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2  SYNOPSIS

Title of Study: A Multi-center, Randomized, Double-blind, Placebo-controlled, Parallel Group,
Phase 2a Study to Assess the Efficacy and Safety of ME3183 Administered
Orally in Subjects with Moderate to Severe Plaque Psoriasis

Protocol Number: ME3183-3

Investigators/Study Sites:

Approximately 30 study sites across the United States and Canada will parficipate
in this study.

Phase of Development:

Phase 2a

Objectives:

Primary Objective

* To evaluate the efficacy of oral ME3183 compared with placebo at Week 16
in subjects with moderate to severe plaque psoriasis as measured by the
Psoriasis Area and Severity Index (PASI) score

Secondary Objectives

* To evaluate the safety and tolerability of oral ME3183 in subjects with
moderate to severe plaque psoriasis

* To evaluate the efficacy of oral ME3183 in subjects with moderate to severe
plagque psoriasis af various time points

* To evaluate the effect of oral ME3183 on patient-reported outcome (PRO)
measures in subjects with moderate to severe plagque psoriasis

* To evaluate the pharmacokinetics (PE) of ME3183 and its metabolite

) in subjects with moderate to severe plaque psoriasis who are

treated with oral ME3183

Exploratory Objectives

Study Endpoints:

Primary Endpoint

The primary efficacy endpoint is the proportion of subjects achieving = 75%
reduction from Baseline in the PASI score (PASI-75) at Week 16.

Secondary Endpoints

Safety Endpoints
The safety endpoints are as follows:

* The incidence, severity, and seriousness of adverse events (AFs) reported
over the 16-week Treatment Period and the 4-week Follow-up Period

*  Changes from Baseline in clinically significant (CS) physical examination
findings and vital sign measurements (blood pressure, heart rate, respiratory
rate, body temperature, and body weight) over the 16-week Treatment Period
and the 4-week Follow-up Period

* Changes from Baseline in electrocardiogram (ECG) findings over the
16-week Treatment Period and the 4-week Follow-up Period

*  (Changes from Baseline in safety laboratory values (hematology, coagulation,
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blood chemistry, and urinalysis) over the 16-week Treatment Period and the
4-week Follow-up Period

Efficacy Endpoints
The secondary efficacy endpoints are as follows:

*  The percent change from Baseline in PASI score at all visits from Week 1 fo
Week 16

s  The proportion of subjects achieving PASI-50, PASI-75, PASI-90, PASI-100
at all visits from Week 1 to Week 16

s Time to PASI-50 and PASI-75

s  The proportion of subjects achieving a Static Physicians Global
Assessment (sPGA) score of “0” (“clear™) or 17 (“almost clear™) combined
with 2-point reduction on the 5-point sSPGA scale at all visits from Week 1 to
Week 16

*  The change from Baseline in affected body surface area (BSA) at all visits
from Week 1 to Week 16

*  The change from Baseline in the itch numerical rating scale (NES) at all
visits from Week 1 to Week 16

*  The change from Baseline in the Dermatology Life Quality Index (DLQT)
score at all visits from Week 1 to Week 16

s  Percentage of subjects with at least a 5-point reduction from Baseline in the
DLQI score at all visits from Week 1 to Week 16

Pharmacokinetic Endpoint
The PE endpoint is the trough plasma concentration of ME3183 and its

metabolite (IENE)

Exploratory Endpoints

Study Design:

This multi-center, randomized, double-blind, placebo-controlled, parallel group,
Phase 2a study is designed to assess the efficacy and safety of ME3183
administered orally in subjects with moderate to severe plaque psoriasis. The
study consists of a 4-week Screening Period (Day -28 to Day -1), a 16-week
double-blind Treatment Period (Day 1 to Day 113), and a 4-week Follow-up
Period (Day 114 to Day 141). The total duration of study participation for each
subject is approximately 24 weeks.

Note: The study drug is administered from Day 1 to Day 112 in the Treatment
Period and the end of Treatment Period assessments will be performed on
Day 113.

The duration of the Follow-up Period is from Day 114 to Day 141 and the end of

This document is confidential.
Page 5 of 80



Me1ji Pharma USA Inc. ME3183-3
ME3183 Version 2.0 (07 Dec 2021)

Follow-up Period assessments will be performed on Day 141.

After the Screening Period, approximately 125 eligible subjects with a confirmed
diagnosis of psoriatic plaques, a BSA involvement of = 10% (at Screening and
Baseline), a PASI score 12 to 40 (at Screening and Baseline), and an sPGA = 3 (at
Screening and Baseline) will be randomly assigned fo receive ME3183 ll' mg
twice daily [BID], e mg once daily [QD], e mg BID), nr. mg QD) or placebo
mnal:1:1:1:1 ratio. To promote balanced allocation, randomuzation will be
stratified by the subject’s receipt (ves/no) of previous treatment with a biologic
dmg for psoriasis. Bio-naive subjects will be randomized above 50% of the
planned total subject randomization.

After randomization (Day 1), all subjects will be evaluated at Baseline and at
Weeks 1, 2,4, 8, 12, 16, and 20. Efficacy assessments (ie, PASL BSA, sPGA, and
PRO assessments [DLQT and the itch NR5S]), will be assessed at Baseline (Day 1)
and at Weeks 1, 2, 4, 8, 12, 16, and 20. Blood samples for PE assessment will be
collected predose at Weeks 1, 4, § and 16. Blood samples forjgll assessments will
be collected predose at Baseline (Day 1). Weeks 4 and 16. Safety and tolerability
will be assessed by physical exam monitoring for AFs and serious AE (SAEs),
demographics, medical history, vital signs and safety laboratory tests
(hematology, coagulation, blood chemistry, and urinalysis) at Baseline (Day 1)
and Weeks 1, 2. 4. 8. 12, 16, and 20. ECGs will be assessed at Baseline (Day 1)
and Weeks 4, 8. 12, 16, and 20.

Selection of Subjects: Inclusion Criteria:

1.  Subject 15 willing and able to participate in the study and has read,
understood, and signed the informed consent form according to national
regulations.

2. Subject is a male or female aged 18 to 75 years (inclusive) at the time of
consent (ie, Screening).

3. Subject has a body mass index = 18.5 to < 40 kg/m’ at Screening

4. Subject has a diagnosis of plague psoriasis for = 24 weeks prior to
Screeming.

5. The subject’s symptoms of plaque psoriasis are stable in the opinion of the
investigator. Stable is defined as no acute deterioration (eg, pustulation or
erythroderma) within 12 weeks before Screening and no rebound of plagque
psoriasis within 4 weeks before Screening.

6. The subject’s severity of disease meets all of the following criferia

*  Psonatic plaques nmst cover = 10% of BSA at Screening and
Baseline

* PAST score 12 to 40 at Screening and Baseline

s sPGA =3 at Screening and Baseline

7. Subject is deemed by investigator to be eligible for phototherapy or systemic
therapy.

8. Subject agrees to avoid prolonged exposure to sunlight or use of artificial
sunbathing (eg, tanning booths) or other ultraviolet light sources during the
Treatment Period.

0 Subject, if female and of childbearing potential. nmst have a negative serum
pregnancy test at Screening and negative urine pregnancy test at Baseline.
Any women of childbearing potential (WOCBP) must agree to sexual
absfinence or to use a highly effective contraceptive measure starting at
Screeming, continuing throughout the entire Treatment Period, and for at
least 4 weeks after taking the last dose of study treatment. A female subject
15 considered to be a WOCBP after menarche and unfil sheisina
postmenopausal state for 12 months or otherwise permanently sterile (for
which acceptable methods include hysterectomy, bilateral salpingectony,
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10.

11

12,

and bilateral oophorectomy).

Subject, if a fertile male, agrees to sexual abstinence or to use a condom
during sexual activity with their female partner of childbearing potential
starting at Screening, continuing throughout the entire Treatment Period, and
for at least 4 weeks after taking the last dose of study treatment. A male
subject is considered fertile after puberty unless permanently sterile by
bilateral orchidectomy. Additionally, if their partner is a WOCBP, then their
partner should be advised fo use a highly effective contraceptive measure
during sexual activity starting at Screening, continuing throughout the entire
Treatment Period, and for at least 4 weeks after taking the last dose of study
treatment.

Subject, if female, mmst agree to not donate, or retrieve for her own use, ova
starting at Screening, continuing throughout the entire Treatment Period, and
for at least 4 weeks after taking the last dose of study treatment.

Subject, if male, must agree to not freeze or donate sperm starting at
Screeming, continuing throughout the entire Treatment Period, and for at
least 4 weeks after taking the last dose of study treatment.

Exclusion Criteria:

L.

2.

Subject has a diagnosis of non-plaque psoriasis (predominantly guttate,
pustular, nverse, or erythrodermic) or dmug-induced psornasis.
Subject has any unstable or CS (as determined by the investigator) cardiac,
endocrinologic, gastroenterologic, pulmonary, neurologic, psychiatric (such
as major depression), hepatic, renal, hematologic, immunologic disease, or
other disease (eg, unconirolled diabetes) that would place the subject at
unacceptable risk if they were to participate in the study.
Subject has suicidal ideation or behavior in the past 12 months as indicated
by a positive response (yes) to questions 3, 4, or 5 on the Columbia-Suicide
Severity Rating Scale completed at Screening and/or at Baseline.
Subject has a present recurrent medical condition associated with significant
gastrointestinal events (eg, nausea, vomiting, constipation, abdominal pain,
diarrhea).
Subject has any condition that would confound the ability to interpret data
from the study (eg, eczema, atopic dermatitis, lupus, inflammatory bowel
disease).
Subject has any degree of dysphagia that may interfere with the oral dosing
of the study treatment.
Subject has a history of allergy or hypersensitivity to any component of the
study treatments.
Subjects who have had a prior laboratory confirmed COVID-19 test or have
been in close physical contact (6 feet or closer for at least 15 minutes) with a
person who is known to have laboratory confirmed COVID-19 or with
anyone who has any symptoms consistent with COVID-19 within the past
14 days at Screening or Baseline.
Subjects experiencing any of the following symptoms at Screening or
Baseline:

s  Fever or clulls
Cough
Shortness of breath or difficulty breathing
Fatigue
Muscle or body aches
Headache
New loss of taste or smell
Sore throat
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10.

11

12,

13

14.

15

16.
17

18

19.

20.

21

22

23

24

25.

26.

* Congestion or many nose

* Nausea or vomiting

s  Diarthea
Subject has active or chronic hepatitis B virus or hepatitis C vims (HCV)
infection as per Screening viral serology tests. Exception: If the subject has
received documented treatment which was curative for HCV and fests
negative for HCWV RNA at Screening, the subject may be considered for
randomization.
Subject is positive for the HTV antibodies (HIV-1 or HIV-2) at Screening or
has a history of congenital or acquired immunodeficiency (eg. common
variable immmunodeficiency disease).
Subject has a recent history of drmig, substance, or alcohol abuse/dependence
within 1 year prior to Screening as determined by the investigator.
Subject has an active infection (bacteria, viral, fungal etc.) requining
treatment with systemic antibiotics within 4 weeks of Screening. Any
treatment for such infections must be completed at least 4 weeks prior fo
Screeming.
Subject has active fuberculosis or history of incompletely treated
tuberculosis per medical history.
Subject has a malignancy or history of malignancy (except for treated
[ie, cured] basal cell or squamous cell in situ skin carcinomas and treated
[ie, cured] cervical intraepithelial neoplasia or carcinoma in situ of the cervix
with no evidence of recurrence).
Subject is pregnant or breastfeeding at Screening or at Baseline.
Subject has a history of lack of efficacy (inadequate efficacy when used in
adequate dose and duration in accordance with the approved label) fo any
biological products for psoriasis.
Subject has recetved 2 or more biological products in the past for the
treatment of psoriasis.
Subject has a history of lack of efficacy to 2 or more non-biologic systemic
therapy due to inadequate efficacy when administered in adequate dose and
duration in accordance with their label (approved in the subject’s country)
for psoriasis.
Subject has received any prior treatment with apremilast or any other
phosphodiesterase 4 inhibitor.
Subject has recetved ustekinumab, seculinumab, brodalimab, ixekizumab,
guselkmmab, risankizumab, tildrakizumab, or briakinumab (or any other
therapeutic agent targeting I1-12_ T1.-17 or IL-23) within 24 weeks of first
adminisiration of study treatment.
Subject has received TNF-a inhibitor(s)/blocken(s) within § weeks of first
adminisiration of study treatment.
Subject has recetved natalizumab (an integrin receptor antagonist), or agents
that modulate B cells or T cells (eg, alemtuzumab, abatacept, alefacept)
within 12 weeks of first administration of study treatment.
Subject has recerved riheximab within 24 weeks of first administration of
study treatment.
Subject has received any systemic immunosuppressants (eg, methotrexate,
azathioprine, cyclosporine, 6-thioguanine, mercaptopurine, mycophenolate
mofetil, hydroxyurea, tacrolinms), any protein kinase inhibitor (eg,
tofacitinib, baricitinib, peficitinib, upadacitinib). or anakinra within 4 weeks
of the first administration of study treatment.
Subject has recetved phototherapy (e g, ultraviolet B including narrow band
ultraviolet B, Goeckerman therapy, and excimer laser or psoralen ultraviolet
A) or any systemic medications/treatments that could affect psonasis or
sPGA evaluation (including. but not limited to, oral or injectable
corticosteroids, refinoids, 1 25-dihydroxy vitamin D3 and analogues,
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27.

28

29

30.
3L

32

33

M.
35

psoralens, sulfasalazine, or fomaric acid derivatives) within 4 weeks of the
first administration of study treatment.
Subject has had a recent initiation of a dmg that is known to potentially
cause or exacerbate psoriasis (including, but not imited to, beta-blockers,
lithium_ and anti-malarials) within the 8 weeks prior to the first
adminisiration of study treatment; a subject who has been on a stable dose
for at least 8 weeks prior to the first administration of study treatment
without exacerbation of psoriasis may be randomized and does not need to
disconfimue these medications.
Subject has used topical medications/treatments that could affect psoriasis or
sPGA evaluation (including, but not limited to, certain corticosteroids,
anthralin, calcipotriene, topical vitamin D denivatives, retinoids, tazarotene,
methoxsalen trimethylpsoralen, pimecrolinms, tacrolimus, or
phosphodiesterase 4 inhibitor) within 2 weeks of the first administration of
study treatment.
Subject has recetved an investigational drug for biologic therapy within the
previous 24 weeks prior to the first administration of study treatment or
recetved any other non-biologic investigational therapy/dmgs or device
within 4 weeks or 5 half-lives (whichever is longer) prior to the first
adminisiration of study treatment.
Subject has received any prior treatment with ME3183.
Subject has any of the following abnormal laboratory test findings at
Screeming.

s  Abnormal hepatic function

o Aspartate aminotransaminase or alanine

aminotransaminase = 2 * upper limit of normal or
o Total bilirubin = 2 * upper limit of normal, unless the
subject has a diagnosis of Gilbert’s syndrome

White blood cell count =< 3000/mm? (< 3.0 = 10%1)
Neutrophil count < 1000/mm? (< 1.0 = 10°/L)
Platelet count < 100,000/pL (< 100 = 10°/L)
Hemoglobin < 8.0 g/dL
Creatinine clearance estimated by Cockcroft-Gault formmla
= 60 ml./min

* Hemoglobin Alc =9.0%
Subject has a CS abnormality on a 12-lead ECG or comrected QTcF
= 450 msec at Screening or Baseline.
Subject has a systolic blood pressure = 160 mmig or a diastolic blood
pressure = 100 mmHg (based on at least 2 repeat measurements) at
Screeming.
Prisoners or subjects who are incarcerated for any reason.
Subject has any other factor constituting disqualification for study inclusion
in the judgement of the investigator.

Planned Sample Size:

Approximately 125 eligible subjects are planned to be randomized (25 subjects
per treatment group). Eligible subjects will be centrally randomized ina 1:1:1:1:1
ratio to 1 of the following treatment groups:

»  Treatment Group 1: 'mg]hIEElEEBD]aﬂijﬁsteredumll}r}:l'mpsule

utl'mg ME3183 and|{ capsules of matching placebo in the moming and
evening

s  Treatment Gmup 2: (p mgz ME3183 QD administered orally):

capsules o 83 and cap'm]e of matching placebo in the
morming capmle*s of mat placebo in the evening

*  Treatment Group M:Eﬂ}mg ME3183 BID administered orally):
capsule

cap'm]e 0 and capsule of. mg ME3183 and

This document is confidential.
Page 9 of 89




Me1ji Pharma USA Inc.

ME3183

ME3183-3
Version 2.0 (07 Dec 2021)

of matching placebo in the morning and evening
s  Treatment Group ;ﬂ;! mg ME3183 QD administered orally): ||
capsules of | mg 83 in the moming ;mﬂl' capsules of matching
placebo in the evening
s Treatment Group 5 (Placebo BID administered [Jl'all}r}ill capsules of
matching placebo in the morning and evening
To promote balanced allocation, randomization will be stratified by subject’s
receipt (yes/no) of previous treatment with a biologic dmug for psoriasis. Each
treatment group will include randomized subjects who 1) are bio-naive and 2)
received previous treatment with a biologic dmg for psonasis. After
randomization of subjects has reached the maximmm percentage as determined by
the sponsor for subjects that have received previous freatment with a biologic
drug for psoriasis, randomization in this group will be stopped and the study sites
will be informed accordingly.

Study Treatments

ME3183 l'mg,t! mg,. mg, ami! mg) and matching placebo will be
prepared using the following ME3183 and placebo capsules:

s  ME3183 Capsule il mg

s  ME3183 Capsulel mg

s  ME3183 Placebo Capsule

Treatment Duration:

The treatment duration for an individual subject will be 16 weeks. Each subject
will receive BID treatment under fed condition (within approximately 30 minmtes
after a standard meal) from Day 1 to Day 112

Efficacy:

Efficacy assessments (including PRO assessments) will include:

« PASI score
+ BSA

+ sPGA

+ Jtch NRS

« DLQI

Safety:

Safety assessments will include:

s AF/SAEs
s  12-lead ECGs
s  Physical examinations (complete/targeted) including height and body
mass index
s  Vital signs
o Blood pressure (systolic and diastolic)
Heart rate
Respiratory rate
Body temperature
Body weight
s  Safety laboratory tests including:
Viral serology (hepatitis B virus, HCV, and HIV)
Hematology and coagulation
Blood chemistry
Urinalysis
Pregnancy tests (WOCBP only; serum or urine p-human chononic
gonadotropin)
o Serum follicle-stimulating hormone (postmenopausal women only)

[ R R

oo o0 o o0
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Pharmacokinetics:

Other Assessments:

Blood samples for the determination of the concentrations of ME3183 and its
metabolite :H) will be collected from each subject in each treatment group.
The PE blood samples will be taken predose at scheduled visits until Week 16.

