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Summary

+ We believe simply being innovative in
healthcare is not enough, and focusing
on companies that provide life-changing
healthcare solutions realigns investing
in healthcare by putting the core focus
back on patients

» Life-changing treatments meaningfully
advance the standard of care, increasing
their value to key stakeholders and
enhancing a company's potential to
earn higher returns if they can optimise
patient access

+ Ultimately, a patients-first approach isn't
just good from a human perspective, we
believe it helps us identify companies
that are more commercially compelling
in order to maximise returns

T World Health Organization - Tracking Universal Health
Coverage: 2023 global monitoring report

2 https://www.who.int/news-room/fact-sheets/detail/
ageing-and-health; accessed on 18/12/2023

3 Payers typically refers to health insurers or government-
funded healthcare programs that pay for healthcare
goods and services.

Innovation is often revered when it comes to investing, including when it comes to

the healthcare sector. We believe that offering innovative healthcare solutions is not
enough, and in this white paper, we discuss why we believe patients — and what changes
their lives for the better - will be key to companies achieving commercial success.

The world is facing various healthcare challenges. Itis estimated that over half of the
global population lacks access to essential health services!, and rising chronic disease
prevalence and ageing populations ensure that even high-income countries are
notimmune.

A person’s need for healthcare typically increases with age, and global populations
are ageing much faster than inthe past.

By 2050, the number of people over the age of 80 is forecast to triple to 426 million
and there could be over two billion people over the age of 60, 80% of which will
be in low- and middle-income countries.2

The number of people aged over 80  ...and average annual health
is expected to triple globally by 2050... expenditure rises rapidly with age
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Sources: World Health Organization?, Papanicolas, ., et al. JAMA Network Open. 2020,
3(8): e2014688. The information shown above is for illustrative purposes only and
is notintended to be, and should not be interpreted as, recommendations or advice.

These structural megatrends and defensive characteristics from resilient demand
underline the case for investing in healthcare, as well as growth potential from
capitalising on advancements in technology. Yet, we believe this can unravel when
innovation is idolised but does not translate into life-changing results for patients,
making it less valuable to patients, physicians, payers? and policymakers.
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“The life-changing treatments
approach is about realigning
investing in healthcare, moving
away from the trend of focusing
on innovation and putting the
core focus back on patients.”
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note, 31/03/2014

10 https://www.fiercepharma.com/pharma/cholesterol-war-
escalates-as-amgen-makes-60-price-cut-repatha-
permanent; accessed on 15/12/2023

N o ow

© ®

We look for companies that provide life-changing healthcare solutions through focusing on
three areas:

Life-changing drugs
Health system strengthening
Life-changing care

We believe that taking this holistic approach and focusing on what truly matters to patients
can lead to better outcomes for patients and, ultimately, greater commercial success.

Hang on, don't all healthcare investors focus on patients?

Patients are unquestionably the most important stakeholder and the ultimate end consumer
in healthcare, so surely it should be self-evident to investors that they are a core focus, right?
In reality, we think investors' focus has drifted and many talk more about ‘innovative’ technologies
like genomics and how that will drive ‘change’ than the actual relevance for patients.

Focusing on patients

The life-changing treatments approach is about realigning investing in healthcare, moving
away from the trend of focusing on innovation and putting the core focus back on patients,
because we believe life-changing treatments for patients are more compelling commercial
opportunities.

Putting the patient at the heart of a healthcare investment strategy isn't just good from a human
perspective; we believe it allows us to identify more commercially compelling companies to
maximise returns. Life-changing treatments meaningfully advance the standard of care, making
them more valuable to patients, physicians, payers, and policymakers; and this gives companies
that develop life-changing treatments the possibility to earn higher returns if they can optimise
patient access.

Advancing the standard of care might involve curing a previously untreatable condition, improving
the patient’s experience of the care they receive or giving access to healthcare in a region where
patients have been underserved.

