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Item 2.02 Results of Operations and Financial Condition

As discussed below, in connection with its participation in the Oppenheimer 33rd Annual Healthcare Conference taking place virtually, Acrivon
Therapeutics, Inc. (the “Company”) updated its corporate presentation to include disclosure that the Company had $169.6 million of cash and
marketable securities as of December 31, 2022.

Because the Company’s consolidated financial statements for the year ended December 31, 2022 have not been finalized or audited, the preliminary
statement of the Company’s cash and marketable securities as of December 31, 2022 in this Item 2.02 is subject to change, and the Company’s actual
cash and marketable securities as of December 31, 2022 may differ materially from this preliminary estimate. Accordingly, you should not place undue
reliance on this preliminary estimate.

Item 7.01 Regulation FD Disclosure

Beginning on March 13, 2023, the Company will participate in the Oppenheimer 33rd Annual Healthcare Conference taking place virtually. The
Company has updated its corporate presentation that it intends to use in connection with its presentation on Monday, March 13, 2023 at 3:20 PM Eastern
Time and in meetings with investors. The presentation includes, among other things, an update regarding the Company’s clinical progress, disclosure
regarding the Company’s cash and marketable securities as of December 31, 2022 and confirmation of its projected cash runway into at least the fourth
quarter of 2024.

A copy of the Company’s corporate presentation is attached hereto as Exhibit 99.1 and is hereby incorporated by reference herein.

The information furnished under Item 2.02 and Item 7.01 of this Current Report on Form 8-K, including Exhibit 99.1, is being furnished and shall not be
deemed to be “filed” for the purposes of Section 18 of the Securities Exchange Act of 1934, as amended (the “Exchange Act”), or incorporated by
reference in any filing under the Securities Act of 1933, as amended, or the Exchange Act, except as shall be expressly set forth by specific reference in
such a filing.

Item 9.01 Financial Statements and Exhibits.
(d) Exhibits:

Exhibit

Number Exhibit Description

99.1 Acrivon Therapeutics, Inc. Presentation

104 Cover Page Interactive Data File (formatted as Inline XBRL).



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.

Acrivon Therapeutics, Inc.

Dated: March 13, 2023 By: /s/ Peter Blume-Jensen

Name: Peter Blume-Jensen, M.D., Ph.D.
Title:  Chief Executive Officer and President
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ACRIVON THERAPEUTICS: DRUG-TAILORED PATIENT SELECTION

AIMING TO OVERCOME THE KEY ATTRITION FACTOR PREVENTING
CLINICALLY ACTIVE DRUGS FROM REACHING MARKET

AP3 Platform

OncoSignature®

- Acrivon's proprietary
proteomics-based predictive
precision medicine platform

- Applied where NGS/genetics
is insufficient and for our
internal pipeline

Our proprietary predictive
drug-tailored biopsy test

Extensively evaluated in
prospective preclinical studies,
including prediction on
blinded pretreatment tumor
biopsies from past trials
resulting in ORR 47% and 58%
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- Clinically active (15-20%
ORR) Phase 2 DNA Damage
Response (DDR) inhibitor
licensed from Eli Lilly & Ce.
Now being developed with
OncoSignature patient
selection for increased ORR
with registrational intent

Mon-Responders

“ ORR=0% |

P AE PO PO PSS ED SD | PO OGO S0 S0 SR S0 G0 G0 PR PR PR PR PR PR MR

- Two co-crystallography- and

AP3-driven preclinical
programs targeting YWEEI
and PKMYTI, proximal and
redundant DDR nodes

Single digit nM inhibitors,
wholly-owned, opportunity
for AP3 patient selection and
pipeline combinations
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ACCOMPLISHED LEADERSHIP TEAM

Peter Blume-jensen, M.D., Ph.D. Rasmus Holm-Jorgensen Erick Gamelin, M.D., Ph.D. Eric Devroe, Ph.D. Kristina Masson, Ph.D.
CEQ, Founder Chief Financial Officer Chief Medical Officer Chief Operating Officer Co-Founder, CEQ, Acrivon AB
EVP Business Operations

s Executive Serono, Merck & Co., = Movo Mordisk Finance and IR +  Professor, CEOQ, large national » Founder and CEQ, Opsonix « Cross-functional Leadership
Daiichi Sankyo * Synmageva pipeline expansion cancer center and hospital * Business executive MD Anderson Merrimack Pharmaceuticals,

= 50 Metamark - Marketed and $9bn sale to Alexion *  Executive Amgen, Plizer, Dynavax, Cancer Center and Metamark MIT/BROAD
prostate proteomic test ProMark®  * Kiniksa founding team, IPO MacroGenics; CHO STEP Pharma  *  EIR Wyss Institute, Harvard + Founder and CEO, OncoSignature AB

* Inventor AP3 pt selection platform and commercial lunch * Led >100 ph |-3 oncology trials * Associate, Flagship Pioneering (acquired by Acrivon Therapeutics)

-
I
i
i | y
John van Duzer, Ph.D. Jeremy Barton, M.D., M.R.C.P. David Proda. Ph.D. Joon Jung, Ph.D. Katie Peterson, CP.AL Michail {Misha) Shipitsin, Ph.D.
VP, CMC Chief Medical Advisor VP, Drug Discovery and Binkigy VP, Heod, Dota Science VP, Finance and Accounting VP, Biomarker Develapment

WPISWP Acetylon, Collegium, « CMO Mirati + VP, Rome Therapeutics, C4 « WPIHead, Theonys, Inc. + Head. Financial Planning and  +  Head clin. biomarkers, Metamark
Eloxx, Mersana, ActivBiotics Therapeutics, Biogen- Therapeutics Cyclerion/lrenwood Analysis Wave Life Sciences, + Scientific lead on marketed,

