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Disclaimers

Forward Looking Statements

This presentation contains forward-looking statements within the meaning of the Private Securities Litigation Reform Act of 1995. All statements other than statements of historical facts
contained in this presentation, including, without limitation, statements regarding future results of operations and financial position of Denali Therapeutics Inc. (“Denali” or the
“Company”); Denali’s business strategy, business plans, product candidates, planned preclinical studies and clinical trials; expectations regarding the timing of results of such studies
and trials; plans, timelines and expectations related to DNL151 and other LRRK2 inhibitor molecules; plans, timelines and expectations related to DNL310 and Denali’s TV technology
platform, other programs enabled by Denali’'s TV platform, and the ongoing Phase 1/2 study, and planned future studies, of DNL310; plans, timelines and expectations related to
DNL343, including with respect to the availability of data and the initiation of future clinical trials; plans, timelines and expectations related to DNL788 and DNL758 of both Denali and
Sanofi, including with respect to the availability of data and the initiation of future clinical trials; Denali’s expectations regarding DNL593 and DNL919 and plans and expectations
regarding planned regulatory filings and milestone payments with respect to such programs; the potential benefits and results of the collaborations with Denali’s partners, including
Biogen, Sanofi and Takeda, and expected milestone payments; and Company priorities, regulatory approvals, timing and likelihood of success and expectations regarding
collaborations, are forward-looking statements. Denali has based these forward-looking statements largely on its current expectations and projections about future events.

These forward-looking statements speak only as of the date of this presentation and are subject to a number of risks, uncertainties and assumptions, including but not limited to, risks
related to: any and all risks to Denali’s business and operations caused directly or indirectly by the evolving COVID-19 pandemic; risk of the occurrence of any event, change or other
circumstance that could give rise to the termination of Denali’s agreements with its collaborators; Denali’s early stages of clinical drug development; Denali’s and its collaborators’ ability
to complete the development and, if approved, commercialization of its product candidates; Denali’s and its collaborators’ ability to enroll patients in its ongoing and future clinical trials;
Denali’s reliance on third parties for the manufacture and supply of its product candidates for clinical trials; Denali’s dependence on successful development of its blood-brain barrier
platform technology and TV-enabled product candidates; Denali’'s and its collaborators’ ability to conduct or complete clinical trials on expected timelines; the risk that preclinical
profiles of Denali’'s product candidates may not translate in clinical trials; the potential for clinical trials of Denali’s product candidates to differ from preclinical, early clinical, preliminary
or expected results; the uncertainty that product candidates will receive regulatory approval necessary to be commercialized; Denali’s ability to continue to create a pipeline of product
candidates or develop commercially successful products; Denali’s ability to obtain, maintain, or protect intellectual property rights related to its product candidates; implementation of
Denali’s strategic plans for its business, product candidates and blood-brain barrier platform technology; and other risks. In light of these risks, uncertainties and assumptions, the
forward-looking statements in this press release are inherently uncertain and may not occur, and actual results could differ materially and adversely from those anticipated or implied in
the forward-looking statements. Accordingly, you should not rely upon forward-looking statements as predictions of future events. Information regarding additional risks and
uncertainties may be found in Denali’'s Annual and Quarterly Reports filed on Forms 10-K and 10-Q filed with the Securities and Exchange Commission (SEC) on
February 26, 2021, and August 4, 2021, respectively, and Denali’s future reports to be filed with the SEC. Denali does not undertake any obligation to update or revise
any forward-looking statements, to conform these statements to actual results or to make changes in Denali’'s expectations, except as required by law.

Accuracy of Data

This presentation contains statistical data based on independent industry publications or other publicly available information, as well as other information based on Denali’s internal
sources. Denali has not independently verified the accuracy or completeness of the data contained in these industry publications and other publicly available information. Accordingly,
Denali makes no representations as to the accuracy or completeness of that data.

2 ©2021 Denali Therapeutics. All rights reserved.
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OUR PRINCIPLES: DISCOVERY AND DEVELOPMENT

DEGENOGENES

GENETIC PATHWAY ﬁ\ \3 PATIENT IMPACT
POTENTIAL \ L g

ENGINEERING BRAIN
DELIVERY

Z\0L \:
BIOMARKER-DRIVEN 3"@/ @ o\ O \: Increase the likelihood of success
DEVELOPMENT 3L .@ |® 1 @)= to bring effective therapies to
9. O\ 0/ 0 @5 patients and families
"\ \ v (K . ,.

