i

[ 7
‘ B
i
8T
. .I
i

f;Response to g-NK is Associated with Higher CD8+ T Cells & Lower MDSC
- In Bone Marrow of Patients with Multiple Myeloma
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Background Treatment Schema IDP-023 Produces Deep Responses in Heavily Pretreated Significant Down-Regulation of Tumor & Neutrophil Associated Genes
. . . h lts di d h Highly Refractory MM in Responding Patients Post-Treatment
Patients with relapsed or refractory (R/R) multiple myeloma (MM) have poor € results discusse ere are
. . M 100 . . Responders VS Non-ReSponderS Downregulated (in Upregulated H P .
OutcomeS, Wlth Overall SUFVlval generally l.eSS than 12 months after best from patlentS Of the mOHOthera py %, Low dose IL2 _ Biomarker Type Prior BCMA (Day 28 AfterIDP-023) r?g;;d%rs) (iEGri_gponders) FunCt|0nalAS.SOC|at.|0nS.. o
. . ) cohorts. which received one of two |3 T 8 75- FLC \ Targeted Treatment e ons ¢ T cell co-stimulation/ inhibition (CD28, SLAMF?7,
available therapies. More effective and tolerable treatments are urgently ’ - = (KorA) e BCMA CART 47 o DEPTOR NID2 TNFRSF17)
treatment regimens: = E %7 1 M-Protein (Serum) _ 5 ouses - Antigen presentation (HLA-DOB, CLECL1)
needed. ’ ol @ 2 O BCMA Ab Do FCGR2B ‘ - ’
o O A f h 2 26 @ 25— M-Protein (Urine) =31 . L FCRL2 - DNA damage response and repair (SMAD5, DUSP5
IDP-023 is an allogeneic natural killer (NK) cell product that comprises a | ~Every weekx3 (QWx3), or every other lnl T — ag S # Classes Exposure o S ann | - 5 iLADoS - Metabolic sgignalirr)\g (DEPTOR, IC/)DD/<(1) ’ )
. . . day x3 (Q2Dx3) with or without |3 3 & o Lo
subset of adaptive NK cells (hamed g-NK cells) that arise naturally in subcutaneous IL-2 g I g 257 Bl Triple-Class Exposed S RIS , MAGEAT > Reduced Tumor Burden: Down-regulation of these tumor-
. . . . . . <. ® Tow dose Cy, cyclophosphamide; Flu, Q0 i '_3’ PR Poageen ........ MAGEC2 associated genes aligns with effective immunotherapy, likely
response to HCMV in some individuals. G-NK cells display a stable, unique ‘Al patients received lympho- |§ H v AR, & 50 BE Penta-Class Exposed . S = reflecting a reduction in tumor cells and/or modulation of the
phenotype through epigenetic reprogramming making them especially depleting chemotherapy (Flu/Cy) patients discussed here did s 77 T Expected ORR = 10-15%, VGPR = 5-8%, mPFS = 2-3mo SLANET tumor microenvironment.

t ti f d ti L th . . cells not receive mAb X 100- 2 Expected ORR=15-20%, VGPR <10%, mDOR = 2-3mo 0 ' ' ' ' . TNFRSF1T (BCMA) D Immune C!earance: Many of these genes are involved in

