) ORUKA

\‘f' THERAPEUTICS

Corporate Overview

NASDAQ: ORKA

November 2025

©2025 ORUKA THERAPEUTICS




Disclaimers

The information contained in this presentation has been prepared by Oruka Therapeutics, Inc. (the “Company”) and contains information pertaining to the business and operations 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 available information, internally developed data as well as third party information from
other sources; (b) does not purport to contain all the information that may be necessary or desirable to fully and accurately evaluate an investment in the Company; (c) is not to be considered as a recommendation
by the Company that any person make an investment in the Company; (d) is for information 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 assumptions and limitations and is an expression of present opinion or belief only. This presentation should not be construed as legal, financial or tax advice to any individual, as each individual's
circumstances are different. This document is for informational purposes only and should not be considered a solicitation or recommendation to purchase, sell or hold a security.

Forward-Looking Information

Certain information set forth in this presentation contains “forward-looking statements” within the meaning of applicable United States securities legislation. Except for statements of historical fact, certain information
contained herein constitutes forward-looking statements, which include but are not limited to statements regarding: expectations regarding the efficacy, durability of effect and safety of our product candidates;
expectations regarding our plans for clinical trials and research and development programs, including the timing of clinical trials and data readouts; the time periods over which the Company’s capital resources will
be sufficient to fund its anticipated operations; the Company’s business strategy objectives and goals; and management’s assessment of future plans and operations, which are based on current internal
expectations, estimates, projections, assumptions and beliefs, which may prove to be incorrect. Forward-looking statements are neither historical facts nor assurances of future performance. Forward-looking
statements are based on a number of factors and assumptions made by management and considered reasonable at the time such information is provided, and forward-looking statements involve known and
unknown risks, uncertainties and other factors that may cause the actual results, performance or achievements to be materially different from those expressed or implied by the forward-looking statements including
those uncertainties and factors described under the heading “Risk Factors” and “Cautionary Note Regarding Forward-Looking Statements” in the Company’s most recent filings with the SEC, including its Annual
Report on Form 10-K, its Quarterly Reports on Form 10-Q and subsequent filings with the SEC, as well as discussions of potential risks, uncertainties by the Company from time to time, as well as risk factors
associated with companies that operate in the biopharma industry, including those associated with the uncertainties of drug development. All of the forward-looking statements made in this presentation are qualified
by these cautionary statements and other cautionary statements or other factors contained herein. Although management believes that the expectations conveyed by forward-looking statements herein are
reasonable based on information available on the date such forward-looking statements are made, there can be no assurance that forward looking statements will prove to be accurate, as actual results and future
events could differ materially from those anticipated in such statements. The Company undertakes no obligation to update forward-looking statements if circumstances or management’s estimates or opinions
should change except as required by applicable securities laws. The forward-looking statements contained herein are presented for the purposes of assisting readers in understanding the Company’s plan,
objectives and goals and may not be appropriate for other purposes. The reader is cautioned not to place undue reliance on forward-looking statements.

Industry Information

This presentation also contains or references certain industry data that is based upon information from independent industry publications, market research, and surveys and other publicly available sources.
Although the Company believes these sources to be generally reliable, such information is subject to interpretation and cannot be verified with complete certainty due to limits on the availability and reliability of data,
the voluntary nature of the data gathering process and other inherent limitations and uncertainties. The Company has not independently verified any of the data from third party sources referred to in this
presentation and accordingly, the Company makes no representation or warranty as to the origin, validity, accuracy, completeness, currency or reliability of the information in this presentation.
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Fully funded through a potential psoriasis breakthrough
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Potential to change the treatment paradigm in psoriasis, a $30B+ indication space

+ ORKA-001 (IL-23p19): ~100d half-life and high AUC increases * Once yearly dosing

likelihood of achieving upside scenario, which ongoing e - Higher rates of disease clearance (PASI 100)
EVERLAST-A Phase 2a will test (data in 2H 2026)

* ORKA-002 (IL-17A/F): HV PK data ~YE 2025 and Phase 2
initiation in 1H 2026

 ORKA-021 (ORKA-002 > ORKA-001): straightforward path to potential H2H win vs. Skyrizi and Bimzelx

« Off-treatment remissions in some patients

Continued external tailwinds

- Better biologics overdeliver in PsO
— UCB’s Bimzelx launch exceeding expectations — ~$2B annualized 2025 sales, with $5B+ peak sales consensus
— Skyrizi continues to exceed forecasts — >$11B expected 2025 sales in psoriatic disease and growing

