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Effective therapeutic options for patients with relapsed/refractory (r/r) acute myeloid leukemia Table 1: Patient baseline characteristics of “OptimAb” patients e THINK study:
(AML) and myelodysplastic syndrome (MDS) are lacking. :

THINK DEPLETHINK o 8 patients (5 AML, 3 MDS) received OptimAb CYAD-01 cells (Table 1).
Chimeric antigen receptor (CAR) T cell therapy is delivering major clinical responses in B-cell ggugytsggngf(‘g*EPLETHlNK) expansion Figure 1: CYAD-01 kinetics in the peripheral blood . . . . . _
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ULBP1-6) that are over-expressed by a large variety of malignancies including AML/MDS. Previous lines of therapies: Mean (Range) i 2(1-3) 3(1-6) - i HE o — o obect OR) ) e OnfimAL bafiente. O DS
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’f:eatmeont rz iemaerl:ated th-or without preconditioning chemotherapy to define the optima r/r Acute Myeloid Leukemia 5 2 4 E_‘ o 5_‘ o g P R patient achieved a stable disease (SD) for > 5 months and is still ongoing and 1 r/r MDS
9 ' r/r Myelodysplastic Syndrome 3 1 0 Z i = 8 1o g ol T E— patient became eligible for an allogeneic stem cell transplantation (allo-SCT) after
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. Bone marrow blasts (%) mean (range) 23.0(7-50) 25.3(8-42) 35.3(23-63) _ y _ - " _ _ _ _ - proaucead wi € former manuracturing process), patents presented an
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monOthe.rapy with mUItIpIe admInI.StratlonS doged every tWO WeekS. Wlth no precqndlthnlng Platelets (10°/pL) mean (range) 143.9 (23-350) 41.3(28-62) 28.5(12-44) Arrows indicates CYAD-01 cell infusions. Gray bar on DEPLETHINK plots indicates CyFlu preconditioning. (B) Black lines going Comp|ete remission.
therapy in r/r AML and MDS patient population. Potential consolidation cycle given if no | ANC(10°/pL) mean (range) 0.8(0.24-2.2) 0.5(0.3-0.84) 0.5 (0.15-0.94) represent the mean.
prOgreSSive disease (PD) after ﬁrSt CyCle_ UNK: unknown. *: data is missing for 1 patient. (data from uncleaned database) [} DEPLETHINK StUdy:
Potential consolidation cycle , , ,
. o 7 patients (6 AML, 1 MDS) received OptimAb CYAD-01 cells at DL2 and DL3 (Table 1).
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Previously reported (ASH 2019 — poster 3826) dose escalation segment of the study 2 gl e o i Y Y - - = e o Of all 17 patients enrolled in the study (including 10 patients who received CYAD-01
evaluated three dose levels (DL) of CYAD-01: 3x108, 1x109, and 3x10° total cells per infusion, AML(71y) 50% [ using the former manufacturing process across DL1 and 2), no objective responses
which showed: @ | Mos 761 25% [¥ v v were observed although one patient at the DL3 with the OptimAb process did show
@ | AvL(68y) 12% [ v 1 evidence of relevant bone marrow (BM) blasts decrease, i.e., anti-leukemic activity
o 25% (3/12 patients) complete response rate (1 complete remission with incomplete g AML(72y) 15% W / Y _SD | (ALA), defined as a decrease of at least 50% of the BM blasts (Figure 3).
