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ABSTRACT

Background: Risankizumab is approved for treatment of moderate to severe plaque psoriasis.
Availability of a patient-controlled single self-injection of risankizumab may improve adherence and
long-term management of psoriasis.

Objective: To investigate efficacy, safety, and usability of a new risankizumab 150 mg/mL formulation
administered as a single subcutaneous injection via prefilled syringe (PFS) or autoinjector (Al).
Methods: Efficacy, safety, usability, and acceptability of risankizumab 150 mg/mL PFS or Al were inves-
tigated in adults with moderate to severe psoriasis in two phase 3 studies. Study 1 was a multicenter,
randomized, double-blinded, placebo-controlled study that investigated 150 mg/mL risankizumab PFS;
study 2 was a multicenter, single-arm, open-label study that investigated 150 mg/mL risankizumab Al.
Results: At week 16, risankizumab 150 mg/mL demonstrated efficacy vs. placebo (Psoriasis Area and
Severity Index >90% improvement (PASI 90), 62.9% vs. 3.8%; static Physician Global Assessment
(sPGA) 0/1, 78.1% vs. 9.6%; both p< .001) in study 1; in study 2, PASI 90 and sPGA 0/1 were 66.7%,
and 81.5%, respectively. All patients successfully self-administered study treatments via PFS or Al
Acceptability of self-injection was high in both studies. Efficacy and safety of risankizumab 150 mg/mL
were comparable with results from previous risankizumab phase 3 studies using the 90 mg/mL
formulation.

Conclusions: The efficacy, safety, and usability of 150 mg/mL risankizumab delivered as a single PFS
or Al injection support use of this new formulation in patients with moderate to severe pla-

KEYWORDS
Risankizumab; psoriasis;
autoinjector; pre-

filled syringe

8 OPEN ACCESS ‘ W) Check for updates

que psoriasis.
Clinical trials: NCT03875482 and NCT0387508

Introduction

Psoriasis is a chronic immune-mediated inflammatory disease
associated with comorbidities and reduced quality of life (1-4).
Due to its chronic nature, therapies that provide long-term
safety and efficacy are often needed to manage this disease (5).
Furthermore, adherence to therapy is important for favorable
long-term treatment outcomes (6). More specifically, injectable
therapies that can be self-administered at home in a single
injection can improve adherence and ease the management of
disease (7,8).

Interleukin (IL)-23 inhibitors have demonstrated efficacy in
clinical trials in patients with moderate to severe plaque psoria-
sis (9-11). Risankizumab, a fully humanized monoclonal anti-
body that binds with high affinity to the human IL-23 p19
subunit (12), has demonstrated superior efficacy in phase 3

clinical trials when compared with placebo, secukinumab, usteki-
numab, or adalimumab for the treatment of patients with mod-
erate to severe plaque psoriasis (11,13-15). In the pivotal phase
3 clinical trials, the risankizumab 150-mg dose was administered
via two subcutaneous (SC) 75-mg injections of a 90-mg/mL for-
mulation delivered with a prefilled syringe (PFS).

To allow a more patient-controlled self-injection experience,
a new risankizumab formulation of 150mg/mL that enables
administration of the 150-mg dose with one SC injection was
developed. A phase 1 pharmacokinetic (PK) study in healthy
subjects demonstrated that the 150 mg/mL PFS is bioequivalent
to the currently approved 90 mg/mL PFS, with comparable PK,
immunogenicity, and safety profile (16). In addition, the 150 mg/
mL autoinjector (Al) showed bioequivalent exposure and com-
parable immunogenicity to the risankizumab 150 mg/mL PFS
(16). Here, we report efficacy, safety, tolerability, and usability of
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the single injection formulation of risankizumab 150 mg/mL
administered via PFS or Al in adult patients with moderate to
severe plaque psoriasis in two phase 3 clinical studies.

Materials and methods
Study designs

Study 1 (NCT03875482) was a multicenter, randomized, double-
blinded, placebo-controlled, parallel-group study conducted at
38 sites in the United States, including Puerto Rico, that eval-
uated the efficacy and safety of risankizumab 150 mg/mL PFS in
patients with moderate to severe plaque psoriasis. The study
included a 30-day screening period, a treatment period with
study drug self-administered at weeks 0, 4, and 16, and a subse-
quent follow-up safety call at approximately 20 weeks after the
last dose of study drug; dosing on week 4 was self-administered
at home after a study visit (Supplemental Figure 1A). Patients
were randomized in a 2:1 ratio to risankizumab 150mg
or placebo.

