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Description:

These medications are designed to reduce the inflammatory process, which is the cause of
many of the symptoms and damage associated with rheumatoid arthritis (RA), ankylosing
spondylitis, Crohn's disease, and psoriasis. The goal of treatment with these medications
is to limit the progression of disease and improve function. Enbrel (etanercept), Humira
(adalimumab), and Simponi (golimumab) are tumor necrosis factor (TNF) blocking
agents used for the treatment of arthritis. TNF-alpha is a cytokine whose overproduction
increases inflammation. Kineret (anakinra) is a synthetic form of naturally occurring
cytokines responsible for regulating interleukin (IL)-1 and inhibits IL-1 binding to its
receptor. Orencia (abatacept) is a selective co-stimulation modulator used to decrease T-
cell activation, thus reducing lymphocyte activity. Stelara is a human monoclonal
antibody that binds to IL-12 and IL-23 cytokines. Actemra (tocilizumab) is a humanized
interleukin-6 receptor-inhibiting monoclonal antibody. Interleukin-6, like TNF-alpha, is
over-produced in the joints of RA patients.

Indications of Coverage:

NOTE: Unless contraindicated, patient must try/fail both Enbrel and Humira for
appropriate indications before coverage of Cimzia or Simponi will be considered.

Review criteria below for the specific medication being used.
Actemra is considered medically necessary for the following condition:

Moderate to severe active rheumatoid arthritis in individuals with a minimum of
six painful joints and an erythrocyte sedimentation rate (ESR) greater than
27mm/hr, or a C-reactive protein (CRP) greater than .2mg/dL, or morning
stiffness lasting for more than forty five minutes who have had an inadequate
response to one or more nonbiologic DMARDs (disease modifying anti-
inflammatory drugs), such as methotrexate, and to TNF antagonists. Actemra may
be given as monotherapy or in conjunction with DMARDS such as methotrexate.
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Method of administration: intravenous infusion administered over 60 minutes.

Dosage: the recommended starting dose is 4 mg/kg followed by an increase to 8 mg/kg
(no more than 800 mg) based on clinical response.

Enbrel is considered medically necessary for any of the following conditions:

Moderate to severe rheumatoid arthritis (a minimum of six painful joints and an
erythrocyte sedimentation rate (ESR) greater than 27 mm/hr, or a C-reactive
protein (CRP) greater than .2mg/dL, or morning stiffness lasting for more than
forty five minutes) which has not responded to conventional therapy (for example,
a trial, at least 3 months, of nonbiologic DMARDS).

Moderate to severe active polyarticular-course juvenile rheumatoid arthritis in
individuals who have had an inadequate response to one or more disease-
modifying anti-rheumatic drugs (DMARDS). (For example, Hydroxychloroquine,
oral or injectable gold, methotrexate, azathioprine, penicillamine, sulfasalazine)

Moderate to severe psoriatic arthritis (a minimum of six painful joints and an
erythrocyte sedimentation rate (ESR) greater than 27 mm/hr, or a C-reactive
protein (CRP) greater than .2mg/dL, or morning stiffness lasting for more than
forty five minutes) which has not responded to conventional therapy (for example,
a trial, at least 3 months, of nonbiologic DMARDS). Enbrel can be used in
combination with methotrexate in individuals who do not respond adequately to
methotrexate alone.

Active ankylosing spondylitis which has not responded to conventional therapy
(for example, a three month (minimum) trial of a therapeutic dose of non-steroidal
anti-inflammatory drugs).

Plaque psoriasis in adult patients when the medical record documents moderate to
severe chronic plagque psoriasis (psoriasis affecting at least 10% of the body
surface area AND/OR debilitating involvement of the palms or soles) AND the
medical record and pharmacy records document a trial of conservative treatment
consisting of at least three months use of each of the following:

Methotrexate, soriatane, or cyclosporine

Phototherapy (ultraviolet B (UVB) or psoralens plus ultraviolet A
(PUVA))

Topical treatments
Method of administration: Self-administered by subcutaneous injection.
Dosage and Administration for Enbrel: Adult Rheumatoid Arthritis (RA),
Ankylosing Spondylitis (AS), and Psoriatic Arthritis Patients - 50 mg per week