Other assessments will include:

s  Fligibility assessments: Informed consent

s Inclusion/exclusion criteria

¢ Dermatologic and medical history

* History of previous treatment with a biologic dmg for psonasis

s  Columbia-Suicide Severity Rating Scale

* Demographics

*  Prior and concomitant medications/therapies or procedures

s Treatment compliance

s  Medical photography of the target skin lesion (at selected sites in a selected
mmber of subjects for documentation and publication purposes only)

Statistical Methods and
Planned Analyses:

Determination of Sample Size
No formal sample size calculation was performed.

For the assessment of efficacy and safety of ME3183 in subjects with moderate to
severe plaque psoriasis in this proof-of-concept study, approximately 125 eligible
subjects will be enrolled. Twenty-five subjects will be randomized to each of the
following treatment groups: ME3183 || mg BID, ME3183 ] mg QD, ME3183
[ 2 BID: ME3183 [ mg QD. and placebo. The number of planned subjects is
considered adequate to assess safety and to provide efficacy estimates for in this
Phase 2a study. The expected drop-out rate is assumed to be 10%.

Analysis Sets

Full Analysis Set

All subjects who have been randomized, received at least 1 dose of study drug,
and have at least 1 evaluable post-Baseline fime point for primary endpoint will
be included in the full analysis set (FAS). Analyses in the FAS will be based on
the subject’s randomized treatment group.

Per Protocol Set

The per protocol set (PPS) is a subset of the FAS; the PPS will exclude subjects
with protocol deviations that may significantly impact the assessment of the
primary objective of the study. Analyses in the PPS will be based on the study
treatment actually received by each subject. All decisions to exclude subjects
from the PPS will be made prior to the unblinding of the study.

Safetvy Analysis Set

All randomized subjects who received at least 1 dose of study drug will be
included in the safety analysis set. Analyses in the safety analysis set will be
based on the study treatment actually received by each subject.

Pharmacokinetic Analysis Set

The PE analysis set will consist of all subjects who were cormrectly administered at
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least | ME3183 dose and where ME3183 or [Jll] concentration data is
available without any protocol deviation interfering with these results. Analyses
in the PK analysis set will be based on the study treatment actually received by
each subject.

Statistical Analyses

Efficacy Analyses

Unless otherwise specified, all efficacy analyses will be performed using the FAS.
The analysis of the pnmary efficacy endpoint will also be performed using the
PPS.

Analvsis of the Primary Efficacy Endpoint

The primary efficacy endpoint is the proportion of subjects achieving = 75%
reduction from Baseline in the PASI score at Week 16. For each ME3183
treatment group, the difference in the proportion of subjects achieving the
difference in PASI-75 (ME3183 — placebo) and its 95% confidence interval will
be estimated and tested for superior treatment effect using the Cochran-Mantel-
Haenszel test at a 1-sided significance level of o= 0.025. The PASI score will be
reported for each treatment group together with the 95% confidence interval for
mean.

Analvses of the Secondary Efficacy Endpoints

The proportion of subjects achieving PASI-50, PASI-75, PASI-90, and PASI-100,
the proportion of subjects with an sPGA score of “0” or 1™ combined with 2-
point reduction on the 5-point sSPGA scale, and the proportion of subjects with at
least a 5-point reduction from Baseline in the DLQI score will be analyzed similar
to the pnmary endpoint analysis.

The proportion of subjects achieving PASI-50, PASI-75, PASI-90, and PASI-100,
the proportion of subjects with an sPGA score of “0” or 1™ combined with
2-point reduction on the 5-point sPGA scale, and the proportion of subjects with
at least a 5-pomt reduction from Baseline in the DLQI score will be summarized
by treatment group and visit. The percent change from Baseline in PASI score and
change from Baseline in affected BSA, the iich NES, and the DLQI score will be
summarized by treatment group and visit. The percent change from Baseline in
PASI score and the change from Baseline in the affected BSA, the DLQI score,
and the itch NES will be analyzed using a mixed-effect model for repeated
measures when applicable.

Kaplan-Meier estimate will be used for summarizing the time to PASI-50 and
PASI-75. The log-rank test may be used for comparing the time to PASI-50 and
PASI-75 between each ME3183 treatment group and placebo. The Cox
proportional hazard model may also be used for analyzing the fime to PASI-50
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and PASI-75. The time to PASI-50 and PASI-75 will be summarized by treatment
group.

Analyses of the Exploratorvy Efficacy Endpoints

Safety Analyses

All safety analyses will be performed using the safefy analysis set. All recorded
AF and SAFs will be listed and tabulated by Medical Dictionary for Regulatory
Activities (version 24 1 or higher) system organ class, preferred term, and
treatment group over the 16-week Treatment Period and the 4-week Follow-up
Period.

Vital signs and safety laboratory test results will be listed and summanzed by
treatment group over the 16-week Treatment Period and the 4-week Follow-up
Period. Summaries will be provided using descriptive statistics, including mean
values and mean change from Baseline values, as well as numbers of subjects
with values outside limits of the normal range at each time point.

Any CS physical examination findings and safety laboratory results will be
summanzed. ECG readings will be evaluated by the investigator and
abnormalities, if present, will be summanzed and listed.

The climically noteworthy QT/QTc interval (= 450, = 480, or > 500 msec) or
clinically noteworthy change from Baseline (> 30 or = 60 msec) will also be
summarnized using descriptive statisfics.

Summary tables will be provided for concomitant medications inifiated during the
study period.

Pharmacokinetic Analysis

The PE analysis set will be used for the PE analysis. Trough plasma
concentrations of ME3183 and its metabolite ) will be summarized

descriptively by treatment group in the tables, figures, and listings (TFL).
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4 LIST OF ABBREVIATIONS

Abbreviation Definition
ADE adverse drug reaction
AFE adverse event
AUC area under plasma concentration-time curve
AUCq 2 area under the plasma concentration-time curve from time zero to 24 hours
AUCh= area under the plasma concenfration-fime curve from time zero to infinity
.
EBID twice daily
BEMI body mass index
BSA body surface area
CFR Code of Federal Regulations
Cmm maxinmm plasma concentration
Cs clinically significant
C-55RS Columbia-Suicide Severity Rating Scale
Cirough trough plasma concentration
.
DLQI Dermatology Life Quality Index
eCRF electronic case report form
ECG electrocardiogram
EDC electronic data capture
FAS funll analysis set
FSH follicle-stinmlating hormone
GCP Good Clinical Practice
GI gastrointestinal
HBV hepatitis B virus
HCV hepatitis C virus
1B investigator's brochure
ICs half maximal inhibitory concentration
ICF informed consent form
ICH International Council for Harmonisation
IEC independent ethics committee
IL interleukin
IRB mstitutional review board
TWES interactive web response system
MAD multiple ascending dose
NOAEL no-observed-adverse-effect-level
NES mumerical rating scale
PASI Psoriasis Area and Severity Index
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Abbreviation Definition
PASI-50 = 50% reduction from Baseline in the PASI score
PASI-73 = 75% reduction from Baseline in the PASI score
PASI-00 = 00% reduction from Baseline in the PASI score
PASI-100 100% reduction from Baseline in the PASI score
.
PDE4 phosphodiesterase 4
PI1 principal nvestigator
PK pharmacokinetic
PPS per protocol set
PRO patient-reported outcome
QD once daily
QOL quality of life
QTc corrected QT interval
QTcF QT interval comected using Fridericia’s formula
SAD single ascending dose
SAE serious adverse event
SAP statistical analysis plan
sPGA Static Physician’s Global Assessment
SUSAR suspected unexpected serious adverse reactions
TEAE treatment-emergent adverse event
TNF-a tumor necrosis factor-alpha
TFL Tables figures and listings
WOCBP women of childbearing potential
uv ultraviolet
UVB ultraviolet B
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5 INTRODUCTION
5.1 Background on Plaque Psoriasis

Psonasis 1s a chronic immune-mediated inflammatory disorder that affects approximately 2% to
3% of the population, which translates to 17 nullion people in North America and Europe and
approximately 170 mullion people worldwide (1) It 1s characterized by disfiguring, scaling,
erythematous plaques that may be painful or often severely pruritic and may cause sigmificant
quality of hife (QOL) 1ssues. The plaques are wrregular, round to oval in shape, and most often
located on the scalp, trunk, buttocks, and limbs, with a predilection for extensor surfaces such as
the elbows and knees (2)

Nearly one-quarter of people worldwide with psoriasis are considered to have moderate to severe
form of the disease (3) A survey of data from National Health and Nutrition Examination in the
United States, concluded that psoriasis 1s independently associated with an increased risk of
mortality, which nught be mediated by increased prevalence of comorbidities (cardiovascular,
infectious, and neoplastic disorders) in psonatic patients (4)

Treatment options for psoriasis include topical treatments for milder disease, and systemic
treatments for moderate to severe disease not sufficiently responsive to topical treatments.
Topical treatments include corticosteroids, anthralin, synthetic vitanun D3, and vitanun A
Systemic therapies include phototherapy, acitretin, cyclospornine, methotrexate, aprenulast, and
various systemuc biologic products. Acifretin 1s a potent teratogen that should be avoided in
women of childbearing age and potential. Cyclosporine works rapidly and is effective in the
majority of patients, however, impaired renal function, hypertension, concerns about lymphoma,
and a potential increase in cutaneous malignancies are known adverse effects after long-term
treatment with cyclosporine. Methotrexate, although effective in the majonty of patients, has the
potential for hepatotoxicity (2) Apremuilast 1s an oral phosphodiesterase 4 (PDE4) inhibitor,
approved for moderate to severe psoriasis. Despite the advancement in dermatology, and the
mtroduction of newer biological drugs, aprenulast 15 the only novel oral medication that has been
mtroduced to treat psoriasis in the past 2 decades (5) For its safety profile and easy route of
admimistration, apremulast may offer an oral treatment option for those patients that discontinue
treatments because of meffectiveness, intolerability or ineligibility to the currently available
drugs.(6) However, the efficacy of apremuilast 1s not so great compared to other systemic
therapies. Therefore, additional oral treatments for psoriasis that can provide high levels of
efficacy, safety and tolerability remain an unmet need.

5.2 Background on ME3183

ME3183 (1-{[2-(3,6-Diazabicyclo [3.1.1]heptan-3-y1)-7-(1,3-thiazol-2-yl)-1,3-benzoxazol-4-
yl]oxy}-1,1-difluoro-2-methylpropan-2-ol) 1s a synthesized, small molecule, discovered by Meijt
Seika Pharma Co., Ltd , that acts as a PDE4 mlubitor. ME3183 shows a ligher potency of
mhibitory activity for PDE4 and a higher potency of inhibition against lipopolysaccharide-
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mduced tumor necrosis factor-a (TNF-a) production in human blood cells than existing PDE4
mhibitors and thus 1s expected to have a hugher climcal efficacy in psonasis. Also, few ME3183
was detected in the rat brain after single oral admimistration, indicating low distribution of
ME3183 into the brain. Therefore, ME3183 1s expected to show less central neurocircutry
associated adverse effect (eg, vonuting) than other PDE4 inhibitors.

5.2.1 Nonclinical Studies

ME3183 1s a ughly selective PDE4 inlubitor, non-selective among PDE4 subtypes: half
maximal inhibitory concentration (ICso) at PDE4 A1A of 1.28 nmol/L, at PDE 4B1 of 2.33
nmol/L, and at PDE4 D2 of 1.63 nmol/L. Inhubition of PDE4 affords ME3183 potent anti-
inflammatory activity. The efficacy of ME3183 was assessed in pharmacology studies, which
supports the rationale for assessment of ME3183 in climical studies. ME3183 inhibited vascular
permeability in a histamine-induced mouse model. In addition, evaluation of ME3183 1n a
chronic oxazolone-mduced mouse model of dermatitis demonstrated that oral treatment of
ME3183 suppressed ear swelling with a drug dose producing median effective dose (EDso) of

1.43 mg/kg.

No effects of ME3183 on central nervous system (CNS) in male nuce at dose levels of 3, 10, and
30 mg/kg. An increase in heart rate and a prolongation of corrected QT interval (QTc) duration
t.% longer than the individual time-matched own control value) was observed inl of

4 monkeys at 10 mg/kg of ME3183. The ICsq for the human Ether-a-go-go-Related Gene

(hERG) was- nmol/L - ng/mL).

The phototoxic potential of ME3183 was evaluated mn the cultured mammalian cells (Balb/c 3T3
cells). The ICsp values for cell viability with and without wrradiation were deternuned to be
- ng/mL aﬂd- ng/mL, respectively, and the photo wrmitation factor was- and less
than 5, that 1s the positive criteria defined by the International Council for

Harmomisation (ICH) S10 gpmdance. Therefore, ME3183 was categonized as having no
phototoxicity.

The plasma pharmacokinetic (PK) profiles of ME3183 were observed in mice, rats, dogs, and
monkeys after oral and/or mtravenous adnimstration. Oral bioavailability in rats, dogs, and
monkeys were apprm:imately. to.%?.%? andl tc-.%? respectively. ME3183 exhibited
non-linear absorption and area under the plasma concentration-time curve (AUC) increased
greater than dose proportionality in mice, rats, and monkeys. Plasma protein binding of ME3183
ranged ﬁ'om-% in mouse, rat, dog, monkey and human, and no apparent differences
were observed among these species and concentrations. ME3183 was notably stable i human
and ammal hepatocytes except monkey hepatocytes. The reaction phenotyping studies mdicated
that the formation of - was mainly mediated by cytochrome 3A4/5. The excretion of
ME3183 into urine and bile was appmximately.% of doses after intravenous admmistration to
rats. ME3183 at the concentration of I umol/L, showed little to no mhibition for cytochrome 1A,
2B6, 2C8, 2C9, 2C19, 2D6, and 3A enzyme assays.
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The toxicity of ME3183 was assessed in mice and monkeys with up tol—week and.—week of
consecutive once daily oral dosmg. In mice and monkeys, the toxicity profile of ME3183 was
1dentified as arteritis and deteriorated climical condition due to the severe gastrointestinal motility
mhibition. Arteritis was observed in multiple organs i the moribund ammals at lugh dose n
both species. In the I-week repeated dose toxicity study, there was no difference of toxicity
findings between mice and monkeys; however, 1t was considered that monkeys were more
sensitive to toxicity than mice because toxicity findings were observed at lower plasma
concentrations in monkeys.

In mice, the mean maximum plasma concentration (Cpax) on Day 28 at no-observed adverse
effect level (NOAEL) (3 mg/kg/day) were- and- ng/mL, and AUCo2am were- and
- ng-hr/ml in male and female, respectively.

In monkeys, Cmax on Day 28 at NOAEL (1 mg/kg/day) were- and- ng/mL., and
AUCp24n were- and- ng-hr/ml. in male and female, respectively. The toxicity of oral
administration of ME3183 was evaluated in muce and monkeys in a 16-week repeated dose
toxicity study followed by a 4-week recovery study. The toxicities observed n this study were
simular (inflammation including arteritis) to those observed in the 28-day repeated dose toxicity
study and the NOAEL was 3 mg/kg/day in both nice and monkeys. In mice, arteritis and
penarteritis were noted in a dead mouse at 10 mg/kg/day. The AUCp 241 on the last dosing day
was- ng hr/ml. in males and- mg hr/mL in females. In monkeys, no arteritis was
observed, and no amimal died or sacrificed due to monbundity and the average AUCq 241, on the
last dosing day was- ng hr/mI mn males and- ng hr/mL m females.

The effects of oral ME3183 on embryo-fetal development were studied in a preliminary study in
pregnant mice. ME3183 was orally adnumistered once daily (QD) to pregnant mice (8 to

10 dams/group) at dose levels of 0 (vehicle), 1, 3, and 10 mg/'kg/day during the period from
implantation to the closure of the hard palate (from Day 6 to Day 15 of gestation). The NOAEL
was considered to be 10 mg/kg/day of ME3183 for general toxicity and reproductive functions in
dams and embryo-fetal development. No test article-related changes were noted in the number of
live fetuses, fetal viability rate, number of embryo-fetal deaths, post-implantation loss rate, fetal
body weight, placental weight, sex ratio, or external, placental visceral or skeletal findings at
any dose level. At the NOAEL, the Cmax of drug of ME3183 ave:raged- ng/mL and the mean
AUCq.240r of ME3183 averaged- ng-hr/mL on Day 15 of gestation.

For complete details on the nonclinical studies of ME3183, refer to the investigator’s
brochure (IB).
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522 Clinical Studies

Two (2) Phase 1 studies in healthy adult subjects (ME3183-1 and ME3183-2 studies) have been
conducted and 126 individuals who received study treatment (96 subjects received ME3183 and
30 subjects recerved placebo). ME3183 was tolerable and safe in healthy adults up to 25 mg
single admimstration, and 10 mg twice daily (BID) and 15 mg QD for 14 days multiple
admimistrations. Frequently reported treatment-emergent adverse events (TEAEs), the TEAEs
reported by more than 2 subjects, in single administration were diarrhea, headache, lipase
mcreased, tachycardia, and nausea. The majority of TEAESs in single ascending dose (SAD)
studies were classified as mild. Most of the TEAESs were recovered/resolved within few days
without any medication. The serious adverse event (SAE) of severe vasovagal neurocardiac
syncope occurred in 12 5 mg subject. When ME3183 were admimistered repeatedly, the
frequently reported TEAESs were, medical device site reaction, headache, diarrhea, abdominal
pain, vonuting, nausea, hematochezia, back pan, arthralgia, pam in extrenmty, myalgia,
dermatitis, decreased appetite, and dysmenorrhea. The majority of TEAEs m multiple ascending
dose (MAD) study were classified as nuld. All TEAEs were temporal and resolved during the
dosing period. No SAE was occurred in MAD study.

ME3183 was adnunistered to healthy adult subjects in erther i suspension (1 mg to 12.5 mg) or
capsule (12.5 mg to 25 mg) in SAD studies. ME3183 was absorbed orally in both form with peak
concentration recorded at approximately 3.5 hours to 4 hours postdose and was elininated
slowly with an elinunation half-life (t12) of approximately 16 hours to 24 hours. The means of
Cumax and AUC mncreased slightly greater than a dose proportionality from 1 mg to 10 mg
suspension, while Cp.; and AUC mcreased almost dose proportionally over the dose range of
12.5 mg to 25 mg of capsule adnministration. The means of Cy.x and AUC 1n

(metabolite of ME3183) were approximately ﬁ‘nm.% to .% compared with those of ME3183
at each dose level. As the dose of ME3183 increases, the ratio of Cp., and AUC nf- to
ME3183 tended to decrease. The mean of cumulative uninary excretion rate m ME3183 wasl%
tcl% which was quite small.

In the MAD study, the means of Cnax and AUC mcreased over the dose range of 2.5 mg BID to
10 mg BID. The mean Cmax increased by 4- to 5-fold with multiple dosing from Day 1 to Day 14,
1n all the BID dose groups. The mean Cmax increased by 2-fold with multiple dosing from Day 1
to Day 14, in 15 mg QD dose group. The mean plasma concentration in the steady-state of
ME3183 was achieved around Day 3 to Day 4 1n all the groups.

