/65 (4.6%)  58/223 (26,0%) °
Week 50 27/64 (42.2%)  92/226 (40.7%)
a: p <0.001, for each infliximab treatment group vs. control

b:n=292

¢: Analysis was based on subjects with nail psoriasis at baseline (81.8% of subjects). Mean baseline NAPSI scores were 4.6
and 4.3 in infliximab and placebo group.

Significant improvements from baseline were demonstrated in DLQI (p<0.001) and the physical and
mental component scores of the SF 36 (p<0.001 for each component comparison).

5.2 Pharmacokinetic properties

Single intravenous infusions of 1, 3, 5, 10 or 20 mg/kg of infliximab yielded dose proportional
increases in the maximum serum concentration (Cn.x) and area under the concentration-time curve
(AUC). The volume of distribution at steady state (median V4 0f 3.0 to 4.1 litres) was not dependent
on the administered dose and indicated that infliximab is predominantly distributed within the vascular
compartment. No time-dependency of the Pharmacokinetics was observed. The elimination pathways
for infliximab have not been characterised. Unchanged infliximab was not detected in urine. No major
age- or weight-related differences in clearance or volume of distribution were observed in rheumatoid
arthritis patients. The pharmacokinetics of infliximab in elderly patients has not been studied. Studies
have not been performed in patients with liver or renal disease.

At single doses of 3, 5, or 10 mg/kg, the median C,.x values were 77, 118 and 277 micrograms/ml,
respectively. The median terminal half-life at these doses ranged from 8 to 9.5 days. In most patients,
infliximab could be detected in the serum for at least 8 weeks after the recommended single dose of

5 mg/kg for Crohn’s disease and the rheumatoid arthritis maintenance dose of 3 mg/kg every 8 weeks.

Repeated administration of infliximab (5 mg/kg at 0, 2 and 6 weeks in fistulising Crohn’s disease, 3 or
10 mg/kg every 4 or 8 weeks in rheumatoid arthritis) resulted in a slight accumulation of infliximab in
serum after the second dose. No further clinically relevant accumulation was observed. In most
fistulising Crohn’s disease patients, infliximab was detected in serum for 12 weeks (range 4-28 weeks)
after administration of the regimen.

Overall, serum levels in paediatric patients with Crohn's disease (53 patients aged 6 to 17 years old; 8
patients aged 6 to 10 years old) were similar to those in adult Crohn's disease patients. The median
terminal half-life for the 5 mg/kg dose in paediatric patients with Crohn's disease is 10.9 days.

5.3 Preclinical safety data

Infliximab does not cross react with TNF, from species other than human and chimpanzees.
Therefore, conventional preclinical safety data with infliximab are limited. In a developmental toxicity
study conducted in mice using an analogous antibody that selectively inhibits the functional activity of
mouse TNF,, there was no indication of maternal toxicity, embryotoxicity or teratogenicity. In a
fertility and general reproductive function study, the number of pregnant mice was reduced following
administration of the same analogous antibody. It is not known whether this finding was due to effects
on the males and/or the females. In a 6-month repeated dose toxicity study in mice, using the same
analogous antibody against mouse TNF,, crystalline deposits were observed on the lens capsule of
some of the treated male mice. No specific ophthalmologic examinations have been performed in
patients to investigate the relevance of this finding for humans.

Long-term studies have not been performed to evaluate the carcinogenic potential of infliximab.
Studies in mice deficient in TNF, demonstrated no increase in tumours when challenged with known
tumour initiators and/or promoters.

6. PHARMACEUTICAL PARTICULARS
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6.1 List of excipients

Sucrose

Polysorbate 80

Monobasic sodium phosphate
Dibasic sodium phosphate

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life
3 years.

Chemical and physical in use stability of the reconstituted solution has been demonstrated for 24 hours
at 25°C. From a microbiological point of view, the product should be used as soon as possible but
within 3 hours of reconstitution and dilution. If not used immediately, in use storage times and
conditions prior to use are the responsibility of the user and should not be longer than 24 hours at 2 to
8°C.

6.4  Special precautions for storage

Store in a refrigerator (2°C - 8°C).

For storage conditions of the reconstituted medicinal product, see section 6.3.
6.5 Nature and contents of container

Remicade is supplied as a lyophilised powder in single-use glass (Type 1) vials with rubber stoppers
and aluminium crimps protected by plastic caps. Remicade is available in packs of 1, 2, 3, 4 or 5 vials.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

1. Calculate the dose and the number of Remicade vials needed. Each Remicade vial contains
100 mg infliximab. Calculate the total volume of reconstituted Remicade solution required.

2. Under aseptic conditions, reconstitute each Remicade vial with 10 ml of water for injections,
using a syringe equipped with a 21-gauge (0.8 mm) or smaller needle. Remove flip-top from the
vial and wipe the top with a 70% alcohol swab. Insert the syringe needle into the vial through
the centre of the rubber stopper and direct the stream of water for injections to the glass wall of
the vial. Do not use the vial if the vacuum is not present. Gently swirl the solution by rotating
the vial to dissolve the lyophilised powder. Avoid prolonged or vigorous agitation. DO NOT
SHAKE. Foaming of the solution on reconstitution is not unusual. Allow the reconstituted
solution to stand for 5 minutes. Check that the solution is colourless to light yellow and
opalescent. The solution may develop a few fine translucent particles, as infliximab is a protein.
Do not use if opaque particles, discolouration, or other foreign particles are present.

3. Dilute the total volume of the reconstituted Remicade solution dose to 250 ml with sodium
chloride 9 mg/ml (0.9%) solution for infusion. This can be accomplished by withdrawing a
volume of the sodium chloride 9 mg/ml (0.9%) solution for infusion from the 250-ml glass
bottle or infusion bag equal to the volume of reconstituted Remicade. Slowly add the total
volume of reconstituted Remicade solution to the 250-ml infusion bottle or bag. Gently mix.
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7.

Administer the infusion solution over a period of not less than the infusion time recommended
for the specific indication. Use only an infusion set with an in-line, sterile, non-pyrogenic, low
protein-binding filter (pore size 1.2 micrometer or less). Since no preservative is present, it is
recommended that the administration of the solution for infusion is to be started as soon as
possible and within 3 hours of reconstitution and dilution. When reconstitution and dilution are
performed under aseptic conditions, Remicade infusion solution can be used within 24 hours if
stored at 2°C to 8°C. Do not store any unused portion of the infusion solution for reuse.

No physical biochemical compatibility studies have been conducted to evaluate the co-
administration of Remicade with other agents. Do not infuse Remicade concomitantly in the
same intravenous line with other agents.

Visually inspect parenteral medicinal products for particulate matter or discolouration prior to
administration. Do not use if visibly opaque particles, discolouration or foreign particles are
observed.

Any unused product or waste material; should be disposed of in accordance with local
requirements.

MARKETING AUTHORISATION HOLDER

Centocor B.V.

Einsteinweg 101
2333 CB Leiden
The Netherlands

8.

MARKETING AUTHORISATION NUMBER(S)

EU/1/99/116/001
EU/1/99/116/002
EU/1/99/116/003
EU/1/99/116/004
EU/1/99/116/005

9.

DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 13 August 1999.
Date of latest renewal: 13 August 2004.

10.

DATE OF REVISION OF THE TEXT

Detailed information on this product is available on the website of the European Medicines Agency
(EMEA) http://www.emea.europa.eu
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1 Undesirable Effects in Clinical Studies and from Post-Marketing Experience

Common:
Uncommon:
Unknown:

Infections and infestations

Viral infection (e.g. influenza, herpes virus infection)

Sepsis, tuberculosis, abscess, bacterial infection, fungal infection, cellulitis, candidiasis

Opportunistic infections (such as atypical mycobacterial infection, pneumocystosis, histoplasmosis,
coccidioidomycosis, cryptococcosis, aspergillosis and listeriosis), hepatitis B reactivation, salmonellosis

Unknown:

Neoplasms benign, malignant and unspecified (including cysts and polyps)

Hepatosplenic T-cell lymphoma (primary in adolescents and young adults with Crohn’s disease and ulcerative colitis),
lymphoma (including non-Hodgkin’s lymphoma and Hodgkin’s disease)

Uncommon:
Unknown:

Blood and lymphatic system disorders

Neutropenia, leukopenia, thrombocytopenia, anaemia, lymphopenia, lymphadenopathy, lymphocytosis
Agranulocytosis, thrombotic thrombocytopenic purpura, pancytopenia, haemolytic anaemia, idiopathic
thrombocytopenic purpura

Common:
Uncommon:
Unknown:

Immune system disorders

Serum sickness-like reaction
Anaphylactic reaction, lupus-like syndrome, allergic respiratory symptom
Anaphylactic shock, serum sickness, vasculitis

Uncommon:

Psychiatric disorders

Depression, amnesia, agitation, confusion, insomnia, somnolence, nervousness, apathy

Common:
Uncommon:
Rare:
Unknown:

Nervous system disorders

Headache, vertigo, dizziness

Central nervous system demyelinating disorders (multiple sclerosis-like disease)

Meningitis

Peripheral demyelinating disorders (such as Guillain-Barré syndrome, chronic inflammatory demyelinating
polyneuropathy and multifocal motor neuropathy), central nervous system demyelinating disorders (such as optic
neuritis), transverse myelitis, seizure, neuropathy, hypoaesthesia, paraesthesia

Eye disorders

11
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Uncommon:  Endophthalmitis, keratitis, conjunctivitis, periorbital oedema, hordeolum

Cardiac disorders
Uncommon:  Cardiac failure aggravated, arrhythmia, syncope, bradycardia, cyanosis, palpitation
Rare:  Tachycardia
Unknown:  Cardiac failure, pericardial effusion

Vascular disorders
Common:  Flushing
Uncommon:  Hypotension, peripheral ischaemia, hypertension, thrombophlebitis, haematoma, ecchymosis, petechia, vasospasm,
hot flush
Rare:  Circulatory failure

Respiratory, thoracic and mediastinal disorders
Common:  Lower respiratory tract infection (e.g. bronchitis, pneumonia), upper respiratory tract infection, sinusitis, dyspnoea
Uncommon:  Pulmonary oedema, bronchospasm, pleurisy, epistaxis
Rare:  Pleural effusion
Unknown: Interstitial lung disease (including rapidly progressive disease, lung fibrosis and pneumonitis)

Gastrointestinal disorders
Common:  Abdominal pain, diarrhoea, nausea, dyspepsia
Uncommon:  Diverticulitis, gastroesophageal reflux, constipation, cheilitis
Rare: Intestinal perforation, gastrointestinal haemorrhage, intestinal stenosis
Unknown:  Pancreatitis
Hepatobiliary disorders
Common:  Transaminases increased
Uncommon:  Cholecystitis,hepatic function abnormal
Rare:  Hepatitis
Unknown:  Liver failure, autoimmune hepatitis, hepatocellular damage, jaundice
Skin and subcutaneous tissue disorders
Common:  Urticaria, rash, pruritus, hyperhidrosis, dry skin
Uncommon:  Bullous eruption, furunculosis, fungal dermatitis, onychomycosis, eczema, seborrhoea, rosacea, skin papilloma,
hyperkeratosis, alopecia, abnormal skin pigmentation
Unknown:  Toxic epidermal necrolysis, Stevens-Johnson-Syndrome, psoriasis, including new onset and pustular (primarily palm
& soles), erythema multiforme
Musculoskeletal and connective tissue disorders
Uncommon:  Arthralgia, myalgia, back pain
Renal and urinary disorders
Uncommon:  Pyelonephritis, urinary tract infection
Reproductive system and breast disorders
Uncommon:  Vaginitis
General disorders and administration site conditions
Common: Infusion-related reaction, chest pain, fatigue, fever
Uncommon:  Impaired healing, injection site reaction, chills, oedema, pain
Rare:  Granulomatous lesion
Investigations
Uncommon:  Autoantibody positive, complement factor abnormal

1 2
10% 20% 3%
ASPIRE 66% 1040 686 90
1 44% 1040 454 60
1 1
15% 0.4%
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1
1
1 ACCENT |

2.4%

2 3

1 20 mg/kg

14% 24%
8%
5 mg/kg
15%
4% 26%
6 13%
2 3
44
28%
44
25%
36%
RA

6 mg/kg
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COPD
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1 0.8
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4.4
CHF |
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ALT AST
ULN 5 ALT 2
AST
ALT
ALT AST
4.4
2 Proportion of patients with increased ALT activity in Clinical Studies
3 7
Indication Number of patients Median follow-up (wks) | =3 XULN 25X ULN
placebo infliximab | placebo infliximab | placebo infliximab | placebo infliximab
Rheumatoid
1 375 1087 58.1 58.3 3.2% 3.9% 0.8% 0.9%
arthritis
Crohn’s disease 173 703 54.1 54.1 3.5% 5.1% 0.0% 1.7%
Pediatric Crohn’s
disease N/A 139 N/A 53.0 N/A 4.4% N/A 1.5%
Ulcerative colitis 242 482 30.1 30.8 1.2% 2.5% 0.4% 0.6%
Ankylosing
spondylitis 76 275 24.1 101.9 0.0% 9.5% 0.0% 3.6%
Psoriatic arthritis 98 191 18.1 39.1 0.0% 6.8% 0.0% 2.1%
Plaque psoriasis 281 1175 16.1 50.1 0.4% 7.7% 0.0% 3.4%

1 Placebo patients received methotrexate while infliximab patients received both infliximab and methotrexate. 2 Placebo patients in the 2
Phase I11 studies in Crohn * s disease, ACCENT | and ACCENT I, received an initial dose of 5 mg/kg infliximab at study start and were
on placebo in the maintenance phase. Patients who were randomized to the placebo maintenance group and then later crossed over to
infliximab are included in the infliximab group in the ALT analysis. 3 Number of patients evaluated for ALT. 4 Median follow-up is

based on patients treated.

