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Item 7.01 Regulation FD Disclosure.

On January 12, 2026, Spyre Therapeutics, Inc. (the “Company”) issued a press release (the “Press Release”) and posted an updated
corporate presentation (the “Corporate Presentation”) on its website. The Press Release and the Corporate Presentation include, without limitation,
updates on the Company’s ongoing clinical trials and the appointment of Kate Tansey Chevlen as Chief Commercial Officer. Copies of the Press Release
and Corporate Presentation are attached as Exhibit 99.1 and Exhibit 99.2, respectively, to this Current Report on Form 8-K and are incorporated herein
by reference.

The information in this Item 7.01 of this Current Report on Form 8-K, including Exhibits 99.1 and 99.2 attached hereto, is intended to be
furnished and shall not be deemed “filed” for purposes of Section 18 of the Securities Exchange Act of 1934, as amended (the “Exchange Act”) or
otherwise subject to the liabilities of that section, nor shall it be deemed incorporated by reference in any filing under the Securities Act of 1933, as
amended, or under the Exchange Act, except as expressly set forth by specific reference in such filing.

Item 9.01 Financial Statements and Exhibits.
(d) Exhibits
Exhibit
Number Description
99.1 Press Release of the Company, dated January 12, 2026
99.2 Corporate Presentation (January 2026),

104 Cover Page Interactive Data File (embedded within the Inline XBRL document)



SIGNATURES

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.

SPYRE THERAPEUTICS, INC.

Date: January 12, 2026 By: /s/ Cameron Turtle

Cameron Turtle
Chief Executive Officer



Exhibit 99.1

SPYRE

£/ NN THERAPEUTICS
Spyre Therapeutics Poised for Transformational 2026 With Six Expected Proof-of-
Concept Readouts Beginning in Q2
“6in "26" expected proof-of-concept (POC) readouts across SKYLINE and SKYWAY trials

SKYLINE platform trial in ulcerative colitis (UC) recruiting faster than expected with
SPY001 enrollment complete ahead of schedule; Part A readouts accelerated, now
expected to start in 02

SKYWAY basket trial enrollment on track across rheumatoid arthritis (RA), psoriatic
arthritis (PsA), and axial spondyloarthritis (axSpA), All readouts expected in 4Q 2026
Kate Tansey Chevlen appointed Chief Commercial Officer (CCO)

Strong balance sheet with pro forma cash, cash equivalents, and marketable securities
balance of 8783M as of September 30, 2025%*, anticipated to provide cash runway into
the second half of 2028

WALTHAM, Mass., January 12, 2026 (GLOBE NEWSWIRE) — Spyre Therapeutics, Inc. (NASDAQ: SYRE), a clinical-stage biotechnology company
pioneering long-acting antibodies and antibody combinations to redefine the standard of care for inflammatory bowel disease (“IBD”) and rheumatic
diseases, today highlighted its 2026 priorities including six expected POC readouts (three from the SKYLINE platform trial in UC and three from the
SKYWAY basket trial in RA, PsA, and axSpA). The Company also expanded its leadership team with the appointment of Kate Tansey Chevlen as CCO.
Ms. Tansey Chevlen is a seasoned biopharma commercial leader with nearly two decades of experience driving strategy, execution, and growth across
U.S. and global markets at Amgen.

“Our six expected readouts this year have the potential to identify products, delivered as monotherapies or as combinations, that meaningfully improve
upon the standard-of-care for patients suffering from IBD and rheumatic diseases,” said Cameron Turtle, DPhil, CEO of Spyre. “As we plan to initiate
late-stage development in 2027, we are excited to welcome Kate as our new CCO. Kate’s experience securing access and driving product uptake will be
invaluable as we shape our Phase 3 strategy to unlock the full value of our pipeline.”
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Updated topline guidance for SKYLINE and SKYWAY trials

SKYLINE (NCT07012395) is a Phase 2 platform trial of SPY001 (anti-a437), SPY002 (anti-TL1A), SPY003 (anti-IL-23), and pairwise combinations
thereof (six investigational long-acting agents in total) in patients with moderately to severely active ulcerative colitis. The trial consists of two parts:
Part A is an open-label assessment of the safety and preliminary efficacy of monotherapies and Part B is a randomized and placebo-controlled
assessment of the safety and efficacy of monotherapies and combinations. Enrollment in Part A has exceeded expectations with SPY001 enrollment
completed ahead of schedule. Readouts for Part A are now expected to begin in Q2.

