
l’Alleud, Belgium
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Updated the Sponsor’s 
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containing ‘PSSD sign 
’ 

Removed ‘change from 
’ 

‘DLQI 0/1 

baseline DLQI score 2’ 

‘
’ ‘

’
‘ ’
‘sPGA 0/1 at Week 52 
and Week 24’, ‘PASI 75 

24’, and ‘PASI 90 
Week 52 and Week 24’
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o
o

o
o
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in a blinded manner by the study’s 
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subject’s welfare and/or treatment of an AE/SAE

at Week 24 per investigator’s discretion in subjects who have 
sPGA scores  3 (See Section 4.
•

.
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Men and women 18 years of age di
significant flares of disease activity in the opinion of the investigator) plaque psoriasis for 6 

severe disease by involvement of 10% of body surface area (BSA), 
Physician’s Global Assessment (sPGA) 3, PASI score 12, and candidates for phototherapy 
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( 90 kg and <90

sPGA 3 at Week 24 may be treated with restricted topical medications, such as topical high 

Approved 1.0vApproved 2.0v



term extension study ( 2 years) and 

†

‡

†

‡
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SSRS Assessment: Response of “Actual Suicide Attempt
Lifetime” or suicidal ideation (Severity of 4 or 5) or suicidal behavior 

All SAEs must be collected from the date of subject’s written consent 
until 30 days post discontinuation of dosing or subject’s participation 

Approved 1.0vApproved 2.0v
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 PHQ

PGA = scalp specific Physician’s Global Assessment; TBNK = T cells, B cells, and natural killer cells; ULN = upper limit of n
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 PHQ
  TBNK = T cells, 
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surface area (BSA) involvement with mild defined as 10% BSA, and moderate

candidiasis and Crohn’s disease 
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17, IFN ) have be
mediated diseases, including psoriasis, lupus, spondyloarthritides, and Crohn’s disease.

22; IFN ) have been 
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2.2.1 Early Clinical Development 
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have baseline scalp severity Physician’s Global
PGA) score 3

have baseline Physician’s Global Assessment
F) psoriasis score 3

palmoplantar Physician’s 
PGA) score 3
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DLQI score 2)

4.1.1 Screening Period 
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4.1.2 Treatment Period 

o
o
o
o
o
o

( 90 kg and <90
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4.1.3 Week 16 

4.1.4 Week 24 

During the Week 24 assessment, a subject who has an sPGA 3  may be treated with 
stigator’s discretion

initiated on these treatments at Week 24 may use them as needed per the investigator’s judgment 

4.1.5 Week 52 and Follow-up Period 

term extension study ( 2 years) where they will be treated with BMS
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4.1.6 Data Monitoring Committee and Other External Committees 
4.1.6.1 Data Monitoring Committee 

4.1.6.2 Infection Adjudication Committee 
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4.1.6.3 CV Adjudication Committee 

4.1.6.4 Suicidal Ideation and Behavior Adjudication Committee 
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10% of BSA involvement at Screening Visit and Day 1
Psoriasis Area and Severity Index (PASI) score 12 and static Physician’s Global 
Assessment (sPGA) 3 at Screening Visit and Day 1

Men and women aged 18 year
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condition that would compromise the subject’s immune status (eg, history of opportunistic
Pneumocystis jirovecii 
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immunologic, or local active infection/infectious illness) that, in the investigator’s 

limit, the BP may be repeated once after the subject has rested sitting for 10 minutes. If 
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documentation, or by answering “yes” to Question 4 or 5 for suicidal ideation on the 
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5.3.1 Meals and Dietary Restrictions 

5.3.2 Caffeine, Alcohol and Tobacco 

5.3.3 Activity 
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5.4.1 Retesting During Screening or Rescreening 

assessed, as it represents the subject’s most current clinical state.
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‡

†

‡

Approved 1.0vApproved 2.0v



6.1.1 Titration Kit for Active and Placebo Apremilast 
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other inflammatory diseases only; yes/no), and body weight ( 90 kg and <90