©2021 De-nrali Therapeutics. All rights reserved.
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OUR DEVELOPMENT PORTFOLIO

DRUG DEVELOPMENT

PROGRAM TARGET | DRUG CANDIDATE* DISEASE INDICATION PARTNER

Drug . . .
IND-Enabling Early Clinical Late Clinical Approved

LYSOSOMAL FUNCTION PATHWAY
LRRK2 DNL5" Parkinson's N ®Biogen
duronate 2-sulfatase  DNL310 MPS Il (Hunter) S

Sulfamidase DNL126 MPS IlIA (Sanfilippo) g
PGRN DNL593 Frontotemporal Dementia D Cg%ﬁqoeiisal
GLIAL BIOLOGY PATHWAY
. , = 50/50 US

RIPK1 (CNS) DNL788 ALs, Ms, Aizheimers [ NN SANOFIJ >0 S

. , 50/50 US
TREM2 DNL919 Alzheimer's 4 I
CELLULAR HOMEOSTASIS
EIF2B DNL343 ALS, FTD 4
OTHER

i Cutaneous Lupus 4 Yy

RIPK1 (Peripheral) DNL758 S e (CLE) SANOFI «p Royalty

15+ programs in Discovery stage (including 5 ETVs, 4 ATVs, 2 OTVs, and 3 small molecules)

©2021 Denali Therapeutics. All rights reserved. *Investigational — not approved for treatment
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OUR PROGRESS: RECENT ACHIEVEMENTS CREATE MOMENTUM

<N X X X

CLINICAL
PORTFOLIO

TRANSPORT
VEHICLE (TV)
PLATFORM

CORPORATE
STRATEGY

* Sanofi study ** Cash and equity

DN NI NI

AN NN

DNL151 (Parkinson’s): Positive Ph1/1b; advancing to late-stage development
DNL310 (Hunter syndrome): Positive six-month data; moving to late stage
DNL343 (ALS): Positive interim Ph1 data; Ph1b ongoing in ALS

DNL788 (ALS, Alzheimer's, MS): Ph1* ongoing in healthy volunteers
DNL758 (Inflammation): Ph2* ongoing in CLE patients

1st human biomarker Proof of Concept with ETV:IDS (DNL310)
PTV:PGRN and ATV:TREM: on track for IND filing

Expanded ETV portfolio with ETV:SGSH (DNL126) and five other ETVs
TV-enabled ASOs (OTV) validated pre-clinically

~$1.4 B in cash and investments (as of 6/30/21)
Strong corporate partnerships (Biogen, Sanofi, Takeda)
Building manufacturing and commercial capabilities

©2021 Denali Therapeutics. All rights reserved.
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clinical
programs

15

TV-enabled
programs

~$1.4B

Well-resourced
to build
fully integrated
company and
deliver for patients
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OUR FUTURE: FULLY INTEGRATED GLOBAL ORGANIZATION TO SERVE PATIENTS

ORGANIZATIONAL GROWTH PATH
« Deep focus on science and commitment to discovery
« Comprehensive global clinical development capabilities e

* |nternal manUfaCturing CapabilitieS LARGE NEURODEGENERATIVE
« Staged buildout of commercial infrastructure DISORDERS

(e.g. Alzheimer's, Parkinson's)

RARE CNS DISEASES
(e.g. ALS, FTD)

LYSOSOMAL STORAGE
DISEASES

(e.g. MPS II, MPS IIIA, Gaucher)

wt ”&%

>30,000 patients WW* >200,000 patients WW*

>50M patients WW*

Commercial growth concurrent with development timelines of portfolio

* Denali estimates of world-wide aggregate prevalence

©2021 Denali Therapeutics. All rights reserved.
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OUR TV PLATFORM FOR BRAIN
DELIVERY OF BIOTHERAPEUTICS




SOLVING THE BBB CHALLENGE FOR BRAIN DELIVERY OF BIOTHERAPEUTICS

THE BBB CHALLENGE

The blood-brain barrier (BBB)
is @ major obstacle for brain
delivery of biotherapeutics

