Lilly's oral GLP-1, orforglipron, demonstrated
superior glycemic control in two successful Phase
3 trials, reconfirming its potential as a foundational
treatment in type 2 diabetes

In ACHIEVE-2, orforglipron lowered A1C by up to 1.7% compared to 0.8% with dapagliflozin,
meeting the primary endpoint

In ACHIEVE-5, orforglipron lowered A1C by an additional 2.1% when taken with insulin
glargine, meeting the primary endpoint

INDIANAPOLLIS, Oct. 15, 2025 /PRNewswire/ -- Eli Lilly and Company (NYSE: LLY) today
announced positive topline results from the Phase 3 ACHIEVE-2 and ACHIEVE-5 trials.
ACHIEVE-2, the second head-to-head trial in the program, evaluated orforglipron versus
dapagliflozin, an SGLT-2 inhibitor, in adults with type 2 diabetes inadequately controlled on
metformin. Separately, ACHIEVE-5 assessed orforglipron versus placebo in adults with type 2
diabetes and inadequate glycemic control with titrated insulin glargine, with or without metformin
and/or SGLT-2 inhibitors. In both trials, orforglipron (3 mg, 12 mg, 36 mg) met the primary and
all key secondary endpoints at 40 weeks for both the efficacy and treatment-regimen estimands,
delivering significant A1C reduction and weight loss as well as improvements in multiple

cardiovascular risk factors, all consistent with previously disclosed studies in type 2 diabetes.>-23

"Orforglipron has now demonstrated superiority over two active comparators in clinical trials for
type 2 diabetes," saidJeff Emmick, M.D., Ph.D., senior vice president of product
development, Lilly Cardiometabolic Health. "In ACHIEVE-2, orforglipron outperformed
dapagliflozin, a commonly used SGLT-2 therapy, and in ACHIEVE-3, showed greater efficacy
than oral semaglutide. The findings from ACHIEVE-5 add to this momentum, showing
significant A1C reduction and weight loss when used in combination with titrated basal insulin.
Together, these results reinforce orforglipron's potential to become a new standard of care for

people living with type 2 diabetes.”



ACHIEVE-2 and ACHIEVE-5 Results

ACHIEVE-2 Primary Endpoint

Orforglipron Orforglipron Orforglipron Dapagliflozin
3 mg 12 mg 36 mg 10 mg
Change inEfficacy -1.3% -1.7 % -1.7 % -0.8 %
AL1C from estimand
baseline ofiTreatment- -1.2 % -1.5 % -1.6 % -0.8 %
8.1% at weekregimen
40i estimand
ACHIEVE-5 Primary Endpoint
Orforglipron Orforglipron Orforglipron Placebo
3 mg 12 mg 36 mg
Change inEfficacy -1.5 % -2.1 % -1.9 % -0.8 %
AL1C from estimand
baseline ofTreatment- -1.6 % -1.9 % -1.8 % -0.8 %
8.5% at weekregimen
40 withestimand
titrated
insulin
glarginetii

i All doses of orforglipron achieved statistical significance vs. the comparator, with p<0.001 under both the efficacy and treatment-regimen estimands.

i Insulin glargine doses were adjusted per a treat-to-target algorithm with no restriction from week four to week 40.




In both trials, the overall safety and tolerability profile of orforglipron, as well as treatment
discontinuation rates, were consistent with previous studies. The most common adverse events
were gastrointestinal-related and generally mild-to-moderate in severity. No hepatic safety signal
was observed.

The detailed results of these trials will be presented at a future medical meeting and published in
a peer-reviewed journal. Results are expected in the first quarter of 2026 for ACHIEVE-4, the
final global registration trial in the ACHIEVE program. Lilly plans to submit orforglipron for the
treatment of type 2 diabetes to global regulatory agencies in 2026, while submission for the
treatment of obesity is on track to occur by the end of this year.

About orforglipron

Orforglipron (or-for-GLIP-ron) is an investigational, once-daily small molecule (non-peptide)
oral glucagon-like peptide-1 receptor agonist that can be taken any time of the day without
restrictions on food and water intake.* Orforglipron was discovered by Chugai Pharmaceutical
Co., Ltd. and licensed by Lilly in 2018. Chugai and Lilly published the preclinical pharmacology
data of this molecule together.> Lilly is running Phase 3 studies on orforglipron for the treatment
of type 2 diabetes and for weight management in adults with obesity or overweight with at least
one weight-related medical problem. It is also being studied as a potential treatment for
obstructive sleep apnea, hypertension and osteoarthritis pain in adults with obesity.

About ACHIEVE-2, ACHIEVE-5 and the ACHIEVE clinical trial program
ACHIEVE-2 (NCT06192108) is a Phase 3, 40-week, randomized, active-controlled, open-label
study comparing the efficacy and safety of orforglipron 3 mg, 12 mg and 36 mg to dapagliflozin
10 mg in participants with type 2 diabetes and inadequate glycemic control with metformin. The
study randomized 962 participants in a 1:1:1:1 ratio to receive either orforglipron 3 mg, 12 mg or
36 mg, or dapagliflozin 10 mg once daily, in addition to background metformin therapy. The
objective of the study was to demonstrate that orforglipron is non-inferior in A1C reduction from
baseline after 40 weeks, compared to dapagliflozin. Study participants had an A1C between
>7.0% and <10.5% and a BMI of >23 kg/m?. Participants randomized to orforglipron initiated
treatment with 1 mg once daily and increased the dose every four weeks until reaching the
randomized dose of 3 mg, 12 mg or 36 mg.

