JIWSAB BETA CELL GUARDIANS: MECHANISM OF ACTION OF SAB- ATT 11.14warc 2026

2 BIO 142, AN EMERGING IMMUNOTHERAPY FOR NEW ONSET TAD - PATCEtoNASTal

Paul Colbert, Christoph Bausch, Angie Parizek, Diane Maher, Daniel Vermeer, Eric Sandhurst, Alexandra Kropotova
SAB Biotherapeutics, Sioux Falls, South Dakota, USA

Introduction Study Desigr

- NI 4.5 n Redosin " " -
ﬁ Cl:{l]éceﬂ There is no licensed therapy to halt or reverse new-onset Type 1 Diabetes. Cohort Pharmacodynamic Profile of SAB-142
- -
freceeeeeeeees € Rabbit anti-thymocyte globulin (rATG) slows the progression of T1D mglkg _"  [SAB-142 Dosing T-cell Exhaustion
: (preserves C-peptide and improves glycemic control). i . Signature
: o . . . 1.5 s BN placebo - : Cytokines Activated
-------------- @ rATG it is limited by serum sickness and the formation of neutralizing mg/kg i
‘bodi ' Tregs Memory Shift
antibodies. HV 0.5 E N emory shi
i ' kg "2 100% [ o
M u l.t| = Randomized mg/kg Baseline i : '
SN specific SAB-142 is a Fully Human, Multi-Specific, Targeted Anti-Thymocyte Globulin 0.1 o
antibody  (hATG) for Delaying Onset and Progression of T1D. mokg " .
Solution 503 Figure 1. Schematic A N
€ SAB-142 is generated from a unique multi-specific antibody platform. makg representation of SAB-142-101 A S A — + B -+ el
€ SAB-142 binds to multiple T cell surface proteins, similar to rATG. phase 1 randomized, double- >

Placebo, n=18 blind, placebo-controlled, single Mechanism of Action of SAB-142

------------- € No anti-drug antibodies with potential for redosing.
- and multiple ascending dose

€2 No Serum Sickness.

' ‘ : ’ : 2.5 adaptive study design including - Transient Cytokine Increase > Tieepreservation ans s Sustaned ee
= __ The aim of this study was to characterize SAB-142’s pharmacodynamic mglkg T activation Exhaustion Signature
ol T1D Cohort healthy volunteers (HV) and Margination e Initiation of Memory e Supporting Restoration

Phenotype Shift of Immune Tolerance

<1 of Stﬁdy mechanism of action through immunoprofiling in a first-in-human clinical
— 3

stud Placebo  n=2 patients with T1D.

Results

500000- 1000001 A Relative PD-1* Tconv Cells * SEM B Relative TIGIT* Tconv Cells * SEM A Treg (CD3*CD4*CD127'°CD25*FoxP3*) + SEM TIGIT" Treg Cells £ SEM Mean T-Cell Subset Frequencies

-+ SAB-142 -+ SAB-142
- rATG * rATG 200 SAB-142 -+ Placebo SAB-142 -+ Placebo

* Placebo <+ SAB-142 I
: TV I %% """""""""""" } """""""

300000+

50000 dalve

Day 0

200000+
25000+

gMF1 APC (AF647)
gMFI APC (AF647)

M
Day 7 EMRA

100000+

c T 1 1 c

% of Pre-Infusion
% of Pre-Infusion

-

o

o
1

Day 14

200000+

% of Pre-Infusion
% of Pre-Infusion

-+ SAB-142 -_._ SAB-142
o ATG * 1ATG
1500004 * Neg Control IgG T Neg Control IgG

Day 30

1'4:- :3'0 4'5 9'0 ' » ! 1'4:_ :3'0 4'5 N
10 10 9 9 Lo
12 12 12 = 12 12 192 Day 45
SAB-142 CD4* T conv Cell SAB-142 CD4* T conv Cell % » L .
Single Exhaustion Markers Dual Exhaustion Markers .- ' 14 30 45 ! ; 0132 7 14 30 45 90 ; Day 90
i . 10 10 9 10 10 9 9
0 —r—— : : : 0 - : — Figure 3. SAB-142 induced 12 12 12 12 12 12 12

031 1 316 10 316 100 031 1 316 10 316 100

ug/mi ug/mi expression of PD-1 (A), TIGIT (B), Day 120
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