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BACKGROUND MODEL-INFORMED REGIMEN OPTIMIZATION

FOLLOW-UP DESIGN and RESULTS PRELIMINARY ANTI-TUMOR RESPONSE
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Agonism of tumor necrosis factor receptor-2 (TNFR2) enhances Schedule optimization with simulated PK and RO Q2W study design and enroliment status Best overall response to HFB200301 Q2W t tislelizumab Q4W
anti-tumor immunity by stimulating T- and NK-cells in the tumor \1“3200301
microenvironment. ! . F1j Hrez00301 A oon Lovel 5 19 25 8 8 4 5 5 , :
- . - cDs . NK ‘/ L. e A. The fitted PK model of HFB200301 was used to simulate exposures Monotherapy HFB200301 Q2W Combination HFB200301 Q2W + tislelizumab Q4W HFBZO:’?’O}W%ZW ¥

* HFB200301, a first-in-class anti-TNFR2 agonistic monoclonal T Cell s 3 with alternative regimens to explore optimal administration (n=11) (n=14) HFB200301 Q2W s a

antibody, triggers both innate and adaptive immune responses. °° ‘.“\ ){ 7 5 ob ; eral RO d ) I ; HFB200301 Mono Q2W (Evaluable patients, n= 9)
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® In our Phase | Dose Escalation tr|a|, we eXp|OI‘Ed d Q4W dOS'hg Tumor Cells 8 ft Sed € tpe phera d Iataf(s (t) . Opled Ic ¢ eS)d as :lse :O DL 4 HFB (n 4) (n ) 100 ° Partial response in hea\"ly pretreated HNSCC pa‘“ent
regimen of HFB200301, involving 27 patients receiving - Ita |rec. response model o -sys- emic (solid line) and on-targe _I _I 80 with 4 prior LoT including anti-PD-1 therapy
monotherapy and 12 patients in combination with tislelizumab 3 (dashed line) RO, demonstrating increased target engagement DL 3 HFB (n=7) DL3 HFB + TIS (n=7) In contrast, there were no responses observed in Q4W
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(TIS). This regimen demonstrated a tolerable safety profile and g0 T twelas “ with more frequent dosing of HFB200301 monotherapy?
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showed SIgNS of clinical activity-. B Dose Level 1 Dose Level 2 Dose Level 3 Dose Level 4 YD_Vorse Level 5 L DL (DOSE Level)i HFB (HFBZOO301), Q2W (Once every 2 Weeks)l TIS (tlSIellzumab) ) §  Response:1PR,4SD, 4 PD, DCR* 56%

« Determining the optimal dosing regimen for an agonist requires £ 7 . 100— m =) TP T § « 2 Patients still awaiting first scan
balancing safety and efficacy. While preclinical evaluation oerelnical o8 S 75| 75 i ] i 1 - . . . o « oo £
suggested Q4W dosing would provide a suitable regimen for s investsyation g J ': '. ', ': Demogra phICS and clinical characteristics 5
efficacy, based on the assessment of the Q4W data, we D g,u:;:;;;; t Ciiical Q4W ’;‘) 50— 50— 50— o] ! 50— :. | 6 HFB200301 Q2W + TIS Q4W (Evaluable patients, n=11)
hypothesized ’Fhé.lt more frequgnt dosmg.of HFBZ0.0_301 could d % o o . = '. ] : Characteristic Monotherapy Combination . Partial response confirmed in anti-PD-1 relapsed RCC
enhance agonistic effects and improve clinical activity. ey - ' l | S R (n=11)* (n=14)* patient, with DCR* 75% in RCC

*  To test this hypothesis, we used preliminary pharmacokinetic Ay e e 1 S s et g S e st e et Median age, years (range) 56 (50-71) 62.5 (37-76) -80 *  Response: 1 PR, 5 SD, 5 PD, DCR* 55%
(PK), target engagement (TE), and pharmacodynamic (PD) data Q}.ﬁ oo oo oY oo oo Sex, n (%) oo + 3 Patients still awaiting first scan
from the Q4W monotherapy arm to construct models and — 10O_Dose Level 1 100_Dose Level 2 100—Dose Level 3 10O—Dose Level 4 100—‘Dos‘.e Level 5 Women 5 (45) 6 (43) g g g g g g g g ; g g g g g g ;’J g
simulate various dosing regimens, aiming to optimize ivestigation A £ AEEEE AR —v‘? Men 6 (55) 3 (57) —-
HFB200301 exposure and target engagement. siieies == 75— 75— 5—| ! ‘ ‘ | ' ' == Hoad and Neck
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We also present the |n|t|§I clinical data from our ongoing I?hase I opst Q3W 5 «- . o ol ' ' ol . | 0 4 (40) 5 (36) EZE;E‘SZL' gslrlcli_nuonrgaCancer
trial of HFB200301 Q2W in monotherapy and in combination 2nd Torget 2 | | : . ' : 1 6 (60) 9 (64) Sarcoma