6.3.1 Maintaining the Blind 
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6.3.2 Circumstances for Unblinding 

The subject’s safety takes priority over any other considerations in determining if a treatment 
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6.5.1 Retained Samples for Bioavailability/Bioequivalence 

6.7.1 Prohibited and/or Restricted Treatments 

considered necessary for the subject’s welfare 

indomethacin, and quinidine unless it is considered necessary for the subject’s welfare and/or 

Use of opioid analgesics unless it is considered necessary for the subject’s welfare and/or 

is considered necessary for the subject’s welfare and/or treatment of an AE/SAE
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stigator’s discretion in subjects who have sPGA scores 3 (See Section 

Exception: The above shampoos may be initiated only at Week 24 per investigator’s discretion 
 (See Section 

6.7.2 Permitted Concomitant Medications 
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6.7.3 Rescue Medications 
At Week 24, a subject who has an sPGA 3  may be treated with restr

at the investigator’s discretion. These 

24 may use them as needed per the investigator’s judgment 

by answering “Yes” to Question 4 or 5 on 
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Unblinding of a subject’s treatment assignment for any reason (emergency or 

subject’s
discontinuation must be documented in the subject’s medical records and entered on the 

7.1.1 Temporary Discontinuation of Study Medication 

in the opinion of the investigator, indicates that it is in the subject’s best interest that the study 

dically treated and has resolved per principal investigator’s judgment.

7.1.2 Post-Study Treatment Study Follow-Up

Approved 1.0vApproved 2.0v



stered mail letter. All attempts should be documented in the subject’s medical records.

If investigator’s use of third
has been included in the subject’s informed consent, then the investigator may use a 

party representative to assist site staff with obtaining subject’s contact 

determined by the investigator should be reported and documented in the subject’s medical 
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nducted as part of the subject’s routine clinical management (eg, blood count) 

8.1.1 Investigator-Administered Assessments 
8.1.1.1 static Physician’s Global Assessment (sPGA)

8.1.1.2 Psoriasis Area and Severity Index (PASI) 

–

Approved 1.0vApproved 2.0v



8.1.1.3 Body Surface Area (BSA) 

of a subject’s handprint (including fingers and thumb) representing 1% of BSA involved.

8.1.1.4 scalp specific Physician’s Global Assessment (ss-PGA) 

8.1.1.6 Physician’s Global Assessment-Fingernails (PGA-F)
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8.1.1.8 Palmoplantar PGA (pp-PGA) 

8.1.2 Subject-Reported Assessments 
8.1.2.1 Psoriasis Symptoms and Signs Diary (PSSD) 

Approved 1.0vApproved 2.0v



 

–

8.1.2.4 Dermatology Life Quality Index (DLQI) 
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8.1.2.11 Psoriatic Arthritis Screening and Evaluation (PASE) Questionnaire 

8.2.1 Adverse Events of Interest 
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8.2.2 Time Period and Frequency for Collecting AE and SAE Information 

expectedness of SAEs for expedited reporting. Following the subject’s written con

All SAEs must be collected from the date of subject’s written consent 
dose of the study drug or subject’s participation in the study if the last scheduled visit occurs at a 

8.2.3 Method of Detecting AEs and SAEs 

8.2.4 Follow-up of AEs and SAEs 
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8.2.5 Regulatory Reporting Requirements for SAEs 

8.2.6 Pregnancy 

8.2.7 Laboratory Test Result Abnormalities 
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8.2.8 Potential Drug-Induced Liver Injury (DILI) 

8.2.9 Other Safety Considerations 

For this study, taking more than 2 days’ worth of study treatment within a 24
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8.4.1 Physical Examinations 

8.4.2 Vital Signs 

8.4.3 Electrocardiograms 

8.4.4 Tuberculosis Screening and Chest Imaging
Chest imaging results and PE are part of the process to assess a subject’s eligibility, as outlined in 

8.4.5 Clinical Safety Laboratory Assessments 
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8.4.5.1 Estimated Glomerular Filtration Rate (eGFR) 
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8.4.6 Depression Monitoring 

