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Joint count includes the majority of joints affected in PsA, 68 for tenderness and 66 for swelling. It 
includes the temporomandibular, sternoclavicular, acromioclavicular, shoulder, elbow, wrist (including 
the carpometacarpal and intercarpal joints as 1 unit), metacarpophalangeal (MCP), proximal 
interphalangeal (PIP), DIP, hip, knee, talotibial, midtarsal (including subtalar), metatarsophalangeal, 
and interphalangeal joints of the toes (proximal and distal joints of each toe is counted as 1 unit) for 
assessment of tenderness. The 66 joints to be examined for swelling are the same as those of 
tenderness, except the hip joints are not included. The assessments will be performed using 
instructions in Appendix XII and tender and swollen joint numbers will be recorded in a Joint Count 
Scoring Sheet.  

6.1.18 Physician Global Assessment of Disease Activity (PGA) – for subjects with PsA 

The PGA is a component of American College of Rheumatology (ACR) response assessments. ACR 
response assessments will be performed only in subjects who meet the CASPAR Criteria. (see 6.1.16) 
The ACR components evaluations will be used to calculate the subject’s ACR response criteria (ACR20 
/ 50 / 70) 

At the study Visits 2, 10, 15, 16, and 19 (study Weeks 0, 16, 20, 28, and 52) the status of the subject’s 
PsA will be assessed by an independent Investigator rheumatologist or qualified trained designee using 
a VAS of 0 to 100. The subject will be assessed according to how their current arthritis is. The VAS will 
be anchored with verbal descriptors of “No Disease Activity” to “Maximum Disease Activity” (Appendix 
XIII) 

6.1.19 American College of Rheumatology (ACR) response Assessments  

ACR response assessments will be performed only in subjects who meet the CASPAR Criteria. (See 
6.1.16) The ACR components evaluations will be used to calculate the subject’s ACR response criteria 
(ACR20 / 50 / 70). ACR20 response indicates a decrease of at least 20% in both the number of tender 
and swollen joint counts, as well as a 20% improvement in at least three of five scores of individual 
components:  

1. Health Assessment Questionnaire of disability (HAQ-DI).  

2. Patient global assessment of disease activity (PtGA) on VAS of 0 to 100. 

3. Patient assessment of pain (PtA-P) on VAS of 0 to 100. 

4. Physician global assessment of disease activity (PGA) on a VAS of 0 to 100. 

5. C-reactive protein (CRP) level, mg/dl. 

ACR50 and ACR70 are the same measurements with improvement levels defined as 50% and 70% 
respectively. 

6.2 Pharmacokinetics 

Blood (approximately 4 ml) will be collected for each PK sample. Pre-dose (trough) PK samples (within 
one hour before dosing) will be collected at study Visits 10, 15, 16, and 19 (study Weeks 16, 20, 28, 
and 52).  

In addition, PK sample will be collected, if possible, approximately 1 hour within the onset of an adverse 
event related to bradycardia during on-site visits with dose titration monitoring.  

PK samples collected only from the active treatment groups will be analysed in an unblinded manner. 

The plasma samples collected at above-mentioned time points may be used for assay of metabolites, 
if required.  
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prior to Visit 15.  Remote assessments or delayed Visits 17 or 18 will be recorded in the source documents 
and noted as a minor protocol deviation.   

Changes in study visit schedules, missed visits, or subject discontinuations may lead to missing information 
(e.g., for protocol-specified procedures). It is important to capture specific information in the case report 
form that explains the basis of the missing data, including the relationship to COVID-19, for missing 
protocol-specified information (e.g., from missed study visits or study discontinuations due to COVID-19).  

7.1 FOR ALL SUBJECTS  

See Study Visit Schedule 

On-  -4 / Day -28 to -1); 
On-site Visit 2: Baseline Visit (Week 0 / Day 1; before 12 noon);  
On-site Visit 7: ;  
On-site Visit 8: ); 
On-site Visit 9:  
On-site Visit 10: );  
On-site Visit 14: (   
On-site Visit 15:   
On-site Visit 16:  
On-site Visit 17:  
On-site Visit 18:  
On-site Visit 19: End of Treatment Visit (Week 52 / Day 365 ± 3 Days; before 12 noon);  
On-site Visit 20: Follow-up Visit (Week 56 / Day 393 ± 3 Days); 

Phone or in person contacts may be scheduled for  
 to collect information on concomitant medication, compliance 

with the study drug use, health changes (AEs & AESI), queries for PML and PRES and to provide 
instructions.  

 
 

 
 

For on-site visits conducted in the morning, study drug administration should be done in a clinic to ensure 
dosing before 12:00 (noon).   

7.1.1 On-site Visit -4 / Day -28 to -1) 

Potential subjects will be screened during a 4-week period prior to randomization. CRO/Sponsor’s approval 
is required on a case-by-case basis for an extension of the Screening Period to obtain all test results and 
to re-screen a subject.  

 The new informed consent/assent is not required, unless an amended or 
revised informed consent/assent is introduced during the study. 

The following procedures will be performed at Screening: 

1. Written informed consent will be obtained. Subjects must have provided IRB approved written 
informed consent. Subjects will be given the approved ICF describing the study and any risks 
associated with participation. The subject will be allowed as much time as needed to read and 
understand the information presented in the consent form. Appropriate study personnel will be 
available to answer any questions the subject might have regarding the study or study-related 
procedures. If the subject chooses to participate in the study, he or she will be asked to sign and date 
the consent form and will be provided with a copy for his or her records. The ICF must be signed by 
the subject before any protocol assessments can be undertaken. 

2. Demographics will be collected, including date of birth, gender, race and ethnicity. 

3. A compliance with applicable inclusion and exclusion criteria will be reviewed. (See Sections 4.2, 4.3)  

4. After confirming the eligibility, the subject will be assigned a screening number. 
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7.1.7 On-site Visit 14:  Visit  

The following procedures will be performed by an independent safety team at Visit 14: 

1. The occurrence of all AEs & AESIs will be assessed and documented following the procedures in 

Sections 5.9, 10.1, and 10.3. 

2. A query for PML (progressive multifocal leukoencephalopathy) will be performed (See Section 
5.10)   

3. A query for PRES (Posterior reversible encephalopathy syndrome) will be performed (See 
Section 5.11)  

4. The Subject’s diary provided at the previous visit will be collected and reviewed. 

5. The returned study drugs will be counted 

6. The use of concomitant medications since the previous study visit will be documented and 
assessed. (See Section 5.8) 

7. Vital signs (blood pressure, pulse, respiratory rate and oral body temperature) will be 
documented. Subjects must remain in a seated or supine position for at least 5 minutes before 
vital signs are obtained. (See Section 5.3)    

8. A blood sample will be collected for Hematology (See Section 5.5) 

9. Independent Safety Assessor review:  

 Safety Lab Alerts 

   

 As available 

i. Lab results 

ii. Exam results 

10. The following will be dispensed during Visit 14:  

 The study drug assembled for Visit 14 

 A diary card with instructions and to record the study drug use, health changes and 
concomitant medication 

11. A general safety review before discharge 

12.  
 

 

7.1.8 On-site Visit 15:  Visit ( )  

The following procedures will be performed at Visit 15: 

1. A urine pregnancy test will be conducted for all females of childbearing potential (see Section 5.4) 

2. Subject Reported Assessments will be collected for: 

 Dermatology Life Quality Index (DLQI) (See Section 6.1.1) 

 Psoriasis Symptoms and Signs Diary (PSSD) (See Section 6.1.2) 

 Patient Global Impression of Severity (PGIS) (See Section 6.1.3) 

 Patient Global Impression of Change (PGIC) (See Section 6.1.4) 
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 Itch Numeric Rating Scale (itch NRS) (See Section 6.1.5) 

 Scalp Itch Numeric Rating Scale (scalp itch NRS) – for subjects with Scalp psoriasis (See 
Section 6.1.6) 

 Health Assessment Questionnaire  of disability (HAQ-DI) – for subjects with PsA (See 
Section 6.1.7) 

 Patient Global Assessment of Disease Activity (PtGA) – for subjects with PsA (See Section 
6.1.8) 

 Patient Assessment of Pain (PtA-P) – for subjects with PsA (See Section 6.1.9) 

3. Focused Area Assessments will be performed for: 

 Investigator’s Global Assessment  (IGA) (See Section 6.1.10) 

 Scalp Investigator’s Global Assessment  (Scalp IGA) – for  subjects with Scalp psoriasis 
(See Section 6.1.11) 

 Palmoplantar Physician Global Assessment (PPPGA) – for subjects with Palmoplantar 
Psoriasis (See Section 6.1.12) 

 Psoriasis Area Severity Index  (PASI) (See Section 6.1.13) 

 Body Surface Area (BSA) (See Section 6.1.14) 

 modified Nail Psoriasis Severity Index (mNAPSI) – for subjects with Nail psoriasis 
 
Following will be assessed by an independent assessor (See Section 6.1.15) 

 Tender and Swollen Joint Count – for subjects with PsA (See Section 6.1.17) 

 Physician Global Assessment of Disease Activity (PGA) – for subjects with PsA (See 
Section 6.1.18) 

The following procedures will be performed by an independent safety team: 

4. The occurrence of all AEs & AESIs will be assessed and documented following the procedures in 

Sections 5.9, 10.1, and 10.3. 

5. A query for PML (progressive multifocal leukoencephalopathy) will be performed (See Section 5.10)   

6. A query for PRES (Posterior reversible encephalopathy syndrome) will be performed (See Section 

5.11)  

7. The Subject’s diary provided at the previous visit will be collected and reviewed. 

8. The returned study drugs will be counted 

9. The use of concomitant medications since the previous study visit will be documented and 
assessed. (See Section 5.8) 

10. Vital signs (blood pressure, pulse, respiratory rate and oral body temperature) will be 
documented. Subjects must remain in a seated or supine position for at least 5 minutes before 
vital signs are obtained. (See Section 5.3)    

11. A blood sample(s) will be collected for Hematology and Chemistry (See Section 5.5) 

12. A blood sample will be collected within one hour before dosing for PK testing (See Section 6.2) 

13. Study drug administration in a clinic before 12 noon (See Section 8.5)  

14. Independent Safety Assessor review:  

 Safety Lab Alerts 

   

 As available 

i. Lab results 

ii. Exam results 

The following procedures will be performed prior a subject discharged from a clinic: 
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15. The following will be dispensed during Visit 15:  

 UPT to be performed at home at week 24 – for female Subjects of childbearing 
potential (see section 5.4) 

 The study drug assembled for Visit 15 

 A diary card with instructions and to record the study drug use, health changes and 
concomitant medication 

16. A general safety review before discharge 

17.  

 

 

18. A phone call will be scheduled at the study week 24 to collect information on the study drug use, 

UPT, health changes and concomitant medication. 

