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Disclaimer

This presentation contains “forward-looking statements” within the meaning of the Private Securities Litigation Reform Act of 1995, as amended, including statements
regarding HOOKIPA’s expectation about any or all of the following: (i) the success, cost and timing of HOOKIPA’s product development activities and clinical trials; (ii) the
timing, scope or likelihood of regulatory filings and approvals, including accelerated approval of HB-200 by the U.S. Food and Drug Administration, and final U.S. Food and
Drug Administration, European Medicines Agency or other foreign regulatory authority approval of HOOKIPA'’s current and future product candidates; (iii) HOOKIPA'’s ability
to develop and advance its current product candidates and programs into, and successfully complete, clinical trials including for HB-200; (iv) the potential of HOOKIPA’s
arenavirus platform to treat additional HPV16+ tumors and its applicability to additional antigens and (v) the timing of patient enrollment in clinical trials and the availability of
data therefrom. Forward-looking statements can be identified by terms such as “believes,” “expects,” “plans,” “potential,” “would,” “will” or similar expressions and the
negative of those terms. HOOKIPA has based these forward-looking statements on its current expectations and projections about future events and financial trends that it
believes may affect its business, financial condition and results of operations. Although HOOKIPA believes that such statements are based on reasonable assumptions,
forward-looking statements are neither promises nor guarantees and they are necessarily subject to a high degree of uncertainty and risk. Because forward-looking
statements are inherently subject to risks and uncertainties, some of which cannot be predicted or quantified and some of which are beyond HOOKIPA'’s control, you should
not rely on these forward-looking statements as predictions of future events. These risks and uncertainties include, among others: outcomes of HOOKIPA’s planned and
ongoing clinical trials and preclinical studies may not be favorable or may not be predictive of future results in preclinical studies or clinical trials; that one or more of
HOOKIPA'’s product candidate programs will not proceed as planned for technical, scientific or commercial reasons; uncertainty about regulatory approval to conduct clinical
trials or to market products; uncertainties regarding intellectual property protection; the availability of funding sufficient for HOOKIPA'’s foreseeable and unforeseeable
operating expenses and capital expenditure requirements; and those risk and uncertainties described under the heading “Risk Factors” in HOOKIPA’s Annual report on Form
10-K filed with the U.S. Securities and Exchange Commission on March 22, 2024 and in any other subsequent filings made by HOOKIPA with the U.S. Securities and
Exchange Commission, which are available at www.sec.gov. Existing and prospective investors are cautioned not to place undue reliance on these forward-looking
statements, which speak only as of the date they are made. HOOKIPA disclaims any obligation or undertaking to update or revise any forward-looking statements contained
in this presentation, other than to the extent required by law. This presentation shall not constitute an offer to sell or the solicitation of an offer to buy HOOKIPA’s securities,
nor shall there be any sale of these securities in any state or jurisdiction in which such offer, solicitation, or sale would be unlawful prior to registration or qualification under
the securities laws of any such state or jurisdiction.
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Unmet medical need in HPV16+ head and neck squamous cell carcinoma

«  HPV infection has been linked to the increasing incidence of HNSCC in the US1

*  70% of OPC cases are related to HPV infection, with the most prominent subtype, HPV16, causing ~90% of
OPC cases?2

«  Pembrolizumab created a paradigm shift in the management of metastatic/recurrent HNSCC, but improvements
are needed

*  Only about 19% of patients with PD-L1 CPS 21 treated with pembrolizumab monotherapy have an objective
response, with approximately 23% ORR and ~8% CR rate in the PD-L1 CPS =20 sub-population and ~15%
ORR and ~3% CR rate in the PD-L1 CPS 1-19 sub-population3, 4

* Inthe PD-L1 CPS =20 sub-population receiving pembrolizumab monotherapy , mPFS and mOS were 3.4
mo and 14.9 mo, respectively, and 12 month OS rate was ~56%3, 4

*  Pembrolizumab + chemotherapy and Cetuximab improves response rates, with increased toxicity and
shorter duration of responseb, 6

* HPV-positive disease is mediated via distinct biological drivers compared to HPV-negative HNSCC7

*  Opportunity to improve existing therapy in HNSCC by developing immunotherapeutic approach tailored to HPV
biology

CPS, combined positive score; CR, complete response; HNSCC, head and neck squamous cell carcinoma; HPV, human papillomavirus; HPV16, human papillomaviiologrus 16; mo, month; mPFS, median progression free survival; mOS, median
overall survival; OPC, oropharynx cancer.