ANA /| - DNA dsDNA
ANA
-dsDNA
17%
57% -dsDNA
JRA
4 17
3 3 mg/kg

15

1/5

JRA

6 mg/kg

ANA

120
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0 2 6 14 16 20 8
JRA 6 mg/kg 17.5% 3 mg/kg 35%
3 mg/kg 60 4
3 2
6 mg/kg 57 2
1
6 mg/kg 12% 3 mg/kg
38% 6 mg/kg 3 mg/kg
52 3 mg/kg 68% 60 41 38
6 mg/kg 65% 57 37 14

47% 60 28

REACH 5.1
10.7% 9.7% 8.7%
8.7% 7.8% 6.8% 6.8% 5.8%
5.8%
REACH 175% 1
REACH 2
3 2.9%
REACH 56.3%
12 8
38.0% 73.6% 8
12 3 4
3 1 2
T
44 4.8
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6 IL-6 C- CRP
in vitro
T-
4
TNF-a
CRP
PBMC
PBMC
TNFa

17



SPC

2 ATTRACT ASPIRE

10 mg/kg NSAIDs
ATTRACT ACR20 ASPIRE ACR-N
20%
1 2 3 /
4 5 C- 5
3 20% ACR20 ACR-N  ACR20
ACR
van der Heijde-modified Sharp 0 440
HAQ 0 3
ATTRACT
428 30 54 102
50% i 0 2 6
8 3 mg/kg 10 mg/kg
6 15 mg/
54 ACR20 van der Heijde-modified Sharp HAQ 3
30 54
ACR50 ACR70
54
3
54 102
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3 Effects on ACR20, Structural Joint Damage and Physical Function at week 54, ATTRACT

infliximab”
3mgks 3mgks 10mgkz 10mgksz Al
Control’ q8wks qd4wks q8wks gé4wks infliximab"

Patients with ACE20 response/ 15/88 36/86 41/86 51/87 48/81 176/340
Patients evalnated (%o)° {17%) (42%) (48%) (59%a) (59%) (52%)
Total score® (van der Heijde-modified
Sharp score)
Change from baseline (Mean+SD®) 70=103 13=60 16=85 02+36 07=38 0659
Median" 40 0.5 0.1 0.5 0.5 0.0
(Interquartile range) (0.5.97) (-1.53.0) (-2.53.0) (-1.52.00 (3.0.1.5) (-1.3.20)
Patients with no deterioration/patients 13/64 34 3571 3T 44166 150/285
evaluated (%)° (20%) (48%) (49%) (48%) (67%) (53%)
HAQ change from baseline over time®
(patients evaluated) L %6 B # oL o
Mean = SD° 02+03 04=03 05=04 05035 0404 0404

a; comirol = All patients had sctive BLA despite weatment with srable methomexste doses fior 6 months prior to enrolment and were to remain on smble
doses throughout the stady. Conourrens use of stakile doses of oral conticostercids (< 10 mg/day) and'er NSATDs was permitted, and folate

supplementation
b all inflbdmeab doses given in combd

00 WS Ziven.

with

c: p = (L.001, for each inflodmesb tresiment group ve. contnol
d:- grester vales indicate more joint damage.

&: HAQ = Health Ascescment Cmestionnaire; sreater values indicate less disability.

ASPIRE

19

54

ASPIRE

0.6
31

54
ACR20

90%

1004
8

50

54

20 mg/
3 mg/kg

70

19

and fiolate with some on corticostercids and'or NEAIDs

6 mg/kg

30 54
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4 Effects on ACRn, Structural Joint Damage and Physical Function at week 54, ASPIRE

Infliximab + MTX

Placebo + MTX 3 mgkg 6 mg'kg Combined
Subjects randomised 282 359 363 722
Percentage ACE. improvement
Mean = SD* 248597 373528 420+473 396=+50.1
Change from baseline in total van der
Heijde modified Sharp score”
Mean + SD* 370+ 961 042+582 051+555 046+568
Median 043 0.00 0.00 0.00
Improvement from baseline in HAQ
averaged over time from week 30 to
week 54°
Mean = SD* 0.68 £ 0.63 080065 088=+065 084+0.65

a:p < 0.001, for each infliximat treatment group vs. control

b greater vahies indicate more joint damage.

oz HAC) = Health Acsacsnrent Cusstionnsire; srester values indicate less disability.

d: p=0.030 and = 0.001 for the 3mg ke and dmg kg treatment sroups respectively vs. placebo + M

ATTRACT ASPIRE START
START 3
1 2 n =329 3 mg/kg
9 mg/kg 1.5 mg/kg 67%
80%
64% 15mg/kg 1
CDAI 220 400 108
108 27
5 mg/kg
92%
4 CDAI 70
4 12 4
CDAI 150
4 25 4 16%
5 mg/kg 27 22 81% 4
CDAI 150 25 1 4%
5 mg/kg 27 13 48% 2

20
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4 12
27 13 48%

1 ACCENT I
CDAI 220 400 573
0 5 mg/kg 580 178 30.7%
CDAI 300
4.1 2
3 5 mg/kg
10 mg/kg 1 3 2 6
8
573 335 58% 2
2 5
2 32% 81 26
42% 163 68 6
30 CDAI 150
54 6
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5 Effects on response and remission rate, data from ACCENT I (Week-2 responders)

ACCENT [ (Week-2 responders)

% of Patients
Placebo Infliximab Infliximab
Maintenance Maintenance Maintenance
(2=110) 5 me/ke 10 mp/kg
(n=113) (n=112)
(p value) (p value)
Median time to loss of response 19 weeks 38 weeks =54 weeks
through weelk 54 (0.002) (<0.001)
Week 30
Clinical Response® 273 513 591
{<0.001) (<0.001)
Clinical Remission 209 389 455
(0.003) {<20.001)
Steroid-Free Remission 10.7 (6/56) 31.0 (18/58) 36.8 (21/57)
(0.008) (0.001)
Week 54
Clinical Response” 13.5 381 477
{=0.001) {=20.001)
Clinical Remission 13.6 283 384
(0.007) (=0.001)
Sustained Steroid-Free Remission” 5.7 (3/53) 17.9 (10/56) 28.6 (16/36)
’ (0.075) (0.002)

a: Reduction i CDAIT 225% and 270 points.

b: CDAI=150 at both Week 30 and 54 and not recerving corticostermds 1n the 3 months prior to Week 34 among patients

who were recenving corticosteroids at baselina.

14
5 mg/kg
5 mg/kg
10 mg/kg

5 mg/kg

83%
0 2 6
26

22

14
89% 56 50
30 54 QOL
93%
1
2 4

31
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50%
26% 31 8
5 mg/kg 68% 31 21 p =0.002
2 12
13%
55% p=0.001
1 ACCENT I
306 0 2
6 5 mg/kg 3 87%
14% 9% CDAI
180 14 282 46 8
5 mg/kg
14 282 195
6 6
6 Effects on response rate, data from ACCENT Il (Week-14 responders)
‘ ACCENT II (Week-14 resp:mders)
Placebo Infliximal p-value
Maintenance Maintenance
(n=99) (5 mg/ke)
(n=06)

Median time to loss of response 14 weeks =40 weeks < 0.001

through week 54

Week 54

Fistula Response (%) * 235 46.2 0.001

Complete fistula response (%) . 19.4 363 0.009

a: A =50% reduction from baselne m the number of drainmg fistulas over a penod of 24 weeks

b: Absence of any draimmg fistulas

22
5 mg/kg 8
22 5 mg/kg
57% 21 12 8 10 mglkg

54

23



8
6 17
REACH
112 6 17
6 5 mg/kg
AZA MTX 35%
10
8 12
10 mg/kg 8
32 8
9 23 24 75.0%
10 88.4% 112
58.9% 112 66
30 12
8 59.6% 52 31
8 12
235% 51 12
PCDAI 8
22
22 13 68.2% 22 15
QOL
AZA
2
ACT1 ACT 2

24

PCDAI
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40

13.0 0 2

12
99

35.3% 51

p=0.013

55.8% 52

12
63.6% 22

10 30 54

Mayo

6-MP

5 mg/kg

10
18

54
29

14 59.1%

6-MP
6 12
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ACT1

7 Effects on clinical response, clinical remission and mucosal healing at Weeks 8 and 30.

Combined data from ACT 1 & 2.

Infliximab
Flacebo 5 mglkg 10 mg/kg Combined
Subjects randomized 244 242 242 484
Percentage of subjects in clinical response and in sustained clinical response
Clinical response at Week 8° 33.2% 66.9% 65.3% 66.1%
Clinical response at Week 30° 27.9% 49.6% 535.4% 52.5%
Sustained response
(clinical response at both
Week 8§ and Week 30)° 19.3% 45.0% 49.6% 47.3%
Percentage of subjects in clinical remission and sustained remission
Clinical remission at Week 8° 10.2% 36.4% 29.8% 33.1%
Clinical remission at Week 30° 13.1% 29.8% 36.4% 33.1%
Sustained remission
(in remission at both
Week § and Week 30)* 53% 19.0% 24 4% 21.7%
Percentage of subjects with mucosal healing
Mucosal healing at Week 8" 324% 61.2% 60.3% 60.7%
Mucosal healing at Weelk 30° 27.5% 48.3% 52.9% 30.6%
a: p= 0,001, for each inflramab treatment group vs. placebo
ACT1 54
54 19.8%
44.9% p<0.001 54
346% 16.5% p<0.001 46.1% 18.2% p<0.001 54
37.9% 14.0% p<0.001 20.2% 6.6% p<0.001
30 22.3%
7.2% p<0.001 ACT1 ACT 2 54 21.0% 8.9% p=0.022
ACT1
54 ACT 1 ACT 2
5 mg/kg 10 mg/kg 100

25



0.019

=0.145
ACT 1

244

mg/kg
ACT 1

54

24

36
6
ASSERT

201

26
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40 5 mg/kg 10 mg/kg 21 p =
19 p = 0.007
5 mg/kg 10 mg/kg 100
34 5 mg/kg 10 mg/kg 22 p
19 p =0.022
ACT 2 54
36 14.8% 5 mg/kg 242 28 11.6%
10 mg/kg 242 18 74% p=0.011
n =45
C0168Y06
66.7% 5
29.2% p =0.017
ACT 2 IBDQ
36 SF-36
QOL
BASDAI 4 1 10 4
2
3 P01522 70 0 26
5 mg/kg 35 12
6 5 mg/kg 1
53 102
ASSERT 279 0 2 6 6
1 n=78 5 mg/kg 2 n =201
24 96
1 5 mg/kg 2
2 BASDAI 3 96
7.5 mg/kg
2 24 ASAS 20
5 mg/kg 78 15 19%
123 61% p<0.001 2 95 6
5 mg/kg 102 80
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9%

QoL

14

98

46%

24

IMPACT

27

71 89% ASAS 20
2
5 mg/kg
35 20 57% p<0.01 53
5 mg/kg 102 49
30 61% BASDAI 50
BASFI SF-36
2
IMPACT 104
16
5 mg/kg
5 mg/kg 1
IMPACT 2
200
25 mg/
0 2 6 14 22
100 16
10% 47
24
46
IMPACT 2
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12 BASDAI 50
35 3

0 26
52 16
46 8
78

5 mg/kg



8 Effects on ACR and PASI in IMPACT and IMPACT 2

SPC

IMPACT IMPACT 2%
Placebo  Infliximab Infliximab Placebo Infliximab  Infliximab
(Week 16) (Week 16) [(Week 98) (Week 24) {(Week 24} (Week 54)
Patients randomized 52 52 N/A* 100 100 100
ACR response
(% of patients)
N 53 52 78 100 100 100
ACR 20 3(10%) 34 (63%) 48 (62%) 16 (16%) 54 (34%) 33 (33%)
response®
ACR 50 0(0%) 24 (46%) 35 (43%) 4(4%) 41(41%) 33 (33%)
response®
ACRTO 0(0%) 15 (29%) 27 (35%) 2(2%) 27 (27%) 20 20%)
response®
PAS] response
(% of patients)®
N 87 83 82
PASI 75 response®* 1(1%) 50 (60%) 40 (48.8%)

* ITT-analysis where subjects with missing data were incinded 3 non-responders
a3 Week 98 data for IMPACT inclodes combined placebo crossover snd infliximab patients who entered the open-labs] extenzion
b Based on patients with PASI =2 5 at baseline for IMPACT, and pasients with =3% BSA psoriasis skin imvolvement st baseline in IMPACT

2
*+ PAST 75 response for IMPACT not incudad due to low N; p=<0.001 for infliximab vs. placebo at week 24 for IMPACT 2

IMPACT IMPACT 2

54

IMPACT 2

modified vdH-S

0.70+2.53

modified vdH-S

2 SF-36
QoL
SPIRIT EXPRESS
BSA  10%
10
SPIRIT PUVA

0.82+2.62

HAQ

75%

28

2 98
24 54
24
+SD
p<0.001
54
IMPACT
PASI 12
PASI PASI 75
249



3 mg/kg 5 mg/kg
3 26 02 6
SPIRIT 10 PASI 75
71.7% 87.9% 5.9%
20 26 5 mg/kg 30%
PASI 75 6 26
20
EXPRESS 378
0
5 mg/kg
46 8 24
5 mg/kg
NAPSI
71.4% PUVA
9
2 PASI 50 2 6

29

02

3 mg/kg
p<0.001
3 mg/kg

22
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PGA

5 mg/kg

13.8%

5 mg/kg

PASI 75
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9 Summary of PASI response, PGA response and percent of patients with all nails cleared at Weeks
10, 24 and 50. EXPRESS.