PK profiles of ME3183 and [JiJJJ] were affected slightly by food intake. The food intake
decreased the systemic exposures of ME3183 after single dose of ME3183. The time to peak
plasma concentration of ME3183 under fed condition was delayed by approximately 2 hours
compared with that under fasted condition. The observed geometric means were in the ratio
(fed/fasted) of 65% for Cpax and 82% for area under the plasma concentration-time curve from
time zero to infimty (AUCy...). There was no apparent difference of t;, of ME3183 between
fasted and fed conditions.
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Refer to the IB for further details on clinical studies with ME3183.
5.3 Clinical Risks/Benefits of ME3183

ME3183 was tolerable and safe in healthy adults up to 25 mg single admimstration and 10 mg
BID and 15 mg QD for 14 days multiple adnunistrations. The frequently reported adverse drug
reactions (ADRs), the ADRs reported by more than 2 subjects, in single admimistration were
diarrhea, tachycardia, and lipase increased. Majority of ADRs were classified as mmld. All events
except for vasovagal neurocardiac syncope were recovered/resolved within few days without any
medications. No subjects discontinued the study due to ADRs m SAD studies.

One subject m 12.5 mg suspension group experienced an SAE of severe vasovagal neurocardiac
syncope during ME3183-1 SAD study. The subject had a prior history of syncope and dizziness
likely due to orthostatic intolerance. The subject was tested with the tilt table test and showed a
vasovagal response clearly, suggesting the subject had a nisk factor of syncope.

When ME3183 was administered repeatedly, the frequently reported ADRs, the ADRSs reported
by more than 2 subjects, were headache, diarthea, abdomuinal pain, vomiting, nausea, and
decreased appetite. The number of ADRs of diarrhea increased with the dose. Nausea and
vomiting were noted in higher doses (10 mg BID and 15 mg QD). Drarrhea was noted in the
early period of dosing, around Day 1 to Day 2, in all dose groups. Headache began from around
Day 7 in lower dose (2.5 mg BID or 5 mg BID) and from Day 1 to Day 2 mn higher dose groups
(10 mg BID or 15 mg QD). Vonuting was observed from Day 7 sporadically, but resolved during
the dosing period. The majornity of ADRs were classified as nuld. There were 6 moderate ADRs
of headache, diarrhea, abdominal pain, vonuting, nausea, and tachycardia in 10 mg BID, and 1
moderate vonuting in 15 mg QD dose group. There was no severe ADR in MAD study. All
ADRSs were temporal and were resolved during the dosing period. In 10 mg BID dose group, 2
subjects withdrew consent due to adverse events (AEs). The ADRs observed in these 2 subjects
were headache, diarrhea, vomuting, feeling hot, nausea, abdominal pain, anxuety, and skin
exfoliation. The events such as nausea, vonuting and diarthea, and headache are known to be
side effects of existing PDE4 inlibitors.

The potential risks of ME3183 can be estimated based on the AE profile of aprenulast (a PDE4
mhibitor) presented in the commercial labeling. The common AEs include diarrhea, nausea,
vomiting, depression, weight decrease, upper respiratory tract infection, nasopharyngitis,
abdominal pain upper, and headache (Otezla package insert, USA, revised: 04/2020). Also, the
most common side effects of known oral PDE4 mhibitors are gastrointestinal (GI) effects such as
nausea, vomuting, and diarrhea (7) Additionally, GI motility disorder, inflammatory findings
mncluding artenitis/vasculitis, and QTe prolongation were reported based on the nonclinical
studies.

The potential side effects identified in ME3183 nonclimical studies and also in studies mvolving
other oral PDE4 inhibitors will be carefully monitored mn the current study. The GI motility
disorder will be 1dentified by monmitoring the subjects for any signs of abdominal discomfort,
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abdominal distension, abdomuinal pamn, nausea, vonuting, loss of appetite, and constipation.
Besides the above, all subjects will be monitored for any cardiovascular manifestations using
vital signs and 12-lead electrocardiograms (ECGs). Drug class potential effects such as weight
loss and major depression will be monitored during this study. Weight will be measured at
scheduled wvisits throughout the study to check for any potential excessive weight loss. Subjects
with major depression or at risk for suicide will be excluded and suicidal ideation will be
assessed at Screening and/or Baseline by Columbia-Suicide Sevenity Rating Scale (C-SSRS).

Considering the above safety profile of ME3183, caution will be exercised (investigator’s
judgement) before randonuzing subjects with any climcally significant (CS) comorbidities
(cardiovascular, GL neurological, etc.). See Section 8 for detailed hist of inclusion and exclusion
criferia.

5.4 Study Rationale

This study 1s designed to assess the efficacy, safety, and tolerability of ME3183 admimstered
orally for 16 weeks mn subjects with moderate to severe plaque psoriasis as a proof-of-concept
study. Phase 1 studies with ME3183 showed 1t was safe and generally well tolerated in healthy
subjects. This 1s the first study in the target patient population.

Efficacy will be assessed through a set of validated measures for plaque psonasis. In addition,
PK and_ evaluations will be conducted. The results of the study will
inform the design and the dosing regimens of the subsequent study.

5.5 Rationale for Dose Selection

Four different dose levels :I mg EI]}?. mg QD?. mg BID and. mg QD) were selected as
dosing regimens for this study. The dose regimens were selected based on the results of Phase 1
studies which have been concluded that ME3183 was safe and generally well tolerated in healthy
subjects.

The following points were considered for dose selection:

e  The doses were selected within the range of doses tested 1n the SAD and MAD cohorts in
Phase 1 studies.

e  The nonchinical study of ME3183 showed that the mhibitory activity of ME3183 to TNF-u
production was stronger at 31 fumes than that of aprenulast. Given that the plasma
concentration, that 1s steady-state trough plasma concentration (Ceguen) and AUC, of selected
doses of ME3183 would be expected to be comparable to therapeutic exposure level
anticipated by the result of the nonclimical study.

e  High doses were selected within the tolerable dose (20 mg per day for 14 days) in Phase 1
studies, to assess the near maximally therapeutic responses. Exposure level, that 1S Cmax and
AUC per day, of selected doses were estimated not to exceed the exposure level of 10 mg
BID.
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* Based on the PK profile of ME3183 1n Phase 1 studies, a QD dosing regimen was selected
in addition to the BID dosing regimen.

Refer to the IB for complete details for safety and PK.
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6 STUDY OBJECTIVES AND ENDPOINTS
6.1 Study Objectives
6.1.1 Primary Objective

e To evaluate the efficacy of oral ME3183 compared with placebo at Week 16 1n subjects
with moderate to severe plaque psoriasis as measured by the Psoriasis Area and Seventy
Index (PASI) score

6.1.2 Secondary Objectives

e To evaluate the safety and tolerability of oral ME3183 in subjects with moderate to
severe plaque psorasis
e To evaluate the efficacy of oral ME3183 in subjects with moderate to severe plaque

psonasis at various time points

e To evaluate the effect of oral ME3183 on patient-reported outcome (PRO) measures in
subjects with moderate to severe plaque psoriasis

e To evaluate the PK of ME3183 and 1ts metabolite -) mn subjects with moderate to
severe plaque psoriasis who are treated with oral ME3183

6.1.3 Exploratory Objectives

6.2 Study Endpoints
6.2.1 Primary Endpoint

The primary efficacy endpoint 1s the proportion of subjects achieving = 75% reduction from
Baseline in the PASI score (PASI-75) at Week 16.

6.2.2 Secondary Endpoints

6.2.2.1 Safety Endpoints

The safety endpoints are as follows:

e The mcidence, severity, and seriousness of AEs reported over the 16-week Treatment
Period and the 4-week Follow-up Period
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e Changes from Baseline in CS physical exanunation findings and vital sign measurements
(blood pressure, heart rate, respiratory rate, body temperature, and body weight) over the
16-week Treatment Period and the 4-week Follow-up Period

e Changes from Baseline in ECG findings over the 16-week Treatment Period and the
4-week Follow-up Period

e Changes from Baseline in safety laboratory values (hematology, coagulation, blood
chemustry, and urinalysis) over the 16-week Treatment Period and the 4-week Follow-up
Period

6.2.2.2 Efficacy Endpoints
The secondary efficacy endpoints are as follows:

e The percent change from Baseline in PASI score at all visits from Week 1 to Week 16

e The proportion of subjects achieving PASI-50, PASI-75, PASI-90, PASI-100 at all visits
from Week 1 to Week 16

e Time to PASI-50 and PASI-75

e The proportion of subjects achieving a Static Physicians Global Assessment (sSPGA)
score of “0” (“clear”) or “1” (“almost clear””) combined with 2-pomnt reduction on the
5-point sSPGA scale at all visits from Week 1 to Week 16

e The change from Baseline in affected body surface area (BSA) at all visits from Week 1
to Week 16

e The change from Baseline in the itch numerical rating scale (NRS) at all visits from
Week 1 to Week 16

e The change from Baseline in the Dermatology Life Quality Index (DLQI) score at all
visits from Week 1 to Week 16

e Percentage of subjects with at least a 5-point reduction from Baseline in the DLQI score
at all visits from Week 1 to Week 16

6.2.3 Pharmacokinetic Endpoint

The PK endpont 1s the Cuouzn 0f ME3183 and 1ts metabolite l-)_

6.2.4 Exploratory Endpoints
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7 INVESTIGATIONAL PLAN
7.1 Description of Overall Study Design and Plan

This multi-center, randomized, double-blind, placebo-controlled, parallel group, Phase 2a study
1s designed to assess the efficacy and safety of ME3183 admimstered orally in subjects with
moderate to severe plaque psoriasis. The study consists of a 4-week Screening Period (Day -28
to Day -1), a 16-week double-blind Treatment Period (Day 1 to Day 113), and a 4-week Follow-
up Peniod (Day 114 to Day 141). The total duration of study participation for each subject 1s
approximately 24 weeks.

Note: The study drug 1s admimistered from Day 1 to Day 112 in the Treatment Period and the end
of Treatment Period assessments will be performed on Day 113.

The duration of the Follow-up Period 1s from Day 114 to Day 141 and the end of Follow-up
Period assessments will be performed on Day 141.

A suitable number of subjects with moderate to severe plaque psoriasis will be screened to
randonuze approximately 125 subjects across approximately 30 study sites i the Umted States
and Canada. Subjects will be centrally randomuized (25 subjects per treatment group) in a
1:1:1:1:1 ratio to 1 of the following treatment groups to receive oral ME3183 or matching
placebo for a duration of 16 weeks.

e Treatment Group 1:I mg ME3183 BID adnimstered nra]l}r_l capsule nfl mg ME3183
andl capsules of matching placebo in the morming and evening

e Treatment Group 2: . mg ME3183 QD admimistered f.)rall},rzl capsules nfl mg ME3183
andl capsule of matching placebo mn the moming and 3 capsules of matching placebo 1n
the evening

e Treatment Group 3: . mg ME3183 BID adnunistered nrall"_s,rzl capsule nfl mg
ME3183 andl capsule of . mg ME3183 aﬂdl capsule of matching placebo in the
mormng and evening

e Treatment Group 4f mg ME3183 QD admimistered orally: I capsules nfl mg ME3183
in the morming and |l capsules of matching placebo in the evening

e Treatment Group 5: Matching placebo BID admimistered nra]_lj,rzl capsules of matching
placebo 1n the morning and evening

To promote balanced allocation, randomization will be stratified by subject’s receipt (yes/no) of
previous treatment with biologic drug for psonasis. Each treatment group will include
randonuzed subjects who 1) are bio-naive and 2) received previous treatment with a biologic
drug for psoriasis. Bio-naive subjects will be randomized above 50% of the planned total subject
randonuzation. After randomization of subjects has reached the maximum percentage as
determined by the sponsor based on enrollment rates for subjects that have received previous
treatment with a biologic drug for psoriasis, randomization in this group may be stopped and the
study sites will be mformed accordingly.
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Screening Period (Day -28 to Day -1):
A suitable number of subjects with moderate to severe plaque psonasis will be screened based on
the inclusion and exclusion critena.

Treatment Period (Day 1 to Day 113):

During the Treatment Period, the first dose of the study drug will be admuinistered in the evening
upon the subject refurning to their home on Day 1 (Visit 2) and the last dose will be self-
admimistered by the subject on Day 112 (the day before Visit 8). Subjects will self-administer the
study drug at home when they are not visiting the study site for climical visits (see Table 1 for all
the scheduled visits). The total number of capsules needed for at home adnumistration will be
dispensed during each study site visit. See Section 9.2 for additional details.

All randomized subjects will be evaluated for efficacy, safety and tolerability, PK, and.
assessments at scheduled wvisits per Schedule of Assessments (Table 1).

Efficacy assessments (1e, PASI BSA, sPGA, and PRO assessments [DLQI and the itch NRS])
will be assessed at scheduled visits as indicated in the Schedule of Assessments (see Table 1 for
all the scheduled wvisits). Refer to Section 11 for more details on efficacy assessments.

Safety and tolerability will be assessed by physical exam, monitoring for AEs and SAEs,
demographics, medical history, vital signs, ECG, and safety laboratory tests (hematology,
coagulation, blood chemistry, and urinalysis) at scheduled visits as indicated in the Schedule of
Assessments (see Table 1 for all the scheduled wvisits). Complete details on the safety and
tolerability assessments are provided in Section 12.

Refer to Section 13 and Section 14.1 for PK and_ assessments, respectively.

Follow-up Period (Day 114 to Day 141):
Subjects will be followed up to 4 weeks after the last dose of the study treatment. Refer to
Table 1 for a complete list of assessments to be performed during the follow-up visit.

Order of Assessments Duning Each Study Site Visit:

The following priority order should be considered when more than 1 assessment 1s required at a
particular time point, with PK and. blood sampling performed at the specified time:

12-lead ECG

Vital signs

Blood sampling for safety laboratory tests, PK, and. assessments

el o

4. Efficacy assessments
Figure 1 presents the study design.
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Figure 1. Study Design

Screening Period Treatment Pariod Follow-up Period
(4 woaaks) (16 weaks) 4 weaks)

Group1: ME3183[fjmgBID 3

Group 2 : ME3183 [fmg QD >

[Group 3: ME3163 [ilimgBID >

Groupd: ME3IS3[me QD

Group 5 : Placebo 5 p
Day -28 Day 1 Day 113 Day 141
(Wook -4) {Week 0] {(Weok 16) (Week 20)

Randomization
1:1:1:1:1
(N=125)

Abbreviations: QD = once daily; BID = twice daily; N = approximate number of subjects to be randomized.

7.2 Discussion of Study Design

A double-blind, randomized, placebo-controlled study 1s considered a gold-standard for
conducting any interventional study. This design will mimimize bias and provide reference data
(1e, data from placebo treatment group) for companson of the efficacy and safety parameters of
the ME3183.

Psonasts 1s a chronic immune-mediated inflammatory disorder, which requures a chromic
therapy. Primary efficacy assessments of psoriasis clinical studies are usually performed at 12 or
16 weeks after imtiation of study treatment. Thus 1s therefore considered an acceptable treatment
duration to observe a CS response that allows for discriminating among different tested doses of
ME3183. Primary evaluations of aprenulast, the only PDE4 mhibitor currently approved for
psoriasis treatment, were also conducted at week 16. A 16-week Treatment Period was also
deemed acceptable for the placebo arm because psonasis is not a life-threatening disease; in case
of unbearable flares, subjects can discontinue early from the study and receive appropriate
treatment.

7.3 End of Study

A subject will have fulfilled the requirements for study completion 1f/when the subject has
completed all study periods (1e, Screeming Period, Treatment Period, and Follow-up Period) as
indicated in the Schedule of Assessments (Table 1).

The end of the study or study completion will be the last subject’s last visit for any
protocol-related activity.
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7.4 Early Termination

If a subject withdraws or 1s termunated from study treatment prior to completion of all study
periods, all data collected at Visit 8 (Day 113) should be collected at the time of early
termunation. The subject will be asked to return to the study site 4 weeks after the last dose of
study drug to complete the follow-up visit assessments (those performed on Day 141) as
indicated in the Schedule of Assessments (Table 1).
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8 SELECTION OF STUDY POPULATION

Section 7.1 provides mformation regarding number of subjects planned to be randonized.

8.1 Inclusion Criteria

Individuals must meet all of the followmg critena to be mcluded in the study:

1.

10.

Subject 1s willing and able to participate in the study and has read, understood, and
signed the informed consent form (ICF) according to national regulations.

Subject 1s a male or female aged 18 to 75 years (inclusive) at the time of consent (1e,
Screening).

Subject has a body mass index (BMI) > 18.5 to < 40 kg/m’ at Screening.

Subject has a diagnosis of plaque psonasis for = 24 weeks prior to Screening.

The subject’s symptoms of plaque psoriasis are stable in the opinion of the investigator.
Stable 1s defined as no acute deterioration (eg, pustulation or erythroderma) within 12
weeks before Screeming and no rebound of plaque psorniasis within 4 weeks before
Screening.

The subject’s seventy of disease meets all of the following criteria:

e Psonatic plaques must cover = 10% of BSA at Screening and Baseline

e PASI score 12 to 40 at Screeming and Baseline

e sPGA =3 at Screeming and Baseline

Subject 1s deemed by investigator to be eligible for phototherapy or systemic therapy.

Subject agrees to avoid prolonged exposure to sunlight or use of artificial sunbathing
(eg, tanming booths) or other ultraviolet (UV') light sources during the Treatment Period.

Subject, 1f female and of childbearing potential, must have a negative serum pregnancy
test at Screening and negative unine pregnancy test at Baseline. Any women of
childbearing potential (WOCBP) must agree to sexual abstinence or to use a hughly
effective contraceptive measure starting at Screening, continung throughout the entire
Treatment Period, and for at least 4 weeks after taking the last dose of study treatment. A
female subject 1s considered to be a WOCBP after menarche and until she 1sin a
postmenopausal state for 12 months or otherwise permanently sterile (for which
acceptable methods include hysterectomy, bilateral salpingectomy, and bilateral
oophorectomy). For the defimition and a complete list of acceptable contraceptive
measures see APPENDIX 1.

Subject, 1f a fertile male, agrees to sexual abstinence or to use a condom during sexual
activity with their female partner of childbearing potential starting at Screening,
continuing throughout the entire Treatment Period, and for at least 4 weeks after taking
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11.

12

the last dose of study treatment. A male subject 1s considered fertile after puberty unless
permanently sterile by bilateral orchudectomy. Additionally, if their partner 1s a WOCBP,
then their partner should be advised to use a ughly effective contraceptive measure
during sexual activity starting at Screening, continuing throughout the entire Treatment
Period, and for at least 4 weeks after taking the last dose of study treatment. For the
definition and a complete list of acceptable contraceptive measures see APPENDIX 1.

Subject, 1f female, must agree to not donate, or retrieve for her own use, ova starting at
Screeming, continmung throughout the entire Treatment Period, and for at least 4 weeks
after taking the last dose of study treatment.

Subject, 1f male, must agree to not freeze or donate sperm starting at Screenming,
continuing throughout the entire Treatment Period, and for at least 4 weeks after taking
the last dose of study treatment.

