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1. Protocol Summary  

1.1. Synopsis  

Protocol Title: 
 

Brief Title:

Regulatory Agency Identifier Number:

Rationale: 

Objectives, Endpoints, and Estimands: 

  

  

o 
o 
o 
o 

 

 
 

 
  

o 
o 



o 

  

 

 
 
 

 

Estimands 

 
o 
o 

 
 

o 

o 
 



 
o 

o 

 
o 

o 

 
o 

o 

o 

 

 
 
 

Overall Design 
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Brief Summary:

Study Population: 

Number of Participants: 

Intervention Groups and Duration: 

Ethical Considerations of Benefit/Risk: 

CCI

CCI CCI
CCI

CCI
CCI

CCI CCI



Data Monitoring Committee: 



1.2. Schema

CCI

CCI

CCI

CCI

CCI

CCI

CCI



1.3. Schedule of Activities (SoA)  

1.3.1. Schedule of Activities for the Screening and Treatment Periods of Study J4H-MC-FVAA  
Study J4H-MC-FVAA Screening Double-Blind Treatment Period Comments 
Visit number 
Weeks from randomization 
Visit interval tolerance (days) 
Fasting visit  



Study J4H-MC-FVAA Screening Double-Blind Treatment Period Comments 
Visit number 
Weeks from randomization 
Visit interval tolerance (days) 
Fasting visit  

Physical evaluation 



Study J4H-MC-FVAA Screening Double-Blind Treatment Period Comments 
Visit number 
Weeks from randomization 
Visit interval tolerance (days) 
Fasting visit  

Patient-reported outcomes (electronic)

CCI



Study J4H-MC-FVAA Screening Double-Blind Treatment Period Comments 
Visit number 
Weeks from randomization 
Visit interval tolerance (days) 
Fasting visit  

Clinician-administered assessments (electronic)

Clinician-administered assessments (paper)

CCI

CCI



Study J4H-MC-FVAA Screening Double-Blind Treatment Period Comments 
Visit number 
Weeks from randomization 
Visit interval tolerance (days) 
Fasting visit  

Laboratory tests and sample collections 



Study J4H-MC-FVAA Screening Double-Blind Treatment Period Comments 
Visit number 
Weeks from randomization 
Visit interval tolerance (days) 
Fasting visit  

Stored samples 

CCI



Study J4H-MC-FVAA Screening Double-Blind Treatment Period Comments 
Visit number 
Weeks from randomization 
Visit interval tolerance (days) 
Fasting visit  

Visit 2:

Visit 9:

Randomization and dosing 

CCI



1.3.2. Schedule of Activities for ED, Unscheduled Visits, and Post-Treatment Follow-up of Study J4H-MC-FVAA  

Study J4H-MC-FVAA

 

Post-Treatment Follow-up Comments 
Visit number 

Weeks from randomization 

Visit interval tolerance (days) 
Fasting visit 

Physical evaluation



Study J4H-MC-FVAA

 

Post-Treatment Follow-up Comments 
Visit number 

Weeks from randomization 

Visit interval tolerance (days) 
Fasting visit 

Patient-reported outcomes (electronic)

CCI

CCI



Study J4H-MC-FVAA

 

Post-Treatment Follow-up Comments 
Visit number 

Weeks from randomization 

Visit interval tolerance (days) 
Fasting visit 

Clinician-administered assessments (electronic)

Clinician-administered assessments (paper)

CCI



Study J4H-MC-FVAA

 

Post-Treatment Follow-up Comments 
Visit number 

Weeks from randomization 

Visit interval tolerance (days) 
Fasting visit 

Laboratory tests and sample collections

only

CCI



Study J4H-MC-FVAA

 

Post-Treatment Follow-up Comments 
Visit number 

Weeks from randomization 

Visit interval tolerance (days) 
Fasting visit 

Stored samples 

Dosing 
CCI

CCI



2. Introduction  

2.1. Study Rationale  

2.2. Background  
Disease state and treatment goals 

LY3972406 and the role of  diseases CCI
CCI CCI
CCI

CCI CCI CCI
CCI

CCI
CCI

CCI CCI CCI
CCI CCI

CCI CCI
CCI CCI

CCI CCI
CCI CCI

CCI CCI
CCI

CCI



Nonclinical and clinical data for LY3972406  

Preclinical pharmacology 
in vitro 

in 
vitro 

in vivo

Preclinical safety 

Effects in humans 

CCI
CCI

CCI CCI

CCI

CCI CCI
CCI CCI

CCI
CCI

CCI CCI CCI CCI
CCI

CCI

CCI CCI CCI CCI
CCI CCI

CCI

CCI
CCI

CCI

CCI CCI

CCI
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2.3. Benefit/Risk Assessment  