8.4.6.1 Eight-Item Patient Health Questionnaire (PHQ-8)

Day. A score of 10 is suggestive of moderate depressive symptoms (see 
subject scores 15 on the PHQ

8.4.7 Suicidal Ideation and Behavior (SIB) Monitoring 

8.4.7.1 electronic Columbia-Suicide Severity Rating Scale (eC-SSRS) 

Approved 1.0vApproved 2.0v



Approved 1.0vApproved 2.0v



Approved 1.0vApproved 2.0v



Approved 1.0vApproved 2.0v



Approved 1.0vApproved 2.0v



Approved 1.0vApproved 2.0v



9.3.1 Primary Endpoints 

9.3.2 Secondary Endpoints 
9.3.2.1 Key Secondary Endpoints for Comparisons to Placebo 

of 0 among subjects with a baseline PSSD symptom score 1

PGA score 3

with a baseline DLQI score 2

F score 3

PGA score 3
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9.3.2.2 Key Secondary Endpoints for Comparisons to Apremilast 

of 0 among subjects with a baseline PSSD symptom score 1

PGA score 3

Approved 1.0vApproved 2.0v
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Placebo BMS
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9.4.1 Coprimary Endpoint Analyses 

9.4.1.1 Imputation Methods for Coprimary Endpoints 

9.4.1.2 Sensitivity Analyses for the Coprimary Endpoints 

9.4.1.3 Supportive Analyses for the Coprimary Endpoints 

9.4.1.4 Subgroup Analyses for the Coprimary Endpoints 

Age categories (<65; 65)
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Body weight categories (<90 kg; 90 kg)

9.4.2 Secondary Endpoint Analyses 

9.4.2.1 Imputation Methods for Secondary Endpoints 
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9.4.4 Time-to-Event Endpoints 

9.5.1 Adverse Events 
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9.5.2 Vital Signs and ECGs 

9.5.3 Clinical Laboratory Tests 

9.5.4 Suicidality and Depression Assessments 

9.6.1 Demographics and Baseline Data 

9.6.2 Prior and Concomitant Medications 

9.6.3 Relevant Protocol Deviations 
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–
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–
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– –

– –

CASA): Classification of Suicidal Events in the FDA’s Pediatric 
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 STATIC PHYSICIAN’S GLOBAL ASSESSMENT OF PSORIASIS 
 

  

 SCALP SPECIFIC PHYSICIAN’S GLOBAL ASSESSMENT 
 

 PHYSICIAN’S GLOBAL ASSESSMENT  

 PALMOPLANTAR PSORIASIS PHYSICIAN’S GLOBAL 
 

  

  

 
 

  

 
 

Approved 1.0vApproved 2.0v



Approved 1.0vApproved 2.0v



Approved 1.0vApproved 2.0v



Approved 1.0vApproved 2.0v



palmoplantar Physician’s Global Assessment

scalp specific Physician’s Global Assessment
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Obtain the IRB/IEC’s written approval/favorable opinion of the written ICF and any o

If informed consent is initially given by a subject’s legally acceptable representative or legal 

US, the subjects’ signed HIPAA Authorization.
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It is the investigator’s or designee’s 

It is the investigator’s or designee’s responsibility to arrange for disposal, provided that procedures 

filed with the site’s SOPs and a copy provided to BMS upon 

It is the investigator’s or designee’s responsibility to arr
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A “reasonable possibility of a relationship” 
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Documentation can come from the site personnel’s review of the subject’s medical records, 
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Failure rate of <1% per year when used consistently and correctly.

A vasectomized partner is a highly effective contraception method provided that the partner is 
the sole male sexual partner of the WOCBP and the absence of sperm has been confirmed. If 
not, an additional highly effective method of contraception should be used. 
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Sexual abstinence is considered a highly effective method only if defined as refraining from 
heterosexual intercourse during the entire period of risk associated with the study treatment. 
The reliability of sexual abstinence needs to be evaluated in relation to the duration of the study 
and the preferred and usual lifestyle of the subject.

Failure rate of >1% per year when used consistently and correctly.

