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TP53/Del17p Pre-Clinical Hypothesis Phase 1/2 Study Background & Methods
WntS5a-induces Expression of Proinflammatory Treatment of Patients With Zilovertamab Inhibits = ROR1 is an onco-embryonic kinase-like receptor that is expressed at Study Design and Patient Disposition
Cytokines Via ROR1-dependent NF-kB Activation, Expression of NRF2-Target Genes In vivo high levels by many solid and hematologic malignancies, including Treatment naive (TN) or Relapsed/Refractory (R/R) CLL, R/R MCL, or R/R MZL
Which Induces Autocrine Activation of STAT3 MEL, CLL, and ML, butnot on normal adult fissues.
= Zilovertamab inhibits CLL cell expression of genes induced by activated ERK1/2, ®m \Wnt5a can activate ROR']_S'gna“ng, which enhances expression of Phase 1 Phase 2
NF-kB, STAT3, and NRF2 that may promote the survival and growth of CLL cells genes induced by activation of ERK 1/2, NF-kB, and NRF2* that can R
s ecrease In Serum [L-6 of Patients fucec with anti-RORA with mutated TP53 of patients treated with inhibitors of Bruton Tyrosine Kinase promote cancer-cell growth, migration, self-renewal, and resistance DOSE-FINDING COHORT DOSE-EXPANSION COHORT RANDOMIZED EFFICACY
= ocilizuma 40 —o. . . to therapv. e 2,4,8 & 16 mg/kg and 300 & 600 mg « Primary Endpoints: safety, « Zilovertamab + ibrutinib
O \ TR P =002 (BTK) (e.g., |ert|n|b) Py doses of zilovertamab® evaluated preliminary efficacy, pharmacology vs ibrutnib
oot DRI w i 30 1 - m Zilovertamab (formerly cirmtuzumab) is a fully humanized anti-ROR1 . lbrut,ini&;gdedgﬁr 1 month safety ?;tszDszD A * 2:1 randomization
= . e . . run-in mg ) mg + Confirm of zilovertama + Evaluate obiecti ,
I el . e = 20 Pre versus D28 ROR1-21  ROR1-22  ROR1-23 mAD designed to inhibit ROR1-signaling. ML qd po) L e Evaluate objectve response
ROR1 IL- = b
9 g > ’JAKZ o 10 J NRF2 inducible genes & “E’ '& '"I? *ERK 1/2 = extracellular signal-regulated kinase 1/2; NF-kB = nuclear factor kappa B; NRF2 = nuclear factor erythroid 2-related factor 2. ) gi’\%VDi.n ﬁg?ng:galt\l/ogiv\fyhﬁ;g;i?b SAOCSE ;iioMr;?_)CLL’ e
ity \ & Size=493 T 9 T 9 at approved doses
- N - Sool FNE, .
® 2 it | Pre- o Post- - f" Bt 75 @ - RO R 1 a — Formerly cirmtuzumab; b — RP2D: recommended phase 2 dose
e ; ) Treatment of cirmtuzumab E'_’ 0.08 / pﬁz — 50 epodia
o z fr\roolgi,ra:tis)n ;i ! Decrease: (;LL iIAT3 Acﬁvati:ﬂ In :Za:ients Rx witPh {\ntl;zRSORl E . . " Formation ‘ Parts 1 & 2¢
001 atient o0 atient oo atient 5 = il ’\" MCL CLL CLL CLL
5 ~ o i =] % 80 80 I""Imllw NQO1 - L 25 7 C //Mim"" zilo + ibrutinib zilo + ibrutinib zilo + ibrutinib ibrutinib
CLL cells g ZZ :2 ZZ / % 2.00 0wl oo = i \j ) \ e Study Population
: e 0 0 = 1.00 ' V] vz Patients Enrolled, n 33 34 21 10
Source: Chen, Blood 2019 0 1 0 JorkeEN,.._ 0 Foert =N Tubulin : — L ’