8.2 Exclusion Criteria

Individuals meeting any of the following criteria at Screeming or Baseline (as applicable) are
meligible to participate in this study:

1.

Subject has a diagnosis of non-plaque psonasis (predonunantly guttate, pustular,
mverse, or erythrodermic) or drug-induced psonasis.

Subject has any unstable or CS (as determuned by the investigator) cardiac,
endocrinologic, gastroenterologic, pulmonary, neurologic, psychiatric (such as major
depression), hepatic, renal, hematologic, immunologic disease, or other disease (eg,
uncontrolled diabetes) that would place the subject at unacceptable nisk if they were to
participate in the study.

Subject has suicidal ideation or behavior in the past 12 months as indicated by a positive
response (yes) to questions 3, 4, or 5 on the C-SSRS completed at Screening and/or at
Baselne.

Subject has a present recurrent medical condition associated with significant GI events
(eg, nausea, vonuting, constipation, abdonunal paimn, diarrhea).

Subject has any condition that would confound the ability to interpret data from the
study (eg, eczema, atopic dermatitis, lupus, nflammatory bowel disease).

Subject has any degree of dysphagia that may interfere with the oral dosing of the study
treatment.

Subject has a history of allergy or hypersensitivity to any component of the study
treatments.

Subjects who have had a prior laboratory confirmed COVID-19 test or have been in
close physical contact (6 feet or closer for at least 15 nunutes) with a person who 1s
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9.

10.

11.

12

13.

14

15.

16.
17.

known to have laboratory confirmed COVID-19 or with anyone who has any symptoms
consistent with COVID-19 within the past 14 days at Screeming or Baseline.

Subjects experiencing any of the following symptoms at Screeming or Baseline:
e Fever or chulls

Cough

Shortness of breath or difficulty breathing

Fatigue

Muscle or body aches

Headache

New loss of taste or smell

Sore throat

Congestion or runny nose

Nausea or vonuting

Diarthea

Subject has active or chromic hepatitis B virus (HBV) or hepatitis C virus (HCV)
mfection as per Screemng viral serology tests. Exception: If the subject has recerved
documented treatment which was curative for HCV and tests negative for HCV RNA at
Screemng, the subject may be considered for randomization.

Subject 1s posttive for the HIV antibodies (HIV-1 or HIV-2) at Screening or has a
listory of congenital or acquired immunodeficiency (eg, common varnable
immunodeficiency disease).

Subject has a recent history of drug, substance, or alcohol abuse/dependence within
1 year prior to Screeming as determuned by the mvestigator.

Subject has an active infection (bactenia, viral, fungal, etc ) requiring treatment with
systemic antibiotics within 4 weeks of Screening. Any treatment for such infections
must be completed at least 4 weeks prior to Screening.

Subject has active tuberculosis or history of incompletely treated tuberculosis per
medical history.

Subject has a malignancy or history of malignancy (except for treated [1e, cured] basal
cell or squamous cell in situ skin carcinomas and treated [1e, cured] cervical
mtraepithelial neoplasia or carcinoma i situ of the cervix with no evidence of
TecurTence).

Subject 1s pregnant or breastfeeding at Screening or at Baseline.

Subject has a history of lack of efficacy (mnadequate efficacy when used in adequate
dose and duration in accordance with the approved label) to any biological products for

psomnasis.
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18.

19.

20.
21

22

23

24

25.

26.

27.

28.

Subject has received 2 or more biological products in the past for the treatment of
psomnasis.
Subject has a history of lack of efficacy to 2 or more non-biologic systemic therapy due

to inadequate efficacy when admuinistered in adequate dose and duration n accordance
with their label (approved in the subject’s country) for psonasis.

Subject has received any prior treatment with apremuilast or any other PDE4 mhibitor.

Subject has received ustekinumab, secukinumab, brodalumab, 1xekizumab, guselkumab,
risankizumab, tildrakizumab, or briakinumab (or any other therapeutic agent targeting
II-12, IL-17, or IL-23) within 24 weeks of first adnunistration of study treatment.

Subject has received TNF-o inhibitor(s)/blocker(s) within 8 weeks of first adnimstration
of study treatment.

Subject has received natalizumab (an mtegrin receptor antagonist), or agents that
modulate B cells or T cells (eg, alemtuzumab, abatacept, alefacept) within 12 weeks of
first adnunistration of study treatment.

Subject has received rituximab within 24 weeks of first admmmistration of study
treatment.

Subject has received any systemic immunosuppressants (eg, methotrexate, azathioprine,
cyclosporine, 6-thioguanine, mercaptopurine, mycophenolate mofetil, hydroxyurea,
tacrolimus), any protein kinase inhibitor (eg, tofacitimib, baricitinib, peficitimb,
upadacitimb), or anakinra within 4 weeks of the first admmunistration of study treatment.

Subject has received phototherapy (eg, ultraviolet B including narrow band ultraviolet
B, Goeckerman therapy, and excimer laser or psoralen ultraviolet A) or any systemic
medications/treatments that could affect psoriasis or sSPGA evaluation (including, but not
limited to, oral or injectable corticosteroids, retinoids, 1,25-dihydroxy vitamin D3 and
analogues, psoralens, sulfasalazine, or fumaric acid derivatives) within 4 weeks of the
first adnunistration of study treatment.

Subject has had a recent mitiation of a drug that 1s known to potentially cause or
exacerbate psoriasis (including, but not limited to, beta-blockers, lithmm, and
anti-malarials) within the 8 weeks prior to the first adnunistration of study treatment; a
subject who has been on a stable dose for at least 8 weeks prior to the first
adnuinistration of study treatment without exacerbation of psoriasis may be randomzed
and does not need to discontinue these medications.

Subject has vused topical medications/treatments that could affect psonasis or sSPGA
evaluation (including, but not limited to, corticosteroids, anthralin, calcipotriene, topical
vitamun D dervatives, retinoids, tazarotene, methoxsalen, tnmethylpsoralen,
pimecrolimus, tacrolimus, or PDE4 mhibitor) within 2 weeks of the first admumistration
of study treatment.
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29_ Subject has received an investigational drug for biologic therapy within the previous
24 weeks prior to the first adnunistration of study treatment or received any other
non-biologic investigational therapy/drugs or device within 4 weeks or 5 half-lives
(whichever 1s longer) prior to the first admimstration of study treatment.

30. Subject has received any prior treatment with ME3183.
31. Subject has any of the following abnormal laboratory test findings at Screening.

e Abnormal hepatic function
0 Aspartate aminotransaminase or alanine anunotransaminase = 2 % upper limit
of normal or
o Total bilirubin = 2 x upper limit of normal, unless the subject has a diagnosis
of Gilbert’s syndrome
White blood cell count < 3000/mm’ (< 3.0 x 10°/L)
Neutrophil count < 1000/mm’ (< 1.0 x 10°/L)
Platelet count < 100,000/puL (< 100 x 10°/L)
Hemoglobin < 8.0 g/dL.
Creatinine clearance estimated by Cockeroft-Gault formula < 60 mL/min
Hemoglobin Alc > 9.0%

32. Subject has a CS abnormality on a 12-lead ECG or QTcF > 450 msec at Screening or
Baselne.

33. Subject has a systolic blood pressure = 160 mmHg or a diastolic blood pressure
= 100 mmHg (based on at least 2 repeat measurements) at Screening.

34. Prisoners or subjects who are mcarcerated for any reason.

35. Subject has any other factor constituting disqualification for study inclusion in the
judgement of the investigator.

See APPENDIX 2 for details on the medications and procedures that are prohibited prior to
randomuzation and during the course of the study unless otherwise specified.

8.3 Rescreening

Individuals who failed the mitial Screeming may be considered for rescreening up to 1 time, upon
approval of Sponsor and/or Medical Monitor on a case-by-case basis. All assessments will be
repeated when rescreeming. When re-testing within the same 28-day Screening Period, only the
exclusionary laboratory tests will be repeated once in case the exclusionary laboratory result was
not due to a pathological condition and was occasional (except for individuals who have positive
viral serology results).

8.4 Study Withdrawal, Removal, and Replacement of Subjects

Although the importance of completing the entire clinical study will be explained to the subjects,
any subject 1s free to discontinue his/her participation in the study at any time and for whatever
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reason, specified or unspecified, and without any prejudice. No constraints are to be imposed on
the subject, and when appropnate, a subject may be treated with other conventional therapy
when climically indicated. Investigators or the Sponsor can also withdraw subjects from the
clinical study if deemed to be necessary.

If a subject discontinues study treatment and/or 1s withdrawn from the study for any reason, the
study site must immediately notify the Medical Monitor. The date and the reason for study
discontinuation must be recorded on the electronic case report form (eCRF). Subjects who do not
complete or discontinue early from the study treatment will be asked to return to the study site to
complete assessments as indicated in the Schedule of Assessments (Table 1).

In the event that a subject discontinues prematurely from the study treatment because of a TEAE
or serious TEAE, he/she will be followed up until 1t resolves (returns to normal or Baseline
values) or stabilizes, or until it 1s judged by the investigator to no longer be CS. If a TEAE or
SAE 1s causing a long-term effect and could not be followed until resolution, the reason for not
following up any further must be recorded in the source document.

Once a subject 1s withdrawn from the study, the subject cannot reenter the study.
A subject may voluntarily withdraw or be withdrawn from the study treatment or the study at any
time for reasons mcluding, but not limited to, the following:
e progressive disease
e unacceptable toxicity or AE
e QT interval corrected using Fridericia’s formula (QTcF) >500 msec
e subject withdrawal of consent: at any fime, a subject's participation mn the study may be
termunated at his/her request or on the basis of the mvestigator’s climical judgement. The
reason for subject withdrawal will be noted in the eCRF
e ntercurrent illness: a condition, injury, or disease unrelated to the primary diagnosis that
became apparent during treatment and necessitated the subject’s termination from the
study
e general or specific changes in the subject's condition that renders him/her meligible for
further treatment according to the inclusion/exclusion criteria
e subject fails to adhere to the protocol requirements (eg, drug noncompliance, failure to

return for defined number of visits, used or require to use any of the prohibited
conconutant medication or procedures [see APPENDIX 2])

e lost to follow-up: the subject stopped comung for wvisits, and study personnel are unable to
contact the subject

e subject has any other factor constituting disqualification for study inclusion in the
judgement of the investigator
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e pregnancy, as indicated in Section 12.6.6.

Additionally, the Sponsor may stop the study at any time for safety, regulatory, legal, or other
reasons aligned with Good Climical Practice (GCP). This study may be termunated at the
discretion of the Sponsor or any regulatory agency. An investigator may elect to discontinue or
stop the study at his or her study site for any reason, including safety or low randonuzation.

Withdrawn subjects may not be replaced once randonuzed.

8.4.1 Pregnancy

The safety of ME3183 in pregnant or lactating women has not been established.

Subjects will be instructed that a known or suspected pregnancy occurring during the study wall
be confirmed by serum testing and reported to the investigator. If a subject becomes pregnant,
the mvestigator must withdraw the subject from the study treatment without delay. The subject
must not receive any further doses of the study drug and will be asked to return for the follow-up
visit 4 weeks after the last dose of study drug. The mvestigator should also be notified of
pregnancy occurning during the study but confirmed after completion of the study. In the event
that a female subject or female partner of a male subject 1s subsequently found to be pregnant
after inclusion in the study, any pregnancy will be followed to term, and the status of mother and
child will be reported to the Sponsor (or designee) after delivery. See Section 12.6.6 for further
reporting and monitoring details.

The mvestigator should notify the Sponsor (or designee) on a Pregnancy Reporting form within
24 hours of knowledge of the pregnancy. Full details of the pregnancy will be recorded on the
withdrawal page (exit form) of the eCRF, or an SAE report will be completed if the subject has
completed the study. Pregnancy is not to be considered an AE; however, spontaneous
miscarriages, congenital abnormalities, and any premature termination of pregnancy will be
reported as SAEs as described i Section 12.6.6.

8.4.2 Lost to Follow-Up

A subject will be considered lost to follow-up 1f he or she repeatedly fails to return for scheduled
visits and 1s unable to be contacted by the study center.

Reasonable efforts will be made to contact subjects who are lost to follow-up. These efforts must
be documented in the subject’s source document.
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9 TREATMENTS
9.1 Details of Study Treatments

ME3183 l mg, . mg, ll mg and il mg) and a matching placebo will be prepared using the
followmg ME3183 and placebo capsules:

e ME3183 Capsule. mg
e ME3183 Capsule| mg

e ME3183 Placebo Capsule
Refer to the IB for complete details on the study treatment.
A designated pharmacist will dispense the study drugs at each visit. Additional details on
dispensing of the study drugs will be provided in the pharmacy manual
9.1.1 Description of Active Study Treatment

ME3183 1s a white crystalline powder that 1s formulated as capsules.
9.1.2 Description of Placebo Study Treatment

Placebo will be identical in appearance to active study treatment and contains the same inactive
ingredients as the active formulation but without the active ingredient.

9.1.3 Packaging and Labeling

The mvestigational study drugs will be packaged and labeled according to applicable local and
regulatory requirements. Labeling will fulfill the Good Manufacturing Practice requirements and
will comply with legal requirements of each country. ME3183/placebo capsules are packaged in
press through pack sheet (21 capsules per sheet) and a child-resistant blister pack. Blister packs
will be dispensed by a designated pharmacist at each visit for morming and evening doses.

Climical supplies are to be dispensed only in accordance with the protocol. Study drug labels will
not bear any statement that 1s false or nusleading 1n any manner or represent that the study drug
1s safe or effective for the purposes for which 1t 1s being mmvestigated. Labels on the blister packs
will contain the following open-label information:

¢ Protocol number

¢ Medication number

e Expiration date

¢ Identical batch number

e Content: 21 capsules/ sheet, 2 sheets/ child-resistant blister pack

e Storage condition: .“C to ."C '{’F to .{’F)

¢ Durections: For oral use

e Caution: New Drug — Investigational Use Only

e  Sponsor name and address
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9.14 Study Drug Storage

All study drug supplies must be stored at ambient temperature "’C t@.“C ."F t@.{’F])_
Study drugs must be received by a designated person at the study site, handled and stored safely
and properly, and kept 1n a secured location in accordance with the labeled storage conditions.

9.1.5 Study Drug Retention

Study drug must be retained until completion or termination of the study, and wrnitten
authorization from the Sponsor has been recerved. The details regarding the study drug retention
will be detailed in the Pharmacy Manual All unused and used study drug should be returned to
the distributor, 1f specified by Sponsor. It 1s the investigator’s responsibility to ensure that the
Sponsor has provided written authorization prior to return or destruction, and that approprate
records of the disposal are documented and maintained. No used or unused study drug may be
disposed until fully accounted for by the study monitor.

9.2 Daosage Schedule

The first dose of the study drug will be adnunistered in the evening (upon returning to their home
after the Day 1 [Visit 2] assessments are completed) within approximately 30 nunutes after a
standard meal and the last dose will be self-administered by the subject at home on Day 112 (the
day before Visit 8) within approximately 30 nunutes after a standard meal. On Day 1, all subjects
will recerve the study drugs in the evening. From Day 2 to Day 112, all subjects will receive the
study drugs mn the morning and evening.

At Home Dosing:

The study drug must be taken in the mornings and evenings approximately 12 hours apart with
water within approximately 30 nunutes after a standard meal Subjects will be advised to take the
study drug at approximately the same time each day without fail

At Study Site:

For all the study site visits, subjects will arrive at the study site after fasting overmight (except
water) for at least 10 hours. All the safety laboratory tests, efficacy assessments, and PK and.
assessments (per Schedule of Assessments; Table 1) will be performed upon arrival at the study
site. Refer to Section 7.1 for the order in which the assessments should be performed. Subjects
will be released after all the scheduled assessments are performed and will be advised to take the
morning dose of the study drug upon returning to their home and within approximately

30 munutes after a standard meal.

For the purposes of PK analysis, the actual date and time of the adnimistrations (both morning

and evening in the previous day) and each blood sample collection will be recorded on the
subject’s eCRF at all visits where PK blood samples are to be collected.

Subjects will be advised to refurn the unused study drug durning each study site visit for
comphiance check.
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Subjects must stop using any permitted topical preparations 24 hours prior to scheduled study
site visit starting from Visit 2 (Day 1). See Section 9.6 for additional details.

9.3 DMeasures to Minimize Bias
9.3.1 Method of Study Treatment Assignment

Prior to dosing on Day 1, all the eligible subjects will be randomly assigned to 1 of the

5 treatment groups m a 1:1:1:1:1 ratio. Subjects will be assigned a randonization number
through mteractive web response system (IWRS), in accordance with the randomization code
generated by the authorized personnel at FPD - An unblinded, independent study
statistician will be assigned to produce the randomuzation schedule. At study site, the
randonuzation schedule will only be accessible to authorized pharmacy personnel. Once a
randonuzation number 1s allocated to 1 subject, 1t may not be assigned to another subject even 1f
the former discontinued the study.

To promote balanced allocation, randomization will be stratified by the subject’s receipt (yes/no)
of previous freatment with a biologic drug for psonasis. Bio-naive subjects will be randommzed
above 50% of the planned total subject randonuization.

9.3.2 Blinding

This 15 a double-blind study.

An TWRS will be used for subject randomuzation and a umque subject identification number will
be assigned automatically. According to the randommzation schedule as indicated in the Schedule
of Assessments (Table 1), the investigator or designee will obtain the study drug kit number from
the IWRS for the subject, and the number will be provided to the pharmacist or designee at the
study center who 1s responsible for handling the study drugs. This pharmacist or designee will
dispense the study drug to the subject based on the study drug kit number generated from the
IWRS. An unblinded, independent study statistician will be assigned to produce the
randomuzation schedule. No other study site personnel, subjects, Sponsor personnel, or Sponsor
designees will be unblinded to treatment assignment throughout the duration of the study unless
unblinding 1s requured. If an investigator becomes unblinded to a given subject’s study treatment,
that subject will be discontinued from the study unless there are ethical reasons for that subject
not to be discontinued; approval from the Medical Monitor must be obtained in such mstances.
In the event that emergency unblinding 1s requured for a given subject because of AEs or
concemns for the subject’s safety or wellbeing, the mvestigator may break the randomization code
for the subject via the IWRS, by which system the unblinding will be captured. The investigator
1s responsible for notifying the Medical Monitor and/or Sponsor of such an event as soon as

possible. The unblinding and 1ts cause will also be documented in the eCRF.

The bioanalytical laboratory will receive a copy of the randomuzation schedule for PK analysis,
as the Sponsor does not mtend to analyze the samples from the placebo group. The blinding
procedure will be documented m a separate document.
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9.4 Daosage Modification
Dose modifications are not permuissible mn this study.
9.5 Treatment Accountability and Compliance

All the study drugs will be stored at a central drug distribution center maintained by FPD
and will be distributed to individual study sites as needed.

The pharmacist or designee will maintain records of study treatment delivered to the study site,
the mventory at the study site, the distrnibution to and use by each subject, and the return of
materials to the Sponsor for storage or disposal. These records should include dates, quantities,
batch/senial numbers, expiration dates, in-clinic temperature log, and umque code numbers
assigned to the product and study subjects.

