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Item 7.01 Regulation FD Disclosure.

On September 27, 2022, SAB Biotherapeutics, Inc. (the “Company” or “SAB”) conducted a poster presentation at the Options for Control of Influenza ("OPTIONS XI")
conference highlighting data that its SAB-185 COVID-19 polyclonal antibody therapeutic candidate was effective in animal models. A copy of the poster presentation is
furnished herewith as Exhibit 99.1 and is incorporated herein by reference. On September 29, 2022 the Company will deliver a PowerPoint presentation of its Phase 2a challenge
trial that shows SAB-176 reduced the viral load in subjects exposed to HIN1 influenza virus, improved symptoms by day four and shortened the timeframe for viral shedding. A
copy of the PowerPoint presentation is furnished herewith as Exhibit 99.2 and is incorporated herein by reference.

The foregoing (including Exhibit 99.1 and 99.2) is being furnished pursuant to Item 7.01 and will not be deemed to be filed for purposes of Section 18 of the Securities and
Exchange Act of 1934, as amended (the “Exchange Act”), or otherwise be subject to the liabilities of that section, nor will it be deemed to be incorporated by reference in any
filing under the Securities Act of 1933, as amended (the “Securities Act”), or the Exchange Act. The information contained in each presentation is summary information that
should be considered in the context of the Company’s filings with the Securities and Exchange Commission (the "Commission") and other public announcements the Company
may make by press release or otherwise from time to time.

Cautionary Note Regarding Forward-Looking Statements

Certain statements made in this current report and the presentations that are not historical facts are forward-looking statements for purposes of the safe harbor provisions under
The Private Securities Litigation Reform Act of 1995. Forward-looking statements generally are accompanied by words such as “believe,” “may,” “will,” “estimate,” “continue,”
“anticipate,” “intend,” “expect,” “should,” “would,” “plan,” “predict,” “potential,” “seem,” “seek,” “future,” “outlook” and similar expressions that predict or indicate future
events or trends or that are not statements of historical matters. These forward-looking statements include, but are not limited to, statements regarding future events, including the
development and efficacy of the Company's influenza program, C. diff. program, Type 1 Diabetes program, and other discovery programs, the likelihood that a patent will issue
from any patent application, the results, including timing, of the development of SAB-195 (including any IND filing or proposed clinical trials), financial projections and future
financial and operating results (including estimated cost savings and cash runway), the outcome of and potential future government and other third-party collaborations or funded
programs (including negotiations with the DoD). These statements are based on the current expectations of the Company and are not predictions of actual performance, and are
not intended to serve as, and must not be relied on, by any investor as a guarantee, prediction, definitive statement, or an assurance, of fact or probability. These statements are
only current predictions or expectations, and are subject to known and unknown risks, uncertainties and other factors which may be beyond the Company's control. Actual events
and circumstances are difficult or impossible to predict, and these risks and uncertainties may cause the Company's or the industry’s results, performance, or achievements to be
materially different from those anticipated by these forward-looking statements. A further description of risks and uncertainties can be found in the sections captioned “Risk
Factors” in the Company's most recent annual report on Form 10-K, subsequent quarterly reports on Form 10-Q, and other filings with or submissions to, the U.S. Securities and
Exchange Commission, which are available at https://www.sec.gov/ Except as otherwise required by law, the Company's 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.

Item 8.01 Other Events.

On September 28, 2022, the Company released today new data presented at the OPTIONS XI conference, showing its fully-human polyclonal antibody platform maintains its
efficacy against multiple variants of several highly mutating viruses.

A copy of the press release is attached as Exhibit 99.3 to this Current Report on Form 8-K and is hereby incorporated by reference herein.

Item 9.01 Financial Statements and Exhibits.

Exhibit Number Description

99.1 Poster Presentation dated September 28, 2022

99.2 PowerPoint Presentation dated September 29, 2022

99.3 Press Release of the Company, dated September 28, 2022

104 Cover Page Interactive Data File-the cover page XBRL tags are embedded within the Inline XBRL document.
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Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the undersigned hereunto duly
authorized.

SAB Biotherapeutics, Inc.

