>4 CENTESSA

AAAAAAAAAAAAAAA

Update for ZF874
Phase 1 Part B

November 1, 2021




Disclaimer

This presentation has been prepared by Centessa Pharmaceuticals plc (the “Company”) for informational purposes only and not for any other purpose. This presentation may

contain forward-looking statements made pursuant to the safe harbor provisions of the Private Securities Litigation Reform Act of 1995. Statements in this presentation that are not
statements of historical fact are forward-looking statements, including, without limitation, statements regarding our product candidates, including ZF874, its therapeutic potential and our
development plans therefor, strategy, regulatory matters, including the timing and design of planned clinical trials and our ability to complete certain milestones. Words such as "believe,"
"anticipate," "plan," "expect," "intend," "will," "may," "goal," "project," "estimate," "potential" and similar expressions are intended to identify forward-looking statements, though not all
forward-looking statements necessarily contain these identifying words. These forward-looking statements are based on the beliefs of the Company's management as well as assumptions
made by and information currently available to the Company. Such statements reflect the current views of the Company with respect to future events and are subject to known and
unknown risks, including, without limitation, business, regulatory, economic and competitive risks, uncertainties, contingencies and assumptions about the Company, risks related to our
ability to protect and maintain our intellectual property position; risks inherent in developing products and technologies; future results from our ongoing and planned clinical trials; our
ability to obtain adequate financing 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 business model; the risk that any one or more of our product
candidates will not be successfully developed and commercialized; the risk that the results of preclinical studies or clinical studies will not be predictive of future results in connection with
future studies; and risks related to the COVID-19 pandemic including the effects of the Delta variant and the other risk factors contained in our filings with the U.S. Securities and Exchange
Commission. In light of these risks and uncertainties, the events or circumstances referred to in the forward-looking statements may not occur. The actual results may vary from the
anticipated results and the variations may be material. These forward-looking statements should not be taken as forecasts or promises nor should they be taken as implying any indication,
assurance or guarantee that the assumptions on which such forward looking statements have been made are correct or exhaustive or, in the case of the assumptions, fully stated in this
presentation. You are cautioned not to place undue reliance on these forward-looking statements, which speak only as of the date this presentation is given.

This presentation discusses product candidates that are under clinical study, and which have not yet been approved for marketing by the U.S. Food and Drug Administration or any other
regulatory agency. No representation is made as to the safety or effectiveness of these product candidates for the use for which such product candidates are being studied. The trademarks
included herein are the property of the owners thereof and are used for reference purposes only. Such use should not be construed as an endorsement of such products. Certain
information contained in this presentation relates to or is based on studies, publications, surveys and other data obtained from third party sources and the Company’s own internal
estimates and research. While we believe these third-party sources to be reliable as of the date of this presentation, we have not independently verified, and make no representation as to
the adequacy, fairness, accuracy or completeness of, any information obtained from third party sources. Finally, while we believe our own internal research is reliable, such research has
not been verified by any independent source.
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First demonstration that a pharmacological chaperone has the potential to
achieve levels greater than 11 uM of functional A1AT in PiZZ subjects

« ZF874’s potential to increase functional levels of A1AT to levels >11 uM in individuals with PiZZ
genotype is consistent with data from two PiMZ subjects dosed for 28 days

* The current Phase 1 Part B will be expanded to accelerate enrollment and explore dose-
exposure-response with lower doses

* Reversible ALT and AST elevations were observed in one subject, similar to other A1AT
investigational treatments

 Centessa plans to follow-up this proof-of-mechanism data by launching a global Phase 2
study in Q2 2022

Abbreviations: A1AT = alpha-1 antitrypsin; PiMZ = heterozygote with one wild-type allele of A1IAT (M) and one mutant allele of AIAT with a glutamate 342
to lysine mutation (Z); PiZZ = homozygote with two Z mutant alleles; ALT = alanine transaminase; AST = aspartate aminotransferase N Slcwiceoricns



Introduction to ZF874 - Folding corrector of Z-A1AT

* Small molecule folding corrector of the Z variant of A1AT
(Z-A1AT). Catalytic, non-covalent and orally bioavailable

* Insights from a proprietary crystal structure of a Z-A1AT
polymer led to targeting of a specific pocket

— ZF8T4 is designed to bind to the stalled folding
intermediate specific to Z-A1AT with the potential to
accelerate the final folding step to the native, monomeric
form and reduce polymer formation

