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Item 7.01 Regulation FD Disclosure
The Company from time to time presents and/or distributes slide presentations to the investment community at various industry and other conferences to provide updates and summaries of its business. The Company is posting a copy of

its current corporate slide presentation to the “Investors” portion of its website at www.centessa.com/events-presentations. These slides are attached to this Current Report on Form 8-K as Exhibit 99.1.

The information under this Item 7.01, including Exhibit 99.1 hereto, is being furnished and shall not be deemed “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, nor shall it be deemed incorporated by reference in any filing under the Securities Act of 1933, as amended, or the Exchange Act, except as expressly set forth by specific reference in such a filing.

The Company undertakes no obligation to update, suppl. or amend the materials attached hereto as Exhibits 99.1.
Item 9.01 Financial Statements and Exhibits.
(d) Exhibits
Exhibit No.
99.1 Corporate Presentation as of January 8, 2025

104 Cover Page Interactive Data (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 hereunto duly authorized.

Date: January 8, 2025

By: /s/ Saurabh Saha

Name: Saurabh Saha, M.D., Ph.D.
Title: Chief Executive Officer
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OUR MISSION

Discovering and Developing
Transformational Medicines for Patients

Potential best-in-class / first-in-class orexin
receptor 2 (OX2R) agonist franchise

Robust series of clinical milestones anticipated
across OX2R agonist pipeline in 2025

Strong balance sheet




Phase 2a data in patients with
Narcolepsy Type 1 (NT1), Narcolepsy Type 2 (NT2),
and Idiopathic Hypersomnia (IH) expected in 2025

Presentation of Phase 1 data planned
for Q2 2025

Focused Execution

Clinical data in acutely sleep-deprived healthy
volunteers expected in 2025

Entering IND-enabling studies

FaIGEN TR




OX2R agonists have the
potential to the
standard of care for individuals

with
and




Orexin System is Implicated in Numerous Therapeutic Areas

Orexin
(hypoth&lamus)
~

(Basal forebrain)

(Tuberomammillary nucleus)
(Ventral tegmental area)
(Raphe nuclei)

(Locus coeruleus)

N T T izza, Sleep Res 2022:31(4):e13665: Taor, B et al,, Front Neurol sci 2021:45:38 ; Ten-Blanco, M et al., Front Neuroendo 2023:63:1¢ \d, Yamamoto, Het al,, PLoS
X CENTESSA Souces P :




Pipeline of Highly Potent, Selective OX2R Agonists Enabled by Proprietary
Structural Biology Insights

Candidate Selection Criteria:

Proprietary Structure > Medicinal Best-in-Class Profile
Based Drug Design Chemistry SAR"

Orexin-A:
Highly Validated D>
Pathway ) ]
Highly potent and highly

selective

Optimal predicted PK
profile

Low predicted human
doses

Fast onset of action

NG~ QG
X CENTESSA




Positioned to be Potential Best-in-Class / First-in-Class in Emerging Category of OX2R
Agonist Therapeutics

for the treatment of NT1, NT2 and IH

m
for the treatment of neurological, frabl) RORIR

neurodegenerative and psychiatric disorders Native ligand
orexin-A (OXA)*

for the treatment of additional
neurological, neurodegenerative and
psychiatric disorders

Earlier stage
th nal potential
indications

NS~ <C
X CENTESSA




Broad and Rapidly Advancing OX2R Pipeline

ORX750 Narcolepsy Type 1 (NT1) OXR2 Agonist

ORX750 Narcolepsy Type 2 (NT2) OXR2 Agonist

ORX750 Idiopathic Hypersomnia (IH) OXR2 Agonist

Neurological,
ORX142 Neurodegenerative OXR2 Agonist
& Psychiatric Disorders

Neuroclogical,
ORX489 Neurodegenerative OXR2 Agonist
& Psychiatric Disorders

Undisclosed Undisclosed Orexin Pathway
Assets




Potential $15B+ Market Opportunity Across Multiple Therapeutic Areas

Sleep-Wake

Disorders
NTI, NT2, IH

potential market size

NS~ <C
X CENTESSA

Excessive Daytime
Sleepiness and
Fatigue

Neurological, Neurodegenerative
and Psychiatric Disorders

potential market size

Cognition,
Attention, and Mood

Neurological, Neurodegenerative and
Psychiatric Disorders




: Potential to Redefine the Standard of Care for Patients with

Sleep-Wake Disorders

Highly potent, selective
OX2R agonist

FaIGEN TR

High unmet medical need in NT1, NT2 and IH

Proof-of-concept achieved and asset clinically
derisked in Phase 1 study of acutely sleep-deprived
healthy volunt

Advancing Phase 2a studies in patients with NT1,
2 and |H; Data expected across all three
indications in 2025

Significant commercial opportunity as potential
treatment for all three indications




INTERIM PHASE 1 DATA

ORX750 Phase 1 Interim Data Supports Potential Best-in-Class

Profile for the Treatment of NT1, NT2 and IH

Phase 1 Clinical Study Design

Sleep Study Cohort ‘n+1’