OUR SOLUTION
*T? - 0 Jo Ve e |
| | v

Cargo : IDS I

Brain Endothelial

TR binding Cell (BBB)

*— Transport
Vehicle (TV)

The Transport Vehicle (TV) is engineered to deliver efficacious concentrations
of biotherapeutics to brain cells via receptor mediated transcytosis
©2021 Denali Therapeutics. All rights reserved.
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TV TECHNOLOGY DELIVERS BIOTHERAPEUTICS TO THE BRAIN

SCIENCE TRANSLATIONAL MEDICINE | RESEARCH ARTICLE

BLOOD-BRAIN BARRIER

Brain delivery of therapeutic proteins using an Fc
fragment blood-brain barrier transport vehicle in mice
and monkeys

SCIENCE TRANSLATIONAL MEDICINE | RESEARCH ARTICLE

Mihalis S. Kariolis*', Robe:
Raymond Tong, Do Jin KirgLOOD-BRAIN BARRIER
Victoria A. Assimon, Xiaoc

Seiet . 2y k swi@ blood-brain barrier transport vehicle in mice

Junhua Wang', Tina Giese', Catherine Bedard', Do Jin Kim', Jessica R. Blumenfeld’,

Ryan J. Watts', Zachary K. Sweeney', Mihalis S. Karlolls", Anastasia G. Henry'*

Pascal E. Sanchez, Lesley | Brain delivery and activity of a lysosomal enzyme using

1t
AdamP. Silverman’, Y. Jo ; ;.. ¢. Uliman'*, Annie Arguello™, Jennifer A. Getz'*, Akhil Bhalla’, Cathal 5. Mahon',

Nicholas Liang’, Ritesh Ravi', Alicia A. Nugent', Sonnet S. Davis', Connie Ha', Joseph Duque’,
Hail. Tran', Roben C. Wells', Steve Lianoglou’, Vinay M. Daryani', Wanda Kwan', Hilda Solanoy',
Hoang Nguyen', Timothy Earr', Jason C. Dugas', Michael D. Tuck?, Jennifer L. I-Iarveyz

Michelle L. Reyzel'z Richard M. Caprlv.)llz Sejal Hall" Suresh Poda', Pascal E. Sanchez',

Mark S. Dennis’, Kannan G L ', Ankita Sri ', Th Sandmann', Kirk R. Henne',
Robert G. Thome Gilbert DiPaolo’ Gluseppe Astarita', Dolores Diaz', Adam P. Silverman',

Cortex (cynomolgus monkey)

hulgG 2.5 mm hulgG 2.5 mm

Antibody
Transport Vehicle
(ATV)

E Brain hulgG1
15 - .
e ®
f:, 10 - . T
o .
2 s ﬁ -
£ @
n.s n.s. n.s. n.s.
0 Lo o o B af -

?@ﬁ%
i M%§ g%xgg

Enzyme
Transport Vehicle
(ETV)

fﬁ?fﬁ?

endothelial cell membrane

e Control IgG
» Anti-BACE1
» ATV35.21.16:BACE1

i
.

Caudate  Cerebellum Cortex  Hippocampus Thalamus

Brain region

TV achieves high concentrations and broad distribution of biotherapeutic in brain

10

©2021 Denali Therapeutics. All rights reserved.
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TV PLATFORM MODULARITY CREATES MULTIPLE OPPORTUNITES

MODULAR TECHNOLOGY ENABLES OPTIMAL BENEFITS OF TV PLATFORM: INCREASE
MODALITY FOR EACH TARGET BIODISTRIBUTION (~10-30X) TO BRAIN

Antibody Enzyme Unlock Targets
Transport Transport » Brain delivery of biotherapeutics for previously
Vehicle Vehicle intractable targets

ATV Enhance Efficacy

T~ o - » Further enhance activity through synergistic TfR

PTV oTV R N and target biology
Protein @"@ Oligonucleotide FIRST HUMAN BIOMARKER PROOF OF
Transport Transport CONCEPT ACHIEVED WITH DNL310
Vehicle Vehicle (ETV:IDS) IN HUNTER SYNDROME

