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Executive Summary

An overview of the submission details for the drug under review is provided in Table 1.

Table 1: Submitted for Review

ltem Description

Drug product Abrocitinib (Cibingo), 200 mg, 100 mg, 50 mg, oral tablets

Indication Cibingo (abrocitinib) is indicated for the treatment of patients 12 years and older with
refractory moderate-to-severe atopic dermatitis, including pruritus, who have had an
inadequate response to other systemic drugs (e.g., steroid or biologic), or for whom
these treatments are not advised

Reimbursement request As per indication
Health Canada approval status Under review (pre-NOC)
Health Canada review pathway Standard

NOC date June 29, 2022

Sponsor Pfizer Canada ULC

NOC = Notice of Compliance.

Introduction

Atopic dermatitis (AD) is the most common type of eczema. It is a chronic, relapsing,
inflammatory skin condition characterized by severely itchy skin (pruritus) that results in red
and swollen skin (rash). Lesions may appear as fluid-filled vesicles that ooze, crack, and crust.
Pruritus of the skin can cause frequent scratching and may result in lichenification (thickening
of the skin) and secondary skin infections. Atopic dermatitis typically involves the popliteal
(skin folds behind the knees) and the antecubital (skin folds in front of the elbows) areas. It
may also appear on the face, neck, and hands. Individuals with AD have skin with impaired
barrier function and reduced water-holding capacity, resulting in dry skin that requires
treatment with specific bathing, cleansing, and moisturizing practices.

The goals of AD management are to prevent flares (episodes of worsening of symptoms
typically requiring escalation of treatment), and effectively manage flares when they occur by
preventing disease progression. While there is no cure for AD, several therapeutic options are
available to patients to manage the condition. The majority of patients treat AD by avoiding
skin irritants and using general skin care methods and topical anti-inflammatory therapy. If
these common methods fail to improve AD, patients may use off-label systemic therapy (i.e.,
immunosuppressant therapy) or other therapies such as phototherapy.

The most common pharmaceutical topical therapies include topical corticosteroids (TCS)
and topical calcineurin inhibitors (TCls). Topical corticosteroids act as anti-inflammatory
therapy and are considered to be the first-line treatment for AD. Topical calcineurin inhibitors
are steroid-free, anti-inflammatory, immunosuppressant drugs that can be used long-term.
In Canada, the 2 available second-line drugs are pimecrolimus and tacrolimus. Crisaborole,
a topical phosphodiesterase type 4 inhibitor, is also available in Canada, although it is not
recommended for reimbursement by CADTH. Phototherapy is another second-line therapy
that is commonly used after failure of TCS, TCls, and crisaborole.
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Systemic therapy for the treatment of AD typically involves the use of antimicrobials,
antihistamines, or immunomodulators. Immunomodulatory drugs, including methotrexate,
cyclosporine, mycophenolate mofetil, azathioprine (listed in order of frequency of use in
Canada), can be used in patients who are not responsive to other treatments. Dupilumab
(Dupixent) is an interleukin-4 and interleukin-13 inhibitor indicated for use in adults and
pediatrics with moderate to-severe AD whose disease is not adequately controlled with
topical prescription therapies or for whom those therapies are not advisable. CADTH
recommended that dupilumab be reimbursed with conditions and it is currently reimbursed by
the participating drug programs for patients whose AD is inadequately controlled with topical
prescription therapies and who have demonstrated failure on or intolerance to an adequate
trial of phototherapy (where available), methotrexate, and cyclosporine.

Abrocitinib is a selective Janus kinase-1 (JAKT) inhibitor indicated for the treatment of
patients 12 years of age and older with refractory moderate-to-severe AD, including pruritus,
who have had an inadequate response to other systemic drugs (steroid or biologic) or for
whom these treatments are not advisable. The product monograph states that abrocitinib
can be used with or without medicated topical therapies for AD. Abrocitinib is available as 50
mg, 100 mg, and 200 mg oral tablets. The dosage recommended in the product monograph
is 100 mg or 200 mg orally once daily, based on individual goals of therapy and the potential
risk for adverse reactions. For patients using the 200 mg once daily dosage, a reduction in
the dosage to 100 mg once daily can be considered after symptom control is achieved at
week 12. Relative to patients who maintained the 200 mg dose, the risk of occurrence of
serious adverse reactions was lower in patients who reduced their dose to 100 mg beyond
12 weeks. If symptom control is lost after dose reduction, the dose can be increased to

200 mg. In patients with moderate renal impairment (an estimated glomerular filtration rate
[eGFR] of 30 mL/min to < 60 mL/min) or severe renal impairment (an eGFR < 30 mL/min), the
recommended dose of abrocitinib should be reduced by 50%.

The objective of this review is to evaluate the beneficial and harmful effects of oral abrocitinib
100 mg and 200 mg once daily for the treatment of patients 12 years of age and older

with moderate-to-severe AD, including pruritus, who have had an inadequate response to
prescribed topical therapy or for whom these treatments are not advisable.

Stakeholder Perspectives

The information in this section is a summary of input provided by the patient groups that
responded to CADTH's call for patient input and from a clinical expert consulted by CADTH for
the purpose of this review.

Patient Input

Three patient groups responded to CADTH?’s call for patient input: the Canadian Skin Patient
Alliance (CSPA), Eczéma Québec, and the Eczema Society of Canada (ESC). Eczéma Québec
and the CSPA developed and circulated a web-based survey through both organizations’
newsletters and other channels. The survey drew 56 respondents. The ESC gathered survey
data from more than 3,000 Canadians who live with AD on topics including quality-of-life
impact, experience with systemic treatments, the AD patient journey, and experience with itch
related to AD.

The patient groups reported that AD negatively affects mood and the ability to work,
attend school, and participate in social interactions, and can cause patients to experience
psychological distress. Itch is frequently experienced by patients and is considered the most
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burdensome symptom of AD, often affecting the ability of patients to sleep. The patient
groups are seeking treatments that will reduce itch, decrease the occurrence of flares, reduce
inflammation and rashes, and improve their ability to sleep and overall quality of life. Patients,
particularly those who are adolescents, want to be able to have the confidence to be more
outgoing and social, and patients with skin of colour want to avoid the visible changes in skin
pigmentation that can result from scratching, flares, and scarring associated with AD.

Patients affected by AD must often try multiple treatments to find the best option for
their circumstances, and these circumstances can change over time. The patient groups
emphasized the importance of multiple treatment options to ensure that the specific
circumstances of each patient can be addressed.

Clinician Input
Input From Clinical Experts Consulted by CADTH

The clinical expert consulted by CADTH noted that abrocitinib is potentially a useful addition
to the currently available therapeutic options for AD. Abrocitinib may be particularly useful
for patients who have contraindications to, experience adverse effects from, or who are
unresponsive to the use off-label immunosuppressive drugs. Abrocitinib could also provide
another treatment option for patients who have been treated with dupilumab but have
demonstrated a suboptimal response, developed severe conjunctivitis or other ocular

side effects from dupilumab, are intolerant to injections (e.g., due to severe injection-site
reactions), and/or would prefer an orally administered treatment.

The clinical expert noted that abrocitinib should be used as an add-on therapy and that all
patients should continue regimens involving emollients, TCS, and/or TCls. Abrocitinib should
not be used in combination with off-label immunosuppressives or dupilumab. The clinical
expert was of the opinion that many specialists would consider a trial of methotrexate and
cyclosporine before initiating treatment with abrocitinib.

The clinical expert suggested that patients less suitable for treatment with abrocitinib

would be those with AD who are well controlled with topical therapy, phototherapy, and/

or intermittent off-label immunosuppressive therapy, as well as those who are currently

well controlled with dupilumab. Abrocitinib should be avoided in patients with potential
contraindications to Janus kinase (JAK) inhibitors. Such contraindications include severe
active infections, malignancies, ongoing treatment with chemotherapy such as checkpoint
inhibitors, severe hepatic disease, severe renal disease, pregnancy and/or lactation, a history
of thromboembolic events, and pre-existing hematologic disease.

In general, the outcomes used in clinical practice are aligned with the outcomes typically
used in clinical trials of AD treatments. Of these outcome measurements, an improvement of
75% of greater in the Eczema Area and Severity Index total score (EASI-75) after 16 weeks of
treatment is a reasonable measure of response. In the opinion of the clinical expert, patients
who initiate treatment with abrocitinib would be re-evaluated after 16 weeks (depending on
the ability to arrange appointments). Those judged to be responders at this visit would be
seen subsequently at 6-month intervals. Those who do not reach response targets at 16
weeks could be re-evaluated after 20 weeks following initiation of drug.

The factors anticipated by the clinical expert to be used as criteria for discontinuation
included failure to achieve a clinically meaningful response at 16 to 20 weeks; failure to
maintain an adequate response on long-term maintenance; development of a hypersensitivity
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response judged to be due to abrocitinib; treatment-emergent adverse effects (TEAESs) such
as lymphopenia, neutropenia, arterial thrombosis, or venous thromboembolism (VTE); and
treatment-emergent severe infections or malignancies.

Administration of the drug involves no special challenges. However, a specialist would still be
required to diagnose, treat, and monitor patients taking abrocitinib. Appropriate specialists
include pediatric dermatologists, general dermatologists, or pediatricians with experience and
interest in AD.

Clinician Group Input
No clinician groups responded to the call for input for the review of abrocitinib.

Drug Program Input

Input was obtained from the drug programs that participate in the CADTH reimbursement
review processes. The following were identified as key factors that could affect the
implementation of a CADTH recommendation for abrocitinib.

* Access to phototherapy may be limited in some areas of Canada. The clinical expert
consulted by CADTH noted that phototherapy is typically accessible in urban areas, but
access may be limited in rural areas. The expert noted that this barrier to phototherapy
access should be considered in the reimbursement review decision-making process.

Could abrocitinib be initiated in patients who have failed previous treatment with a biologic
drug? The clinical expert noted that patients who have failed dupilumab (with or without
prior exposure to an immunomodulator) could be candidates to receive abrocitinib.

The clinical expert noted that there is limited evidence supporting the sequential use of
abrocitinib after an adequate trial of dupilumab in patients with moderate-to-severe AD.

Should patients be required to have a previous trial of (or be ineligible for) cyclosporine,
methotrexate, and phototherapy before initiating treatment with abrocitinib? The
clinical expert consulted by CADTH noted that a trial of 2 of the 4 immunomodulators
(methotrexate, cyclosporine, mycophenolate mofetil, and azathioprine) should be
considered before initiating abrocitinib.

Could the reimbursement criteria that were recommended for dupilumab (e.g., initiation
and renewal criteria) be applicable to abrocitinib? The clinical expert consulted by CADTH
noted that the criteria for dupilumab could be applicable for abrocitinib and could be
implemented in clinical practice.

Should patients be required to undergo an adequate trial with dupilumab before being
eligible for treatment with abrocitinib? The clinical expert consulted by CADTH noted
that prior therapy with dupilumab should not be required for a patient to be eligible
for treatment with abrocitinib, as the 2 drugs have the same indication and potential
place in therapy.

Clinical Evidence

Pivotal Studies and Protocol-Selected Studies
Description of Studies

The evidence for this review was derived from the results of a systematic literature review
of pivotal and phase Il studies that was supplemented with additional studies to address
important gaps in the evidence from randomized controlled trials (RCTs). The systematic
review included 6 double-blind, phase Il RCTs: a pair of 12-week placebo-controlled trials
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conducted with abrocitinib as monotherapy for AD (JADE MONO-1 [N = 387] and JADE
MONO-2 [N = 391]); 2 placebo-controlled trials conducted with abrocitinib as combination
therapy for AD (JADE COMPARE [N = 838 adults] and JADE TEEN [N = 287 adolescents]); 1
26-week active-controlled trial comparing abrocitinib and dupilumab as combination therapy
(JADE DARE [N = 727]); and 1 placebo-controlled, responder-enriched, withdrawal trial (JADE
REGIMEN [N = 789]). The evidence from these studies was supplemented with the interim
results from 1 long-term extension-phase study (JADE EXTEND) and 3 indirect treatment
comparisons (ITCs).

The included studies evaluated a range of outcomes that are important in the management
of AD, including overall severity of AD (e.g., the Eczema Area and Severity Index [EASI] and
Investigator's Global Assessment [IGA]), severity of itching (e.g., peak pruritus numerical
rating scale [PP-NRS]), symptoms (e.g., Patient-Oriented Eczema Measure [POEM] and
Pruritus and Symptoms Assessment for Atopic Dermatitis [PSAAD]), health-related quality of
life (e.g., Dermatology Life Quality Index [DLQI] and Children’s Dermatology Life Quality Index
[CDLQI)), fatigue (e.g., Functional Assessment of Chronic lliness Therapy—Fatigue [FACIT-F]
scale), patient-reported anxiety and depression, and the need for additional AD medications
(e.g., corticosteroid-free days). In addition, the JADE REGIMEN study investigated the use of
abrocitinib (100 mg once daily or 200 mg once daily) as a maintenance therapy for patients
who achieved an initial response to the abrocitinib 200 mg once daily dosage regimen by
evaluating the time to acute worsening of the patient’s condition (i.e., development of a
disease flare in accordance with standardized criteria).

The eligibility criteria for the included RCTs were similar except for the differences in the age
ranges for the combination-therapy studies (i.e., the JADE COMPARE and JADE DARE trials
were limited to adults and the JADE TEEN trial was limited to adolescents) and the need to
establish a response to abrocitinib 200 mg once daily to be randomized in the JADE REGIMEN
trial. All of the trials enrolled patients with moderate-to-severe AD and an inadequate response
to topical AD therapies. This is reflective of the indication that was initially submitted to

Health Canada and CADTH; however, the approved indication reflects a more restrictive
population (i.e., those with refractory moderate-to-severe AD and an inadequate response to
other systemic drugs). The proportions of patients with prior exposure to at least 1 systemic
therapy for AD in the included trials were: 48.3% for JADE MONO-1, 41.4% for JADE MONO-2,
43.2% for JADE COMPARE, 47.9% for JADE DARE, 25.6% for JADE TEEN, and 59.5% for JADE
REGIMEN (in both the open-label induction phase and the double-blind treatment phase).

Efficacy Results

In the active-controlled, combination-therapy trial (JADE DARE), treatment with abrocitinib 200
mg once daily was superior to dupilumab every 2 weeks in demonstrating an improvement of
90% or greater in the Eczema Area and Severity Index total score (EASI-90) and IGA responses
in the initial 20 weeks after starting treatment, but there were no statistically significant
differences between the 2 drugs at 26 weeks."

When used as monotherapy and combination therapy, abrocitinib 100 mg once daily and 200
mg once daily resulted in statistically significant increases in the proportion of patients who
demonstrated an EASI-75 and IGA response at 12 weeks compared with placebo (i.e., the
co-primary end points). The adjusted differences for abrocitinib 1700 mg once daily and 200
mg once daily (respectively) compared with placebo for an EASI-75 response in each study
were: 27.9% (95% confidence interval [CI], 17.4 to 38.3; P < 0.0001) and 51.0% (95% Cl, 40.5
to 61.5; P <0.0001) for the JADE MONO-1 trial; 33.9% (95% Cl, 23.3 to 44.4; P < 0.0001) and
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50.5% (95% Cl, 40.0 to 60.9; P < 0.0001) for the JADE MONO-2 trial; 31.9% (95% Cl, 22.2 to
41.6; P <0.0001) and 43.2% (95% Cl, 33.7 to 52.7; P < 0.0001) for the JADE COMPARE trial;
and 26.5% (95% Cl, 13.1 t0 39.8; P = 0.0002) and 29.4% (95% Cl, 16.3 to 42.5; P < 0.0001)
for the JADE TEEN trial. Similar results were demonstrated for IGA responses at 12 weeks
compared with placebo: 15.8% (95% Cl, 6.8 to 24.8; P = 0.0037) and 36.0% (95% Cl, 26.2

to 45.7; P <0.0001) for the JADE MONO-1 trial; 19.3% (95% Cl, 9.6 to 29.0; P = 0.0008) and
28.7% (95% Cl, 18.6 to 38.8; P < 0.0001 for the JADE MONO-2 trial; 23.1% (95% Cl, 14.7 to
31.4;P <0.0001) and 34.8% (95% Cl, 26.1 to 43.5; P < 0.0001) for the JADE COMPARE trial;
and 16.7% (95% Cl, 3.5t0 29.9; P = 0.0147) and 20.6% (95% Cl, 7.3 to 33.9; P = 0.0030) for the
JADE TEEN trial. The clinical expert consulted by CADTH noted that the results for EASI-75
and IGA responses compared with placebo are clinically meaningful.

In the subgroup of patients with prior use of a systemic immunosuppressant for AD, the
adjusted differences for abrocitinib 700 mg once daily and 200 mg once daily (respectively)
compared with placebo for an IGA response were: 9.1% (95% Cl, -1.2 t0 19.4) and 36.2%
(95% Cl, 22.7 t0 49.7) for the JADE MONO-1 trial; 20.4% (95% Cl, 6.7 to 34.1) and 26.9% (95%
Cl, 12.7 to 41.6) for the JADE MONO-2 trial; 27.5% (95% Cl, 14.4 to 40.6) and 43.9% (95% Cl,
30.7 to 57.1) for the JADE COMPARE trial; and 18.6% (95% Cl, =1.7 to 38.9) and 41.7% (95%
Cl, 18.0 to 65.3) for the JADE TEEN trial. For EASI-75 response, the adjusted differences for
abrocitinib 100 mg once daily and 200 mg once daily (respectively) compared with placebo
for IGA response were: 17.0% (95% Cl, 2.6 to 31.4) and 49.3% (95% Cl, 33.8 to 64.7) for the
JADE MONO-1 trial; 30.9% (95% Cl, 16.4 to 45.3) and 54.6% (95% Cl, 39.4 to 69.7) for the
JADE MONO-2; and 49.1% (95% Cl, 35.5 t0 62.7) and 63.0% (95% Cl, 50.3 to 75.7) for the
JADE COMPARE trial; and 24.7% (95% Cl, -1.7 to 51.1) and 39.0% (95% Cl, 12.4 to 65.7) for
the JADE TEEN trial.

A statistically significantly greater proportion of patients in both the abrocitinib groups
demonstrated an EASI-90 response at 12 weeks in the JADE MONO-1, JADE MONO-2, and
JADE TEEN trials, and at 16 weeks in the JADE COMPARE trial. Similarly, a statistically
significantly greater proportion of patients in both the abrocitinib groups demonstrated an
improvement of 100% in the Eczema Area and Severity Index total score (EASI-100) response
at 12 weeks in the JADE MONO-1 and JADE MONO-2 trials, and at 16 weeks in the JADE
COMPARE trial. There was no statistically significant difference between the abrocitinib and
placebo groups for EASI-100 response in the JADE TEEN trial.

Patient groups and the clinical expert consulted by CADTH identified itch as the most
burdensome symptom of AD. In both the monotherapy and combination-therapy trials, both
doses of abrocitinib resulted in a greater proportion of patients achieving a improvement of 4
or greater from baseline on the peak pruritus numerical rating scale (PP-NRS4). The adjusted
differences for abrocitinib 100 mg once daily and 200 mg once daily (respectively) compared
with placebo for a PP-NRS4 response in terms of least squares mean difference [LSMD] in
each study were 22.5% (95% Cl, 10.3 to 34.8; P = 0.0003) and 41.7% (95% Cl, 29.6 to 53.9;

P <0.0001) for the JADE MONO-1 trial; 33.7% (95% ClI, 22.8 to 44.7; P < 0.0001) and 43.9 (95%
Cl, 32.9 to 55.0; P < 0.0001) for the JADE MONO-2 trial; 18.1% (95% Cl, 6.2 to 30.0; P = 0.0045)
and 32.7% (95% Cl, 21.0 to 44.4; P < 0.0001) for the JADE COMPARE trial; and 22.8% (95%
Cl,8.0t0 37.7; P = 0.0035) and 25.6% (95% Cl, 10.6 to 40.6; P = 0.0013) at 12 weeks for the
JADE TEEN trial at 16 weeks. The results were statistically significant for all comparisons
with the exception of the JADE TEEN trial (due to failure of the statistical testing hierarchy

at a higher-order end point of PP-NRS4 at 4 weeks for the abrocitinib 100 mg group) and
were considered to be clinically meaningful by the expert consulted by CADTH. No subgroup
analyses were performed for PP-NRS4 in the placebo-controlled trials. In the JADE DARE
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trial, for the co-primary end point of PP-NRS4 at week 2, abrocitinib 200 mg once daily was
superior to dupilumab 300 mg every 2 weeks (48.2% versus 25.5%, for a difference of 22.6%
[95% ClI, 15.8 t0 29.5; P < 0.0001]). The difference between the groups that received abrocitinib
200 mg once daily and dupilumab every 2 weeks decreased over time and was similar
between the 2 groups from week 12 onward.

Those living with moderate-to-severe AD can experience sleep disruption due to the
symptoms of their condition, particularly persistent itch. Both 100 mg once daily and 200 mg
once daily dosages of abrocitinib resulted in statistically significant improvements in FACIT-F
compared with placebo in the JADE MONO-1 trial (LSMD = 3.6 [95% CI, 0.9 t0 6.4; P = 0.0102]
and 4.5[95% Cl, 1.8 to 7.3; P = 0.0013], respectively) and the JADE MONO-2 trial (LSMD = 3.3
[95% CI,0.8t0 5.9; P =0.0107] and 4.3 [95% Cl, 1.8 to 6.9; P = 0.0010], respectively); there was
no statistically significant difference between either abrocitinib group and placebo for the
smaller subset of adolescent patients who completed the Pediatric Functional Assessment of
Chronic lliness Therapy—Fatigue (Peds-FACIT-F). In the combination-therapy trials, the FACIT-F
scale was not evaluated in the JADE COMPARE trial and there was no statistically significant
difference between either dose of abrocitinib and placebo in the Peds-FACIT-F in the JADE
TEEN study. No subgroup analyses were performed for FACIT-F and Peds-FACIT-F.

Patient groups and the clinical expert consulted by CADTH reported that AD can have a
profound negative impact on the mental well-being of those living with the condition, and
these patients are at risk of experiencing depression. The monotherapy studies and the
combination-therapy study in adults demonstrated that both 100 mg once daily and 200 mg
once daily dosages of abrocitinib resulted in statistically significant improvements in Hospital
Anxiety and Depression Scale (HADS) anxiety scores and depression scores compared

with placebo. There was no statistically significant difference in HADS scores between the
abrocitinib and placebo groups in the JADE TEEN trial or the abrocitinib and dupilumab
groups in the JADE DARE trial. No subgroup analyses were performed for the HADS.

Patient groups noted the importance of treatments that can improve quality of life for those
living with moderate-to-severe AD. The included trials evaluated health-related quality of life
using the DLQI and CDLQI instruments for adults and adolescents, respectively. Treatment
with both abrocitinib 700 mg once daily and 200 mg once daily (respectively) was associated
with a statistically significantly greater improvement (i.e., lower scores) in DLQI scores
compared with placebo in the JADE MONO-1 trial (LSMD = -2.8 [95% Cl, -4.8 to -0.8;

P =0.0072] and -4.9 [95% CI, -6.9 to -2.9; P < 0.0001] at 12 weeks), the JADE MONO-2 trial
(LSMD = -4.4[95% CI, -6.2 to =2.7; P < 0.0001] and -5.9 [95% CI, =7.7 to -4.2; P < 0.0001] at
12 weeks), and the JADE COMPARE trial (LSMD = -2.8 [95% Cl, -3.9 to -1.7; P < 0.0001] and
-5.6[95% Cl, -6.7 to -4.5; P < 0.0001] at 16 weeks). Similarly, treatment with both abrocitinib
100 mg once daily and 200 mg once daily was associated with a statistically significantly
greater improvement in CDLQI scores compared with placebo in the JADE TEEN trial

(LSMD = -2.3[95% ClI, -3.7 to -0.8; P = 0.0026] and -2.3 [95% Cl, -3.8 to -0.9; P = 0.0018],
respectively). For the adolescent subgroup of patients in the monotherapies, only the 200

mg once daily group demonstrated a statistically significant improvement in CDLQI scores
compared with placebo. In the JADE DARE trial, the change from baseline in DLQI scores was
greater in the abrocitinib 200 mg group compared with the dupilumab treatment group from
week 2 to week 20; however, the difference between the abrocitinib and dupilumab groups
decreased over time and was no longer statistically significant at 26 weeks. No subgroup
analyses were performed for the DLQI and CDLQ.
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As shown in Table 2 and Table 3, treatment with both doses of abrocitinib typically resulted
in statistically significant improvements in the additional secondary end points compared
with placebo, including PSAAD, Scoring Atopic Dermatitis (SCORAD), POEM, Short Form
(36) Health Survey Version 2 (SF-36v2), and Patient Global Assessment (PtGA), although
most of these end points were analyzed outside of the statistically testing hierarchy. The
JADE DARE trial demonstrated that abrocitinib was superior to dupilumab for improving
SCORAD and POEM results in the initial weeks after treatment initiation, but there were no
statistically significant differences at week 26. No subgroup analyses were performed for
these end points.

Exploratory analyses demonstrated that initiating treatment with the abrocitinib 200 mg

once daily regimen was generally more efficacious than the 100 mg once daily regimen for
establishing a response to treatment in the 12- to 16-week time frame that was used in the
phase Ill clinical trials. The clinical expert consulted by CADTH noted that specialists are likely
to initiate treatment with the higher dosage for most patients and then may consider reducing
the dosage based on the patient’s response to therapy and/or tolerability. This approach for
reducing the 200 mg dosage is aligned with the dosing recommendations in the product
monograph (i.e., for patients using the 200 mg once daily dosage, a reduction of the dosage
to 100 mg once daily can be considered after symptom control is achieved).

Harms Results

Abrocitinib T00 mg once daily and 200 mg once daily were generally well tolerated, with few
serious adverse events (SAEs) or withdrawals due to adverse events (WDAESs) for up to 16
weeks in the phase Il trials and 48 weeks in the interim analysis of the long-term extension-
phase study (JADE EXTEND). No subgroup analyses based on prior exposure to at least 1
systemic therapy for AD were performed for adverse events (AEs).

In the monotherapy studies (JADE MONO-1 and JADE MONO-2), the proportions of patients
who had at least 1 AE were greater in the abrocitinib 700 mg once daily (69.2% and 62.7%,
respectively) and 200 mg once daily (77.9% and 65.8%, respectively) groups compared with
the placebo groups (57.1% and 53.8%, respectively). Nausea, headaches, and acne occurred
in at least 5% more abrocitinib-treated patients compared with the placebo group. The
proportions of patients with at least 1 SAE were similar between abrocitinib groups (3.2%

in both) and the placebo group (3.9%) in the JADE MONO-1 trial. In the JADE MONO-2 trial,
the proportions with at least 1 SAE were 3.2% in the abrocitinib 100 mg once daily group,
1.3% in the abrocitinib 200 mg once daily group, and 1.3% in the placebo group. In the JADE
MONO-1 trial, the proportions of patients who withdrew because of AEs were 9.1% in the
placebo group, 5.8% in the abrocitinib 100 mg once daily group, and 5.8% in the abrocitinib
200 mg once daily group. In the JADE MONO-2 trial, the proportions of patients who withdrew
because of AEs were 12.8% in the placebo group, 3.8% in the abrocitinib 100 mg once daily
group, and 3.2% in the abrocitinib 200 mg once daily group. Withdrawals due to AEs included
events categorized as worsening AD, which contributed to the high proportion of WDAEs
within the placebo groups of the monotherapy studies. Serious infections and opportunistic
infections were rare in the monotherapy studies. Elevated blood creatine phosphokinase
(CPK) was reported for numerically more patients in abrocitinib groups compared with
placebo. No malignancies, major adverse cardiovascular events (MACES), or VTE events were
reported during the trials.

When used as combination therapy in adults, the proportion of patients who had at least 1
TEAE was greater in the abrocitinib 200 mg group (61.9%) compared to the abrocitinib 100
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mg (50.8%), dupilumab 300 mg every 2 weeks (50.0%), and placebo (53.4%) groups in the
JADE COMPARE trial. In the JADE DARE trial, the proportion of patients who had at least 1
TEAE was greater in the abrocitinib 200 mg group (74.0%) compared to the dupilumab 300
mg every 2 weeks group (65.5%). Most events were mild or moderate in severity in both the
JADE COMPARE and JADE DARE trials. Nausea, headaches, and acne were the most reported
AEs in the abrocitinib groups, and conjunctivitis was the most frequently reported in the
dupilumab group. The proportions of patients with at least T SAE were 3.8% in the placebo
group, 2.5% in the abrocitinib 700 mg once daily group, 0.9% in the abrocitinib 200 mg group,
and 0.8% in the dupilumab group of the JADE COMPARE trial and 1.7% in the abrocitinib

200 mg group and 1.6% in the dupilumab every 2 weeks group of the JADE DARE trial. The
proportions of patients who withdrew because of AEs were 3.8% in the placebo group, 2.5% in
the abrocitinib 100 mg once daily group, 4.4% in the abrocitinib 200 mg once daily group, and
3.3% in the dupilumab group of the JADE COMPARE trial and 3.3% in the abrocitinib 200 mg
once daily group and 2.5% in the dupilumab group of the JADE DARE trial.

When used as combination therapy in adolescents (in the JADE TEEN trial), the proportion

of patients who had at least T AE was greater in the abrocitinib 200 mg once daily group
(62.8%) compared to the abrocitinib 100 mg once daily (56.8%) and placebo (52.1%) groups.
Nausea and acne were more commonly reported with abrocitinib compared with placebo.
Two SAEs were reported in the placebo group and T SAE was reported in the abrocitinib 200
mg once daily group. The proportions of patients who withdrew because of AEs were 2.1% in
the placebo group, 1.1% in the abrocitinib 100 mg once daily group, and 2.1% in the abrocitinib
200 mg once daily group.

Serious infections and opportunistic infections were rare in the combination-therapy studies.
Herpes zoster and elevated blood CPK were reported for numerically more patients in the
abrocitinib groups compared with the placebo group in both the JADE COMPARE and JADE
TEEN trials. No malignancies, MACEs, or VTE events were reported during the trials for
patients treated with abrocitinib patients (a malignancy was reported for 1 patient treated
with dupilumab in the JADE COMPARE trial).

Table 2: Summary of Key Results From Monotherapy Studies

Placebo

(N=77)

AD ONO AD o] \[o
Abrocitinib Abrocitinib Abrocitinib Abro ’

100 mg q.d. 200 mg q.d. 100 mg q.d. 00 mg q.d
(N =156) (N =154) (N =158)

Placebo
(N=78)

IGA response at week 12 (subgroup with prior exposure to a systemic therapy)?

Patients in 40 78 68 31 67 60
subgroup analysis

Responders, n (%) 2 (5.0) 11 (14.1) 28 (41.2) 2 (6.5) 18 (26.9) 20 (33.3)
Difference in Reference 9.1(-1.2t019.4) 36.2 (22.7 to Reference 20.4 (6.7 to 26.9 (12.1to
responders, % (95% 49.7) 34.1) 41.6)

Cl)

Active vs. placebo

P value Reference NR NR Reference NR NR
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Placebo
(N=77)

IGA response at week 12 primary end point) (full analysis set)?

Abrocitinib
100 mg q.d.
((NENET))

Abrocitinib
200 mg q.d.
(N =154)

Placebo
(N=78)

Abrocitinib
100 mg q.d.
(N =158)

Responders, n (%) 6(7.9) 37 (23.7) 67 (43.8) 7 (9.1) 44 (28.4) 59 (38.1)

Difference in Reference 15.8 (6.8 10 24.8) 36.0(26.2to Reference 19.3 (9.6 to 28.7 (18.6to

responders (%) 45.7) 29.0) 38.8)

(95% CI)

Active vs. placebo

2-sided P value Reference 0.0037 < 0.0001 Reference 0.0008 < 0.0001

EASI-75 response at week 12 (subgroup with prior exposure to a systemic therapy)?

Patients in 40 78 68 31 67 59

subgroup analysis

Responders, n (%) 5(12.5) 23 (29.5) 42 (61.8) 2 (6.5) 25 (37.3) 36 (61.0)

Difference in Reference 17.0(2.61t031.4) 49.3(33.810 Reference 30.9 (16.4to 54.6 (39.4 to

responders, % (95% 64.7) 45.3) 69.7)

cl)

Active vs. placebo

P value Reference NR NR Reference NR NR

EASI-75 response at week 12 (primary end point) (full analysis set)?

Responders, n (%) 9(11.8) 62 (39.7) 96 (62.7) 8(10.4) 69 (44.5) 94 (61.0)

Difference in Reference 27.9(17.4t0 51.0 (40.5to Reference 33.9(23.3to 50.5 (40.0 to

responders, % (95% 38.3) 61.5) 44.4) 60.9)

Cl)

Active vs. placebo

2-sided P value Reference < 0.0001 < 0.0001 Reference < 0.0001 < 0.0001
PP-NRS4 response at week 12 (key secondary end point) (full analysis set)?

Estimated response 15.3 37.7 57.2 11.5(4.11t0 452 (37.1to 55.3 (47.2to

rate 19.0) 53.3) 63.5)

Difference in Reference 22.5(10.3 10 41.7 (29.6 to Reference 33.7(22.8 to 43.9 (32910

responders, % (95% 34.8) 53.9) 44.7) 55.0)

Cl)

Active vs. placebo

2-sided P value Reference 0.0003 < 0.0001 Reference < 0.0001 < 0.0001

Change from baseline in PSAAD at week 12 (key secondary end point) (full analysis set)®

Baseline, mean 5.5(2.0) 5.3(2.3) 54(2.1) 5.1(2.1) 5.4(2.1) 5.2 (2.0)

(SD)

LSM (95% CI) -1.1(-1.7 to -2.2(-2.6to -3.2(-3.6t0 -0.8(-1.3to -2.4(-2.8t0 -3.0(-3.3to
-0.6) -1.9) -2.8) -0.3) -2.1) -2.7)
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JADE MONO-1 JADE MONO-2
Abrocitinib Abrocitinib Abrocitinib Abrocitinib
Placebo 100 mg q.d. 200 mg q.d. Placebo 100 mg q.d. 200 mg q.d.
Results (N=77) (N = 156) (N = 154) (N =78) (N = 158) (N = 155)
LSMD (95% Cl) Reference -1.1(-1.7 to -2.1(-2.7to Reference -1.7 (-2.3to -2.2(-2.8to
-0.4) -1.4) -1.1) -1.6)
2-sided P value Reference 0.0010 < 0.0001 Reference < 0.0001 < 0.0001
SCORAD-75 response at week 12 (FAS)?
Responders, n (%) 3(4.1) 18 (12.4) 45 (30.8) 2(2.6) 29 (18.7) 47 (30.3)
Difference in Reference 8.2(1.0t015.3) 26.4(17.6 to Reference 16.2 (8.8t0 27.6 (19.3 to
responders, % (95% 35.3) 23.6) 35.8)
Cl)
Active vs. placebo
2-sided P value Reference 0.0528 < 0.0001 Reference 0.0005 < 0.0001
Change from baseline in BSA at week 12 (%) (full analysis set)®
Baseline, mean 47.4(22.7) 50.8 (23.4) 49.9 (24.4) 48.2 (20.8) 48.7 (21.4) 47.7 (22.3)
(SD)
LSM (95% CI) -11.4(-16.0 | -25.1(-283t0 | -33.4(-36.6t0 | -10.0(-14.8t0 | -26.9 (-30.2to | -30.6 (-33.8
10 -6.8) -22.0) -30.3) -5.1) -23.6) to -27.3)
LSMD (95% CI) Reference -13.8 (-19.3 to -22.0 (-27.6 to Reference -16.9 (-22.8t0 | -20.6 (-26.5
-8.2) -16.5) -11.1) to -14.8)
2-sided P value Reference < 0.0001 < 0.0001 Reference < 0.0001 < 0.0001
Change from baseline in DLQI at week 12 (full analysis set)®
Baseline, mean 13.9(7.3) 14.6 (6.5) 14.6 (6.8) 15.0 (7.1) 15.4 (7.3) 14.8 (6.0)
(SD)
LSM (95% ClI) -4.2(-59to -7.0(-8.1to -9.1(-10.3to0 -3.9(-5.3to -8.3(-9.3t0 | -9.8(-10.7to
-2.5) -5.8) -8.0) -2.4) -7.3) -8.8)
LSMD (95% Cl) Reference -2.8(-4.8to -4.9 (-6.9to Reference -4.4(-6.2t0 -5.9(-7.7to
-0.8) -2.9) -2.7) -4.2)
2-sided P value Reference 0.0072 < 0.0001 Reference < 0.0001 < 0.0001
Change from baseline in HADS anxiety component at week 12 (full analysis set)®
Baseline, mean 6.0 (4.0) 5.9 (4.1) 5.6 (4.0) 6.0 (3.7) 5.5 (4.2) 5.9 (3.9)
(SD)
LSM (95% CI) -1.0(-1.7 to -1.6 (-2.0 to -2.1(-2.510 -0.6(-1.3t0 | -16(-21t0 | -1.7(-22t0
-0.4) -1.1) -1.6) 0.2) -1.1) -1.2)
LSMD (95% CI) Reference -0.5(-1.3t00.2) -1.0(-1.8to Reference -1.0(-1.9to -1.1(-2.0to
-0.3) -0.1) -0.2)
2-sided P value Reference 0.1675 0.0085 Reference 0.0240 0.0138

CADTH Reimbursement Review Abrocitinib (Cibingo)

22




Abrocitinib Abrocitinib Abrocitinib Abro b
Placebo 100 mg q.d. 200 mg q.d. Placebo 100 mg q.d. 00 mg q.d
R (N=77) (N = 156) (N = 154) (N =78) (N = 158)
Change from baseline in HADS depression component at week 12 (full analysis set)®
Baseline, mean 3.9(3.5) 4.1(3.7) 42(3.7) 4.4(3.3) 4.1 (4.0) 4.0 (3.7)
(SD)
LSM (95% CI) -0.2(-0.8 1o -1.4(-1.810 -1.8(-2.2to0 0.3(-0.3to0 -1.0(-1.5t0 | -1.4(-1.8t0
0.4) -0.9) -1.4) 0.9) -0.6) -1.0)
LSMD (95% Cl) Reference -1.1(-1.9to -1.6 (-2.3to Reference -1.3(-2.1to -1.7 (-2.5t0
-0.4) -0.9) -0.6) -0.9)
2-sided P value Reference 0.0028 < 0.0001 Reference 0.0008 < 0.0001
Change from baseline in POEM at week 12 (full analysis set)®
Baseline, mean 19.9 (6.1) 19.5 (6.5) 19.6 (5.9) 19.2 (5.5) 20.9 (5.7) 19.7 (5.7)
(SD)
LSM (95% CI) -3.7(-5.510 -6.8 (-8.0to -10.6 (-11.8 to 3.6(-5.3t0 -8.7(-99t0 | -11.0(-12.1
-1.9) -5.6) -9.4) -1.9) -7.5) 10 -9.8)
LSMD (95% Cl) Reference -3.1(-5.2t0 -6.9(-9.0to0 Reference -5.1(-7.2to -7.4(-9.5t0
-0.9) -4.7) -3.1) -5.3)
2-sided P value Reference 0.0049 < 0.0001 Reference < 0.0001 < 0.0001
PtGA responder at week 12 (FAS)?
Responders, n (%) 5(6.8) 32(21.1) 54 (36.0) 3(3.9) 25(16.2) 45(29.2)
Difference in Reference 14.2 (5.31023.2) 29.3(19.6to Reference 12.2(4.510 25.2 (16.4to
responders, % 38.9) 19.9) 33.9)
(95% Cl) Active vs.
placebo
2-sided P value Reference 0.0075 < 0.0001 Reference 0.0077 < 0.0001
Change from baseline in SF-36 physical component summary at week 12 (full analysis set)®
Baseline, mean 45.3(9.2) 44.2 (8.5) 45.2 (8.2) 46.7 (6.9) 46.1(9.3) 46.6 (7.7)
(SD)
LSM (95% Cl) 0.5(-1.4to 4.3(3.0t05.6) 5.2(3.9t06.5) 1.2(-0.5t0 4.0(3.0t05.1) | 5.0(3.91t06.0)
2.4) 2.9)
LSMD (95% CI) Reference 3.8(1.5t06.1) 47 (2.4107.0) Reference 29(09t04.9) | 3.8(1.8t05.8)
2-sided P value Reference 0.0013 < 0.0001 Reference 0.0052 0.0002
Change from baseline in SF-36 mental component summary at week 12 (full analysis set)®
Baseline, mean 50.2 (8.7) 48.2 (11.1) 48.8 (11.0) 47.3 (9.4) 48.4 (10.5) 47.1 (10.3)
(SD)
LSM (95% ClI) -0.2(-2.5t0 | 1.5(-0.1t03.0) 2.8(1.31t04.3) 0.4(-1.9to 2.2(0.8t03.7) | 3.9(2.5t05.3)
2.0) 2.7)
LSMD (95% Cl) Reference 1.7 (-1.0t0 4.4) 3.0(0.3t05.8) Reference 1.8(-09to 3.5(0.8t06.2)
4.6)
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JADE MONO-1 JADE MONO-2
Abrocitinib Abrocitinib Abrocitinib Abrocitinib
Placebo 100 mg q.d. 200 mg q.d. Placebo 100 mg q.d. 200 mg q.d.
Results (N=77) (N = 156) (N = 154) (N =78) (CEREL)) (N = 155)
2-sided P value | Reference 0.2256 | 0.0275 | Reference | 0.1866 | 0.0113
Summary of adverse events, n (%) (safety analysis set)

AEs 44 (57.1) 108 (69.2) 120 (77.9) 42 (53.8) 99 (62.7) 102 (65.8)
SAEs 3(3.9) 5(3.2) 5(3.2) 1(1.3) 5(3.2) 2(1.3)
Severe adverse 9(11.7) 8 (5.1) 5(3.2) 5(6.4) 7 (4.4) 6 (3.9)
events
Study 7(9.1) 9(5.8) 9 (5.8) 10 (12.8) 6 (3.8) 5(3.2)
discontinuation due
to AE
Drug 1(1.3) 2(1.3) 0 2(1.3) 0
discontinuation due
to AE
Interruption due 2(2.6) 4(2.6) 9(5.8) 2(2.6) 8 (5.1) 5(3.2)
to AE

AE = adverse event; BSA = body surface area; Cl = confidence interval; DLQI = Dermatology Life Quality Index; EASI-75 = improvement of 75% or greater in the Eczema Area
and Severity Index total score; HADS = Hospital Anxiety and Depression Scale; IGA = Investigator’s Global Assessment; LSM = least squares mean; LSMD = least squares
mean difference; NR = not reported; POEM = Patient-Oriented Eczema Measure; PP-NRS4 = improvement of 4 or greater from baseline on peak pruritus numerical rating
scale; PSAAD = Pruritus and Symptoms Assessment for Atopic Dermatitis; PtGA = Patient Global Assessment; g.d. = once daily; SAE = serious adverse event; SCORAD-75 =
improvement of 75% or greater in Scoring Atopic Dermatitis; SD = standard deviation; SF-36 = Short Form (36) Health Survey; vs. = versus.
Note: The full analysis set was used for all efficacy end points and the safety analysis set was used for all AE end points.

aThe estimate and ClI for difference were calculated based on the weighted average of difference for each randomization stratum using the normal approximation of
binomial proportions. P values were calculated using the Cochran-Mantel-Haenszel method adjusted by randomization strata (baseline disease severity and age category).

"The mixed model for repeated measures contained fixed factors of treatment, visit, treatment by visit interaction, stratification factors, baseline value and an unstructured

covariance matrix.

Source: Clinical Study Reports.??

Table 3: Summary of Key Results From Placebo-Controlled Combination-Therapy Studies

End point

Placebo
(N=131)

JADE COMPARE

Abrocitinib
100 mg q.d.
(N = 238)

Abrocitinib
200 mg q.d.
(N = 226)

Dupilumab

300 mg q.2.w.

(N = 243)

Placebo
(N =96)

JADE TEEN

Abrocitinib
100 mg q.d.
(N =95)

Abrocitinib
200 mg q.d.
(N=94)

IGA response at week 12 (subgroup with prior exposure to a systemic therapy)?
Patients in 47 97 99 112 24 26 22
subgroup analysis
Responders, n (%) 5(10.6) 37(38.1) 54 (54.5) 41 (36.6) 2(8.3) 7 (26.9) 11 (50.0)
Difference in Reference | 27.5(14.4to | 43.9(30.7to | 26.0(13.4to | Reference | 18.6(-1.7to0 | 41.7(18.0to
responders, % (95% 40.6) 57.1) 38.5) 38.9) 65.3)
Cl)
Active vs. placebo
2-sided P value Reference NR NR NR Reference NR NR
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JADE COMPARE JADE TEEN
Abrocitinib Abrocitinib Dupilumab Abrocitinib Abrocitinib

Placebo 100 mg q.d. 200 mg q.d. | 300 mg q.2.w. Placebo 100 mg q.d. 200 mg q.d.
End point (CEREI) (N = 238) (N = 226) (N = 243) (N = 96) (N = 95) (N = 94)
Difference in NA 1.5(-11.6to | 17.9(4.7to Reference NA NA NA
responders, % (95% 14.7) 31.2)
Cl)
Abrocitinib vs.
dupilumab?

IGA response at week 12 (primary end point) (full analysis set)®
Responders, n (%) 18 (14.0) 86 (36.6) 106 (48.4) 88 (36.5) 23 (24.5) 37 (41.6) 43 (46.2)
Difference in Reference | 23.1(14.7to | 34.8(26.1to | 22.5(14.2t0 | Reference 16.7 (3.5t0 20.6 (7.3 to0
responders, % (95% 31.4) 43.5) 30.9) 29.9) 33.9)
Cl)
Active vs. placebo
2-sided P value Reference < 0.0001 < 0.0001 NR Reference 0.0147 0.0030
Difference in NA 0.5(-8.0to 12.4(3.5t0 Reference NA NA NA
responders, % (95% 9.1) 21.3)
Cl)
Abrocitinib vs.
dupilumab?®
EASI-75 response at week 12 (subgroup with prior exposure to a systemic therapy)?
Patients in analysis 47 97 99 112 24 26 22
Responders, n (%) 6 (12.8) 60 (61.9) 75 (75.8) 68 (60.7) 7 (29.2) 14 (53.8) 15 (68.2)
Difference in Reference | 49.1(35.5t0 | 63.0(50.3t0 | 47.9(34.8t0 | Reference | 24.7(-1.7to | 39.0(12.4to
responders, % (95% 62.7) 75.7) 61.1) 51.1) 65.7)
Cl)
Active vs. placebo
2-sided P value Reference NR NR NR Reference NR NR
Difference in NA 1.1(-121to | 15.0(2.7to Reference NA NA NA
responders, % (95% 14.4) 27.4)
Cl)
Abrocitinib vs.
dupilumab?
EASI-75 response at week 12 (primary end point) (full analysis set)®

Responders, n (%) 35(27.1) 138 (58.7) 154 (70.3) 140 (58.1) 39 (41.5) 61 (68.5) 67 (72.0)
Difference in Reference | 31.9(22.2to | 43.2(33.7to | 30.9(21.2to | Reference | 26.5(13.1t0 | 29.4(16.3t0
responders, % (95% 41.6) 52.7) 40.6) 39.8) 42.5)
Cl)
Active vs. placebo
2-sided P value Reference < 0.0001 < 0.0001 NR Reference 0.0002 < 0.0001
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End point

Difference in
responders, % (95%
Cl)

Abrocitinib vs.
dupilumab?

Placebo
(N=131)
NA

JADE COMPARE
Abrocitinib Abrocitinib
100 mg q.d. 200 mg q.d.