7.1.9 On-site Visit 16:  Visit ( ) 

The following procedures will be performed at Visit 16: 

1. A urine pregnancy test will be conducted for all females of childbearing potential (see Section 5.4) 

2. Subject Reported Assessments will be collected for: 

 Dermatology Life Quality Index (DLQI) (See Section 6.1.1) 

 Psoriasis Symptoms and Signs Diary (PSSD) (See Section 6.1.2) 

 Patient Global Impression of Severity (PGIS) (See Section 6.1.3) 

 Patient Global Impression of Change (PGIC) (See Section 6.1.4) 

 Itch Numeric Rating Scale (itch NRS) (See Section 6.1.5) 

 Scalp Itch Numeric Rating Scale (scalp itch NRS) – for subjects with Scalp psoriasis (See 
Section 6.1.6) 

 Health Assessment Questionnaire  of disability (HAQ-DI) – for subjects with PsA (See 
Section 6.1.7) 

 Patient Global Assessment of Disease Activity (PtGA) – for subjects with PsA (See Section 
6.1.8) 

 Patient Assessment of Pain (PtA-P) – for subjects with PsA (See Section 6.1.9) 

3. Focused Area Assessments will be performed for: 

 Investigator’s Global Assessment  (IGA) (See Section 6.1.10) 

 Scalp Investigator’s Global Assessment  (Scalp IGA) – for  subjects with Scalp psoriasis 
(See Section 6.1.11) 

 Palmoplantar Physician Global Assessment (PPPGA) – for subjects with Palmoplantar 
Psoriasis (See Section 6.1.12) 

 Psoriasis Area Severity Index  (PASI) (See Section 6.1.13) 

 Body Surface Area (BSA) (See Section 6.1.14) 

 modified Nail Psoriasis Severity Index (mNAPSI) – for subjects with Nail psoriasis 
 
Following will be assessed by an independent assessor (See Section 6.1.15) 

 Tender and Swollen Joint Count – for subjects with PsA (See Section 6.1.17) 

 Physician Global Assessment of Disease Activity (PGA) – for subjects with PsA (See 
Section 6.1.18) 
 

The following procedures will be performed by an independent safety team: 

4. The occurrence of all AEs & AESIs will be assessed and documented following the procedures in 

Sections 5.9, 10.1, and 10.3. 

5. A query for PML (progressive multifocal leukoencephalopathy) will be performed (See Section 5.10)   
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6. A query for PRES (Posterior reversible encephalopathy syndrome) will be performed (See Section 
5.11)  

7. The Subject’s diary provided at the previous visit will be collected and reviewed. 

8. The returned study drugs will be counted 

9. The use of concomitant medications since the previous study visit will be documented and 
assessed. (See Section 5.8) 

10. A blood sample(s) will be collected for Hematology, Chemistry, and Coagulation profile (See 

Section 5.5) 

11. A blood sample will be collected for PD biomarkers sample (See Section 6.3) 

12. A blood sample will be collected within one hour before dosing for PK testing (See Section 6.2) 

13. A blood sample will be collected for C-reactive protein (CRP) – (See Section 5.5) 

14. Vital signs (blood pressure, pulse, respiratory rate and oral body temperature) will be documented. 
Subjects must remain in a seated or supine position for at least 5 minutes before vital signs are 
obtained. (See Section 5.3)    

 

15. Independent Safety Assessor review:  

 Safety Lab Alerts 

   

 As available  

i. Lab results 

ii. Exam results 

16. Study drug administration in a clinic before 12 noon (See Section 8.5) 

17. The following will be dispensed during Visit 16: 

 The study drug assembled for Visit 16  

 A diary card with instructions and to record the study drug use, health changes and 
concomitant medication 

18. A general safety review before discharge 

19.  
 

 

If Subject discontinue from the study drug dosing based on PASI response <75 (the visit is to be reported 

as End of Treatment) 

15. Independent Safety Assessor review:  

 Safety Lab Alerts 

   

 As available  

i. Lab results 

ii. Exam results 

16. The following will be dispensed during Visit 16: 

a. A diary card with instructions and to record health changes and concomitant medication 

17. A general safety review before discharge 
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18.  
 

7.1.10 On-site Visit 17:  Visit (  

The following procedures will be performed at Visit 17: 

1. A urine pregnancy test will be conducted for all females of childbearing potential (see Section 5.4) 

 
The following procedures will be performed by an independent safety team: 

2. The occurrence of all AEs & AESIs will be assessed and documented following the procedures in 

Sections 5.9, 10.1, and 10.3. 

3. A query for PML (progressive multifocal leukoencephalopathy) will be performed (See Section 5.10)   

4. A query for PRES (Posterior reversible encephalopathy syndrome) will be performed (See 
Section 5.11) 

5. The Subject’s diary provided at the previous visit will be collected and reviewed. 

6. The returned study drugs will be counted 

7. The use of concomitant medications since the previous study visit will be documented and 
assessed. (See Section 5.8) 

8. Vital signs (blood pressure, pulse, respiratory rate and oral body temperature) will be 
documented. Subjects must remain in a seated or supine position for at least 5 minutes before 
vital signs are obtained. (See Section 5.3)    

9. A blood sample will be collected for Hematology (See Section 5.5) 

10. Independent Safety Assessor review:  

 Safety Lab Alerts 

   

 As available  

i. Lab results 

ii. Exam results 

The following procedures will be performed prior a subject discharged from a clinic: 

11. The following will be dispensed during Visit 17:  

 UPT to be performed at home at week 36 – for female Subjects of childbearing 
potential (see section 5.4) 

 The study drug assembled for Visit 17 

 A diary card with instructions and to record the study drug use, health changes and 
concomitant medication 

12. A general safety review before discharge 

13.  

 

 

14. A phone call will be scheduled at the study week 36 to collect information on the study drug use, 

UPT, health changes and concomitant medication. 

7.1.11 On-site Visit 18:  Visit ( ) 

The following procedures will be performed at Visit 18: 
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1. A urine pregnancy test will be conducted for all females of childbearing potential (see Section 5.4) 

The following procedures will be performed by an independent safety team: 

2. The occurrence of all AEs & AESIs will be assessed and documented following the procedures in 

Sections 5.9, 10.1, and 10.3. 

3. A query for PML (progressive multifocal leukoencephalopathy) will be performed (See Section 5.10)   

4. A query for PRES (Posterior reversible encephalopathy syndrome) will be performed (See Section 
5.11) 

5. The Subject’s diary provided at the previous visit will be collected and reviewed. 

6. The returned study drugs will be counted 

7. The use of concomitant medications since the previous study visit will be documented and 
assessed. (See Section 5.8) 

8. Vital signs (blood pressure, pulse, respiratory rate and oral body temperature) will be documented. 
Subjects must remain in a seated or supine position for at least 5 minutes before vital signs are 
obtained. (See Section 5.3)    

9. A blood sample will be collected for Hematology (See Section 5.5) 

10. Independent Safety Assessor review:  

 Safety Lab Alerts 

   

 As available  

i. Lab results 

ii. Exam results 

The following procedures will be performed prior a subject discharged from a clinic: 

11. The following will be dispensed during Visit 18:  

 2 UPT to be performed at home at weeks 44 and 48 – for female Subjects of childbearing 
potential (see section 5.4) 

 The study drug assembled for Visit 18 

 A diary card with instructions and to record the study drug use, health changes and 
concomitant medication 

12. A general safety review before discharge 

13. Visit 19 (Study Day 365 ± 3 Days; before 12 noon) will be scheduled and the Subject will be 

instructed to bring the Study Product (used, unused, and partially used packs) and Subject diary 

with him or her to this visit. 

14. Phone calls will be scheduled at the study weeks 44 and 48 to collect information on the study drug 

use, UPT, health changes and concomitant medication. 

7.1.12 On-site Visit 19: End of Treatment Visit (Week 52 / Day 365 ± 3 Days; before 12 noon)  

The visit 19 must be scheduled in a morning to allow the dosing before 12 noon.   

The following procedures will be performed at Visit 19: 

1. A urine pregnancy test will be conducted for all females of childbearing potential (see Section 5.4) 

2. Subject Reported Assessments will be collected for: 

 Dermatology Life Quality Index (DLQI) (See Section 6.1.1) 

 Psoriasis Symptoms and Signs Diary (PSSD) (See Section 6.1.2) 
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 Patient Global Impression of Severity (PGIS) (See Section 6.1.3) 

 Patient Global Impression of Change (PGIC) (See Section 6.1.4) 

 Itch Numeric Rating Scale (itch NRS) (See Section 6.1.5) 

 Scalp Itch Numeric Rating Scale (scalp itch NRS) – for subjects with Scalp psoriasis (See 
Section 6.1.6) 

 Health Assessment Questionnaire  of disability (HAQ-DI) – for subjects with PsA (See 
Section 6.1.7) 

 Patient Global Assessment of Disease Activity (PtGA) – for subjects with PsA (See Section 
6.1.8) 

 Patient Assessment of Pain (PtA-P) – for subjects with PsA (See Section 6.1.9) 

3. Focused Area Assessments will be performed for: 

 Investigator’s Global Assessment  (IGA) (See Section 6.1.10) 

 Scalp Investigator’s Global Assessment  (Scalp IGA) – for  subjects with Scalp psoriasis 
(See Section 6.1.11) 

 Palmoplantar Physician Global Assessment (PPPGA) – for subjects with Palmoplantar 
Psoriasis (See Section 6.1.12) 

 Psoriasis Area Severity Index  (PASI) (See Section 6.1.13) 

 Body Surface Area (BSA) (See Section 6.1.14) 

 modified Nail Psoriasis Severity Index (mNAPSI) – for subjects with Nail psoriasis 
 
Following will be assessed by an independent assessor (See Section 6.1.15) 

 Tender and Swollen Joint Count – for subjects with PsA (See Section 6.1.17) 

 Physician Global Assessment of Disease Activity (PGA) – for subjects with PsA (See 
Section 6.1.18) 

4. A whole body photography – for subjects consenting for photography (See Section 6.4) 

The following procedures will be performed by an independent safety team: 

5. A physical examination will be performed. At a minimum, the physical examination will include 
the following: height and weight, assessment of general appearance, comprehensive skin 
examination, HEENT, heart, lungs, musculoskeletal system, lymph nodes, neurological 
systems, abdomen, and extremities. (See Section 5.2) 

6. The Subject’s diary provided at the previous visit will be collected and reviewed. 

7. The returned study drugs will be counted 

8. The use of concomitant medications since the previous study visit will be documented and 
assessed. (See Section 5.8) 

9. A urinalysis dipstick will be performed and evaluated at a site (See Section 5.5) 

10. Vital signs (blood pressure, pulse, respiratory rate and oral body temperature) will be 
documented. Subjects must remain in a seated or supine position for at least 5 minutes before 
vital signs are obtained. (See Section 5.3) 

11. A blood sample(s) will be collected for Hematology, Lipid Profile, Chemistry, and Coagulation profile 

(See Section 5.5) 

12. A blood sample will be collected for PD biomarkers sample (See Section 6.3) 

13. A blood sample will be collected within one hour before dosing for PK testing (See Section 6.2) 

14. A blood sample will be collected for C-reactive protein (CRP) – (See Section 5.5) 

15. A 12-lead electrocardiogram (ECG) will be performed (See Section 5.12)   

16. The occurrence of all AEs & AESIs will be assessed and documented following the procedures in 

Sections 5.9, 10.1, and 10.3. 