T Placebo oRis0
om0 [ riacebo |

MWT and KSS. MWT and KSS

Sleep Study Cohort ‘n’
ORKTSO

NG~ QG
X CENTESSA

Summary of Interim Phase 1 Data

Shown to restore normative wakefulness' at low
doses in acu ep-deprived healthy volunteers”

Favorable safety and tolerability profile;’
tions of
al disturbances o

Linear PK profile supports once-daily, oral dosing
with rapid absorption”




ORX750 Demonstrated Dose-Dependent and Significant

INTERIM PHASE 1 DATA ;
Improvements in Mean Sleep Latency

ORX750 Placebo LS Mean

Difference
LS Mean (95%CI) | LS Mean (95% CI)

Sleep Latency Sleep Latency Compared to

and 5.0 mg doses were
(Minutes) (Minutes) Placebo (95% Cl) 5and 5.0 mg

sh to restore normative

15 (5, 26) p=0.01

‘ | p(O-OOOl

1.0 mg wakefulness! in acutely
(n SRt 080 $10.341 pis sleep-deprived healthy




INTERIM PHASE 1 DATA

Placebo
(n=15,

ORX750 Demonstrated a Favorable Safety and Tolerability

Profile with 95 Unique Subjects Exposed

SAD Cohorts MAD Cohorts
ORX750 ORX750 ORXT:
Placel
mg 0 mg fn m

ORX750
mg

ORX750
2

ORKT50
2.5mg

2 [22) 1 [17)
(22) 3 (50)
q(sn)
[

IR I
2(25)
2(25)

No cases of
hepatotoxicity.
cardiotoxicity, visual
disturbances or
hallucinations
observed

No clinically
significant
treatment-
emergent changes
in hepatic and

nal parameters,
vital signs or
electrocardiogram
(ECG) parameters




PHASE 2a STUDY

Phase 2a study of ORX750 in patients
with NT1, NT2, IH underway

Evaluate safety, tolerability, and PKin NT1, NT2, and
IH patients

Efficacy assessments will evaluate excessive daytime
sleepiness using the Maintenance of Wakefulness
Test (MWT)* and Epworth Sleepiness Scale (ESS)*,
weekly cataplexy rate* (NT1 patients only), and
overall symptom improvement**

Exploratory efficacy assessments will measure sleep,
cognition, attention, memory, and general health




Randomized, Double-blind, Placebo-Controlled Basket Study of
ORX750 in Patients with NT1, NT2, and IH is Underway

PHASE 2a STUDY

’
7

Innovative design with potential Study Cohort ‘X+1’
to enable well-powered and
efficient data generation ORXT50 or Placebo ORXT50 or Placebo ORX750 or Placebo

All patients to receive ORX750
for at least 4 weeks IH: n=12 (6:6)

Optimal number of patients to M ot for dose escalation/de-escalation basedon
allow efficient recruitment review of data from each cohort

Potential for optimized dose Study Cohort ‘X’
selection ORX750 or Placebo ORX750 or Placebo ORX750 or Placebo

NTI: n=6 (4:2)

NT2: n=8 (4:4) 2 Weeks 2 Weeks 2 Weeks
IH: n=12 (6:6)

After each 2-week period, treatment assignment (ORX750 or Placebo) may change




OX2R AGONIST PROGRAM

Initiated Phase 2a study in patients with
NT1,NT2, and IH; Data expected in 2025

Presentation of Phase 1 data planned for Q2 2025

IND-enabling studies ongoing; Clinical data in acutely sleep-
deprived healthy volunteers expected in 2025

Entering IND-enabling studies







Technology
Platform aims to

immuno-oncology
treatment

N -k . 1.LB101 fn-vivo pr
N L‘I.N-[‘I."\l""‘\ LB101 is an investig

Novel pharmacology combining tumor
enrichment with activation of effector
function

Designed as single agent systemic
treatment

Potential wide therapeutic index’




Locked
Configuration

g “a

WS

Conditionally tetravalent PD-L1xCD47
bispecific monoclonal antibody

L& -
Anti-PD-L1—Ce\ 7'/ 7
).\' 4{0— IgG1-derived
Anti-CD47—e' hinges

FC region~“

CD47—0"'\’\

Outside the tumor
microenvironment




17\ 1
’ Tumor cell
Unlocked _ \ Y

Configuration

Conditionally tetravalent PD-L1xCD47
bispecific monoclonal antibody




PRECLINICAL DATA Observed to be Well Tolerated in Non-Human Primates (NHPs) with
LB101 Doses up to 50 mg/kg

® @ @&

No anemia/ No weight loss No change in red blood
thrombocytopenia cell or hemoglobin

X CENTESSA




LB101 is in a

first-in-human clinical trial

FaIGEN TR




OUR MISSION

Discovering and Developing
Transformational Medicines for Patients

Potential best-in-class / first-in-class orexin
receptor 2 (OX2R) agonist franchise

Robust series of clinical milestones anticipated
across OX2R agonist pipeline in 2025

Strong balance sheet
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