The pitfalls of focusing on innovation

The fate of the world's first approved gene therapy, Glybera, highlights the pitfalls of viewing
investments through the lens of innovation rather than what matters most to patients. Glybera
was approved by the European Medicines Agency in 2012 to treat rare disease lipoprotein lipase
deficiency (LPLD) and was undoubtedly an example of first-in-class innovation. It was, however,
a commercial disaster, selling only one dose before being pulled from the market by its
manufacturerin 20174

Glybera faced significant challenges in commercialisation, perhaps the mostimportant of which
were questions surrounding the drug's impact on patients. A long-term study observed that while
the drug reduced inflammation of the pancreas in up to 50% of patients, it didn't sufficiently
eliminate this serious complication associated with LPLD.5

LPLD is a rare disease which can make it more challenging to find patients, but treating rare
diseases can be commercially successful. For example, AstraZeneca has a successful rare disease
franchise, with lead commercial drugs Soliris and Ultomiris selling more than $5bn globally in
2022 by treating a number of rare diseases®.

Glybera also had a high list price, almost $1m per dose. High costs are more common for rare
disease drugs because of the low number of patients and the high costs of developing, testing, and
launching drugs. However, a high list price does not prevent commercial success. Novartis sells rare
disease drug, Zolgensma, with a list price of $2.1m and, because of its strong patient benefit,
reported net sales of over $1.3bnin 20227

Glybera is an example of successful innovation, but investment failure because a return wasn't
earned for the cost of developing the drug and funding clinical trials. The conclusion we draw from
the example above is that a strong positive impact on patients and facilitating patients’ access
to treatments are more important factors for commercial success than simply being innovative.

Glyberaisn't the only example of a therapy where innovation wasn't enough to deliver commercial
success. In 2016, a new class of antibody-based drugs to treat high cholesterol known as PCSK9
inhibitor antibodies launched with high expectations for commercial success. Inhibiting PCSK9
with an antibody was undoubtedly an innovative approach and some analysts believed the
PCSK9 class would generate $5-10bn in total salesé, while others expected one of the drugs in the
class, evolocumab, to reach more than $1bnin sales by 20182

In reality, sales were well below expectations, with evolocumab reaching about half of the forecasted
$1bnin 2018. Payers balked at the higher cost of the PCSK9 drugs, particularly given the cost of
widely used statins had fallen significantly since going off-patent. Further, there was a lack of clear
evidence atlaunch of the benefits to patients in reducing the risk of heart attacks and strokes.

Ultimately, companies selling these drugs had to reduce prices' because payers were not
convinced the benefits of these drugs to patients justified the higher cost. We believe the lesson
here is that therapies need strong evidence to justify their price, particularly a positive life-changing
impact on patients.
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treatment-FDA-aducanumab.html; accessed on 15/12/2023

3 https://www.evaluate.com/vantage/articles/analysis/
biggest-selling-drugs-2023 accessed on 18/07/2023

Aducanumab is another example of an innovative drug that disappointed commercially.
Aducanumab was the first new Alzheimer’s disease drug to be approved in almost 20 yearsin
the USM, but a commercial failure. Sales disappointed with Biogen reporting sales of just $2.8mil the
first quarter of 2023 and writing off about $275mil of unsold inventory of the drug. The initial
approval of the drug was controversial, with many physicians believing the benefit to patients shown
in clinical trials was insufficient to justify even approving the drug in the first place.™

Aducanumab’s failure should by now reflect a familiar theme: questionable efficacy and a higher
price than many expected, demonstrating once again the perils of believing that innovation
is the sole key to commercial success instead of positive life-changing impacts on patients.

