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Item 7.01 Regulation FD Disclosure

On April 22, 2024, Centessa Pharmaceuticals plc (the “Company”) issued a press release announcing that the U.S. Food and Drug Administration (the “FDA”) has cleared the Investigational New Drug application (the "IND") to initiate
a Phase 1 first-in-human, clinical trial of ORX750 for the treatment of narcolepsy. A copy of the press release is attached as Exhibit 99.1 to this Current Report on Form 8-K and incorporated herein by reference.

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 99.2.

The information under this Item 7.01, including Exhibits 99.1 and 99.2 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, supplement or amend the materials attached hereto as Exhibits 99.1 and 99.2.

Item 8.01 Other Events.

On April 22, 2024, the Company announced that the FDA has cleared the IND to initiate a Phase 1 first-in-human, clinical trial of ORX750 for the treatment of narcolepsy.

The Phase 1 study of ORX750 will evaluate the safety, tolerability and pharmacokinetics of single-ascending (“SAD”) and multiple-ascending doses of ORX750 in healthy adult subjects. In parallel to the SAD, a cross-over proof-of-
concept pharmacodynamic assessment will be performed utilizing the Maintenance of Wakefulness Test (MWT) and Karolinska Sleepiness Scale (KSS) in acutely sleep-deprived healthy adult subjects which is intended to provide
proof-of-concept data to enable dose selection for NT1, NT2 and IH indications. The study has a maximum exposure limit specified by the FDA which the Company believes significantly exceeds the predicted efficacious doses of
ORX750 in indications associated with or without orexin loss; therefore, the Company does not expect this limit to affect any of the planned clinical development activities for ORX750. The Company expects to commence dosing of
the Phase 1 study in healthy volunteers imminently, and proof-of-concept data are anticipated in the second half of 2024.

The Phase 1 study design of ORX750 includes SAD combined with PoC cohorts to assess PD effects of ORX750 by measuring sleep latency with the MWT and subjective sleepiness with the KSS in acutely sleep-deprived healthy
subjects.
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Item 9.01 Financial Statements and Exhibits.

(d) Exhibits

Press Release dated April 22, 2024
Corporate Presentation as of April 22, 2024

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

Forward Looking Statements

e e

This Current Report on Form 8-K contains forward-looking statements. These statements may be identified by words such as “may,” “might,” “will,” “could,” “would,” “should,” “expect,” “intend,” “plan,” “objective,” “anticipate,”
“believe,” “estimate,” “predict,” “potential,” “continue,” “ongoing,” “aim,” “seek,” and variations of these words or similar expressions that are intended to identify forward-looking statements. Any such statements in this Current
Report on Form 8-K that are not statements of historical fact may be deemed to be forward-looking statements, including statements related to the Company’s ability to discover and develop transformational medicines for patients; the
timing of commencement of new studies or clinical trials of ORX750 and other potential orexin agonist candidates; research and clinical development plans and the timing thereof; the Company’s ability to differentiate ORX750 and
other potential orexin agonist candidates from other treatment options; the development and therapeutic potential of ORX750 and other potential orexin agonist candidates; predicted efficacious doses of ORX750; predicted timing of
enrollment in the Company’s Phase 1 first-in-human, clinical trial of ORX750, the Company’s ability to successfully conduct its clinical development of ORX750 below the maximum exposure limit set by the FDA or, in the event the
Company plans to exceed the maximum exposure limit, the Company’s ability to successfully have the maximum exposure limit removed; and other regulatory matters, including the timing and likelihood of success of obtaining
authorizations to initiate or continue clinical trials. Any forward-looking statements in this Current Report on Form 8-K are based on the Company’s current expectations, estimates and projections only as of the date of this release and
are subject to a number of risks and uncertainties that could cause actual results to differ materially and adversely from those set forth in or implied by such forward-looking statements. These risks and uncertainties include, but are not
limited to, risks related to the safety and tolerability profile of the Company’s product candidates; the Company’s ability to protect and maintain its intellectual property position; business (including commercial viability), regulatory,
economic and competitive risks, uncertainties, contingencies and assumptions about the Company; risks inherent in developing product candidates and technologies; future results from the Company’s ongoing and planned clinical
trials; the Company’s ability to obtain adequate financing, including through its financing facility with Oberland, to fund its planned clinical trials and other expenses; trends in the industry; the legal and regulatory framework for the
industry, including the receipt and maintenance of clearances to conduct or continue clinical testing; future expenditures risks related to its asset-centric corporate model; the risk that any one or more of its product candidates will not be
successfully developed and/or commercialized; the risk that the results of preclinical studies or clinical studies will not be predictive of future results in connection with future studies; geo-political risks such as the Russia-Ukraine war
and conflicts in the Middle East. These and other risks concerning the Company’s programs and operations are described in additional detail in the Company’s Annual Report on Form 10-K, Quarterly Reports on Form 10-Q, and its
other reports, which are on file with the U.S. Securities and Exchange Commission. The Company’s explicitly disclaims any obligation to update any forward-looking statements except to the extent required by law.
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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:  April 22, 2024

