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BACKG ROU ND RESU LTS Safety of AFM24 Table 2: Summary of adverse events, n (%) Table 3: Summary of related TEAEs by grade

(in 25 patients), n (%)

_ . o . )
EGFR IS A KEY THERAPEUTIC TARGET * As of August 2022, 35 patients were enrolled and tSIX pgtletnts had'zlevecr;] ASI\/I§44reIated, All (N=35) AFM24-related (N=35) Grade 1/2 Grade 3/4* Any Grade
. . treated, receiving a median (range) of 8 (1-37) doses of ransient, reversible, rade s—
° : Any stud
Epidermal growth factor receptor _(EGFR) IS fre_que_ntly AFM24 (Table 1) treatment-emergent adverse events TEAE 35 (100) 34 (97) dru;; -relai/ed e 33 (94) 6 (17) 34 (97)
expressed on the cell surface of solid tumors making it an (TEAE) (Table 2) TEAE >Grade 3 20 (57) 6 (17)
ideal target for therapeutic antibodies that trigger * Determination of tumor EGFR expression via IRR 26 (74) 2 (6) 27 (77)
- = immunohistochemistry was not required for enrolment to the ® There were no on-study deaths Serious TEAE 18 (31) 2(6)
antibody-dependent cellular cytotoxicity (ADCC) and dose.escalation stud o o Nausea 10 (29) 0 10 (29)
cellular phagocytosis (ADCP)12 y * %‘e (?Oze_-“fmlt_mg tolelté/ OCCUtI_ffed[l?:; Fil](; mg  Fatal TEAE 2 (6) . Dermatitis acneiform 7 (20) 1 (3) 7 (20)
rade 3 infusion-related reaction »
®* Engaging innate immunity can potentially overcome the Table 1: Baseline characteristics (n=35) . ated Grad TEAE leading to Vomiting 7 (20) 0 7 (20)
limitations (e.g., acquired resistance) of antibodies or Age (years), n (%) ?”e tLeatme.”t're ate Grta d? 4tﬁve”_t studydrug 4 (11) 2 (6) Headache 6 (17) 0 6 (17)
inlv inhibi analing3* Median (range 58 (29-81 (ymphopenia) was reported, otherwise, no Fatigue 5 (14) 0 5 (14)
small molecules that mainly inhibit EGFR signaling® (range) ( )
related Grade 4 or 5 events were . | | |
18—-64 24 (68_6) TEAE, treatment-emergent adverse event One Grade 4 event (Iymph_open_la) was reported_, otherwise, no related Grade 4 or 5
reported (Tab | e 3) events were reported. IRR, infusion-related reaction; TEAE, treatment-emergent adverse
AFM24 >65 11 (31_4) event
' ' l ' ifi Sex, (male, n, % 23 (65.7 : : : : : : : :
* AFM24 is a first-in-class, bispecific, White(ethmcity ‘r’])(o/) - 271 1; IRRs were confined mainly to the first AFM24 dose and were not associated with anti-drug antibodies and IL-6 levels
b o .
tetravalent Innate Cell Engager o Fumor type. n (%) | | | | .
(|CE®) that targets EGFR Hinge ’ A ADA titers and IRRs over time B IL-6 measurements versus relative day by cohort and IRR occurrence A) In the higher dose cohorts, IRR events were mainly
Fc domain CRC 20 (57.1) Pationt 27)  __ ___ R i o confined to the first AFM24 dose.
* AFM24 has four binding sites: two (silenced) NSCLC 8 (22.9) ot Tl LI S Symptoms associated with IRR were mild-to-moderate, transient
»~ Connector ' ¥ patient20) | T —— ) * * e o and reversible with treatment of symptoms; most patients could be
for CD16A, the FCV receptor expressed Other 7(20.0) P:t;::tzz-_'li_ — n o®° 8 . ; o s ° i . g ° ' b 20 re-treated with AFM24 without further IRRs. Only measurements in
by natural killer (NK) cells and «Linker ECOG PS, n (%) S y 8. % %4 e se 8 2 7 Cycle 1 are shown. |
0 3 “§:};§;ij_:: * e — ¥y v v vv | v v w_ __ *Patient 3 had ADA positivity (215) beyond Cycle 1, while all other
macrophages, and two for EGFR Anti-EGER scEv domains 11 (31.4) I e - evesn e A —— patients developed no ADASs (i.e.,<15) after Cycle 1.
1 24 (68.6) gg‘,‘::::::::::%_:: g
* AFM24 engages CD16A on NK cells and macrophages Y — g ©patentiaf T g .. ; B) IL-6 increases were confined mainly to the first AFM24
. . . . . R B o 3 - dose, in the higher d horts (160-720 mg).
with a higher affinity than monoclonal antibodies and Median (range) 4 (2-11) pmemn] s IS o e £ . . s . . s : . . s ose. In the higher dose cohorts ( mo.
_ ] , g Patient10] * Postive, 120 > |8, ® o 49 o 8 § 02 2 22 . 8 3 s 3 , IL-6 is a key cytokine for the detection of IRRs or cytokine release