The investment opportunity
As mentioned earlier, we see three opportunity sets when seeking companies delivering healthcare
solutions thatimprove patients' lives:

Life-changing drugs
Health system strengthening
Life-changing care

Life-changing drugs

We believe drugs that make a meaningful difference to patients'lives have a higher probability of

commercial success. Within the theme of life-changing drugs, we include drugs that are changing
medical practice today, such as anti-cancer drug, Keytruda, which harnesses the immune system
to attack cancer cells and is forecast to be the biggest selling drug worldwide in 2023.3

Projected top selling drugs in 2023
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is for illustrative purposes only and is not intended to be, and should not be interpreted as,
recommendations or advice. Past performance is not a guide to future results.

Keytruda's sales have accelerated since gaining approval in 2014
Sales ($bn)
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Source: Merck, February 2023. The information shown above is for illustrative purposes only
and is not intended to be, and should not be interpreted as, recommendations or advice.



@ redwheel

T World Health Organization - Tracking Universal Health
Coverage: 2023 global monitoring report

4 https://ascopost.com/issues/june-10-2023/pembrolizumab-
added-to-chemotherapy-improves-survival-in-advanced-
cervical-cancer-regardless-of-pd-11-expression/; accessed on
03/11/2023

s https://www.cms.gov/data-research/statistics-trends-and-
reports/national-health-expenditure-data/projected

16 www.statnews.com/2022/01/20/medicine-fax-machines-
vital-technology/ accessed on 06/09/2023

Keytruda, also known as pembrolizumab, is part of a class of drugs called immunotherapy because
it harnesses the body's ownimmune system to fight cancer. Keytruda can be used across a range of
cancers, and unusually for a drug approved in 2014, it continues to show new positive benefits for
patients in clinical trials today.

During 2023's American Society of Clinical Oncology Congress, one of the world's largest meetings
for researchers and doctors specialising in cancer care, data was presented showing Keytruda
in combination with chemotherapy can significantly improve a patient’s chance of survival from
cervical cancer, leading one doctor to remark“l think it is probably possible to cure a solid tumor
with immunotherapy.”* The fact that doctors are talking about immunotherapy as a cure for
cancer provides hope for millions worldwide.

The theme also includes next-generation drugs, which are still in clinical trials, but have shown early
and strong evidence of practice-changing potential. Finally, life-changing drugs also focuses on
solutions to global health priorities such as Alzheimer’s disease and antimicrobial resistance.

Health system strengthening

The health system strengthening theme aims to address improving patients' lives by investing
in companies that improve access to care, enable future innovations and improve diagnosis.
Sometimes, even when treatments are available, other barriers prevent or delay a patient from
getting optimal care.

We believe tackling issues around access to care will create additional growth opportunities for
companies throughout the healthcare sector. The scale of the problem is huge: it is estimated
that as many as 4.5bn people lack access to all the healthcare services they need worldwide
(as of 2021)".

Improving access to care could be increasing the number of hospital beds in underserved regions.
Enabling future innovations that focus on new research tools and infrastructure and techniques
which could open up new fields of research or increase drug production capacity are also critical to
treating more patients. Further, itis not just about providing cures; improving diagnostic solutions
that enhance the precision and timeline of treatment s also crucial in optimising patient care.

Over half of the world
lacks access to essential
health services

Source: World Health Organization’

Life-changing care

Life-changing care focuses on health needs that aren't fully addressed with pharmaceuticals. If we
take the US healthcare system as an example, only 10% of healthcare spending is on prescription
drugs, so life-changing care focuses on the 90% of spending that goes into everything from
hospitals to administration.’

Many healthcare systems globally are experiencing growing demand and increasing pressure on
finite budgets. We believe delivering better patient care outcomes will reduce the burden on
health systems, driving greater adoption of innovative care solutions. Through life-changing
care, we focus on solutions that improve efficiency of care delivery, care provision outside of
traditional care settings (such as in the home) and medical devices.