2.3.1. Risk Assessment  

Study intervention 

Study procedures 

Management of risks 

CCI
CCI

CCI CCI
CCI

CCI CCI
CCI CCI CCI

CCI

CCI CCI
CCI

CCI

CCI
CCI CCI

CCI
CCI

CCI
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2.3.2. Benefit Assessment  

2.3.3. Overall Benefit Risk Conclusion  



3. Objectives, Endpoints, and Estimands  

  

  

o 
o 
o 
o 

 

 
 

 
  

o 
o 
o 

  

 

 
 
 



Estimands 

 
o 
o 

 
 

o 

o 
 

CCI
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o 

o 

 
o 

o 

 
o 

o 

o 

 

 
 
 



4. Study Design  

4.1. Overall Design  

Screening

Double-blind treatment period

Post-treatment follow-up

Note:

 

 

4.2. Scientific Rationale for Study Design  
Primary endpoint definition 

Duration of the treatment period and post-treatment follow-up 

CCI

CCI

CCI
CCI

CCI CCI CCI

CCI

CCI CCI

CCI



Choice of control and number of treatment groups 

 

Demographics collection 

4.2.1. Patient Input into Design  

4.3. Justification for Dose  

4.4. End of Study Definition  

CCI

CCI
CCI

CCI

CCI

CCI
CCI CCI

CCI



5. Study Population  

5.1. Inclusion Criteria  

Age 

Sex and contraceptive requirements 

Type of participant and disease characteristics 

 

 

Study procedures 

 

CCI



Weight 

Informed consent 

Laboratory test results 

Note: 

5.2. Exclusion Criteria  

Medical conditions 

 

CCI



Infections and infectious disease 

 

 
 
 

o 

o 

Other medical conditions 

CCI



 

 

Vaccines 

Note:

Prior/concomitant therapy 

CCI



Prior/concurrent clinical study experience 

Other exclusions 

5.3. Lifestyle Considerations  
Blood donation

Sperm donation and contraception 

CCI



 

Prohibited medications and procedures 

5.4. Screen Failures  

5.5. Criteria for Temporarily Delaying Enrollment of a Participant  



6. Study Intervention(s) and Concomitant Therapy  

6.1. Study Intervention(s) Administered  

Intervention Name

Dose Level(s) 

Frequency of Administration 

Route of Administration 

Packaging and labeling 

6.2. Preparation, Handling, Storage, and Accountability  

CCI
CCI

CCI



6.3. Assignment to Study Intervention  

6.4. Blinding  

 

Emergency unblinding 

Discontinuation from the study in case of unblinding 

6.5. Study Intervention Compliance  

6.6. Dose Modification  



6.7. Continued Access to Study Intervention after the End of the Study  

6.8. Treatment of Overdose  

6.9. Prior and Concomitant Therapy  



7. Discontinuation of Study Intervention and Participant 
Discontinuation/Withdrawal  

7.1. Discontinuation of Study Intervention  

7.1.1. Liver Chemistry Stopping Criteria  
Interrupting study  based on liver test elevations in participants with normal or 
near-normal baseline liver tests 

interrupted

Elevation Exception 

CCI



Interrupting study  based on elevated liver tests in participants with abnormal 
baseline liver tests 

interrupted

Elevation Exception 

Resuming or permanently discontinuing study  after elevated liver tests 

7.1.3. Permanent Discontinuation of Study Intervention  

CCI



Participant decision 

Pregnancy 

 

Infections 

 
 
 

Suicidal ideation or behavior 

Malignancy 

Hepatic event or liver test abnormality

Concomitant medications  

CCI

CCI



Hematologic test abnormality:

Noncompliance: 

7.1.4. Temporary Discontinuation of Study Intervention  

Criteria for temporary discontinuation of study 
intervention 

Next steps 

Infection criteria 

 
 
 

Hematology laboratory criteria
Hold study intervention if the following laboratory test 
results occur: 

Resume study intervention after approval from sponsor 
(or its designee) if the following laboratory results 
occur: 

CCI

CCI

CCI

CCI



7.2. Participant Discontinuation/Withdrawal from the Study  

7.3. Lost to Follow-up  



8. Study Assessments and Procedures  

8.1. Efficacy Assessments  

8.1.1. Primary Efficacy Assessment: Psoriasis Area and Severity Index 75 (PASI 75)  

 
 
 
 

 
 
 

8.1.2. Secondary Efficacy Assessments  

8.1.2.1. Patient-Reported Outcome Instruments  

Psoriasis Symptoms Scale (PSS) 



