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Item 2.02 Results of Operations and Financial Condition.

On May 12, 2022, Day One Biopharmaceuticals, Inc. issued a press release announcing its financial results for the quarter ended March 31, 2022. A copy of the press
release is attached as Exhibit 99.1 to this report.

Item 7.01 Regulation FD Disclosure.

On May 12, 2022, Day One Biopharmaceuticals, Inc. updated its corporate presentation. A copy of the updated presentation is attached as Exhibit 99.2 to this report.

The information in this Current Report on Form 8-K, including Exhibit 99.1 and Exhibit 99.2 to this report, shall not be deemed to be “filed” for purposes of Section 18
of the Securities Exchange Act of 1934, as amended (the “Exchange Act”), or otherwise subject to the liabilities of that section or Sections 11 and 12(a)(2) of the Securities Act
of 1933, as amended (the “Securities Act”). The information contained in this Current Report on Form 8-K and in the accompanying Exhibit 99.1 and Exhibit 99.2 shall not be
incorporated by reference into any other filing under the Exchange Act or under the Securities Act, except as shall be expressly set forth by specific reference in such filing.

Item 9.01 Financial Statements and Exhibits.

(d)  Exhibits

Exhibit Description

Number
99.1 Press release issued by Day One Biopharmaceuticals, Inc. regarding its financial results for the quarter ended March 31, 2022, dated May 12, 2022.
99.2 Corporate Presentation

104 Cover Page Interactive Data File (embedded within the Inline XBRL document).



SIGNATURES

Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the undersigned thereunto duly
authorized.

DAY ONE BIOPHARMACEUTICALS, INC.

Date: May 12, 2022 By: /s/Charles N. York II, M.B.A.

Charles N. York II, M.B.A.
Chief Operating Officer and Chief Financial Officer



Exhibit 99.1

Day One

BIOPHARMACEUTICALS

Day One Reports First Quarter 2022 Financial Results and Provides Business Update

Initial data from pivotal FIREFLY-1 study with tovorafenib (DAY 101) in relapsed pediatric low-grade glioma (pLGG) expected in June 2022
Company plans to initiate pivotal Phase 3 FIREFLY-2 clinical trial evaluating tovorafenib as a first-line therapy in pLGG in the second quarter of 2022
Initiated Phase 1b/2 combination study with tovorafenib and pimasertib in RAF-altered solid tumors

SOUTH SAN FRANCISCO, Calif., May 12, 2022 — Day One Biopharmaceuticals (Nasdaq: DAWN), a clinical-stage biopharmaceutical company dedicated to
developing and commercializing targeted therapies for people of all ages with life-threatening diseases, today announced financial results for the first quarter of
2022 and highlighted recent corporate achievements.

“We continue to make excellent progress across our clinical programs and look forward to reporting initial data from our pivotal Phase 2 FIREFLY-1 trial in
relapsed pLGG next month,” said Jeremy Bender, Ph.D., chief executive officer of Day One. “These initial data will provide preliminary insights into the
potential of tovorafenib to transform patient care for the most common childhood brain cancer, which currently has no approved therapies. Beyond FIREFLY-1,
we are preparing to initiate a pivotal Phase 3 study, FIREFLY-2, for the first-line treatment of pLGG patients and recently initiated the combination portion of our
Phase 2 FIRELIGHT-1 study with tovorafenib and our investigational oral MEK inhibitor, pimasertib. As our clinical programs advance, we continue to
accelerate planning for our first potential regulatory submission for tovorafenib in 2023 and execute on our business strategy to make an impact for patients of all
ages with life threatening diseases.”

Program Highlights
. Initial data from FIREFLY-1, a pivotal Phase 2 clinical trial of tovorafenib in relapsed pLGG, is expected in June 2022.

. Day One anticipates releasing topline results from the fully-enrolled pivotal study in the first quarter of 2023. Pending positive results from FIREFLY-
1, Day One anticipates filing a new drug application (NDA) with the U.S. Food and Drug Administration (FDA) in 2023.



. Day One has expanded the FIREFLY-1 study to include two additional study arms:
o  Anexpanded access arm that enables treatment for eligible patients once the primary cohort has completed enrollment; and
o  Anadvanced solid tumor arm to evaluate the preliminary efficacy of tovorafenib in patients aged 6 months to 25 years with a relapsed or
progressive extracranial solid tumors with activating RAF fusion.

. Day One plans to initiate a pivotal Phase 3 clinical trial (FIREFLY-2) evaluating tovorafenib as a front-line therapy in pLGG in the second quarter of
2022.

. Day One is enrolling patients in the Phase 2 FIRELIGHT-1 trial evaluating tovorafenib monotherapy in adults with recurrent, progressive, or refractory
solid tumors harboring MAPK pathway aberrations. Day One recently expanded FIRELIGHT-1 to include a Phase 1b/2 portion to evaluate tovorafenib
in combination with pimasertib, Day One’s investigational MEK inhibitor.

First Quarter 2022 Financial Highlights

. Cash Position: Cash and cash equivalents totaled $262.7 million on March 31, 2022. Based on Day One’s current operating plan, management
believes it has sufficient capital resources to fund anticipated operations into 2024.