Confidential 

22 Dec 2023       Protocol: SCD-044-19-14 Version 4.2                  Page 75 of 151 
 

17. A query for PML (progressive multifocal leukoencephalopathy) will be performed (See Section 
5.10)   

18. A query for PRES (Posterior reversible encephalopathy syndrome) will be performed (See 
Section 5.11)  

19. A pulmonary function test will be performed or scheduled with an external expert (See Section 
5.6)   

20. An ophthalmologic examination including OCT will be performed or scheduled with an external 
expert (See Section 5.7) 

21. Study drug administration in a clinic before 12 noon (See Section 8.5)  

22. Independent Safety Assessor review:  

 Safety Lab Alerts 

 12-lead ECG 

 As available  

i. Lab results 

ii. Exam results 

The following procedures will be performed prior a subject discharged from a clinic: 

23. The following will be dispensed during Visit 19:  

 A diary card with instructions and to record health changes and concomitant 
medication 

24. A general safety review before discharge 

25. Visit 20 (Study Day 393 ± 3 Days) will be scheduled and the Subject will be instructed to bring 
the Subject diary with him or her to this visit.  

7.1.13 On-site Visit 20: Follow-up Visit (Week 56 / Day 393 ± 3 Days or 4 weeks after End of 
Treatment) 

The following procedures will be performed at Visit 20: 

1. A urine pregnancy test will be conducted for all females of childbearing potential (see Section 5.4) 

The following procedures will be performed by an independent safety team: 

2. The occurrence of all AEs & AESIs will be assessed and documented following the procedures in 

Sections 5.9, 10.1, and 10.3. 

3. A query for PML (progressive multifocal leukoencephalopathy) will be performed (See Section 5.10)   

4. A query for PRES (Posterior reversible encephalopathy syndrome) will be performed (See Section 
5.11)  

5. The Subject’s diary provided at the previous visit will be collected and reviewed. 

6. The use of concomitant medications since the previous study visit will be documented and 
assessed. (See Section 5.8) 

7. A blood sample(s) will be collected, if needed for Hematology, Chemistry, and Coagulation profile 

that were abnormal and clinically significant at Visit 19 (EOT) (See Section 5.5) 

8. Vital signs (blood pressure, pulse, respiratory rate and oral body temperature) will be documented. 
Subjects must remain in a seated or supine position for at least 5 minutes before vital signs are 
obtained. (See Section 5.3) 

9. A 12-lead electrocardiogram (ECG) will be performed, if needed (See Section 5.12)   

10. Independent Safety Assessor review:  
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 If performed, 12-lead ECG   

 Safety Lab Alerts 

 As available  

i. Lab results 

ii. Exam results 

11. A general safety review before discharge  

  

 
 

 

 
 

 
 

7.1.15 Unscheduled Visits and Early Discontinuation Visit 

An Unscheduled Visit is allowed at any time, for any reason, if in the Principal Investigator’s opinion 
it is warranted. If the Unscheduled Visit is due to an AE, the Principal Investigator will determine 
whether additional visits are needed.  

If a Subject is discontinued from the study during an Unscheduled Visit, the Unscheduled Visit will 
be referred to as an Early Discontinuation Visit and all procedures scheduled for Early 
Discontinuation will be performed (additional procedures may be performed as needed): 

1. A urine pregnancy test will be conducted for all females of childbearing potential (see Section 5.4) 

The following procedures will be performed by an independent safety team: 

2. The use of concomitant medications since the previous study visit will be documented and 

assessed. (See Section 5.8) 

3. The occurrence of all AEs & AESIs will be assessed and documented following the procedures in 

Sections 5.9, 10.1, and 10.3. 

4. A query for PML (progressive multifocal leukoencephalopathy) will be performed (See Section 
5.10)   

5. A query for PRES (Posterior reversible encephalopathy syndrome) will be performed (See 
Section 5.11)  

6. Independent Safety Assessor review:  

 As available:  

i. Lab results 

ii. Exam results 

If the Unscheduled Visit is not an Early Discontinuation Visit (i.e., the Subject will continue to take 
part in the study), then all procedures scheduled for that Unscheduled Visit will be performed.   

If the Subject’s condition has worsened to the degree that it is unsafe for the Subject to continue in 
the study, the Subject may be discontinued from the study as treatment failure and a standard of 
care treatment may be advised at the Principal Investigator’s discretion.  

Subjects who are discontinued early from the study must attend the Follow-up visit 4 weeks after 
the date of Early Discontinuation.  
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For subjects requiring cardiac monitoring the Baseline visit must be scheduled in a morning to allow the 
dosing before 12 noon.   
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8 INVESTIGATIONAL PRODUCT 

8.1 Description 

All study medications will be dispensed by and returned to a qualified dispenser designated by the 
Principal Investigator. The investigational product will be dispensed only from the institution(s) 
approved by an Institutional Review Board. 

The Investigational Product will be supplied by the Sponsor. The following treatments will be self-
administered or administered by the subject's caregiver during this study. 

Investigational 
Products: 

 
SCD-044 Tablets  (low dose)  
SCD-044 Tablets  (intermediate dose) 
SCD-044 Tablets  (high dose) 
SCD-044 Tablets   

Control: Placebo of SCD-044 product 
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8.2 Storage Conditions  

All study products should be stored in a limited access area, at 20°C to 25°C (68°F to 77°F); excursions 
permitted between 15°C and 30°C (59°F and 86°F). 

8.3 Packaging and Labeling  

In order to maintain the study blind the randomization schedule will be generated by a third party. 
Randomization will be performed according to a computer-generated randomization scheme.  Only one 
Subject number will be assigned to each Subject.  The Subject will maintain the same number 
throughout the study.  The Investigational Product will be identically labeled and packaged such that 
neither the Subject nor any Investigator can identify the treatment.  

 
 
 
 
 

 

Each bottle will be labeled with a two-part, double blind label and will display the following text:  "content 
statement, protocol number, subject number, instructions for use and storage, Sponsor's name, an 
investigational use statement and warnings: "Keep out of reach of children". Part 2 of the label will 
contain a sealed copy of the randomization scheme (as a scratch off portion of the product label).  
This label should be detached from the container prior to dispensing to the Subject and retained at 
the study site, to be opened in case of medical emergency only. Where possible, the Medical Monitor 
should be contacted before breaking the blind for any Subject. The Sponsor must be notified in the 
event the blind is broken. 

Details of the IMP packaging and labelling for the European region will be separately described in the 
IMP manual. 

8.4 Treatment Assignment  

The subject study identification number will correspond to a computer-generated randomization 
schedule assigning that number to one of the study treatment groups in Part I. The randomization 
scheme will be generated so that the placebo, low, intermediate, and high dose products are assigned 

 
. 

   
 
 

 

Randomization will be stratified by gender and prior biologic therapy for psoriasis. 

8.4.1 Randomization  

The subject numbers at the site will be assigned by an Interactive Response Technology (IRT) using 
global data across all sites and identification numbers available at a site. IRT randomization will be 
stratified by gender and prior biologic therapy for psoriasis. In Part II the study treatment may be 
reassigned according to the randomization scheme and based on the subject’s PASI score at Week 16 
(visit 10) ).  

 
 

8.5 Administration of Investigational Product  

At study Visits 2 through 18, Investigational Product will be dispensed to randomized subjects along 
with a diary. Each subject will also receive written study instructions, which detail the proper 
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administration method of the Investigational Product and general study instructions.  

The study medication should be taken once daily, preferably at the same time each day before 12 noon 
with or without food. The doses should be taken with approximately 240 mL (8 oz.) of water. 

Investigational Product will be used for 365 consecutive days. 

Subjects will be required to use diaries to document the date and time of doses, any missed doses, 
and the occurrence of all adverse events. 

At each visit during the study, the Investigator or designee should review proper use of the 
Investigational Product. 

Missed doses: 

Subjects should be instructed that if they forget to take a dose, they can take the dose within 4 hours 
of the normal dosing time; otherwise they should take their next dose at the regular time on the following 
day. If the subject vomits the tablet, he/she should be instructed not to take another tablet on the same 
day, but to take the next dose at the regular time on the following day.  

 

  

  
 

  
 

  
 

  
 

  
 

 
 

 

 
 

 

 
 

 

 
 
 
 

 

 
   

8.6 Assessment of Compliance  

Compliance with scheduled use of Investigational Product will be determined from the subject’s diary. 
Subjects will be instructed to bring their daily diary and used and unused study drug containers at all 
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scheduled visits or Early Discontinuation Visit to allow for tablet count and compliance checks. Subjects 
will also be asked to record in a daily diary the date and time at which they took the study drug. In 
addition, subjects will be instructed to document all AEs on the diary.  

If the subject does not return the Diary, Subject-reported dosing compliance will be recorded in the 
source notes and will be used to derive compliance between those visits. 

For scheduled visits greater than 4 weeks apart, subjects will be called (at w24, w36, w44, w48) and 
asked about compliance with study drug. 

Starting with the first dose at Baseline, only the independent safety team should review compliance 
and dispensing/returning of diary and study drug use. 

8.7 Investigational Product Accountability  

It is the responsibility of the Principal Investigator to ensure that the current disposition of the 
Investigational Product is maintained at each study site where Investigational Product is inventoried 
and dispensed. When a drug shipment is received at a study site, the Principal Investigator or the 
Principal Investigator’s designee must inventory the drug and sign the receipt form provided with the 
shipment. The receipt form should be emailed as per instructions provided on the receipt.  A copy of 
the receipt should remain at the site. 

The Investigator will not supply study test articles to any person not enrolled in this study, or to any 
physician or scientist except those named as sub-Investigators. 

A Drug Accountability Log will assist study site staff in maintaining inventory records of study drug. 

Subjects must return used, partially used or unused Investigational Product so that any remaining drug 
supplies can be accounted for and noted in the Drug Accountability Log.  

A certified copy of the Drug Accountability Log will be collected by the study monitor at the conclusion 
of the study and the original should remain at the study site.  

8.8 Return of Clinical Supplies  

All used and unused containers of Investigational Product may be returned to the Drug Labeling, 
Packaging and Shipping Facility for destruction or be destructed at the site after study close-out and 
final drug accountability is reconciled.  

 

9. STATISTICAL METHODS  

9.1 Scientific and Statistical Considerations of the Study Design 

 

 
   

9.1.1 Rationale for the Selected Subject Population 

Randomization and re-randomization will be stratified by gender and prior biologic therapy for psoriasis. 

Approximately the same number of male and female subjects will be enrolled between treatment groups. 

A maximum of of randomized subjects may have prior exposure to biologics therapy for psoriasis. 

Approximately the same number of subjects who have prior exposure to biologics therapy for psoriasis 

will be enrolled between treatment groups.  

Subjects with conditions or treatments that may affect cardiovascular safety (e.g. heart rate less than  

, history of uveitis or history of pulmonary conditions such as active severe respiratory disease (e.g. 

COPD, tuberculosis or pulmonary fibrosis, severe asthma or asthma requiring regular treatment with 

oral steroids) will be excluded due to the known mechanism-based AEs within this class which may 

expose such subjects to unwarranted excess risk for a condition with available alternatives. 
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9.1.2 Rationale for Dose Selection 

 

 

 

 

 

 

 

 

 

  

 

 

 

 

 

 

 

 

 

 

 

    

 

 

 

 

  

 

 

 

 

 

 

 

 

  

9.1.4 Rationale for the Use of Comparator 

A placebo control arm is included to demonstrate that the investigational products are active and as a 
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parameter that the study is sufficiently sensitive to detect differences between products.  

