Virtuoso CD38 x ICAM-1 Bispecific Antibody Is a Novel Approach for Treating Multiple Myeloma and Lymphoma
THERAPEUTICS Xiaocheng Chen, Oi Kwan Wong and Leonard Post
ASH #2413 Virtuoso Therapeutics, San Mateo, California, USA

B

A DoHz@LscL EBVY)
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10 100 '::M ..':' 10 g0t gl 0¥ Wj:’(m 1 0t 100 *c“:m ':‘ 010 Fig 7. The DoHH2 tumor cells were cultured and harvested for tumor inoculation. Female CB17/SCID mice of 6-7 weeks in age were
0, L inoculated subcutaneously with 107 cells in 0.2 mL of PBS supplemented with Matrigel (1:1) for tumor development. Tumor volume
o § . o m § was measured using a caliper device and calculated with the following formula: Tumor volume = (length x width 2) / 2. When the
Fig 3. VBI-001 showed potent in vitro antibody-dependent cellular cytotoxicity (ADCC) activities on ICAM-1* tumor cells with mean tumor volume reached approximately 150 mm?, animals were randomized by tumor volumes into 6 animals per group. Test

medium to low CD38 levels, where daratumumab has low or minimal effect. ADCC was tested on Raji lymphoma (A), KMS26 antibodies were administered through bolus tail vein injection at doses mentioned in the graphs, once per week for five doses.

>\~ o —/ -/ MM (B) and DU145 prostate (C) cancer cells. The afu.ICAM-1.mAb represents the afucosylated anti-ICAM-1 antibody. ADCC Tumor volume was measured twice weekly. (A) Average tumor volumes. (B) Tumor volumes of individual mouse on day 50 post
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plate containing human PBMCs and labelled tumor cells at 50:1 effector to target ratio and incubated at 37 °C for 2 hours.
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surface of primary myeloma cells?. Antibody against |CAM-1, Bersanlimab (BIS0S, Biolnvent), was well Gone (aM) Cone (aM) Conc (nh) Female CB17/SCID mice of 6-7 weeks in age were inoculated subcutaneously with 107 cells in 0.2 mL of PBS supplemented with

tolerated, but only showed limited clinical efficacy in MM patients®. Matrigel (1:1) for tumor development. When the mean tumor volume reached approximately 150 mm?, animals were randomized

Fig 4. VBI-001 showed potent antibody-dependent cellular phagocytosis (ADCP) on Daudi lymphoma (A), KMS26 MM () and

. CA Exprossion B 038 Expression RPMIB226 MM (C) cancer cells. Monocytes were isolated from human PBMCs and differentiated into macrophages by by tumor volumes into 5 animals per group. Test antibodies were administered biweekly through bolus tail vein injection at doses
. e o tmems L meEme moene culturing monocytes in complete culture media (RPMI 1640 + 10% FBS) with 20 ng/ml of human Macrophage Colony- mentioned in the graphs. Tumor volume was measured twice weekly.
! s Stimulating Factor for 7 days. Target tumor cells were stained with CFSE and mixed with macrophage in 1:1 ratio, then serially
- diluted antibodies were added to each well and incubated for 1.5 hours. Phagocytosis was detected in a flow cytometer by the
g ot § =S appearance of CFSE/CD11b double positive cells indicative of macrophages that engulfed the tumor cells.
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ol Contol oGt Fig 9. The Lymphoma PDX model LY3071 (A) or LY-24-0133 (B) were harvested from tumor bearing mice and cut into small chunks
e e e e e LhulgS (approximately 2-3 mm in diameter). Female CB17/SCID mice of 6-7 weeks in age were inoculated subcutaneously with tumor
104109 102 00 00 10 102 chunks for tumor development. When the mean tumor volume reached approximately 100 mm?, animals were randomized by
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of myeloma and lymphoma cell lines (A), whereas these cell lines have a range of different CD38 expression (B). Detection Fig 5. VBI-001 showed reduced in-vitro NK92 cell killing compared to daratumumab. The afu.CD38.mAb represents the S o 0 2 s, Wy e s s S G i el
antibodies: Biolegend anti-human CD38 (Cat #303506) and anti-human ICAM-1 (Cat #322714). (C) Strong ICAM-1 IHC afucosylated anti-CD38 antibody. The NK92 killing assays were followed the same procedures as the ADCC assay described in
staining was observed in malignant lymphoma PDX samples. Fig 3 except that no additional effector cell was added. Conclusions
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