« Orals do not reach biologic efficacy — e.g., icotrokinra (JNJ-2113)

Fully-funded >1 year beyond multiple Phase 2 catalysts

- Additional $180M financing in September 2025 extends runway over one year past three key Phase 2 readouts:
ORKA-001 Phase 2a and 2b (EVERLAST-A and -B), and ORKA-002 Phase 2

* 67.1M total shares of common stock and common stock equivalents

©2025 Oruka Therapeutics
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On a mission to enable freedom from chronic skin disease

Help patients with chronic Advance potentially best-in-class antibodies targeting mechanisms with
skin conditions experience the proven efficacy and safety
greatest possible freedom
from disease PROGRAM PRECLINICAL PHASE 1 PHASE 2 INDICATIONS

. ORKA-001 IL-23p19 Interim data 2H26 PsO

Highest possible rates
of disease clearance

0 ORKA-021

Fewest number of doses ORKA-003 Undisclosed

PsO, PsA,

ORKA-002 IL-17A/F HV PK ~YE25 Initiation 1H26 HS, others

Sequential combination regimen of ORKA-002 and -001

O U KA Notes: Oruka has exclusive worldwide rights to ORKA-001 (for all fields outside of IBD) and ORKA-002 (for all fields) from Paragon Therapeutics, Inc. )
THERAPEUTICS Abbreviations: FIH, first-in-human dosing; HV, healthy volunteer; HS, hidradenitis suppurativa; PK, pharmacokinetics; PsA, psoriatic arthritis; PsO, psoriasis ©2025 Oruka Therapeutics 4
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Bimzelx launch shows that better biologics will win In psoriasis

Bimzelx versus Sotyktu performance validates our thesis

Script volume from recent U.S. launches in psoriasis’ - UCB’s Bimzelx launch has exceeded expectations,

1,800 ~ . .
_ , ABimzelx driven by strong demand — ~$2B annualized 2025
16004 — Bimzelx (approved Oct '23) < sales, with $5B+ peak sales consensus

’ — Sotyktu (approved Sep '22)
~ 1400 4 - Skyrizi « Market underestimated the opportunity - UCB
I market cap ~$15B pre-launch vs. ~$50B two years
% 1200 - . later (>$30B market cap created on Bimzelx alone)
c Al
s 1,000 - « Strong launch driven by PsO in U.S. — proof point
’g Wi ud that smaller, non-incumbent company can effectively
&’ 800 | e commercialize in PsO
>
S 600 - SOTYKTUS
= e - Sotyktu underperformed due to lack of demand —

400 - H sub-optimal efficacy with JAK-like safety overhang

200 A e o * Market access dynamics not meaningfully

different from Bimzelx — not a major driver
0
First Year After Launch
o
(\Sg QEB};JE!,(T& Notes & Sources: (1) Jefferies (based on IQVIA data), shown as 2-week moving average ©2025 Oruka Therapeutics 5



The psoriasis market will continue to reward biologic innovation
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market size

$30B+

Growing moderate-to-severe
psoriasis market, with further
potential in mild-to-moderate
disease

) orUKA

Continued pharma
investment

Cakedn %@, H
nimbus DICC & Protagonist
Pharma has bet big on orals,

sacrificing efficacy for
perceived convenience

Better biologics
continue to win

$ 5B+ 4 A Bimzelx

peak sales forecast

Bimzelx launch shows
non-incumbents can achieve
access if they have a drug
physicians want

©2025 Oruka Therapeutics



ORKA-001 & -002 complement each other to address all PsO/PsA

ORKA-001 ORKA-002

For patients with joint involvement,

For patients with purely skin disease including PsA, or recalcitrant skin disease
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Majority of dermatologists
prefer an anti-IL-23p19

Anti-IL-17 preferred, and IL-17A/F
emerging as the best approach

N /
ORKA-021
Sequential combination of -002 and -001 — <k> Creates another way to "win" in defining
rapid response with ideal maintenance profile the best possible regimen in PsO and PsA
@ QEBALPJEK& ©2025 Oruka Therapeutics 7



1-2 doses per year is enough to win, but we are aiming far higher

Greater efficacy

KNOCKOUT demonstrates potential for highest 0
ever efficacy from higher IL-23 antibody exposure

Off-treatment remission Me_lximizes odds of
having a strong value

proposition to achieve
preferred access and
price for innovation

’e

Ultra-long dosing
intervals with
ORKA-001 and -002

High anti-IL-23 exposures could lead to
immune reset and long-lasting disease
clearance in some patients

IL-17 to IL-23 combination

ORKA-021 could deliver rapid and deep responses o
with an ideal maintenance profile

) orUKA
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Advancing co-leads rapidly towards multiple clinical data catalysts

S .
3 FIH Phi ~ Interim PKin HVs EVERLAST-B EVERLAST-A:
> Q42024  EVERLAST-A initiation initiation PASI 100 rates &
g response duration
N !