(N = 238) (N = 226)
0.8 (-8.1to 12.0(3.3t0
9.6) 20.7)

Dupilumab

300 mg gq.2.w.

(N = 243)
Reference

Placebo
(N =96)
NA

CADTH

JADE TEEN
Abrocitinib
100 mg q.d.

(N =95)
NA

Abrocitinib
200 mg q.d.
(N=94)
NA

PP-NRS4 response at week 16

(JADE COMPARE) and week 12 (JADE TEEN) (key secondary en

d point) (full analysis set)®

cl)

Abrocitinib vs.
dupilumab?

Responders, n (%) 27 (28.7) 79 (47.0) 108 (62.8) 108 (57.1) 25(29.8) 40 (52.6) 41 (55.4)
Difference in Reference 18.1(6.2to | 32.7(21.0to | 28.3(16.8t0 | Reference 22.8(8.0to | 25.6(10.61t0
responders, % (95% 30.0) 44.4) 39.9) 37.7) 40.6)
Cl)
Active vs. placebo
2-sided P value Reference 0.0045 < 0.0001 NR Reference 0.0035 0.0013
Difference in NA -10.2(-20.5 | 5.2(-4.8to0 Reference NA NA NA
responders, % (95% 10 0.1) 15.2)
Cl)
Abrocitinib vs.
dupilumab?®

SCORAD-75 response at week 16 (JADE COMPARE) and week 12 (JADE TEEN) (full analysis set)®
Responders, n (%) 13(10.6) 61 (26.8) 89 (40.3) 68 (29.4) 12 (12.9) 33(36.7) 32 (34.8)
Difference in Reference 16.2(8.4t0 | 29.6(21.2to | 18.8(10.8to | Reference | 23.7(11.7to | 21.7(9.7 to
responders, % (95% 24.1) 37.9) 26.8) 35.8) 33.7)
cl)
Active vs. placebo
2-sided P value Reference 0.0004 < 0.0001 NR Reference 0.0002 0.0006
Difference in NA -2.6 (-10.9 10.6 (1.9to Reference NA NA NA
responders, % (95% 10 5.6) 19.3)

Change from baseline in

BSA at week 16 (JADE COMPARE) and week 12 (JADE TEEN) (%) (full analysis set)°

Baseline, mean 48.9 (24.9) | 48.1(23.1) 50.8 (23.0) 46.5(22.1) 45.8(22.4) | 51.2(21.7) 48.7 (21.7)

(SD)

LSM (95% CI) -19.6 -32.9(-35.1 | -39.0(-41.3 -34.4 (-36.6 -24.2 -34.4(-38.0 | -35.2(-38.8
(-22.6 to to -30.7) to -36.8) to -32.2) (-27.810 to -30.8) to -31.6)

-16.6) -20.7)

LSMD (95% CI) Reference | -13.2(-17.0 | -19.4(-23.1 | -14.7(-18.5 | Reference | -10.2(-15.2 | -11.0(-16.0

Active vs. placebo to -9.5) t0o -15.7) to -11.0) to -5.1) to -5.9)

2-sided P value Reference < 0.0001 < 0.0001 NR Reference 0.0001 < 0.0001
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JADE COMPARE JADE TEEN
Abrocitinib Abrocitinib Dupilumab Abrocitinib Abrocitinib
Placebo 100 mg q.d. 200 mg q.d. | 300 mg q.2.w. Placebo 100 mg q.d. 200 mg q.d.
End point (N=131) (N = 238) (N =226) (N = 243) (N =96) (N =95) (N =94)
LSMD (95% Cl) NA 1.5(-1.6to | -4.6(-7.8t0 Reference NA NA NA
Abrocitinib vs. 4.6) -1.5)

dupilumab?

Change from baseline in PtGA at week 16 (JADE COMPARE) and week 12 (JADE TEEN) (full analysis set)®

Baseline, mean NR NR NR NR
(SD)
LSM (95% CI) -0.7(-0.9 | -1.2(-1.3t0 | -1.6(-1.7t0 | -1.4(-1.5t0 | -0.9(-1.1 | -1.4(-1.6t0 | -1.6(-1.810

to -0.6) -1.0) -1.5) -1.2) to -0.7) -1.2) -1.4)
LSMD (95% Cl) Reference | -0.4(-0.6to | -09(-1.1to | -0.6(-0.8t0 | Reference | -0.5(-0.8to | -0.7 (-0.9to
Active vs. placebo -0.2) -0.6) -0.4) -0.2) -0.4)
2-sided P value Reference < 0.0001 < 0.0001 NR Reference 0.0008 < 0.0001
LSMD (95% Cl) NA 0.2 (0.0 to -0.2(-0.4to Reference NA NA NA
Abrocitinib vs. 0.4) 0.0)
dupilumab?

Change from baseline in DLQI (JADE COMPARE) or CLQI (JADE TEEN) (full analysis set)°

Baseline, mean 15.2 (6.9) 15.5 (6.4) 16.3 (6.6) 15.6 (6.7) 14.0 (6.7) 14.3 (6.1) 13.6 (7.0)
LSM (95% CI) -6.2(-7.1 | -9.0(-9.7t0 | -11.7(-12.4 | -10.8(-11.4 | -6.3(-7.4 | -8.6(-9.6t0 | -8.7(-9.7t0

to -5.3) -8.4) to -11.1) to -10.1) to -5.3) -7.5) -7.6)
LSMD (95% CI) Reference | -2.8(-3.9to | -5.6(-6.7t0 | -4.6(-5.7to | Reference | -2.3(-3.7t0 | -2.3(-3.8t0
Active vs. placebo -1.7) -4.5) -3.5) -0.8) -0.9)
2-sided P value Reference < 0.0001 < 0.0001 NR Reference 0.0026 0.0018
LSMD (95% CI) NA 1.7 (0.8 to -1.0(-1.9to Reference NA NA NA
Abrocitinib vs. 2.7) -0.1)
dupilumab?

Change from baseline in HADS anxiety component (full analysis set)°
Baseline, mean 5.3(3.9) 5.3(3.9) 5.5(3.8) 5.1 (3.8) 5.7 (3.7) 5.7 (4.1) 5.2(4.3)
LSM (95% CI) -0.4(-0.9 | -1.2(-1.6to | -2.0(-2.4t0 | -1.5(-19t0 | -2.1(-2.7 | -2.0(-2.6t0 | -2.4(-3.0to
t0 0.1) -0.8) -1.6) -1.1) to -1.5) -1.4) -1.8)

LSMD (95% Cl) Reference | -0.8(-1.5t0 | -1.6(-2.2t0 | -1.1(-1.7to0 | Reference 0.1(-0.8t0 | -0.3(-1.2to
Active vs. placebo -0.1) -0.9) -0.4) 1.0) 0.6)
2-sided P value Reference 0.0175 < 0.0001 NR Reference 0.8603 0.4961
LSMD (95% CI) NA 0.3(-0.3t0 | -0.5(-1.0to Reference NA NA NA
Abrocitinib vs. 0.8) 0.1)

dupilumab?®

CADTH Reimbursement Review Abrocitinib (Cibingo) 27



Placebo
(N=131)

Abrocitinib
100 mg q.d.
(N = 238)

Change from baseline in

Abrocitinib
200 mg q.d.
(N = 226)

Dupilumab

300 mg gq.2.w.
(N = 243)

Placebo
(N =96)

Abrocitinib

100 mg q.d.
(N =95)

HADS depression component (full analysis set)®

events

Baseline, mean 4.1 (3.7) 4.0 (3.3) 3.9(3.4) 3.7(3.7) 3.8(3.4) 3.7 (3.3) 3.3(2.8)
LSM (95% CI) -0.3(-0.8 | -1.0(-1.4t0 | -1.6(-1.9t0 | -1.2(-1.5t0 | -1.0(-1.5 | -1.4(-1.9t0 | -1.2(-1.7to

10 0.2) -0.7) -1.2) -0.8) to -0.5) -0.8) -0.6)
LSMD (95% Cl) Reference | -0.7(-1.3to | -1.3(-19to | -0.9(-1.5t0 | Reference | -0.4(-1.1to | -0.2(-0.9to
Active vs. placebo -0.1) -0.7) -0.3) 0.4) 0.6)
2-sided P value Reference 0.0181 < 0.0001 NR Reference 0.3364 0.6632
LSMD (95% CI) NA 0.1 (-0.4to -0.4(-0.9to Reference NA NA NA
Abrocitinib vs. 0.6) 0.1)
dupilumab?

Change from baseline in POEM (full analysis set)®

Baseline, mean 20.4 (6.1) 20.9 (5.5) 21.5(5.3) 21.2 (5.5) 19.8 (5.9) 19.5 (6.4) 19.2 (6.2)
LSM (95% CI) -5.0(-6.3 | -9.2(-10.1 | -12.5(-13.4 | -10.8(-11.8 | -6.9(-8.3 | -11.1(-12.5 | -10.9 (-12.2

to -3.8) to -8.2) t0 -11.6) t0 -9.9) to -5.6) t0 -9.7) to -9.5)
LSMD (95% CI) Reference | -4.1(-5.7to | -7.5(-9.0to | -5.8(-7.4to | Reference | -4.1(-6.1t0 | -3.9(-5.9t0
Active vs. placebo -2.6) -5.9) -4.2) -2.2) -2.0)
2-sided P value Reference < 0.0001 < 0.0001 NR Reference < 0.0001 < 0.0001
LSMD (95% Cl) NA 1.7 (0.4to -1.7(-3.0to Reference NA NA NA
Abrocitinib vs. 3.0) -0.4)
dupilumab?

Change from baseline in PSAAD (full analysis set)°

Baseline, mean 53(2.2) 5.3(2.1) 5.6 (2.0) 5.3(1.9) 5.0 (2.4) 4.9(2.1) 4.8(2.3)
LSM (95% CI) -1.7(-20 | -28(-3.1t0 | -3.6(-3.8t0 | -3.4(-3.6t0 | -2.0(-2.4 | -2.5(-291t0 | -2.7(-3.1t0

to -1.3) -2.6) -3.4) -3.2) to -1.6) -2.1) -2.3)
LSMD (95% CI) Reference | -1.2(-1.6to | -1.9(-2.3t0 | -1.7(-2.1to | Reference | -0.5(-1.1to | -0.7 (-1.3t0
Active vs. placebo -0.8) -1.5) -1.3) 0.0) -0.1)
2-sided P value Reference < 0.0001 < 0.0001 NR Reference 0.0664 0.0142
LSMD (95% Cl) NA 0.5(0.2to -0.2(-0.6 to Reference NA NA NA
Abrocitinib vs. 0.9) 0.7)
dupilumab?

Summary of adverse events, n (%) (safety analysis set)

AE 70 (53.4) 121 (50.8) 140 (61.9) 121 (50.0) 50 (52.1) 54 (56.8) 59 (62.8)
SAE 5(3.8) 6(2.5) 2(0.9) 2(0.8) 2(2.1) 0 1(1.1)
Severe adverse 3(2.3) 5(2.1) 4(1.8) 2(0.8) 2(2.1) 0 2(2.1)

CADTH Reimbursement Review Abrocitinib (Cibingo)

28




CADTH

JADE COMPARE JADE TEEN
Abrocitinib Abrocitinib Dupilumab Abrocitinib Abrocitinib

Placebo 100 mg q.d. 200 mg q.d. | 300 mg q.2.w. Placebo 100 mg q.d. 200 mg q.d.
End point (N=131) (N =238) (N =226) (N = 243) (N =96) (N =95) (N =94)
Discontinued study 5(3.8) 6 (2.5) 10 (4.4) 8(3.3) 2(2.1) 1(1.1) 2(2.1)
due to AE
Discontinued drug 2(1.5) 2(0.8) 1(0.4) 0 0 0 0
due to AE
Interruption due 9 (6.9) 15 (6.3) 12 (5.3) 9(3.7) 4(4.2) 4(4.2) 4(4.3)
to AE

AE = adverse event; BSA = body surface area; Cl = confidence interval; DLQI = Dermatology Life Quality Index; EASI-75 = improvement of 75% or greater in the Eczema Area
and Severity Index total score; HADS = Hospital Anxiety and Depression Scale; IGA = Investigator’s Global Assessment; LSM = least squares mean; LSMD = least squares
mean difference; NA = not applicable; NR = not reported;; POEM = Patient-Oriented Eczema Measure; PP-NRS4 = improvement of 4 or greater from baseline on peak
pruritus numerical rating scale; PSAAD = Pruritus and Symptoms Assessment for Atopic Dermatitis; PtGA = Patient Global Assessment; g.2.w. = every 2 weeks; g.d. = once
daily; SAE = serious adverse event; SCORAD-75 = improvement of 75% or greater in Scoring Atopic Dermatitis; vs. = versus.

Note: The full analysis set was used for all efficacy end points and the safety analysis set was used for all AE end points.
aDifferences between abrocitinib and dupilumab were calculated, but no statistical comparisons were made between the groups.

"The estimate and ClI for difference were calculated based on the weighted average of difference for each randomization stratum using the normal approximation of
binomial proportions. P values were calculated using the Cochran-Mantel-Haenszel method adjusted by randomization strata (baseline disease severity and age category).

°The mixed model for repeated measures contained fixed factors of treatment, visit, treatment by visit interaction, stratification factors, baseline value and an unstructured
covariance matrix.

Source: Clinical Study Reports.*®

Table 4: Summary of Key Results From Active-Controlled Combination-Therapy Study

JADE DARE (prior systemic

JADE DARE (full analysis set population) immunosuppressant for AD)

Abrocitinib Dupilumab Abrocitinib Dupilumab 300 mg

200 mg q.d. 300 mg g.2.w. 200 mg q.d. g.2.w.
Analyses (N = 362) (N = 365) (N=171) (N =176)

EASI-90 response at week 4 (co-primary end point)
Patients in analysis 354 364 171 176
Responders, n (%) 101 (28.5) 53 (14.6) 45 (26.3) 24 (13.6)
Difference in responders, % (95% Cl) 14.1 (8.210 20.0) 12.7 (4.410 21.0)
Abrocitinib vs. dupilumab
2-sided P value < 0.0001 NA
EASI-90 response at week 16 (key secondary end point)

Patients in analysis 357 360 171 175
Responders, n (%) 194 (54.3) 151 (41.9) 96 (56.1) 73 (41.7)
Difference in responders, % (95% Cl) 12.5(5.31019.7) 14.4 (4.0 10 24.9)
Abrocitinib vs. dupilumab
2-sided P value 0.0008 NA
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JADE DARE (full analysis set population)

Abrocitinib

Dupilumab

CADTH

JADE DARE (prior systemic
immunosuppressant for AD)

Abrocitinib Dupilumab 300 mg

200 mg q.d. 300 mg g.2.w. 200 mg q.d. q.2.w.

Analyses

(N = 362)

EASI-90 response at week 26 (secondary end point)

(N = 365)

(N=171)

(N =176)

Difference in responders, % (95% Cl)
Abrocitinib vs. dupilumab

4.5(-2.81011.8)

2-sided P value

0.2293

Patients in analysis 348 361 NA
Responders, n (%) 190 (54.6) 172 (47.6)
Difference in responders, % (95% Cl) 6.9 (-0.410 14.3)
Abrocitinib vs. dupilumab
2-sided P value 0.0647
IGA response at week 26 (secondary end point)
Patients in analysis 347 362 NA
Responders, n (%) 193 (55.6) 185(51.1)

PP-NRS4 at week 2 (co-primary end point)

Patients in analysis

357

364

170

175

Responders, n (%)

172 (48.2)

93 (25.5)

79 (46.5)

39 (22.3)

Difference in responders, % (95% Cl)
Abrocitinib vs. dupilumab

22.6 (15.8 to 29.5)

24.2 (14.5 10 33.9)

LSMD (95% CI)
Abrocitinib vs. dupilumab

-3.4(-7.110 0.4)

2-sided P value

0.0793

2-sided P value < 0.0001 NA
PP-NRS4 at week 26 (secondary)
Patients in analysis 354 363 NA
Responders, n (%) 241 (68.1) 229 (63.1)
Difference in responders, % (95% Cl) 5.0(-1.9t0 11.9)
Abrocitinib vs. dupilumab
2-sided P value 0.1601
Change from baseline in BSA (%) at week 26
Patients in analysis 362 365 NA
Baseline, mean (SD) 42.5(19.9) 42.6 (21.3)
LSM (95% Cl) -82.3 -79.0
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JADE DARE (prior systemic

JADE DARE (full analysis set population) immunosuppressant for AD)
Abrocitinib Dupilumab Abrocitinib Dupilumab 300 mg
200 mg q.d. 300 mg g.2.w. 200 mg q.d. q.2.w.

Analyses (N =362) (N = 365) (N=171) (N =176)

Change from baseline in SCORAD at week 26
Patients in analysis 362 365 NA
Baseline, mean (SD) 67.8 (12.8) 66.8 (12.7)
LSM (95% Cl) -71.5(-73.9t0-69.1) | -68.2(-70.6 to -65.9)
LSMD (95% CI) -3.3(-6.6t00.1)
Abrocitinib vs. dupilumab
2-sided P value 0.0578

Change from baseline in DLQI at week 26
Patients in analysis 361 363 NA
Baseline, mean (SD) 14.0 (6.8) 14.2 (6.3)
LSM (95% ClI) -10.3(-10.8t0 -9.9) -10.0 (-10.5to0 -9.6)
LSMD (95% CI) -0.3(-1.0t0 0.4)
Abrocitinib vs. dupilumab
2-sided P value 0.3814
Change from baseline in HADS depression component at week 26
Patients in analysis 362 365 NA
BASELINE, mean (SD) 3.3(3.2) 3.3(3.0)
LSM (95% ClI) -0.8 (-1.0t0 -0.5) -1.0 (-1.3 to0 -0.8)
LSMD (95% CI) 0.2 (-0.1t0 0.6)
Abrocitinib vs. dupilumab
2-sided P value 0.2132
Change from baseline in HADS anxiety component at week 26

Patients in analysis 362 365 NA
Baseline, mean (SD) 5.1(3.7) 5.2 (3.6)
LSM (95% Cl) -1.1(-1.4t0 -0.7) -1.2(-1.5t0 -0.9)
LSMD (95% Cl) 0.1 (-0.3t0 0.6)
Abrocitinib vs. dupilumab
2-sided P value 0.4991
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ADE DAR D
ADE DAR pop 0 osuppre or AD
Al 2 up 2 Al : D b 300 mg
00 mg q.d 00 mg g 00 mg q.d q
Change from baseline in POEM at week 26
Patients in analysis 362 365 NA
Baseline, mean (SD) 20.4 (5.8) 20.9 (5.3)
LSM (95% CI) -13.8(-14.5t0-13.1) | -13.4(-14.0t0 -12.7)
LSMD (95% CI) -0.4 (-1.3t0 0.5)
Abrocitinib vs. dupilumab
2-sided P value 0.3684
Summary of adverse events, n (%) (safety analysis set)

AE 268 (74.0) 239 (65.5) 268 (74.0) 239 (65.5)
SAE 6(1.7) 6(1.6) 6(1.7) 6 (1.6)
Severe adverse events 12(3.3) 9 (2.5) 11 (3.0) 8(2.2)
Discontinued study due to AE 0 1(0.3) 12 (3.3) 9(2.5)
Discontinued drug due to AE 39(10.8) 27 (7.4) 0 1(0.3)
Interruption due to AE 268 (74.0) 239 (65.5) 39(10.8) 27 (7.4)

AE = adverse event; Cl = confidence interval; EASI-90 = improvement of 90% or greater in the Eczema Area and Severity Index total score; HADS = Hospital Anxiety and
Depression Scale; LSM = least squares mean; LSMD = least squares mean difference; NA = not applicable; POEM = Patient-Oriented Eczema Measure; q.2.w. = every 2

weeks; g.d. = once daily; SAE = serious adverse event; vs. = versus.
Note: The full analysis set was used for all efficacy end points and the safety analysis set was used for all AE end points.

Source: Clinical Study Reports.’

Critical Appraisal

Randomization was stratified based on relevant prognostic factors in the JADE MONO-1,
JADE MONO-2, and JADE TEEN trials (i.e., baseline AD severity [moderate or severe] in
all 3 studies and age [< 18 years or = 18 years] in the JADE MONO-1 and JADE MONO-2

trials). There was no stratification at the time of randomization in the JADE COMPARE trial,

stratification was based only on age (< 18 years or > 18 years) in the JADE REGIMEN trial, and
stratification was based on disease baseline AD severity in the JADE DARE trial. The baseline

and demographic characteristics were generally well balanced across the treatments of
each of the studies. The study treatments were administered in a double-blind manner, and a
double-dummy design was used to maintain blinding in the JADE COMPARE and JADE DARE
trials to account for the oral administration of abrocitinib and the subcutaneous injection
of dupilumab. The AE profile of abrocitinib and the comparators (placebo or dupilumab)

was unlikely to compromise blinding in any of the included trials. As the trials were placebo-

controlled, it is possible that some patients could have inferred their allocated treatment

assignment due to improvement or lack of improvement in AD over the study period and the
use of rescue medication, which occurred in a higher proportion of patients in the placebo

groups of the included studies. Withdrawals due to AEs included events categorized as
worsening AD, which contributed to the high proportion of WDAEs within the placebo groups

of the monotherapy studies. Adherence to the study treatments was evaluated by counting
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the number of study drugs at each visit. Median compliance was 100% across all treatment
groups. Few patients discontinued from the combination-therapy trials (completion rates
ranged from 89.3% to 96.8% across the treatment groups), but the completion rates were
considerably lower in the placebo groups of the monotherapy trials (79.2% and 66.7% in
JADE MONO-1 and JADE MONO-2 trials, respectively) compared with the abrocitinib groups
(range = 86.5% t0 91.0%). True intention-to-treat analyses were not performed; however, the
full analysis set (FAS) included nearly all randomized patients, and sensitivity analyses were
performed to investigate the impact of missing data. Data were more commonly missing in
the placebo arms of the studies, and this may have biased the results in favour of the active
treatments as analysis approaches and imputation of missing data assumed the data were
missing at random (MAR) (e.g., missing data were imputed as nonresponders); however,
numerous sensitivities analysis were performed to investigate the impact of missing data and
the results remained robust.

Hierarchies were statistically significant at all end points in the statistical testing in the JADE
MONO-1, JADE MONO-2, JADE COMPARE, and JADE DARE trials. The statistical testing
hierarchy was stopped at the first key secondary end point of the JADE TEEN trial (i.e.,
PP-NRS4 response); however, the sponsor continued to calculate and report P values for the
remaining key secondary end point (i.e., nominal P values were considered to be descriptive).
Subgroup analyses, secondary end points, and exploratory end points were tested without
adjustment for multiple comparisons, and all P values are considered nominal. Subgroup
analyses for patients with prior exposure to at least 1 systemic therapy for AD were limited to
the primary and key secondary end points (e.g., IGA and EASI-75 responses). Imbalances in
baseline disease severity were evident across the treatment groups in the subgroup analyses
based on prior exposure to at least 1 systemic therapy for AD. The clinical expert consulted by
CADTH indicated that, overall, these analyses suggest that the response to abrocitinib would
likely be similar for those with and those without prior exposure to a systemic therapy for AD.

The diagnostic criteria used in the screening process for the included studies were
consistent with Canadian clinical practice for identifying patients with moderate-to-severe
AD. Overall, the clinical expert consulted by CADTH indicated that the populations enrolled
in the included trials were a reasonable reflection of the target population in Canada. The
clinical expert consulted by CADTH noted that the co-primary end points (EASI and IGA)
are clinically relevant and can be evaluated in routine Canadian practice for determining
response to treatment with abrocitinib (i.e., for the purposes of establishing renewal criteria
for reimbursement by the public drug programs).

As AD is a chronic disease, abrocitinib would likely be used as a long-term treatment for
patients who require systemic therapy. The placebo-controlled trials were short-term (12 and
16 weeks) with only limited data available from the longer-term studies (JADE EXTEND and
JADE REGIMEN) at the time of this review. Complete reporting of the longer-term studies will
help characterize the longer-term efficacy and safety of abrocitinib in the treatment of AD.

Indirect Comparisons
Description of Studies

CADTH summarized and appraised 3 ITCs: 2 unpublished comparisons submitted by the
sponsor (1 network meta-analysis [NMA] and 1 matched-adjusted indirect comparison
[MAIC]) and a published ITC by the Institute for Clinical and Economic Review (ICER). The
NMAs compared abrocitinib against dupilumab (the only drug approved for use in the
treatment of AD at the time of this review), upadacitinib and tralokinumab (currently under

CADTH Reimbursement Review Abrocitinib (Cibingo) 33



CADTH

review by Health Canada and CADTH for use in the treatment of AD), and several drugs
that were not listed as under review by Health Canada or CADTH at the time of this review
(e.g., nemolizumab, lebrikizumab, and baricitinib). The MAIC compared abrocitinib 700 mg
once daily and 200 mg once daily against cyclosporine and methotrexate (2 drugs that are
not approved by Health Canada for use as systemic treatments for AD but are commonly
used in Canada).

Efficacy Results

Population With Prior Exposure to a Systemic Therapy for AD (Subgroup Analysis From
Sponsor's Network Meta-Analysis

Subgroup analyses for patients reporting AD treatment failure with systemic
immunosuppressants before study enrolment were limited to IGA response and EASI-75 for
the monotherapy studies. Comparisons could only be conducted for abrocitinib 100 mg once
daily, abrocitinib 200 mg once daily, dupilumab 200 or 300 mg every 2 weeks, and placebo.
The odds ratios for IGA response were: || for abrocitinib 200 mg once daily
versus placebo, [ for abrocitinib 200 mg once daily versus dupilumab 200

mg or 300 mg every 2 weeks, and [ for abrocitinib 200 mg once daily versus
abrocitinib 100 mg once daily. The odds ratios for EASI-75 response were: for
abrocitinib 200 mg once daily versus placebo, ) for abrocitinib 200 mg once
daily versus dupilumab 200 mg or 300 mg every 2 weeks, for abrocitinib 200
mg once daily versus dupilumab 300 mg every 2 weeks, and for abrocitinib
200 mg once daily versus abrocitinib 100 mg once daily.

Subgroup analyses for patients reporting AD treatment failure with systemic
immunosuppressants before study enrolment were limited to a single composite end point
(improvement of 50% or greater in the Eczema Area and Severity Index total score [EASI-50]
plus DLQI improvement of > 4 points) in the combination-therapy NMA. Comparisons could
only be conducted for abrocitinib 100 mg once daily, abrocitinib 200 mg once daily, dupilumab
300 mg every 2 weeks, and placebo. The odds ratios for achieving an EASI-50 response and a
DLQI improvement of 4 or more points were: | for abrocitinib 200 mg once daily
versus placebo, ‘for abrocitinib 200 mg once daily versus dupilumab 300 mg
every 2 weeks, and for abrocitinib 200 mg once daily versus abrocitinib 100
mg once daily.

Overall Population

The sponsor's NMA reported that: [

were consistently the most efficacious treatments across the efficacy outcomes evaluated
in the NMA. Based on improvements in the EASI, abrocitinib 200 mg once daily was superior

to . When used in combination
with topical therapies, abrocitinib 200 mg once daily was

. The results of the NMA conducted by the ICER were generally similar to those
reported by the sponsor with respect to the comparative efficacy of abrocitinib 200 mg
once daily. The sponsor's NMA did not compare abrocitinib 100 mg once daily against all of
the comparators (only placebo). However, the ICER's NMA reported that, for most efficacy
outcomes, abrocitinib 100 mg was either inferior or occasionally comparable to upadacitinib
(30 mg and 15 mg once daily), abrocitinib 200 mg once daily, and dupilumab 300 mg every 2
weeks, while it was superior (or occasionally comparable) to both tralokinumab 300 mg every
2 weeks and placebo.
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The sponsor-submitted MAIC reported that abrocitinib at both 100 mg once daily and 200 mg

once daily dosages [N I

Harms Results

In the NMAs, the TEAEs and discontinuations due to AEs were similar across abrocitinib and
the comparators. The sponsor-submitted MAIC reported that abrocitinib at both 100 mg once

daily and 200 mg once daily dosages [ N B Vo

subgroup analyses were conducted for the AE end points.

Critical Appraisal

Subgroup analyses for patients reporting AD treatment failure with systemic
immunosuppressants before study enrolment were limited to IGA response and EASI-75 for
the monotherapy NMAs and a single composite end point (EASI-50 plus DLQI improvement
of = 4 points) in the combination-therapy NMAs. Due to the small number of patients in

the LIBERTY AD ADOL trial with prior exposure to at least 1 systemic therapy for AD (n =

11 for the dupilumab 200 mg every 2 weeks or 300 mg every 2 weeks group and n =9 for

the placebo group), there was considerable uncertainty in the estimates of effect for the
monotherapy NMA for IGA response. Similar to the primary NMA analyses, abrocitinib 200 mg

once daily was . In the combination-therapy NMA, abrocitinib
200 mg once daily was B

The sponsor-submitted NMA did not report on the relative efficacy and safety of abrocitinib
100 mg when compared with other treatments. Most importantly, no conclusions regarding
the long-term efficacy of abrocitinib compared to the active comparators relevant to

this review can be drawn as the NMA used study results collected over a relatively short
duration compared to the chronic nature of AD. The inherent heterogeneity across trials

in the networks also introduces uncertain to interpretation of the results of the trials. The
robustness of the comparative efficacy was further compromised by the lack of precision in
some of the findings, and results from the sponsor-submitted ITC must be interpreted with
caution. The conclusion for the MAIC must be weighed against the highly unstable nature of
unanchored indirect comparisons which, while being improvements on naive comparisons,
are still highly prone to potential biases. Until direct evidence is available, the efficacy

and safety differences between abrocitinib and cyclosporine-methotrexate will remain
inconclusive.

Other Relevant Evidence
Description of Studies

The JADE EXTEND trial is an ongoing multi-centre, quadruple-masked, randomized phase Il
study of the long-term efficacy and safety of abrocitinib with or without topical medications
in patients aged 12 years and older with moderate-to-severe AD. Patients who complete the
JADE MONO-1, JADE MONO-2, JADE COMPARE, JADE TEEN, or JADE REGIMEN studies are
eligible for enrolment in the JADE EXTEND trial. Only limited data for patients from the JADE
MONO-1 and JADE MONO-2 trials were available at the time of the CADTH review. Patients
in the JADE EXTEND trial remained on the same dose of abrocitinib that they received in the
parent study, and patients in the placebo groups of the parent study were re-randomized to
treatment with abrocitinib 100 mg once daily or 200 mg once daily. The end points reported
for the JADE EXTEND trial included IGA, EASI-75, and PP-NRS4 response.

At the data cut-off date of April 22, 2020, for the interim analysis, 520 eligible patients who
participated in the JADE MONO-1 and JADE MONO-2 trials were included in the JADE
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EXTEND trial. Abrocitinib monotherapy was maintained in 361 of 520 patients in the JADE
EXTEND trial, while 159 patients received combination therapy of abrocitinib and topical
medication. Approximately 25% of patients in both the 100 mg once daily and 200 mg once
daily abrocitinib groups had discontinued from the JADE EXTEND trial by week 48.

Efficacy Results

The sponsor reported interim results for 48 weeks of treatment for patients who completed
the JADE MONO-1 or JADE MONO-2 trials. The IGA response rate increased from 26.0% to
45.2% in the abrocitinib 700 mg once daily group and from 40.9% to 60.5% in the abrocitinib
200 mg once daily group between week 12 and week 48 of treatment. The EASI-75 response
rate increased from 42.1% to 68.0% in the abrocitinib 100 mg once daily group and from
61.9% to 87.2% in the abrocitinib 200 mg once daily group between week 12 and week 48 of
treatment. The PP-NRS4 response rate increased from 41.6% to 52.0% in the abrocitinib 100
mg once daily group and from 56.3% to 72.5% in the abrocitinib 200 mg once daily group
between week 12 and week 48 of treatment.

The clinical expert consulted by CADTH noted that an important gap in the phase Ill evidence
base is the use of abrocitinib in patients who experienced an inadequate response or whose
condition is no longer controlled by treatment with dupilumab. As such, CADTH included the
information available for this subgroup of patients from JADE EXTEND. The sponsor reported
exploratory analyses to evaluate the efficacy of 12 weeks of abrocitinib treatment in patients
who were previously treated with dupilumab for 16 weeks in the JADE COMPARE trial and
failed to demonstrate IGA, EASI-75, and PP-NRS4 responses. Further subgroup analyses were
conducted for primary nonresponders (defined as patients who did not achieve a response at
any visit through week 16 of the JADE COMPARE trial) and secondary nonresponders (defined
as patients who had achieved a response at any time before week 16 but were nonresponders
at week 16). Responses for the IGA were reported for 34.3% and 47.2% of dupilumab
nonresponders who received 12 weeks of abrocitinib 100 once daily and abrocitinib 200 once
daily, respectively. Responses of an EASI-75 were reported for 67.7% and 80.0% of dupilumab
nonresponders who received 12 weeks of abrocitinib 100 once daily and abrocitinib 200 once
daily, respectively. Responses of a PP-NRS4 were reported for 37.8% and 81.0% of dupilumab
nonresponders who received 12 weeks of abrocitinib 100 once daily and abrocitinib 200 once
daily, respectively.

Harms Results
No harms data were reported for JADE EXTEND at the time of the submission to CADTH.

Critical Appraisal

The JADE EXTEND trial is an ongoing, double-blind extension study that enrolled patients
from the phase Il RCTs. Only interim data were available at the time of the submission to
CADTH, and reporting was limited to an interim analysis with partial reporting (i.e., a clinical
study report was not available to enable a thorough appraisal). Extension studies are often
limited by selection bias, as only patients who are tolerant to treatment and complete the
parent studies are eligible to enrol. At the time of interim analysis, a large proportion of
patients had withdrawn from both the abrocitinib 100 mg once daily (22.9%) and abrocitinib
200 mg once daily (20.0%) groups at 48 weeks.® Issues with the generalizability of these
data are the same as for the parent double-blind studies. Patients were considered to be
dupilumab nonresponders if they failed to demonstrate an IGA, EASI 75, and PP-NRS4
response after 16 weeks of treatment, which was likely insufficient time to fully realize the
maximal treatment effects for dupilumab. The CADTH reimbursement recommendation
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for dupilumab for patients aged 12 years and older with moderate-to-severe AD advises
evaluating the response to treatment after 6 months of treatment.

Conclusions

Four double-blind RCTs demonstrated that, compared with placebo, 12 or 16 weeks

of treatment with abrocitinib was associated with statistically significant and clinically
meaningful improvements in a range of outcomes that are important to the management

of AD, including overall severity of AD (EASI and IGA response), severity of itching (PP-NRS4
response), symptoms (POEM and PSAAD), health-related quality of life (DLQI and CDLQ),
fatigue (FACIT-F), and patient-reported anxiety and depression. These trials included the

use of abrocitinib as monotherapy (JADE MONO-1 [N = 387] and JADE MONO-2 [N = 391])
and as combination therapy (JADE COMPARE [N = 838 adults] and JADE TEEN [N = 287
adolescents]). One active-controlled trial demonstrated that abrocitinib 200 mg once daily
was superior to dupilumab for improving symptoms in the initial weeks after starting
treatment, but no significant differences were seen between the 2 drugs at 26 weeks. All of
the trials enrolled patients with moderate-to-severe AD and an inadequate response to topical
AD therapies. This is reflective of the indication that was initially submitted to Health Canada
and CADTH; however, the approved indication reflects a more restrictive population (i.e., those
with refractory moderate-to-severe AD and an inadequate response to other systemic drugs).
The sponsor conducted pre-specified subgroup analyses based on prior exposure to at least 1
systemic immunosuppressant for AD for the co-primary end points of each trial (i.e., EASI-75
and IGA response). The clinical expert consulted by CADTH indicated that the subgroup
analyses suggest that the response to abrocitinib would likely be similar for those with and
those without prior exposure to a systemic therapy for AD.

All of the included studies suggest that initiating treatment with abrocitinib using the 200 mg
once daily regimen was generally more efficacious than the 100 mg once daily regimen for
establishing a response to treatment in the 12- to 16-week time frame that was studied in the
trials. In addition, the JADE REGIMEN study demonstrated that responders who continue to
receive 200 mg once daily as maintenance treatment were less likely to experience a disease
flare than those who received 100 mg once daily or placebo.

The product monograph states that there is a risk of serious infections, malignancies, and
thrombosis with abrocitinib and other JAK inhibitors. Serious AEs and WDAEs were rare

in the included studies. As AD is a chronic disease, abrocitinib would likely be used as a
long-term treatment for patients who require systemic therapy. Abrocitinib was well tolerated
in the target patient population (i.e., at least 12 years of age with moderate-to-severe AD)

in the short term 12- and 16-week phase Ill studies. No safety data were reported for the
interim analysis of the long-term extension study (JADE EXTEND) and only limited data were
available from the 52-week JADE REGIMEN trial. Data on AEs in the JADE REGIMEN trial
were generally consistent with those observed during the parent studies, but with a numerical
increase in the incidence of SAEs per 100 person-years with abrocitinib 200 mg once daily
(7.77,95% Cl, 4.25 to 13.04) compared with the abrocitinib 700 mg once daily (2.69; 95%

Cl, 0.73 t0 6.88) and placebo (3.18; 95% Cl, 0.39 to 11.49). The ongoing JADE EXTEND

study will help better characterize the longer-term efficacy and safety of abrocitinib in the
treatment of AD.

Network meta-analyses from the sponsor suggest that _
B across the outcomes that were evaluated. Subgroup

analyses for patients reporting AD treatment failure with systemic immunosuppressants
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before study enrolment were limited to IGA response and EASI-75 for the monotherapy
studies and a single composite end point (EASI-50 response and a DLQI improvement of

> 4 points) in the combination-therapy NMA. There was considerable uncertainty in the
estimates of effect for the monotherapy NMA for IGA response; however, similar to the
primary NMA analyses, abrocitinib 200 mg once daily [

The NMA from the ICER suggests that abrocitinib 7100 mg was either inferior or occasionally
comparable to upadacitinib 30 mg and 15 mg once daily, abrocitinib 200 mg once daily, and
dupilumab 300 mg every 2 weeks. The sponsor-submitted MAIC reported that abrocitinib at
dosages of both 100 mg once daily and 200 mg once daily [ No
subgroup analyses were reported for the MAIC, and the ICER’s NMA did not report a subgroup
analysis based on prior exposure to at least 1 systemic therapy for AD. No conclusions
regarding the long-term efficacy of abrocitinib compared to the active comparators relevant
to this review can be drawn as the NMA used study results collected over a relatively short
duration compared to the chronic nature of AD. The inherent heterogeneity across trials in
the networks also introduces uncertainty to interpretation of the results of the trials. The
robustness of the comparative efficacy was further compromised by a lack of precision

in some of the findings, and results from the indirect comparisons must be interpreted

with caution.

Introduction

Disease Background

Atopic dermatitis is the most common type of eczema. It is a chronic, relapsing, inflammatory
skin condition characterized by severely itchy skin (pruritus) that results in red and swollen
skin (rash). Lesions due to AD may appear as fluid-filled vesicles that ooze, crack, and crust.
Pruritus of the skin can cause frequent scratching and may result in lichenification (thickening
of the skin) and secondary skin infections. The disease typically involves skin folds in the
popliteal (behind the knees) and antecubital (front of the elbows) areas. It may also appear

on the face, neck, and hands. Individuals with AD have skin with impaired barrier function

and reduced water-holding capacity, resulting in dry skin that requires treatment with specific
bathing, cleansing, and moisturizing practices.

Atopic dermatitis is a hereditary form of eczema that generally presents in infancy with most
cases beginning before the age of 5 years. The majority of these children will outgrow the
condition by adolescence. It is common for children with AD to develop asthma and/or hay
fever. This process is referred to as the “atopic march,” and AD is often the first step in the
sequential development of these other atopic conditions. The clinical manifestations of AD
vary with age, with infants showing AD on the extensor surfaces of extremities, face, neck,
scalp, and trunk. Children are typically affected on the flexural surfaces of the extremities,
neck, wrists, and ankles, while adolescents and adults are generally affected on the flexural
surfaces of the extremities and the hands and feet.

The Canadian Dermatology Association reports that the lifetime prevalence of AD is up to 17%
in the Canadian population, and evidence suggests that the prevalence has increased over the
past 30 years. Patients often experience worsening itching symptoms throughout the night,
and this may result in sleep loss, which may result in detrimental effects pertaining to school
or work. Individuals with AD may also suffer from the social stigma of having a highly visible
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condition. Overall, these patient experiences describe a physically and mentally exhausting
condition that can result in anxiety, depression, and a decrease in the quality of life.

The goals of AD management are to prevent flares (episodes of worsening of symptoms
typically requiring escalation of treatment), and effectively manage flares when they occur by
preventing disease progression. While there is no cure for AD, several therapeutic options are
available to patients to manage the condition. The majority of patients treat AD by avoiding
skin irritants and using general skin care methods and topical anti-inflammatory therapy. If
these common methods fail to improve AD, patients may use off-label systemic therapy (i.e.,
immunosuppressant therapy) or other approaches, such as phototherapy.

Standards of Therapy
General Skin Care

General skin care practices for patients with AD include irritant avoidance and managing dry
skin. The symptoms of AD may be reduced or prevented through the avoidance of known
skin irritants or triggers.”® Some common irritants include temperature, humidity, dust, pets
(animal dander), smoke, and grass. Using mild detergents with no bleach or fabric softener
to wash clothing and double-rinsing clothing has been recommended to those with AD.

Dry skin associated with AD can be countered through specific bathing, cleansing, and
moisturizing practices. Baths using lukewarm water and emulsifying oils followed by the use
of moisturizers area recommended. Limiting the use of soap and fragranced products may
also help reduce symptoms.”®

Topical Therapy

While a number of nonpharmacological topical therapies exist for treating the symptoms
of AD, the most common therapy is the use of moisturizers. The use of moisturizers is
important to combat dry skin through hydration and the prevention of trans-epidermal water
loss. Moisturizers, which are routinely used to provide some barrier protection for the skin
from irritants or allergens, can soften skin, reduce itching, and minimize cracking, fissuring,
and lichenification. Moisturizers are routinely used frequently throughout the day, preferably
after bathing. Moisturizers can contain a combination of emollients, humectants, and
occlusive drugs.”*'° Emollients (e.g., glycol and glyceryl stearate and soy sterols) lubricate
and soften the skin by smoothing out the surface of the skin and filling the spaces with
droplets. Humectants (e.g., glycerol, lactic acid, and urea) attract water and increase the
skin's water-holding capacity. Humectants sting open skin and are not useful in children
with AD. Occlusive drugs (e.g., petrolatum, dimethicone, and mineral oil) provide a layer of
oil on the surface of the skin to slow trans-epidermal water loss, prevent water loss though
evapouration, and increase the moisture content of the skin. The choice of moisturizer
depends on the area of the body and the degree of dryness of the skin.”21°

The most common pharmaceutical topical therapies include the use of TCS and TCls. The
former act as anti-inflammatory therapy and are considered to be the first-line treatment
for AD.” The more than 30 different types of TCS come in the form of lotions, creams, oily
creams, ointments, or gels, and they can be combined with other drugs such as antibiotics.
Topical corticosteroids vary in potency. In Canada, low-potency (1%) hydrocortisone is

the most commonly prescribed type of TCS for the face. For the body, triamcinolone or
betamethasone valerate (moderate potency) are most commonly prescribed. Topical
corticosteroids are applied directly to the area of affected skin before the use of emollients,
and a response is typically seen within 10 to 14 days. Side effects associated with the long-
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term use of TCS include striae (stretch marks), petechiae (small red and/or purple spots),
telangiectasia (small, dilated blood vessels on the surface of the skin), skin thinning, atrophy,
and acne.”®"" Topical corticosteroids are also recommended for use in children according to
the American Academy of Dermatology (AAD), with cautions regarding dosing, as children
have a larger ratio of surface area to body mass, and there are mixed results from various
studies suggesting that systemic absorption may have an impact on growth.”'°

Topical calcineurin inhibitors are steroid-free, anti-inflammatory, immunosuppressant drugs
that can be used long-term. In Canada, the 2 available second-line drugs are pimecrolimus
and tacrolimus. Pimecrolimus 1% cream can be used for short-term and intermittent
long-term therapy for mild-to-moderate AD and is effective in controlling pruritus.’®' Topical
tacrolimus, an ointment that can be used for short-term and intermittent long-term therapy
of moderate-to-severe AD, demonstrates rapid and sustained AD symptom control. The
most common AE associated with TCls is application site—specific burning and irritation.

A black-box warning remains for TCls regarding lymphoma; however long-term 10-year
surveillance studies have not found an increased risk of lymphoma over that of the general
pediatric population.

Crisaborole, a topical phosphodiesterase type 4 inhibitor, is also available in Canada,

although it is not recommended for reimbursement by CADTH." The advantage of TCls and
crisaborole is that both can be safely applied to the face and creases, whereas TCS that are
more potent than 1% hydrocortisone are inappropriate. Other topical therapies for AD include
treatments with diluted bleach baths, which can help reduce the occurrence of secondary skin
infections.”?

Systemic Therapy

Systemic therapy for the treatment of AD typically involves the use of antimicrobials,
antihistamines, or immunomodulators.”! Systemic antibiotic treatment can be used to
counter widespread secondary bacterial infection. Many patients encounter infection

with Staphylococcus aureus, and this may cause new inflammation and exacerbate AD
symptoms. The choice of systemic antibiotic drug depends upon the skin culture and
sensitivity profile. Sedating antihistamines have been used in cases in which patients are not
achieving adequate sleep due to itching.™

Immunomodulatory drugs, including (in order of frequency of use in Canada) methotrexate,
cyclosporine, mycophenolate mofetil, azathioprine, can be used in patients who are not
responsive to other treatments.”’%"" However, these commonly used off-label treatments are
used at the lowest dose for the shortest possible duration due to side effects.’®'* According to
the AAD, cyclosporine is an effective treatment in pediatrics. The AAD noted the evidence for
the use of methotrexate in pediatric AD is limited; however, a recent 12-week study showed

it had a slower onset than low-dose cyclosporine but an increased time before relapse after
discontinuation. Regarding azathioprine, the AAD noted there was evidence of efficacy in
children; however, its use should be reserved for recalcitrant AD, or cases in which AD has

a significant psychosocial impact.’ The AAD noted that mycophenolate mofetil was a
relatively safe systemic therapy in pediatric AD, although its long-term (> 24 months) efficacy
and safety in pediatrics have not been studied.” With respect to corticosteroids, there is a
longstanding understanding that chronic use can affect growth in children. The AAD does not
recommend corticosteroid use in children with AD except as part of a short-term transition to
systemic immunomodulators.
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Dupilumab (Dupixent) is an interleukin-4 and interleukin-13 inhibitor indicated for use in

adults and pediatrics with moderate to-severe AD whose disease is not adequately controlled
with topical prescription therapies or when those therapies are not advisable. CADTH
recommended that dupilumab be reimbursed with conditions and it is currently reimbursed by
the participating drug programs for patients whose AD is inadequately controlled with topical
prescription therapies and who have demonstrated failure on or intolerance to an adequate
trial of phototherapy (where available), methotrexate, and cyclosporine.®

Other Therapy

Phototherapy is another second-line therapy that is commonly used after failure of TCS, TCls,
and crisaborole. This therapy includes several sessions and is guided by a number of factors,
including patient skin type and skin cancer history. According to AAD guidelines, phototherapy
is considered to be a safe and effective treatment for AD in children. There are no studies

of the long-term consequences of phototherapy use in pediatric AD patients; however, an
increased risk of nonmelanoma skin cancer has been reported in children receiving psoralen
and UV A radiation for psoriasis."

