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Members of the Pharmacy and Therapeutics (P&T) Committee have requested that all clinical information,
questions, or comments about the Preferred Drug List (PDL) be sent directly to Magellan Medicaid Administration.
Manufacturers and other interested parties have been requested not to contact the members directly. Written
comments on the PDL from all interested parties should be submitted to Erin Narus, PharmD, R.Ph. at the State of
Alaska.

Note: Manufacturers submitting comments are requested to do so through their Product Manager using this
form. This form constitutes a request for NEW information pertaining to peer-reviewed literature
including off-label peer-reviewed studies.
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Clinical Rationale Request for Consideration (If additional space is required, use Clinical Rationale Continuation Page).

Taltz® (ixekizumab) - Medical Value Summary

I. INDICATIONS(1)

Taltz (ixekizumab) is a humanized interleukin-17A antagonist indicated for the treatment of adults with moderate-to-severe plaque
psoriasis who are candidates for systemic therapy or phototherapy.

Il. DOSAGE AND ADMINISTRATION(1)
Taltz is administered by subcutaneous injection. The recommended dose is 160 mg (two 80 mg injections) at Week 0, followed by
80 mg at Weeks 2, 4, 6, 8, 10, and 12, then 80 mg every 4 weeks.

I1l. DOSAGE FORMS AND STRENGTHS(1)
Taltz is available as 80 mg of ixekizumab in a 1 mL single-dose prefilled autoinjector or a single-dose prefilled syringe.

IV. EFFICACY SUMMARY
Three multicenter, randomized, double-blind, placebo-controlled trials (UNCOVER-1, -2, and -3) enrolled a total of 3866 subjects
with plaque psoriasis. In the two active comparator trials (UNCOVER-2 and -3), subjects were also randomized to receive U.S.
approved etanercept 50 mg twice weekly for 12 weeks.(1)

In all three studies, at 12 weeks, 87% to 90% of patients treated with Taltz saw a significant improvement of their psoriasis plaques
(PASI 75). In addition, 81% to 83% of patients treated with Taltz achieved sPGA 0 or 1. The majority of patients treated with Taltz,
68% to 71% , achieved virtually clear skin (PASI 90) and 35% to 42% of patients saw complete resolution of their psoriasis plaques
(PASI 100, sPGA 0). Among those patients treated with placebo, 7% or fewer achieved PASI 75, 7% or fewer achieved sPGA 0 or 1,
3% or fewer achieved PASI 90 and 1% or fewer achieved PASI 100 and sPGA 0.(1)
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Taltz was also statistically superior to U.S.-approved etanercept at all skin clearance levels, including PASI 75 and sSPGA O or 1 at 12
weeks. In an integrated analysis of the U.S. sites in the two active comparator studies—UNCOVER-2 and UNCOVER-3—the
respective response rates for Taltz vs. U.S.-approved etanercept were 87% vs. 41% for PASI 75, 73% vs. 27% for sPGA 0 or 1, 34% vs.
5% for sPGA of 0, 64% vs. 18% for PASI 90 and 34% vs. 4% for PASI 100).(1)

In UNCOVER-1 and UNCOVER-2, of patients who responded to Taltz (sPGA 0 or 1 and at least a 2-point improvement from
baseline) at 12 weeks, 75% consistently maintained that response at the 60-week endpoint.(1)

Subjects treated with Taltz 80 mg every two weeks (Q2W) experienced improvement in itch severity when compared to placebo at
Week 12.(1)

In a Head-to-Head study of Taltz versus ustekinumab (IXORA-S), at 24 weeks, patients treated with Taltz achieved significantly
higher response rates compared to patients treated with ustekinumab, including 83% of patients who achieved PASI 90, compared
to 59% of patients who achieved PASI 90 after treatment with ustekinumab. Other clearance levels at week 24 included PASI 75:
91% for Taltz vs. 82% for ustekinumab; and PASI 100: 49% for Taltz vs 24% for ustekinumab.(2)

V. SAFETY SUMMARY(1)

Please see the full prescribing information available at Taltz.com for complete safety information.