SKYWAY (NCT07148414) is a Phase 2 basket trial of SPY072 (anti-TL1A) in patients with moderate to severely active RA, PsA, or axSpA.
Enrollment is on track, and all indications are expected to readout in 4Q 2026.

Trial Arm Status A il

SKYLINE SPY001 UC Part A Enrollment complete Readouts beginning

Platform study SPY002 UC Part A Enrolling Q2
SPY003 UC Part A Enrolling

SKYWAY SPY072 RA Enrolling All readouts

Basket study SPY072 PsA Enrolling 4Q 2026
SPY072 axSpA Enrolling

Appointment of Chief Commercial Officer

Ms. Tansey Chevlen joins Spyre from Amgen where she most recently held the position of VP, Global Marketing Head for Immunology and
Inflammation. During her time at Amgen, she has held senior leadership roles across marketing, sales, and market access, and has played a pivotal role
in multiple successful product launches. Ms. Tansey Chevlen has been instrumental in shaping as well as implementing go-to-market
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and patient access strategies, and partnering closely with cross-functional teams to translate scientific innovation into meaningful commercial impact.
Ms. Tansey Chevlen holds a BA in Politics from Brandeis University and an MBA from the Johnson Graduate School of Management at Cornell
University.

“Spyre has one of the most compelling portfolios and development strategies in the autoimmune market, with multiple opportunities to deliver
breakthrough medicines for patients in markets currently totaling more than $60B of annual revenue,” said Ms. Tansey Chevlen. “I am thrilled to join
Spyre at this critical juncture as we deliver proof-of-concept data and prepare to execute pivotal trials and commercialize highly differentiated products.”
* Pro forma cash includes cash, cash equivalents, and marketable securities as of September 30, 2025 of $486.2 million plus $296.5 million in net
proceeds from the October 2025 underwritten public offering of common stock.

About Spyre Therapeutics

Spyre Therapeutics is a clinical-stage biotechnology company pioneering long-acting antibodies and antibody combinations to redefine the standard of
care for inflammatory bowel disease (“IBD”) and rheumatic diseases. Spyre’s pipeline includes investigational extended half-life antibodies targeting
0487, TL1A, and IL-23.

For more information, please visit http://spyre.com.

Forward-Looking Statements

Certain statements in this press release, other than purely historical information, may constitute “forward-looking statements” within the meaning of the
federal securities laws, including for purposes of the safe harbor provisions under the United States Private Securities Litigation Reform Act of 1995.
These statements include, but are not limited to, statements regarding: Spyre’s ability to achieve the expected benefits or opportunities with respect to its
product candidates, including their potential commercialization; Spyre’s ongoing and future clinical development activities, including the expected
timing and results of the ongoing SKYWAY Phase 2 basket trial and SKYLINE Phase 2 platform trial, including timing and number of data readouts
expected to be delivered; the potential therapeutic benefits of Spyre’s product candidates as monotherapies or in combinations and their extended half-
life; estimated market sizes



and potential growth opportunities; expectations of cash runway extending into the second half of 2028; and Spyre’s business plans, milestones, strategy
and goals. The words “opportunity,” “potential,” “milestones,” “pipeline,” “strategy,” “anticipate,” “believe,” “could,” “estimate,” “expect,” “may,”
“might,” “plan,” “possible,” “predict,” “should,” “will,” “would,” and similar expressions (including the negatives of these terms) may identify forward-
looking statements, but the absence of these words does not mean that a statement is not forward-looking. These forward-looking statements are based
on current expectations and beliefs and involve a number of risks and uncertainties, many of which are beyond Spyre’s control, and other assumptions
that may cause actual results or performance to be materially different from those expressed or implied by these forward-looking statements. These risks
and uncertainties include, but are not limited, uncertainties and risks arising from regulatory feedback, including potential disagreement by regulatory
authorities with the Company’s interpretation of data and the Company’s clinical trials for its product candidates; the potential for interim data not being
delivered within expected time frames or final data not being consistent with or different than the interim data reported for our programs; the potential
impact of Trump Administration policies and changes in law on our business; and those uncertainties and factors described in Spyre’s most recent
Annual Report on Form 10-K, as supplemented and updated by subsequent Quarterly Reports on Form 10-Q and any other filings that Spyre has made
or may make with the SEC from time to time. You should not place undue reliance on forward-looking statements in this press release, which speak only
as of the date they are made and are qualified in their entirety by reference to the cautionary statements herein. Spyre does not undertake or accept any
duty to make any updates or revisions to any forward-looking statements.
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For Investors:

Eric Mclntyre

SVP of Finance and Investor Relations
Spyre Therapeutics
Eric.mcintyre@spyre.com

For Media:

Josie Butler, 1AB
josie@labmedia.com
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Disclosures ()
PA

The i ined in this ion has been prepared by Spyre Therapeutics, Inc. and its affiliates (“Spyre” o the 'Comparw"} and contains i i g 1o the busi and ions of the Company. The information contained in this
presentation: (a) is provided as at the date hereof, is subject to change without notice, and is based on publicly i ped data asmll as tmrﬂ party information from other sources; {b) does not purport to onntam all Ine
infermation that may be y o desi te fully and evaluate an i in the Company: (c) is not to be considered as a recommendation by the Company that any person make an i in the Cs + (d) s for i

purposes only and shall not constitute an offer to buy, sell, issue or subscribe for, or the solicitation of an offer to buy, sell or issue, or subscribe for any securities of the Company in any jurisdiction in which such offer, solicitation or sale would be unlawful.
Where any opinion or belief is expressed in this presentation, it is based on certain and limi and is an exp ion of pfesem op-nlon or belief only. 'I'hls presentation should not be construed as legal, financial or tax advice to any
individual, as each individual's are different. This d Is for inf jenal purps only and should not be da ar d top sell or hold a security.

Forward-Locking Information

Certain information set forth in this presentation contains “forward-loaking " within the: ing of icable United States it islation. Except for of histerical fact, cerain infe i ined herein i forward-
locking statements which include but are not limited to garding: our busi sirategy, i ing our ability to develop best-in-class and first-in-cl h lics for infl y bowel disease (IBD), rheurnatoid arthritis (RA), psoriatic arthritis
{PsA), axial spmaytoarlhrllls {axSpa) and other | lated di that ingfully improve bath efficacy and d to today's d olcam our ab'llly to achneve the expected benefits or epportunities with respect to our
product i ing their patential ialization; the p i of the SPY001, SPY002, SPY072 and SPY003 Phase 1 trial final data with data for aur the efficacy, safety profile, dosing

regime, convenience, commercial viability and toberability of SPYOD1 SPY002, SPYOT2 and SPYD03, including combinations thereof; Spyre’s ongoing and fulure clinical development activities, including the plans for and timing of cohert initiation and data
readouts for the engaing SKYWAY Phase 2 basket trial and SKYLINE Phase 2 platform trial, enroliment of clinical trials and number of data readouts expected to be delivered in 2026 and 2027, our ability to provide anticipated readouts ahead of any

disclosed bispecific approaches agalnsl our targets; the induction and maintenance desing regimen for SPY001 and our other product ' and inati lnerood’ the potential for a Q3M-QEM dosing profile; the polcnual therapeutic
benefits of our product di les of in inations and their d hall-life, i ing the exp duration of half-life in ison b - patential ali with mgulatory horities and Y
submissions; expected timing for rogulamry feedback; estimated market sizes and potential growth opportunities; the length of time that the Company bel\eves its existing ca ush will fund its op lons of cash n.mway
extending into the second hall of 2028; and management's assessment of future plans and operations which are based on current internal P P and beliefs, which mamI prove o be incorrect. Forward-looking
statements can often be identified by the use of words such as “may”, “will", “could”, *would”, “anticipate”, “believe”, expect”, “intend”, “patential”, i ¥ ", “plans”, =7, “f ", "goals” and similar expressions of the negatives thereof.
Forward-locking are neither historical facts nor of future per Forward-looking statements are based on a number of rad.urs and ions made by and i at the time such information is
provided, and l'orwam Iookmg stalemsnls invalve known and unknovm risks, unoerlaurmes and other facters that may cause the actual results, perf o be ially differant from those expressed of implied by the forward-looking
and risks arising from Y ing potential disag) by ¥ s with our clinical trial ﬂeslgn Inmrpretalmn of data and eur ongoing or clinical trals for our product candidates, including
our plans for and timing of cohort initiation for combination therapy arms for the engeing SKYLINE Phase 2 platform lnal across different jurisdi the ip between preclinical study results and clinical sludy msunzs lhe pol&nlual for
interim data not being delivered within m)emd tirme frames of final clinical data not being consistent with or different than the previously disclosed data for our pmgrams the expected or polenllal Impact of Y
pressures, rising interest rates, general ora ion, changes in tarifliirade and monetary policy, volatile market it financial i bility, as well as i ing the ongoing military conflicts
between Ukraine and Russia, conflicts in the Middle East, and geopelitical benslonsbelween the Unllad smles and other ries, including China and \ la, on our ' the: impl i olchanges in law, tariffs, sanctions, export or impart
controls, and other government measures that could impact our busi i trade by the United States, China or other countries and the BIOSECURE Act; the impacts of adverse events or disappointing resulls in
clinical trials of third parties, i ing our P ing product i that target similar mechanisms of action andlor indications as our product i and those inties and factors ibed under the heading “Risk Factors,”