Drug

Abrocitinib is a selective JAKT inhibitor. All JAKs are intracellular enzymes that transmit
signals arising from cytokine or growth factor receptor interactions on the cellular membrane
to influence cellular processes of hematopoiesis and immune cell function. Abrocitinib is
indicated for the treatment of patients 12 years of age and older with refractory moderate-
to-severe AD, including pruritus, who have had an inadequate response to other systemic
drugs (e.g., steroid or biologic), or for whom these treatments are not advisable. The product
monograph states that abrocitinib can be used with or without medicated topical therapies
for AD. The sponsor has requested that abrocitinib be reimbursed in accordance with the
indication approved by Health Canada.

Abrocitinib is available as 50 mg, 100 mg, and 200 mg oral tablets. The dosage recommended
in the product monograph is 100 mg or 200 mg orally once daily, based on the individual
goals of therapy and potential risks of adverse reactions. The product monograph
recommends patients using the 200 mg once daily dosage consider reducing the dosage to
100 mg once daily after symptom control is achieved at week 12. Relative to patients who
maintained the 200 mg dose, the risk of occurrence of serious adverse reactions decreased in
patients who reduced their dose to 100 mg beyond 12 weeks. If symptom control is lost after
dose reduction, the dose can be increased to 200 mg.

Recommended dosage adjustments for patients with renal impairment are summarized in
Table 5. No adjustment is required in patients with mild renal impairment (i.e., an eGFR of 60
mL/min to < 90 mL/min). In patients with moderate renal impairment (eGFR of 30 mL/min

to < 60 mL/min) or severe renal impairment (eGFR < 30 mL/min), the recommended dose of
abrocitinib is to be reduced by 50%, as shown in Table 5. Abrocitinib has not been studied in
patients with end-stage renal disease on renal replacement therapy. No dosage adjustment
is recommended in patients with mild (Child Pugh A) or moderate (Child Pugh B) hepatic
impairment. The product monograph states that abrocitinib has not been studied in patients
with severe hepatic impairment (Child Pugh C). For patients receiving concomitant treatment
with a strong inhibitor of cytochrome P450 2C19 (e.g., fluconazole, fluvoxamine, or fluoxetine),
the use of abrocitinib is not recommended concomitantly with strong inducers of CYP
enzymes (e.g., rifampin). The product monograph also states that treatment with abrocitinib
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should not be initiated in patients with a platelet count less than 150 x 103/mm?, an absolute
lymphocyte count less than 0.5 x 103/mm?, or an absolute neutrophil count less than 1 x 10%/
mm?, or in those who have a hemoglobin value less than 8 g/dL.™

Table 5: Dosage Adjustments for Renal Impairment

Renal impairment stage

Dose adjustment

Indicated dosage: 100 mg q.d.

Indicated dosage: 200 mg q.d.

Mild 60 to < 90 mL/min None None
Moderate 30 to < 60 mL/min 50 mg q.d. 100 mg q.d.
Severe <30 mL/min 50 mg q.d. 100 mg q.d.

eGFR = estimated glomerular filtration rate; g.d. = once daily.

Source: Product Monograph.™
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Table 6: Key Characteristics of Systemic Therapies for Atopic Dermatitis

Abrocitinib

CADTH

Methotrexate

Mechanism of
action

JAKT1 inhibitor

Dupilumab
IL-4 and IL-13 inhibitor

Azathioprine

Immune suppressant

Mycophenolate mofetil

Immune suppressant

Cyclosporine

Immune suppressant

Immune suppressant

patients using 200 mg
g.d., after symptom
control is achieved

at week 12, consider
dose reduction to 100
mg q.d.; relative to
patients who maintain
the 200 mg dose, the
risk of serious adverse
reactions decreased in
patients who reduced
their dose to 100 mg
beyond 12 weeks; if
symptom control is
lost after dose

mg q.2.w.
6 to 17 years

*15to = 30 kg: 600
mg, followed by 300
mg q.4.w.

*30 to = 60 kg: 400
mg, followed by 200
mg q.2.w.

*> 60 kg: 600 mg,
followed by 300 mg
q.2.w.

then dosage reduction
to a maintenance level
of 1to 3 mg/kg q.d.

* Rheumatoid arthritis:
initial dose of 1 mg/
kg (50 to 100 mg) as
single dose or b.i.d.;
increments of 0.5
mg/kg/ day up to a
maximum of 2.5 mg/
kg/day

day in 2 divided
doses

*Not to exceed 5
mg/kg/day

Indication Patients = 12 years Patients = 6 years ® Rheumatoid arthritis * Prevention of * Prevention of e Various neoplasia
old with refractory old with moderate e Prevention of transplant rejection transplant rejection | e pgoriasis
moderate-to-severe to-severe AD whose transplant rejection (renal) e Psoriasis « Rheumatoid arthritis
AD, including pruritus, | disease is not (renal) ¢ Rheumatoid
who have had an adequately controlled eumato
. - . arthritis
inadequate response with topical

i . . . ° N h i
to othgr systemic prescription therapies ephrotic
(steroid or biologic) or when those syndrome
drugs or for whom therapies are not
these trgatments are advisable
not advisable

Route of Oral Subcutaneous Oral *Oral Oral *Oral

administration oIV * Subcutaneous

Recommended =12 years old: 100 = 18 years old: 600 ® Renal transplant: initial ®1 gorally b.i.d. Psoriasis: Varies with indication

dosage mg or 200 mg q.d.; for | mg, followed by 300 dose 3to 5mg/kg daily, | e g v b.id. o Initial: 2.5 mg/kg/ | @nd clinical use
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Abrocitinib Dupilumab Azathioprine Mycophenolate mofetil Cyclosporine Methotrexate
reduction, the dose
can be increased to
200 mg
Serious adverse Product monograph ® Conjunctivitis ¢ Carcinogenic e Infection e Infection * Malignancy
?ffeCts or safety for abrocitinib e Keratitis e Leukopenia e Lymphoma * Malignancy e Serious rash
issues contains black- - . .
box warnings ® Hypersensitivity * Thrombocytopenia * Nephrotoxicity ®Bone marrow
regarding the risk of * Helminthic ¢ Infection ¢ Hypertension suppression
serious infections, infections * Hepatoxicity * Hepatotoxicity *Vomiting, diarrhea
malignancies, and * Neurotoxicity ® Hepatotoxicity
thrombosis

AD = atopic dermatitis; b.i.d. = twice a day; IL-13 = interleukin 13; IL-4 = interleukin 4; ITT = intention-to-treat; JAK1 = Janus kinase-1; g.2.w. = every 2 weeks; q.4.w = every 4 weeks; q.d. = once daily.
Source: Product monographs.'#2?
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Stakeholder Perspectives

Patient Group Input
This section was prepared by CADTH staff based on the input provided by patient groups.

About the Patient Groups and Information Gathered

Three patient groups responded to CADTH?’s call for patient input: the CSPA, Eczéma Québec,
and the ESC.

The CSPA is a national nonprofit organization advocating, educating, and supporting
Canadians affected by skin, hair, and nail disorders. Their mission is to promote skin health
and improve the quality of life of Canadians living with skin disorders through advocacy,
education, and awareness, supporting research, and working with affiliate member
organizations that serve specific patient communities such as those with eczema, melanoma,
or psoriasis.

Eczéma Québec was created as a branch of the McGill University Hospital Network Centre

of Excellence for Atopic Dermatitis. Eczéma Québec is a Patient Advisory Committee and
registered nonprofit organization. It established a network of adult AD patients and health
care practitioners in the field of AD (encompassing specialist clinician dermatologists, general
practitioners, nurse practitioners, and others), with a goal of building resources based on
international best-practice guidelines. Eczéma Québec works with the Centre of Excellence

to build knowledge translation tools featuring validated information to improve education,
experience of care, and promote awareness and the health outcomes of this population.

Eczéma Québec and the CSPA developed and circulated a web-based survey in English

and French using the Survey Monkey platform. The survey was distributed through both
organizations’ newsletters and other channels. The survey drew 56 respondents. Of the
respondents, 91% resided in Québec, 3.6% in Ontario, 3.6% in New Brunswick, and 1.8% in
Manitoba. About 3-quarters (43 or 76.8%) of the respondents were patients while 7 (12.5%)
were a parent of a patient. Most (80.4%) of the surveyed patients were female (gender at
birth) and 19.6% were male. Of these respondents, 11 identified as male, 43 as female, and 2
as non-binary. The age groups (numbers of respondents, percentage of each) were: 18 to 24
(2,3.6%), 25 t0 34 (13, 23.2%), 35 to 44 (15, 26.8%), 45 to 54 (12, 21.4%), 55 to 64 (3, 5.4%),
and over 65 years of age (9, 16.1%).

The ESC is a registered Canadian charity dedicated to improving the lives of Canadians
living with eczema with a mission of providing support, education, awareness, and research.
The ESC gathered survey data from more than 3,000 Canadians who live with AD on topics
including quality-of-life impact, experience with systemic treatments, the AD patient journey,
and experience with itch related to AD. Respondents included adults living with AD and the
caregivers of children living with AD. Information for this submission was also gathered via
guestionnaires and 1-on-1 interviews. Patients and caregivers who shared their experiences
using abrocitinib accessed the drug through a clinical trial.

Disease Experience

Based on patients’ experiences shared by the 3 patient groups for this review, AD negatively
affects the individual and their family and can lead to psychological distress. The disease is
not only referred to as the most common chronic inflammatory skin disease, but also as 1 of
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the highest-ranking disorders that causes disability-adjusted life-years in patients worldwide.
Patients frequently report that itch is the most burdensome symptom of AD. Some also
experience pain or a burning sensation from their AD. The severity of AD correlates with
impacts on health-related quality of life as well as lost productivity at school and burdens

on health systems. All respondents experienced itching because of their condition. Some
patients shared challenges due to the pain they are experiencing. For example, with respect
to their clothing: “The symptoms come and go between seasons. My biggest outbreaks

are on my right heel, and it makes wearing shoes (even the comfiest shoes | own) very
uncomfortable.”

Other reported experiences included: "At my worst, | had to be hospitalized. My AD was
seeping, oozing, and infected. | was only sleeping a couple of hours a night. It was a very
tough time for me” and “It felt like my whole body was burning, especially on my neck and
chest. [..] Aside from that, the itchiness is uncontrollable and would wake me up at night.”

Nearly half (48.5%) of the joint survey respondents had symptoms for more than 10 years;
5(15.2%) had lived with symptoms for 1 to 2 years, 4 (12.1%) for 3 to 5 years, and 4 (12.1%)
for 5to 10 years. These patients and their caregivers also reported on the severity of the
condition: 3 (9.1%) reported having a mild form of the disease, 16 (48.5%) from a moderate
form, and 14 (42.4%) were living with a severe form of the disease. One patient reported: “All
my life, | have struggled with itch. The constant, debilitating itch that would never leave me
alone.” Atopic dermatitis also has significant impacts in terms of the psychosocial burden of
symptoms, as 1 respondent reflected: “If flaring, [it is] hard to do some things physically and
[I'm] self-conscious so tend to stay home.”

Mood, work, school, and social interactions can all be affected by AD. In the ESC survey,

32% of adult respondents with moderate or severe AD had missed work events due to their
condition, and 30% had to change careers or give up certain activities. A respondent to

the CSPA-Eczéma Québec questionnaire shared their experience of AD by noting: “Work
stoppage, Repeated Depression, Lack of Sleep. It's hard to participate in social or seasonal
activities.” Adult respondents of the ESC survey reported feeling itchy multiple times each day
(reported by 72% of respondents with moderate AD and by 95% of respondents with severe
AD); 71% of adult survey respondents with moderate or severe AD rated their overall itch as 7
out of 10 or greater, and at its worst, 42% of survey respondents rated it as 10 out of 10 — the
worst itch imaginable.

From the joint survey, 6 (18.2%) of the respondents noted they would miss 1 to 2 days per
month and 2 (6.1%) would miss more than 7 days each month to care for their condition.
Some compared the sensation of itch to being bitten by thousands of mosquitoes at once.
The respondents noted that the most prevalent areas where they experienced AD were the
backs of their hands (63.64%) and their thighs and/or legs (54.55%), neck (51.52%), the inside
the arms and/or the elbow folds (51.52%), the outside of the arms and/or the exterior part of
the elbows (51.52%), scalp (48.48%), face (45.45%), ears (45.45%), abdomen (45.45%), the
area around the eyes (39.39%), breasts, under breasts and/or nipples (39.39%), back (39.39%),
backs of the knees (36.36%), the top of the feet (30.30%), the palms of their hands (30.30%),
groin area and/or genitalia (24.24%), buttocks (21.21%), front of the knees (21.21%), soles

of the feet (21.21%), and armpits (18.18%). Other symptoms included redness of the skin
(87.88%), repeated rashes (84.85%), frequent scratching (84.85%), cracked skin (84.85%),

dry and rough skin (78.79%), disrupted sleep (75.76%), bleeding (69.70%), flaking of the skin
(69.70%), pain (69.70%), thickening of the skin (60.61%), 0ozing (48.48%), swelling (42.42%),
lichenification (39.39%), and blistering (36.36%).
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Experience With Currently Available Treatment

For many patients living with AD, frequent moisturizing, trigger avoidance, and the use of
topical treatments work well to control their AD flares, but others are left suffering.

Patients affected by AD often have to try multiple treatments to find the right option for their
circumstances, and these circumstances can change over time. Respondents considered

it important that AD patients have multiple treatment options available for their specific
circumstances: ‘I think that my problem is that | no longer have treatment options left”
(translation). Another reported: “I have been a prisoner of my creams and ointments. My
family has had to sit by powerlessly as | scratched my skin until [| was] bloody.”

Patients and caregivers can feel extremely frustrated when they follow their doctors’
instructions closely and still continue to experience treatment failure. Parents often feel it is
their fault that the treatment is failing. In addition to experiencing debilitating and life-altering
symptoms, patients and caregivers alike report often having difficulty accessing timely and
appropriate care when they experience flares of their disease: “Accessibility to a competent
health professional with regard to eczema is one of the biggest challenges” (translation).

Most patients expressed their dissatisfaction with the treatment options available to them
and how these treatments addressed the most important symptom of their disease. One
respondent stated: “Nothing works” while another shared that: “Nothing has stopped the
itch.” Another source of frustration for these participants was that they did not see these
treatments as long-term options but rather “temporary” (translation).

Although most respondents of the joint survey did not have specific experience with
targeted treatments for AD (only 8 [14.3%] respondents had experience with dupilumab, 8
[14.3%)] had experience with TCls, and 16 [28.6%] had experience with cyclosporine), few

of the other treatment options stood out as very effective or somewhat effective, with the
treatment perceived as the most generally effective being TCS (66.7%), followed by the use
of a moisturizer, emollient and/or ointments (47.8%), and topical phosphodiesterase type 4
inhibitors (30.0%).

According to the ESC survey on the use of systemic treatments for AD, oral corticosteroids
were the most frequently used systemic treatments, but they also rated highest in safety
concerns for patients. Patients also reported that the rebound flares experienced after taking
oral corticosteroids can be devastating. Phototherapy is also sometimes used; however, some
patients reported that it does not adequately control their AD in the long-term. In addition, a
lack of access to phototherapy clinics is a significant barrier for many patients depending
where they are located in the country. Furthermore, the COVID-19 pandemic significantly
affected patients’ access to phototherapy clinics across the country.

Improved Outcomes

Overall, patients expressed the strongest desire for improvements in their ability to manage
the itch and reduce flares, inflammation, and/or rashes and improve quality of life and sleep,
and they a placed a slightly lower value on the importance of the mode of administration or
lichenification.

In the joint survey, patients agreed that new treatments should be able to manage itch
(28 of 28 strongly or somewhat agreed), reduce flares (26 of 27), manage redness and
inflammation (26 of 27), give rapid results (26 of 28), address lichenification (thickening) of
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the skin (25 of 27), be easy to use (25 of 28), be covered by insurance or be affordable (23

of 27), allow patients to stop using topical treatments (23 of 28), and not require injections
by the patient or someone else (19 of 28). No respondent strongly or somewhat disagreed
that these outcomes were important in a new treatment. When referring to the preferred
mode of administration: 67.9% (19) preferred daily pills taken by mouth, 50% (14) preferred
daily topical medications, and 42.9% (9) preferred injections every other week that they could
do themselves or with help. On the subject of topical medications, T patient commented: “If
you knew how many layers of creams, | had to slather on my body with help.... It was just
inhumane” (translation).

Patients were generally unwilling to accept serious side effects from a new treatment.
However, they also commented that they are living with the serious effects of their disease,
and the negative impacts of their disease would be weighed against the side effects of a
treatment option. Across the spectrum of AD severity, patients and caregivers consistently
reported carefully weighing the risks and benefits of any medication, ranging from topical
medications to systemic medications. For those living with uncontrolled moderate or
severe AD, they expressed a willingness to accept some acceptable level of side effects
associated with a new treatment and a clinical trial if it meant it would bring them relief from
their symptoms.

Patients, particularly those who are adolescents, want to be able to have the confidence to be
more outgoing and social, and patients with skin of colour want to avoid the visible changes
in skin pigmentation that can result from scratching, flares, and scarring.

Experience With Drug Under Review

The ESC interviewed Canadian patients about their experiences with abrocitinib, which was
accessed through the clinical trial. The treatment was reported as being extremely effective
at controlling itch, while also reducing flares and subsequently, the cycle of open sores, and
skin infections. One patient indicated that, after starting abrocitinib, they no longer had skin
infections from open sores that would ooze and then lead to hospitalization and the need
for IV antibiotics. It was also reported that, in addition to itch relief and skin improvement,
abrocitinib improved stress, sleep, mood, and concentration at work.

Medication delivery was also noted as a benefit of this treatment, compared to experiences
patients have reported with complex and often uncomfortable skin care routines and
topical treatments.

At the time that the responses from the joint survey responses were received, between March
29 and April 23 of 2021, none of the individuals who took part had direct experience with
abrocitinib.

Additional Information

According to the ESC, patients who live with moderate-to-severe uncontrolled AD may never
experience periods of clear skin despite adherent use of their treatments, such as topical
medications. For this patient population, there is a significant gap in treatments, and more
options are desperately needed. The burden of disease, quality-of-life impact, and suffering
associated with moderate or severe AD can be debilitating, as the itch, discomfort, and pain
can disrupt sleep, affect mental health, and lead to absenteeism from work and/or school.
Abrocitinib offers hope to patients with uncontrolled moderate or severe AD by providing rapid
improvement of itch and skin lesions, which in turn improves their quality of life.

CADTH Reimbursement Review Abrocitinib (Cibingo) 48



CADTH

According to the CSPA and Eczéma Québec, skin disorders are often diminished, disregarded,
and dismissed. They are more than “just a rash.” The development of better-tailored treatment
options for skin disorders on the horizon provides new hope that treatments will address the
underlying pathology of skin disorders, rather than only treating the symptoms. Those living
with skin disorders deserve to be treated with respect and dignity by the health system, which
includes its embrace of new and tailored treatment options.

Clinician Input
Input From Clinical Experts Consulted by CADTH

All CADTH review teams include at least 1 clinical specialist with expertise in the diagnosis
and management of the condition for which the drug is indicated. Clinical experts are a critical
part of the review team and are involved in all phases of the review process (e.g., providing
guidance on the development of the review protocol, assisting in the critical appraisal of
clinical evidence, interpreting the clinical relevance of the results, and providing guidance on
the potential place in therapy). The following input was provided by a clinical specialist with
expertise in the diagnosis and management of AD.

Unmet Needs

Presently, patients achieving suboptimal disease control with appropriate disease-specific
skin care measures (irritant avoidance, emollients, and bleach baths), TCS and/or TCls,
crisaborole, and phototherapy are offered treatments with off-label immunosuppressive
drugs. In Canada, the most commonly chosen immunosuppressive drug is methotrexate,
followed by cyclosporine, azathioprine, and mycophenolate mofetil. Because of their potential
toxicities, these drugs are generally prescribed as intermittent courses in the treatment

of AD. There are patients for whom some or all of these drugs are contraindicated or for
whom toxicities limit their use. There are also patients who do not respond to these drugs.
Dupilumab is offered as second-line systemic therapy to the immunosuppressives, but
reimbursement for dupilumab in Canada remains problematic.

Place in Therapy

Abrocitinib, a small-molecule reversible JAKT inhibitor, is a potentially useful addition to the
currently available therapeutic options for AD. It will, in the specialist's opinion, be a useful
drug in patients who have contraindications to, experience adverse effects from, or who are
unresponsive to the off-label immunosuppressive drugs. It will also be useful in that subset
of patients who respond to off-label immunosuppressive drugs but who require continuous
long-term therapy to control their disease.

Abrocitinib will also potentially be of value in patients with AD who have been treated with
dupilumab and had a suboptimal response, who develop severe conjunctivitis or other ocular
side effects from dupilumab or are intolerant of injections and prefer an oral drug, and/or
those who have severe injection-site reactions to dupilumab.

All patients with AD treated with abrocitinib would be expected to continue on with emollients,
TCS, TCls, and/or crisaborole. It is expected that abrocitinib would never be combined with
off-label immunosuppressants or dupilumab (or the new biologics such as tralokinumab that
are emerging treatments for AD).

Abrocitinib is unlikely to cause a significant shift in the current treatment paradigm for AD
beyond its inclusion as another effective drug. It would be appropriate to recommend trials
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of methotrexate and cyclosporine before initiating treatment with abrocitinib. These older
drugs are cost-effective and efficacious, and dermatologists are well versed in appropriate
dosing, duration of therapy, and monitoring of patients for potential toxicities. Many patients
can be managed with intermittent use of immunosuppressants. The clinical expert consulted
by CADTH noted that immunosuppressants have likely been underutilized in clinical practice,
partly due to the paucity of literature. As these are older drugs with low commercial value,
adequate clinical trials are rare. This leads to a “low evidence” designation in reviews and
treatment guidelines.

Patient Population

Although AD is not a diagnostic challenge for a dermatologist, the differential diagnosis
includes psoriasis, ichthyoses, allergic contact dermatitis, irritant contact dermatitis,

and cutaneous T-cell lymphoma. The barrier dysfunction of AD predisposes patients to
superimposed allergic contact dermatitis and also dermatophytosis, and therefore patch tests
and skin scrapings for potassium, oxygen, and hydrogen, and fungal culture may be of benefit
in selected cases. A biopsy would usually be reserved for patients recalcitrant to all therapy
for whom cutaneous T-cell lymphoma is a consideration, or occasionally, to differentiate AD
from psoriasis. Abrocitinib would never be considered for pre-symptomatic patients.

All patients with moderate-to-severe AD could respond to treatment with abrocitinib. It is
unclear whether abrocitinib can effectively treat those patients who have failed methotrexate,
cyclosporine, and/or dupilumab. It is not currently possible to identify those patients who are
most likely to exhibit a response to abrocitinib.

The patients with AD who could be considered least suited for treatment with
abrocitinib include:

e those who are well controlled with topical therapy, phototherapy, and/or intermittent
off-label immunosuppressive therapy

* those who are well controlled with dupilumab

* those with potential contraindications to JAK inhibitors such as: severe active infections
acute or chronic including latent tuberculosis, deep fungal infections and opportunistic
infections; potentially malignancy, including ongoing treatment with chemotherapy such
as checkpoint inhibitors; severe hepatic disease; severe renal disease; pregnancy and
lactation; a history of thromboembolic events, and pre-existing hematologic disease,
including lymphopenia and neutropenia.

Assessing Response to Treatment

In general, the outcomes used in clinical practice are aligned with the outcomes typically
used in clinical trials. The clinical expert consulted by CADTH anticipated that the EASI score
will be chosen as the benchmark for reimbursement. As such, this will be calculated and
recorded at each patient visit. Many clinicians will also record a DLQI score, although this
value may not be required for reimbursement. Reduction in pruritus will also be noted but not
formally scored using a scale. The patient’s impression of their overall improvement will also
be recorded.

The benchmark response will be an EASI-75 at 16 weeks. However, EASI score reductions
of 50% to 75% would be anticipated to be clinically meaningful, particularly to those who
have had severe disease recalcitrant to all previous therapies. It is anticipated that patients
who initiate treatment with abrocitinib would be re-evaluated after 16 weeks. Those who are
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judged to be responders at this visit would be seen subsequently once every 6 months. Those
who have not reached response targets at 16 weeks would be re-evaluated at 20 weeks
following initiation of drug. A decision about whether to stop or continue would be made at
the 20-week visit. Bloodwork, including complete blood count and differential liver-function
tests, creatinine, lipids, and CPK, would be analyzed monthly before the first follow-up visit
and, if there are no concerns, every 3 months thereafter.

Discontinuing Treatment

The following factors would be considered when deciding to discontinue treatment with
abrocitinib:

e failure to achieve clinically meaningful response at 16 to 20 weeks

e failure to maintain an adequate response on long-term maintenance

e development of a hypersensitivity response judged to be due to abrocitinib
* TEAEs, such as lymphopenia, neutropenia, arterial thrombosis, or VTE

e treatment-emergent severe infection

* treatment-emergent malignancy.

Prescribing Conditions

A specialist would be required to diagnose, treat, and monitor patients taking abrocitinib.
Appropriate specialists would include a pediatric dermatologist, a general dermatologist, or a
pediatrician with an interest in AD.

Clinician Group Input
No input was received from clinician groups.

Drug Program Input

The drug programs provide input on each drug being reviewed through CADTH's
reimbursement review processes by identifying issues that may affect their ability to
implement a recommendation. The implementation questions and corresponding responses
from the clinical experts consulted by CADTH are summarized in Table 7.

Table 7: Summary of Drug Plan Input and Clinical Expert Response

Drug program implementation questions Clinical expert response

Access to phototherapy seems to be limited across Canada. Is this Phototherapy is mostly accessible in urban areas but not

factual or perceived among clinicians and dermatologists? in rural areas. It is important to consider this barrier in the
decision-making process.

Would abrocitinib be initiated in patients who have failed previous Patients who have failed dupilumab plus 1 of the

treatment with a biologic drug? immunomodulators would be candidates to receive

abrocitinib. This also would apply in those who have
failed dupilumab alone, although there is high uncertainty
due to lack of evidence for this clinical recommendation.

Should it be required that patients had an adequate trial of (or be A trial of 2 of the 4 immunomodulators (methotrexate,
ineligible for) cyclosporine, methotrexate, and phototherapy before cyclosporine, mycophenolate mofetil, and azathioprine)
initiating abrocitinib? should be considered before initiating abrocitinib.
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Drug program implementation questions

The initiation criteria that were recommended by CDEC for dupilumab
are:

e Patients aged 12 years and older with moderate-to-severe AD
whose disease is not adequately controlled with topical prescription
therapies or when those therapies are not advisable.

e Patients must have had an adequate trial or be ineligible for
each of the following therapies: phototherapy (where available),
methotrexate, and cyclosporine.

¢ Patients who have had an adequate trial phototherapy,
methotrexate, and/or cyclosporine must have documented
refractory disease or intolerance.

* The physician must provide the EASI score and Physician Global
Assessment score at the time of initial request for reimbursement.

® The maximum duration of initial authorization is 6 months.

* Should consideration be given to aligning the initiation criteria of
abrocitinib with that of dupilumab?

Clinical expert response

The initiation criteria for dupilumab are feasible to
implement in clinical practice and could be applied to
abrocitinib.

It would also be practical to consider earlier than 6
months for the duration of the initial authorization (i.e., 16
to 20 weeks instead of 24 weeks) and proceed to assess
the continuation/renewal of the indication.

Will dupilumab (or other biologics approved for AD) be among the
prior therapies required in the eligibility criteria for initiation of therapy
with abrocitinib?

Will prior therapies required for eligibility include dupilumab (or
biologics approved for AD)?

The use of dupilumab as a prior therapy before initiating
treatment with abrocitinib should not be an initiation
criterion. Both drugs would have the same place of
therapy in the population for this indication.

CDEC renewal criteria for dupilumab are as follows:

* The physician must provide proof of beneficial clinical effect when
requesting continuation of reimbursement, defined as an EASI-75
response 6 months after treatment initiation.

* The physician must provide proof of maintenance of an EASI-

75 response from baseline every 6 months for subsequent
authorizations.

* Should consideration be given to aligning the renewal criteria of
abrocitinib with those recommended for dupilumab?

The renewal criteria are feasible to apply to abrocitinib,
although the timing of 6 months (24 weeks) could be
considered to earlier dates (e.g., 16 to 20 weeks).

The included trials had a duration of 12 to 16 weeks, with the longest
follow-up in the studies assessing up to 48 weeks.

Based on the available evidence, have the long-term safety data been
established with certainty?

The currently available evidence is not sufficient to
establish the long-term safety profile of abrocitinib in the
treatment of AD.

The CDEC recommendation for dupilumab included the following 3
implementation considerations:

®Based on the trials, moderate-to-severe AD is defined as an EASI
score of 16 points or higher, or an Investigator (Physician) Global
Assessment score of 3 or 4.

* Adequate control and refractory disease are optimally defined using
criteria similar to those used in the dupilumab clinical trials, such as
achieving an EASI-75.

* Phototherapy may not be available in all jurisdictions. Geographic
inability to access phototherapy should not preclude patients from
accessing dupilumab if otherwise indicated.

These implementation considerations are relevant for the
reimbursement of abrocitinib and should be noted in the
recommendation.
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Drug program implementation questions Clinical expert response

Should these 3 implementation considerations be also considered for

abrocitinib?
Can abrocitinib be used in combination with other JAK inhibitors, Abrocitinib should not be used in combination with
biologic DMARDSs, phototherapy or immunosuppressants? other systemic treatments for AD (there is no evidence

regarding the safety and efficacy of such combinations).

Should abrocitinib be prescribed in consultation with a dermatologist A specialist would be required to diagnose, treat,
and/or specialist? and monitor patients taking abrocitinib. Appropriate
specialists would include a pediatric dermatologist, a
general dermatologist, or a pediatrician with an interest

in AD.
How would an “adequate trial” be defined in clinical practice for e For phototherapy: the typical duration would be
patients with AD who undergo therapy with phototherapy (where considered 12 weeks (3 times per week).
available), methotrexate, and cyclosporine? * For methotrexate: a trial of 15 mg per week with

variable duration.

* For cyclosporine: 2.5 mg/kg/day in 2 divided doses,
with variable duration.

How would “ineligible” be defined in clinical practice for patients Risk factors or potential adverse reactions from the
with AD who are ineligible to receive therapy with methotrexate or interventions would make patients ineligible.
cyclosporine?

AD = atopic dermatitis; CDEC = CADTH Canadian Drug Expert Committee; DMARD = disease-modifying antirheumatic drug; EASI = Eczema Area and Severity Index;
EASI-75 = improvement of 75% or greater in the Eczema Area and Severity Index total score; JAK = Janus kinase.

Clinical Evidence

The clinical evidence included in the review of abrocitinib is presented in 3 sections. The first
section, the systematic review, includes pivotal studies provided in the sponsor’s submission
to CADTH and Health Canada, as well as those studies that were selected according to an a
priori protocol. The second section includes indirect evidence from the sponsor and indirect
evidence selected from the literature that met the selection criteria specified in the review.
The third section includes sponsor-submitted long-term extension studies and additional
relevant studies that were considered to address important gaps in the evidence included in
the systematic review.

Systematic Review (Pivotal and Protocol-Selected Studies)

Objectives

To perform a systematic review of the beneficial and harmful effects of oral abrocitinib
7100 mg once daily and 200 mg once daily for the treatment of patients 12 years and older
with moderate-to-severe AD, including pruritus, who have had an inadequate response to
prescribed topical therapy or for whom these treatments are not advisable.

Methods

Studies selected for inclusion in the systematic review included pivotal studies provided in the
sponsor’s submission to CADTH and Health Canada, as well as those meeting the selection
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criteria are presented in Table 8. Outcomes included in the CADTH review protocol reflect
outcomes considered to be important to patients, clinicians, and drug plans.

Table 8: Inclusion Criteria for the Systematic Review

Criteria Description

Population Patients 12 years of age and older with moderate-to-severe AD, including pruritus, who have had an inadequate
response to prescribed topical therapy or for whom these treatments are not advisable

Subgroups:
e severity of AD (e.g., moderate, severe)
e failure to respond/contraindication/intolerance to 1 or more systemic therapies
* age (adolescents vs. adults)
® smoking status
e obesity (body mass index)

Interventions Abrocitinib 100 mg q.d. or 200 mg q.d. as monotherapy for AD
Abrocitinib 100 mg qg.d. or 200 mg g.d. in combination with topical therapies for AD

Comparator When used alone or in combination with topical therapy:
e biologics (e.g., dupilumab)

e immune-modulating drugs (e.g., methotrexate, cyclosporine A, azathioprine, mycophenolate mofetil,
tacrolimus)

e retinoids (e.g., acitretin, alitretinoin)
e small molecules (e.g., apremilast)
e placebo

Outcomes Efficacy outcomes
e Severity of AD and AD lesions (e.g., IGA score, EASI, SCORAD)
* Symptom reduction (e.g., pruritus, pain, sleep disturbance)
¢ Health-related quality of life (e.g., EQ-5D score, DLQI, CDLQI score)
*Mood (e.g., anxiety, depression)
* Productivity (e.g., days of missed work/school)
Harms outcomes
® AEs, SAEs, WDAEs

* AEs of special interest, such as harms of special interest: serious infections (tuberculosis, fungal); viral
reactivation (herpes simplex, herpes zoster, hepatitis B); malignancies; arterial or pulmonary thrombosis;
anemia; lymphopenia; neutropenia; exacerbations and/or flares; MACE; elevated CPK and lipid levels; acne;
folliculitis

Study designs Published and unpublished phase Ill and 4 RCTs

AD = atopic dermatitis; AE = adverse event; CDLQI = Children’s Dermatology Life Quality Index; CPK = creatine phosphokinase; DFI = Dermatitis Family Impact; DLQI =
Dermatology Life Quality Index; EASI = Eczema Area and Severity Index; IGA = Investigator's Global Assessment; MACE = major adverse cardiovascular event; g.d. = once
daily; RCT = randomized controlled trial; SAE = serious adverse events; SCORAD = Scoring Atopic Dermatitis; WDAE = withdrawal due to adverse event.

The literature search for clinical studies was performed by an information specialist using
a peer-reviewed search strategy according to the PRESS Peer Review of Electronic Search
Strategies checklist.?®

Published literature was identified by searching the following bibliographic databases:
MEDLINE All (1946—) via Ovid and Embase (1974—) via Ovid. All Ovid searches were run
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simultaneously as a multi-file search. Duplicates were removed using Ovid deduplication
for multi-file searches, followed by manual deduplication in EndNote. The search strategy
comprised both controlled vocabulary, such as the National Library of Medicine’'s MeSH
(Medical Subject Headings), and keywords. The main search concept was Cibingo
(abrocitinib). Clinical trials registries searched included the US National Institutes of Health's
clinicaltrials.gov, WHQ'’s International Clinical Trials Registry Platform (ICTRP) search portal,
Health Canada'’s Clinical Trials Database, and the European Union Clinical Trials Register.

No filters were applied to limit the retrieval by study type. Retrieval was not limited by
publication date or by language. Conference abstracts were excluded from the search results.
Appendix 1 provides detailed search strategies.

The initial search was completed on May 25, 2021. Regular alerts updated the search until the
meeting of the CADTH Canadian Drug Expert Committee on September 15, 2021.

Grey literature (literature that is not commercially published) was identified by searching
relevant websites from the Grey Matters: A Practical Tool For Searching Health-Related Grey
Literature checklist.?* Included in this search were the websites of regulatory agencies (US
FDA and European Medicines Agency). Google was used to search for additional internet-
based materials. Appendix 1 provides more information on the grey literature search strategy.

These searches were supplemented by reviewing bibliographies of key papers and through
contacts with appropriate experts. In addition, the manufacturer of the drug was contacted
for information regarding unpublished studies.

A focused literature search for NMAs dealing with Cibingo (abrocitinib) and AD was run-in
MEDLINE All (1946-) on May 18, 2021. No limits were applied.

Two CADTH clinical reviewers independently selected studies for inclusion in the review
based on titles and abstracts, according to the predetermined protocol. Full-text articles of

all citations considered potentially relevant by at least 1 reviewer were acquired. Reviewers
independently made the final selection of studies to be included in the review, and differences
were resolved through discussion.

Findings From the Literature

Five studies were identified from the literature for inclusion in the systematic review
(Figure 1). The included studies are summarized in Table 9. None of the potentially relevant
studies were excluded.
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Figure 1: Flow Diagram for Inclusion and Exclusion of Studies
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Table 9: Details of Included Monotherapy Studies

Deta AD ONO AD ONO
Designs and populations

Study design Phase lIl, double-blind, placebo-controlled, parallel-group, RCT

Locations 69 sites in 8 countries: the US, Canada, Germany, | 102 sites in 13 countries: the US, Poland, Republic of
Australia, Poland, Czech Republic, the UK, and Korea, Japan, Australia, Bulgaria, Canada, Germany, the
Hungary UK, China, Latvia, Hungary, and Czech Republic

Patient enrolment First visit: December 7, 2017 First visit: June 29, 2018

dates Last visit: March 26, 2019 Last visit: August 13,2019
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JADE MONO-1 JADE MONO-2
387 391
® Placebo (n = 77) *Placebo (n =78)
e Abrocitinib 100 mg q.d. (n = 156) e Abrocitinib 100 mg q.d. (n = 158)
e Abrocitinib 200 mg g.d. (n = 154) ® Abrocitinib 200 mg g.d. (n = 155)

Inclusion criteria

® Aged = 12 years
* Moderate-to-severe AD
*Body weight =4 0 kg

¢ Inadequate response to topical medications for = 4 weeks; or topical treatments are medically
inadvisable; or has required systemic therapies for control of their AD

Exclusion criteria

e Acute or chronic medical or psychiatric conditions (such as depression)

¢ | aboratory abnormalities that may increase the risk associated with study participation

e Current or history of conditions associated with thrombocytopenia, coagulopathy, or platelet dysfunction
® Prior use of JAK inhibitor

¢ Use of systemic corticosteroid within 4 weeks of study initiation

¢ Use of dupilumab within 6 weeks of study initiation

e Use of topical AD treatments within 72 hours of the first dose of study medication (JADE MONO-2 only)

Drugs
Intervention e Abrocitinib 100 mg q.d. e Abrocitinib 100 mg g.d.
® Abrocitinib 200 mg q.d. ® Abrocitinib 200 mg q.d.
Comparator(s) e Placebo q.d. ®Placebo q.d.
Duration

Phase

Screening 28 days 28 days

Double-blind 12 weeks 12 weeks

Follow-up 4 weeks or open-label extension 4 weeks or open-label extension

Outcomes

Primary end point

¢ |GA response at 12 weeks (score of 0 or 1 and a reduction from baseline of = 2 points)
®EASI-75 at 12 weeks: = 75% improvement from baseline

Secondary and
exploratory end
points

* EASI-75 response (weeks 2, 4, 8) * EASI-75 response (weeks 2, 4, 8)

*|GA response (weeks 2, 4, 8) *|GA response (weeks 2, 4, 8)

* PP-NRS4 response and CFB in PP-NRS * PP-NRS4 response and CFB in PP-NRS

® CFB in PSAAD score ® CFB in PSAAD score

* EASI-50, EASI-90, EASI-100, CFB in EASI * EASI-50, EASI-90, EASI-100, CFB in EASI

¢ CFB in percent BSA and BSA response (5%) * CFB in percent BSA and BSA response (5%)
e Steroid-free days e Steroid-free days

® SCORAD-50, SCORAD-75, CFB in SCORAD ® SCORAD-50, SCORAD-75, CFB in SCORAD
*Time to PP-NRS4 *Time to PP-NRS4

® PSAAD response * PSAAD response

*CFB DLQl and CDLQI *CFB in DLQI and CDLQ
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Detail JADE MONO-1 JADE MONO-2
*DLQI response (= 2 points and = 4 points) *DLQI response (= 2 points and = 4 points)
*CDLQI response (= 2.5 points) * CDLQI response (= 2.5 points)
* CFB in each HADS component * CFB in each HADS component
*HADS response (< 8) *HADS response (< 8)
*CFB in POEM *CFB in POEM
* PtGA response and CFB in PtGA * PtGA response and CFB in PtGA
¢ CFB in EQ-5D-5L/EQ-5D-Y * CFB in EQ-5D-5L/EQ-5D-Y
* CFB in FACIT-F/Peds-FACIT-F * CFB in FACIT-F/Peds-FACIT-F
*CFB in SF-36v2 *CFB in SF-36v2
*CFB in WPAI-AD
¢ Night-time itch
¢ Time to achieve = 4-point improvement from baseline
in the Night Time Itch Scale response
Notes
Publications e Simpson et al. (2020)% e Silverberg et al. (2020)¥
e Clinicaltrials.gov?® ¢ Clinicaltrials.gov?®

AD = atopic dermatitis; BSA = body surface area; CDLQI = Children’s Dermatology Life Quality Index; CFB = change from baseline; DLQI = Dermatology Life Quality Index;
EASI-50 = improvement of 75% or greater in the Eczema Area and Severity Index total score; EASI-75 = improvement of 75% or greater in the Eczema Area and Severity
Index total score; EASI-90 = improvement of 90% or greater in the Eczema Area and Severity Index total score; EASI-100 = improvement of 100% in the Eczema Area and
Severity Index total score; EQ-5D-5L = EQ-5D 5-Levels questionnaire; EQ-5D-Y = EQ-5D Youth Scale; FACIT-F = Functional Assessment of Chronic lliness Therapy-Fatigue;
HADS = Hospital Anxiety and Depression Scale; IGA = Investigator’s Global Assessment; JAK = Janus kinase; Peds-FACIT-F = Pediatric Functional Assessment of Chronic
Iliness Therapy—Fatigue; POEM = Patient-Oriented Eczema Measure; PP-NRS = severity of pruritus numerical rating scale; PP-NRS4 = improvement of 4 or greater from
baseline on peak pruritus numerical rating scale; PSAAD = Pruritus and Symptoms Assessment for Atopic Dermatitis; PtGA = Patient Global Assessment; g.d. = once daily;
RCT = randomized controlled trial; SCORAD = Scoring Atopic Dermatitis; SCORAD-50 = an improvement of 50% or greater in Scoring Atopic Dermatitis; SCORAD-75 = an
improvement of 75% or greater in Scoring Atopic Dermatitis; SF-36v2 = Short Form (36) Health Survey Version 2; WPAI-AD = Work Productivity and Activity Impairment
Questionnaire—Atopic Dermatitis.

Source: Clinical Study Reports.?®

Table 10: Details of Included Combination-Therapy Studies

AD

Designs and populations

US, Poland, Republic of Korea,
Japan, Australia, Bulgaria, Canada,
Germany, the UK, Latvia, Hungary,
Czech Republic, Chile, Spain, Italy,
Mexico, Slovakia, and Taiwan

China, Czech Republic, Germany,
Hungary, Italy, Japan, Latvia,
Mexico, Poland, Spain, Taiwan,
and the US

Study design Phase lll, double-blind, double- Phase Ill, double-blind, placebo- Phase Illb, double-blind, double-
dummy, placebo-controlled, controlled, parallel group RCT dummy, active-controlled, parallel
parallel group RCT group RCT

Locations 194 sites in 18 countries: the 99 sites in 13 countries: Australia, | 151 sites in Australia, Bulgaria,

Canada, Chile, Finland, Germany,
Hungary, Italy, Latvia, Poland,
Republic of Korea, Slovakia,
Spain, Taiwan, and the US

Patient enrolment
dates

First visit: October 29, 2018
Last visit: March 6, 2020

First visit: February 18. 2019
Last visit: April 8, 2020

First visit: June 11, 2020
Last visit: July 13, 2021
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Detail
Randomized (N)

JADE COMPARE

838

e Abrocitinib 100 mg q.d. (n =
238)

e Abrocitinib 200 mg q.d. (n =
226)

e Dupilumab 300 mg q.2.w. (n =
243)

e Placebo (n =131)

JADE TEEN
287
e Abrocitinib 100 mg q.d. (n = 95)
e Abrocitinib 200 mg q.d. (n = 96)
® Placebo (n = 96)

CADTH

JADE DARE
727

e Abrocitinib 200 mg q.d. (n =
362)

e Dupilumab 300 mg q.2.w. (n =
365)

Inclusion criteria

® Aged = 18 years

® Moderate-to-severe AD

® |nadequate response to topical
medications for > 4 weeks; or

has required systemic therapies
for control of their AD

°Aged 12 to < 18 years
* Moderate-to-severe AD

® |nadequate response to topical
medications for > 4 weeks; or
has required systemic therapies
for control of their AD

*Body weight = 25 kg

® Aged = 18 years

® Moderate-to-severe AD

* |[nadequate response to topical
medications for = 4 weeks; or

has required systemic therapies
for control of their AD

Exclusion criteria

e Acute or chronic medical or psychiatric conditions (such as depression)

e Laboratory abnormalities that might increase the risk associated with study participation
e Current or history of conditions associated with thrombocytopenia, coagulopathy, or platelet dysfunction

e Prior use of systemic JAK inhibitor

® Prior use of dupilumab

Drugs

Intervention

¢ Abrocitinib 100 mg q.d.
® Abrocitinib 200 mg q.d.

¢ Abrocitinib 100 mg q.d.
® Abrocitinib 200 mg q.d.

® Abrocitinib 200 mg q.d.

extension

extension

Comparator(s) ¢ Dupilumab 300 mg q.2.w. * Placebo ¢ Dupilumab 300 mg q.2.w.
* Placebo
Duration
Phase
Screening 28 days 28 days 28 days
Double-blind 20 weeks 12 weeks 26 weeks
Follow-up 4 weeks or entry into open-label 4 weeks or entry into open-label 4 weeks or entry into open-label

extension

Outcomes

Primary end point

*|GA response at 12 weeks
®EASI-75 at 12 weeks

*|GA response at 12 weeks
®EASI-75 at 12 weeks

° PP-NRS4 at 2 weeks
*EASI-90 at 4 weeks

Secondary and
exploratory end
points

* EASI-75 response (other time
points)

¢ |GA response (other time
points)

* PP-NRS4, CFB in PP-NRS, time
to PP-NRS4

* EASI-50, EASI-90, EASI-100, CFB

® EASI-75 response (other time
points)

¢ IGA response (other time
points)

* PP-NRS4, CFB in PP-NRS, time
to PP-NRS4

* EASI-50, EASI-90, EASI-100,

*EASI-90 at 16 weeks

® EASI-75 response (other time
points)

® |GA response

* PP-NRS4 (other time points)

* Time to PP-NRS4
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Detail JADE COMPARE JADE TEEN JADE DARE
in EASI CFB in EASI * CFB in percent BSA
*CFB in percent BSA * CFB in percent BSA *CFB in SCORAD
e Steroid-free days e Steroid-free days *CFB in HADS
® SCORAD-50, SCORAD-75,CFBin | *SCORAD-50, SCORAD-75, CFB *CFB in DLQI
SCORAD in SCORAD *CFB in EQ-5D-5L
® PSAAD response °*CFBin CDLQI ¢ CFB in POEM
*CFBin DLQI *CFB in POEM ¢ CFB in MOS Sleep Scale
*CFB in POEM * PtGA response and CFB in ¢ CFB in Skin Pain NRS
* PtGA response and CFB in PtGA PIGA * Medicated topical background
*CFB in EQ-5D-5L *CFBin EQ-SD-Y therapy-free days
Notes
Publications e Bieber et al. (2021)%* ¢ Clinicaltrials.gov® ¢ Clinicaltrials.gov®
e Clinicaltrials.gov®® e Blauvelt et al. (2022)%

AD = atopic dermatitis; BSA = body surface area; CDLQI = Children’s Dermatology Life Quality Index; CFB = change from baseline; DLQI = Dermatology Life Quality Index;
EASI-50 = improvement of 75% or greater in the Eczema Area and Severity Index total score; EASI-75 = improvement of 75% or greater in the Eczema Area and Severity
Index total score; EASI-90 = improvement of 90% or greater in the Eczema Area and Severity Index total score; EASI-100 = improvement of 100% in the Eczema Area and
Severity Index total score; EQ-5D-5L = EQ-5D 5-Levels questionnaire; EQ-5D-Y = EQ-5D Youth Scale; HADS = Hospital Anxiety and Depression Scale; IGA = Investigator’s
Global Assessment; JAK = Janus kinase; MOS = Medical Outcomes Study; NRS = numeric rating scale; POEM = Patient-Oriented Eczema Measure; PP-NRS = severity
of pruritus numerical rating scale; PP-NRS4 = improvement of 4 or greater from baseline on peak pruritus numerical rating scale; PSAAD = Pruritus and Symptoms
Assessment for Atopic Dermatitis; PtGA = Patient Global Assessment; q.2.w. = every 2 weeks; g.d. = once daily; RCT = randomized controlled trial; SCORAD = Scoring
Atopic Dermatitis; SCORAD-50 = an improvement of 50% or greater in Scoring Atopic Dermatitis; SCORAD-75 = an improvement of 75% or greater in Scoring Atopic
Dermatitis.

