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ORENCIA 125 mg:

ORENCIA is indicated for reducing signs and symptoms, inducing major clinical response,
inhibiting the progression of structural damage, and improving physical function in adult patients

with moderately to severely active rheumatoid arthritis.

ORENCIA may be used as monotherapy or concomitantly with disease-modifying antirheumatic
drugs (DMARDs) other than tumor necrosis factor (TNF) antagonists.

ORENCIA is indicated for the treatment of adult patients with active psoriatic arthritis (PsA).

ORENCIA 250 mg:

ORENCIA is indicated for reducing signs and symptoms, inducing major clinical response,
inhibiting the progression of structural damage, and improving physical function in adult patients

with moderately to severely active rheumatoid arthritis.

ORENCIA may be used as monotherapy or concomitantly with disease-modifying antirheumatic
drugs (DMARDs) other than tumor necrosis factor (TNF) antagonists.

Polyarticular juvenile idiopathic arthritis:
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ORENCIA in combination with methotrexate is indicated for the treatment of moderate to severe
active polyarticular juvenile idiopathic arthritis (JIA) in pediatric patients 6 years of age and older

who have had an insufficient response to other DMARDs including at least one TNF inhibitor.
ORENCIA has not been studied in children under 6 years old.

ORENCIA is indicated for the treatment of adult patients with active psoriatic arthritis (PsA).
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1. THERAPEUTIC INDICATIONS
1.1 ORENCIA 125 mg:
Adult Rheumatoid Arthritis (RA)

ORENCIA is indicated for reducing signs and symptoms, inducing major clinical response,
inhibiting the progression of structural damage, and improving physical function in adult patients
with moderately to severely active rheumatoid arthritis.

ORENCIA may be used as monotherapy or concomitantly with disease-modifying antirheumatic
drugs (DMARDSs) other than tumor necrosis factor (TNF) antagonists.

Adult Psoriatic Arthritis (PsA)

ORENCIA is indicated for the treatment of adult patients with active psoriatic arthritis (PsA).

1.2 ORENCIA 250 mg:
Adult Rheumatoid Arthritis (RA)

ORENCIA is indicated for reducing signs and symptoms, inducing major clinical response,
inhibiting the progression of structural damage, and improving physical function in adult patients
with moderately to severely active rheumatoid arthritis.

ORENCIA may be used as monotherapy or concomitantly with disease-modifying antirheumatic
drugs (DMARDs) other than tumor necrosis factor (TNF) antagonists.

Polyarticular juvenile idiopathic arthritis:

ORENCIA in combination with methotrexate is indicated for the treatment of moderate to severe
active polyarticular juvenile idiopathic arthritis (JIA) in pediatric patients 6 years of age and older
who have had an insufficient response to other DMARDs including at least one TNF inhibitor.
ORENCIA has not been studied in children under 6 years old.

Adult Psoriatic Arthritis (PsA)

ORENCIA is indicated for the treatment of adult patients with active psoriatic arthritis (PsA).
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2. DOSAGE AND ADMINISTRATION

2.2 Polyarticular Juvenile Idiopathic Arthritis

For patients with juvenile idiopathic arthritis (JIA), ORENCIA may be administered as an
intravenous infusion (6 years of age and older). Intravenous dosing has not been studied in
patients younger than 6 years of age.

Intravenous Dosing Regimen

The recommended dose of ORENCIA for patients 6 to 17 years of age with juvenile idiopathic
arthritis who weigh less than 75 kg is 10 mg/kg intravenously calculated based on the patient’s
body weight at each administration. Pediatric patients weighing 75 kg or more should be
administered ORENCIA following the adult intravenous dosing regimen, not to exceed a
maximum dose of 1000 mg. ORENCIA should be administered as a 30-minute intravenous
infusion. Following the initial administration, ORENCIA should be given at 2 and 4 weeks after
the first infusion and every 4 weeks thereafter. Any unused portions in the vials must be
immediately discarded.