triggers ADCC and ADCP, respectively, directed at EGFR- gg% ;2‘;2?;%‘0‘32”‘39“ ECOG, Eastern Cooperative Oncology Group; NSCLC, non-small cell lung cancer; PS, e T R : &7 8 e Y ey & : o oo syndrome (CRS). IL-6 increase was transient; at higher doses
: ' re. Patient 7{ E TN TecEEENRIRARRER -leveesrRARIRRRER -NLCeCEEENRIRRRGG 160 mg) where constant levels of AFM24 were present, IL-6
expressing (EGFR™") cancer cells®  runel 2 : gncemraﬂon g ! present, !
g Patient5 Dy pg/mL following the first infusion,
. . ) ) ) ) ratents| = FET e P B Messremen:shove h ppar i of asnifaton suggesting a low risk of CRS at doses >160 mg. Previous data
* Data showed that AFM24 can induce NK cell-mediated Best objective response was stable disease in £ ezl * T F T CmIfmp DERL Ywemwewesmews o have shown tumor necrosis factor-a and interferon-y did not greatly
11F + ' : : . : = e 2 e DR O Ut et s e increase during an IRR but were slightly increased between
klllmg of EGI.:R solid tumor Ce”. I_mes, mdependent of 11 out of 29 fesjpolet evaluable patients 562 ¢ 1_‘ *® 2823% R infusions.” Only measurements up to Cycle 3 Day 1 are shown;
EGFR mutational status. In addition, AFM24 e usion s - Cycle/Day e v v vewyeoy | e e Relative date is the sample date — date of first infusion +1.
mOnOtherapy iS Well'tOIGrated in CynomOIQUS monkeys6 ”Z"":fi“mm E%%‘:::“ ? Progressive ADA, anti-drug antibodies; C1D1, Cycle 1 Day 1; IRR, infusion-related reaction. Relative day
Colorectal ca RASWHBRAFwt A disease
Cglnre.c:latl:ac.:lncer RASWHBRAFwt * A Able ] ] ] - ]
it T e— A et CD3 and EGFR staining by immunohistochemistry
OBJECTIVE =T T = m on tumor tissue indicates increased number of CONCLUSIONS
e : e e — o T-cell d intained EGFR ' :
Colorectal cancer RASWt/BRAFwt . 80 mg Ce S a.n maln alne expreSSIOn
Ass_,essme_nt of the+saf§ty and tolerability of AFM24 in e JER =—s A Do+ T coll messtrements over tme por conort. B EGER expression * AFM24 demonstrated a well-managed safety profile up to 720 mg
patients with EGFR* solid tumors e . o QW with IRR being the most frequent TEAE
_ ST g ?f .. Based on the PK, RO, safety and cytokine data, the RP2D was
PHASE 1: DOSE ESCALATION e © i o e determined at 480 mg QW and enrollment into disease-specific
* A Phase 1/2a open-label, non-randomized, first-in-human, A total of 30 out of 35 patients had at least one post-baseline CT scan available. 3400_ . %150 cohorts at this dose is ongoing
multi-center study (NCTO4259450) to establish the maximum *Indicates that the CT scan was too early, and the patient was not considered as & 5 5
) response-evaluable. Four patients had stable disease for =23.5 months (three with 2 §mo - -
tolerated dose (MTD) and/or the recommended Phase 2 dose colorectal cancer, one with non-small cell lung cancer [NSCLC]). - . f o Stable dlsgase was observed 22 best IESPONISC with AFM24
(RPZD) of AFM24: the StUdy was initiated in Apl’il 2020 MSI-H, microsatellite instability, high; mut, mutant; wt, wild type ° -°'_. * ° @ ® treatment in an unselected patlent pOPU|a’[|0n
* The primary objective was to assess the safety of AFM24 by PK and CD16A receptor occupancy (RO) confirmed O_ o T e o In addition to stimulation of NK cell-mediated ADCC previously
the incidence of dose-limiting toxicities 480 mg as the RP2D Representative CD3 staining by IHC (480 mg AFM24) shown by AFM248, PD marker data demonstrate increased T cell
Secondary endpoints included overall response rate (ORR), _ PK summary: Colammeesz0 | [Coeses :1‘””‘?J Maoms infiltration into the tumor microenvironment, possibly indicating
duration of Sl pharmacokinetics (PK), and P RO ppears to v o | Ee . a leveraging of the adaptive immune response as an indirect
Immunogenicity . 150 LEsa mg mg
g effect of AFM24
* Patients received AFM24 doses intravenously once weekly at o * Dose-proportional increase in | : : - _ _
14-720 mg in 28-day cycles ~on  PK observed from 320 mg AFM24 is also being evaluated in other clinical trials in