+ Inventor of HDACIS Idec, Effectar * Previously Synta, Astra- * Previously Merck & Co., Spere Therapeutics, and prostate test, ProMark®
Ricolinostat and Citarinostat * Head Early Oncology Zeneca, Boston Biotech J&), Triad Therapeutics Merrimack Pharmaceuticals  »  Expert digital imaging & clinical
and COX2i Lumiracexib Drug Development Plizer + Multiple recognition awards +  Multiple recognition awards  *  Audit Manager, CPA Ernst & protein biomarker tests

, Young LLP
- ’ " H B Lh ey Eds =
€3 MERCK ﬁ“ﬁ i Dalichi-Sankyo AMGEN  MIRATI apﬁmr Biogen <Shire FoIMetamark. SaEs et EZBROAD "
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ACRIVON THERAPEUTICS AT A GLANCE

Development Site (Boston)

* Drug and clinical biomarker assay development

* Clinical trials
* Market access pending approval

QUR HQ IS LOCATED IN BOSTON -
ACCESS TO LEADING DRUG DISCOVERY,
BIOTECH, AND PHARMA .

Precision-Proteomics Site (Lund/Copenhagen)
* Early pipeline drug programs

* BM identification and drug profiling '.

* Mass spectrometry

2 & &

Peter Blume-lensen Eristing Masson Beiper V. Olsen
CEQ, Presidern, EVP, Bus Ops,  Academic Co-Fourder
CorFounder Site Hebd dad  Nowo-Nordisk Foundation |

Acrivon was founded in early 2018
and is backed by top-tier investors

wiiciuint: ~ SURVEYOR - | pEncepTIve

SANDS a .
capitar [l Pamners 2 ° 2.3 (S

OUR PROTEOMIC HUB 5 LOCATED IN
MEDICOMN WALLEY - NORTHERM EUROPE'S
LEADING LIFE SCIENCE CLUSTER

CorFounder Prgtiim Cnter, Cph,

acorn DA Chione Ltd
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ACRIVON PREDICTIVE PRECISION PROTEOMICS, AP3

.. %f%ﬂ‘

DNA

RNA

Protein

CANCER

Genomic Biomarkers are useful for patient selection in the smaller
subset of cancers (<10%) with single gene driver mutations or known
synthetic lethal context®

CANCER IS CAUSED BY DYSREGULATED PROTEIN ACTIVITY

Proteomic Biomarkers directly measure the disease-driving,
dysregulated proteins and enable an exact match with the drug
mechanism-of-action independent of genetic alterations

(Acrivon meaning: “Exact, Accurate”)

*Oncogenic Kinase Signaling: Blurme-jensen, P. and Hunter, T. Nature (2001)
Synthetic lethality as an engine for cancer drug torget discovery: Huang, A et al. NotRevDrugDisc (2020)

ACRIVON THERAPEUTICS ©



AP3 PLATFORM ADDRESSES HIGH UNMET NEED BEYOND

NGS-BASED PRECISION MEDICINE

Current Precision Oncology Approaches Only Scratching the Surface
T2 unique approvals
51 drugs
31 genomic indications
I8 cancer types

I*t Gen Precision Oncology

Currently Unaddressed

95% of patients are currently unaddressed by
traditional genetics-based precision oncology

Sourcet: Comgany Filingl, ACS, CDC, ML), Wil Street Redsarch

B

Acrivon Positioned to Increase Precision Oncology Market Size

Precision Oncology 1.0

X Harceptin H gleevec
Approved indications: Approved indications:
HER2+ Breast Cancer CML (BCR-AEL)
HERZ+ Gastric Cancar P+ ALL

CRE (ROSI, ALK)
KINNATE &

Biadder (FGFRY) Ctass Il ] BRAF Selid Tumers (NRGI)
b ainerateons MA

Precision Oncology 2.0
e =< agos ignyta
Solid Tumers [NTRE)) 1DH rstation in AML BECLC (MTRE) and INSCLE (KAAS GI2C)
P

Predictive Precision Proteomics

Acrivon

Therapeutics

Aiming to make targeted therapeutic solutions
available to broader group of cancer patients

ACRIVON THERAPEUTICS



AP3 PLATFORM: DRUG RESPONSE PREDICTION IN INDIVIDUAL PATIENTS

PROPRIETARY 3-5TEP WORKFLOW INTEGRATING PROVEN TECHNOLOGIES

THERAPEUTIC PACKAGE PATIENT RESPOMDERS

Acrivon drug with predictive BM assay Optimal indicasions and combinations

Drug OncoSignature®

Predicted Predicted
Mon-responder  Responder

AP DRUG PROFILING B
HIGH RES PROTECHICS BY M5 e ™ BM
= > P ) 'n‘ ‘ n‘
| - Mo benefit  Benefic
. OncoSignature® CLASS 3
- . BM
CLIMICAL SIGMATURE ASSAY PROSPECTIVE RESPONSE PREDICTION
OM PRETREATMENT BIOPSY
g BOMARKERS

Patients without biomarkers critical

BIOMARKER IDEMTIFICATION

CLASS |
BM

BIOMARKER VALDATION for drug sensitivity efficiently excluded

CERL LINES. PO, HIUMAN TESUL

Biomarker Panels Tador Specific Therapeutics for Indvidualized Ti
* istered Trodemark: US Reg. No. 5, T18.472; int. 1. 5, 42.