Placebo —
Infliximab
S5mgikg Infliximab
(at week 24) Smeke
Week 10
N 7 301
= 00% improvement 1{1.3%) 172 (57.1%)"
= 75% improvement 2 (2.6%) 242 (80.4%)"
= 50% improvement 6 (7.8%) 274 (91.0%)
PGA of cleared (0) or minimal (1} 3(3.9%) 242 {32.9%}’]’
PGA of cleared (0). minimal (1), or mild (2) 14 (18.2%) 273 (M:%}“h
Week 24
N 77 276
= 90% improvement 1 {1.3%) 161 (58.3%)"
= 73% improvement 3 (3.9%) 227 (82.2%)"
= 50% improvement 5 (6.5%) 2438 (89.9%)
PGA of cleared (0) or minimal (1) 2 (2.6%) 203 (73.6%)"
PGA of cleared (0). minimal (1). or mild (2) 15 {19.5%) 246 (89.1%)"
Week 50
N 62 281
= 90% improvement 34 (50.0%) 127 (45.2%)
= 75% improvement 52 (76.5%) 170 (60.5%)
= 50% improvement 61 (89.7%) 193 (68.7%)
PGA of cleared (0) or minimal (1) 46 (67.6%) 149 (53.0%)
PGA of cleared (0). minimal (1), or mild (2) 50 (86.8%) 189 (67.3%)
All nails cleared ©
Week 10 1/65(1.5%) 16235 (6.8% )
Week 24 3/65 (4.6%) 58/223 (26.0%) "
Week 50 27/64 (42.2%) 02/226 (40.7%)
: I:L; g;ﬂzﬂl, for each mflnamab treatment group vs. control

c: Analyais was based on subjects with nail psonasis at baselme (B1.8% of subjecis). Mean basehne NAPS] scores were 4.6
and 4.3 in mfliximab and placebo group.

DLQI p<0.001 SF-36
p<0.001
5.2
1 35 10 20 mg/kg Cmax
- AUC
vd 3.0 41L
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6.1
80
6.2

5 mg/kg
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5 mg/kg

10 mg/kg

6 17 53

TNF-a

31

SPC

TNF-a

77 118 277 pg/mL
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2
12
6 10 8
10.9
TNF-a
TNF-a



SPC

25 24

2 8 24
6.4

6.3
6.5

1 2 3
6.6
1 100 mg

2 21 0.8 mm
10 ml
70%

3 9 mg/mL 0.9% 250 mL
250-mL
9 mg/mL 0.9%
250-mL

1.2
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DHEMFEABEMNBIZHEB I N T (FH
M b TNFo B BRI T ERNERTEZN
f2w). i, I A TNFa Z29HT 5 HEE
HBlzk, SURAEZRWTRHEAINHET
i3, HEEFEE. BHEENE, BRFEEEED SN
Tz, )

2. BHHPOBANCE ER e Eada s &, (18
%?@&Etﬁféﬁéﬁﬁmﬁbfmm
)ﬂ
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1.7 MR-

F1.7-1 FAERHE-EX (EZ)

— xRV TR

A7V F 77 GAEFHER)

e 4

2o —F St 100

BLERFE T

HA =2 R A aett

INEEADRE

MR T BT R REENELL Thiiz
TEMS, BEETACITVWEEINRETS D
Eo 73, AT AAE T O RO BERES
Bl AFDNEE SN 133 i, BHERAHER
HINDE 657 (489%) THD., TOERDH
DL, FSGERREE (9.8%) . HMmERIRDEE (7.5%) .
B (7.5%) HThHo>,

EREOIER
L HBERE  ARIREE - NTO0Pz T -0
AFA 74Ny — (EBFHr L1230
T 2HOTESTAIE,
PSRRI EE RS ANINEREL
TOHRAW, KT - AR LN &,
AHNIHAIL 251 TSI 20 EL,
MDTERF. MiEEEREE LN E (FRY
WEHEEORAENSEETHRESE
BHERENTNAEDH), Fi-, 2L EE
T TR AT 2 2 &,
3. A AANIRMERET AT &, (EMF
#3RHEIPCREREET A T &)
dLdeRITY /—)VEETHRL 28, 21-
GCHBVIIZE SIZHWIEREERWT, 13
A FIERAD 10mL O HBIEHBRK (AB4E
MRS ERT) M ATS I,
(FORIZBERETR WS 7IVES
Liginz &)

NA T NERRE BN oBeMTE
ML, BRI S oMEMET S &,
BEHFEETABINNESED,
E'giﬁ?b@&%'ﬁ”\ ENHHE 0 BER N
HERWHLEOT, BREEOHEREL T,
EEHSMEEROALRABELTED,
NN EBHOMBETFESDI &
WHHN, JMREICEEIRN, (BA,
5. TOHOREE2EDH-LOEER
LizhZ &)
?%f@%ﬁ@ﬁﬁ%%ﬁﬁﬁﬁba
Yok,

4, FEHE BEOFREYE O THE L ZLER
##250mL O H BEEARRRIIERT S I k.
(7 ROSRHEE2ED AREESEEDL
AoEHETRWIWD L) BREEAERE
THRT DT, SRR ERcEA L, B
DOELENMITI &, FREO 7))+
¥ MER, 04~4mgmL 2 H T L,

EOMODEE

1. FFOEERERERIT. ERTE 5488 (16
EC. A TIE02E (24) ETOHMT
HEhTBY, I sOMEBAL-FHO
B S OT S METRERT L Tz,

2. 150 PO EENSEEDS > ELTEO

]

13

I5 )7~ GlErHRA)




1.7 [RFEFEZDE Gk

£1.7—-1 RFERHME—ER (Ks)

—HEN | AT UFIRT GElEFHRERL) IS t7 b GiiariifRa)

e L2 — R ST 100
SaEiRreT | HI= ISR St

EH EDE B (EBHUHE IS% LR T, NYHA DERES

B HWIVIVE) 12, 7R RUEHS ., 10mgke
ZAIE, 2:8%%, 6iR#%ICIEHS LEENT
DEERABMEEL 2. TOER, 5255,
FFIZ 10mgkg BICB W T LR 2ER OB R
FETNERICED SN EOWERH S, FHE
551 28 W RITHB T, 10mg/kg #ET 34,
Smgkeg BT 1HOFECTHEDHSI. TIb4R
BTIETHFE o/ T, SEREICE
2 ABRE. 10mg/kg B S1 FH 11 1, 5meke
BSOFPRIF, T RBOEFSHITH-
Too THIT. 1 FEHROFEZ BT LETHIL,
10mg/kg BT TH>/ZDITHL . 5mpkg
BEOTSRETIEINTN40TH 7.

3. FANE b B ROTF 278 P — O TNFo D AIZ75E
SREEL. Ty bOAZI AT NED— B
I ERIZER S NS THTED TNFo &S
L?Mozwtw\ﬁ&ﬁﬁﬁ%mimémT
12YANR

4, I TiITb S TR R R L
HIREEIRERICB N T, FED 5 10me/ke &
ESSNEBETH, Ingke 25/ EY
£ 0 HEE LYY ORI NG EICE N
FLEDBENHD,

AHEICETEERE TRl

14



£17-2 AEAHE-HX
—HERIEH | R U AT GEETFHRRA) THILRT (REFELA)

I - &8

zhie - ZhR




L7 ARz —ER

®1.7-2 FERME-RR (HGE)

TSI AYT EETHEEZL)

—HIER | U XTT GREFHEIRZ)
BRIES

W TRt
A - Ak
)

16



1.7 WEFEE-ER
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1.8.2
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’ RE (B
S=fe i 1H100
REMICADE? for LV. Infusion100

Pit k INFa &/ 7 O—F)LHERA
A 7UFIT (BTl 1A

H AR 0 RS

87239

AHNE, YA =N VRHEFIREI A FYEZE0Y O RIBMEE, £z, 8ET
ROKERBBETREEEZSUY > OMEERES (WEFE7IIVTI 2, REME. VRTO7A
> TRMS AT YY), MEECMRESREES (EAMNASEY) 2RWTEEI Nz
BOTHD, VIHKRRDZEETRICERL THD . XFICKSEEMEBEIKBIEE (TSE) (G38
DERY AV ERLICTEL/LVOT, BROBERLOLEEZ HIcRiHo L. 5%
BE5ToHIE. [ EELSEANTEE OHEILD ZHE)

R o 21400AMY00013

A AR 20024 4 A

R 7e BA 45 200245 A
ZhREE A
[ i A= 1998 £ 8 A

Br ik EASERET. 2~ 8 CItRiF

EFRRR - 56, FERICHEABIRZ R

BRI - kB, RIS, fEEEERS, AAEAEES (EE—EmMEFOLSE A
LOERTHIE)

(B &l
NFFRE LY. B MNEF SO ERTRLERVUKHBREOBEENHOLNEIIE
MHY ., KRN EOBEEIEHLMATIELZNA, EEEBORRELBEIN TS, KFA
ﬁré%,ﬁéﬁéiﬁl’cnt\;t%a&) NoDBEREBEICHIHAL. BEFHNERHEL
FCEEREELE LT ARLOBREMEIRBIREZ LEFLILHBHEINEGEEICOHBE
TH L T FEOREIZEWT, EELGEMEAICKY ., BamaEBE-EDLIEND
HDT. REHITTHAIHETTLEREERVEMOLETEREL.. KEIR5#IZBIE
ANRBELI-IGEICIE, FAREICERTILISBEHISEEE5X5TL,
2) B AE
DEERBRELE
BmnfE, EEBREEZSCANMRREEZFOBRNEREELAHLONDIENADHS
=8, +HEBRETIREREEDREISEET S,
O
R (RARSR) B UMM MG (BERE. MR, VU EiF) 28T ERIIREL. T
CHIELROON TS, EROMBEE TIXEROBELCRUVUBLOBEANH ST
& FFIEEIZEIL->THZICET 5+ 2742, WL URERUTIYRNILIY Y
RISREZTV. BEM CTREFEZITOICLICKY. BREEOFEEZHEATIL,
F- BROBRBEEFCE. MBEEEOBREEL- LT, AXFHEHRETEIE, YNILY
VURIGFDREANREDEEICEV T, RERTIMEERNEDohflILRESh
T,
) AFIEEICEET HRIE
(Dinfusion reaction
AFIZEDHAHNIFEELR T 2 B LIRIZFEIR 95 infusion reaction D55, BEL
TH245F—RER ((FREYE,. SEXEE . OF LT OFET. 0EZE. 77
J—E BERE. RR.ERTE)BHoONEILAH D AFITRBREAKFIC+ 9755
IEDTELEmzL-LTREZMEL. BERTRLTSEHRBETSL F-.E

2




f&73 infusion reaction MEBLIIGEICIE., FFDIZ/EZEZPILL ., BYLMBEETS
& TEZGEARMEE IDE 6) SHE]

QEFEMBHE (BR50DIEE)
FEEEZIAULBBRICEELIOESOEREAEBUE (HRAE. 5. 3. 2
BREifE. €O, F-EmFE. BTEE. EFP. WEERE. BES) A HobhdIeN
D5 BIREICIIEREMBBEDRBICHER., T HLTERRETSIE. ([EEGLEERY
ERIDIE 6) 5]

4)REEREBDBRERERR UV / XITEGRZEH LOBEN, XFZST TNFIIHERZA TE
HTHobhETLLHD, KR (ZREELES) RUTOREEOHIEEICIFESE
LAWIEEL, BB LSS BB CREEEZETLE8BICRE5T258ICX. EEEEE
MEOREZEMTILE., THLEBREETOIE,

5)BEE I FREETIEL. KA OBBEEZITIHIC. ERTOMNRERREF RV OR 9TF
EEQEREZ+TIHETLIE, T2 KFODVWTO+SHEMBE I TFABEORREL
DEMMAERTHIE,

B)R—FrUMRICKLHAMRIEAREIBRATIX., REDABBREITORIC. BEAEEC YO
AR F)DERZETIERTHIE, T, A—FoyMMRICEH A EESNE SR X DA
BRBREZF DR ELRFIODVWTHLLEHMEBEE T IRNHEOEMIAZEEARICHLT
+REEEEYERT L,

7) 70— R BETIE. AR OABETOMIC. EFEABREDOERE+IETSL, -,
AENDWTO+AEMBEIO—VRABROREBEL ODEMAFERATAIE,

B2 (ROBHICIFERS LN E) )

D) BEELERME MES) OB UERE2ELSELIB8TNNH S, )

2) IR OBE EREZELIEEBEINNH S, )