1. Tota J, et al. J Clin Oncol. 2019;37:1538. 2. Chaturvedi A, et al. J Clin Oncol. 2011;29:4294. 3. Harrington et al. J Clin Oncol. 2023;41(4);790-802. 4. Burtness B, et al. J Clin Oncol 2022;40:2321-2332; 5. Burtness B, et al. Lancet. 2019;394:1915.

6. Sacco AG, et al. Lancet Oncol 2021; 22: 883-92; 7. Powell SF, et al. Cancers (Basel). 2021;13(20):5206. )

3 HOOKIPA

PHARMA



HB-200 Therapy: Activating HPV16+ Specific T Cell Response

@ Modification @ Infection
of arenavirus with of dendritic cells or
target antigen macrophages
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e Administration
of HB-200

HB-200 is an alternating treatment of
replicating arenavirus vectors expressing
a non-oncogenic HPV16\ E7-E6 fusion
proteint

HPV16, human papillomavirus 16.
1. Lauterbach H, et al. Front Oncol. 2021;11:732166. 2. Fu S, et al. ASCO 2022. Abstract 2517.
3. Ho A, et al. SITC 2023. Abstract 679.

© Activation

@ Elimination

of antigen-specific of tumor cells

T cells

As a monotherapy, HB-200 robustly
induced antigen-specific circulating T cells
in patients with HPV16+ cancers, with
tumor shrinkage observed?3
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Study Design

« Single-arm Phase 2 cohort within the Phase 1/2 H-200-001 trial

Main Eligibility
« 1L Recurrent or metastatic

HPV16+ HNSCC

* PD-L1 CPS 21
HB-200 IV

* RECIST v1.1 measurable — + pembrolizumab IV ——

lesion

«- ECOGPSOor1 Treatment schedule:

+ No prior systemic anticancer * HB-200 IV: Q3w for first
therapy in recurrent or 5 doses; Q6w later

metastatic setting ’ EZmesrv?/l :)Zr”gg%véésvo

* Primary
— ORR?* per investigator
assessment

* Secondary
- OS
— PFsSt
— DCRt
— DORT

» Exploratory
— T cell response
— PD biomarkers

CPS, combined positive score; DCR, disease control rate; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; HNSCC, head and neck squamous cell carcinoma; HPV16, human
papillomavirus 16; iIRECIST, Imnmune Response Evaluation Criteria in Solid Tumors; IV, intravenous; ORR, objective response rate; OS, overall survival; PD, pharmacodynamic; PFS, progression-free survival;
PS, performance status; Q3W, every 3 weeks; Q6W, every 6 weeks; RECIST, Response Evaluation Criteria in Solid Tumors; SmPC, summary of product characteristics.

*Per RECIST v1.1. fPer RECIST v1.1 /iRECIST.
Clinical trial# NCT04180215.
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Patient disposition

* 46 patients treated as of March 29, 2024, with median follow-up of 7.4 months (range 0.03-23.3)

46 patients treated

24 (52.2%) patients

dlscontlnued treatment:
Progressive disease (19, 79.2%)
Adverse events leading to
discontinuation or death (4, 16.7%)
Consent withdrawal (1, 4.2%)

7 (29.2%) patients

discontinued study:

2 withdrew consent
5 death

22 (47.8%) patients remain 17 (70.8%) patients in long-
on treatment term follow-up

PHARMA



Baseline Characteristics

Baseline Characteristics SR PR
(N = 46) (N =23)