5" EP 2 229 585, ssued june 10, 2015;
log. 1382789

ACRIVON THERAPEUTICS



B ACRIVON PIPELINE

AP I D D

Single-Arm Trials Based on OncoSignature Prediction

Platinum-Resistant
st LDG Combination

Endometal Cancer ACR-368 Monotherapy » Initial Clinical Readouts in

Combinati Second Half 2023
ACR-368 1Be I
(CHKI/CHK2) ACR-368 Monotherapy
Bladder Cancer _>
LDG Combination

Staggered Development Under Same Master Protocol Trial Design

HPFY* SCC (anal, H&N ACR-368 Monotherapy i3

and cervical cancer) LDG Combination Option to Initate in 2023

» INC-enabling studies
in 2023
PKMYTI Inhibitor > INU—e?:bll:Jn;;;mdies

Motes

ACR-368 Monotherapy *  Registrational intent Phase 2 single arm trials based on predicted sensitivity to ACR-368 monotherapy in OncoSignature-positive patients
LDG Combination Exploratory Phase |b/2 single arm trials of ACR-368 in combination with low dose gemcitabine, or LDG, in OncaSignature-negative patients

o3
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. ACR-368: A CLINICALLY ACTIVE PHASE 2 CHK /2 INHIBITOR

* ATP-competitive inhibitor of CHKI (0.9 nM) and CHK2 (8 nM) ‘o i N N
* Good ADME properties, minimal drug-drug interaction (DDI) potential g N/["j/
* Discovered by Array Biopharma, acquired by Eli Lilly & Company RN,

N

* CoM patent exp. Oct.,, 2030; Salt-form exp. Apr., 2037

ACR-36B (MW): 3654

M G,

Defective G1/S G /5-defective cancers
. Cancer L Checkpoi rely on CHK |-regulated
G2/M Checkpoint a8 Cell CYcle eckpoint cell cycle checkpoints
S Checkpoint

_cHKI |

Durable monotherapy activity: Platinum-resistant ovarian and squamous cell cancers (Anal and H&N)
« Large safety database, favorable safety profile: >1,000 patients treated (~50% mono, ~50% in combination)

CHKI pauses cell cycle to
enable DNA repair

Ideal for AP3 method: Proven clinical activity, but requires patient responder identification to achieve sufficient ORR

9 ACRIVON THERAPEUTICS (%



. CLINICAL OVERVIEW OF ACR-368 MONOTHERAPY (PAST DATA)

HGSOC* (BRCA wild type, primarily Phase 2 single center =10 months™ Lee et al, Lancet
platinum-resistant) (NCIy Oncology, 2018
HGSOC (BRCA wild type and mutant;  Phase 2 multi-center 12.1% (platinum-resistant) 5.6 months Konstantinopoulos
platinum-resistant and refractory) (Lilly) et al; Gynec.

Oncaol.: 2022
Squamous cell cancer (anal cancer, Phase |b multi-center 9% HPV+ H&N 7 months (HPV+ H&N)  Hong et al, CCR,
head & neck cancer [H&N]) (Lilly) 15% anal cancer 12 months anal cancer 2018

Dosing and Administration
* IV ql4d (RP2D = 105 mg/m?)

Safety summary
* Acceptable safety profile in >1,000 patients
- No clinical or regulatory holds imposed across all clinical studies to date
* Primary adverse events 2 grade 3 were hematological (manageable neutropenia and thrombocytopenia)
+ Limited 2 grade 3 non-hematological toxicities (7% for all AEs)
* Drug-related discontinuations <I-2%

*High grade serous ovarian cancer; *Updated post-publication; * Overall response rate; *Duration of Response

10 ACRIVON THERAPEUTICS



. PAST PHASE 2 TRIALS IN HIGH GRADE SEROUS OVARIAN CANCER

NCI single-center Phase 2 study (N=28) Lilly-sponsored multi-center (46 center, 8 country) Phase 2 study (N=169

* Heavily pre-treated patients; median 5 prior lines * Alllines of prior therapy, BRCA wt and mt, incl. prior PARPi
* Pretreatment tumor biopsies mandated * Pretreatment tumor biopsies mandated
RESULTS RESULTS
*  ORR 29%; mDoR =10 menths (post-publication) *  ORR 12.1% (excl. unconfirmed); mDoR =5.6 months
* No genetic correlation with p53™*, DDR™", or CCNEI * No correlation with genetic alterations
1%

L BB RN H 0 N COHORT DESCRIPTION PERCENT CONFIRMED ORR

Best response (95% CL)

L (M = 24 evaluable patients) Cohort 1 (53] Plat resistant BRCA wt; 23 lines of 11.3 (4.3 to 23.0)
% - — prior therapy

0 - — Cohort 2 (46) Plat resistant BRCA wt; < 3 lines of 13.0 (4.9t0 26.3)
! =R S
2 s Plat resistant BRCA mt, any line of 12.2 (4.1t0 26.2)
2 + oy therapy (must include prior PARPI )

] Plat refractory, any BRCA, any line of 6.9 (0.8 to 22.8)

Cohort 4 (29)
® Pt tinrsenitive ™ Pltiurm-resistant ™ Platiumoredvactory 56l on stsdy therapy

Lee et al; Lancet Oncology: 2018 Konstantinopeulos et al;, Gynec. Oncol.: 2022

v Past trials suggest unenriched all-comer ORR in HGS ovarian cancer is ~15-20%
v" Durable clinical activity in most responders

¥" No predictive biomarkers identified, need for alternative biomarker approach (ideal for AP3)

ACRIVON THERAPEUTICS




. DEVELOPMENT OF AP3-BASED PATIENT SELECTION ONCOSIGNATURE® TESTS

Quantitative mapping

r Inicial
|.-_?\ tiomarker
! — candidutes

P-protecmics

=20,000 p-sites;
25% drug-related

Pathway visualization
and reconstitution

Literature and
database mining

Cellular MOA

Dose response,

knockdowns, drug
combinations

Technical Validation
(Intended use tissue)

EM antibody validation
by quantitative IF on
huran and POX
samples

H

~3
=

|lI|I|||.I;l ‘ l.

