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ORGANIZATION Cortrophin™ Gel)
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Policy Type: PA/SP Pharmacy Coverage Policy: EOCCO117

Description
Repository corticotropin injection (Acthar, Cortrophin) gel is an adrenocorticotropic hormone (ACTH)
analogue that stimulates the adrenal cortex to secrete cortisol, corticosterone, aldosterone, and other

weak androgenic substances.

Length of Authorization
e Initial: One month
e Renewal: One month, total of two courses allowed per lifetime (i.e., one renewal allowed).

Quantity limits

Product Name Indication Dosage Form Quantity Limit
Monthly quantity in

mL to allow for: 150
u/m? daily for two

Infantile Spasms (West 80 units/mL vial weeks plus a two-

smiome) | s | kel

30 u/m?, three days’
worth of 15 u/m?, six
days’ worth of 10 u/m?

repository corticotropin
injection (Acthar and
Acthar Gel Selflect™) gel

Multiple sclerosis, rheumatic
disorders, collagen diseases,
dermatologic diseases,
allergic states (serum
sickness), ophthalmic
diseases, respiratory
diseases, edematous state

40 units/0.5 mL
or 80 units/mL
single dose
autoinjector*

1 injection/day

Monthly quantity in
mL to allow for: 150
u/m? daily for two
weeks plus a two-
week taper as follows:
three days’ worth of
30 u/m?, three days’
worth of 15 u/m?, six
days’ worth of 10 u/m?
*All indications for the Acthar Gel Selflect™ autoinjector are considered not medically necessary. This product is NOT approved

for infantile spasms.

.répo%itory corticot.ropin Infantile Spasms (West 80 units/mL vial
injection (Cortrophin) gel Syndrome) (400 units/5mL)
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Initial Evaluation

l. Repository corticotropin (Acthar vial, Cortrophin) gel may be considered medically necessary
when the following criteria below are met:
A. Medication is prescribed by, or in consultation with, a neurologist; AND
B. A diagnosis of one of Infantile Spasms (West Syndrome); AND
1. Member is under two years of age; AND
2. Medication to be used as monotherapy; AND
3. Documentation of recent body surface area; OR
i Documentation of member’s height and weight (needed for dose
calculation).

Il. Repository corticotropin (Acthar Gel and Acthar Gel SelflJect™, Cortrophin) gel is considered not
medically necessary when criteria above are not met and/or when used for the following:
A. Multiple sclerosis
Rheumatoid arthritis
Psoriatic arthritis
Ankylosing spondylitis
Dermatomyositis/polymyositis
Optic neuritis (40 units daily, also included in investigational section for other doses, see
below)
G. For use in nephrotic syndrome over corticosteroid therapy (also included in investigational
section, see below)

mmoow

Il Repository corticotropin (Acthar Gel and Acthar Gel Selflect™, Cortrophin) is considered
investigational when used for all other conditions, including but not limited to:

A. In combination with anti-epileptic therapies for the treatment of infantile spasms (West
Syndrome)

B. Ophthalmic conditions and diseases: keratoconjunctivitis sicca, Sjogren’s syndrome, dry
eye disease, keratitis, iritis, iridocyclitis, uveitis, choroiditis, optic neuritis, etc.

C. Nephrotic syndrome (NS) and NS due to focal segmental glomerulosclerosis (FSGS) or
immunoglobulin A nephropathy (IgAN)

D. Juvenile rheumatoid arthritis
E. Lupus erythematosus
F. Dermatologic conditions: erythema multiforme, Steven’s Johnson syndrome
G. Serum sickness
H. Sarcoidosis
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Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health
plan or has been established on therapy from a previous health plan; AND
Il. Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. If they have, initial policy criteria must be met for the
member to qualify for renewal evaluation through this health plan; AND
lll.  Adiagnosis of one of Infantile Spasms (West Syndrome); AND
A. Member is under two years of age; AND
B. Medication to be used as monotherapy; AND
C. Documentation of recent body surface area; OR
a. Documentation of member’s height and weight (needed for dose
calculation); AND
V. The member has been previously treated successfully with an initial treatment course of
repository corticotropin (Acthar, Cortrophin) gel (i.e., improvement in seizures); AND
V. The member has relapsed, and a second course of therapy is warranted; AND
VI.  The member has not yet received a total of two or more courses of therapy in their lifetime.