At each visit after imtiation of treatment, study site personnel will record compliance of the
subject with the subject’s assigned regimen. Subjects will be mstructed to bring their
unused/partially used/empty study drug blister packs back for inspection at each study visit.
Subjects are to be reminded of the importance of comphance with their assigned regimen, with
an emphasis on taking their study drug on schedule, maintaimng the prescribed interval between
doses, and documenting the dose each day in the subject’s diary.

The mvestigators or designated study personnel will maintan records that adequately document
that the subjects were provided with the correct study treatment blister packs and reconcile the
products received from the central drug distributing center. Investigational product will not be
refurned to the Sponsor until accountability has been fully momtored.

Study drug blister packs must be returned at each visit, as compliance will be assessed by
capsule counts. Noncompliance 1s defined as taking less than 70% or greater than the protocol-
specified number of doses (ie, 2 doses per day) of study drug during any outpatient evaluation
period (visit to visit). Discontinuation for noncompliance is at the investigator’s discretion and 1s
to be noted in the eCRF.

9.6 Prior and Concomitant Therapy
9.6.1 Prior and Concomitant Medications

Restricted prior therapies are provided in Section 8.2 and a complete list of prohibited
conconutant medications and procedures prior to randomization and during the course of the
study 1s provided in APPENDIX 2.

All medications and other treatments (including supplements) taken by the subject during the
study, including those treatments mitiated before the start of the study, must be recorded in the
eCRF.

Medications taken by or adnunistered to the subject for the time period before Screening will be
recorded in the eCRF. After the Baseline visit, any concomuitant medication that 1s not restricted
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by the protocol 1s acceptable. The dosage regimen of any chronic medication should remain
unchanged as much as possible during the study. Any medication or therapy that 1s taken by or
administered to the subject prior to start of the study or during the course of the study must be
recorded on approprate pages of the eCRF. The entry must include the dose, unit, regimen,
route, indication, and dates of use. For any permutted topical medications taken for psonasis, the
area of the body to which they are applied should also be recorded.

The following topical therapy will be permutted:

1. Low-potency or weak corticosteroids (Class 6 [eg, betamethasone valerate lotion,
desonide cream, and fluocinolone acetonide solution] or Class 7 [eg, dexamethasone
sodium phosphate cream, hydrocortisone acetate cream, or methylpredmsolone acetate
cream] in the Umted States) will be allowed as background therapy for treatment of the
face, axillae, and groin i accordance with the manufacturers’ suggested usage during the
course of the study.

2. Coal tar shampoo and/or salicylic acid scalp preparations on scalp lesions will be
pernmutted to use by subjects with scalp psoriasis.

3. An unmedicated skin moisturizer (eg, Eucerin) will be permitted for body lesions only.

Subjects will be advised not to use the above topical preparations within 24 hours prior to any
study site visit.

Subjects will also be advised to protect against sun exposure through avoidance of prolonged
exposure to sun, use of protective clothing (long sleeves, pants, hats, etc.), and use of sunscreen
from at least 1 week prior to the first adnunistration of study treatment until the follow-up wvisit at
Week 20.

Subjects must avoid the use of artificial sunbathing (eg, tanming booths) or other UV light
sources during the Treatment Period.
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10 STUDY PROCEDURES

Table 1 outlines the timing of procedures and assessments to be performed throughout the study.
Section 125 specifies safety laboratory assessment samples to be obtamned. See Sections 11, 12,
and 13 for additional details regarding efficacy assessments, safety assessments, and PK
assessments, respectively. Details of other assessments such as_ are provided in
Section 14.

In case a randonuzed subject 1s not able to attend scheduled study visit on-site due to restrictions
related to SARS-CoV-2, a remote visit may be conducted instead (a phone call or a televisit).

It 1s strongly recommended to conduct the study assessments for the applicable visit as per
protocol Schedule of Assessments (see Table 1) as much as possible. If possible and 1f local
regulations allow and the subject agrees, tramed and authorized members of the site staff are
encouraged to collect study assessments, including samples for scheduled laboratory tests at
subject’s home or at a local facility. Alternatively, the subject could have the hematology,
coagulation, chemustry, uninalysis, and pregnancy testing at a local laboratory and the laboratory
reports will be provided to the investigator. The local laboratory results should be entered in the
eCRF.

Subjects with signs and symptoms of infection, mecluding SARS-CoV-2 infection should
immediately contact the mvestigator, who should mform the Medical Monitor or designee as
soon as possible to discuss subject’s continuation of study treatment. In case of suspicions for
SARS-CoV-2 mfection, relevant testing should be performed local site procedures. In case study
visits or assessments are not performed for reasons related to SARS-CoV-2 restrictions, this
should be documented in the source documents and eCRF.
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Table 1. Schedule of Assessments
Screening . Follow-up
Period Treatment Period Period®
5 . Follow-up
' ;‘rf;“mg' 1 Visit 2 Visit 3 Visit 4 Visit 5 Visit6 | Visit7 | Visit 8? Visit
(Visit 9)
Week -4 Week 0 Week 1 Week 2 Week 4 Week 8 Week 12 | Week 16 Week 20
Davs -28 to -1 Dayv1 Day 8 Day 15 Day 29 Day 57 Day 85 Day 113+ Day 141**
Study Procedures - (Baseline) | (=1 day) (=l day) (£3 days) {£3 days) | (=3 days) | (=3 days) (=3 days)
Eligibility Assessments
Informed consent X - - - - - - - -
Inchision/exclusion criteria X X - - - - - - -
Demographics X - - - - - - - -
Dermatologic and medical X ) ) } ) ) ) ) )
history*
Prior and concomitant
medications/therapies and X X X X X X X X X
procedures
History of previous treatment
with a biologic dug for - X - - - - - - -
PSOriasis
C-55RS X X - - - - - - -
Safety Assessments
Physical examination X ) ) } ) ) ) ) )
(complete)
Physical examination
- X X X X X X X X
(targeted)
Height and weight? X - - - - - - - -
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Screening . Follow-up
Period Treatmeni Period Period®
. Follow-up
Screening | vy 9 Visit 3 Visit 4 Visit 5 Visit 6 Visit7 | Visit 82 Visit
(Visit 1) .
(Visit 9)
Week -4 Week 0 Week 1 Week 2 Week 4 Week 8 Week 12 | Week 16 Week 20
Davs -28 to -1 Dayv1 Day 8 Day 15 Day 29 Day 57 Day 85 Day 113+ Day 141**
Study Procedures - (Baseline) | (=1 day) (=l day) (£3 days) {£3 days) | (=3 days) | (=3 days) (=3 days)
Wital signs: blood pressure
(systolic ami diastolic), heart X X X X X X X X X
rate, respiratory rate, body
temperature, and body weight
12-lead ECGs® X X - - X X X X X
Safety Laboratory Tests
Viral serology® X - - - - - - - -
Hematology and i
Coagulation® X I X X X X
Blood chemistry X X X X X X X X X
Uninalysis X X X X X X X X X
Pregnancy test (serum
B-hCG) Xt - - - - - - - -
(WOCEP only)
Pregnancy test (urine p-hCG) ) Lm ) }
(WOCBP only) X i i = i =
Serum FSH
(postmenopausal women X - - - - - - - -
only)
AF Monitoring
Monitor for AFs and SAFs X X X X X X X X X
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Screening . Follow-up
Period Treatment Period Period®
. Follow-up
Screening | vy 9 Visit 3 Visit 4 Visit 5 Visit 6 Visit7 | Visit 82 Visit
(Visit 1) -
(Visit 9)
Week -4 Week 0 Week 1 Week 2 Week 4 Week 8 Week 12 | Week 16 Week 20
Davs -28 to -1 Dayv1 Day 8 Day 15 Day 29 Day 57 Day 85 Day 113+ Day 141**
Study Procedures - (Baseline) | (=1 day) (=l day) (£3 days) {£3 days) | (=3 days) | (=3 days) (=3 days)
Pharmacokinetic Assessments
PE sample (blood)® - - X - X X - X -
Efficacy Assessments
PASI score X X X X X X X X X
BSA X X X X X X X X X
sPGA X X X X X X X X X
FRO Itch NES - X X X X X X X X
assessments
DLQI - X X X X X X X X
Other Assessments
Medical photography (target ) ) ) ) )
skin lesion)? X X X X
Clinical Drug Supplies
Subject randomization - X - - - - - - -
Dispense study dmg - X X X X X X - -
Administration of study dmg? - X X X X X X - -
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Screening . Follow-up
Period Treatment Period Period®
. Follow-up
Screening | vy 9 Visit 3 Visit 4 Visit 5 Visit 6 Visit7 | Visit 82 Visit
(Visit1) (Visit 9)
Week -4 Week 0 Week 1 Week 2 Week 4 Week 8 | Week12 | Week 16 Week 20
Davs -28 to -1 Dayv1 Day 8 Day 15 Day 29 Day 57 Day 85 Day 113+ Day 141**
Study Procedures - (Baseline) | (=1 day) (=l day) (£3 days) {£3 days) | (=3 days) | (=3 days) (=3 days)
Subject to return back unused
study treatment for - - X X X X X X -
compliance check
Sclmdl_ll_e the date/time for the X X X X X X X X )
next visit
Discharge the subject from
the study site X X X X X X X X X

Abbreviations: -hCG = p-lmman chorionic gonadotropin; AE = adverse event; BMI = body mass index; BSA = body surface area; C-55ES5 = Columbia-Suicide
' - FSH = follicle-stinmlating hormone; HBV = hepatitis B virus;

Severity Rating Scale; DLQI = Dermatology Life Quality Index; E
HCV = hepatitis C virus; PASI = Psoriasis Area and Severity Index;

WK = pharmacokinetic; PRO = patient-reported outcome; QTcF =

QT interval corrected using Fridericia’s formmla; SAFE = serious adverse event; sPGA = Static Physicians Global Assessment; WOCBP = women of childbearing
potential; NES = numerical rating scale.
* The duration of the Treatment Period is from Day 1 fo Day 112 and the end of Treatment Period assessments will be performed on Day 113.

** The duration of the Follow-up Period is from Day 114 to Day 141 and the end of Follow-up Period assessments will be performed on Day 141.

* or Early Termination Visit.

® Subjects who discontinued or withdrew early from study treatment should return after 4 weeks of last dose of study treatment for follow-up safety assessments.
© Must include history of drug, substance, or alcohol abuse/dependence within 1 year prior to Screening as determined by the investigator.
4 Record height at Screening only.
£ 12-lead ECG nmist include QT cF measurement.
£ All subjects mmst have the following viral serology tests completed at Screening” anti-HCV antibody, HBV surface antigen. HBV core antibody, HIV-1
anfibody, and HIV-2 antibody. If the subject tests positive for anti-HCV antibody, then HCV ENA wia polymerase chain reaction should be performed to
confirm or rle out active infection If the subject has received documented treatment which was curative for HCV and tests negative for HCV ribonucleic

acid (RNA) at Screening, the subject may be considered for enrollment.

% Inchudes complete full and differential blood count, platelet count, hemoglobin, hemoglobin Alc (only at Screening), fibrinogen and prothrombin time. See

Section 125 for a complete list of tests to be performed.

f To be obtained predose (subjects are required to fast for at least 10 hours prior to the collection of specimens for safety laboratory tests).
1 See Section 12 5 for a list of tests to be performed.
k All WOCBP must have a negative serum pregnancy test at Screening to be eligible for the study.
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! All WOCBP must have a negative urine pregnancy test prior to randomization and dosing on Day 1.

& A serum pregnancy test should be performed for confirmation of any posifive urine pregnancy test. The subject will be withdrawn from the study treatment if
the confirmatory serum pregnancy test is positive. The subject mmst not receive any further doses of the study drug and will be asked to return for the
follow-up ysit 4 weeks after the last dose of study dmg.

1 The PK and gl blood samples will be collected predose at all scheduled visits as per Schedule of Assessments.

@ To be performed prior to randomization

P Medical photography of the target skin lesion will be obtained at selected sites in a selected number of subjects for documentation and publication purposes
only.

4 Subjects will take the first dose of the study dmg upon returning to their home after all Day 1 (Visit 2) assessments are completed.

I Subjects will be discharged from the study site after all the postdose sudy procedures are completed.
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10.1 Imformed Consent

ICFs must be approved for use by the reviewing institutional review board/independent ethics
commuttee (IRB/TEC). Before performing any study-related procedures, the investigator (or
designee) will obtain written mformed consent from the subject.

In the event that rescreening occurs, the individual 1s required to sign a new ICF and must be
assigned a new subject identification number.

10.2 Study Procedures

Assessments and their fiming are to be performed as outlined m the Schedule of Assessments
(Table 1). Section 125 specifies safety laboratory assessment samples to be obtamed.

Assessments and procedures scheduled should be performed before administration of treatment
unless otherwise indicated in the Schedule of Assessments (Table 1).

Efficacy assessments are described mn Section 11 and include PASI sPGA, BSA, itch NRS, and
DLQI scoring.

Safety assessments are described m Section 12 and melude demographics, medical history, vital
signs (including body temperature, body weight, respiratory rate, heart rate, and systolic and
diastolic blood pressure measurements), complete/targeted physical examinations, ECGs, safety
laboratory assessments (hematology, coagulation, chemistry, unnalysis, viral serology,
pregnancy tests, and serum follicle-stimulating hormone tests), and AEs.

PK and_ sampling 1s described in Section 13 and Section 14.1, respectively.

Other assessments such as medical photography of affected skin area and C-SSRS are described
in Section 14.2 and Section 14 3, respectively.

The mvestigator may, at his’her discretion, arrange for a subject to have an unscheduled
assessment, especially in the case of AEs that require follow-up or are considered by the
mvestigator to be possibly related to the use of study drug. The unscheduled visit page in the
eCRF must be completed.

Study discontinuation procedures are descrnibed 1n Section 8 4.

The procedures to be performed during each study visit are provided i Schedule of Assessments
(Table 1).

A follow-up wvisit 1s performed at the clinical study site 4 weeks after the last dose of study drug.
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11 EFFICACY ASSESSMENTS

The Schedule of Assessments (Table 1) outlines the efficacy assessments to be performed
throughout the study and their timing.

Only tramed assessor qualified personnel at site will conduct efficacy assessments. The same
assessor should perform all assessments throughout the study at least within the same subject
when possible.

11.1 Psoriasis Area Severity Index

PASI will be deternuned for all subjects throughout the study. The PASI scoring tool 1s shown in
APPENDIX 3.

The PASI 1s a measure of psonatic disease severity taking mto account qualitative lesion
characteristics (erythema, nduration, and desquamation) and percentage of affected skin surface
area on defined anatomical regions. The PASI 1s a validated instrument that 1s most widely used
for measurement of severity of psoriasis.

PASI scores range from 0 to 72, with higher scores reflecting greater disease severity.(5)
Erythema, induration/thickness, and scaling are scored on a scale of 0 (none) to 4 (very severe)
on 4 anatonuc regions of the body: head, trunk, upper limbs, and lower limbs. Degree of
mvolvement on each of the 4 anatomuc regions 1s scored on a scale of 0 (no involvement) to

6 (90% to 100% mvolvement). The total qualitative score (sum of erythema, thickness, and
scaling scores) 1s multiplied by the degree of mvolvement for each anatomic region and then
multiphied by a constant. The scores for each anatomic region are combined to yield the final
PASI score (see Table 1).

11.2 Static Physician’s Global Assessment

The mnvestigator will rate the severity of subject’s psoriasis on the 5-point scale ranging

from 0 (clear) to 4 (severe).

The sPGA 1s used to determine the subject’s psoriasis state overall at a given fime point.

See APPENDIX 4 for grading criteria (see Table 1).

11.3 Body Surface Area

BSA 1s a measurement of the affected skin area. The overall BSA affected by psoriasis plaques 1s

estimated based on the palm area of the subject’s hand (entire palmar surface or “handprint”
mncluding the fingers), which equates to approximately 1% of total BSA (see Table 1).

11.4 PRO Assessment: Itch Numerical Rating Scale

Each subject will be asked to complete the itch NRS assessment: maximal intensity of itch
during the previous 24 hours, rated on an mnteger scale ranging from 0 (no itch at all) to 10 (worst
itch imaginable) during the scheduled study site visit (see Table 1).
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11.5 PRO Assessment: Dermatology Life Quality Index

The DLQI 1s a simple, self-admimistered questionnaire designed to measure the health-related
QOL of an adult suffering from a skin disease. It consists of 10 questions (each scored from 0 to
3) concerming subjects’ perception of the impact of skin disease on different aspects of their
health-related QOL over the last week. Nine of the 10 questions have 4 response options: “Not at
all”, “A little”, “A lot”, and “Very mmch™ with corresponding scores of 0, 1, 2.3 and 3,
respectively. Question 7 1s a multipart item, the first part ascertains whether the skin condition
prevented them from either working or studying (“Yes™ or “No™), and the second part determines
to what degree the skin condition has been a problem for working or studying (“A lot”, “A
little, “Not at all™"). Eight items also have a “Not relevant” option scored “0,” which indicates no
problem. Individual item scores are combined to give a total score that ranges between 0 and 30.
The higher the score, the more QOL 1s impaired. See APPENDIX 5 for the DLQI questionnaire.
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12 SAFETY ASSESSMENTS

Safety assessments (demographics, medical lustory, vital signs, completed/targeted physical
examinations, ECGs, safety laboratory results [routine hematology, coagulation, chemistry, and
urinalysis, viral serology, pregnancy tests, and serum follicle-stimulating hormone tests], and
AFEs [mcluding SAEs]) are to be performed at protocol-specified visits, as specified in the
Schedule of Assessments (Table 1).

12.1 Demographics and Medical and Dermatological History

Demographic data will be collected for all subjects at Screening and recorded in the eCRF.

Medical history will be recorded at Screening. Investigators should document the occurrence,
signs, and symptoms of the subject’s preexisting conditions, including all prior sigmficant
illnesses, from birth until Screeming. Additional preexisting conditions present at the time when
informed consent 1s given and up to the time of first dosing (Visit 2) are to be regarded as
conconutant. Medical history will also include any toxicities or allergies to previous treatments,
alcohol consumption, and smoking history.

Medical history will also include history of drug, substance, or alcohol abuse/dependence within
1 year prior to Screening as determuned by the mnvestigator.

Dermatological history collected will also include date and/or age of diagnosis of psonasis, and
all prior treatments for plaque psoriasis. All the prior psoriasis treatments should be mcluded
under prior and concomitant medications page in the eCRF.

The degree of skin surface mvolvement, seventy, and lesion characteristics (erythema, scaling,
and thickness) are to be documented at Screening.

Tinesses first occurning or detected during the study and/or worsening of a conconutant illness
during the study are to be documented as AEs in the eCRF 1n accordance with Section 12.6. All
changes not present at Baseline or described in the past medical history and identified as
clinically noteworthy must be recorded as AEs.