8 Interim PK

& FIH Pi1 HVs Phase 2

! . " ngn "

% Ahead'ef schedule (~YE 2025) initiation

Strong cash position provides runway >1 year beyond three major readouts:
EVERLAST-A Ph2a in 2H 2026, EVERLAST-B Ph2b in 2027, and ORKA-002 Ph2 in 2027

) orRUKA

No=gy THERAPEUTICS ©2025 Oruka Therapeutics 9



ORKA-001:
potentially best-in-class anti-IL-23p19
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Biologics have raised the bar on standard of care in PsO, but
there is ample room for improvement

80
0 & Xgimzelx N
9 ] (‘ ORKA-001 target range
G J
fg t&EFIZ @ B Skynizi
@ 40 - ® risankizumap-rzaa
E VOosentyx' N ‘Hﬁﬁy .
o (secukinumab)
(=)
-
< 20 + 7 humiea A Vstelara
T SO = \'*“.-P.MY.,A
“Otezta
O : T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52
Time Between Doses (Weeks)
Anti-IL-23 Anti-IL-17A/F Anti-TNF . Highly safe; no AEs / SAEs of note . Black box warning / significant safety concerns
Anti-IL-12/23 Anti-IL-17A Oral (various mechanisms) - Mixed safety results; some AEs / SAEs of note

ORUKA Notes & Sources: FDA Approval Labels and publications of Phase 3 trials supporting approval; W16 PASI 100 not reported for llumya (W12 data shown), Otezla _
THERAPEUTICS (W16 data shown from comparator arm in Sotyktu label), or Stelara (W16 data shown from comparator arm in Skyrizi UltIMMa-1/2 trials) ©2025 Oruka Therapeutics 11
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ORKA-001 targets validated biology with significantly extended PK

ORKA-001 could be the last word Binds a nearly identical epitope Comparable potency to risankizumab
in IL-23p19 inhibitors to risankizumab in a variety of assays

-- ORKA-001 - Risankizumab

o—=o Specific for 120
IL-23p19 IL23p40 00
S o
sLfo -
6 & 60
= O N PO
Effector-null QS c
human IgG1 Fc S @ 40+
£ ©
Half-life extension ORKA-001 £ % 20
through validated X =
Fc mc?dification SRy Risankizumab 0+ s ! | |
(YTE mutations) o 00 102 10'* "10° 10" 102 103
IL23p19 i [Ab] (nM)

ORKA-001 is designed to match the validated biology of Skyrizi (risankizumab), but with a dramatically extended half-life

ORUKA ©2025 Oruka Therapeutics 12
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ORKA-001 Phase 1 results set the stage for a step-change in PsO

Phase 1 results Three major “ways to win”

Once per year dosing, with a Q6M option if needed

- Half-life of ~100 d i
e o s Annual dosing for hard-to-treat patients

* C,.x and AUC that enable

‘KNOCKOUT” exposures

Best-in-class “KNOCKOUT?” antibody exposures could lead to

* PD biomarkers linking antibody efficacy highest anti-IL-23 efficacy

PK to target engagement
) Safe’Fytan? t(.)tlr? ﬁb””_y 23 gf Off-treatment Multi-year off-treatment remissions for some patients —

consistent wi € Lreo Class remission a first in PsO and a potential paradigm change

Ongoing EVERLAST-A Phase 2a trial in PsO will validate this potential — efficacy data expected in 2H 2026

) orRUKA

No=gy THERAPEUTICS ©2025 Oruka Therapeutics 13



ORKA-001 Phase 1 trial design

Phase 1 trial to evaluate the safety, tolerability, and PK of ORKA-001 in healthy participants (NCT06698939)

Design Dose levels and length of follow-up to date
» Double-blind and placebo-controlled

+ Single ascending dose
300 mg SC ~7 months

Population
* Healthy adult volunteers

* N=8 per cohort (6:2 active:placebo) 600 mg SC & (el

Endpoints

 Primary: Safety and tolerability
- Secondary: Pharmacokinetics 1200 mg SC ~5 months
+ Exploratory: Pharmacodynamic markers