“Risk Factor Summary” and “Note about Forward-Looking Statements” in the Company's most recent Annual Report on Form 10-K, as supplemented and updated by subsequent Quarterly Reports on Form 10-Q and Current Reports on Form 8-K that the
Company has filed or will file with the SEC, as well as discussions of potential risks, uncertainties, and other filings by the Company from time to lime, as well as risk factors associated with companies that operate in the. biopnarma industry, including those

with the i of drug AII of the forward-looking made in this p are gualified by these ' and other i or other factors gl
believes that the exp i by e -l ] herein are ble based on inf lable on the date such [orwaro-loolung staternents are made, lhern can be no assurance that forward Ioolung statements will prove to
be accurate, as actual results and fulue events could differ ially from those antici d in such The Company underakes no obligation to update forward-looking if or 's or opinions should
change except as required by applicable securities laws. The forward-leoking i herein are p for the of assisting readers in ing the Company’s plan, objectives and goals and may not be appropriate for other

purposes. The reader is cautioned nat 1o place undue reliance on forward-looking statements
Industry Information

This presentation also contains of references certain industry data that is based upon inf ion from i industry publications, market and surveys and other publicly available sources. Although the Company believes these sources to
be generally reliable, such | ion is subject to i ion and cannot be verified with complete certainty due to limits on the availability and reliability of data, the y nature of the data gathering process and other inherent limitations and
uncerainties. Tne Company has not independently unfned any of the data from third party sources referred 1o in this presentation and accordingly, the Company makes no mprmntahcn or warranly as to the origin, validity, accuracy, completeness,
CUTeancy or y of the inf ion in this
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Spyre is pioneering long-acting antibodies and combinations ()

to redefine standard of care in IBD and rheumatic diseases 22
N e N
Inflammatory bowel disease Rheumatic disease
Potential Enable potential Potential
best-in-class paradigm changing first-in-class & best-in class
monotherapies combinations anti-TL1A
SPY001 adp7 SPY120 @I IERIEL “
SPY002 @ SPY130 @ EaEs SPY072 GIEA PsA
SPY003 sPY230 (RIETER
Target 2-4 doses per year Target 2-4 doses per year




Two innovative trials provide six expected Ph2 readouts in ’26

expected POC
readouts

in

'26

SPYRE

Trial

iy

SKYLINE

4\

SKYWAY

Readout

SPY001 @@ Ph2 POC in UC
SPY002 @&LY Ph2 POC in UC
SPY003 @& Ph2 POC in UC

spyo72 @& Ph2 POC in RA
sPyo72 @& Ph2 POC in PsA
spy072 @RI Ph2 POC in axSpA

Anticipated Milestones

Readouts beginning

Q2

Q4

25
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Advancing a robust 1&I pipeline with exceptional financial ()
strength 22

Trial Indication Program Target Phase1 Phase2 Phase3 Anticipated Milestones
uc SPY001
sPY002

rm SPY003

SKYULINE SPY120

SPY130 adp7 + IL-23

2026: Ph2 open-label POC
Beginning in Q2

2027: Ph2 pbo-controlled data

2027: Ph2 pbo-controlled data

RA

PsA SPY072
SKYWAY 2SpA

Q4 2026: Ph2 POC

$783 million pro forma cash as of September 30, 2025, with expected runway into 2H 2028

SPYRE s



Next-generation antibodies designed to match or exceed ()
the potency of first-generation molecules 2R

SPY001 (a4B7) potency SPY002 (TL1A) potency SPYO003 (IL-23) potency

* 100 ‘B%onoz & spyoos _
504 ' = b 100+ "&p ¥ :
/ ol |
£ and £ c
S 40 c =}
= adp7 i 6 609 Tiia = IL-23
2 304 » = a )
32 204 | E =
] 20 R
104
- J. 04 ] s
o _B | 04 - _‘-_..,—-.
0.01 0.1 1 10 0.001  0.01 0.1 1 10 100 0001 0.01 041 1 10 100
mAb Concentration (nM) mAb Concentration (nM) mAb Concentration (nM)

Potential for comparable efficacy at similar or lower doses
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Engineered to be long-acting via YTE modification ()
A
YTE modification YTE-modified mAbs are returned to circulation for continued activity