By: /s/ Saurabh Saha

Name: Saurabh Saha, M.D., Ph.D.
Title: Chief Executive Officer
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Exhibit 99.1

Centessa Pharmaceuticals Announces Open IND for ORX750;
Proof-of-Concept Data in Sleep-Deprived Healthy Volunteers Planned for 2H 2024

BOSTON & LONDON, April 22, 2024 — Centessa Pharmaceuticals plc (Nasdaq: CNTA), a clinical-stage pharmaceutical company that aims to discover and develop medicines that are transformational for patients,
today announced that the U.S. Food and Drug Administration (FDA) has cleared the Investigational New Drug application (IND) to initiate a Phase 1 first-in-human, clinical trial of ORX750 for the treatment of
narcolepsy. ORX750 is an investigational, orally administered, highly potent and selective orexin receptor 2 (OX2R) agonist designed to directly target the underlying pathophysiology of orexin neuron loss in

narcolepsy type 1 (NT1), with potential applicability to narcolepsy type 2 (NT2), idiopathic hypersomnia (IH), and other sleep-wake disorders with normal orexin levels.

The Phase 1 study will evaluate the safety, tolerability and pharmacokinetics of single-ascending doses (SAD) and multiple-ascending doses (MAD) of ORX750 in healthy adult subjects. In parallel to the SAD, a
cross-over pharmacodynamic (PD) assessment will be performed utilizing the Maintenance of Wakefulness Test (MWT) and Karolinska Sleepiness Scale (KSS) in acutely sleep-deprived healthy adult subjects
which is intended to provide proof-of-concept data to enable dose selection for NT1, NT2 and IH indications. The study has a maximum exposure limit specified by the FDA which the Company believes
significantly exceeds the predicted efficacious doses of ORX750 in indications associated with or without orexin loss; therefore, the Company does not expect this limit to affect any of the planned clinical

development activities for ORX750. The Company expects to commence dosing of the Phase 1 study in healthy volunteers imminently, and proof-of-concept data are anticipated in the second half of 2024.
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The Phase 1 study design of ORX750 includes SAD combined with PoC cohorts to assess PD effects of ORX750 by measuring sleep latency with the MWT and subjective sleepiness with the KSS in acutely sleep-deprived healthy

subjects.
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“This is a significant milestone for the development of our potential best-in-class OX2R agonist, ORX750, for the treatment of narcolepsy and other sleep-wake disorders,” said Saurabh Saha MD PhD, Chief
Executive Officer of Centessa. “We are excited to begin executing what we believe is an elegant, adaptive Phase 1 study aimed at generating early proof-of-concept data for ORX750 in acutely sleep-deprived
healthy volunteers in the second half of this year. We expect this study to enable dose selection for planned studies evaluating ORX750 in patients with NT1 and in patient populations with normal orexin levels,

including NT2 and IH.”
About ORX750
ORX750 is an investigational, orally administered, highly potent and selective orexin receptor 2 (OX2R) agonist designed to directly target the underlying pathophysiology of orexin neuron loss in narcolepsy type

1 (NT1). ORX750 has been shown to potently activate the OX2R with an in vitro EC50 of 0.11 nM and 9,800-fold selectivity over the human orexin receptor (hOX1R). ORX750 is Centessa’s first orexin product

candidate being developed for the treatment of narcolepsy with potential expansion into narcolepsy type 2 (NT2), idiopathic hypersomnia (IH) and other sleep-wake disorders.
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About Centessa Pharmaceuticals
Centessa Pharmaceuticals plc is a clinical-stage pharmaceutical company that aims to discover and develop transformational medicines for patients. Our most advanced programs include a hemophilia program, an
orexin agonist program for the treatment of narcolepsy and other sleep-wake disorders and an immuno-oncology program focused on our LockBody® technology platform. We operate with the conviction that each

of our programs has the potential to change the current treatment paradigm and establish a new standard of care. For more information, visit www.centessa.com, which does not form part of this release.