ORUKA Notes: Data cut as of August 6, 2025 _
HERAPEUTICS Abbreviations: SC, subcutaneous ©2025 Oruka Therapeutics 14
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ORKA-001 safety profile was consistent with the IL-23p19 class

8 8 8 24

ORKA-001 and placebo

N
21TEAE8(1OO%)8(1OO%) ____________________________________________ 7(875%) _________________________________________ 23(958%) ___________________
21SAE _______________________________________________________________________________________________________________________ 0% __________________________________________________________________ 0% __________________________________________________________________ 0% __________________________________________________________________ O % _________________________________
21severeTEAE _______________________________________________________________________________________ O% __________________________________________________________________ O% __________________________________________________________________ O% __________________________________________________________________ O % _________________________________
DlscontmuedduetoTEAE ______________________________________________ O% __________________________________________________________________ O% __________________________________________________________________ O% __________________________________________________________________ O % _________________________________

Only AEs occurring in >2 subjects were headache, upper respiratory tract infection,
and transient erythema at the injection site
c ORUKA Notes: Data cut as of August 6, 2025 ©2025 Oruka Therapeutics



Approximately 100-day half-life and high AUC derisks upside case

Pharmacokinetic profile of a single subcutaneous dose of ORKA-001

1000 - ~100-day half-life in humans,
>3x longer than risankizumab
100 i i ’
— ] * C,ax €Xceeds risankizumab’s
"Tc_n‘ T - ORKA-001 (1200 mg) at an equivalent dose’,
5 - ORKA-001 (600 mg) suggesting ORKA-001 has
2 10 t T high bioavailability
g -- ORKA-001 (300 mg)

« High AUC confirms ability to
1 achieve exposures matching
or exceeding KNOCKOUT

0.1 I T T : T !  Individual PK profiles show
4 8 12 16 20 24 no indication of ADAs
Weeks

’(k . ORUKA Notes & Sources: Mean + SD (N=6 per group). Data cut as of August 6, 2025. (1) Single 300 mg subcutaneous dose of risankizumab in n=6 white healthy )
N THERAPEUTICS volunteers reported in Skyrizi BLA Multi-disciplinary Review and 2019 Khatri (J Clin Pharmacol) ©2025 Oruka Therapeutics 16



ORKA-001 demonstrated deep and sustained inhibition of STAT3
signaling, a downstream marker of IL-23 activity, through 24 weeks

ORKA-001 from serum inhibits STAT3 phosphorylation following ex vivo IL-23 stimulation

-~ Placebo

-~ ORKA-001 (300 mg)

-~ ORKA-001 (600 mg)

Mean pSTAT3 (RLU)

-~ ORKA-001 (1200 mg)

0 4 8 12 16 20 24
Weeks

’(k . ORUKA Notes: Mean + SD (N=6 per group). 24 weeks is the longest follow-up available as of the data cut on August 6, 2025. )
N THERAPEUTICS ORKA-001 (600 mg) data slightly offset for visualization ©2025 Oruka Therapeutics 17



EVERLAST-A Phase 2a — a potential game changer in PsO l[mms”

EVERLAST-A Phase 2a proof-of-concept trial in moderate-to-severe psoriasis (NCT07090330)

Induction Maintenance OLE

Initial data in 2H 2026 has
potential to deliver on all
“upside” scenarios:

No dose until disease recurrence

ORKA-001: 600 mg WO, W4

3 - Definitive test of higher
24 ORKA-001: 300 mg Q6M efficacy at higher
N ~80 ?ZD 1 exposures: PASI 100 at

W16, W28, and beyond

: Q12M maintenance « Evidence for annual
{Placebo ORKA-001: 60 mg W16, W20 " stating n OLE E B b S
| } remissions from durability
Week 16 Week 28 Week 52 in “no dose” cohort
Primary endpoint:
PASI 100

ORUKA Notes: (1) Patients in PASI <100 at Week 28 do not undergo randomization and instead receive ORKA-001 300 mg Q6M )
THERAPEUTICS Abbreviations: OLE, open-label extension ©2025 Oruka Therapeutics 18
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EVERLAST-B Phase 2b expected to begin in 1H 2026 [V[msw

EVERLAST-B Phase 2b dose-ranging trial in moderate-to-severe psoriasis

Induction | Maintenance

+ ORKA-001: 37.5 Wo'
Mg EVERLAST-B dosing projected to begin

in 1H 2026, before the end of EVERLAST-A

a4 ORKA-001: 300 mg WO, W4 Maintenance period + Expediting start by adding additional