10° 10" 102 10° 10%  10° 10‘_ 102 10* 10°  10° 10" 10?2 10° 10% E 'E'g‘g — e —50 *xi v"“"} e G Safety Population2n 33 34 18 10
Isotype ArpSTAFE S 000 g e I@Icmﬁ&% Efficacy Population® n (%) 28 (84.8) 34 (100) 16 (88.9) 7(70.0)
Pre-treatment . \ . PRSI 1 PDK1 |- —— — — — — AKT KEAP1 . . -
Post-treatment ﬂ Eml:l 1|:||:|{}|:I l:EI:IE:I:I EEI:III:IC- " o Patient DISpOSItlon
- - Ranked in ordered dataset ‘ d Ongoing, n (%) 13(394) 0 2(1-1) 1(100)
Pal’t 1 CLL _— leovertamab o+ lbl'lltll‘llb — Enrichment profile = Hits Cytosol Discontinued from Treatmentd n (%) 20 (60.6) 34 (100) 16 (88.9) 9 (90.0)
. . Y Nucleus v b a, Safety population is comprised of all enrolled subjects who received at least one dose of zilovertamab (or ibrutinib if Part 3 ibrutinib alone arm);
. Ran I-'.Ing metric scores ERK1/2 NF-xB NRF2 b, Efficacy population is comprised of enrolled subjects who have received at least one dose of zilovertamab and have at least one post-baseline
Tl'la| SChema o tumor assessment; c, At the time of the data cut (110ct2022), there were no MZL patients evaluable for efficacy, so MZL patients are not included
l l 1 l Q28 Days Source: Kipps, Blood 2022 in the analyses; d, most common reason for discontinue for CLL patients is completed 2 years of treatment, for MCL is disease progression.
Zilovertamab
VY. >
Py 1 8 15 29 57 i g
Ibrutinib
420 mg QD
DO vs D28 (n=15) DO vs D56 (n=14)" Demographics and Disease Characteristics Overall Safety: Treatment Emergent
Gene Sets Size ES | NES | NOMp-val | FDRg-val | Size | ES | NES | NOMp-val | FDR g-val T . . .
NFKB Targets (Castro-Mondragon Nucleic Acid Research 2022) 3119 004 M 215 0.000 0.006 3117 0.05 |[M3.09 0.000 0.000 POpU/atIOfl ngh-rISk dlsease and heaV/ly pre-treated Adverse Events 220%
nducible Genes (Malhotra Nucleic Acids Researc . . . . . I} . . . . - . ;
STATS Targe Gt D e a0y | so] aael oss| osm| aswe | ] omo Mz | sies | oo Zilovertamab + ibrutinib has been well tolerated with an overall safety profile
“For 1 pt, D56 sample was not received. FISH data on 14 out of 15 cases: only 1 case with del17p. Parts 1 & 2 that is similar to that of ibrutinib monotherapy

IGHV data on 13 out of 15 cases: 10 UM IGHV, 3 MU IGHV. zilo + zilo + zilo + ibrutinib
ibrutinib ibrutinib ibrutinib
Differentially Modulated Genes at D28 of Rx Characteristics

MCL/CLL Parts 1, 2 & 3: Zilovertamab + Ibrutinib

Overall, n (%) | Grades 1-2, n (%) | Grades 23, n (%)

_ = + = el Zilo+lbr lbr N=33
Part 2 CLL - Zilovertamab + lbrutinib Fatiue 20 (471 % (412 5(5.5)
: Median Age, years (min, max 65 (45, 85 68 (37, 86 67 (52, 84 66 (53, 73 i . ) )
Trial Schema ge, years ( ) ( ) ( ) ( ) ( ) Diarrhoea 39 (45.9) 36 (42.4) 3 (3.5)
| ] 1 l 1 1 Q28 Days Male, n (%) 27 (81.8) 26 (76.5) 10 (55.6) 3 (30) Contusion 35 (41.2) 35 (41.2) 0
Zilovertama
Day sy . ECOG 0-1, n (%) 30 (90.9) 34 (100.0) 16 (88.9) 10 (100) Cough 26 (30.6) 26 (30.6) 0
£ 7 Ll .