Source: Clinical Study Reports.*®

Table 11: Details of Included Withdrawal Study

Detail JADE REGIMEN

Designs and populations

Study design Phase Ill multi-centre, randomized, responder-enriched, double-blind, placebo-controlled
withdrawal study

Locations 21 countries/regions (the US; Argentina; Belgium; Brazil; Bulgaria; Canada; Chile; China; Germany;
Israel; Italy; Latvia; Mexico; Netherlands; Poland; Romania; Russia; Serbia; Slovakia; Spain; Taiwan)

Patient enrolment dates Study start: June 11,2018
Study end: October 7, 2020

Randomized (N) 1,235 patients enrolled in open-label induction Period
© 798 responders randomized:

o Abrocitinib 100 mg (n = 265)

o Abrocitinib 200 mg (n = 266)

oPlacebo (n = 267)

Inclusion criteria ¢ 12 years of age or older with a minimum body weight of 40 kg

 AD for = 1 year and current status of moderate-to-severe disease (BSA = 10%, IGA = 3, EASI = 16,
pruritus NRS = 4)

® Recent history of inadequate response or inability to tolerate topical AD treatments or require
systemic treatments for AD control
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Detail JADE REGIMEN

Exclusion criteria

CADTH

¢ Unwilling to discontinue current AD medications before the study or require treatment with
prohibited medications during the study

e Prior treatment with JAK inhibitors
e Other active non-AD inflammatory skin diseases or conditions affecting skin

* Medical history including thrombocytopenia, coagulopathy or platelet dysfunction, Q-wave
interval abnormalities, current or history of certain infections, cancer, lymphoproliferative
disorders and other medical conditions at the discretion of the investigator

* Pregnant or breastfeeding women, or women of childbearing potential who are unwilling to use
contraception

Drugs

Open-label induction phase

Abrocitinib 200 mg g.d.

Double-blind phase
interventions

e Abrocitinib 100 mg g.d.
® Abrocitinib 200 mg q.d.

Double-blind phase
comparator

Placebo

Open-label rescue therapy

Abrocitinib 200 mg qg.d. plus topical therapy

Duration
Phase
Screening 28 days
Run-in 12 weeks open-label run-in with abrocitinib 200 mg g.d.
Double-blind * 40 weeks randomized maintenance treatment
e Patients with flare entered into 12 weeks of open-label abrocitinib 200 mg q.d. plus topical
therapy
Follow-up 4 weeks or entry into open-label extension

Outcomes

Primary end point

A flare requiring rescue treatment: defined as a loss of at least 50% of the EASI response at week
12 and an IGA score of 2 or higher

Secondary and exploratory
end points

e Loss of response based on an IGA score of 2 or higher
*|GA response at all scheduled time points

* EASI response at all scheduled time points

* PP-NRS4 at all scheduled time points

* CFB in percent BSA at all scheduled time points

® CFB in SCORAD at all scheduled time points

® SCORAD-50 and SCORAD-75 at all scheduled time points
* CFB in PtGA at all scheduled time points

*CFB in DLQI or CDLQI at all scheduled time points

*CFB in HADS at all scheduled time points

¢ CFB in POEM at all scheduled time points

* CFB in the PSAAD at all scheduled time points

* CFB in EQ-5D-5L or EQ-5D-Y at all scheduled time points
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Detail JADE REGIMEN

® CFB in FACIT-F or Peds-FACIT-F at all scheduled time points
* CFB in SF-36 at all scheduled time points

Notes

Publications ¢ Clinicaltrials.gov®
*Blauvelt et al. (2021)
® Gubelin et al. (2021)3

AD = atopic dermatitis; BSA = body surface area; CDLQI = Children’s Dermatology Life Quality Index; CFB = change from baseline; DLQI = Dermatology Life Quality Index;
EASI = Eczema Area and Severity Index; EQ-5D-5L = EQ-5D 5-Levels questionnaire; EQ-5D-Y = EQ-5D Youth Scale; FACIT-F = Functional Assessment of Chronic lliness
Therapy—Fatigue; HADS = Hospital Anxiety and Depression Scale; IGA = Investigator’s Global Assessment; JAK = Janus kinase; NRS = numeric rating scale; Peds-

FACIT-F = Pediatric Functional Assessment of Chronic Iliness Therapy-Fatigue; POEM = Patient-Oriented Eczema Measure; PP-NRS4 = improvement of 4 or greater from
baseline on peak pruritus numerical rating scale; PSAAD = Pruritus and Symptoms Assessment for Atopic Dermatitis; PtGA = Patient Global Assessment; g.d. = once daily;
SCORAD = Scoring Atopic Dermatitis; SCORAD-50 = an improvement of 50% or greater in Scoring Atopic Dermatitis; SCORAD-75 = an improvement of 75% or greater in
Scoring Atopic Dermatitis.

Source: Clinicaltrials.gov,® Gubelin et al. (2021),3* Sponsor’s clinical summary.3®

Description of Studies

Table 12 provides an overview of the studies that were summarized and appraised by

CADTH for the current review of abrocitinib. Five double-blind, phase Ill RCTs were included

in the CADTH systematic review: 2 placebo-controlled trials conducted with abrocitinib

as monotherapy for AD (JADE MONO-1 and JADE MONO-2)23; 2 placebo-controlled trials
conducted with abrocitinib as combination therapy for AD (JADE COMPARE and JADE
TEEN)*5; and 1 placebo-controlled withdrawal trial (JADE REGIMEN).3435 CADTH also reviewed
additional studies that did not meet the eligibility criteria of the systematic review but may
address important gaps in the evidence from the pivotal and supportive RCTs. These included
the interim analysis from 1 long-term extension-phase study (JADE EXTEND)®% and 3
indirect comparisons (2 filed by the sponsor and 1 from the ICER).37%°

Table 12: Summary of Evidence Included in Review

Regimen Study name Design Duration Status
Studies included in systematic review
Monotherapy JADE MONO-1 Phase Ill, double-blind, placebo- 12 weeks Complete
controlled, RCT
JADE MONO-2 Phase Ill, double-blind, placebo- 12 weeks Complete
controlled, RCT
Combination therapy JADE COMPARE Phase lll, double-blind, double-dummy, | 16 weeks Complete
RCT
JADE TEEN Phase lll, double-blind, placebo- 12 weeks Complete
controlled, RCT
JADE DARE Phase llIb, double-blind, active- 26 weeks Complete
controlled, RCT
Withdrawal JADE REGIMEN Phase Il responder-enriched, double- | 52 weeks Complete
blind, placebo-controlled withdrawal
study
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Regimen Study name Duration Status

Long-term extension studies

Monotherapy JADE EXTEND Open-label extension-phase study Up to 5 years Ongoing
combination therapy

Indirect comparisons

Monotherapy Sponsor NMA Bayesian network meta-analysis Variable Final
Combination therapy

Sponsor MAIC Matching-adjusted indirect Variable Final
comparison
ICER NMA Bayesian network meta-analysis Variable Final

ICER = Institute for Clinical and Economic Review; MAIC = matching-adjusted indirect comparison; NMA = network meta-analysis; RCT = randomized controlled trial.

Monotherapy Studies

The JADE MONO-1 and JADE MONO-2 trials were phase llI, double-blind, placebo-controlled,
parallel-group RCTs conducted to evaluate the efficacy and safety of abrocitinib monotherapy
in patients aged 12 years and older with moderate-to-severe AD and a body weight of 40

kg or more. The studies consisted of a 28-day screening period, a 12-week double-blind
treatment phase, and a 4-week safety follow-up period (or entry into the long-term extension
study [EXTEND]).22 During the screening period, treatments for AD will be washed out, as
applicable, according to eligibility requirements. Eligible patients were randomized in a 2:2:1
ratio to receive 200 mg of abrocitinib once daily, 100 mg of abrocitinib once daily, or matching
placebo. Randomization was stratified by baseline disease severity (moderate [IGA = 3]

or severe [IGA = 4] AD), and age (< 18 years or = 18 years).2® The 2 trials were identically
designed, except for an additional exclusion criterion in JADE MONO-2 (i.e., patients who

had topical treatments for AD within 72 hours of the first dose of study medication) and the
inclusion of the Work Productivity and Activity Impairment Questionnaire—Atopic Dermatitis
(WPAI-AD) as an additional end point.3®

The JADE MONO-1 trial was conducted at 69 sites in 8 countries: the US (n = 114), Canada

(n = 64), Germany (n = 64), Australia (n = 51), Poland (n = 49), the Czech Republic (n = 19), the
UK (n = 14), and Hungary (n = 12).2 The JADE MONO-2 trial was conducted at 102 sites in 13
countries: the US (n = 19), Poland (n = 14), Republic of Korea (n = 10), Japan (n = 8), Australia
(n=7), Bulgaria (n = 7), Canada (n = 7), Germany (n = 7), the UK (n = 6), China (n = 5), Latvia
(n = 5), Hungary, (n = 4), and the Czech Republic (n = 3).°

CADTH Reimbursement Review Abrocitinib (Cibingo) 63



CADTH

Figure 2: Schematic of JADE MONO-1 and JADE MONO-2 Design
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Combination-Therapy Studies
Placebo-Controlled Trial in Adults

JADE COMPARE was a phase Ill, double-blind, double-dummy, placebo-controlled, parallel
group, multi-centre study investigating the efficacy and safety of abrocitinib and dupilumab
in comparison with placebo in adult subjects on background topical therapy, with moderate-
to-severe AD. The study consisted of a 28-day screening period, a 20-week double-blind
treatment phase, and a 4-week safety follow-up period (or entry into the long-term extension
study [EXTEND]). During the screening period, treatments for AD will be washed out, as
applicable, according to eligibility requirements. Eligible patients were randomized in a
4:4:4:1:1 ratio to receive 100 mg or 200 mg of abrocitinib once daily with dupilumab-matching
placebo every 2 weeks, dupilumab 300 mg every 2 weeks (with a loading dose of 600 mg at
baseline) with abrocitinib-matching placebo once daily, or 1 of 2 sequences of abrocitinib-
matching placebo administered once daily with dupilumab-matching placebo administered
every 2 weeks from day 1 for 16 weeks followed by either 100 mg or 200 mg of abrocitinib
once daily. The 20-week double-blind treatment phase consisted of 2 parts: 1) a 16-week
randomized, double-blind, placebo-controlled, double-dummy treatment period with patients
receiving both injectable and oral investigational product; and 2) a 4-week phase during
which patients only received the oral investigational product. At week 16, all patients were to
cease administering injectable dupilumab or the matching placebo. This 4-week phase was
included in the study to facilitate the washout of dupilumab before eligible patients entering
the long-term extension study. Following week 16, patients who received placebo during part
1 of the study were to cross over to receive abrocitinib at a 100 mg once daily or 200 mg once
daily (in accordance with how they were randomized) and those who received abrocitinib in
part T continued on their randomized treatment. Those who received dupilumab in part 1
continued to take the oral placebo to maintain blinding. Randomization was not stratified by
any baseline characteristics.*

The JADE COMPARE trial was conducted at 194 sites in 18 countries, including sites in the US
(n = 46), Poland (n = 36), Republic of Korea (n = 7), Japan (n = 12), Australia (n = 10), Bulgaria
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(n=5), Canada (n=11), Germany (n = 13), the US (n = 11), Latvia (n = 5), Hungary (n = 5), the
Czech Republic (n = 7), Chile (n = 4), Spain (n = 5), ltaly (n = 2), Mexico (n = 4), Slovakia (n = 5),
and Taiwan (n = 6).4

Figure 3: Schematic of JADE COMPARE Design
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Active-Controlled Trial in Adults

The JADE DARE trial was a phase Illb, double-blind, double-dummy, active-controlled, parallel
group, multi-centre study investigating the efficacy and safety of abrocitinib compared with
dupilumab in adult patients on background topical therapy, with moderate-to-severe AD. The
study consisted of a 28-day screening period, a 26-week double-blind treatment phase, and

a 4-week safety follow-up period (or entry into the long-term extension study [EXTEND]).
During the screening period, treatments for AD will be washed out, as applicable, according to
eligibility requirements. Eligible patients were randomized in a 1:1 ratio to receive 200 mg of
abrocitinib once daily with dupilumab-matching placebo every 2 weeks or dupilumab 300 mg
every 2 weeks (with a loading dose of 600 mg at baseline) with abrocitinib-matching placebo
once daily. Randomization was stratified by baseline AD severity (moderate or severe).
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Figure 4: Schematic of JADE DARE Design
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Adolescents

The JADE TEEN trial was a randomized, double-blind, placebo-controlled, parallel-group,
phase Il RCT to evaluate the efficacy and safety of abrocitinib in adolescent patients aged
12 to 18 years of age with moderate-to-severe AD. The study consisted of a 28-day screening
phase, a 12-week double-blind treatment phase, and a 4-week follow-up period or entry into
the open-label extension study. Eligible patients were randomized at a 1:1:1 ratio to receive
abrocitinib 100 mg once daily, abrocitinib 200 mg once daily, or placebo for 12 weeks.
Randomization was stratified by baseline disease severity (moderate [IGA = 3] versus severe
[IGA = 4] AD).5

The JADE TEEN trial was conducted at 99 sites in 13 countries, including sites in the Australia
(n = 4), China (n = 10), Czech Republic (n = 3), Germany (n = 4), Hungary (n = 6), Italy (n = 1),
Japan (n = 7), Latvia (n = 2), Mexico (n = 8), Poland (n = 13), Spain (n = 6), Taiwan (n = 3), and
the US (n = 32).°
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Figure 5: Schematic of JADE TEEN Design
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Withdrawal Study

The JADE REGIMEN trial was a phase Il multi-centre, randomized, responder-enriched,
double-blind, placebo-controlled withdrawal study that evaluated the efficacy and safety of
abrocitinib monotherapy in subjects aged 12 years and older with moderate-to-severe AD. The
JADE REGIMEN trial consisted of an initial open-label induction treatment with abrocitinib 200
mg once daily for 12 weeks. Responders to treatment were subsequently randomized (1:1:1)
ratio to receive abrocitinib 200 mg once daily, abrocitinib 100 mg once daily, or matching
placebo in a double-blinded maintenance treatment period for 40 weeks. Responders were
identified as patients that achieved an IGA score of clear (0) or almost clear (1), a reduction

of 2 or more points from the baseline IGA score, and an EASI-75 response compared to
baseline. Patients who experienced disease flares during the double-blind treatment period
were provided with open-label rescue therapy with abrocitinib 200 mg once daily and topical
medication for 12 weeks and assessed for disease improvement throughout the rescue
therapy period. A patient was considered to experience a disease flare if a loss of response
was observed. This loss of response was defined as a decrease of at least 50% of the EASI
response compared to randomization and an IGA score of 2 or higher. Following the 40-week
double-blind treatment period, patients could enter a 4-week untreated follow-up period or the
JADE EXTEND extension study (if eligible).63°

The JADE REGIMEN trial was conducted at 235 sites in 21 countries: the US, Argentina,
Belgium, Brazil, Bulgaria, Canada; Chile, China, Germany, Israel, Italy, Latvia, Mexico,
Netherlands, Poland, Romania, Russia, Serbia, Slovakia; Spain, and Taiwan.®®
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Figure 6: Schematic of JADE REGIMEN Design
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Populations

Inclusion and Exclusion Criteria
Monotherapy Studies

Patients were eligible for the JADE MONO-1 and JADE MONO-2 trials if they met the following
criteria: a diagnosis of chronic AD for at least 1 year before day 1 and had confirmed AD using
the Hanifin and Rajka criteria at the screening and baseline visits; documented recent history
(within 6 months before the screening visit) of an inadequate response to topical medications
for at least 4 weeks, or for whom topical treatments are otherwise medically inadvisable (e.g.,
important side effects or safety risks), or who have required systemic therapies for control

of their disease. Enrolment was limited to patients with moderate-to-severe AD, defined as

an affected body surface area (BSA) of 10% or greater, an IGA score of 3 or higher, an EASI
score of 16 or higher, and a pruritus numeric rating scale (NRS) score of 4 or higher at the
baseline visit. Patients were to agree to avoid prolonged exposure to the sun and not use
tanning booths, sun lamps or other UV light sources during the study. Any patients receiving
concomitant medications for any reason other than AD were required to have been receiving
a stable therapeutic regimen, defined as not starting a new drug or changing dosage within

7 days or 5 half-lives (whichever was longer) before day 1, and remain on a stable regimen
throughout the duration of the studies.?®

Patients were excluded if that had active forms of other inflammatory skin diseases or
evidence of skin conditions at the day 1 visit that would have interfered with the evaluation
of AD or the patient’s response to the study treatment, or if they had received prior treatment
with any JAK inhibitors. Patients were also excluded if they had any psychiatric condition,
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including recent or active suicidal ideation or behaviour that met any of the following

criteria: suicidal ideation associated with actual intent and a method or plan in the past

year or previous history of suicidal behaviours in the past 5 years (both assessed using the
Columbia Suicide Severity Rating Scale); any lifetime history of serious or recurrent suicidal
behaviour; a total score of 8 or higher on the Suicidal Behaviours Questionnaire — Revised; or
clinically significant depression, defined as a total score of 15 or higher on the Patient Health
Questionnaire — 8 items. The JADE MONO-2 trial also excluded patients if they had topical
treatments for AD within 72 hours of the first dose of study medication.®

Combination-Therapy Studies
Adults

Patients aged 18 years and older were eligible for the JADE COMPARE trial if they met the
following criteria: a diagnosis of chronic AD for at least 1 year before day 1 and had confirmed
AD using the Hanifin and Rajka criteria at the screening visit; documented recent history
(within 6 months before the screening visit) of an inadequate response to topical medications
for at least 4 weeks, or who have required systemic therapies for control of their disease.
Enrolment was limited to patients with moderate-to-severe AD, defined as an affected BSA of
10% or greater, an IGA score of 3 or higher, an EASI score of 16 or higher, and a pruritus NRS
score of 4 of higher at the baseline visit). During the last 7 days before day 1, patients could
only use non-medicated topical therapy (i.e., emollients) for the treatment of AD without other
active ingredients indicated to treat AD, or other additives that could affect AD (e.g., hyaluronic
acid, urea, ceramide, or filaggrin degradation products) at least twice daily, with response

to treatment remaining inadequate at baseline. Patients were to agree to avoid prolonged
exposure to the sun and not use tanning booths, sun lamps, or other UV light sources during
the study. Any patients receiving concomitant medications for any reason other than AD were
required to have been receiving a stable therapeutic regimen, defined as not starting a new
drug or changing dosage within 7 days or 5 half-lives (whichever was longer) before day 1,
and remain on a stable regimen throughout the duration of the studies.*

Patients were excluded if that had active forms of other inflammatory skin diseases or
evidence of skin conditions at the day 1 visit that would have interfered with the evaluation
of AD (e.g., psoriasis, seborrheic dermatitis, or lupus) or the patient’s response to the study
treatment. Patients could not have had received prior treatment with any systemic JAK
inhibitor or dupilumab. Patients were also excluded if they had any psychiatric condition,
including recent or active suicidal ideation or behaviour that met any of the following
criteria: suicidal ideation associated with actual intent and a method or plan in the past
year or previous history of suicidal behaviours in the past 5 years (both assessed using the
Columbia Suicide Severity Rating Scale); any lifetime history of serious or recurrent suicidal
behaviour; total score of 8 or higher on the Suicidal Behaviours Questionnaire — Revised;
clinically significant depression, defined as a total score of 15 or higher on the Patient Health
Questionnaire — 8 items.*

Adolescents

Patients aged 12 to 18 years of age were eligible for the JADE TEEN trial if they had a body
weight of at least 25 kg and met the following criteria: a diagnosis of chronic AD for at least 1
year before day 1 and had confirmed AD using the Hanifin and Rajka criteria at the screening
and baseline visits, documented recent history (within 6 months before the screening visit)
of inadequate response to topical medications for at least 4 weeks, or for whom topical
treatments are otherwise medically inadvisable (e.g., important side effects or safety risks),
or who have required systemic therapies for control of their disease. Enrolment was limited
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to patients with moderate-to-severe AD, defined as an affected BSA of 10% or greater, an IGA
score of 3 or higher, an EASI score of 16 or higher, and a pruritus NRS of 4 or higher at the
baseline visit). Patients were to agree to avoid prolonged exposure to the sun and not use
tanning booths, sun lamps, or other UV light sources during the study. During the last 7 days
before day 1, the patient must have used only non-medicated topical therapy for the treatment
of AD (i.e., emollients) at least twice daily, without other active ingredients indicated to treat
AD, or other additives that could have affected AD (e.g., hyaluronic acid, urea, ceramide, or
filaggrin degradation products), with response to treatment remaining inadequate at baseline.
Any patients receiving concomitant medications for any reason other than AD were required
to have been receiving a stable therapeutic regimen, defined as not starting a new drug

or changing dosage within 7 days or 5 half-lives (whichever was longer) before day 1, and
remain on a stable regimen throughout the duration of the studies.®

Patients were excluded if that had active forms of other inflammatory skin diseases or had
evidence of skin conditions at the day 1 visit that would have interfered with the evaluation
of AD or the patient’s response to the study treatment or had received prior treatment

with any JAK inhibitors. Patients were also excluded if they had any psychiatric condition,
including recent or active suicidal ideation or behaviour that met any of the following
criteria: suicidal ideation associated with actual intent and a method or plan in the past
year or previous history of suicidal behaviours in the past 5 years, both assessed using the
Columbia Suicide Severity Rating Scale; any lifetime history of serious or recurrent suicidal
behaviour; total score of 8 or higher on the Suicidal Behaviours Questionnaire — Revised; or
clinically significant depression, defined as a total score of 15 or higher on the Patient Health
Questionnaire — 8 items. The JADE MONO-2 trial also excluded patients if they had used
topical treatments for AD within 72 hours of the first dose of study medication.®

Withdrawal Study

Patients were eligible for the JADE REGIMEN trial if they had a diagnosis of moderate-to-
severe AD for at least 1 year and were aged 12 years and older. Patients had moderate-
to-severe AD, a BSA of 10% or greater, an IGA score of 3 or higher, an EASI score of 16 or
higher and a PP-NRS score of 4 or higher. Within 6 months of screening patients had to have
documented inadequate response to treatment with medicated topic therapy for 4 weeks or
longer or required use of a systemic therapy to control their AD.34%

Patients were excluded if they met any of the following criteria: were unwilling to discontinue
current AD medications before the study or required treatment with prohibited medications
during the study; had experienced prior treatment with JAK inhibitors; had other active non-AD
inflammatory skin diseases or conditions affecting skin; had a medical history including
thrombocytopenia, coagulopathy or platelet dysfunction, Q-wave interval abnormalities,
current or history of certain infections, cancer, lymphoproliferative disorders or other medical
conditions (at the discretion of the investigator); or were pregnant, breastfeeding, or a woman
of childbearing potential who was unwilling to use contraception.®®

Baseline Characteristics
Monotherapy Studies

Baseline characteristics for the JADE MONO-1 and JADE MONO-2 trials are summarized in
Table 13 and Table 14, respectively. The majority of patients in the JADE MONO-1 trial were
men (57%) and the mean age of patients in the study was 32.5 years (standard deviation
[SD] = 16.0). The proportion of patients with moderate disease (59%) was higher than

the proportion of patients with severe disease (41%) as measured by IGA scores.® The
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characteristics were well balanced across the 3 treatment groups in the JADE MONO-1 trial,
with the exception of differences in the proportion of females (which ranged from 36.4%

in the placebo group to 47.4% in the abrocitinib 200 mg once daily group), the proportion

of White patients (which ranged from 67.5% in the abrocitinib 200 mg once daily group to
80.5% in the placebo group), and the median EASI score at baseline, which ranged from 22.9
in the placebo group to 27.3 in the abrocitinib 100 mg once daily group. For the subgroup

of adolescent patients, the median EQ-5D Youth (EQ-5D-Y) Visual Analogue Scale (EQ

VAS) scores were lower in the placebo group (45.0; interquartile range [IQR] = 32.0 to 77.5)
compared with the abrocitinib 100 mg once daily (70.0; IQR = 48.0 to 87.5) and abrocitinib
200 mg once daily groups (66.0; IQR = 40.0 to 82.5]). Prior treatments for AD are summarized
in Table 15, and 48% of those in the JADE MONO-1 trial had received topical drugs only
(48.3% had prior exposure to at least 1 systemic therapy). Prior exposure to dupilumab was
reported by 7.8% of the patient population (exposure to other biologics was not reported).
Patients with prior exposure to at least T systemic immunosuppressant for AD had more
severe disease at baseline relative to the overall study population within the abrocitinib groups
of the JADE MONO-1 trial (e.g., those with severe disease based on baseline IGA ranged from
54.3% to 57.1% across the abrocitinib groups in the subgroup and from 40.9% to 41.% in the
overall study population). The proportion of patients with severe disease at baseline was
considerably lower in the placebo group of the subgroup analysis (32.1%) compared with
overall study population (40.3%).4°

Table 13: Summary of Baseline Characteristics for JADE MONO-1 (Safety Analysis Set)

Abrocitinib 100 mg q.d.

Abrocitinib 200 mg q.d.

Characteristic

(N = 156) (N =154)
Overall study population

Age inyears < 18, n (%)

17 (22.1) 34 (21.8) 33(21.4)

Age in years, median (IQR) 29.0 (18.0 10 42.0) 30.5(19.0t0 43.0) 27.0(19.0t0 45.0)
Female, n (%) 28 (36.4) 66 (42.3) 73 (47.4)
White, n (%) 62 (80.5) 113 (72.4) 104 (67.5)
Hispanic or Latino, n (%) 6 (7.8) 10 (6.4) 4(2.6)

Height in cm, median (IQR)

171.5(165.510 178.0) 170.2 (162.6 to 177.8) 168.5(162.5,177.8)

Weight in kg, median (IQR)

73.0 (62.4 to 82.7)

74.0 (65.2 to 89.3)

75.0 (61.0 to 89.0)

BMI in kg/m? median (IQR)

24.8 (21.6 t0 28.1)

25.9 (22.9 t0 29.9)

25.9 (22.6 0 29.2)

AD duration in years, median
(IQR)

18.8 (13.8 10 29.8)

21.3(12.6 t0 37.7)

18.9 (12.8 to 31.6)

IGA, % moderate/severe

59.7/40.3

59.0/41.0

59.1/40.9

EASI, median (IQR)

22.9(19.2 to 37.6)

27.3(20.1 to 40.3)

25.2 (19.2 t0 41.7)

BSA %, median (IQR)

43.0 (28.0 10 63.0)

47.0 (31.0 10 67.0)

42.0 (30.0 to 69.0)

Pruritus NRS severity, median
(IQR)

7.0 (6.0 to 8.0)

7.0 (6.0 o 8.0)

7.0 (6.0 t0 8.0)

PSAAD, median (IQR)

5.2 (4.1 10 6.8)

5.4 (3.110 7.0)

5.5(3.7 10 6.9)

SCORAD, median (IQR)

64.5 (53.9 to 73.1)

65.1 (56.3 to 77.2)

62.8 (54.0 to 73.1)
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Characteristic
DLQI, median (IQR)

Placebo
(N=77)
13.0(10.0to 16.0)

Abrocitinib 100 mg q.d.
((VENET)]
14.0 (10.0 to 18.0)

CADTH

Abrocitinib 200 mg q.d.

(N = 154)
14.0 (9.0 to 20.0)

CDLQI, median (IQR)

14.0 (7.5 10 18.0)

11.0 (7.5t0 17.0)

14.0 (10.5t0 17.0)

POEM, median (IQR)

21.0 (17.0 to 24.0)

20.0 (15.0 to 26.0)

21.0 (16.0 to 24.0)

PtGA, % moderate/severe

50.6/45.5

46.2/45.5

46.8/45.5

HADS Anxiety, median (IQR)

6.0 (3.0 to 8.0)

5.0 (3.0 to 8.0)

5.0 (2.0 to 8.0)

HADS Depression, median (IQR)

3.0 (1.0t0 6.0)

3.0 (1.0 10 6.0)

3.0 (1.0 10 6.0)

EQ-5D-Y VAS, median (IQR)

45.0 (32.0 t0 77.5)

70.0 (48.0 to 87.5)

66.0 (40.0 to 82.5)

EQ-5D-5L VAS, median (IQR)

70.5 (52.0 to 84.0)

70.0 (59.0 to 80.0)

71.0 (57.0 to 80.0)

EQ-5D-Y Index, median (IQR)

0.7 (0.0t0 0.8)

0.8 (0.5 10 0.8)

0.7 (0.4 10 0.8)

EQ-5D-5L Index, median (IQR)

0.8 (0.7 t0 0.8)

0.8 (0.7 t0 0.9)

0.8 (0.8 t0 0.9)

Peds-FACIT-F, median (IQR)

34.0 (27.5 to 41.0)

38.0 (33.0t0 41.0)

38.0 (34.5 10 39.0)

FACIT-F, median (IQR)

40.0 (34.0 to 48.0)

40.0 (27.0 to 47.0)

42.0 (33.0 t0 46.0)

SF-36 mental component, median
(1QR)

52.9 (43.5t0 56.9)

51.0 (43.6 to 56.4)

51.7 (42.3t0 57.4)

SF36 physical component,
median (IQR)

46.0 (40.9 to 52.3)

44.3 (39.8 10 50.3)

46.7 (39.5 10 52.2)

Subgro

up of patients with prior exposu

re to systemic immunosuppressant

Number of patients in subgroup

28

46

42

Duration of disease in years,
median (IQR)

28.6 (14.8 to 38.8)

26.2 (16.5 to 43.0)

22.7 (13.7 t0 37.1)

Investigator Global Assessment

Moderate

19 (67.9)

21 (45.7)

18 (42.9)

Severe

9(32.1)

25 (54.3)

24 (57.1)

EASI, median (IQR)

22.6(19.110 33.4)

26.9 (21.51t0 43.2)

34.3(22.410 45.0)

BSA, median (IQR)

37.0 (27.0 to 62.0)

53.5(31.0 to 73.0)

56.0 (37.0 to 84.0)

PP-NRS severity, median (IQR)

7.0 (6.0t0 7.5)

7.0 (6.0t0 8.0)

7.0 (6.0 to 8.0)

PSAAD, median (IQR)

4.9(3.6107.2)

4.5(3.5t06.2)

5.4 (3.8106.8)

SCORAD, median (IQR)

60.3 (53.9 t0 67.7)

64.0 (55.5 to 76.8)

66.4 (59.8 to 75.8)

DLQI, median (IQR)

13.0 (8.0 to 14.0)

16.0 (11.0 to 20.0)

12.0 (10.5t0 19.0)

CDLQI, median (IQR)

17.5 (14.0 to 23.0)

8.5 (6.5t0 11.5)

12.5 (6.0 to 15.0)

POEM, median (IQR)

21.5(17.0 to 25.0)

20.0 (15.0 to 25.0)

22.0 (16.0 to 25.0)

HADS Anxiety, median (IQR)

7.0 (3.0 to 11.0)

5.0 (3.0t0 7.0)

5.0 (3.0t0 8.0)

HADS Depression, median (IQR)

3.0 (1.0t0 6.0)

4.0 (2.0t0 7.0)

5.0 (2.0t0 6.0)

FACIT-F, median (IQR)

38.0 (30.0 to 48.0)

40.5(31.0 to 45.0)

38.0(31.0t0 45.0)
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Placebo

Abrocitinib 100 mg q.d.

CADTH

Abrocitinib 200 mg q.d.

Characteristic
Peds-FACIT-F, median (IQR)

(N=77)
27.5(24.0 to 35.0)

CERED)
39.5 (35.0 to 42.0)

CERED
38.5(34.0 t0 39.0)

SF-36 physical component,
median (IQR)

47.0 (40.9 to 54.1)

43.9 (40.4 10 50.4)

45.9 (38.6 10 50.3)

SF-36 mental component, median

49.9 (44.0 10 56.2)

49.8 (40.7 10 56.6)

48.2 (35.9 to 55.6)

(IQR)

AD = atopic dermatitis; BMI = body mass index; BSA = body surface area; CDLQI = Children's Dermatology Life Quality Index; DLQI = Dermatology Life Quality Index;

EASI = Eczema Area and Severity Index; EQ-5D-5L = EQ-5D 5-Levels questionnaire; EQ-5D-Y = EQ-5D Youth Scale; FACIT-F = Functional Assessment of Chronic Iliness
Therapy—Fatigue; HADS = Hospital Anxiety and Depression Scale; IGA = Investigator's Global Assessment; IQR = interquartile range; NRS = numeric rating scale; Peds-
FACIT-F = Pediatric Functional Assessment of Chronic lliness Therapy—Fatigue; POEM = Patient-Oriented Eczema Measure; PP-NRS = peak pruritus numerical rating scale;
PSAAD = Pruritus and Symptoms Assessment for Atopic Dermatitis; PtGA = Patient Global Assessment; q.d. = once daily; SCORAD = Scoring Atopic Dermatitis; SF-36 =
Short Form (36) Health Survey; VAS = Visual Analogue Scale.

Source: Clinical Study Report? and additional data provided by sponsor.*°

The majority of patients in the JADE MONO-2 trial were men (59%) and the median age

of patients in the study was 31.0 years. The proportion of patients with moderate disease
(67.8%) was higher than the proportion of patients with severe disease (32.2%) as measured
by IGA scores.®® Characteristics were well balanced across the 3 treatment groups in the
JADE MONO-2 trial, with the exception of differences in race (e.g., the proportion of White
patients ranged from 51.3% in the placebo group to 63.9% in the abrocitinib 100 mg once daily
group). Prior treatments for AD are summarized in Table 15, and 57.8% of those in the JADE
MONO-2 trial had received topical drugs only (41.4% had prior exposure to at least 1 systemic
therapy). Prior exposure to dupilumab was reported in 3.6% of the patient population, and
2.8% had exposure to a biologic other than dupilumab. Patients with prior exposure to at least
1 systemic immunosuppressant for AD had more severe disease at baseline relative to the
overall study population in the JADE MONO-2 trial (e.g., those with severe disease based on
baseline IGA ranged from 43.3% to 48.8% across the 3 treatment groups in the subgroup and
from 31.6% to 33.3% in the overall study population).*

Table 14: Summary of Baseline Characteristics for JADE MONO-2 (Safety Analysis Set)

Placebo Abrocitinib 100 mg q.d. Abrocitinib 200 mg q.d.
Characteristic (N =78) (N = 158) (N = 155)
Overall study population

Age < 18 years, n (%) 8(10.3) 17 (10.8) 15(9.7)

Age = 18 to < 65 years, n (%) 69 (88.5) 130 (82.3) 133 (85.8)
Age = 65 years, n (%) 1(1.3) 11 (7.0) 7 (4.5)

Age in years, median (IQR) 29.0 (23.0t0 43.0) 35.0 (25.0 to 48.0) 29.0 (23.0t0 42.0)
Male, n (%) 47 (60.3) 94 (59.5) 88 (56.8)
Female, n (%) 31(39.7) 64 (40.5) 67 (43.2)
White, n (%) 40 (51.3) 101 (63.9) 91 (58.7)
African-American, n (%) 6(7.7) 9(5.7) 6 (3.9)
Asian, n (%) 29 (37.2) 46 (29.1) 54 (34.8)
Multiracial, n (%) 1(1.3) 1(0.6) 2(1.3)
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Characteristic

Placebo

Abrocitinib 100 mg q.d.

CADTH

Abrocitinib 200 mg q.d.

Hispanic or Latino, n (%)

(N =78)
2(2.6)

EREL)
3(1.9)

ERED)
4(2.6)

Not Hispanic or Latino, n (%)

73 (93.6)

154 (97.5)

150 (96.8)

Height in cm, median (IQR)

170.0 (162.5t0 176.0)

169.8 (163.0 to 177.4)

170.0 (164.0 to 176.0)

Weight in kg, median (IQR)

71.4 (62.0 to 81.5)

72.6 (61.2 to 88.0)

72.0 (60.5 to 82.8)

BMI in kg/m? median (IQR)

23.8 (22.3 10 27.1)

25.1 (22.1 to 28.3)

24.2 (21.8 to 28.3)

AD duration in years, median (IQR)

19.9 (11.2 to 28.2)

20.2 (9.1 to 30.9)

18.9 (8.2 t0 29.1)

IGA, % moderate/severe

66.7/33.3

67.7/32.3

68.4/31.6

EASI, median (IQR)

25.9 (20.0 to 33.2)

25.2 (19.7 t0 33.7)

24.9 (19.3 to 36.0)

BSA %, median (IQR)

45.0 (33.0t0 67.0)

45.0 (32.0 to 64.0)

44.0 (29.0 o 67.0)

Pruritus NRS severity, median (IQR)

7.0 (5.0t0 8.0)

7.0 (6.0 to 8.0)

7.0 (6.0 to 8.0)

PSAAD, median (IQR)

5.0 (3.410 6.8)

5.4 (3.8106.9)

5.3(3.7106.7)

SCORAD, median (IQR)

64.9 (55.9 t0 72.6)

63.4 (55.8 to 71.1)

62.5 (53.7 10 73.2)

DLQI, median (IQR)

14.5(10.0 to 19.0)

14.0 (10.0 to 21.0)

CDLQI, median (IQR)

8.5(8.0t0 12.0)

12.0 (9.5 t0 19.0)

13.0 (10.0 to 16.0)

POEM, median (IQR)

19.5 (15.0 to 24.0)

22.0 (18.0 to 25.5)

(

14.0 (11.0t0 19.0)
(
(

20.0 (16.0 to 24.0)

PtGA, % moderate/severe

52.6/42.3

35.4/58.2

51.0/43.2

HADS Anxiety, median (IQR)

5.5(3.0t0 9.0)

5.0 (2.0 t0 8.0)

5.0 (3.0t0 9.0)

HADS Depression, median (IQR)

4.0 (2.0 10 6.0)

3.0 (1.010 6.0)

3.0 (1.0 t0 6.0)

EQ-5D-Y VAS, median (IQR)

68.5 (39.0 to 83.5)

72.5 (57.0 to 80.0)

68.0 (49.0 to 89.0)

EQ-5D-5L VAS, median (IQR)

70.0 (52.0 to 80.0)

70.0 (51.0 to 80.5)

70.0 (54.0 to 84.0)

EQ-5D-Y Index Value, median (IQR)

0.861 (0.812 t0 0.861)

0.796 (0.736 to 0.819)

0.790 (0.731 to 0.861)

EQ-5D-5L Index Value, median
(IQR)

0.818 (0.765 to 0.861)

0.819 (0.688 to 0.861)

0.820 (0.765 to 0.861)

PEDS-FACIT-F, median (IQR)

39.5 (35.5 to 45.0)

41.5 (33.0 to 46.5)

44.0 (34.0 to 46.0)

FACIT-F, median (IQR)

40.0 (28.0 10 46.0)

41.5 (30.5 to 48.0)

42.0 (31.0 t0 46.0)

SF-36 mental component, median
(IQR)

49.5 (40.7 t0 55.1)

51.4 (42.8 to 56.5)

49.5 (39.8 t0 55.6)

SF-36 physical component, median
(1QR)

46.8 (41.51t0 52.4)

47.5(39.9 to 53.7)

47.7 (42.410 52.4)

Subgrou

p of patients with prior exposure to systemic immunosuppressant

Number of patients in subgroup

15

41

30

Duration of disease in years,
median (IQR)

17.2 (8.3 10 23.2)

23.2 (15.0 t0 33.2)

18.2 (7.2 10 29.1)

Investigator Global Assessment

Moderate

8 (53.3)

21(51.2)

17 (56.7)
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Characteristic

Placebo

Abrocitinib 100 mg q.d.

CADTH

Abrocitinib 200 mg q.d.

Severe

(N =78)
7 (46.7)

(N = 158)
20 (48.8)

ERED)
13 (43.3)

EASI, median (IQR)

27.2 (20.0 to 35.0)

29.8 (24.8 t0 44.8)

28.5 (19.8 t0 40.5)

BSA, median (IQR)

38.0 (23.0 t0 69.0)

57.0 (42.0 to 79.0)

51.0 (27.5 to 74.0)

PP-NRS severity, median (IQR)

8.0 (6.0 10 9.0)

7.0 (6.0 10 8.0)

8.0 (7.0 t0 9.0)

PSAAD, median (IQR) 7.0(4.5t07.8) 6.1 (4.4107.0) 5.8 (4.9107.2)

SCORAD, median (IQR) 65.8 (54.9 to 74.2) 69.0 (60.2 to 76.8) 65.6 (57.2 t0 82.1)
DLQI, median (IQR) 23.0 (15.0 to 23.0) 18.5 (12.5 to 24.5) 20.0 (12.0 to 24.0)
CDLQI, median (IQR) 13.0 (8.0 to 18.0) 8.0 (8.0 10 8.0) 15.0 (14.0 to 24.0)
POEM, median (IQR) 21.0 (16.0 to 26.0) 23.0 (21.0 to 27.0) 20.5 (16.0 to 24.0)

HADS Anxiety, median (IQR)

6.0 (3.0 t0 10.0)

5.0 (2.0 t0 9.0)

6.5 (4.0 t0 9.0)

HADS Depression, median (IQR)

5.0 (2.0t0 7.0)

5.0 (2.0t0 7.0)

5.5(3.0t0 9.0)

FACIT-F, median (IQR)

35.0 (35.0 to 41.0)

33.5(24.5 10 45.5)

35.0 (23.0 to 43.0)

Peds-FACIT-F, median (IQR)

40.5 (29.0 to 52.0)

45.0 (45.0 to 45.0)

30.0 (18.0 to 42.0)

SF-36 physical component, median

(IQR)

44.1 (38.510 46.8)

39.9 (34.1 to 49.4)

44.1 (35.4 10 50.6)

SF-36 mental component, median 50.3 (45.3t0 55.1)

46.3 (37.0 to 56.4)

41.8 (38.8 10 53.8)

(IQR)

AD = atopic dermatitis; BMI = body mass index; BSA = body surface area; CDLQI = Children's Dermatology Life Quality Index; DLQI = Dermatology Life Quality Index;
EASI = Eczema Area and Severity Index; EQ-5D-5L = EQ-5D 5-Levels questionnaire; EQ-5D-Y = EQ-5D Youth Scale; FACIT-F = Functional Assessment of Chronic Iliness
Therapy—Fatigue; HADS = Hospital Anxiety and Depression Scale; IGA = Investigator's Global Assessment; IQR = interquartile range; NRS = numeric rating scale; Peds-
FACIT-F = Pediatric Functional Assessment of Chronic Iliness Therapy—-Fatigue; POEM = Patient-Oriented Eczema Measure; PP-NRS = peak pruritus numerical rating
scale; PSAAD = Pruritus and Symptoms Assessment for Atopic Dermatitis; PtGA = Patient Global Assessment; g.d. = once daily; SF-36 = Short Form (36) Health Survey;
SCORAD = Scoring Atopic Dermatitis.

Source: Clinical Study Report® and additional data provided by sponsor.*

Table 15: Summary of Prior Medications for JADE MONO-1 and JADE MONO-2 (SAS)

JADE MONO-1 JADE MONO-2
Abrocitinib Abrocitinib Abrocitinib Abrocitinib
Placebo 100 mg g.d. 200 mg q.d. Placebo 100 mg g.d. | 200 mg q.d.
Prior medications, n (%) (N=77) ((NENET)] (N =154) (N=78) (N =155)
No prior medication 0 1(0.6) 0 0 1(0.6) 2(1.3)
Topical drugs only 34 (44.2) 69 (44.2) 82 (53.2) 46 (59.0) 87 (55.1) 93 (60.0)
High potency CS 3(3.9) 2(1.3) 8(5.2) 3(3.8) 5(3.2) 3(1.9)
Medium- to low-potency CS 3(3.9) 7 (4.5) 17 (11.0) 4(5.1) 5(3.2) 5(3.2)
Unknown strength CS 27 (35.1) 57 (36.5) 55(35.7) 38 (7) 74 (46.8) 83 (53.5)
TCls 8(10.4) 17 (10.9) 25(16.2) 16 (20.5) 29 (18.4) 29 (18.7)
Crisaborole 0 5(3.2) 3(1.9) 0 1(0.6) 4(2.6)
Systemic drugs 41 (53.2) 78 (50.0) 68 (44.2) 32(41.0) 70 (44.3) 60 (38.7)
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JADE MONO-1 JADE MONO-2
Abrocitinib Abrocitinib Abrocitinib Abrocitinib
Placebo 100 mg q.d. 200 mg q.d. Placebo 100 mgq.d. | 200 mg q.d.
Prior medications, n (%) (N=77) ((NENET)) (N =154) (N =78) (N = 158) (N =155)
Systemic, non-biologic drugs 33(42.9) 65 (41.7) 59 (38.3) 27 (34.6) 57 (36.1) 53 (34.2)
Mycophenolate mofetil 2(2.6) 2(1.3) 2(1.3) 0 2(1.3) 0
Methotrexate 8(10.4) 10 (6.4) 8(5.2) 2(2.6) 15(9.5) 4(2.6)
Azathioprine 4(5.2) 1(0.6) 6 (3.9) 1(1.3) 3(1.9) 2(1.3)
cs 23(29.9) 49 (31.4) 42 (27.3) 22(28.2) 46 (29.1) 45 (29.0)
Ciclosporin 10 (13.0) 23 (14.7) 19 (12.3) 10 (12.8) 24 (15.2) 20(12.9)
Biologic 5(6.4) 13(8.2) 7 (4.5)
Dupilumab 8(10.4) 13(8.3) 9(5.8) 2(2.6) 7 (4.9) 5(3.2)
Other biologics NR NR NR 3(3.8) 6(3.8) 2(1.3)

CS = corticosteroids; NR = not reported; g.d. = once daily; SAS = safety analysis set; TCls = topical calcineurin inhibitors.

Source: Clinical Study Reports.2?