Forward Looking Statements

This press release contains forward-looking statements. These statements may be identified by words such as “may,” “might,” “will,” “could,” “would,” “should,” “expect,” “intend,” “plan,” “objective,”

» » » ”» » <,

“anticipate,” “believe,” “estimate,” “predict,” “potential,” “continue,” “ongoing,” “aim,” “seck,” and variations of these words or similar expressions that are intended to identify forward-looking statements. Any
such statements in this press release that are not statements of historical fact may be deemed to be forward-looking statements, including statements related to the Company’s ability to discover and develop
transformational medicines for patients; the timing of commencement of new studies or clinical trials of ORX750 and other potential orexin agonist candidates; research and clinical development plans and the
timing thereof; the Company’s ability to differentiate ORX750 and other potential orexin agonist candidates from other treatment options; the development and therapeutic potential of ORX750 and other potential
orexin agonist candidates; predicted efficacious doses of ORX750; the Company’s ability to successfully conduct its clinical development of ORX750 below the maximum exposure limit set by the FDA or, in the
event the Company plans to exceed the maximum exposure limit, the Company’s ability to successfully have the maximum exposure limit removed; and other regulatory matters, including the timing and likelihood
of success of obtaining authorizations to initiate or continue clinical trials. Any forward-looking statements in this press release are based on our current expectations, estimates and projections only as of the date of

this release and are subject to a number of risks and uncertainties that
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could cause actual results to differ materially and adversely from those set forth in or implied by such forward-looking statements. These risks and uncertainties include, but are not limited to, risks related to the
safety and tolerability profile of our product candidates; our ability to protect and maintain our intellectual property position; business (including commercial viability), regulatory, economic and competitive risks,
uncertainties, contingencies and assumptions about the Company; risks inherent in developing product candidates and technologies; future results from our ongoing and planned clinical trials; our ability to obtain
adequate financing, including through our financing facility with Oberland, to fund our planned clinical trials and other expenses; trends in the industry; the legal and regulatory framework for the industry,
including the receipt and maintenance of clearances to conduct or continue clinical testing; future expenditures risks related to our asset-centric corporate model; the risk that any one or more of our product
candidates will not be successfully developed and/or commercialized; the risk that the results of preclinical studies or clinical studies will not be predictive of future results in connection with future studies; geo-
political risks such as the Russia-Ukraine war and conflicts in the Middle East. These and other risks concerning our programs and operations are described in additional detail in our Annual Report on Form 10-K,
Quarterly Reports on Form 10-Q, and our other reports, which are on file with the U.S. Securities and Exchange Commission (SEC). We explicitly disclaim any obligation to update any forward-looking statements
except to the extent required by law.

Contact:

Kristen K. Sheppard, Esq.

SVP of Investor Relations

investors@centessa.com
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OUR MISSION Discovering and developing medicines
that are transformational for patients

Multiple potential blockbuster assets

Ongoing momentum in 2024 with clinical
milestones anticipated across our most
advanced programs

Strong balance sheet
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Our Most Advanced Potential First-in-Class/Best-in-Class Medicines for Patients

PRE-
CLINICAL PHASE 1 PHASE 2 REGISTRATIONAL
SerpinPC HemophiliaB Activated Protein C Inhibitor

ORX750 Narcolepsy Orexin Receptor-2 (OX2R) Agonist

Solid Tumors PD-L1xCD47 LockBody®




Driving

Momentum
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HEMOPHILIA PROGRAM

Registrational study interim analysis expected in 2024

OREXIN AGONIST PROGRAM

Clinical PoC data in healthy volunteers expected in 2H of 2024

LOCKBODY TECHNOLOGY PLATFORM

Phase 1/2 study ongoing




Orexin Agonist LockBody

Program Technology
Platform
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Hemophilia B: Large Growing Market with Unmet Need

A safe, subcutaneous and effective treatment
has the potential to transform care for
hemophilia B

