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Disclaimer

Certain statements in this presentation may constitute “forward-looking statements” under applicable securities laws. These forward-looking statements include, but are not limited to,
information about possible or assumed future results of the Medicenna Therapeutics Corp’s (the “Company” or “Medicenna”) business, clinical trials, drug development, financial condition,
results of operations, liquidity, plans and objectives. Further, any statements that express or involve discussions with respect to predictions, expectations, beliefs, plans, projections,
objectives, assumptions or future events or performance (often, but not always, using words or phrases such as “expect”, “seek”, “endeavour”, “anticipate”, “plan”, “estimate”, “believe”,
“intend”, or stating that certain actions, events or results may, could, would, might or will occur or be taken, or achieved) are not statements of historical fact and may be “forward-looking

statements”.

Forward-looking statements are based on expectations, estimates and projections at the time the statements are made that involve a number of risks and uncertainties which would cause
actual results or events to differ materially from those presently anticipated. Forward-looking statements are based on expectations, estimates and projections at the time the statements
are made and involve significant known and unknown risks, uncertainties and assumptions. A number of factors could cause actual results, performance or achievements to be materially
different from any future results, performance or achievements that may be expressed or implied by such forward-looking statements. These include, but are not limited to, the risk factors
discussed in the public filings made by Medicenna with the applicable securities commissions and regulators in Canada and the United States, including, but not limited to, the Annual
Information Form dated June 25, 2025, filed in Canada on SEDAR+ at www.sedarplus.ca. Should one or more of these risks or uncertainties materialize, or should assumptions underlying
the forward-looking statements prove incorrect, actual results, performance or achievements could vary materially from those expressed or implied by the forward-looking statements
contained in this document. These factors should be considered carefully, and prospective investors should not place undue reliance on these forward-looking statements.

Although the forward-looking statements contained in this document are based upon what Medicenna currently believes to be reasonable assumptions, Medicenna cannot assure
prospective investors that actual results, performance or achievements will be consistent with these forward-looking statements. Furthermore, unless otherwise stated, the forward-
looking statements contained in this presentation are made as of the date hereof. Except as required by law, Medicenna does not have any obligation to advise any person if it becomes
aware of any inaccuracy in or omission from any forward-looking statement, nor does it intend, or assume any obligation, to update or revise these forward-looking statements to reflect
new events, circumstances, information or changes.

Legal Disclaimers

This presentation of Medicenna is for information only and does not, and is not intended to, constitute or form part of, and should not be construed as, an offer or invitation to buy, sell, issue
or subscribe for, or the solicitation of an offer to buy, sell or issue, subscribe for or otherwise acquire any securities in any jurisdiction in which such offer, solicitation or sale would be
unlawful, nor shall it or any part of it be relied upon in connection with or act as any inducement to enter into any contract or commitment or investment decision whatsoever.

Certain information contained in this presentation and statements made orally during this presentation relate to or are based on studies, publications and other data obtained from third-
party sources and the Company’s own internal estimates and research. While the Company believes these third-party sources to be reliable as of the date of this presentation, it has not
independently verified, and makes no representation as to the adequacy, fairness, accuracy or completeness of, any information obtained from third-party sources.
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w | A Clinical Stage Immunotherapy Company
M E D C E N N 3 Lead Programs with First and/or Best-in-Class Potential

MDNA11 — Phase 1/2 TSX: MDNA | OTCQX: MDNAF

Best-in-Class IL-2 Super Agonist

for Advanced Solid Tumors

36% ORR MDNA11 monotherapy .
43% ORR MDNA11 + pembrolizumab 2026 Milestones & Catalysts

as 2/3L Tx or next line following resistance to ICI therapy

MDNA11 « PoC data post 2L/3L therapy
MDNA113 — IND-enabling « End of P1 meeting with FDA
First-in-Class PD-1 x IL-2 Superkine « Plan P2 registration study with FDA
for Tumors expressing IL-13Ra2 * Neoadjuvant melanoma Ph1b data
Tumor Anchoring & Masking
One of the most exciting areas in immuno-oncology MDNA113 * NHP safety/PK/PD results
recently validated by multi-billion-dollar pharma transactions » File IND for first-in-human study
Bizaxofusp (MDNAS55): Phase 3 Ready Bizaxofusp  + Partnership

An IL-4R targeted Immuno-toxin « Commence Phase 3 rGBM trial

for Recurrent Glioblastoma (rGBM)
~2x Overall Survival in Deadliest Brain Cancer, rGBM

Median OS ~13.5 months versus ~7.2 months for matched control arm Funded into Calendar Q3 2026