attractive 1or aaoptive cetl tnerapy: followed by intravenous IDP-023. “Patient did not progress on study, but transitioned to S [ immune evasion (e.g., MAGE family, Wnt signaling). Down-
- - — - - 1ls 15* gl* ‘ls 7l* 5 ‘lt 3l* é other treatment log2FoldChange regulation suggests immunotherapy has successfully
° g_NK Ceus are FCSR']y_negatlve and exhlbit superior antibody_dependent Patlent DemOgraphICS and Cllnlcal Summary Of Patlents Wlth Patient Figure ?. Vglcano plOt‘)t shov;i;ggifferentialger:e exprebssion Ea;j“vated |-mmune I:te:ponseSto targetglmor Tiusc';LECL1
. . i i i is) i icroenvironment Reprogramming: Genes like ,
cytotoxicity (ADCCQC) following engagement of CD16 compared to Multlple Myeloma Treated with IDP-023 Figure 2: % Maximum Change in Tumor Serum Biomarker. The maximum change in serum tumor biomarker from baseline (mnz:gjvléfen;:)_l:gés ;)n;?rl]r;eandyre:ng):;:]ngg aarl?eyrﬁlss;lndaor;z WNT10A, and ITGA6 poinftoihanges i%l the TME, reducing its
. 1 was determined based on either M-protein (serum and urine) or free-light chains (FLC) when M-protein was undetectable or R s defi % >MR b IMV\?G' hi P vsi yee. support for tumor growth and survival.
conventional NK cells (CN K) Dose Cohort | Patient  Age Sex ~ Cancer  #Prior  #of PriorDrug Prior Prior Prior Prior Best unavailable. Prior therapies are indicated as shown in the legend to the right, including number of prior drug classes and if esponse is defined at = y n tis analysis.
) ) R ) ID Regimens Classes: CAR-T/TCE BCMA  anti-CD38 Auto-SCT | Response prior BCMA-targeting therapy (and modality) had been received. Abbreviations: Ab, antibodies; mDOR, median duration of Differentiallv Regulated Genes at Baseline vs Post-Treatment
‘ g'NK cells are negatlve for the most dominant |nh|b|tory checkpomt for NK response; mPFS, median progression-free survival; ORR, overall response rate; PR, partial response; VGPR, very good partial Y g
cells: NKG2A and instead, express high levels of the activating receptor | sigebose | 01 56 Mae MM 12 seaniBoma  OhCMR yig) ks X s response in Responders and Non-Responders
: . : : BCMATCE - D T t-BCMA th o DEPTOR NDUFA4L2 WNT10A CCL21  A2M —
NKG2C, allowing them to recognize and kill HLA-E-expressing target cells eep responses achieved, even post- erapy ° * Gene name pathway cgulation,
. © 27, 1.5 * 1.0 24 * 1.0 *
. ] ) o Ql\a\ll-)](.?» 02 61 Male MM 4 3 Dara X PR ’ Responses Observed dCross all llnes Of thera py % 1 ! 1.0 0.5 % | 1 ’_‘ 0.5 Iil_‘ A2M complement /coagulation 4, * 0.0142
HLA-E, a non-classical HLA class | molecule, is significantly upregulated on * Disease control rate = 100% 2 |i'| o D oot - - o o000
. . . . . g 7 0.0 . o 7 o5 signaling , ¥% 0,
myeloma cells, particularly in advanced stages and high-risk patients, 04 59  Male MM 7 5+anti-BCMA  BCMA-CAR X Isa VGPR * ORR=67% (6/9), VGPR = 33% (3/9) 5 05 a1 i D S ! FCGR2B Fc'GaTlTaR';Z-epsnon " Ynsoosm
contributing to immune escape?. High HLA-E expression is correlated with . : . g e el el ntiprolferatve,

d d i hP hori E P fil d . o1 Increased T Cell Infiltration & TME Remodeling SA " " " . NDURAdL e peays o 0.0243
advance Isease stages, high-risk cytogenetic prortiles, and potentially owrans | % 68  Female MM 3 3 Dara X PR Following Treatment with IDP-023 o FAM124B  MSH6 GNLY HLA-F WnTion  WNT/Bcateninsignaling | o
worse progression-free survival in newly diagnosed MM patients. Here we D o5 r oy L L o LY '