=m  gnwards (saturation TMDD)

160 mg

~Waw« Apparent half-life estimated to A) Following AFM24 infusion, the number of CD3+ T cells increase in the tumor

microenvironment suggesting immune cells are activated. Paired biopsies

* Tumor assessment was performed every 8 weeks until disease combination with atezolizumab (NCT05109442) and autologous

CD16 Receptor Occupancy on NK Cells (%)
T T T T

- : . - : be 11.2 days at doses 2320 m . o . . .
progression, intolerable toxicity, patient withdrawal, or Y Mg performed at baseline and Day 24 show infiltration of effector T cells into the tumor NK cells (N CT05099549), exp lorin 0 the pOtentl al of these
termination at the investiaator’s discretion * Steady state was achieved microenvironment following treatment, demonstrating a potential indirect effect of AFM24 to . - . n
g | between 21-28 days leverage the adaptive immune system, combination strategies to target EGFR* tumors
YTRY S s 10 % & 100 30 60 000 B0 B) Tumor EGFR expression was maintained during AFM24 treatment. Tumor
Conoentration (g/mL) biopsies were performed at baseline and on Day 24 on treatment. Specimens were stained by REEERENCES
immunohistochemistry (IHC) and scored with the_H-Score..The H-Score pglculgtes ascore f_rom 1. Nicholson R, et al. Eur J Cancer 2001,37(Suppl 4):S9-15; 2. Hintzen et al., Front. Oncol 2022 [Epub ahead of print]; 3. Lee JK, et al. Ann Oncol
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RP2D, recommended Phase 2 dose. TMDD, Target Mediated Drug Disposition magnifications. All analyzed samples were positive for EGFR at varying levels. mADbs 2021;13(1):1950264; 7. El-Khoueiry A, et al., Poster presented at AACR 2022. 8. Wingert S, et al. MAbs 2021;13(1):1950264.
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