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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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SAB-142

SAB-142 is a Fully Human, Multi-Specific, Targeted Anti-Thymocyte Globulin
(hATG) for Delaying Onset and Progression of T1D

Multi-specific Inmunotherapy Pharmacodynamic profile
Targets Multiple CD Markers on Multiple Lymphocytes makes lifelong redosing possible

- Exhaustion induced

CD2 R
re-established after
maintenance dosing
CcD3 Tregs preserved Al Disease Modification
SAB-142 after induction and ) k C'peptlde
CD4 maintenance doses /A\ :
| preservation
— No lymphodepletion
transient margination only
PHASE 1 EVIDENCE PROGRAM STATUS
Clinically validated MOA with improved safety and Phase 2b pivotal SAFEGUARD, FDA-designated, in
immunogenicity profile vs. rATG and teplizumab new onset T1D patients ages 5-40
SAB A profile that makes immunomodulation through redosing a lifelong possibility
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The Opportunity To Treat T1D Across The Entire Disease Continuum

A potentially differentiated approach to immunomodulation, safe redosing, and lifelong T1D care

Early intervention is essential

Life-long disease modification is A
ossible with safe and reliable redosin
P 8 §)) SAFEGUARD b i
i Under development |
X ! Stage 3 Stage 3
New Onset Recent & Established Onset
Int ti bl Int ti bl tion of Int ti bl tion of
Stage 1 Stage 2 ientially delayedonset  bata colle and G pentide ¢ beta cells and C peptide
PRESYMPTOMATIC . CLINICAL
ymptomatic T1D requiring insulin
Normoglycemia Dysglycemia Hyperglycemia Hyperglycemia
>2 Autoantibodies >2 Autoantibodies >1 Autoantibodies? >1 Autoantibodies?

Normal Beta

Cell Mass

Normal beta cell mass decreases with progression of T1D

S AB Source:
1. https://pmc.ncbi.nim.nih.gov/articles/PMC5321245/
BIO 2. American Diabetes Association Professional Practice Committee. Diagnosis and classification of diabetes: standards of care in diabetes—2024. Diabetes Care. 2024;47(Suppl 1):520—S42 © 2026 SAB BIOTHERAPEUTICS, INC. 4




SAB-142

SAB-142 is 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.

ATG Teplizumab SAB-142

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

] 5
' Y "\ Preservation
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Increased Anergic T
e y.

CD4* T Cells

5

Increased Exhausted

Increased Exhausted CD8* T Cell Q
CD4*T Cell Frequency Inereaeed
Reduced FASSRES cy Exhaustion
CD4* T Cells _
20 Preservation
~CD4: TCells
SAB
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SAB-142

SAB-142 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

500000+

400000

300000

2000004

gMFI APC (AF647)

100000+

- SAB-142
* rATG
-+ Neg Control IgG

200000+

gMFI APC (AF647)

100000

50000+

0.31 1 316 10 316 100

Hg/ml
o SAB-142
* rATG

1500004 * Neg Control IgG

SAB
BIO

gMFI APC (AF647)

gMFI APC (AF647)

100000+

75000

50000+

25000

- SAB-142
* rATG
- Neg Control IgG

500000

400000

300000+

200000+

100000-

o

031 1 316 10 316 1
Hg/mi

0

o SAB-142
o rATG
- Neg Control IgG

0

D

SAB-142 binds to CD2, CD3,
CD4, and CD8 receptor surface
markers

Data generated with SAB-142 by 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
Preparations

CENTER FOR PATHOPHYSIOLOGY,

INFECTIOLOGY AND IMMUNOLOGY
MEDICAL UNIVERSITY OF VIENNA

© 2026 SAB BIOTHERAPEUTICS, INC.



SAB-142

SAB-142 is a Fully Human Biologic:
T regs are preserved while exhausted T cells enhanced

Regulatory T cell Preservation

CD4+ Treg * SEM

SAB-142 SAB-142
: Induction: 2.5 mg/kg : Maintenance: 1.5 mg/kg
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O SAB-142
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\}El’ Teplizumab PUBLISHED DATA

Teplizumab depletes T regs upon redosing

Remodeling T cell compartments during anti-CD3 immunotherapy of type 1
diabetes

S. Alice Long®, Jerill Thorpe®, Kevan C. Herold®, Mario Ehlers‘, Srinath Sanda®, Noha Lim*,
Peter S. Linsley®, Gerald T. Nepom™?, Kristina M. Harris™"