. . . . . . . . . . 1 1 1 © ' ’ - chemotaxis *0.
demonstrate impressive clinical activity in the monotherapy arm of our first-in © o Ml MM & seamigoua BOMACAR Dara N 0 Case Study: Patient (03) With Very Good Partial Response by IMWG Shows < o - r corat hemt b ro027e
human phase 1/2 clinical trial (NCT06119685). GPRCSDTCE Impressive Reduction of Tumor By PET Scan with TME Remodeling § as] || N I s

" : : . 03 63  Male MM 5 3 Dara VGPR e " N i 057 mons e ns0.0561
Clinical Trial Des|gn: NCT06119685 Q2D x3 -63 yo male diagnosed with R/R MM Pre-Tx Post-Tx Bone marrow Cytof shows remodeling of TME é st 05— A Ao EAM124B negative reg:lator ofWNt o L0170
. ith ive infl fT cells & eliminati f SEHILEY]
o ‘ . . ‘ *Treated with LD chemo + IDP-023 \I;vl:,INf\Mnl‘l)ls;;vem ot T eetls & elimination o Figure 7: Difference in gene expression in Bone Marrow samples MSHE ONA repair o v 0.0369
ThIS IS an Open l.a bel., Phase 1/2, flrSt-ln'human, mUltIple ascendlng dose 07 74 Female MM 5 3 Dlara PR (Q2DX3) NO IL2 (norma[ized counts obtained by Nanostring analysis) between baseline and '
Sa T Cell Infiltration CD8:CD4 Ratio Teff:Treg Ratio ; ;

. . . DL1 *Pre-treatment BM blasts 20-25% . .. . 9 day 28 is shown for Non-Responder (N) and Responder (R), respectively. ROCK1 growth pathway 1, ns 0.0528
escalation, and dose-expansion study of IDP-023 administered as 02D x34IL2 momotypic plasma ells and wore o raron Response is defined at =MR by IMWG criteria in this analysis. Ly _—— e oones
monotherapy +/- interleukin-2 (IL-2), or in combination with isatuximab or 08 61  Male MM 7 5+ant-BCMA  BCMATCE X Dlzga VGPR ‘Rare’ ~4 months after IDP-023 / Responders differentially: Y L

. . . . . .029 . I ¥ 2 40 F - F - immuni M *0.
rituximab for the treatment of patients with MM or NHL, respectively. (0.02% by flow) 2 / | & W 1 > Downregulate disease-associated genes, e.g. DEPTOR, WNT10A A Y o

oLo *Marked reduction/elimination of , o N > Upregulate cytotoxic immune-associated genes, e.g. granulysin, HLA-F KIR2DL3 immunity A, ns 0.0571
Dose escalationin cohorts QWx3+ 13 68 Male MM 3 3 Dara SD lesions on PET at 4 months after " P:f:nmanorywla.rkers o POSt::'ym.‘J.%’QgZ”dzz-'n - DEPTOR, DEP domain-containing mTOR-interacting protein; WNT10A, Wnt Family INFSF12 MIF, TNFR1 signaling, A ns 0.0568
S IL-2 IDP-023 B Member 10A; CCL21, Chemokine (C-C motif) ligand 21; A2M, Alpha-2-macroglobulin; immunity e

Monotherapy MM Cohort *Normalization of sFLC ratio at 2- 3 :ﬂ \\ i g e FAM124B, family with sequence similarity 124 member B; MSH6, mutS homolog 6;  Table: List of genes that are regulated (or show a

Tt : > . _ Auto SCT, autologous stem cell transplant; BCMA, B cell maturation antigen; CAR, chimeric antigen receptors; Dara, daratumumab; DL1, Dose level 1; Isa, and 4-months post IDP-023 5 g° GNLY, granulysin; HLA-F, Human leukocyte antigen F trend) between baseline and day 28 in N and R.

('nlt.la patlents n—9) e cetis X a isatuximab; Lymph, Lymphocyte count; Neut, Neutrophil count; PR, partial response; PD, progressive disease; Ritux, rituximab; TCE, T-cell engager; VGPR, very -Patient was progression free for 5 R O e E 0 g : .