given as one subcutaneous injection using a 50 mg/ml single-use prefilled syringe.
Methotrexate, glucocorticoids, salicylates, nonsteroidal anti-inflammatory drugs,
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or analgesics may be continued during treatment with Enbrel. Doses higher than
50 mg per week are not recommended. Adult Plaque Psoriasis Patients - 50 mg
dose given twice weekly (administered three or four days apart) for three months
followed by a reduction to a maintenance dose of 50 mg per week. The
recommended dose should be administered subcutaneously, using 50 mg/ml
single-use prefilled syringes. Starting doses of Enbrel 25  mg or 50 mg per
week were also shown to be efficacious. Juvenile Idiopathic Arthritis (JIA) -
for pediatric patients ages four to seventeen years of age with active polyarticular-
course JIA, the recommended dose is 0.8 mg/kg per week (up to a maximum of
50 mg per week). For pediatric patients weighing 63 kg (138 pounds) or more,
the weekly dose of 50 mg may be administered using the prefilled syringe. For
pediatric patients weighing 31 to 62 kg (68 t0136 pounds), the total weekly dose
should be administered as two subcutaneous injections, either on the same day or
three or four days apart using the multiple-use vial. The dose for pediatric patients
weighing less than 31 kg (68 pounds) should be administered as a single
subcutaneous injection once weekly using the correct volume from the
multiple-use vial. Glucocorticoids, nonsteroidal anti-inflammatory drugs, or
analgesics may be continued during treatment with Enbrel. Concurrent use with
methotrexate and higher doses of Enbrel have not been studied in pediatric
patients.

Humira is considered medically necessary for any of the following conditions:

Moderate to severe rheumatoid arthritis (a minimum of six painful joints and an
erythrocyte sedimentation rate (ESR) greater than 27 mm/hr, or a C-reactive
protein (CRP) greater than .2mg/dL, or morning stiffness lasting for more than
forty five minutes) which has not responded to conventional therapy (for example,
a three month (minimum) trial of non-biologic DMARDS).

Moderately to severely active polyarticular juvenile idiopathic arthritis in patients
four years of age and older. Humira can be used alone or in combination with
methotrexate.

Moderate to severe psoriatic arthritis (a minimum of six painful joints and an
erythrocyte sedimentation rate (ESR) greater than 27 mm/hr, or a C-reactive
protein (CRP) greater han .2mg/dL, or morning stiffness lasting for more than
forty five minutes) which has not responded to conventional therapy (for example,
a three month (minimum) trial of non-biologic DMARDS).

Moderate to severe active polyarticular-course juvenile rheumatoid arthritis in
individuals who have had an inadequate response to one or more disease
modifying anti-rheumatic drugs (DMARDs). (For example, hydroxychloroquine,
oral or injectable gold, methotrexate, azathioprine, penicillamine, sulfasalazine.)

Active ankylosing spondylitis which has not responded to conventional therapy
(for example, a three month (minimum) trial of a therapeutic dose of non-steroidal
anti-inflammatory drugs).
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Adults with moderate to severe active Crohn’s disease who have had an
inadequate response to conventional therapy (aminosalicylates (mesalamine, s
ulfasalazine), corticosteroids, and/or thiopurines (6-mercaptopurine (6-MP) or
azathioprine). Humira is also indicated for reducing signs and symptoms and
inducing clinical remission in these individuals if they do not respond to or are
intolerant of infliximab.

Plaque psoriasis in adult patients when the medical record documents moderate to
severe chronic plaque psoriasis (psoriasis affecting at least 10% of the body
surface area AND/OR debilitating involvement of the palms or soles) AND the
medical record and pharmacy records document a trial of conservative treatment
consisting of at least three months use of each of the following:

Methotrexate, soriatane, or cyclosporine

Phototherapy (ultraviolet B (UVB) or psoralens plus ultraviolet A
(PUVA))

Topical treatments.

Method of administration: Self-administered by subcutaneous injection.

Dosage and Administration: 40 mg administered every other week as a
subcutaneous injection for adult patients and pediatric patients with a weight
greater than 30 kg (66 1b). The recommended dose of Humira for patients four to
seventeen years of age with polyarticular juvenile idiopathic arthritis with a
weight between 15 kg to 30 kg (33 to 66 Ib) is 20 mg every other week. Limited
data are available for Humira treatment in pediatric patients with a weight below
15 kg (33 Ib).

Kineret is considered medically necessary for the treatment of moderate to severe active
rheumatoid arthritis in individuals 18 years of age or older with a minimum of six painful
joints and an erythrocyte sedimentation rate greater than 27mm/hr, or a C-reactive protein
greater than .2mg/dL, or morning stiffness lasting for more than forty five minutes who
have failed one or more nonbiologic DMARDs. Kineret can be used alone or in
combination with DMARDSs other than tumor necrosis factor (TNF) blocking agents.

Method of administration: Self-administered by subcutaneous injection.

Dosage and Administration: 100 mg/day administered daily by subcutaneous
injection.

