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Forward-Looking Statements

The material in this presentation has been prepared by SAB Biotherapeutics, Inc., doing business as SAB BIO (“SAB”) and is general background information about
SAB'’s activities current as of the date of this presentation. This information is given in summary form and is not intended to be complete. Information in this
presentation, including financial forecasts, should not be considered advice or a recommendation to investors or potential investors in relation to holding, purchasing,
or selling securities or other financial products or instruments and does not take into account any particular investment objectives, financial situation or needs.

This presentation may contain forward-looking statements including statements regarding our intent, belief, or current expectations with respect to SAB’s
businesses and operations, market conditions, the exercise of outstanding warrants for cash, results of operations and financial condition, capital adequacy, specific
provisions, and risk management practices. Readers are cautioned not to place undue reliance on these forward-looking statements. SAB does not undertake any
obligation to update any information herein for any reason or to publicly release the result of any revisions to these forward-looking statements to reflect events or
circumstances after the date hereof to reflect the occurrence of unanticipated events unless required by law. While due care has been used in the preparation of
forecast information, actual results may vary in a materially positive or negative manner and the presentation may contain errors or omissions. Forecasts and
hypothetical examples are subject to uncertainty and contingencies outside SAB’s control. Past performance is not a reliable indication of future performance. The
forward-looking statements contained or implied in this presentation are subject to other risks and uncertainties, including those discussed under the heading "Risk
Factors" in SAB’s most recent Annual Report on Form 10-K filed with the U.S. Securities and Exchange Commission (the “SEC”) and in subsequent filings and reports
that SAB makes with the SEC from time to time, including but not limited to SAB’s Registration Statement on Form S-3 (File No. 333-289992) declared effective by
the SEC on September 30, 2025, and the prospectus contained therein.

Unless otherwise specified, information is current at the date hereof. Except as otherwise required by law, SAB disclaims any intention or obligation to update or
revise any forward-looking statements, which speak only as of the date they were made, whether as a result of new information, future events or circumstances or
otherwise.

The SAB logo and other trademarks of SAB appearing in this presentation are the property of SAB. All other trademarks, services marks, and trade names in this
presentation are the property of their respective owners.
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Redosable Immunomodulating Treatment for Stage 3 T1D

Study Design

Randomized, double-blind, placebo-controlled,
single- and multiple- ascending dose, adaptive
design clinical study
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SAB-142 Phase 1 Data: Encouraging Efficacy Signals and
Predictable, Safe Redosing

qf“, P Encouraging early signals of C-peptide preservation
Qgp Efficacy in T1D patients >2 yrs from diagnosis

Early C-peptide signal consistent with beta cell preservation

Y Immunogenicity Confirmed: SAB-142 has low immunogenicity

Low immunogenicity

Enables safe and reliable redosing

T T cell preservation with enhanced “exhaustion”
il PK/PD signature

Predictable PK upon redosing

Tregs preserved, increased T cell “exhaustion” signature

Safety and Positions SAB-142 for a convenient, potentially twice a

Tolerability year dosing regimen
No lymphodepletion; no neutropenia, no thrombocytopenia, decrease in WBC or RBCs
on single and repeat dosing

No serum sickness; Grade 1/mild CRS only © 2026 SAB BIOTHERAPEUTICS. ING. 3



Binds to the Same T Cell Surface Receptors as rATG

Binding of Directly Labeled SAB-142 and rATG to CD2, CD3, CD4, and CD8 Cell Lines
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/SAB-142 binds to CD2, CD3, CD4, and
\CDS receptor surface markers similar

to rATG

Data Reference:

Judith Leitner, laboratory of Peter
Steinberger, based on published
methodology.