Improving efficiency of care delivery has significant potential to improve the patient experience,
particularly given the slow adoption of technology in healthcare, a sector which is still reliant on
fax machines.’ Delivering care outside traditional care settings includes performing surgeries in
outpatient clinics that used to require a hospital stay. Medical devices include wearable technology
that can monitor patients continuously and alert caregivers if their condition deteriorates.
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“We believe investors can
capitalise on the increased focus
on global health and innovation
catalysed by the COVID-19
pandemic, and focusing on what
matters to patients gives a
higher probability of success.”

7 https://www.who.int/news-room/fact-sheets/detail/
noncommunicable-diseases

'8 https.//mww.who.int/europe/news/item/20-07-2022-covid-
19-has-caused-major-disruptions-and-backlogs-in-health-
care--new-who-study-finds accessed on 23/08/2023

Why invest now?

We are at a pivotal moment in global health. Non-communicable diseases, such as cardiovascular
disease, account for 41 million deaths globally per year and the UN has issued a global action
plan to cut the number of deaths by one-third by 2030.7 At the same time, many health
systems globally remain disrupted in the wake of the COVID-19 pandemic.’® We believe
investors can capitalise on the increased focus on global health and innovation catalysed by
the COVID-19 pandemic, and focusing on what matters to patients gives a higher probability
of success.

We believe the healthcare sector typically displays less demand volatility than other sectors due
to the less discretionary nature of healthcare consumption. Investing in healthcare therefore
has the potential to exhibit lower cyclicality, while still focusing on growth. By targeting life-changing
treatments, investors can gain exposure to companies who are likely well-placed to succeed given
the greater value placed on these treatments by patients.

Healthcare has outperformed the broader market B VISCI ACWI Health Care Index
over the last ten years, with lower volatility B VISCI ACWI Index
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stability than the broader market B MSCI ACWI Index

Healthcare has tygicall shown more earnings B VISCI ACWI Health Care Index
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Source: Factset, Redwheel. From 2008-2023 - captures the Great Recession. Past performance is
not a guide to the future. No investment strategy or risk management technique can guarantee
returns or eliminate risks in any market environment.

Focusing on life-changing treatments offers themes specifically focused on the social pillar of
ESG and, therefore, may offer diversification benefits alongside environment-focused
thematic investment strategies for investors looking for responsible investment solutions.
This clear alignment with the social pillar of ESG is due to the more active role a strategy
focused on life-changing treatments can take in tackling social issues such as unequal access
to care, global vaccination initiatives and infant mortality.
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MaX|m|smg impact through a patients-first focus
Focusing on what matters most to patients through investing in companies providing
life-changing solutions helps us direct capital towards those solutions that should have a greater
positive impact on society.

+ Considering the implications of companies’ decisions on patient access further enhances the
impact on patients and society, which should also lead to better commercial outcomes.

- For example, over 500 million people worldwide have diabetes and it is estimated that this figure
will grow to 1.3 billion by 2050.%

- QOur strategy is exposed to various diabetes solutions, including continuous glucose monitors
(CGMs) that have revolutionised patient care and allow patients to measure their glucose
levels less invasively and in real time.

- Dexcom and Abbott, for example, are leading producers of CGMs. The former’s latest CGMs,
Dexcom G6 and G7, leverage precision and useful features such as automatic glucose
readings to attract demand, the latter’s, Freestyle Libre 2 and 3, leverage affordability.

The Redwheel Life Changing Treatments Strategy seeks investments in companies delivering
healthcare solutions thatimprove patients' lives, regardless of where they live and without sacrificing
investor returns. The strategy leverages the team'’s healthcare investment expertise and scientific
backgrounds to invest globally and across the market capitalisation spectrum in long-term
sustainable growth opportunities within the healthcare space. We look for those companies that
play into the three aforementioned themes we believe will have the greatest positive impact on
patients'lives, which should also lead to better commercial outcomes.