9.1.5 Rationale for Study Endpoints 

The primary end-point will be the proportion of subjects with at least a 75% improvement in Psoriasis 

Area and Severity Index (PASI75) at Week 16. Duration of 16 Weeks is considered adequate to detect 

a clinically meaningful difference between placebo and active treatment and is consistent with previous 

studies in this indication. Proportion of subjects achieving Investigator’s Global Assessment (IGA) of 

“clear” or “almost clear” with at least a two-grade reduction from baseline to Week 16 will be a key 

secondary end-point. It is anticipated that only a limited proportion of randomized patients will meet 

baseline criteria for assessment of efficacy in scalp psoriasis, nail psoriasis, psoriatic arthritis and palmar 

plantar psoriasis. Hence assessments of efficacy in these subsets are designated as tertiary end-points. 

9.1.6 Rationale for the Overall Study Design 

 

. The primary and key secondary endpoints are based on 

efficacy assessments at Week 16 (end of Part 1). The study involves evaluation of efficacy and safety 

over a longer duration of up to 52 weeks. This long term evaluation comprises Parts 2 and 3 of the study. 
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9.3 Blinding and Unblinding Procedures  

In order to maintain the study blind the randomization schedule will be generated by a third party. 
Randomization will be performed according to a computer-generated randomization scheme.  The 
placebo and tablets for all strengths of SCD-044 look alike which ensures blinding. The Investigational 
Product will be identically labeled and packaged such that neither the Subject nor any Investigator can 
identify the treatment. The Drug Labeling, Packaging and Shipping facility will hold the randomization 
code throughout the conduct of the study to minimize bias.  A sealed copy of the randomization scheme 
(as a scratch off portion of the product label attached to the drug accountability page) will be retained at 
the study site. In the event of an emergency, the Subject-specific treatment may be identified; however, 
every effort should be made to maintain the blind. Where possible, the Medical Monitor should be 
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contacted before breaking the blind for any subject. The Sponsor must be notified in the event the blind 
is broken. 

The treatment assignments will remain blinded until the final database is closed. 

The following safety professionals will be allowed to be unblinded as necessary on a case by case basis: 

  
 

   

  

If SUSAR requires unblinding by a Regulatory Agency, a designated member of the Sponsor’s safety 
team will be un-blinded on case-by-case basis by receiving the randomization directly from the study 
unblinded statistical consultant.  

 

  

  
 

 
  

  
 

 
 

  
 

  
 

 
 

 
     

  
 

 

  
 

 
 

  
 

 

9.4 Significance Level  

Tests for superiority over placebo for the primary and the key secondary endpoint will be conducted 

using a hierarchical closed testing step-down approach to preserve the overall Type I error rate of 

0.05.  
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9.5 Datasets to be analyzed  

Three analysis populations will be used in the analysis of the clinical data: 

1. A Safety Population subject is any individual who was randomized into the study and dispensed 
study drug. 

2. The ITT Population includes all randomized subjects regardless of whether they received the 
investigational product.  

3. The Per Protocol (PP) Population includes all ITT subjects who meet all inclusion/exclusion criteria 
and have no protocol violations that affect proper administration of the treatment or accurate 
evaluation of its effectiveness. 

Additionally, the Screen Fail subjects will be summarized, including reasons for removal. 

9.6 Demographics and Baseline/Randomization Characteristics   

Demographic and baseline/randomization characteristics will be summarized descriptively by treatment 
group for the ITT, PP, and Safety Populations.   

9.7 Safety Assessment  

Safety Assessments will include vital signs, physical examination, adverse events (AEs), laboratory 
tests, ECG monitoring, pulmonary function tests, ophthalmologic exams. 

The safety of SCD-044 will be evaluated by:  

o Incidence, seriousness and severity of all adverse events 

o Shifts from baseline in hematology and laboratory tests 

o Incidence of AEs of special interest (AE-SI) 

o  

  

 

The extent of exposure will be summarized using descriptive statistics. No inferential analyses are 
planned. 

Incidence of all adverse events reported during the study will be summarized using the MedDRA 
dictionary by System Organ Class and Preferred Term, by treatment group, severity, and relationship to 
study drug.  

An AE is considered treatment emergent if it was not present prior to the first dose of treatment or, if it 
was present, it worsened in severity or treatment attribution. 

Safety analyses will be performed on the Safety Population. All safety data will be listed by treatment 
and subject in data listings. AEs will also be summarized by actual dose at time of onset of the AE to 
account for possible dose reductions over the course of the study. 

9.8 Efficacy Assessment  

Primary endpoint:  

 Proportion of subjects with at least 75% improvement in PASI (PASI75) at Week 16 

Key Secondary endpoint: 

 Proportion of subjects achieving IGA of “clear” (0) or “almost clear” (1) with at least two-grade 
reduction from Baseline to Week 16 

Other Secondary endpoints: 

 Percent change from Baseline in mean PASI score at Weeks 12, 16, 20, 28 and 52 

 PASI75 response rate at Weeks 12, 20, 28, and 52  
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 PASI50, PASI90, and PASI100 response rate at Weeks 12, 16, 20, 28, and 52 

 Change from Baseline in PSSD score at Weeks 16, 20, 28, and 52 

 Change from Baseline in DLQI score at Weeks 16, 20, 28, and 52 

 Proportion of subjects with IGA score of “clear” or “almost clear” with at least two-grade reduction 
from baseline to Weeks 12, 20, 28, and 52 

 Time to achieve PASI75 response  

 Time to achieve IGA response of “clear” or “almost clear” with at least two-grade reduction from 
baseline 

 Change from baseline in BSA involvement at Weeks 12, 16, 20, 28, and 52 

 Change from baseline in PGIS at Weeks 16, 20, 28, and 52 

 Proportion of subjects with improvement in PGIC at Weeks 16, 20, 28, and 52 

  

  
  

 Steady state Ctrough concentrations of SCD-044 at the dose levels evaluated in the study population    

 Frequency, type, and severity of adverse events (AEs) 

Tertiary endpoints 

 Proportion of subjects with Scalp IGA “clear” or “almost clear” with at least two-grade reduction from 
 

 
75% improvement from baseline in total fingernail mNAPSI at Weeks 16, 20, 28, and 52  

 Proportion of psoriatic arthritis subjects who achieve ACR20 response at Weeks 16, 28, and 52.  

 Proportion of subjects with PPPGA score of 0 or 1 at Weeks 16, 20, 28, and 52 among subjects with 
 

Exploratory endpoints   

  

  

  

 -point improvement in NRS from baseline at Weeks 16, 20, 28, 
 

 -point improvement in Scalp Itch NRS from baseline at Weeks 
 

 Change from baseline in subject global assessment of PtA-P at Weeks 16, 28, and 52 among 
subjects with PsA at baseline 

 Level of lymphocyte sub-types and cytokines in blood/plasma/serum. 

Other exploratory analyses may be performed based on available data. The Intent-to-Treat Population 
(ITT) will be used for all efficacy analyses. 

Efficacy Analysis 

The primary and key secondary efficacy variables will be analyzed using a Cochran-Mantel-Haenszel 
(CMH) test, stratified by gender and prior biologic therapy (Yes/No), and using the Intent-to-Treat (ITT) 
Population. Additional details will be included in the SAP 

Tests for superiority over placebo for the primary and the key secondary endpoint will be conducted 
using a hierarchical closed testing step-down approach to preserve the overall Type I error rate of 0.05. 
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Sensitivity Analyses 

For sensitivity testing, the primary and key secondary endpoints analyses will also be performed using 
the per protocol (PP) population. 

Additional sensitivity analyses will be performed for the primary efficacy variable using the following 
populations: 

 The Intent-to-Treat (ITT) Population using Last-Observation-Carried-Forward imputation (LOCF) 

 The Per Protocol (PP) Population, using Observed Cases (OC) 

 The Intent-to-Treat (ITT) Population, active treatment worst case (ATWC), defined as all missing 
assessments in the placebo group defaulted to responder but missing assessments in active 
treatment arm defaulted to nonresponder. Full tipping point analysis methods will be discussed in 
the SAP. 

Subgroup analysis on the stratification factors gender and prior biologic therapy (yes/no) may be 
performed for the primary and key secondary endpoints.  

Tests for superiority over placebo for the primary and the key secondary endpoint will be conducted 
using a hierarchical closed testing step-down approach to preserve the overall Type I error rate of 0.05. 

 
 
 

 

Continuous secondary efficacy endpoints will be analyzed using a mixed model repeated measures 
procedure (MMRM) based on the ITT Population. The MMRM will include fixed effects for treatment, 
visit, treatment by visit interaction, gender, prior biologic therapy (yes/no), and Baseline value as a 
covariate. This MMRM approach will also be applied at the single time point of Week 16. All such 
analyses are considered supportive. Additional details of the statistical approach will be provided in the 
statistical analysis plan. 

 

 
 
 
 
 
 
 

  
 
 

  

Further details will be provided in the Statistical Analysis Plan (SAP).  
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Blood samples collected from subjects treated with SCD-044 will be assayed and the samples collected 
from placebo treated subjects will not be assayed. The bio-analyst will receive the subject IDs of the 
samples that needs to be analyzed.   

 
 
 

  

9.9 Concomitant Medication 

The start and stop date of concomitant medication use during the study will be provided in the data 
listings in addition to the reason for the medication use.  

9.10 Summary of Subjects who terminate prematurely 

Reasons for premature termination will be summarized by treatment group. 

9.11 Pharmacokinetic parameters 

Concentrations of SCD-044 in plasma will be measured by the central laboratory using a fully validated 
analytical method. In addition, remnant plasma PK samples from the study may be used for exploratory 
metabolite profiling or to assess PK of metabolites. The approach to steady-state concentrations will be 
evaluated from the measurable pre-dose concentrations on the study weeks 16, 20, 28, and 52.  

Graphical presentations of mean results will use the scheduled times of sample collections. A complete 
listing of the scheduled and actual times of sample collections for each patient and the concentration 
reported for each collected sample will be provided. The PK data related to metabolites would be 
reported separately. 

Additional details of PK analysis will be included in the SAP.  

Analyses will be performed to evaluate relationship between SCD-044 plasma concentrations and PASI 
response,  and change in lymphocyte counts. 

Plasma concentrations from samples collected due to adverse events related to bradycardia will be 
tabulated. Other exploratory analyses may be performed based on available data. 

9.12 Pharmacodynamic parameters 

Change from baseline and during the course of the study treatment will be evaluated for levels of ALC, 
lymphocyte sub-types and cytokines in blood/plasma. 

10. ADVERSE EVENTS  

10.1 Reporting of Adverse Events  

Any untoward medical occurrence in a subject or clinical-trial subject administered a medicinal product 
and which does not necessarily have to have a causal relationship with this treatment. An AE can 
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therefore be any unfavorable and unintended sign, symptom, clinically significant abnormal laboratory 
finding or disease temporally associated with the use of a medicinal product, whether or not considered 
related to the medicinal product. 