Taltz is contraindicated in patients with a previous serious hypersensitivity reaction, such as anaphylaxis, to ixekizumab or to any of
the excipients.

Taltz may increase the risk of infection. The Taltz group had a higher rate of infections than the placebo group (27% vs. 23%).
Serious infections have occurred. Instruct patients to seek medical advice if signs or symptoms of clinically important chronic or
acute infection occur. If a serious infection develops, discontinue Taltz until the infection resolves.

The most common adverse reactions (21%) associated with Taltz treatment are injection site reactions, upper respiratory tract
infections, nausea, and tinea infections.

VI. VALUE SUMMARY including REAL WORLD EVIDENCE

In 3 large phase 3 studies, Taltz has demonstrated a significant improvement in patients with moderate to severe plague psoriasis
with up to 90% of patients achieving PASI 75 at week 12. Complete resolution of plaques (PASI 100) is possible with Taltz, with 35%
to 42% achieving clear skin (PASI 100 or sPGA 0) at week 12. Taltz is currently the only IL-17A Antagonist with PASI 100 results in
the U.S. Package Insert.(1)

At week 12, Taltz showed superiority in 2 head-to-head trials vs. U.S.-approved etanercept in patients achieving PASI 75 and sPGA
0 or 1. Of the patients who responded (sPGA 0,1) at week 12 in UNCOVER-1 and-2, 75% maintained this response at week 60.1
Additionally, Head-to-Head data (IXORA-S) showed significantly higher response rates for Taltz compared to ustekinumab at 24
weeks. (2)

In the 3 pivotal trials, examination of age, gender, race, body weight, and previous treatment with a biologic did not identify
differences in response to Taltz among these subgroups at week 12.(1)

In a network meta-analysis of biologics for the treatment of psoriasis for the Number Needed to Treat (NNT) per additional
responder at 12 weeks versus placebo the following results were calculated:(3)

PASI 75 PASI 90 PASI 100

Ixekizumab 80mg Q2W 1.2 14 2.5
Secukinumab 300mg 1.3 1.7 3.6
Ustekinumab 45mg 1.6 2.4 6.7
Ustekinumab 90mg 1.5 2.2 5.6
Adalimumab 80mg/40mg EOW 1.9 35 11.8
Etanercept 50mg BIW 2.2 4.2 15.9

(References on the next page)
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	Clinical_Rationale_1: Taltz® (ixekizumab) - Medical Value Summary 
I. INDICATIONS(1)
 Taltz (ixekizumab) is a humanized interleukin-17A antagonist indicated for the treatment of adults with moderate-to-severe plaque psoriasis who are candidates for systemic therapy or phototherapy. 

II. DOSAGE AND ADMINISTRATION(1)
 Taltz is administered by subcutaneous injection. The recommended dose is 160 mg (two 80 mg injections) at Week 0, followed by 80 mg at Weeks 2, 4, 6, 8, 10, and 12, then 80 mg every 4 weeks. 

III. DOSAGE FORMS AND STRENGTHS(1)
 Taltz is available as 80 mg of ixekizumab in a 1 mL single-dose prefilled autoinjector or a single-dose prefilled syringe. 

