


This presentation contains forward-looking statements that are being made pursuant to the provisions of the Private Securities Litigation Reform Act of 1995 (the PSLRA) with the intention of obtaining the benefits of the “Safe Harbor” provisions of the

PSLRA. This presentation and discussions during this conference call contain forward-looking statements, relating to: our strategy and plans; potential of, and expectations for, the potential, benefits, safety and efficacy of diranersen; the potential clinical

effects of diranersen; the clinical development program, clinical trials, data readouts and presentations related to diranersen; the treatment of Alzheimer’s disease and the relation between tau protein and Alzheimer’s disease; regulatory discussions,

submissions, filings, and approvals; the potential of Biogen’s commercial business and pipeline programs, including diranersen; and risks and uncertainties associated with drug development and commercialization. These forward-looking statements may

be accompanied by such words as “aim,” “anticipate,” “assume,” “believe,” “contemplate,” “continue,” “could,” “estimate,” “expect,” “forecast,” “goal,” “guidance,” “hope,” “intend,” “may,” “objective,” “outlook,” “plan,” “possible,” “potential,” “predict,”

“project,” “prospect,” “should,” “target,” “will,” “would,” and other words and terms of similar meaning. Drug development and commercialization involve a high degree of risk, and only a small number of research and development programs result in

commercialization of a product. Results in early-stage clinical trials may not be indicative of full results or results from later stage or larger scale clinical trials and do not ensure regulatory approval. You should not place undue reliance on these

statements.

The potential, benefits, safety and efficacy of diranersen; the potential clinical effects of diranersen; the clinical development program, clinical trials, data readouts and presentations related to diranersen; the treatment of Alzheimer’s disease and the

relation between tau protein and Alzheimer’s disease; the potential of Biogen’s commercial business and pipeline programs, including diranersen; and risks and uncertainties associated with drug development and commercialization

Given their forward-looking nature, these statements involve substantial risks and uncertainties that may be based on inaccurate assumptions and could cause actual results to differ materially from those reflected in such statements. These forward-
looking statements are based on management's current beliefs and assumptions and on information currently available to management. Given their nature, we cannot assure that any outcome expressed in these forward-looking statements will be

realized in whole or in part.

We caution that these statements are subject to risks and uncertainties, many of which are outside of our control and could cause future events or results to be materially different from those stated or implied in this document, including, among others,
factors relating to: uncertainty of success in the development and potential commercialization of diranersen; unexpected concerns may arise from additional data, analysis or results obtained during the CELIA study; our substantial dependence on

revenue from our products and other payments under licensing, collaboration, acquisition or divestiture agreements; uncertainty of long-term success in developing, licensing, or acquiring other product candidates or additional indications for existing
products; expectations, plans, prospects and timing of actions relating to product approvals, approvals of additional indications for our existing products, sales, pricing, growth, reimbursement and launch of our marketed and pipeline products; the
potential impact of increased product competition in the biopharmaceutical and healthcare industry, as well as any other markets in which we compete, including increased competition from new originator therapies, generics, prodrugs and biosimilars of

existing products and products approved under abbreviated regulatory pathways; our ability to effectively implement our corporate strategy; the successful execution of our strategic and growth initiatives, including acquisitions; the drivers for growing our
business; difficulties in obtaining and maintaining adequate coverage, pricing, and reimbursement for our products; the drivers for growing our business, including our dependence on collaborators and other third parties for the development, regulatory

approval, and commercialization of products and other aspects of our business, which are outside of our full control; risks associated with current and potential future healthcare reforms; risks related to commercialization of biosimilars, which is subject
to such risks related to our reliance on third-parties, intellectual property, competitive and market challenges and regulatory compliance; failure to obtain, protect, and enforce our data, intellectual property, and other proprietary rights and the risks and

uncertainties relating to intellectual property claims and challenges; the risk that positive results in a clinical trial may not be replicated in subsequent or confirmatory trials or success in early stage clinical trials may not be predictive of results in later
stage or large scale clinical trials or trials in other potential indications; risks associated with clinical trials, including our ability to adequately manage clinical activities, unexpected concerns that may arise from additional data or analysis obtained during

