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Key Takeaways

» Long-term investment in Novo Nordisk, a Denmark-based pharmaceutical company whose research and
development has pioneered a leading class of diabetes drugs, has provided actionable insights into the
blockbuster global market for diabetes and obesity treatments.

» While Novo and Eli Lilly are making substantial investments to produce their leading diabetes and obesity
treatments at scale, current production challenges could allow another biopharmaceutical player to gain
market share.

» We view diabesity as a dynamic market that will create not only investment opportunities across the health
care sector but also second derivative demand in other industries where international companies maintain
leadership positions.

Diabetes and Obesity Markets Large and Growing

Drugs based on GLP-1 are developing into a mega blockbuster market for the treatment of diabetes and
obesity. Danish pharmaceutical maker Novo Nordisk has been involved for decades in the treatment of diabetes
and is pioneering the advanced pharmaceutical treatment of obesity. ClearBridge initially purchased Novo in
2001, well ahead of the first clinical trials for its type 2 diabetes treatment Ozempic. In the last decade, the
company'’s ability to secure approval for multiple uses of its semaglutide line of therapeutics, which also
includes Wegovy and Rybelsus, has created tremendous shareholder value and provided actionable insights
into the global market for diabetes and obesity treatments.

Diabetes and obesity (“diabesity”) have rapidly become the largest opportunity in health care, with an estimated
total long-term addressable market of $100 billion in the U.S. alone. The international opportunity has only just
begun to be addressed and will extend the growth timeline for diabesity. Our conviction in the commercial
prospects of GLP-1-based treatments produced by Novo motivated the more recent purchase of Eli Lilly, the
maker of GLP-1 drugs Trulicity and Mounjaro, as well as research into other pharmaceutical treatments for
diabetes and related conditions.

We have developed a framework to assess the potential size of the diabetes and obesity opportunity in the
U.S. Today, there are 30 million diabetics in the U.S. who already have access to GLP-1 prescription
reimbursement, of which 25 million are also considered obese. There are also between 60 million and 70
million people who are obese, but not diabetic, and of that population at least 20 million are heavy enough
to be a substantial risk for diabetes and other obesity complications. Of these populations, only 4.8 million
were receiving monthly prescriptions at the end of the third quarter of 2023. In what we view as a positive
development for market expansion, the federal agency administering Medicare is expected to approve
coverage of Wegovy to prevent cardiovascular events among obese seniors.
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Exhibit 1: Potential U.S. GLP-1 Population
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(BMI>30)

Bubble sizes indicate populations. Source: NHANES data. ClearBridge analysis.

With these treatments already approved by global agencies for type 2 diabetes, obesity and cardiovascular
risk reduction, plus promising clinical trial results in addressing several additional complications of obesity,
the growth of the GLP-1 market is, in the near term, a function of production capacity. Both Novo and Lilly
are making substantial investments to produce their therapeutics at the enormous scale necessary to meet
accelerating demand, and to be positioned to handle new markets created by increasing indications for this
class of drugs. For example, Novo announced the purchase of Catalent, a U.S.-based contract drug developer
and manufacturer, in February to enhance its production capacity. These efforts also include both Novo and
Lilly developing viable oral treatments to complement the injectables that constitute the vast majority of
current GLP-1 drug sales.

Current production challenges could allow another player with a reasonably competitive drug and
manufacturing capacity to gain market share. Along those lines, we have identified Danish biotechnology
firm Zealand Pharma as another promising investment opportunity in diabetes and obesity. In partnership
with privately held German health care group Boehringer Ingelheim, one of Zealand Pharma'’s drugs is in
Phase 3 trials for diabetes, obesity and obesity-related liver complications. Further, Zealand has a second
drug candidate that could offer a promising new mechanism for weight loss and diabetes control.