 
 
 

Psoriasis (PatGA Psoriasis) 

Dermatology Life Quality Index (DLQI) 

 
 
 
 
 
 

 
 
 
 



8.1.2.2. Clinician-Administered Assessments  

Body Surface Area (BSA) 

PASI 90 and PASI 100 

Psoriasis Scalp Severity Index (PSSI) 

 (sPGA) 

CCI



Noninvasive skin sampling  and skin punch biopsy 

8.2. Safety Assessments  

8.2.1. Vital Signs  

8.2.2. Physical Examinations  

Physical examination at screening 

 
o 
o 
o 

 
 

CCI

CCI

CCI



 
 
 
 

Symptom-directed physical examination after screening 

8.2.3. Skin Assessment with Fitzpatrick Scale of Skin Phototypes  

8.2.4. Electrocardiograms  
ECG collection 

 

ECG interpretation 

Participant assessment after ECGs 



Responsibilities of the central ECG laboratory 

8.2.5. Chest Imaging  

Conditions for using a previous chest x-ray at screening 

Alternatives to chest x-ray 



8.2.6. Clinical Safety Laboratory Tests  

8.2.7. Pregnancy Testing  

8.2.8. Tuberculosis Testing and Monitoring  

Screening 



M tuberculosis

M tuberculosis.

Diagnosed  

Monitoring during the study 

8.2.9. Hepatitis B Testing and Monitoring  

CCI

CCI
CCI CCI

CCI
CCI

CCI

CCI

CCI



Management of enrolled participants with detectable HBV DNA during the study

8.2.10. Hepatitis C Testing and Monitoring

8.2.11. Hepatic Safety Monitoring



8.2.11.1. Additional Hepatic Data Collection (Hepatic Safety CRF) in Study Participants 
Who Have Abnormal Liver Tests During the Study



 

 

 

 

 

 
 

8.2.12. Suicidal Ideation and Behavior Risk Monitoring  

Screening for suicidal ideation or behavior 

Monitoring for suicidal ideation and behavior 

Discontinuation of participants with signs of suicidal ideation or behavior 

CCICCI

CCI



8.3. Adverse Events, Serious Adverse Events, and Product Complaints  

 
 
 



8.3.1. Timing and Mechanism for Collecting Events  

Event Collection 
Start 

Collection 
Stop 

Timing for Reporting 
to Sponsor or 
Designee 

Mechanism for 
Reporting 

Back-up 
Method of 
Reporting 

Adverse Event 

Serious Adverse Event 

and

and

Pregnancy 



Event Collection 
Start 

Collection 
Stop 

Timing for Reporting 
to Sponsor or 
Designee 

Mechanism for 
Reporting 

Back-up 
Method of 
Reporting 

Product Complaints 

8.3.2. Pregnancy  

Collection of pregnancy information 

Male participants with partners who become pregnant 



 

Female participants who become pregnant 

 

8.4. Pharmacokinetics  
Pharmacokinetic sample visits and times 

CCI



Collection, handling, and analysis of pharmacokinetic samples 

Additional and unused pharmacokinetic samples 

Blinding pharmacokinetic data 

Pharmacokinetic sample retention 

8.5. Pharmacodynamics  

8.6. Genetics  

Genetic sample use 

CCI



Genetic sample confidentiality

Genetic sample retention

8.7. Biomarkers  

Collection visits and times 

Sample use 

CCI



Sample confidentiality 

Sample retention 

8.8. Immunogenicity Assessments  

8.9. Health Economics  



9. Statistical Considerations  

9.1. Statistical Hypothesis  

9.1.1. Multiplicity Adjustment  

9.2. Analyses Sets  

Population Description 

Note:



9.3. Statistical Analyses  

9.3.1. General Considerations  

Changes to the data analysis methods

Continuous and categorical data analyses 

Baseline definitions 

Data analysis methods 



Handling of missing, unused, and spurious data

9.3.1.1. Missing Data Imputation  

9.3.2. Primary Endpoint/Estimand Analysis  

9.3.3. Secondary Endpoints/Estimands Analysis  



9.3.4. Exploratory Endpoints/Estimands Analysis  

9.3.5. Safety Analyses  

Adverse events analyses 

Laboratory analytes and vital signs 

9.3.6. Pharmacokinetic Analyses  

CCI

CCI



9.3.7. Other Analyses  

9.4. Interim Analyses  

9.5. Sample Size Determination  

CCI

CCI

CCI
CCI

CCI

CCI

CCI CCI
CCI CCI CCI

CCI
CCI

CCI CCI
CCI



10. Supporting Documentation and Operational Considerations  

10.1. Appendix 1: Regulatory, Ethical, and Study Oversight 
Considerations  

10.1.1. Regulatory and Ethical Considerations  

10.1.2. Financial Disclosure  



10.1.3. Informed Consent Process  

 