Approved 1.0vApproved 2.0v



Approved 1.0vApproved 2.0v



STATIC PHYSICIAN’S G

The static PGA is used to determine the subject’s psoriasis lesions overall at a give

borders, 1 mm

Physician’s Static Global Assessment based upon above Total Average 

Note: Scores should be rounded to the nearest whole number. If total 1.49, score = 1; if 
total 1.50, score = 2.
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For each body region multiply sub total B1, B2, B3 and B4 by the score (0-6) of the % of body region involved to give 4 subtotals 
C1, C2, C3 and C4

The patient’s PASI score is the sum of C1 + C2 + C3 + C4
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SCALP SPECIFIC PHYSICIAN’S GLOBAL ASSESSMENT 
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PHYSICIAN’S 

pitting, crumbling, Beau’s 

25% crum
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PALMOPLANTAR PSORIASIS PHYSICIAN’S GLOBAL 
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If “No”, over the last week how much has your skin been a problem at 
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My joints feel ‘hot’

swollen, making it look like a ‘sausage’
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General nonspecific thoughts of wanting to end one’s life or commit suicide (eg, “I’ve 
thought about killing myself”) without general thoughts of ways to kill oneself/associated 

would say, “I thought abo
where, or how I would actually do it . . . and I would never go through with it.”

such thoughts, as opposed to “I have the thoughts but I definitely will not do anything about 
them.”
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gun) or preparing for one’s death by suicide (eg, giving things away, writing a suicide 
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Assessment Outcome Measure Endpoint Comparison Analyses 
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Impact on Efficacy Endpoints 
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9.8.2  Impact on Safety Variables 
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Active Comparator-Controlled Period
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Randomized Withdrawal and Maintenance Period
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2.2.1 Early Clinical Development
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4.1.1 Active Comparator-controlled Period (Week 0-24)
4.1.1.1 Screening Period

4.1.1.2 Treatment Period

o
o
o
o
o
o

4.1.1.3 Week 16
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4.1.2 Randomized Withdrawal and Maintenance Period (Week 24-52)

4.1.2.1 Week 24

4.1.2.2 Week 52 and Follow-up Period
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4.1.3 Data Monitoring Committee and Other External Committees
4.1.3.1 Data Monitoring Committee

4.1.3.2 Infection Adjudication Committee
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4.1.3.3 CV Adjudication Committee

4.1.3.4 Suicidal Ideation and Behavior Adjudication Committee

Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Pneumocystis jirovecii 

Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Meals and Dietary Restrictions

5.3.2 Caffeine, Alcohol, and Tobacco

5.3.3 Activity

Approved 2.0vApproved 2.0v



5.4.1 Retesting During Screening or Rescreening

Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



6.1.1 Titration Kit for Active and Placebo Apremilast

Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



6.2.1 Method of Study Treatment Assignment at Week 24 and Subsequent 
Visits Impacted by COVID-19-related Issues

6.3.1 Maintaining the Blind

6.3.2 Circumstances for Unblinding

Approved 2.0vApproved 2.0v



6.5.1 Retained Samples for Bioavailability/Bioequivalence

Approved 2.0vApproved 2.0v



6.7.1 Prohibited and/or Restricted Treatments

Approved 2.0vApproved 2.0v



6.7.2 Permitted Concomitant Medications

6.7.3 Rescue Medications

Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



7.1.1 Temporary Discontinuation of Study Medication

7.1.2 Post-Study Treatment Follow-Up

Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



8.1.1 Investigator-administered Assessments
8.1.1.1 static Physician’s Global Assessment (sPGA)

8.1.1.2 Psoriasis Area and Severity Index (PASI)

8.1.1.3 Body Surface Area (BSA)

Approved 2.0vApproved 2.0v



8.1.1.4 scalp specific Physician’s Global Assessment (ss-PGA)