3) AHDES I T AHROENE (RTAK, FASH, b MEHFS) 25T 2@
SEDEEERED & 5 B

4)%?%?(%%ﬁﬁmﬁ%)&U%@ﬁ&ﬁ@@%%ﬁ[ﬁ%@ﬁ%&@%k@ﬁ%ﬂﬁ

5) It LAEDEE UERZELIEIBEZNLHS. [FOMOEE] OFE2) )

(iER - 151R]
RAGECR . AEF. ARERHAKTEMAEL, BREHERERTHERL THWSERAITH
B

iR 7544 L2 — R #8100
B %y A7V F<xT (EETFHIEZ) 100mg
=T : 500mg
Moy - B RV ILAR— 180 : 0.5mg
AN TIVH) | i U EBE=KkEF U T LK : 2.2mg
U EEAKFZE =S NI T LAZKIY : 6.1mg
TOMOFMME LT p HIRBAZEET D

= B 20mL/NA1T 7 IV
ETFILERIN HEO (iR —F)

AHNT, U AEMEREMEEZ ANWTEIEXND. YAY—BIN I RBRCT SHRE
MiFz, iz, BETRICBNWT, FEHls &L TY > ORI ki kks (BRMNK
Y ROMLEHRRS (g7 )V 72 >, RIEME VAR7orsA>, PRI AT
zVU2) ZERALTVWS,

[(hAE - 21R]
REGFIEE COORA 70 7 Tk
B 7~ F_(BEORSRE G ORI 25 E)
N—F v MEIZ X DEBHEREESNE D HER
é@?fh@@%%%%?ﬁD~>ﬁ®%ﬁ&@%ﬁﬁ&(ﬁﬁ%ﬁfﬁ%$+ﬁﬁ%ét
)
HEENSBEOESMICH2EH
SMEEZGTHBE




______________________________________________________________________________________________________________

L (RNBE - RICHHE S HEER EDEE)

L (BEER Y D<) g
REDHBBRICBNT, EATFOA FHEHSGERR MO ) O FE (A - FLFg—
D MAE ST FICRASEURRRET o TH, REITERT 2 5 M EREREIRDTE |
CBEERIBEETOI L, iz, AP MLFO—FUAICARE ERETLILEOUR
P N%?%/F%ﬁ%bttfﬁﬁ?% Lo AHNZ L BENEIS, EHREREBNS !
PI4ABMRNICE 5 C EOMER SN TS, 14 BLIAIZ 2 HEVE SN VEED, |
P HEPRSMBOEHEET > THIENES NAWESITIE, BEOQBEIBOREE |
HEREETLI L, ;
D [N—F 3y MEICK D HREEBRERE D HA]

BEOBIEICB T, MOERFE (7 DARY U8) ZOEYRREEZT> Th,
g%%tﬁ@ﬁ?%B@E%ﬁﬁ%ﬁﬁé%ém$ﬂw&5%ﬁ5:&o

C [T o—C9 i
LSRR, MOSIRE (5-7 3 /U FEEAE) SOMYRRERET> Th, 5
RICER TS0 5 MSRRIERIE D E S ICARORE21TS T L, ;
rB,. BEHESRSIBALTOTREZEELNSTI 2 &, EFRelmEs
P2, 238, 6 ETRE L THHEVRED SNZNERIZIE. S5 IBEREET>THE |
P RATR DT B, MOBREEEETL L. '

(A% - RE]

<BEEITOITF>

BH. KE1kg B0 3ng 2 1 MORGRELUAMMET S, PIEREE, 27, 6
EIZHEE L. DS HBOMBRTREET D 28, &, (EOBELE, HEFTHX
W RSHIE L 2B, BEROHBOREMBOEHEVTIRETHS, CNEORE
BORECHR S HEQEHEEEREINIITY. | BOEE ] kg M0 0Hs580 BRI, §
EROEETHNE 10ng, BESMBEERLABETHNIL bog ~T5. T, BED
BFEFRE4BEMET S, AAE, A M MLFS— FMIFICZSBFCHRL THENS S

&o
<AR—F v MEICX DHEBREHEBERE S HEE>

WH, HKE1kgH205 ng % | MOBEGEE L SEMNET S, DEESE, 2, 6
HicH#E5 L, DS HBOBRTREETY Z &,
<7 a—%>

W, KE kg /20 Smg 2 1 BHOESEELUAEMET S, WIERESE,. 2, 6
BICHE L. L% S HBOBRTREETO>Z&.

7B ARG, L2X 70U TOAL TS T4 VT —2R0WeA 51
TANG—ZHBLTRETSH L,

............................................................................................................

(% - ARICHRT 3 ERALOEE)

L 1) TR R ORI % :

AR LN TS0 10mL O HBIERAKTHERT 5. BEOEKENSBRE L2k |
ERFERRER 250mL O HREBRERRERL, MOEHA, BikSElEAL !

o RnwZ s, ([ TEALOEERE] OB

P 2) BBk

POARKIBMSI L AREI A ICL D, 2B EEMTTEBRICARRIETSIE,

o (TEREORE OHEBH) :

1 3) Ab LY —MAROOHE (BEEY T<F) :

D EARCEAORKRABRICED, AL LSY— FMERIG R TOFMER R 2 !

POEERENTN S, ERBERRBRICBITS A b b LSt — MUK OB R, 6mgiELL |

P ETHD. ARPLFU—-MERBOARICET SHEOEERT, A MLFT—
REGFAREL D HIRP o . 2P, BE) U FRBEICBITEA NN LFY— NEH

LB OBY O F RO OB MRS LT,

14) EE) U TICBEWNT, #IE, 28, 63Ei%E Tl 10meke SAOMEBEHREIITH

P RBWZE, FE ERECEDBREFEORBEESEEIRNAH S50, BEHEDSE ;
BIZEASEETsZE, (10meks ESOERABEFAEEENSTS ZEITXD,
BELDBRPEEORIBENSE A LORENHE [ZTOMOREE] OE4) HHE) |

(A LOEE]

\I




1. fHERS (ROEBEFCITREICEHRETHI L)

1) BREDEE UIBRPENRFON5BE (FAERENREEB T EREZEL. E
%m?ﬁﬁ%n%@%@%%m%ﬁﬁﬁéwf\ﬁ%mﬂ%t+ﬁmﬁ%ﬂﬁﬁf%
3,

2) WEOBERREE (BUrEgoONEROS L EERVIEL > M 2 R BER RO
HHBEE) HFREFIMLIEL2BTNNHIOT, WEL > N RE% % ez
To7x &, BEEROERIZHAEETS I, )

3) BBRBPEODNAIUBELE T L2EERVEEREOH 28F (HiREEHEOBFN
MHdrdh, WEHEEZSIEOREEZERL., +oEETHTE, )

4) MEURAOCBEEEOH ZEE (HEEMANBEXIERTS 2055, [EX
REIER) OEEE)

5) ARZEGRBROHDIEE [ %5 DE3) M)

6) EimE ( (EREAOERE] OHEBMHE]

7 NBE ( UNESEAORE) OEEHE)

2. BELREXRNEE

1) A#AGm A REREINC D DR T 52729 (Smgke f5FII< b 8~12#
M) . COMICHSHEROHRBICERTSH I L,

2) R OBRBRRE CTIHEROBECEVECOBENNH 200, AFRET I - T
MBS 54, WEL > b UBERNY AN Z Y URIEREETL, BE
B CTHRESZTOLICLD, #ERROEEEZRERT S &, BT
HNZEFICE, EROBREBEICLY., BYICERROGEEEAL, HEBEOLIERNH
HEMICHEBRT 5 I &, EEOBBRBEERUBREICL DFENELNZEHFICIE. il
BEORS 2 LEET, ZFE#HETEIE. £, AFRBERNHTY AT ) D RIGE
OREMVEBEOBFRIIBNTD, BRIEBEFIUHEENS S LNE T 055729, £H
BEDIEEOERORHE I TAEZET B2 &, b, BFITHL. SEROmEKIRD
NOEE (BT a8, BEAE) BEChCERECHEKITLILIBETE &,

3) AFEEUH TNF #A2853Nk B 8MFAY A NVAFy U TOBRFIZRBNT, B
BMFRT AN ADETEEEPREENTWS, BRFRIAINAFy U T OBEITAHK
RET2HET. FEEREHRCTRVA VAT —H—0F2F) 752750 E,
B HF# 71 )b AO BB OBBESEROFBFICEZRT S I &, b, INSORE
D&, MORENHIERE S DOENEHRABELZEFICRBETNS,

4} ARPLFYT—PFRAICLABRBICHALTHWSES, AR LSY— MIHIOR
MXBIZDODNWTHHEGEL, URAY - RET 4w hEHKLUAEZ L TARZEETE &,
Fir, BE5BIE. FEUEREESSDNAIENHL0T, LIRS L%, TR,
W, R B S DERD S 5 O E I3 HONCEREINER T L O &I
HTBEEDIZ., TOLIMERND SHNZESTIERL > M s RO
CTHRES 2T, BIBEETRVEAORSSOBETNAEEZTY &,

5) AFlGERE, DFUEBETDEWCIENET LN (T F U EEICRTARE
WAHTHD., £, FTITF VLA TREROTERNEETERRY) .

6) AAHR 5T XD infusion reaction 3FIE T 2 uHEMN N B 27, WA BR (7
Bl BISEERILEC AL LAY DR TERNTI ) 72 05%) DHA
MEEEBIEBTELIIICLTEL I, T, BREREGE (3 HL ERER)
PRATAHESE S S ENE, BEICHHHBEL. ¥5, B, F5E, F E @
g%\%@%\Eﬁ%ﬁ%ﬁbt%é‘%%EK@%?%&5%%T%EE@@E%E

HT &L

7) BRRRICBT 5% 5% 3 FEMOBEHHET. BHY O EBESOEMLIEEOREELH
HENTWS, BERENEROS A BFICENORENHAIZERE L-EE, R
PEE) ONEOREOBRENSEAS I ENRESNTHY., XFAICERTINHAS
INTIWA, EEEESORRICIERTB &, [ TEBEMRE: 0FE42ME)

8) AAIT T AEHBERS MBS0, £ MCEEBRERTHY. B5%. £FIicw
THHEPELAETNLZ LRSS ( THMBENEE; OHE 120 . BEARICB\WTER
WHT5REOEENERINBERT. FEPEEEINRN > BERICIEN,
infusion reaction ORWHRLNMEABNZH V., T, AFOMPBECHENELSLHE
m7A 5. MARENETLZEE TIIDROBHOWRENENRH S, b, LFOE
ERABIZBNT., A MMLFH— MEORENFIFIOREZ2 SV TWBETIE, A5
W SR OEERIIEN S .

9) BRI ERIIN— T A ERENFRERE L, 5125 dsDNA FikEME &z 728813,
BEE2PIETBZE GEHEEICLDH dsDNA FiEO BRI — 7 2 ERERE %
SO SERPREAT 2 ENHB) .

[0) 70— iRBEITRWT, #EHREE L THERSTESIC, KBRS ETHEN

5




HIFTERWESVH LD, COLIREFICHTI2HE - ARIZEBITBNTHEILIL
Ty,

11} £HNL, BEIEBICBNW T S HERSDEEIZENLTnE, Y25 —EI)LIN
I ORENIVIRRA I F Y EEZSD T IBIRMEE, RS TR ORI RIT 25
MRS, KEBEHBEOREIZ L D BATEE L SN/ B/ REEZ ST 20 5IRE
ENAEDHOERANTEHEEINZHDOTHD., BINOLNHEETHIRMNERHFEES
(EDQM)DFMlICEAT 5 EMTHINT NS, T HIT, BETRTORENELL
T, TSE RIEQOHRTH BTV A CERERELESTEE LT, MBIAE bk
5 CEEMZK ) 2 U TR A B & B R nanic =il L T s, /-, %
THREOHHNTETOYY I ZSTF4 =IO N 57 4 —H8, 1)L AREHAL /12
A& AT LA, TV ABBMBEEELTWS, BB, IS OB TEE
BICT)AERZRELESCEEEWHT L2010, BRI 4 > EAEKNER
U, BB EARBREEINTNEZ LE, BNCHARBNWTRAROES
HEZHWTL/-DICANSNTHNAYIAY 7oy METEEL., BiETH2Z &%
ERL TS SHDREICEYU TSEXE MEEBLAEDBEIRZVN. SO EMD,
FHICLS TSEGHBOURSZIBEHTENDBDEEZ SND N, BRMAY RV I%L2IC
gg;gnztm«%wE%tﬁw?ﬁﬁmﬁ#%%ﬁt&%E%#«ﬁ%?%:&&

i) mEEEES MFEFINTI . BRME, VRTOF12, FRRIZAT7
>) . MBI R OMmEE B s pl sy CERMKS Y : 2 FRB LWIMTOY I JBERORT
F REIT KSR L 7= 5a)

3. Bl¥kR
ERNTEBSNAZFEIG) UIF,. 70— HEORN—F v MRICK D HEEPRR E
HIER OEEFEZEER T, AR S E /- 708 il (BEY ™7 < F 561 #il. 7 01— %% 122
B, R—Fxw MEIZLZEEERIERE 3L 25 1) 4. BIEANHE SN0
629 ¥l (88.8%) TH V. Z O /2 b DITMIFTHL (19.6%) . T (11.0%) . F5 (3.8%) .
SHIE (5.8%) . Wik (5.1%) % TH oz, T/, LB EREMHEETET ALT (GPT)
o (12.6%) . AST (GOT) ¥inm (9.9%) . LDH ¥ (9.83%) . FRIL#E (7.5%) .
H i ERESE (7.3%) . Rigfm (6.9%) . v-GTP#n (6.2%) . ALP #h1 (5.8%)
LTholm. T, WACBITAEE) UTF,. yo— 2 HEEREOMOKEDERS
BT, ARPRERESEINZ 5780 flP. BHERREEINADOI 3,128 (54.1%) TH
B, TOERZHOIIER (9.2%) . LEERRE (87%) . Ei (5.6%) HTH-o7x.
(B r<F Rk - AEENE 8E%) )

(1) EXZEER
1) BiEE, MR (Z2—ELRAT 4 AMREST) AFEREESOBMRBRE (H
L EREE)  ZOXSEERESSONDIENH IO TEREOKEEZHCEEL,
REVEDSNAERITE,. BEPRIESOBYZAEEZTS 2 &, B, FEIEES
RO <AL, BYYEIZLAHDTHo .