Any AE associated with the use of a drug in humans, whether or not considered product-related, 
including the following: An AE occurring in the course of the use of a drug product in professional 
practice; an adverse event occurring from drug overdose whether accidental or intentional; an AE 
occurring from drug abuse; an adverse event occurring from drug withdrawal; and any failure of 
expected pharmacological action. Reporting an adverse event does not necessarily reflect a conclusion 
that the product caused or contributed to the adverse event. 

All AEs, whether observed by an Investigator or Study coordinator or reported by the Subject, whether 
related to study drug or not related to study drug, shall be documented in the Subject records, together 
with details, i.e., date of onset, description of the AE, the duration and intensity of each episode, the 
action taken, the relationship to the Investigational Product and the degree of severity, the seriousness, 
date of resolution, and the outcome. 

 
 

.  SCD-044 also resulted in 
gastrointestinal adverse events like diarrhea, abdominal pain, flatulence, constipation and frequent 
bowel movements that did not need any corrective treatment or discontinuation of SCD-044 and 
resolved with continued administration of SCD-044.  

The Principal Investigator must strive to follow the subject until the AE has resolved, becomes clinically 
insignificant, is stabilized or the subject is lost to follow-up. The Principal Investigator must immediately 
report to the Contract Research Organization, by telephone and follow-up in writing, all study drug 
discontinuations due to adverse events.  

Assessment of Severity  

The intensity or severity of an AE is characterized as:  

 Mild: an AE that is easily tolerated  

 Moderate: an AE sufficiently discomforting to interfere with daily activity  

 Severe: an AE that prevents normal daily activities  

Relationship to Study Medication  

The relationship is characterized as:  

 Not Related: This applies to any AE that is clearly not related to use of the study drug.  

 Possible: This means the association of the AE with the study drug is unknown; however, 
a relationship between drug and event cannot be ruled out.  

 Probable: There is a reasonable temporal relationship between the use of the study drug 
and the AE. Based upon the Principal Investigator’s clinical experience, the association of 
the event with the study drug seems likely.  

 Definite: The AE occurs following the application of the study drug and it cannot be 
reasonably explained by any known characteristics of the Subject’s clinical state, 
environmental or toxic factors or other modes of therapy administered to the Subject. It 
disappears or decreases upon discontinuation of the study drug and reappears on a re-
challenge of the investigational product.  

10.2 Pregnancy 

Female Subjects of childbearing potential must have been using and must agree to continue to use 
accepted methods of birth control, throughout the study.  
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For the purpose of this study, a female is considered of childbearing potential i.e. fertile following 
menarche and until becoming post-menopausal unless permanently sterile. The methods of permanent 
sterilization are hysterectomy, bilateral salpingectomy, and bilateral oophorectomy. A post-menopausal 
state is defined as no menses for 12 months without any other medical cause. A high follicle stimulating 
hormone (FSH) level in the postmenopausal range may be used to confirm a post-menopausal state 
in women not using hormonal contraception or hormonal replacement therapy. However in the absence 
of 12 months of amenorrhea, a single FSH measurement is in-sufficient [Per CTFG guidelines (Clinical 
Trials Facilitation and Coordination Group CTFG 21/09/2020 Version 1.1)] 

Women of childbearing potential, in addition to having a negative pregnancy test, must be willing to use 
a highly effective form (failure rate of less than 1% per year when used consistently and correctly) of 
birth control during the study from the day of the first dose administration to 30 days after the last 
administration of study drug (refer to section 5.4). 

A negative result of a pregnancy test having a minimum sensitivity of at least 50mIU/ml for hCG should 
be obtained from each applicable visit. Pregnancy testing will be performed at applicable study visits 
and the results of all pregnancy tests (positive or negative) will be documented. 

If following initiation of study treatment, it is subsequently discovered that a study Subject is pregnant 
or may have been pregnant at the time of Investigational Product exposure, the Investigational Product 
will be permanently discontinued. The Principal Investigator must immediately notify the CRO of this 
event. 

Protocol-required procedures for study discontinuation and follow-up must be performed on the 
Subject. Other appropriate pregnancy follow-up procedures should be considered if indicated. In 
addition, the Principal Investigator must report to the sponsor follow-up information regarding the 
course of the pregnancy, including perinatal and neonatal outcome. Infants should be followed for a 
minimum of eight weeks after birth.   

10.3 Serious Adverse Events  

An Adverse Event or Suspected Adverse Reaction is considered ‘‘serious’’ if, in the view of either the 
Investigator or sponsor, it results in any of the following outcomes: 

 Death  

 A life threatening adverse event; (Note: the term “life-threatening” as used here refers to an 
event in which the Subject was at risk of death at the time of the event; it does not refer to an 
event which hypothetically might have caused death if it were more severe.)  

 In-Subject hospitalization or prolongation of existing hospitalization 

(A planned hospitalization for pre-existing condition, or a procedure required by the Clinical 
Investigation Plan, without a serious deterioration in health or if the hospitalization is clearly not 
associated with an AE (e.g., hospitalization due to social / logistic reason) are not to be 
considered as SAEs)  

 A persistent or significant disability/incapacity (substantial disruption of the ability to conduct 
normal life functions) 

 A congenital anomaly/birth defect 

 Any “other” important medical event  

Important medical events that may not result in death, be life-threatening or require hospitalization may 
be considered Serious Adverse Events when, based on appropriate medical judgment, they may 
jeopardize the Subject and may require medical or surgical intervention to prevent one of the outcomes 
listed in this definition.  

Regardless of the above, any additional adverse events, which the Principal Investigator considers 
significant, should be immediately reported to the Contract Research Organization. 

SAE reporting by the Investigator: 
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Any Serious Adverse Event (SAE), whether deemed drug-related or not, must be reported by the 
Investigator to the Contract Research Organization (CRO) within 24 hours after the Principal 
Investigator or Study Coordinator becomes aware of its occurrence.  The Principal Investigator or the 
Principal Investigator’s Designee must complete an SAE Form and email it to the CRO, along with the 
subject’s AEs, Medical History, and Concomitant Medications Log within 24 hours of notification of the 
event.   

The Principal Investigator or the Principal Investigator’s Designee must be prepared to supply the 
following information: 

a.  Principal Investigator Name and Site Number 

b.  Subject I.D. Number 

c.  Subject initials and date of birth 

d.  Subject Demographics 

e.  Clinical Event 

1) Diagnoses and Description 

2) Date of onset 

3) Severity 

4) Treatment  

5) Medical records, hospitalization/discharge records 

6) Relationship to study drug 

7) Action taken regarding study drug  

f. If the AE was Fatal or Life-threatening  

1) Cause of death (whether or not the death was related to study drug) 

2) Autopsy findings (if available) 

3) Death Certificate 

The Principal Investigator must provide a follow-up written report within 5 calendar days of reporting 
the event to the CRO. The written report must contain a full description of the event and any sequelae. 
Subjects who have had an SAE must be followed clinically until all parameters (including laboratory) 
have either returned to normal or are stabilized. The Investigator must also report follow-up information 
if it becomes known to the Investigator. 

SAE reporting by the CRO: 

The CRO must notify the Taro Pharmaceuticals U.S.A, Inc.’s Study Manager and Sponsor Drug Safety 
Department within 24 hours of the initial notification of the event.  Documentation should be sent to 
Taro’s SAE Coordinator and Sponsor Drug Safety listed below:  

  
 

 
  

 
 

 
  

 
 

  
 

 
 

  
 

Taro Pharmaceuticals U.S.A, Inc.’s Study Manager and/or Sponsor Drug Safety Department must 
receive any follow-up within 24 hours of receipt by CRO.   
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10.4 Suspected Unexpected Serious Adverse Reactions (SUSARs)  

An AE or Suspected Adverse Reaction is considered a SUSAR if it is serious, unexpected, and 
suspected. Prior to reporting to the applicable Regulatory Authorities, the Sponsor will evaluate the 
available evidence and to judge the likelihood that the drug actually caused the adverse event. The 
SUSAR must be reported to FDA within 15 days, or if fatal or life threatening, within 7 days, by the 
Sponsor. The Sponsor must report an adverse event as a suspected adverse reaction only if there is 
evidence to suggest a causal relationship between the drug and the adverse event. Additionally, 
potential Hy’s law cases will be reported as SUSARs.  

The Sponsor is responsible for reporting of suspected unexpected serious adverse reactions and 
notifying the relevant regulators (including the authorities in the EEA via EudraVigilance and the 
IRBs/IECs) and the Investigator sites within the specified timeframes of all SUSARs, as applicable per 
local requirements. 

The applicable Regulatory Authorities shall be notified by Sponsor Safety Physician of any SUSAR, as 
per local Regulatory Authorities guidelines and timeframe specified as per local regulation.  

All participating Investigators, EC/IRB and other stakeholders shall be notified of any SUSAR by CRO’s 
Medical Monitor as per local regulatory requirement. 

10.5 Adverse Events of Special Interest  

Adverse events of special interest (AESI) should be reported by a site to the CRO using an SAE form 
within 24 hours of awareness. The CRO must notify the Taro Pharmaceuticals U.S.A, Inc.’s Study 
Manager and Sponsor Drug Safety within 24 hours of the initial notification of the event. 

10.6 Post-study Events  

Any AE/SAE that occurs up until the follow-up visit, or if the follow-up visit does not occur within the 
defined time window, then 4 weeks post the end of treatment visit or 4 weeks post the last dose of 
study drug for subjects with early discontinuation, should be reported and included in the safety analysis 
of the study.  

Any AE/SAE which occurs past this date will be reported if it is considered related to study drug by the 
Investigator. 

11. ETHICS  

This study will be conducted in accordance with the ethical principles that have their origin in the current 
Declaration of Helsinki and will be consistent with International Conference on Harmonization Good 
Clinical Practice (ICH GCP) and applicable regulatory requirements (including EU CT Regulation 
536/2014). The study will be conducted in compliance with the protocol. 

The rights, safety and well-being of the study Subjects are the most important considerations and 
should prevail over interests of society and science. 

The Sponsor ensures that local regulatory requirements are met before the start of the study. The 
Sponsor (or a nominated designee) is responsible for the preparation, submission, and confirmation of 
receipt of any RA approvals required prior to release of IP for shipment to the site.   

11.1 Informed Consent 

The Principal Investigator must ensure that subjects are clearly and fully informed about the purpose, 
potential risks and other critical issues regarding clinical studies in which they volunteer to participate. 
The principles of Informed Consent, according to applicable  Regulations and ICH GCP will be followed. 
Whenever applicable   copy of the proposed consent form must be submitted to the IRB, together with 
the protocol, for approval. Before study initiation, and wherever applicable, the Principal Investigator 
must have written and dated approval from the IRB for the protocol, consent form, subject recruitment 
materials and any other written information to be provided to Subjects. 

In the EU region, the Sponsor will submit the required study documents, including the informed consent 
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form, for Member State authorization through the Clinical Trials Information System (CTIS). 

The Principal Investigator will use the informed consent approved under Regulation (EU) No 536/2014 
of the European Parliament. The Principal Investigator must obtain fully informed consent per Chapter 
V (Protection of subjects and informed consent) defined in the European Union Regulation No. 
536/2014 on clinical trials on medicinal products for human use. 