Date: September 28, 2022 By:  /s/Eddie J. Sullivan

Eddie J. Sullivan
Chief Executive Officer
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Transchromosomic bovine-derived human anti-SARS-CoV-2
s0lcwreocs polyclonal antibodies protect hRACE2 transgenic Syrian
hamsters against multiple SARS CoV-2 variants

Theron Gilliland'#, Yanan Li*¥, Rong Li*¥ Matthew Dunn' ¥, Maria Alcom', Yutaka Terada', Shauna Vasilatos', Jeneveve Lundy', Shamkumar NambulliZ,
Deanna Larson®, Paul Duprex?, Hua Wu*, Thomas Luke®, Christoph Bausch®, Kristi Egland®, Eddie Sullivan®, Zhongde Wang?®” and Willlam B. Klimstra®”

EXHIBIT 99.1

1 Corter for Vacone Research and Depanmant of Inmonclogy, University of Piltsbungh, Fittstagh, PA 15261, 2 Center for Vaccine Research and Department of Mizrobiclogy and Mokscular Genatics, University ol Pitsbungh, Pittsburgh, PA 15261,
3 Drepertment of Animal Dary, and Vetermary Sciences, Utabh Siate Universty, Logan UT 84341, United States 4 SAb Biotherapeotics, inc. Sicos Falls, S0 87104, * Comssponding authors, # Thess suthons contributed squaly

Abstract

Pardemic SARS CoV-2 has undergons rapid volubion résulling in Ihe
successive emergence of many vanants wih novel mulaSans in the Soike
praten, some of which appear bo evade antibody neulralizatan, fmnsmit more
eficiently andior exhibil allered virlence.  This raises sinificant concems
reqardng e afficacy of profection elichad afer primary infection or from
waccines derived from sngle vins Spike (8] genotypas, as well as e eficacy
of anti-2 manoclaral anlibody based Becapeulica. To sddress s Sonoam,
SAB-185, a human anfb-SARS-Co-2 palycional anfibody (pAh) was genemsted
in tha Dreerstab™ platioem, This platform uses human artificial chromosama.
wansgeric bevines o preducs human 19G  preparalions  afer  hyper-
Immanization. Tha 7 e nautralizing capacty of SAB-185 wes tasted apainst
tan varianl SARS-Col-2 simins including several Omicron variants, SAB-185
exhibted equivalent neulralizalion of the Munich, alpha, bels, gamma and
D144-146 verlants. and retained neutralizeton of the dalta varant &% .1 and
omicron variarts BA1 1 628, BA2 12,1, BA4 and BAG, with anly modest
loszes of neulralizafon eflicacy. For & wio prolsction shudes, we vesd a new
human ACEZ (hACEZ) transganic Syran hamatar medal thal exhibits raped
Iethakly afler intmtracheal SARS-CaV-2 chalange with the Munich, Aloha, Beta,
Defa, and 0144-145 varanks; the Omicron B.1.1529 variant resulled in a
delayed, le=s sevare and nordelhal deasse, Prapaylacic SAB-185 reatment
pratecied the hamstors from death and miremized clinical sgns of infectan
when challénged with Me varian] viruses lested. This suggests hal SAB-145
may ba an afactive Immunotharapy 8ven in the presance of angong il

muiabon.