Functional Validation
(Intended use tissue)
( Human cancer screening;
1D of drug-sensitive
CANCETs and proportions
of responders

f Final \

OncoSignature® if ;
Assay

Prediction of drug

sensitivity in cancer cell
lines and PDX modeds

I, =

Patient responder
prediction on pre-
treatmnent timor biopsies

N
=

ACRIVON THERAPEUTICS (%



ONCOSIGNATURE® TESTS: USAGE IN THE CLINIC

Pretreatment
tumor biopsy

\f/ ‘-‘fk'\“/

Biopsy in Automated twmor
FFPE Region-of-Interest
block bicmarker scoring

OncoSignature® test

Pretreatment tumor biopsy test

Compatible with 5 business days turn-around
Offered by CDx partner under exclusive
license from Acrivon

Treatment decision
based on patient

stratification
Predicted Predicted

Responder  Non-responder

;@

ACRIVON THERAPEUTICS




CONSISTENT ACR-368 ONCOSIGNATURE® PERFORMANCE

ACROSS PRECLINICAL

STUDIES

Prediction of the fraction of human tumors sensitive to
single agent ACR-368

o Selection rate 30-40% across lead indications

Identification of additional human tumor types predicted

sensitive to single agent ACR-368
o Endometrial and bladder cancer

Prediction of treatment outcome in human PDX models
o ORR enrichment to = 55%; AUC of 0.88 and 0.9

Two separate, prospectively designed, blinded studies of
biopsies from past Phase 2 trials with ACR-368 in patients

with platinum-resistant ovarian cancer
o ORR enrichment to 47% (NCI) and 58% (Lilly multi-center)

ACRIVON THERAPEUTICS ©



BIOMARKER QUANTITATION ACROSS HUMAN CA

Class 2 BM Class 3 BM

Class | BM

ACR-368 ONCOSIGNATURE® PREDICTION OF DRUG SENSITIVITY:

NCER PATIENT SAMPLES

Patient
High

Fosd 1267

FowDE0332
Fenda1 369

Predicted Responder
Patient with drug target dependency

FowiE0302
Fona0067
Fow 100003
FowS0 0
Fow050139
Fowa1138

0.11

Class | BM Class 2 BM Class 3 BM

Fow60152
FovB30062
FouiE0133
FonS06EE
FonDE0371
Fon0a04a?
Fou0 L0706

034
0,14

Fow020386

Fon0S0 734

FovOa0E 12 [FE]

FonS0659

FouiDi0 1593

Fev0B02 L0

Patient

PS040

Low

FonD40E55

Predicted Non-Responder

Patient with no drug target dependency efficiently excluded

FovOS0E16

Fos10252

ACRIVON THERAPEUTICS



BIOPSY STUDY |: SUBSTANTIAL RESPONSE AND PFS BENEFIT IN
PREDICTED RESPONDERS (BLINDED, PROSPECTIVELY DESIGNED STUDY)
*  Awailable pretreatment tumor biopsies from past phase 2 trials at NCI with ACR-368 in platinum-resistant ovarian cancer were obtained

*  OncoSignature ® scores were generated blinded to treatment outcome at Acrivon and analyzed by 37 party biostatistician in prospectively
designed study

OncoSignaturs Prediction: OncoSignature Prediction: PR I ——
Mon-Responders Responders - ]
12 oy 1
FR I —
0.9 PR
5D I
R -

06 f;l: ————— Predicted Responders mPFS
- FR I mPFS = 7.9 months da
¥ S0 I Al Predicted R
; 0.3 50 me— i All Predic
€ SD ] c
E in PR

0.0 - [ — FD ! mPFS in R
t - l . I I : i n
5 S0 I
E (0.3} A RBLELRN. Ssg ]

F — &
SD Predicted Non-Responders

(0.6} :g | mPFS = 2.2 months

ORR = 0% ORR =47% —
FD N
o5 PD mm : MPFSinNR
" POSDPDPDPDSDSDSD | PO SO SO S0 SO SO SO SD PR PR PR PR PR PR PR 0 10 200 100 400 500 £00 700
Duration (days)

Result: ORR ~47%; mPFS = 7.9 months
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TWO ADDITIONAL HIGH UNMET NEED SOLID CANCERS PREDICTED
ACR-368-SENSITIVE THROUGH HUMAN TUMOR SAMPLE SCREENING

HGS Ovarian Sq. NSCLC Bladder cancer Endometrial cancer

OncoSignat itive = 30% OncoSignatu itive = 0%
(ORR in p'fﬂ“;':s"ﬁ‘,,‘fmd 29%) (ORR in m’:‘t"t‘:d“';m OncoSignature-positive = 30-50% OncoSignature-positive = 30-40%

ACRIVON THERAPEUTICS




. TWO ATTRACTIVE ACR-368-SENSITIVE CANCER TYPES IDENTIFIED

Bladder cancer patient samples Endometrial patient samples
Patient | LOWY Patient 2 HIGH Patient | LOW Patient 2 HIGH

o -- - -

Class 2 BM X \ 4
E P £ :
o --

Predicted Predicted Predicted Predicted
Mon-Responders Responders MNon-Responders Responders

ACR-368 OncoSignature screening of human cancer samples

ACRIVON THERAPEUTICS ()




A SUBSET OF ENDOMETRIAL AND BLADDER PDX MODELS ARE HIGHLY
SENSITIVE TO ACR-368

Bladder PDX Endometrial PDX
= B BLOOI = BLOO2 Endo | e Endo 2
% ' %-w f.m § ACR-368-sensitive
P . i P / responders
' = o i m"'“."' . e PDX-L PDX-H
= = Endo 3 = Endo 4
i i.. § § e BMI
§ § § o : ,/r/
E g e i P = A o o
¥ T DI:I, a ] L u’:, "

== Endo § Endo & BM2

o

= BLOOS = Endo 7 Endo &

B F

£ £

- A 2

§ '__."Q%V %

- = Predicted Predl:ted
N =)

Turraze Wodume (am)
Tisrase Vst (evnd)
5 2
¥
%
e
S
o
Cubaz Mileneitr
- E
|
g. 4
L
thnnm