Subcutaneous Dosing Regimen

ho 2 nd e a 2 noo OREN A _1niectionh e-not-been died in-natien
a v s O b Sicnan s S ot aied pa

wnder18—years—of-age—Subcutaneous Orencia is not indicated for use in Polyarticular Juvenile
Idiopathic Arthritis.

2.3 Adult Psoriatic Arthritis

For adult patients with psoriatic arthritis, ORENCIA may be administered as an intravenous

infusion (IV) or a subcutaneous (SC) injection.

ORENCIA can be used with or without non-biologic DMARDs.

Intravenous Dosing Regimen

ORENCIA IV should be administered as a 30-minute intravenous infusion utilizing the weight

range-based dosing specified in Table 1. Following the initial intravenous administration, an

intravenous infusion should be given at 2 and 4 weeks after the first infusion and every 4 weeks

thereafter.

Subcutaneous Dosing Regimen

ORENCIA SC 125 mg should be administered by subcutaneous injection once weekly without the

need for an intravenous loading dose.

Patients switching from ORENCIA intravenous therapy to subcutaneous administration should

administer the first subcutaneous dose instead of the next scheduled intravenous dose.
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2.5 General Considerations for Subcutaneous Administration

ORENCIA Injection;125-mefsyringeis prefilled syringes are intended for subcutaneous use only
and are not intended for intravenous infusion.

ORENCIA Injeetienisprefilled syringes are intended for use under the guidance of a physician or
healthcare practitioner. After proper training in subcutaneous injection technique, a patient or

caregiver may seH-inject with ORENCIA if a physician/healthcare practitioner determines that it
is appropriate. Patients_and caregivers should be instructed to follow the directions provided in the

Instructions for Use for additional details on medication administration.

4 CONTRAINDICATIONS

Neone-

Hypersensitivity to abatacept or to any of the excipients listed in section 11 (Description).

6 ADVERSE REACTIONS

Because clinical trials are conducted under widely varying and controlled conditions, adverse

reaction rates observed in clinical trials of a drug cannot be directly compared to rates in the clinical

trials of another drug and may not predict the rates observed in a broader patient population in

clinical practice.

As with all therapeutic proteins, there is potential for immunogenicity. The detection of antibody

formation is highly dependent on the sensitivity and specificity of the assay. Additionally, the

observed incidence of antibody (including neutralizing antibody) positivity in an assay may be

influenced by several factors including assay methodology, sample handling, timing of sample

collection, concomitant medications, and underlying disease. For these reasons, comparison of the

incidence of antibodies to abatacept in the studies described below with the incidence of antibodies

in other studies or to other products may be misleading.

6.4 Clinical Studies Experience in Adult PsA Patients

The safety of ORENCIA was evaluated in 594 patients with psoriatic arthritis (341 patients on
ORENCIA and 253 patients on placebo), in two randomized, double-blind, placebo-controlled
trials. Of the 341 patients who received ORENCIA, 128 patients received intravenous ORENCIA
(PsA-I) and 213 patients received subcutancous ORENCIA (PsA-II). The safety profile was
comparable between studies PsA-I and PsA-II and consistent with the safety profile in rheumatoid

arthritis [see Warnings and Precautions (5), Adverse Reactions (6.1, 6.2)].
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6.5 Postmarketing Experience

e Vasculitis (including cutaneous vasculitis and leukocytoclastic vasculitis)

e New or worsening psoriasis

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product.

Any suspected adverse events should be reported to the Ministry of Health according to the
National Regulation by using an online form

https://sideeffects.health.gov.il

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C
Risk Summary

ipregaantto inform on drug-associated risk. In reproductive toxicology studies in rats and rabbits

at—deses—up—to—200—melke datlyrepresenting, no fetal malformations were observed with

intravenous administration of ORENCIA during organogenesis at doses that produced exposures

approximately 29 times the exposure asseeiated-withat the maximum recommended human dose

(MRHD) of 10 mg/kg basedmonth on an AUC (areaunderthe-timme-conecentration-etrve)

Abatacept-administered—to-basis. However, in a pre- and postnatal development study in rats,
ORENCIA altered immune function in female rats evepy—thfe%d-aﬁ—é%mg—e&ﬂ-yhge&t&&eﬁ—&ﬂd

Hewever—at—z()()mg#kg—ll times the MRHD expesure; on an AUC basis.
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Data
Human Data

There are no adequate and well-controlled studies of ORENCIA use in pregnant women. The data

with ORENCIA use in pregnant women are insufficient to inform on drug-associated risk.