— ZF8T74 was observed to improve folding/secretion of Z-
A1AT in cell lines and to have no effect on folding/secretion
of wild-type A1AT or a different polymerigenic mutant

— ZF8T4 acts catalytically because it is not observed to bind
to folded Z-A1AT invitro

* Preclinical data showed increased blood levels of Z-A1AT
and clearance of Z-A1AT polymer from liver in mice over-
expressing human Z-A1AT

5 Abbreviations: Z-A1AT = alpha-1 antitrypsin with the Z mutation; M-A1AT = wild-type alpha-1 antitrypsin
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Liver pathology is a key feature of A1AT deficiency

Preclinical data shows ZF874 clears polymer and reduces fibrosis

Liver histology from 84-day treatment of mice expressing human Z-A1AT (PiZ mice)
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6 Abbreviations: mpk = milligrams per kilogram; PAS-D = Periodic Acid-Schiff staining with diastase; HED = human equivalent dose

Vehicle

ZF874-treated
54 mpk/day
(HED 7 mpk/day)

In addition to increasing
functional A1AT levels,
ZF874 improved liver :
pathology in the PiZ mouse

* Response in mouse liver
observed at 54 mpk/day
(HED 7 mpk/day or 3.5 mpk :
BID)

* Active mousedose of 54 |
mpk/day (HED 3.5 mpk BID):
is 4-fold less than 15 mpk
BID dose for first subjects
in Phase 1 Part B
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Schematic of Phase 1 clinical trial for ZF874

Part A (completed, n=54) Part B (ongoing, n=3) Demographics
SAD Healthy Volunteers 28-day repeat dosing in PiXZ First 3 subjects in Part B
15 mpk, hlgh fat meal (n:6) Subj. | Treatment | Age | Sex | Genotype | Baseline
A1AT*
25 mpk, 2 doses (n=6) Additional doses TBD 2001 | 15mpkBID | 47 M MZ 17.6 uM
15 mpk, 2 doses (n=6) 15 mpk BID (n=2) 2002 | Placebo 23 M MZ 12.7 pM
1 (N/A)
50 mpk (n=6) Placebo (n=1) 2003 | 15mpkBID | 47 | F MZ 14.8 uM
(1.1gBID)
15 mpk (n=6)
5 mpk (n=6)
1.5 mpk (n=6)
Placebo (n=12)
7 * Baseline = average of Pre-Screen, Day -1 and Day 1 Pre-Dose values from A1AT functional assay )\/( CENTESSA
Acronyms: SAD =single ascending dose study; PiXZ = patient with one unspecified allele (X) and one mutant allele (Z); TBD = to be determined; BID = twice daily N el



A1AT levels for different genotypes and conceptual target for an effective folding
corrector

W Expected level produced by M allele

I Expected level produced by Z allele
Conceptual increase from treatment

Published median A1AT level by genotype Conceptual target: increase of 3 uM per gene copy
Historical based on 21,444 samples to achieve 11 uM protective threshold
30 (c&gso) 30 27
25 25
20 16 20 &
AlAT (CI'11-29) A1AT % > +3 uM
level* 15 - 11 pM level 15 11 uM
(MM) 10 0 O IInnnn'n O IInm'mmmmhmhmor protective (MM) 10 N PR protective
5 threshold threshold
(C13-10)
0 0

MM MZ 27 MM MZ ZZ

* Median level from Donato et al. 95% confidence intervals shown.

TM level estimated as half of MM and Z level estimated as half of ZZ

Source: A1AT levels - Donato et al. “Reference and Interpretive Ranges for a;-Antitrypsin Quantitation by Phenotype in Adult and Pediatric Populations, Am. J. Clin. Pathol. 2012; 138:398-405;
Protective threshold as basis for replacement therapy - Wewers et al. “Replacement Therapy for Alpha 1 - Antitrypsin Deficiency Associated with Emphysema, NEJM; 1987 316:1055-1062

8 Abbreviations: Cl = confidence interval; MM = genotype with two wild-type alleles of AIAT; MZ = genotype with one wild-type and one Z mutant allele of A1AT; ZZ = genotype with )><< CENTESSA
two Z mutant alleles of AIAT PN resesesuTieats



Change in A1AT functional activity for three PiMZ subjects dosed with placebo or
ZF874 15 mpk BID

Treatment period

Subject 2001

AUC, 151, 350 pg-hr/ml? -
0-12hr 39V H9 Magnitude of response

consistent with feasibility of
Subject 2003 achieving>11 uM in PiZZ

AUC,. oy 181 pg-hr/mlt patients

N

A1AT level,
increase over
baseline*

(M)