American Journal of Transplantation 2013; 13: 3103-3113 © Copyright 2013 The American Society of Transplantation
Wiley Periodicals Inc. and the American Society of Transplant Surgeans

doi: 10.1111/ajt.12514

A Comprehensive and Quantitative Analysis of the
Major Specificities in Rabbit Antithymocyte Globulin

CENTER FOR PATHOPHYSIOLOGY,
INFECTIOLOGY AND IMMUNOLOGY

Preparations

MEDICAL UNIVERSITY OF VIENNA

© 2026 SAB BIOTHERAPEUTICS, INC. 4



No Tcell depletion

CD4 T cell populations preserved

Relative CD4* T cells + SEM
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Rabbit ATG causes
sustained depletion of CD4* T
cells.
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CLINICAL MEDICINE

Responders to low-dose ATG induce CD4*
T cell exhaustion in type 1 diabetes
Laura M. Jacobsen,'? Kirsten Diggins,’ Lori Blanchfield,’ James McNichols,? Daniel ). Perry,?

Jason Brant,? Xiaoru Dong,24 Rhonda Bacher,* Vivian H. Gersul,’ Desmond A. Schatz,!
Mark A. Atkinson,' Clayton E. Mathews,'* Michael J. Haller,’ S. Alice Long,’ Peter . Linsley,’

rtment of Pathology,
USA. *Benaroya
ersity of Florida,

Gainesville, Florida, USA.

Baseline Week 4 Week8 Week 12 Week 24 Week 36 Week 48

© 2026 SAB BIOTHERAPEUTICS, INC. 5




Including Induction of Key T-cell Exhaustion Markers that have been Correlated
with C-peptide Preservation in Prior rATG Studies

0 Treg preservation

Treg (CD3* CD4+CD127'°CD25* FoxP3*) * SEM

| e Increase in CD4 exhaustion

Relative PD-1* Tconv Cells + SEM
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rATG Published Data:

Responders to low-dose ATG induce CD4+ T-cell
exhaustion in type 1 diabetes - PubMed

Responders to low-dose ATG induce CD4*
T cell exhaustion in type 1diabetes

Laura M. Jacobsen,? Kirsten Diggins,? Lori Blanchfield,? James McNichols,? Daniel J. Perry,?
Jason Brant,? Xiaoru Dong,?* Rhonda Bacher,* Vivian H. Gersuk,® Desmond A. Schatz,’

Mark A. Atkinson,"? Clayton E. Mathews,'? Michael ). Haller, S. Alice Long,® Peter S. Linsley,?
and Todd M. Brusko?

'Department of Pediatrics, College of Medicine, University of Florida, Gainesville, Florida, USA. ?Department of Pathology,

CLINICAL MEDICINE

Immunology, and Laboratory Medicine, University of Florida Diabetes Institute, Gainesville, Florida, USA. *Benaroya
Research Institute at Virginia Mason, Seattle, Washington, USA. *Department of Biostatistics, University of Florida,

Gainesville, Florida, USA.

RESULTS,. Treatment with low-dosa ATG preserved regulatory T calls (Tregs), as
mieasured by siable methylation ol FOXP3 Treg-specific demethylation region [TS0R)
and increased proportions of CO4-FOXP3- Tregs (P < 0.001) igentified by fow
cytomadry, While treatment effects wene consistent across participants, not all
maintained C-peptide. Responders axhibited A transient risa in IL-6, IP-10, and TNF-a
{P < .05 bor all) 2 weeks after treatment and a durable CD4+ exhaustion phenctype
(increased PD-1-KLRG1-COST- on CD4- T cels [P = 0.011] and PDA+CD4* Termra MFI
|F <= 0.001) at 12 weeks, iollcwing ATG and ATGAG-CSF, respectively). ATG
nonresponders daplayed higher proportions of senescant T cells (a1 bassline and
afer treatment) ard increasad matrylation of EOMES (.2, leas axpression of this
axhaustion marker).

CONCLUSION. Altagather in thase exploratory analyses, Thi inflammation-
associabed serum and CO4- exhauston trarscrpt ard cellular phanatyping profiles
may be usaful for isantifying signatures of clinical response 1o ATG in T10.