Antibodies are subject to ¥ TE modification increases internal  FcRn binding promotes recycling of
degradation when internalized binding to FcRn, avoiding degradation mAbs to circulation

SPYRE 7



Demonstrated half-life extension for potential quarterly or
twice-annual dosing

SPY001 human PK simulation

SPY002 human PK simulation

AN

SPY003 human PK simulation

100.0

Serum Cone. (ugimL)

0.14

Target
Profiles

10.04

1.0

\

16 _ 24 32 40 48
Time (Wk)

2-4

Doses per year

SPYRE

Serum Cone. (pgimL)

100.0

10.0

1.0

01

SPY002

16 24 32
Time (Wk)

2-4

Doses per year

40

48

Serum Conc. (pg/mL)

100.04
10.0
SPY003
1.04
014
0 48
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Potential paradigm-changing combination therapies in IBD ()

A
Inflammatory bowel disease Rational combinations targeting diverse disease drivers
mg TL1A
SPY120 . )
a4p7

IL-23
+ )

o4B7

e
e

SPY130

SPY230

+ )

TL1A

Target 2-4 doses per year

SPYRE | o



Potential first-in-class & best-in-class anti-TL1A in ()
rheumatic diseases A

Rheumatic diseases Distinct anti-TL1A targeting quarterly or twice-annual dosing

Q% Rheumatoid arthritis

Qﬁﬁ Psoriatic arthritis )

Target 2-4 doses per year

SPY072 Qfé? Axial spondyloarthritis

SPYRE |



Spyre is uniquely positioned to enable superior product ()
profiles in IBD and rheumatic diseases

\
4

Inflammatory bowel disease Rheumatic disease

Advancing potential best-in-class monotherapies

. . i ial first-in- -in- i-TL1
Enabling potential paradigm changing combinations Advancing potential first-in-class & best-in-class anti-TL1A

80 80
ey $30B global market? z $30B global market?
= =y
k=] =
@ 60 @ 60
§ 2
3 J\SRYRE 3
£ 40 5 40 | SPYRE
5 SPY120 « SPY130 « SPY230 2 22 Tuenar o
- Target profiles o
% -g axSpa’-\RA B SPY072
3 2, Target profile
= PY001 « SPY002 + SPY
'3 20 SO CEndeh) b razat :rgfiless o 8 B
2 2 Today's SOC?
o Today's SOG? o

0 1 2 3 4 5 6 0 1 2 3 4 5 6
Maintenance dosing interval (months) Maintenance dosing interval (months)

SPYRE 1



Ph2 trials ongoing in IBD and rheumatic diseases ()
A

M Sk yuiNneE

Ph2 platform trial evaluating SPY001, SPY002, SPY003
and pairwise combinations in ulcerative colitis

SPY001

=
O

Combos Monos

6 1 Q2’26

INTERVENTIONS

SPYRE

INDICATION READOUTS BEGINNING*

M SKYWAY

Ph2 basket trial evaluating SPY072 in rheumatoid
arthritis, psoriatic arthritis, and axial spondyloarthritis

RA SPY072 high

SPYO072 low

PsA

axSpA

4Q’°26

EXPECTED READOUTS

1 3

INTERVENTION INDICATIONS
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SKYULIN&E

Inflammatory bowel disease

SPYRE




Substantial unmet need remains for the millions of ()
individuals living with IBD AN

« ~2.4M individuals in the U.S. are diagnosed with IBD (~1.3M UC and ~1.0M CD)’
+ Substantial unmet need remains due to:

— Minority remission rates and lack of durability with existing therapies

— Side effects and safety concerns associated with certain treatments

— Poor adherence to frequent and/or inconvenient dosing regimens

UC placebo-adjusted clinical remission rates by MOA (Induction)
100

80

60

40

20

-.- m EEN= -
Anti-IL-12/23 / Anti-IL-23 JESE 2011501 NNy

SPYRE | 1
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JNJ’s VEGA study demonstrated the power of combination
therapy to break the efficacy ceiling in IBD

N\_
)=

VEGA combination study « Ulcerative colitis

~Additive absolute W12 mMS clinical remission rates

A+22% 1
47%
22%
25% 24%
Anti-TNF Anti-IL-23 Combination
(Golimumab) (Guselkumab)