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o The maximum tolerated dose was not reached O mos(a7y) 14% [TV ® > o CYAD-01 cells were readily detected in both the THINK and DEPLETHINK patients
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DEPLETHIN K STU DY Each bar represents one patient. Bar stopped at the first documented progression of the disease. AML: acute myeloid leukemia; AlloHSCT: allogeneic human stem cell transplant; CR: complete remission; DLT: dose-limiting Observed on average 11 days pOSt-InfUSIOn (range 2-22 dayS) In DEPLETHINK patlents'
toxicity; MDS: myelodysplastic syndrome; MLFS: morphologic leukemia-free state; SD: Stable disease (data from uncleaned database) Mean concentration of the transgene 2 weeks post_']st infusion (D']5) was h|gher (5192
. . copies/ug of DNA) compared to the THINK study (190 copies/ug of DNA) suggesting a
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activity of CYAD-01 after non-myeloablative preconditioning chemotherapy in the same r/r Figure 3: Clinical responses and duration of responses in the DEPLETHINK study Figure 4: NKG2D ligand expression at baseline morglt.pro (()ingett' persistence as compared 1o a single dose o U1 in the non-
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fludarabine daily for 3 days (CyFlu). | oo o I | v AML 150 baseline, supporting the NKG2D CAR T-cell approach for AML/MDS.
. . . SAML (73y) 48% |V Sb v | LTFU
Three dose levels were examined: 1x108, 3x108 and 1x10° total cells per infusion. S vos sty 6% [ 0 v v v AML
. AML (71y) 3% |[W SD (1) AML —
Preconditioning Potential consolidation cycle ' [ 100 C O N C L U S I O N S
L AML
N 0 e — Treatment pq Long-term safety L 0, AML (69y) 26% [¥
8 [saw (s0y) 26% AML Safety is a major question when evaluating NKG2D receptor-based CAR T cell therapy given
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E|sm ey 20% 5D LTFU MICA/B ULBP1 ULBP3 ULBP ° off-target toxicity of CYAD-01 underscores the safety of this CAR.
OPTIMAB MANUFACTURING PROCESS g m— - nitial signs of cinical activity in patients wi
O |0 |4weeks |8weeks |12weeks |16weeks |20weeks |Z4weeks l28weeks Bone marrow core biopsies at Screening were Stained by Standard Whlle CYAD-O1 ShOWed Inltlal Slgns Of CIInICaI aCtIVIty In patlents Wlth r/r AML/MDS, these
immunohistochemistry  techniques  with commercially available . . . . . .
During the clinical Studies’ a manufacturing process amendment was made to introduce the Each bar represents one patient. Bar stopped at the first documented progression of the disease or when the patient was lost to follow-up (LTFU). o - anti:)odigsbfor MI%A/B’ :JLPtB1,ﬂl1JI_IBP_3tanhd ULBPZISQGiSJi?;OS(i)etS were were .tf.'anS|ent In nature. We altered the manUfaCturlng process with the aim to increase
“ . N . ] ALA: anti-leukemic activity, defined as a decrease of at least 50% of the bone marrow blasts; (s)AML: (secondary) acute myeloid leukemia; DLT: dose-limiting toxicity; MDS: analysed by an independent pathologist who assesse umour durablllty of response (Opt|mAb prOCGSS)
OptlmAb manufactu rng process after US FDA and Belglan FAMHP approval. Myelodysplastic Syndrome; SD: Stable disease. (1) Patient not authorized to consolidation cycle due CYAD-01 peripheral blood persistence (data from uncleaned database) cells. The intensity of staining was calculated using an H-score (range :
0-300) calculated using the formula 1x(% of 1+ cells) + 2x(% of 2+
. . . cells) + 3x(% of 3+ cells). Heatmap shows the H-score for each ligand In the THINK study, a dose of 3x108 OptimAb CYAD-01 cells was unable to deliver clinical
CYAD-01 cells produced by the OptimAb process showed increased relative frequency of (columns) in all patients (rows) with samples available for assessment. ¢ }(l durati High P I d ted the ObtimAb CYAD-01
CD62L* cells (indicative of memory phenotype), increased in vitro cytokine production and responses ot greater duration. Higher cell doses are warranted as the Lplim :
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Additional engineering of the CYAD-01 product could enhance the clinical activity of NKG2D
receptor-based CAR T cells (poster 990).

Poster 993 © Celyad Oncology SA 2020 Any questions? Please contact us at contactus@celyad.com