© 2026 SAB BIOTHERAPEUTICS, INC.
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T1D Cohort at 2.5mg/kg

C-Peptide Preservation

Baseline-corrected MMTT C-peptide Mean AUC per min + SEM

KEY FINDINGS « P80

£ saBaa — SAB-142
g g 031 i -- Predicted Decline
. . €8 021
SAB-142 has promising efficacy £5 .
in an exploratory T1D cohort >2 £ 00
years from diagnosis o
Baseline 90 120
4 of 4 patients showed C-peptide subbay
p rese rvat | on t h rou gh 1 2 0 D ays; 'Predicted decline was estimated by first calculating the incremental AUC of TN19 placebo subject C-peptide MMTT data (n=26) for Weeks 48-96
. with post-2hrvalues masked. The linear slope was used to calculate the predicted rate of decline in days: AUCBL — (-0.6108*(Study
3 of 4 had enhanced C-peptide Day/7)). Source: Haller et al. Diabetes. 2019 Jun;68(6):1267—1276. MMTT = Mixed Meal Tolerance Test; AUC = Area Under the Curve; SEM =
Standard Error the Mean. 4
TIR improved from 73% at Improved Glycemic Control Reduced Exogenous Insulin Use )
Q baseline to 85% by End of Study _ Mean Total Insulin Use Per Day + SEM
’ = — mm TVAR g S?B-m : ;2:-142

= TAR %

= TBR s
Insulin doses decreased over = eR g
time in the SAB-142 group 3

PBO| C5P FBO| C5P g o4l
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SAB *CGM data are based on the patients’ individual CGM devices MR ¢ ! ¢
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SAB-142 1s a Novel Fully Human Multi-specific IgG Immunomodulator
Designed to Set a New Standard in Type 1 Diabetes

Not All Immune Modulation Is Created Equal: Unlike broad depletion or single-target exhaustion, SAB-142 is designed
to preserve regulatory T cells and target the immune cells most relevant to beta-cell destruction.

rATG

(rabbit Anti-Thymocyte Globulin)

Increased Exhausted
CD4+ T Cell

Reduced Frequency
CD4* T Cells
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Teplizumab SAB-142

(Anti-CD3 mAb) (Human Multi-Specific Anti-Thymocyte Globulin)

Increased Anergic
CD4* T Cells

Increased Exhausted
CDS8* T Cell
Frequency

Increased
Exhaustion

Preservation
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SAFEGUARD Is the First Study for a New TID Treatment Paradigm
Studying SAB-142 in the new onset window up to 100 days

Global study initiated

‘IJ SAFEGUARD  Creentdosed

Topline results

United States Europe United Kingdo Australi New Zealand
Phase Zb Study expected 2H 2027 (FDA) NCT07187531 (EMA) n (MHF?A? m ‘Z'T'(;:)Ia (MEDSAFE)
3AFety and Efficacy of human anti-thymocyte Randomized, Double-Blind, Placebo-Controlled Safety and Efficacy Study
immunoGlobULlin SAB-142 ARresting progression of
Type 1 Diabetes f
Part A (n=12) Part C (all patients, . .
Trial design: Induction Maintenance including placebo, with Primary EndPOInt.
» 159 pediatric, adolescent, and adult patients (5-40 years) 1.5 1.5 preserved beta cells) Stimulated C-peptide
. - i _ i Stage 3 T1D me/k me/k following 2-hr MMTT at 12 months
Part A: 12 patients — dose-ranging study for 12 months Rangdomized g/Kg g/Kg Continued Maintenance (detect at least 40% difference with
* Part B: 147 patients — randomized, double-blind, 1:1 2.5 1.5 every 6 months 80% power)
placebo-controlled, dose-ranging study for 12 months mg/kg mg/kg 1.5 1.5
« Part C: All patients, including placebo, with preserved mg/kg mg/kg Secondary Endpoint:
beta cells eligible for 12-month long-term extension
study upon completion Leading Clinical Endpoint:
Inclusion criteria: Part B (n=147) s vt - Part B Placebo HbA1C
>  New onset Stage 3 T1D: within 100 days of diagnosis neuction aintenance Randomized 1:1
> Baseline C-peptide 2200 pmol/L 1.5 1.5 o
Dosi . . mg/kg mg/kg Induction Maintenance Oth?l’ sepqndary Endpom.ts.
e e iniir Stage 3 T1D - Time in Tight Range, Time in
> Intravenous (IV) Randomized 2.5 1.5 1.5 1.5 Range, Time Above and Below
» 0.5 mg/kg on Day 1 and remainder of dose Day 2 1:1:1 mg/kg mg/kg mg/kg mg/kg Eangel < enicad
> Induction dose levels: 1.5 and 2.5 mg/kg Placebo 2.5 1.5 = Hypoglycemic episodes
: : mg/kg mg/kg > Safety
> Maintenance dose: 1.5 mg/kg every 6 months g K