BM3

Tumor Yolsre (mmi)
- ik

Tumnasr Voskeret (el
.5 EEE
&
"

" Non-Responders Responders
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AP3 UNCOVERS ACTIONABLE ACR-368 RESISTANCE MECHANISMS
UNBIASED AND INDEPENDENT OF GENETIC INFORMATION

T-test significant
Proteins, FDR<0.05

Unsupervised
Hierarchical

@

GI/S CELL CYCLE

CCNDY

Downregulated in ACR-
368 Resistant Cells

-

DMNA DAMAGE REPAIR

B Upregulated in
ACR-368 Resistant Cells

Data suggest that gemcitabine might be a rational combination to overcome DDR suppression

20 ACRIVON THERAPEUTICS



. LDG SENSITIZES

OVARIAN CANCER CELL LINES TO ACR-368

Ovarian-Parental Ovarian-Resistant Gemcitabine alone
150+ o 150+ - HhoGem 18
& .53 nk Gem & 053 nM Gem W CVTARIF
§ ~ . a- 2.7 M Gaen g - 2.7 riM Gem i . OVEARIR
i . H e . 1 |

2 00l :\‘ im-*.‘ L i ,m_:‘\'\g

Y ! | g @
E \.___ b propmr-pi ] Preauartib Al TG i \i""'-—_ FOL 8
£ ¥ '\\ +O5H M Gem: 1.7 aM £ ! 203 ke M 5 Bt
g w0d? « 1T AM Gom: 1.2 Ak E - + 1.7 00 G ik -1 R § 8 g
: N 3 i X 3
3 a & " . ] L | 4 a
* R = S #

T T 1 . . 1 a8 H H b
ET F] 5 4 A0 H H - -
ACR-368 Log10 (M) ACR-368 Logl0 (M) Gemeitabine Log10 (M)
Biiss synengy score: 14.82 Bliss synergy score: 35.125
" - @8 W o4 m ® ®w o w mry ® - [S———
Bliss Synergy score:
o < 10: Drugi i likieky and

o -10ta 10; Drug interaction i likely additive
o =10 Drisg nteraction is lkely synergistic
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. ACR-368 PHASE 2 CLINICAL TRIAL HAS BEEN INITIATED

ARM | OncoSignature Positive
Monotherap

Phase 2 Simon 2-Stage
Stage |
(M= 13 per cohort)
ACR-J68 monocheropy | 103 mglm')

—

Stage 2

(M= 48 per cohort)

3 Cohorts:
Owarian, Endometrial, Bladder

Subject Selection on Fresh Tumor
Biopsy (512 weeks)

ACR-388 (105 i) + LOG (dose
ascalation]

—

Phase 2 Exploratory Study

(M= 13 per cohort)

ACR-388 {105 mgine’) + LDG ot RPZD

Wheriven

Press Release

Acrivon Therapeutics Receives FDA Clearance for Innovative
Phase 2 Trial to Treat Ovarian, Endometrial and Urothelial

Cancer Patients Based on Predicted Sensitivity to ACR-368

A W, o i, o 13, L

ACRIVON THERAPEUTICS ©




. INTERNAL PIPELINE: WEEI AND PKMYTI - LEVERAGING AP3

Rationale
*  Complement to in-licensing, leveraging our AP3 patient selection platform for high clinical POS
»  Potential within DDR drug target class to pursue combinations (ACR-368, WEE li, and PKMYT i)

Approach:

*  Targets with promising clinical activity or strong rationale and no obvious patient selection path (DDR)

*  Expert crystallography/Med Chem CRO; privileged access to world's brightest synchrotron MAX IV in Lund

*  Structure-based drug design and SAR guided by Target Product Profile, AP3 profiling, and parallel FTO analysis

Progress:

*  High resolution co-crystals generated, drug target engagement imaging assays established, single digit n™M candidate
lead series identified and profiled by our AP3 approach

Cpedl M) 1 [D50)

PKMYTI co-erystals WEE| co-crystallized with Ref. Cpd Primary target engagement assays

23 ACRIVON THERAPEUTICS (/.



. WEEI PROGRAM: IDEAL FOR THE AP3 PLATFORM

WEE|I is a mitotic cell cycle regulatory kinase; inhibition propagates genomic instability by premature
DNA replication and cell cycle progression, resulting in mitotic catastrophe.

*  Strong preclinical data and emerging clinical data:
—  AZDI775/MKI1775/adavosertib (AstraZeneca)

— Debic0123 (Debiopharm)
—  ZN-c3 (Zentalis Pharmaceuticals)

v" Clinical activity
v" Correlation with genetic alterations insufficient for responder identification

v Competitors have no obvious patient selection path
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. STRUCTURE- AND AP3-GUIDED
WEEI| and PKMYTI programs

Lead optimization ongoing in several prioritized series
based on high resolution co-crystals (WEEI:2.1-2.6 A;
PKMYTI: 1.65-2.1 A)

*  Potent target inhibition (1C;,<10 nM)

*  Confirmed target engagement in cells

*  Novel structural series (FTO analyses)

*  Kinase selectivity (IVKA and AP3 profiling)
= PK studies ongoing

- —

DRUG DESIGN

High throughput AP3 profiling

WWEEI IC50 = 4.6 nM PKMYTI IC50 = 2.4 nM
4 !
X S

Global analysis Pairwise analysis
= 10 k p-sites. ANOVA, HA, FDR=0.05 Volcanoplot, FOR=0.05

- e

Lo

-

PEMYTI IC50 = 10 nM PEMYTI co-crystallized with a candidate compound

25

Leveraging AP3 for biologically relevant selectivity profiling
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IP

+ Mol for ACR-368 OncoSignature® (filed)
+ CoM & Mol on all programs

Team-building
* Key positions to support growth

Optionality and value

* NDAs and Commercial Launch pending results
* Pipeline expansion

* Co-development deals/in-licensing

®© O

IPO

ACRIVON CORPORATE PRIORITIES

Clinical

+ Advance phase 2 trials in multiple solid tumor
indications with OncoSignature® patient selection