Age, years, median (range) 66 (50 — 76) 69 (50 — 76)
Gender, male, n (%) 44 (95.7) 21 (91.3)
Race, white, n (%) 42 (91.3) 21 (91.3)
Smoking history, n (%) 19 (41.3) 9(39.1)
ECOG PS, n (%)

0 38 (82.6) 18 (78.3)

1 8 (17.4) 5(21.7)
Metastatic, n (%) 36 (78.3) 17 (73.9)
Locally recurrent only, n (%) 10 (21.7) 6 (26.1)
Primary site, n (%)

Oropharynx 45 (97.8) 22 (95.7)

Hypopharynx 1(2.2) 1(4.3)
Prior definitive radiation = chemotherapy, n (%)

Prior radiation treatment, n (%) 43 (93.5) 21 (91)

Prior platinum use, n (%) 34 (73.9) 16 (69.6)

Prior CPI use, n (%) 2(4.3) 0

Group; PS, performance status. 7 HOOKIPA

PHARMA

CPI, checkpoint inhibitor; CPS, combined positive score; ECOG, Eastern Cooperative Oncology A)‘



Safety Summary

* Manageable safety profile, in line with HB-
200! or pembrolizumab monotherapy?

* No treatment-related AE leading to death
and low rate of discontinuation

« 5 of the 7 patients with treatment-related
Grade 23 AEs experienced transient
cytopenia limited to Cycle 1

AEs, adverse events.

Any event 44 (95.7)
Grade 23 18 (39.1)
Serious 11 (23.9)
Leading to discontinuation of HB-200 3(6.5)
Leading_to discontinuation of 4(8.7)
pembrolizumab

Deaths 2(4.3)

39 (84.8)
7 (15.2)
2(4.3)
2 (4.3)

3(6.5)°

0

a. One patient with grade 3 checkpoint inhibitor pneumonitis (noted as related to pembrolizumab),
1 patient with grade 1 cytopenia (noted as related to all treatment) along with unrelated events of grade 3

transaminitis and grade 2 abdominal pain (noted as progression related).

b. Aforementioned AEs and a grade 3 event of worsening pruritis (noted as related to pembrolizumab)

leading to discontinuation of pembrolizumab but continuation of HB-200.

1. Fu S, et al. ASCO 2022. Abstract 2517. 2. Burtness B, et al. Lancet. 2019;394:1915-1928. 8
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Most Common Treatment-Related Adverse Events (Incidence 210%)

Non-Hematologic Adverse Events Hematologic Adverse Events

Treatment-Related AE, All Grades, Grade 23, Treatment-Related AE, All Grades,

Preferred Term (N = 46) n (%) n (%) Preferred Term (N = 46) n (%)

Fatigue 18 (39.1) 0 White blood cell count decrease 7 (15.2) 3(6.5)
Nausea 16 (34.8) 0 Neutrophil count decrease 6 (13.0) 5(10.9)
Pyrexia 15 (32.6) 2(4.3) Anemia 5(10.9) 1(2.2)
Influenza-like illness 14 (30.4) 0 Platelet count decreased 5(10.9) 0
Chills 13 (28.3) 0

Headache 11 (23.9) 0

Vomiting 8 (17.4) 0

Myalgia 7 (15.2) 0

Arthralgia 6 (13.0) 0

Aspartate aminotransferase increase 5(10.9) 1(2.2)

Lipase increased 5(10.9) 0

AEs, ad t ‘ \‘
s, adverse even 9 HOOKIPA)
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Robust & Sustained Induction of Functional HPV16+ Tumor-Specific T Cells