. R&D Expenses: Research and development expenses were $15.0 million for the first quarter of 2022 compared to $12.6 million for the first quarter of
2021. The increase was primarily due to additional employee compensation costs, clinical trial and product development expenses which were offset
by a decrease in milestone payments for licensing agreements.

. G&A Expenses: General and administrative expenses were $12.7 million for the first quarter of 2022 compared to $3.5 million for the first quarter of
2021. The increase was primarily due to additional employee compensation costs, initial commercial buildout, and professional expenses to support
company growth.

. Net Loss: Net loss totaled $27.7 million for the first quarter of 2022 compared to $16.1 million for the first quarter of 2021 with non-cash stock
compensation expense of $6.2 million and $0.5 million for the first quarters of 2022 and 2021, respectively.

Upcoming Events

. 2022 American Society of Clinical Oncology (ASCO) Annual Meeting
o A trial-in-progress poster on Day One’s FIREFLY-1 pivotal study, abstract number TPS10062, will be presented at the ASCO Annual
Meeting on Monday, June 6, 2022, from 8 to 11 a.m. CST.

. The 20th International Symposium on Pediatric Neuro-Oncology (ISPNO) Annual Meeting
o  An educational exhibit on Day One’s pipeline will be displayed at Booth #F.05, at ISPNO’s Annual Meeting, which is being held June 12-
15, 2022.
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About Tovorafenib

Tovorafenib is an investigational, oral, brain-penetrant, highly-selective type II pan-RAF kinase inhibitor designed to target a key enzyme in the MAPK signaling
pathway, which is being investigated in primary brain tumors or brain metastases of solid tumors. Tovorafenib has been studied in over 250 patients to date.
Currently tovorafenib is under evaluation in a pivotal Phase 2 clinical trial (FIREFLY-1) among pediatric, adolescent and young adult patients with pediatric low-
grade glioma (pLGG), which is an area of considerable unmet need with no approved therapies. Tovorafenib is also being evaluated alone or as a combination
therapy for adolescent and adult patient populations with recurrent or progressive solid tumors with MAPK pathway aberrations (FIRELIGHT-1). Tovorafenib
has been granted Breakthrough Therapy and Rare Pediatric Disease designations by the U.S. Food and Drug Administration (FDA) for the treatment of patients
with pLGG harboring an activating RAF alteration. Tovorafenib has also received Orphan Drug designation from the FDA for the treatment of malignant glioma,
and from the European Commission (EC) for the treatment of glioma.

About Pimasertib

Pimasertib is an investigational, oral, highly selective, small molecule inhibitor of mitogen-activated protein kinases 1 and 2 (MEK-1/-2) within the MAPK
signaling pathway. Pimasertib has been dosed in over 850 patients to date for various tumor types. Preclinical data indicates that the combination of a MEK
inhibitor, such as pimasertib, and a type II RAF inhibitor, such as tovorafenib, has synergistic anti-tumor activity.

Day One is conducting a Phase 1b/2 study (FIRELIGHT-1) to evaluate the safety, tolerability, and preliminary efficacy of combining pimasertib with tovorafenib
in adolescent and adult patients (>12 years of age) with recurrent, progressive, or refractory solid tumors with MAPK pathway aberrations.

About Day One Biopharmaceuticals

Day One Biopharmaceuticals is a clinical-stage biopharmaceutical company developing targeted therapies for patients of all ages with life-threatening diseases.
Day One was founded to address a critical unmet need: the dire lack of therapeutic development in pediatric cancer. The Company’s name was inspired by the
“The Day One Talk” that physicians have with patients and their families about an initial cancer diagnosis and treatment plan. Day One aims to re-envision
cancer drug development and redefine what is possible for all people living with cancer—regardless of age—starting from Day One.

Day One partners with leading clinical oncologists, families, and scientists to identify, acquire, and develop important emerging cancer treatments. The
Company’s lead product candidate, tovorafenib (DAY101), is an investigational, oral, brain-penetrant, highly-selective type II pan-RAF kinase inhibitor. The
Company’s pipeline also includes pimasertib, an investigational, oral, highly-selective small molecule inhibitor of mitogen-activated protein kinases 1 and 2
(MEK-1/-2). Day One is based in South San Francisco. For more information, please visit www.dayonebio.com or find the company on LinkedIn or Twitter.
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Cautionary Note Regarding Forward-Looking Statements

This press release contains “forward-looking” statements within the meaning of the “safe harbor” provisions of the Private Securities Litigation Reform Act of
1995, including, but not limited to: Day One’s plans to develop cancer therapies, expectations from current clinical trials, the execution of the Phase 2 clinical
trial for DAY 101 as designed, any expectations about safety, efficacy, timing and ability to complete clinical trials and to obtain regulatory approvals for DAY101
and other candidates in development, and the ability of DAY 101 to treat pLGG or related indications.

» 2« » » . »

Statements including words such as “believe,” “plan,” “continue,” “expect,” “will,” “develop,” “signal,” “potential,” or “ongoing” and statements in the future
tense are forward-looking statements. These forward-looking statements involve risks and uncertainties, as well as assumptions, which, if they do not fully
materialize or prove incorrect, could cause our results to differ materially from those expressed or implied by such forward-looking statements.