\__ with TIS in advanced refractory solid tumors (NCT05238883). % g 25 25 | | | | | | — _ R . % Prior anti-PD-(L)1 therapy
é L L L MEdlan time since Inltlal dlagnOSIS (range), years 2.2 (04_220) 3.2 (07_158) \ *DCR includes stable disease (SD), partial response (PR) and complete response (CR) in target lesion per RECIST 1.1; LoT, lines of treatment /

| l 1 | l | | 1 | | 1 l | 1 l Number of prior systemic cancer therapy regimens, n (%)

OBIJECTIVES and STUDY DESIGN N o o o o Median (range) 2 (1-3) 3 (1-4)

N -  oesetews3 100—D:L?;|4T =  esetovas . 2 (18) 1 (8) Radiographic responses to HFB200301 Q2W t# tislelizumab Q4W
NIRRT IR R 2 4(36) 5 (38) OTOPRAVIX e Metastasis
/Primary Objectives Key Eligibility Criteria A Q2w $ { ] l'. : ! ': 23_ - - . > (46) 7(54) ¢
« Safety and tolerability of HFB200301 in - AUl e v edhEnced @ meEsEe sal ;;i) "7 7] NIRIBIEIEEERE Re;elved prior anti-PD-(L)1 therapy, n (%) 8 (73) 12 (82) Head and Neck SCC
. . . . . 4 : ! [ ll es
monotherapy and in combination with TIS tumors. Tumor types include: g 27 257 257 Sl I N A o 254 N 3(27) 1 (8) Patient & Treatment Information
* cervical cancer g U Ut O_ _
Secondary Objectives e EBV+ gastric cancer O—J) i} LJO O—([) T 410 O—([) T 410 O—([) T 4{0 : Oﬁ([) T LJO | MEdlan fO"OW'up tlme, mOnthS (range) 20 (02+ ‘52) 09 (02+ = 38+) ° 64'year'0.|d female
* Assess PK, PD, and immunogenicity of HFB200301  head and neck squamous cell carcinoma K TIME [days] TIME [days] TIME [days] TIME [days] TMELRS Tumor types, n (%) * Enrolled in HFB200301 DL 3 Q2W monotherapy cohort
. - * melanoma Cervical cancer 0 (0 2 (14 "Stage IV, CP5 2
Establish RDE and RP2D « pleural mesothelioma , (0) (14) *4 prior lines of therapy, including chemotherapeutic, targeted,
. Exami limi : p RR Gastric cancer, EBV+ 0 (0) 0 (0) d anti-PD-1
xamine preliminary anti-tumor efficacy, O « non-small cell lung cancer Head and ' ' _ 2 (78 i an anti-PD-1 agents. |
u5|ng RECIST 11’ |REC|ST’ and mRECIST for ° renal Ce” Carcinoma €ad an nec Squamous cell carcinoma ( ) ( ) .Tlme on treatment HFBZOO301 trlal 53 mo
mesothelioma * sarcoma A. Observed (points) and predicted (lines) sSTNFR2 levels in serum following a single dose of HFB200301 Melanoma 1 (8) 0 (0)
* testicular germ cell tumor demonstrate exposure-dependent target engagement with each administration. Non-small cell lung cancer 1 (8) 4 (29)
Exploratory Objectives * Measurable disease - RECIST 1.1 or mRECIST A Sose Lovel 2 Sose Level 3 Dose Lovel 4 Pleural mesothelioma 0 (0) 0 (0)
e Establish Proof of Mechanism (POM) in paired ) ECSG tPS O_lt - e - T 10| e . Renal cell carcinoma 3 (28) 7 (50) ! cel :
tumor biopsies and peripheral blood S;é::ni;ntl:\sera;zi SIS A E Sarcoma 3 (28) 0 (0) e Renal Cell Carcinoma v
 Generate biomarker hypothesis for patient . o Testicular germ cell tumor 0 (0) 0 (0) Patient & Treatment Information 3
N enrichment Other protocol-defined inclusion criteria may apply y = EBV+, Epstein-Barr virus positive; ECOG PS, Eastern Cooperative Oncology Group performance status; PD-(L)1, programmed cell * 49-year-old male @
g 10000 —| 10000 — 10000 — death protein (ligand) 1. * Enrolled in HFB200301 DL 3 Q2W in combination with
= * Data from all subjects may not yet be available, hence, the total reported numbers may be less. tislelizumab Q4W cohort
° ()
Q4W study design 2 ~ - - Stage IV .
S Safet rofiles Of HFB200301 QZW + tislelizumab Q4W * 2 prior lines of therapy, including anti-PD-1 and targeted agents E
_ .. 1y o +
Monotherapy HFB200301 Q4W (n=27) Combination HFB200301 Q4W + tislelizumab Q4W £ 5000 5000— 5000— yp « Time on treatment HFB200301 trial > 4 mo (ongoing) &
