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Regulatory Approved JAK Inhibitors Are Encumbered by Lab *‘Recludix
Monitoring and Safety Concerns Pharma

Initial Screening 1 1 Month \ 3 Months ‘ Every 3-6 Months*
Age>65 : Use of oral " Complete blood v Complet'e blood Complet'e blood
S chzrtraceptwes/ count with a count with a count with a
Smoking +—— > hormone . . N s 3 -
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/ DOV yy ftests MOV o
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Risk and/or hx of iderd rad T i
thromboembolism - Consider dose reduction or temporary cessation if: e
o Elood Lot —» Malignancy onsiaer dose r tion or temporary cessation 5
disorder '%
ADOORRE: i ookiae Severe s 5
H lobi t 2 arance

Baseline Lab Tests d:.'s:g g g,n count is lymphocyte ih':p::‘r:,em 30-60 mL/min =
dLoris<8g/ 500-1000; Ccountis P or <30 mL/min =
« Complete blood count with a dL mm*on2  500-750/ g
differential sequential mu::ta' g
« Liver and kidney function wes tests )
tests ©
* Tuberculosis test s
 Hepatitis B & C panel g
 Baseline lipid panel £
« Pregnancy test (if applicable) o

Goal to achieve impactful efficacy and avoid mechanisms
known to drive safety signals to reduce clinical monitoring
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Pharmacological Inhibition of the JAK Family Has Potential “Recludix
Broad Biological Consequences Pharma

Biochemical IC;, at ImM ATP

JAK1 JAK2 JAK3 TYK2 Reference . . .
Selectivity relative to primary
Tofacitinib (pan JAK) 489 nM Clark et al., 2014 JAK family member:
Upadacitinib (JAK1) 4 0 2,304 nM 4,690 nM Clark et al., 2014 >30X
JAK - :
Inhibitors Abrocitinib (JAK1) 803 nM >15,000 nM 1,250 nM Vazquez et al., 2018 10-30X
Ruxolitinib (JAK1/2) 5 428 nM 19 nM Covington et al., 2020 - <10X
Baricitinib (JAK1/2) : >400 nM Covington et al., 2020
TYK2 - _
o Deucravacitinib >10,000 nM >10,000 nM >10,000 nM Wrobleski et al., 2019
Inhibitor
Anti-Viral Immunity Hematologic Homeostasis & Development
IFNa IFNy IFNA1 EFO TPO GM-CSF, IL-2 Leptin Growth Prolactin
IFNB IFNA2 IL-3, IL-5 IL-7 hormone
IFNw IFNA3
IFNe
IFNk .

Adapted from Morris et al., Protein Sci. 2018 Dec;27(12):1984-2009. 7t DDD Conference 2023 3




Unlocking Previously Intractable SH2 Domains of High Value *Recludix
Targets in Inflammatory Diseases and Cancer Pharma

Oral STAT6
Global Partne[ship
sanofi

Oral STAT3

Wholly-Owned
Program

Platform Company

Experienced Team
Drives Success

Pipeline

Inflammation &
Precision Oncology

Inhibition of STAT6 with oral
small molecule represents
an attractive alternative to
biologics in targeting Th2

driven diseases

Recludix-created platform
integrates custom designed
DEL libraries, massively
parallel SAR, and proprietary
screening tools

Potential applications across
Th17 driven diseases,
including psoriasis, RA, IBD,
and multiple oncology
indications

Opportunities in
therapeutically validated
pathways where selective,
oral agents would provide
competitive advantage

Validated by

Fuels the JAK/TYK?2I Validated by Additional
pipeline with with potential for IL-4 and IL-13 pipeline and
5 selected greater efficacy biologics partnering

targets and less toxicity

IND 2024

opportunities
IND 2025
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SH2 Domains Have Previously Been Deemed “Undruggable” “Recludix

Pharma

Src Homology 2 (SH2) domains are highly
conserved protein domains that have long been
recognized as attractive drug targets

* Small protein modules made up of ~100 amino acids
* 120 human SH2 domains

* Play a key role in regulating the location and activity of
proteins and in cellular signal transduction

* Mediate protein-protein interactions by binding to
phospho-tyrosine containing motifs
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Significant Opportunity in Targeting SH2 Domain Proteins “Recludix

Pharma

Initially Focused on STAT3, STAT6 and 3 Additional Targets

% =N | .  Human SH2 Domain Family Tree 1. STAT Transcription Factors

 Strong biological validation for
STAT3 and STAT6

* Downstream in the JAK/STAT
pathway; selective STAT inhibitors
likely to be more targeted with
fewer side effects

STAT2

ststst

GGGGGGGGGGGGGGG

STAT3

,

STATI1
STAT4

STAT6

2. Undisclosed

» Plays a central role in both cancer
and autoimmune diseases

STAT5B
STATSA

sssss

CRK

PLCG1_N 3 PLOG1C picaa ¢ e CRKL ™ STAT
N Rasat N P A AY U . U N N -]

pLCG2 N RASA1 ¢ CHN1 UPTEH TNS1

ssssss

- Transcription .

