











The importance of biotechnology-based products for industry continues to grow, although it is worth
remembering that these are typically very highly-priced drugs. The sector’s ability to grow so-called patent
thickets around biologicals also means that these franchises tend to have greater longevity than small
molecules, further boosting their dominance.

The big jump in 2021 in biotechnology products, from 33% to 38% of the overall market, is down to Covid-19
vaccines, which fall into the biotechnology classification.

Figure 9: Biotech vs. conventional technology split in top 100 products (2014 — 2028)
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Merck’s anticancer agent Keytruda and Sanofi/Regeneron’s Dupixent, sold for various autoimmune
conditions, are projected to be the biggest-growing biologics out to 2028. Abbvie’s rheumatoid arthritis drug
Rinvoq and Vertex’s Trikafta, for cystic fibrosis lead the fastest-growing small molecules.

Roche is forecast to be the biggest drug maker by prescription sales in 2028, though not by much.
Acquisitions and clinical hits or misses can quickly change a company’s outlook. For example, if Roche’s
Alzheimer’s project gantenerumab succeeds, it is predicted to give the company’s top line a big boost. Many
consider that “if” to be very big indeed, however.

Abbvie’s position is impressive considering that the company will start to feel the loss of Humira exclusivity
in the US from 2023. Sales of biopharma’s biggest-selling drug are expected to peak at $21 billion in 2022,
to be replaced with growing contributions from the Jak inhibitor Rinvoq, psoriasis product Skyrizi and blood
cancer drug Venclexta.

Pfizer, Novartis and Bristol Myers Squibb are all forecast to fall down the rankings in the coming years.
Bristol is facing significant patent expiries of its own, while Pfizer’s fall will be largely due to the loss of Covid
revenues.

Figure 10: Worldwide prescription drug sales in 2028 (top 10 companies)
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With Humira set to face biosimilars in the US next year, Keytruda’s turn at the top of the rankings begins.
Sales of the Merck checkpoint inhibitor are expected to breach $30bn in 2028; if these expectations are met
it would set a new record for annual revenues.

Bristol Myers Squibb’s competing anti-PD-1 agent, Opdivo, is in second place in terms of 2028 sales, while
several other similarly-acting drugs are also already in blockbuster territory, and still growing. This anticancer
mechanism is set to make a huge contribution to the sector’s top-line growth in the coming years.

Pfizer and BioNtech’s Covid vaccine Comirnaty is for now seen among the top 10, although without clear
visibility around where the pandemic is heading, this number could prove too high.

Abbvie’s new growth driver Skyrizi, for psoriasis, makes it into the top 10 for the first time, as does the cystic
fibrosis drug Trikafta, sold by US biotech Vertex.

Figure 11: Top 10 selling products worldwide in 2028
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This graph demonstrates oncology’s outsized contribution to growth of the sector’s top line. Not only is this
therapy area likely to generate the most sales in 2028 — more than double the next largest therapy area — its
forecast growth rate is also one of the highest.

Figure 12: Top 10 therapy areas in 2028, market share & sales growth
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Oncology is a more expansive therapy area than, for example, sensory organs, but this is not the only reason
behind the huge level of sales that cancer drugs generate. Potentially lifesaving or extending therapies can
command a high price, while substantial investment in this field means that relatively novel, and therefore
patent protected, drugs dominate the landscape.

Immunomodulatory agents used in autoimmune conditions like Evaluate Omnium
psoriasis and atopic dermatitis are also seeing rapid uptick in

demand. Growth in the CNS field, which includes both psychiatric By applylng machine leammg to

medicines and treatments for neurological conditions, is being millions of data points from across
driven by new multiple sclerosis therapies as well hopes for the full clinical pipeline - including
novel Alzheimer’s projects. Alzheimer’s remains a high-risk area early phase and privately held assets
of development, however. — Evaluate Omnium identifies key

. . , , risk and return correlations that
Vaccines and the cardiovascular field are projected to be among

the sector’s slowest-growing areas in the coming years. The uncover unique, hlghly accurate

former is due to the Covid tail, and the latter because of patent insights into asset development
expiries, most notably for Novartis’s Entresto and Johnson & and commercial opportunity.
Johnson’s Opsumit.