Results
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Figure 1. Tc bowine mmunization schedule and SAB-188 production
sirategy using the DiversitAb™ platform (as deserbed i La et al Hum,
Wacom, Immunothar, 181940652, 2022 PMIDI4ZZE5ETL  To bovings wana
immunized twice with plasmid DMA expressing the Wuhan WA sirain saike
profein al ihrea-wask inlerdals, Slatng week s animals were boosled fhree
limas. with recembinan Wa-1 spka ecledomain protain dedwed fram insact calls
Plasma from weeks T-8, 11212 and 1516 were poaled and human 1gG was
purified for the SAB-185 final preparation. To bovine plasma was (hawed, poalad,
fractionated by caprylic ackd {CAL and clarad by depth fisration in the presaenca
of Celpure P00 fiker aid, The clarified sample containing To bovina-desived
huiran 1906 s further purified by aflnity chiomatography, Beat using an snali-
human kG kappa lighl chain-spaciic column, KappaSalect (GE Healhcara Life
Scipnces) o capiure higG followsd by a low pH freatmant, and second, by
passing through an anti-bovine 196 heavy chain-specilic aflinty column, Capta
HC1S |GE Healthcare Life Sclences). Ta furthar temove rasidual G that
conlains bovine beavy chain, the human IgG fracton was then subjected o a O
Bepharosa  chromatography  pofishing  step o fusther  feduce  impuities,
nanafifiraticn, final tuffar exchangs, concentration. and stanle filraton. Finaky.
the SAB-188 product was terminally fillered and filled inta viaks.
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Figure I. 3AB-185 neutralization potential versus the Munich variant
(Spika DE14G) and other variants, Neuwraization capacity of SAB-185 was
assayed by Vera EE or Vero hace 2 TMPRSS2 cell plague neulralization assay.
BAB-185 was diluted o 1mgiml in FBE and than diluled saraly wo-fold befones
raaclion with vinses. All Ak samgles wene heat inaclivatad by incubalion at
E8°C far 30 minutes. Virusas were diluted in OPTI.MEM [Gibeo) with 2% FBES 1o
appodoinalely 200 PFU n 250 ¥ and reacted with én equal wouime of safal
two-fald diutions of sach anbbody (n PBS) for 1 nour at 370 foliowed by
infection of Vera ES monalayers for 1 howr at 370 A solulion of 01%
immunodiffusion agarcsa [MP Bio) In 2X Ve EB grewth medium was ihen
adoad and plaqueas ware developad al 37°C for T2-86 hours follpwed by
remowal of agarase, staining af cells with crystal violet (Fisher Scientific) and
conifiling of Haques. Data points Bre Bverages of resulls fam 3 replicates with 2
oupicats walks at aach diution, Ermor bars are omitted for clarity,
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Figure 3. SAB-185 protection from mortality in hamsters challenged with six
variant SARS CoV-Z isolates. Hermstars were administered 548-185 or PBS
irtramusculary and then challenged mirabracheally 24 hours later with 1000
plague forming unils of vadanl viuses.  Mortalily %or individual varian PES
controks (A} ard far combingd (all SARS5-Cov-2 varants testad] PBS comtral
vavsws SAB-185 treated groups (Bl Individual moraity data for Mumch (C),
D144-146 (0] Alpha (E). Beta (Fi. Delis {G), and Omieron (H} viruses. Mariel-
Cow log-rank significance 5 Indcaled within each panal. * p<005, “p=0.01,
Hin=0 005,
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Figure 4, SAB-185 protection from weight loss in hamsters challenged with
sla vartant SARS CoV-Z solates. (&) Walgh! bss for indeidusd hamsters in all
graups. (B} Combined (afl SARS-Col -2 varants fesied) average weight loss data
For SAB-185-redled ard PBS controd hanmsters. (C) Combined average weight
loss data for SAB-185-rasted and FBS contral hamstars on D46 (last day ak
animals ware alivel. Omicron infected animals are omitted due I delayed
disaasa development. Indhidual weight loss data for Murich (D), D14£-145 (F),
apha (Hy Beta (J), De%a (L} and Omicran (M) vinises, Combined avarage
weight loss data for Murich (E}. D144.146 (G), Algha (1), Beta (K) and Defta (M)
variants on DS {lest day all animals ware alive] post challenga or D past
challeangs for Omicron-infacted animals (O (peak weight loss) * ps=0.08,
*p=0.01, "“p=0.008. Open circlas are surviving animals (contrals and Cmicron)
and the SAG-185 treated animal that exhibibed defayed replicalion (data nol
shiown).

Figura 5. S4B-185 prataction fram clinical signs In hamsters challanged with
six variant SARS CoV-2 isclates, Data is presantad as tha inverse of e clinical
BoOME Sum Yahies, &5 dascribed in Maberals and Melhiods, 1 De comparable to
waight Ioss data. Each detum poinl mepresants an averaga ol moming and
afternoan obsareations. A} Clirecal sign scoring for indnedual hamstars in all
greupa. B) Combined chnical sign scoring data for SAB-185-trealed and coriral
namstars, (C) Combinaa clinical sign scoring data for SAB-185-frastad and control
hamstars on D5 {last day all animals ware alive) pest challenge or DR post
challenga for Omicran-inkactad animala {peak clinical signa). Mdsicdual cimcal aign
scorng data for Munich (D), D144-148 (F) Alpna (Hl. Bata (J). Dalta (L] and
Dimicron (M) viruses. Individual clinical sign scoring data for Munich (E), D144.146
G} UR (1), BA (K], Delia (M) and Omiceon (O) variants on DS (last day all animals
wara alive) post chatenga or (4 past chabangs for Grmicron (pask clinicad signs).
* p=0.06, e, “p=<0.005. Open cirches are survising {cantrols and Omicran}
ardd the SAB-185 lrealed animal tal eshibiled delayed repScation (data not
shown