Forward-looking statements are subject to risks and uncertainties that may cause Day One’s actual activities or results to differ significantly from those expressed
in any forward-looking statement, including risks and uncertainties in this press release and other risks set forth in our filings with the Securities and Exchange
Commission, including Day One’s ability to develop, obtain regulatory approval for or commercialize any product candidate, Day One’s ability to protect
intellectual property, the potential impact of the COVID-19 pandemic and the sufficiency of Day One’s cash, cash equivalents and investments to fund its
operations. These forward-looking statements speak only as of the date hereof and Day One specifically disclaims any obligation to update these forward-looking
statements or reasons why actual results might differ, whether as a result of new information, future events or otherwise, except as required by law.

Contacts:

Media:

1AB

Dan Budwick
dan@1abmedia.com

Investors:

LifeSci Advisors

Hans Vitzthum
hans@lifesciadvisors.com
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Operating expenses:
Research and development
General and administrative
Total operating expenses
Loss from operations
Interest income (expense), net
Other expense, net
Net loss and comprehensive loss
Net loss attributable to redeemable convertible noncontrolling
interests
Net loss attributable to common stockholders/members
Net loss per share, basic and diluted

Weighted-average number of common shares used in computing
net loss per share, basic and diluted

Day One Biopharmaceuticals, Inc.
Consolidated Statements of Operations and Comprehensive Loss

(In thousands)

Three Months Ended
March 31,
2022 2021
15,003 $ 12,632
12,745 3,454
27,748 16,086
(27,748) (16,086)
2 (7)
@) ®)
(27,747) (16,101)
_ (919)
(27,747) % (15,182)
(0.48) $ (2.58)
58,382,444 5,892,145
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Cash and cash equivalents
Total assets

Total liabilities
Accumulated deficit
Total stockholders’ equity

Day One Biopharmaceuticals, Inc.
Selected Consolidated Balance Sheet Data
(unaudited)

(In thousands)

HitH##

March 31, December 31,
2022 2021
262,731 284,309
267,779 289,821
8,176 8,673
(155,234) (127,487)
259,603 281,148
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Disclaimer

This presentation and the accompanying oral commantary contain forward-looking statements that are based on our management's beliefs and assumptions and on
infarmation currently available to our management. Forward-looking statements are inherently subject to risks and uncertainties, some of which cannct be predicted
or quantified. In some cases, you can identify forward-looking statements by terminology such as "may,” "will,” “should,” “could,” "expect,” "plan,” anticipate,”
“believe,” "estimate,” "predict,” "intend,” "potential,” "would,” "continue,” "ongoing” or the negative of these terms or other comparable terminolegy. Forward-looking
siatements include all statements other than statements of historical fact contained in this presentation, including information cenceming our future financial
performance, business plans and objectives, timing and success of our planned nonclinical and clinical development activities, timing and results of nonclinical
studies and clinical trials, efficacy and safety profile of pur product candidates, our ability o obtain regulatory approval, the potential therapeutic benefits and
ecanomic valug of our product candidates, potantial growth opportunities, competitive pasition, industry environment and potantial market opportunities, and the
Impact of the COVID-19 pandemic on aur business and oparations,

Forward-looking statements are subject to known and unknown risks, uncertainties, assumptions and other factors. It is not possible for our management to predict
all risks, nor can we assess the impact of all factors on our business ar the extent to which any factor, or combination of factors, may cause actual results to differ
matarially from those contained in any forward-looking statements we may make. These factors, together with those that are describad under the heading "Risk
Factors” contained in our most recent Quarterly Report on Form 10-0 filed with the Securiies and Exchange Commission ("SEC”™) and other documents we file from
time to time with the SEC, may cause our actual results, performance or achievements to differ materially and adversely from those anticipated or implied by our
forward-logking statements.

In addition, statements that "we believe” and similar statements reflect our beliefs and opinions on the relevant subject. These statements are based upon
information available to us &s of the date of this presentation, and although we believe such information forms & reasonable basis for such statements, such
information may be limited or incomplete, and our statements should not be read to indicate that we have conducted a thorough inguiry intoe, or review of, all
potentially available relevant information. These statements are inharently uncartain and investars are cautionad not to unduly rely upon thase statemants.
Furthermore, if our forward-looking statements prove fo be Inaccurale, the inaccuracy may be material. In light of the significant uncertainties in these forward-
laoking statements, you should not regard these statements as a representation or warranty by us or any other person that we will achieve our objectives and plans
in any specifiad tima frame, or at all. We undertake no obligation to publicly update any forward-looking statements, whether as a result of new information, future
evants or othenwise, axcept as required by law.

This presentation also contains estimates and other statistical data made by independent parties and by us relating to market size and growth and other data about
our industry. This data involves a number of assumplions and limitations, and you are cautioned not to give undue weight to such estimates. In addition, projections,
assumptions, and estimates of our future performance and the future performance of the markets in which we operate are necessarily subject to a high degree of
uncertainty and risk.
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Day One: Cancer Drug Development for People of All Ages "..*é\

S ' Tovorafenib
Mission That Specialized Team (DAY101) Lead

Creates Value Program

* Develop medicines for + Deep expertise in oncology, = Potential to be first-in-class Two clinical-stage MEKi
genomically-defined pediatric, and rare disease oral, CNS-penetrant pan-RAFi assets, in-licensed for
cancers development, registration, ) ) combination trial

_ - and commercialization = Potentially Fhe first approval in ) .