Animal Data

Intravenous administration of abatacept during organogenesis to mice (10, 55, or 300 mg/kg/day),
rats (10, 45, or 200 meg/kg/day), and rabbits (10, 45, or 200 mg/kg every 3 days) produced
exposures in rats and rabbits that were approximately 29 times the MRHD on an AUC basis (at

maternal doses of 200 mg/kg/day in rats and rabbits), and no embryotoxicity or fetal malformations

were observed in any species.

In a study of pre- and postnatal development in rats (10, 45, or 200 meg/kg every 3 days from

gestation day 6 through lactation day 21), alterations in immune function were-ebserved-in female

offspring, consisting of a 9-fold increase in T-cell dependent antibody response #female pupsand

%hyre*d—mﬂ-maqmaﬂeﬂ—m—eﬂerelatlve to controls on postnatal day (PND) 56 and thyroiditis in a
single female pup. on PND 112, occurred at approximately 11 times the MRHD on an AUC basis

(at a maternal dose of 200 mg/kg). No adverse effects were observed at approximately 3 times the

MRHD (a maternal dose of 45 mg/kg). It is not known whether—thesefindings—indicateif

immunologic perturbations in rats are relevant indicators of a risk for development of autoimmune

diseases in humans exposed in utero to abatacept. Hewever;expesureExposure to abatacept in the
juvenile rat, which may be more representative of the fetal immune system state in the human,

resulted in immune system abnormalities including inflammation of the thyroid and pancreas [see
Nonclinical Toxicology (13.2)].
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Risk Summary
There is no information regarding the presence of abatacept in human milk, the effects on the

breastfed infant, or the effects on milk production. However, abatacept was present in the milk of

lactating rats dosed with abatacept.

8.4  Pediatric Use

In Study JIA-1. ORENCIA in-ecombination-with methotrexateis—indicated forthetreatmentof
moderateintravenous administration was shown to severe-reduce signs and symptoms of active
JIA} in pediatrie-patie f age-and-elder

polyarticular nts 6 to 17 years o
vho-haveha DMNMARD moatles ne N hito

[see Clinical Studies (14.2)].ORENCIA with intravenous administration has not been studied in
childrenunderpatients younger than 6 years eld-of age.

Studies in juvenile rats exposed to ORENCIA prior to immune system maturity have shown
immune system abnormalities including an increase in the incidence of infections leading to death
as well as inflammation of the thyroid and pancreas [see Nonclinical Toxicology (13.2)]. Studies
in adult mice and monkeys have not demonstrated similar findings. As the immune system of the
rat is undeveloped in the first few weeks after birth, the relevance of these results to humans greater

nd offectivene of OREN A _1n-neds e natien helo 6z O oce h e notbeen
. v W Y v, usye C IV W Y Cl W \4 W O

established-The safety and efficacy of ORENCIA in pediatric patients for uses other than juvenile
idiopathic arthritis have not been established.

The-safety-and-efficacy-of subeutaneousSubcutaneous (SC) ORENCIA injection -haveis not beent
studiedindicated for use in patientsunder18-years-efage—children (only for adults).

It is unknown if abatacept can cross the placenta into the fetus when the woman is treated with

abatacept during pregnancy. Since abatacept is an immunomodulatory agent, the safety of
administering live vaccines in infants exposed in utero to abatacept is unknown. Risk and benefits
should be considered prior to vaccinating such infants.