Combination-Therapy Studies

Placebo-Controlled Trial in Adults

Baseline characteristics for the JADE COMPARE trial are summarized in Table 16. The overall
proportion of female patients was 51.1%, a majority (64.6%) of the patients had moderate

AD, and the median age of patients in the study was 34.0 years.®® Characteristics were well
balanced across the 4 treatment groups in the JADE COMPARE trial, with the exception of
differences in sex (ranging from 41.2% female in the placebo group to 55.4% in the dupilumab
group), race (e.g., the proportion of White patients ranged from 66.4% in the placebo group

to 76.5% in the abrocitinib 700 mg once daily group), and PtGA (ranging from 42.5% in the
abrocitinib 200 mg once daily group to 51.9% in the placebo group).* Prior treatments for AD
are summarized in Table 17, and 56.5% of patients in the JADE COMPARE trial had received
topical drugs only (43.2% had prior exposure to at least 1 systemic therapy). Only a minority
of patients had prior exposure to a biologic (no patients had prior exposure to dupilumab

and 2.3% of patients had prior exposure to a biologic other than dupilumab).®® Patients with
prior exposure to at least 1 systemic immunosuppressant for AD had more severe disease

at baseline relative to the overall study population in the JADE COMPARE trial (e.g., those

with severe disease based on baseline IGA ranged from 41.7% to 69.0% across the treatment
groups in the subgroup analysis and from 31.8% to 38.9% in the overall study population). The
proportion of patients with severe disease at baseline was greater in the abrocitinib 200 mg
group (69.0%) of the subgroup analysis compared with the other treatment groups (range =
41.7% to 47.3%).
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Table 16: Summary of Baseline Characteristics for JADE COMPARE (Safety Analysis Set)

Characteristics

Abrocitinib

100 mg q.d.

Abrocitinib
200 mg q.d.

Dupilumab
300 mg g.2.w.

(N = 238)

Overall study population

(N = 226)

(N = 243)

Age 18 to < 65 years, n (%) 121 (92.4) 224 (94.1) 211 (93.4) 227 (93.8)
Age = 65 years, n (%) 10 (7.6) 14 (5.9) 15 (6.6) 15(6.2)
Age in years, median (IQR) 34.0 (25.0 t0 46.0) 33.0 (25.0 t0 46.0) 36.0 (28.0 to 48.0) 34.0 (25.0 to 47.0)
Male, n (%) 77 (58.8) 120 (50.4) 104 (46.0) 108 (44.6)
Female, n (%) 54 (41.2) 118 (49.6) 122 (54.0) 134 (55.4)
White, n (%) 87 (66.4) 182 (76.5) 161 (71.2) 176 (72.7)
Black or African-American, n (%) 6 (4.6) 6 (2.5) 9 (4.0) 14 (5.8)
Asian, n (%) 31(23.7) 48 (20.2) 53 (23.5) 46 (19.0)
American Indian or Alaska Native, 2(1.5) 1(0.4) 0 2(0.8)
n (%)
Native Hawaiian or other Pacific 1(0.8) 0 1(0.4) 0
Islander, n (%)
Multiracial, n (%) 1(0.8) 1(0.4) 1(0.4) 2(0.8)
Hispanic or Latino, n (%) 16 (12.2) 35(14.7) 36 (15.9) 37 (15.3)
Not Hispanic or Latino, n (%) 113 (86.3) 200 (84.0) 187 (82.7) 201 (83.1)
Height in cm, median (IQR) 170.2 (164.0 to 170.0 (1629 to 168.0 (161.0 to 167.6 (162.2 to
177.9) 176.1) 176.0) 174.5)

Weight in kg, median (IQR)

74.9 (63.0 to 84.3)

73.0 (64.0 t0 83.2)

72.3 (62.7 to 84.0)

72.8 (61.1 0 89.0)

BMI in kg/m? median (IQR)

25.3(21.9 10 29.1)

25.1 (22.5 to 29.0)

25.6 (22.9 10 29.1)

25.6 (22.2 to 30.5)

AD duration in years, median
(IQR)

21.3 (9.6 t0 30.4)

21.5 (8.6 t0 30.6)

23.3 (8.6 to 34.5)

22.5 (9.6 t0 33.2)

IGA, % moderate/severe

67.2/32.8

64.3/35.7

61.1/38.9

66.9/33.1

EASI, median (IQR)

26.0 (20.8 to 41.4)

25.3 (19.2 to 38.4)

29.8 (21.6 t0 39.4)

26.8 (20.3 to 37.6)

BSA %, median (IQR)

42.9 (30.2 10 69.0)

44.3 (28.3 10 65.5)

48.1 (32.110 67.1)

44.5 (28.0 10 62.0)

Pruritus NRS severity, median
(IQR)

7.0 (6.0 0 8.0)

7.0 (6.0 to 8.0)

8.0 (7.0 10 9.0)

7.0 (6.0 to 8.0)

PSAAD, median (IQR)

5.2 (3.410 6.9)

5.2 (3.8 10 6.8)

5.6 (4.2 to 7.0)

5.2 (3.9 10 6.6)

SCORAD, median (IQR)

67.1 (58.7 to 76.6)

66.2 (56.4 to 77.2)

68.2 (60.6 to 77.4)

67.8 (59.3 to 74.7)

DLQI, median (IQR)

15.0 (10.0 to 20.0)

15.0 (10.0 to 20.0)

16.0 (12.0 to 21.0)

15.0 (11.0 to 21.0)

POEM, median (IQR)

21.0 (16.0 to 26.0)

21.0 (18.0 to 25.0)

22.0 (18.0 to 26.0)

22.0 (18.0 to 26.0)

PtGA, % moderate/severe

51.9/44.3

47.5/47 .1

42.5/54.4

48.3/48.3

HADS anxiety component,
median (IQR)

4.0 (3.010 8.0)

4.5 (2.0 0 8.0)

5.0 (2.0 to 8.0)

4.0(2.01t07.0)
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Characteristics

Placebo
(N=131)

Abrocitinib
100 mg q.d.
(N = 238)

Abrocitinib
200 mg q.d.
(N = 226)

CADTH

Dupilumab

300 mg q.2.w.
(N =243)

HADS depression component,
median (IQR)

3.0(1.0t07.0)

3.0 (1.0 10 6.0)

3.0 (1.0 t0 6.0)

3.0 (1.0 t0 6.0)

EQ-5D-5L VAS, median (IQR)

71.0 (48.0 to 84.0)

70.0 (51.0 to 83.0)

69.5 (49.0 to 82.0)

70.0 (50.0 to 85.0)

EQ-5D-5L index, median (IQR)

0.818 (0.716 to

0.808 (0.729 to

0.816 (0.692 to

0.818 (0.725 to

0.861) 0.861) 0.846) 0.861)
Subgroup of patients with prior exposure to systemic immunosuppressant
Number of patients in subgroup 24 40 42 55
IGA n (%)
Moderate 14 (58.3) 23 (57.5) 13(31.0) 29 (52.7)
Severe 10 (41.7) 17 (42.5) 29 (69.0) 26 (47.3)

EASI, median (IQR)

33.4 (23.5 to 44.4)

31.9(22.2 t0 44.2)

40.5 (27.2 t0 52.6)

34.9 (24.0 to 46.0)

BSA %, median (IQR)

56.1 (39.7 t0 79.5)

51.9 (38.5 to 67.0)

61.3 (43.81083.7)

54.1(36.0 to 77.0)

Pruritus NRS severity, median

(IQR)

8.0 (6.0 t0 9.0)

8.0 (7.0 to 8.0)

8.0 (7.0 t0 9.0)

7.0 (6.0 t0 9.0)

PSAAD, median (IQR)

5.0(3.8t07.8)

5.8 (4.3 10 6.8)

6.6 (5.510 7.6)

5.5 (4.6 10 6.9)

SCORAD, median (IQR)

69.9 (64.2 t0 80.1)

68.2 (57.6 10 79.2)

76.1 (64.5 to 85.6)

69.0 (61.8 to 79.5)

DLQI, median (IQR)

15.0 (12.0 to 20.5)

16.5 (13.0 t0 21.0)

17.5(13.0 to 21.0)

16.0 (11.0 to 21.0)

HADS anxiety, component median

(IQR)

3.5(2.0t0 7.0)

6.0 (3.0 to 8.5)

5.5 (2.0 t0 9.0)

5.0 (3.0 to 8.0)

HADS depression component,
median (IQR)

5.0 (2.0t0 7.5)

5.0 (2.5 0 7.5)

4.0 (1.0t0 7.0)

3.0 (1.0t0 7.0)

POEM, median (IQR)

22.0 (18.0 to 25.5)

22.0 (18.0 t0 26.0)

25.0 (20.0 to 28.0)

21.0 (19.0 to 26.0)

BMI = body mass index; BSA = body surface area; DLQI = Dermatology Life Quality Index; EASI = Eczema Area and Severity Index; EQ-5D-5L = EQ-5D 5-Levels questionnaire;
EQ-5D-Y = EQ-5D Youth Scale; HADS = Hospital Anxiety and Depression Scale; IGA = Investigator's Global Assessment; IQR = interquartile range; NRS = numeric rating

scale; POEM = Patient-Oriented Eczema Measure; PSAAD = Pruritus and Symptoms Assessment for Atopic Dermatitis; PtGA = Patient Global Assessment; q.2.w. = every 2
weeks; g.d. = once daily; SCORAD = Scoring Atopic Dermatitis; VAS = Visual Analogue Scale.

Source: Clinical Study Report* and additional data provided by sponsor.*°

Active-Controlled Trial in Adults

Baseline characteristics for the JADE DARE trial are summarized in Table 17. The overall
proportion of female patients was 45.4%, a majority of the patients had moderate AD
(60.0%), and the median age of patients in the study was 33.0 years. Characteristics were
well balanced across the 2 treatment groups in the JADE DARE trial. Prior treatments for AD
are summarized in Table 18, and 51.9% of those in the JADE COMPARE trial had received
topical drugs only (47.9% had prior exposure to at least 1 systemic therapy). Only a minority
of patients had prior exposure to a biologic (no patients had prior exposure to dupilumab
and 2.2% in each treatment group of patients had prior exposure to a biologic other than

dupilumab).’
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Table 17: Summary of Baseline Characteristics for JADE DARE (Safety Analysis Set)

Abrocitinib 200 mg q.d.

Dupilumab 300 mg q.2.w.

Characteristics (N =362) (N =365)
Age in years, median (IQR) 33.0 (24.0 to 47.0) 32.0 (25.0t0 43.0)
Age in years < 65, n (%) 341 (94.2) 354 (97.0)
Age in years = 65, n (%) 21 (5.8) 11 (3.0)
Male, n (%) 193 (53.3) 204 (55.9)
Female, n (%) 169 (46.7) 161 (44.1)
White, n (%) 269 (74.3) 248 (67.9)
Black or African-American, n (%) 25(6.9) 26 (7.1)
Asian, n (%) 62 (17.1) 83(22.7)
American Indian or Alaska Native, n (%) 1(0.3) 0
Native Hawaiian or other Pacific Islander, n (%) 1(0.3) 0
Multiracial, n (%) 0 3(0.8)
Hispanic or Latino, n (%) 30(8.3) 27 (7.4)
Not Hispanic or Latino, n (%) 331 (91.4) 337 (92.3)

Height in cm, median (IQR)

170.0 (163.0 to 177.0)

170.0 (162.6 to 177.8)

Weight in kg, median (IQR)

76.3 (65.0 to 88.1)

74.5 (63.5 to 88.0)

BMI in kg/m? median (IQR)

26.1 (22.4 10 29.4)

25.6 (22.3 10 29.4)

IGA, % moderate/severe

59.7/40.3

60.3/39.7

IGA - hand, % moderate/severe

36.7/20.4

39.7/19.2

EASI, median (IQR)

24.5 (19.4 to 33.6)

24.5 (19.2 to 33.5)

BSA (%), median (IQR)

39.0 (27.0 to 55.0)

36.0 (26.0 to 55.0)

Pain at its worst, median (IQR)

7.0 (5.0 to 8.0)

7.0 (5.0 t0 8.0)

PP-NRS, median (IQR)

8.0 (7.0 0 8.0)

7.0 (6.0 t0 9.0)

SCORAD, median (IQR)

66.4 (58.9 to 76.8)

65.2 (58.0 to 75.1)

DLQI, median (IQR)

14.0 (9.0 to 19.0)

14.0 (9.0 t0 19.0)

HADS anxiety component, median (IQR)

5.0 (2.0 to 8.0)

5.0 (2.0 to 8.0)

HADS depression component, median (IQR)

2.0 (1.0 to 5.0)

3.0 (1.0 to 5.0)

POEM, median (IQR)

21.0 (17.0 to 25.0)

21.0 (18.0 t0 25.0)

EQ-5D-5L VAS score, median (IQR)

72.0 (59.0 to 80.0)

70.0 (58.5 to 80.0)

EQ-5D-5L index value, median (IQR)

0.8 (0.7 t0 0.9)

0.8 (0.7 10 0.9)

BMI = body mass index; BSA = body surface area; DLQI = Dermatology Life Quality Index; EASI = Eczema Area and Severity Index; EQ-5D-5L = EQ-5D 5-Levels questionnaire;
EQ-5D-Y = EQ-5D Youth Scale; HADS = Hospital Anxiety and Depression Scale; IGA = Investigator's Global Assessment; IQR = interquartile range; PP-NRS = severity of peak
pruritus numerical rating scale; POEM = Patient-Oriented Eczema Measure; q.2.w. = every 2 weeks; g.d. = once daily; SCORAD = Scoring Atopic Dermatitis; VAS = Visual

Analogue Scale.
Source: Clinical Study Report.’
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Adolescents

Baseline characteristics for the JADE TEEN trial are summarized in Table 18. The overall
proportion of females was 49.1%, the median age of patients was 15.0 years, and the
proportion with moderate AD was 61.4% based on IGA scores.®® Characteristics were

well balanced across the 3 treatment groups in the JADE TEEN trial, with the exception of
differences in sex (ranging from 40.4% female in the abrocitinib 200 mg group to 54.2% in
the placebo group), and percentage BSA (ranging from 38.2% in the placebo group to 48.0%
in the abrocitinib 700 mg once daily group). Prior treatments for AD are summarized in
Table 19, and 73.3% of those in the JADE TEEN trial had received topical drugs only (25.6%
had prior exposure to at least 1 systemic therapy). Only a minority of patients had prior
exposure to a biologic (1 patient in each group had prior exposure to dupilumab and 1 patient
in the 200 mg abrocitinib group had prior exposure to a biologic other than dupilumab).®
Patients with prior exposure to at least 1 systemic immunosuppressant for AD had more
severe disease at baseline relative to the overall study population in the JADE TEEN trial
(e.g., those with severe disease based on baseline IGA ranged from 45.5% to 59.3% across
the treatment groups in the subgroup analysis and from 35.1% to 40.6% in the overall

study population). The proportion of patients with severe disease at baseline was greater

in the abrocitinib 700 mg group (59.3%) of the subgroup analysis compared with the other
treatment groups (range: 54.2% to 45.5%).

Table 18: Summary of Baseline Characteristics for JADE TEEN (Safety Analysis Set)

P ebo ADro D 100 g d.d ADIo b 200 g d.d

06 0 04

Overall study population
Age < 18 years, n (%) 95 (99.0) 95 (100) 94 (100)
Age in years, median (IQR) 14.0 (13.5t0 16.5) 16.0 (14.0t0 17.0) 15.0 (13.0t0 16.0)
Male, n (%) 44 (45.8) 45 (47.4) 56 (59.6)
Female, n (%) 52 (54.2) 50 (52.6) 38 (40.4)
White, n (%) 56 (58.3) 52 (54.7) 52 (55.3)
Black or African-American, n (%) 3(3.1) 9 (9.5) 5(5.3)
Asian, n (%) 32(33.3) 31(32.6) 31(33.0)
American Indian or Alaska Native, n (%) 1(1.0) 3(3.2) 4(4.3)
Native Hawaiian or other Pacific Islander, n (%) 1(1.0) 0 1(1.1)
Multiracial, n (%) 1(1.0) 0 1(1.1)
Hispanic or Latino, n (%) 25 (26.0) 26 (27.4) 25(26.6)
Not Hispanic or Latino, n (%) 65 (67.7) 63 (66.3) 69 (73.4)
Height in cm, median (IQR) 163.8 (157.5t0 169.5) 163.0 (156.0 to 170.0) 163.3 (157.0 to 170.5)
Weight in kg, median (IQR) 55.3 (49.0 to 64.5) 59.0 (49.5 t0 69.8) 57.5(51.0 t0 67.5)
BMI in kg/m?, median (IQR) 20.8 (19.0 t0 22.8) 21.5(19.6 t0 25.8) 21.3 (19.3 t0 24.8)
AD duration in years, median (IQR) 11.7 (6.8 10 14.1) 10.9 (4.410 14.8) 11.7 (3.6 10 14.1)
IGA, % moderate/severe 59.4/40.6 60.0/40.0 64.9/35.1
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Placebo

EED)

Abrocitinib 100 mg q.d.
(N =95)

CADTH

Abrocitinib 200 mg q.d.
(N=94)

EASI, median (IQR)

24.5(19.5 to 34.9)

26.5 (20.6 to 38.6)

25.4(19.8 t0 37.7)

BSA (%), median (IQR)

38.2 (28.9 t0 61.0)

48.0 (36.0t0 67.1)

47.0 (31.510 69.5)

Pruritus NRS severity, median (IQR)

7.0 (6.0 0 8.0)

7.0 (6.0 0 8.0)

7.0 (6.0 10 8.0)

PSAAD, median (IQR)

4.5(2.810 6.5)

5.0 (3.0 0 6.2)

4.8 (2.7 10 6.4)

SCORAD, median (IQR)

68.3 (57.9 to 78.7)

67.2 (57.4t0 77.4)

66.1 (56.4 to 76.4)

CDLQI, median (IQR)

14.0 (9.0 t0 19.0)

14.0 (10.0 to 19.0)

13.0 (8.0 0 19.0)

POEM, median (IQR)

21.0 (16.0 to 24.0)

21.0 (16.0 to 24.0)

20.0 (15.0 to 24.0)

PtGA, % moderate/severe

43.8/50.0

43.2/54.7

51.1/40.4

HADS anxiety component, median (IQR)

5.0 (3.0 to 8.0)

5.0 (2.0 to 8.0)

4.0 (2.0t0 7.0)

HADS depression component, median (IQR)

3.0 (1.0 t0 6.0)

3.0 (1.0t0 5.0)

3.0 (1.0 t0 5.0)

EQ-5D-Y VAS, median (IQR)

65.5 (48.0 to 85.0)

66.0 (49.0 to 81.0)

65.0 (50.0 to 82.0)

EQ-5D-Y index value, median (IQR)

0.727 (0.410 to 0.796)

0.725 (0.585 to 0.796)

0.727 (0.585 to 0.796)

Peds-FACIT-F, median (IQR)

41.5(33.0 t0 47.0)

43.0 (34.0 t0 46.0)

40.0 (34.0 to 47.0)

Subgroup of patients with prior exposure to systemic immunosuppressant

Number of patients in subgroup 24 27 22
IGA, n (%)
Moderate 11 (45.8) 11 (40.7) 12 (54.5)
Severe 13 (54.2) 16 (59.3) 10 (45.5)
EASI
median (IQR) 29.1 (20.8 t0 49.9) 38.3 (27.0 t0 47.8) 26.5 (20.2 to 38.6)

BSA %, median (IQR)

49.0 (33.2 t0 75.5)

65.0 (41.3 to 78.0)

47.2 (32.410 71.0)

Pruritus NRS severity, median (IQR) 7.0 (6.010 8.0) 7.0 (6.0109.0) 6.0 (5.0t0 8.0)
Night Time Itch Scale severity, median (IQR) 7.0(5.51t08.0) 7.0(5.01t0 8.0) 6.0 (4.0t0 8.0)
PSAAD, median (IQR) 4.4(3.7106.2) 5.6 (3.0to 7.5) 5.0 (2.110 6.6)

SCORAD, median (IQR)

64.4 (57.4 10 81.3)

70.5 (63.1 to 83.6)

65.9 (57.210 78.9)

CDLQI, median (IQR)

16.5 (9.5 t0 25.0)

14.0 (10.0 to 21.0)

14.0 (8.0 t0 19.0)

HADS anxiety component, median (IQR)

7.0 (3.0t0 9.0)

5.0 (3.0 to0 9.0)

5.0 (3.0 to0 9.0)

HADS depression component, median (IQR)

3.5(2.0t0 6.0)

3.0 (1.0t0 6.0)

3.0 (1.0 10 5.0)

POEM, median (IQR)

22.0 (19.5 to 27.0)

22.0 (18.0 t0 26.0)

19.0 (13.0 to 21.0)

Peds-FACIT-F, median (IQR)

40.0 (30.5 to 45.0)

43.0 (34.0 to0 48.0)

38.5 (32.0 to 42.0)

AD = atopic dermatitis; BMI = body mass index; BSA = body surface area; CDLQI = Children's Dermatology Life Quality Index; EASI = Eczema Area and Severity Index;
EQ-5D-5L = EQ-5D 5-Levels questionnaire; EQ-5D-Y = EQ-5D Youth Scale; HADS = Hospital Anxiety and Depression Scale; IGA = Investigator's Global Assessment; IQR =
interquartile range; NRS = numeric rating scale; Peds-FACIT-F = Pediatric Functional Assessment of Chronic lliness Therapy—Fatigue; POEM = Patient-Oriented Eczema
Measure; PSAAD = Pruritus and Symptoms Assessment for Atopic Dermatitis; PtGA = Patient Global Assessment; g.d. = once daily; SCORAD = Scoring Atopic Dermatitis.

Source: Clinical Study Report® and additional data provided by sponsor.*°
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Withdrawal Study

Baseline characteristics for the JADE REGIMEN trial are summarized in Figure 7. In the
responder group (i.e., those who were randomized) the overall proportion of females

was 45.0%, the mean age of patients was 32.1 years (SD = 14.8), and the proportion with
moderate AD was 63.7% based on IGA scores.® Characteristics were well balanced across
the 3 treatment groups in the randomized maintenance phase. The proportion of patients with
prior exposure to at least 1 systemic therapy for AD was 60% in both the open-label induction
and the double-blind treatment phases. The proportion of patients with prior exposure to

a biologic for AD was 7.0% (5.3% with dupilumab) and 5.5% (4.0% with dupilumab) in the
open-label and double-blind phases, respectively.®?

Table 19: Summary of Prior Medications for JADE COMPARE, JADE DARE, and JADE TEEN (SAS)

JADE COMPARE JADE DARE JADE TEEN

Abrocitinib | PUP

Abrocitinib | Abrocitinib
Prior 200 mg 300 mg
medications, .d. .d. q.d. q.2.w. Placebo | 100 mg q.d. | 200 mg q.d.
n (%) (N=362) | (N=365) | (N=96) (N =95) (N=94)
No prior 0 0 1(0.4) 1(0.4) 2 (0.6) 0(0.0) 1(1.0) 0 2(2.1)
medication
Topical drugs 83 139 (58.4) | 122 (54.0) 129 188 (51.9) 189 71 68 (71.6) 70 (74.5)
only (63.4) (53.3) (51.8) (74.0)
Systemic drugs 48 99 (41.6) | 103 (45.6) 112 172 (47.5) 176 24 27 (28.4) 22 (23.4)
(36.6) (46.3) (48.2) (25.0)
Non-biologic 43 96 (40.3) 96 (42.5) 108 164 (45.3) 168 23 26 (27.4) 20 (21.3)
(32.8) (44.6) (46.0) (24.0)
Biologic (not 5(3.8) 3(1.3) 7 (3.1) 4(1.7) 8(2.2) 8(2.2) 0 0 1(1.1)
DUP)
DUP 0 0 0 0 0 0 1(1.0) 1(1.1) 1(1.1)

DUP = dupilumab; q.2.w. = every 2 weeks; q.d. = once daily; SAS = safety analysis set.
Source: Clinical Study Reports.’#®
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Figure 7: Summary of Baseline Characteristics for JADE REGIMEN

Randomized maintenance period

Open-label Abrocitinib Abrocitinib
induction period All Placeho 100 mg 200 mg Rescue period
Characteristic n= 1233 n=798 n= 267 n= 265 n= 266 n= 351
Age, y
<18 246 (20.0) 145 (18.2) 49 (184) 49 (18.5) 47 (177) 64 (18.2)
Median (Q1, Q3) 28.0 (20.0, 41.0) 29.0 (200, 41.0) 29,0 (20.0, 40.0) 290 (200, 41.0) 28.0 (20,0, 42.0) 30.0 1.0, 41.0)
Men, n (%) 684 (55.5) 439 (55.0) 141 (52.8) 148 (55.8) 150 (564) 198 (564)
Race, n (%)
White 931 (755) 621 (77.8) 209 (783) 208 (78.5) 204 (767) 268 (764)
Black or 75 (6.1) 33 (4) 14(52) 9 (3.4) 10 (38) 14 (4.0)
African American
Asian 196 (15.9) 124 (15.5) 380142) 41 (15.5) 45 (169) 61 (17.4)
Other* 31 (25) 20 (2.6) 61(23) 729 7 (29) 8(22)
Ethnicity, n (%)
Not Hispanic or 981 (79.6) 617 (77.3) 200 (749) 203 (76.6) 214 (805) 283 (B06)
Latino
Hispanic or Latino 246 (20.0) 179 (22.4) 65 (243) 62 (23.4) 52 (195) 67 (19.1)
Not reported or 1{03) 2(03) 2(0.7) 0 0 0
unknown
Disease duration, y, 17.6 (9.4, 283) 18.4 (93, 30.) 17.6 (9.0, 30.1) 184 (100, 30.0) 19.5 (9.2, 302) 19.3 (100, 305)
median (Q1, Q3)
IGA, n (%)
Moderate 729 (59.1) 508 (63.7) 177 (663) 161 (60.8) 170 (63.9) 223 (635)
Severe 504 (409) 290 (36.3) 90 (33.7) 104 (39.2) 96 (361) 128 (365)
EASI, median 27.9 (1.0, 378) 27.2 (208, 36.0) 26.9 (206, 372) 277 (213, 36.5) 27.2 (207, 35.1) 27.7 (13, 372)
@, a3)

Percentage of BSA 45.5 (31.0, 63.0) 44.8 (302, 62.0) 43.0 (30.6, 60.0) 46.0 (297, 63.0) 46.0 (31.0, 635) 46.2 (316, 640)
affected by AD,
median % (Q1, Q3)

PP-NRS, median 8.0 (6.0, 9.0) 7.0 (60, 80} 7.0 (6.0, 9.0) 70 (60, 8.0) 7.5 (6.0, 9.0) 7.0 (6.0, 9.0)
severity (Q1, Q3)

PSAAD, n 1143 739 248 240 251 314

Median score 55(3.9,7) 5438 70) 5.5(3.8.6.9) 53 (40, 6.9) 5.21(3.9,73) 5.3 (38, 69)

@1, Q3)
SCORAD, n 1230 797 266 265 266 350

Median (1, Q3) 67.1 (57.7, 77.1) 66,3 (576, 76.0) 64.9 (57.4, 764) 678 (585, 75.8) 66.4 (56.8, 75.9) 66.3 (576, 762)

DLQI, n 965 639 210 26 213 279

Median (Q1, Q3) 16.0 (1.0, 21.0) 16.0 (120, 21.0) 16.0 (12.0, 21.0) 160 (110, 20.0) 16.0 (12.0, 220) 16.0 (120, 210)

COLQ, n 235 140 46 48 46 62
Median (Q1, Q3) 12,0 (8.0, 16.0) 120 (75, 160) 125 (8.0, 19.0) 120 (80, 15.5) 10.0 (7.0, 15.0) 11.0 (7.0, 16.0)
POEM, n 1200 79 256 264 259 3N
Median (@1, Q3) 21.0 (16.0, 25.0) 2.0 (160, 25.0) 21.0 (17.0, 240) 200 (160, 24.0) 2.0 (17.0, 25.0) 2.0 (17.0, 240)
Prior medication

No prior 4(03) 1(0.1) o 1 (0.4 o 1103)

medication

Topical agents 487 (39.5) 322 (40.4) 102 (382) 118 (44.5) 102 (383) 125 (356)

only'

Systemic agents' 742 (60.2) 475 (59.5) 165 (61.8) 146 (55.1) 164 (61.7) 225 (65.1)
Nonbiologic 656 (53.2) 431 (54.0) 152 (569) 130 (49.1) 149 (56.0) 201 (573)
Biokogic 86 (7.0) 44 (5.5) 13 (49) 16 (6.0) 15 (56) 24 (68)

Dupilumab 65 (53) 32 4.0 234 12 (4.5) 1 (40 19 (54)
Other biologic 27 (22) 15 (1.9) 401.5) 50.9) 6(23) 61(1.7)

agents

AD, Atopic dermatitis; BSA, body surface area; COLQY, children’s dermatology life quality index; DLQI, dermatology life quality index; EASI, eczema
area and severity index; IGA, in g global it; POEM, patient-oriented eczema measure; PP-NRS, peak pruritus numerical rating
sale; PSAAD, pruritus and symptoms assessment for atopic dermatitis; Q1, quartile 1; @3, quartile 3; SCORAD, SCORing atopic dermatitis.
*Other includes American Indian or Alaska Native, Native Hawalian or Other Pacific Islander, multiracial, and not reported.

Topical agents include corticosteroids, calcineurin inhibitors, and crisaborole.

*Systemic agents include corticosteroids, cyclosporin, nonbioclogic agents, and biologic agents.

Source: Blauvelt A et al. J Am Acad Dermatol. 2022; 86(1):104 to 112. Copyright 2021 American Academy of
Dermatology, Inc. Reprinted in accordance with Creative Commons Attribution 4.0 International Public Licence
CCBY 4.0.%2

Interventions

Study Treatments

Table 20 summarizes the randomized study treatments in the JADE MONO-1, JADE MONO-2,
JADE COMPARE, JADE DARE, JADE TEEN, and JADE REGIMEN trials. Study investigators
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could temporarily interrupt the dosing of the study treatments for up to 14 consecutive days
for safety reasons or while monitoring abnormal laboratory tests if the investigator judged
that it was necessary. The investigators were instructed to use their judgment regarding
unscheduled visits, laboratory tests, and clinical assessments required to monitor the patient
during the time the treatment had been interrupted. If within the 14-day time frame, and the
investigator judged that it was safe to restart dosing, the patient could resume receiving the
study treatments. If the investigator judged that it was not safe to restart dosing, the patient
was to be permanently discontinued from treatment and enter the 4-week follow-up period.?®

Patients were to be permanently discontinued from the study treatments if they met any of
the following criteria at any point in the studies:

» marked prolongation of the QTcF interval to greater than 500 ms or greater than a 60 ms
change from screening electrocardiogram

e serious infection

e any bleeding event judged by the investigator to be associated with a platelet
count reduction

* An AE that, in the judgment of the investigator, required discontinuation from treatment

e Any AE or laboratory abnormality that, in the investigator's judgment, required withholding
the investigational product for more than 14 days

* Two sequential laboratory results for any of the following: platelet counts below
50,000/mm?; neutrophil counts below 500/mm?3; lymphocyte counts below 500/mmé,
hemoglobin assessments below 8.0 g/dL or less than 30% from baseline value; aspartate
aminotransferase (AST) or alanine transaminase (ALT) elevations of greater than 3 times
the upper limit of normal (ULN) with at least 1 total bilirubin value greater than 2 times the
ULN; AST or ALT elevations greater than 3 times the ULN with an abnormal international
normalized ratio; AST or ALT elevations greater than 3 times the ULN accompanied by
symptoms consistent with hepatic injury; and AST or ALT elevations greater than 5 times
the ULN, regardless of total bilirubin or accompanying symptoms; increases in serum
creatinine that are more than 50% above the average of screening and baseline values and
an absolute increase in serum creatinine of 0.5 mg/dL or more.?®

Table 20: Study Treatments in the Included Studies

Studies Study drugs

Monotherapy studies

JADE MONO-1 and ® Abrocitinib 100 mg q.d.
JADE MONO-2 e Abrocitinib 200 mg g.d.
¢ Placebo tablets g.d.

Combination-therapy studies

JADE COMPARE e Abrocitinib 100 mg g.d. plus placebo SC injection (2 injections at baseline and q.2.w. thereafter)
e Abrocitinib 200 mg q.d. plus placebo SC injection (2 injections at baseline and g.2.w. thereafter)
e Dupilumab (loading dose of 600 mg at baseline and 300 mg q.2.w. thereafter) plus oral placebo g.d.

e Placebo tablets q.d. plus placebo SC injection (2 injections at baseline and q.2.w. thereafter) for 16
weeks followed by abrocitinib 100 mg g.d. for 4 weeks

¢ Placebo tablets q.d. plus placebo SC injection (2 injections at baseline and q.2.w. thereafter) for 16
weeks followed by abrocitinib 200 mg q.d. for 4 weeks
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Studies Study drugs

JADE DARE e Abrocitinib 200 mg g.d. plus placebo SC injection (2 injections at baseline and q.2.w. thereafter)
e Dupilumab (loading dose of 600 mg at baseline and 300 mg q.2.w. thereafter) plus oral placebo q.d.
JADE TEEN ® Abrocitinib 100 mg q.d.

e Abrocitinib 200 mg q.d.
® Placebo tablets g.d.

Withdrawal study

JADE REGIMEN Induction phase (open-label)
® Abrocitinib 200 mg q.d.
Maintenance phase (double-blind)
e Abrocitinib 100 mg g.d.
® Abrocitinib 200 mg q.d.
* Placebo tablets g.d.
Rescue therapy (open-label)
 Abrocitinib 200 mg q.d. plus topical therapy

g.2.w. = every 2 weeks; g.d. = once daily; SC = subcutaneous.
Source: Clinical Study Reports' and Common Technical Document Module 2.7.3¢

Background Topical Therapy

Patients in JADE COMPARE, JADE DARE, and JADE TEEN were to comply with the
standardized background topical therapy described in Table 21. Background topical therapy
was not to be applied before attending a study visit on the day of the study visit. Background
topical therapy instead should be applied after the visit, on study visit days.

Table 21: Background Therapy for JADE COMPARE, JADE DARE, and JADE TEEN

Non-medicated topical Non-medicated topical emollient without other active ingredients indicated to treat AD, or other
therapy additives that could affect AD (e.g., hyaluronic acid, urea, ceramide, or filaggrin degradation products):
must be applied at least twice daily to all body areas affected with AD, throughout at least the final 7
days before day 1 and throughout the remainder of the study

Medicated topical * TCS must be applied once daily to areas with active lesions, starting at baseline and throughout the
therapy study, according to the following guidance:

o Medium-potency TCS (e.g., triamcinolone acetonide 0.1% cream or fluocinolone acetonide 0.025%
ointment) must be applied to body areas with active lesions that are suitable for the use of
medium-potency TCS.; patients must be clinically monitored for toxicity to TCS and stepped down
as needed; after lesions are under control (clear or almost clear), treat once daily for a further 7
days, then stop; if lesions return then resume treatment with medium-potency TCS, but use the
approach described above upon lesion resolution

o Low-potency TCS (i.e., hydrocortisone 1% cream) must be applied to body areas of thin skin (e.g.,
face, neck, intertriginous, and genital areas, and areas of skin atrophy) with active lesions instead
of medium-potency TCS or to body areas where continued treatment with medium-potency TCS is
considered unsafe; patients must be clinically monitored for toxicity to topical steroids and stepped
down as needed; after lesions are under control (clear or almost clear), treat once daily for a
further 7 days, then stop; if lesions return then resume treatment with low-potency TCS, but use the
approach described above upon lesion resolution
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*TCls (e.g., tacrolimus, pimecrolimus) or a PDE-4 inhibitor (e.g., crisaborole) may be used instead of
corticosteroids in body areas of thin skin (face, neck, intertriginous, genital areas, and areas of skin
atrophy) with active lesions or if continued treatment with TCS of any potency is considered unsafe,
and according to locally approved label at the investigator’s discretion and considering prior response
or intolerance to these medications

Other concomitant AD
therapies

Oral antihistamines

AD = atopic dermatitis; PDE-4 = phosphodiesterase type 4; TCI = topical calcineurin inhibitor; TCS = topical corticosteroids.

Source: Clinical Study Reports.*®

Outcomes

A list of efficacy end points identified in the CADTH review protocol that were assessed in
the clinical trials included in this review is provided in Table 22. These end points are further
summarized in the following section. A detailed discussion and critical appraisal of the
outcome measures is provided in Appendix 4.

Table 22: Summary of Outcomes of Interest Identified in the CADTH Review Protocol

JADE JADE
Outcome measure Time point COMPARE JADE TEEN | REGIMEN
EASI-75 response At 12 weeks Co-primary | Co-primary | Co-primary | Secondary | Co-primary | Secondary
(12 weeks) | (12 weeks) | (12 weeks) (12 weeks)
At 16 weeks NA NA Key Secondary | NA Secondary
Secondary
Other time points | Secondary | Secondary | Secondary | Secondary | Secondary | Secondary
IGA response At 12 weeks Co-primary | Co-primary | Co-primary | Secondary | Co-primary | Secondary
At 16 weeks NA NA Key Secondary | NA Secondary
Secondary
Other time points | Secondary | Secondary | Secondary | Secondary | Secondary | Secondary
PP-NRS4 response At 2 weeks Key Key Key Co-primary | Key Secondary
Secondary | Secondary | Secondary secondary
At 4 weeks Key Key Secondary | Secondary | Key Secondary
Secondary | Secondary secondary
At 12 weeks Key Key Secondary | Secondary | Key Secondary
Secondary | Secondary secondary
Other time points | Secondary | Secondary | Secondary | Secondary | Secondary | Secondary
Loss of response (loss = 50% of EASI NA NA NA NA NA Primary
response and IGA score = 2)
Loss of response (IGA score = 2) NA NA NA NA NA Key
secondary
CFB in PP-NRS All time points NA NA Secondary | NA Secondary | NR
CFB in PSAAD score At 12 weeks Key Key NA NA Key Secondary
Secondary | Secondary secondary
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JADE JADE

Outcome measure Time point COMPARE JADE TEEN | REGIMEN

Other time points | Other Other Other NA NA Secondary
EASI-50 response All time points Secondary | Secondary | Secondary | NA Secondary | NR
EASI-90 response At 4 weeks Secondary | Secondary | Secondary | Co-primary | Secondary | NR

At 16 weeks NA NA Secondary | Key NA NR

Secondary

Other time points | Secondary | Secondary | Secondary | Secondary | Secondary | Secondary
EASI-100 response All time points Secondary | Secondary | Secondary | Secondary | Secondary | NR
CFB in EASI All time points Secondary | Secondary | Secondary | Secondary | Secondary | NR
CFB in BSA (%) All time points Secondary | Secondary | Secondary | Secondary | Secondary | Secondary
BSA response (5%) All time points Secondary | Secondary | NA Secondary | Secondary | NA
Steroid-free days All time points NA NA Secondary | NA Secondary | NA
SCORAD-50 All time points Secondary | Secondary | Secondary | NA Secondary | Secondary
SCORAD-75 All time points Secondary | Secondary | Secondary | NA Secondary | Secondary
CFB in SCORAD All time points Secondary | Secondary | Secondary | Secondary | Secondary | NR
CFB in SCORAD VAS All time points Secondary | Secondary | Secondary | NA Secondary | NR
for sleep loss
Time to = 4-point improvement in NRS for Secondary | Secondary | Secondary | Secondary | Secondary | NA
severity
PSAAD response All time points Secondary | Secondary | Secondary | NA NA NR
CFB DLQI All time points Secondary | Secondary | Secondary | Secondary | NA Secondary
CFB CDLQI All time points Secondary | Secondary | NA NA Secondary | Secondary
DLQI response All time points Secondary | Secondary | NA Secondary | NA NR
(= 2 points)
DLQI response All time points Secondary | Secondary | NA Secondary | NA NR
(= 4 points)
CDLQI response All time points Secondary | NA NA NA Secondary | NR
(= 2.5 points)
CFB in each HADS All time points Secondary | Secondary | Secondary | Secondary | Secondary | Secondary
component
HADS response (< 8) All time points Secondary | NA NA Secondary | NA NR
CFB in POEM All time points Secondary | Secondary | NA Secondary | Secondary | Secondary
PtGA response All time points Secondary | Secondary | NA NA Secondary | Secondary
CFB in PtGA All time points Secondary | Secondary | Secondary | NA Secondary | NA
CFB in EQ-5D-5L All time points Secondary | Secondary | Secondary | Secondary | NA Secondary
CFB in EQ-5D-Y All time points Secondary | Secondary | NA NA Secondary | Secondary
CFB in FACIT-F All time points Secondary | Secondary | NA NA NA Secondary
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JADE JADE
Outcome measure Time point COMPARE JADE TEEN | REGIMEN
CFBin All time points Secondary | Secondary | NA NA Secondary | Secondary
Peds-FACIT-F
CFB in SF-36v2 All time points Secondary | Secondary | NA NA NA Secondary
CFlin DFI At 12 weeks NA NA NA NA Secondary | NR
CFB in WPAI-AD At 12 weeks NA Secondary | NA NA NA NR
MOS sleep scale All time points NA NA NA Secondary | NA NA
Night Time ltch All time points NA Exploratory | NA NA Exploratory | NR
Scale response
Skin pain NRS All time points NA NA NA Secondary | NA NA
Time to achieve = 4-point improvement from | NA Exploratory | NA NA Exploratory | NR
baseline in the Night Time Itch Scale

BSA = body surface area; CDLQI = Children’s Dermatology Life Quality Index; CFB = change from baseline; DFI = Dermatitis Family Impact; DLQI = Dermatology Life Quality
Index; EASI = Eczema Area and Severity Index; EASI-50 = improvement of 50% or greater in the Eczema Area and Severity Index total score; EASI-75 = improvement of
75% or greater in the Eczema Area and Severity Index total score; EASI-90 = improvement of 90% or greater in the Eczema Area and Severity Index total score; EASI-100 =
improvement of 100% in the Eczema Area and Severity Index total score; EQ-5D-5L = EQ-5D 5-Levels questionnaire; EQ-5D-Y = EQ-5D Youth Scale; FACIT-F = Functional
Assessment of Chronic lliness Therapy—-Fatigue; HADS = Hospital Anxiety and Depression Scale; IGA = Investigator's Global Assessment; MOS = Medical Outcomes
Study; NA = not applicable; NR = not reported; NRS = numeric rating scale; Peds-FACIT-F = Pediatric Functional Assessment of Chronic lliness Therapy—Fatigue; POEM =
Patient-Oriented Eczema Measure; PP-NRS = severity of pruritus numerical rating scale; PP-NRS4 = improvement of 4 or greater from baseline on peak pruritus numerical
rating scale; PSAAD = Pruritus and Symptoms Assessment for Atopic Dermatitis; PtGA = Patient Global Assessment; SCORAD = Scoring Atopic Dermatitis; SCORAD-50 =
improvement of 50% or greater in Scoring Atopic Dermatitis; SCORAD-75 = improvement of 75% or greater in Scoring Atopic Dermatitis; SF-36v2 = Short Form (36) Health
Survey Version 2; VAS = Visual Analogue Scale; WPAI-AD = Work Productivity and Activity Impairment Questionnaire—Atopic Dermatitis.

Source: Clinical Study Reports.24¢

Eczema Area and Severity Index

The EASI is a scale used in clinical trials to assess the severity and extent of AD.'3144142 |n the
EASI, 4 disease characteristics of AD (erythema, infiltration and/or papulation, excoriations,
and lichenification) are assessed for severity by the investigator on a scale of “0” (absent)

to “3" (severe). The scores are added up for each of the 4 body regions (head, arms, trunk,
and legs). The assigned percentages of BSA for each section of the body are 10% for head,
20% for arms, 30% for trunk, and 40% for legs. Each subtotal score is multiplied by the BSA
represented by that region. In addition, the affected area of AD assessed as a percentage

by each body region is converted to a score of 0 to 6, with the area expressed as 0 (none),

1 (1% 10 9%), 2 (10% to 29%), 3 (30% to 49%), 4 (50% to 69%), 5 (70% to 89%), or 6 (90% to
100%). Each of the body area scores are multiplied by the area affected. The total EASI score
therefore ranges from 0 to 72 points, with the highest score indicating worse severity of AD."
It is suggested that the severity of AD based on EASI be categorized as follows: O = clear;
0.1to 1.0 = almost clear; 1.1 to 7.0 = mild; 7.7 to 21.0 = moderate; 21.1 to 50.0 = severe; and
50.1 to 72.0 = very severe.® The EASI-50, EASI-75, EASI-90, and EASI-100 end points indicate
improvements of 50% or greater, 75% or greater, 90% or greater, and 100% improvement from
baseline, respectively. The validity and reliability of the EASI was examined in several studies
and was shown to be adequate.’®'*4144 The overall minimal important difference (MID) is 6.6,
based on results from 1 study.™

Investigator’s Global Assessment

The IGA is a 5-point scale that provides a global clinical assessment of AD severity ranging
from 0 to 4, where “0” indicates clear, and “4" indicates severe AD.2*¢ A decrease in score
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relates to an improvement in signs and symptoms. No information was found on what would
constitute an MID in patients with AD. The clinical evaluator performed the assessment of the
overall severity of AD and assigned an IGA score and category as described in Table 23.

Table 23: Investigator's Global Assessment Score

Score Category Description

0 Clear AD is cleared, except for any residual discoloration (post-inflammatory hyperpigmentation and/or
hypopigmentation)

1 Almost Overall, the AD is not entirely cleared, and remaining lesions are light pink (not including post-inflammatory

clear hyperpigmentation), and/or have barely palpable hard thickened skin and/or papules, and/or have barely

perceptible lichenification; excoriation and oozing/crusting are absent

2 Mild Overall, the AD consists of lesions that are light red with slight, but definite hard thickened skin and/or
papules, with slight but definite linear or picked scratch marks or penetrating surface injury, with slight but
definite thickened skin, fine skin markings, and lichenoid scale; oozing and/or crusting is absent

3 Moderate | Overall, the AD consists of lesions that are red with easily palpable moderate hard thickened skin and/or
papules; with moderate linear or picked scratch marks or penetrating surface injury, with moderate thickened
skin, coarse skin markings, and coarse lichenoid scale with slight oozing and/or crusting

4 Severe Overall, the AD consists of lesions that are deep, dark red with severe hard thickened skin and/or papules,
with severe linear or picked scratch marks or penetrating surface injury, with severe thickened skin with very
coarse skin markings and lichenoid scale, with moderate-to-severe oozing and/or crusting

AD = atopic dermatitis.
Source: Clinical Study Reports.?*®

Body Surface Area

Measurements of BSA was derived from the sum of the BSA in handprints across 4 body
regions as part of the EASI assessment. A handprint refers to that of each individual patient
for their own measurement. The BSA efficacy ranges from 0 to 100%, with higher values
representing greater severity of AD. Because the scalp, palms, and soles were excluded from
the BSA assessment, the maximum possible value was less than 100%.24°

Dermatology Life Quality Index

The DLQI is a dermatology-specific quality of life instrument. It is a 10-item questionnaire
that assesses 6 different aspects that may affect quality of life: symptoms and feelings, daily
activities, leisure, work and school performance, personal relationships, and treatment.*>4/
The maximum score per aspect is either 3 (with a single question) or 6 (with 2 questions)
and the scores for each can be expressed as a percentage of either 3 or 6. Each of the 10
questions is scored from 0 (not at all) to 3 (very much) and the overall DLQI is calculated by
summing the score of each question resulting in a numeric score between 0 and 30 (or a
percentage of 30).04 The higher the score, the more quality of life is impaired. The meaning
of the DLQI scores on a patient’s life is as follows: 0 to 1 indicates no effect; 2 to 5 a small
effect; 6 to 10 a moderate effect; 11 to 20 a very large effect; and 21 to 30 an extremely large
effect. Estimates of the MID have ranged from 2.2 to 6.9.4647

Children’s Dermatology Life Quality Index

The CDLQI is a 10-item widely used and validated questionnaire used in clinical practice and
clinical trials to measure the impact of skin disease on the quality of life in children.*®4° The
CDLQI can be completed by the child alone and/or with help from the parents or guardian.*
It covers 6 areas of daily activities, including symptoms and feelings, leisure, school or
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holidays, personal relationships, sleep, and treatment. The questions are answered using a
4-point Likert scale (scored from 0 to 3 for each question) based on recall for the past week.
Total scores therefore range from 0 to 30. A higher CDLQI score indicates a greater degree
of quality-of-life impairment.® No minimal clinically important difference was identified in
the literature.