» Goal is to establish first-in- a market with no standard of * Projected cash runway into
class position through rapid = Extensive network in the care 2024
pediatric registration global pediatric oncology : : g

community * Monotherapy CRs and PRs in - Capital through pivotal data

= Expand to adult pediatric low-grade glioma in pLGG and early adult solid
populations in parallel * Proven track record of (pLGG) tumor Phase 1b data

success in building

biopharma companies « Breakthrough Therapy

Designation, Rare Pediatric
Disease Designation
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Pediatric Markets Create Opportunity for High Impact and Capital Efficiency

Regqulatory and
reimbursement
tailwinds

* Lack of approved products create
potential first-in-class
opportunities

= Pricing flexibility for important new
therapies

+ Supportive and engaged
advocacy and investigator
community desiring better
treatment options

il
Day Cne'<

CESTL AR T

Rapid clinical
development

= Early engagement with global
regulatory authorities

» Small trials and clear
endpoints that permit rapid
development to clinical proof-
of-concept and potential
approval

Enriched responder
populations informed by
underlying biology

* Many pediatric tumors are
genetically simple and
genomically stable

» Genetic alterations are often
oncogenic

A




A Senior Team with Deep Experience Developing and Commercializing Products in \N'
Pediatric and Adult Oncology Markets —

Lisa Bowers Mike Preigh, PhD Davy Chiodin, Pharm Jaa Roberson
Far o Yowe

i Offfcer

Head of
20 dnufy

Day One
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Our Pipeline

\%1

Product Candidate

Tovorafenib (DAY101)
Type Il Pan-RAF Inhibitor

+ FOM Breakthrough Therapy
Designation

v FDA Rare Pediatric Disease
Designation (PR Eligible)

« FD#A Orphan Drug Designation

¥ EC Orphan Designation

Pimasertib
MEK 1/2 Inhibitor

Indication

Relapsed pLGG

Frontline pLGG

RAF-altered solid
tumors? {monotherapy)

MAPK-altered solid

turmnars®
{Combo wiTovarafenib)

TRy Pl 2 Il expeciad B S Qegraination

Preclinical

FIREFLY-1! (pivatal)

FIREFLY-2 (planned)

FIRELIGHT-1*

FIRELIGHT-1*

‘DA YIOT sobal monolierasy Fhese T Gose SECRAIDD ST SR0ansT T reepuss camaiatieg’

Day One ©
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st Fisige T dame sscalmiion ad eipedsed Inal preworsl comodlen

Phase 1 Phase 2

Tl pattents 21 Z peans of age
PLGE = pevliatis dowamrmols foams

Phase 3

Milestones

Enroliment complete:
fay 2022
Initial data: June 2022

Topline data: 10 2023

Phasa 3 initiation:
20 2022

First patient dosed:
Movernber 2021

Phase 1072 initiated:
March 2022
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Tovorafenib (DAY101): Monotherapy Approach is Focused on RAF Fusions While Our \\\\!\'
Combination Strategy Addresses a Broad Set of MAPK Alterations —

* Tovorafenib (DAY101) is a type || RAF inhibitor that selectively Type | Type Il ‘

infibits both monomeric and dimeric RAF kinase MamGrsEaslactie HAR RAF dimes inhibitor
inhibitar (6.9, vemurafenis, (8.9, LXH254,
dabrafenity, encoraleni) LY 3009120}

= Approved BRAF products (e.g. vemurafenib, encorafenib) are
type | RAF inhibitors that onfy inhibit RAF monomers and are
therefore limited to use in BRAF V&00-altered tumors

- Type | inhibitors can also cause paradoxical activation of mong.-,:‘:lz
the MAPK pathway, which could potentially lead to kinase
increased tumor growth

* Tovorafenib's inhibition of both RAF monomers and dimers

makes it a unique monotherapy approach for patients with

tumors driven by RAF wild-type fusions, and a bespoke

therapy for pediatric low-grade gliomas
* Unlike type | RAF inhibitors, tovorafenib dloes not cause RAF

paradoxical activation in RAF wild-type cells dimeric
kinase
 Tovorafenib (DAY 101), in combination with MEK inhibitors,

may act synergistically to inhibit tumors driven by other

MAPK alterations and broadens its potential clinical

applications Adapie freurs: Vinager e Coreorn, Caner Discovery. 2078
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The Current pLGG Treatment Paradigm Reflects the Unrelenting Nature of this Chronic \s\}!
Brain Tumor -

Presentation Surgical Intervention n

I
Targeled Tx Targeted Tx
40-50% {A40-50r%%)
Suspected [ 1 (3050
ALGE ~50%
Chem Chema Additional lines
{E0%) {35%) 1 of therapy
Miiecisar
Tesfing Gther Dihe : Q_IE'IKH'
(=<6} [=5%) (=20}
Response,
M0 racurrence ~50%

Because many pLGGs undergo senescence when patients reach their 20s, the goal of therapy is
to maximize tumor control while minimizing treatment-associated toxicities from surgery,
chemotherapy, and radiation. As a result, a large number of pLGG patients will undergo multiple
lines of systemic therapy over the course of their disease.