3 ill evaluate no dose, sites (North America and Europe) and
N ~160— i WI Q6VM L;nd Q12M then rolling over EVERLAST-A sites onto

ORKA-001: 600 mg WO, W4 regimens EVERLAST-B enrollment
- Maximizes speed to BLA
{Placebo ORKA-0012 ¥

Week 16
Primary endpoint: PASI 100

ORUKA

THERAPEUTICS Notes: (1) Expected to be sub-optimal and included for dose-ranging purposes; (2) Placebo patients receive ORKA-001 starting at Week 16 ©2025 Oruka Therapeutics 19
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Phase 2 psoriasis data is robust and predictive of Phase 3

Consistent Phase 2 to 3 translation Low placebo rates

Phase 2 PASI 100 rates strongly correlate with Phase 3 at both Week 16 and 28 <1% PASI 100 placebo rate

100 Week 16 100 Week 28 100
2 80+ 2 80 80-
o o
8 ‘/' _— 2 ,,. A Bimzelx ;\?
il a , f‘ imze X — A L, ibimekizunab) ~ _
w 60 ta|t‘§ e (bimetizurrah) m 60 ‘ o 60
< (ekizumet) < ‘Tremfya' L > 8
. ee. . o i g Syt =
& 40 STsmbe 05 & 40- S @ 40
) ‘ risankizumag-za @ o
[72] [72)
£ 20- £ 20- -
o o 20

0+ T T T T 1 0+ T T T T 1 0 ——etetotopestoes ——
0 20 40 60 80 100 0 20 40 60 80 100 Placebo
Phase 2: PASI 100 (%) Phase 2: PASI 100 (%)

Facilitates rapid FIH to BLA/NDA timeline (e.g., 6 years for Skyrizi and 6.1 years for Sotyktu)

Notes & Sources: (left) Shown for closest dose from Phase 2 to Phase 3; Phase 2: weighted average of highest doses for Skyrizi and Tremfya used to approximate
ORUKA Phase 3 dose, Bimzelx data estimated from BE ABLE 1 and 2, Taltz Phase 2 only ran to W20; Phase 3: weighted average of pivotal trials for Skyrizi (N=2), Bimzelx _
THERAPEUTICS (N=3 W16, N=2 W28), Tremfya (N=2), Taltz (N=3). (right) Placebo data at primary endpoint (W12 or W16) from N=14 Phase 3 trials of IL-23 and IL-17 mAbs ©2025 Oruka Therapeutics 20

)



EVERLAST-A provides multiple “ways to win” in 2H 2026

Provide definitive test of higher
efficacy at higher exposures

PASI 100 data at Week 16,
Week 28, and beyond

(%

Establish evidence for annual
dosing and lock in Q6M

Open-ended cohort will validate
annual dosing; Q6M dosing arm
to show response maintenance

Show compelling signs of
off-treatment remissions

Kaplan-Meier curve of PASI 100
durability after induction, with
some patients out to ~1 year

Durability data will mature in open label portion creating opportunities for future data releases

’(k . ORU KA Notes & Sources: (1) Defined in the literature as clear skin for a period of 1 year or more after the completion of the last dose of a prescription therapy for psoriasis

v' TTTTTTTTTTTT (2020 Armstrong in BJD)

©2025 Oruka Therapeutics
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ORKA-001 PK profile could enable higher efficacy in PsO

KNOCKOUT study testing 2-4x the approved Skyrizi dose Skyrizi exposure-response model indicates potential

showed the highest anti-IL-23 efficacy to date to increase efficacy with higher exposure

Projected 5-95"" percentile ORKA-001 C,,, W0-16

100 : : 100 -
: : 300 mg WO, 4 600 mg WO, 4
80- £ 80-
©
g 60 % 60 °
° T 0 L
= =
= © T o O .
2 40- o 40+
o =
n
20- E 20-
0 01 T T 7 A T T 1
0 0 10 20 40 60 80 100
Weeks Cavg Week 0-16 (pg/mL)
— KNOCKOUT == UltiMMa-1/2 O Observed PASI 100 within @® KNOCKOUT == UltiMMa-1/2
2-4x Skyrizi dose Skyrizi pivotal trials each C,,4 decile for Skyrizi 2-4x Skyrizi dose Skyrizi pivotal trials

Higher efficacy observed with higher anti-IL-23 exposure, with separation increasing from W16 to W28 as efficacy reaches peak