clinical trials, regulatory authorities may require additional information or further studies, or may fail to approve or may delay approval of our drug candidates; the occurrence of adverse safety events, restrictions on use with our products, or product
liability claims; risks relating to technology, including our incorporation of new technologies such as artificial intelligence into some of our processes; risks related to use of information technology systems and potential impacts of any breakdowns,

interruptions, invasions, corruptions, data breaches, destructions and/or other cybersecurity incidents of our systems or those of connected and/or third-party systems; problems with our manufacturing capacity, including our ability to manufacture
products efficiently or adequately address global bulk supply risks; risks relating to management, personnel and other organizational changes, including our ability to attracting, retaining and motivating qualified individuals; risks related to the failure to
comply with current and new legal and regulatory requirements, including judicial decisions, accounting standards, and tariff or trade restrictions; the risks of doing business internationally, including geopolitical tensions, acts of war and large-scale

crises; risks relating to investment in our manufacturing capacity; risks relating to the distribution and sale by third parties of counterfeit or unfit versions of our products; risks relating to the use of social media for our business, results of operations and
financial condition; fluctuations in our operating results; risks related to investment in properties; risks relating to access to capital and credit markets to finance our present and future operations and business initiatives and obtain funding for such

activities on favorable terms; risks related to indebtedness; the market, interest, and credit risks associated with our investment portfolio; risks relating to share repurchase programs; change in control provisions in certain of our collaboration
agreements; fluctuations in our effective tax rate and obligations in various jurisdictions in which we are subject to taxation; environmental risks; and any other risks and uncertainties that are described in other reports we have filed with the U.S.

Securities and Exchange Commission, which are available on the SEC’s website at www.sec.gov.

These statements speak only as of the date of this presentation and the discussions during this conference call and are based on information and estimates available to us at this time. Should known or unknown risks or uncertainties materialize or
should underlying assumptions prove inaccurate, actual results could vary materially from past results and those anticipated, estimated or projected. Investors are cautioned not to put undue reliance on forward-looking statements. A further list and

description of risks, uncertainties and other matters can be found in our Annual Report on Form 10-K for the fiscal year ended December 31, 2025 and in our subsequent reports on Form 10-Q, in each case including in the sections thereof captioned
“Note Regarding Forward-Looking Statements” and “Item 1A. Risk Factors,” and in our subsequent reports on Form 8-K. Except as required by law, we do not undertake any obligation to publicly update any forward-looking statements whether as a result

of any new information, future events, changed circumstances or otherwise.

FORWARD-LOOKING STATEMENTS
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WE CONTINUE TO DEMONSTRATE LEADERSHIP IN 
ALZHEIMER’S DISEASE WITH A NEW MECHANISM –  
DIRANERSEN

Encouraging emerging profile for 60mg Q24W:

• CDR-SB effect showed clinical decline by 0.54 points or 26%

• Substantial signal on cognition (50% on MMSE, >40% on ADAS-COG 13)

• Potential twice yearly administration 

• Generally well tolerated with ARIA not observed in CELIA and not anticipated 
based on MoA

All diranersen dose groups demonstrated target engagement 

and robust reductions in tau pathology

• Differentiated approach to tau
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LEQEMBI (lecanemab-irmb) is being developed in collaboration with Eisai Co; Diranersen is licensed from Ionis Pharmaceuticals, Inc; AD = Alzheimer’s disease; ADAS-COG 13 = Alzheimer's Disease 
Assessment Scale–Cognitive Subscale; ARIA = amyloid-related imaging abnormalities; CDR-SB = Clinical Dementia Rating-Sum of Boxes; MMSE = Mini-Mental State Examination; MoA = mechanism of 
action; Q24W = every 24 weeks









BASELINE DEMOGRAPHICS AND CHARACTERISTICS WERE 

WELL BALANCED1 AND CONSISTENT WITH OTHER AD TRIALS2,3
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1. Full Analysis set. 2. van Dyck C, et al. N Engl J Med. 2023;388(1):9-21; 3. Sims J, et al. 2023;330(6):512-527. 