SR goureo: Abymician inforvws, Bancspachapay of al Pedinc Siacd Cances. 2074 Sievert an Fischar. J Chid Nourol, 208, Cloarliow Ansysis
DG‘,’ COne = GTR Gross Tode Resaction "ascolar iestig of Sansied sampes occs &1 & aaiens
MU ERUTIE Kanogls o & Serospecsve analsd of camanehansie SIO0P regiais Havgrave of &l Phase S Cangusain ol & Phase i




PNOCO014 Study Results Demonstrated Responses or Stable Disease in Majority of pLGG \s\!\!
Patients Treated with Tovorafenib (DAY101) —

":'—-
+ Tovorafenib (DAY101) studied as once-weekly monotherapyin a Phase 1 dose escalation trial in relapsed pediatric glioma

patients conducted by the Dana-Farber Cancer Institute and the Pacific Pediatric Neuro-Oncology Consortium (PNOC)

« Of the eight patients with RAF fusions (7 BRAF, 1 CRAF), fwo patients achieved a complete response by Response
Assessment for Neuro-Oncology (RANQ), three had a partialresponse, and fwo achieved prolonged sfab/e disease

+ Median time to achieve a response was 70.5 weeks, with most common side effects being skin rash and hair color
changes. Most patients treated up to fwo years at 420 mg/m?/week

* US FDA has granted DAY7101 Breakthrough Therapy designation for the treatment of pediatric patients with advanced
low-grade glioma harboring RAF alteration and Orphan Drug Designation for the treatment of malignant glioma

e ) 00 | QOO | OO
Tovorafenib (DAY107) Wy W

y Complete Response Partial Response Prolonged Stable Disease
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Results from Independent Radiology Review of PNOC014

Best response from baseline
4l
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RAPMNCO: Response assessment for pediatric
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Multiple Rapid, Deep and Durable Responses Observed following Initiation of Tovorafenib \\\}‘
(DAY 101) Treatment of pLGG Patients in PNOC014 -—

Growth kinetics of Target Lesions from Screening

B0.00

| RANO PD Madliant'rmto

£0.00 ; response for MEKI
I e o B Ml e e e B
2000 | e PHOCO14-01
e
E 0.00 | RANO SD ——PNOGCO14-02
] ~o—PHOCO1403
g -20.00 —m-- PNOCO1404
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Drug-related Adverse Events Observed for Tovorafenib (DAY101) in PNOC014 Showed \x\\l
Favorable Safety and Tolerability Profile in pLGG -

Drug-related AEs for Tovorafenib (DAY101) Drug-related AEs for selumatinib

L i . Toxicities Grada 1-2 | Grade 3 | Grade 4
Anemia 6 (67%) Increased ALT 20 (40%) 1 (2%}
Hypophosphatemia 4 (44%) CPK elevation 34 (58%)  5(10%)
Fatigus 5 (55%) Diarrhz=a 27 (54%) 2 (4%}
DAY101 AE summary Rash B (89%) Decreased ejecton fraction 19 (38%)  1(2%)
» Mast common toxcity: skin Achromotrichia T (7B%) Gasfric haemorrhage 1 (2%}
+ AE= reversible and all Pruritis G (BT%) Headache 14 (28%) 1 (2%}
manggoatlo Pholosensitivity 1 (11%) Decreased lymphocyle counl 19 (38%) 1{2%)

; gg'f revoralole; tarde J Nevus 7 (78%) Neutropenia 14 (28%) 3 (6%)
+ Na Grade 4 AEs Alopacia 3 (34%) Paronychia 19 (38%) 3 (8%)
< Mo chogeaduactione foa: 1% Epislaxis 2 (22%) Rash {acnaifarm) 20 (58%) 2 (4%)
of patiants on selumetinib Dry skin 3 (34%) Rash {maculopapular) 26 (52%)  5(10%)
Eﬂﬁ;‘ required dose Myalgias/arthralgias 3 (34%) Skin infection TE4%) 1 {2%)
Anoraxia 2 [22%) Toath infection 1 {2%)
Chellitis 3 (34%) Waight gain 5 (10%;) 1 {2%)

Hypermagnesemia 1(11%) omiting 22 (44%)

Bleeding gums 1 (11%) Mausea 21 (42%:)

Increased AST 4 (44%) Increased AST 25 (50%)

MNauseaivomiting 3 (33%) Anemia 26 (56%)

CP¥ elevation 1{11%} Pruritis 10 (20%)

Waight lnss 2 (22%) Dysphaa 30 (B0%)

e of QA VIOT clata comal® 02 JAN J020 Wipht K ar. & Mewrs Oneodagy Absiract STNTE, 2020 Fangusam J af &l Laseal Doeea 2019 13




Pivotal Phase 2 Study of Monotherapy Tovorafenib (DAY101) in pLGG (FIREFLY-1)