Subject 2002
Placebo

0 7 14 21 28 35 42 49 56
Time after 15t dose (days)

* Activity level equivalent to molar amount of M A1AT reference standard. Baseline for each subject = average of Pre-Screen , Day -1, and Day 1 Pre-Dose values for each subject
T Trapezoidal AUC for the first 12 hours after the first dose on Day 28
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Abbreviations: AUC = area under the curve



Liver signal in one PIMZ subject with highest exposure in Part B

Treatment period
700

* Subject 2001 showed increases in
600 ALT (8X ULN) and AST (3.5X ULN)
after the treatment period

Subject 2001 &
500 AUC 350 pg-hr/ml * In the same subject, BILI, GGT and
o-L2hr ALP stayed in the reference range
ALT 400 throughout the observation period
(IU/L) * No liver signal was observed in
300 SAD with PiMM healthy volunteers
in Part A (n=42,dose range 1.5
mpk to 50 mpk)
200 ULN 3 Subject 2002 &
(70 |U/L) Placebo
100

Subject 2003 ¢

—
0 | e— ettt AUC, ;o 181 ug-hr/ml

21 -14 -7 0 7 14 21 28 35 42 49 56 63 70

Time after 15t dose
(days)

*ULN @ (33 1U/L)
T Trapezoidal AUC for the first 12 hours after the first dose on Day 28

10 )X( CENTESSA

Abbreviations: ULN = upper limit of normal; IU/L = international units per liter; BILI = bilirubin; GGT = gamma-glutamyl transferase; ALP = alkaline phosphatase /N S0 o ricnes



Adverse Events for subjects in PartB

Subject 2001 (ZF874)
— Moderate AE of elevated AST/ALT - possibly drug related
— Mild AEs of splenomegaly, headache and diarrhea - unlikely drug related

Subject 2002 (placebo)
— Mild AE of drowsiness - possibly drug related

Subject 2003 (ZF874)
— Mild AEs of headache - possibly drug related

— Mild AEs of tiredness and nausea - unlikely drug related

1 Abbreviations: AE = adverse event
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Next steps for ongoing Phase 1: Accelerate recruitment to establish Phase 2 dose

- Additional clinical trial sites
— 4 more U.K. sites expected to open this month

— Expansion to the E.U. underway. Includes a site in Ireland with a large database of PiMZ, PiSZ and
PiZZ subjects

* Exploration of dose-exposure-response in ZF874 in PiMZ/PiSZ and PiZZ subjects
— Test 2.5 mpk BID and escalate as appropriate
— Clear total of 3 PiMZ and/or PiSZ subjects at each dose level before dosing a PiZZ subject

— Switch to open label without placebo

Updates will be provided as the study progresses to PiZZ subjects

NV
12 Abbreviation: PiSZ = patient with one allele of S mutant A1AT (glutamate 264 to valine) and one allele of Z mutant A1AT >/\< CENTESSA



Commitment to a new global Phase 2 study expected to launch in Q2 2022

* Two phases

— Run-in. Additional duration and doses to complement ongoing Phase 1

— Six-month portion. Gated by chronic animal tox available in Q3 2022

= Assesses magnitude of A1AT response over time. Data from first Phase 1 Part B subjects and
preclinical data suggest A1AT levels continue to increase through at least 28-days

= Includes paired liver biopsy to assess liver pathology. Long-term preclinical studies show
clearance of PAS-D stainingin liver

* Principal Investigators. Agreement to lead trial from experienced U.S. and E.U. Principal Investigators
with access to large numbers of PiZZ subjects

* CRO. Global CRO is engaged, and Phase 2 planning is underway

6-month Phase 2 allows assessment of both serum A1AT levels over time and liver clearance

13 Abbreviations: CRO = contract research organization
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Recap: First demonstration that a pharmacological chaperone has the potential
to achieve greater than 11 uM levels of functional A1AT in PiZZ subjects

14

ZF874’s potential to increase functional levels of A1AT to levels >11 uM in individuals with PiZZ
genotype is consistent with data from two PiMZ subjects dosed for 28 days

The current Phase 1 Part B will be expanded to accelerate enrollment and explore dose-
exposure-response with lower doses

Reversible ALT and AST elevations were observed in one subject, similar to other AIAT
investigational treatments

Centessa plans to follow-up this proof-of-mechanism data by launching a global Phase 2
study in Q2 2022
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