Study 2 (NCT03875508) was a multicenter, single-arm, open-
label study conducted at 24 sites in the United States that
evaluated usability, efficacy, safety, and tolerability of the risan-
kizumab 150 mg/mL Al in patients with moderate to severe pla-
que psoriasis. The study included a 30-day screening period; a
treatment period with study drug self-administered at weeks 0,
4, 16, and 28; and a subsequent follow-up safety call at approxi-
mately 20 weeks after the last dose of study drug. Dosing on
weeks 4 and 16 was self-administered at home after a study
visit (Supplemental Figure 1B).

All patients provided written informed consent, and the
study protocol was approved by an institutional review board or
independent ethics committee at each study site. Both studies
were conducted in accordance with applicable regulations and
the ethical principles of Good Clinical Practice as defined by the
International Conference on Harmonisation and Declaration
of Helsinki.

Participants

Adults (>18 years old) from the United States, including Puerto
Rico, with a diagnosis of moderate to severe plaque psoriasis
for at least 6 months before the baseline visit were eligible for
the studies. Eligible patients met the following disease activity
criteria: >10% body surface area (BSA) psoriasis involvement,
static Physician Global Assessment (sPGA) score of >3, and
Psoriasis Area and Severity Index (PASI) >12. Patients were also
required to have laboratory values meeting the following criteria
during the screening period, prior to the first dose of study
drug: serum aspartate transaminase <2 x upper limit of normal
(ULN); serum alanine transaminase <2 x ULN; serum direct bili-
rubin <2.0mg/dL (except for patients with isolated elevation of
indirect bilirubin relating to a confirmed diagnosis of Gilbert
syndrome); total white blood cell count >3000/pL; absolute
neutrophil count >1500/uL; platelet count >100,000/uL; and
hemoglobin >8g/dL.

Patients with a history of erythrodermic psoriasis, generalized
or localized pustular psoriasis, medication-induced or medica-
tion-exacerbated psoriasis, or new onset guttate psoriasis, active
skin disease other than psoriasis that could interfere with the
assessment of psoriasis, chronic infections, or documented
active or suspected malignancy or history of any malignancy

within the last 5 years (except for successfully treated non-mel-
anoma skin cancer or localized carcinoma in situ of the cervix)
were excluded from the studies. In addition, patients with previ-
ous exposure to risankizumab or concomitant use of systemic
non-biologic or biologic therapy for psoriasis, topical psoriasis
treatment, and phototherapy were also excluded.

Efficacy endpoints

Key efficacy endpoints (co-primary endpoints in study 1) were
the proportion of patients achieving PASI 90 (defined as at least
90% improvement from baseline in PASI) at week 16, and pro-
portion of patients achieving sPGA of clear (0) or almost clear
(1) at week 16. Additional endpoints (ranked secondary end-
points in study 1) were proportion of patients achieving PASI
100 (defined as 100% improvement from baseline in PASI) at
week 16 and proportion of patients achieving sPGA 0 at week
16; percent change from baseline in PASI at all visits was
also assessed.

Usability and acceptability experience

In study 1, usability of the PFS for self-injection was assessed as
the proportion of patients with an observer rating of successful
patient self-administration, defined as any patients who success-
fully completed the sequence of three critical steps (‘select cor-
rect injection site’, ‘remove the needle cover’, and ‘slowly push
plunger all the way in until all the liquid is injected and syringe
is empty’) without errors to administer study drug, and meas-
ured at baseline and at week 16 by an observer at the study
site. In study 2, usability of the Al for self-injection was assessed
as the proportion of patients with an observer rating of success-
ful self-administration, defined as any patients who successfully
completed the sequence of 4 critical steps (‘chose an appropri-
ate injection site’, ‘removed cap from Al’, ‘activated the injec-
tion’, and ‘performed a complete injection’) without errors in
the administration of study drug via Al, and measured at base-
line and at week 28 by an observer at the study site. In add-
ition, potential hazards assessed by the observer based on a
pre-defined possible use-related hazards checklist for self-admin-
istration with PFS or Al were measured at baseline and at week
16 (study 1) or at week 28 (study 2).