10.1.4. Data Protection  

 



10.1.5. Committees Structure  

Internal Assessment Committee (IAC) 

10.1.6. Dissemination of Clinical Study Data  

Reports

Data 

CCI



10.1.7. Data Quality Assurance  
Investigator responsibilities 

Data monitoring and management 

Records retention and audits 



Data capture system 

Electronic data capture system 

Clinical outcome assessments 

Data storage and access 

10.1.8. Source Documents  



10.1.9. Study and Site Start and Closure  

First act of recruitment 

Study or site termination 

For study termination: 

For site termination: 

10.1.10. Publication Policy  

10.1.11. Investigator Information  



10.1.12. Sample Retention  

Sample Type Custodian Maximum Retention Period After Last  
Participant Visit  

 
 
 

CCI
CCI CCI



10.2. Appendix 2: Clinical Laboratory Tests  
Use of central or local laboratories 

Laboratory tests for inclusion/exclusion of potential study participants 

Allowance for additional laboratory testing 

Investigator responsibilities 

Provision of laboratory test results 



Notes 
Hematology 

Hematology differential 



Notes 

Clinical chemistry 

 
 
 

Notes 
Lipid Panel



Notes 

Urinalysis 

Notes 

Hormones (female) 

Notes 

Calculations 

Notes 

TB, HIV, and Hepatitis Serology 



Notes 

PK samples 

Notes 

Notes 

Chemistry 

Notes 

Other 

CCI

CCI

CCI



Notes 

Genetics sample 

Notes 

CCI



10.3. Appendix 3: Adverse Events and Serious Adverse Events: Definitions 
and Procedures for Recording, Evaluating, Follow-up, and 
Reporting  

10.3.1. Definition of AE  

AE definition 

Events meeting the AE definition 

 

 

 

 
 

 

Events NOT meeting the AE definition 

 

 

 

 

 



10.3.2. Definition of SAE  
An SAE is defined as any untoward medical occurrence that, at any dose, meets one or 
more of the criteria listed: 

 

 
o life-threatening serious

 

o 

o 

 

o 

o 

 
o 

 

o 

o 



10.3.3. Definition of Product Complaints  

Product complaint 

 

o 
o 

 

 

 

10.3.4. Recording and Follow-Up of AE and/or SAE and Product Complaints  
AE, SAE, and PC recording

 

 

 

 not

 

 



Assessment of intensity 

 

 

 

Assessment of causality

 

 

 

 
 must

 

 

 



Follow-up of AEs and SAEs 

 

 

10.3.5. Reporting of SAEs  

SAE reporting via an electronic data collection tool 

 
 

 

 

 

 

SAE reporting via paper form 

 

 

 
 

10.3.6. Regulatory Reporting Requirements  

SAE regulatory reporting 



 

 



10.4. Appendix 4: Contraceptive and Barrier Guidance  

10.4.1. Definitions  

Word/Phrase Definition 

 

 
 

 

 

 

 



10.4.2. Contraception Guidance  

Contraception guidance for Females 

  

  
o  
o  
o  
o  

 

 

Must.. 

Contraception guidance for all male participants 

Examples of different methods of contraception 

Methods Examples 

 

 



Methods Examples 

 

 
 
 

 
 

 

 

 
 
 
 
 
 

 
 
 

 
 
 



CCI



10.6. Appendix 6: Liver Safety: Suggested Actions and Follow-up 
Assessments  

Hepatic evaluation testing 

in addition to central testing

Tests assayed by Lilly-designated central laboratory 

Hepatic Hematology Panel Hepatitis A virus (HAV) testing: 

Hepatitis B virus (HBV) testing:

 
Hepatitis C virus (HCV) testing:

Hepatitis D virus (HDV) testing:
Hepatic Clinical Chemistry Panel  

    
Hepatitis E virus (HEV) testing:

     

 
Anti-nuclear antibody (ANA) 
Anti-smooth muscle antibody (ASMA)  

Hepatic Coagulation Panel Anti-actin antibodyc 
Immunoglobulin IgA (quantitative) 

Urine Chemistry Immunoglobulin IgG (quantitative) 
Immunoglobulin IgM (quantitative)

Haptoglobin  



Tests assayed ONLY by investigator-designated local laboratory  
Acetaminophen Cytomegalovirus (CMV) testing: 
Acetaminophen protein adducts 
Alkaline phosphatase isoenzymes 
Ceruloplasmin Herpes simplex virus (HSV) testing: 
Copper 
Ethyl alcohol (EtOH) 
Phosphatidylethanol (PEth)  
Urine Chemistry Microbiology Culture: 