-_— e
_ (n=12) S « HFB200301 Q2W across all dose levels was well tolerated in monotherapy and combination with TIS s
s c
j % Q4W without any DLTs, Grade 3 TRAEs, and TRAEs leading to discontinuation or dose modification. \_ o Yy,
§ 0— 0— 0— * Similar incidence rate and severity of TRAEs commonly observed in Q4W regimen?.
mj é i 2 é i 2 : i 2 HFB200301 Q2W + Tislelizumab QAW (n=14)
TIME [days] TIME [days] TIME [days]
Adverse Events All grades | Grade 1 Grade 2 Grade 3 | Allgrades | Grade 1 Grade 2 Grade 3 S U M MARY a n d F UTU R E DI R ECTI O N S
m_I B. Peripheral single-cell RNA-sequencing data demonstrated modulation of TNFa RNA expression following n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
a single dose of HFB200301 in relevant immune cell types. Dose-dependent increases in TNFa expression A”em'?‘ - - - - 1 (7) - 1 (7) - >
DL (Dose Level); HFB (HFB200301); Q4W (once every 4 weeks); TIS (tislelizumab) were observed in CD8+ T and NK cell subsets, indicating on-mechanism immune cell activation in the ';‘:tchkeg';n f (1(3; 1 Eg; 10) ; Rl 16 204 ] . dData from :F|3200301 Q4W dosing enabled the successful development of PK and target engagement
\ J i i i j j i i osing models.
periphery. ) .
TNFa single cell RNA expression C1D1_1h vs pre-treatmen Chills, shivers - - - - 3(21)  3(21) - - . o . . . .
s @ single ce expression C1D1_1h vs pre-treatment Cytokine release syndrome| 1 (9) 1(9) ] ] 3 (21) _ 3 (21) ] * These models guided the optimization of dosing, leading to the clinical evaluation of HFB200301 at Q2W.
MODE LI NG 3 nd SI M U LATION " Dysthermia - - - - 1 (7) 1 (7) - - * HFB200301 Q2W dosing showed a favorable safety profile similar to that of Q4W dosing.
- o Emesis 1 (9 1(9 - - - - - - . _ . _ ) , :
Fever 1 EQ; 1 EQ; i i 3 (21) 3 (21) ) ) e Additionally, Q2W dosing demonstrated preliminary efficacy, both as monotherapy and in combination
- Eozse Level Hypoalbuminaemia - - - - 1 (7) 1 (7) - - * Preliminary efficacy with Q2W monotherapy hints potentially improved efficacy compared to Q4W
HFB200301 model structure and fitting Hs :\;fus'on reactl'on e 1o : - 1 ' 1) ' monotherapy.
ucositis ora - - - -
_ Ny Myalgia 1 (9) 1(9) ] ] 1 (7) ] 1 (7) ] * The potentially improved efficacy with Q2W dosing regimen will be further evaluated in the Dose
PK of HFB200301 is well-described by a m—— §_ - Myoclonus - - - - 1 (7) - 1 (7) - Expansion part of the clinical trial.
two-compartment model with parallel PEEN w—— £ Nausea 1.0) 109) - - - - - - * This trial underscores the effectiveness of model-informed development of agonist drugs.
elimination via linear and non-linear w— m— : Pruritus - - - - 1 (7) - 1 (7) - \ /
clearance. Peripheral and in-tumor RO Compartment AT 8 rean | Rash 1 (9) 1(9) - - 1 (7) 1 (7) - -
are described by direct effect models e § N ¢°“°+\ Q@@,&@ @@@0‘* WBC decreased 1 (9) 1(9) i i i i i i Acknowledgments and references
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response model. b L g ! N — 5 Xerophthalmia - - - - 1 (7) - 1 (7) - 1. Roda, D. etal., (2024). Phase 1 Dose Escalation Trial of the First-in-class TNFR2 Agonist Monoclonal Antibody HFB200301 in Monotherapy and in
Nominal Time After Previous Dose [days] ~290k cells passing QC across time-points in 16 patients; sScRNA-seq data integrateq with Hi_FiBiO ge.nerativ? Al; LogZFC_shows change between post- vs pre-treatment DLT d limiting toxicity: TRAE. treat t-related ad ; Combination with tislelizumab, an anti-PD-1 Monoclonal Antibody, in Adult Patients with Advanced Solid Tumors. ASCO 2024. Chicago, IL.
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