@ Benaroya Research Institute at Virginia Mason, Seatile, WA, USA

® Departments of Immunobiology and Internal Medicine, Yale University, New Haven, CT, USA
© Immune Tolerance Network, San Francisco, CA, USA

9 Immune Tolerance Network, Bethesda, MD, USA

CD4+ Treg

% of Lymphocytes

Months
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SAB-142 is a Fully Human Biologic:

alol Pp Increased exhaustion markers

------ & Increased frequency of PD-1* and TIGIT* T cells
.....@® Exhaustion maintained upon redosing

PD-1+ CD4 Normalized Mean

g Induction: 2.5 mg/kg Maintenance: 1.5 mg/kg ~4 Placebo
5 150 o SAB-142
-
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CD4 exhaustion increased after induction and reestablished post maintenance dose

rATG PUBLISHED DATA

CD4 exhaustion is an efficacy correlate
post rATG

CLINICAL MEDICINE

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

% PD-1*KLRG1*CD57-

N=279

%exhausted CD4
* =
Responder
91 = Responder
= = Non-Responder
6 - -""-1' TreatmentArm
- = Placebo
B i S
i J_ i i = ATG-GCSF

Baseline Week2 Week 12 Week 24

© 2026 SAB BIOTHERAPEUTICS, INC.



SAB-142

Multi-Specific MoA of SAB-142: A symphony of immunomodulation without
lymphodepletion resulting in an early efficacy signal

Pharmacodynamic Profile of SAB-142

ACTIVATION PHASE REPROGRAMMING PHASE

SUSTAINED IMMUNOMODULATION

J T Cell Exhaustion Signature /
E »— Cytokines Activated Tregs /
100% C-Peptide
BASELINE :
Lymphocytes
v :
1 | 1 1 1 I | l
T 1 I I I I ! } I
DAY: 1 2 3 4 5 6 7 14 30 45 90 120

@ Transient cytokine increase @ Treg preservation and

: o activation
@ Transient lymphocyte margination

Mechanism of Action of SAB-142

SAB
BIO

& C-peptide preservation

@ Sustained T-cell exhaustion
signature

@ Restoring immune tolerance

© 20268 APE IR HANPERATRLTIRRINC. 9



S Early Clinical Data Show the Hallmarks of a C-Peptide Preservation
-§ Repeat-Dose Disease Modifier Baseline-corrected MMTT C-peptide Mean
. . . , , _ AUC per min * SEM
The clinical goal is not a one-time transient immune reset. It is + PBO

SAB-142 — SAB-142
: -- Predicted Decline

sustainable beta-cell preservation enabled by safe, predictable redosing

0.24:

A
2@; Efficacy

Encouraging early signals of C-peptide preservation in

0.4
T1D patients >2 yrs from diagnosis :

0.0¢:

Q Early C-peptide signal consistent with beta cell preservation 0.1

0.24:

Change from baseline in mean
AUC C-peptide, nmol/L per min

N2
Y Immunogenicity SAB-142 has low immunogenicity . .
Baseline 90 120

frrvaees 0 Low/no immunogenicity on single and repeat dosing Study Day
H N=
@ Enables safe and reliable redosing 4 4

T cell preservation with enhanced “exhaustion” Improved Glycemic Control Reduced Exogenous Insulin Use

signature
TR TIR Mean Total Insulin Use Per Day + SEM
73% 85%
mm TVAR SAB-142
=1 TAR B 05 pEbe
== TIR 2 o4l = SAB-142
@ TBR 3 .l
mm TVBR 2"
iti = i i i % 0:1
Safety & Tolerability Positions SAB-142 for a convenient, potentially twice g/
a year dosing regimen E o
Q No lymphodepletion; no neutropenia, thrombocytopenia, decrease in WBC or RBCs E 2
on single and repeat dosing PBO| C5P PBO| C5P sway 6% B 7 72 pe % 120
° No serum sickness; Grade 1/mild CRS only Baseline Day 120 N2 0202 ! 0 0

SAB
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SAB-142

SAB-142 Safety Profile Enables Induction Dose and Redose
(Maintenance dosing) in an Ambulatory Setting

Majority of adverse events (AEs) are mild, associated with Day 1-2 infusions, and resolved by the end of the first week