Informed consent will be obtained from all subjects using the following procedure: Subjects must have 
provided IRB/Member State approved written informed consent. Prior to initiating screening for the 
study, Subjects will be given the approved ICF describing the study and any risks associated with 
participation. The subject will be allowed as much time as needed to read and understand the 
information presented in the consent form. Appropriate study personnel will be available to answer any 
questions the subject might have regarding the study or study-related procedures. If the Subject 
chooses to participate in the study, he or she will be asked to sign and date the consent form and will 
be provided with a copy for his or her records. The ICF must be signed by the Subject before any 
protocol assessments can be undertaken. Each Subject’s signed informed consent must be kept on 
file by the Principal Investigator. 

11.2 Institutional Review Board  

Before study initiation, the Principal Investigator must have written and dated approval from the IRB for 
the protocol, consent form, subject recruitment materials and any other written information to be 
provided to Subjects.  

Any changes to the protocol as well as a change of the Principal Investigator, which is approved by the 
Sponsor, must also be approved by the site’s IRB and documentation of this approval provided to the 
Sponsor/designee. Records of the IRB review and approval of all documents pertaining to this study 
must be kept on file by the Principal Investigator and are subject to inspection during or after completion 
of the study.  All SAEs must also be reported to the IRB. 

Periodic status reports must be submitted to the IRB at least annually, as well as notification of 
completion of the study and a final report within one (1) month  of study completion or discontinuation 
or per the local ethics committee requirements. A copy of all reports submitted to the IRB must be sent 
to the Sponsor/designee. 

The Principal Investigator will ensure that an IRB that complies with the requirements set forth in 21 
CFR Part 56 will be responsible for the initial and continuing review and approval of the proposed 
clinical study. 

11.3 Subject Confidentiality 

The investigator and the sponsor or its designee must adhere to applicable data protection laws and 
regulations. The investigator and the sponsor or its designee are responsible for ensuring that sensitive 
personal information is handled in accordance with local data protection laws (including, but not limited 
to, HIPAA and GDPR). Appropriate consent for collection, use, and disclosure and/or transfer (if 
applicable) of personal information must be obtained in accordance with local data protection laws. 

Participant names will not be supplied to the sponsor or its designee. Only the participant number will 
be recorded in the study database; if the participant's name appears on any other document (eg 
laboratory report), it must be obliterated on the copy of the document to be supplied to the sponsor or 
its designee. Study findings stored on a computer will be stored in accordance with appropriate 
technical and organizational measures as required by local data protection laws. 
 
The monitor(s), the auditor(s), IRB/IEC, and the regulatory authority (ies), will be granted direct access 
to the Subject’s original medical records for verification of the clinical trial procedures and/or data, 
without violating the confidentiality, to the extent permitted by the applicable laws and regulations and 
that by signing a written informed consent form, the Subject or the Subject’s legally acceptable 
representative is authorizing such access.  
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The identifying the Subject will be kept confidential and, to the extent permitted by the applicable laws 
and regulations, will not be made publicly available. If the results of the trial are published, the Subject’s 
identity will remain confidential. 

11.4 Indemnity/Liability and Insurance 

The Sponsor ensures that suitable clinical study insurance coverage is in place prior to the start of the 
study. An insurance certificate is supplied to the CRO/Investigator as necessary. 

12. DOCUMENTATION  

12.1 Site Regulatory Documents Required for Initiation  

The following documents will be received by the CRO prior to the initiation of the study:  

1. Completed and signed FDA Form 1572 

2. Current curricula vitae, signed and dated for the Principal Investigator and each Sub-Investigator 
named in the FDA Form 1572 (current within 2 years) 

3. Current medical licenses of the Principal Investigator and Sub-Investigators named in FDA Form 
1572 

4. Documentation of IRB approval of this study protocol, Principal Investigator and informed consent 
form 

5. Current IRB membership list or roster  

6. A copy of the protocol agreement page signed by the Principal Investigator  

7. Non-disclosure Agreements for the Principal Investigator and Sub-Investigators named in FDA 
Form 1572  

8. Financial Disclosure Statement for the Principal Investigator and each Sub-Investigator named in 
FDA Form 1572. 

9. Statement of Non-Debarment 

12.2 Maintenance and Retention of Records  

It is the responsibility of the Principal Investigator to maintain a comprehensive and centralized filing 
system of all relevant documentation. 

Copies of all pertinent records will be retained by the Principal Investigator for at least two years 
following final approval of the drug and/or notification from the Sponsor. These regulatory documents 
should be retained for a longer period if required by local regulatory authorities. These records include 
documents pertaining to the receipt and return of drug supplies, IRB, informed consent, source 
documents. No documents shall be transferred from the site or destroyed without first notifying the 
Sponsor. If the Principal Investigator withdraws from the study, the records shall be transferred to a 
mutually agreed upon designee. Notice of such transfer will be given in writing to the Sponsor. 

The Principal Investigator is required to prepare and maintain adequate and accurate case histories 
designed to document all observations and other data pertinent to the investigation on each individual 
treated with the Investigational Product or entered as a control in the investigation.   

12.3 Data Collection and Reporting  

Data for individual Subjects will be collected on source documents. The data management system will 
be Electronic Data Capture (EDC). The Investigator and his/her study site personnel will be responsible 
for transferring data to the electronic Case Report Forms (eCRFs). The Investigator is required to verify 
that all of the requested information is accurately recorded in the eCRFs. All information requested in 
the eCRFs needs to be supplied, including subject identification, date(s), assessment values, etc., and 
any omission or discrepancy will require explanation. All information on eCRFs must be traceable to 
source documents.  
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Source documents such as the clinic chart are to be maintained separately from the eCRF in order to 
allow data verification. Because of the potential for errors, inaccuracies and illegibility in transcribing 
data into eCRFs, originals of laboratory and other test results must be kept on file. Source documents 
and copies of test results must be available at all times for inspection by the study monitor. The following 
should also be available for review:  

1. Subject Screening Log – reflecting the reason any Subject screened for the study was found to be 
ineligible 

2. Delegation of Authority / Study Personnel Signature Log – all site personnel will be listed along with 
their responsibilities and signatures; to be maintained at the site throughout the study 

3. Monitoring Log – the date and purpose of all monitoring visits by the Sponsor/Designee will be 
documented 

4. Enrollment Log – documenting Subject initials and start and end dates for all Subjects enrolled 

5. Drug Inventory/Packing Slip – reflecting the total amount of drug shipped to the site and received 
and signed for by the Principal Investigator 

6. Drug Accountability Log – reflecting the total amount of Investigational Product dispensed to and 
returned by each Subject 

7. Informed Consent Form and Assent Form  – which must be available for each Subject and be 
verified for proper documentation 

The study monitor will be responsible for reviewing and verifying the data recorded in the eCRFs, 
utilizing the original source documentation and will query discrepant findings. The Investigator and 
study site personnel will be responsible for answering all queries. All queries issued by the data 
management personnel will be answered by site personnel and verified by the monitor. 

Electronically generated data like laboratory results, ECG results etc. could be directly integrated with 
or transferred to the clinical database. 

 
 

12.4 Primary Source Documents  

The Principal Investigator must maintain primary source documents supporting significant data for each 
Subject’s medical notes. These documents, which are considered “source data”, should include 
documentation of:  

 Demographic information  

 Evidence supporting the diagnosis/condition for which the Subject is being studied  

 General information supporting the Subject’s participation in the study  

 General history and physical findings  

 Hospitalization or Emergency Room records (if applicable)  

 Each study visit by date, including any evaluations, relevant  findings/notes by the Principal 
Investigator(s), occurrence (or lack) of adverse events and changes in medication usage, 
including the date the study drug commenced and completed.  

 Any additional visits during the study  

 Any relevant  telephone conversations with the Subject regarding the study or possible adverse 
events  

 An original, signed informed consent form or assent form for study participation  

The Principal Investigator must also retain all Subject specific printouts/reports of tests/procedures 
performed as a requirement of the study.  

12.5 Study Monitoring  

The study will be monitored by a representative of the Contract Research Organization to assess 
compliance with ICH-GCP and applicable regulations. The Principal Investigator will be visited by a 
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monitor prior to the study and at regular intervals during the course of the study. These visits are for 
the purposes of verifying adherence to the protocol. The investigators and institutions involved in the 
clinical trial are to permit clinical trial-related monitoring, including provision of direct access to source 
data and documents. 

The study monitor will review the informed consent/assent forms and verify eCRF entries by comparing 
them with the source documents (hospital/clinic/office records) that will be made available for this 
purpose. The monitor will review the maintenance of regulatory documentation and drug accountability. 
The monitor will review on a regular basis the progress of the study with the Principal Investigator and 
other site personnel.  

eCRF sections may be monitored during these visits. At the end of the study, a closeout monitoring 
visit will be performed. Monitoring visits will be arranged in advance at a mutually acceptable time with 
site personnel. Sufficient time must be allowed by the site personnel for the monitoring of eCRFs and 
relevant source documents. The Study Coordinator and/or Principal Investigator should be available to 
answer questions or resolve data clarifications. Adequate time and space for these visits should be 
made available by the Principal Investigator. 

12.6 Data and Safety Monitoring Board  

An independent DSMB has been established for periodic review of safety data for this study. The 
composition and responsibilities of the DSMB are described in the DSMB Charter. The DSMB has 
access to study un-blinded data. In order not to disseminate the data, only the members of the DSMB 
and the un-blinded study statistician have access to these data. The results are sent confidentially to 
the DSMB by the statistician. Based on the accumulating data review the DSMB may recommend to the 
study team to modify or stop the trial early due to safety concerns. . 

Adverse event of special interest will be adjudicated by the DSMB periodically throughout the study. 
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12.7 Audits and Inspections  

During the course of the study and/or after it has been completed, one or more site visits may be 
undertaken by auditors as authorized representatives of the Sponsor. The purpose of the audit is to 
determine whether or not the study is being conducted and monitored in compliance with the protocol, 
recognized GCP guidelines and all applicable regulations. 

Additionally, the study may be inspected by regulatory agencies. These inspections may take place at 
any time during the course of the study and/or after it has been completed. 

The investigators and institutions involved in the clinical trial are to permit clinical trial-related audits 
and regulatory inspections, including provision of direct access to source data and documents. 

THE INVESTIGATOR MUST NOTIFY THE CONTRACT RESEARCH ORGANIZATION and 
SPONSOR PROMPTLY OF ANY INSPECTIONS SCHEDULED BY REGULATORY AUTHORITIES, 
AND PROMPTLY FORWARD COPIES OF INSPECTION REPORTS TO THE SPONSOR. 

12.8 Modifications to the Protocol  

The procedures defined in the protocol will be carefully reviewed to ensure that all parties involved with 
the study fully understand the protocol. In order to ensure the validity of the data, no violations from the 
protocol, with minimal exceptions, may be made unless the issue is broad enough to warrant revision 
of the protocol. Such revisions must be submitted to and have documented approval from the Sponsor 
and the IRB/regulatory agency, as applicable, prior to implementation.  

The only circumstance in which an amendment may be initiated without prior IRB approval is to 
eliminate apparent immediate hazards to a Subject or Subjects. However, the Principal Investigator 
must notify the Sponsor immediately and the IRB within 5 working days after implementation.  

All protocol violations will be reported on the protocol violation log and included in the study reports. A 
protocol violation is defined as any change, deviation, or departure from the study design or procedures 
of  research project that is NOT approved by the IRB prior to its initiation or implementation, OR 
deviation from standard operating procedures, Good Clinical Practices (GCPs), federal, state or local 
regulations. 