SAB

BIO For more information about the study, go to SAFEGUARDSTUDY.COM or reach us at 1-844-763-1890 or SAFEGUARD@sab.bio © 2026 SAB BIOTHERAPEUTICS, INC. 9
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PRISE Expands the Ambition: Disease Modification for More of the T1D Population

By enrolling patients up to two years after diagnosis, PRISE evaluates whether meaningful preservation can extend beyond the newly diagnosed setting

\%\l
' ™
. — Breakthrough T1D
PI: Dr. Mike Haller 7 Formerty JORF United States Europe United Kingdom

NCT07670650 (EMA) (MHRA)

UF | DRI BT ) Laura Jacobson Linda DiMeglio . .

Chantal Mathieu Tim Tree
PRISE: Personalized Response and FLORIDA Todd Brusko Steve Gitelman Darja Smigoc Schweiger Loredana Marcovecchio

Taylor Triolo

Immunologic Surveillance of Endogenous C-

Peptide Preservation in New, Recent, and Phase 3 Randomized, Double-blind, Placebo-controlled Safety & Efficacy Study
Established Onset Type 1 Diabetes Treated
with Human Anti-Thymocyte Globulin (h-

ATG)

TRIAL DESIGN:

- Expanding clinical trial opportunities for patients with
Stage 3 T1D and no current treatment options.

- 108 pediatric, adolescent, and adult patients (5-40 yr)
» Cohort 1 from SAFEGUARD: Less than 100 days from Cohort 2 2.5

T1D Diagnosis
+ Cohort 2: 100 days to 1 year from T1D Diagnosis Stage 3 T1D (1(,)0 days —1yr)
Randomized 2:1

* Cohort 3: 1 -2 years from T1D Diagnosis

Cohort 1 From SAFEGUARD 2.5
Stage 3 T1D (<100 days)

n=24 Primary Endpoint:

mg/kg

following 2-hr MMTT at 12 months
(detect at least 40% difference with 80%
power)

ema Placebo n=12

% Stimulated C-peptide

me/ke n=24 Secondary Endpoint:

Placebo n=12

@ Leading Clinical Endpoint:
HbA1C

INCLUSION CRITERIA:
- Baseline C-peptide 2200 pmol/L

Other secondary Endpoints:
Cohort 3 2.5 n=24 - Time in Tight Range, Time in Range,
Stage 3 T1D (1-2 yrs) mg/kg Time Above and Below Range

Randomized 2:1 - Hypoglycemic episodes
Placebo n=12 > Safety

DOSING REGIMEN:

- Intravenous (IV)

- 0.5 mg/kg on Day 1 and remainder of dose Day 2
- Induction dose (TP1): 2.5 mg/kg SAB-142 or placebo
- Maintenance dose (TP2): 1.5 mg/kg at 6 months
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BIO 10



	MECHANISM OF ACTION OF SAB-142 AND RESPONSIVE C-PEPTIDE SIGNAL IN ADULT PATIENTS WITH T1D > 100�DAYS POST DIAGNOSIS
	Forward-Looking Statements 
	Slide Number 3
	SAB-142: �Binds to the Same T Cell Surface Receptors as rATG�
	SAB-142 is a Fully Human Biologic: �No T cell depletion
	SAB-142 Demonstrates a Comparable MOA to rATG, �including Induction of Key T-cell Exhaustion Markers that have been Correlated with C-peptide Preservation in Prior rATG Studies
	Slide Number 7
	SAB-142 is a Novel Fully Human Multi-specific IgG Immunomodulator �Designed to Set a New Standard in Type 1 Diabetes
	SAFEGUARD Is the First Study for a New T1D Treatment Paradigm
	PRISE Expands the Ambition: Disease Modification for More of the T1D Population