11 ©2021 Denali Therapeutics. All rights reserved.
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BRAIN DELIVERY IS A CRITICAL UNMET NEED OF HUNTER SYNDROME THERAPY

Monogenic lysosomal storage disorder caused by deficient iduronate-2-sulfatase (IDS)

Enzyme replacement therapy
(ERT)* partially addresses
physical manifestations

*ERT (idursulfase ~$700M WW annual sales)

12

2/3 of patients with Hunter syndrome (MPS Il) have
neuronopathic disease

DNL310
(ETV:IDS) A\

DNL310 is a brain-penetrant

ERT designed to treat both

physical and neurocognitive
manifestations of MPS |l

(IV, once weekly)

©2021 Denali Therapeutics. All rights reserved.
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CSF HEPARAN SULFATE (HS)

BIOMARKER POPULATION N=15 (COHORT A N=5 AND COHORT B N=10)

CSF HS is increased in MPS Il patients Cohort A — 3 to 30 mg/kg

* 1200 +
5000, —
TEl 1000 A
© Non-MPS controls 9 | = 4
© MPS Il (on ERT) £ - 1000 10.7x g 800
A MPS Il #1 (HSCT) = o 600 1 Wk 24 mean
v MPS |1 #2 (pre-HSCT) 52 T 400 | reduction 90%
Q 100+
v MPS |l #2 (HSCT) 8 TH ¢
P -
301 o
0 8= ——
10 . :
Bhalla et al., Int J Mol Sci 2020 Non-MPS — MPS I oL o gtudy Week 7 24
Cohort B1 — 3 mg/kg Cohort B2 — 7.5 mg/kg Cohort B3 — 15 mg/kg
_ 1200 - __1200 1 1200 -
2 1000 { E 1000 1 £ 1000 -
S 800 - S 800 - S 800 -
;:"-; 600 - Wk 13 mean reduction 86% ;I; 600 - Wk 13 mean reduction 92% % 600 Wk 13 mean reduction 92%
400 A 400 A T .
&3 200 - 8 200 H 8 200 -
0 0 ® = 0
BL 5 7 9 13* 17 24 BL 5 79 13 17 24 BL 5 7 9 13 17 24
Study Week Study Week Study Week

Preliminary normal range (10 and 90" %ile gray dashed bars) determined using 30 healthy adult CSF samples (age range 18-81 years, median 52 years). Total CSF GAG levels are similar in adults
and children (Hendriksz et al., 2015). *One patient in Cohort B1 escalated to higher dose one week before Week 13 CSF collection. Timepoints on x-axis represent intended collection times and may vary

by ~1 week in some subjects.

13

CSF Heparan Sulfate normalized in all patients after switching from

idursulfase to DNL310, with rapid response in 12 patients by Week 7
©2021 Denali Therapeutics. All rights reserved.



DNL310 MPS Il DEVELOPMENT PLAN

v" Rapid reductions in CSF heparan sulfate and sustained normalization demonstrate BBB crossing,
CNS activity and durability of response of DNL310; enhanced peripheral activity also observed

Cohort A
Ages 5-10 y.o.
Neuronopathic

v" Cohort A 6-month data suggest clinical improvement based on Global Impression of Change
scales in children aged 5-10

Cohort B
Ages 2-18 y.o.
Neuronopathic &
Non-neuronopathic v Safety profile with up to 43 weeks of dosing is consistent with standard of care ERT

v Exploratory biomarker data is consistent with improved lysosomal function

Cohort C Designed to further explore clinical endpoints — including behavior and cognition — in an age
Ages <4 y.o. range for which treatment effects on developmental milestones may have the highest likelihood
Neuronopathic to be observed
Ph2/3 Registrational study designed to demonstrate patient benefit in neuronopathic and non-

Neuronopathic
Non-neuronpathic

neuronopathic MPS Il

14 ©2021 Denali Therapeutics. All rights reserved.
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EXPANDED ETV PLATFORM DRIVING NEAR-TERM GROWTH