Notes & Sources: (left) Cross-trial comparison of pooled data from KNOCKOUT (N=18) and UltIMMa-1/2 (N=598) from 2024 Blauvelt (AAD presentation) and 2018
ORU KA Gordon (Lancet). (right) Adapted from 2019 Khatri (Clin Pharmacol Ther) and Skyrizi BLA MDR (Fig. 20); gray line shows model-estimated probabilities for PASI )
THERAPEUTICS 100 for all patients, including Asian ethnicity; KNOCKOUT exposures estimated from population pharmacokinetic model for Skyrizi ©2025 Oruka Therapeutics 22
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100-day half-life brings once annual dosing within reach

ORKA-001 projected steady-state exposures significantly exceed Skyrizi and make annual dosing likely

600_ ....................................................................................................................................................................................................
400- Skyrizi C,,,, in UC (median + 5" and 95" percentiles)
""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""" supports safety of high anti-IL-23 exposures
200- ....................................................................................................................................................................................................
80 }
- Steady-state
% 60- Maintenance dosing Cirougn (HG/mML)
=
Y — ORKA-001: 300 mg Q6M @
< 40-
— ORKA-001: 600 mg Q12M e
20
— Skyrizi: 150 mg Q12W @

(approved PsO regimen)

0- T T T 1
52 64 76 88 100

Weeks

Notes & Sources: Oruka modeling based on internal data and published population pharmacokinetic model for Skyrizi; error bars reflect 5" and 95t percentiles.
ORUKA Skyrizi exposures in ulcerative colitis from 2024 Thrake (Clin Pharmacol Ther). Steady-state Cyq,q, reflects projected values from PK model for ORKA-001 and _
THERAPEUTICS observed value from Phase 3 trials for Skyrizi in BLA MDR ©2025 Oruka Therapeutics 23
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“KNOCKOUT?” IL-23 inhibition could generate off-treatment
remissions by depleting pathogenic TRMs

Robust inhibition of IL-23 could create High anti-IL-23 exposures deplete

an “immune reset” in PsO pathogenic TRMs in the skin

P=0.04
Plaque formation ORKA-001 80+
P=0.10

Initial tri Inflammatory ":

nital tngger circuit D = 60=- O
F e E 14
'? IRY T [ ol
Pl W ‘e é

- o

Dendritic cell IL-6 ‘__,\‘IL-‘IB ) \)P N 8 40 O
activation 0,00 @ ' o)
IL-21 ' \m@ o

_________ > O %r’ .Q o o O
° e >
% o B = 3
O > z o
O
IL-23 drives differentiation IL-23 maintains TRMs, Inhibition of IL-23 can L
of naive T cells into wt_uch react to external nqrmallze TRMs in the sKkin, Lesional Nonlesional 300 mg 600 mg
proinflammatory triggers to cause PsO which could lead to long-term
T cells and TRMs recurrence disease control .
Baseline KNOCKOUT
’(‘ ' ORUKA Sources: (left) Figure modified from 2024 Schakel (poster at EADV); (right) 2024 Blauvelt (presentation at G2C) _
Noggp THERAPEUTICS Abbreviations: TRM, tissue resident memory T cell ©2025 Oruka Therapeutics 24



EVERLAST could enable compelling rates of “off-treatment
remission” for the first time in psoriasis

ORKA-001 could affect the disease biology in a ...potentially resulting in longer-term responses that

unique way due to optimized exposure and PK... exceed those seen with prior IL-23 inhibitors

Maintenance of PASI 100 in randomized withdrawal trials

100
Dose ‘ Half-life
80~ PD effect: some EVERLAST: off-treatment
W[““\s”\ 600 mg ~100d patients remain in PASI durability likely to be much
v 100 long after [Ab] drops more profound due to PK (t,,,)
< below Skyrizi Cyyoqn and PD (TRM depletion)
== KNOCKOUT 300-600 mg 28d < 60- ] s :
S s
: . n E
== Risankizumab 150 mg 28d E 40- ;
—  Guselkumab 100 mg 17d
20+ ;
Mirikizumab 250 mg 9d
0 1
6 12 18 24
Months since last dose
(\89 QEB}SJEKT& Sources: 2024 Blauvelt (presentation at G2C); 2020 Blauvelt (JAMA Dermatol); 2017 Reich (JAAD); 2022 Blauvelt (Br J Dermatol); FDA Labels ©2025 Oruka Therapeutics 25