Supporting Evidence

l. Infantile spasms (West Syndrome): Repository corticotropin (Acthar) gel is an ACTH analogue
that acts similarly to corticosteroids and was FDA-approved for infantile spasms in 2010. Data
from several randomized controlled trials are available to support safety and efficacy. One
clinical trial showed superiority over prednisone in the proportion of patient responders to
therapy. Other studies directly comparing therapy to corticosteroids did not determine
statistical superiority of repository corticotropin (Acthar) gel. Although data for superiority of
repository corticotropin (Acthar) gel over corticosteroids are conflicting, there is insufficient
evidence to support that corticosteroids could be more effective than repository corticotropin
(Acthar) gel. Guidelines recommend repository corticotropin (Acthar) as the mainstay therapy.

e Infantile spasms are characterized as epileptic spasms that appear in infancy and early
childhood. The majority of patients will present before seven months of age, and the
condition is associated with electroencephalographic pattern of hypsarrhythmia. This
medication has been evaluated and is only FDA-approved for patients under two years
of age. In patients older than two years, alternative cost-effective treatment options
should be considered.

e Inclinical practice, repository corticotropin (Acthar) gel has been utilized at a variety of
doses. The FDA-approved dose (which has also been evaluated in several clinical trials)
is as follows: 150 units/m? daily (divided between twice daily) for two weeks plus a
two-week taper: three days each of 30 units/m?, 15 units/m?, 10 units/m?, followed by
10 units/m? every other day for six days. The last six days of therapy equates to total of
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three additional days of 10 units/m? (equating to six full days of the 10 units/m? dose).
Several studies have evaluated differing dosing regimens, including lower doses. In the
event under dosing is prescribed relative to the FDA-approved dose, this regimen
should be allowed given some evidence to indicate that lower doses may be as
effective as that FDA-approved. Repository corticotropin (Acthar) gel has been
evaluated in clinical trials using 150 units/m? for three weeks then a taper for three
more weeks; however, this higher dose group did not show superior efficacy to lower
doses. Similar rates of response and relapse occurred; thus, at this time there is no
evidence to support need for a longer than two-week duration of 150 units/m? per day.

e Duration of initial therapy with treatment and taper is four weeks. Response is
expected in the first few weeks. There is lack of evidence to support extended use of
therapy; however, a second course of therapy may be appropriate for patients that
relapse and require retreatment. Lack of response (i.e., number/severity of spasms) on
first treatment course signals an alternative regimen should be utilized for
retreatment; thus, response to the initial therapy course is required. Long-term safety
is similar to corticosteroids: cardiac, ocular, mood, sleep, skin concerns, etc.

e Repository corticotropin (Cortrophin) gel is not FDA-approved for the indication of
infantile spasms; however, is not expected to have any clinical differences. This is a
more cost-effective treatment option, and when other criteria are met for the
indication of infantile spasms, Cortrophin use is covered under the specifications listed
above (e.g., QLL, etc.). ANI Pharmaceuticals received FDA-approval of Purified
Cortrophin gel in November 2021, in efforts to support broader and more cost-
effective access to corticotropin products.

Il. Repository corticotropin (Acthar) gel was FDA-approved in 1952 and Cortrophin gel was
approved in 1954 for the treatment of inflammatory conditions prior to current FDA standards,
and the indications were grandfathered into the labels; however, corticotropin products have
not demonstrated evidence for safety and efficacy, or medical necessity over corticosteroids, for
the majority of the labeled indications. Furthermore, the cost has increased significantly over
the past few decades: $36 per vial in 2001; in 2022, $49,750 per vial for Acthar and $38,200 for
Cortrophin. The evidence for indications outside of infantile spasms and multiple sclerosis (MS)
are absent, are low quality and/or lacking ability to conclude efficacy and safety alone orin
comparison to more cost-effective therapies (e.g., corticosteroids). Data to support efficacy for
indications other than infantile spasms are absent from the prescribing information label. The
manufacturer of Acthar, Mallinckrodt has funded several Phase 4 clinical trials in recent years in
efforts to provide support for the approved indications; however, by in large these clinical trials
are insufficient to support the safety and efficacy and/or medical necessity over other therapies.
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Investigational or Not Medically Necessary Uses*

*Disclaimer: In the event an approval is granted for corticotropin for any condition outside of infantile spasms
(West Syndrome), Acthar will only be allowed after a sufficient trial and failure of Cortrophin, supported with
documentation and rationale.

