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1. Protocol Summary  

1.1. Synopsis  

Protocol Title:  

Brief Title:

Regulatory Agency Identifier Number(s):

Rationale:  







 

 

 
 

Overall Design 

Brief Summary:

 
 
 

Study Population: 

Number of Participants: 

Intervention Groups and Duration:  



Ethical Considerations of Benefit/Risk: 

Data Monitoring Committee:  



1.2. Schema  















2. Introduction  

2.1. Study Rationale  

2.2. Background  



2.3. Benefit/Risk Assessment  

2.3.1. Risk Assessment  

2.3.2. Benefit Assessment  



2.3.3. Overall Benefit Risk Conclusion  





  

 

 

 

 

 

 

  
 

 
 
 

 

 





 Intercurrent event:

o 
o 

 Population-level summary:

Secondary estimand 

 Population: 

 Endpoint:

 Treatment condition

 Intercurrent events: 

 Population-level summary

 



4. Study Design  

4.1. Overall Design  

 
 
 

4.1.1. Overview of Study Periods  

Study Period I (Screening and Lead-in) 

Screening (Visit 1) 

 

 
 

Lead-in (Visit 2 to Visit 3) 

 

 



 

o 
o 
o 
o 

 

 

 

 

 

o 
 

 

o 
 

 

Study Period II (40-Week Treatment Period) 



Randomization (Visit 3) 

 

 

 

 

 

Treatment period: General Considerations 

 

 

 



Post randomization period (end of Visit 3 to Visit 19): 

 
o 

o 

 
o 

 
 

 
 
 
 



 
 
 
 
 

 
 
 
 
 
 
 



Visit 99 

 
 
 
 

Study Period III (Safety Follow-up Period) 

Safety follow-up (Visit 801) visits:

4.2. Scientific Rationale for Study Design  



4.3. Justification for Dose  

 
 

4.4. End of Study Definition  



5. Study Population  

5.1. Inclusion Criteria  

Type of Participant and Disease Characteristics 

Participant Characteristics 

 

 

 



 

Informed Consent 

5.2. Exclusion Criteria  

Medical Conditions 

 

 

 





 
 in situ
 in situ

Prior/Concomitant Therapy 

Note

Examples

Prior/Concurrent Clinical Trial Experience 



Other Exclusions 

5.3. Lifestyle Considerations  

5.4. Screen Failures  

5.5. Criteria for Temporarily Delaying 
Enrollment/Randomization/Administration of Study Intervention of a 
Participant  



6. Study Intervention(s) and Concomitant Therapy  

6.1. Study Intervention(s) Administered  



Group Name Tirzepatide 5 mg Tirzepatide 10 mg Tirzepatide 15 mg Placebo Concomitant background 
insulin for all treatment 

arms 

Intervention 
Name 

Dosage Level(s) 

Route of 
Administration 

Frequency of 
Administration 

Use 

Sourcing 

Packaging and 
Labeling 



6.1.1. Tirzepatide Dosing  

Figure GPIM.1. Tirzepatide Dose Escalation  



6.1.2. Placebo Dosing  

6.1.3. Insulin Glargine Dosing  

Table GPIM.1. Treat-to-Target Algorithm  

Median Fasting Blood Glucosea Adjustment of Insulin Glargine Dose 
mg/dL mmol/L 

 

 



6.1.4. Medical Devices  

6.2. Preparation, Handling, Storage, and Accountability  
 



 

 

 

6.3. Measures to Minimize Bias: Randomization and Blinding  



6.4. Study Intervention Compliance  

 

 

6.5. Dose Modification  

6.5.1. Tirzeptide  

6.5.1.1. Management of Participants with Gastrointestinal Symptoms  

 

 

 



 
 
 

6.5.2. Background Antihyperglycemic Medications  
 

 

o 

o 

o 

 

 

 



 

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

6.7. Treatment of Overdose  

 

 

 

6.8. Concomitant Therapy  

 

 
 







7. Discontinuation of Study Intervention and Participant 
Discontinuation/Withdrawal  

7.1. Discontinuation of Study Intervention  

7.1.1. Permanent Discontinuation from Study Intervention  

 
 Participant Decision 

o 

 Discontinuation due to a hepatic event or liver test abnormality.  

o interrupted

Elevation Exception 

o 



o 

 

 

 

 

 

 

 

 

7.1.2. Temporary Interruption of Study Intervention  



7.2. Participant Discontinuation/Withdrawal from the Study  

 

 

 

 

 

 

 



7.2.1. Discontinuation of Inadvertently Enrolled Participants  

7.3. Lost to Follow up  



8. Study Assessments and Procedures  
 

 