IV. EFFICACY SUMMARY
 Three multicenter, randomized, double-blind, placebo-controlled trials (UNCOVER-1, -2, and -3) enrolled a total of 3866 subjects with plaque psoriasis. In the two active comparator trials (UNCOVER-2 and -3), subjects were also randomized to receive U.S. approved etanercept 50 mg twice weekly for 12 weeks.(1)
 In all three studies, at 12 weeks, 87% to 90% of patients treated with Taltz saw a significant improvement of their psoriasis plaques (PASI 75). In addition, 81% to 83% of patients treated with Taltz achieved sPGA 0 or 1. The majority of patients treated with Taltz, 68% to 71% , achieved virtually clear skin (PASI 90) and 35% to 42% of patients saw complete resolution of their psoriasis plaques (PASI 100, sPGA 0). Among those patients treated with placebo, 7% or fewer achieved PASI 75, 7% or fewer achieved sPGA 0 or 1, 3% or fewer achieved PASI 90 and 1% or fewer achieved PASI 100 and sPGA 0.(1)
	Clinical_Rationale_2: Taltz was also statistically superior to U.S.-approved etanercept at all skin clearance levels, including PASI 75 and sPGA 0 or 1 at 12 weeks. In an integrated analysis of the U.S. sites in the two active comparator studies—UNCOVER-2 and UNCOVER-3—the respective response rates for Taltz vs. U.S.-approved etanercept were 87% vs. 41% for PASI 75, 73% vs. 27% for sPGA 0 or 1, 34% vs. 5% for sPGA of 0, 64% vs. 18% for PASI 90 and 34% vs. 4% for PASI 100).(1)
 In UNCOVER-1 and UNCOVER-2, of patients who responded to Taltz (sPGA 0 or 1 and at least a 2-point improvement from baseline) at 12 weeks, 75% consistently maintained that response at the 60-week endpoint.(1)
 Subjects treated with Taltz 80 mg every two weeks (Q2W) experienced improvement in itch severity when compared to placebo at Week 12.(1)
 In a Head-to-Head study of Taltz versus ustekinumab (IXORA-S), at 24 weeks, patients treated with Taltz achieved significantly higher response rates compared to patients treated with ustekinumab, including 83% of patients who achieved PASI 90, compared to 59% of patients who achieved PASI 90 after treatment with ustekinumab. Other clearance levels at week 24 included PASI 75: 91% for Taltz vs. 82% for ustekinumab; and PASI 100: 49% for Taltz vs 24% for ustekinumab.(2)

V. SAFETY SUMMARY(1)
 Please see the full prescribing information available at Taltz.com for complete safety information.
 Taltz is contraindicated in patients with a previous serious hypersensitivity reaction, such as anaphylaxis, to ixekizumab or to any of the excipients.
 Taltz may increase the risk of infection. The Taltz group had a higher rate of infections than the placebo group (27% vs. 23%). Serious infections have occurred. Instruct patients to seek medical advice if signs or symptoms of clinically important chronic or acute infection occur. If a serious infection develops, discontinue Taltz until the infection resolves.
 The most common adverse reactions (≥1%) associated with Taltz treatment are injection site reactions, upper respiratory tract infections, nausea, and tinea infections.

VI. VALUE SUMMARY including REAL WORLD EVIDENCE
 In 3 large phase 3 studies, Taltz has demonstrated a significant improvement in patients with moderate to severe plaque psoriasis with up to 90% of patients achieving PASI 75 at week 12. Complete resolution of plaques (PASI 100) is possible with Taltz, with 35% to 42% achieving clear skin (PASI 100 or sPGA 0) at week 12. Taltz is currently the only IL-17A Antagonist with PASI 100 results in the U.S. Package Insert.(1)
 At week 12, Taltz showed superiority in 2 head-to-head trials vs. U.S.-approved etanercept in patients achieving PASI 75 and sPGA 0 or 1. Of the patients who responded (sPGA 0,1) at week 12 in UNCOVER-1 and-2, 75% maintained this response at week 60.1
 Additionally, Head-to-Head data (IXORA-S) showed significantly higher response rates for Taltz compared to ustekinumab at 24 weeks. (2)
 In the 3 pivotal trials, examination of age, gender, race, body weight, and previous treatment with a biologic did not identify differences in response to Taltz among these subgroups at week 12.(1)
 In a network meta-analysis of biologics for the treatment of psoriasis for the Number Needed to Treat (NNT) per additional responder at 12 weeks versus placebo the following results were calculated:(3)

                                                              PASI 75         PASI 90         PASI 100
Ixekizumab 80mg Q2W                     1.2                 1.4                 2.5
Secukinumab 300mg                         1.3                 1.7                 3.6
Ustekinumab 45mg                           1.6                  2.4                6.7
Ustekinumab 90mg                           1.5                  2.2                5.6
Adalimumab 80mg/40mg EOW      1.9                  3.5                11.8
Etanercept 50mg BIW                       2.2                 4.2                 15.9
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