ETV STRATEGY ETV PORTFOLIO

3
Substantial unmet need and opportunity PROGRAW | MDICATION 1 overy | N0 | ey
« CNS manifestations in 2/3 of LSDs --
« ETV can treat body and brain with IV zz'l‘r';f’:gs) MPS Il

administration
ETV:SGSH MPS 1A

E(e Clinical Proof of Concept Achieved ETV:GBA Paékinsﬁn’s; 4
& « Moving DNL310 to late-stage e
i' development ETV:ARSA M
|
ETV:NAGLU MPS B D
Path forward
. Expanded portfgllo of ETV programs ETV:IDUA ves1 D
» Build and grow internal manufacturing
d ial biliti
and commercial capabilities S Pompe  INEID

Execute internally with fast-to-market strategy to serve patients and capture full potential of ETV platform

15 ©2021 Denali Therapeutics. All rights reserved.
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TV POTENTIAL: WIDE RANGE OF INDICATIONS AND TARGETS

CURRENT FUTURE
FOCUS OPPORTUNITIES

NEUROLOGY

NEURO- e.g., pain, epilepsy,
DEGENERATION CURRENT PLATFORMS neuropsychiatry,

- neuromuscular
e.g., AD, PD, ALS, o m

v I "ERV

o
v Enzymes Proteins W
Antibodies Oligos

LN
Novel RMT o Other

Targets Gene Therapies Modalities ONCOLOGY
e.g., CNS metastases

SN

16 ©2021 Denali Therapeutics. All rights reserved.

POTENTIAL FUTURE
PLATFORMS

LYSOSOMAL
STORAGE

DISORDERS
e.g., Hunter syndro
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DIVERSE TV PORTFOLIO IN CNS AND BEYOND

Y &, Y

ATV:TREM2 PTV:PGRN ATV:HER2

150

O: Single dose
8+ - § @ Multi dose 1400 -e- Control IgG (40 mpk)
3 5 . 1200 PRt
8 6 ' o > 100 % 'f 2? o £ A Tras + Per (20+20 mpk)
© © bt 'E | .J o OTO §1OOO -O- ATV:tras + ATV:per (3+3 mpk)
+ §, E < o > [ @ ATViras + ATV:per (10+10 mpk)
T £ g s o) £ 800 -& ATVitras + ATV:per (20+20 mpk)
2 g 4 o - s < 600
= e o8, § X 50 80e® .
Te - 5 E € 400
g 7 Col > 2 5 = I
o Q0o % g 200 ) by s H
0 0 ns ns * ok 0 - — Q- ii !
o & ' A‘II'V ASIO m'lAb O'II'V O'II'V 0 10 20 30 40 50 60
669 \e% ,&0@* BACE1 ASO Days on Study
SO ,\4
v
TR™M Gm KO; TRR™shu
ATV:TREM2 robustly PTV:PGRN rescues lysosomal OTV knocks down gene ATV:HER2 enhances anti-tumor
increases microglia in mice function in GRN KO brain expression in mouse brain activity in xenograft model

17 ©2021 Denali Therapeutics. All rights reserved.



OUR TV PORTFOLIO

DRUG DISEASE INDICATION DREG BEVEROFNENT PARTNER
CANDIDATE*

Drug Discovery IND-Enabling Early Clinical Late Clinical Approved

Undisclosed targets: LF - Lysosomal Function target; CH - Cellular Homeostasis target

PROGRAM TARGET

ETV - Enzyme Transport Vehicle

Iduronate 2-sulfatase DNL310 MPS Il (Hunter Syndrome) I

Sulfamidase ETV:SGSH MPS IlIA (Sanfilippo Syndrome) NG

GBA ETV:GBA Parkinson’s, Gaucher 4

ARSA ETV:ARSA MLD D

NAGLU ETV:NAGLU MPS 1liB 4

IDUA ETV:IDUA MPS | D

GAA ETV:GAA Pompe 4

ATV - Antibody Transport Vehicle

TREM2 DNL919 Alzheimer's I
Abeta ATV:Abeta Alzheimer’s D > Biogen
Tau ATV:Tau Alzheimer's I
Alpha-Synuclein ATV:aSyn Parkinson’s, DLB, MSA D

HER2 ATV:HER2 Oncology D

PTV - Protein Transport Vehicle

PGRN DNL593 Frontotemporal Dementia I
OTV - Oligonucleotide Transport Vehicle

Undisclosed OTV:CH2 Alzheimer’s 4

Undisclosed OTV:LF3 Parkinson’s D

18 Biogen has option rights to 1 additional undisclosed TV enabled program ©2021 Denali Therapeutics. All rights reserved. *Investigational — not approved for treatment
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BIIB122/DNL151 ADVANCING INTO LATE-STAGE DEVELOPMENT IN 2021