 

 

8.1. Efficacy Assessments  

8.1.1. Primary Efficacy Assessments  

8.1.2. Secondary Efficacy Assessments  

 

 

 

 

 

 

 

 

 



 

8.1.3. Tertiary Assessments and Procedures  

 

 

 

 

 

 

 

 

8.1.4. Appropriateness of Assessments  

8.2. Safety Assessments  

8.2.1. Physical Examinations  

 

 

 

 

 

 

 



8.2.2. Vital Signs  

8.2.3. Electrocardiograms  

8.2.4. Clinical Safety Laboratory Tests  

8.2.5. Safety Monitoring  







Event Collection 
Start 

Collection 
Stop 

Timing for 
Reporting 
to Sponsor 
or Designee 

Mechanism for 
Reporting 

Back-up 
Method of 
Reporting 

8.3.2. Serious Adverse Events  

 

 

 

 

 

 

 



8.3.2.1. Suspected Unexpected Serious Adverse Reactions  

8.3.3. Pregnancy  

Collection of pregnancy information 

Male participants with partners who become pregnant 

 

 

o 

o 

 

Female participants who become pregnant 
 



 

 

 

 

 

 

8.3.4. Adverse Events of Special Interest  

8.3.4.1. Hypoglycemia  

Level 1 hypoglycemia: 

Glucose <3.9 mmol/L (<70 mg/dL) and  ( ):

Level 2 hypoglycemia:  

Glucose <3.0 mmol/L (<54 mg/dL):  



Level 3 hypoglycemia:  

Severe hypoglycemia (in adults):  

 

 

Nocturnal hypoglycemia:  

 
occurs at night

8.3.4.2. Severe, Persistent Hyperglycemia  



 

OR 
 

OR 
 

Rescue therapy option

8.3.4.3. Pancreatitis  

 

 

 



8.3.4.4. Thyroid Malignancies and C-Cell Hyperplasia  



8.3.4.5. Major Adverse Cardiovascular Event  

 

 

 

 

 

8.3.4.6. Arrythmias and Cardiac Conduction Disorders  

8.3.4.7. Hypersensitivity Events  

8.3.4.8. Injection Site Reactions  



8.3.4.9. Diabetic Retinopathy Complications  

8.3.4.10. Hepatobiliary Disorders  

8.3.4.11. Severe Gastrointestinal Adverse Events  

8.3.4.12. Acute Renal Events  

8.3.4.13. Metabolic Acidosis, Including Diabetic Ketoacidosis  



8.3.4.14. Amputation/Peripheral Revascularization  

8.3.4.15. Major Depressive Disorder/Suicidal Ideation  

8.3.5. Complaint Handling  

8.4. Pharmacokinetics  

8.5. Pharmacodynamics  

8.6. Genetics  

8.7. Biomarkers  

8.8. Immunogenicity Assessments  

8.9. Health Economics  

8.9.1. Ability to Perform Physical Activities of Daily Living  



8.9.2. Impact of Weight on Self--Perception Questionnaire  

8.9.3. Diabetes Treatment Satisfaction Questionnaire  

8.9.4. EQ-5D-5L  



9. Statistical Considerations  

9.1. Statistical Hypotheses  

 

 

 

 

 

 

 

 

 

 



 

 

 

 

 

 

 

9.1.1. Multiplicity Adjustment  

9.2. Analyses Sets  

Population/Analysis Set Description 



9.3. Statistical Analyses  

9.3.1. General Considerations  



9.3.2. Treatment Group Comparability  

9.3.2.1. Participant Disposition  

9.3.2.2. Participant Characteristics  

9.3.2.3. Concomitant Therapy  

9.3.2.4. Treatment Compliance  



9.3.3. Primary Endpoint(s)/Estimand(s) Analysis  

9.3.4. Secondary Endpoint(s)/Estimand(s) Analysis  

 

 

 

 

 

 



9.3.5. Tertiary Endpoint(s) Analysis  

9.3.6. Safety Analyses  

9.3.6.1. Hypoglycemic Events  

9.3.6.2. Gastrointestinal Events  

9.3.6.3. Adjudicated Cardiovascular Events  



9.3.6.4. Central Laboratory Measures, Vital Signs, and Electrocardiograms  

9.3.7. Other Analyses  

9.3.7.1. Health Economics  

9.3.7.2. Subgroup Analyses  

9.4. Interim Analysis  

9.5. Sample Size Determination  





10. Supporting Documentation and Operational Considerations  

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

10.1.1. Regulatory and Ethical Considerations  
 

o 

o 

o 

 