A CMC
I”':E‘ + DS and DP CMC for confirmatory trials
| S

=

AP3 platform and pipeline

* Preclinical programs into IND-enabling phase
* OncoSignature® tests for Acrivon programs and
potential co-development partnerships
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. AP3: BROAD APPLICABILITY AND UNTAPPED POTENTIAL

DELIVERABLES
¢ S} & Al =
RS

Patient responder Indication Rational drug Resistance Pharmacodynamic (PD)

identification finding combinations mechanisms biomarkers

AP3
High resolution

Patient selection for p-proteomic data enabling: Patient selection for novel Continued in-licensing
broadly applicable drugs druggable drivers, drug MOA, targets and drugs {active drugs, no patient
(CDK4/6, K-RAS, ADCs) rational drug combinations (CRISPR, degraders, epigenetic) selection path)

(known and new targets)

0) ¢ a =
b & &8 =

APPLICATIONS
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FINANCIAL HIGHLIGHTS

Cash and marketable securities Projected runway at least into Fully Diluted Shares Outstanding

$169.6M Q424 27.0M

Balance sheet Current operating plan with no Shares and equity grants

31-December-1022 additional financing outstanding 31-December-2022

Unaudited.
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TEAM HAS PIONEERED OUTCOME-PREDICTIVE
QUANTITATIVE PROTEOMIC MULTIPLEX IN SITU TEST

Prostate cancer 8-marker biopsy test developed and launched by Founding team

Raw Image Epithelium Classified RO Malignaing Epichafium

< - . D

Miuclei Classified

Protein Current

Ideal test multiplex CDx
in situ test | tests

Quantitative and automated J (v)
AOH 2: Subs-cellular Validated Abs and reagents v ()

G.BM 3 Aralysia FBM 1 Analysis E BM | Anabyiis Tumae Comparument

Drug target and pathway v
activation context
Biomarkers measured in
relevant region on tumor v
biopsy
Imaging algorithm (tissue v
pattern)
+  ProMark®: Harketed.'au'torn'ated in situ proteomic tesif fm" P e —
human outcome prediction included under NCCN guidelines heterogeneity v
+ Founding team: Has pioneered p-proteamics and quantitative . .
multiplex imaging including double-blinded clinical validation*® E;i‘:jb;tei'::'”“d’ AL v ()

*Blume-Jensen et al: Develepment and clinical validation of an in sitw biopsy-based multimarker assay for risk
stratification in prostate cancer. Clinical Cancer Research (2015)
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SIGNATURE :
MARKETED, OUTCOME-PREDICTIVE MULTIPLEX CANCER
TEST

Biology of Human Tumors Clinical

Cancer
Research

Development and Clinical Validation of an /n Situ
Biopsy-Based Multimarker Assay for Risk Gl
Stratification in Prostate Cancer

Peter Blume-Jensen', David M. Berman?, David L. Rimm?, Michail Shipitsin', Mathew Putzi?,
Thomas P. Nifong', Clayton Small', Sibgat Choudhury', Teresa Capela', Louis Coupal®,
Christina Ernst’, Aeron Hurley', Alex Kaprelyants', Hua Chang', Eldar Giladi', Julie Nardone',
James Dunyak', Massimo Loda®, Eric A. Klein’, Cristina Magi-Galluzzi®, Mathieu Latour®,
Jonathan |I. Epstein'®, Philip Kantoff®, and Fred Saad®

* Third-party blinded clinical validation, bioinformatic analysis (U. Montreal)

* Validation of locked ProMark™ test on single institution biopsy cases (N=274)

* Secondary validation on multi-center biopsy cohort (N=359) for clinical use indication
* Marketed test included under NCCN Guidelines and Medicare coverage
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. PIONEERING PHOSPHO-PROTEOMICS STUDY IDENTIFIES
NOVEL PI3’K PATHWAY INHIBITOR BIOMARKERS

Science RESEARCH ARTICLE
Translational
Medi(‘i]]e CAMNCER DRUG DEVELOPMENT

A'ArAs| Pathway-Based Identification of Biomarkers for

. Targeted Therapeutics: Personalized Oncology
Sci Transl Med
2?1_;2'};010} with PI3K Pathway Inhibitors

Jannik N. Andersen,'* Sriram Sathyanarayanan,’* Alessandra Di Bacco,’ An Chi," Theresa Zhang,'
Albert H. Chen,’ Brian Dolinski,’ Manfred Kraus,” Brian Roberts,’ William Arthur,?

Rich A. Klinghoffer,'! Diana Gargano,’ Lixia Li," Igor Feldman,' Bethany Lynch,' John Rush,”
Ronald €. Hendrickson,"® Peter Blume-Jensen,"®' Cloud P. Paweletz'

Editorial Highlights:
VOLUME 28 NUMBER 10 OCTOBER 2010 NATURE BIOTECHNOLDGY TOWARD CUSTOMIZING TUMOR
Tracing cancer networks with Bhanas Iﬁgﬂﬂ?ﬂ P
phosphoproteomlcs increasingly global, cells are now seen
David B Solit & Ingo K Mellinghelf as mmpl_ex n!ahNO!‘riS of interacting and
A mass-spectrometry approach for identifying downstream events in cancer |ntersect|ng s!gnallng pﬂthways rather
signaling pathways may help to tailor therapies to individual patients. than a collection of regulated genes.

Nature Reviews Cancer | AOP, published online 19 August 2010; doi:10.1038/nrc 2922
12 2010 Nature America, Inc. All rights reserved.