Patient rating of acceptability of their experience with the
PFS or Al using the Self-Injection Assessment Questionnaire
(SIAQ) was assessed at study visits in both studies. SIAQ meas-
ures overall patient experience with SC self-injection and
includes two parts: the PRE module completed by the patient
immediately before baseline self-injection and the POST module
completed by the patient 20-40 min after each self-injection at
all visits with study drug dosing. The PRE module included three
domains: ‘feelings about injections’, ‘self-confidence’, and
‘satisfaction with self-injection’. The POST module included six
domains: ‘feelings about injections’, ‘self-image’, ‘self-confi-
dence’, ‘injection-site pain’, and ‘reactions during and after the
injection’, ‘ease of use’, and ‘satisfaction with self-injection’ (17).
Patients rated each item of the SIAQ, with ratings that varied
from ‘not at all’ to ‘extremely’; these ratings were later trans-
formed to scores ranging from 0 (worst experience) to 10 (best
experience) (Supplemental Table 1). Transformed scores were
averaged to compute a domain score. Higher domain scores
indicated higher acceptability by patients to use the PFS or Al
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Ay  Study 1

PFS
N=157

Randomized and Treated with Risankizumab 150 mg/mL

Placebo
n=52

Risankizumab 150 mg/mL PFS

n=105 ]

Discontinued study: 20 (38.5%)
Lack of efficacy: 11 (21.2%)
Withdrew consent: 6 (11.5%)
Lost to follow-up: 2 (3.8%)
Adverse event: 1 (1.9%)

Discontinued study: 13 (12.4%)
- Lost to follow up: 8 (7.6%)
- Withdrew consent: 5 (4.8%)

Completed study
n=32 (61.5%)

Completed study
n=92 (87.6%)

[ Randomized and treated with Risankizumab 150 m/mL PFS ]

N=157

Placebo
n=52

Risankizumab 150 mg/mL PFS

n=105 ]

Discontinued study drug: 17 (32.7%)
- Lack of efficacy: 8 (15.4%)

- Withdrew consent: 6 (11.5%)

- Lost to follow-up: 2 (3.8%)

- Adverse event: 1 (1.9%)

Discontinued study drug: 11 (10.5%)
- Lost to follow up: 6 (5.7%)

- Withdrew consent: 4 (3.8%)

- Lack of efficacy: 1 (1.0%)

(B) Study 2 Treated with Risankizumab 150 mg/mL Al
N=108
Discontinued study: 12 (11.1%)
Lost to follow up: 8 (7.4%)
Other: 2 (1.9%)
Adverse event: 1 (0.9%)
Lack of efficacy: 1 (0.9%)
Completed study
n=96 (88.9%)
Treated with Risankizumab 150 mg/mL Al
N=108

Discontinued study drug: 9 (8.3%)
COVID-19 logistical restriction: 2 (1.9%)
Lack of efficacy: 2 (1.9%)

Lost to follow up: 2 (1.9%)
Other: 2 (1.9%)
Adverse event: 1 (0.9%)

Figure 1. Patient disposition and study drug discontinuation in (A) study 1 and (B) study 2. Al: autoinjector; PFS: prefilled syringe.

Safety

Safety evaluations included adverse event (AE) monitoring,
physical examinations, vital sign measurements, and clinical
laboratory testing (hematology and chemistry). Treatment-

emergent AEs were defined as any event with an onset that is
after the first dose of study drug and with an onset date within
20 weeks (140 days) after the last dose of study drug.
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Statistical analysis

In study 1, the intent-to-treat (ITT) population included all
randomized patients; patients were analyzed according to treat-
ment as randomized. The safety analysis population consisted of
all patients who received at least one dose of study drug;
patients were analyzed according to the first dose of study drug
(risankizumab or placebo) received. In study 2, the ITT popula-
tion, which included all patients who received at least one dose
of study drug, was analyzed for efficacy, usability, and safety.

In study 1, overall type-l error was controlled by simultan-
eously testing co-primary endpoints, followed by the ranked
secondary endpoints, in a hierarchical order. Comparison of the
primary and secondary efficacy endpoints were made between
the risankizumab and the placebo treatment groups using the
Chi-square test. In study 2, no statistical tests were performed.