* In 71% (22/31 patients?), HB-200 +

i . . . 0
pembrolizumab increased circulating LEJ
HPV16-specific CD8+ T cells to >1% @
of all CD8+ T cells (maximum of 24% o
observed) o 400 — Median(N=31)
:' 300
* Increasing polyfunctionality of S 200
HPV16+ tumor specific CD8+ T cells % 108 Time (Days on Treatment)
durlntreatment rrr 17T 71T T n1rPT o 1r$T1nm 1m0 1r o169 1§/ 1§71 17T 17 17 1
g ;\ﬁo(&%%@@ %fé\@b@o@bé\(@%@m O PP 0 D B
[1 cytokine
[ 2 cytokines
I3 cytokines
14 cytokines
Baseline 2 doses 4 doses 10 doses
iT cell} immunogenicity d_ata_for 31 out of 38 patients av_a?lable; ~ ) ) ) \
opecific G+ T cels by inraceniar ytokine atainimg: cytkines anclyzed wbre JEN-y. TUF, I abtora - o0 = 1 HOOKI %)

HPV16, human papillomavirus 16; PBMCs, peripheral blood mononuclear cells; SFU, spot-forming unit; ULOQ, upper limit
of quantitation.



Anti-Tumor Activity in Patients Treated With 1L HB-200 + Pembrolizumab

38 patients in efficacy population with minimum follow-up of 4.5 months or discontinued early during this period

N =35 13 37.1%

11.4% 68.6%

Excludes 3 patient who did not have a post-baseline tumor evaluation on trial. One
patient had a sudden death on Study Day 2; 1 patient had a grade 5 COVID
pneumonia event on Study Day 27; 1 patient withdrew consent prior to the first scan.

Data as of 29-Mar-2024. Efficacy dataset includes 38 patients with minimum 4.5 months of follow-up time after first dose
as of data cutoff or discontinued early during this period.

1L, first-line; CPS, combined positive score; CR, complete response; DCR, disease control rate; iPR, immune partial
response; iIRECIST, immune Response Evaluation Criteria in Solid Tumors; ORR, objective response rate; PD,
progressive disease; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease.
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Anti-Tumor Activity in Patients Treated With 1L HB-200 + Pembrolizumab
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* Confirmed PR at data cutoff, confirmed CR after data cutoff # PD per RECIST v1.1, iPR per iRECIST
PD-L1 CPS 1-19 s;’:;gg‘s‘zds CR DCR PD-L1 CPS 220 §°"f"m9d CR DCR
; ; esponses
CR+PR+SD,

Evaluable Population (RECIST v1.1) Rate (CR+PR+SD) Evaluable Population (RECISTv1.1) Rate (CR+PR+SD)

N =18 4 22.2% 5.6% 55.6% N =17 9 52.9% 17.6% 82.4%
Excludes 1 patient who had a sudden death on Study Day 2 and did not have a post-baseline tumor Excludes 2 patients who did not have a post-baseline tumor evaluation on trial. One patient had a grade
evaluation on trial. 5 COVID pneumonia event on Study Day 27; 1 patient withdrew consent prior to the first scan.
Data as of 29-Mar-2024. Efficacy dataset includes 38 patients with minimum 4.5 months of follow-up time after firstdose 1 2 HOOKIPA .
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Anti-Tumor Activity in Patients Treated With 1L HB-200 + Pembrolizumab
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* Deepening of responses observed over time
* 61.5% of responders ongoing, median DOR not yet mature
* Deeper responses observed in a subset of patients with PD-L1 CPS=20

Data as of 29-Mar-2024. Efficacy dataset includes 38 patients with minimum 4.5 months of follow- \
up time after first dose as of data cutoff or discontinued early during this period. 13 HOOKIPA
1L, first-line; CPS, combined positive score; DOR, duration of response; OS, overall survival, SOD, PHARMA

sum of diameters.



Objective Response, PFS and OS in Patients With PD-L1 CPS 220

Objective Response PES (ON)
No. of events/ No. of deaths/
No. of subjects (%) mPFS No. of subjects (%) mOS (Mo)
9/19 (47.4%) 16.3 3/19 (15.8%) Unreached
100 100 —
52.9%
90— 90—
80 80 ; R ,
CR Rate 17.6% QL 70 @ 707
a
5 60 = 5 60—
£ 50 2 50
DCR 82.4% 3 3
< 40= T 40—
S S
o
& 30+ a 30+
20— 20—
10 - 10
0 T T T T T T T 1 0 T T T T T T T 1
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
) Time (Months) . Time (Months)
No. at risk: No. at risk:
19 14 9 5 5 5 2 0 19 18 14 10 8 7 6 2 0

* PFS and OS are promising, but not yet mature with 9 PFS events (n=19) and median follow-up of 8.4 mo (0.8-23.3), respectively

* PD-L1 CPS 220 population identified to benefit most from HB-200 + pembrolizumab combination therapy

Data as of 29-Mar-2024. Efficacy dataset includes 38 patients with minimum 4.5 months of follow-up time after first

dose as of data cutoff or discontinued early during this period.