A discovery strategy for novel cancer
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. OLSEN LAB-EXAMPLES OF DEEP PROTEOMICS DRUG PROFILING

Cell Systems (2017)

Science Signaling (2018)
Deepest proteome resolution of a human cell to date

ALK-i : LDK378, TAEGS4, crizotinib, lorlatinib.

BEMNCH SHGRALING | 1SRRI BT

—
Integratied proximal proteomics reveals IRS2
a4 a determinant of oell urvival in
ALK-driven newroblastoma

Bty B i s B P B b b s By
s s B i Frstes” o ™ (S B et e ¥ e~

Cell Reports (2018)
SHP2-i: SHPOS9 -allosteric inhibitor.

Cell (2019)
Functional mapping of differential signaling by RPTK mutants

Nature Communications (2020)
Highest throughput, sensitivity, and scalability to date
ARTICLE

Rapid and site-specific deep phosphoproteome
profiling by data-independent acquisition
without the need for spectral libraries

D . ey e B! s g | s s 2 et
Vo G | o D Wi ko S 5. e ¥, i ™

Nature Communications (2021)
Subcellular compartmental proteomics

BT Mot
[~ ————— — — B
Spatial-proteomics reveals phosgho-signaling
dynamics at subcellular resolution

Nature Communications (2021)
Clinically actionable resistance mechanisms
AR Y r—
— - — . N
Proteamics of resistance to Notchl inhibition in
acute lymphoblastic leukemia reveals targetable
kinase signatures
::-:,:-._ A e 7 s e’ Ba Wb W0 Wt )

Cell Reports (2017)
CHEL-i: SCHA007 76, ATM-i: KU55933
Global

ore kinase pathway inhibitors (>45)
- =1

OMGOING (MULTICENTER): Profiling of DDR and ¢
e =]

e [y
)
Fo ot
= .
& op L] —
% . *
Oes | —gw M h
ag = . -
.
-8 .
-
]
PO 4515
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[
ADVISORS AND COLLABORATORS
SAB

George Demerri, M.D.,
FACP, FASCO, FAACR

Professor, Harvard Med,
School, Dir, Dana-Farber

David Berman, M.D., Ph.D.

Professor, Director,
Queen's Cancer Res, Inst.,
Ontario Canada

Raobert Abraham, Ph.D.

EVP, Head Cancer Biology,
Odyssey Therapeutics

Timothy Yap, MB.BS.,
Ph.D., FR.CP.

Associate Prof,, MD
Anderson Cancer Center,
Medical Director, Inst. for

Adj. Prof., Burnham Inst.

Cancer Institute 8& Ludwig
Center, Boston

+ Leader in Precision Oncology
* Key contributor to

development and rapid
approvals of Glesver, Sutent,
Stivarga, Zelboraf, Votrient,
and Yondelis

Adj. Prof. UCSD

Expert in signal transduction-
based R&ED

Previously SVP and WWW Head,
Oncology R&D, Plizer

WP, Oncology Res., Wyeth
Professor, Burnham Institute
Professor, Duke University

Applied Cancer Science

* Expert on DDR accelerated
climical development and
predictive biomarkers

* Previously oncologist Royal
Marsden, Lendon and Inst.
Cancer Res, London

* Lead/P.l. on numercus DDR
rrials

GU Pathologist; bladder cancer
expert

Expert on protein biomarkers

and quantitative tissue imaging
Academic lead on ProMark®

Jesper V. Olsen, Ph.D.
Academic Co-Founder

Professor, Movo-Mordisk
Foundation Protein
Center, Cph, University

e

=

* Recognized pioneer and
leading authority in
phosphoproteomics and
protecmic systems analyses

+ Top 0.1% most cited scientist
in protein sciences

Jung-Min Lee, M.D.
NCI Collaboratar

Investigator, Lasker
Clinical Research
Scholar, NCI

* Expert on women's cancers and
DMA damage response (DDR)

* Lead and co-Pl on numerous
HGSOC &TMNBC trials

* Lead Pl on ACR-368 platinum-
resistant ovarian trials
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NATIONAL CANCER INSTITUTE (NCI) TRIAL IN

OVARIAN CANCER

HIGH GRADE SEROUS

* Single-arm, Phase 2 POC study (Dr. Jung-Min Lee) 100
*  N=28 (2| platinum resistant, & sensitive, | refractory) " Best response )
* Heavily pre-treated; median of 5 prior systemic therapies & (N =24 evaluable parients)
* Pretreatment biopsies mandated Y e
’ S  —mEEEE
RESUI[S] E .................................................. e
* 8PRin 28 intent to treat (ITT) patients (ORR 29%) g 0 .
»= 6PRin 2| platinum-resistant patients (ORR 29%) L. e
* No correlation with p53¥ DDR*, or CCNEI| gene expression — o St e Plaorad * Sl on sty
ANAUIT-SENSItvE DLM-Tes FTant. TINNT - eiraCnory on

s~ SudylD 1 14 % 48 7@ 5K BBRBDEBITMLN T LD

= NUMN'O;PNOW
[ PFS(months) 20 20 20 20 10 95 20 20 B0 40 B5 10 160 40 75 100 12035 90 75 90 135125145
———————— Ko< I T U T T T I T O O A O
= - pca - A T T T T T T I O O O
E————— il
Coe -mDoR >10 months* in -1 -« N N N T T T T T T T O Y I A O
— platinum-resistant patients CENE| proten 1 1 11 11 111 111
I aver ssion®
—— Bpgsive  WiNegative ™ Amplification ™ Copy number gain ™ Upregulation
—
- Lee et af; Lancet Oncology: 2018
o 1 1 3 4 5 & 7 B ¥ (L L A N E A L L

{months)

(I Pigsi i Refra — on ! .. . 0 . .
el - it diastalll Durable clinical activity in most responders (ideal for AP3)
*Lpeiee pen-publigatzon

w
(1
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. MULTICENTER CLINICAL TRIAL IN ADVANCED HIGH GRADE
SEROUS OVARIAN CANCER
Study design (Lilly-sponsored)