2) Bk (FEARHY ) . AHEGICLSEBOREL SE50HHEH S hbh o HEe
035 5720, HEOBBREFIZIE, FRER5E. BZRUBTL > N oS s
EHI (5B 2 » AMIITIRE/RRY 1 5 AC 1 E, PBRIZEEAEICRTT)
WD IR D, BEEROBRICHSIIERTHI L. 2, Mivkiske (i,
O, U NEIE) HHSDNDCENBBIIENS, FOAEMLTEELE
BETHZE, BRENEDHON-ESCEBESEPILL., BYRABERTS 2 &,

3) B/ infusion reaction GEEARBE ) : Tawy, PFH 74 FFT—8ER (OF
W, [UESOESE, I LR, MEET. mERE 77—, EEEELE, FE,
HWBEOEERZAER) Hobns 2 &0H %, EiE/ infusion reaction HIRH
L7BBITid £R0%gG2HhIEL., BYRLEEZTS &, /7. ARBSORIC
. infusion reaction ®FEIRICHHA TR/ EREFE (F RLFU 2, BIEEEERL
TUAL RIEAY I UAIEBTERN I ) 208 DRAWENTES LS55
HHEHOH ET, BH5EHBL. BERTEDTARBEERTS &,

4) MRS GEEFRHEY ) AP PLFY— FERIC LA BRCHR L THWSS
&, BEEHERRSE SN ENHBOT, FEh, R, TEIKRE L O
IZHRIZEEL. BEPRD S NAEAICE. EOMCHEL > NS mE, i
CT MERVIEH ZAMESE2ERL. FHRCA L M LF3— MIRIOFR S 2|
THEEDIIZa—FI AT 4 AMREDENZE (8-D N5 ORIES 2&E
WATUEU DB ZTY 2 &, B, BEEMAROBRERDH S EHITE, s
Badirohe, HEIBHIE.

5) FFESEEMEE (BEAFRHT )  AST (GOT) . ALT (GPT) . v-GTPS%DOEL W L
BEESFREEERSSDND I EMHHOT, BEEZTHICHFN. BRENRDS
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NBETEEEE PR, BYRABEETS L.

6) ERMEBEAE (BB FPIE )

DEFEVEBSUE (3 BLALEER) MHEH TSR

LHDHIENS, BECHIHAL., BB, FEE TOE. F - HEEE. S5,

SRR REH U7

7) #1 dsDNA SR DBBTEAL Z 8 D I — 7 REEEEMR A (BB REFE )

B, ERECHEET DL IERT SR EHEYLHEEED &,

. 1 dsDNA Fifkas

PR L. BAEE. AR, RBEOERVESDNDSIEMBS. Z0L S ER
Wi, fEERETL &,

8) BERED. FhikEL (EERHE )

D BILERED . FPERIRDR B S5 DND

ENBHLOT, BEETHITH, REFED OB S 2L, @Yk
WEETI L.
(2) ZotOBERA
BIEAVSEY SN BGRE., BE5EZh TSR E@EYRABETI L,

% LELE

126 BL b~ 5 9 i

1 26 il

B TE)

Bt

BOED E . |
SilE, BERYE. 1
R (EXK)

AR, Failndn, AR, &
o OBVEESERE, BRGEEW. ML, FHE
PESE. Ao, REE, SR, P2
Fai—, BEEE, WANEIIRYE. FIRE.
Fd. EBEL. SO, BETRE. £
#E5r. L

TR ORESR
(HFEAEELE, H
437D N o IR A
—SEBERE., —o—an
e, TAMARIE.
R R, MR

k23

Hn (kR ZAEE 1,
M tEE ) . )
AR, dh R
g

Ul Niige, B, BIERIRDE. ') 2NER
M. ) 2 RIGmE, BEIRINE. 5
i ERIGINGE , S PRI . AR,
FFRLTRIOINGE, RMIRS . EHVU D Al
iE. IFERERECM-P. BRESREENN. T35
- REARD, BESEm. 7L
TE S yu—VEd, ;U LR
A, MILTUE. D NIRBERER (B
SRR U NEHE. HelREREGmm.
FREEINM, & U o743, CRP 30

ity

ME RS

HTD, 4. &
E. EiE. g,
I EAEF

IR A E, F5 T4k
i A A R SR R
L #8 A4 a8 AR 3K 28 £ SRR
B

mil, #H, EatEEm. Wik FEIR
SRR, DEMERIMGHE,. PubiE. D2,
L I

G

S H . WARRZe,
M. B

W PR . G B
KL-6 B

Fbkde, REME. BRI, BLE.
Malsde, Mazk. mel. SUSSZREE. RSl X
BUCT)RE . PaO: & F

I TE PR S5 + o |
PENME %

Tl

ALT(GPT)Hi), LDH
M. AST(GOT)H
. r-GTP ¥,
ALP #9510

TR (e
i)

TG 4%, MB%%. WXk, weob
K ms

HPRAR

ke (Bithm) . B
7R

RERER, S LTFF

—dm. Rpoo| R

EU W, BT
P, RoE
BI51E, BUN #i.
TR 42

WEEA. EREE, R BRIk 48

A

L

sk, T, M,
WAtk 1. 9
¢

EI. B THE. EREER.
BB, MEEE, WEFE, . BE
Sil. W, fREe. NLPURISN, Mk,
BME. WU — 7, Wi, Rk

AFgk. SRR

ORENEIEE . s, 8. DIEME.
B, RS, 0B

B

95 (MEEE B,
BRgiE. HRES
RES, hkEEE
5. T OENES.
BB, KIREiEEE.
SRS . BB,
i S BT )

EEF. BEER (e
B RE g, REIER
WS4, EHHeM
#) . BEZKE. £
FEAE. HRE., ALK
(FEaR) . ZHITFHE.
E7 1% PEIA RS

ZNEL B0, BRI, PSR, S,
BURSQEER. BNZE, BUSHBL. BELE,
EEE, B, sUIKHIM, BRI, BE
i BAk, SERIBEERIE. RSN,
% B

i3 A

MRS GEH
BRLIEA . TEM RN
P, HEN IR,
FEMEA . G
BT 5 EEIR)

AT

WAz, mama, falid, DRk, GBI
PoslE. EW. MEERREME. RO, ALK, &
AL, REER, HiE

Hig, EiRfEnEn, BW. BEARE (B
B | EURRY OLEH, TH KM

HE | W] =

M. B

BAmAIAR. s, WHEEEEE, .
PR, B, Bk, HAET. $HEaK.
CPK i1




HONMEBIE (R|7TIVARR WRIREZDO7 0 S 0m, TAm FRERE< T OND T

DNA Jufb B, $0 1ES, B~ bR, U 7R (JEEERIEN
SE A WZFVE KB 7 VI TR BephiE) . ZU T b
. dEbidiRg) (B, 1701~ wHIAE., Za—EY
o) . MEEE. ERBA Z;4lﬁ,ﬂw%$
27 3iE

WO AT O— VI | BRIR. . FARALE T EG s

femt = W, JLAFA—ES, 7Y R
_ Hi

Tk . . BER. | B, Bere., AREK, LRARK.

B, B, . | SRR, B RS (B ),

2Ol P CEASIEEI. | mAE, ROV, WTRUUR, 3. 2

TR, 2aER AR, RETTE, BEUE. HEND, KE
ME. MREEBHTEMR. |4, TEFRBE. JE PR
1B 1)

F) #BAOTRECBITI2HERESOHEOER TEALWVEMERIZDOWTIH., BERH &
L7z,

4. BRE~DES

—HRIZ S E TR (REHRES) METLTWAD T, BPESORIER ORE

WEEL., ToRhEEETI &,

5. i, EM. RHRE~NOKRS

1) ERXIEIRL TWATEEOH 5B, BREOARENEREE LEhs s
HBENDBFICORREGTE &L, ARSI EEBESERRITIERSNT
Wy (BRI E b TNF o B RO TEMERNEE TE/D D) . £/2. Y7 A TNF
a = PHTAHEESICLD, RUAZHANWTHRESINASETIE. E2EE. B8FE
#, BIEFHERD SN TN, )

2)%%¢@§AKH\§%%¢¢éﬁéctn[ﬁﬂ@@&%t%ﬁ%%%@umﬁb
Tz,

6. MREADRES
INBEIT T HESMEMIL TRy (EARRS DIz

7. BRAEDEE

1) #5HR  ARBEE - N1 02270 —01 2914 T4 NI — (RTY 1 X 1.2
THOVUT) EWTHRETSHI L.

2) #EERECEEEE  ARIAWBRERELTOAH N, ETF - BARCEHESL
mnZl, FRNTME LS50 AICTHREGT2H0E L, MoOEHA, mikEsBEAL
IRNZ & (T R RESEORA I NAEFIETHRSEMHER SN TV D),
i, 2R LENT BRI AERETD I &,

3) BRAL  ARTAHARKBEMET S E. EEEIFRUANICERSHEBEIT L, )
c OLEELY = IURETHERLAEE, 21-GHA20NITE 51Tl WEHE ZANT,

1A 74720 10mL O 0 BEHAK (HREERERHERT) 28MIBAT
BHZE, (TOBIEERETCLRWSA ZIVIERLZNWI &, )

s INA TN EERSRENREECNIERL., BBERHETS I L. (HiRE
HARETI2BZINH 5720, BLTHLUIEST, EEMROEBE®Y VWL, )

- EREFLOT, BREOHRIKEL T, BAMNEEALRTVABRRELTED, #h
BIGEFBROMBFESD I &0H 0, HMEECERTn. (TR, B, +
DMDREEEDHOEMFERLIEZNWI &, )

- IR ORI OBEMERSRERTDRV T &,

4) FIRAE  BEOBESL O THELELEREY 250mL OB BAERHEEKICHFR
T52 L, (TRYBEHERESZ2ED0REHRBERDAOBRIEIIAW NI E, )
HREHEAREFETHINGT 2. BREZEHRIIEAL, BROBLENMIFTY &,
TRBOA > 7 F I TREIR, 04~4mgmL L5 &,

8. TOMDEE

I} AROEKRABIL. ERTIE 548 (14F) £T. \B2ciX 102808 (2
£) FTOHBTEBENTED., INSOMEZEBA AR OED S
HEIFOEEMEFELL T,

2) 150 FIOPEENSEED D > MEOFREDBE GEHREE 35T T,
NYHA (OEgEr I/ IVE) 1. 7oEARKEUEH 5. 10ng/kg ZHE, 2
W, 6BEIC 3 MRS LABNTOHRKRBREZEGEL -, TOKE.
AFFERE. HFIT 10ng/ks BIZBWTORSEROEL R UFET SR
WD LN EOW|ENH S, WIEFEGE 28 EARRICBWT. 10ng/kg
BT340. Smg/kg BT 1HIOETHMERD 6. TS RPN
o . EiAEIREMIZ L B AL, 10mg/keg B 51 #1511 #i, Sng/ke
BESOAPIFA. IYIERBEORAFIATH-2. 512, | FEEOF
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iz BT 2L, 10ng/kg BETSHTH-=DITH L, oSmg/kg BER
DTS ERETEITNETNAHTHE S =,

3) AFNIE FEROF N T—0O INFoDRITESEEEL., Tv Ok
ZOA YN EO—RIICEHERICERENIEWED TNFo &S L
B, ZODR%, BAREERBRIIERS T,

4 EATITONZEGU I FEEENEE LAETREBHEERBRICRNLT,
AEN S 10mgkg 2ESNAEEHTIE. 3meke 2RESINEBEEL
DHEEBRYYEORBEHEENERICE N L EOMENRHDT),

[(ZEMBE]
1. FRERSLER AR AT

1)

IA—2im (BFEAICSITDHEH)

EARZO—mBEICLIr—FEomgkg OFEBT3E (0. 2. 6) s
RN S5, 10 MR IS RO SN BF 2RI 14 HLE 8 EBFECE
5L, RVEERLZEGT4EMEBETERS Loy BiRERAN LA, 3B
RGP OFESFMOMFEP L 7 VF X TIBE (A7) FiFank, 48
B SHAOBTIMO NI Z7EIIEEEZRLAEN, BITT5&ERERHHEEL -,

1000.0

100.0

M1 7 ) F < FHIE (ng/ml)
=
Q
‘

P [ET5¢ 5152 K ] (Week)

IO—URHEBHICL T4 —F Sng/ke EMBERERIRNES LEE0 8
B SR O MR A 7 U4 v TREWE (A VT >, n=31-38, 0,
22, 46 B3 SHE LMEEET 1 HMERLRF) 1 LIF—REE

