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Beyond Fundamentals: A New Frontier in the
Treatment of Diabetes & Obesity

Polen Capital Portfolio Managers Dan Davidowitz and Steve Atkins unpack the investment and
public health opportunities they see in the emerging class of GLP-1drugs.
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Q: Let's start with the term “diabesity,” which combines the words
diabetes and obesity. Do you view this as a misleading term for
investors?

A: We think conflating diabetes and obesity is a bit
disingenuous. These conditions interact together.
Obesity can lead to diabetes, but not always. We
think it's important for investors to understand what
the companies operating in this space are doing for
the diabetic population and, separately, what they are
doing to address obesity issues.

Q. How large is this market opportunity?

The diabetes market, estimated at roughly $70 billion to $80
billion, enjoys strong reimbursement and is well-vetted from a
clinical standpoint.! Obesity market drug sales, on the other hand,
prior to GLP-1s coming on the scene, represented a substantially
smaller market of under $1 billion here in the U.S., according to
our research.
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Q: There seems to be a cultural belief that obesity is linked to an
individual's behavior and how they take care of themselves. This
idea persists even though new research underscores the importance
of biological factors. What do you make of this?

A: Yes, there's a widespread belief that obesity is rooted in an
individual's chosen behaviors due in part to overeating, but that's
not usually the whole story, as other factors can cause obesity. The
industry has yet to devise a viable approach to help obese people
with real medical needs and high risks lose weight effectively with
minimal side effects.

While the GLP-1s are a relatively new class of drugs, they have
been used for diabetes for more than ten years. We now see an
opportunity where these drugs, well-studied in the diabetic market,
appear to be effective at weight loss with minimal side effects.
Data also shows that reducing body weight from obese levels can
minimize rates of heart attack, stroke, sudden cardiac death, and
progression to diabetes. So, these drugs are effective and open a
whole new market today.

Here at Polen, we're focusing on whether companies will be
reimbursed for these types of drugs. Our research suggests that we
will indeed start to see meaningful reimbursement here.

Q: One challenge we're seeing is the hefty price tag on these drugs.
A typical list price for Ozempic (Novo's GLP-1) or Mounjaro (Lilly's
GLP-1) is over one thousand dollars a month.2 Given this pricing, we
are seeing some pushback from payers. What is your outlook on
this?

A: It's understandable that some payers may be reticent to pay
these expensive prices as they seek good value for their money.
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Beyond the immediate health benefit, they also want to see
reduced medical care costs down the road. Insurance companies
are concerned about profit margins, and although the data
suggests these drugs should help alleviate chronic conditions
down the road, they're not convinced of seeing a reduced cost of
care over time.

This situation requires some out-of-the-box thinking. Novo recently
proposed a pay-for-success type program, where instead of being
paid up-front for their drugs, insurers are paid over time as a
patient's body mass index (BMI) lowers to designated thresholds.
This smooths the insurance company's payment as the cost burden
is spread over time, and they know the patient is already seeing
some health benefits from the drug.

We'll have to see how this plays out, but we do observe that these
drugs, based on large, well-controlled studies, reduce the chances
of serious future chronic disease. And that's very different from
what we've ever seen in obesity before. For example, Novo Nordisk
published the results of a large clinical trial of nearly 20,000
patients in the summer of 2023, indicating a clear cardiovascular
benefit from GLP-1s, in addition to weight loss.® Beyond that,
there is a general awareness of the many comorbidities related to
obesity. This is a population already at high risk for cardiovascular
diseases, diabetes, and cancer. Obesity is also associated with
smaller issues like sleep apnea.

The data from that trial signaled to us that it would be extremely
difficult for payers not to reimburse. Even with conservative
assumptions, we expect this could be the largest class of drugs ever
created, with Novo Nordisk and Eli Lilly basically sharing a global
duopoly. It's exciting from an investment standpoint and, more
importantly, from a public health perspective.

Q: Novo has publicly stated that they estimate the obese
population globally at roughly one billion.* The market opportunity
seems substantial, but it may not be a linear path to growth due to
some of the challenges we've discussed. Do you expect to see fits
and starts in terms of opening up the market?

A: Absolutely. Even if every payer does pay, and every physician

with an obese patient prescribes, we know that just scaling up
production and supply is already somewhat constrained. Novo and
Lilly must increase their production facilities to satisfy demand.
Patients also need to be well-vetted, as doctors must ensure the
right patients are getting access to these drugs. The best-case
scenario is that these drugs are used when they need to be used.

A patient's behavior should be modified as they lose weight to
guarantee a sustainable outcome, even if they decide to stop taking
the drug. That's going to take time.

Additionally, a better dosage profile should emerge. Right now,
there are limited doses available for each of these drugs. Over time,
we'll likely see a more laddered approach that will start to titrate
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patients down over time. Perhaps we'll see a low-maintenance dose
for a while as people are getting those behavioral changes locked in,
and then eventually, they might come off the drug entirely.