I. Repository corticotropin (Acthar, Cortrophin) (ACTH) gel is considered not medically necessary for
the following conditions:

A. Multiple sclerosis: At this time, it is unproven if ACTH gel is more likely to provide similar
therapeutic results or is superior to other corticosteroids, given lack of quality trials and
trials with consistent results showing superiority; however, ACTH gel is more costly than
other therapies that could be utilized. Given these factors ACTH gel is not medically
necessary for MS and is not covered. Furthermore, choice of or success of therapy in acute
MS exacerbation has not been correlated with improved or superior long-term outcomes,
further reducing the necessity of ACTH gel for this condition.

B. Rheumatoid arthritis, psoriatic arthritis, dermatomyositis/polymyositis, ankylosing
spondylitis: ACTH gel has been evaluated in Phase 4, randomized, placebo-controlled
withdrawal studies for these conditions in addition to several lesser quality trials. In some
trials, therapy was superior to placebo for disease response; however, this medication has
not been directly compared to NSAIDS, the majority of systemic corticosteroids,
conventional synthetic DMARDs, specialty DMARDS, and biologic therapies. Numerous
other medications have strong evidence for safety and efficacy, all of which are more cost-
effective. At this time, it is unproven if ACTH gel is more likely to produce similar
therapeutics results or is superior to other therapies; however, ACTH gel is more costly
than other therapies that could be utilized. Furthermore, ACTH gel is not recognized as an
appropriate therapy per guidelines or standard practice; thus, is considered not medically
necessary and is not covered.

C. Optic neuritis (also considered experimental and investigational, see below): ACTH gel was
evaluated in one RCT vs. placebo, where 40 units daily for 30 days did not provide
significant changes over placebo in visual acuity and visual field scores. Given that it is not
known if therapy improves therapeutic outcomes at this dose, ACTH gel is considered not
medically necessary and is not covered.

D. Nephrotic syndrome: superiority of ACTH gel over corticosteroids and other treatment
options for this condition has not been demonstrated; certain trials have shown lack of
benefit over placebo therapy and one clinical trial showed noninferiority to
methylprednisolone. At this time, it is unproven if ACTH gel is more likely to provide
similar therapeutic results or is superior to other corticosteroid therapies; however, ACTH
gel is more costly than other therapies that could be utilized. Given these factors ACTH gel
is not medically necessary and is not covered.
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Il. Repository corticotropin (Acthar, Cortrophin) gel has not been sufficiently studied for safety and
efficacy, and are considered experimental and investigational, for the following conditions or
settings below:

PO.BOX 40384
PORTLAND, OR 97240

www.eocco.com

A.

In combination with anti-epileptic therapies for the treatment of infantile spasms (West
Syndrome): ACTH gel has only been evaluated as monotherapy for the treatment of
infantile spasms. There is unknown safety and efficacy when utilized for other anti-
epileptic medications. When combination therapy is indicated vigabatrin plus
corticosteroids may be considered as available evidence for efficacy and safety.

Systemic lupus erythematosus (SLE): Evaluated in a single-arm, open-label, four-week trial
in 10 patients. This trial does not provide any certainty in the benefit of ACTH gel for SLE
given the significant trial biases: subjective outcomes in an open-label trial, no comparator
to be able to determine extent of benefit over placebo (if any), few patients evaluated,
and concomitant medications which may have impacted/influenced the changes.

Optic neuritis (ON) (higher doses): Evaluated in a single-arm, open-label, 2-week trial at a
starting dose of 80 units daily in 24 patients with ON. This trial does not provide any
certainty in the benefit of therapy for ON given the significant biases in the trial:
subjective outcomes in an open-label trial, few patients evaluated, short trial duration,
and patients were on background therapies at the start of the trial, with no washout
period. Results/conclusions seen in this assessment may not be attributable to ACTH gel.
Sarcoidosis: Evaluated for sarcoidosis in one retrospective medical record review, on
provider assessment of “patients’ health status”. The trial showed that use of concomitant
medications such as glucocorticoids decreased with use of ACTH gel. This trial does not
provide any certainty in the benefit of therapy for this condition given the significant
biases: retrospective trial design, subjective and invalidated outcomes in a nonblinded
trial, most patients were on background therapies. Results/conclusions seen in this
assessment may not be attributable to ACTH gel.