Arthral 24 (28.2 22 (25.9 2(2.4
o g 8 15 29 57 Median time from diagnosis to study start, years (min, max) | 1.96 (0.04, 9.15) | 6 (0.03, 31.33) | 7.50 (0.05, 21.85) | 6.95 (0.05, 13.29) ralgia (28.2) (25.9) (24)
Ibrutinib Hypertension 23 (27.1) 14 (16.5) 9 (10.6)
; i 0 0 b b b
420 mg QD Median Ki-67 2 30%, n (%) 17 (51.5) NA NA NA Upper Respiratory Tract Infection 22 (25.9) 22 (25.9) 0
o o Treatment with Ibrutinib Alone DO vs D28 Lymphocytosis at Screening (ALC > 4 x 10/L) 3(9.1) 22 (64.7) 12 (66.7) 6 (60.0) Dizziness 21 (24.7) 21 (24.7) 0
Inhibition of NRF2 and STAT3 pathways with zilovertamab treatment Gene Sets | Size | ES | NES | NOM p-val | FDR g-val o
NFKB Targets (Castro-Mondragon Nucleic Acid Research 2022) 2888 0.03 i 0.019 0.119 sMIPI Intermediate/High, n (%) 15 (45.5) NAP NAP NAP Nausea 20 (23.5) 20 (23.5) 0
. . L. NRF1 Inducible Genes (Malhotra Nucleic Acids Researcy 2010) 498 -0.05 -f2s8 0.176 0.266 . . . . o Haematuria 19 (224) 19 (224) 0
Treatment with Zilovertamab + Ibrutinib D0 vs D28 del17p D0 vs D28 no del17p STAT3 Target Genes (Dauer Oncogene 2005) 89| -024| [ERGT 0.000 0.000 Received prior systemic regimens, n (%) 33 (100.0) 22 (64.7) 9 (50.0) 4 (40.0) 1 1
Rash 9(22.4 9(22.4 0
Gene Sets | size | ES | NES | NOMp-val | FDRg-val | Size | ES | NES | NOMp-val | FDR g-val Gene Sets | size | ES | NES | NOMp-val | FDR g-val Median number of prior systemic regimens (min, max) 1(1.5) 2.0(1, 10) 2.0 (1, 4) 20(1,6) as ( ) ( )
NFKB Targets (Castro-Mondragon Nucleic Acid Research 2022) 2991 0.04 | M 205 0.004 0.014 3104 0.03 | M 204 0.006 0.011 CLL BCR Gene Signature (Herishanu Blood 2011 FIG1) 42 0.25 168 0.004 0.086 : ’ ' ’ : Thrombocytopenia 19 (22.4) 18 (21.2) 1(1.2)
NRF1 Inducible Genes (Malhotra Nucleic Acids Researcy 2010) 513 0.08 | Il 2.24 0.000 0.006 524 0.08 | 206 0.008 0.011 ene Signature (Herishanu Bloo i ] ] . S . .
STAT3 Target Genes (Dauer Oncogene 2005) ' 91 0.18 | I 189 0.010 0.017 89| 024 BT 0.000 0.001 z:::: zz: gene ziznaiure E:eris:anu 2:003 22: E:gi; 2; 3_22 2: 2_232 3_232 Prior BTK inhibitor (ibrutinib), n (%) 5(152) 0 0 1(10.0) Anaemia 18 (21.2) 14 (16.5) 4 (4.7)
Part 2: Zilovertamab and Ibrutinib treated CLL pts (n=14): Prior Transplant/Cell Therapy, n (%) 8 (24.2) 1(2.9) 0 0 Dyspnoea 18 (21.2) 17 (20.0) 1(1.2)
pts with CLL cells with del17p pre-Tx (n=5) and pts with CLL cells without del17p pre-Tx (n=9) TP53 Mutation/del(17p), n (%) 8 (47.0)° 6 (17.6)° 4 (23.5)° 1(10.0)° Gastrooesophageal Reflux Disease 17 (20.0) 17 (20.0) 0
Peripheral Oedema 17 (20.0) 16 (18.8) 1(1.2)
a, CLL parts 1,2 (n= 12 TN, n= 22 R/R); CLL part 3: zilo+ibr (n=9 TN, n= 9 R/R); CLL part 3: ibr (n= 6 TN, n=4 R/R); b, not applicable; Data cut 11 Oct 2022
¢, based on number assessed for TP53/del(17p): MCL = 17; CLL, parts 1,2 = 34; CLL (zilo+ibr) part 3 = 17; CLL (ibr) part 3 = 10. Onychoclasis 17 (20.0) 17 (20.0) 0
T P 5 3 ID I 1 7 R I t Note: Atrial fibrillation occurred in 9.4% of pts (n=8); febrile neutropenia occurred in 1.2% of pts (n=1).