For analysis of both studies, categorical efficacy variables
were analyzed using non-responder imputation (NRI) to handle
missing data; mixed-effect model repeat measurements
(MMRMs) of additional efficacy endpoints was used for continu-
ous variables. As-observed and modified NRI (mNRI) were con-
ducted as sensitivity analyses for efficacy endpoints (co-primary
and ranked secondary efficacy endpoints in study 1) for the two
studies. For mNRI, a patient was considered as a non-responder
for the visit if the patient did not have an evaluation and dis-
continued study drug due to lack of efficacy or due to an AE of
worsening of psoriasis during the visit window. Other missing
values were excluded from this sensitivity analysis. Usability
endpoints were analyzed as-observed cases for both studies. Of
note, the NRI approach was coupled with multiple imputation
to mitigate the impact of missing data due to COVID-19 for key
efficacy endpoints in study 2.

Sample size

Study 1 was designed to enroll approximately 150 patients.
Assuming the response rates at week 16 to be 74% for the
risankizumab arm and 3% for the placebo arm for PASI 90, and
85% for the risankizumab arm and 7% for the placebo arm for
sPGA 0/1, the study provided more than 95% power for each of
the two co-primary efficacy endpoints (an overall power of
more than 90%).

Study 2 was designed to enroll approximately 100 patients
receiving risankizumab. Assuming the point estimate is 90% for
the proportion of patients with an observer rating of successful
self-administration at week 28, the current sample size of 100
patients provided a 95% confidence interval of +5.9% around a
point estimate. In addition, assuming comparable response rates
as the phase 3 pivotal studies, with the sample size of 100, the
PASI 90 rate at week 16 was estimated with a 95% confidence
interval of +8.6%, when the point estimate is 74%; and the
sPGA 0/1 rate at week 16 was estimated with a 95% confidence
interval of £7.0%, when the point estimate is 85%.

Results
Patient disposition and baseline characteristics

In study 1, a total of 157 patients were randomized to risankizu-
mab 150 mg/mL PFS (n=105) or placebo (n=52) and received
treatment. Of these, 124 completed the study (risankizumab,
n=92 (87.6%); placebo, n=32 (61.5%)). The most common pri-
mary reasons for study discontinuation were lack of efficacy (11

Table 1. Patient demographics and baseline disease characteristics in study 1
and 2.

Study 1 Study 2

Risankizumab Risankizumab

150mg/mL PFS ~ Placebo 150 mg/mL Al

Characteristic (n=105) (n=52) (N=108)
Age, years, mean (SD) 493 (15.1) 48.8 (15.5) 49.2 (14.3)
Male, n (%) 9 (56.2) 28 (53.8) 66 (61.1)
Race, White, n (%) 7 (82.9) 44 (84.6) 5 (88.0)
Weight, kg, mean (SD) 969 (28.9) 91.7 (23.5) 93 3 (26.4)
BMI, kg/mz, mean (SD) 333 (8.7) 316 (74) 32.0 (8.7)
Disease duration, years, 20.9 (13.8) 15.8 (11.8) 16.9 (13.1)

mean (SD)
PASI, mean (SD) 21.5 (9.6) 21.1 (10.3) 19.8 (7.2)
sPGA, n (%)

Score 3 6 (81.9) 46 (88.5) 88 (81.5)

Score 4 9 (18.1) 6 (11.5) 0 (18.5)
BSA involvement, %, mean (SD) 283 (16.4) 28.2 (18.5) 25 5(17.5)
Psoriatic arthritis, n (%) 6 (24.8) 11 (21.2) 9 (17.6)
Prior biologic therapy, n (%) 47 (44.8) 23 (44.2) 48 (44.4)

Al: autoinjector; BMI: body mass index; PASI: Psoriasis Area Severity Index; PFS:
prefilled syringe; SD: standard deviation; sPGA: static physician global assess-
ment; BSA: body surface area.

patients (7.0%); risankizumab, n = 0; placebo, n=11), withdrawal
of consent (11 patients (7.0%); risankizumab, n=35; placebo
n==6), and lost to follow-up (10 patients (6.4%); risankizumab,
n=38; placebo n=2). In study 2, 108 patients were enrolled to
the study and received risankizumab 150 mg/mL formulation via
Al; of these, 96 (88.9%) completed the study. The most common
reason for discontinuation was lost to follow-up (eight patients
(7.4%); Figure 1).

Baseline demographic and disease characteristics, such as
duration of psoriasis, baseline PASI, BSA involvement, and prior
treatment with biologic therapy, were similar in the two treat-
ment arms in study 1 and also when comparing study 1 with
study 2 (Table 1).