AD = Alzheimer’s disease; ADAS-Cog 13 = Alzheimer's Disease Assessment Scale–Cognitive Subscale; ADCS-ADL-MCI = Alzheimer’s Disease Cooperative Study–Activities of Daily Living Scale for Mild 

Cognitive Impairment; ApoE = apolipoprotein E; α-synuclein, alpha synuclein; CDR-SB = Clinical Dementia Rating-Sum of Boxes; MCI = mild cognitive impairment; MMSE = Mini-Mental State Examination; 

PET = positron emission tomography; Q12W = every 12 weeks; Q24W = every 24 weeks; RBANS = Repeatable Battery for the Assessment of Neuropsychological Status; SD = standard deviation.

Demographic Placebo Q12W
(n=115)

Diranersen Low 
60 mg Q24W

(n=60)

Diranersen Mid 
115 mg Q24W

(n=115)

Diranersen High 
115 mg Q12W

(n=116)
Age (years), mean (SD) 68.6 (7.4)  67.9 (7.4) 67.3 (7.9) 69.2 (6.6)
Female, n (%) 61 (53.0) 27 (45.0) 57 (49.6) 63 (54.3)
Race, n (%)

Asian 4 (3.5) 2 (3.3) 4 (3.5) 5 (4.3)
Black or African American 1 (0.9) 1 (1.7) 1 (0.9) 0
Native Hawaiian or Other Pacific Islander 0 0 0 1 (0.9)
White 102 (88.7) 55 (91.7) 99 (86.1) 98 (84.5)
Other 0 0 2 (1.7) 3 (2.6)

ApoE ε4 genotype, n (%) 76 (66.1) 42 (70.0) 75 (65.2) 85 (73.3)
Homozygote 24 (20.9) 10 (16.7) 27 (23.5) 31 (26.7)
Heterozygote 52 (45.2) 32 (53.3) 48 (41.7) 54 (46.6)
Non-carrier 37 (32.2) 18 (30.0) 38 (33.0) 31 (26.7)

MCI due to AD, n (%)/Mild AD dementia, n (%) 68 (59.1)/47 (40.9) 36 (60.0)/24 (40.0) 70 (60.9)/45 (39.1) 70 (60.3)/46 (39.7)
Years since first AD diagnosis, mean (SD) 1.3 (2.1) 1.1 (1.1) 1.4 (1.3) 1.2 (1.0)
Baseline AD symptomatic medication use, n (%) 73 (63.5) 38 (63.3) 77 (67.0) 76 (65.5)
CDR global score, n (%)

0.5 97 (84.3) 45 (75.0) 103 (89.6) 102 (87.9)
1 18 (15.7) 15 (25.0) 12 (10.4) 14 (12.1)

CDR-SB, mean (SD) 3.1 (1.5) 3.4 (1.7) 3.0 (1.4) 3.1 (1.3)
ADAS-Cog 13, mean (SD) 24.8 (7.2) 26.2 (7.6) 24.6 (7.2) 25.2 (7.0)
ADCS-ADL-MCI, mean (SD) 41.8 (6.1) 40.4 (7.4) 41.4 (6.4) 41.8 (5.2)
MMSE, mean (SD) 24.6 (3.1) 24.5 (3.2) 24.9 (2.7) 24.5 (3.2)
RBANS delayed memory, mean (SD) 56.1 (12.9) 56.5 (12.5) 57.9 (13.7) 56.7 (14.3)
Amyloid PET Centiloid, mean (SD), n 93.2 (35.8), 84 85.2 (32.1), 41 95.2 (35.8), 84 94.2 (34.1), 79
α-synuclein positive, n (%) 38 (33.0) 16 (26.7) 28 (24.3) 35 (30.2)



















PHASE 2 CELIA DATA ESTABLISHES PROOF OF CONCEPT 
AND SUPPORTS MOVING DIRANERSEN TO REGISTRATIONAL 
STUDIES
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Encouraging emerging clinical profile with unprecedented impact 
on tau reduction and cognition

• With 94% of patients who completed the study continuing to the LTE 

A well tolerated safety profile where ARIA is not anticipated with 
a tau-targeting MoA

The potential for twice yearly administration

Diranersen:





APPENDIX
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