Nephrotic Syndrome (NS), including but not limited to those with FSGS: Evaluated in
retrospective case series; a prospective, open-label, single arm trial, a randomized
noninferiority trial vs. methylprednisolone with cytotoxic therapies; a randomized,
placebo-controlled trial; a dose comparison trial; and one Cochrane systematic review
evaluated in one retrospective case series in 44 patients (15 patients had FSGS). Data are
heavily conflicting, none of which strongly point to medication benefit. For example, one
of the randomized controlled trials showed no substantial differences compared to no
therapy and the trial was ended early for no benefit. In the noninferiority trial, similar
responses were seen to methylprednisolone. The Cochrane review determined lack of
sufficient data to draw conclusions of efficacy and safety. The collection of data does not
provide certainty of benefit of therapy for NS, is considered experimental and
investigational, and is not covered by the health plan. At this time, it is also unproven if
ACTH gel is more likely to provide similar therapeutic results or is superior to other
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corticosteroid therapies; however, ACTH gel is more costly than other therapies that could
be utilized. Thus, ACTH gel is also not medically necessary over corticosteroids and is not
covered.

i. NS due to immunoglobulin A nephropathy (IgAN): ACTH gel was evaluated in a
single-arm, open-label pilot study in 19 patients. This trial does not provide any
certainty in the benefit of therapy for this condition given the significant biases in
the trial, including but not limited to small number of patients in the trial, lack of
comparator arm, and the majority of outcomes were unchanged at follow-up.

Ophthalmic conditions and diseases, including but not limited to: keratoconjunctivitis
sicca, Sjogren’s syndrome, dry eye disease, keratitis, iritis, iridocyclitis, uveitis, choroiditis:

i. Keratitis/dry eye disease: ACTH gel was evaluated in a single-arm, open-label
study in 35 patients with keratitis. The trial observed 12-point change in IDEEL
score for 17 patients (50%) with severe keratitis. ACTH gel was also evaluated in a
single-arm, open-label pilot study in dry eye disease in 15 patients. The study
evaluated the SANDE questionnaire for patient reported improvement; however,
these trials do not provide any certainty in the benefit of therapy for this
condition given the significant biases in the trial, including but not limited to
subjective outcomes in an open-label trial, lack of comparator, the small number
of patients evaluated, and background or concomitant therapies may not have
been reported so any results or conclusions may not be attributable to ACTH gel.
Furthermore, the SANDE score is not a validated measurement tool for clinically
meaningful change in dry eye comfort or symptom improvement.

1. Alternative therapies and management strategies include, but may not be
limited to: avoidance of offending medications, environmental
management, moisture conserving eyewear, ocular lubricants, artificial
tears and preservative-free artificial tears (gels, ointments, drops),
ophthalmic cyclosporine (generic, Restasis, Cequa), ophthalmic lifitegrast
(Xiidra), nasal varenicline (Tyrvaya), punctal plugs or occlusion, topical
steroids, therapeutic contact lenses, autologous serum tear preparations.

ii. Uveitis: ACTH gel has been evaluated for uveitis in one retrospective trial
evaluating medical record data of provider assessment on patients’ health status
for 91 patients. Trial conclusions were that provider reported improved patient
status; however, this trial does not provide any certainty in the benefit of therapy
for this condition given the significant biases in the trial, including but not limited
to subjective outcomes in an open-label trial, lack of comparator, the small
number of patients evaluated, and background or concomitant therapies were
utilized by 100% of patients (including steroid eye drops, oral steroids, intraocular
steroids, and non-steroid eye drops) so any results or conclusions may not be
attributable to ACTH gel.
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Juvenile rheumatoid arthritis

Dermatologic conditions: erythema multiforme, Steven’s Johnson syndrome
Serum sickness

Sarcoidosis

Appendix

Methods to calculate body surface area include, but are not limited to the Mosteller method: BSA
(m?) = Square root ((Ht (cm) x Wt (kg))/3600)
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Related Policies
Currently there are no related policies.

Policy Implementation/Update:
Action and Summary of Changes Date
Added Acthar Gel Selflect™ to policy/QL table. 09/2024
Policy criteria updated for infantile spasms indication: removal of congenital infection rule out, addition of
body surface (or height and weight) requirement for dose calculation. Change of renewal criteria to check
that patients still meet initial requirements and that member has had a response to therapy that would
predict response with a retreatment. Criteria updated to allow for maximum of two courses per lifetime. 06/2022
Supporting evidence updated for infantile spasms, not medically necessary and experimental and
investigational designations and information added for supporting evidence. Addition of Cortrophin to
policy. Formatting updates.
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