Conclusions

The acturtence of sSLGCessive wives of SARS CaV-2 vardanlz wilh naved spike
pratem migations mroughout the COVID-19 pandemic has reducad 1ha praphylactc
efficacy of vaccines and abrogated the eficacy of many antbody-based
Herapeulica. SAB-185 is a human poiydonal G peneraled rom (he DivarstAb™
platform produced using spika protein from the WA-1 SARS CoV-2. The cument
stutkas demanssraled that a sngle 1M inection of SAB-1A8 protected recombinant
hACE2 hamslars from motality andior sewsre mosbadily when inbralrachealy
Infectac wih successive SARS CoV-2 wanants including omicron. Altheugh reducad
wt it BAL-188 PRNT,, and PRNT,, neutralization tbers were ohsersed with dafia
and amicron varianis, SAB-185 was siill highty profective al human-relevant doses
A v, Theredors, rasuced |n Wi nautralization btars of SAS-1B5 agansl SARS
Col-2 vanrants waere not pssociabad with any reduction of in wWio efficacy.

Reasans underlying e pratective eflicacy of SAB-185 vvaus mulliphe siraing,
may ncluda the hypar-immrunization of T bovines with Ll Iength spike pORA for
prming and recambinart spike eciadomain proten for boasling, which may
incrasse stimulation of polydenal antibodes resctive with subdominanl epilopes
et are less Bkety'able b0 mulsle during widaspread human infection.  Loss of
reactivity of manackenal antibodies that bind vanous epitopes in the S protein has
bean damonstialed cearly and the brosd reactivily provided by polyconal Ab
praducts may have an advantage in neutralization ard profection aganst varants
In addition, cther factars such as nancneutralizng anti-spike anlibadies anrdior
irnate immune macharisms such as effecior cell funcionds) coud be Enporiant In
kg,

In summary., the Divarshb™ platform represents a highly scalable system that
produces high nedlralizing er, Tully human polyclonal antibodes. The dala in His
shucty suggest that human anti-SARS-Cov-2 polyclnal anfibody. SAB-185, may
have broad efficacy in prevantng ar frealing SARS CoV.2 variant infectiaons in
humans,
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Efficacy and Safety of SAB-176, a Novel
Anti-Type A and B Influenza Immunotherapeutic:
A Phase 2a, Randomized, Double-Blind Trial in HIN1
Challenged Adults ”~

Thomas C. Luke, MD.

Senior Vice President, Research and Development

SAB Biotherapeutics, Inc.

*As an employee, Dr. Luke has a potential financial conflict of interest.
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Forward-Looking Statements 4..
SAb
BIOTHERAPEUTICS
The material in this presentation has been prepared by SAB Biotherapeutics, Inc. (*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, 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-locking 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 staternents 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 with the Securities and Exchange Commission (the "SEC”) and in other filings that SAB makes with the SEC.

Unless otherwise specified, information is current at the date hereof.

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,

© 2022 SAB BIOTHERAPEUTICS, INC.




Targeted Product Profile and Administration y,
Routes

PN sab
BIOTHERAPEUTICS

g_reat high-risk influenza adult patients prior to the development of severe
isease:

Adults 65 years of age and older
Immunocompromised due to a disease or medications (autoimmune, cancer, etc.)
lI;J’.ati-s.-l_zl'nts with respiratory, cardiovascular, kidney, metabolic, neurological

isorders

Pre- and post-exposure prophylaxis of high-risk patients and critical services
personnel
* High-risk patients in nursing homes/assisted living
Hospitalized
First responders/military/medical providers
Critical infrastructure operators

Administration Routes
* Intravenous
« Subcutaneous and Intramuscular administration in development

© 2022 SAB BIOTHERAPEUTICS, INC.