2) sa—rix (HEACSITSHEHED)

5 mg/kg O HEERE TS M P ILE (Cmax) O PIEIT 118 1 g/mL, 4 HEH (Vd
E) DOHIEIL 3.0L. #HAFERNI s HTH o/, BERAKRICHNT, BFOME,
., FE, FRUBHEZOE RN OFEDTHENZEFIZD SN, BIFE
BRILEREZERLUZEECE., HALZWEHFICH LT V4 BEoEZaEEm
(17%) HRDHESN=H, BBEEERIVECRNSHREBNS AEET 5D,
R EER LR EE I SN, 5mekg OHBEEIREEZT7- 20 AT 2 #]
WA 2 PERMH S 37z, EILZBR L TS HEBEOBRFITAH 5 mgks %
AIE, 258%, 6 EBICKERS LZBOEBREE b 507 ) 7S5 2 A,
BEOILTFZEHD0WE AST (GOT) . ALT (GPT) FHHEIETEDH SN,
TR - TR EFICB T 2HEOERRD Saho/~, Smeks OREHRS%
B3 72 31 TR 1 ARSI T AR S i,



T

Efmou

i

100

™

X

_;\_ 10

n

At

2

#

‘E 01I T T T L} T T T T T Tt

4 p 2 6 8 W 12 14 1B 18 20 (@&
1 t 1

NEEET I 70— LHEEC 1485

L 2 — FEJMSRMBRAES L —O—  5makg(n=28~30),

BEOMBR L 7 Uk 7 TiRE —aA— : t0mg/kg (n=29~32)

(A U7 SRR

BRI T A—F O Ciy 2 8 Cpre 638 Cpre 1438
" Smg/ke ADVF v 168 33.7 21.8 54
i (n=28~30) | M5hiRR RS 113-206 26.7-46.4 13.8-33.3 1.4-10.6
i 10mgikg AVF 359.5 75.1 506 17.6
(n=29~32) | M43 274-419 54.1-93.7 31.7-69.1 9.3-23.6
Cun : 65487 1 FRIHRIE, Cpre: #5504l (12 gfmlL)

I)BEEHIIIF(BAEANCBTEHHE)

A b b LFH— AT Gug/BEL L) T, A# 3. 10ng/ke 24IE. 238%E. 6:8%
RREHE LR EEOMFEPREZRAEICEERA L T8EmL 7~ (CEERIEER
B . Fie, i EE. BIFEEFILECRASLWIEEEAT O REEFRERNGRIC
K DHEZMNOEMBNEDZT A S U)o 78, IERE BN OB TiiEdh
REEIT S EAD A Sz, XSGR E 24 4 5 B S e o 0397
FETHMENITHTH D, 3mgkeg OREHZREEZ1T 49 ATIE 2 l. 10mg/ks
DREREGZEZ T 50 FTIE 4 FlIC, AR 2H4BREZ -,

o
=
=1

=
=1

d

-

§ 8 10 12 14
BEERER (week)
MY O FEBETL I — REIMNEH-MERT (Gng/3E8EL L)
3 EIFFR AR RN RS U omigh - > 7 ) F v TEEHE (X7 2)
T &5 —O— : Ing/kg (n=49)
—@— : 10ng/kg (n=48~51)

3
2

mFdA 7 0EL 7 FBE (pg/ml)

— e

ETEN S A—F 0 Ciy 28 Cpre 638 Cpre 1438
e 3mgkg | FEE-EEERE | 4792113 11.5+4.1 5.6+4,1 0.821.1
5 (n=49} ADY 47.5 10.8 4.8 0.5
g | 10mgks | FIGHEBOEEE | 16842486 | 3564152 | 2233137 | 54558
{n=48~51}) AT 168.3 337 20.6 3.6
Cua 1 54T 1 BR#E, Cpre : #5HHH (ugfmkL)

AbbLFg— AT (6mg/MALL L) T, A#] 3mg/keg ZRE, 2%, 6 BEICHE
5L, 5IEHF Sng/kg, 6mg/kg H 240t 10ng/ke & 8 EHIBTRERELAEZLED
5 PR A RIS L TR L (BERE) . Smake 52007~ 99
pITY 27 i, 6 malke $ 5% 21T 7 104 HITIL 24 ], 10me/ke #5272 104
BITH 13 filic, AFNCH T2 Hidtixhs,
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SEPIIE N T A& 0 Ciy 148 Cy | 2238 Core 543
3mg/ke EIg - AR | 577741423 | 60.82+13.60 | 0.8540.98 | 0.9041.13
" {n=86~00) ADTF 58.14 60.35 0.50 044
5 6merke Figfl - R | 588641174 | 110.04423.83 | 2.1842.30 | 2.88+2.80
n (1=91~104) ADT 58.52 113.41 1,81 2.28
= 10mg/ke Eig - EaEEE | 58.23+11.34 | 188.70439.61 | 4.7334.78 | 6.5016.26
{(n=95~104) ATVT 57.16 186.12 313 547
/mli

Cin: #5487 1 BB, Cpre : $45 A

A3 ng/ke HAHWIE6 ng/keF 8 BRI TRIERS L&, 55 22 BEATACR
FHE DONCEEIGEL e o FERICH L TR S5MEE BICEE L ES OIS
A ZURTTIEE (FEEREQMBR S Z7ilE) ™ 13, Ing/kg T3. 35 10.83
%10}46] . 6 mg/ke TT.19 [1.27~21.62] peg/ml (FPR{E B/ME~EAE] ) T
D IZe
) HMEHEROEE (327 #, 5104 2 Exism s Li-BEMEDEEEST (NONEM version VI)
KEISEPHENSA—FEFRAWELIaL—Ya iR

4YBEEHYOTF SNEBEANZH TSR

RKE = R E (ATTRACT B IXBWT, ARMLFY—MGEATF (12. Smg/SBEL
EY T, A& 3. 10ng/kg ZHIE. 2%, 6 HRICERE L. SIEEE 4 ABED N
v 8 AR TT 102 B RERS U fERa o b BT <. Lz mighis
EZEHMIZOZ ORI EPEREN. 3mgke ORERS 4 HER 2
B T3 AT 10 #. 3mglkg ORERS (8 EMIR) 23272 71 $1TI 8 41,
10mg/kg OREHS (4 8ER) 232072 74 HITH 14, 10mgkes OFERS (8
HERR) 2RI 778 T 6 Flic. AFHNIHT 2P RE XN,

5)R—FryMRICLDEAMRRAESER (AFANE T HER)
AH5. 10ng/kg Z#E, 2H%, 6HEBICIES L, BI&EfE S ABRT 46 0BT T
KEESLZEEOMFEPREZRSEOEMIE->TEL D, 2L zimiEhis
ExRHNICHZ DR 5 Z g . AHBTI 5, 10mgke DREHRS
2R 8 HICBWTAHAIIH T sHAEMRM S iaho .

1000

100

|||||||||

S 2 P L TR i g /ml)

B M {veek)

N—F v MEICL DS EERAE S BEABEIIL Iy —RE
B EIFFRIHRAER S L 2R OMIEF 1 > 7 U F 27 TIRERB(A DT 2)
T 1%, O: smegkgnh=3~4). @ : 10mgkzn=3~4)

ARTIEN S A—F 08 Cin i Cpre 63 Cpre | 3038 Cpre 54 18
Smeiks | T~ MRS | 11494203 | 159400 | 14377 6.724.5 6.8+4.7
E {n=3~4) AT 119.0 15.7 13.3 6.3 7.0
B lomgky | IO = BEERE | 193.1217.2 3258227 26.0x17.6 5.9%6.3 4,846.1
{n=3~4) ADT 185.9 32,9 32.1 52 26
Cun @ 85#T 1 FE4ME, Cpre : 501G (12 g/mL)

2. X8 - HEtE (B TIR)

ERTNFa S AT 22w 777 A1 B ERET 7 F377 10mglke Z#HIRHE
GL&EZA, mMEPRICIEESELUTERELENRBRREN, REDIIRE a7z, £
7oy RECGHEPICHFEET HHHEEIES GBHEEERIZ 23.7%) . & b IegG & R&ECHEN
BRMEEFCLDAERTHRERNEINS SO EHEREZN 5.
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[E& ARk
1. 20-2%%
1) BRTREZNERER

Bmig a2
EEHH 0— B 25 flewtd e L, &A1, 3. 5. 10mgks ZHFESL
Joo AH S mglkeg #FE LGOS L, I0IBD 58 (54 8% 0ENBRERLD
2REEEADS LT ABT) TEsHId 44, CDAI 8 (%5 4 HEOED
ﬁ%ggé D 70 RA 2 MELERD) TR 46Ih 3PREYTH o .
ZH| 5 mg/kg Z#E, 2%, 6 BBRITHESGL 10 @ TlrekE®E (CDAT BN 25%
PLEMWD 70 RA > REALDOED) 2RO EMSEREDOY O— 2 HEH 5741
G LA S AT 46 SBETHRS L, EMEELBERFNLIE 4 BERE
TH0AETHRE U/, b4 WBROKESREL 82.5% A7/57H) . EEL (CDAI A
2% 150 Ki) 12 61.4% ThH -7z (ERARABHED 4 BRRRSE2ToRALS
) . 72d, BESHRRBEBICI2FRAL ST L T,

2) BATREBINWEEERER
(PEENMSBEOEHMICHDEER)
HE#E53-
BB THRR TS SEENS EEOEBNICH 2 70— VREHIC, 75+
RRUAH] 5 mg/kg ZHEPIHES Uiz, TOREE, H2)% (85 4 0%I1C817 5 CDAIL
EAEHIE D 70 BA > NELERAD) BT SRE 17% (4/24 #) T8 L T,
Smglkg #TIL 81% (22127 4#]) THD, FEEFZEDSNZ.
HERF IR G4
#H) 5mgkg ZHEEE L, 28ICtkE (CDAI EA 25%LL =D 70 R-1 > B 2L
L) RO SNEEEH S 0—EEEIZ, To%2. 638, LA 8 ERE
T 46 ME T IR ERIIEE b mgkg X 10meke (BEINREZRR) 2HE5
Uiz, TOWE, DERSEZICRD SNAHREINYEET 2 X TOMBRIIE SR
THEICES (p=0.002) . ZOHMIZ 7o RHESFRE 19 HIZxf LT, 5mgke,
10mg/kg HMEFFBETILZEN 3838 (p=0.002) . 54 HELE (p<0.001) TH -7z,
2B, BEFHIZBIT B 10mgke ~NOEEOEDEROE &M LTk,
SEEBTDHEE
3 Bl 552
BEFRETHRT T2 EE2ET T 58BEIZ. TR R UAR 5 meke % 3 EH G
B, 2E#%, 6% B L. TORE. FYE (HEEEL K 2 OB K
PLEDMEFLAEE) 37788 26% (8/3141) 12 L T, 5mgkg BT 68%
(21/31 4) THv, FEENRD SN,
MEFF Ry 5.5).
%] 5 mg/kg ZHIE. 28, 6HBICHEL. 108, 14 B THE CEEULED
WFLHE) ARDENTNEEFTHI/N—BREI., TORSBEMBET 46
BETT I ERERIZAH S5 mekg 25 Lz, TOHE. 14 BUBEORRNLE
TOMRE (Pdfi) 1375 o RHeRRE 14 B8ENIZH L T, 5 mg/ke MEFRFBEIZ 40 JE 3
ZBA. Smgkg TR SRR EEBLU TERCELDREHE T
5 EMREN (p<0.001) .

2. BV o<F ;

1) BEATEREIN/-EKEER

AR RFH- NCHRA S BEEY DY FEEENSREL, ALY 0EH
T (bmg/MLA L) T, TR RUAEH dng/kg Z@)E, 2 HHE, 6 EBICRERSLE
(CEEMRILERR . TOMER, 14 8#%O ACR HiE 20% Ll FERIL, 7S8R
# 23.4%(11/47 FICH LT, FHERE 61.2%(30/40 ) TH V., HFEENED SN
(p<0.001), X/, COZEERILERBICSMUZBFICH LT, —ESRLERR
ORRIZED S35 EHE dng/ke % 8 ERIB T4 EHE 5 L. WIEE 5.4 54 8 £ THAE
Ui (BRH®REHEE) . TORBE, Bikis § %0 ACR #4E 20% Bl FBkeE=R11 53. 3%
(24/45 1) TH V. FEME:OHERFNED 5 17-,

AR LFH— MMEAT (Gng/fBELE) TAK 3ng/kg Z40E, 2 B, 6 BEICHEL,
gl EFEE 3me/ke. 6mg/ke HAWIE Qng/ke & § AR TRERS L BERD) .
RAEIBHTOERDTH o,

ORIz L 5% E 54 BEO ACR-N B CESMEESD) 1 dmeg/ke B (99 #i) 513+
32, 1. 6mg/ke B (104 4#1) 53. 8+34. 4, 10mg/keg BE (104 7)) 58. 3+31L. 3 Th 0, 10mg/ke
RT3 3mg kg BEIZH U THEZEMNES SN (p=0.024) . 10:F8HIZ ACR FEUE 20% LA
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B T S a0 T2 BRFE D 54 IR D ACRHLNE 209% LA E ek EAIL Ima/ke 55 37, 5%
(9/24 #i) . bmg/kg e 61 6% (16/26 #)) . 10mg/ke #5 61. 5% (16/26 i) ThH-

@Mﬁ?xﬁﬁﬁﬁﬂ: B%E’ﬁﬁ&ﬁﬁfﬁ%%&tﬁﬁé@ X # 2 2 7 (Sharp Score) TEEE L

- 0.00, 6mg/kg £ 0.48, 10mg/k

B 0.00 (T HhdfE) “Ci}ao?i_o

2) BATEBEINABEREE <PEHE=#H5E (ATTRACTEHE) 2>

AN RLFH— MR ER+ 5B T FREERRASKEL, A MR LFEH—F

BER F(12.5mgBEL 1) T, 7 SRR UAEH 3mgke ZWE, 2 81%, 6 @EBICHRSL.