Functional Assessment of Chronic lliness Therapy—-Fatigue

The Functional Assessment of Chronic lliness Therapy—Fatigue is a validated subject-
completed questionnaire consisting of 13 items that assess fatigue. Instrument scoring
yields a range from 0 to 52, with higher scores representing better overall health status (less
fatigue).2® An MID of 3 to 4 of the total score was established in patients with rheumatoid
arthritis,*® and 5.9 in patients with systemic lupus erythematosus,®' but no MID has been
established in patients with AD.

Pediatric Functional Assessment of Chronic lliness Therapy—Fatigue

The Peds-FACIT-F is a version of the FACIT-F for adolescents aged 12 to 17 years.5 The

MID of the Peds-FACIT-F was calculated using anemia and the functional performance
status as clinical anchors, and a difference greater than 4.7 points was considered clinically
important.5? However, no MID for patients with AD has been established.

Hospital Anxiety and Depression Scale

The HADS is a patient-reported questionnaire designed to identify anxiety disorders and
depression in patients at nonpsychiatric medical institutions. Repeated administration
also provides information about changes in a patient's emotional state.5¥% The HADS
questionnaire contains 14 items that assess symptoms experienced in the previous week,
among which 7 items are related to anxiety and 7 items are related to depression. Patients
provide responses to each item based on a 4-point Likert scale, from O (the best) to 3 (the
worst); a person can score between 0 and 21 for each subscale (anxiety and depression).
A high score is indicative of a poor state. Scores of 11 or more on either subscale are
considered to be a “definite case” of psychological morbidity, while scores of 8 to 10
represented “probable case” and 0 to 7 “not a case.”®® No information on MID was found in
the literature.

Severity of Pruritus Numerical Rating Scale

The PP-NRS is a tool that patients used to report the intensity of their itch during a daily
recall period using an interactive voice response system. Patients were asked to rate their
worst itching due to AD over the past 24 hours on an NRS anchored by the terms “no itch” (0)
and “worst itch imaginable” (10). The proportion of patients with improvement (reduction of
> 4 points) of weekly average of peak daily pruritus NRS from baseline was reported in the
included studies.?*® The most appropriate definition of a responder on the pruritus NRS has
been reported to be in the range of 3 to 4 points.*®

Pruritus and Symptoms Assessment for Atopic Dermatitis

The PSAAD is a daily patient-reported symptom diary. The preliminary version of the PSAAD
involved a 15-item questionnaire that included 11 items developed to measure the symptoms
of AD, capturing those identified by patients to be most important, based on a 24-hour

recall. The 11 items related to symptoms (itch, dryness, redness, flaking, discoloration, pain,
bleeding, cracking, bumps, swelling, and weeping and/or oozing) are measured using a scale,
ranging from 0 (none) to 10 (extreme). The total score is the average of the responses to
each of the 11 items, with higher scores indicating worse symptoms. Four items were added
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for exploratory and psychometric validation purposes: sleep and usual-activities questions,
patient global impression of severity, and patient global impression of change questions.z4®
The MID has been estimated to be a change of 0.63 of the total score.””

Patient Global Assessment

The PtGA required patients to evaluate their overall cutaneous disease at that point in time on
a single-item, 5-point scale. The same category labels used in the IGA were used for the PtGA
(severe [4], moderate [3], mild [2], almost clear [1], and clear [0]), with higher scores indicating
worse AD.Z*¢ A literature search by CADTH did not identify an MID for the PtGA.

Scoring Atopic Dermatitis

The SCORAD tool was developed to standardize the evaluation of the extent and severity

of AD.% |t assesses 3 components of AD: the affected BSA, severity of clinical signs, and
symptoms. The severity of 6 specific symptoms of AD (redness, swelling, oozing and/or
crusting, excoriation, skin thickening and/or lichenification, and dryness) is assessed using a
4-point scale (i.e., none = 0, mild = 1, moderate = 2 and or severe = 3) with a maximum of 18
total points. The symptoms (itch and sleeplessness) are recorded by the patient or relative
on a VAS, where 0 is no symptom and 10 is the worst imaginable symptom, with a maximum
possible score of 20. The SCORAD results are calculated based on the 3 components of the
AD listed previously. The maximum possible total score of SCORAD is 103, with a higher score
indicating poorer or a more severe condition.?#8 A difference of 8.7 points in SCORAD was
estimated as the MID for the patients with atopic eczema (also known as AD).™

Patient-Oriented Eczema Measure

The POEM is a 7-item questionnaire used in clinical trials to assess disease symptoms in
children and adults.® Based on frequency of occurrence during the past week, the 7 items
(dryness, itching, flaking, cracking, sleep loss, bleeding, and weeping) are assessed using a
5-point scale. The possible scores for each question were: “0” for no days, “1" for 1 to 2 days,
“2" for 310 4 days, “3" for 5 to 6 days, and “4” for every day. The maximum total score was
28; a high score is indicative of poor quality of life (0 to 2 indicates clear or almost clear, 3 to
7 mild eczema, 8 to 16 moderate eczema, 17 to 24 severe eczema, and 25 to 28 very severe
eczema).” One study™ reported that the overall mean MID of the POEM was 3.4 points (SD =
4.8), when an IGA improving by 1 point was used as anchor. In 2018, the MID of the POEM

in children (N = 300) with moderate-to-severe AD was calculated in 1 study.®® The authors
recommended the following thresholds be used to interpret changes in POEM scores in
children: a score of 3 to 3.9 indicates a probably clinically important change and a score of 4
or higher indicates a very likely clinically important change.

Short Form (36) Health Survey Version 2

The SF-36v2 is a validated generic health status measure. It measures 8 general health
domains: physical functioning, role limitations due to physical health, bodily pain, general
health perceptions, vitality, social functioning, role limitations due to emotional problems,

and mental health. These domains can also be summarized as physical and mental
component summary scores. The use of this scale was restricted to adult subjects and not
for adolescents to complete. The acute version uses a recall period of T week. Eight scaled
scores are converted to weighted sums of the questions in their section. Each scale is directly
transformed into a 0-to-100 scale on the assumption that each question carries equal weight.
Lower scores mean more disability. (i.e., a score of 0 indicates maximum disability and a
score of 100 indicates no disability).?"%? The user's manual for the SF-36v2 proposes MIDs
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of a change of 2 points on the physical component summary and 3 points for the mental
component summary.

Work Productivity and Activity Impairment Questionnaire—Atopic Dermatitis

The WPAI is an instrument used to measure loss of productivity at work and impairment

in daily activities over the past 7 days.®® The questionnaire includes 4 items (absenteeism,
presenteeism, overall work impairment, and activity impairment) that range from 0% to

100%, with higher values indicating greater impairment. While absenteeism represents the
percentage of work-time-missed due to AD, presenteeism represents the percentage of
impairment while at work due to AD. Overall work impairment represents the total percentage
of work time missed due to either absenteeism or presenteeism (as those are mutually
exclusive). Activity impairment represents the percentage of impairment during daily activities
other than work. The 4 items are all evaluated using an 11-point Likert-type scale from 0

(no effect) to 10 (completely prevented), and the scores are multiplied by 10 to produce a
percentage. CADTH did not identify an MID for the WPAI-AD; however, the MID has been
estimated to be 20% for the Work Productivity and Activity Impairment Questionnaire for

use in patients with psoriasis.®* The questionnaire was only completed by adult patients and
included as an outcome only in the JADE MONO-2 trial.

Dermatitis Family Impact Questionnaire

The Dermatitis Family Impact (DFI) is a validated 10-item measure filled out by the parent

or caregiver of the patient to assess the impact of the patient’'s eczema on the family.® Each
item is scored using a 4-point scale (3 [very much], 2 [a lot], 1 [a little], or O [not at all]).5 Total
scores range from 0 to 30, with higher scores indicating a greater impact on the family and/or
caregivers. A literature search by CADTH did not identify an MID for the DFI.

EQ-5D

The EQ-5D is a generic quality-of-life instrument that has been applied to a wide range of
health conditions and treatments including AD.%5% The first of 2 parts of the EQ-5D constitute
a descriptive system that classifies respondents (aged = 12 years) into 1 of 243 distinct
health states. The descriptive system consists of the following 5 dimensions: mobility,
self-care, usual activities, pain and/or discomfort, and anxiety and/or depression. Each
dimension has 3 possible levels (1, 2, or 3) representing “no problems,” “some problems,” and
“‘extreme problems,” respectively. Respondents are asked to choose a level that reflects their
own health state for each of the 5 dimensions. A scoring function can be used to assign a
value to self-reported health states from a set of population-based preference weights.®56°
The second part is a 20 cm Visual Analogue Scale (EQ VAS) that has end points labelled 0
and 100, with respective anchors of “worst imaginable health state” and “best imaginable
health state,” respectively. Respondents are asked to rate their own health by drawing a line
from an anchor box to the point on the EQ VAS that best represents their own health on that
day. The third part is the EQ-5D index score, which is generated by applying a multi-attribute
utility function to the descriptive system. Different utility functions are available that reflect the
preferences of specific populations (e.g., US or UK). The EQ-5D therefore produces 3 types of
data for each respondent.

The lowest possible overall score (corresponding to severe problems on all 5 attributes) varies
depending on the utility function that is applied to the descriptive system (e.g., =0.59 for the
UK algorithm and -0.109 for the US algorithm). Scores of less than 0 represent health states
that are valued by society as being worse than dead, while scores of 0 and 1.00 are assigned
to the health states “dead” and “perfect health,” respectively. The MID for the EQ-5D ranges
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from 0.033 to 0.074. No additional validity and MID information were found in literature
search for EQ-5D in patients with AD.

Rescue Therapy due to Protocol-Defined Flare

The primary end point of JADE REGIMEN was the proportion of patients entering rescue
during the maintenance period due to a protocol-defined flare. A flare requiring rescue
treatment was defined as a loss of at least 50% of the EASI response at week 12 and an IGA
score of 2 or higher.5%

Statistical Analysis
Primary Outcomes of the Studies

The co-primary end points of 4 of the included studies (JADE MONO-1, JADE MONO-2, JADE
COMPARE, and JADE TEEN) were: response based on an IGA score of clear or almost clear
and a reduction from baseline of 2 or more points at 12 weeks; and response based on an
EASI-75 response at 12 weeks. The co-primary end points were analyzed using the Cochran-
Mantel-Haenszel (CMH) test adjusted by baseline disease severity group (moderate and
severe). The differences between each active group and the placebo group in the proportion
of patients achieving an IGA response or an EASI-75 along with its 95% CI (using the normal
approximation for the difference in binomial proportions) were reported by the sponsor.
Both end points were required to achieve statistical significance for a given dose to meet
the primary objective of the studies. Patients who withdrew from the trials were counted as
nonresponders for end points after the time of withdrawal.

Sensitivity analyses were performed using MAR and missing not at random (MNAR)
approaches. Missing observations were imputed using a tipping point analysis to estimate
the treatment effect under the assumption that the missing data mechanism is MAR or, more
generally, is MNAR. A longitudinal logit-normal mixed model was fit using only the observed
data. Under the MAR framework, imputations were based on the posterior predictive
probability of response obtained from the posterior distribution under the mixed model.
Under an MNAR framework, imputations for the active treatment groups were based on a
linear combination of the posterior predictive probability of response for the active group and
the placebo group. For each such completed dataset, the estimates of the proportions and
CMH-weighted difference of proportions between each active dose group and placebo will be
obtained and Rubin’s rule will be used to combine the multiple estimates and standard errors
across the imputed datasets and provide P values.

The co-primary end points of the JADE DARE trial were: PP-NRS4 from baseline at week 2 and
EASI-90 at week 4. The co-primary end points were analyzed using the CMH test adjusted by
baseline disease severity group (moderate and severe). Patients who withdrew from the trials
were counted as nonresponders for end points after the time of withdrawal. The protocol first
tested the superiority of PP-NRS4 responses at week 2 and then EASI-90 at week 4 between
abrocitinib and dupilumab. If both hypotheses were rejected, the procedure continued to test
the noninferiority of EASI-90 at week 16 between abrocitinib and dupilumab. Noninferiority
would be declared if the lower bound of the Cl for the response difference (abrocitinib minus
dupilumab) was greater than -10%. If noninferiority was achieved, the procedure continued to
test the superiority of EASI-90 at week 16 between abrocitinib and dupilumab.

Key Secondary and Other Outcomes of the Studies

Binary secondary outcomes were analyzed in the same manner as the co-primary end points.
Continuous secondary end points were analyzed using a mixed model for repeated measures
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approach that included fixed factors of treatment, week, treatment-by-week interaction,
randomization strata (baseline disease severity and/or age category depending on the
individual trial), baseline value, and an unstructured covariance matrix. The time-to-event end
point (i.e., PP-NRS4) was summarized using the Kaplan—Meier method to estimate median,
quartiles, and probabilities of an event. A log-rank test was used to compare times to event
data between treatment groups.

Statistical Testing Hierarchy

Statistical testing for the co-primary and key secondary end points was adjusted for multiple
comparisons using a sequential Bonferroni-based iterative multiple-testing procedure to
control the familywise type | error at 5% for each of the 2 abrocitinib dosages (200 mg once
daily and 100 mg once daily) versus placebo (Table 24).

In the JADE COMPARE trial, the sponsor used a series of hypotheses related to the PP-NRS4
outcome at week 2 that were assessed at a 2.5% significance level in the order specified in
sequence A of Table 24. If all hypotheses in sequence A were rejected, then the unused alpha
level of 2.5% was passed on to the assessments for the week-16 end points in sequence

B at a 5% significance level. The statistical significance for each hypothesis in sequence B
could not be claimed unless the prior hypothesis in the sequence was statistically significant.
In sequence B, if 1 hypothesis was not rejected at an alpha level of 5% then no statistical
significance was claimed for any subsequent hypotheses in the sequence. In sequence A, if

1 hypothesis was not rejected at an alpha level of 2.5% then no statistical significance was
claimed for any subsequent hypotheses in the sequence. In this case, the assessing for
statistical significance in sequence B was at the 2.5% significance level. If all hypotheses in
sequence B were rejected, then the unused alpha level of 2.5% was passed back for assessing
the hypotheses in sequence A at the 5% level. In sequence B, if a hypothesis was not rejected
at an alpha level of 2.5% then no statistical significance was claimed for any subsequent
hypotheses in the sequence. Failure to demonstrate statistical significance for abrocitinib
7100 mg once daily versus dupilumab for PP-NRS4 meant the sequence B end points were
evaluated at a 2.5% significance level.

Table 24: Statistical Testing Hierarchies

Study Statistical testing hierarchy

JADE MONO-1
JADE MONO-2
JADE TEEN

1. IGA and EASI-75 at week 12 (200 mg q.d. vs. placebo)

2. PP-NRS4 response at 2 weeks (200 mg qg.d. vs. placebo)
Sequence A

3. PP-NRS4 response at 4 weeks (200 mg q.d. vs. placebo)
4. PP-NRS4 response at 12 weeks (200 mg q.d. vs. placebo)
5. IGA and EASI-75 at week 12 (100 mg g.d. vs. placebo)

6. PP-NRS4 response at 2 weeks (100 mg g.d. vs. placebo)
7. PP-NRS4 response at 4 weeks (100 mg q.d. vs. placebo)
8. PP-NRS4 response at 12 weeks (100 mg q.d. vs. placebo)
9. CFBin PSAAD at 12 weeks (200 mg q.d. vs. placebo)

10. CFB in PSAAD at 12 weeks (100 mg g.d. vs. placebo)
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Study Statistical testing hierarchy

JADE COMPARE 1. IGA and EASI-75 at week 12 (200 mg g.d. vs. placebo)
2. IGA and EASI-75 at week 12 (100 mg q.d. vs. placebo)
Sequence A

3. PP-NRS4 response at 2 weeks (200 mg g.d. vs. placebo)

4. PP-NRS4 response at 2 weeks (100 mg g.d. vs. placebo)

5. PP-NRS4 response at 2 weeks (200 mg g.d. vs. dupilumab)
6. PP-NRS4 response at 2 weeks (100 mg g.d. vs. dupilumab)
Sequence B

7. 1GA at week 16 (200 mg q.d. vs. placebo)

8. EASI-75 at week 16 (200 mg q.d. vs. placebo)

9. IGA at week 16 (100 mg q.d. vs. placebo)

10. EASI-75 at week 16 (100 mg q.d. vs. placebo)

JADE DARE 1. PP-NRS4 response at week 2 (200 mg q.d. vs. dupilumab)
2. EASI-90 at week 4 (superiority; 200 mg g.d. vs. dupilumab)
3. EASI-90 at week 16 (noninferiority; 200 mg q.d. vs. dupilumab)

4. EASI-90 at week 16 (superiority; 200 mg q.d. vs. dupilumab)

CFB = change from baseline; EASI-75 = improvement of 75% or greater in the Eczema Area and Severity Index total score; EASI-90 = improvement of 90% or greater in the
Eczema Area and Severity Index total score; IGA = Investigator’'s Global Assessment; PP-NRS4 = improvement of 4 or greater from baseline on peak pruritus numerical
rating scale; PSAAD = Pruritus and Symptoms Assessment for Atopic Dermatitis; g.d. = once daily.

Source: Clinical Study Reports.™*®¢

Power Calculation
Monotherapy Studies

The JADE MONO-1 and JADE MONO-2 trial were planned to have a total sample size of 375
patients with 2:2:1 randomization to 1 of the following groups: abrocitinib 200 mg once daily
(n =150), abrocitinib 100 mg once daily (n = 150), or placebo (n = 75). The planned sample
size would provide at least 95% power to detect a difference in the IGA response rate of at
least 20% between either dose of abrocitinib and placebo, assuming the placebo response
rate was 6% at 12 weeks. This would also provide at least 99% power to detect a difference
in the EASI-75 response rate of at least 30% between either dose of abrocitinib and placebo,
assuming the placebo response rate was 15% at 12 weeks.??

Combination-Therapy Studies
Adults

The JADE COMPARE trial was planned to have a total sample size of 700 patients with
4:4:4:1:1 randomization to 1 of the following groups: abrocitinib 200 mg once daily (n = 200),
abrocitinib 100 mg once daily (n = 200), dupilumab (n = 200), matching placebo for 16 weeks
followed by abrocitinib 100 mg once daily (n = 50), and matching placebo for 16 weeks
followed by abrocitinib 200 mg once daily (n = 50). The 2 placebo sequences were combined
for the purposes of analyses at all visits up to and including week 16, essentially resulting in a
2:2:2:1 randomization scheme. The planned sample size would provide at least 96% power to
detect a difference of at least 20% in the IGA response rate between either dose of abrocitinib
and placebo, assuming the placebo response rate is 12% at 12 weeks. This would also
provide at least 99% power to detect a difference of at least 30% in the EASI-75 response rate
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between either dose of abrocitinib and placebo, assuming the placebo response rate was 23%
at 12 weeks.

The JADE DARE trial was planned to have a total sample size of 600 patients with 1:1
randomization to abrocitinib 200 mg once daily (n = 300) or dupilumab (n = 300). The
proposed sample size would provide adequate power for all superiority hypotheses for the
primary end points (PP-NRS4 at week 2 and EASI-90 at week 4) and the key secondary end
point (EASI-90 at week 16)."

Adolescents

The JADE TEEN trial was planned to have a total sample size of 225 patients (75 patients
in each of the 3 treatment groups). The planned sample size would provide at least 80%
power to detect a difference of at least 20% in the IGA response rate between either dose
of abrocitinib and placebo, assuming the placebo response rate was 12% at 12 weeks. This
would also provide at least 96% power to detect a difference of at least 30% in the EASI-75
response rate between either dose of abrocitinib and placebo, assuming the placebo
response rate was 23% at 12 weeks.®

Subgroup Analyses
Monotherapy Studies

In the JADE MONO-1 and JADE MONO-2 trials, subgroup analyses were performed for
co-primary end points for the following: age group (< 18 years, > 18 years; < 40 years, = 40
years; < 65 years, or > 65 years); sex (male or female); race (White, Black or African-American,
Asian, or other); region of enrolment (US, Canada, or Australia; Europe; Asia; or Latin America);
body weight (less than or equal to the median value in the FAS or above the median value);
AD duration group (< 26 years or > 26 years); baseline disease severity (moderate or severe);
baseline EASI group (16 to 25 or > 25); baseline percentage BSA group (10 to 30, > 30 to 50, or
> 50); and previous use of a systemic immunosuppressant for AD (yes or no).?® Of these, the
subgroups of interest for CADTH's review were: age group (< 18 years or > 18 years), baseline
disease severity (moderate or severe), and previous use of a systemic immunosuppressant
for AD (yes or no).

Combination-Therapy Studies
Adults

In the JADE COMPARE trial, subgroup analyses were performed for co-primary end points
for the following: age group (< 40 years, = 40 years; < 65 years, or = 65 years); sex (male or
female); race (White, Black or African-American, Asian, or other); region of enrolment (US,
Canada, or Australia; Europe; Asia; or Latin America); body weight (less than or equal to the
median value in the FAS or above the median value); AD duration group (< 26 years or = 26
years); baseline disease severity (moderate or severe); baseline EASI group (16 to 25 or > 25);
baseline percentage BSA group (10 to 30, > 30 to 50, or > 50); and previous use of systemic
immunosuppressants for AD (yes or no).* Of these, the subgroups of interest for CADTH’s
review were: baseline disease severity (moderate or severe) and previous use of systemic
immunosuppressants for AD (yes or no).

In the JADE DARE trial, subgroup analyses were performed for co-primary end points for the
following: age group (< 40 years or > 40 years; < 65 years or = 65 years); sex (male or female);
race (White, Black or African-American, Asian, or other); region of enrolment (US, Canada, or
Australia; Europe; Asia; or Latin America); body weight (< 70 kg, = 70 kg to < 100 kg, > 100 kg);
AD duration group (< 26 years or > 26 years); baseline disease severity (moderate or severe);
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baseline EASI group (16 to 25 or > 25); baseline percentage BSA group (10 to 30, > 30 to 50,
or > 50); previous cyclosporine exposure (exposed or naive); prior AD medications (systemic
drugs or topical drugs only); and baseline PP-NRS group (4 to 6 or > 7). Of these, the
subgroups of interest for CADTH'’s review were baseline disease severity (moderate or severe)
and previous use of systemic immunosuppressant for AD (yes or no).

Adolescents

In the JADE TEEN trial, subgroup analyses were performed for co-primary end points for the
following: age group less than or equal to the median value in the FAS or above the median
value); sex (male or female); race (White, Black or African-American, Asian, or other); region of
enrolment (US, Canada, or Australia; Europe; Asia; or Latin America); AD duration group (less
than or equal to the median value in the FAS or above the median value); baseline disease
severity (moderate or severe); baseline EASI group (16 to 25 or > 25); baseline percentage
BSA group (10 to 30, > 30 to 50, or > 50); and previous use of a systemic immunosuppressant
for AD (yes or no).° Of these, the subgroups of interest for CADTH's review were: baseline
disease severity (moderate or severe) and previous use of systemic immunosuppressant for

AD (yes or no).

Analysis Populations

The analysis sets that were used to evaluate the safety and efficacy end point in the included

studies are summarized in Table 25.

Table 25: Analysis Sets

Data Definition Use
JADE MONO-1, JADE MONO-2, JADE COMPARE, and JADE TEEN
FAS All randomized patients who received = 1 dose of study treatment; Efficacy and PRO end

analyses for binary end points that were defined based on a threshold of
change from baseline were also required the baseline value to be equal to
or greater than the threshold (e.g., baseline values for PP-NRS4 had to be
> 4)

points

Per-protocol analysis set

Subset of FAS who had no major protocol violations before week 12

Primary end points

Safety analysis set

All patients who received = 1 dose of study drug classified according to
actual treatment received

Safety

JADE DARE

FAS

All randomized participants who received at least 1 dose of study
intervention; participants were analyzed according to the intervention to
which they were

randomized

Efficacy and PRO end
points

Per-protocol analysis set

All randomized participants who received at least 1 dose of study
intervention who had no major protocol violations and met the following
criteria:

e were eligible for the study by way of meeting key inclusion criteria and
none of the key exclusion criteria

® had actual, observed EASI scores at week 16

¢ took the correct randomized treatment for at least 80% and at most
120% of the assigned amount until week 16

Supportive analysis for
key secondary end point
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Data Definition Use

* had no other major protocol violations as determined by the clinical
team before database lock; a major protocol violation in this context
was likely to materially affect the efficacy responses of the participant
and was defined by the clinical team before database was locked and
any analysis was performed for this study

All patients who received = 1 dose of study drug classified according to Safety

actual treatment received

Safety analysis set

FAS = full analysis set; EASI = Eczema Area and Severity Index; PP-NRS4 = improvement of 4 or greater from baseline on peak pruritus numerical rating scale; PRO =
patient-reported outcome.

Source: Clinical Study Reports.™

Results

Patient Disposition
Monotherapy Studies

Patient disposition in the JADE MONO-1 and JADE MONO-2 trials is summarized in Table 26.
The proportion of patients who completed the trials ranged from 86.5% to 91% in the
abrocitinib groups compared with 66.7% to 79.2% in the placebo groups. Adverse events were
the most reported reason for early discontinuations in both the JADE MONO-1 and JADE
MONO-2 trials. The proportion of patients who withdrew because of AEs was identical in the
abrocitinib 100 mg once daily and 200 mg once daily groups in both the JADE MONO-1 trial
(5.8% in both groups) and the JADE MONO-2 trial (3.2% in both groups). In both studies, a
numerical higher proportion of patients withdrew from the placebo groups because of AEs
(9.1% and 10.3% in JADE MONO-1 and JADE MONO-2, respectively), with worsening AD the
most cited reason.

Table 26: Patient Disposition in JADE MONO-1 and JADE MONO-2

JADE MONO-1 JADE MONO-2
Abrocitinib Abrocitinib Abrocitinib Abrocitinib
Placebo 100 mg q.d. 200 mg q.d. Placebo 100 mgq.d. | 200 mg q.d.
Disposition, n (%) (N=77) (N = 156) (CEREL)) (N=78) (CEREL)) (N = 155)
Screened 553 554
Screen failure 150 163
Not randomized 16 0
Randomized 77 (100) 156 (100) 154 (100) 78 (100) 158 (100) 155 (100)
Treated 77 (100) 156 (100) 154 (100) 78 (100) 158 (100) 155 (100)
Not treated 0 0 0 0 0 0
Safety analysis set 77 (100) 156 (100) 154 (100) 78 (100) 158 (100) 155 (100)
Full analysis set 77 (100) 156 (100) 154 (100) 78 (100) 158 (100) 155 (100)
Per-protocol analysis set 57 (74.0) 132 (84.6) 132 (85.7) 52 (66.7) 128 (81.0) 130 (83.9)
Discontinued 16 (20.8) 21(13.5) 17 (11.0) 26 (33.3) 21(13.3) 14 (9.0)
AE 7(9.1) 9 (5.8) 9(5.8) 8(10.3) 5@3.2) 5(3.2)
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JADE MONO-1 JADE MONO-2
Abrocitinib Abrocitinib Abrocitinib Abrocitinib
Placebo 100 mg q.d. 200 mg q.d. Placebo 100 mg q.d. 200 mg q.d.
Disposition, n (%) (N=77) (NENEYY) (N =78) (N = 158) (N =155)
Death 0 0 0 0 1(0.6) 0
Lack of efficacy 2(2.6) 1(0.6) 0 7 (9.0) 5(3.2) 4(2.6)
Lost to follow-up 1(1.3) 2(1.3) 1(0.6) 1(1.3) 1(0.6) 1(0.6)
Protocol deviation 1(1.3) 2(1.3) 2(1.3) 1(1.3) 1(0.6) 1(0.6)
Withdrawal by patient 4(5.2) 5(3.2) 3(1.9) 9 (11.5) 6 (3.8) 1(0.6)
Medication error without AE 1(1.3) 0 0 0 0 0
Withdrawal by parent or guardian 0 0 1(0.6) 0 0 0
Other 0 2(1.3) 1(0.6) 0 2(1.3) 2(1.3)
Completed 61 (79.2) 135 (86.5) 137 (89.0) 52 (66.7) 137 (86.7) 141 (91.0)

AE = adverse event; g.d. = once daily
Source: Clinical Study Reports.??

Combination-Therapy Studies
Patient disposition in the JADE COMPARE and JADE TEEN trials is summarized in Table 27.

Adults

A total of 1,234 patients were screened for enrolment in the JADE COMPARE trial and 838
were randomized. The proportions of patients who completed the trial were 89.3% in the
placebo group, 91.2% in the abrocitinib 100 mg once daily group, 92.0% in the abrocitinib 200
mg once daily group, and 92.1% in the dupilumab group. Adverse events and withdrawals by
the patients were the most common reasons for discontinuation from the JADE COMPARE
trial.* A total of 940 patients were screened for enrolment in the JADE DARE trial and 727 were
randomized. The proportion of patients who completed the trial was 90.3% in the abrocitinib
200 mg once daily group and 91.5% in the dupilumab group. Adverse events and withdrawals
by the patients were the most common reasons for discontinuation from JADE DARE.#

Adolescents

A total of 408 patients were screened for enrolment in the JADE TEEN trial and 287 were
randomized. The proportions of patients who completed the trials were 93.8% in the placebo
group, 96.8% in the abrocitinib 100 mg once daily group, and 96.8% in the abrocitinib 200 mg
once daily group. Adverse events and losses to follow-up were the most common reasons for
discontinuation from the JADE TEEN trial.®
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Table 27: Patient Disposition in JADE COMPARE, JADE DARE, and JADE TEEN

JADE COMPARE JADE DARE JADE TEEN
" Abrocitinib Abrocitinib " Abrocitinib
Placebo Abrocitinib DUP 300 DUP 300 Abrocitinib
Disposition, n (N = 100 mg q.d. .d. mg q.2.w. .d. mg g.2.w. | Placebo | 100 mg q.d.
(%) 131) (N =238) (N=365) | (N=96) (N =95)
Screened 1,234 940 408
Screen Failure 394 213 121
Not 2 0 0
Randomized
Randomized 131 238 (100) 226 (100) 243 362 365 96 95(100) 96 (100)
(100) (100) (100.0) (100.0) (100)
Treated 131 238 (100) 226 (100) 242 362 365 96 95(100) 94 (97.9)
(100) (99.6) (100.0) (100.0) (100)
Not treated 0 0 0 1(0.4) 0(0.0) 0(0.0) 0 0 2(2.1)
Safety analysis 131 238 (100) 226 (100) 242 362 365 96 95(100) 94 (97.9)
set (100) (99.6) (100.0) (100.0) (100)
Full analysis 131 238 (100) 226 (100) 242 362 365 96 95(100) 94 (97.9)
set (100) (99.6) (100.0) (100.0) (100)
PP analysis set 93 174 (73.1) | 161 (71.2) 172 320 (88.4) 337 70 73 (76.8) 78 (81.3)
(71.0) (70.8) (92.3) (72.9)
Discontinued 14 21 (8.8) 18 (8.0) 19 (7.9) 35(9.7) 31(8.5) | 6(6.3) 3(3.2) 3(3.2)
(10.7)
AE 5(3.8) 5(2.1) 8 (3.5) 6 (2.5) 10 (2.8) 9 (2.5) 2(2.1) 1(1.1) 2(2.1)
Death 0 0 0 0 2(0.6) 0(0.0) 0 0 0
Lack of 0 1(0.4) 0 1(0.4) 2(0.6) 0(0.0) 0 0 0
efficacy
Lost to follow- 1(0.8) 2(0.8) 1(0.4) 2(0.8) 2 (0.6) 4(1.1) 2(2.1) 1(1.1) 0
up
Pregnancy 0 0 1(0.4) 1(0.4) 0 0 0 0 0
Protocol 2(1.5) 2(0.8) 2(0.9) 1(0.4) 4(1.1) 3(0.8) 0 0 1(1.1)
deviation
Withdrawal by 5(3.8) 9 (3.8) 3(1.3) 6 (2.5) 11 (3.0) 11 (3.0) 0 0 0
patient
Withdrawal 0 0 0 0 0 0 1(1.0) 1(1.1) 0
by parent or
guardian
Medication 0 1(0.4) 1(0.4) 0 1(0.3) 0 0 0 0
error without
AE
Other 1(0.8) 1(0.4) 2(0.9) 2(0.8) 3(0.8) 4(1.1) 1(1.0) 0 0
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JADE COMPARE JADE DARE JADE TEEN

Abrocitinib
Abrocitinib DUP 300

Abrocitinib Abrocitinib

Placebo
Disposition, n (N= 100 mg q.d. -d. mg q.2.w.
(%) 131) | (N=238) (N =365) | (N =96)
117 217 (91.2) | 208 (92.0) 223 327 (90.3) 334 90 92(96.8) | 91(96.8)
(89:3) (92.1) (91.5) | (93.8)

AE = adverse event; DUP = dupilumab; PP = per-protocol; q.2.w. = every 2 weeks; g.d. = once daily.

Ongoing or
completed

Source: Clinical Study Reports."*®

Withdrawal Study

Patient disposition in the JADE REGIMEN trials is summarized in Figure 8. A total of 1,797
patients were screened for eligibility and 1,233 (68.6%) received at least 1 dose of 200 mg
abrocitinib in the open-label induction phase. A total of 435 patients were discontinued from
the open-label phase of the study (35.2%), with 315 patients (25.6%) failing to demonstrate
aresponse at week 12. A total of 798 patients were randomized in the maintenance phase
(64.7% of those who were treated in the open-label phase).

Figure 8: Patient Disposition in JADE REGIMEN

1797 patients screened for eligibility
|

1235 patients enrolled in Open-Label Induction Period

435 patients discontinued
1233 patients received study drug (abrocitinib 200 mg) (315 did not respond
| at week 12)

798 responders entered the
Randomized Maintenance Period
|

Placebo (n=267) Abrocitinib 100 mg (n=265)

59 (22.1%) did not 208 (77.9%)

156 (58.9%) did not 109 (41.1%)
enter rescue entered rescue

enter rescue entered rescue

16 (6.0%)
discontinued

22 (8.3%) 10 (3.8%)
discontinued discontinued

43 (16.1%)
completed study

201 (75.3%)
col study
without rescue with rescue

134 (50.6%) 99 (37.3%)
completed study completed study
without rescue with rescue

Source: Gubelin et al. (2021).3

Exposure to Study Treatments

Exposure to the study treatments is summarized in Table 28 for the monotherapy studies
(JADE MONO-1 and JADE MONO-2) and in Table 29 for the combination-therapy studies
(JADE COMPARE, JADE DARE, and JADE TEEN).

Monotherapy Studies

The median exposure time to the study drugs was similar across the treatment groups of
the JADE MONO-1 trial (range = 84 to 85 days) and the JADE MONO-2 trial (range = 82 to 84
days).?® The mean exposure was lower in the placebo groups of both trials (71.7 days and
66.3 days in JADE MONO-1 and JADE MONO-2, respectively) compared with the abrocitinib
100 mg once daily groups (77.7 days and 77.3 days) and abrocitinib 200 mg once daily
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groups (78.2 days and 80.1 days).>® The sponsor noted that the difference was due to fewer
placebo-treated patients completing the full 12-week double-blind treatment period.?

Table 28: Summary of Exposure in JADE MONO-1 and JADE MONO-2 (Safety Analysis Set)

JADE MONO-1 JADE MONO-2
Abrocitinib Abrocitinib Abrocitinib Abrocitinib

Placebo 100 mg q.d. 200 mg q.d. Placebo 100 mg q.d. 200 mg q.d.

Exposure (N=77) (N = 156) (N = 154) (N =78) (N =158) (CERED)
Duration of treatment (days)
Median (range) 84 (6,100) 85 (1, 96) 85(1,91) 82 (5,92) 84 (7,93) 84 (2,93)
Mean (SD) 71.7 (24.5) 77.7 (19.6) 78.2 (18.7) 66.3 (27.8) | 77.3(18.8) 80.1 (15.2)
Exposure category, n (%)

<1 week 1(1.3) 3(1.9) 2(1.3) 2 (2.6) 0 1(0.6)
>1to < 4 weeks 7(9.1) 6 (3.8) 6 (3.9) 11 (14.1) 8(5.1) 5(3.2)
> 410 < 8 weeks 8(10.4) 7 (4.5) 7 (4.5) 11 (14.1) 9(5.7) 4(2.6)
> 810 < 10 weeks NR NR NR 1(1.3) 2(1.3) 3(1.9)
> 810 < 12 weeks 22 (28.6) 37 (23.7) 40 (26.0) NR NR NR
> 10 weeks NR NR NR 53 (67.9) 139 (88.0) 142 (91.6)
> 12 weeks 39 (50.6) 103 (66.0) 99 (64.3) NR NR NR

NR = not reported; q.d. = once daily; SD = standard deviation.
Source: Clinical Study Reports.??

Combination-Therapy Studies

In the JADE COMPARE trial, the median exposure time to the study drugs was similar
across all 4 treatment groups (range = 111 to 112 days).* In the JADE TEEN trial, the median
exposure time to the study treatments was similar across all 3 treatment groups (range = 84
to 85 days).® In the JADE DARE trial, the median exposure time to the study treatments was
similar across the abrocitinib and 200 mg once gaily and dupilumab every 2 weeks groups
(167 and 171 days, respectively).
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Table 29: Summary of Exposure in JADE COMPARE, JADE DARE, and JADE TEEN (Safety Analysis Set)

JADE COMPARE
Abrocitinib Abrocitinib

JADE DARE
Dupilumab

JADE TEEN

Abrocitinib Abrocitinib

Dupilumab 300 | Abrocitinib 200

Exposure

Placebo
(N=131)

100 mg q.d.
(N = 238)

200 mg q.d.
(N =226)

mg q.2.w.
(N =242)

Duration of treatment (days)

mg q.d.
(N =362)

300 mg gq.2.w.
(N = 365)

Placebo
(N =96)

100 mg q.d.
(N =95)

200 mg q.d.
(N =94)

Median 111 (1to 111 (1 to 128) 112(5t0130) | 112(5t0 121) 166.6 (39.5) 171.2 (27.9) 84 (43 to 85 (28 to 105) 84 (810 113)

(range) 119) 105)

Mean (SD) | 103.0(23.8) | 104.9 (21.0) 106.3 (18.5) 104.6 (21.4) | 180 (210 230) | 180 (2to 194) 82.2 (8.3) 82.4(10.7) 81.3(13.7)
Exposure category, n (%)

<1 week 1(0.8) 3(1.3) 2(0.9) 1(0.4) 3(0.8) 1(0.3) 0 0 0

>1to<4 4(3.1) 4(1.7) 3(1.3) 8(3.3) 9(2.5) 3(0.8) 0 0 3(3.2)

weeks

>241t0<8 5(3.8) 4(1.7) 3(1.3) 4(1.7) 9 (2.5) 4(1.1) 2(2.1) 3(3.2) 0

weeks

>8t0<10 0 4(1.7) 3(1.3) 3(1.2) NR NR 5(5.2) 4(4.2) 2(2.1)

weeks

>8to<12 NR NR NR NR 4(1.1) 2 (0.5) NR NR NR

weeks

> 10 weeks NR NR NR NR NR NR 89 (92.7) 88 (92.6) 89 (94.7)

>10to<12 2(1.5) 2(0.8) 3(1.3) 4(1.7) NR NR NR NR NR

weeks
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JADE COMPARE JADE DARE
Abrocitinib Abrocitinib Dupilumab 300 | Abrocitinib 200 Dupilumab
Placebo 100 mg q.d. 200 mg q.d. 300 mg q.2.w.

Exposure (N=131) (N =238) (N =226) (N =365)
=212to< 14 6 (4.6) 9(3.8) 4(1.8) 8(3.3) NR NR
weeks
212t0<16 NR NR NR NR 2 (0.6) 9(2.5)
weeks
> 14 weeks 113 (86.3) 212 (89.1) 208 (92.0) 214 (88.4) NR NR
216t0<20 NR NR NR NR 7(1.9) 4(1.1)
weeks
220to<24 NR NR NR NR 34 (9.4) 41 (11.2)
weeks
> 24 weeks NR NR NR NR 294 (81.2) 301 (82.5)

CADTH

JADE TEEN
Abrocitinib

Abrocitinib
200 mg q.d.
(N=94)

Placebo
(N =96)

100 mg q.d.
(N =95)
NA

NA = not applicable; NR = not reported; q.2.w. = every 2 weeks; g.d. = once daily; SD = standard deviation.
Source: Clinical Study Reports."*®
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Efficacy

Only those efficacy outcomes and analyses of subgroups identified in the review protocol are
reported here. Appendix 3 provides detailed efficacy data.

IGA Response
Monotherapy Studies

Table 30 provides a summary of IGA response in the JADE MONO-1 and JADE MONO-2
trials. A statistically significantly greater proportion of patients in the abrocitinib 100 mg
once daily and abrocitinib 200 mg once daily groups demonstrated an IGA response at week
12 compared with placebo in the JADE MONO-1 trial (15.8% [95% Cl, 6.8 to 24.8] and 36.0%
[95% Cl, 26.2 to 45.7], respectively) and in the JADE MONO-2 trial (19.3% [95% ClI, 9.6 t0 29.0]
and 28.7% [95% Cl, 18.6 to 38.8], respectively).2® Results in the analyses performed using
the per-protocol analysis set demonstrated a statistically significantly greater proportion of
patients with an IGA response in the abrocitinib 100 mg group (19.9% [95% Cl, 9.9 to 29.9]
and 18.8% [95% Cl, 6.8 to 30.8]) and abrocitinib 200 mg once daily group (39.8% [95% ClI, 29.2
to 50.4] and 26.7% [95% Cl, 14.4 to 38.9]) for the JADE MONO-1 and JADE MONO-2 trials,
respectively. The results in the tipping point (TP) sensitivity analysis were similar to those of
the primary analyses.

The analyses conducted at earlier time points demonstrated that a statistically significantly
greater proportion of patients in the abrocitinib 200 mg once daily groups achieved an IGA
response compared with the placebo group at 2 weeks, 4 weeks, and 8 weeks in both the
JADE MONO-1 and JADE MONO-2 trials. The proportion of patients who demonstrated an
IGA response in the abrocitinib 100 mg once daily group was statistically significantly greater
compared with placebo at all time points in the JADE MONO-2 trial and at week 8 in the JADE
MONO-1 trial 23

Subgroup analyses are summarized in Table 95. For abrocitinib 100 mg once daily, subgroup
analyses found IGA responses based on baseline disease severity were 15.0 (95% Cl, 2.1 to
27.8) and 18.4 (95% Cl, 6.0 to 30.9) for patients with moderate AD and 17.1% (95% Cl, 5.4 to
28.7) and 20.6% (95% Cl, 6.5 to 34.8) for severe AD in the JADE MONO-1 and JADE MONO-2
trials, respectively. For abrocitinib 200 mg once daily, subgroup analyses found IGA responses
based on baseline disease severity were 41.6% (95% Cl, 27.9 to 55.4) and 30.7% (95% Cl,

17.8 10 43.6) for patients with moderate AD and 27.4% (95% Cl, 14.4 to 40.5) and 24.7% (95%
Cl, 10.1 to 39.4) for those with severe AD in the JADE MONO-1 and JADE MONO-2 trials,
respectively. Response rates for patients with prior use of a systemic immunosuppressant
for AD were 9.1% (95% Cl, 1.2 to 19.4) and 20.4% (95% Cl, 6.7 to 34.1) for abrocitinib 700 mg
once daily and 36.2% (95% Cl, 22.7 t0 49.7) and 26.9% (95% Cl, 12.1 to 41.6) for abrocitinib
200 mg once daily in the JADE MONO-1 and JADE MONO-2 trials, respectively. For those
without prior use of a systemic immunosuppressant for AD, the response rates were 22.2%
(95% Cl, 7.6 t0 36.9) and 18.7% (95% Cl, 5.6 to 31.8) with 100 mg once daily and 34.8% (95%
Cl,20.0 to 49.5) and 30.2% (95% Cl, 16.8 to 43.6) for abrocitinib 200 mg once daily in the
JADE MONO-1 and JADE MONO-2 trials, respectively.?®

Compared with the abrocitinib 100 mg once daily dosage regimen, a greater proportion of
patients who received 200 mg once daily demonstrated an IGA response at 2 weeks (5.9; 95%
Cl,0.210 11.6), 4 weeks (16.4; 95% Cl, 8.0 to 24.9), 8 weeks (15.4;95% Cl, 5.7 t0 25.1), and 12
weeks (20.0; 95% Cl, 9.9 t0 30.1) in the JADE MONO-1 trial and at 2 weeks (9.3;95% Cl, 2.7 to
15.8), 4 weeks (19.0; 95% Cl, 9.9 to 28.0), and 8 weeks (15.2; 95% Cl, 5.6 to 24.9) in the JADE
MONO-2 trial.2®
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Table 30: IGA Response in JADE MONO-1 and JADE MONO-2 (Full Analysis Set)

Placebo
(N=77)

AD ONO

Abrocitinib

100 mg q.d.
(VERE))

Abrocitinib
200 mg q.d.
(N =154)

Placebo
(N=78)

AD ONO

Abrocitinib
100 mg q.d.
(N =158)

IGA response at week 12 (subgroup of patients with prior use of systemic immunosuppressant)

Patients in analysis 40 78 68 31 67 60
Responders, n (%) 2 (5.0) 11 (14.7) 28 (41.2) 2 (6.5) 18 (26.9) 20 (33.3)
Difference in Reference 9.1(-1.2to 36.2 (22.7 to Reference 20.4 (6.7 to 26.9 (12.1to
responders, % (95% Cl) 19.4) 49.7) 34.1) 41.6)
Abrocitinib vs. placebo
2-sided P value Reference NR NR Reference NR NR
Difference in NA 27.1(13.110 41.1) NA 6.5(-9.5t0 22.4)
responders, % (95% Cl)
200 mg vs. 100 mg

IGA response at week 12 (primary end point)
Patients in analysis 76 156 153 77 155 155
Responders, n (%) 6 (7.9) 37(23.7) 67 (43.8) 7(9.1) 44 (28.4) 59 (38.1)
Difference in Reference 15.8 (6.8 10 36.0(26.2to Reference 19.3(9.6to 28.7 (18.6 to
responders, % (95% Cl) 24.8) 45.7) 29.0) 38.8)
Abrocitinib vs. placebo
2-sided P value Reference 0.0037 <0.0001 Reference 0.0008 < 0.0001
Difference in NA 20.0 (9.9 t0 30.1) NA 9.7 (-0.7 t0 20.0)
responders, % (95% Cl)
200 mg vs. 100 mg

IGA response at week 2 (secondary end point)
Patients in analysis 77 155 154 76 157 152
Responders, n (%) 0 6(3.9) 15(9.7) 0 8(5.1) 22 (14.5)
Difference in Reference | 3.9(-0.7t08.5) | 9.8(4.0to15.7) | Reference | 5.1 (0.2t0 10.0) 142 (7.810
responders, % (95% Cl) 20.5)
Abrocitinib vs. placebo
2-sided P value Reference 0.0802 0.0045 Reference 0.0459 0.0005
Difference in NA 5.9(0.2t011.6) NA 9.3(2.71015.8)
responders, % (95% Cl)
200 mg vs. 100 mg

IGA response at week 4 (secondary end point)
Patients in analysis 76 152 152 77 155 153
Responders, n (%) 4(5.3) 16 (10.5) 41 (27.0) 1(1.3) 22 (14.2) 51 (33.3)
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JADE MONO-1 JADE MONO-2
Abrocitinib Abrocitinib Abrocitinib Abrocitinib

Placebo 100 mg q.d. 200 mg q.d. Placebo 100 mg q.d. 200 mg q.d.
Response (N =77) (CERED) (N = 154) (N=78) (N =158) (CERER)
Difference in Reference 52(-19to 21.7 (13.0to Reference 12.9 (6.3 10 31.8(23.6 to
responders, % (95% Cl) 12.4) 30.5) 19.4) 39.9)
Abrocitinib vs. placebo
2-sided P value Reference 0.1888 < 0.0001 Reference 0.0019 < 0.0001
Difference in NA 16.4 (8.0 10 24.9) NA 19.0 (9.9 10 28.0)
responders, % (95% Cl)
200 mg vs. 100 mg

IGA response at week 8 (secondary end point)

Patients in analysis 75 153 154 78 157 154
Responders, n (%) 5(6.7) 31(20.3) 55(35.7) 8(10.3) 35(22.3) 58 (37.7)
Difference in Reference 13.8(5.2to 29.3(19.8 to Reference 11.9(2.4 10 26.9 (17.0to
responders, % (95% Cl) 22.4) 38.7) 21.4) 36.9)
Abrocitinib vs. placebo
2-sided P value Reference 0.0071 < 0.0001 Reference 0.0246 < 0.0001
Difference in NA 15.4 (5.7 t0 25.1) NA 15.2 (5.6 to 24.9)

responders, % (95% Cl)
200 mg vs. 100 mg

Cl = confidence interval; NA = not applicable; NR = not reported; IGA = Investigator's Global Assessment; g.d. = once daily; vs. = versus.