SPYRE



Replacing anti-TNF with anti-a4B7 or anti-TL1A may yield ()

combinations with improved safety and efficacy 22
anti-a47 was superior to anti-TNF in H2H UC study anti-TL1A exceeds anti-TNF on cross-trial comparison
Absolute clinical remission — week 52 (VARSITY) TNF Pho-adjusted clinical remission - induction TNF
M o4p7 LA
40 40
A+8% —
31 o
30 30 A+14% —— o7
23 25
2
20 20 0
"
10 10
0 0
adalimumab vedolizumab golimumab afimkibart tulisokibart duvakitug
Established o437 long-term safety profile and gut-restrictive MOA TL1A safety is encouraging to date

SPYRE 1



Spyre MOAs address the diverse pathophysiology of IBD by ()
targeting distinct pathways A

Blockade of a4f7 prevents circulating immune cells Neutralization of TL1A suppresses inflammation and Neutralization of IL-23 inhibits cascade of various
from entering inflamed gut tissues reduces fibrosis by inhibiting fibroblast activation proinflammatory cytokines
Immune cell trafficking into gut tissues T cell proliferation, cytokine

production, inflammation
T cell differentiation,

- / 12 cytokine production,
, O — - inflammation
/ 19 pdo ILATA
R o 4
adp? -’O anti-IL-23
i >
anti-adp7 J/ :
“ ] o
q{ MAGCAM-1 q{ o
e
@
Y
® ) anti-TL1A T4 o, -
® @ — L5
- A3
- €D
@ \ T2
/ TN WF
” —
Gl inflammation IFNy

T

Collagen production, fibrosis s
0= —s Collagen :
Fibroblast

SPYRE arkus . - ‘ | v



Combination therapy results in additive-to-superior efficacy ()

in mouse TNBS colitis model

a4B7 + TL1A
12
10
0 8 ) =
[+]
g 6
g a4
2 b
0 -
-1 0 1 2 3 4 5 6
Days
-8~ Healthy === anti-B7 (25 mg/kg)

~=- Vehicle Control - anti-TL1A (25 mg/kg)

i anti-B7 + anti-TL1A
(25 mglkg, 25 mg/kg)

SPYRE

(Uusease improvement

a4B37 + IL-23

=&~ Healthy

&= Vehicle control

2 3 4
Days

=e= anti-B7 (25 mg/kg)

—e— anti-IL-23 (1 mg/kg)

. anti-B7 + anti-IL-23
(25 mg/kg, 1 mglkg)

AN

TL1A + IL-23

wann

Days
-&~ Healthy -e— anti-TL1A (25 mglkg)
~=- Vehicle ~e- anti-IL-23 (25 mg/kg)

anti-TL1A + anti-IL-23
(25 mgikg, 25 ma/kg)



SKYLINE: Phase 2 platform study evaluating three
monotherapies and three combinations in UC

r[|ﬂ~| SKYLINE

Part A: Open-label monotherapy evaluation (N=~100)
UCMMS59  INDUCTION MAINTENANCE OBJECTIVES

 — SPY001 (a4p7)
Sequential
activation SPY002 (TL1A
after Ph

SPY003 (IL-23)

Qo
Part B: PBO-controlled factorial combination evaluation (N=~550)

INDUCTION MAINTENANCE
Uc mMs 5-8
~50:50 naive:experienced SPY001 (a4p7)
a4pB7 and IL-23 failures capped SPYO002 (TL1A)
5 SPY003 (IL-23)
Seamiess SPY120 (ad4B7+TL1A)
enroliment
after Part A SPY130 (a4B7+IL-23)
SPY230 (TL1A+IL-23)

& Monotherapy POC

@ Monotherapy dose optimization

@ Combination POC

@ Contribution of components

SPYRE
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KEY ENDPOINTS
@ Change in RHI at W12
@ Clinical remission at W12
©® Endoscopic improvement at W12

©® Change in mMS at W12

@ Clinical remission at W12

© Endoscopic improvement at W12
© Clinical response at W12

© Histological improvement at W12
® HEMI at W12

© Clinical remission at W48



Comparison to other trials highlights advantage of ()
designing a portfolio from the ground up w/ unified dosing 22

‘[Iﬁ1 SKYLINE TARGET-CD'

ARM INDUCTION MAINTENANCE (THROUGH W24) ARM INDUCTION MAINTENANCE (THROUGH W24)
spvoot (3 8 Ve Ve Mono1 (3 & 8 Vs Vs Ve Vs
sPvon2 (3 8 & Ve Mono2 (3 &5 8 (X (1]
spvos 3 8 Vg Ve MomSﬁffﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁ
wn @8 s B _m s B
sPri30 [ & Yad Ve Combo2 | & 34 AN A
SPY230 @ @ ,&* ,&?