SlERmE 8 AN T 54 AR ERE L/, REEITROEBYTHo /.

DEROER : 54 BH O ACR U 20% L Rk, 75 ER%58 (MTX Bl

17.0% (15/88 1) 1okt L. AFHREE T 41.9% (36/86 i) THO., HEZENTED

5372 (p<<0.001).

QHEREOERIL 515 4 BE TORSRBEEREERVED X BT

(Sharp Score) T L 7=#E . 72 EFEA 4.00 (PRE) BLLAZDIHLT. &K

A G#E 0.50 (PRE) THU., BEICEEEEOERH =N/ (p<0.001).

QEEREREORE : £55105 54 BETOREEEDE (ADL) O%EE HAQ

A7 (EBHIRENEOMNBEREEET 26 THMUAEE, 7SR 01
(P oefiE) 1 U TAHA#R 58 0.3 (PR{E) TEZENRD SN (p<0.001) .

7z, R QOL (SF-36) D EBEMEEEY <) —ZA 27 Ok, 75 EREE0.6 (tFJ

Refl) I U THEARERE 1.2 (PRE) THO., FEEFRD SN (p=0.002) .

3. R—=F v MEICKIHAERIRRE SRS
1) BATRES /B KREER
R—F 1w %FLMJ:%)%EM‘H“H)]%,S\& HEREBFENHEL, KA bme/ke EHIE, 2
Wi, 6RBICKERS L., TOME. 14 BB S0 OBRBERE (EHEE+LSD)
W3, B A0 10.17£10.60 BN 553 0.66£0.98 B &/ 0 FREIZHEA Lz (p<0 001),
£z, 148 &H72 0 ORFBIEEEL. HE5aMEICBNT 1265 11 HTHRDSL. 7O
5% THITHELE.

4. BORERHRABREOENEERENE

AH OEGERFBRE CERRABRRE TH 3 EROBHHEICBWT, Bty > /VE, 3IE.

BAE. M¥LEE, BBV, EERHREEUEEESN 344 (334 ®EINT
Wo, RS EEHEERTEOBELEEZHRMT 52D, ERICERBENED SN
BB N KRR F— & R—Zh B L 72 [ T%’m%i’ﬁ?é ISR & O TR
BlfEEzR1 ~ 3Rz ZOFHFEEE, EfEo, £, BHE%EL D NIH
SEER 5 —# ~X— Z (National Institute of Health (NIH)Surveillance, Epidemiology,
and End Results (SEER) database) NHHELAEEZRA W, 1O/ 00— HH

FTOLETIL., ARESHIZBT 2 ENESO TR 4.88 o LA 10
PITHo. —H, TSERBICBWTIEFRIFAE 0.10 #liod UBEHAENT 2 fITH
27,
# 1. 70— il CoENEE OB B O
TR S LI — R EF
pu—me o S E— " I
St FLERREART | BRMENEE uﬁﬂiﬁ% i bt i | T B .m\'&ﬂﬁ?g
(A1) BRI g1 1Er (A-£E) RS RIS
a, Bt L S 94,8 0 4.01 1646.2 2 0.21
bgf@;@& 94.8 0 NA 1646.2 3 NA
0%;;;;%@ 94.8 9 0.18 1646.2 8 4.66
B‘ﬁﬁ%’%ﬁ 94.8 2 0.19 1646.2 10 4.88

*a BT T LAy O— 2Rl OR BRI T RO 3 £ 0 Z B HHE TO R M E K

*h:NTH SEER database 178 EN T Wi WIERAENEE G IC DWW TR

BET U O FRE TOEMEE OBRKARE O TFRIAKRER 2 IR L. FHEY
TIURBETIE, T 2.06 #lixt L

bi A

BT TR 13.3 FliC

BEHARI 20 TH - 72

o LB FIEE 15 41,
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2. B T TR TOENEE OBREMEERUTRFK

B < phaaat =t Lo 24— R i 45
ratEps EFERFN | ENIEE | EMEE 2 {HE RS EEERET T REE
{A-5E) R Big ik (A £E) TRk mig i E:
a M E 309.9 0 0.07 1755.8 4 0.42
b.FEBEIENE
B 309.9 H NA 1755.8 B NA
c. EFELIAAD
TR RS 309.9 2 1.99 1755.8 11 12.87
EEAEa et
(a+¢) oy 309.9 2 2.06 1755.8 15 13.3

*aBRic T L2BE ) U~ FREBORBMMS R U 3 £ B2 haknE cORBH K & %t
*h:NIH SEER database i2 % £ TR WIER AN EERIC DLW TIZERS

i, EEREERICBY S EEEROBRENZ EOFRARER IR Ui, AR
OFAFIE 18.27 Phixt LERBHENL 25 4, 7S ERBETEPRIFIR 2.27 o L TE
RO A PITH o 7z,

3. Enll T OENENEE ORI E R TR

TSRS Ly K 051
S BRI | EEMAEE 0 EMEL | SEEEEIRE RPN BEAERET
{A-FF) HEe | THlpE (A £R) HEEm TR
A BEIEDL <l 411.7 0 0.08 3445.2 6 0.64
bgfﬁﬁgﬁ 411.7 1 NA 3445.2 9 NA
C'j;fi;é%@ 411.7 4 2.20 3445.2 19 17.63
B:"‘i(ﬁ%g? 411.7 4 2.27 3445.2 25 18.27
* BT RE T LB o BT R U 3 EMOEZ MBS T ORH 815
#5:NTH SEER database 178 F 31T W2 U Ik B M 2 G5 12 D W T HEERS
[EE%em] ‘
1. &N in vitro HBRICHBWT, TERENEHEST TNF o loxf U THRIRINICEES L.
ELFOERERT,

OmER TNF a O EFEHIL 1.04X 1010 M~ 1 Th o /=81,

@TNF o flli#iC K B AHEILN 5 O TL- 6 FELE ZMH L 7222,

@t b IgGl @ Fe HIBERA TSI 05, MEEEEHIEE (CDC) EUFKEK
EHEMRE MRS (ADCC) Itk D IEEA% TNFa i3T5 TNFo#EE
MlaEEEL /=8,

@TNF SEEIHS L2 INFa bR L, TNFa 2S5 40 SRS, #Es
F (ICAM—1. VCAM— 1) OFBEMHEL /-,

2. ENTINFa bS5 AP 2w 7RI ADETCERBHERANRED SN2,

(FHRaICET 5B{k¥MmA)
—egh AT UFITT (BETHIRZ
(infliximab (genetical recombination)} ]
A H:bbIgGl EFHEBREY INF o RN ZA0EHEEEZET 5T/ 70—
FIUHAET, 1,328fHD7 2 /BEERENSROBEEDHE,
TR

#4 149,000

€520 30)

<BFY TITF>
KBRS HREMEZERL ., 2RAOZEETDODWTHRICERANTSEELIT, &
ﬁ%§ﬁ®f$ﬁ\%&%@U@&?%%%ﬁ%@%ﬁKDMTH\&DE%%K
#qHEBaZ &,

<NR—F v MRIZL BHEMERBERE S L >
EATOBRBEFASBDTHESNTNEZ Eh G, BLUERAER. —ERXOEHIC A
LF—AREREINHETTOMIT. SEMAZNRHAREFEEZERT L&
X0, FEHRABHOERFREZICET AL LI, AFOLERUE LI
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" T%;;&%‘rﬂ%ﬁu&%b AROEEFERICHEEEZHBLD &,
LI — REAFSEEHR100 0 100mgX LN 7
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1) Westhovens R et al : Arthritis Rheum 54 1075 (2006)
2) Asakura H et al : J Gastroenterol Hepatol 16 763 (2001)
) Targan SR et al : N Engl J Med 337 1029 (1997)
Hanauer SB et al : Lancet 359 1541 (2002)
Present DH et al : N Engl J Med 340 1398 {(1999)
Sands BE et al : N Engl J Med 350 876 (2004)
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1.8

18.1
18.1.1
1kg 3mg 1 2 6
8 6
1 1 kg 8
10mg 6mg 4
1812
1812 1 ATTRACT
C0168T22 START
C0168T41
/1 TA-650-P3-01
1812 1

The recommended dose of REMICADE is 3 mg/kg given as an intravenous infusion followed with
additional similar doses at 2 and 6 weeks after the first infusion then every 8 weeks thereafter.
REMICADE should be given in combination with methotrexate. For patients who have an
incomplete response, consideration may be given to adjusting the dose up to 10 mg/kg or treating as
often as every 4 weeks bearing in mind that risk of serious infections is increased at higher doses.

Patients not previously treated with Remicade: 3 mg/kg given as an intravenous infusion over a
2-hour period followed by additional 3 mg/kg infusion doses at 2 and 6 weeks after the first
infusion, then every 8 weeks thereafter.

In carefully selected patients with rheumatoid arthritis who have tolerated 3 initial 2-hour infusions
of Remicade, consideration may be given to administering subsequent infusions over a period of not
less than 1 hour. Shortened infusions at doses > 6 mg/kg have not been studied.

Remicade must be given concomitantly with methotrexate.

Available data suggest that the clinical response is usually achieved within 12 weeks of treatment. If
a patient has an inadequate response or loses response after this period, consideration may be given
to increase the dose step-wise by approximately 1.5 mg/kg, up to a maximum of 7.5 mg/kg every 8
weeks. Alternatively, administration of 3 mg/kg as often as every 4 weeks may be considered. If
adequate response is achieved, patients should be continued on the selected dose or dose frequency.
Continued therapy should be carefully reconsidered in patients who show no evidence of therapeutic
benefit within the first 12 weeks of treatment or after dose adjustment.

1kg 3mg 1 2 6
8
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1.8

ATTRACT
ATTRACT 3mg/kg 8 3mg/kg 4 10mg/kg 8 10mg/kg 4
30 ACR 20%
3mg/kg 8
54 ACR 20% 3mg/kg 8 3mg/kg 4
10mg/kg 8 10mg/kg 4 ACR
ACR 70% 1812 2
1812 2 54 ACR 20% 50% 70% ATTRACT
3mg/kg 3mg/kg 10mg/kg 10mg/kg
8 4 8 4
88 86 86 87 81
* 81 84 85 85 80
ACR20 18.5%(15/81) | 42.99%(36/84) | 48.2%(41/85) | 60.0%(51/85) | 60.0%(48/80)
ACR50 8.6%(7/81) | 21.4%(18/84) | 34.1%(29/85) | 40.0%(34/85) | 37.5%(30/80)
ACR70 2.5%(2/81) | 10.79%(9/84) | 17.6%(15/85) | 25.9%(22/85) | 18.8%(15/80)
54
3mg/kg 8
10mg/kg 4
START
ATTRACT
3mg/kg 8
START 3mg/kg 10mg/kg 0 2 6 14
3mg/kg 22
20% 22 22
1.5mg/kg
3mg/kg 100 80 80.0% threshold of response
20% 22

17




1.8

3amg/kg 1.7%

10mg/kg 5.3%

3mg/kg 10mg/kg 22 54 3mg/kg
3mg/kg
3mg/kg 8
1.5mg/kg 4
[/
/11 ATTRACT
/11 14 ACR 20% 3mg/kg
10mg/kg 1812 3 ACR 50%
70% 3mg/kg 10mg/kg
1812 3 14 ACR 20% 50% 70% [/
3mg/kg 10mg/kg p *
ACR20 23.4%(11/47) 61.29%(30/49) 52.9%(27/51) <0.001
ACR50 8.5%(4/47) 30.6%(15/49) 35.3%(18/51) 0.003
ACR70 0.0%(0/47) 10.2%(5/49) 15.7%(8/51) 0.001
* 3mg/kg 10mg/kg
3mg/kg 8
10mg/kg 4
2003 2
10mg/kg 3mg/kg 8
10mg/kg
TA-650-13
3mg/kg 10mg/kg
6mg/kg
10mg/kg

18



1.8

18121 0 2 6 3mg/kg
START 0 2 6 10mg/kg
8 10mg/kg
0 2 6 3mg/kg
1.8.1.2.2
ATTARCT START
10mg/kg
4 ATTRACT
1)
1) 3mg/kg 10mg/kg
54 ACR-N 1812 4
3mg/kg 10mg/kg 1812 5
54 ACR-N +SD 3mg/kg  51.3+32.1 6mg/kg  53.8434.4 10mg/kg
58.3+31.3
10mg/kg ACR-N 3mg/kg
10 ACR-N p=0.024
3mg/kg 6mg/kg ACR-N p=0.456
1.8.1.2 4 54 ACR-N
3mg/kg 6mag/kg 10mg/kg
99 104 104 208
+SD 51.3+32.1 53.8+34.4 58.3+31.3 56.1+32.9
56.3 60.4 63.4 62.3
(25.6, 75.0) (23.2, 84.5) (37.5, 85.7) (29.0, 85.6)
(0.0, 100.0) (0.0, 100.0) (0.0, 100.0) (0.0, 100.0)
18.1.2 5 54 ACR-N 3mg/kg 10mg/kg
* LSmean
P SE 95%
3mg/kg 10mg/kg 0.024 8.7 3.8 1.1 162
* 10 ACR-N
54 DAS28 +SD 3mg/kg -2.30£1.56 6mg/kg —2.57+1.69 10mg/kg
—2.80+1.58 DAS28 3mg/kg