el'l/7p nesuits Overall CLL Efficacy: Progression-Free Survival Data cut 5 ey 2023
MCL Efficacy by TP53 mutation: CLL Efficacy by TP53 mutation/del17p: o, 95% Zllovertamab + ibrutinib " ALPINEFinal Analysis of PFS by IRC (ITT population)
Clinical Response Rates Clinical Response Rates I I BT £ o] T |
———— . £ N oo, -
_ , , _ _ , _ , , 3 w0 ———i 2% Treatment Emergent Hematologic
High response rates and durable responses in MCL patients with TP53 mutation High response rates and durable responses CLL patients with TP53 mutation/del 17p £ o7 2 e W agm
| g s S Laboratory Abnormalities
g . Median Dur of FUP, months (95% Cl): k: PFS Events | 61.3% ‘*1' R o
5 ’ A P53 mutation s 40.4 (38.6, 43.0) 3 jg A 8;{;’?9) : B Most hematologic lab abnormalities observed with zilovertamab + ibrutinib
. vera mutation -Zi . g o o 40 —Zanubrutini : ! . ) .
Endpoints (N=28) (N=7) Endpoints A S e Rt [ del17p 3, & | —tbuinb 12069 | L were Grade 1 — 2 with few being Grade 3 or higher
(N=10) S § | Hazard atio (95% CI)=065 (0.49-0.6)
Overall Response Rate (ORR), n (%) 25 (89.3) 6 (85.7) Overall Response Rate (ORR). n (%) 31(91.2) 15(938) 7(100.0) 10(100.0) 01 [ = = A Treatment Nawe E + Censored ?a 10+ uosided Peooo All CLL & MCL MCL Parts 182 CLL Parts 182 CLL Part 3 CLL Part 3:
Complete Response (CR), n (%) 3(8.8)2 0 1(14.3) 1(10.0) oll— B Relapsed/Refractary * Event 3 0 ) i ) ! . = . % . . ) i ) ) }. zilo (*-Nibsrlsj)tinib ziIo-(i-Nib;g;inib zilo ;-Nib;:)tinib zilo (+Nib1r181)tinib ibru:ir:\ilzoa)lone
0 a . | U = = =. = =
Complete Response (CR), n (%) 127 (42.9) 1(14.3) Partial Response (PR), n (%) 28 (82.4)° 15 (93.8) 6 (857) 9 (90.0)° O L. % PR O3RN RS GNNEEESREES ,
Partial Response (PR), n (%) 13 (46.4) 5 (71.4) Stable Disease (SD), n (%) 3(8.8) 1(6.3) 0 0 MRSGA 17 @@ ot f W s s s & e s s 3 1 1 o 2 Zanubrutinb 327 315 304 30; 294 280 263 226 V2 61 125 M M 20 AL L 5C SRR . - - . .