ROBUST TARGET ENGAGEMENT AND PATHWAY MOVING DNL151 INTO LATE-STAGE STUDIES
ENGAGMENT CLINICAL DATA WITH A GLOBAL STRATEGIC PARTNER
« Over 300 individuals dosed in total with a LRRK2 « Late-stage development in both LRRK2 mutation
inhibitor in extensive Phase 1/1b testing carriers and idiopathic Parkinson’s patients
« Safety and tolerability profile support further » Co-development and co-commercialization
development in Parkinson'’s patients agreement with Biogen in August 2020
« Achieved target engagement and pathway « $1.025B upfront payment; up to $1.125B
engagement goals in healthy volunteers and milestones plus profit sharing and royalties
Parkinson’s patients for both DNL201 and DNL151 ) ®
JENALI Biogen.

THERAPEUTICS

LRRK2 INHIBITOR EARLY-STAGE DEVELOPMENT LRRK2 INHIBITOR LATE-STAGE DEVELOPMENT

DNL151 Selected DNL151 late-stage study
including potential for development by
DNL15J1|;2339 L DNLA1 51_22336 1b once daily dosing DNL151 late-stage study end 2021
n= n= Idiopathic PD

20 ©2021 Denali Therapeutics. All rights reserved.




EIF2B AS A THERAPEUTIC TARGET FOR ALS/FTD

GENETICS PATHWAY PATHOLOGY

Degenogenes and neuronal insults EIF2B inhibition leads to stress granules These harmful aggregates trigger
result in reduced EIF2B function and harmful TDP-43 aggregates neurodegeneration
Stress

-
-
ﬁ Aging \1/
Degenogenes - gikzh

TDP-43 /FUS
inclusions

-

C9orf72, TARDBP, FUS Stalled mRNA Stress Granule
EIF2B and others Translat/on Formation .
Cellular Stress TDP-43 aggregation N
@ Environment N
P )
M =
Integrated Stress Response (ISR) Neuronal Loss (ALS / FTD)

Activating EIF2B can prevent or reverse the formation of TDP-43
aggregates and improve neuronal survival

21 ©2021 Denali Therapeutics. All rights reserved.



EIF2B ACTIVATOR DNL343 DISSOLVES STRESS GRANULES IN VITRO

ALS patient neurons with TDP-43 pathology
R AR I ,
L ) b 2
0 = ¥
ot #89 . “#54

Neuman et al. Science 2006

TDP-43 aggregates are found in >95% of
ALS patients & ~50% of FTD patients’

'Goedert et al. Cold Spring Harbor Perspectives in Medicine, 2012.

Control

TDP-43 (M337V) Cells

Stress Stress + DNL343
=

Stress
Granules

TDP-43 :
expressing : R0
cells X :
Protein D@
aggregates T 05 O’O
Stress DNL343

EIF2B activator DNL343 reverses pre-formed
stress granules and TDP-43 aggregates

22 ©2021 Denali Therapeutics. All rights reserved.
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DNL343 PHASE 1 STUDY

STUDY OVERVIEW

Phase 1 study in healthy
Type volunteers

. Planned: 88 healthy volunteers,
Population

18-50 years (SAD=48; MAD=40)

Safety PK (+/- food)
 AEs * Plasma

« Safety labs « CSF

« ECGs

 Vital Signs

Key
endpoints

. C-SSRS (MAD)

Pathway engagement in PBMCs:
ATF4 protein, CHAC1 gene
expression

Exploratory
» CSF and plasma metabolomics,

lipidomics, and cytokines

DOSING AND DETAILED DESIGN

Complete cohorts (colored)
Planned cohorts
* Cohorts with CSF collection

SD6
SD5
SD4
SD3

SD2
SD1

t

Single dose

N = 8 / cohort
(6 active : 2 PBO)

SD3

MD4*

Food effect

N = 8/ cohort
(6 active : 2 PBO)

MD3*

MD2*

MD1*

ttt

Multiple dose

N = 10/ cohort
(8 active : 2 PBO)