Trial Design

Endpoints
* Single arm, open-label, global registrational phase 2 study « Primary endpoint. ORR based on RANQ criteria, assessed by
* n = B0 patients (approximately) Incle patidank tviave _
- Eligibility: Patients aged 6 months — 25 years with LGG harboring a * ;Secondary endponis: QR by RAPNG ortlers; £E5; maieky

KIAA1549:BRAF wild-type fusion or BRAF V800 mutation

MRI: Basefine and every 3rd cycle

Day -281c O

Mdter Cycle 27. patients rmay eilher
contnus reatment of entar drug holiday
penod at any time
{at discretion of Investigator)

Shudy Drug Administraticn
420mgim? G

o
e
¥

Eligibility avaluiation

Treatrreem! period; minirmom of 2 vears or el progression or oxicilyintoleragiiny
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Key Product Attributes for pLGG Prescribers When Choosing a New Therapy _}?}1

—
Safety while on Functional Improvement ¢ Dosing and
PFS & ORR erraw sy Ll Stable Disease | | ,DOSINgand FDA Approval MOA

ggﬁ%?ﬁ;m s we are dealng win  Welow ‘Without an t don't really
#he mast i Mamr “You want fo ifhe bram, we need fo il 1o kil the e 7 . indication, fnsurance care about
v St i make sure the make sure these mfsmm NG "?3; may not pay forit... if  the

ow wiil thete treatment is not patients can function. N SRt would be a higher mechanism
BSOS fo ke worse than the We wani o make sure mm_m:’c e " :ficacy mf burden for families. . of action, as
Sthoo on o7 disease, and you  they can do their daily g";ﬂ" el s :"‘3' it an FDA-aporoved Jong as the
prtgév ;:_ 5 are not making activity, and maintain Emgrmu:w R indication also means drirg works,
';Lme ”szfc thefr QoL worse. motor functions and e, m::;e the therapy mesats and there are

BE POERINS: These are just vision. .. this is very Helieve ; general safety and no big
NIy the FCAME e ™ impartant for their Eanars vk delivery of  omacy regulations, so  concems with
fo be affective for the Qot.” considered a the drug. that is aways @ plus.” toxicity.”
majority of these ; Success.”
\patients. ™
Doy ONe ¥ souras alGE Buying Srovess plEE Demans Sty 15
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Incidence and Prevalence of BRAF-altered pLGG in the U.S. ﬁ\bh‘

2017
Estimated SEER Prevalence
der 2! Under 25
US Population’ ~105,000,000 NA
Rate of CNS Tumors {0.00521%)° ~5,500 ~130,000°
Gliomas (63%)" ~3,500 ~82,000
Low Grade (77%)° ~2,600 ~63,000
Has Received Drug Tx (58%)" ~1,500 ~36,000
BRAF Mutated (70%)° ~1,100 ~26,000

~26,000

Estimated Annual Incidence Estimated Prevalence {SEER)

A Sohrack af @l 2078 Cleariiew Analals TSEER LIS commets [ ieaIee CounTs
thear AMprvans Systems swmors as of Sanvany 1, 2017,




Our Pipeline '?-‘.%\

|

7

Product Candidate Indication Preclinical Phase 1 Phase 2 Phase 3 Anticipmted
Milestones
Enroliment complate:
" May 20Z2
Relapsed pLGG FIREFLY-1' (pivotal) ‘) nitial data: June 2022

Tovorafenib (DAY101)

=it Topline data 10 2023
Type Il Pan-RAF Inhibitor

+ FOM Breakthrough Therapy
Designation 5 - Phase 3 initiatien;
Frontline pLGG FIREFLY-2 (planned) 200 2022
v FDA Rare Pediatric Disease
Designation (PR Eligible)
« FD#A Orphan Drug Designation
¥ EC Orphan Designation RAF-alterad solid FIRELIGHT=1* E(:::!::::;:]g?“d:
tumors? {monotherapy)
Pimasertib MAPK-altered solid e Phase 152 initiated:
MEK 1/2 Inhibitor tumors? aalialh March 2022
{Combo wiTovorafenib)
"Pvtal Pl 2 il sxpuclad i Sapno aegriiaton Triudes pattents 72 peans of age

R e
YA YI0T aoist moncderay Fhess 1 oIS SSCRBHNT ST SRRSO I previus comasied LT & pasiitc Lopgraee (Pl

o

- "Rl Fijige | dige secabmlion ang sibadisioeg il sieworsly comoied
Day Cn
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Tovorafenib (DAY101) is Active as a Monotherapy in Patients with RAF-altered
Adult Solid Tumors and Has Shown Strong Synergy Preclinically in Combination

A

Clinical activity demonstrated in = >225 adult patient exposures

;:?Erplﬁfail-ﬂ: C'E:%mgya?;ﬁ;zm din * Responses in BRAF VB0OE mutant tumors similar to type | BRAF inhibitors
RAF

fusions, BRAF non-V&00 » Responses in relapsed BRAF and NRAS-mutant melanoma, suggesting
mutations, and BRAF V600 tovorafenib (DAY 101) may be active in tumors currently unaddressed by
mutations approved Type | BRAF inhibitors