ACHIEVE-5 (NCT06109311) is a Phase 3, 40-week, randomized, double-blind, placebo-
controlled study assessing the efficacy and safety of orforglipron 3 mg, 12 mg and 36 mg in
participants with type 2 diabetes and inadequate glycemic control with insulin glargine, with or
without metformin and/or SGLT-2 inhibitors. The study randomized 546 participants ina 1:1:1:1
ratio to receive either orforglipron 3 mg, 12 mg or 36 mg, or placebo with background therapy of
titrated insulin glargine alone or in combination with metformin and/or SGLT-2 inhibitors. The
objective of the study was to demonstrate that orforglipron is superior in A1C reduction from
baseline after 40 weeks, compared to placebo. Study participants had an A1C between >7.0% and
<10.5% and a BMI of >23 kg/m?. Participants randomized to orforglipron initiated treatment with



1 mg once daily and increased the dose every four weeks until reaching the randomized dose of
3 mg, 12 mg or 36 mg.

The ACHIEVE Phase 3 global clinical development program for orforglipron has enrolled more
than 6,000 people with type 2 diabetes across five global registration trials. The program began
in 2023, and additional results are anticipated in early 2026.
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About Lilly

Lilly is a medicine company turning science into healing to make life better for people around
the world. We've been pioneering life-changing discoveries for nearly 150 years, and today our
medicines help tens of millions of people across the globe. Harnessing the power of
biotechnology, chemistry and genetic medicine, our scientists are urgently advancing new
discoveries to solve some of the world's most significant health challenges: redefining diabetes
care; treating obesity and curtailing its most devastating long-term effects; advancing the fight
against Alzheimer's disease; providing solutions to some of the most debilitating immune system
disorders; and transforming the most difficult-to-treat cancers into manageable diseases. With
each step toward a healthier world, we're motivated by one thing: making life better for millions
more people. That includes delivering innovative clinical trials that reflect the diversity of our
world and working to ensure our medicines are accessible and affordable. To learn more,
visit Lilly.com and Lilly.com/news, or follow us on Facebook, Instagram and LinkedIn. P-LLY
Cautionary Statement Regarding Forward-Looking Statements

This press release contains forward-looking statements (as that term is defined in the Private
Securities Litigation Reform Act of 1995) about orforglipron as a potential treatment for adults
with type 2 diabetes, Lilly's ability to supply orforglipron, if approved, and the timeline for future



https://edge.prnewswire.com/c/link/?t=0&l=en&o=4532914-1&h=1863621376&u=https%3A%2F%2Fdoi.org%2F10.1007%2Fs13300-024-01554-1&a=https%3A%2F%2Fdoi.org%2F10.1007%2Fs13300-024-01554-1
https://edge.prnewswire.com/c/link/?t=0&l=en&o=4532914-1&h=1384431988&u=https%3A%2F%2Fdoi.org%2F10.1073%2Fpnas.2014879117&a=https%3A%2F%2Fdoi.org%2F10.1073%2Fpnas.2014879117
https://edge.prnewswire.com/c/link/?t=0&l=en&o=4532914-1&h=3954809157&u=https%3A%2F%2Fwww.lilly.com%2F%3Futm_source%3Dpr%26utm_medium%3Dreferral%26utm_campaign%3Dpr_boilerplate&a=Lilly.com
https://edge.prnewswire.com/c/link/?t=0&l=en&o=4532914-1&h=2492961453&u=https%3A%2F%2Fwww.lilly.com%2Fnews%3Futm_source%3Dpr%26utm_medium%3Dreferral%26utm_campaign%3Dpr_boilerplate&a=Lilly.com%2Fnews
https://edge.prnewswire.com/c/link/?t=0&l=en&o=4532914-1&h=488513742&u=https%3A%2F%2Fwww.facebook.com%2Felilillyandco%2F&a=Facebook
https://edge.prnewswire.com/c/link/?t=0&l=en&o=4532914-1&h=3742861732&u=https%3A%2F%2Fwww.instagram.com%2Felilillyco%2F&a=Instagram
https://edge.prnewswire.com/c/link/?t=0&l=en&o=4532914-1&h=3953037970&u=https%3A%2F%2Fwww.linkedin.com%2Fcompany%2Feli-lilly-and-company%2F&a=LinkedIn

readouts, presentations, and other milestones relating to orforglipron and its clinical trials and
reflects Lilly's current beliefs and expectations. However, as with any pharmaceutical product,
there are substantial risks and uncertainties in the process of drug research, development, and
commercialization. Among other things, there is no guarantee that planned or ongoing studies
will be completed as planned, that future study results will be consistent with study results to
date, that orforglipron will prove to be a safe and effective treatment for type 2 diabetes, that
orforglipron will receive regulatory approval, or that Lilly will execute its strategy as expected.
For further discussion of these and other risks and uncertainties that could cause actual results to
differ from Lilly's expectations, see Lilly's Form 10-K and Form 10-Q filings with the United
States Securities and Exchange Commission. Except as required by law, Lilly undertakes no duty
to update forward-looking statements to reflect events after the date of this release.
Trademarks and Trade Names
All trademarks or trade names referred to in this press release are the property of the company,
or, to the extent trademarks or trade names belonging to other companies are references in this
press release, the property of their respective owners. Solely for convenience, the trademarks and
trade names in this press release are referred to without the ® and ™ symbols, but such references
should not be construed as any indicator that the company or, to the extent applicable, their
respective owners will not assert, to the fullest extent under applicable law, the company's or their
rights thereto. We do not intend the use or display of other companies' trademarks and trade names
to imply a relationship with, or endorsement or sponsorship of us by, any other companies.
Refer to: Brooke Frost; brooke.frost@lilly.com; 317-432-9145 (Media)

Michael Czapar; czapar_michael_c@lilly.com; 317-617-0983 (Investors)
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