12.2 Vital Signs

Vital signs (body temperature, body weight, respiratory rate, heart rate, and systolic and diastolic
blood pressure measurements) will be evaluated at the visits indicated in the Schedule of
Assessments (Table 1). All vital signs will be measured after the subject has been resting 1n a
sitting position for at least 10 minutes. Blood pressure measurements are to be taken in the same
arm for the duration of the study.

Vital sign measurements will be repeated 1f CS or machine/equipment errors occur. Qut-of-range
blood pressure, respiratory rate, body temperature, body weight or heart rate measurements wall
be repeated at the investigator’s discretion. Any confirmed, CS vital sign measurements must be
recorded as AEs.
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12.3 Complete/Targeted Physical Examination

A complete physical examination including height and weight will be performed at

Screemng (Visit 1). The complete physical examination should mnclude the following systems:
head, eyes, ears, nose and throat; respiratory; cardiovascular; musculoskeletal; neurological;
metabolic/endocrine/nutritional; hematopoietic; allergies; abdominal; and general appearance.
Physical examinations will be performed by a physician.

A targeted physical examination to venfy continued subject eligibility and to follow-up
regarding any change 1 medical history will be performed at the visits indicated in the Schedule
of Assessments (Table 1).

Symptom-dniven, targeted physical examinations will be performed as climically indicated at any
study visit.

Height will be recorded at Screeming only.

Any CS physical examination finding should be reported as an AE.

12.4 Electrocardiograms

A 12-lead, resting ECG will be obtained at the visits indicated in the Schedule of
Assessments (Table 1). Duning the ECG, ventricular rate (bpm), PR (msec), QRS (msec),
QT (msec), and QTcF (msec) measurements will be obtained.

All the ECGs obtamed will be interpreted by an experienced single independent blinded reader at
the central laboratory.

At Screening, the investigator will examine the ECG traces for signs of cardiac disease that could
exclude the subject from the study (QTcF >450 msec). An assessment of normal or abnormal
will be recorded; if the ECG 1s considered abnormal, the abnormality will be documented in the
eCRF. ECGs will be repeated 1f CS abnormalities are observed, or artifacts are present. The date
and time of each ECG and its results will be documented 1n the source documents and eCRF.

Any CS ECG abnormalities must be recorded as AEs.

12.5 Safety Laboratory Assessments

Safety laboratory assessment samples (Table 2) are to be obtained at designated visits as detailed
in the Schedule of Assessments (Table 1).
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Table 2. Safety Laboratory Assessments
Hematology Blood Chemistry Urinalysis (Dipstick)
Full and differential blood count | Albumin Appearance
Het AIT pH
Hb ALP Protein
MCH AST Glucose
MCHC BUN or urea Eetone bodies
MCWV Creatinine Indicators of blood and WBCs
Platelet count Creafinine clearance®* Specific gravity
RBC count Creafine kinase and subtypes | Urobilinogen
WBC count with differential Electrolytes (sodinm,
HbAlc* potassium, chloride, calcinm,

phosphorus)

GGT

Glucose

LDH

Total bilirubin

Direct bilirubin

LDL

HDL

Total cholesterol

Triglycerides

Amylase

Lipase

C-reactive protein

Viral Serology***

HBV

HCV

HIV
Coagulation
Fibrinogen
PT

Pregnancy test: A serum B-hCG pregnancy test (premenopausal women only) will be performed on all WOCEBP at
Screening. A unine f-hCG will be performed at later time points as indication in the Schedule of Assessments. A
serum pregnancy test should be performed for confirmation of any positive urine pregnancy test.

Serum F5SH levels will be tested for all postmenopansal women at Screening.

Abbreviations: ALP = alkaline phosphatase; AT = alanine aminotransaminase; AST = aspartate
aminotransaminase; BUN = blood urea nitrogen; FSH = follicle-stimmlating hormone; GGT = gamma-glutamyl
transpeptidase; HBV = hepatitis B vius; HCV = hepatitis C virus; B-HCG = f-human chorionic gonadotropin;
HDL = high-density lipoproteins; Hb = hemoglobin; Het = hematocrit; LDH = lactate dehydrogenase; LDI. = low-
density lipoproteins; MCH = mean corpuscular hemoglobin; MCHC = mean corpuscular hemoglobin
conceniration; MCV = mean corpuscular volume; PT = prothrombin time; RBC = red blood cell; WBC = white
blood cell; WOCBP = women of childbearing potential

* At Screening only.

** Estimated by Cockcroft-Gault formmla < 60 ml/min

*#*All subjects nmst have the following viral serology tests completed at Screening: anti-HCV antibody, HBV

surface antigen, HBV core antibody, HIV-1 antibody, and HTV-2 antibody. If the subject tests positive for anti-
HCV antibody, then HCV BENA wvia polymerase chain reaction should be performed to confirm or mile out
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active infection If the subject has received documented treatment which was curative for HCV and tests
negative for HCV ribonucleic acid (RINA) at Screening, the subject may be considered for enrollment.

Blood for laboratory assessments will be collected under fasting conditions from each subject
before the study drug dosing. The investigator or qualified study personnel will collect the
samples as required.

Blood and urine samples will be analyzed at a central laboratory facility. Urine samples will be
analyzed by dipstick, and a microscopic analysis will be performed if the results of dipstick
indicate abnormalities to be further investigated. Full details of equipment and procedures for
laboratory testing will be listed in the laboratory manual

All laboratory reports must be reviewed, signed, and dated by the investigator. A legible copy of
all the signed laboratory reports must be filed with both the subject’s eCRF and medical record
(source document) for that visit. The investigator must categorize all abnormal urine,
hematology, coagulation, and chenustry laboratory values as either CS or not CS. Any laboratory
test result considered by the investigator to be CS abnormal should be considered and reported as
an AE (CS AEs include those that require an intervention). CS abnormal values occurring during
the study will be followed up until repeat test results return to normal, stabilize, or are no longer
abnormal CS.

12.6 Adverse Events

AFEs will be collected from the time the subject signs the ICF through 4 weeks after the last dose
of study drug. All AEs must be recorded in the subject’s eCRF. The Sponsor and investigator or
qualified study personnel will review and evaluate AEs on an ongoing basis.

12.6.1 Adverse Events

An AFE 1s any symptom, physical sign, syndrome, or disease that either emerges during the study
or, if present at Screeming, worsens during the study, regardless of the suspected cause of the
event. All medical and psycluatric conditions (except those related to the mndication under study)
present at Screening will be documented in the medical history eCRF. Changes in these
conditions and new symptoms, physical signs, syndromes, or diseases should be noted on the AE
eCRF during the rest of the study. CS laboratory abnormalities (eg, safety laboratory assessments
or ECGs) should also be recorded as AEs. Surgical procedures that were planned before the
subject randomized in the study are not considered AEs if the conditions were known before
study imnclusion; the medical condition should be reported in the subject’s medical history.

Subjects will be mnstructed to report AEs at each study visit. All AEs are to be followed up until
resolution or a stable clinical endpomt 1s reached.

Each AE 1s to be documented in the eCRF with reference to date of onset, date of outcome,
severity, relationship to study drug, action taken with study drug, treatment of event, and
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outcome. Furthermore, each AE is to be classified as bemng serious or non-serious. Changes n
AFEs and resolution dates are to be documented in the eCRF.

For the purposes of this study, the period of observation for collection of AEs extends from the
time the subject gives informed consent until the follow-up wvisit. Follow-up of the AE, even after
the date of therapy discontinuation, 1s required if the AE persists until the event resolves or
stabilizes at a level acceptable to the investigator.

When changes in the severity of an AE occur more frequently than once a day, the maximum
severity for the event should be noted. If the sevenity category changes over a number of days,
then those changes should be recorded separately (with distinct onset dates).

Any AEs of moderate or severe in severity should be notified to the Sponsor or designee
immediately.

Specific gmdelines for classifying AEs by severity and relationship to study drug are given in
Table 3 and Table 4.

Table 3. Classification of Adverse Events by Severity

MILD: An event that is easily tolerated by the subject, causing minimal discomfort and not interfering with
everyday activities.

MODEERATE: An event that is sufficiently discomforting to interfere with normal everyday activities.
SEVERE: An event that prevents normal everyday activities.
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Table 4. Classification of Adverse Events by Relationship to Study Drug

UNRELATED: This category applies to those AFs that are clearly and incontrovertibly due to extraneous
canses (disease, environment, efc).

UNLIKELY: This category applies to those AFs that are judged to be unrelated to the test drug but for which
no extraneous cause may be found An AF may be considered unlikely to be related to study druog if or when it
meets 2 of the following criteria: (1) it does not follow a reasonable temporal sequence from administration of
the test dmag; (2) it could readily have been produced by the subject’s clinical state, environmental or toxic
factors, or other modes of therapy administered to the subject; (3) it does not follow a known pattern of
response fo the test drg; or (4) it does not reappear or worsen when the dmg is re-admimistered.

POSSIBLY: This category applies to those AFs for which a connection with the test dmg administration
appears unlikely but cannot be ruled out with certainty. An AF may be considered possibly related if or when
it meets 2 of the following criteria: (1) it follows a reasonable temporal sequence from administration of the
drug; (2) it could not readily have been produced by the subject’s climical state, environmental or toxic factors,
or other modes of therapy administered to the subject; or (3) it follows a kmown pattern of response to the test
drug

PROBABLY: This category applies to those AFs that the investigator feels with a high degree of certainty are
related to the test dmg. An AF may be considered probably related if or when 1t meets 3 of the following
criteria: (1) it follows a reasonable temporal sequence from administration of the drug; (2) it could not be
reasonably explained by the known characteristics of the subject’s clinical state, environmental or toxic
factors, or other modes of therapy administered to the subject; (3) it disappears or decreases on cessation or
reduction in dose (note that there are exceptions when an AF does not disappear upon discontinuation of the
drug, vet drug-relatedness clearly exists; for example, as in bone marrow depression, fixed dmg eruptions, or
tardive dyskinesia); or (4) it follows a known pattern of response to the test dmg.

DEFINTITELY: This category applies to those AFs that the investigator feels are incontrovertibly related to test
drug An AF may be assigned an attribution of definitely related if or when it meets all of the following
criteria: (1) it follows a reasonable temporal sequence from administration of the drug; (2) it could not be
reasonably explained by the known characteristics of the subject’s clinical state, environmental or toxic
factors, or other modes of therapy administered to the subject; (3) it disappears or decreases on cessation or
reduction in dose and recurs with reexposure to drug (if rechallenge occurs); and (4) it follows a known pattern

of response to the test dmg.

Abbreviation: AE = adverse event.

For the purposes of this study, any AEs classified as ‘Unrelated’ or “Unlikely” will be considered
as ‘Not Related’ and “Possibly’, “Probably’, or ‘Defimtely’ as ‘Related’ to the study treatment.

12.6.2  Treatment-Emergent Adverse Events

A TEAE will be an AE that occurred during the study after the first dose of study drug or that
was present prior to dosing and exacerbates after the first dose of study drug.

12.6.3 Serious Adverse Events

An SAE 1s any untoward medical occurrence, in the view of either the mvestigator or Sponsor,
that:

s results i death,

e 15 life-threateming,

e results in inpatient hospitalization or prolongation of existing hospitalization,
e results in persistent or significant disability/mcapacity, and/or
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e 15 a congenital anomaly/birth defect.

Other important medical events that may not be immediately life-threateming or result in death or
hospitalization, based upon appropnate medical judgement, are considered SAEs if they are
thought to jeopardize the subject and/or require medical or surgical intervention to prevent one of
the outcomes defining an SAE. SAEs are crifically important for the identification of significant
safety problems; therefore, it 1s important to take into account both the investigator’s and the
Sponsor’s assessment. If either the Sponsor or the mvestigator believes that an event 1s serious,
the event must be considered serious and evaluated by the Sponsor for expedited reporting_

The management of subject’s COVID-19 data will be detailed in a COVID-19 gmdance
document.

12.6.4  Serious Adverse Event Reporting

An SAE occurring from the time informed consent 1s obtained, during the study, or within
4 weeks of stopping the treatment must be reported to FFD

and will be commumnicated to the Sponsor. Any such SAE due to any
cause, whether or not related to the study drug, must be reported within 24 hours of occurrence
or when the investigator becomes aware of the event. Notification can be made using the

dedicated fax line or email for PFD by fax or
email:

PPFD
If the investigator contacts PPD by telephone,

then a written report must follow within 24 hours and 1s to include a full description of the event
and sequelae m the format detailed in the SAE reporting form.

The event must also be recorded on the standard AE eCRF. Preliminary reports of SAEs must be
followed up by detailed descriptions later on, including clear and anonynuzed photocopies of
hospital case reports, consultant reports, autopsy reports, and other documents when requested
and applicable. SAE reports must be made whether or not the mvestigator considers the event to
be related to the study drug.

Appropnate remedial measures should be taken to treat the SAE, and the response should be
recorded. Clinical, laboratory, and diagnostic measures should be employed as needed to
determine the etiology of the problem. The mvestigator must report all additional follow-up
evaluations to FFD within 24 hours of
becoming aware of the additional information or as soon as 1s practicable. All SAEs will be
followed up until the investigator and Sponsor agree the event 1s satisfactorily resolved.
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Any SAE that 1s not resolved by the end of the study or upon discontinuation of the subject’s
participation in the study 1s to be followed up until it ether resolves, stabilizes, returns to
Baseline values (1f a Baseline value 1s available), or 1s shown to not be attributable to the study
drug or procedures.

12.6.5  Suspected Unexpected Serious Adverse Reactions

AFs that meet all of the following criteria will be classified as suspected unexpected serious
adverse reactions (SUSARs) and reported to the appropnate regulatory authorities in accordance

with applicable regulatory requirements for expedited reporting:
* serious

e unexpected (1e, the event 1s not consistent with the safety mformation in the current
version of the IB)

e there 1s at least a reasonable possibility that there 1s a causal relationship between the
event and the study treatment

The mvestigator will assess whether an event 1s causally related to study treatment. The Sponsor
(or FFD ) will consider the investigator’s assessment and determune whether the event
meets the criteria for being reportable as a 7-day or 15-day safety report. SUSARSs that are fatal
or life-threatening must be reported to the regulatory authonties and the IEC/IRBs (where
required) within 7 days after the Sponsor (or FFD ) has first knowledge of them with a
follow-up report submitted within a further 8 calendar days. Other SUSARs must be reported to
the relevant regulatory authorities and the IEC/IRBs within 15 calendar days after the Sponsor
(or FFD ) first has knowledge of them.

The Sponsor (or PFD ) 1s responsible for reporting SUSARs, and any other events
required to be reported in an expedited manner to the regulatory authorities and for informing
mvestigators of reportable events, in comphiance with applicable regulatory requirements within
specific imeframes. Investigators will notify the relevant IEC/IRBs of reportable events within
the applicable timeframes.

12.6.6  Pregnancy

WOCBP must have a negative pregnancy test at Screening. After adnunistration of study drug,
any known cases of pregnancy in female subjects will be reported until the subject completes or
withdraws from the study. The pregnancy will be reported immediately by faxing/emailing a
completed pregnancy report to the Sponsor (or designee) within 24 hours of knowledge of the
event. The pregnancy will not be processed as an SAE; however, the investigator will follow-up
with the subject until completion of the pregnancy and must assess the outcome in the shortest
possible time but not more than 30 days after completion of the pregnancy. The investigator
should notify the Sponsor (or designee) of the pregnancy outcome by subnutting a follow-up
pregnancy report. If the outcome of the pregnancy involved spontaneous or therapeutic abortion
(any congemnital anomaly detected in an aborted fetus 15 to be documented), stillbirth, neonatal
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death, or congenital anomaly, the investigator will report the event as an SAE by faxing/emailing
a completed pregnancy report form to the Sponsor (or designee) within 24 hours of knowledge of
the event.

If the investigator becomes aware of a pregnancy occurning in the partner of a subject
participating in the study, the pregnancy should be reported to the Sponsor (or designee) within
24 hours of knowledge of the event. Details of the pregnancy must only be collected after
obtaiming written consent from the pregnant partner. A separate pregnant partner consent form
will be used to obtain the consent from pregnant partner. The investigator will arrange
counseling for the pregnant partner by a specialist to discuss the risks of contimung with the
pregnancy and the possible effects on the fetus. The pregnant partner will be followed to term
and the outcome of the pregnancy will be reported to the Sponsor (or designee).

Upon discontinmation from the study, only those procedures that would not expose the subject to
undue risk will be performed. The investigator should also be notified of pregnancy occurring
during the study but confirmed after completion of the study. In the event that a subject 1s
subsequently found to be pregnant after inclusion mn the study, any pregnancy will be followed to
term, and the status of mother and child will be reported to the Sponsor (or designee) after
delivery as described in Section 12.6 4.

12.6.7 Overdose

For the purposes of this study, overdose 1s defined as an accidental or intentional use of a dose
higher than the protocol recommended dose. In case of overdose, subjects will be monitored for
any signs or symptoms of adverse reactions and appropriate symptomatic treatment be mstituted
immediately.

The mvestigator must immediately notify the Sponsor (or designee) of any occurrence of
overdose with study drug.
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13 PHARMACOKINETICS
13.1 Pharmacokinetic Sampling
13.1.1  Blood Samples

Blood samples for PK analysis of ME3183 and 1ts metabolite :-) levels will be collected
predose at the time points indicated in the Schedule of Assessments (Table 1). The actual date
and time of the study drug adnunistrations (both moming and evening in the previous day) and
each blood sample collection will be recorded on the subject’s eCRF.

Details of PK blood sample collection, processing, storage, and shipping procedures are provided
in the laboratory manual

13.2 Pharmacokinetic Analvtical Methodology

The Crougn 0f study drug and its metabolite (JijiJj) will be determined from the plasma
samples using a validated analytical method. Details of the method validation and sample
analysis will be included with the final chmeal study report.

Additional parameters may be estimated and reported, as appropnate.
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14 OTHER ASSESSMENTS

14.2 Medical Photography of Affected Skin Area

Photographs of the affected skin area (target skin lesion) will be taken at selected sites in a
selected number of subjects for documentation and/or publication purposes only. The subject
must sign a separate ICF for photographs to be taken A third-party vendor (designated by the
Sponsor) will supply the photography equipment to the selected sites along with the user manual
contaimng contact information, quick reference ginde, and supply request forms. Sites wall
transmt digital images to the third-party vendor.

14.3 Columbia-Suicide Severity Rating Scale
The C-SSRS 1s a smcidal ideation and behavior rating scale created by researchers at Columbia

Umniversity, Umiversity of Pennsylvama, Umversity of Pittsburgh, and New York University to
evaluate smcide nsk. It 1s admnistered as a clinical interview.

Subjects will be asked to self-report using the C-SSRS. Subjects with active smicidal ideation or
behavior within the past 12 months based on “yes” response to question 3, 4, or 5 at Screening or
Baseline will be excluded from the study.

See APPENDIX 6 for the detailed questionnaire to be administered to each subject.
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15 STATISTICAL ANALYSIS

A SAP will be prepared after the protocol 15 approved. This document will provide further details
regarding the defimtion of analysis variables and analysis methodology to address all study
objectives. The SAP will serve as a compliment to the protocol and supersedes it in case of
differences.