The sponsor will notify the authorities as applicable (in line with country/region requirements) about a 
serious breach of the regulations or of the version of the protocol applicable at the time of the breach. 
A ‘serious breach’ means a breach likely to affect to a significant degree the safety and rights of a 
participant or the reliability and robustness of the data generated in the clinical trial. 

12.9 Completion of Study  

The Principal Investigator is required to sign the eCRFs and all other relevant data and records to the 
Contract Research Organization.  

The Principal Investigator is expected to submit a final report to the IRB and the Sponsor within one (1) 
month of study completion or discontinuation.   

If the study is prematurely terminated or suspended, the Sponsor shall promptly inform the 
Investigators, the IRBs/IECs, the regulatory authorities, and any Contract Research Organization(s) 
used in the study of the reason for termination or suspension, as specified by the applicable regulatory 
requirements. 

Study results reporting: 
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The Sponsor will provide Clinical Study Report (or its summary) to the regulatory agencies, as 
applicable, in timeframe in line with country requirements.  

For the EU countries: irrespective of the outcome of the clinical trial, the Sponsor will submit a summary 
of the intermediate results, as well final results of the clinical study to the relevant EU clinical study 
database (the Clinical Trials Information System [CTIS] database at https://euclinicaltrials.eu/home) in 
a timely manner. As appropriate, the final study results posting this will be accompanied by a summary 
written in a manner that is understandable to laypersons. 

12.10 Data Protection in the European Economic Area 

The Sponsor, as Data Controller, ensures that all processing activities involving personal data 
performed in the scope of this Study are compliant with, but not limited to, the requirements set by EU 
General Data Protection Regulation (GDPR 679/2016), its subsequent amendments and any additional 
national laws on Data Protection, recommendations, and guidelines as applicable 
 
The Sponsor will take adequate measures to comply with the applicable rules on the protection of 
personal data, specifically regarding the implementation of the organizational and technical 
arrangements aiming to avoid unauthorised access, disclosure, dissemination, alteration, or loss of 
information and processed personal data. Similarly, measures will be taken to implement and for 
ensuring confidentiality of records and personal data of subjects. 
 
In case of the occurrence of any data breach, the Sponsor will immediately apply relevant measures to 
mitigate the risks to data of subjects as appropriate in relation to the specific context of the data breach, 
taking into account its source, underlying intentions, possibilities of recovery etc. Any data breach 
presenting risks to the rights and freedoms of data of subjects will be reported to the relevant 
supervisory data protection authority within 72 hours of the Sponsor becoming aware of the data 
breach. 
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APPENDIX I: REVISION HISTORY 

Version #  Affected Sections 

Final 1.0 (September 23, 2020) N/A (new not implemented) 

 
Final 2.0 (February 9, 2021) 

1.  
 

2. “List of Tables” was added after Table of Contents. 

3. Section 2 was updated to include “intermediate dose” in the secondary endpoint to evaluate the 
 response in non-responders at low dose and intermediate dose when switched to high 

dose of SCD-044 

4. Section 3 (Page 20) is revised to describe the scheme for re-randomization at Week 16 (i.e. at 
start of Part II). Briefly, subjects will be re-randomized based on PASI response as following: 

   

 
 

  

  

 
 

 

  

 

  

5. Section 3 (Study Overview Page 21): The flow diagram of study design in Section 3 is updated to 

illustrate the scheme of re-randomization 

6. Section 3 (Study Overview Page 22): In order to manage the challenges regarding study visits 

caused due to COVID-19 pandemic, study visits 15, 17 and 18 may be performed  

. 

  

 

8. Section 3.1 (Page 24):Schedule of Assessment is edited and updated for consistency and 

concurrence with the edits made in the text 

  

 

 

 

 

 

11. In Section 4.4, (Page 31), NSAIDS were added to prohibited medications within 24 hours before 

scheduled study visit. 

12. In Section 4.5 (Page 32), permitted medications #3 is added to provide clarification regarding 

provision for vaccination during participation in the study.  
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.  

 

 

 

 

 

 

 

   

15.  

 

 

 

  

 

 

  

  

  

  

18. In Section 5.7 (Page 38), text is added to explicitly clarify that an ophthalmologist will perform 

comprehensive eye examination when any subject report visual disturbance during participation in 

the study 

19. Section 5.9 (Page 38) is revised and updated to clarify definition of an adverse event also include 

clinically significant abnormal lab values 

 

 

 

 

  

 

 

  

 

 

 

 

. 

24. Sections 6.1.13, 6.1.15, and 6.1.16: Table numbers 4, 5, 6, were added, respectively. 

 

 . 

26. Sections 7.3, 7.4, 7.5, 7.6, 7.11, 7.12, 7.13, and 7.14 were updated to include the pre-dose 

pharmacokinetic sample and safety events that are to be reviewed  

 

27. In Sections 7.2, 7.7, 7.8, 7.9, 7.10, 7.15, 7.16, 7.17, 7.18, 7.19, 7.23 following information is added: 

will review the reports related to lab results and exam results, if 

available 
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.  

 

 

 

36. The scales of assessments in Appendices VIII, X, XI, and XIII were updated. 

37. References were rearranged and renumbered in order of appearance, and references #12 and #20 

were added. 

In addition, administrative and editorial changes have been made throughout the version 2 protocol to 
improvise readability and syntax. 
 

Final Version 3.0 (March 10, 2023) 

1. Title page: To enable CTR filing in the EU region EU CT number and UTN number are added on 
title page 

2. Contact list updated to reflect change in the team. 
3. List of abbreviation updated 
4. Details of “Start of the study” and definition of “End-of-study” are added in the synopsis and in 

Section 3. 
  

  

  

  

  
 

6. In section 1, added a foot-note to provide update regarding International Non-proprietary Name 
(INN) published in WHO’s INN Recommended list 

7. In Section 1, a brief summary is added to describe the un-met medical need  
  

 
  

  
 

10. The inclusion criterion #6 is updated to clarify subjects should not be hypersensitive to drug 
product or excipients  

11. In section 4.2, inclusion criteria #8 and section 5.4, are updated to align with the Protocol 
Clarification Letter  

12. In section 4.2, inclusion criteria #8 and #9, are updated to clarify the male subjects must use 
acceptable contraceptive methods from the day of 1st dose administration to at least 30 days after 
last administration.  
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21. The section 6.1.15 is updated to correct the typo in Table 5, score and description for pitting 
22. The Section 6.2 is updated to clarify pre-dose (trough) blood samples will be collected only at 

week 16, 20, 28 and 52. 
 

 
24. In Section 8.3 a statement is added to clarify the IMP packaging and labelling for the EU region 

will be described in the IMP manual 
 

 
 

 
 

  
 

 
30. The Section 11.4 is added and Section 10.4, Section 11, Section 11.2, Section 12.8 and Section 

12.9 are updated for compliance with the CTR requirements 
 

 
 

 
 

32. The Section 12.10 is added for compliance with the EU General Data Protection Regulation 
requirements  

 
 

 
 
Final Version 4.0 (April 10, 2023) 

  
 

2. Section 3: Covid-19 related information added to address possible deviations  

3. Editorial changes for consistency between Sections 3.1 and 7 

  
 

 

5. Other editorial changes through the document to maintain consistency between sections.  
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Final Version 4.1 (July 28, 2023) 

1. Protocol version 4.1, dated July 28, 2023, for study number SCD-044-19-14, is the region-specific 
version of protocol version 4.0, dated April 10, 2023.  

 

2. The title page is updated to include  the EU CT number (2023-506477-35-00) is 
corrected on the title page of the protocol to fulfill the requirements of the Clinical Trial Regulation 
(Regulation (EU) No 536/2014) 

3. In the title page, the contact details of the Sponsor and the  are updated on 
the title page. 

 
Final Version 4.2 (Dec 20, 2023) 

1. The study overview (Section 3.0) is updated to clarify  
  

2. A paragraph is added  to clarify the 
definitions of women of childbearing potential (WOCBP), fertile men, and post-menopausal state. 

3. The exclusion criterion #3 in the synopsis and section 4.3 is edited to provide further clarification. 

4. Section 9.1.1. is updated to clarify . 

5. Section 11.1 is updated to clarify the process of obtaining approval  
 

 

In addition, to maintain internal consistency, a few administrative and editorial changes have been made 
to sections 3.1, 3.2, 7.1 and 7.2 of version 4.2 protocol  
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APPENDIX II: BODY SURFACE AREA (BSA) 

To estimate the % BSA Affected, the Investigator should use the method of approximation: the patient’s 
palm surface of the hand (including fingers) represents approximately one percent of his/her BSA. 
Measurement of psoriasis body surface area involvement is estimated using the handprint method with the 
size of a subject’s handprint representing ~1% of body surface area involved. The total BSA = 100% with 
breakdown by body region as follows: head and neck = 10% (10 handprints), upper extremities = 20% (20 
handprints), trunk including axillae and groin = 30% (30 handprints), lower extremities including buttocks = 
40% (40 handprints). BSA assessments should be performed by the Investigator or a designee who is 
appropriately trained and experienced in the assessment of psoriasis patients. 
 
 

 

 





 

 

APPENDIX IV: DERMATOLOGY LIFE QUALITY INDEX (DLQI) EXAMPLE 

The aim of this questionnaire is to measure how much your skin problem has affected your life over the past 

week.  Please check one box for each question. 

 

1 Over the last week, how itchy, sore, painful 

or stinging has your skin been? 
Very much 

A lot 

A little 

Not at all 

 
 
 
 

  

2 Over the last week, how embarrassed or 

self-conscious have you been because of 

your skin? 

Very much 

A lot 

A little 

Not at all 

 
 
 
 

  

3 Over the last week, how much has your skin 

interfered with you going shopping or 

looking after your home or garden? 

Very much 

A lot 

A little 

Not at all 

 
 
 
 

 

 

 

Not relevant 

 

 

 

 

4 Over the last week, how much has your skin 

influenced the clothes you wear? 
Very much 

A lot 

A little 

Not at all 

 
 
 
 

 

 

 

Not relevant 

 

 

 

 

5 Over the last week, how much has your skin 

affected any social or leisure activities? 
Very much 

A lot 

A little 

Not at all 

 
 
 
 

 

 

 

Not relevant 

 

 

 

 

6 Over the last week, how much has your skin 

made it difficult for you to do any sport? 
Very much 

A lot 

A little 

Not at all 

 
 
 
 

 

 

 

Not relevant 

 

 

 

 

7 Over the last week, has your skin prevented 

you from working or studying? 
Yes 

No 

 
 

 

Not relevant 

 

 

 If "No", over the last week how much has 

your skin been a problem at work or 

studying? 

A lot 

A little 

Not at all 

 
 
 

  

8 Over the last week, how much has your skin 

created problems with your partner or any 

of your close friends or relatives? 

Very much 

A lot 

A little 

Not at all 

 
 
 
 

 

 

 

Not relevant 

 

 

 

 

9 Over the last week, how much has your skin 

caused any sexual difficulties? 
Very much 

A lot 

A little 

Not at all 

 
 
 
 

 

 

 

Not relevant 

 

 

 

 

10 Over the last week, how much of a problem 

has the treatment for your skin been, for 

example by making your home messy, or by 

taking up time? 