19



1.8

10mg/kg 10 ACR-N
p=0.007 DAS28 goodresponserate 3mg/kg 37.4% 6mg/kg 50.0% 10mg/kg 50.0%
3mg/kg 6mg/kg 10mg/kg
10 ACR-N logistic p=
0.048 p=0.027 good or moderate response rate  3mg/kg  78.8% 6mg/kg 83.7% 10mg/kg
90.4% 3mg/kg 10mg/kg
p=0.007
ACR-N DAS28 3mg/kg 10mg/kg
ACR-N 3mg/kg 6mg/kg
6mg/kg 3mg/kg 10mg/kg 10mg/kg
2)
10 ACR 20% ACR 20% 1812 1
10 ACR 20% 18 ACR 20%
3mg/lkg 25.0% 6mg/kg 53.8% 10mg/kg 46.2% 6mg/kg 10mg/kg
30
6mg/kg 10mg/kg 3mg/kg 54 3mg/kg
37.5% 6mg/kg 61.5% 10mg/kg 61.5% 10 ACR 20%
ACR 20%
ACR  20% 10 ACR  20% 10
100 100 A : ;
< 80 < 80 /
60 /\(F&//;\\:f'_" 60
A analn
o o
< 20 ('\\/ 220
0 i ‘ 0
2 10 18 26 34 42 50 2 10 18 26 34 42 50
| e3mg/kg (N-24) a bmg/kg (N=26) mlomg/kg (N=26) || e 3mg/ig (N=75) & Gmg/ig (N=78) mlomg/kg  (N=78)
1812 1 10 ACR 20% ACR 20%
10 ACR 70% ACR 70% 1812 2 10
ACR 70% 3mg/kg ACR 70% 4 8
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1.8

6mg/kg 10mg/kg
54 ACR 70% 3mg/kg
57.9% 6mg/kg 81.5% 10mg/kg 84.2% 10 ACR 70%
ACR 70%
ACR  70% 10 ACR  70% 10
100! 100
80 80

o et

S
0 — 0
2 10 18 26 34 42 50 2 10 18 26 34 42 50
‘oamg/kg (N=80) A 6mg/kg (N=77) mm 10mg/kg (N=85) H ® 3mg/kg  (N=19) 4 6mg/kg (N=27) mm 10mg/kg (N=19)
1812 2 10 ACR 70% ACR 70%

10 ACR 20%
ACR 70%

3mg/kg
START 3mg/kg

3)
54 ACR 20% 50% 70%

1812 3
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1.8

[ <ACR20%
O >ACR20%
H >ACR50%
B >ACR70%

100%
90% I
80%
70% r
60% [
50% r
40%
30%
20% r
10% r
0%
<0.1 >0.1-<1.0 >1.0-<10 >10
n=66 n=40 n=143 n=22
(Hg/mL)
1812 3 54 ACR
ATTRACT
4)
54 modified Sharp
Probability plot 1812 4 Cumulative Probability plot

plot

22
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1.8

30
(3]
£ 201
O
9]
@©
2 101
£
o
o 01 _
o L
c
g 10
) -10
'20 T T T T
0.0 0.2 0.4 0.6 0.8 1.0
Cumulative probability
Serum concentration 54W - <0.1, n=65
0.1-<1.0, n=40
------- 1.0-<10.0, n=143
10.0-, n=22
1.8.1.2 4 54 modified Sharp
Cumulative Probability plot
2
54 Cumulative Probability plot 1812 5
30
Q
£ 201
(] 1l
(2]
©
2 101
€
o
PR
(@] i
c
2 10
5 -10
-20 T T T T
0.0 0.2 0.4 0.6 0.8 1.0
Cumulative probability
Serum concentration 54W - <0.1, n=20
0.1-<1.0, n=14
------- 1.0-<10.0, n=41
10.0-, n=9
18.1.2 5 3 54 modified
Sharp Cumulative Probability plot

Smallest Detectable Difference SDD
54
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1.8

0.1pg/mL 0.1 1pg/mL 1 10pg/mL 10pg/mL 13.8%
10.0% 7.0% 0.0%
2
1812 6 14
54 1812 7
1812 6 14 54
3mg/kg 6mg/kg 10mg/kg
99 104 104 208
265.3 265.1 2715 268.3
97 (98.0%) 97 (93.3%) 101 (97.1%) 198 (95.2%)
88 (88.9%) 86 (82.7%) 93(89.4%) 179 (86.1%)
7 (7.1%) 5 (4.8%) 9 (8.7%) 14 (6.7%)
7 (7.1%) 9 (8.7%) 5 (4.8%) 14 (6.7%)
56 (56.6%) 57 (54.8%) 67 (64.4%) 124 (59.6%)
3(3.0%) 2 (1.9%) 5 (4.8%) 7 (3.4%)
3(3.0%) 3(2.9%) 0 (0.0%) 3 (1.4%)
Infusion reaction 17 (17.2%) 25 (24.0%) 23 (22.1%) 48 (23.1%)
Infusion reaction 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
Infusion reaction 2 (2.0%) 3 (2.9%) 3 (2.9%) 6 (2.9%)
1 (1.0%) 1(1.0%) 2 (1.9%) 3 (1.4%)
6ma/kg 10mg/kg
1812 7 14 54
3 mg/kg
330 666 883
40.8 404 40.4
260 (78.8%) 542 (81.4%) 715 (81.0%)
77 (23.3%) 238 (35.7%) 319 (36.1%)
7(2.1%) 36 (5.4%) 52 (5.9%)
40 (12.1%) 75 (11.3%) 102 (11.6%)
140 (42.4%) 290 (43.5%) 421 (47.7%)
12 (3.6%) 25 (3.8%) 36 (4.1%)
Infusion reaction 11 (3.3%) 79 (11.9%) 87 (9.9%)
Infusion reaction 0 (0.0%) 5 (0.8%) 2 (0.2%)
2 (0.5%) 8 (1.1%) 16 (1.7%)

6mag/kg 10mg/kg

3mg/kg

3mg/kg—-4.5 9mg/kg

3mg/kg
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1.8

1
3mg/kg
Infusion reaction
ATI Infusion reaction ATI
3mg/lkg 27.3% 6mg/kg 23.1% 10mg/kg 12.5%
3mg/ 1 1.0% 3 1.4%
3mg/ 8 1.1% 16 1.7%
MTX
1)
ATTRACT 54 ACR 20% 50% 70% 18.12 8
3mg/kg 8 3mg/kg 10mg/kg 4
3mg/kg 8
4
1812 8 54 ACR 20% 50% 70% ATTRACT
3mg/kg 3mg/kg 10mg/kg 10mg/kg
8 4 8 4
88 86 86 87 81
* 81 84 85 85 80
ACR20 18.5%(15/81) | 42.9%(36/84) | 48.2%(41/85) | 60.0%(51/85) | 60.0%(48/80)
p t <0.001 <0.001 <0.001 <0.001
ACR50 8.6%(7/81) 21.4%(18/84) | 34.1%(29/85) | 40.09%(34/85) | 37.5%(30/80)
p T 0.022 <0.001 <0.001 <0.001
ACR70 2.5%(2/81) | 10.79%(9/84) | 17.6%(15/85) | 25.9%(22/85) | 18.8%(15/80)
p t 0.034 0.001 <0.001 <0.001
54
o
(2)
4 ATTRACT 54
1812 9
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1.8

18.1.2 9 54 ATTRACT
3mg/kg 3mg/kg 10mg/kg 10mg/kg
8 4 8 4
(n=86) (n=88) (n=86) (n=87) (n=81)
49.9 51.6 53.7 54.1 54.0

81 (94.2%) 81(92.0%) 79(91.9%) 85(97.7%) 79 (97.5%)
38 (44.2%) 55(62.5%) 53 (61.6%) 56 (64.4%) 55 (67.9%)
18 (20.9%) 10(11.4%) 14 (16.3%) 17 (19.5%) 16 (19.8%)
7 (8.1%) 5 (5.7%) 9 (10.5%) 4 (4.6%) 8 (9.9%)
52 (60.5%) 60 (68.2%) 58 (67.4%) 66 (75.9%) 64 (79.0%)
7 (8.1%) 2 (2.3%) 6 (7.0%) 7 (8.0%) 6 (7.4%)
Infusion reaction 10 (11.6%) 16 (18.2%) 22 (25.6%) 19 (21.8%) 17 (21.0%)
Infusion reaction 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 1(1.1%) 3 (3.7%)

3mg/kg 8 3mg/kg 4 10mg/kg 8
10mg/kg 4
3mg/kg 4 3mg/kg 8
10mg/kg 8 10mg/kg 4
3mg/kg 10mg/kg
8 4 4
Infusion reaction 3mg/kg 4 3mg/kg 8 10mg/kg
4 3mg/kg 8 10mg/kg 8 Infusion reaction
Infusion reaction
10mg/kg 4
8 4 3
10mg/kg 4
3
4

18 22 ACR20%

18 3mg/kg 4
4.15pg/mL 0.83pg/mL 13.32ug/mL 6mg/kg 4
5.08ug/mL  1.27pug/mL  31.26pg/mL 22
3mg/kg 4 3.35ug/mL  0.83ug/mL
10.46pg/mL 6mg/kg 4 7.19ug/mL  1.27pg/mL

26



1.8

21.62pg/mL

5.47pg/mL  0.00pg/mL 31.79ug/mL

18 22
6mg/kg 10mg/kg

1.8.1.2.3 /
6 7 8 9
10mg/kg
ACR 70%
3mg/kg

6mg/kg 10mg/kg 54
2.28ug/mL  0.00pg/mL 12.69ug/mL

10mg/kg 4
54

3mg/kg 8

3mg/kg

10 ACR 20%
3mg/kg

3mg/kg

Infusion reaction
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1.8

1.8.1.24

ATTRACT

10mg/kg
6mg/kg
3mg/kg

START

10mg/kg

START

10mg/kg

4

0

10mg/kg
3mg/kg

2 6

10mg

28

10mg/kg

1kg

6mg/kg

10mg/kg

3mg

4
10mg/kg

1 kg

6mg



1.8

1.8.2

1821

1.8.2.2

ATTRACT

ATTRACT

1.8.2.3

1.8.23.1 ATTRACT

54 vdH modified Sharp
3mg/kg 8 0.50 3mg/kg 4
ANOVA p<0.001

0.09 10mg/kg 8

29

1/

1823 1

0.50

10mg/kg 4 —-0.50
van der Waerden normal score
0.00

4.00




1.8

1823 1 54 vdH modified Sharp ATTRACT
3mg/kg 3mg/kg 10mg/kg 10mg/kg
8 4 8 4
88 86 86 87 81 340
64 71 71 77 66 285
+SD 6.95410.30 | 1.2946.02 1.634-8.48 0.16+3.16 | —0.714+3.83 | 0.61+5.86
4.00 0.50 0.09 0.50 -0.50 0.00
(0.50,9.68) | (-1.50,2.97) | (—2.50,3.00) | (-1.50,2.00) | (-3.00,1.52) | (~1.82,2.04)
(—4.50, (-9.78, (—23.50, (-11.50, (—13.43, (—23.50,
61.03) 37.00) 32.42) 12.00) 8.49) 37.00)
? * ) 0.001 0.001 0.001 0.001 0.001
* van der Waerden normal score ANOVA
Smallest Detectable Difference SDD
SDD 8.6 54
31.3% 3mg/kg 8 8.5% 3mg/kg 4 12.7% 10mg/kg 8 1.3%
10mg/kg 4 0.0% xz
p<0.001 p=0.009 p<0.001 p<0.001
54 +SD 2.0+2.1 3mg/kg 8

1.0£1.0 3mg/kg 4 1.2+1.3 10mg/kg 8 0.9+1.0 10mg/kg 4 0.9+0.9
Cochran-Mantel-Haenszel

p<0.001 p=0.007 p<0.001 p<0.001

54 ACR 20% ACR
20% 4,02 3mg/kg 8 0.54 3mg/kg
4 0.50 10mg/kg 8 0.00 10mg/kg 4 0.31

van der Waerden normal score ANOVA p<0.001
p<0.001 p<0.001 p=0.002 ACR 20%
1.96 3mg/kg 8 —0.50 3mg/kg 4 —0.05 10mg/kg 8 0.65 10mg/kg 4 —0.96
p=0.017
p=0.009 p=0.006 p<0.001 ACR 20%
050 ACR 20% 0.00
1.8.2.3.2
54 modified Sharp 1823 2
3mg/kg 0.00
6mg/kg  0.48 10mg/kg 0.00 0.00
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1.

8

1823 2 54 modified Sharp
3mg/kg 6mg/kg 10mg/kg
86 92 95 187 273
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