It's still very early days. If we're right about how big the opportunity
really is, there's still a long runway of growth.

Q: What do you think the future competitive dynamics in this
space will be?

With pharmaceuticals, you don't usually have a market to yourself
for very long. Eventually, someone else comes around, as we see to
some extent today. Nonetheless, we think it could be quite hard to
catch the leaders.

Once patients are on a drug and reach a well-controlled status,
they tend to stick with that drug. They tend not to switch, even
when a new drug comes to market. Moreover, based on the clinical
data that we've seen thus far, the competitors' products don't look
any better than what Novo and Lilly currently offer or what they
might have in their pipelines in the next two or three years.

Among the next drugs to market will likely be oral GLP-1s in pill form
versus today's auto-injectables. Some in the market believe that
once a pill is available, people won't want to auto-inject anymore.
Historically, that hasn't been true. These are not giant needles that
are highly painful. They are easy to self-administer with a very thin
needle, and don't really hurt. On that front, we're inclined to think
the persistence of the current offerings from Novo and Lilly is likely
to be maintained.

Q: In 2023, we saw several other companies, in and outside of
healthcare, whose stock prices were affected by the narrative
around GLP-1drugs. How do you view these "knock-on" effects?

A. There will almost certainly be knock-on effects, all of which

we can't yet identify. For example, some believe that as uptake
increases and patients lose weight, the demand for blood glucose
monitors, bariatric surgery, or even soda and candy will be reduced.

There is some truth in that argument, but we think it has been
over-dramatized in the short term. These scenarios will take quite
some time to play out. Is it possible that with broad access to
these drugs, we may see fewer bariatric surgeries? Yes, it's possible.
Intuitive Surgical performs bariatric surgery, but it's only a portion
of their business. So, we saw Intuitive Surgical stock get hit hard,
but in our view, it probably didn't make sense.®

Let's consider continuous glucose monitors for diabetes, which
actually work better with the drugs. Monitoring your glucose and
insulin levels in combination with the GLP-1has a better result

than either one separately. So, we must examine each situation
individually. We think that the level of stock market carnage we saw
in 2023 for some companies was disconnected from the facts.
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Important Disclosures

This information is provided for illustrative purposes only. Opinions and views expressed constitute the judgment of Polen Capital as of February 2024 and may involve

a number of assumptions and estimates which are not guaranteed and are subject to change without notice or update. Although the information and any opinions or
views given have been obtained from or based on sources believed to be reliable, no warranty or representation is made as to their correctness, completeness or accuracy.
Opinions, estimates, forecasts, and statements of financial market trends that are based on current market conditions constitute our judgment and are subject to change
without notice, including any forward-looking estimates or statements which are based on certain expectations and assumptions. The views and strategies described may
not be suitable for all clients. This document does not identify all the risks (direct or indirect) or other considerations which might be material to you when entering any
financial transaction.

The information in this document has been prepared without taking into account individual objectives, financial situations or needs. It should not be relied upon as a
substitute for financial or other specialist advice. This document is provided for informational purposes only and may not be reproduced in any form or transmitted to any
person without authorization from Polen Capital Management.

Eli Lilly is a holding in Polen’s Focus Growth portfolio as of December 31, 2023. Novo Nordisk is a holding in Polen’s Focus Growth, Global Growth, and International Growth
portfolios as of December 31, 2023.

Portfolio information is shown as of December 31, 2023 and should not be construed as a recommendation to purchase, hold or sell any particular security. There is no
assurance that any securities discussed herein will remain in the composite or that the securities sold will not be repurchased. The securities discussed do not represent the
composite's entire portfolio. Actual holdings will vary depending on the size of the account, cash flows, and restrictions. It should not be assumed that any of the securities,
transactions or holdings discussed will prove to be profitable, or that the investment recommendations or decisions we make in the future will be profitable or will equal
the investment performance of the securities discussed herein. A complete list of our past specific recommendations for the last year is available upon request.

Past performance does not guarantee future results and profitable results cannot be guaranteed.

Going Beyond with Polen Capital

We adhere to a time-tested process of researching and analyzing
o . . . companies around the globe—seeking only the best to build highly
Polen Capital is a team of experienced investment industry . . .

. . . . concentrated portfolios. Then, we invest for the long haul and with
professionals who share an unwavering commitment to our clients, . L . ; .
. . . a business owner's mindset, giving these companies time to grow.
investors, community, and each other. We have been dedicated
to serving investors by providing concentrated portfolios of what
we believe are the highest-quality companies for more than three
decades. At Polen Capital, we have built a culture of results, and
in this, an inherent belief in going beyond what's expected for the

people and communities we serve.
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