Single Dose O good partial response; WBC, White blood cell count. months (IMWG=VGPR) and then  Figure 3: FDG-PET images at j—}—m e B Summary & Conclusions
Multi-Dose m Best Response by current IMWG criteria. had CR on BCMA CAR-T (received ~ Paseline (left) and four months ) ) ) )
Addition of IL-2 m NHL Cohort 1- Drug classes include IMID, PI, anti-CD38 July 2024) and has remained in  after treatment (right). Red arrows F-g‘lt're t4; 37ljma(rker tC)vtofdof bone marrow | ¢ The allogeneic g-NK cell product IDP-023 induces favorable responses in highly
— 5 i indicate FDG-avid lesions at cells at baseline (pre-tx) and one month after . . . . .
Two Schedules () . —— — R O 2 initiation of IDP-023  treatment (post-tx). pretreated patients with r/r MM including 33% rate of VGPR:
*Therapy was well-tolerated; no dose limiting toxicities. Most common adverse T = treatment with IDP-023, Teft = terminal effector memory + . . : :
sfectormemory, MDSC myeloi-dered suppressorcells, MM mprovement in those regions after Analysis of T cells showed increase CD8 VGPR (-100% urine M protein) achieved in penta-refractory post-BCMA pt with complex
M T M olymorphonuclear, TME Tumor microenvironment. . . . . . . . ° - - -
This poster focuses patients with MM treated in the monotherapy cohort of the study. events were cytopenias due to conditioning therapy ” o;‘fastfollow Up Mar2025 per communication with  treatment with IDP-023. infiltration with a decrease in inflammatory . . P P yp P P
investigator markers and elimination of PMN-MDSCs. karyotype; pt alive ~11mo after IDP-023
T . . e . . . . . . . . . -94% FLC) achieved in penta-refractory pt with p53-deleted/3Xmyc MM
Eligibility Criteria for Clinical Trial Patients With MM Reduction in PET SUVs of Patients with MM Following IDP-023 VGPR (-94 , "
S oS o o Case Study: Patient (13) r/r MM Patient IDP-023 Induces T cell Infiltration with * Results in these two patients exceed expected outcomes, where the probability of VGPR+
Ad l . h RR MM h h f l d 3 . l f h 20- ot acotabul 20- Vaseular nod 15+ . 20- y TME Remodellng was <1 0%, PFS<3 mo, and OS ~ 3-5 mo.
* Adults wit who have failed = 3 prior lines of therapy. | T oRgnsan + Mermmarynode Gt | D
*Exposure to = 1 proteasome inhibitors, = 1 immunomodulatory agents, and 2 \ TR < lotnnans 3 \ T M .68 yo male diagnosed with R/R MM N CD3:CD4 Ratio TeftTrog Ratio Correlatlve. Qytof StUd'?S suggest antlo-tgmor mechanlstms in addition to .dlrect
> 1 anti-CD38 mAb. ) ) - - \ ) “Treated with LD chemo + IDP-023 (DL2, e © NK cell activity may be important. Individual case studies show remodeling of
Q2Dx3) +IL-2 . o coBTCAls g the TME (BM) including influx of non-exhausted CD8 T cells with resulting
0 : : 0 : : 0 : ' 0 : : 3 201 CD4 T Cells o
Baseline  Post-Tx Baseline  Post-Tx Baseline  Post-Tx Baseline  Post-Tx *Baseline PET |mag|ng was negative for e / 2 ] £ . .
(5 mo.) (2 mo.) (2 mo.) (2 mo.) 3 &’ [
Patient 03 06 07 09 FDG-avid lesions. 5 10- N 20 ) ImpI’OVed Teff to Tl’eg ratios.
References: (MWG Response) (D) (MR (PR (D) Patient was progression free for 3 months ° — R - We observed distinct regulation in genes associated with immune responses
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