No subcutaneous treatment option currently
available for hemophilia B in the US®

Hemophilia B

Market' Limited options for hemophilia B with

inhibitors’

o C 55/ 1. Evaluate Pharma Analyst Consensus for 2023. 2. In Canada, a subcutaneof
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has the potential

to bea

therapy with
a safety
profile for people with
hemophilia B’
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Novel mechanism of action
Showed significant reduction in bleeding’

Shown to have a favorable safety and well
tolerated profile to date; No thrombosis
observed to date'




SerpinPC: Novel Approach Designed
to Prevent and Reduce Bleeding
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Phase 2a | Ongoing Study of SerpinPC in Hemophilia

AP-0101 (NCT04073498) | An adaptive, first-in-human study to investigate the safety,
tolerability, efficacy, and pharmacokinetics of SerpinPC in male persons with severe hemophilia

Phase 1/2a

MAD Subjects acts LE Subjects
with h philia with hemophilia

Q2W

EFFECTIVE o
MONTHLY DOSE 2.4 mg/kg

TIMING Week 1to24

DURATION

OLE Subjects
with hemophilia
(n=20)

1.2 mg/kg
Q2w

2.4 mg/kg

Wee

OLE Subjects
with hemophilia

60 mg Q2W
poll 8
120 mg flat
Week 143 to 200

52 weeks




Phase 2a Part 5: SerpinPC Achieved a 96% Reduction in Median All-Bleeds ABR'

AP-0101 Part 5 all bleed ABR at 1.2 mg/kg Q2W (n=20)"
Baseline
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96% Reduction in Bleeding

In Part 5, SerpinPC reduced
median all-bleeds ABRto © .7, a
reduction from prospective

baseline. Subjects in Part 5
participated in Parts 2, 3 and 4
and therefore, received
continuous treatment with
SerpinPC for approximately 2.8




SerpinPC Shown to Have Favorable Safety and Tolerability Profile to Date

Treatment Emergent Adverse Events Number of subjects (%)
(TEAEs) n=20
16 (

All TEAEs (total 41 events)
Related to SerpinPC
Leading to discontinuation
Leading to death
AEs of special interest

Serious adverse events

Thromboembolic events

Injection site reactions

Anti-drug antibodies

Neutralizing anti-drug antibodies
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SerpinPC’s Potential for Differentiated Safety Profile

No observation of thrombosis
to date’

No observations of treatment-
related, non-transient elevations
in D-dimer across study’

For Part 5, 96% of D-dimer
results were <500 ng/ml*

60 66 72 78 84 90 96 102 108 114 120

Time since start of Part 2 (weeks)
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SerpinPC Ongoing Global Registrational Studies for Hemophilia B

PRESent

Hemophilia B without inhibitors (n=120)

Primary Endpoint: ABR at 24 weeks

PRESent

Hemophilia B with inhibitors (n > 12)

Primary Endpoint: ABR at 24 weeks
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PRESent-2

Hemophilia B without inhibitors (n=120) Study to also include hemophilia A subjects to support safety dotabose

SerpinPC

Part 1 (24 weeks) Part 2 (24 weeks) Part 3 (24 weeks)
Randomized Dose Justification Phase Efficacy/safety assessment Additional efficacy/safety data

SilpniEeeiy
} . al!—mgk .2 m W n=20 ubjects from Part 1
Registrational === J .

stu dies for Interim .:;;:]!:,i:rlf:g j;;stwiﬁ(ilinn - Frel:h'h'y

Hemophilia B

demand coharts Prophylaxis cohort: n=30 (HemB =15 L
receive selected =24-week observation period Subjects from Part 2
dose from Part 1 On demand cohort: n=30 (HemB =15) ‘

Interim Analysis

*Primary Endpoint: Rate of treated bleeds {expressed as ABR) in the observation period and during the first 24 weeks with SerpinPC

Granted Fast Track

designation by the _- PRESent-3

FDA in May 2023 Hemophilia B with inhibitors (n=12)

Granted Orphan Drug waek 24
Designation by the Endpoint*

Endpoint
FDA in Sept. 2022 [ prsent <} } I
212.week —

observation

Week 48
Secondary

) *Primary Endpoint: Rate of treated bleeds (expressed os ABR) in the observation period and during the first 24 weeks with SerpinPC
~ CENTESS




