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Item 7.01 Regulation FD Disclosure

On December 10, 2023, Centessa Pharmaceuticals plc (the “Company”) shared data from the Open Label Extension of the Company’s ongoing Phase 2a study of SerpinPC during an oral presentation at the ASH Annual Meeting. The

poster is attached to this Current Report on Form 8-K as Exhibit 99.1. In addition, the Company issued a press release titled “‘Centessa Pharmaceuticals Announces New Data from an Additional 52-Weeks of Continuous Treatment
from Third Year (Part 5) of Ongoing Phase 2a Study of SerpinPC for the Treatment of Hemophilia”. A copy of the press release is furnished as Exhibit 99.2 to this Current Report on Form 8-K and is incorporated herein by reference.

The information in this Item 7.01 and Exhibits 99.1 and 99.2 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.

Item 9.01 Financial Statements and Exhibits.

(d) Exhibits

99.1 SerpinPC presentation from ASH annual meeting on December 10, 2023
99.2 Press Release dated December 10, 2023
104 Cover Page Interactive Data (embedded within the Inline XBRL document)
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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: December 11,2023

By: /s/ Saurabh Saha

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



SERPINPC IN PERSONS WITH SEVERE HEMOPHILIA (PWH
MULTI-PART FIRST-IN-HUMAN STUDY
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ACKGROUND STUDY DESIGN EFFICACY SAFETY
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In hemaphilia, deficiency of intrinsic Xasa leads 1o a decrease
in prothrombinase. This, along with the inhibitory action of
APC, leads to a reduction in thrambin genaration.

By inhibiting APC, SerpinPC is hypothesized to “releasa the
brake,” preserving prothrombinase and restoring thrombin
ganeration.

AP-0101 is a first-in-human Phase 1/2a open-label multicenter
study utilizing an adaptive design Lo invastigate the safaty,
taterability, pharmacokinetics and efficacy of SerpinPC in
subjects with severe hemophilia A and B.

Previously presented data showed that administration of
SerpinPC was well tolerated and reduced bleeding in persnns
with severe ia with no lions of

chronic elevations in D-dimer, an indicator of excessive
thrombin generation.

Here we present the results of Part 5, in which 20 subjects who
completed Part 4 continued to recelve 1.2 mgikg of SerpinPC
onca every 2 weeks for 52 waeks.
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Part 1 was a Single Ascending Dose Study of SerpinPC in 15 healthy
male voluntears and 12 males with severe hemaphilia. Part 2 enralled
23 males with severe hemophilia (19 hemaophilia A and 4 hemophilia
B), who were not on replacement factor prophylaxis, o receive
SempinPC at 0.3, 0.6 or 1.2 mg/kg, administered as a subcutanecus
{SC) injection once every 4 weeks over a 24-week period (6 total
doses). Parts 3, 4 and & were sequential extenslons in which subjects
received either a flat dose of G0 mg once every 4 weeks (Part 3) or 1.2
mig'kg once every 2 weeks (Parts 4 & 5).

All seff-reported treated bleeds were recorded in patient diaries. The
baseline ABR was determined from a prospective observation perod
of 2 to & months before exposure to SerpinPC. during which time
patients received usual on-demand clotting factor concentrate fo treat
braakthrough bleads.

During treatment with SerpinPC all breakthrough bleeds were treated

an-demand with usual clotting factor concentrate, without dose
reduction and without limitation of number of infusions.

UBJECTS

| Patient Characteristics

Number of subjects [Hemophilia 4 / B 20 (16 /4)
Age in years, median (min to max) 40 (21 to 565
Weight kg (min to max) 74 (54 ta 91)
Prospective ABR, median (min to max) 35.6 (30 to 40)
% subjects recelving previous prophylais 0%

% subjects with target joints 100%

No. of target joints, medizn [min to max) 3(2t03.5)
{23 Bleeds In & months prior to SerplnPC exposure]

Total number of target joints 53
Early terminations 3+

* Al early terminations unrelted ko study drug; teo subjests smigrated (week 10 and
week 22) and one subject exited after a femur fracture

UPDATED RESULTS FROM A MULTI-CENTER
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Individual baseline and Part 5 ABRs are shown above. Baseline
ABRs in grey and ABRs during treatment with SerpinPC in blue.
Subjects with hemophilia B shawn by halched bars.