 
Epstein-Barr virus (EBV) testing:

 



10.7. Appendix 7: Tuberculosis Testing  

TB test type How to perform the test How to interpret the test When to retest 

Notes: 

Notes: 



TB test type How to perform the test How to interpret the test When to retest 

M tuberculosis



10.8. Appendix 8: Examples of Infections That May Be Considered 
Opportunistic  

Candidiasis infections

Localized herpes zoster infections

Treatment-emergent, active tuberculosis infection



Examples of Infections That May Be Considered Opportunistic 
Bacterial 

 

Vibrio vulnificus
Viral 

Fungal 

Rhizopus Mucor, Lichtheimia
Scedosporium Pseudallescheria boydii Fusarium

Parasitic 



CCI



10.10. Appendix 10: Noninvasive Skin Sampling and Skin Punch Biopsy  

Purpose and sample use 

Collection visits 

Skin punch biopsy (optional) 

Timing of lesional biopsy Specifications 

 

 

 

 

CCI

CCI
CCI

CCI

CCI



 

Use of emollients 

Potential risks 

Invasive skin sampling (punch biopsy):

Sample handling 

Sample retention 

CCI

CCI



10.11. Appendix 11: Permitted and Prohibited Concomitant Medications  

10.11.1. Permitted Concomitant Medications   

Permitted Concomitant Medications (Study FVAA)  
Drug Class Comments 

Concomitant treatments for psoriasis 

Other concomitant treatments 

 

 

 

Note: 

10.11.2. Prohibited Concomitant Medications and Procedures  

CCI



Prohibited Concomitant Medications and Procedures (Study FVAA) 

Drug Class/Procedure Comments 

 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
 
 
 
 
 
 
 
 
 
 

 
 
 
 



10.12. Appendix 12: Country-specific Requirements  
For sites in EU Member States 

For Sites Outside of EU Member States 



10.13. Appendix 13: Provisions for Changes in Study Conduct During 
Exceptional Circumstances  

Implementation of this appendix 

Exceptional circumstances 

Implementing changes under exceptional circumstances 

 

Considerations for making a change 

Informed consent 

 
 
 
 
 

Changes in study conduct during exceptional circumstances 



Remote visits 
Types of remote visits
Telemedicine: 

Mobile healthcare:

Other alternative locations:

Data capture 

Safety reporting 

Return to on-site visits 

CCI



Local laboratory testing option 

Study intervention and ancillary supplies 

 

 

 

 

 

 

Screening period guidance  

 

o 

CCI



o 

 

Adjustments to visit windows 

Documentation 

Changes to study conduct will be documented 

Source documents at alternate locations 



10.14. Appendix 14: Abbreviations and Definitions  

Term Definition 

Abuse 

AE 

AHR 

ALP 

ALT 

AST 

anti-HCV  

AUC 

blinding/masking 

BMI 

BSA 

Cmax 

Cmin,ss 

 

CIOMS 

CDC 

CKD-EPI 

CMH 

COA 

Complaint 

CCI



Term Definition 

Compliance 

CONSORT 

CRF 

CSR 

CXR 

DLQI 

DMC 

DSM-5 

ECG 

eCOA 

ED 

EDC 

eGFR 

Enroll 

Enter 

GCP 

GGT 

 

HBsAg 

HBV 

HCV 

HIV 

CCI



Term Definition 

IAC 

IB 

IC50 

ICE 

ICF 

ICH 

IEC 

IGRA 

 

IMP 

informed consent 

INR 

interim analysis 

investigational 
product 

IRB 

ITT 

IWRS 

 

LDH 

CCI
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Term Definition 

 

MAD 

medication error 

misuse 

mITT 

MMRM 

NRI 

participant 

PASI 

PatGA Psoriasis 

PC 

PCR 

PDE-4 

PK/PD 

PPD 

 

PSS 

CCI

CCI



Term Definition 

PSSI 

 

QTc 

SAD 

SAE 

SAP 

SCID 

screen 

SERMs 

SoA 

SOC 

sPGA 

SUSAR 

TB 

TBL 

ULN 

TEAE 

Th 

TST 

WBC 

WNOCBP 

WOCBP 

CCI



10.15. Appendix 15: Protocol Amendment History  

Amendment [a]: 31-Oct-2023 

Overall Rationale for the Amendment:  

Section # and Name Description of Change Brief Rationale 
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Section # and Name Description of Change Brief Rationale 
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