/ el Factors 3. Future - Remaining SH2
4 e \ °°°°° Domain Family Members
- ke N » Additional compelling targets

pppppppp ), Future — Remaining enable a sustainable pipeline

SH2 Domain Family
Members

Adapted from Liu et al., Mol Cell. 2006 Jun 23;22(6):851-868. 7th DDD Conference 2023 6



Selective STAT3 Inhibition Targets Key Inflammatory Cytokines *‘Recludix
and Downstream Th17 Pathogenesis Pharma

JAK/TYK2 inhibitors impact mechanisms important for viral immunity and hematologic homeostasis

Pro-inflammatory cytokines Anti-Viral Immunity

. IFNa IFNy IFNA1
Guselkumab G\/?)}fazriﬁoms":t: Ffég';'gg grg_gb IFNB IFNA2
Tildrakizumab IFNw IFNA3
Risankizumab Tocilizumab Nemolizumab IFNe @)
_I_ J_ J_ IFNk

IL-23 IL-6 OSM IL-31 IL-22

(sTAT1) (sTAT1 )
STAT2 STAT1 STAT2

Hematologic Homeostasis

EPO TPO GM-CSF,
IL-3, IL-5

Secukinumab

W Ixekizumab P
/_\é / Brodalumab
|_{>_> h17 Bimekizumab % i

expansuon
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Recludix Has Identified Multiple Highly Potent and Selective

STAT3 Inhibitors

in vivo i.p. tool

orally bioavailable compounds

“Recludix

Pharma

Cellular Selectivity
(PBMCs)

>10X vs. STAT1
>100X vs. STAT2/4/5/6

~20X vs. STAT2
>300X vs. STAT4/5/6

REX-4019 REX-5376 REX-7117
Biochemical Potency
(SH2scan Ko) 0.28 nM 0.15 nM 0.16 nM
Cellular Potency
(pSTAT3 IC5, in human PBMCs) 5.1 nM 0.72 nM 1.2 nM
Biochemical STAT ~15X vs. STAT1 ~2X vs. STAT1 ~20X vs. STAT1
Family Selectivity >300X vs. STAT2/4/5/6 >150X vs. STAT2/4/5/6 >500X vs. STAT2/4/5/6

~2X vs. STAT1

~20X vs. STAT1
>500X vs. STAT2/4/5/6

SH2 Domain Selectivity
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STAT3 Inhibition Impairs the Thl7 Phenotype and Differentiates *‘Recludix
From JAK/TYK2 Inhibitors in Functional T Cell Assays Pharma

* Primary human T cells cultured under Thelper (Th) skewing conditions in the presence of compounds

T cell function assays (ICs)

Defense against
parasites and

Defense against Defense against mediation of

General Adaptive viruses and extracellular antibody

Immune response bacteria pathogens responses

T Cell Activation Th1 Cell Function Th17 Cell Function Th2 Cell Function
(CD25) (IFNy) (IL-17A) (IL-5)
REX-4019 >10,000 nM >2,000 nM >3,000 nM
STAT3 Inhibitors REX-5376 >10,000 nM >2,000 nM >3,000 nM
REX-7117 >10,000 nM >2,000 nM >3,000 nM
TYK2 Inhibitor Deucravacitinib >3,000 nM ~3,300 nM
Tofacitinib 340 nM

JAK Inhibitors Upadacitinib

Baricitinib

Selectivity relative to Th17 inhibition: >30X
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Proof-of-Concept That Reversible Small Molecule STAT3 *‘Recludix
Inhibition Modulates In Vivo Th1l7 Disease Pharma

 Initial published characterization of Th17 cells was in the mouse EAE model
« Conditional STAT3 knockout mice are completely resistant to EAE induction

Recludix Compound Benchmark Compounds

® Vehicle

S 57 @ Vehicle 5 57 e Baricitinib (3 mg/kg QD, PO)
a A ® REX-4019 (100 mg/kg QD, IP) b 4] @ Fingolimod (3 mg/kg QD, PO)
= - @
(O] @
é 34 é 3
o o
o 24 O 2-
@ )
g 1 c_g 14
£ £
0o 0o
Dosing Start Dosing S
N > a6 10 20 30
Time Since Disease Induction (days) Time Since Disease Induction (days)

REX-4019 is active in mouse experimental autoimmune encephalomyelitis (EAE)

Chen et al., J Clin Invest. 2006 May;116(5):1317-26.
Komiyama et al., J Immunol. 2006 Jul 1;177(1):566-73
Zhou et al., Bone. 2011;49:404 7t DDD Conference 2023 10