TRANSLATIONAL
PHARMACODYNAMICS

Chac1 gene expression
(% relative to 0
WT+Vehicle)

CHACT1 gene expression
(% relative to 0 uM DNL343)

500

400- e .3

N w
o (=]
. %

WT Mutant

h

L4

-
(<]
o

100+

()]
o
L

o

AL .
Veh Veh DNL3
Plasma C,,,, by dose

-12 -10 -8 -6

log,, DNL343 unbound (M)

Dosing of all SAD cohorts completed; Safety, tolerability, PK and PD support further development of DNL343
Phase 1b study ongoing in patients with ALS

23

©2021 Denali Therapeutics. All rights reserved.



DEVELOPING RIPK1 INHIBITORS FOR CNS & INFLAMMATORY DISEASE

Rationale and Mechanism of Action DNL788 (CNS-penetrant)

* RIPK1 mediates cell death and inflammatory « Phase 1 healthy volunteer study ongoing (led by Sanofi)
signaling in microglia and other cells +  Future potential development for ALS, MS, and

« RIPK1 activation can lead to microglial Alzheimer’s disease

dysfunction, which is genetically linked to

ALS and AD (degenogenes) DNL758 (peripherally-restricted)

* Microglial dysfunction can lead to »  Phase 2 study in cutaneous lupus erythematosus (CLE)
inflammation and necroptosis of brain cells ongoing patients (led by Sanofi)

» RIPK1 inhibition enables selective * Phase 1b study in Covid-19 completed; while the primary
modulation of the TNFR1 pathway, reducing endpoint was not met, DNL758 was found to be generally

well tolerated and did generate positive signals of relevant

inflammation and necroptosis in the brain : :
biological effect

s~ e R Sanofi Collaboration
;T;:.:.;;If RIPK1 mediates a disease-associated microglial ° Co-development and co-commercialization agreement
oty [t __ = 50/50 profit share in US and China; royalty ROW

§ S ponatonof Necuploss n MutpleSclorosis « 70/30 (Sanofi/Denali) cost share in Phase 3

@18,

345 Lingin Road, Shanghal 200033, Chne.

. Cloveuna, OH 44195, USA ‘
2 PR Croa
Owisin of Tewcogy, 171 77 Saochnom, Swecen
"Comercondenc: lyuarnms sarvars ade
P65 070/ 1010164 coven 2015.02. 051

24 ©2021 Denali Therapeutics. All rights reserved.
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OUR PLANS: 2021 KEY MILESTONES EXPECTED
ETV:IDS v" DNL310: 24-week data from Cohort A of Phase 1/2 study Mid 2021
AN e e « DNL310: 24-week data from Cohort A+B of Phase 1/2 study Early 2022
LR.RKZ, DNL151: Initiate late-stage clinical development in collaboration with Biogen Late 2021
Parkinson’s
EIF2B DNL343: Phase 1 data in healthy volunteers enabled go decision for Phase 1b 1H 2021
ALS, FTD DNL343: Initiate Phase 1b study in ALS patients 2H 2021
RIPKA DNL758 (inflammatory diseases): Initiated Phase 2 study in cutaneous lupus 1H 2021
CNS and erythematosus patients (Sanofi); Phase 1b data in COVID-19 (Sanofi)
Peripheral DNL788 (ALS, Alzheimer’s, MS): Phase 1 data in healthy volunteers (Sanofi) 2H 2021
: L : . Q1 2021
ATV:TREM2 v" DNL919: Milestone payment from Takeda for initiation of IND-enabling studies
L : it Late 2021/
Alzheimer’s  DNL919: File IND application or CTA
Early 2022
PTV:PGRN v" DNL593: Milestone payment from Takeda for initiation of IND-enabling studies Q1 2021
FTD « DNL593: File IND application or CTA Late 2021
e v' Expand ETV portfolio e
FRE v' Expand manufacturing capabilities and continue to build out commercial capabilities g0ing

26
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DRIVING TO DEFEAT DEGENERATION

DEVELOPING
DISEASE-MODIFYING
THERAPEUTICS FOR PATIENTS

©2021 Denali Therapeutics. All rights reserved.
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To learn more aboutDehali There _
please visit www.denalitherapeuticS.com