* Multi-center (46 centers, 8 countries), Ph. 2 (N =169)
* Pretreatment biopsies mandated

LSRN COHORT DESCRIPTION PERCENT CONFIRMED ORR  DURATION OF RESPONSE OVERALL SURVIVAL (0S) IN

(95 % C.1.) (DOR) IN MONTHS MONTHS (95 % C.I.)
(95 % C.L)

Cohort 1 (53) Plat resistant BRCA wt 23 lines of prior 11.3 (4.3 to 23.0) 8.57 (5.55 to NA) 13.04 (7.46 to 19.25)
therapy

Cohort 2 (46) Plat resistant BRCA wt < 3 lines of prior 13.0 (4.9 to 26.3) 3.84 (2.79 to NA) 14.32 (11.76 to 16.46)
therapy

Cohort 3 (41) Plat resistant BRCA mt, any line of therapy 12.2 (4.1 to 26.2) 5.55 (3.65 to 9.36) 11.14 (7.23 to 16.43)
(must include prior PARPI )

Cohort 4 (29) Plat refractory, any BRCA , any line of therapy 6.9 (0.8 t0 22.8) 5.31 (5.06 to NA) 8.18(6.18 t0 11.93)

Konstantinopoulas et ol; Gynec. Oneol: 2022

Target indication: platinum resistant ovarian cancer (cohorts 1-3, N = 140)

Observed clinical activity in cohorts 1-3:
o ORR = [2.1%; DoR = 5.6 months; OS = | 1.9 months

Past trials suggest unenriched all-comer ORR in HGS ovarian cancer is ~15-20%
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. SINGLE AGENT CLINICAL ACTIVITY IN OTHER TUMOR TYPES

ACR-368 activity in other heavily pretreated tumor types (primarily squamous cell cancer SCC):
* 15% ORR in Anal (N = 26),incl. | CR;mDoR = 12 mths*

. 19% ORR in HPV+ H&N (N=16); 5% ORR in all-comer H&N (N = 57); mDoR = 7 mths
* (5% ORR plat-sensitive SCLC (N =58); mDoR = 5 mths)

200

180

[15]

. JTJA: Phli S

120 B Complete Response
g 100 Partial Response
E - B Smble Disease
'g & | Progressive Disease
L]
E =
5 0 _—
b
E (20} NARNR _
g um

[20]

o Hong et al; CCR: 2018

{10}

*ACR-368 Orphan Drug Designation for Anal Cancer transferred to Acrivon
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. AP3 PHOSPHOPROTEOMICS PROOF-OF-CONCEPT STUDY

Cell Reports

Phosphoproteomics of primary AML patient samples
reveals rationale for AKT combination therapy and
p53 context to overcome selinexor resistance

Graphical abstract Authors

Kristina B. Emdal, Nicolas Palacio-Escat,
Caroline Wigerup, .., Kristina Masson,
Peter Blume-Jensen, Jesper V. Qlsen

Cormrespondence
pub.saez@uni-heidelberg.de (J.5.-R.),
kmasson@acrivon.com (K.M.),
pblumejensen@acrivon.com (P.B.-J.),
jesper.olsen@cpr.ku.dk (J.V.0.)

In brief

Emdal et al. combine
phosphoprotecmics of samples from
patients with AML and functional
phosphoesite scoring to uncover clinically

actionable molecular context for
8 ::A = .- selinexor efficacy. Sensitivity to selinexor
- & e oy correlates with functional p53 and is
My ovintenta TYE s /| enhanced with nutlin-3a, while resistance

is associated with dysregulated AKT-
FOXO3 signaling and overcome by

combining with MK-2208.

Using spatial phosphoproteomics
developed in co-founder Jesper
Olsen’s lab (Nat. Commun., 2021)
Acrivon’s AP3 platform uncovers
single agent sensitivity and
rational drug combination for
treatment with Selinexor, a
selective inhibitor of nuclear
export, in patients with AML

Cell Reports, August 9, 2022
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. ELI LILLY ACR-368 HIGH LEVEL LICENSE TERMS

* In-licensing completed 27 January 2021
-  WW exclusive rights with rights to sub-license
— $5M up front and low single digit percentage equity subject to ordinary dilution going forward

— Aggregate development and commercial milestone payments of up to $168M, of which $5M is due

prior to NDA

— Tiered percentage royalty on annual net sales ranging from low single-digit up to a maximum of 10%

subject to certain specified reductions
— Drug product as well as drug substance sufficient to treat several hundred patients

— Limited right of first negotiation expiring 45 days upon completion of certain clinical milestones

()
s}
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HPV-POSITIVE CANCERS: STRONG RATIONALE AND
INCREASING POTENTIAL MARKET OPPORTUNITY

. Significant upregulation and tumor dependency on DDR in HPV+ cancers
—  Strong preclinical evidence demonstrating activation of Chk| and Chk2
—  Durable activity of ACR-368 in in HPV-positive SCCHN and anal cancer

. Oral and Oropharyngeal cancer: 54,000 new cases/year: 50 to 70% HPV+ (SEER 2022)
— 7,500 new cases of HPV-associated diagnosed in women and about 19,200 diagnosed
in men each year
—  2.7% annual increase in oropharyngeal cancer incidence among men

. Cervico-vaginal cancers: 90% HPV-related (CDC 2022)
—  Cervical cancer: 14,100 new cases per year
—  Vulvar cancer: 5,580 new cases
—  Vaginal cancer: 1,370 new cases

. Anal cancer 9,090 new cases (6,070 in women and 3,020 in men): 95% HPV-related (SEER 2022)
— 3% annual increase

Total: 39,000 HPV-associated oropharyngeal, cervical, and anal cancers diagnosed annually, including 23,000 (59%) among
females and 15,793 (41%) among males (CDC 2022)
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