THOUGHTS FROM THE STREET

ESMO 2022 in Paris
Zurich, September 16, 2022

Bigger, brighter, bolder …. complex
We attended the ESMO* annual oncology
congress in Paris from Sept. 9-13. We
came away very positive from the
meeting, though two souls remain in our
chest. On one side we see the amazing
potential and the opportunities for new
oncology therapies. On the other side
complexity seems to potentially increase
and so does competition in the space. But
what to do as an investor? Find some
proposals in our ESMO Thoughts from the
Street.

The unmet medical need in oncology remains substantial,
despite having been the key focus area with the highest
number of clinical trials of the whole pharmaceutical
industry and despite the immuno-oncology (IO) revolution.
IO follows the idea that re-activating the body’s own
immune system will help to fight cancer. The first new IO
drugs, the checkpoint inhibitors, Keytruda and Opdivo
were approved in 2014. Since then the IO market has been
growing from zero to a stunning estimated USD 70 bn
revenues in 2022.
However, despite having shown to be effective in many
cancer types, average response rates among 30 different
tumor types are only around 30% (Hirsch et al.), so 2 out of
3 patients would need additional or better treatment
options. After heart diseases, cancer remains among the
leading causes of death in the US.
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Drug highlights at ESMO
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In lung cancer the trial highlight was the 5-year update of Keytruda's (from Merck)
famous metastatic lung cancer trial Keynote-189. A few years ago, the read-out of
this trial paved the way to Keytruda's use in metastatic lung cancer and its
commercial success (2022E sales: USD 20.8bn). Metastatic lung cancer is by far the
biggest lung cancer category. The update showed, that after 5 year 19.4% of the
patients were still alive, double the number compared to chemotherapy treatment
alone (11.3%)
In breast cancer, the vibes from Enhertu's (from AstraZeneca and Daiichi-Sankyo)
practice changing and standing-ovation triggering DB-04 trial results in hormone
receptor positive (HR+) breast cancer were present throughout the whole
conference in many discussions. Nevertheless, Trodelvy (from Gilead) could
convince oncologist as treatment option for later lines of HR+ metastatic breast
cancer with showing a 3.2 months overall survival benefit. Probably Trodelvy will be
used after Enhertu.
In renal cancer, for the first time a triplet combination (Cabometyx from Exilixis +
IPI (BristolMyers) + NIVO (BristoMyers)) using a double IO therapy as control could
show a benefit for advanced renal cancer patients. This trial is a proof of concept for
the combination power of targeted therapies with more than one IO drug.
Something oncologist have been waiting for since many years.
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What is next in oncology
Current oncology therapies are already complex, but the future will be even much
more complex. On one hand cancer is a very heterogenous disease with many
different driver mutations (e.g. in lung cancer 14 are identified, while in 30%
mutations are unknown). So, for almost each of these driver mutations, targeted
therapies are being developed. Next to those targeted therapies for these specific
driver mutations, new IO therapies are being developed for broader patient
populations on the basis of IO principles. And as shown above, targeted therapies
and IO therapies could then be combined among each other. But that is not all, as
there are also new drug technologies (e.g. antibody drug conjugates, bispecific
antibodies, fusion protein, vaccines (incl. mRNA), cell and gene therapies) being
developed, which then again could be used in combination or instead of older drugs
and combinations, and so on). And next to all of that and very important, there is a
whole field of also very complex diagnostic tools evolving (imaging, liquid biopsy,
artificial intelligence, other biomarkers, etc.).
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Our approach for investing
How to invest in a field like oncology with such a big potential, but with such a high
and ever-increasing degree of complexity? A few thoughts:
1. We aim to follow the field in a pragmatic way so that we do not lose sight
of the big picture.
2. Currently avoid bets on single drugs and technologies as it is almost
impossible to forecast the winners
3. We focus on true leaders in the field with deep knowledge, clear
commitments and broad pipelines
4. We choose management teams with holistic and fast forward drug
development technologies
5. We invest for the long term

This document has been issued through Kieger AG and is for distribution
only under such circumstances as may be permitted by applicable law.
This document is for information purposes only and does not constitute
an offer. Past performance is not a reliable indicator of future results. The
details and opinions contained in this document are provided by Kieger
without any guarantee or warranty and are for the recipient’s personal
use only. All information and opinions contained in this document are
subject to change without notice. This document may contain statements
that constitute “forward looking statements”. A number of risks,
uncertainties and other important factors could cause actual
developments and results to differ materially from our expectations. Data
source: Northen Trust / Factset

*ESMO - The European Society for Medical Oncology - ESMO the leading professional organization of medical oncology
with more than 25000 members from over 160 countries. At the annual congress in Paris there were close to 23000
participants from 143 countries, 70 exhibitors and more than 2800 abstracts were submitted.
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