Key Information

No investment strategy or risk management technique can guarantee returns or eliminate risks in any market environment. Past performance
isnot a guide to future results. The prices of investments and income from them may fall as well as rise and an investor's investment is subject to
potential loss, in whole or in part. Forecasts and estimates are based upon subjective assumptions about circumstances and events that may not
yet have taken place and may never do so. The statements and opinions expressed in this article are those of the author as of the date of

publication, and do not necessarily represent the view of Redwheel. This article does not constitute investment advice and the information shown
is for illustrative purposes only. Whilst updated figures are not available for all sources, we have performed further analysis and believe that this data

has not significantly changed and is reflective for 2024.

Disclaimer

Redwheel ® is a registered trademark of RWC Partners Limited ("RWC").
The term “Redwheel” may include any one or more Redwheel branded
entities including RWC and RWC Asset Management LLP, each of which is
authorised and regulated by the UK Financial Conduct Authority and, inthe
case of RWC Asset Management LLP, the US Securities and Exchange
Commission (“SEC"); RWC Asset Advisors (US) LLC, which is registered with
the SEC; RWC Singapore (Pte) Limited, which is licensed as a Licensed Fund
Management Company by the Monetary Authority of Singapore; Redwheel
Australia Pty Ltd is an Australian Financial Services Licensee with the
Australian Securities and Investment Commission; and Redwheel Europe
A/Swhichis a Danish publiclimited company.

Redwheel may act as investment manager or adviser, or otherwise
provide services, to more than one product pursuing a similar investment
strategy or focus to the product detailed in this document. Redwheel
seeks to minimise any conflicts of interest, and endeavours to act at all
times in accordance withits legal and regulatory obligations as well as its
own policies and codes of conduct.

This document is directed only at professional, institutional, wholesale or
qualified investors. The services provided by Redwheel are available only
to such persons. Itis not intended for distribution to and should not be
relied on by any person who would qualify as a retail or individual investor
in any jurisdiction or for distribution to, or use by, any person or entity in
any jurisdiction where such distribution or use would be contrary to local
law or regulation.

This document has been prepared for general information purposes
only and has not been delivered for registration in any jurisdiction nor
has its content been reviewed or approved by any regulatory authority in
any jurisdiction.

The information contained herein does not constitute: (i) a binding legal
agreement; (ii) legal, regulatory, tax, accounting or other advice; (iii) an offer,
recommendation or solicitation to buy or sell shares in any fund, security,
commodity, financial instrument or derivative linked to, or otherwise
included in a portfolio managed or advised by Redwheel; or (i) an offer to
enterintoany other transaction whatsoever (each a“Transaction”). Redwheel
bears no responsibility for your investment research and/or investment
decisions and you should consult your own lawyer, accountant, tax adviser
or other professional adviser before entering into any Transaction. No
representations and/or warranties are made that the information contained
hereinis either up to date and/or accurate and is not intended to be used or
relied upon by any counterparty, investor or any other third party.

Redwheel uses information from third party vendors, such as statistical and
other data, that it believes to be reliable. However, the accuracy of this datg,
which may be used to calculate results or otherwise compile data that finds its
way over time into Redwheel research data stored on its systems, is not
guaranteed. If such information is not accurate, some of the conclusions
reached or statements made may be adversely affected. Any opinion
expressed herein, which may be subjective in nature, may not be shared by all
directors, officers, employees, or representatives of RWC and may be subject
to change without notice. Redwheel is not liable for any decisions made or
actions or inactions taken by you or others based on the contents of this
document and neither Redwheel nor any of its directors, officers, employees,
or representatives (incduding affiliates) accepts any liability whatsoever for any
errors and/or omissions or for any direct, indirect, special, incidental, or
consequential loss, damages, or expenses of any kind howsoever arising from
the use of, or reliance on, any information contained herein.

