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EXECUTIVE SUMMARY (place “X” in appropriate boxes)

Memo type

-Initial
-Interim
-Final X

Source of safety concern

-Peri-approval X
-Post-approval

Is ARIA sufficient to help characterize the safety concern? Short-term Long-term
Lymphoma  All Malignancies

-Yes X
-NO X

If “No”, please identify the area(s) of concern. For long-term malignancy:

-Surveillance or Study Population
-Exposure

-Outcome(s) of Interest X
-Covariate(s) of Interest
-Surveillance Design/Analytic Tools
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A. General ARIA Sufficiency Template

1. BACKGROUND INFORMATION

1.1. Medical Product
Psoriasis is a chronic debilitating immunologic disease characterized by marked inflammation
and thickening of the epidermis that result in thick, scaly plaques involving the skin. Psoriasis
may undergo intermittent improvements and relapses in susceptible individuals over the
course of their lifetime. Although traditional systemic therapies for psoriasis are effective,
there may be a loss of efficacy during long-term use or patients may experience adverse events
related to specific treatments.?

The prevalence of psoriasis in the United States is approximately 2-4%, of which an estimated
20% have moderate-to-severe disease. Psoriasis can first appear at any age, but more
commonly appears in adulthood. Two peaks in age of onset have been reported: one at 20-30
years of age and a second peak at 50-60 years of age.?

Skyrizi (risankizumab) injection, for subcutaneous use, is indicated for the treatment of adults
with moderate to severe plaque psoriasis who are candidates for systemic therapy or
phototherapy. Risankizumab is a humanized immunoglobulin GI (IgG1) monoclonal antibody
that is specifically directed against IL-23 p19. The framework of the risankizumab antibody
has been engineered with two mutations in the Fc region to reduce Fcy receptor and
complement binding. Binding of risankizumab to IL-23 p19 inhibits the action of IL-23 to
induce and sustain T helper (Th) 17 type cells, innate lymphoid cells, y8T cells, and natural
killer (NK) cells responsible for tissue inflammation, destruction, and aberrant tissue repair.c

The recommended dose of risankizumab is 150mg (two 75mg injections) administered by
subcutaneous injection at Week 0, Week 4, and every 12 weeks thereafter. LI

1.2. Describe the Safety Concern
Similar to other psoriasis biologics (Table 1), risankisumab poses a theoretical increased risk
for malignancies based on its immunosuppressive mechanism of action.

2Vide J, Magina S. Moderate to severe psoriasis treatment challenges through the era of biological drugs. An Bras
Dermatol. 2017; 92(5):668-674.

b BLA 761105 Multi-disciplinary Review and Evaluation, Skyrizi (risankizumab). Version date: February 1, 2019.

¢ Sponsor Original Submission, GlobalSubmit Review: Upload dated April 23, 2018, Risankizumab, Clinical
Overview.

4 Risankizumab Provider Information Label. DARRTS ID: Pending.
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Table 1. Psoriasis biologics currently marketed in the United States

Approved Postmarketing Approval date
for plaque | requirement for for plaque
Drug Class psoriasis? malignancy? psoriasis
Stelara Interleukin-12 and -23 Yes Yes September 25,
(ustekinumab) | antagonists 2009
Cosentyx Interleukin-17A Yes Yes January 21, 2015
(secukinumab) | antagonist
Taltz Interleukin-17A Yes Yes March 22, 2016
(ixekizumab) antagonist
Siliq Interleukin-17 receptor Yes Yes February 15,
(brodalumab) A (IL-17RA) antagonist 2017
Tremfya Interleukin-23 blocker Yes Yes July 13,2017
(guselkumab)
[lumya Interleukin-23 blocker Yes Yes March 20, 2018
(tildrakizumab)

For the overall risankizumab drug development program, a total of 21 malignancies (excluding
non-melanoma skin cancer) were reported in the risankizumab exposed group, which
corresponds to a rate of 0.62 events/100 person-years. Of these, malignancies reported for
more than one subject included breast cancer reported in seven subjects, prostate cancer in
three subjects, and malignant melanoma in two subjects. This observation is consistent with
the most common cancers seen in the United States (breast cancer is the most common,
followed by lung and prostate cancers, and the incidence of melanoma of the skin has been
rising).”

For the active comparator groups, one case of malignancy for gallbladder cancer was reported
for adalimumab and one case of malignancy was reported for prostate cancer for ustekinumab.
Further, the rates of malignant tumors (excluding non-melanoma skin cancer) ranged from
0.31 - 0.49 events/100 person-years in the clinical development programs for ustekinumab,
ixekizumab, secukinumab, and guselkumab. Although the event rate for malignancy is slightly
higher in risankizumab users compared to the malignancy rates observed in the development
programs for other biologics, there was only one death from malignancy in the risankizumab
development program.”

In the risankizumab development program, 25 non-melanoma skin cancer malignancies were
reported; 10 events of Bowen’s disease/squamous cell carcinoma (SCC) combined and 15
events of basal cell carcinoma (BCC). The observed ratio of SCC to BCC was 1:1.5. While this
ratio is narrower than that seen in the immunocompetent general population, it is not inverted
due to an increase in SCC as is observed in immunosuppressive populations (e.g., organ
transplant recipients). This suggests that risankizumab has less of an immunosuppressive
affect than observed in organ transplant patients.”

The BLA Unireview concluded that the limited duration of observation during the clinical
development program did not allow for detection of rare events with a long latency period
such as that required by malignancy events.” Therefore, postmarketing data are needed to
evaluate the long-term risk of malignancy in patients with psoriasis receiving risankizumab.

The clinical evaluation of risankizumab had some notable parallels to the clinical evaluation of
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