DiversitAb™ Development Process for

SAB-176

Multiple Seasonal
Tetravalent Type A and B

HA Antigens
Vaccinate Every Three Weeks
Human Artificial
Chromosome (HAC) . b va va v4 Vs
Te Bovine™
TEL Oﬁ#: Vaccination i i i i i
heavy chain
01 2 3 4 5 6 7 & 8 10 91 12

kappa light chain locus
hChr 2

TELOMERE

ﬁ} locus WEEK
hChr 14
1 Centromere

Contains the full
unrearranged VDJ antibedy
genes

2022 SAB BIOTHERAPEUTICS, INC.
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Purified human
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designed to
specifically bind
to target Fully Human Polyclonal
Antibodies




SAB-176 had Higher HAI Titers than Anti-Flu hIVIGs 5
VaCC]ne Stralns BIOTHERAPEUTICS
HiNa H3N2 B-Vic B-Yam
sample AfCalforniay | AfCaliforniaf | AfMichigan) A/ Brishans/02 |A/Guangdang [A) Guangdong - A/ Victoria 25 7| Af Singapore/INi| A/&ansasi1d) Afbong  [AfCambodiafe| iifMaryland | BfColoradoy/ | B/ Washingtor|  B/Phuket! | B/Califarnial GAMA
Afzong /2009 452015 fro0E - imacnan/201%  0/2003 FIMH-L16- 207 Kong 2671/ 20|0226360,/2020( /15/2006 06/2017 foz/zo19 30732013 12/2015
Shariadat hvval | [Huber stock) maonanj2uig] el i8f2026 19 {Egz]
Smg/ml {Eeg) {2021-22) 202123
588-176 Lot d | 1:512 1:512 1:512 1:512 1:512 1:512 1:256 1:512 1:256 1:256 1:256 1:256 1:256 1:128 1:128 1:128 1:512
ay: e [B-16X) (16X} [16-32¥] | [16-32X] [16X] (16-32%) {8-32¥) (e-Bax] | (133X | (R-1ex) | (1e-32X) | (16-32%) | [(16-332X) 16X} {16-32x] [16%)
SAB-176Lot3 | 11512 1:542 1:532 1:512 1:512 1:512 1:256 1:512 1:512 1:256 1:256 1:128 1:256 1lie4 1:128 1:138 1:512
V31 [gx] [R-16X) (16X} [16-32%) | [16-32%) {16X) [16-32%) (g-3zx] | (16-128X) | (1&-32%] | [R-16X) (B-16%) | (16-32x) | (8-16X] 16X} {18-32%) [163)
SAB-176Llot2 | 1:1024 1:542 1:512 1:512 1:512 1:512 1:256 1:512 164 1:128 1:256 1256 1:256 L1:128 1:256 1:128 1:512
Y0 | [16X) [B-16X) 16X} [16-32%] | (16-32X] {16%] (16-32%) {a-32x] 12-16X} 1B-16X) [R-16X) {16-32K) | (16-32%) | [(16-32%) 132%) (16-32} (16X
EAB-176 Lot 1 | 1:512 1:512 1:512 1:512 1:512 1:512 1:256 1:512 1:64 1:64 1:128 L!SG 1:256 1:64 1:128 1:128 1:512
¥3 [8X) [B-18X) (16X} (16-32%) | (16-32%] | (16X (16-22%) | I8-22x) {2-16%) {4-ExX) (48] | {16-32%) | (16-32%) | (216X (16X} | (18-32x| {16)
AntiFlubIVIG [ 1:64 | 1:32 1:32 1:32 1:16 132 18 1:16 1:4 18 1:16 LB 1B 1:4 1:8 1:4 1:32
e B R | ) § . _ R R _ - R I N
| Anti-Fi hiviG i 164 | 132 132 116 116 L3z 116 164 132 116 132 116 116 18 18 18 132
2017
Anti-Flu hlviG i 1:64 ‘ 1:64 1:32 1:32 1:32 1:32 1:16 1:64 1:32 1:16 1:32 1:16 1:16 1:8 1:8 18 1:32
2018
MC Al ‘ <1 ‘ <1 <1 <1 <1 <1 <1 <1 =1 <1 <1 <1 <1 <1 <1 <1 <1
Mon-Vadeing strsing Vacgine strains Dr. Victor Huber, University of South Dakota

© 2022 SAB BIOTHERAPEUTICS, INC. - CONFIDENTIAL




Trial Design and Methods ”N
BIOTHERAPEUTICS

The trial was sponsored by SAB Biotherapeutics and designed with hVIVO Services Limited. The study was

conducted at hVIVO Services Limited screening and quarantine facilities in London, England. (EudraCT

reference number 2021-001254-56 and registered with ClinicalTrials.gov number NCT04850898).