11 DESCRIPTION

ORENCIA® (abatacept)_is a selective T cell costimulation modulator. ORENCIA is a soluble
fusion protein that consists of the extracellular domain of human cytotoxic T-lymphocyte-
associated antigen 4 (CTLA-4) linked to the modified Fc (hinge, CH2, and CH3 domains) portion
of human immunoglobulin G1 (IgG1). Abatacept is produced by recombinant DNA technology in
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a mammalian cell expression system. The apparent molecular weight of abatacept is 92

kilodaltons.

ORENCIA pewder-for coneentratefor-Injection is a lyophilized powder for intravenous infusion.
ORENCIA for Injection is supplied as a sterile, white, preservative-free, lyophilized powder for

reconstitution and dilution prior to intravenous administration. Following reconstitution of the
lyophilized powder with 10 mL of Sterile Water for Injection, USP, the solution of ORENCIA is
clear, colorless to pale yellow, with a pH range of 7.2 to 7.8. Each single-use vial of ORENCIA

for Injection provides 262.5 mg abatacept, maltose monohydrate (525 mg), sodium Dihydrogen
Phosphate Monohydrate (18.1mg), and sodium chloride (15.3mg) for administration.

ORENCIA solution for injection for subcutaneous administration is supplied as a sterile,
preservative-free, clear to slightly opalescent, colorless to pale-yellow solution with a pH range of

6.8 to 7.4. EachFor subcutaneous administration. ORENCIA Injection is supplied as a single--dose

prefilled syringe. (See Table 3).

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Abatacept, a selective costimulation modulator, inhibits T-cell (T-lymphocyte) activation by
binding to CD80 and CD86, thereby blocking interaction with CD28. This interaction provides a
costimulatory signal necessary for full activation of T-lymphocytes. Activated T-lymphocytes are
implicated in the pathogenesis of RA and PsA and are found in the synovium of patients with RA
and PsA.

In vitro, abatacept decreases T-cell proliferation and inhibits the production of the cytokines TNF
alpha (TNF[]), interferon-[1, and interleukin-2. In a rat collagen-induced arthritis model, abatacept
suppresses inflammation, decreases anti-collagen antibody production, and reduces antigen
specific production of interferon-[1. The relationship of these biological response markers to the
mechanisms by which ORENCIA exerts its clinical effects-inRA is unknown.

12.2 Pharmacodynamics

In clinical trials with ORENCIA at doses approximating 10 mg/kg, decreases were observed in
serum levels of soluble interleukin-2 receptor (sIL-2R), interleukin-6 (IL-6), rheumatoid factor
(RF), C-reactive protein (CRP), matrix metalloproteinase-3 (MMP3), and TNF . The relationship
of these biological response markers to the mechanisms by which ORENCIA exerts its clinical
effects-inRA is unknown.

12.3 Pharmacokinetics
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Adult RA - Subcutaneous Administration

Abatacept exhibited linear pharmacokinetics following subcutaneous administration. The mean
(range) for Cmin and Cmax at steady state observed after 85 days of treatment was 32.5 mcg/mL
(6.6 to 113.8 mcg/mL) and 48.1 mcg/mL (9.8 to 132.4 mcg/mL), respectively. The bioavailability
of abatacept following subcutaneous administration relative to intravenous administration is
78.6%. Mean estimates for systemic clearance (0.28 mL/h/kg), volume of distribution (0.11 L/kg),
and terminal half-life (14.3 days) were comparable between subcutaneous and intravenous
administration.

Study SC-2 was conducted to determine the effect of monotherapy use of ORENCIA on
immunogenicity following subcutaneous administration without an intravenous load. When the
intravenous loading dose was not administered, a mean trough concentration of 12.6 mcg/mL was
achieved after 2 weeks of dosing.

Consistent with the intravenous data, population pharmacokinetic analyses for subcutaneous
abatacept in RA patients revealed that there was a trend toward higher clearance of abatacept with
increasing body weight. Age and gender (when corrected for body weight) did not affect apparent
clearance. Concomitant medication, such as methotrexate, corticosteroids, and NSAIDs, did not
influence abatacept apparent clearance.