Orencia is considered medically necessary for the treatment of moderate to active
rheumatoid arthritis or polyarticular juvenile idiopathic arthritis in individuals with a
minimum of six painful joints and an erythrocyte sedimentation rate (ESR) greater than
27mm/hr, or a C-reactive protein (CRP) greater than .2mg/dL, or morning stiffness
lasting for more than forty five minutes who have had an inadequate response to one or
more DMARDSs, such as methotrexate or TNF antagonists. Orencia may be used as
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monotherapy or concomitantly with DMARDs other than TNF antagonists. Orencia
should not be administered concomitantly with TNF antagonists.

Method of administration: intravenous infusion.

Dosage and Administration: 30-minute intravenous infusion at the dose specified
in the table below. Following the initial administration, Orencia should be given
at two and four weeks after the first infusion, then every four weeks thereafter.
Orencia may be used as monotherapy or concomitantly with disease-modifying,
anti-rheumatic drugs (DMARDs) other than TNF antagonists. Orencia is not
recommended for use concomitantly with Anakinra.

Body Weight of Patient Dose

Less than 60 kg 500 mg
60 to 100 kg 750 mg
Greater than 100 kg 1 gram

Simponi is considered medically necessary for any of the following conditions:

When prescribed together with methotrexate for the treatment of moderate to
severe rheumatoid arthritis (a minimum of six painful joints and an erythrocyte
sedimentation rate (ESR) greater than 27 mm/hr, or a C-reactive protein (CRP)
greater than .2mg/dL, or morning stiffness lasting for more than forty five
minutes) which has not responded to conventional therapy (for example, a three
month (minimum) trial of nonbiologic DMARDS).

Active psoriatic arthritis (a minimum of six painful joints and an erythrocyte
sedimentation rate (ESR) greater than 27mm/hr, or a C-reactive protein (CRP)
greater than .2mg/dL, or morning stiffness lasting for more than forty five
minutes) which has not responded to conventional therapy (for example, a trial, at
least 3 months, of DMARDS). Simponi may be given alone or in combination
with methotrexate.

Active ankylosing spondylitis which has not responded to conventional therapy
(for example, a three month (minimum) trial of anti-inflammatory drugs).

Method of administration: Self-administered by subcutaneous injection.

Dosage and Administration: 50 mg administered once a month as a subcutaneous
injection.

Stelara is considered medically necessary for the following condition:

Plaque psoriasis in adult patients when the medical record documents moderate to
severe chronic plaque psoriasis (psoriasis affecting at least 10% of the body
surface area AND/OR debilitating involvement of the palms or soles) AND the
medical record and pharmacy records document a trial of conservative treatment
consisting of at least three months use of each of the following:
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Methotrexate, soriatane, or cyclosporine
Phototherapy (ultraviolet B (UVB) or psoralens plus ultraviolet A (PUVA))

Topical treatments.

Method of administration: Stelara is administered by subcutaneous injection; it is
currently administered by a healthcare professional.

Dosage: For patients weighing less than 100 kg (220 Ibs), the recommended dose is 45
mg initially and four weeks later, followed by 45 mg every 12 weeks. For patients
weighing greater than100 kg (220 Ibs), the recommended dose is 90 mg initially and four
weeks later, followed by 90 mg every 12 weeks.

If criteria are met, treatment may be approved for up to six months. Subsequent treatment
may be approved in one year increments with review of continued therapeutic response
and consistent prescription medication use. The drug benefit is available through a retail
or mail order pharmacy for Enbrel, Humira, Kineret, Simponi, and Stelara.

Limitations of Coverage:

Review contract and endorsements for exclusions and prior authorization or benefit
requirements.

If used for a condition/diagnosis other than is listed in the Indications of Coverage, deny
as experimental or investigative.

If used for a condition/diagnosis that is listed in the Indications of Coverage, but the
criteria is not met, deny as not medically necessary.

The use of Simponi to treat rheumatoid arthritis without the concurrent use of

methotrexate is considered investigational as there is insufficient peer-reviewed scientific
literature supporting this treatment.

Documentation Required:

e Office notes

e Lab reports (if necessary)

e Radiology reports (if necessary)

e Prescription medication use data
Rationale:

These medications are used for limiting further structural damage, improving physical
function, and reducing signs and symptoms of the following conditions: moderate to
severe active rheumatoid arthritis, juvenile rheumatoid arthritis, psoriatic arthritis, active
ankylosing spondylitis (a form of arthritis primarily affecting the joints of the spine),
plaque psoriasis, and Crohn’s disease. Each drug helps to decrease the inflammatory
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process and reduce destruction of cartilage and bone. The indications listed above are
based on FDA approvals. The use of Humira for the treatment of ulcerative colitis is
being studied; there is currently inadequate clinical trial data supporting the efficacy and
safety for this indication.
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