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| Title: :
© APhase 3, Randomized, Double-Blind, Placebo-Controlled, Event-Driven Study to Investigate the Effect of Ret frutide on the
Incidence of Major Adverse Cardiovascular Events and the Decline in Kidney Function in Participants with Bo' Mass Index

>27 kg/m2 and Atherosclerotic Cardiovascular Disease and/or Chronic Kidney Disease ‘

eW ;
Approximately 10,000 participants will be randomly assigned (1:1 ratio) to receive either retatrutide or placebo jdded to their
existing standard of care background medications. Participants will administer their retatrutide or placebo dos once weekly

by subcutaneous injection using a single-dose pen. i
The purpose of this study is to determine if retatrutide is superior to placebo on the reduction of major adverse §
events and/or kidney outcomes in participants with body mass index >27 kg/m2 and ASCVD and/or chronic kid

Studly Tndication: .
| Subject with 0 BMI >27.0 kg/m?2. O individuals =45 years of age who have established ASCVD and/or CKD.
Objectives & Endpoints - i

To demonstrate whether Retatrutide QW is superior to placebo in adults with BMI >27 kg/m2 and ASCVD and/or CKD in
reducing the risk for major cardiovascular events and reducing the risk for kidney outcomes (including CV death)

diovascular
ey disease.

Compensation varies with range from $140 to $56 per visit depends on type of visit and duration of stay at site or remote
visit. Subject will also receive Travel Reimbursement.

The mean treatment duration is anticipated to be approximately 3.3 years until at least 1296 participants experience at least 1
Ccv component and until at least 1085 participants experience at least | kidney event of the primary kidney composfte endpoint

Rctatmtlde is a novel synthetic molecule, which shows potent agonist action at the GIP receptor, GLP-1 receptor
receptor and has the clinically meaningfil improvements in long-term outcomes associated with obesity.

The proposed Study GZBO is designed to characterize the effect of Retatrutide on cardiovascular cutcomes, kidney outcomes,
and kidney function. '

mm Criteria:

i et e cntotsr S e
5"@?;0 g[mz Yp 1aDELES Or d1abenc Ketoacldosis or »evere oypoglycemia

s  Treatment like steroids, focal/grid macular [aser surgery, anretinal
l o Wgn:n(’:avﬁ :jg;jroég photocoagulat‘ic.)n, or vitrectomg;for diabetic retinopithrg
i Qﬁﬂ:ﬁ;ﬁﬁﬁmba ﬁy artery disease s Any CV conditions e.g, Acute MI, ACS, Stroke etc
TR s  Acute Decompensated Heart Failure
' W Cewbrovasaular disease s  NYHA Functional Classification Class IV heart failure
COR * eGFR (CKD-epi-cystatin ¢ equation) <20 mL/min/1.73 m2
"¢} Périphoral arterial disease e UACR >5000 mg/g
' OR s Any dialysis <90 days

) . Chroniic kidney disease diagnosis with : . . .
| e GGPFR <45 mlfnin/1.73 m2 and UACR 30 me/e AIIE/ Qbe51ty relate proced1.11:e .g., liposuction
» QR <60 mL/min/l.73-m2 and UACR >100mg/g | ®  Chronic or Acute Pancreatitis.
* 6@FR <75 mL/min/1.73 m2 and UACR >300 mg/g s  Multiple Endocrine Neoplasia Syndrome Type 2.
s  Acute or Chronic Hepatitis

e History of malignant neoplasms <5 years or solid organ transplant
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