8.1.1.6 Physician’s Global Assessment-Fingernails (PGA-F)

Approved 2.0vApproved 2.0v



8.1.1.8 Palmoplantar PGA (pp-PGA)

8.1.2 Subject-reported Assessments
8.1.2.1 Psoriasis Symptoms and Signs Diary (PSSD)

8.1.2.2 Dermatology Life Quality Index (DLQI)

Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



8.1.2.8 Psoriatic Arthritis Screening and Evaluation (PASE) Questionnaire

8.2.1 Adverse Events of Interest

Approved 2.0vApproved 2.0v



8.2.2 Time Period and Frequency for Collecting AE and SAE Information

8.2.3 Method of Detecting AEs and SAEs

8.2.4 Follow-up of AEs and SAEs

Approved 2.0vApproved 2.0v



8.2.5 Regulatory Reporting Requirements for SAEs

8.2.6 Pregnancy

8.2.7 Laboratory Test Result Abnormalities

Approved 2.0vApproved 2.0v



8.2.8 Potential Drug-Induced Liver Injury (DILI)

8.2.9 Other Safety Considerations

Approved 2.0vApproved 2.0v



8.4.1 Physical Examinations

8.4.2 Vital signs

8.4.3 Electrocardiograms

8.4.4 Tuberculosis Screening and Chest Imaging

8.4.5 Clinical Safety Laboratory Assessments

Approved 2.0vApproved 2.0v



8.4.5.1 Estimated Glomerular Filtration Rate (eGFR)

Approved 2.0vApproved 2.0v



8.4.6 Depression Monitoring

8.4.6.1 Eight-item Patient Health Questionnaire (PHQ-8)

8.4.7 Suicidal Ideation and Behavior (SIB) Monitoring

8.4.7.1 electronic Columbia-Suicide Severity Rating Scale (eC-SSRS)

Approved 2.0vApproved 2.0v



8.4.8 Imaging Safety Assessment

Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



9.3.1 Primary Endpoints

Approved 2.0vApproved 2.0v



9.3.2 Secondary Endpoints
9.3.2.1 Key Secondary Endpoints for Comparisons to Placebo

9.3.2.2 Key Secondary Endpoints for Comparisons to Apremilast

Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



9.4.1 Coprimary Endpoint Analyses

9.4.1.1 Imputation Methods for Coprimary Endpoints

9.4.1.2 Sensitivity Analyses for the Coprimary Endpoints

9.4.1.3 Supportive Analyses for the Coprimary Endpoints

9.4.1.4 Subgroup Analyses for the Coprimary Endpoints

Approved 2.0vApproved 2.0v



9.4.2 Secondary Endpoint Analyses 

9.4.2.1 Imputation Methods for Secondary Endpoints

Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



9.4.4 Time-to-Relapse Endpoint

Approved 2.0vApproved 2.0v



9.5.1 Adverse Events

9.5.2 Vital Signs and ECGs

Approved 2.0vApproved 2.0v



9.5.3 Clinical Laboratory Tests

9.5.4 Suicidality and Depression Assessments

9.6.1 Demographics and Baseline Data

9.6.2 Prior and Concomitant Medications

9.6.3 Relevant Protocol Deviations

Approved 2.0vApproved 2.0v



9.8.1 Impact on Efficacy Endpoints 

o

o

o

Approved 2.0vApproved 2.0v



9.8.2 Impact on Safety Variables

Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Failure rate of <1% per year when used consistently and correctly.

A vasectomized partner is a highly effective contraception method provided that the partner is 
the sole male sexual partner of the WOCBP and the absence of sperm has been confirmed. If 
not, an additional highly effective method of contraception should be used. 

Approved 2.0vApproved 2.0v



Sexual abstinence is considered a highly effective method only if defined as refraining from 
heterosexual intercourse during the entire period of risk associated with the study treatment. 
The reliability of sexual abstinence needs to be evaluated in relation to the duration of the study 
and the preferred and usual lifestyle of the subject.

Failure rate of >1% per year when used consistently and correctly.

Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



For each body region multiply sub total B1, B2, B3 and B4 by the score (0-6) of the % of body region involved to give 4 subtotals 
C1, C2, C3 and C4

Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v



Approved 2.0vApproved 2.0v
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Assessment Outcome 
Measure 

Endpoint Comparison Analyses 

Approved 2.0vApproved 2.0v



Assessment Outcome 
Measure 

Endpoint Comparison Analyses 
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