* Less frequent and less severe acneiform rash
@ Differentiated safety profile for = Mo observed ophthalmologic liabilities (RVO/CSR)

tovorafenib (DAY 101) vs. existi B T .
BRAF and MEK inhib}itors ng No observed CV liabilities (changes in LVEF)

= No type | BRAF SAEs: SCCs/KAs, pyrexia, arthralgia

+ Same study will include combination cohorts of tovorafenib (DAY 101) +
pimasertib
* First patient dosed in Phase 2 monotherapy study in November 2021

e
Soure: Oészanzi AJ o, al - Engpoan Soeedy for ddesical Omeolagy Congress: Soster 84100, 2017
Day OHE TR A —— 8
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Activity of Tovorafenib (DAY101) in SANXE:BRAF Fusion Spindle Cell Sarcoma N

\/

(ALl

!

“7
A male child with spindle cell sarcoma, 5-years of age at diagnosis /

. e

CR CR
Diagnosis

... SO T$_- [

Tovorafenib Towvarafenib

lfosfamide, doxarubicin, Subtotal resection
dexrazoxaneg

SNXE-BRAF Gemcitabine. docetaxel  Proton radictherapy
fusion

Baseline After 2 cycles of tovorafenib

*  After the first dose of tovorafenib
(DAY 101), the patient
experienced grade 2 rash, which
resolved in a day following a
dose of diphenhydramine

* Radiotherapy-related adverse
evenls included
hyperpigmentation overlying the
spine on the upper back with no
skin breaks, and mild dysphagia

Day One

Dats cat aff Seafender 30 2021




Next-generation RAF Inhibitors are Unique in Their Ability to Address Adult Cancers \\\\I\!

Associated with RAF Wild-type Fusions

LyY3009120

Lifirafenib

4

R |
|
Cail viabiity (% of

IEEF

=

=
-
3
Ll
i
2
2
=
3
%
L

CCT19696E9

Botton T et al, Cell Reports, 2018

LY3003120: Lilly pan-RAFi
Lifirafenib: Beigene pan-RAF/EGFRI
CCT196069: CRUK RAF "paradox breaker™

Only tovorafenib (DAY 101) has demonstrated
monotherapy clinical activityin KIAA1549:BRAF
and SRGAP3:CRAF wild-type fusions in pLGG
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Activity of BRAF dimer-breaker PLX-8394 in BRAF wild-type
fusion melanoma
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Gouda M et al. CR observed at 1800 mg BID = 3x
ESMO 2020 higher tofal AUC over 900 mg BID

20




Phase 2 Study of Monotherapy Tovorafenib (DAY101) in Solid Tumors (FIRELIGHT-1)

Trial Design' Endpoints
* Single arm, open-label, global phase 1b/2a study « Primary endpoint: ORR by RECIST version 1.1 for non-CNS solid
tumars and RANO criteria for any CNS tumors

= n = 40 patients (approximately)
« Secondary endpoints: safety and additional efficacy parameters

* Eligibility: Patients aged 12 years and older with non-hematologic
tumor with an activating BRAF fusion, CRAF/RAF1 fusion, or
CRAF/RAF1 amplification

Safety

DAY101 QW until disease progression? Follow Up

2 18 yaars at 600 mg PO OW
12 to <18 yaars ot 420mghme PO oW

Day One <
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Strong Scientific Rationale for Combining Tovorafenib (DAY 101) with Additional MAPK

Pathway Inhibitors

Q

Signaling
pathways

Potential
combinations

Rationale

2

Day One -

CESTL AR T

BRAF
non-V600

Proliferation, survival

MEKi
Type Il RAFI+  or
SHP2i

« Non VEOO BRAF dimers are

effectively inhibitad by type I,

bt not type |, RAF

BRAF or CRAF
WT fusion

Proliferation, survival

Type Il RAFi + MEKI

« BRAF fusion dimers are
effectivaly inhibited by type
II, but not type | RAFI

KRAS or NRAS

mutant

RAFMEK/! PLKIm

ERK TOR i

Proliferation, survival

KRAS-
G12Ci
ar
Type || RAF| +
i MEKi

ar

SHPZi

- Targeting mulliple nodes of MAPK
pathway will drive deeper and more

durable response

i
7

NF1

LOF

RASFAF! PR
MEK/ERK mTOR

. @

Proliferation, survival

Type Il RAFi + SHP2i

= Targeting multiple pathways
will drive deeper response

22
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Pimasertib
MEK1/2 Inhibitor




Pimasertib: Allosteric MEK1/2 Inhibitor with Demonstrated Activity in MAPK-driven \u\]\l

Solid Tumors

» Pimasertib is an orally-bicavailable, selective, non-
competitive MEK1/2 inhibitor in-licensed from Merck
KGaA in February 2021

+ Extensive non-clinical and clinical development work
through Phase 2, including a solid tumor trial in Japan
and combinations with other MOAs

* Main AEs typical for all in-class allosteric MEK
inhibitors (Gl, CPK elevation, skin rash, visual
disturbances)

* Nearly three-fold higher CNS penetration than other
MEKi inhibitors (trametinib or selumetinib)