Safety profile enables ambulatory dosing Overall summary of treatment emergent adverse events
(safety analysis set)
Most Frequent TEAEs:

* Headaches: typical for all T-cell-engaging therapies
« Transient lymphopenia (margination):

Part A: Induction Dose Part B: Maintenance Dose

Day1to7 Day 8 to 180 Day1to7 Day 8 to 180

Pooled Pooled Pooled Pooled Pooled Pooled Pooled Pooled
. Anticipated PD effect: self-resolves within 1-3 days Category Placebo SAB-142 Placebo SAB-142 Placebo SAB-142 Placebo SAB-142
’ HV+T1D HV+T1D HV HV HV HV HV HV
° 0,
Accounts for 100% of Grade 3 & 4 drug related N[ (9%)] 18 50 18 50 1 7 1 7

TEAEs and not associated with clinical symptoms
Number of participants with any:

+ Infusion-related reactions (IRRs): TEAES 12(66.7%)  46(92.0%) 11(61.1%) 27 (54.0%)  1(100.0%)  7(100.0%) O 4(57.1%)
*  CRS: flu-like symptoms, Grade 1 (mild) only, TEAEs by Severity:
temporarily associated with SAB-142 infusions with Grade 1 8(44.4%)  2(4.0%)  5(27.8%)  17(34.0%)  1(100.0%) 0 0 2(28.6%)
onset up to 24 hours Grade 2 4(222%)  3(6.0%) 5(27.8%) 9 (18.0%) 0 0 0 1(14.3%)
* 1.5 mg/kg induction and maintenance dose had no Grade 3 (i} 16 (32.0%)  1(5.6%) 1(2.0%) (i} 5(71.4%) O 1(14.3%)
CRS Grade 4 0 25(50.0%) 0 () 0 2(28.6%) 0 0
« Infusion-site reactions (ISR): erythema, tenderness, Grade 5 o o o o o o o o
phlebitis Treatment-related TEAEs by Severity:
* No serum sickness, no AEs associated with ADAs Grade 1 4(22.2%)  1(2.0%) 0 6 (12.0%) 0 0 o 2(28.6%)
* No decrease in RBCs, no neutropenia, no lymphopenia, Grade 2 201.1%) [306.0% K 0 0 0 0
or thrombocytopenia from Day 7 onward Grade 3 0 16(32.0%) _J0 0 0 S UL 0
Grade 4 0 25(50.0%) 0 0 0 2(286% 0O 0 |
* Nodrug related SAEs crade s o o o o o o o o

SAB
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SAB-142

SAB-142 is a Fully Human Biologic: Low Immunogenicity, Predictable PK

\
Y Immunogenicity Confirmed: SAB-142 has low immunogenicity

.
.......

@ Low immunogenicity on single and repeat dosing
@ Low immunogenicity enables safe & reliable redosing

Dose dependent & predictable

@ Dose dependent PK

@ Induction and maintenance PK profile indistinguishable

Serum PK SAB-142 * SEM

Serum PK SAB-142 £ SEM

31 31
-+ PBO
; -+ PBO = Induction: 1.5mg/kg
< Induction: 2.5mg/kg < Maintenance:1.5mg/kg
21 21
- -
E | E |
2 | o |
3| = |
4 L] T ¥ T 4y Y T 0- i # ¥ ¥ ¥
0824 48 72 96 144 312 696 1056 2136 0824 48 72 96 144 312 696 1056 2136
Hours Hours
SAB
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SAB-142 is a Fully Human Biologic:
No lymphodepletion following induction or maintenance dosing
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olou PP No Lymphodepletion

------ & No lymphodepletion on single and repeat dosing
- @ Transient lymphopenia due to margination with lymphocytes ] )
returning to baseline in <5 days Rabbit ATG causes sustained

Mean Absolute Lymphocytes + SEM lymphodeplet|on up to 2 years
SAB-142 CLINICAL MEDICINE
31 i