Note: The estimate and Cl for differences were calculated based on the weighted average of difference for each randomization stratum using the normal approximation of
binomial proportions. P values were calculated using the Cochran-Mantel-Haenszel method adjusted by randomization strata (baseline disease severity and age category).

Source: Clinical Study Reports.??

Combination-Therapy Studies
Placebo-Controlled Trial in Adults

Table 31 provides a summary of IGA response in the JADE COMPARE trial. For the primary
end point, a statistically significantly greater proportion of patients in the abrocitinib 100

mg once daily and abrocitinib 200 mg once daily groups demonstrated an IGA response at
week 12 compared with the placebo group (23.1% [95% Cl, 14.7 to 31.4] and 34.8% [95%

Cl, 26.1 to 43.5), respectively). Results were similar in the analyses performed using the
per-protocol analysis set (24.2% [95% Cl, 14.1 to 34.2] and 33.1% [95% Cl, 22.7 to 43.4]) for
the abrocitinib 100 mg once daily and 200 mg once daily groups, respectively) and in the TP
sensitivity analysis. Compared with placebo, the proportion of patients with an IGA response
was greater in both abrocitinib groups at all other time points (2 weeks, 4 weeks, 8 weeks,
and 16 weeks). Compared with the 100 mg once daily abrocitinib dosage regimen, a greater
proportion of patients who received 200 mg once daily demonstrated an IGA response at

8 weeks (15.3% [95% Cl, 6.5 t0 24.2]), 12 weeks (12.1% [95% Cl, 3.2 to 21.1]), and 16 weeks
(13.1% [95% Cl, 4.2 t0 22.1]).4

Subgroup analyses are summarized in Table 95. The analyses stratified based on baseline
disease severity demonstrated results similar to those of the primary analysis for abrocitinib
100 mg once daily for patients with moderate AD (23.3% [95% Cl, 11.7 to 34.8]) and severe
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AD (22.7% [95% Cl, 12.4 to 33.0]). For abrocitinib 200 mg once daily, subgroup analyses found
IGA responses based on baseline disease were 23.3% (95% Cl, 11.7 to 34.8) for patients with
moderate AD and 22.7% (95% Cl, 12.4 to 33.0) for those with severe AD. Response rates for
patients with prior use of a systemic immunosuppressant for AD were 27.5% (95% Cl, 14.4 to
40.6) for abrocitinib 100 mg once daily and 43.9 (95% Cl, 30.7 to 57.1) for abrocitinib 200 mg
once daily. For those without prior therapy prior use of a systemic immunosuppressant for
AD, the response rates were 19.7% (95% Cl, 8.4 t0 30.9) and 27.5% (95% Cl, 15.6 to 39.4) with
700 mg once daily and 200 mg once daily, respectively.

A greater proportion of dupilumab-treated patients demonstrated an IGA response at week 12
compared to placebo (22.5%; 95% Cl, 14.2 to 30.9). The sponsor’s exploratory comparisons
demonstrated that a similar proportion of patients achieved an IGA response with abrocitinib
100 mg once daily versus dupilumab (0.5%; 95% Cl, -8.0 to 9.1) and a greater proportion

of patients treated with abrocitinib 200 mg once daily achieved an IGA response versus
dupilumab (12.4%; 95% CI, 3.5 to 21.3).*

Table 31: IGA Response in JADE COMPARE (Full Analysis Set)

Response

JADE COMPARE
Abrocitinib
200 mg q.d.
(N = 226)

Abrocitinib
100 mg q.d.
(N = 238)

Dupilumab

Placebo
(N=131)

300 mg q.2.w.
(N = 243)

IGA response at week 12 (subgroup of patients with prior use of systemic immunosuppressant)

Patients in analysis 47 97 99 112
Responders, n (%) 5(10.6) 37 (38.1) 54 (54.5) 41 (36.6)
Difference in responders, % (95% Cl) Reference 27.5 (14.4 to 40.6) 43.9 (30.7 t0 57.1) 26.0 (13.4 to 38.5)
Abrocitinib vs. placebo
2-sided P value Reference NR NR NR
Difference in responders, % (95% Cl) NA 1.5(-11.6t0 14.7) 17.9 (4.710 31.2) Reference
Abrocitinib vs. dupilumab
Difference in responders, % (95% Cl) NA 16.4 (2.6 10 30.2) NA
200 mg vs. 100 mg

IGA response at week 12 (primary end point)
Patients in analysis 129 235 219 241
Responders, n (%) 18 (14.0) 86 (36.6) 106 (48.4) 88 (36.5)
Difference in responders, % (95% Cl) Reference 23.1(14.71t031.4) 34.8 (26.1 10 43.5) 22.5(14.210 30.9)
Active vs. placebo
2-sided P value Reference < 0.0001 < 0.0001 NR
Difference in responders, % (95% Cl) NA 0.5(-8.0t09.1) 12.4(3.510 21.3) Reference
Abrocitinib vs. dupilumab
Difference in responders, % (95% Cl) NA 12.1(3.21021.1) NA
200 mg vs. 100 mg
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Abrocitinib Abrocitinib Dup b
Placebo 100 mg q.d. 200 mg q.d. 00 mg g
Response (N=131) (N = 238) (N = 226) 4
IGA response at week 16 (key secondary end point)
Patients in analysis 124 230 221 232
Responders, n (%) 16 (12.9) 80 (34.8) 105 (47.5) 90 (38.8)
Difference in responders, % (95% Cl) Reference 22.1(13.710 30.5) 35.0 (26.310 43.7) 25.6 (17.1t0 34.1)
Active vs. placebo
2-sided P value Reference < 0.0001 < 0.0001 NR
Difference in responders, % (95% Cl) NA -3.5(-12.2105.2) 9.4(0.41018.5) Reference
Abrocitinib vs. dupilumab
Difference in responders, % (95% Cl) NA 13.1(4.21022.1) NA
200 mg vs. 100 mg
IGA response at week 2 (secondary end point)
Patients in analysis 128 230 223 236
Responders, n (%) 8 (6.3) 35(15.2) 41 (18.4) 11 (4.7)
Difference in responders, % (95% Cl) Reference 9.3(3.0t0 15.6) 13.0(6.410 19.6) -1.6 (-6.7 to0 3.5)
Active vs. placebo
2-sided P value Reference 0.0093 0.0007 NR
Difference in responders, % (95% Cl) NA 10.9(5.51016.2) 14.5(8.81020.2) Reference
Abrocitinib vs. dupilumab
Difference in responders, % (95% Cl) NA 3.5(-3.3t010.3) NA
200 mg vs. 100 mg
IGA response at week 4 (secondary end point)
Patients in analysis 129 234 223 238
Responders, n (%) 8(6.2) 59 (25.2) 70 (31.4) 45(18.9)
Difference in responders, % (95% Cl) Reference 19.4 (12.6 to 26.3) 25.7 (18.310 33.0) 12.7 (6.310 19.1)
Active vs. placebo
2-sided P value Reference < 0.0001 < 0.0001 NR
Difference in responders, % (95% Cl) NA 6.8 (-0.5t0 14.1) 13.2(5.41020.9) Reference
Abrocitinib vs. dupilumab
Difference in responders, % (95% Cl) NA 6.6 (-1.5t0 14.7) NA
200 mg vs. 100 mg
IGA response at week 8 (secondary end point)
Patients in analysis 129 232 225 239
Responders, n (%) 13(10.1) 83 (35.8) 114 (50.7) 68 (28.5)
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JADE COMPARE
Abrocitinib Abrocitinib Dupilumab
Placebo 100 mg q.d. 200 mg q.d. 300 mg q.2.w.

Response (N=131) (N = 238) (N =226) (N = 243)
Difference in responders, % (95% Cl) Reference 26.2 (18.310 34.1) 41.1 (32.9 10 49.4) 18.3(10.7 to 25.9)
Active vs. placebo
2-sided P value Reference < 0.0001 < 0.0001 NR
Difference in responders, % (95% Cl) NA 8.0 (-0.3t016.2) 23.0(14.410 31.6) Reference
Abrocitinib vs. dupilumab
Difference in responders, % (95% Cl) NA 15.3 (6.510 24.2) NA
200 mg vs. 100 mg

Cl = confidence interval; IGA = Investigator’s Global Assessment; NA = not applicable; NR = not reported; q.2.w. = every 2 weeks; q.d. = once daily; vs. = versus.

Note: The difference and Cl were calculated based on the weighted average of difference by disease severity group using the normal approximation of binomial
proportions. The ClI for the response rate was based on normal approximation (or the Clopper-Pearson exact method when there were 0 or 100% responders). The P value
was calculated using the Cochran-Mantel-Haenszel method adjusted by baseline disease severity.

Source: Clinical Study Report.*

Active-Controlled Trial in Adults

Table 32 shows the results for IGA response at 26 weeks in the JADE DARE trial. There

was no statistically significantly difference between the abrocitinib 200 mg once daily and
dupilumab every 2 weeks groups (4.5%; 95% Cl, -2.8 to 11.8)." There were no subgroup data
analyses based on prior exposure to systemic AD therapy.

Table 32: IGA Response in JADE DARE (Full Analysis Set)

JADE DARE

Abrocitinib 200 mg g.d. DUP 300 mg q.2.w.
Response (N =362) (N = 365)

IGA response at week 26
Patients in analysis 347 362
Responders, n (%) 193 (55.6) 185 (51.1)
Difference in responders, % (95% Cl) 4.5(-2.8t011.8)
Abrocitinib vs. dupilumab
2-sided P value 0.2293

Cl = confidence interval; IGA = Investigator’s Global Assessment; q.2.w. = every 2 weeks; q.d. = once daily

Note: The difference and Cl were calculated based on the weighted average of difference by disease severity group using the normal approximation of binomial
proportions. The ClI for the response rate was based on normal approximation (or the Clopper-Pearson exact method when there were 0 or 100% responders). The P value
was calculated using the Cochran-Mantel-Haenszel method adjusted by baseline disease severity.

Source: Clinical Study Report.’

Adolescents

Table 33 provides a summary of IGA response in the JADE TEEN trial. For the primary end
point, a statistically significantly greater proportion of patients in the abrocitinib 100 mg
once daily and abrocitinib 200 mg once daily groups demonstrated an IGA response at week
12 compared with the placebo group (16.7% [95% Cl, 3.5 to 29.9]) and 20.6% [95% CI, 7.3
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to 33.9)), respectively). Results in the analyses performed using the per-protocol analysis

set demonstrated a statistically significantly greater proportion of patients with an IGA
response in the abrocitinib 200 mg group (17.8%; 95% Cl, 2.8 to 32.9; P = 0.0238), but not in
the abrocitinib 100 mg once daily group (15.1%; 95% CI, 0.3 to 30.5; P = 0.0586). The results
of the TP sensitivity analysis were similar to those of the primary analyses. Compared with
placebo, the proportion of patients with an IGA response was greater in the abrocitinib 200
mg group at all other time points (2 weeks, 4 weeks, and 8 weeks) and was greater in the
abrocitinib 100 mg group at 4 weeks and 8 weeks. Compared with the 100 mg once daily
abrocitinib dosage regimen, a greater proportion of patients who received 200 mg once daily
demonstrated an IGA response at 4 weeks (18.2%; 95% Cl, 5.8 t0 30.7) and 8 weeks (17.7%;
95% Cl, 3.810 31.6).5

Subgroup analyses are summarized in Table 95. For abrocitinib 100 mg once daily, subgroup
analyses found IGA responses based on baseline disease severity were 15.4% (95% Cl, -2.8
to 33.6) for patients with moderate AD and 18.6% (95% ClI, 0.0 to 37.2) for severe AD. For
abrocitinib 200 mg once daily, subgroup analyses based on baseline disease severity found
IGA responses were 18.1% (95% Cl, 0.5 to 35.7) for patients with moderate AD and 24.7%
(95% Cl, 4.9 to 44.5) for those with severe AD. Response rates for patients with prior use of
a systemic immunosuppressant for AD were 18.6 (95% Cl, -1.7 to 38.9) for abrocitinib 100
mg once daily and 41.7% (95% Cl, 18.0 to 65.3) for abrocitinib 200 mg once daily. For those
without prior use of a systemic immunosuppressant for AD, the response rates were 17.6%
(95% Cl, 1.3 t0 34.0) and 15.1% (95% Cl, 0.7 to 30.9) with 100 mg once daily and 200 mg
once daily, respectively.®

Table 33: IGA Response in JADE TEEN (Full Analysis Set)

Abrocitinib 100 mg q.d. Abrocitinib 200 mg q.d.

Response (N =95) (N=94)

IGA response at week 12 (subgroup of patients with prior use of systemic immunosuppressant)

Patients in analysis 24 26 22
Responders, n (%) 2(8.3) 7 (26.9) 11 (50.0)
Difference in responders, % (95% Cl) Reference 18.6 (-1.7 t0 38.9) 41.7 (18.0t0 65.3)
Abrocitinib vs. placebo

2-sided P value Reference NR NR
Difference in responders, % (95% Cl) NA 23.1(-3.91t0 50.0)

200 mg vs. 100 mg

IGA response at week 12 (primary end point)

Patients in analysis 94 89 93
Responders, n (%) 23 (24.5) 37 (41.6) 43 (46.2)
Difference in responders, % (95% Cl) Reference 16.7 (3.5t0 29.9) 20.6 (7.3 t0 33.9)
Abrocitinib vs. placebo

2-sided P value Reference 0.0147 0.0030
Difference in responders, % (95% Cl) NA 3.9(-10.4t018.2)

200 mg vs. 100 mg
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Placebo Abrocitinib 100 mg q.d. Abrocitinib 200 mg q.d.

Response (N =96) (N =95) (N=94)

IGA response at week 2 (secondary end point)
Patients in analysis 91 92 94
Responders, n (%) 1(1.1) 6 (6.5) 12(12.8)
Difference in responders, % (95% Cl) Reference 5.4 (-0.31t011.0) 11.3(4.21018.3)
Abrocitinib vs. placebo
2-sided P value Reference 0.0586 0.0027
Difference in responders, % (95% Cl) NA 5.8 (-2.5t0 14.1)

200 mg vs. 100 mg

IGA response at week 4 (secondary end point)

Abrocitinib vs. placebo

Patients in analysis 96 92 94
Responders, n (%) 3(3.1) 18 (19.6) 36 (38.3)
Difference in responders, % (95% Cl) Reference 16.3 (7.410 25.1) 34.3 (24.2 10 44.5)

2-sided P value

Reference 0.0004 < 0.0001

200 mg vs. 100 mg

Difference in responders, % (95% Cl)

NA 18.2 (5.8 10 30.7)

IGA response at week 8 (secondary end point)

Abrocitinib vs. placebo

Patients in analysis 94 91 92
Responders, n (%) 15(16.0) 28 (30.8) 45 (48.9)
Difference in responders, % (95% Cl) Reference 14.8 (3.010 26.7) 32.6 (20.0 to 45.1)

2-sided P value

Reference 0.0161 < 0.0001

200 mg vs. 100 mg

Difference in responders, % (95% Cl)

NA 17.7 (3.8 10 31.6)

Cl = confidence interval; IGA = Investigator’s Global Assessment; NA = not applicable; NR = not reported; g.d. = once daily; vs. = versus.

Source: Clinical Study Report.®

Eczema Area and Severity Index Score
Monotherapy Studies

Table 34 provides a summary of response for EASI-50, EASI-75, EASI-90, and EASI-100 in
JADE MONO-1 and JADE MONO-2. For the co-primary end point, a statistically significantly
greater proportion of patients in the abrocitinib 100 mg once daily and abrocitinib 200 mg
once daily groups demonstrated an EASI-75 response at week 12 compared with the placebo
group in the JADE MONO-1 trial (27.9% [95% Cl, 17.4 to 38.3] and 51.0% [95% Cl, 40.5 to 61.5],
respectively) and in the JADE MONO-2 trial (33.9% [95% Cl, 23.3 to 44.4] and 50.5% [95%

Cl, 40.0 to 60.9], respectively).?® Results of the analyses performed using the per-protocol
analysis set demonstrated a statistically significantly greater proportion of patients with an
EASI-75 response in the abrocitinib 100 mg group (34.2% [95% Cl, 22.9 to 45.5] and 35.6%
[95% Cl, 22.6 to 48.5]) and abrocitinib 200 mg once daily group (59.2% [95% Cl, 48.1 to 70.3]
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and 48.7% [95% Cl, 35.9 to 61.4]) for the JADE MONO-1 and JADE MONO-2 trials, respectively.
The results of the TP sensitivity analysis were similar to those of the primary analyses.

The analyses conducted at earlier time points demonstrated that a statistically significantly
greater proportion of patients in the abrocitinib 200 mg once daily groups achieved an
EASI-75 response compared with the placebo group at 2 weeks, 4 weeks, and 8 weeks in both
the JADE MONO-1 and JADE MONO-2 trials. The proportion of patients who demonstrated

an EASI-75 response in the abrocitinib 700 mg once daily group was statistically significantly
greater compared with placebo at all time points in the JADE MONO-2 trial and at week 8 in
the JADE MONO-1 trial. 22 Compared with the 100 mg once daily abrocitinib dosage regimen,
a greater proportion of patients who received 200 mg once daily demonstrated an EASI-75
response at 2 weeks, 4 weeks, 8 weeks, and 12 weeks in both the JADE MONO-1 and JADE
MONO-2 trials.2®

Subgroup analyses are summarized in Table 95. Response rates for patients with prior use
of a systemic immunosuppressant for AD were 17.0% (95% Cl, 2.6 to 31.4) and 30.9% (95%
Cl, 16.4 to 45.3) for abrocitinib 700 mg once daily and 49.3% (95% Cl, 33.8 to 64.7) and 54.6%
(95% Cl, 39.4 to 69.7) for abrocitinib 200 mg once daily in the JADE MONO-1 and JADE
MONO-2 trials, respectively. For those without prior use of a systemic immunosuppressant
for AD, the response rates were 38.9% (95% Cl, 23.8 to 54.0) and 37.0% (95% Cl, 22.7 to 51.2)
with 100 mg once daily and 52.4% (95% Cl, 37.9 to 66.9) and 48.0% (95% Cl, 34.2 to 61.8) 200
mg once daily in the JADE MONO-1 and JADE MONO-2 trials, respectively.2®

In both the JADE MONO-1 and JADE MONO-2 trials, a statistically significantly greater
proportion of patients in both the abrocitinib groups demonstrated an EASI-50, EASI-90, or
EASI-100 response at 12 weeks.?®

Table 34: EASI-50, EASI-75, EASI-90, and EASI-100 in JADE MONO-1 and JADE MONO-2 (FAS)

Response

JADE MONO-1
Abrocitinib

JADE MONO-2
Abrocitinib
100 mg q.d.

(N =158)

Abrocitinib
200 mg q.d.
(N =155)

Abrocitinib
200 mg q.d.
(N =154)

100 mg q.d.
(N =156)

EASI-75 response at week 12 (subgroup of patients with prior use of systemic immunosuppressant)

Patients in analysis 40 78 68 31 67 59
Responders, n (%) 5(12.5) 23 (29.5) 42 (61.8) 2 (6.5) 25 (37.3) 36 (61.0)
Difference in responders, % Reference 17.0 493 Reference 309 54.6
(95% CI) (2.6 10 31.4) (33.810 64.7) (16.41045.3) | (39.41069.7)
Abrocitinib vs. placebo
2-sided P value Reference NR NR Reference NR NR
Difference in responders, % NA 32.3(16.9 t0 47.6) NA 23.7 (6.7 t0 40.7)
(95% Cl)
200 mg vs. 100 mg

EASI-75 response at week 12 (primary end point)
Patients in analysis 76 156 153 77 155 154
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JADE MONO-1 JADE MONO-2
Abrocitinib Abrocitinib Abrocitinib Abrocitinib
Placebo 100 mg q.d. 200 mg q.d. Placebo 100 mg q.d. 200 mg q.d.

Response (N=77) (CERED) (N = 154) (N =78) (N =158) (CERED)
Responders, n (%) 9(11.8) 62 (39.7) 96 (62.7) 8(10.4) 69 (44.5) 94 (61.0)
Difference in responders, % Reference 27.9 51.0 Reference 339 50.5
(95% CI) (17.410383) | (40.51061.5) (23.3t044.4) | (40.01060.9)
Abrocitinib vs. placebo
2-sided P value Reference < 0.0001 < 0.0001 Reference < 0.0001 < 0.0001
Difference in responders, % NA 23.0 (12.3t0 33.7) NA 16.5 (5.6 10 27.4)

(95% ClI)
200 mg vs. 100 mg

EASI-75 response at week 2 (secondary end point)

(95% CI)
200 mg vs. 100 mg

Patients in analysis 77 155 154 76 157 152
Responders, n (%) 3(3.9) 16 (10.3) 37 (24.0) 1(1.3) 16 (10.2) 37 (24.3)
Difference in responders, % Reference 6.5 20.3 Reference 8.8 227
(95% CI) (-031013.3) | (12.0t028.6) (2.81014.9) | (15.01030.3)
Abrocitinib vs. placebo
2-sided P value Reference 0.0869 0.0001 Reference 0.0150 < 0.0001
Difference in responders, % NA 13.8 (5.6 10 22.0) NA 14.0 (5.810 22.2)
(95% ClI)
200 mg vs. 100 mg

EASI-75 response at week 4 (secondary end point)
Patients in analysis 76 152 152 77 155 153
Responders, n (%) 11 (14.5) 42 (27.6) 72 (47.4) 5 (6.5) 41 (26.5) 78 (51.0)
Difference in responders, % Reference 13.1 33.0 Reference 20.0 44.3
(95% CI) (2.6 10 23.6) (21.7 10 44.2) (1091029.0) | (34.81053.8)
Abrocitinib vs. placebo
2-sided P value Reference 0.0259 < 0.0001 Reference 0.0004 < 0.0001
Difference in responders, % NA 19.8(9.41030.3) NA 24.3 (14.2 to 34.5)

EASI-75 response at week 8 (secondary end point)

Patients in analysis 75 154 154 78 157 154
Responders, n (%) 10 (13.3) 59 (38.3) 89 (57.8) 10 (12.8) 68 (43.3) 93 (60.4)
Difference in responders, % Reference 25.0 44.6 Reference 304 47 .4
(95% CI) (14210358) | (33.61055.6) (19.71041.2) | (36.8 10 58.0)
Abrocitinib vs. placebo

2-sided P value Reference 0.0001 < 0.0001 Reference < 0.0001 < 0.0001
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Response

Placebo
(N=77)

JADE MONO-1
Abrocitinib
100 mg q.d.

((NEN )]

Abrocitinib
200 mg q.d.
(N =154)

Placebo
(N=78)

CADTH

JADE MONO-2

Abrocitinib
100 mg q.d.
(N =158)

Abrocitinib
200 mg q.d.
(N =155)

(95% ClI)
200 mg vs. 100 mg

Difference in responders, % NA 19.6 (8.8 10 30.4) NA 17.1 (6.31027.8)
(95% ClI)
200 mg vs. 100 mg

EASI-50 response at week 12
Patients in analysis 76 156 153 77 155 154
Responders, n (%) 17 (22.4) 90 (57.7) 116 (75.8) 15(19.5) 106 (68.4) 123 (79.9)
Difference in responders, % Reference 35.3 53.5 Reference 48.7 60.1
(95% CI) (23.31047.4) | (42.01065.0) (37.21060.1) | (49.11071.0)
Abrocitinib vs. placebo
2-sided P value Reference < 0.0001 < 0.0001 Reference < 0.0001 < 0.0001
Difference in responders, % NA 18.1(7.91028.4) NA 11.5(2.01t0 21.0)
(95% CI)
200 mg vs. 100 mg

EASI-90 response at week 12
Patients in analysis 76 156 153 77 155 154
Estimated response rate 4(5.3) 29 (18.6) 59 (38.6) 3(3.9) 37 (23.9) 58 (37.7)
Difference in responders, % Reference 13.3 334 Reference 20.1 335
(95% CI) (5.4 10 21.2) (24.3 t0 42.5) (11.9t028.3) | (24.610 42.5)
Abrocitinib vs. placebo
2-sided P value Reference 0.0066 < 0.0001 Reference 0.0001 < 0.0001
Difference in responders, % NA 20.1 (10.3 t0 29.8) NA 13.7 (3.61023.7)
(95% ClI)
200 mg vs. 100 mg

EASI-100 response at week 12
Patients in analysis 76 156 153 77 155 154
Estimated response rate 0 10 (6.4) 20 (13.1) 0 8(5.2) 11(7.1)
Difference in responders, % Reference 6.4 13.1 Reference 5.2 7.0
(95% CI) (1.21011.6) (6.71019.4) (03t010.1) | (1.81012.2)
Abrocitinib vs. placebo
2-sided P value Reference 0.0255 0.0010 Reference 0.0419 0.0180
Difference in responders, % NA 6.6 (0.11t013.2) NA 1.9(-3.6107.4)

Cl = confidence interval; EASI-50 = improvement of 50% or greater in the Eczema Area and Severity Index total score; EASI-75 = improvement of 75% or greater in the
Eczema Area and Severity Index total score; EASI-90 = improvement of 90% or greater in the Eczema Area and Severity Index total score; EASI-100 = improvement of 100%
in the Eczema Area and Severity Index total score; FAS = full analysis set; NA = not applicable; NR = not reported; g.d. = once daily; vs. = versus

Note: The difference and Cl were calculated based on the weighted average of difference for each randomization stratum using the normal approximation of binomial
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proportions. The P values were calculated using the Cochran-Mantel-Haenszel method adjusted by randomization strata (baseline disease severity and age category).
Source: Clinical Study Reports.??

Combination-Therapy Studies
Placebo-Controlled Trial in Adults

Table 35 provides a summary of response for EASI-50, EASI-75, EASI-90, and EASI-100 in
the JADE COMPARE trial. For the co-primary end point, a statistically significantly greater
proportion of patients in the abrocitinib T00 mg once daily and abrocitinib 200 mg once daily
groups demonstrated an EASI-75 response at week 12 compared with the placebo group
(31.9% [95% Cl, 22.2 to 41.6] and 43.2% [95% Cl, 33.7 to 52.7], respectively). Results were
similar in the analyses performed using the per-protocol analysis set (33.1% [95% ClI, 21.8

to 44.4] and 43.5% [95% Cl, 32.5 to 54.6] for the abrocitinib 700 mg once daily and 200 mg
once daily groups, respectively) and in the TP sensitivity analysis. Compared with placebo,
the proportion of patients with an EASI-75 response was greater in both abrocitinib groups
at all other time points (2 weeks, 4 weeks, 8 weeks, and 16 weeks). Compared with the 100
mg once daily abrocitinib dosage regimen, a greater proportion of patients who received 200
mg once daily demonstrated an EASI-75 response at 4 weeks (13.0%; 95% Cl, 4.0 to 22.1),

8 weeks (12.4%; 95% Cl, 3.6 to 21.3), 12 weeks (11.5%; 95% Cl, 2.8 to 20.2), and 16 weeks
(10.7%; 95% Cl, 2.0 to 19.4).4

Subgroup analyses are summarized in Table 95. For abrocitinib 100 mg once daily, subgroup
analyses found EASI-75 responses based on baseline disease severity were 26.0% (95% Cl,
13.3 to 38.8) for patients with moderate AD and 43.1% (95% Cl, 28.8 to 57.5) for severe AD.
For abrocitinib 200 mg once daily, subgroup analyses based on baseline disease severity
found EASI-75 responses were 30.5% (95% Cl, 17.6 to 43.4) for patients with moderate AD
and 66.3% (95% Cl, 53.3 to 79.3) for those with severe AD. Response rates for patients with
prior use of a systemic immunosuppressant for AD were 49.1% (95% Cl, 35.5 to 62.7) for
abrocitinib 100 mg once daily and 63.0% (95% Cl, 50.3 to 75.7) for abrocitinib 200 mg once
daily. For those without prior use of a systemic immunosuppressant for AD, the response
rates were 21.2% (95% Cl, 7.9 to 34.4) and 30.5% (95% Cl, 17.1 to 43.9) with 100 mg once
daily and 200 mg once daily to respectively.

A greater proportion of dupilumab-treated patients demonstrated an EASI-75 response at
week 12 compared with placebo (30.9%; 95% Cl, 21.2 to 40.6). The sponsor’s exploratory
comparisons demonstrated that a similar proportion of patients achieved an EASI-75
response with abrocitinib 100 mg once daily versus dupilumab at 12 weeks (0.8%; 95% Cl,
-8.1109.6) and at 16 weeks (-5.1; 95% Cl, -13.9 to 3.7). A greater proportion of patients
treated with abrocitinib 200 mg once daily achieved an EASI-75 response versus dupilumab
at 12 weeks (12.0%; 95% Cl, 3.3 to 20), but not at 16 weeks (5.5%; 95% CI, -3.1 to 14.1).4 As
shown in Figure 9, the EASI response rate in the dupilumab group was greater at each time
point in the JADE COMPARE trial; whereas those in the abrocitinib groups appeared to have
plateaued by 16 weeks.

A statistically significantly greater proportion of patients in both the abrocitinib groups
demonstrated an EASI-50, EASI-90, or EASI-100 response at 16 weeks.*
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Table 35: EASI-50, EASI-75, EASI-90, and EASI-100 Response in JADE COMPARE (FAS)

Placebo
(CEREL

Abrocitinib

100 mg q.d.
(N = 238)

Abrocitinib
200 mg q.d.
(N =226)

EASI-75 response at week 12 (subgroup of patients with prior use of systemic immunosuppressant)

Patients in analysis 47 97 99 112
Responders, n (%) 6(12.8) 60 (61.9) 75(75.8) 68 (60.7)
Difference in responders, % (95% Cl) Reference 49.1 (35.51062.7) 63.0 (50.3 to 75.7) 47.9 (34.81061.1)
Abrocitinib vs. placebo
2-sided P value Reference NR NR NR
Difference in responders, % (95% Cl) NA 1.1(-12.1to 14.4) 15.0 (2.7 t0 27.4) Reference
Abrocitinib vs. dupilumab
Difference in responders, % (95% Cl) NA 13.9 (1.110 26.7) NA
200 mg vs. 100 mg

EASI-75 response at week 12 (primary end point)
Patients in analysis 129 235 219 241
Responders, n (%) 35(27.1) 138 (58.7) 154 (70.3) 140 (58.1)
Difference in responders, % (95% Cl) Reference 31.9 (22.2t0 41.6) 43.2 (33.710 52.7) 30.9 (21.2 10 40.6)
Active vs. placebo
2-sided P value Reference < 0.0001 < 0.0001 NR
Difference in responders, % (95% Cl) NA 0.8 (-8.1t09.6) 12.0 (3.31020.7) Reference
Abrocitinib vs. dupilumab
Difference in responders, % (95% Cl) NA 11.5(2.810 20.2) NA
200 mg vs. 100 mg

EASI-75 response at week 16 (key secondary end point)

Patients in analysis 124 229 221 232
Responders, n (%) 38 (30.6) 138 (60.3) 157 (71.0) 152 (65.5)
Difference in responders, % (95% Cl) Reference 29.7 (19.5t0 39.9) 40.4 (30.4 to 50.4) 34.7 (24.6 10 44.8)
Active vs. placebo
2-sided P value Reference < 0.0001 < 0.0001 NR
Difference in responders, % (95% Cl) NA -5.1(-13.91t03.7) 5.5(-3.11t0 14.1) Reference
Abrocitinib vs. dupilumab
Difference in responders, % (95% Cl) NA 10.7 (2.010 19.4) NA
200 mg vs. 100 mg

EASI-75 response at week 2 (secondary end point)
Patients in analysis 128 228 223 235
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JADE COMPARE
Abrocitinib Abrocitinib Dupilumab 300 mg
Placebo 100 mg q.d. 200 mg q.d. q.2.w.

Response (N=131) (N = 238) (N = 226) (N =243)
Responders, n (%) 14 (10.9) 58 (25.4) 67 (30.0) 33(14.0)
Difference in responders, % (95% Cl) Reference 15.1(7.41022.8) 19.8 (11.9 t0 27.8) 3.1(-3.81010.0)
Active vs. placebo
2-sided P value Reference 0.0006 < 0.0001 NR
Difference in responders, % (95% Cl) NA 11.8 (4.710 18.9) 16.5 (9.1 t0 24.0) Reference
Abrocitinib vs. dupilumab
Difference in responders, % (95% Cl) NA 4.9 (-3.2t013.1) NA
200 mg vs. 100 mg

EASI-75 response at week 4 (secondary end point)
Patients in analysis 128 233 223 238
Responders, n (%) 20 (15.6) 104 (44.6) 128 (57.4) 91(38.2)
Difference in responders, % (95% Cl) Reference 29.4 (20.6 to 38.3) 42.0 (33.0t0 51.0) 22.6 (13.8 10 31.4)
Active vs. placebo
2-sided P value Reference < 0.0001 < 0.0001 NR
Difference in responders, % (95% Cl) NA 6.7 (-2.2t0 15.5) 19.2 (10.3 t0 28.2) Reference
Abrocitinib vs. DUP
Difference in responders, % (95% Cl) NA 13.0 (4.0t0 22.1) NA
200 mg vs. 100 mg

EASI-75 response at week 8 (secondary end point)
Patients in analysis 129 232 224 239
Responders, n (%) 24 (18.6) 129 (55.6) 152 (67.9) 126 (52.7)
Difference in responders, % (95% Cl) Reference 37.3(28.1 10 46.5) 49.3 (40.2t0 58.4) 34.1(24.910 43.3)
Active vs. placebo
2-sided P value Reference < 0.0001 < 0.0001 NR
Difference in responders, % (95% Cl) NA 3.1(-5.8t012.1) 15.0 (6.210 23.8) Reference
Abrocitinib vs. dupilumab
Difference in responders, % (95% Cl) NA 12.4 (3.6 10 21.3) NA
200 mg vs. 100 mg

EASI-50 response at week 16 (secondary end point)
Patients in analysis 124 229 221 232
Responders, n (%) 71 (57.3) 186 (81.2) 193 (87.3) 195 (84.1)
Difference in responders, % (95% Cl) Reference 24.1 (14.0to0 34.1) 30.1 (20.310 39.8) 26.7 (16.9 t0 36.6)

Active vs. placebo
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JADE COMPARE
Abrocitinib Abrocitinib Dupilumab 300 mg
Placebo 100 mg q.d. 200 mg q.d. q.2.w.
Response (N=131) (N = 238) (N = 226) (N =243)
2-sided P value Reference < 0.0001 < 0.0001 NR
Difference in responders, % (95% Cl) NA -2.7(-9.6t04.2) 3.1(-3.3t09.6) Reference
Abrocitinib vs. dupilumab
Difference in responders, % (95% Cl) NA 6.1 (-0.61t012.9) NA
200 mg vs. 100 mg
EASI-90 response at week 16 (secondary end point)
Patients in analysis 124 229 221 232
Responders, n (%) 14 (11.3) 87 (38.0) 108 (48.9) 90 (38.8)
Difference in responders, % (95% Cl) Reference 26.8 (18.5t0 35.2) 37.5(28.9 10 46.0) 27.3(19.0t0 35.7)
Active vs. placebo
2-sided P value Reference < 0.0001 < 0.0001 NR
Difference in responders, % (95% Cl) NA -0.5(-9.3t08.4) 10.1(1.0t0 19.2) Reference
Abrocitinib vs. dupilumab
Difference in responders, % (95% CI) NA 10.9 (1.8 10 20.0) NA
200 mg vs. 100 mg
EASI-100 response at week 16 (secondary end point)
Patients in analysis 124 229 221 232
Responders, n (%) 5(4.0) 29 (12.7) 30(13.6) 12(5.2)
Difference in responders, % (95% CI) Reference 8.7(3.21014.2) 9.3(3.7t015.0) 1.1(-3.4105.6)
Active vs. placebo
2-sided P value Reference 0.0082 0.0059 NR
Difference in responders, % (95% Cl) NA 7.7 (2.5t1012.9) 8.3(3.1t013.5) Reference
Abrocitinib vs. dupilumab
Difference in responders, % (95% Cl) NA 1.0(-5.2t07.1) NA

200 mg vs. 100 mg

Cl = confidence interval; EASI-50 = improvement of 50% or greater in the Eczema Area and Severity Index total score; EASI-75 = improvement of 75% or greater in the
Eczema Area and Severity Index total score; EASI-90 = improvement of 90% or greater in the Eczema Area and Severity Index total score; EASI-100 = improvement of 100%
in the Eczema Area and Severity Index total score; FAS = full analysis set; NA = not applicable; NR = not reported; q.2.w. = every 2 weeks; q.d. = once daily; vs. = versus.
Note: The difference and CI were calculated based on the weighted average of difference by disease severity group using the normal approximation of binomial
proportions. Cl for the response rate was based on normal approximation (or the Clopper-Pearson exact method when there were 0 or 100% responders). P value was

calculated using the CMH method adjusted by baseline disease severity.

Source: Clinical Study Report.*
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Figure 9: IGA and EASI-75 Responses in JADE COMPARE

IGA Response (COMPARE)
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PF-04965842 = abrocitinib; Q2W = every 2 weeks; QD = once daily.
Source: Clinical Study Report.*

Active-Controlled Trial in Adults

Table 36 provides a summary of response for EASI-75, EASI-90, and EASI-100 in the JADE
DARE trial. For the co-primary end point of EASI-90 response at 4 weeks, abrocitinib 300 mg
once daily was superior to dupilumab every 2 weeks (28.5% versus 14.6% for a difference
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of 14.1% [95% Cl, 8.2 to 20.0]; P < 0.0001). Response rates for patients with prior use of a
systemic immunosuppressant for AD were similar to the overall patient population (26.3%
versus 13.6%, for a difference of 12.7% [95% Cl, 4.4 to 21.0))."

For the key secondary end point of EASI-90 at week 16, abrocitinib 200 mg once daily was
both noninferior (the lower bound of the 95% Cl for the response difference was greater

than -10%) and superior (2-sided P value for response difference was < 0.05) compared

with dupilumab 300 mg every 2 weeks. A significantly greater proportion of patients from
the abrocitinib 200 mg once daily group compared with the dupilumab group demonstrated
an EASI-90 response at 16 weeks (54.3% versus 41.9%, for a difference of 12.5 [95% Cl, 5.3
to 19.7]). Results were similar in the analyses performed using the per-protocol analysis

set (15.2%; 95% Cl, 7.6 to 22.7) and in the sensitivity analysis using multiple imputation.
Response rates for patients with prior use of a systemic immunosuppressant for AD were
similar to those of the overall patient population (56.1% versus 41.7%, for a difference of
14.4% [95% Cl, 4.0 to 24.9])." As shown in Figure 10, the EASI-90 response rate was greater in
the abrocitinib group compared with the dupilumab group from week 2 to week 20 but was no
longer different at week 26."

There was no statistically significant difference in the EASI-75 response between abrocitinib
200 mg once daily and dupilumab at 26 weeks (0.7%; 95% CI, -5.9 to 7.2). However, a greater
proportion of abrocitinib-treated patients demonstrated an EASI-100 response at week 26
compared with dupilumab (22.7% versus 13.9%, for a difference of 8.8% [95% Cl, 3.2 to 14.5]).1

Table 36: EASI-75, EASI-90, and EASI-100 Response in JADE DARE (Full Analysis Set)

JADE DARE (prior systemic
JADE DARE (full analysis set population) immunosuppressant for AD)
Abrocitinib 200 mg Dupilumab Abrocitinib Dupilumab
q.d. 300 mg q.2.w. 200 mg q.d. 300 mg q.2.w.
Response (N =362) (V] (N=171) (NENV/))
EASI-90 response at week 4 (co-primary end point)
Patients in analysis 354 364 171 176
Responders, n (%) 101 (28.5) 53 (14.6) 45 (26.3) 24 (13.6)
Difference in responders, % (95% Cl) 14.1 (8.210 20.0) 12.7 (4.410 21.0)
Abrocitinib vs. dupilumab
2-sided P value < 0.0001 NA
EASI-90 response at week 16 (key secondary end point)
Patients in analysis 357 360 171 175
Responders, n (%) 194 (54.3) 151 (41.9) 96 (56.1) 73 (41.7)
Difference in responders, % (95% Cl) 12.5(5.31019.7) 14.4 (4.0t0 24.9)
Abrocitinib vs. dupilumab
2-sided P value 0.0008 NA
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JADE DARE (prior systemic
JADE DARE (full analysis set population) immunosuppressant for AD)
Abrocitinib 200 mg Dupilumab Abrocitinib Dupilumab
300 mg q.2.w. 200 mg g.d. 300 mg q.2.w.
Response (N = 365) (NENVA)) (N=176)
EASI-90 response at week 26 (secondary end point)
Patients in analysis 348 361 NA
Responders, n (%) 190 (54.6) 172 (47.6)
Difference in responders, % (95% Cl) 6.9 (-0.41t014.3)
Abrocitinib vs. dupilumab
2-sided P value 0.0647
EASI-75 response at week 26 (secondary end point)
Patients in analysis 348 361 NA
Responders, n (%) 254 (73.0) 261 (72.3)
Difference in responders, % (95% Cl) 0.7(-591t07.2)
Abrocitinib vs. dupilumab
2-sided P value 0.8395
EASI-100 response at week 26 (secondary end point)
Patients in analysis 348 361 NA
Responders, n (%) 79 (22.7) 50 (13.9)
Difference in responders, % (95% Cl) 8.8 (3.2t0 14.5)
Abrocitinib vs. dupilumab
2-sided P value 0.0023

Cl = confidence interval; EASI-75 = improvement of 75% or greater in the Eczema Area and Severity Index total score; EASI-90 = improvement of 90% or greater in the
Eczema Area and Severity Index total score; EASI-100 = improvement of 100% in the Eczema Area and Severity Index total score; NA = not applicable; g.2.w. = every 2

weeks; g.d. = once daily; vs. = versus.

Note: The difference and Cl were calculated based on the weighted average of difference by disease severity group using the normal approximation of binomial
proportions. The CI for the response rate was based on normal approximation (or the Clopper-Pearson exact method when there were 0 or 100% responders). P value was
calculated using the Cochran-Mantel-Haenszel method adjusted by baseline disease severity.

Source: Clinical Study Report.
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Figure 10: EASI-90 and PP-NRS4 Responses in JADE DARE
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Adolescents

Table 37 provides a summary of EASI-50, EASI-75, EASI-90, and EASI-100 responses in the
JADE TEEN trial. For the primary end point, a statistically significantly greater proportion

of patients in the abrocitinib 100 mg once daily and abrocitinib 200 mg once daily groups
demonstrated an EASI-75 response at week 12 compared with the placebo group (26.5%
[95% ClI, 13.1 t0 39.8] and 29.4% [95% Cl, 16.3 to 42.5]), respectively). Results of the analyses
performed using the per-protocol analysis set demonstrated a statistically significantly
greater proportion of patients with an EASI-75 response in the abrocitinib 700 mg group
(29.8%; 95% Cl, 15.1 to 44.5; P = 0.0002) and abrocitinib 200 mg once daily group (31.3%; 95%
Cl,17.0to 45.7,P < 0.0001). The results in the TP sensitivity analysis were similar to those

of the primary analyses. Compared with placebo, the proportion of patients with an EASI-75
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response was greater in the abrocitinib groups at all other time points (2 weeks, 4 weeks,

and 8 weeks). Compared with the 100 mg once daily abrocitinib dosage regimen, a greater
proportion of patients who received 200 mg once daily demonstrated an EASI-75 response at
4 weeks (22.3%; 95% Cl, 8.3, 36.2), but not at 2 weeks, 8 weeks, or 12 weeks.®

For abrocitinib 700 mg once daily, subgroup analyses found EASI-75 responses based on
baseline disease severity were 19.6% (95% Cl, 2.2 to 36.9) for patients with moderate AD

and 14.1% (95% Cl, -3.3 to 31.5) for severe AD. For abrocitinib 200 mg once daily, subgroup
analyses based on baseline disease severity were 36.6% (95% Cl, 15.9 to 57.4) for patients
with moderate AD and 54.5% (95% Cl, 34.8 to 74.1) for those with severe AD. Response rates
for patients with prior use of a systemic immunosuppressant for AD were 24.7% (95% Cl,
-1.7 to 51.1) for abrocitinib 700 mg once daily and 39.0% (95% Cl, 12.4 to 65.7) for abrocitinib
200 mg once daily. For those without prior use of a systemic immunosuppressant for AD, the
response rates were 28.9% (95% Cl, 13.0 to 44.8) and 27.5% (95% Cl, 12.0 to 43.1) with 100
mg once daily and 200 mg once daily, respectively.®

A statistically significantly greater proportion of patients in both the abrocitinib groups
demonstrated an EASI-50 or EASI-90 response at 12 weeks. There was no statistically
significant difference between abrocitinib 100 mg once daily or abrocitinib 200 mg once daily
and placebo for the proportion of patients with an EASI-100 response at 12 weeks.®

Table 37: EASI-50, EASI-75, EASI-90, and EASI-100 Response in JADE TEEN (FAS)

Placebo Abrocitinib 100 mg q.d. Abrocitinib 200 mg q.d.

Response (N =96) (N =95) (N =94)

EASI-75 response at week 12 (subgroup of patients with prior use of systemic immunosuppressant)

Patients in analysis 24 26 22
Responders, n (%) 7 (29.2) 14 (53.8) 15 (68.2)
Difference in responders, % (95% CI) Reference 24.7 (-1.71t0 51.1) 39.0 (12.4t0 65.7)
Abrocitinib vs. placebo

2-sided P value Reference NR NR
Difference in responders, % (95% Cl) NA 14.3(-13.0t0 41.6)

200 mg vs. 100 mg

EASI-75 response at week 12 (primary end point)

Patients in analysis 94 89 93
Responders, n (%) 39 (41.5) 61 (68.5) 67 (72.0)
Difference in responders, % (95% Cl) Reference 26.5(13.1t0 39.8) 29.4 (16.3 10 42.5)
Abrocitinib vs. placebo

2-sided P value Reference 0.0002 < 0.0001
Difference in responders, % (95% Cl) NA 3.1(-9.91t016.2)

200 mg vs. 100 mg

EASI-75 response at week 2 (secondary end point)

Patients in analysis 91 92 ‘ 94
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Abrocitinib 100 mg q.d.