Juvenile Idiopathic Arthritis - Intravenous Administration

In Study JIA-1 among patients 6 to 17 vears of age, the mean (range) steady state serum peak and

trough concentrations of abatacept were 217 mcg/mL (57 to 700 mcg/mL) and 11.9 mcg/mL (0.15

to 44.6 mcg/mL). Population pharmacokinetic analyses of the serum concentration data showed

that clearance of abatacept increased with baseline body weight. The estimated mean (range)

clearance of abatacept in the juvenile idiopathic arthritis patients was 0.4 ml./h/kg (0.20 to

1.12 ml /h/kg). After accounting for the effect of body weight, the clearance of abatacept was not

related to age and gender. Concomitant methotrexate, corticosteroids, and NSAIDs were also

shown not to influence abatacept clearance.
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Adult Psoriatic Arthritis - Intravenous and Subcutaneous Administration

In Study PsA-1, a dose ranging study, I'V abatacept was administered at 3 mg/kg, 10 mg/kg (weight
range-based dosing: 500 mg for patients weighing less than 60 kg, 750 mg for patients weighing
60 to 100 kg, and 1000 mg for patients weighing greater than 100 kg), or two doses of 30 mg/kg
followed by weight range-based dose of 10 mg/kg. Following monthly IV administration,
abatacept showed linear PK over the dose range of 3 mg/kg to 10 mg/kg. At 10 mg/kg, the steady
state of abatacept was reached by Day 57 and the geometric mean (CV%) trough concentration
(Cmin) was 24.3 mcg/mL (40.8%) at Day 169. In Study PsA-II following weekly SC
administration of abatacept at 125 mg, the steady state of abatacept was reached at Day 57 and the
geometric mean (CV%) Cmin was 25.6 mcg/mL (47.7%) at Day 169.

Consistent with the RA results, population pharmacokinetic analyses for abatacept in psoriatic

arthritis patients revealed that there was a trend toward higher clearance (L/h) of abatacept with

increasing body weight. In addition, relative to the RA patients with the same body weight,

abatacept clearance in psoriatic arthritis patients was approximately 8% lower, resulting in higher

abatacept exposures in patients with PsA. This slight difference in exposures, however, is not

considered to be clinically meaningful.

14 CLINICAL STUDIES
14.3Adult Psoriatic Arthritis

The efficacy of ORENCIA was assessed in 594 patients with psoriatic arthritis, in two randomized,

double-blind, placebo-controlled studies (Studies PsA-I and PsA-II) in adult patients, age 18 years

and older. Patients had active psoriatic arthritis (=3 swollen joints and >3 tender joints) despite

prior treatment with DMARD therapy and had one qualifying psoriatic skin lesion of at least 2 cm
in diameter. In PsA-I and PsA-I1, 37% and 61% of patients, respectively. were treated with TNFi

previously.

In PsA-I. a dose-ranging study., 170 patients received study drug IV at Day 1. 15. 29. and then
every 28 days thereafter in a double blind manner for 24 weeks, followed by open-label ORENCIA
every 28 days. Patients were randomized to receive placebo or ORENCIA 3 mg/ke. 10 mg/ke

(weight range-based dosing: 500 mg for patients weighing less than 60 kg, 750 mg for patients

weighing 60 to 100 ke, and 1000 mg for patients weighing ereater than 100 kg), or two doses of

30 mg/kg followed by weight range-based dosing of 10 mg/ke without escape for 24 weeks.