Efficacy

Significantly greater proportions of patients receiving risankizu-
mab 150 mg/mL PFS met the co-primary endpoints of PASI 90
(62.9%) and sPGA 0/1 (78.1%) at week 16 vs. placebo (3.8% and
9.6%, respectively; both p<.001, NRI analysis) in study 1.
Similarly, significantly greater proportions of patients receiving
risankizumab 150 mg/mL PFS achieved PASI 100 (38.1%) and
sPGA 0 (39.0%) at week 16 vs. placebo (1.9% and 1.9%, respect-
ively; both p <.001, NRI analysis, Figure 2). The sensitivity ana-
lysis supported these results (PASI 90 was 67.3% and sPGA 0/1
was 83.7% for mNRI and as-observed case analyses in the risan-
kizumab arm).

These results were also consistent with risankizumab 150 mg/
mL Al in study 2 in which 66.7% (72/108) of patients achieved
PASI 90, 81.5% (88/108) achieved sPGA 0/1, 46.3% (50/108)
achieved PASI 100, and 47.2% (51/108) achieved sPGA 0 at
week 16 (NRI analysis, Figure 2). Compared with the NRI analy-
ses, the proportions of patients achieving PASI 90 and sPGA 0/1
were numerically similar or higher for mNRI and as-observed
case analyses (67.9% and 83.0%, respectively). Of note, 84.4% of
patients achieved PASI 90 and 90.9% of patients achieved sPGA
clear or almost clear at week 28 in study 2 (NRI analysis,
Supplemental Figure 2). The percentage change from baseline
in PASI for studies 1 and 2 is shown in Table 2.
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Figure 2. Proportion of patients achieving PASI 90, PASI 100, sPGA 0/1, and sPGA 0 at week 16 with risankizumab and placebo (study 1) and OL risankizumab
(study 2). NRI analysis. Al: autoinjector; NRI: non-responder imputation; OL: open-label; PASI: Psoriasis Area Severity Index; PFS: prefilled syringe; sPGA: static physi-

cian’s global assessment.

Table 2. Percentage change from baseline in PASI over time.

Study 1 Study 2

Risankizumab Risankizumab

150 mg/mL PFS Placebo 150 mg/mL Al
LS mean (n =105) (n=52) (N=108)
Week 4 -50.6* (n=101) -14.5 (n=50) -61.6 (n=107)
Week 16 -89.4* (n=98) -29.4 (n=43) -89.3 (n=106)
Week 28 - - -95.5 (n=100)

Al: autoinjector; LS: least squares; MRMMs: mixed-effect model repeat meas-
urements; PASI: Psoriasis Area Severity Index; PFS: prefilled syringe.

MMRM analysis.

*p< .001 for placebo vs. risankizumab.

Usability and acceptability

In study 1, all patients in the risankizumab and placebo groups
successfully self-administered study treatments, defined as suc-
cessfully completing all three critical steps in the instructions for
use at baseline and week 16. Similarly, in study 2, all patients
successfully self-administered study treatments, defined as suc-
cessfully completing all four critical steps in the instructions for
use at baseline and week 28. In study 1, two observed use haz-
ards were reported in the placebo and risankizumab groups at
baseline (one each, delayed administration due to needle cover
removal difficulties); no observed use hazards were reported at

week 16. No reported use hazards were observed at baseline
and at week 28 in study 2 (Supplemental Table 2).

Mean domain scores for acceptability of self-injection experi-
ence were high at baseline (PRE module) and numerically higher
at week 16 (POST module) for both the risankizumab and pla-
cebo groups for PFS in study 1. Similar results were seen for
risankizumab Al in study 2, comparing PRE module and week 28
(POST module).

Domains with shared questions for the PRE and POST mod-
ules are reported in Figure 3. In the risankizumab groups in
studies 1 and 2, the mean scores for ‘feelings about injection’
domain were 8.4 and 8.1, for the baseline PRE module and 8.8
and 8.8 for the POST module at week 16 (study 1) or week 28
(study 2); for ‘self-confidence’ domain the mean scores were 7.5
and 7.7 for PRE module and 8.2 and 8.4 for POST module at
week 16 (study 1) or week 28 (study 2); and for ‘satisfaction
with self-injection’ domain the mean scores were 7.1 and 7.0 for
PRE module and 8.7 and 9.2 for POST module at week 16 (study
1) or week 28 (study 2). Similar results were observed in the pla-
cebo group in study 1. POST module mean SIAQ scores were
high at baseline and remained high or improved over time
among all patients in both studies.