Healthy volunteers aged between 18 and 45 years were enrolled between 23 June and 20 Sept 2020. They
were screened per protocol to be nonsmokers, healthy, with a body mass index 218 and =35, no vaccine
received within 30 days of infusion, and a A/California/2009/H1N1 serum hemagglutination inhibition (HAI)
antibody titer of =1:10 within 90 days prior to enroliment.

60 Participants were randomized prior to challenge 1:1, double-blinded, to receive SAB-176 or placebo 20-24
hours after influenza challenge. Participants received 25 mg/kg of SAB-176 diluted in normal saline at a
concentration of 20 mg/ml or an equivalent volume of normal saline (placebo) in a single 1V infusion.

Participants were admitted into the hVIVO facility 2 days prior inoculation and were quarantined for up to 11
days {Day -2 to 8) with Influenza challenge occurring on day 0 and SAB-176/placebo infusion on day 1.
Participants were discharged on day 8. Participants returned for 1 outpatient visit on day 28.

A previously utilized Influenza H1N1 A/California/2009-like challenge virus was produced by Meridian Life
Sciences under Good Manufacturing Practices (Watson et al., 2015; Leibowitz et al., 2020)

© 2022 SAB BIOTHERAPEUTICS, INC.




Primary and Selected Secondary Outcome )""SAI:
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Primary Qutcome Measure:

« Area under the viral load-time curve (VL-AUC) of Influenza A/California/2009 H1N1 virus as
determined by gRT-PCR on nasal samples of SAB-176 when compared to placebo.
[Time Frame: 8 Days ]

Selected Secondary Outcome Measures:

« Area under the curve over time of total clinical symptoms score (TSS-AUC) as measured by
graded symptom scoring system (categorical and visual analogue scales) to evaluate the effect
of SAB-176 in reducing symptoms due to Influenza A/California/2009 H1N1 virus compared to
placebo. [Time Frame: 8 Days ]

« Duration of influenza guantifiable by cell culture measurement to evaluate the effect of SAB-176
in reducing viral loads in cell culture due to Influenza A/California/2009 H1N1 virus, compared to
placebo.

« Safety

© 2022 SAB BIOTHERAPEUTICS, INC.




Disposition of Participants

Participants enrolied

Participants randomised

Participants inoculated with Participants inoculated but
challenge virus (N=62) not treated (n=2)

Treated with SAB-176

Treated with Placebo

(N=30) (N=30)
ITT (N=30) ITT (N=30)
ITTH (N=11) ITT (N=16)
ITT-Is (N=10) ITT-Is (N=15)
PP (N=29) PP (N=30)
Safety (N=20) Safety (N=30)

Followed up to the end of
the study (N=31)

Followed up to the end of
he study (N=31)
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SAB-176 Met the Primary Endpoint of Viral Load and  4¢,.

Secondary Endpoint of Symptom Reduction

Achieved Statistically Significant (p = 0.026)
Reduction in Viral Load
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Mean Viral Load by Nasal Samples qRT-qPCR by Day Relative to Viral
Challenge
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SAB-176 Achieved Statistically Significant (p = 0.013)
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Improvement in Symptomology at Day 4
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Kaplan-Meier Time to Resolution of Positive Viral Cultures 2 Q
Following First Positive Culture Starting 2 Days After PNsAb e
Intranasal Viral Challenge BIOTHERAPEUTICS

Shortened time of viral shedding, as measured by lack of culturable virus.
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SAB-176: a novel anti-Type A and B influenza polyclonal immunotherapeutic

« Demonstrates significant HAI titers to multiple Type A and B influenza strains

« Met primary endpoint of reducing nasopharyngeal viral load as determined by gRT-
PCR

+ Met secondary endpoint of reducing symptoms

« Shortened the time of infectious viral shedding, as measured by inability to culture
virus in vitro

« Demonstrated safety and tolerability

+ Future studies in high-risk patients should be conducted
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SAB Biotherapeutics Unveils New Data at ISIRV OPTIONS XI Conference Validating SAB-176 Proof of Concept in Reducing Viral Load and
Improving Symptoms of Influenza and
Showing SAB-185 Effective Against Multiple COVID-19 Variants Including Omicron

