MP0712, the first anti-DLL3 2!2Pb Radio-DARPin (RDT) candidate for targeted radiotherapy of Small Cell Lung Cancer (SCLC) %
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Introduction MPO712 demonstrated good efficacy & complete tumor reduction MP0O712 showed a favorable safety profile
« DLL3 is a promising target for radioligand therapy as it is highly upregulated in SCLC and other DRF study protocol Sacrifice at 4 weeks or
i - I i I I NCI-H82 | . . Sacrifice when tumors reach 2000 mm?3 . ] when termination criteria are met
high-grade neuroendocrine tumors, while not expressed in healthy tissue. \m. o ) Daily abservation > or termination criteria are met Day -7 S \M) Daily observation > Hematology Day —7 & Day 7 & Day 21 & Day 28
» Designed Ankyrin Repeat.Protelns (DARPIns) are binding proteins with high speuflc:lty and affinity > MPO712 3x per week calipering Necropsy with tumor fixation at termination & collect Hematology > Escalating dose  3x per week weighing + Terminal clinical chemistry
that can be generated against a broad range of tumor targets and thus serve as ideal vectors. ' 1x Human Equivalent serum from all mice (weigh abnormal organs) | of DARPINS + Full necropsy and fix tissues in 10% NBF
: . : , , L. R2G2 Dose (HED) CD1 (10-600Ci) + Kidney & liver weight
» By leveraging the intrinsic properties of DARPins and the learnings from our platform optimization
we achieved efficient tumor uptake and penetration, while limiting exposure of healthy tissues. | A | B | ¢ | b | T _
_ o _ _ _ _ _ Molecul BUff | MPO712 Survival curves and BW change (%)
- 212Pp js a radioisotope with a short decay half-life and a favorable decay chain, allowing high energy e e Survival curve o Wit chande (0
iy : : 4 x 10 pCi 8 X 5 UCi y Weight change (%)
deposition on tumor in a short time frame. Dose 4 x buffer (40 uCi cumulative) 9 G el -
« Here we present preclinical results of MP0712, our DLL3-targeting 212Pb-based Radio-DARPIn Interval 1 week 1 week 2 weeks 1 week 2 weeks e , =
Therapeutic (RDT) combining the advantages of a small protein-based delivery vector and the short- 2§ e
lived alpha particle-emitting radioisotope 21?Pb. Survival curve Tumor Growth curve < 2 S |
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« Aggressive cancer with high unmet medical need £ T2 e610, 10 ; ] erse e e L ON -
Small protein-based delivery vector based on o 2L: mPFS ~3 mos; 5-year OS ~3%?!? 0 i - = i 0] e 15 15 : 04 25
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Radio-DARPIn platform (HLE, half-life extension) « DLL3 is expressed in >85% of patients3 Weeks since treatment = : 03 : 20
Days since cell injection g10 g0 £ 13 215
- i In vivo efficacy study of MP0712 in NCI-H82 tumor bearing mice ] i % 5% 310
.I\/IP§712.fpl’Obpedl’.tles ith hiah affinit .DL::|3 a promlsmg&t?rgett . MPQ0712 was injected 4 x 10 uCi every week or every 2 weeks (40 puCi cumulative) and 8 x 5 pCi every week or every 2 weeks (40 ;\\ """""" e " ’ i\\\ ---------- e Bz 01 05
p.ec.:l 'C Dinding Wi 'gh attinity omogene(_)us_ ow umo_r expression pCi cumulative) into the tail vein of R2G2 mice xenografted subcutaneously with NCI-H82 cells. Animals were under observation 0 o \i% 00 : 00 ¥
* Affinity to hDLL3: 0.2 nM by SPR « No expression in healthy tissues daily and 3x per week tumors were measured by caliper. Animals were sacrificed when tumors reached 1500 to 2000mm? or if P cassereamen o ? passncoteamen h ? Dapssnoweamert » ? Dassncoesment
* Human cell binding: ~ 2 nM on NCI-H82 + HSA * New treatments with room for improvement: termination criteria were met. The data are expressed as average +/- SEM on the graph above and as single curve on the graphs
« Good developability Tarlatamab for 2L+: ORR ~40% / DoR 9.7 mos* below. Dotted lines represent the different cycle of injections (Cx-wx). RBC HGB PLT
Buffer MP0712 (4x10uCi, 1 wk) in NCI-H82 MPO0712 (8x5uCi, 1 wk) in NCI-H82 0 ) 15 ;\\\ e 800 e
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MPO712 displayed favorable biodistribution and tumor specificity
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DLL3 expression &
distribution by IHC
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« Complete recovery of body weight loss after 10 days

o

| : « Complete recovery of hematologic profile after 28 days
Wb lh) . mgeldy | (oagellA) MPO712 (410KCI, 2 wK) in NCIH8?2 MPO7L2 (8X5.Ci, 2 wk) in NCI-He2 «  MPO0712 treatment up to 30 uCi well tolerated
2000 : : : 2000 : fﬁ, /,/‘ y At day 63,
e R « ~70% of mice showed complete tumor regression
« MPO0712 biodistribution studies done in 1600 1600 /4 [,

ATH nude mice double . :
xenografted s..c. different mouse models expressing DLL3

with NDLLS-MC38 + 212ph-DOTAM-DARPIN injected 1x10UCi

with MP0712 injected every week at 4 x 10 uCi, .
« ~20% of mice showed complete tumor regression CO n Cl usion

with MPQ712 injected every week at 8 x 5 uCi,

R2G2 mice xenografted s.c. with R2G2 mice xenografted i.v. with
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NCI-H82 NCI-H82 WimeEss | * ~20% of mice showed complete tumor regression « MPO0712, the first 21?Pb-DLL3 Targeted Radio-DARPIn Therapy
at 0.01mg/kg } ég, o PIW with MPO712 injected every 2 weeks at 4 x 10 uCi
_ o S . o Complete tumor regression is stable after treatment _ i
i mm 4hrs Ly . 4hrs s mm 4hrs - ° 0 2 Da:i/(;since4(?ell injeigon °0 ° % ° 0 Das;/(;since4£ell injeigon * b % p g ngh tumor uptake
| =yl 6o == 24ns &7 g0 =m 24hrs « MP0O712 reached T:K ratios

%IDIg
%IDIg

| 54 29 i mrEnEE Tl _ ; Reached T:K > 2 in mouse models expressing DLL3
a0 2 ” ? RIS tumor regression — Induced good efficacy & tumor reduction

DLL3 expression levels

20 12 | | Buffer only vs. MP0712 (4 x 10 uCi, 1 wk) ko <0.0001 . Signiﬁcant effect for the doses of 4 x 10 p_C| — Showed a favorable Safety profile in vivo up to 40 IJCl
0- p p p R I o S)?I?gg\s/ien upt)ltja::](;? DLL3- Buffer only vs. MPO712 (4 x 10 iGi, 2 wks)  ** 0.0006 injected every week and every 2 weeks . IND-enabling backage completed
S M P A pr Jg° o onl ) L wk s ) - Significant effect for the doses of 8 x 5 uCi 9P J P
¢ conﬂ!rfr_n(_etd h]lghq;%?fzt sulleronyvs, MERAZEXEHEL L0 o Injected every week but not significant when - Initial first-in-human clinical data expected in 2025
T:Kat4h=06/at24h=12 T:Kat4h=21/at24h =26 T:Kat4h=23/ at24h=3.0 SPeCICity O Buffer only vs. MP0712 (8 X 5 uCi, 2 wks) . >0.9999 injected every 2 weeks
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