Baseline Part 5 Change (%)
All bleeds (median) 35.63 Lo0
95%.Cl 31.85,38.80 117;7.00
Spont.joint bleeds (median) 3028 100 2613 (-95%)
953 Cl 23.55,32.75 0.60;6.17 -29.26;-20.30

All 20 patients had target joints before exposure fo SerpinPC. At the
end of Part 5 only 2 subjects still had a target joint. One subject still
had 2 target joints and one subject who started with 3 had only 1.
Total number of target joints was reduced by 94% from 53 to 3

Baseline Parts Change (%)
median 300 0.00 -2.50 {-100%)
95% CI 216;3.14 008038  .3.06-1.94

Thank you to all the persons who have and continue to participate in this study
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Troatmant immmm Events [TEAEs]
Al TEAES [mml 41 events)

Related to SerpinPC

Leading ta discontinuation

Leading to death

AEs of special Interest
Serious adverse events
Thromboembaolic events
Injection site reactions
Anti-drug antibodies

Transient

Persistent

O-Dimer
% results < 500 ngfml

No. of patients with sustained elevated D-dimer

No. of patients with unexplained sustained elevated D-
dimer

“Twn SAEs occurrad and were considered unrelated to sh
fracture of femur (lad to discontinuation) (2) fraumatic epic
# Prefiminary finding

+ One subject with periodonititis with jaw swelling. D-dimer
commencement of antiblotics.

CONCLUSIONS

» SerpinPC was shown to be well tole
exposures up to 3.8 years.

> No unexplained sustained D-dimer ¢
were observed in Part 5, consistent

» No SerpinPC-related AEs were obse
> Part 5 median all bleed ABR was 1.0
from the pre. ba:

> Data showed that 94% of target join!
resolved by the completion of Part §
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C Phar icals Al New Data from an Additional 52-Weeks of Continuous Treatment from Third Year (Part 5) of Ongoing Phase 2a Study of SerpinPC for the Treatment of
Hemophilia

*  Part 5 data reinforces favorable safety and tolerability profile and long-term efficacy results for SerpinPC:
— Median all-bleed ABR of 1.0, a 96% reduction from prospective baseline
—  No thromboembolic events or treatment-related sustained elevations of D-dimer observed

*  Poster presentation at American Society of Hematology (ASH) Annual meeting

*  Registrational PRESent-2 and PRESent-3 studies of SerpinPC in hemophilia B are ongoing

BOSTON and LONDON, December 10, 2023: Centessa Pharmaceuticals plc (Nasdaq: CNTA), today announced new data from an additional 52-weeks of continuous treatment from the third year (Part 5) of the
ongoing Phase 2a study of SerpinPC for the treatment of hemophilia. The data were shared in a poster presentation at the American Society of Hematology (ASH) Annual Meeting on Sunday, December 10, 2023.

SerpinPC is an investigational subcutaneously administered novel inhibitor of activated protein C (APC) in registrational studies for the treatment for hemophilia B, with or without inhibitors.

Part 5 data from the Phase 2a study (AP-0101) showed a continued favorable safety and tolerability profile for SerpinPC, as well as sustained long-term efficacy results, as measured by a 96% reduction in the
median all-bleed annualized bleeding rate (ABR) from the prospective baseline. Consistent with data from earlier portions of the Phase 2a study, there were no thromboembolic events and no treatment-related

sustained elevations of D-dimer observed throughout Part 5. D-dimer is a sensitive measure of excess thrombin generation. In addition, there were no SerpinPC-related adverse events observed during Part 5.

“We are excited to share additional data that further demonstrate the potential for SerpinPC to be a convenient subcutaneous treatment with a differentiated safety profile for people living with hemophilia,” said
Saurabh Saha MD PhD, Chief Executive Officer of Centessa. “Specifically, these data show that an additional 52-weeks of continuous treatment with SerpinPC further reduced the median all-bleed ABR to 1.0,

representing a 96% reduction from the prospective baseline. These data highlight the strong



foundation on which we are advancing SerpinPC in registrational studies for the treatment of hemophilia B. We would like to extend our sincere thanks to everyone involved in this study including the patients,

investigators, and site coordinators.”