SAB’s fully-human polyclonal antibody platform maintains its efficacy against
multiple variants of several highly mutating viruses

SIOUX FALLS, S.D., Sept. 28, 2022 (GLOBE NEWSWIRE) — SAB Biotherapeutics (Nasdaq: SABS), ("SAB”), a clinical-stage biopharmaceutical company with a
novel immunotherapy platform that produces specifically targeted, high-potency, fully-human polyclonal antibodies without the need for human donors,
released today new data presented at the Options for Control of Influenza (OPTIONS XI) conference, which is hosted by the International Society for
Influenza and other Respiratory Virus Diseases (ISIRV) in Belfast, Northern Ireland, from Sept. 26-29, showing its fully-human polyclonal antibody platform
maintains its efficacy against multiple variants of several highly mutating viruses.

On Thursday, Sept. 29, at 11:24 am BST, SAB will deliver an oral presentation of its Phase 2a challenge trial that shows SAB-176 reduced the viral load in
subjects exposed to H1N1 influenza virus, improved symptoms by day four and shortened the timeframe for viral shedding. On Tuesday, Sept. 27, SAB
conducted a poster presentation highlighting data that its SAB-185 COVID-19 polyclonal antibody therapeutic candidate was effective in animal models
against the majority of known SARS-CoV2 variants, including the recently evolving Omicron variants.

“Both of these programs show the power of polyclonal antibodies to neutralize highly mutating viruses and the differentiation of SAB’s novel therapeutic
products,” said Eddie Sullivan, co-founder, President, and Chief Executive Officer of SAB. “These data highlight that our technology produces neutralizing
antibodies that create an envisioned evergreen therapeutic aimed to maintain efficacy against rapidly mutating pathogens.”

SAB’s oral presentation, titled “Efficacy and Safety of SAB-176, a Novel Anti-Type A and B Influenza Immunotherapeutic: A Phase 2a, Randomized, Double-
Blind Trial in HIN1 Challenged Adults,” presents clinical data that SAB-176 met its primary endpoint of reducing the nasopharyngeal viral load in subjects
challenged with HIN1 A/California/2009-like virus. SAB-176 also met secondary endpoints of reducing symptoms by day four and shortened the timeframe
of the ability to culture virus in vitro, suggesting reduced viral shedding, and was safe and well tolerated.

For this randomized and double-blinded trial, 60 participants were randomized in 1:1 fashion — 30 participants received SAB-176 and 30 received placebo
20-24 hours after influenza H1N1 virus challenge on day 0. Participants received 25 mg/kg of SAB-176 diluted in normal saline or an equivalent volume of
normal saline (placebo) in a single IV infusion. Participants were quarantined for up to 11 days (day 2 to 8) and were discharged on day 8. Participants
returned for one outpatient visit on day 28.

The trial achieved a statistically significant reduction in nasopharyngeal viral load and symptom reduction at day 4, shortened the time of viable virus
shedding and demonstrated safety. Further, SAB-176 developed against recent seasonal influenza A and B strains, demonstrated efficacy against the 2009
pandemic H1N1 strain in this clinical trial. These clinical results were anticipated as SAB-176 showed
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significant preclinical HAI titers to multiple current and previous seasonal Type A and Type B influenza strains.

“SAB’s challenge trial for SAB-176 established proof of concept for this important clinical program,” said Alexandra Kropotova, M.D., Chief Medical Officer at
SAB. “The trial not only proved that viral load and symptoms could be reduced, but it also reinforced SAB-176’s ability to generate broadly neutralizing
antibodies to HIN1 pandemic strain as well as all tested viral variants of influenza A and B. Overall, these results demonstrate the potential for broad
efficacy against current and unknown future influenza strains that will undergo mutational changes. This trial is an important leap forward in SAB’s clinical
progress.”

SAB’s poster presentation, titled “Transchromosomic Bovine-Derived Human Anti-SARS-CoV-2 Polyclonal Antibodies Protect hACE2 Transgenic Syrian
Hamsters Against Multiple SARS CoV-2 Variants,” presented on Tuesday, Sept. 27, detailed SAB’s approach using a human anti-SARS-CoV-2 polyclonal
antibody (pAb) generated through SAB’s DiversitAb™ platform, which uses human artificial chromosome-transgenic bovines to produce human IgG
preparations after hyperimmunization.

