Tracking Multiplicity: Clinical Pharmacokinetic Assay for SAB-142,
A Multi-target Therapeutic for T1D
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Introduction Results: Validation CD Marker Blndlng Profiles

+ SAB-142 is a fully human, multi-specific, targeted, Anti-Thymocyte Globulin (hATG) for T. 00 Figure 3. Directly labeled
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+ SAB-142 presents distinct challenges in developing a high sensitivity pharmacokinetic Nominal L Passed/Failed* §m control IgG was incubated
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« The diverse repertoire of multi-specific T-cell receptor binding led to the development Moc 5.00 599 106% Passed - cos anzdll‘/zgdt by fthW CVFDmiHV

of a novel PK assay utilizing pooled donor PBMCs to distinguish SAB-142 from u PN ool Ktanovo and data shown is the

endogenous antibodies. LQC 1.00 1.03 103% Passed oo+ i geometric mean fluorescent

. X . L LLO 0.25 0.19 76% e £ oo g intensity with the background

« This PK Assay required high sensitivity due to the low dose levels of SAB-142 Q - B o asse H < s from the parental Bw cells

administered during the trial. 1UL0Q = Upper Limit of Quantitation; HQC = High Quality Control; MQC = Medium Quality Control; LOC = Lower Quality s o subtracted. Error bars show
+ The active components of SAB-142 bind to circulating lymphocytes as part of its g:yg::fgeh"-?sgm;m;mﬁSﬂ&‘:zgﬁgﬁgﬁephca(e) MO R T e e SEM, N=6.

mechanism of action — the remaining SAB-142 in participant serum was measured with
this PK assay.

This novel, high sensitivity PK assay was developed and validated for the quantitative
measurement of the SAB-142 in participant serum samples from SAB-142-101 trial.
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Table 2. Overall precision in human serum samples spiked with SAB-142 at five QC

concentrations

Results: SAB-142 Phase 1 PK Profile

SAB-142 Serum Concentration in
Healthy Volunteers and T1D Patients
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Figure 1A. Schematic diagram for the methodology of a multi-specific,
lymphocyte targeted, flow cytometry-based PK assay quantifying SAB-142 in
human serum. 1B. Standard curve between SAB-142 concentration and
fluorescence intensity of flow cytometry in human serum.

¢Acceptance Criteria: CV%: HQC, MQC, LQC <20%; ULOQ & LLOQ < 30%; Total Error: HQC, MQC, LQC £30%; ULOQ & LLOQ < 40%

Table 3. Selectivity in Type 1 Diabetes serum spiked with SAB-142 at HCQ and LLOQ
concentrations

in Cohorts 3, 4, 5, 5P from Phase 1 study, SAB-142-101.

Conclusio

« CD Marker binding profiles demonstrated that SAB-142 targets numerous T
cell receptors, similar to rATG.

+ Pooled human PBMCs (5x10° cells) were incubated with clinical trial serum - Re’::::ryz Passed/ « The novel PK assay developed was validated for accuracy, precision,
samples for 1 hr at RT. . N P selectivity, and range and exhibited high enough sensitivity to detect free
. Cglls were washed, incube}ted vyith biotin F(;lb’)2 goat gn}i-human IgG-Fc (30 Sampe - 2 E - 2 E M () e unbound SAB-142 at very low circulating levels down to 0.25 pg/mL.
mins at RT), washed, and finally incubated with streptavidin-PE (15 mins at RT) HOC 147 163 134 151 163 126 147 o8% | 11% Passed + The utility of this assay was successfully demonstrated where SAB-142 had
* Fluorescently-labeled PBMCs were gated for lymphocytes and analyzed via a dose-proportional PK profile measured in the SAB-142-101 Phase 1
flow cytometry. SAB-142 concentration is determined by interpolating Median LLoQ 032 020 026 032 027  0.20 0.26 104%  24% Passed Study.

Fluorescence Intensity (MFI) against the standard.

1HQC = . High Qualty Control; Lower Limi of Quantitation (0.25 pg/mL); Individual samples ran in triplicate
100
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No major differences were observed in systemic exposure to SAB-142
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“Accpetance criteria: HQC %Recovery = 80-120% and CV% <25%; LLOQ %Recovery = 70-130% and CV% <30%

« Assay was validated for accuracy, precision, selectivity and range. between Healthy Volunteers and T1D patients dosed at 2.5 mg/kg.
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