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• This open-label, first-in-human (FIH), multi-center Phase 1 study is assessing the safety, tolerability, 
efficacy, pharmacokinetics (PK), and pharmacodynamics of ISB 2001 in relapsed/refractory multiple 
myeloma (R/R MM) patients. 

• We created a quantitative systems pharmacology (QSP) model supporting a minimal 
pharmacologically active dose (MPAD) approach for the FIH dose calculation substantially increasing 
starting dose over MABEL. This innovative approach was accepted by the US FDA and Australian 
HREC, paving the way for similar determination of the FIH dose for other T-cell engager in preclinical 
development. 

• Starting dose for ph1 dose-level 1 is 0.5, 1.5 and 5μg/kg on days 1, 4, 8 and onwards (respectively).

• The study is currently open for enrollment in Australia and will open in US and other countries. 
ClinicalTrials.gov identifier: NCT05862012. 

• 1st subject was dosed on November 1st, 2023.

Key Patient Eligibility Criteria: 

• R/R MM with measurable disease after a CD38 
antibody, IMiDs, PIs, and who must not be candidates 
for regimens known to provide clinical benefit 

• Failed 3 or more prior lines of therapies (requirement 
for US only) 

Primary Objectives: 

• Assess safety, tolerability

• Determine MTD/RP2D

Secondary Objectives:

• PK, immunogenicity

• Assess preliminary clinical activity of  ISB 2001 

Exploratory Objectives:

• Assess biomarkers and their correlation with clinical 
activity, safety, and other clinical endpoints of interest

• Assess minimal residual disease (MRD) when 
indicated

BACKGROUND

PRECLINICAL DATA

BEAT®: Bispecific Engagement by 
Antibodies based on the TCR

TREAT™: TRispecific Engagement 
by Antibodies based on the TCR

ISB 2001 Possesses Higher Cytotoxic Potency than 
Clinical Benchmarks Teclistamab and Alnuctamab

ISB 2001 Displays Superior Cytotoxic Potency Compared to 
the Combination of Teclistamab and Daratumumab

In a BCMAlow and CD38low MM Xenograft Model, ISB 2001 
Eradicates Tumors In Vivo while Teclistamab Does Not

ISB 2001 Cytotoxic Potency is Less Affected by the Presence 
of Soluble Factors than Teclistamab and Alnuctamab
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Redirected Cell Lysis (RDL) of multiple myeloma cell line in presence or absence of a combination of soluble factors found in blood of multiple
myeloma patients. Isolated PBMCs from healthy donors were co-cultured with KMS-12-BM cell line to an E:T ratio of 5:1 for 48 hours in presence of a
dose-response of each tested molecule. When mentioned, soluble factors were added (soluble BCMA (150 ng/ml), APRIL (100 ng/ml) and soluble CD38
(2.8 ng/ml). Killing potency reflected by the 50% effective concentration (EC50) of molecules without and in presence of soluble factors. Horizontal bar
show average of 5-6 donors from two individual experiments. Stars show statistically significant differences in a Tukey post-hoc comparison performed
after paired One-Way ANOVA. (****p<0.0001). Table shows average of tumor killing EC50 and fold difference in potency in presence of soluble factors.

Multiple Modes of Action Killing
(MMoAK) assay of tumor cell line
KMS-12-BM. Tumor cells were incubated
for 48 hours with human PBMCs from
healthy donors at a 5:1 effector to target
ratio. Either 10 pM or 100 pM of ISB
2001 or teclistamab alone or in
combination with 100 nM of
daratumumab were added to the culture.
Dots show individual donors and bars
show the mean ± SD of 9 donors from 3
independent experiments Stars show
statistically significant differences in a
Tukey post-hoc comparison performed
after paired One-Way ANOVA (*p<0.05,
**p<0.01, ***p<0.001, ****p<0.0001).

In vivo efficacy assessment. Efficacy was assessed in NSG-PBMC transfer mouse model by subcutaneous grafting of KMS-12-BM cell line and
hPBMCs i.p. Arrows indicate when treatments were administered. Symbols show the mean ± SEM of 8 mice per group. Statistical evaluation was done
by two-way ANOVAfollowedby Tukey’s multiple comparison test (**p<0.01, ***p<0.001, ***p<0.0001).

ISB 2001

• ISB 2001 is a first in class tri-specific antibody targeting B cell 
maturation antigen (BCMA), cluster of differentiation (CD) CD38 and 
CD3 that redirects cytotoxic T cells to BCMA and/or CD38 expressing 
myeloma cells.

• Tri-specific  antibody was generated using Ichnos’ proprietary BEAT® 
(bispecific engagement by antibodies based on the TCR) platform.

• Simultaneous targeting of BCMA and CD38 increases binding to tumor 
cells with heterogenic or low expression through avidity. 

• The increased binding to tumor cells allows ISB 2001 to redirect tumor 
resident CD3+ T cells to kill tumor cells even when the expression of 
BCMA and/or CD38 are low. 

• ISB 2001 may overcome tumor escape mechanisms associated with 
low tumor antigenic expression inherent to current MM therapies1,2. 

STUDY DESIGN

• Pre-clinical data shows potential for ISB 2001 to induce enhanced cytotoxicity against MM
expressing variable levels of BCMA and CD38, mimicking natural tumor heterogeneity.

• An innovative quantitative systems pharmacology model supports an optimal first-in-human dose,
eliminating use of primates and reducing patient exposure to sub-efficacious doses of therapies.

• The study is currently open for enrollment (Clinicaltrials.gov identifier: NCT05862012).

a = the numerical value that leads to the next higher dose level in the standard titration design. n = number of subjects.. X = The dose level in 
the accelerated titration design at which the conversion criteria is met. DLT = dose-limiting toxicity; MFD = maximum feasible dose; MM = 
multiple myeloma; MTD = maximum tolerated dose; RP2D = recommended phase 2 dose; R/R = relapsed or refractory. 
* According to Project Optimus, 2 putative recommended phase 2 doses will be tested.  Dose levels to be determined. 

Redirected Cell Lysis (RDL) of multiple myeloma cell lines presenting various levels of BCMA and CD38 tumor associated antigens to
compare ISB 2001 to CD3xBCMA benchmark molecules. Purified T cells were co-cultured with multiple myeloma cell lines to an E:T ratio of 5:1
for 48 hours in presence of a dose-response of each tested molecule. Graphs show the killing potency reflected by the 50% effective concentration
(EC50) of ISB 2001 and CD3xBCMA engagers for KMS-12-BM, NCI-H929 and MOLP-8 cell lines. Each symbol represents an individual donor and
horizontal bars show the average of 6 donors from 3 independent experiments. Stars show statistically significant differences in a Tukey post-hoc
comparisonperformed after paired One-Way ANOVA(*p<0.05, **p<0.01, ***p<0.001, ****p<0.0001).
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