Responses to individual POST module items are summarized
in Supplemental Table 3. The majority of patients achieved the
highest two response categories in all of the POST module
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Figure 3. Mean SIAQ baseline PRE module domain scores and week 16 POST module domain scores and SIAQ POST module domain scores over time with risan-
kizumab and placebo (study 1) and OL risankizumab (study 2). Observed case analysis. Al: autoinjector; BL: baseline; OL: open-label; PFS: prefilled syringe; SIAQ:

Self-Injection Assessment Questionnaire.

individual SIAQ questions. ‘Satisfaction with self-injection’
domain represented by the question ‘overall, how satisfied are
you with current way of taking your medication?’ showed the
greatest increase in patients responding in the top two catego-
ries (i.e. satisfied and very satisfied) in the risankizumab groups,
increasing from 64.5% of patients in study 1 and 57.0% of
patients in study 2 in the PRE module at baseline to 93.0% with
the PFS (study 1) and to 97.6% with the Al (study 2) in the last
POST module assessment (week 16 for study 1 and week 28 for
study 2).

Safety

Adverse events for studies 1 and 2 are reported in Table 3. In
study 1, the occurrence of treatment-emergent AEs (21.0% vs.
21.2%), serious AEs (1.0% vs. 0%), and infections (5.7% vs. 5.8%)

was similar between risankizumab 150 mg/mL and placebo PFS
groups, respectively. The most common AEs in the risankizumab
group were nausea (4 (3.8%)) and nasal congestion (3 (2.9%)).
All other AEs were reported in <2% patients in the risankizu-
mab group. One mild injection site reaction was reported in the
risankizumab 150 mg/mL PFS group. A serious treatment-emer-
gent AE was reported in one patient (grade 3 acute pancreatitis,
in a patient with a medical history of chronic pancreatitis, con-
sidered not related to study drug). In study 2, AEs were
observed in 43.5% of patients, serious AEs in 5.6% of patients,
infections in 27.8%, and serious infections in 1.9% of patients
receiving risankizumab 150 mg/mL Al. Most AEs were mild or
moderate and not related to study drug. The most common AEs
were nasopharyngitis (8 (7.4%)), upper respiratory tract infection
(6 (5.6%)), and gastroenteritis (4 (3.7%)); all other AEs occurred
in <3% of patients. Seven serious treatment-emergent AEs were



Table 3. Treatment-emergent adverse events in study 1 and 2.

Study 1 Study 2
Risankizumab Risankizumab
150 mg/mL PFS  Placebo 150 mg/mL Al
n (%) (n— 105) (n=52) (N=108)
Any AE 2 (21.0) 11 (21.2) 47 (43 5)
Serious AE? 1 (1.0) 0 6 (5.6)
Severe AE (grade 3 or 4) 1(1.0) 0 8 (7.4)
AEs possibly related to study drug 6 (5.7) 2 (3.8) (14 8)
AEs leading to discontinuation 0 1(1.9) 1(0.9)
Adjudicated MACE 0 0 0
Infections 6 (5.7) 3(5.8) 30 (27.8)
Serious infections® 0 0 2 (1.9
Active tuberculosis 0 0 0
Malignancies 0 0 0
Malignancies excluding NMSC 0 0 0
Serious hypersensitivity 0 0 0
Injection site reaction 1(1.0) 0 0
Deaths 0 0 0

AE: adverse event; Al: autoinjector; MACE: major adverse cardiac event; NMSC:
non-melanoma skin cancer; PFS: prefilled syringe.

°In study 1, one patient experienced one serious AE of acute pancreatitis; in
study 2, six patients experienced seven serious AEs: appendicitis and prosta-
titis occurring in the same patient, and pyelonephritis, pyrexia, thermal burn,
lumbar spinal stenosis, and atrial fibrillation.

PTwo patients experienced serious infections: appendicitis (n =
nephritis (n=1).

1) and pyelo-

reported in six patients; appendicitis and prostatitis occurring in
the same patient, and pyelonephritis, pyrexia, thermal burn,
lumbar spinal stenosis, and atrial fibrillation.