18 Evaluate World Preview 2022 Copyright © 2022 Evaluate Ltd. All rights reserved.


https://www.evaluate.com/products-services/evaluate-omnium

A look at predicted success rates also helps explain why developers are enthusiastically chasing oncology.
Although this ranks as one of the highest-risk therapy areas, returns are also high.

Only endocrine — which is mostly made up of type 2 diabetes drugs — has a higher return than oncology.
Diabetes has seen a huge wave of successful, novel mechanisms come to market in the past few years, most
recently the SGLT2 inhibitors. The bar for innovation is now extremely high in this space.

At the other end of the scale, a number of eye disease disappointments have likely dented the sensory organ
area. Several gene therapies have had setbacks, while Novartis’s Beovu, a next-gen anti-VEGF product,

disappointed because of toxicity.

Figure 13: PTRS vs. predicted peak sales by therapy area of current US pipeline phase 3 assets
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Moderate growth in the sector’s R&D spending is forecast for the coming years, with annualised growth

seen dipping to low single digits out to 2028. After the substantial Covid-prompted jump in 2021, perhaps a

pullback should be expected.

Biopharma companies, particularly small developers, are likely to focus more sharply on cash conservation in

the coming years, owing to the tightening of the financing climate. Clinical trial efficiencies are also improving,

with increasing digitalisation of processes. If the promised advantages arrive, this should lower R&D bills.

Investors will have to hope that this apparent moderation in R&D spend does not signal a shrinking of the

sector’s late-stage pipeline.

Figure 14: Worldwide total pharmaceutical R&D spend in 2014 - 2028
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Alzheimer’s projects feature twice in the current list of most valuable R&D projects, despite the disappointing
precedent set by Biogen’s Aduhelm. Pivotal data due in the next 12 months will determine whether
gantenerumab or donanemab make it to market.

Neither can projects from Apellis in eye disease and Mirati in lung cancer be considered safe bets. The
former’s clinical data have created uncertainty, while the latter’s attempt to get to market via an accelerated
approval path might be scuppered by rival Amgen, which could feasibly win a full approval for its competing
Kras inhibitor Lumakras in the meantime.

Most of these projects still need to generate confirmatory pivotal results, despite already attracting lofty
valuations. Epcoritamab in large B-cell lymphoma and KarXT in schizophrenia are arguably looking the most
promising, having already demonstrated their potential, although full data packages have yet to emerge.

Figure 15: Top 10 most valuable R&D projects (ranked by net present value)
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1 Gantenerumab Roche + MorphoSys Phase Il '\A/InAtEbeta—amylmd (Abeta) 3.5 121
2 Intravitreal Apellis Pharmaceuticals  Filed Complement factor €3 26 6.8
Pegcetacoplan inhibitor
q Mirati Therapeutics ) A
3 Adagrasib + Zai Lab Filed KRAS G12C inhibitor 2.0 6.3
4 Epcoritamab AbbVie + Genmab Phase I hAA”Atgcm & CD20 bispecific 17 51
5 Donanemab Eli Lilly Filed N3pG-AB MAb 1.6 49
) Muscarinic acetylcholine
6  KarXT Karuna Therapeutics  pace I receptor (MACHR) M1 17 49
+ Zai Lab
modulator
Y Sarepta Therapeutics Micro-dystrophin gene
7 SRP-9001 + Roche Phase Il therapy 2.2 46
8  mRNA-1647 Moderna Phase il Sytomegalovirus (CMV) 12 46
mRNA vaccine
9 Aficamten Cytokinetics Phase IlI Cardiac myosin inhibitor 1.2 37
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