The in vitro neutralizing capacity of SAB-185 was tested against 10 variant SARS-CoV-2 strains, including several Omicron variants. SAB-185 exhibited
equivalent neutralization of the Munich, Alpha, Beta, Gamma and D144-146 variants, and retained neutralization of the delta variant AY.1 and Omicron
variants BA.1.1.529, BA.2.12.1, BA.4 and BA.5, with only modest losses of neutralization activity. For in vivo protection studies, SAB used a human ACE2
(hACE2) transgenic Syrian hamster model that exhibits rapid lethality after intratracheal SARS-CoV-2 challenge with the Munich, Alpha, Beta, Delta, and
D144-146 variants; the Omicron B.1.1529 variant resulted in a delayed, less severe, and non-lethal disease. Prophylactic SAB-185 treatment protected the
hamsters from death and minimized clinical signs of infection when challenged with the variant viruses tested.

“This data suggests that SAB-185 may be an effective immunotherapy even in the presence of ongoing viral mutation,” Dr. Kropotova said. “SAB’s data
showing efficacy for all tested prominent COVID variants points to the benefits of our approach to use fully-human polyclonal antibodies in effectively
targeting pathogens that mutate over time. The loss of efficacy of some current COVID-19 therapies against prevalent COVID strain highlights the potential
of high potency, broadly neutralizing fully-human polyclonal therapies such as SAB-185 against SARS-CoV2 and other rapidly mutating viruses.”

About SAB Biotherapeutics, Inc.

SAB Biotherapeutics, Inc. (SAB) We are a clinical-stage biopharmaceutical company focused on the development of powerful and proprietary
immunotherapeutic polyclonal human antibodies to treat and prevent infectious diseases and immune and autoimmune disorders. Our development
programs include infectious diseases resulting from outbreaks and pandemics, as well as immunological, gastroenterological, and respiratory diseases that
have significant mortality and health impacts on immune compromised patients. SAB has applied advanced genetic engineering and antibody science to
develop transchromosomic (Tc) Bovine™. Our versatile DiversitAb™ platform is applicable to a wide range of serious unmet needs in human diseases. It
produces natural, specifically targeted, high-potency, fully-human polyclonal immunotherapies without the need for human donors. SAB currently has
multiple drug development programs underway and collaborations with the US government and
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global pharmaceutical companies. For more information on SAB, visit: https://www.SAb.bio/ and follow SAB on Twitter and LinkedIn.

Forward-Looking Statements

Certain statements made herein that are not historical facts are forward-looking statements for purposes of the safe harbor provisions under The Private
Securities Litigation Reform Act of 1995. Forward-looking statements generally are accompanied by words such as “believe,” “may,” “will,” “estimate,”
“continue,” “anticipate,” “intend,” “expect,” “should,” “would,” “plan,” “predict,” “potential,” “seem,” “seek,” “future,” “outlook” and similar expressions that
predict or indicate future events or trends or that are not statements of historical matters. These forward-looking statements include, but are not limited to,
statements regarding future events, including the development and efficacy of our influenza program, C. diff. program, Type 1 Diabetes program, and other
discovery programs, the likelihood that a patent will issue from any patent application, the results, including timing, of the development of SAB-195
(including any IND filing or proposed clinical trials), financial projections and future financial and operating results (including estimated cost savings and cash
runway), the outcome of and potential future government and other third-party collaborations or funded programs (including negotiations with the DoD).
These statements are based on the current expectations of SAB and are not predictions of actual performance, and are not intended to serve as, and must
not be relied on, by any investor as a guarantee, prediction, definitive statement, or an assurance, of fact or probability. These statements are only current
predictions or expectations, and are subject to known and unknown risks, uncertainties and other factors which may be beyond our control. Actual events
and circumstances are difficult or impossible to predict, and these risks and uncertainties may cause our or our industry’s results, performance, or
achievements to be materially different from those anticipated by these forward-looking statements. A further description of risks and uncertainties can be
found in the sections captioned “Risk Factors” in our most recent annual report on Form 10-K, subsequent quarterly reports on Form 10-Q, and other filings
with or submissions to, the U.S. Securities and Exchange Commission, which are available at https://www.sec.gov/ 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.
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Investor Relations:
SABIR@westwicke.com
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SABPR@westwicke.com