Very much 

A lot 

A little 

Not at all 

 
 
 
 

 

 

 

Not relevant 

 

 

 

 



 

 

APPENDIX V: PSORIASIS SYMPTOM AND SIGN DIARY (PSSD) EXAMPLE 

Please indicate how severe each of the following skin symptoms was in the past week. Please select only 

one number for each item on the 0 to 10 scale (0=Absent and 10= Worst imaginable). 
 

1. Rate the severity of itch in 

the past 7 days 

0 
Absent 

 

1 

 

2 

 

3 

 

4 

 

5 

 

6 

 

7 

 

8 

 

9 

 

10 
Worst  

imaginable 

2. Rate the severity of dryness 

in the past 7 days 

0 
Absent 

 

1 

 

2 

 

3 

 

4 

 

5 

 

6 

 

7 

 

8 

 

9 

 

10 
Worst  

imaginable 

3. Rate the severity of cracking 

in the past 7 days 

0 
Absent 

 

1 

 

2 

 

3 

 

4 

 

5 

 

6 

 

7 

 

8 

 

9 

 

10 
Worst  

imaginable 

4. Rate the severity of skin 

tightness in the past 7 days 

0 
Absent 

 

1 

 

2 

 

3 

 

4 

 

5 

 

6 

 

7 

 

8 

 

9 

 

10 
Worst  

imaginable 

5. Rate the severity of scaling 

(built-up of skin in the past 7 

days 

0 
Absent 

 

1 

 

2 

 

3 

 

4 

 

5 

 

6 

 

7 

 

8 

 

9 

 

10 
Worst  

imaginable 

6. Rate the severity of shedding 

or flaking in the past 7 days 

0 
Absent 

 

1 

 

2 

 

3 

 

4 

 

5 

 

6 

 

7 

 

8 

 

9 

 

10 
Worst  

imaginable 

7. Rate the severity of redness 

in the past 7 days 

0 
Absent 

 

1 

 

2 

 

3 

 

4 

 

5 

 

6 

 

7 

 

8 

 

9 

 

10 
Worst  

imaginable 

8. Rate the severity of bleeding 

in the past 7 days 

0 
Absent 

 

1 

 

2 

 

3 

 

4 

 

5 

 

6 

 

7 

 

8 

 

9 

 

10 
Worst  

imaginable 

9. Rate the severity of burning 

in the past 7 days 

0 
Absent 

 

1 

 

2 

 

3 

 

4 

 

5 

 

6 

 

7 

 

8 

 

9 

 

10 
Worst  

imaginable 

10. Rate the severity of stinging 

in the past 7 days 

0 
Absent 

 

1 

 

2 

 

3 

 

4 

 

5 

 

6 

 

7 

 

8 

 

9 

 

10 
Worst  

imaginable 

11. Rate the severity of pain 

from your psoriasis lesion in 

the past 7 days 

0 
Absent 

 

1 

 

2 

 

3 

 

4 

 

5 

 

6 

 

7 

 

8 

 

9 

 

10 
Worst  

imaginable 

 

 

To be completed by the clinic staff: 

 

PSSD Score:  _________ 

 

   



 

 

APPENDIX VI: PATIENT GLOBAL IMPRESSION OF SEVERITY (PGIS) EXAMPLE 

 

Please choose the response below that best describes the severity of your Psoriasis SYMPTOM / 

OVERALL STATUS over the  

 

 None  

 Mild  

 Moderate  

 Severe  

 

 
  



 

 

 
APPENDIX VII: PATIENT GLOBAL IMPRESSION OF CHANGE (PGIC) EXAMPLE 

 

Please choose the response below that best describes the overall change in your psoriasis since 

you started taking the study medication: 

Please check one box only 

  Much better 

  A little better 

  No Change 

  A little worse 

  Much Worse 

 

  



APPENDIX VIII: ITCH NUMERIC RATING SCALE (ITCH NRS) EXAMPLE

Please rate the itching severity due to your psoriasis by circling the number that best describes your worst 
level of itching in the .

For subjects with scalp psoriasis:

Please rate the itching severity of your scalp due to your psoriasis by circling the number that best 
describes your worst level of itching in the .



 

 

APPENDIX IX: HEALTH ASSESSMENT QUESTIONNAIRE OF DISABILITY (HAQ-DI) EXAMPLE 

 

Please check the box which best describes your abilities over the past week: 

 
 

DRESSING & GROOMING 

Are you able to:  

Without 

ANY 

difficulty 

With SOME 

difficulty 

with MUCH 

difficulty 

UNABLE 

to do 

Dress yourself, including shoelaces and 

buttons?  

Shampoo your hair? 

 

 

 

 

 

 

 

 

Check  if you usually need help from another person 

Check  if you usually use button hook, zipper pull, shoe horn, etc. 

ARISING 

Are you able to:  

Without 

ANY 

difficulty 

With SOME 

difficulty 

with MUCH 

difficulty 

UNABLE 

to do 

Stand up from a straight chair?  

Get in and out of bed? 

 

 

 

 

 

 

 

 

Check  if you usually need help from another person 

Check  if you usually use special or built up chair 

EATING 

Are you able to:  

Without 

ANY 

difficulty 

With SOME 

difficulty 

with MUCH 

difficulty 

UNABLE 

to do 

Cut your own meat?  

Lift a full cup or glass to your mouth?  

Open a new milk carton? 

 

 

 

 

 

 

 

 

 

 

 

 

Check  if you usually need help from another person 

Check  if you usually use built up or special utensils 

WALKING  

Are you able to:  

Without 

ANY 

difficulty 

With SOME 

difficulty 

with MUCH 

difficulty 

UNABLE 

to do 

Walk outdoors on flat ground?  

Climb up five steps? 

 

 

 

 

 

 

 

 



 

 

Check  if you usually need help from another person 

Check  if you usually use cane, walker, crutches, wheelchair 

HYGIENE  

Are you able to:  

Without 

ANY 

difficulty 

With SOME 

difficulty 

with MUCH 

difficulty 

UNABLE 

to do 

Wash and dry your body?  

Take a tub bath?  

Get on and off the toilet? 

 

 

 

 

 

 

 

 

 

 

 

 

Check  if you usually need help from another person 

Check  if you usually use bathtub bar, long-handled appliances in bathroom, raised toilet seat 

REACH  

Are you able to: 

Without 

ANY 

difficulty 

With SOME 

difficulty 

with MUCH 

difficulty 

UNABLE 

to do 

Reach and get down a 5 pound object (such as 

a bag of sugar) from above your head?  

Bend down to pick up clothing from the floor? 

 

 

 

 

 

 

 

 

Check  if you usually need help from another person 

Check  if you usually use long-handled appliances for reach 

GRIP 

Are you able to:  

Without 

ANY 

difficulty 

With SOME 

difficulty 

with MUCH 

difficulty 

UNABLE 

to do 

Open car doors?  

Open previously opened jars?  

Turn faucets on and off? 

 

 

 

 

 

 

 

 

 

 

 

 

Check  if you usually need help from another person 

Check  if you usually use jar opener for jars previously opened 

ACTIVITIES  

Are you able to:  

Without 

ANY 

difficulty 

With SOME 

difficulty 

with MUCH 

difficulty 

UNABLE 

to do 

Run errands and shop?      



 

 

Get in and out of a car?  

Do chores such as vacuuming or yard work? 

 

 

 

 

 

 

 

 

Check  if you usually need help from another person to do errands and chores 

 

To be completed by the clinic staff: 

 

HAQ-DI Score:  _________ 

 

 

HAQ-DI Scoring 

There are four possible responses for the Disability Index questions:  

 

If more than 2 of the categories, or 25%, are missing, the scale is not scored. 

There are 3 steps to scoring the HAQ: 

1. For each section the score given to that section is the worst score within the section, i.e. if one 

question is scored 1 and another 2, then the score for the section is 2. 

 Without ANY difficulty = 0 

 With SOME difficulty = 1  

 With MUCH difficulty = 2 

 UNABLE to do =3 

2. In addition, if an aide or device is used or if help is required from another individual, then the 

minimum score for that section is 2. If the section score is already 2 or more then no 

modification is made.  

 No assistance is needed, add ‘0’ 

 A special device is used by the patient in his/her usual activities, minimum score is ‘2’ 

 The patient usually needs help from another person, minimum score is ‘2’ 

 The patient usually needs BOTH a special device AND help from another person, the 

section score is ‘3’ 

3. Divide the final sum by the number of categories answered. The score for the disability index 

is the mean of the 8 category scores rounded to the nearest value. If 1 or 2 of the categories are 

missing, the sum of the categories is divided by the number of answered categories.  

Some patients may question whether their response should reflect a particularly good or bad time, 

which is out of the time frame requested, because they feel that their response may be missing those 

times when their functional ability changes. The study requires repeating the HAQ at specific and 

regular time intervals to examine patterns of function. Inquiring about these activities only when 

patients are feeling particularly good or bad would result in inaccurate and biased data. The score 

is not modified if they have difficulties sometimes or required help only occasionally.  

Addressing some scenarios which occasionally arise:  



 

 

• If an item does not apply to an individual, e.g., they do not shampoo their hair, take tub baths, or 

reach for a heavy object above their heads, then they should leave the item(s) blank since the 

purpose is to obtain data about what they can do. 

•If a patient uses adapted or modified aids or devices (e.g., clothing, faucets, cars), then they should 

answer the questions based on their usual equipment. If they have no difficulty using the adapted 

equipment, then they would mark the “no difficulty” column. The adapted equipment (aids and 

devices) will be taken into account in the assistance variables (see below).  

• If an individual can open their own door but not for others, then they should respond in 

consideration of their own requirements.   



 

 

APPENDIX X: PATIENT GLOBAL ASSESSMENT OF DISEASE ACTIVITY (PtGA) EXAMPLE 

 

 

Note: please ensure that the line is 100 mm in length after printing the source document and 

measuring the distance 

 

 

Considering all the ways your arthritis affects you, how are you feeling TODAY?” Please 

answer by placing a mark on the line below: 

 

 

 

                  0 

Very Good 

                               100 

Very Poor  

 

 

 

To be completed by the clinic staff:  

 

VAS Score: ______ / 100  

 
  



APPENDIX XI: PATIENT ASSESSMENT OF PAIN (PtA-P) EXAMPLE

Note: please ensure that the line is 100 mm in length after printing the source document and 

measuring the distance

How much pain due to your arthritis are you currently experiencing?

Please rate you pain by placing a mark on the line corresponding to your CURRENT level of pain.

No Pain Worst pain imaginable

               

      0

                       

                       100

       

To be completed by the clinic staff:  

VAS Pain: ______ / 100







 

 

  

APPENDIX XIII: PHYSICIAN’S GLOBAL ASSESSMENT OF DISEASE ACTIVITY (PGA) EXAMPLE 

 

 

Note: please ensure that the line is 100 mm in length after printing the source document and 

measuring the distance 

 

How do you assess your patient’s current arthritis? 

 

 

 

               0                        100 

       No Disease Activity           Maximum Disease Activity 

  

 
 

To be completed by the clinic staff:  

 

VAS Score: ______ / 100 
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