S RS 4 A

v" Unified dosing intervals and formats enables blinded trial % Mix of IV, SC, and OBI routes of administration; open label trial

v" Two IV induction doses, Q3M-Q6M SC chronic dosing % Combos default to highest dosing frequency (Q2W or Q4W)

v Clear approach to advance coformulation for Ph3 % Unclear strategy to single product combination for Ph3
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Best-in-class monotherapies provide foundation for ()
paradigm-changing combinations for IBD 22
Potential for best-in-indication positioning (UC example) Target product profiles
60
= Monos: Comparable-to-better
EE. , efficacy vs. standard of care
=] Combos: Meaningfully improved
(]
] efficacy vs. standard of care
§ 40 | SPYRE
: AT THERAPEUTIER
g Combo Target Profile . Favorable safety profile
% L No black box warning
° I SPYRE
g 20 Standard of care e
3, IBD advanced Tx!  © Mono Target Profile
§ 0B o o o
8 I o f 2-4 doses per year
o
0 1 2 3 4 5 6
| O Biack-bor warmings Maintenance dosing interval (months)

) No black-box waming
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Substantial unmet need remains for the millions of ()
individuals living with RA, PsA, and axSpA 22

+ >3M individuals in the U.S. diagnosed with RA (>1.5M"), PsA (~1MZ2), and axSpA (~1M2)
+ Substantial unmet need remains due to:

— Minority remission rates, inability to control multiple aspects of disease, and lack of durability with
existing therapies

— Limited MOAs to cycle through following incomplete responses
— Poor adherence to frequent and/or inconvenient dosing regimens

Placebo-adjusted efficacy rates by MOA (W24%)
100
80
60
40

RA (ACR50) axSpA (ASAS40)
SPYRE 2

TNF

JAK
L
IL-17

0




TL1A has been implicated in several inflammatory and ()
fibrotic diseases, with strong rationale in rheumatic diseases 2

TL1A exacerbates inflammation and fibrosis Target rheumatic diseases share mechanistic pathways with IBD, where POC is established
) Fibroblasts
POC studies’ Tl | T A7 | TS0 FLS | osteoclasts NK | T2 | ILCs
THE
Ny, ”y 25 Ulcerative colitis (UC) v .
”N
& Crohn's disease (CD) v . .
iz s
i = Rheumatoid arthritis (RA) | I [z} . .
=l
@« Py P
= Psoriatic arthritis (PsA) A .
-9 =
] Axial spondyloarthritis (axSpA) o q-:o °
>
® Psoriasis (Ps0) .
Cnmm g
EL] = Hidradenitis suppurativa (HS) Ex . °
£
= Primary biliary cholangitis (PBC) . .
113 o
L 5 Pulmonary sarcoidosis .
=
g Interstitial lung disease (SSc-ILD) 0 ]
1L-23 g
a2 ? Metaboalic steatohepatitis (MASH) o .
o
o A H itis (A L
a prattoration £ topic dermatitis (AD)
— Mucosal
inflammation Asthma x [ ]
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TL1A is upregulated in RA, PsA, and axSpA relative to

healthy controls

Rheumatoid arthritis
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Sequencing Microarray
Sample size N=192 RA, 30 HC
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Psoriatic arthritis
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Spyre anti-TL1A antibody meets or exceeds the efficacy of
etanercept (anti-TNF) in rat models of arthritis

Superior efficacy in semi-preventative model

25

Comparable efficacy in therapeutic model
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Robust anti-TL1A activity further replicated in mouse models (|

of arthritis 2R
Anti-TL1A prevents disease and bone erosion Comparable efficacy to anti-TNF
6-
&
»
-
(=]
=]
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£
®
o
§ 5
°
b
Healthy Diseased Diseased Diseased
Control Control anti-TL1A anti-TNF 0
Healthy Disease anti-TL1A anti-TNF

control control
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Additionally, anti-TL1A treatment led to comparable ()
improvements in psoriatic skin lesions in mouse IMQ model 2

Anti-TL1A reduces skin lesions

Comparable efficacy to anti-IL-23 and anti-TNF

PASI| Scores (0-12)

—+— Healthy control
—=— Disease control
—— anti-TL1A
== anti-IL-23
=a= anti-TNF

SPYRE

Potential for robust skin clearance in PsA
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anti-TL1A anti-IL-23 anti-TNF
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SKYWAY: Phase 2 basket study evaluating SPY072 (anti- ()
TL1A) in RA, PsA, and axSpA A

M SKYWAY

Sub-study A: SPY072 in moderate-to-severely active rheumatoid arthritis (RA)