The statistical evaluation will be performed using SAS® software version 9.4 or higher

(SAS® Institute, Cary, NC). All data will be listed, and summary tables will be provided.
Summary statistics will be presented by treatment group. For continuous vanables, data will be
summarized with the number of subjects (N), mean, standard deviation, median, mummum, and
maximum by treatment group. For categorical variables, data will be tabulated with the number
and percentage of subjects for each category by treatment group.

15.1 Determination of Sample Size

No formal sample size calculation was performed.

For the assessment of efficacy and safety of ME3183 in subjects with moderate to severe plaque
psonasis in this proof-of-concept study, approximately 125 eligible subjects will be enrolled.
Twenty-five subjects will be randomuzed to each of the following treatment groups: ME3183 I
mg BID, ME3183 |jjj mg QD, ME3183 [ mg BID; ME3183 [f mg QD, and placebo. The
number of planned subjects 1s considered adequate to assess safety and to provide efficacy
estimates for in this Phase 2a study. The expected drop-out rate 1s assumed to be 10%.

15.2 Analysis Sets

Full Analysis Set

All subjects who have been randonuzed, recerved at least 1 dose of study drug, and have at least
1 evaluable post-Baseline time pomt for primary endpomt will be included in the full analysis
set (FAS). Analyses in the FAS will be based on the subject’s randonuzed treatment group.

Per Protocol Set

The per protocol set (PPS) 1s a subset of the FAS; the PPS will exclude subjects with protocol
deviations that may sigmficantly impact the assessment of the primary objective of the study.
Analyses in the PPS will be based on the study treatment actually received by each subject. All
decisions to exclude subjects from the PPS will be made prior to the unblinding of the study.
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Safety Analysis Set

All randomized subjects who received at least 1 dose of study drug will be mcluded in the safety
analysis set. Analyses i the safety analysis set will be based on the study treatment actually
recerved by each subject.

Pharmacokinetic Analysis Set

The PK analysis set will consist of all subjects who were correctly admimistered at least 1
ME3183 dose and where ME3183 or- concentration data 1s available without any
protocol deviation interfering with these results. Analyses in the PK analysis set will be based on
the study treatment actually received by each subject.

15.3 Efficacy Analyses

Unless otherwise specified, all efficacy analyses will be performed using the FAS. The analysis
of the primary efficacy endpoint will also be performed using the PPS.

15.3.1  Analysis of the Primary Efficacy Endpoint

The primary efficacy endpoint 1s the proportion of subjects achieving = 75% reduction from
Baseline in the PASI score at Week 16. For each ME3183 treatment group, the difference in the
proportion of subjects achieving the difference in PASI-75 (ME3183 — placebo) and its 95%
confidence mterval will be estimated and tested for superior treatment effect using the Cochran-
Mantel-Haenszel test at a 1-sided significance level of a = 0.025. The PASI score will be
reported for each treatment group together with the 95% confidence interval for mean.

15.3.2  Analyses of the Secondary Efficacy Endpoints

The proportion of subjects achieving PASI-50, PASI-75, PASI-90, and PASI-100, the proportion
of subjects with an sPGA score of “0” or “1” combined with 2-point reduction on the 5-poimnt
sPGA scale, and the proportion of subjects with at least a 5-point reduction from Baseline in the
DLQI score will be analyzed similar to as the pnmary endpoint analysis.

The proportion of subjects achieving PASI-50, PASI-75, PASI-90, and PASI-100, the proportion
of subjects with an sPGA score of “0” or “1” combined with 2-point reduction on the 5-poimt
sPGA scale, and the proportion of subjects with at least a 5-point reduction from Baseline in the
DLQI score will be summarnized by treatment group and visit. The percent change from Basele
i PAST score and change from Baseline in affected BSA, the itch NRS, and the DLQI score will
be summarized by treatment group and visit. The percent change from Baseline in PASI score
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and the change from Baseline in the affected BSA, the DLQI score, and the itch NRS will be
analyzed using a mixed-effect model for repeated measures when applicable.

Kaplan-Meier estimate will be used for summanzing the time to PASI-50 and PASI-75. The
log-rank test may be used for comparmg the time to PASI-50 and PASI-75 between each
ME3183 treatment group and placebo. The Cox proportional hazard model may also be used for
analyzing the time to PASI-50 and PASI-75. The time to PASI-50 and PASI-75 will be
summarized by treatment group.

15.3.3  Analyses of the Exploratory Efficacy Endpoints

15.4 Safety Analyses

All safety analyses will be performed using the safety analysis set. All recorded AE and SAEs
will be listed and tabulated by Medical Dictionary for Regulatory Activities (version 24.1 or
higher) system organ class, preferred term, and treatment group over the 16-week Treatment
Period and the 4-week Follow-up Period.

The incidence of TEAESs (events with onset dates on or after the first dose of the study drug or
that was present prior to dosing and exacerbates after the first dose of study drug) will be
mncluded in incidence tables. Events with missing onset dates will be included as TEAEs. If a
subject experiences more than 1 occurrence of the same AE, the occurrence with the preatest
severity and the closest association with the study drug will be used in the summary tables. SAEs
and AFEs causing study discontinuation will be tabulated. All AEs will be listed by subject, along
with information regarding onset, duration, relationship and severnty to study drug, seriousness,
action taken with study drug, treatment of event, and outcome.

Vital signs and safety laboratory results will be listed and summarized by treatment group over
the 16-week Treatment Period and the 4-week Follow-up Period. Summaries will be provided
using descriptive statistics, including mean values and mean change from Baseline values, as
well as numbers of subjects with values outside limits of the normal range at each time point.
Any CS physical examination findings and safety laboratory results will be summanzed. ECG
readings will be evaluated by the investigator and abnormalities, 1f present, will be summanzed
and listed. The climeally noteworthy QT/QTc interval (> 450, > 480, or > 500 msec) or climically

noteworthy change from Baseline (> 30 or =60 msec) will also be summanized using descriptive
statistics.

Summary tables will be provided for concomitant medications imtiated duning the study period.
15.5 Pharmacokinetic Analysis
The PK analysis set will be used for the PK analysis. The Ciouzh of ME3183 and 1ts metabolite
:-) will be summarized descriptively by treatment group in the TFL.
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16 STUDY MANAGEMENT
16.1 Approval and Consent
16.1.1  Regulatory Guidelines

This study will be conducted in accordance with the accepted version of the Declaration of
Helsinki and/or all relevant regulations, as set forth in Parts 50, 56, 312, Subpart D, of Title 21 of
the US Code of Federal Regulations (CFR), in complhiance with ICH and GCP gwmidelines and
according to the appropnate regulatory requirements in the countries where the study was
conducted.

16.1.2  Imstitutional Review Board/Independent Ethics Committee

Conduct of the study must be approved by an appropniately constituted IEC/IRB. Approval 1s
required for the study protocol, protocol amendments (1f applicable), IB, ICFs, recrutment
material and subject information sheets, and other subject-facing material Wrtten approval of
the study and all relevant study information must be obtained before the study center can be
mitiated or the study drug 1s released to the mvestigator. Any necessary extensions or renewals
of IEC/IRB approval must be obtained for changes to the study such as amendments to the
protocol, the ICF or other study documentation. The written approval of the IEC/IRB together
with the approved ICF must be filed mn the study files.

The mvestigator will promptly report to the IEC/IRB any new mformation that may adversely
affect the safety of the subjects or the conduct of the study. The investigator will subnut written
summaries of the study status to the IEC/IRB as required. On completion of the study, the
IEC/IRB will be notified that the study has ended.

16.1.3 Informed Consent

For each study subject, wntten mformed consent will be obtamed before any protocol-related
activities. As part of this procedure, the principal investigator (PI) or designee must explain
orally and m writing the nature of the study, its purpose, procedures, expected duration,
alternative therapy available, and the benefits and nisks involved m study participation. The
subject should be informed that he/she may withdraw from the study at any time, and the subject
will recerve all information that 1s required by local regulations and pmdelines for ICH. The PI
will provide the Sponsor or its representative with a copy of the IEC-/IRB-approved ICF before
the start of the study.

The ICF should be revised whenever there are substantial changes to procedures or when new
information becomes available that may affect the willingness of the subject to participate.
Revisions to the consent form required during the study must be approved by the Sponsor, and a
copy of the revised consent form 1s provided to the Sponsor. For any updated or revised forms,
the subjects must be re-consented for continued participation in the study.
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A pregnant partner consent form should be obtamed before collecting any data from a female
pregnant partner of a male subject, if becomes pregnant during the course of the study or within
4 weeks of the last dose of study drug.

16.2 Data Handling

Any data to be recorded directly in the eCRFs (to be considered as source data) will be identified
at the start of the study. Data reported in the eCRF that are derived from source documents
should be consistent with the source documents, or the discrepancies must be explamed. See also
Section 16.3.

Clinmical data will be entered by site personnel on eCRFs for transmission to the Sponsor. Data on
eCRFs transnutted via the web-based data system must correspond to and be supported by source
documentation maintained at the study site, unless the study site makes direct data entry to the
databases for which no other oniginal or source documentation 1s maintained. In such cases, the
study site should document which eCRFs are subject to direct data entry and should have in
place procedures to obtain and retain copies of the information submutted by direct data entry.
All study forms and records transmutted to the Sponsor must only include coded identifiers such
that directly identifying personal mformation 1s not transmitted. The primary method of data
transnuttal 15 via the secure, internet-based electronic data capture (EDC) system maintained by
PPD . Access to the EDC system 1s available to only authorized users wvia the study’s
internet web site, where a user umque assigned username and password are required for access.

Any changes made to data after collection will be made through the use of the EDC system_
eCRFs will be considered complete when all missmg and/or incorrect data have been resolved.

16.3 Source Documents

Source documents are considered to be all information in onginal records and certified copies of
original records of climical findings, observations, data, or other activities 1n a climical study
necessary for the reconstruction and evaluation of the study. The investigator will provide direct
access to source documents and/or source data in the facilitation of study-related momtoring,
audits, review by IECs/IRBs, and regulatory inspections.

The mvestigator/mstitution should maintain adequate and accurate source documents and study
records that mnclude all pertinent observations on each of the site’s study subjects. Source data
should be atfributable, legible, contemporaneous, original, accurate, and complete. Changes to
source data should be traceable, not obscure the original entry, and be explained if necessary.

Repulatory agencies may request access to all study records, mmcluding source documents, for
mspection and copying, in keeping with country regulations. The mvestigator should
immediately notify the Sponsor of any announced or unannounced regulatory agency
mspections. An auditing ispection may also be conducted by the Sponsor representative or
designee. Any aspect of the study may be subject to audit by the Sponsor and/or inspection by
regulatory authorities or the IRB/TIEC. Such audits/inspections may take place at the Sponsor’s
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site(s), FFD , or at the clinical sites, including laboratories, pharmacies and any other
facilities used for the study. The investigator will permit the designated Sponsor representatives
and regulatory bodies to have direct access to the source documents to venify data represented in
the EDC system.

16.4 Record Retention

Study records and source documents must be preserved for at least 25 years after the completion
or discontimuation of/withdrawal from the study, at least 2 years after the drug being studied has
recerved 1tfs last approval for sale, or at least 2 years after the drug development has stopped, and
n accordance with the applicable local privacy laws, whichever 1s the longer time period.

The mnvestigator agrees to comply with all applicable federal, state, and local laws and
regulations relating to the privacy of subject health information, mcluding, but not limited to, the
Standards for Individually Identifiable Health Information, 45 CFR,, Parts 160 and 164 (the
Health Insurance Portability Accountability Act of 1996 Privacy Regulation). The investigator
shall ensure that study subjects authonze the use and disclosure of protected health information
n accordance with Health Insurance Portability Accountability Act Privacy Regulation and 1n a
form satisfactory to the Sponsor.

16.5 Monitoring

The study will be monitored according to PFD momnitoring plan approved by the
Sponsor to ensure that it 1s conducted and documented properly according to the protocol, GCP,
and all applicable regulatory requirements.

Monitoring visits, on-site and remote and contacts will be made at appropriate times during the
study. The PI will assure lnm/her and adequate site personnel are available throughout the study
to collaborate with clinical monitors. Chinical momtors must have direct access to source
documentation to check the completeness, clarity, and consistency of the data recorded in the
eCRFs for each subject.

The mvestigator will make available to the clinical monitor all source documents and medical
records necessary to review protocol adherence and eCRFs. In addition, the investigator will
work closely with the clinical monitor and as needed, provide them appropniate evidence that the
study 1s being conducted in accordance with the protocol, applicable regulations, and GCP
gmdelines.

16.6 Quality Control and Quality Assurance

The Sponsor or its designee will perform the quality assurance and quality control activities of
this study, however, responsibility for the accuracy, completeness, security, and rehiability of the
study data presented to the Sponsor lies with the investigator generating the data.

The Sponsor or its designee will arrange audits as part of the implementation of quality
assurance to ensure that the study 1s being conducted in compliance with the protocol, standard
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operating procedures, GCP, and all applicable regulatory requirements. Audits will be
independent of and separate from the routine monitoring and quality control functions. Quality
assurance procedures will be performed at study sites and during data management to assure that
safety and efficacy data are adequate and well documented.

16.7 Protocol Amendment and Protocol Deviation
16.7.1 Protocol Amendment

Amendments to the protocol that entail corrections of typographical errors, clarifications of
confusing wording, changes in study personnel, and minor modifications that have no effect on
the safety of subjects or the conduct of the study will be classed as adninistrative amendments
and will be submutted to the IEC/IRB for information only. The Sponsor will ensure that
acknowledgment 1s received and filed. Amendments that are classed as substantial amendments
must be submutted to the appropriate regulatory authonties and the IECs/IRBs for approval and
will not be implemented at sites until such approvals are recerved other than in the case of an
urgent safety measure.

16.7.2 Protocol Deviations

Should a protocol deviation occur, the Sponsor must be informed as soon as possible. Protocol
deviations and/or violations and the reasons they occurred will be included in the clinical study
report. Reporting of protocol deviations to the IRB/TEC and i accordance with applicable
regulatory authonity mandates 1s a site responsibility.

16.8 Ethical Considerations

This study will be conducted in accordance with this protocol, the accepted version of the
Declaration of Helsinki and/or all relevant federal regulations, as set forth in Parts 50, 56, 312,
Subpart D, of Title 21 of the CFR; and in comphiance with ICH GCP E6 gmdelines.

IECs/IRBs will review and approve this protocol and the ICF. All subjects are required to give
written informed consent before participation i the study.

16.9 Financing and Insurance

Before the study commences, the Sponsor (or its designee) and the mnvestigator (or the
mstitution, as applicable) will agree on costs necessary to perform the study. This agreement will
be documented m a financial agreement that will be signed by the investigator (or the institution
signatory) and the Sponsor (or its designee).

The mvestigator 1s required to have adequate current insurance to cover claims for negligence

and/or malpractice. The Sponsor will provide no-exclusion insurance coverage for the clinical
study as required by national regulations.

This document is confidential.
Page 75 of 80



Me1ji Pharma USA Inc. ME3183-3
ME3183 Version 2.0 (07 Dec 2021)

16.10 Publication Policy/Disclosure of Data

Both the use of data and the publication policy are detailed within the climical study agreement.
Intellectual property rights (and related matters) generated by the investigator and others
performung the climcal study will be subject to the terms of a chinical study agreement that will
be agreed between the institution and the Sponsor or their designee. With respect to such nights,
the Sponsor or its designee will solely own all rights and interests mn any matenals, data, and
mntellectual property rights developed by investigators and others performing the climical study
described 1 this protocol, subject to the terms of any such agreement. To facilitate such
ownership, investigators will be required to assign all such inventions either to therwr institution or
directly to the Sponsor or its designee, as will be set forth in the climical study agreement.
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APPENDIX 1. CONTRACEPTION GUIDELINES

Women of childbearing potential (WOCBP) must use at least 1 highly effective method of
contraception during the starting at Screeming, continmng throughout the entire Treatment
Period, and for at least 4 weeks after taking the last dose of study treatment.

Fertile men whose sexual partners are WOCBP must practice sexual abstmence or to use a
condom during sexual activity with their female partner of childbearing potential starting at
Screeping, continmung throughout the entire Treatment Period, and for at least 4 weeks after
taking the last dose of study treatment. Additionally, if their partner 1s a WOCBP, then their
partner should be advised to use a highly effective contraceptive measure during sexual activity
starting at Screeming, contimung throughout the entire Treatment Period, and for at least 4 weeks
after taking the last dose of study treatment.

A woman 15 considered to be a WOCBP (fertile) after menarche and until becoming
postmenopausal, unless she 1s permanently sterile. Permanent sterilization methods include
hysterectomy, bilateral salpingectomy, and bilateral cophorectomy. A postmenopausal state 1s
defined as no menses for 12 months without an altemative medical cause. A high
follicle-stimulating hormone (FSH) level in the postmenopausal range may be used to confirm a
postmenopausal state in women not using hormonal contraception or hormonal replacement
therapy. However, in the absence of 12 months of amenorrhea, a single FSH measurement 1s
msufficient.

A man 1s considered fertile after puberty unless permanently sterile by bilateral orchidectomy.
Highly effective methods of contraception are those which have a failure rate of <1% (when
implemented consistently and correctly) and include:

e combined (containing estrogen and progestogen) hormonal contraception associated with
mhibition of ovulation (admimstration may be oral, intravaginal, or transdermal)

e progestogen-only hormonal contraception associated with inhibition of ovulation
(administration may be oral, injectable, or implantable)

¢ infrauterine device

e ntrauterine hormone-releasing system

e bilateral fubal ligation or occlusion

e vasectomy (provided that the male has a medical assessment of surgical success)

e sexual abstinence (defined as reframming from heterosexual itercourse during the entire
period of risk in relation to the duration of the chinical study, in line with the preferred
and usual lifestyle of the subject)

All subjects will be strongly advised that they (or the female partners of male subjects) should
not become pregnant while on-study treatment or for 4 weeks after the last dose. A female
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subject will be advised that she must report immediately to the study site for pregnancy testing
and appropriate management in the event that she may be pregnant.

Reference

1. [HMA] Heads of Medicines Agencies. Climcal Trial Facilitation Group page.
Recommendations related to contraception and pregnancy testing in climcal trials.
https://www hma eu/fileadmin/datelen/Human Medicines/01-

About HMA/Working Groups/CTFG/2020 09 HMA CTFG Confraception guidance Ver
sion 1.1 vpdated pdf 15 Sep 2014. Accessed 04 Oct 2021.
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APPENDIX 2. PROHIBITED CONCOMITANT MEDICATIONS AND
PROCEDURES

The following concomutant medications and procedures are prohibited prior to randomuzation
and during the course of the study unless otherwise specified.

1. Topical therapy:

Topical therapy unless otherwise specified (including but not limited to topical
corticosteroids, topical retinoid [tazorotene] or vitamin D analogue preparations
[calcipotriene and calcitriol], tacrolimus, pimecrolimus, methoxsalen, tnmethylpsoralen,
pimecrolimus or anthralin/dithranol). Topical therapy 1s prolubited from 2 weeks prior to the
first admmnistration of study treatment until 4 weeks after the last dose of study treatment
unless otherwise specified in Section 9.6.1.