Patients were allowed to receive stable doses of concomitant methotrexate, low dose

corticosteroids (equivalent to <10 mg of prednisone) and/or NSAIDs during the trial. At

enrollment, approximately 60% of patients were receiving methotrexate. At baseline, the mean
(SD) CRP for ORENCIA IV was 17 mg/L (33.0) and mean number (SD) of tender joints and
swollen joints was 22.2 (14.3) and 10.9 (7.6), respectively.
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In PsA-II. 424 patients were randomized 1:1 to receive weekly doses of SC placebo or ORENCIA
125 mg without a loading dose for 24 weeks-in a double-blind manner, followed by open-label

ORENCIA 125 mg SC weekly. Patients were allowed to receive stable doses of concomitant

methotrexate, sulfasalazine, leflunomide, hydroxychloroquine, low dose corticosteroids

(equivalent to <10 mg of prednisone) and/or NSAIDs during the trial. At randomization, 60.4% of

patients were receiving methotrexate. The baseline disease characteristics included presence of
joint erosion on X-rays in 84% (341/424) with a mean (SD) PsA-modified Sharp van der Heijde
erosion score (SHS) of 10.8 (24.2), elevated serum C reactive protein (CRP) in 66% [277/424])
with a mean (SD) of 14.1 mg/L (25.9), and polyarticular disease in 98% (416/424) of patients with
a mean number (SD) of tender joints and swollen joints of 20.2 (13.3) and 11.6 (7.5), respectively.

Patients who had not achieved at least a 20% improvement from baseline in their swollen and
tender joint counts by Week 16 escaped to open-label ORENCIA 125 mg SC weekly.

The primary endpoint for both PsA-I and PsA-1I was the proportion of patients achieving ACR 20
response at Week 24 (Day 169).

Clinical Response

A higher proportion of patients achieved an ACR20 response after treatment with ORENCIA 10
meg/ke IV (weight range-based dosing as described above) or 125 mg SC compared to placebo at

Week 24. Responses were seen regardless of prior TNFi treatment and regardless of concomitant

non-biologic DMARD treatment. The percent of patients achieving ACR 20. 50, or 70 responses
in Studies PsA-I and PsA-II are presented in Table 9 below

Table 9: Proportion of Patients With ACR Responses at Week 24 in Studies

PsA-I and PsA-I12

PsA-1 PsA-11
ORENCIA ORENCIA 125
10mg/kg IVE Placebo mg SC Placebo
N=40 N=42 N=213 N=211

ACR 20 47.5%* 19.0% 39.4%" 22.3%
ACR 50 25.0% 2.4% 19.2% 12.3%
ACR 70 12.5% 0% 10.3% 6.6%

* p<0.05 versus placebo

2 Patients who had less than 20% improvement in tender or swollen joint counts at Week 16 met
escape criteria and were considered non-responders.

b Weight range-based dosing (as described above).

The percentage of patients in PsA-II achieving ACR20 response through Week 24 is shown below
in Figure 2.
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Figure 2: Percent of Patients Achieving ACR20 Response? in PsA-II Study
Through Week 24 (Day 169)

50—_

ACR20 Response Rate

--—#4--- ORENCIA 125 mg (N=213)
—8—— Placebo (N=211)

1 I I
15 29 57 85 113 141 169
Days

#Non-responder imputation for early escape subjects at Day 141 and 169 Results were

generally consistent across the ACR components in Study PsA-I and PsA-IL.

Improvements in enthesitis and dactylitis were seen with ORENCIA treatment at Week 24 in both
PsA-I and PsA-I1L.

Physical Function Response

In study PsA-1, there was a higher proportion of patients with at least a 0.30 decrease from baseline
in Health Assessment Questionnaire-Disability Index (HAQ-DI) score at Week 24, with an
estimated difference for ORENCIA 10 mg/kg (weight range-based dosing as described above)
(45.0%) vs. placebo (19.0%) of 26.1 (95% confidence interval: 6.8, 45.5). In study PsA-II, the
proportion of patients with at least a 0.35 decrease from baseline in HAQ-DI on ORENCIA was
31%, as compared to 24% on placebo (estimated difference: 7%; 95% confidence interval: -1%,
16%). There was a higher adjusted mean change from baseline in HAQ-DI on ORENCIA (-0.33)
vs. placebo (-0.20) at Week 24, with an estimated difference of -0.13 (95% confidence interval: -

0.25,-0.01).
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