DOUBLE-BLIND OPEN-LABEL FOLLOW UP KEY INCLUSION KEY ENDPOINTS
@ Swallen joint count = 4 @ Change in DAS28-CRP at W12
@ Tender joint count = 4 ©® Proportion ACR20 at W12

& RF+, ACPA+, or bony erosions ACRS0/70 at W12
. @ IR to cs/bftsDMARDs

@& Tender joint count = 3/68 @ Proportion ACR20 at W16
@ Swollen joint count z 3/66 ® Change in DAPSA at W16
. & Active PsO lesion or history @ ACRS50/70 at W16

@ IR to NSAIDs or cs/bitsDMARDs

@ Radiographic / non-radiographic @ Change in ASDAS at W16
@ BASDAI = 4 & back pain z 4 @ Proportion ASAS40 at W16
 ®IR to NSAIDs or b/tsDMARDs
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SPY072 is a potential first-in-class & best-in-class therapy for ()
rheumatic diseases with quarterly or twice-annual dosing 22
Potential for best-in-indication positioning (RA example) SPY072 target product profile
60
; First-in-class anti-TL1A
° Comparable-to-better efficacy
E 40
B © ﬁl,lq\ %ﬁ!ﬁg . Favorable safety profile
-_%- o g SPY072 Target Profile No black box warning
e Qg o
s 20
2 o
Standard of care
A acheancad Tx # 24 doses per year
0 1 2 3 4 5 6

O Black-box waming

) Maintenance dosing interval (months)
O No black-box waming
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Capitalized to deliver one of the industry's most compelling

catalyst maps

Trial 2026
rdﬂW 0 spyoot1 @ Ph2 UC induction POC e
0 SPY002 Ph2 UC induction POC beginning
SKYLINE O SPY003 Ph2 UC induction POC Q2

Part A (Open-label)

dh .

SKYLINE

Part B (Pbo-controlled)

Initiate enrollment of Part B cohorts

O SPYO072 Ph2 W12 POC in RA All readouts
O SPYO72 UuRLy Ph2z W16 POC in PsA expected
SKYWAY O sPyo72 @) Ph2 W16 POC in axSpA Q4

0o

000000

00O

2027

sPY001 @) Ph2 UC maintenance data
SPY002 @& Ph2 UC maintenance data

SPY003 (k) Ph2 UC maintenance data

SPY120 Ph2 UC induction POC
SPY130 Ph2 UC induction POC
SPY230 @RIEAED) Ph2 UC induction POC
sPy001 @) Ph2 UC induction POC
SPY002 @D Ph2 UC induction POC
SPY003 (@D Ph2 UC induction POC

SPY072 Ph2 maintenance data in RA
sPY072 @D Ph2 maintenance data in PsA
SPY072 @D Ph2 maintenance data axSpA

$783 million pro forma cash as of September 30, 2025", with expected runway into 2H 2028
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Cash and shares outstanding

$783M pro forma cash as of September 30, 2025'
Expected runway into 2H 2028

\ P
)=

Number of shares (M)

Common stock Shares outstanding 77.6
) - Series A preferred stock 13.8
Common stock equivalents _
« Series B preferred stock 0.7
SO S EE Total outstanding 921

common stock equivalents?

SPYRE
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2026 Part A readout: Comparable safety and efficacy as in- ()
class comparators A

Primary endpoint Secondary endpoints
ARHI from baseline (W14-16) Absolute % clinical remission (W6-14) Absolute % endoscopic improvement (W6-14)
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2026 RA readout: Aiming for ADAS28-CRP and ACRs
comparable-to-better than SOC analogs

N\_
)=

Primary endpoint Secondary & exploratory endpoints
Placebo-adjusted ADAS28-CRP (W12-26)' Placebo-adjusted % (W12-26)2
‘T N o
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2026 PsA readout: Aiming for ACRs and PASI comparable-to- ()

better than SOC analogs 22
Primary endpoint Secondary & exploratory endpoints

Placebo-adjusted % (W12-24) Placebo-adjusted % (W12-24)
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2026 axSpA readout: Aiming for AASDAS and ASAS
comparable-to-better than SOC analogs

\ P
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Primary endpoint Secondary & exploratory endpoints
Placebo-adjusted AASDAS (W12-16)! Placebo-adjusted % (W12-16)2
” N ) x
g 5 8 g
E T o E
0.0 —pgum - = = 100
80
0.4
60

40 “

-1.2
AASDAS ASAS20 ASAS40

SPYRE