[

Systemic therapy:

Systemic therapy including but not limited to oral or injectable retinoids, aprenmulast (or any
other PDE4 inhibitors), acitretin, methotrexate, cyclosporine, corticosteroids, mycophenolate
mofetil, 6-thioguamine, hydroxyurea, thioguanine, sirolimus, 1sotretinoin, sulfasalazine,
azathioprine, or fumaric acid esters are be prohibited from 4 weeks prior to the first
administration of study treatment until 4 weeks after the last dose of study treatment.

3. Biologic Agents:

e  Tumor necrosis factor (TNF)-o inhibitors (certolizumab pegol, etanercept, adalimumab,
mnfliximab, and golimumab) are prolibited from 8 weeks prior to the first admimistration
of study treatment until 4 weeks after the last dose of study treatment.

e TNF-o inhibitor, ntuximab, 1s prohibited from 24 weeks prior to the first adnunistration
of study treatment until 4 weeks after the last dose of study treatment.

e Interleukin (IL)-12/23 mhibitors (ustekinumab or any other therapeutic agent targeting
IL-12 or I1-23) 1s prohibited from 24 weeks prior to the first adnimstration of study
treatment until 4 weeks after the last dose of study treatment.

e II-17 inhibitors (secukinumab, 1xekizumab, brodalumab, or any other therapeutic agent
targeting I1.-17) are prolibited from 24 weeks prior to the first admiistration of study
treatment until 4 weeks after the last dose of study treatment.

This document is confidential.
Page 81 of 89



Me1ji Pharma USA Inc. ME3183-3
ME3183 Version 2.0 (07 Dec 2021)

e II.-23 mhibitors (tildrakizumab, risankizumab, guselkumab, or any other therapeutic
agent targeting IT-23) are prohibited from 24 weeks prior to the first adnuinistration of
study treatment until 4 weeks after the last dose of study treatment.

e II-12 mnhibitors (briakinumab or any other therapeutic agent targeting IT.-12) are
prohibited from 24 weeks prior to the first adnunistration of study treatment until 4 weeks
after the last dose of study treatment.

e T-cell mhibitors: alemtuzumab, abatacept, alefacept - from 12 weeks prior to the first
admimistration of study treatment until 4 weeks after the last dose of study treatment.

e Inteprin receptor antagonist: natalizumab - from 12 weeks prior to the first administration
of study treatment until 4 weeks after the last dose of study treatment.

4. Phototherapy:

Prolonged exposure to ultraviolet B (including narrow band ultraviolet B, Goeckerman
therapy and excimer laser) or psoralen ultraviolet A unless otherwise specified in Section 8.2
and Section 9.6.1. Phototherapy 1s prohibited from 4 weeks prior to the first adnunistration of
study treatment until 4 weeks after the last dose of study treatment.

5. Use of any investigational drug:
Investigational drugs for biologic therapy are prohibited from 24 weeks prior to Day 1 until
4 weeks after the last dose of study treatment. All non-biologic investigational

drugs/therapy/devices are prohibited from 4 weeks (or 5 half-lives whichever 1s longer) prior
to Day 1 until after the last dose of study treatment.

6. Prolonged sun exposure or use of artificial sunbathing (eg, tanning booths) or other UV hght
sources from Day 1 until after the last dose of study treatment (1e, Treatment Period).

7. Subject has had a recent imtiation of a drug that 1s known to potentially cause or exacerbate
psonasis (mncluding, but not linmted to, beta blockers, lithmum, and anti-malanals), within the
8 weeks pnor to the first adnmumistration of study treatment; a those subject who have has
been on a stable dose for at least 8 weeks prior to the first adnunistration of study treatment
without exacerbation of psoriasis may be enrolled randonuzed and does not need to
discontinue these medications.
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APPENDIX 3. PSORIASIS AREA SEVERITY INDEX - WORKSHEET

The Psoriasis Area and Severity Index (PASI) is a quantitative rating score for measuring the
severity of psoriatic lesions based on area coverage and plague appearance.

Plaque characteristic Lesion score Head Upper Limbs Trunk Lower Limbs
0 = None
E ema
v 1 = Slight
Induration/Thickness 2 = Maderate
3 = Severe
Scaling 4 = \ery savera
Add together each of the 3 scores for each body region to give 4 separate sums (A).
Lesion Score Sum (A)
el Area score Head Upper Limbs Trunk Lower Limbs
affected
0=0%
Area Score (B) 1m 1% - 8%
Degree of involvement 858 | 2 = 109, - 269
percentage for each body .
region affected (score sach 3 : gg: ) ;::
th scom bahwves
v " | 5270%-89%
6= 90% - 100%

Multiply Lesion Score Sum (A) by Area Score (B), for each body region, to give 4 individual subtotals (C).

Subtotals (C)
Multiply each of the Subtotals (C) by amount of body surface area represented by that region, i.e. x 0.1 for head, x
0.2 for upper body, x 0.3 for trunk, and x 0.4 for lower limbs,
Body Surface Area x0.4 x0.2 x0.3 x0.4

Totals (D)

Add together each of the scores for each body region to give the final PASI Score.

PASI| Score =

Reference

1. Bntish Association of Dermatologists. Accessed at http://www _bad.org uk/shared/get-
file ashx?1d=1654&itemtype=document. Accessed on 05 Oct 2021.
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APPENDIX 4. 5-POINT STATIC PHYSICIAN’S GLOBAL ASSESSMENT

For the determination of Static Physician’s Global Assessment (sPGA), the degree of overall
lesion severity will be evaluated using the categories below:

0 = Clear: No signs of psonasis. Post-inflammatory hyperpigmentation may be present

1 = Almost clear: Normal to pink coloration of lesions; no thickening; no to nummal focal
scaling.

2 = Mild: Pink to light red coloration; just detectable to nuld thickening; predomunantly fine
scaling

3= Moderate: Dull bright red, clearly distinguishable erythema; clearly distingmishable to
moderate thickening; moderate scaling

4 = Severe: Brnight to deep dark red coloration; severe thickeming with hard edges;
severe/coarse scaling covering almost all or all lesions

Reference

1. Langley RG, Feldman SR, Nyirady J, et al. The 5-point Investigator’s Global Assessment
(IGA) Scale: A modified tool for evaluating plaque psorasis seventy m climical trials. J
Dermatolog Treat 2015 Feb;26(1):23-31. do1: 10.3109/09546634.2013 .865009.
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APPENDIX 5.

DERMATOLOGY LIFE QUALITY INDEX

The aim of this questionnaire 1s to measure how much your skin problem has affected your life

OVER THE LAST WEEK. Please tick (\") one box for each question.

Very much O
Ower the last week, how itchy, sore, painful or stinging has your | A 1ot 0
skin been? A tittle O
Not at all O
Very much O
Ower the last week, how embarrassed or self-conscious have yvou | A 1ot 0
been because of your skin? A little 0
Mot at all O
Very much O
Over the last week. how much has your skin interfered with you | £ 10t O
going shopping or locking after your home or garden? A little O
Mot at all O
Mot relevant O
Very much O
Over the last week. how much has your skin influenced the Alot O
clothes you wear? A little O
Mot at all O
Not relevant O
Very much O
Ower the last week, how nmch has your skin affected any social or A ]‘_]t =
leisure activities? A little O
Mot at all O
Mot relevant O
Very much O
Over the last week. how much has your skin made it difficult for | £ 10t O
you to do any sport? Alittle O
Mot at all O
Not relevant O
Over ﬂlE 17351 weelc, has your skin prevented you from working or g:s E
studying? Not Relevant O
If “No™, over the last week how mmuch has your skin been a Alot O
problem at work or studying? A little O
Mot at all O
Very much O
Ower the last week, how nmich has your skin created problems A]‘_“ =
with your partner or any of your close friends or relatives? Alittle O
Mot at all O
Not relevant g
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Very much O
) A lot O
9. Over the last week, how much has your skin caused any sexual A titfle -

difficulties?

Mot at all O
Mot relevant O
Very much O
10. Ower the last week, how mmuch of a problem has the treatment for | A Jot 0
}rmn'skmbem for example, by making your home messy, or by A little 0
taking up time? Not at all 0
Not relevant 0

Please check you have answered EVERY question. Thank you.
Reference
1. Fmlay AY, Khan GK. Dermatology Life Quality Index (DLQI): a sumple practical

measure for routine clinical use. Clin Exp Dermatol. 1994 May; 19(3):210-216. dou:
10.1111/.1365-2230.1994 tb01167 x.
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APPENDIX 6. COLUMEBIA-SUICIDE SEVERITY REATING SCALE

(Screening Version)

SUICIDAL IDEATION

Atk questions I and 2. [f both are negative, proceed to ~Saicidal Behavior ™ section. [ the anrwer so quession i “yes”, Pact
ask questions 3, 4 and 5. [ the arcwer to question ] andior 2 is “yes ”, complste “Fuensity of Ideation ™ section below: X Month:

1. Wizh to be Dead
Subject eadomes thonghts abe=t 2 wisk to be dead or not alive axy=om. or wish o &2l aslesp azd mot ke =p. Wex o
Have you wizhed vox were dead or wished vox could go fo slecp and mor wake ap?

Ifyes. dencrie

1. Non Specific Active Suicidal Thoughts
Genarsl, es-specific thoughts of wentay o axd one's Hfe'comesit smicids (ag. 7 ve dhoughr afowr iy myself™) withow: theaghe of ways to kill Tez No
casalf 2ssocymd methods, ixtent or plas.

Have you scmmally hed any thouphs of By yourse]f”

15 vus. dencie

3. Active Smicidal Ideation with Any Methods (Mot Plan) withowt Intent to Act
Subject eadomen thonghts of wmicide and Eas thoupht of af loxst cos =ethod during the assescmess pariod. This is diffursat tham 2 specziic plan with time, Tex Mo
place or method detils worked our (& . Soughr of method to kill weifb=t oot 2 specific plan). cizdes persen who wezld sy, “F dhomphr abour sxtmg
an overdese bax [ mever made a specyfic plom o to when, where or how [ would actually do 1. .ond [wosld never go trough woh o™

Have you been diinkimg abous how vou miphs o this?

Ifyes. dencrie

4. Active Swicidal Ideation with Seme Intent to Act, without Specific Flan
Actve s=cidl tonghtn of killing caceelf and mmbject mports bavmy some insat to act on s=ch Senshs, 20 opposed to 7 hove she showghes bur [ Tez Ne
definesefy will mor do antung ahout fese

Have you bad shese thoughts and had come imiention gf acing on them?

Ifyes. dencrie

5. Active Swicidal Ideation with Specific Flan and Infemt
Thongis of kilne caeself with dewmils of plan Sully or partially worked our 2ad subject has some ==t o camy if out Tez No
Have you steried i work oul or werked sar the deisils gf hew to B3 vozeself™ Do you insend o carry o ohis plan?

Ifyes. dencrie
INTENSITY OF IDEATION

Tha foliswing feamnres should be raned with respect fo the mosr severe Dpe of idearion (Le., I-5 from above, with I beime the least savere
and § being the most severe). Aok abour tme he/she was jeeiing the most tuicidal

o=t
Most Severe Ideation: Severe
Tipe = (I-3) Descripgon qf Tdearion
Frequemcs
Hgw many @mes have you had these thoughrs? -
(L) Locs hom coco awesk  (2) D=ce zwesk  (3) 2-F tmes mwmak  ([4) Daily or almest dacly (7)) Mazy times cach day
Duratien
When yvou have the thoughes, how long do they lan?
(1) Flesmng - fow seconds or miz==a (4] 4-& hoeru'most of day -
(2} Laas tham | hoursome of the e {5} More than § bours pemuismat or contzmous
| 3] 14 boars/a lot of time
Controllability
Could'can you stop thinking abour killing vourse)f or wanang fo die {f vou wanr o
(1) Eaazly able 0 contral thonghs (%) Cz= contre] thoaghes with 2 lot of diffculty _
(2) Cz= comtrol thoughts with herle d=fraity (¥) Unakle to contol thoughs
(3) Cz= comircl thoaghts with seme 85y (L) Doss not attampt to cczoel thoughts
Deterrents
Are there frings - anyone or anyeking (e g, family, refigion, pain of death) - thar ssopped you from wanang o die or acting on
thonghis of commiting swicide”
(1) Detarrens: definitaly stopped you from astumpting swicide (%) Deturmnts most likely d&id ot stop you -
(2) Detszmenn: probebly siopped vou () Doturments deffzimely &8 =t sop vou
(3) Uzcarsain that deterreats stopped vou {120 Dross not apphy
Reasons for Ideation
What sorr gf reasons did you have for thinking abour wantng so die or killing yourselfT Was it ro end the pain or stop the way
you were feeling (in other words you conldn 't go on living wirk this pain or how yom were feeling) or was if fo ger artenion,
revenge or @ reaction from others® Or both?
(1) Comgplesly to got atteatica, mveegs or a maction fom etas (4 Mostly to ead er sop & pem (you couldatgo o= -
(2) Mosgiy 1o get 2tnbon, mevense o 2 macton from otiers ving with e pai or bow vou were fesling)
(3) Egmally o et attanticn, mevemgs of 2 macticn from cthers (%) Completaly o and e wop the pain {you coulda’t po o=
z=d o end siop the pain ing with e pa= or Bow you wem Sling)
{0} Dhows not apply
IC 2008 Rescesd Fooadstion for Mestal Hygeese e C-5585  Sarcoming (Versmen 11205 Fage 1al2
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[STTCIDAL BEHATIOR FaXvears |
(Check all thar apply, to long az these ave separate events; must azk abowr all ppes) 1 I-'
|Actmal Attempt:
|A pomanally wlf-mpricns ot commmemd wesh ot laast some wish w2 die. a5 2 resudr of acr Babavier was = part houphe of m medsed o kol coself [omet Ye: Ne
does mot have 1o be 100%. [fshore iz @MY isest/dessre to de associsted wish the act, then it can be considered an actual sxicide amemmpe There does mor O O
hrave fo be any mpury or harm. just g pomesal for imjury er bare B perves pulls egger widls gus i i mesth b gus is broken wo 20 Sjury ressls,
thls is comidemed an smempe

Inte=s: Even if an imdnrideal dentes mbentwrish to &, it may be mferred chmically from e bekarior or crcamsteaces. For exa=ple, a koghly lechal
noy e i3 clearty nor an accidant w0 o other inren bt suicids ran be imdsmed (.5 pEDibor o head jumping from windew of a kigh flaerwory). Ao, i
romecns dences intess to die. but they thoughs that what they did could be lethal, imseat may be infered.
|Hiave vor made a suicide amempr?
\Have ven dene amything ro harm yourse[JT
\Have you done anyehing dangerous where you could have died? Torl=al
Whar did you do? Amszpn
Did vou as a way to end vour life?
Did yeu ware to die (evem @ linde) whem you ?
Were you mrying to end your Ijfe when you
ﬁﬂ;wdmknmmﬁk}wmm&ﬁm »
Or did you do it purely for other reasens / withost ANY intendon of killing vourself (like to relieve sress, feel bemer, per sympathy,
lor get somerking else to happen)? (Self-Infmious Babavior withous szicidal meat)
L ywa, dascribe
Yez No
b3 | in Non-Suicidal Self-Injurions Behavior?
ﬁ'hhpﬂu|.|llururp'ldMamuh:w}hntmmpnﬂﬂb'ﬂﬂngmutiﬂmr_hrh:tndmm-wﬂm Ve Wo
occmrred).
Crrardess: Parvon has pills iz hand e iy Eeminp Crace they may thit becomes an wmecmpr mchar than a= inwerupned Fmampt
mmuﬂwmw mhmﬂmcalmmmmm Omeas they pull the mgger,
ron i the gum fails oo fime, it i o eommpt Fomping: Perves is poised 1o fe=p, is gabbed and taken dows fom ledge. Hemging: Pemon ka nooss around
Tt bas mot yet szamed o Bamg - s stopped from deodng s Totad & of
there been @ ame when you started to do something to end your Ijfe bur someone or something stopped vou before vou mtesd
crually did anyiking?
Hﬂﬂ:ﬂl
Aborted Artempt: Yo Ne
[W'hea parses begin: to take steps towand making a vmicide pt. b=t stops ves bafore they achally have sngaped in axy self-destrictive behanier.
|Exa==ples ars similar o interrupted 2mempts, sxcape that the mdividzal stops him/bersslf, imstead of being stopped by semething alis. O O
|Has there been @ rime when you started to do semething to oy te end your Kfe but you scopped yourself before you acmally did
lamyehing ™ Total £ of
1f you. dercribs Atored
Preparatory Acts or Behavier:
Acts or prep owands i tiv making a smacide sempt This cam inclads aoything bavend a vertaliraton or thonght, sach a: susemblmg a specafic | Yo Xo
(0. buying pidls. purchasing 2 gun) or preparing for one'y dsath by wicids (o.g. Pving Sings rwyy. wrSng 2 smicids nom).
VeR ﬂmmmmﬂimuﬂulmmﬁwnm;uuﬂmﬂfr{mmu collecring pills, peting a gun,
ing valmebles away or writing a suicide mote)?
L ywa, dascribe
Swicidal Behavier: Y N
|Subesdal bahandor was preseas during the amvessmens period” O 0O
dnswer Actual Attempts Only [Mase Racans Lehal  [InizialFime
s 4 |Dase:
|Actual Lethality Aledical Damage: FEnser Code Emter Code Enter Code
0. Mo phyvical damage or very miner physical damago (6.5, murface scratchos).
1. Mamer phyuical damage (o §. lethargic wpesch; Smve-depes burns. mild blesding: sprains)
1. Modarate phyiical dansage: medical anession nesded (s.8 . conscions but sleepy. somewiat respananie: second-degme
bums; bleeding of majer vessal)
3. Modaramly sevees phyviical damage: mecboal bospnalizasen aod Lkely @oenire care reguined (s .. comamons with
meflexas intact. thind-dagree bums loss than 0% of body. extemsive blood losa but cam mecover; major frac teves).
4. Severs phosical demage: meahcaf bovpimBratics with imsszuive cam required (s, comennse wishowr reflenss, urd-
dagres burny ever 0% of body: axteasive bloed lows with waamable visal slgms: major damage to a visal area)
3. Death
Potenrinl Lethaliry: Dlly.-\.lim Ii!u."l'lll.l.lutj-l Ener Coocle Enter Code Entor Code
aly lethaliry of actmal T {the Slow=z example:s. winle havmg no actnal medical damags.
pmullfthmummeumﬁﬂnﬁhmmhwﬁhmﬁnwuﬂ:ﬂ@p
laying om raia tracks with omcoming =ais bet pulled sway befors nea cves)
0 = Bakavier not ldkaly to pevalt in mjury
1 = Bahavier kely to retult i injery but not likely 2o cause death
1 = Bakevier Hkely = manl: = deatk despis available medical care
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