Prophylactic and Therapeutic Dose-Dependent Efficacy in the

Th1l7-Dependent EAE Model

Prophylactic

Neurological symptoms

-@ Vehicle
REX-4019 (10 mg/kg QD, IP)

__ 57 - REX-4019 (30 mg/kg QD, IP)
g -@ REX-4019 (100 mg/kg QD, IP)
+
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Pharma

Semi-Therapeutic

Neurological symptoms

-@ Vehicle
REX-4019 (10 mg/kg QD, IP)
57 - REX-4019 (30 mg/kg QD, IP)
-@- REX-4019 (100 mg/kg QD, IP)

Clinical Score (mean +s.d.)

v, treatment
0 = T T 1
Dosing start 14 21 28
on Day 11 Time Since Disease Induction

Inflammation-induced cachexia
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N
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o) o
o o
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Recludix Oral STAT3 Compounds Characterized by Selective oﬂedudix

and Sustained Target Inhibition

Pharma

 Dog PBMCs evaluated for ex vivo pSTAT1/3 activity following single day oral dosing

REX-5376
(30 mg/kg, PO)

- -
=] (=4 N
o o o
1 ]

pSTAT+
(% Predose Control)
3
1

40- e s
20~ -s- STAT3
-»- STAT1
0 1 1 1 1 1 1
0 4 8 12 16 20 24
Time (h)
REX-7117
120 (30 mg/kg, PO)
? 100
E 80
25
60—
*8 40+
o ® STATM
2 204
= ® ® STAT3
D 1 | 1 I 1 1
0 4 8 12 16 20 24
Time (h)
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Baricitinib
20 (0.1 mg/kg, PO - clinically relevant dose)

® STAT1
® STAT3

0 I ! I I I 1
0 4 8 12 16 20 24

Time (h)

pSTAT+
(% Predose Control)

Deucravacitinib
(0.3 mg/kg PO -clinically relevant dose)
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Time (h)
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Recludix Compounds Provide Durable STAT3 Inhibition and ‘Recludix
Maintain In Vivo Selectivity Versus STAT1 After Multiple Doses Pharma

* Dog PBMCs evaluated for ex vivo pSTAT1/3 activity following multi-day oral dosing

REX-5376 REX-7117
(30 mg/kg, PO, QD) (30 mg/kg, PO, BID)
Day 1 Day 3 Day 1 Day 5
— ® STAT1 120 = ® STAT1
® STAT3 ® STAT3 ®
100 100

(o]
o
1

80

60=

pPSTAT+
(% Predose Control, * range)

£y
o
1

40+

N
o
1

20+

pSTAT+
(% Predose Control * range)
[+2]
o
1

I

0 12 2448 56 64 72 8 96 100 104 108 120
Time (h) Time (h)

o
E N

Repeat oral dosing confirms that in vivo STAT 3 selectivity is achievable against the
closest off-target family member
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Oral STAT3 Inhibition Significantly Reduces an IL-6 Dependent *“Recludix

LPS-Induced Inflammation in Dogs Pharma
REX-5376 PO LPS (0.1 pgrkg)
Study I B NG . LPS challenge drives pSTAT3 activation, immune
Design: %} %f T(F%Tf{f o activation, and IL-6 dependent CRP production
o o !‘h o ih 3': A‘h zih « Oral REX-5376 inhibits endogenous pSTAT3

signaling and abrogates CRP induction

Sample Collection

PBMC pSTAT Activity Serum CRP

- Vehicle (PO) o REX-5376 (10 mg/kg, PO) -~ Vehicle (PO) &~ REX-5376 (10 mg/kg, PO)
-o- REX-5376 (30 mg/kg, PO) -®- Prednisolone (5 mg/kg, PO) - REX-5376 (30 mg/kg, PO)
80 50—

i
o
1

w
o
1

N
o
1

[EEN
o
1

CRP
(Fold-Change relative to Pre-LPS)

--le
o
|

18 24 0 4l8l12I16l20l24
Time (h) Time (h)
Oral STATS3 inhibition effectively impairs IL-6 mediated inflammatory responses
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REX-7117 Is Efficacious After Oral Dosing in IL-23-Induced oF 0
Th1l7 Model of Psoriasis Redllv'f\(ajr!r)ug

* Rodent doses selected to mimic expected human pSTAT3 pharmacodynamic profile
* Once daily REX-7117 (300mg/kg) was superior to deucravacitinib clinically-relevant dose (1mg/kg)
* Twice daily REX-7117 (300mg/kg) was comparable to deucravacitinib at a supra-clinical dose (30mg/kg)

Tissue Inflammation Tissue Weight
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> XS 0f 5 XS o3 > XS pE S5 XS °3 Z<c
k2O~ = Fses Wwg o= ~ Wgoe