Detailed ABR data from Part 5:

All bleed ABR
Part Dose Tested Median ASA from Median AR observed in this Median % change from
baseline part baseline
Part 5 (n=20] 1.2 mg/kg ance every 2 weeks 35.63 10 A6%
far 52 weeks
Sgontaneous joint bleed ABR
Part Dose Tested Median ABR from Median ABR observed in this Median % change from
ine part basaling
Parts (n=20] 1.2 mg/kg once every 2 weeks 30.28 10 -a5%
for 52 weeks

All self-reported treated bleeds were recorded in subject diaries. The baseline ABR was determined from a prospective observation period of 2 to 6 months before exposure to SerpinPC, during which time subjects received usual on-
demand clotting factor concentrate to treat breakthrough bleeds. During treatment with SerpinPC all breakthrough bleeds were treated on-demand with usual clotting factor concentrate, without dose reduction and without limitation of

number of infusions.

Data from Part 5 were presented today at the ASH Annual Meeting in a poster titled: SerpinPC in persons with severe hemophilia (PwH): Updated results from a multi-center, multi-part, first-in-human

study. A copy of the poster is available on the Company’s website at https://investors.centessa.com/events-presentations.

About SerpinPC

SerpinPC is a subcutaneously administered novel inhibitor of APC being developed as a potential treatment for hemophilia, regardless of severity or inhibitor status, and which may also be
developed to prevent bleeding associated with other bleeding disorders. The registrational program for SerpinPC in hemophilia B includes a set of clinical studies with multiple components.

PRESent-5 is an observational feeder study to collect prospective observational data for minimum defined periods before switching to dosing subjects in the interventional



studies. The interventional studies include PRESent-2 (moderately severe to severe hemophilia B without inhibitors, and severe hemophilia A with or without inhibitors) and PRESent-3
(hemophilia B with inhibitors). Additional information on the trials can be accessed at www.clinicaltrials.gov (NCT05605678, NCT05789524, NCT05789537). The U.S. Food and Drug Administration
(FDA) has granted Fast Track designation to SerpinPC for the treatment of hemophilia B, with or without inhibitors. SerpinPC is an investigational agent that has not been approved by the FDA or any other
regulatory authority.

About AP-0101

AP-0101 is an ongoing first-in-human open-label multi-center study to investigate the safety, tolerability, pharmacokinetics, and efficacy of subcutaneous doses of SerpinPC in male participants with severe

hemophilia. (https://clinicaltrials.gov/ct2/show/NCT04073498).

About Centessa Pharmaceuticals

Centessa Pharmaceuticals plc is a clinical-stage pharmaceutical company that aims to discover and develop medicines that are transformational for patients. Our programs span discovery-stage to late-stage
development and cover a range of high-value indications. We operate with the conviction that each one of our programs has the potential to change the current treatment paradigm and establish a new standard of

care. For more information, visit http://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,”

”» . » » 2 <,

“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 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; its expectations for executing on the Company's pipeline; the timing of commencement of new studies or clinical trials or clinical and preclinical data related to SerpinPC; its

ability to identify, screen, recruit and maintain a sufficient number of or any subjects in its



existing and anticipated studies or clinical trials including PRESent-5, the observational feeder study, PRESent-2 and PRESent-3 and its expectations on executing its research and clinical development plans and the
timing thereof; the Company’s ability to differentiate SerpinPC from other treatment options; the development and therapeutic potential of SerpinPC; and 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, assumptions 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 our product candidates; our ability to identify, screen and recruit a sufficient number of or any
subjects in our existing and anticipated new studies or clinical trials including PRESent-2, PRESent-3, PRESent-5, or within anticipated timelines; 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; our operating costs and use of cash, including cash runway, cost of
development activities and conducting clinical trials, future expenditures risks; the risk that any one or more of our product candidates will not be successfully developed and/or commercialized; the risk that the historical results of
preclinical studies or clinical studies will not be predictive of future results in ongoing or future studies; economic risks to the United States and United Kingdom banking systems; and geo-political risks such as the Russia-Ukraine war
or the Israeli-Palestinian conflict. 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