Potential Multi-Billion-Dollar Market Opportunities

Hemophilia B
without inhibitors

Hemophilia B
with inhibitors
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Hemophilia A

Rare bleeding
disorders
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significant
expansion
opportunities




LockBody
Technology
Platform

Hemophilia

Program
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Orexin agonists have the
potential to
standard of care for

individuals with sleep-wake
disorders




Designed to restore
orexinergic heurotransmission

Highly potent, selective orexin
receptor type 2 (OX2R) agonist




ORX750 a Potential Best-in-Class Oral OX2R Agonist for the Treatment of

Narcolepsy and Other Sleep-Wake Disorders

Achieved maximal wake

gonist that times and cataplexy

o

ly mimics function of suppression in 1Y

endogenous peptide’ [ ve, translationa
> 1 mouse
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Preclinical data support
potential expansion into
broader sleep-wake
disorders, including
narcolepsy type 2 and
idiopathic hypersomnia’




PRECLINICAL DATA ORX750 Showed High In Vitro Potency at OX2R and Selectivity vs. OX1R

EC,,0.11 nM for hOX2R
9,800-fold selectivity vs. hOXIR

Activation

(% total) Activation pattern was indistinguishable from OXA

with lack of biased agonism*

No significant differences in OX2R potency were
observed across species?

No significant pharmacological activity observed in

‘ GPCR selectivity and in vitro safety panels?

T
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PRECLINICAL DATA ORX750 Increased Wakefulness and Suppressed Cataplexy in NT1 Mice

Wakefulness Latency to Cataplexy
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effect effect
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PRECLINICAL DATA ORX750 Increased Wakefulness in Wild Type (WT) Mice

Wake time
(% during 2h post dose)

Maximal
effect

In WT mice (ie: orexin system
is intact and functional),
wake time increased at

(lowest dose
tested)
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IND OPEN

ORX750 First-in-Human
Healthy Volunteer (HV) PoC Study

Phase 1 clinical study of ORX750:

Evaluate the safety, tolerability and
pharmacokinetics (PK) of single-ascending
and multiple-ascending doses in healthy
adult subjects

A cross-over PoC portion of the study to
assess pharmacodynamics (PD) using the
Maintenance of Wakefulness Test (MWT)
and Karolinska Sleepiness Scale (KSS) in
acutely sleep-deprived healthy adult subjects




HV PoC DESIGN SAD Combined with HV Acutely Sleep-Deprivation PoC Study

PoC cohorts to assess pharmacodynamic (PD) effects of ORX750 by measuring sleep latency with the Maintenance of Wakefulness Test
(MWT) and subjective sleepiness with the Karolinska Sleepiness Scale (KSS) in acutely sleep-deprived healthy subjects

Dose escalate based on review of data from each cohort
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Potential Multi-Billion-Dollar Market Opportunities

Narcolepsy Narcolepsy
Type 1 Type 2
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common disorders
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Hemophilia Orexin Agonist

Program Program




Technology
Platform aims to

Immuno-oncology
treatment
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Novel pharmacology combining tumor
enrichment with activation of effector
function

Designed as single agent systemic
treatment

Potential wide therapeutic index’
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Configuration
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Conditionally tetravalent PD-L1xCD47
bispecific monoclonal antibody
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Configuration

Conditionally tetravalent PD-L1xCD47
bispecific monoclonal antibody




PRECLINICAL DATA Significant Tumor Regression Observed In-Vivo with LB101

1gG1 isotype control
0/161 of

Atezolizumab 5 mg/kg
1/16 regressed

Atezolizumab 10 mg/kg
3/16 regressed
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PRECLINICAL DATA Observed to be Well Tolerated in Non-Human Primates (NHPs) with
LB101 Doses up to 50mg/kg

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

first-in-human
clinical trial of LB101
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Driving

Momentum
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HEMOPHILIA PROGRAM

Registrational study interim analysis expected in 2024

OREXIN AGONIST PROGRAM

Clinical PoC data in healthy volunteers expected in 2H of 2024

LOCKBODY TECHNOLOGY PLATFORM

Phase 1/2 study ongoing




OUR MISSION Discovering and developing medicines
that are transformational for patients

Multiple potential blockbuster assets

Ongoing momentum in 2024 with clinical
milestones anticipated across our most
advanced programs

Strong balance sheet
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