 

 

 

o 

o 

o 

o 

 

10.1.2. Financial Disclosure  



10.1.3. Informed Consent Process  

 

 

 

 

 

10.1.4. Data Protection  
 

 

 

 

10.1.5. Committees Structure  

10.1.6. Dissemination of Clinical Study Data  

Reports



10.1.7. Data Quality Assurance  
 

 

 

 

 

 

 

 

 

Data Capture System 



10.1.8. Source Documents  

 

 

 

10.1.9. Study and Site Start and Closure  

First Act of Recruitment 

Study or Site Termination 



 

 

 

 

10.1.10. Publication Policy  

10.1.11. Investigator Information  



























10.5. Appendix 5: Liver Safety: Suggested Actions and Follow-up 
Assessments

10.5.1. Hepatic Safety Monitoring



Note:

10.5.2. Hepatic Monitoring Tests



in addition to central testing

Tests assayed by Lilly-designated central laboratory 

Hepatic Hematology Panel Hepatitis A virus (HAV) testing: 

Hepatis B virus (HBV) testing:

 

Hepatis C virus (HCV) testing:

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

Hepatitis E virus (HEV) testing:

  

 

Hepatic Coagulation Panel  

Urine Chemistry 



Tests assayed ONLY by investigator-designated local laboratory 

Epstein-Barr virus (EBV) testing: 

Cytomegalovirus (CMV) testing: 

Herpes simplex virus (HSV) testing:

Microbiology 

Urine Chemistry 

 



10.6. Appendix 6: World Health Organization Classification of Diabetes 
and Diagnostic Criteria  
Type 1 Diabetes:

Type 2 Diabetes:



10.7. Appendix 7: Protocol GPIM Standardized Protocols for the 
Measurement of Height, Weight and Waist Circumference  

Measuring Height 

Step 1.

Step 2.

Step 3.

Step 4.

Measuring Weight 

 

 

 

Step 1

Step 2

Step 3

Step 4

Measuring Waist Circumference 

 

 

Step 1. 



Step 2. 

Step 3. 



10.8. Appendix 8: 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:  

Other alternative locations:

Data capture 

Safety reporting 

Return to on-site visits 

Local laboratory testing option 

 
Study intervention and ancillary supplies (including participant diaries) 

 

 

 



 

 

 

Screening period guidance  

 

o 

o 

 

Adjustments to visit windows  

Visit Number Tolerance 



Documentation 

Changes to study conduct will be documented 

Source documents at alternate locations 



10.9. Appendix 9: Abbreviations and Definitions  
Term Definition 

AE 

ALP 

ALT 

ANCOVA 

APPADL 

AST 

BG 

blinding/masking 

BMI 

CEC 

CHF 

CI 

CIOMS 

CKD-EPI 

CMO 

CMV 

COA 

complaint 

compliance 

CONSORT 



COVID-19 

CRF 

CRP 

CSR 

CT 

CTA 

CV 

DPP-4 

DTSQs 

EAS 

EBV 

ECG 

eCRF 

EDC 

enroll 

EQ-5D-5L 

ERB 

ERCP 

ET 

FAS 

FBG 

FSG 

FSH 

GCP 

GIP 

GLP-1 



HDV 

HbA1c 

IB 

ICF 

Informed consent 

ICH 

ISR 

investigational 
product 

ITT 

IWRS 

IW-SP 

MedDRA 

MEN-2 

mITT 

MMRM 

MRCP 

MRI 

MTC 

NAFLD 

OAM 

OTC 



PCs 

PRO/ePRO 

QW 

RA 

SAE 

SAP 

SC 

screen 

SD 

SDP 

SGLT-2i 

SMBG 

SoA 

SS 

SUSARs 

T1DM 

T2DM 

TBL 

TEAE 

TTT 

ULN 



11. References  

Diabet Med.

Diabetes Metab Res Rev 
Am J Gastroenterol.

JAMA.



Lancet.

N Engl J Med.

Diabetes Technol Ther

Diabetes Technol Ther

Diabetes Technol Ther

Diabetes Care

Adv Ther

Diabetes Obes Metab

J Hepatobiliary Pancreat Surg.

Lancet.



Diabetes Obes Metab

Lancet.

Diabetes Care.

Diabetes Care.



Signature Page for VV-CLIN-135512 v1.0

Signature Page for VV-CLIN-135512 v1.0

Approval
Statistician
16-Nov-2023 13:25:08 GMT+0000

Approval
Medical Director
17-Nov-2023 21:22:56 GMT+0000

Approved on 17 Nov 2023 GMT

PPD

PPD