CADTH

Abrocitinib 200 mg q.d.

Response (N =96) (N =95) (N =94)
Responders, n (%) 4(4.4) 18 (19.6) 24 (25.5)
Difference in responders, % (95% Cl) Reference 15.0 (5.910 24.2) 20.5(10.7 10 30.3)
Abrocitinib vs. placebo
2-sided P value Reference 0.0017 < 0.0001
Difference in responders, % (95% Cl) NA 5.4 (-6.51017.3)
200 mg vs. 100 mg

EASI-75 response at week 4 (secondary end point)
Patients in analysis 96 92 94
Responders, n (%) 14 (14.6) 38 (41.3) 60 (63.8)
Difference in responders, % (95% Cl) Reference 26.5 (14.3 to 38.8) 48.8 (36.7 10 60.8)
Abrocitinib vs. placebo
2-sided P value Reference < 0.0001 < 0.0001
Difference in responders, % (95% Cl) NA 22.3(8.31036.2)
200 mg vs. 100 mg

EASI-75 response at week 8 (secondary end point)
Patients in analysis 93 91 92
Responders, n (%) 31(33.3) 55 (60.4) 63 (68.5)
Difference in responders, % (95% Cl) Reference 27.1 (13.3 t0 40.9) 35.0(21.510 48.4)
Abrocitinib vs. placebo
2-sided P value Reference 0.0002 < 0.0001
Difference in responders, % (95% Cl) NA 8.1 (-5.71021.9)
200 mg vs. 100 mg

EASI-50 response at week 12 (secondary end point)
Patients in analysis 94 89 93
Responders, n (%) 65 (69.1) 78 (87.6) 81 (87.1)
Difference in responders, % (95% Cl) Reference 18.2 (6.9 10 29.4) 16.8 (5.6 10 28.0)
Abrocitinib vs. placebo
2-sided P value Reference 0.0026 0.0048
Difference in responders, % (95% Cl) NA -0.7 (-10.410 8.9)
200 mg vs. 100 mg

EASI-90 response at week 12 (secondary end point)
Patients in analysis 94 89 93
Responders, n (%) 17 (18.1) 37 (41.6) 46 (49.5)
Difference in responders, % (95% Cl) Reference 23.4(10.5t0 36.2) 30.9 (18.0t0 43.8)

Abrocitinib vs. placebo
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Placebo Abrocitinib 100 mg q.d. Abrocitinib 200 mg q.d.
Response (N =96) (N =95) (N =94)
2-sided P value Reference 0.0006 ‘ < 0.0001
Difference in responders, % (95% Cl) NA 7.7 (-6.7 t0 22.2)

200 mg vs. 100 mg

EASI-100 response at week 12 (secondary end point)

Patients in analysis 94 89 93
Responders, n (%) 2(2.1) 2(2.2) 8(8.6)
Difference in responders, % (95% Cl) Reference 0.0(-4.7t04.7) 6.1 (-0.41t012.5)
Abrocitinib vs. placebo

2-sided P value Reference 0.9852 0.0653
Difference in responders, % (95% Cl) NA 6.1 (-0.5t0 12.6)

200 mg vs. 100 mg

Cl = confidence interval; EASI-50 = improvement of 50% or greater in the Eczema Area and Severity Index total score; EASI-75 = improvement of 75% or greater in the
Eczema Area and Severity Index total score; EASI-90 = improvement of 90% or greater in the Eczema Area and Severity Index total score; EASI-100 = improvement of 100%
in the Eczema Area and Severity Index total score; FAS = full analysis set; NA = not applicable; NR = not reported; q.d. = once daily; vs. = versus.

Note: The difference and Cl were calculated based on the weighted average of difference by disease severity group using the normal approximation of binomial
proportions. The ClI for the response rate was based on normal approximation (or the Clopper-Pearson exact method when there were 0 or 100% responders). P value was
calculated using the Cochran-Mantel-Haenszel method adjusted by baseline disease severity.

Source: Clinical Study Report.®

Severity of Pruritus Numerical Rating Scale
Monotherapy Studies

Table 38 provides a summary of PP-NRS4 response and time to PP-NRS4 response in

the JADE MONO-1 and JADE MONO-2 trials. For the key secondary primary end point, a
statistically significantly greater proportion of patients in the abrocitinib 700 mg once daily
and abrocitinib 200 mg once daily groups demonstrated a PP-NRS4 response at week 12
compared with the placebo group in the JADE MONO-1 trial (22.5% [95% CI, 10.3 to 34.8] and
41.7% [95% Cl, 29.6 to 53.9], respectively) and in the JADE MONO-2 trial (33.7% [95% Cl, 22.8
to 44.7) and 43.9 [95% Cl, 32.9 to 55.0], respectively).2® The analyses conducted at earlier time
points demonstrated that a statistically significantly greater proportion of patients in both
abrocitinib groups achieved an PP-NRS4 response compared with the placebo group at 2
weeks, 4 weeks, and 8 weeks in both the JADE MONO-1 and JADE MONO-2 trials. Compared
with the 100 mg once daily abrocitinib dosage regimen, a greater proportion of patients who
received 200 mg once daily demonstrated an EASI-75 response at 2 weeks, 4 weeks, 8 weeks,
and 12 weeks in both the JADE MONO-1 and JADE MONO-2 trials.?® The Kaplan—Meier
analyses to estimate the time to first PP-NRS4 showed the time to response was shorter in
both the abrocitinib groups compared with placebo in the JADE MONO-1 and JADE MONO-2
trials. Kaplan—Meier curves showing the time to PP-NRS4 response are provided in Table 38.
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Table 38: PP-NRS4 Response in JADE MONO-1 and JADE MONO-2 (Full Analysis Set)

Placebo
(CENZ))

PP-NRS4 response at week 2 (key secondary end point)

Abrocitinib

100 mg q.d.
(N =156)

Abrocitinib
200 mg q.d.
(N =154)

Placebo
(N=78)

CADTH

Abrocitinib
100 mg q.d.
(N =158)

(95% ClI)
200 mg vs. 100 mg

Patients in analysis 74 147 147 76 156 153
Estimated response rate, % 2.7 (NR) 20.4 (NR) 45.6 (NR) 3.9 23.1 35.3
(95% CI) (0.0t083) | (16.51029.7) | (27.7to 42.9)
Difference in responders, % | Reference 18.0 42.5 Reference 19.2 31.2
(95% CI) (1021025.8) | (33.61t051.4) (11.0t027.4) | (22.31040.2)
Abrocitinib vs. placebo
2-sided P value Reference 0.0004 < 0.0001 Reference 0.0002 < 0.0001
Difference in responders, % NA 24.9 (14.8 10 35.0) NA 12.1(2.21022.1)
(95% ClI)
200 mg vs. 100 mg

PP-NRS4 response at week 4 (key secondary end point)
Patients in analysis 74 147 147 76 156 153
Estimated response rate, % | 17.2 (NR) 32.2 (NR) 58.8 (NR) 4.0 33.4 52.8
(95% CI) (00t08.4) | (2581041.0) | (4471560.8)
Difference in responders, % | Reference 15.0 411 Reference 29.5 48.8
(95% C1) (19t028.0) | (27.8t054.4) (205t038.4) | (39.5t058.2)
Abrocitinib vs. placebo
2-sided P value Reference 0.0251 < 0.0001 Reference < 0.0001 < 0.0001
Difference in responders, % NA 26.5(13.710 39.2) NA 19.4 (8.410 30.4)
(95% Cl)
200 mg vs. 100 mg

PP-NRS4 response at week 8 (secondary end point)

Patients in analysis 74 147 147 76 156 153
Estimated response rate, % | 14.4 (NR) 34.3 (NR) 59.9 (NR) 12.0 40.4 54.4
(95% CI) (4.61019.4) | (32.610482) | (46.41062.4)
Difference in responders, % | Reference 20.0 453 Reference 28.5 42.4
(95% C1) (7410327) | (32.71057.8) (17.81039.3) | (31.41053.4)
Abrocitinib vs. placebo
2-sided P value Reference 0.0019 < 0.0001 Reference < 0.0001 < 0.0001
Difference in responders, % NA 25.5(13.510 37.6) NA 14.0 (2.910 25.1)
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Abrocitinib Abrocitinib Abrocitinib Abro b

Placebo 100 mg q.d. 200 mg q.d. Placebo 100 mg q.d. 00 mg q.d

Response (N=77) (CERED) (CERED) (N =78) (N =158)
PP-NRS4 response at week 12 (key secondary end point)
Patients in analysis 74 147 147 76 156 153
Estimated response rate, % | 15.3 (NR) 37.7 (NR) 57.2 (NR) 11.5 452 55.3
(95% CI) (411019.0) | (37.11053.3) | (47.21063.5)
Difference in responders, % | Reference 225 41.7 Reference 33.7 43.9
(95% CI) (1031034.8) | (29.61t0 53.9) (22.810447) | (32.91t055.0)
Abrocitinib vs. placebo
2-sided P value Reference 0.0003 < 0.0001 Reference < 0.0001 < 0.0001
Difference in responders, % NA 19.3(7.31031.2) NA 10.2 (-1.1t0 21.5)
(95% ClI)
200 mg vs. 100 mg
Time to PP-NRS4 response through 12 weeks
Responders, n (%) 23 (31.1) 73 (49.7) 106 (72.1) 20 (026.3) 90 (57.7) 110 (71.9)
Nonresponders, n (%) 51 (68.9) 74 (50.3) 41 (27.9) 56 (73.7) 66 (42.3) 43 (28.1)
Median time to event in 92.0 84.0 14.0 112.0 58.0 29.0
days, (interquartile range) 850t0 | (56.0toNE) | (11.0t029.0) | (112.0toNE) | (56.0t083.0) | (16.0t031.0)
NE)

Log-rank test (P value) Reference 0.0071 < 0.0001 Reference < 0.0001 < 0.0001

Cl = confidence interval; NE = not evaluable; NA = not applicable; PP-NRS4 = improvement of 4 or greater from baseline on peak pruritus numerical rating scale; g.d. = once

daily; vs. = versus.

Note: Each complete imputed dataset was analyzed using the Cochran-Mantel-Haenszel risk difference method adjusting by randomization strata, separately for each
week. Results from multiply imputed datasets were combined using Rubin's rules to obtain treatment difference, 95% Cl, and P value. Missing responses after permanent
discontinuation were defined as nonresponders. Any intermittent missing responses were imputed 500 times using random Bernoulli draws and a posterior probability
of response at each visit. Posterior probabilities were estimated under a Bayesian framework from a logit-normal generalized linear mixed model with treatment, visit,
treatment by visit interaction as fixed effects and a latent subject-level, zero mean, normally distributed random effect, with a logit link function.

Source: Clinical Study Reports.??

Combination-Therapy Studies
Placebo-Controlled Trial in Adults
Table 39 provides a summary of PP-NRS4 response and time to PP-NRS4 response in the

JADE COMPARE trial. For the key secondary end points of PP-NRS4 response at week 2 and
week 16, a statistically significantly greater proportion of patients in the abrocitinib 200 mg
once daily groups demonstrated a PP-NRS4 response compared with the placebo group at
both time points (34.9% [95% Cl, 26.0 to 43.7] and 32.7% [95% Cl, 21.0 to 44.4], respectively).
For the abrocitinib 100 mg once daily group, a statistically significantly greater proportion
of patients in the abrocitinib 100 mg once daily group demonstrated a PP-NRS4 response
compared with the placebo group at week 16 (18.1%; 95% Cl, 6.2 to 30.0), but not at week

2 (5.2%; 95% Cl, 2.9 to 13.4). Compared with the 100 mg once daily abrocitinib dosage
regimen, a greater proportion of patients who received 200 mg once daily demonstrated an
PP-NRS4 response at 2 weeks (17.2%; 95% Cl, 8.4 10 26.0) and 16 weeks (15.7%; 95% Cl,
5410 26.1).
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The Kaplan—Meier analyses to estimate the time to first PP-NRS4 showed the time to
response was shorter in both the abrocitinib groups compared with placebo in the JADE
COMPARE trial. Kaplan—Meier curves showing the time to PP-NRS4 response are provided
in Table 40.

Table 39: PP-NRS4 Response in JADE COMPARE (Full Analysis Set)

Abrocitinib 100 mg Abrocitinib 200 mg Dupilumab 300 mg

Placebo d. d. q.2.w.

Response (NENEXD) (N =243)

PP-NRS4 response at week 2 (key secondary end point)?
Patients in analysis 130 236 226 239
Responders, n (%) 18 (13.8) 75 (31.8) 111 (49.1) 63 (26.4)
Difference in responders, % (95% Cl) Reference 17.9 (9.510 26.3) 34.9 (26.0 t0 43.7) 12.5(4.41020.7)
Active vs. placebo
2-sided P value Reference 0.0002 < 0.0001 NR
Difference in responders, % (95% Cl) NA 5.2(-2.91t013.4) 22.1(13.51t030.7) Reference
Abrocitinib vs. dupilumab
2-sided P value NA 0.2084 < 0.0001 Reference
Difference in responders, % (95% Cl) NA 17.2 (8.410 26.0) NA
200 mg vs. 100 mg

PP-NRS4 response at week 16 (key secondary end point)?
Patients in analysis 94 168 172 189
Responders, n (%) 27 (28.7) 79 (47.0) 108 (62.8) 108 (57.1)
Difference in responders, % (95% Cl) Reference 18.1 (6.2 t0 30.0) 32.7(21.0t0 44.4) 28.3 (16.8 10 39.9)
Active vs. placebo
2-sided P value Reference 0.0045 < 0.0001 NR
Difference in responders, % (95% Cl) NA -10.2 (-20.5t0 0.1) 5.2 (-4.81015.2) Reference
Abrocitinib vs. dupilumab
Difference in responders, % (95% Cl) NA 15.7 (5.410 26.1) NA

200 mg vs. 100 mg

Time to PP-NRS4 response® through 16 weeks

Responders, n (%) 57 (43.8) 155 (65.7) 169 (74.8) 178 (74.2)
Nonresponders, n (%) 73 (56.2) 81 (34.3) 57 (25.2) 62 (25.8)
Median time to event, days (IQR) NE (84.0 to NE) 29.0 (16.0 to 56.0) 13.0 (10.0 to 16.0) 31.0(29.0to0 57.0)
P value (Abrocitinib vs. placebo) Reference <0.0001 < 0.0001 NA

Cl = confidence interval; NA = not applicable; NE = not evaluable; NR = not reported; PP-NRS4 = improvement of 4 or greater from baseline on peak pruritus numerical rating
scale; .2.w. = every 2 weeks; g.d. = once daily; vs. = versus.

aThe difference and Cl were calculated based on the weighted average of difference by disease severity group using the normal approximation of binomial proportions. Cl
for the response rate was based on normal approximation (or the Clopper-Pearson exact method when there were 0 or 100% responders). P value was calculated using the
Cochran-Mantel-Haenszel method adjusted by baseline disease severity.
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"Kaplan—Meier estimates based on the Brookmeyer and Crowley method. Log-rank test was adjusted for baseline disease severity.

Source: Clinical Study Report.*

Active-Controlled Trial in Adults

For the co-primary end point of PP-NRS4 at week 2, abrocitinib 200 mg once daily was
superior to dupilumab 300 mg every 2 weeks (48.2% versus 25.5%, for a difference of 22.6%;
95% Cl, 15.8 10 29.5; P < 0.0001). Results were similar in the sensitivity analysis using multiple
imputation. Response rates for patients with prior use of a systemic treatments for AD were
similar to the overall patient population (46.5% versus 22.3%, for a difference of 24.2%; 95%
Cl, 14.5t0 33.9)." As shown in Table 39, the difference between abrocitinib 200 mg once daily
and dupilumab every 2 weeks groups decreased over time and was similar between the 2
groups from week 12 onward.!

The Kaplan—Meier analyses to estimate the time to first PP-NRS4 showed the time to
response was shorter in the abrocitinib 200 mg group compared with the dupilumab every
2 weeks group in the JADE DARE trial. Kaplan—Meier curves showing the time to PP-NRS4
response are provided in Table 40.

Table 40: PP-NRS4 Response in JADE DARE (Full Analysis Set)

or AD
Abrocitinib Dupilumab Abrocitinib Dup ab
200 mg q.d. 300 mg q.2.w. 200 mg q.d. 00 mg g
Response (N =362) (N = 365) (N=171) 6
PP-NRS4 at week 2 (co-primary end point)
Patients in analysis 357 364 170 175
Responders, n (%) 172 (48.2) 93 (25.5) 79 (46.5) 39 (22.3)

Difference in responders, % (95% Cl)
Abrocitinib vs. dupilumab

22.6 (15.8 10 29.5) 24.2 (14.510 33.9)

2-sided P value < 0.0001 NA
PP-NRS4 at week 26

Patients in analysis 354 363 NA

Responders, n (%) 241 (68.1) 229 (63.1)

Difference in responders, % (95% Cl)
Abrocitinib vs. dupilumab

5.0 (-1.9t0 11.9)

2-sided P value

0.1601

Time to PP-NRS4 response? through 16 weeks

Responders, n (%) 313 (87.7) 303 (83.2) NA
Nonresponders, n (%) 44 (12.3) 61 (16.8)
Median time to event (days) (IQR) 11.0(9.0t0 14.0) 25.0 (21.0 to0 30.0)

P value (abrocitinib vs. dupilumab)

<0.0001

Cl = confidence interval; FAS = full analysis set; IQR = interquartile range; NA = not applicable; PP-NRS4 = improvement of 4 or greater from baseline on peak pruritus
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numerical rating scale; q.2.w. = every 2 weeks; g.d. = once daily; vs. = versus.
2Kaplan—Meier estimates based on the Brookmeyer and Crowley method. Log-rank test was adjusted for baseline disease severity.
Source: Clinical Study Report.*

Adolescents

Table 41 provides a summary of PP-NRS4 response and time to PP-NRS4 response in the
JADE TEEN trial. For the key secondary end points of PP-NRS4 response at week 2, week 4,
and week 12, a statistically significantly greater proportion of patients in the abrocitinib 200
mg once daily groups demonstrated a PP-NRS4 response compared with the placebo group
at all time points (26.1% [95% CI, 13.9 to 38.3], 29.4% [95% Cl, 16.0 to 42.9], and 25.6% [95% ClI
to 10.6, 40.6] at weeks 2, 4, and 12 respectively). For the abrocitinib 100 mg once daily group,
a statistically significantly greater proportion of patients demonstrated a PP-NRS4 response
compared with the placebo group at week 2 (14.7%; 95% Cl, 3.5 to 25.9), but not at week
4(10.9; 95% Cl, -1.8 t0 23.6). Failure to demonstrate statistical significance for abrocitinib
700 mg once daily versus placebo at week 4 stopped the statistical testing hierarchy; the
results for PP-NRS4 response at week 12 were therefore not considered to be statistically
significant.®

Compared with the 100 mg once daily abrocitinib dosage regimen, a greater proportion of
patients who received 200 mg once daily demonstrated an PP-NRS4 response at 4 weeks
(18.4%; 95% Cl, 4.1 to 32.7), but not at the week 2 or week 12 time points.

The Kaplan—Meier analyses to estimate the time to first PP-NRS4 showed the time to
response was shorter in both the abrocitinib groups compared with placebo in JADE TEEN.
Kaplan—Meier curves showing the time to PP-NRS4 response are provided in Figure 11.

Table 41: PP-NRS4 Response in JADE TEEN (Full Analysis Set)

Placebo Abrocitinib 100 mg q.d. Abrocitinib 200 mg q.d.

Response (N =96) (N =95) (N =94)

PP-NRS4 response at week 2 (key secondary end point)?

Patients in analysis 95 92 88
Responders, n (%) 12 (12.6) 25(27.2) 34 (38.6)
Difference in responders, % (95% Cl) Reference 14.7 (3.510 25.9) 26.1 (13.910 38.3)
Abrocitinib vs. placebo

2-sided P value Reference 0.0119 < 0.0001
Difference in responders, % (95% Cl) NA 11.7 (-1.8 10 25.2)

200 mg vs. 100 mg

PP-NRS4 response at week 4 (key secondary end point)?
Patients in analysis 92 89 84
Responders, n (%) 19 (20.7) 28 (31.5) 42 (50.0)
Difference in responders, % (95% Cl) Reference 10.9 (-1.8 10 23.6) 29.4 (16.0 10 42.9)
Abrocitinib vs. placebo
2-sided P value Reference 0.0971 < 0.0001
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Placebo Abrocitinib 100 mg q.d. Abrocitinib 200 mg q.d.
Response (N =96) (N =95) (N =94)
Difference in responders, % (95% Cl) NA 18.4 (4.11032.7)
200 mg vs. 100 mg
PP-NRS4 response at week 12 (key secondary end point)?
Patients in analysis 84 76 74
Responders, n (%) 25(29.8) 40 (52.6) 41 (55.4)
Difference in responders, % (95% Cl) Reference 22.8 (8.0t0 37.7) 25.6 (10.6 to 40.6)
Abrocitinib vs. placebo
2-sided P value Reference 0.0035 0.0013
Difference in responders, % (95% Cl) NA 2.6 (-13.41018.7)
200 mg vs. 100 mg
Time to PP-NRS4 response through 16 weeks®
Responders, n (%) 41 (42.7) 55 (59.1) 59 (65.6)
Nonresponders, n (%) 55 (57.3) 38 (40.9) 31 (34.4)
Median time to event (days) (IQR) 90.0 (62.0 to NE) 70.0 (30.0to0 85.0) 29.0 (15.01t0 61.0)
P value (abrocitinib vs. placebo) Reference 0.0159 0.0003

Cl = confidence interval; NA = not applicable; NE = not evaluable; PP-NRS4 = improvement of 4 or greater from baseline on peak pruritus numerical rating scale; g.d. = once
daily; vs. = versus.

aThe difference and Cl were calculated based on the weighted average of difference for each randomization stratum using the normal approximation of binomial
proportions. The CI for the response rate was based on normal approximation (or the Clopper-Pearson exact method when there were no or if all were responders). The P
value was calculated using the Cochran-Mantel-Haenszel method adjusted by baseline disease severity.

"Kaplan—Meier estimates based on the Brookmeyer and Crowley method. Log-rank test was adjusted for baseline disease severity.
Source: Clinical Study Report.®

Protocol-Defined Flare

Figure 11 summarizes the time to protocol-defined flare during the randomized maintenance
period of the JADE REGIMEN trial. Compared with the placebo group, the risk of a protocol-
defined flare during the maintenance period was statistically significantly reduced in the
abrocitinib 100 mg once daily group (hazard ratio [HR] = 0.27; 95% Cl, 0.211 to 0.341;

P < 0.0001) and abrocitinib 200 mg once daily group (HR = 0.10; 95% CI, 0.070 to 0.136;

P < 0.0001).3* The sponsor reported that subgroup analyses based on prior exposure to at
least 1 systemic therapy for AD for the JADE REGIMEN study have not yet been conducted
and therefore were not available at the time of CADTH's review.®
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Figure 11: Time to Protocol-Defined Flare During the Randomized
Maintenance Period

= Placebo === Abrocitinib 100 mg = Abrocitinib 200 mg
100 HR (95% Cl); p-value
tinik vs Placebo 0.10 (95% CI: 0.070, 0.136); <0.0001
90 1 Abrocitinib 100 mg vs Placebo 0.27 (95% CI: 0.211, 0.341); <0.0001
Abrocitinit mg vs 100 mg 0.36 (95%Cl: 0.255, 0.516); <0.0001 80.9%
80 i ) ..
70

Probability of
Protocol-Defined Flare, %

FErT T 1
0 29 113 197 281
Time to Protocol-Defined Flare, days
Patients at risk,® n
Placebo 267 112 63 48 20
Abrocitinib 100 mg 265 225 179 15 58
Abrocitinib 200 mg 266 255 220 201

Cl = confidence interval; HR = hazard ratio.
Source: Gubelin et al. (2021).3*

Pruritus and Symptoms Assessment for Atopic Dermatitis
Monotherapy Studies

Table 42 provides a summary of change from baseline in PSAAD in the JADE MONO-1 and
JADE MONO-2 trials. For the key secondary primary end point, treatment with abrocitinib 100
mg once daily or abrocitinib 200 mg once daily was associated with a statistically significantly
greater reduction in change from baseline in PSAAD in both the JADE MONO-1 (LSMD = -1.1
[95% Cl, -1.7 to -0.4] and -2.1 [95% ClI, -2.7 to -1.4]) and JADE MONO-2 studies (LSMD =
-1.7[95% Cl, -2.3to -1.1] and -2.2 [95% Cl, -2.8 to -1.6]).2® Compared with the 100 mg once
daily abrocitinib dosage regimen, treatment with abrocitinib 200 mg once daily demonstrated
a greater reduction in PSAAD at 12 weeks in both the JADE MONO-1 and JADE MONO-2 trials
(LSMD =-1.0[95% Cl, -1.5t0 -0.5] and -0.6 [95% CI, -1.0 to -0.1]).2°
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Table 42: Change From Baseline in PSAAD in JADE MONO-1 and JADE MONO-2 (FAS)

Placebo
(N=77)

Abrocitinib
100 mg q.d.
(CERE))

Abrocitinib
200 mg q.d.
(N =154)

Placebo

(N =78)

CADTH

\» o] \[o
Abrocitinib

100 mg q.d.
(YEREL))

Change from baseline in PSAAD at week 12 (key secondary end point)

Patients in analysis 68 137 138 77 156 155
Baseline, mean (SD) 5.5(2.0) 5.3(2.3) 5.4 (2.1) 5.1(2.1) 5.4 (2.1) 5.2 (2.0)
LSM (95% ClI) -1.1 -2.2 -3.2 -0.8 -24 -3.0
(-1.7t0-0.6) | (-2.6t0-1.9) | (-3.6t0-2.8) | (-1.3t0-0.3) | (-2.8t0-2.1) | (-3.3t0-2.7)
Active vs. placebo, Reference -1.1 -2.1 Reference -1.7 -2.2
LSMD (95% CI) (-1.7t0-0.4) | (-2.7t0-1.4) (-2.3t0-1.1) | (-2.8t0-1.6)
2-sided P value Reference 0.0010 < 0.0001 Reference < 0.0001 < 0.0001
200 mg g.d. vs. 100 mg -1.0(-1.510 -0.5) NA -0.6 (-1.0t0 -0.1)
q.d., LSMD (95% Cl)

Cl = confidence interval; FAS = full analysis set; LSM = least squares mean; LSMD = least squares mean difference; NA = not applicable; PSAAD = Pruritus and Symptoms
Assessment for Atopic Dermatitis; q.d. = once daily; vs. = versus.

Note: The mixed model for repeated measures contained fixed factors of treatment, week, treatment-by-week interaction, randomization strata (baseline disease severity
and age category), baseline value and an unstructured covariance matrix.

Source: Clinical Study Reports.??

Combination-Therapy Studies
Adults

Table 50 summarizes change from baseline in PSAAD in the JADE COMPARE trial. Compared
with placebo, treatment with abrocitinib 700 mg once daily or abrocitinib 200 mg once daily
was associated with a statistically significantly greater reduction in change from baseline

in PSAAD at week 16 (LSMD = -1.2[95% Cl, -1.6 to -0.8] and -1.9 [95% CI, 2.3 to -1.5],
respectively). Similarly, treatment with dupilumab resulted in a greater reduction from
baseline in PSAAD compared with placebo (LSMD = -1.7; 95% Cl, -2.1 to -1.3). The sponsor’s
exploratory comparisons demonstrated a greater reduction from baseline with dupilumab
compared with abrocitinib 700 mg once daily (LSMD = 0.5; 95% Cl, 0.2 to 0.9) and a similar
reduction compared with abrocitinib 200 mg once daily group (LSMD = -0.2; 95% Cl, -0.6 to
0.7) at 16 weeks. The reduction in PSAAD from baseline was greater in the abrocitinib 200
mg once daily group compared with the abrocitinib T00 mg once daily group at 16 weeks
(LSMD = -0.8;95% Cl, -1.1 to -0.4).

Adolescents

Table 50 summarizes change from baseline in PSAAD in the JADE TEEN trial. The statistical
testing hierarchy was stopped at a higher-level end point (i.e., PP-NRS4 response for
abrocitinib 100 mg once daily versus placebo at week 4); the results for abrocitinib 100 once
daily and abrocitinib 200 mg once daily versus placebo for change from baseline in the total
PSAAD score at week 12 are therefore not considered statistically significant.®
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Scoring Atopic Dermatitis
Monotherapy Studies

Table 44 summarizes the responder analyses for patients who demonstrated an
improvement of 50% or greater in Scoring Atopic Dermatitis (SCORAD-50) or an improvement
of 75% or greater in Scoring Atopic Dermatitis (SCORAD-75) and change from baseline in
SCORAD VAS for sleep loss in the JADE MONO-1 and JADE MONO-2 trials. Compared with
placebo, a greater proportion of patients in the abrocitinib 100 mg once daily and abrocitinib
200 mg once daily groups demonstrated SCORAD-50 and SCORAD-75 responses at 12 weeks
in both the JADE MONO-1 and JADE MONO-2 trials. Compared with the 100 mg once daily
abrocitinib dosage regimen, a greater proportion of patients who received abrocitinib 200 mg
once daily demonstrated SCORAD-50 and SCORAD-75 responses at 12 weeks in both the
JADE MONO-1 trial (20.2% [95% Cl, 9.1 to 31.3] and 18.4% [95% Cl, 9.3 to 27.5], respectively)
and the JADE MONO-2 trial (13.4% [95% Cl, 2.5 to 24.3] and 11.3% [95% Cl, 1.9 to 20.7],
respectively).??

For change from baseline in SCORAD VAS at 12 weeks, treatment with abrocitinib 100 mg
once daily was associated with a statistically significantly greater reduction in SCORAD
VAS compared with placebo in the JADE MONO-1 trial (LSMD = -1.3[95% Cl, -2.1 to -0.6])
and the JADE MONO-2 trial (LSMD = -0.9 [95% ClI, -1.7 to -0.2], respectively). Treatment
with abrocitinib 200 mg once daily was associated with a statistically significantly greater
reduction from baseline in SCORAD VAS compared with placebo in the JADE MONO-1 trial
(LSMD = -2.1;95% Cl, =2.9 to -1.4) and the JADE MONO-2 trial (LSMD = -1.7;95% Cl, -2.5
to -1.0).23

Table 43: Change From Baseline and Responder Analyses for SCORAD in JADE MONO-1 and JADE
MONO-2 (Full Analysis Set)

JADE MONO-1 JADE MONO-2

Abrocitinib Abrocitinib Abrocitinib Abrocitinib
Response and change Placebo 100 mg q.d. 200 mg q.d. Placebo 100 mg q.d. 200 mg q.d.
from baseline (N=77) CERED) (CERED) (N=78) (N =158) (CERED)

SCORAD-50 response at week 12

Patients in analysis 73 145 146 78 155 155
Responders, n (%) 12 (16.4) 53 (36.6) 83 (56.8) 10 (12.8) 76 (49.0) 97 (62.6)
Difference in Reference 19.6 (8.1 10 40.0 (28.3t0 Reference 36.2(25.4t0 | 49.6(38.9t0 60.3)
responders, % (95% Cl) 31.1) 51.7) 47.1)
Abrocitinib vs. placebo
2-sided P value Reference 0.0026 < 0.0001 Reference < 0.0001 < 0.0001
Difference in NA 20.2 (9.1 t0 31.3) NA 13.4(2.510 24.3)

responders, % (95% Cl)
200 mg vs. 100 mg

SCORAD-75 response at week 12
Patients in analysis 73 145 146 78 155 155
Responders, n (%) 3(4.1) 18 (12.4) 45(30.8) 2(2.6) 29 (18.7) 47 (30.3)
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Response and change
from baseline

Placebo
(N=77)

JADE MONO-1
Abrocitinib
100 mg q.d.

(N =156)

Abrocitinib
200 mg q.d.
(N = 154)

Placebo
(N=78)

JADE MONO-2

Abrocitinib
100 mg q.d.
(N = 158)

CADTH

Abrocitinib
200 mg q.d.
(N = 155)

200 mg vs. 100 mg

Difference in Reference 8.2(1.0to 26.4(17.6to Reference 16.2 (8.8 10 27.6 (19.310 35.8)
responders, % (95% Cl) 15.3) 35.3) 23.6)
Abrocitinib vs. placebo
2-sided P value Reference 0.0528 < 0.0001 Reference 0.0005 < 0.0001
Difference in NA 18.4 (9.310 27.5) NA 11.3(1.910 20.7)
responders, % (95% Cl)
200 mg vs. 100 mg
Change from baseline in SCORAD visual analogue scale at week 12

Patients in analysis 77 154 153 78 158 155
LSM (95% ClI) -1.6 (-2.2 -29(-3.4to -3.7(-4.2to -2.1(-2.7to -3.0(-3.4to | -3.8(-4.2t0-3.4)

to-1.0) -2.5) -3.3) -1.5) -2.6)
LSMD (95% Cl) Reference -1.3(-2.1to -2.1(-2.9to Reference -09(-1.7to | -1.7(-2.5t0 -1.0)
Abrocitinib vs. placebo -0.6) -1.4) -0.2)
2-sided P value Reference 0.0005 < 0.0001 Reference 0.0164 < 0.0001
LSMD (95% CI) NA -0.8 (-1.4t0 -0.2) NA -0.8 (-1.4t0 -0.2)

Cl = confidence interval; LSM = least squares mean; LSMD = least squares mean difference; NA = not applicable; g.d. = once daily; SCORAD = Scoring Atopic Dermatitis;
SCORAD-50 = improvement of 50% or greater in Scoring Atopic Dermatitis; SCORAD-75 = improvement of 75% or greater in Scoring Atopic Dermatitis; vs. = versus.

Note: The mixed model for repeated measures contained fixed factors of treatment, week, treatment-by-week interaction, randomization strata (baseline disease severity
and age category), baseline value and an unstructured covariance matrix.

Source: Clinical Study Reports.??

Combination-Therapy Studies
Placebo-Controlled Trial in Adults

Table 45 provides a summary of change from baseline in SCORAD and responder analyses
(SCORAD-50 and SCORAD-75) in the JADE COMPARE trial. Compared with placebo, a

greater proportion of patients in both the abrocitinib groups demonstrated SCORAD-50 and
SCORAD-75 responses at 16 weeks. Compared with the 100 mg once daily abrocitinib dosage
regimen, a greater proportion of patients who received 200 mg once daily demonstrated
SCORAD-50 and SCORAD-75 responses at 16 weeks (12.6% [95% Cl, 3.8 to 21.5] and 13.4%
[95% Cl, 4.8 to 22.0], respectively).

For change from baseline in SCORAD VAS at 16 weeks, treatment with both abrocitinib
700 mg once daily and abrocitinib 200 mg once daily was associated with a statistically
significantly greater reduction in SCORAD VAS compared with placebo at 12 weeks (LSMD =

-1.1[95% Cl, -1.6 to -0.6] and -2.1 [95% Cl, -2.6 to =1.6], respectively).*

Active-Controlled Trial in Adults

For SCORAD total score, the least squares mean in percent change from baseline in percent
SCORAD was greater in the abrocitinib 200 mg group compared with the dupilumab
treatment group from week 2 to week 20. The difference between the abrocitinib and
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dupilumab groups decreased over time and was no longer statistically significant at 26 weeks
(LSMD = -3.3[95% CI, -6.6 to 0.1]; P = 0.0578)."

Adolescents

Table 45 summarizes change from baseline and responder analyses for SCORAD in the JADE
TEEN trial. Compared with placebo, a greater proportion of patients in the abrocitinib 100 mg
once daily and abrocitinib 200 mg once daily groups demonstrated SCORAD-50 responses

at 12 weeks (37.8% [95% Cl, 24.8 to 50.7] and 35.2 [95% Cl, 22.0 to 48.4], respectively) and
SCORAD-75 responses at 12 weeks (23.7% [95% Cl, 11.7,t0 35.8] and 21.7% [95% Cl, 9.7 to
33.7], respectively). There was no statistically significant difference between the abrocitinib
700 mg once daily group and the abrocitinib 200 mg once daily group for the proportion of

patients who demonstrated SCORAD-50 and SCORAD-75 responses at 12 weeks.®

For change from baseline in SCORAD VAS at 12 weeks, treatment with both abrocitinib

700 mg once daily and abrocitinib 200 mg once daily was associated with a statistically
significantly greater reduction in SCORAD VAS compared with placebo at 12 weeks (LSMD =
-0.7[95% Cl, -1.4to -0.1] and -1.2 [95% Cl, -1.9 to -0.5], respectively).®

Table 44: Change From Baseline and Responder Analyses for SCORAD in JADE COMPARE and

JADE TEEN (FAS)

Dupilumab

Abrocitinib Abrocitinib 300 mg Abrocitinib bro ’
AT N 100 mg q.d. 200 mg q.d. g.2.w. 100 mg q.d. | 200 mg q.d
ha (N = 238) (N=226) | (N=243) (N =95) 94

SCORAD-50 response at week 16 (JADE COMPARE) and week 12 (JADE TEEN)
Patients in analysis 123 228 221 231 93 90 92
Responders, n (%) 41 (33.3) 128 (56.1) 152 (68.8) | 156 (67.5) | 35(37.6) 68 (75.6) 68 (73.9)
Difference in responders, % Reference 23.0 354 34.1 Reference 37.8 35.2
(95% CI) Active vs. placebo (12.61033.4) | (25210 (23910 (24.8 to (22.0t0
45.6) 44.3) 50.7) 48.4)

2-sided P value Reference < 0.0001 < 0.0001 NR Reference < 0.0001 < 0.0001
Difference in responders, NA -11.3 0.9 Reference NA NA NA
?u(;f:ﬁq 22 Abrocitinib vs. (-20.1t0 -2.5) | (-7.7109.5)
Difference in responders, % NA 12.6 (3.8 t0 21.5) NA NA -2.1(-14.61010.4)

(95% ClI)
200 mg vs. 100 mg

SCORAD-75 response at week 16 (JADE COMPARE) and week 12 (JADE TEEN)

Patients in analysis 123 228 221 231 93 90 92
Responders, n (%) 13 (10.6) 61 (26.8) 89 (40.3) 68(29.4) | 12(12.9) | 33(36.7) | 32(34.8)
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JADE COMPARE JADE TEEN
Dupilumab

Abrocitinib Abrocitinib 300 mg Abrocitinib | Abrocitinib
Response and change from 100 mg q.d. 200 mg q.d. g.2.w. 100 mg q.d. | 200 mg q.d.
baseline (N = 238) (N=226) | (N=243) (N =95) (N =94)
Difference in responders, % Reference 16.2 29.6 18.8 Reference 23.7 21.7
(95% CI) Active vs. placebo (8410 24.1) (2120 (10810 (117 to (9.7 to

37.9) 26.8) 35.8) 33.7)

2-sided P value Reference 0.0004 < 0.0001 NR Reference 0.0002 0.0006
Difference in responders, NA -2.6 10.6 Reference NA NA NA
% (95% Cl) Abrocitinib vs. (-10.9105.6) | (1.9t019.3)
dupilumab
Difference in responders, % NA 13.4 (4.8 10 22.0) NA NA -1.6 (-15.6 t0 12.4)

(95% ClI)
200 mg vs. 100 mg

200 mg vs. 100 mg

Change from baseline in SCORAD visual analogue score at week 16 (JADE COMPARE) and week 12 (JADE TEEN)
Patients in analysis 129 237 225 241 96 95 93
LSM (95% ClI) -2.6 -3.7 -4.8 -43 -2.7 -3.5 -3.9

(-3.0to (-4.0to0 -3.4) (-5.1to (-4.6to (-3.2to (-3.9to (-4.4t0
-2.2) -4.5) -4.0) -2.2) -3.0) -3.4)
LSMD (95% CI) Reference -1.1 -2.1 -1.6 -0.7 -1.2
Active vs. placebo (-1.6 to -0.6) (-2.6t0 (-2.1to (-1.4to0 (-19to
-1.6) -1.1) -0.1) -0.5)
2-sided P value Reference < 0.0001 < 0.0001 NR 0.0270 0.0004
LSMD (95% Cl) NA 0.6 (0.2t01.0) | -0.5(-0.9to | Reference NA NA
Abrocitinib vs. dupilumab -0.1)
LSMD (95% ClI) NA -1.1(-1.51t0 -0.6) NA 0.0578

Cl = confidence interval; FAS = full analysis set; LSM = least squares mean; LSMD = least squares mean difference; NA = not applicable; NR = not reported; q.2.w. = every
2 weeks; q.d. = once daily; SCORAD = Scoring Atopic Dermatitis; SCORAD-50 = improvement of 50% or greater in Scoring Atopic Dermatitis; SCORAD-75 = improvement of
75% or greater in Scoring Atopic Dermatitis; vs. = versus.

Source: Clinical Study Reports.*®

Percentage Body Surface Area
Monotherapy Studies

Compared with placebo, treatment with abrocitinib 100 mg once daily or abrocitinib 200 mg
once daily was associated with a statistically significantly greater reduction in change from
baseline in BSA at week 12 in both the JADE MONO-1 trial (LSMD = -13.8 [95% CI, -19.3 to
-8.2] and -22.0 [95% Cl, -27.6 to -16.5], respectively) and the JADE MONO-2 trial (LSMD =
-16.9 [95% Cl, -22.8 to -11.1] and -20.6 [95% Cl, -26.5 to ~14.8]). The LSMD between the
abrocitinib 200 mg once daily group and the abrocitinib 100 mg once daily group was -8.3
(95% Cl,-12.7 to -3.8).
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Table 45: Change From Baseline and Responder Analyses for Body Surface Area in JADE MONO-1
and JADE MONO-2 (Full Analysis Set)

Change from baseline in percentage BSA at week 122

% (95% Cl)
200 mg vs. 100 mg

Patients in analysis 77 156 154 78 158 155
Baseline, mean (SD) 47.4(22.7) 50.8 (23.4) 49.9 (24.4) 48.2 (20.8) 48.7 (21.4) 47.7 (22.3)
LSM (95% CI) -11.4 -25.1(-28.3t0 | -33.4(-36.6 | -10.0(-14.8 | -26.9 (-30.2t0 | -30.6 (-33.8 to

(-16.0to -22.0) to -30.3) to -5.1) -23.6) -27.3)

-6.8)
LSMD (95% CI) Reference | -13.8(-19.3to | -22.0(-27.6 Reference -16.9 (-22.8t0 | -20.6 (v26.5t0
Active vs. placebo -8.2) 10 -16.5) -11.1) -14.8)
2-sided P value Reference < 0.0001 < 0.0001 Reference < 0.0001 < 0.0001
LSMD (95% Cl) NA -8.3(-12.710 -3.8) NA -3.7(-8.3t00.9)
200 mg vs. 100 mg
Patients achieving percentage BSA < 5% at week 12°

Patients in analysis 76 156 153 77 155 154
Estimated response rate 4 (5.3) 33(21.2) 59 (38.6) 3(3.9) 35(22.6) 53 (34.4)
Difference in responders, Reference 15.8(7.5t0 33.3(24.0to Reference 18.5(10.5to 30.2(21.41t0
% (95% Cl) 24.0) 42.7) 26.5) 39.0)
Abrocitinib vs. placebo
2-sided P value Reference 0.0019 < 0.0001 Reference 0.0003 < 0.0001
Difference in responders, NA 17.4(7.51027.3) NA 11.8 (2.01t0 21.6)

BSA = body surface area; Cl = confidence interval; LSM = least squares mean; LSMD = least squares mean difference; NA = not applicable; g.d. = once daily; vs. = versus.
2The mixed model for repeated measures contained fixed factors of treatment, visit, treatment by visit interaction, baseline disease severity, baseline value and an

unstructured covariance matrix.

The difference and Cl were calculated based on the weighted average of difference for each randomization stratum using the normal approximation of binomial
proportions. P value was calculated using the Cochran-Mantel-Haenszel method adjusted by randomization strata (baseline disease severity and age group).

Source: Clinical Study Reports.??

Combination-Therapy Studies

Table 46 provides a summary of change from baseline in BSA at week 16 in the JADE
COMPARE trial and week 12 in the JADE TEEN trial.

Placebo-Controlled Trial in Adults

Compared with placebo, treatment with abrocitinib 100 mg once daily or abrocitinib 200 mg
once daily was associated with a statistically significantly greater reduction in change from

baseline in BSA at week 16 (LSMD = -13.2 [95% CI, =17.0, to =9.5] and -19.4 [95% Cl, -23.1

to =15.7], respectively). Similarly, treatment with dupilumab resulted in a greater reduction
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from baseline in BSA compared with placebo (LSMD = -14.7;95% CI, -18.5t0 -11.0). The
sponsor’s exploratory comparisons demonstrated a greater reduction from baseline in BSA
with abrocitinib 200 mg once daily compared with dupilumab (LSMD = -4.6; 95% Cl, -=7.8 to
-1.5). The reduction in BSA from baseline was greater in the abrocitinib 200 mg once daily
group compared with the abrocitinib 700 mg once daily group at 16 weeks (LSMD = -6.2; 95%
Cl, -9.3to0 -3.0).

Active-Controlled Trial in Adults

The least squares mean in percent change from baseline in percent BSA was greater in the
abrocitinib 200 mg group compared with the dupilumab treatment group from week 2 to
week 20. The difference between the abrocitinib and dupilumab groups decreased over time
and was no longer statistically significant at 26 weeks (LSMD = -3.4; 95% Cl, =7.1 t0 0.4;

P =0.0793).

Adolescents

Compared with placebo, treatment with abrocitinib 100 mg once daily or abrocitinib 200 mg
once daily was associated with a statistically significantly greater reduction in change from
baseline in BSA at week 12 (LSMD =-10.2[95% CI, -15.2 to -5.1] and -11.0 [95% CI, -16.0
to -5.9], respectively). The LSMD between the abrocitinib 200 mg once daily group and the
abrocitinib 100 mg once daily group was -0.8 (95% Cl, -5.9 to 4.3).
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Table 46: Change From Baseline for BSA in JADE COMPARE AND JADE TEEN (Full Analysis Set)

JADE COMPARE (16 weeks) JADE DARE JADE TEEN (12 weeks)
Abrocitinib Abrocitinib Abrocitinib

100 mg 200 mg DUP Abrocitinib 200 DUP 100 mg Abrocitinib
Change from Placebo q.d. q.d. 300 mg g.2.w. mg q.d. 300 mg g.2.w. q.d. 200 mg q.d.
baseline (NENED) (N =238) (N = 226) (N =243) (N =362) (N =365) (N =95) (N=94)

Change from baseline in BSA (%)?
Patients in 131 238 226 242 362 365 96 95 94
analysis
Baseline, mean | 48.9 (24.9) 48.1 (23.1) 50.8 (23.0) 46.5 (22.1) 42.5(19.9) 42.6 (21.3) 45.8 (22.4) 51.2(21.7) 48.7 (21.7)
(SD)
LSM (95% Cl) -19.6 -32.9(-35.1t0 -39.0 -34.4(-36.6 to -82.3 -79.0 -24.2 (-27.8 -34.4 -35.2(-38.8t0
(-22.6 to -30.7) (-41310 -322) t0-20.7) | (-38.0t0-30.8) -31.6)
-16.6) -36.8)

LSMD (95% CI) Reference -13.2 -19.4 -14.7 (-18.5t0 NA Reference -10.2 -11.0 (-16.0 to
Active vs. (-17.0t0-9.5) | (-23.1t0 -11.0) (-15.210 -5.1) -5