No deaths, malignancies, serious hypersensitivity reactions,
active tuberculosis, or adjudicated major adverse cardiovascular
events were observed in either study. There were two AEs of
COVID-19: one in each study; both were non-serious.

Discussion

The two reported clinical studies were conducted to demon-
strate efficacy and safety as well as to evaluate usability and
acceptability of self-administration of risankizumab 150 mg/mL
formulation delivered either via PFS or Al in patients with mod-
erate to severe plaque psoriasis. The placebo-controlled study
using the PFS (study 1) met the efficacy endpoints with signifi-
cant improvements in PASI and sPGA observed with risankizu-
mab 150 mg/mL PFS vs. placebo as early as week 4, with these
benefits continuing to improve over time. A similar improve-
ment was observed for risankizumab 150 mg/mL Al in the open-
label study (study 2). Efficacy results for both studies were con-
sistent with the week 16 results observed in the pivotal clinical
studies investigating risankizumab in adult patients with moder-
ate to severe plaque psoriasis administered as two SC 75-mg
injections of a 90mg/mL formulation delivered via
PFS (11,13-15).

All patients successfully self-administered the study treat-
ments as demonstrated by performing the critical steps pre-
determined in both studies in the instructions for use, and by
showing high compliance with the remaining defined steps.
Nearly, all patients had no use hazards with either the PFS (with
the exception of two patients who had difficulty removing the
needle cover at the baseline visit) or Al in the two studies and
were able to administer the full volume of the injection.

These studies collected patient-reported assessments of their
perceptions about and experiences with PFS and Al through use
of the SIAQ. SIAQ is a reliable and valid tool that is used in
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many clinical studies to evaluate the patient experience and
acceptability of self-injection (18-23). The results of the current
studies demonstrated that patients generally found both PFS
and Al to be easy to use. Patient confidence and satisfaction
with self-injection of risankizumab was high from baseline
through week 16 (for study 1) or week 28 (for study 2). Patient
acceptability of self-injection of risankizumab 150 mg/mL formu-
lation was rated high for the three common domains of the PRE
and POST modules of SIAQ (feelings about self-injections, self-
confidence, and satisfaction with self-injection) at baseline and
at the final assessments, and for all the remaining POST mod-
ules. This demonstrates that self-injection was acceptable to
patients before they administered the self-injection, and
remained highly acceptable, and in some cases, even improved
up to weeks 16 and 28. When the questions of the domains
were analyzed individually, ‘satisfaction with self-injection’ was
the domain where the proportion of patients either ‘satisfied’ or
‘very satisfied’ increased the most between the PRE module and
POST module at the last assessment, indicating that the patient
experience might have an impact on improved adherence
to treatment.

No new safety findings were observed, and the risankizumab
150 mg/mL safety profile was consistent with risankizumab
phase 3 studies using risankizumab 90 mg/mL PFS (11,13-15).
No deaths, malignancies, serious hypersensitivity reactions,
active tuberculosis, or adjudicated major adverse cardiovascular
events were observed in either study. Only two patients discon-
tinued the study drug due to COVID-19 logistical restrictions,
and there were only two AEs of COVID-19 reported.

There were some limitations to this analysis. The two clinical
studies were relatively small and conducted in a single country
(the United States, including Puerto Rico), and did not have a
similar study design. The placebo-controlled study (study 1) was
not followed by an open-label extension, so the use of placebo,
even when the randomization was 2:1, might have contributed
to higher rates of discontinuation. Study 2 had an open-label
design. The higher proportion of treatment-emergent AEs in
study 2 might be partly explained by the longer study duration
in comparison with study 1. However, it is important to note
that the proportion of patients with treatment-emergent AEs in
both studies was similar or even lower than in phase 3 clinical
studies (11,14,15). The occurrence of the COVID-19 pandemic
when the two studies were ending had some impact on study
discontinuations or missing assessments. Nevertheless, it did not
affect the studies outcome or the interpretation of the results or
overall conclusions.

In summary, superiority of risankizumab 150 mg/mL PFS vs.
placebo was demonstrated in all co-primary and ranked second-
ary efficacy endpoints. The efficacy and safety profile of the
risankizumab 150 mg/mL Al was consistent with the 150 mg/mL
PFS, and with the 90 mg/mL formulation used in the pivotal
phase 3 clinical studies. Usability and positive patient acceptabil-
ity of the PFS and the Al as shown here support the use of
these devices in patients with moderate to severe pla-
que psoriasis.
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