1L, first line; Cl, confidence interval; CPS, combined positive score; CR, compete response; DCR, disease control 14 HOOKIPA
rate; Mo, month; mPFS, median progression-free survival; mOS, median overall survival; n.c., not calculable; No, PHARMA

number; ORR, objective response rate



Conclusions

* HB-200 arenavirus-based immunotherapy in combination with pembrolizumab demonstrate:

* Rapid and durable induction of robust tumor-specific circulating T cells consistent with
previously reported datal-?

« Favorable efficacy and safety profile, compared to historical pembrolizumab monotherapy in
patients with PD-L1 CPS 2134

« Compelling clinical activity in patients with PD-L1 CPS =20 in the first-line setting, with a
confirmed ORR of 53% and a complete response rate of 18%

* Majority of responses ongoing with durable tumor control
* Promising preliminary PFS and OS data

Randomized Ph2/3 trial of HB-200 in combination with pembrolizumab in the

first-line setting in patients with HPV16+ PD-L1 CPS 220 oropharynx cancer

CPS, combined positive score; HPV16, human papillomavirus 16; ORR, objective response rate.
1. Nabell L, et al. ESMO 2023. Abstract 921P. 2. Ho A, et al. SITC 2023. Abstract 679. 15 HOOKIPA
3. Harrington et al. J Clin Oncol. 2023;41(4);790-802. 4. Burtness B, et al. Lancet. 2019;394 PHARMA

(0212):1915-1928.



H-200-004 Study Design in HPV16+ OPSCC Patients with PD-L1 CPS 220

Endpoints

Randomized, blinded, placebo-controlled, adaptive Phase 2/3 study, aligned with FDA

Main Eligibility

»

HB-200 IV
+ pembrolizumab IV

* 1L Recurrent or metastatic
HPV16+ OPSCC

* PD-L1 CPS 220

* RECIST v1.1 measurable
lesion

« ECOGPSOor1

* No prior systemic anticancer
therapy in recurrent or
metastatic setting

Until unacceptable
toxicity
or
disease progression

Placebo IV
+ pembrolizumab IV

Treatment schedule:

* HB-200 IV: Q3W for first 5 doses, then Q6W Pembrolizumab IV: 200 mg Q3W for first
5 doses, then 400 mg Q6W

« Duration: up to about 20 doses

AE, adverse events; CPS, combined positive score; BICR, blinded independent central review; DCR, disease

control rate; DOR, duration of response; ECI, events of clinical interest; ECOG, Eastern Cooperative Oncology

Group; HPV16, human papillomavirus 16; irAE, immune-related adverse events; iRECIST, Immune Response

Evaluation Criteria in Solid Tumors; IV, intravenous; OPSCC, oropharyngeal squamous cell carcinoma; ORR,

objective response rate; OS, overall survival; PFS, progression-free survival; PFS2, time from randomization to 16
progression on second-line therapy; PS, performance status; Q3W, every 3 weeks; Q6W, every 6 weeks; QoL,

quality of life; RECIST, Response Evaluation Criteria in Solid Tumors; SAE, serious adverse events.

Primary
* ORR by BICR (Phase 2)
* OS (Phase 3)

Secondary

* PFS, DOR, DCR, PFS2
(RECIST v.1.1/iRECIST)

» Safety and tolerability
(AE, SAE, ECI, irAE)

* Global QoL score

Exploratory
* Pharmacodynamic
biomarkers

HOOKIPA ).
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