Looking forward to a potential label — illustrating the paradigm-
changing potential of ORKA-001

m Maintenance Treatment upon recurrence

Induction with ORKA-001 at Evaluate at 6 and 12 months Administer ORKA-001 as a
a dose level selected based after induction dosing to inform subcutaneous injection on
on EVERLAST studies whether to give ORKA-001 on recurrence based on

one of the following regimens: clinical evaluation using a

- Every 6 months dosing regimen of either
every 6 or 12 months

* Every 12 months

* For patients in remission,
i.e., clear skin beyond 12
months, initiate maintenance
dosing only if disease recurs

‘V" TTTTTTTTTTTT 26



Dermatologists value both extended dosing and higher efficacy

Dermatologists say that annual dosing and higher efficacy would drive similar

50%+ share for ORKA-001, even when accounting for entry of icotrokinra

% of moderate-to-severe
psoriasis patients on
ORKA-001

B New starts
B Patients switching

Efficacy vs. Skyrizi Same Same Higher Higher
Dosing interval Q6M Q12m Q6M Q12m
\/(sl QeeALp{!J(Té Sources: Survey of N=22 practicing dermatologists ©2025 Oruka Therapeutics
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ORKA-002:
potentially best-in-class anti-IL-17A/F
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ORKA-002 targets IL-17A/F, a new mega-blockbuster class with an
ideal setup for a longer-acting entrant

Bimzelx launch validates both the IL-17A/F class

and ability to differentiate in PsO

- Brand new class — superior efficacy vs. IL-17A"

across multiple indications and high levels of skin 6,000 1 — Bimzelx (approved Oct '23)
clearance in IL-17A non-responders? ---- Cosentyx ‘ L
- S
5,000 { — Taltz Increase after approval
- Long timeline to biosimilars — Bimzelx recently o Trembva ) oss in PSA, axSpA, and HS
— Skyrizi indicates magnitude

approved, and only one other IL-17A/F antibody
(sonelokimab) in clinical development

4,000

of potential

3,000

Very strong launch — Bimzelx peak sales estimate —e
now exceeds $5B3; strong formulary positioning
achieved soon after approval

2,000 -

Weekly Prescriptions* (U.S.)

1,000

Pipeline-in-a-product expansion potential —
PsA, HS, axSpA, and others 0

Weeks After Launch

O U KA Notes: (1) 2021 Reich (NEJM); (2) 2023 Kokolakis (BJD); (3) Visible Alpha; (4) Jefferies (based on IQVIA data), shown as 2-week moving average )
HERAPEUTICS Abbreviations: axSpA, axial spondyloarthritis; HS, hidradenitis suppurativa; PsA, psoriatic arthritis ©2025 Oruka Therapeutics 29
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ORKA-002 has a dramatically extended half-life vs. bimekizumab

ORKA-002 binds a similar epitope to ORKA-002 has a >3x longer half-life

bimekizumab with similar potency than bimekizumab in NHPs

¢ ORKA-002 ® Bimekizumab -¢- ORKA-002 (IV) -®- Bime (IV)
-~ ORKA-002 (SC) -®- Bime (SC)

100- 1000
IL-17A < 759 =
surface ~| g 907 £ Half-life (d)
Y| X 25 S
2| o 2
Z 0- - @
ORKA-002 S . 2 @
epitope § 0.001 0.01 0.1 1 10 £ 100
= c
'S @
= 100 g
Bimekizumab £ 75 3
. X
epitope ._":._ 50 %
2|2 & B
04- : 9
1 1 1 1
0.1 1 10 100 1000
Similar epitope for IL-17F as well [Ab] (nM) ! I I I T 1
. - | 0 10 20 30 40 50
Comparable picomolar affinity for | Similar results observed across Time Post-Iniection (d
IL-17A and IL-17F | multiple in vitro assays ime Post-Injection (days)
v(sl QERALPJJU(T.'& Notes: Presented at AAD 2025 ©2025 Oruka Therapeutics 30



Potential for 2-3 doses per year enabled by half-life extension

Projected C,,,4, Of illustrative ORKA-002 regimens exceeds approved bimekizumab regimen in PsO

— ORKA-002 (~50d half-life): — ORKA-002 (~75d half-life): — Bimekizumab: 320 mg
320 mg WO, 4 then Q4M 320 mg WO, 4 then Q6M WO, 4, 8, 12, 16 then Q8W
801
A ~50-day half-life
60- could enable Q4M

dosing and ~75-day
o half-life could enable
gg%%’gfrﬁ’:gg;’% Q6M dosing while
maintaining trough
antibody levels above
bimekizumab

....................................................