Median Duration of response, months (95% Cl) 40.3 (33.5, NE) NR (22.2, NE) NR (8.3, NE) 40.3 (NE, NE) e D EOoOFBRERSBIFTFREIT SR AR Any grade 31(36.5%) 9 (27:3%) 16 (47:1%) 6 (33.3%) 3 (30.0%)
Stable Disease (SD), n (%) 1(3.6) 0 Nemirmber of evaluable oafionte: NE— nof estimaly s 1 o CR b dudes 1 PR Dot out 5 May 2023 Data cut 5 May 2023 Source: Brown et al, 2023 Grade 1 or 2 21 (24.7%) 6 (18.2%) 10 (29.4%) 5 (27.8%) 1(10.0%)
=number of evaluable patients; = not estimable; a — Includes 1 uncontirme: , b —INncluades -L. ata cu ay - ) - N N N N N
Progressive Disease (PD), n(%) 2(7.1) 1(14.3) PFS for R/R CLL pts at 24 months was ~95% PFS for R/R CLL pts at 24 months was ~79.5% for Zanubr.utllnlb Grade 3 or 4 10 (11.8%) 3(9.1%) 6 (17.6%) 1(5.6%) 2 (20.0%)
PFS for R/R CLL pts at 24 months was ~ 67.3% for Ibrutinib Platelets decrease
Median Duration of response, months (95% ClI) 34.13 (13.84, NE) 13.84 (11.93, NE) Any grade 61 (71.8%) 23 (69.7%) 25 (73.5%) 13 (72.2%) 8 (80.0%)
N=number of evaluable patients; NE= not estimable; a — includes 1 unconfirmed CR. Data cut 5 May 2023 = = Ove ra" M CL Efﬂcac - CI | nlcal Res onse Rates Over Ti me Grade 1 or 2 57 (67.1%) 20 (60.6%) 24 (70.6%) 13 (72.2%) 7 (70.0%)
CLL Efflcacy: PFS by TP53 mutatlonldel1 7p ) . L . y_. . p . . Grade 3or 4 4 (4.7%) 3(9.1%) 1 (2.9%) 0 (0.0%) 1 (10.0%)
. Zilovertamab + ibrutinib combination demonstrates rapid achievement of response and response deepens over time A
MCL Efficacv bv TP53 mutation: Very encouraging landmark PFS at ~42 mo emaglobin decrease
y y m . . .. . . . . a Any grade 65 (76.5%) 24 (72.7%) 25 (73.5%) 16 (88.9%) 7 (70.0%)
. - _ o Zilovertamab + ibrutinib Historical ibrutinib, Rule 2017
Prog ression Free 8urv|va| Z|Iovenamab + ibrutinib N=28 N=370 Grade 1 or 2 62 (72.9%) 21 (63.6%) 25 (73.5%) 16 (88.9%) 6 (60.0%)
, . . . Pooled Analysis of Parts 1,2 & 3 .., median Duration of Response: 34 months 100, 5c ™Median Duration of Response: 18.6 months Grade 3 or 4 3@5%) 3(2.1%) 0(0.0%) 0 (0.0%) 1(100%)
DemonStrateS encourag Ing mPFS n SUbg rOUp S Wlth p oor p rOg nosis (N=5 R/ R, N=5 TN) n s: 693 893 893 B PR CTCAE v5.0 for hematologic toxicity used to grade laboratory values. Subjects counted Data cut 11 Oct 2022
: 901 85.7 . . - 904 only once at max grade observed after first dose of study treatment.
Zilovertamab + ibrutinib e LS -+, ; s _ 786 80 No grade 5 hematologic laboratory abnormalities were observed.
1.0 — —h ) — — — — —k—H+ _ i
0 i " S —+ o 70 701 64 646 649 651 657
- e — e — o — — — ————t 0.8 - '"'“"‘H 60 60.5
08 8 o = 60 g ] 54
E 0.7 Ig l E 50 % 50 473
5 08 'g 0.8 nd o 40 o 457 457 457 457 457
;..' 05 + + E 05 ' 10 4 30 44 44.0
E 04 é 0.4 Y 0 os 129 2 )
H s ; 1 , ' 1 157
| o B Conclusions
02 No TP53 mutation mPFS: NR (5.7, NE) 02 ) ; g . :
. : TP53 mutation mPFS: NR (2.9, NE) R : 0 3 . p py s P 1 7 P 9 12 18 18 o1 o5 . . . . . o
o A e s 2] ——— + Censoed Monts m Zilovertamab is a humanized mAb designed to inhibit the tumor
o0 0.0 L8 Nops3 Mutation o Event Data cut 11 Oct 2022 Months . -
° ‘ " ° * Month * * * ° * 0 3 6 9 12 15 18 21 24 27 30 3B 3B/ 39 42 45 48 51 . . - aRule, British Journal of Haematology, 2017 promOtIng aCtIVIty Of ROR1
et S S R R S R S SR N .. Overall MCL Efficacy: Progression Free Survival , _ ,
Data cut 5 May 2023 &8 8 8 B ¥ R OB ¥ A & & & 4 X R K G _ L o , , o * In CLL patients with TP53 mutation who have been treated
Data cut 5 May 2023 Zilovertamab + ibrutinib combination provides favorable PFS benefit compared to historical ibrutinib treatment alone

. with BTKi, zilovertamab inhibits CLL-cell expression of genes
PFS for TP53 mutation at ~48 months was 100%

CLL Efficacy by TP53 mutation/del17p: Zilovertamab + ibrutinib § 100, Historical ibrutinib, Rule 20172 induced by activated ERK1/2, NF-kB, STAT3, and NRF2
- > N=28 0 N= 370
Overall Survival 2 . . .