L Il ] 1 Il ]
p.o., QD p.o., BID p.o., QD p.o., BID

Orally targeting STAT3 provides significant inhibition of Th17 mediated skin inflammation
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Selective STAT3 Inhibition Relatively Spares Interferon-Driven *Recludix
Anti-Viral Gene Transcription Pharma

« Benchmarking selective STATS3 inhibition to clinically relevant JAK/TYK2 therapies using interferon (IFN) response gene
in primary human monocytes

— . STAT3-driven STAT1/2-driven Anti-Viral
Anti-Viral Immunity Inflammation Response

STAT3 signaling

IL-6 + IL-10 IFNB IFNy
IL-6 IL-10 IFNa IFNy Response in Response in Response in
IFNB Monocytes Monocytes Monocytes
IFNw (CD163) (MX1) (MX1)
IFNe
IFNK REX-4019 960 nM 330 nM
STAT3
@ inhibitors _REX-5376 2nM
REX-7117 17 nM 2.8 nM
TY'.(Z. Deucravacitinib 38 nM 570 nM
Inhibitor
Tofacitinib 1,400 nM SR
DMOOIN JAK —
| Inhibitors Upadacitinib 130 nM 6.7 nM
mmunée anti-viral T
activation % »> CD163 innate immunitycé MX] Baricitinib 280 nM 9.7 nM
Selectivity relative to monocyte CD163 inhibition: >30X

Targeting STAT3 will reduce the impact on IFN-dependent innate immunity
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Targeting STAT3 Differentiates From Clinically Relevant JAK *Recludix
Inhibitors on pSTAT5 Mediated Signaling Pharma

* Profiling compounds on Erythropoietin (EPO) or Thrombopoietin (TPO) mediated pSTATS5 signaling in reporter cell lines

. STAT3-driven
Hematology Homeostasis Inflammation  Erythropoiesis  Thrombopoiesis

EPO TPO IL-6 EPO-Induced TPO-Induced
. STAT3in STAT5-Driven STAT5-Driven
. PBMCs Transcription Transcription
REX-4019 >10,000 nM >10,000 nM
““““““““ STAT3
------------- |nhibit0rs REX'5376 >10’OOO nM >10;000 nM
REX-7117 >10,000 nM >10,000 nM
TYI_(Z. Deucravacitinib 3,200 nM
Inhibitor
Tofacitinib
JAK I
.\. .o Inhibitors Upadacitinib
® o Baricitinib
Q0 L
Red Blood Cells Platelets Selectivity relative to PBMC pSTATS3 inhibition: >30X 10-30X - <10X

Targeting STAT3 is expected to avoid STAT5 signaling that is important for hematologic homeostasis
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STAT3 Inhibition Has Potential Clinical Applications Across ‘Recludix
Multiple Inflammatory and Autoimmune Diseases Pharma
6,\ Giant cell
IL-23 IL-6 OSM IL-31 IL-22 L_ '3)/ arteritis
Psoriasis - \ S
A0 Juvenile
\ , | idiopathic
. | arthritis
Psoriatic ‘ B\ \
arthritis : \ O\ \ L
Rheumatoid | Qrohn‘s
4 \ arthritis \0 | \ flISERee
MDD _,,1/7\\:\ | 1‘ Ulcerative
|_qp—> e ) Cytokine | colitis
exgan\sg( release
s syndrome
Leveraging clinically validated mechanisms with selective STAT3 inhibition
7t DDD Conference 2023 18



Recludix’s Reversible, Oral, Small Molecule STAT Inhibitors
Are Differentiated From Competitors

Recludix’s
STAT TYK2 JAK

Inhibitors Inhibitors Inhibitors Biologics
Potent +++ +++ +++ ++++
Selective ++++ + 4 . ++4++
Reversible ++++ ++++ ++++ +
Oral ++++ ++++ ++++ -
Indication
Expansion ++++ ++ ++++ ++++

Potential

7t DDD Conference 2023
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Oral, Selective, STAT Inhibitors Offer Potential New Ground ‘Recludix
Between Safety & Efficacy in Drug Development Pharma

* Recludix has generated potent and selective small molecule STAT3 inhibitors for Th17 driven
inflammation

- Exquisite STATS3 targeting has the potential for both efficacy and safety differentiation versus the
JAK/TYK family

- STAT3 inhibition has potential clinical applications across Th17 driven diseases, including
psoriasis, RA, IBD, and multiple oncology indications

* Integrated platform technologies facilitate drugging of previously ‘undruggable’ targets, including
other STAT family members
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“Recludix

Pharma

Thank you

www.recludixpharma.com
bd@recludix.com

psmith@recludix.com .

Unlocking New Therapeutic Possibilities
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