[Ab] (ug/mL)
S

|

.................................................................................... Ctrough bimekizumab

0 Q8W maintenance
T T T T T T T 1 T T T T T T T T 1

|| 1
0 8 16 24 32 40 48 56 64 72 0 8 16 24 32 40 48 56 64 72 80
Weeks Weeks

P
—

ORUKA Notes: Presented at AAD 2025; bimekizumab modeling, C,,,,, and Cyq,q, based on published population PK parameters from FDA and EMA review documents; _
THERAPEUTICS error bars represent 5" and 95t percentiles ©2025 Oruka Therapeutics 31
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ORKA-002 is advancing just ~6 months behind ORKA-001

)

Phase 1 study to evaluate the safety,
tolerability, and PK of ORKA-002 in

healthy participants ; i

* Placebo-controlled, single ascending Phase 2 in PsO

dose study (NCT06944379)

640 mg SC FIH Ph1 In:ﬁr;iT/:K Fi|:aH|VPSK

320 mg SC

* Ph1 interim PK is highly validating, showing
both basis for differentiation and early safety

* Ph2 in PsO can provide robust efficacy data quickly,

» Conducted at a single center in supporting ORKA-002 as the best-in-class IL-17

New Zealand

* Rapid expansion into additional large indications with

* ~24 healthy volunteers validated IL-17AJF efficacy, e.g., PsA, HS

) orRUKA
p—=—=

= 'HERAPEUTICS Abbreviations: HS, hidradenitis suppurativa; PsA, psoriatic arthritis; SC, subcutaneous ©2025 Oruka Therapeutics 32
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ORKA-021: Potential to combine the best of IL-17s and IL-23s

( IL-17s: fastest onset and highest peak response H IL-23s: less frequent dosing and best durability and safety >

v v

Combining the two mechanisms sequentially could provide the “best of both worlds”

I s Feedback from U.S.
BPPPPPPRP NSNS dermatologists:
30-¢ f /} } Possible with ORKA-021
(ORKA-002 > ORKA-001) “It really sounds like a
;\? A Bimzelx® great option”
; 60 (bimekizumab-bkzx)
o )
= .Sklyr|>z<|;
2 40- b “Conceptually beautiful”
o
20 p .
The only reason this
hasn’t been done is that
o717 T T T T T T T no company has both”
0 16 32 48 64 80 96 112 128 144 160 176
Week
(\Sg QEBALPJEKI'&. Sources: Long-term efficacy from BE BRIGHT (Bimzelx) and LIMMitless (Skyrizi) open-label extension trials ©2025 Oruka Therapeutics 34



Four ways to deliver a best-in-class regimen for psoriatic disease

Once yearly dosing and off-treatment remissions go beyond SO Grpevy
convenience to change the treatment paradigm H

* Clinical precedent supports potential for best efficacy in the IL-23 class ‘H‘ ORKA-001
* Only long-acting IL-17A/F in a brand-new, mega-blockbuster class with NY .
e .. e .. i . ORKA-002
a long timeline to biosimilars and indication expansion potential

« Straightforward path to a potential H2H win — faster and deeper NYIZ2ENYZ,
. : : : . + ORKA-021
responses vs. Skyrizi and superior maintenance profile vs. Bimzelx H

N orUKA
N—gy

©2025 Oruka Therapeutics



Advancing co-leads rapidly towards multiple clinical data catalysts

S .
3 FIH Phi ~ Interim PKin HVs EVERLAST-B EVERLAST-A:
> Q42024  EVERLAST-A initiation initiation PASI 100 rates &
g response duration
N !

8 Interim PK

& FIH Pi1 HVs Phase 2

! . " ngn "

% Ahead'ef schedule (~YE 2025) initiation

Strong cash position provides runway >1 year beyond three major readouts:
EVERLAST-A Ph2a in 2H 2026, EVERLAST-B Ph2b in 2027, and ORKA-002 Ph2 in 2027

) orRUKA

No=gy THERAPEUTICS ©2025 Oruka Therapeutics 36
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Shares outstanding

As of September 30, 2025 Number of shares'

Common stock + Shares outstanding 48.4M
* Preferred stock 11.4M
Common stock (as-converted to common stock)
equivalents
* Pre-funded warrants 7.3M
Common stock and
common stock - Total outstanding? 67.1M
equivalents
’(Sl. 95 RALPJE!,S.'?:, :c;t;z:y:leesa!sdeirreecfteorr:’)asniiglrivr}gz E;s%(z:isonal information. (1) Shown on an as-converted-to-common basis; (2) Excludes stock options and warrants held by ©2025 Oruka Therapeutics
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