_ ¢ o 3 = Very encouraging PFS in CLL patients was 100% at ~48 months
Median OS not reached after 42 months ALPINE Final Analysis of PFS by IRC (ITT population) s g 075+ : ) .
§° 5 Median: 12-8 months (8-5-16-6) for patients with TP53 mutations/del 17p
Zilovertamab + ibrutinib g 100+ H : I RIS _g Median Dur of FUP: 24 months
Pooled Analysis of Parts 1,2 & 3 > 90 . i g o - E : . oL :
yN=1O £ . . . | : : Median: NR (35.9, NE) o 050 = |n patients with MCL and CLL, the combination of zilovertamab
. R 2 . ity : = ° Median Dur of FUP: 19.5 months (16.3, 29.4) £ : . o . _
& : g 70- —— —. E \\\m + ibrutinib was well tolerated, with a safety profile comparable
o i - | .‘: ' 55.7% - | 01 + Censored = . .. .
o | 2 PES Events L — " @ 0:25- to ibrutinib alone. Some side effects appeared less frequently
o -—— —# 5 ‘ n (%J ) : 7 0 5 10 15 20 25 30 35 40 45 9
£ .. O 40 —Zanubrutinib 23 (30.7) | " -t onth £ than expected.
£ o & 5ol —lbrutinb 34053 o o = - - - . g . : : A S 4
E T2 i i NE = Notstmatie; R = ot reached eta cut o ey 2025 & 5§ 10 15 20 25 30 = The ORR was 89.3%, CRR 42.9% and median DOR 34.1 months
02 o 10 : I H I H H . . . . . .
— é" . ! : Durable PFS maintained in heavily pretreated subjects Months for patlents with R/R MCL on zilovertamab + ibrutinib
T Raapaeamacin . o 0 3 6 9 1 15 18 N 4 27 3 B % 1 (2 previous LOT or more, data on file) @Rule, British Journal of Haematology, 2017.
L I No. at Risk Months from Randomization . . . .
Month Zanubatinb 75 71 68 6 64 6 6 4 32 0 2 W8 3 0 - - m PFS for zilovertamab + ibrutinib was ~95% at 24 months in
e T N T T T O O T I O O O I | Ibrutinibt 7% 0 68 %9 55 48 45 M 19 110 9 2 0 overa" MCL Efflcacy: overa" su rV|va| . . . .
Data cut 11 Oct 2022 Source: Brown et al, 2023 , , patients with R/R CLL (median 2 prior LOT)
Median OS not reached after median follow up of 19.5 months
Landmark OS 100% at ~42 months for both R/R and TN CLL and PFS for TP53 mutation at 36 months was ~55% for Zanubrutinib 1.00-- o o
Landmark OS 100% at ~51 months for R/R CLL with TP53/del17p PFS for TP53 mutation at 36 months was ~42% for Ibrutinib Zilovertamab + ibrutinib Historical ibrutinib, Rule 20172
08 N=28 N= 370
| : 075 ] Median: 25-0 months (21-6-NE) Ackn owledgements
@ ' i + [
Z‘E: 06 : o o ) .2
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