Induction: 2.5 mg/kg g Maintenance: 1.5 mg/kg
H +
: Responders to low-dose ATG induce CD4
T cell exhaustion in type 1diabetes
Laura M. Jacobsen,"? Kirsten Diggins,® Loti Blanchfield,’ James McNichols,? Daniel |. Perry,?
’_T Jason Brant,? Xiaoru Dong,?* Rhonda Bacher,* Vivian H. Gersuk,’ Desmond A. Schatz,’
o Mark A. Atkinson,"? Clayton E. Mathews,"? Michael |. Haller,' S. Alice Long,? Peter S. Linsley,?
2 21 and Todd M. Brusko'?
5 'Department of Pediatrics, College of Medicine, University of Florida, Gainesville, Florida, USA. 2Department of Pathology,
- Immunology, and Laboratory Medicine, University of Florida Diabetes Institute, Gainesville, Florida, USA. *Benaroya
g o Research Institute at Virginia Mason, Seattle, Washington, USA. “Department of Biostatistics, University of Florida,
E ___________ Gainesville, Florida, USA.
S -7
b4 A Lymphocytes ABS
— TreatmentArm
8 17 = Placebo
9 — ATG
== ATG-GCSF
-~ Placebo : Responder
- SAB-1 42 = Responder
= = Non-Responder
c T 1 0 -
‘bbe %QQ Baselne  Dayt  Week2 Wesk4 Week6 Week8 Week10 Week12 Week24 Week36 Week48 Week72 Week 96

SAB
BIO
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SAFEGUARD Is the First Study for a New T1D Treatment Paradigm

Studying SAB-142 in the new onset window up to 100 days

| SAFEGUARD
Phase 2b Study

SAFEGUARD: SAFety and Efficacy of
human anti-thymocyte
immunoGlobUlin SAB-142 ARresting
progression of Type 1 Diabetes

TRIAL DESIGN:

- 159 pediatric, adolescent, and adult patients (5-40
years)

* Part A: 12 patients — dose-ranging study for 12 months

» Part B: 147 patients — randomized, double-blind,
placebo-controlled, dose-ranging study for 12 months

« Part C: All patients including placebo with preserved
beta cells eligible for 12-month long-term extension
study upon completion

INCLUSION CRITERIA:
- New onset Stage 3 T1D: within 100 days of diagnosis
— Baseline C-peptide 2200 pmol/L

DOSING REGIMEN:

- Intravenous (1V)

- 0.5 mg/kg on Day 1 and remainder of dose Day 2
- Induction dose levels: 1.5 and 2.5 mg/kg

- Maintenance dose: 1.5 mg/kg every 6 months

SAB

Global study
initiated

First patient dosed in December
2025 with Topline results
expected 2H 2027

New Zealand
(MEDSAFE)

United States Europe United Kingdom Australia
(FDA) NCT07187531 (EMA) (MHRA) (TGA)

Randomized, Double-Blind, Placebo-Controlled Safety and Efficacy Study

Part A

(n=12) Induction Maintenance
Continued Maintenance

k
me/kg every 6 months
1.5
1.5 1.5

Part B Placebo
Randomized 1:1

Part C

(all patients, including placebo,
with preserved beta cells)

Primary Endpoint:

Stimulated C-peptide
@% following 2-hr MMTT at 12 months

Stage 3 T1D
g (detect at least 40% difference with

80% power)

Secondary Endpoint:

PartB

Leading Clinical Endpoint:

(n=147)

HbA1C

Induction Maintenance Other Secondary Endpoints:

- Time in Tight Range, Time in Range,

1.5
mg/kg
1.5 1.5
mg‘/kg mg/kg Time Above and Below Range
1.5 - Hypoglycemic episodes

Stage 3 T1D

BIO For more information about the study, go to SAFEGUARDSTUDY.COM or reach us at 1-844-763-1890 or SAFEGUARD@sab.bio



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

SAB
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Join SAB BIO for
our other
presentations &
E-posters at
Breakthrough T1D!

Breakthrough T1D™

Formerly JDRF

SAB

Mechanism of action of SAB-142 and responsive C-peptide signal in

adult patients with type 1 diabetes > 100 days post diagnosis

Hall 203AB
SATURDAY, OCTOBER 10™, 2026 2:50 - 3:00pm

Tracking multiplicity: clinical pharmacokinetic assay for SAB-142,
a multi-target therapeutic for T1D

Eric Sandhurst, PhD | Director of Program Management

SAB-142, a fully human anti-thymocyte globulin, can be safely
redosed, is not immunogenic, and has predictable PK/PD profiles in
healthy volunteers

Will Quinn, PhD | Executive Director of Immunology

Profiling the binding specifications of SAB-142, a fully human anti-
thymocyte globulin, against T cell surface proteins

Diane Maher, PhD | Director of Program Management

© 2026 SAB BIOTHERAPEUTICS, INC.
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