* Pimasertib showed monotherapy clinical activity,
including an improvement in median PFS versus
dacarbazine in NRAS mutant melanoma

* Combination with tovorafenib (DAY 101) and other
targeted therapies may unlock the full value of
pimasertib in advanced solid tumors

i
7
RTHS

e

Cellular membrane

NRAS

Nuchaar membrans

Gene ranscrption

Source: Hepner, Salgues. Anjos, et gl 2017,

n _':
,,D‘?“?':c,,},r"p Sogrees; Pimasant mvestgator Brochue, v 2008 de Gongier et al, int J Cancan 2078 Shaw at al, A4CR LEASE 2072 Lebbe ot o, Cancers. 050 24




Vertical MAPK Pathway Inhibition with Tovorafenib (DAY101) and Pimasertib Unlocks

Potential Synergy for Adult Solid Tumors

« The MAPK pathway
normally has multiple
feedback loops that
negatively regulate
upstream (RAS/RAF)
aclivation to ensure optimal
signaling

+ Monotherapy MEK
inhibition disables these
feedback loops and
induces RAS signaling as
well as RAF dimerization
and activation

A

nAAPK Sigraing in
FRAS mutant tmors

TEK infibition
induces RAS-GTP

MEHK + RAF mhibition
iz synengistic
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* Combination therapy with a P el Tl ol IR e - 210
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MEK inhibitor and type Il Lw -
£ s : L 5 e 2B 300
RAF inhibitor is synergistic A.  Mechanistic modal for vartical MAPK patway inhibilicn (modiied trom Yen et o o+ g
. al. Cancar Gall, 20187, —— 28310
| F il ot
n KRASmut and BRAFmut B. DAYIO! + MEK inhifilor is synergisic in KRAS G12C and 061 mutand lumoar 4 el ool
tumor models el modeds {Day Ona infamal datal T T
C. Senssivity of KRAS QB1 mutant colls I pimasari is anhanced when cofs Te88§
are treated wilh lhe Lype 1| RAF inhikitar B5-283 [Yuan et al, Mol One 2020} . 'bt']s
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Tovorafenib (DAY 101) / Pimasertib Combination to be Evaluated in Solid Tumors
(FIRELIGHT-1)

Trial Design’ Endpoints
+ Combination dose escalation, global phase 1b/2 stud}.u'2 * Phase 1b: PK, PD and Safety, MTD/RP2D
+ Phase 1b, BOIN (adaptive), n = 10/cohort (approximately) = Phase 2: Efficacy (ORR, DOR)

+ Phase 2, Simon 2-stage, n = 25/cohort (approximately)

* Eligibility: Patients aged 12 years and older, dose escalation will be performed in advanced
solid tumor patients with any MAPK alteration. Expansion cohorts will focus on indications
with a potential path to accelerated approval

Phase 1b Phase 2*

Saflety

DAY 101 + Pimasarti unlll disease prograssion Follow Up

“aitional biomarker-salecten
cohars may be pursued based on
developing data

Foid fomars aan av
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Financial Summary: DAWN

 Cash and cash equivalents as of March 31, 2022: $262.7 million (no debt)
* 61.9 million shares of commaon stock outstanding

Three Months Ended Three Months Ended
$ Milans 3131122 3/31/21
R&D Expense $15.0 $126
G&A Expense $12.7 $35
Net Loss $27.7 $16.1

FIREFLY-1: Pivotal Phase 2 clinical trial of tovorafenib (DAY101)
* Enroiiment complete in May 2022
= Initial clinical data expected in June 2022
S po][let S oL (M Vo U\ - Fuil topline results expected in 10 2023
into 2024 * Anticipated NDA filing in 2023, if data from FIREFLY-1 are supportive

FIRELIGHT-1: Tovorafenib (DAY101) and pimasertib combination
» Trial initiated in March 2022

\




Momentum for a More Inclusive Era of Drug Development, Starting at Day One
Pursuing Fast-to-Market Pediatric and Adult Targeted Therapies

Key Highlights

Tovorafenib (DAY101)?

FIREFLY-1 (Relapsed pLGG)

+ First patient dosed in Pivotal FIREFLY-1 trial: May 2021

+ Enroliment complete in May 2022

+ Breakthrough Therapy Designation & Rare Pediatric Dissase Designation

FIRELIGHT-1 (RAF-altered solid tumors - monotherapy)
+ First patient dosed in phase 2 monotherapy trial: November 2021

Intellectual Property

+ Composition of matter to mid-2030s with PTE, potential exclusivity to late
2030s ! early 2040s via broad patent portfolio

Pimasertib?

FIRELIGHT-1 (MAPK-altered solid tumors - Combo w/Tovorafenib)
+ Initiated combination dose escalation, global phase 1b/2 trial: March 2022

P Wiorddvode rgdris for sl waicaiians

| 2022 Outlook

Tovorafenib (DAY101)

FIREFLY-1 (Relapsed pLGG)
* Initial data expected: Juna 2022
= Topline data expected: 1Q 2023

FIREFLY-2 (Frontline pLGG)
+ Phase 3 trail initiation: 2Q 2022
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