Information contained in this document should not be viewed as indicative
of future results. Past performance of any Transaction is not indicative of
future results. The value of investments can go down as well as up. Certain
assumptions and forward looking statements may have been made either
for modelling purposes, to simplify the presentation and/or calculation of
any projections or estimates contained herein and Redwheel does not
represent that that any such assumptions or statements will reflect actual

future events or that all assumptions have been considered or stated,
There can be no assurance that estimated returns or projections will be
realised or that actual returns or performance results will not materially
differ from those estimated herein. Some of the information contained in
this document may be aggregated data of Transactions executed by
Redwheel that has been compiled so as not to identify the underlying
Transactions of any particular customer.

No representations or warranties of any kind are intended or should be
inferredwith respect to the economic return from, or the tax consequences
of, aninvestment in a Redwheel-managed fund.

Thisdocumentexpresses noviews as to the suitability or appropriateness
of the fund or any other investments described herein to the individual
circumstances of any recipient.

The information transmitted is intended only for the person or entity to
which it has been given and may contain confidential and/or privileged
material. In accepting receipt of the information transmitted you agree that
you and/or your affiliates, partners, directors, officers and employees, as
applicable, will keep all information strictly confidential. Any review,
retransmission, dissemination or other use of, or taking of any action in
reliance upon, this information is prohibited. Any distribution or
reproduction of this document is not authorised and is prohibited without
the express written consent of Redwheel.

[AIFMD and Distribution in the European Economic Area (“EEA)

The Alternative Fund Managers Directive (Directive 2011/61/EU) (AIFMD")
is a regulatory regime which came into full effectin the EEA on 22 July 2014.
RWC Asset Management LLP is an Alternative Investment Fund Manager
(an "AIFM") to certain funds managed by it (each an "AlF"). The AIFM is
required to make available to investors certain prescribed information
prior to their investment in an AIF. The majority of the prescribed
information is contained in the latest Offering Document of the AIF. The
remainder of the prescribed information is contained in the relevant AIFs
annual report and accounts. All of the information is provided in
accordance with the AIFMD.

In relation to each member state of the EEA (each a “Member State”), this
document may only be distributed and shares in a Redwheel fund
(“Shares”) may only be offered and placed to the extent that (a) the
relevant Redwheel fund is permitted to be marketed to professional
investors in accordance with the AIFMD (as implemented into the local
law/regulation of the relevant Member State); or (b) this document may
otherwise be lawfully distributed and the Shares may lawfully offered or
placed in that Member State (including at the initiative of the investor). ]

[Information Required for Offering in Switzerland of Foreign Collective
Investment Schemes to Qualified Investors within the meaning of Article
10 CISA.

Thisis an advertising document.

The representative and paying agent of the Redwheel-managed funds in
Switzerland (the “Representative in Switzerland”) FIRST INDEPENDENT
FUND SERVICES LTD, Feldeggstrasse 12, CH-8008 Zurich. Swiss Paying
Agent: Helvetische Bank AG, Seefeldstrasse 215, CH-8008 Zurich. In
respect of the units of the Redwheel-managed funds offered in
Switzerland, the place of performance is at the registered office of the
Swiss Representative. The place of jurisdiction is at the registered office
of the Swiss Representative or at the registered office or place of
residence ofthe investor. ]

[Tigris Investments LLC, incorporated under the laws of Florida, has been
engaged by RWC to act as an introducer of certain Redwheel Funds
(“Introducer”) in Argentina, Brazil, Chile, Colombia, Mexico, Panama, Peru,
Uruguay and United States (Non-Resident Channel) (in accordance with
applicable laws), and is distributing this document in its capacity as
Introducer.]



Please contact us if you have any questions or would
like to discuss any of our strategies.

invest@redwheel.com | redwheel.com

Redwheel London
Verde, 4th Floor

10 Bressenden Place
London

SW1E 5DH

T.+44 207227 6000

Redwheel Miami

2640 South Bayshore Drive
Suite 201

Miami

Florida33133

T.+1305602 9501

Redwheel Singapore
80 Raffles Place
#22-23

UOB Plaza2
Singapore 048624

T: +656812 9540



