Multiple Sclerosis:
Large market with unmet need

BTKi as an emerging potential threat to the leading
market of Ocrevus
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Multiple Sclerosis Overview GROUP

MS affects 2.8M people worldwide and around 1M in the US

MS is the leading cause of non-traumatic neurological disability in young adults
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There are 4 types of disease courses in MS; RRMS is the most frequent form of MS
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Sources: 1. Atlas of MS 3 Edition; 2. National MS Society; 3. Lublin etal., (2014)  CIS: Clinically Isolated Syndrome; PPMS: Primary progressive MS; RRMS: Relapsing remitting MS; SPMS: Secondary Progressive MS



https://www.msif.org/wp-content/uploads/2020/10/Atlas-3rd-Edition-Epidemiology-report-EN-updated-30-9-20.pdf
https://www.nationalmssociety.org/What-is-MS/Who-Gets-MS#section-0
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4117366/pdf/NEUROLOGY2013555623.pdf
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Evolution of DMTs for MS treatment GROUP

The MS treatment landscape has expanded over the years, with an increase in high-efficacy therapies
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/103628s5266lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2009/020622s057lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/103471s5193lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/125290s073lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/125104s976s979lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/022527s031lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2012/019297s035lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/204063s029lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/761053s029s030lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/761322s000lbl.pdf

: ATACANA
Ocrevus is the only approved treatment for PPMS GROUP

Highlighting a major unmet need for therapies to address the disability progression in MS; Novel
MoAs such as BTKIs has potential to treat PPMS

I?n%(i:rr\]faitr? * Ocrevus is the top selling MS treatment and the only one approved for PPMS

e * Roche expects to broaden Ocrevus's target market by developing SC formulation, with expected approval
leadership by 2H24; pediatric RRMS and high-dose formulation are also part of the LCM strategy for Ocrevus

* Lack of treatment options for progressive forms of MS (Ocrevus only approved therapy for PPMS)
Unmet needs * Novel treatments with superior risk/benefit are needed as currently available DMTs are associated with
AEs such as PML (Tysabri/Ocrevus), liver injury (Aubagio/Tecfidera), herpes infection
(Kesimpta/Mavenclad), etc.

» Several BTKi assets under development for MS has potential to address unmet needs

* Preclinical studies have shown BTKi suppress key pathological features of MS: B cell activation, CNS

Novel MoAs in lymphocyte infiltration, leptomeningeal inflammation, pro-inflammatory microglial activation, and

MS landscape demyelination

* BTKi under development such as Roche’s fenebrutinib and Sanofi’s tolebrutinib in Ph3 has the potential to
treat all forms of MS competing with Ocrevus for PPMS

PPMS: Primary progressive MS; RRMS: Relapsing remitting MS; SPMS: Secondary Progressive MS; PML: Progressive multifocal leukoencephalopathy; AEs: Adverse events



Key Highlights for MS therapies in 2023
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No new molecules entering MS space in 2023; Merck and Sanofi’s late-stage BTKi data readout in near term
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New assets targeting Burton’s tyrosine kinase under development
* Initiation of Ph3 PET study for Evobrutinib in relapsing forms of MS
e Ph2 initiated for BIIBO91 in relapsing forms of MS

Upcoming topline results for 2 BTK inhibitors for relapsing forms of MS treatment

* Topline results for Ph3 GEMINI 1 and GEMINI 2 studies for Tolebrutinib
(SAR442168) in relapsing forms of MS

* Topline results for Ph3 evolution RMS1 and RMS2 studies of Evobrutinib in
relapsing forms of MS

Biogen and Genentech are evaluating new ROAs (SC vs. IV) for Tysabri and
Ocrevus to grow share, while Sanofi is pursuing pediatric label expansion to
broaden its target patient pool

* CRL response for a new subcutaneous form of Tysabri to treat RMS by Oct’23

* sBLA and MAA submission for SC Ocrevus for the treatment of RMS and PPMS.
Sandoz obtained the first and only biosimilar approval for MS

*  European approval follows FDA approval for CIS, RRMS, and SPMS

Top-line results  BTKi: Bruton’s tyrosine kinase inhibitor : PET: positron emission tomography


https://www.clinicaltrials.gov/study/NCT04410978
https://www.clinicaltrials.gov/study/NCT04410991
https://www.clinicaltrials.gov/study/NCT04338022?cond=Multiple%20Sclerosis&term=Evobrutinib&aggFilters=phase:3&rank=2
https://www.clinicaltrials.gov/study/NCT04338061?cond=Multiple%20Sclerosis&term=Evobrutinib&aggFilters=phase:3&rank=1&page=1&limit=10
https://classic.clinicaltrials.gov/ct2/show/NCT05798520?term=BIIB091&draw=2&rank=1

MS market continue to be dominated by a few large players in 2024 AT{:\rSa{J\pNA

Roche/Genentech accounts for over 28% of MS global sales

Today: Ocrevus MS dominance can be attributed to its broad label with strong efficacy and a strong long-term safety profile

2024+: A subcutaneous ROA approval for Ocrevus in 2024 could further advance its market penetration
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* Sandoz’s Tyruko, is expected to launch as

PBiogen () NovarTIsS  Sanofi ¢ MERCK the first Tysabri biosimilar in the US — it is
Genentech unlikely to significantly affect Biogen's MS
Notes: Novartis did not disclose Extavia FY’22 sale revenues \ franchise share in the near term /

Sources: 1.Citeline; 2. Novartis 2022 annual report; 3. Biogen 2022 annual report; 4. Sanofi 2022 annual report; 5. Merck 2022 annual report; 6. Roche 2022 annual report; 7. FDA report; Note: Biogen gets royalty-based revenues on Ocrevus sales



https://www.novartis.com/sites/novartiscom/files/novartis-annual-report-2022.pdf
https://investors.biogen.com/static-files/b11e942b-abf2-42e8-b498-0faf88ec8b38
https://www.sanofi.com/dam/jcr:b93f9582-863c-4e3b-a9d1-30c90b98d118/SAN_2022_20-F_Sanofi%20-%20accessible.pdf
https://www.merckgroup.com/en/annualreport/2022/_assets/downloads/entire-merck-ar22.pdf
https://assets.cwp.roche.com/f/126832/x/8971737b76/fb22e.pdf
https://www.fda.gov/media/110526/download
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