Opportunities Beyond Pharmaceuticals

We are also participating in the growth of the diabetes and obesity market through medical devices and life
science tools suppliers. U.S.-based DexCom produces continuous glucose monitoring devices (CGMs) that
our research has suggested can lead to even better results for patients when used in conjunction with GLP-1
treatments. The company recently gained approval for a sensor intended for the 70% of the diabetic
population that does not use insulin. DexCom has partnered for years with U.S. managed care provider
UnitedHealth to help prevent the onset of diabetes in at-risk populations. Data from that partnership has
shown that patients provided with information from CGMs are more likely to improve their eating and fitness
habits.

Several of the leading suppliers of injectables are also based outside the U.S. Germany's Schott Pharma and
Gerresheimer, as well as Italy’s Stevanato Group, are leading suppliers of syringes, cartridges and
autoinjectors used to dispense GLP-1 injections. As injectable GLP-1 adoption continues to progress, these
companies will be key beneficiaries.

We view “diabesity” as a dynamic market that will create not only further investment opportunities across the
health care sector but also second derivative demand in other industries. Weight loss and other physical
improvements resulting from GLP-1 treatment could encourage consumers to spend more on their personal
health and appearance. While we are still early in this potential health transformation, we believe lifestyle-
motivated spending will increase demand for healthier food and beverage products as well as beauty, apparel
and luxury goods, areas where international companies maintain leadership positions.
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Researching and investing in international companies can offer inroads into research and development,
innovation and superior products and services that are easily overlooked with a U.S.-centric focus. As global
investors, studying the business models and management teams of such companies can also offer valuable
perspectives that can enhance our understanding of the markets and competitive dynamics faced by U.S.
companies.
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Important Information

While the information contained in this document has been prepared with all reasonable care, ClearBridge* accepts no responsibility or liability for any errors, omissions or
misstatements however caused. Any views expressed in this material are given as of the date of publication and such views are subject to change at any time. This material has
been prepared for wholesale clients only, including investment professionals, qualified investors and investment advisors. This material is not suitable for retail investors and
ClearBridge does not authorise the provision of this material to retail investors.

This information is not personal advice. It has been prepared without taking account of individual objectives, financial situations or needs. Where an investment product is
mentioned, potential investors should seek independent advice as to the suitability of the product to their investment needs. Reference to shares in a particular company, is not a
recommendation to buy, sell or hold that stock. Investors should be aware that past performance is not indicative of future performance.

This information may contain forecasts, including in regard to targets, expected returns, PE ratios and dividend yields. Any such statements are based upon research undertaken
by the ClearBridge* investment teams. This research incorporates ClearBridge’s reasonable assumptions and beliefs concerning future developments and their potential effect
but are subject to risks and uncertainties that may be beyond our control. Returns can be volatile, reflecting rises and falls in the value of underlying investments. Accordingly,
ClearBridge does not provide any assurance or guarantee that future developments will be aligned with our expectations, and actual results may differ materially from those
expected or anticipated at the time of writing.

The distribution of this document may be restricted in your jurisdiction. This document does not constitute an offer or solicitation in any jurisdiction in which to make such an offer
or solicitation would be unlawful. It is your responsibility to ensure that any such product, security, service or investment outlined is available in your jurisdiction.

Issued and approved in Australia by ClearBridge Investments Limited (“CIL"), registered office Level 13, 35 Clarence Street, Sydney, NSW 2000, Australia (ABN 84 119 339 052;
AFSL 307727).

Issued and approved in Canada and the United States of America by CIL's subsidiary, ClearBridge Investments (North America) Pty Ltd (“CINA"), registered office Level 13, 35
Clarence Street, Sydney, NSW 2000, Australia (ABN 11 138 069 191).

Neither CIL nor CINA are registered as a broker-dealer. CIL and CINA are neither issuing nor offering the securities of any investment fund in these materials. This material has
not been approved or verified by ASIC, the SEC, the 0SC or the Autorité des marchés financiers.

ClearBridge is wholly, indirectly owned by Franklin Resources, Inc.

*ClearBridge consists of ClearBridge Investments, LLC. (“CBI”) and its affiliated managers whose businesses have been operationally integrated with CBI’s, including ClearBridge
Investments Limited and its subsidiaries in Australia, and a part of Franklin Templeton Investments Corp. doing business as ClearBridge Investments in Canada.
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