Multiple recent pharma transactions in brain cancer space

Creating value by advancing Superkines



A Clinical-Stage Leader in Cytokine Engineering

PLATFORM CANDIDATE INDICATION PRECLINICAL PHASE 1 PHASE 2 PHASE 3 STATUS PARTNER
Superkine™ Bizaxofusp Recurrent Pursuing partnership to
BiSKIT™ IL-4R-Toxin Fusion Glioblastoma commence Phase 3
Clinical
MDNA11 monothe Plan first registrational | Collaborations
ABILITY-1 Phase .. .
128 trial in 2L/3L checkpoint
asket Study e MERCK
S Kine™ MDNA11 Vari idt MDNA11 + pembr. refractory cancers
uperkine IL-2 Super Agonist  Various solid tumors
. Commence NEO-CYT Y T X
MDNA11 + n- NEO-CYT Phase 1b in ) ,
N Neoadiuvant Mel study H1 2026 with data Fondazione
t ipilimuma eoadjuvant Melanoma readouts in H2 2026 Melanoma
T-MASK™ anl\t,il 23':‘11|E . Varlog:pfglslgi:]l;mors . IND and commence FIH
[ L o g in H2 2026
BISKIT Masked Bispecific IL-13Ra2 !
MDNA209 -
Superkine™  IL-2/15 Pathway A‘g;g::sne ' Select lead
Super Antagonist
MDNA413
Superkine™  IL-4/13 Pathway '”Z?Srgam:etgry ' Select lead
Super Antagonist
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V.7 MEDICENNA

MDNA11

A ‘B-enhanced, not-a’ IL-2 superagonist
In clinical development for advanced
solid tumors

e Clinical-Stage Therapy in Phase 1/2 with
a Monotherapy Treatment Arm and a
Combination Arm with KEYTRUDA®
(pembrolizumab)

This study is in collaboration with Merck Sharp & Dohme LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA.



MDNA11 is a Differentiated Next-Gen IL-2 with Best-in-Class Potential

WILD-TYPE IL-2

2ND GENERATION IL-2

NEXT-GENERATION IL-2

1998 2015 2017 2018 Present
. IN' I i .
(&) EROLEUKIN dgsoes  ganofi W, 7 MEDICENNA

« First approved |10 drug for
RCC and melanoma

« Limited clinical utility because
of short half-life, toxicity

.7 MEDICENNA

+ Discontinued programs, due to

poor PK/PD profiles, toxicity or lack
of efficacy with PEGylation
reducing potency

- Deep and durable single agent activity in

various checkpoint resistant cancers

« Robust anti-tumor activity demonstrated in

earlier 2L/3L treatment setting and as the next
treatment line following checkpoint resistance

NEO-CYT Study Announced H1 2026

ABILITY-1 Study Data Updates H2 2026
Competing Enrollment in Earlier Line Patients

Monotherapy: Melanoma, MSI-H, TMB-H
Combination: Melanoma, MSI-H, TMB-H,
Endometrial, NSCLC

2026 MEDICENNA THERAPEUTICS



MDNA11: A Unique ‘B-enhanced Not-a’ [L-2 Albumin-fused Superkine

Engineered IL-2 <— LINKER — Human Albumin
i Abolish + Enhance + Novel + Improved
\ a Binding B Binding Pharmacology PK profile
Tregs Effector Cell Activation Half-Life
IMPROVED ~ Safety IMPROVED T Cell Memory Response Tumor

Effective Against MHC

[-Deficient Tumors

e C1=0) NK Cell Exhaustion

.7 MEDICENNA

IMPROVED

Accumulation

Localization
in Tumor Draining
Lymph Nodes

Superior

Anti-Cancer
Response

2026 MEDICENNA THERAPEUTICS



N
Compelling Anti-Tumor Activity in Earlier Line Therapy Settings

Dose Expansion Cohorts: Last Line IClI OR 1-2 Prior Systemic Treatments
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MDNA11 Monotherapy
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Expansion Cohorts:

cMelanoma (2° ICl resistance)
MSI-H
TMB-H

Best Change from Baseline of Target Lesions (%)

100

80

60—

40

40 -]

-60

-80

-100

MSI-H Endometrial

2° cMelanoma

1° cMelanoma
2° Endometrial

MDNA11 + Pembrolizumab

90 ug/’kg Q2W 400 mg Q6W
N=14
ORR: 42.8% DCR:71.4%

O EEEQEQTE Expansion Cohorts:
23222080 3% . Endometrial (2° resistance)
S zsssx Ex R E

0 s ooL9O-r0O6 « MSIH

“w T HhTAOnT

OFT === cs € .« TMB-H
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MDNA113

* First-in-class

e Differentiated PD-1 x IL-2 Bi-functional
Molecule

* Supercharging a Commercially
Validated Anti-PD-1 Inhibitor with a
Clinically Validated IL-2 Superkine

* Tumor Targeted and Conditionally
Activated

V.7 MEDICENNA



Anti-PD-1 Bispecifics Have Emerged to Compete with PD-(L)1 Therapies

Summit e | & N

Ivonescimab LM-299
— Ih i — o
s10nT=CH " Bristol Myers =S HIE
Squibb‘” @Pﬁzer =2SBIOINC.
BNT327 SSGJ-707

cbbvie g Remesen Innovent

RC148 TAK-928

N, 7 MEDICENNA

~$38B USD in PD-(L)1 Bispecific Deal
Value Over the Past 24 months

PD-(L)1 x VEGF combinations dominate early
wave approaches
PD-1 x IL-2 emerging as next frontier

Medicenna is positioned at this inflection point
with its pipeline of superkines

2026 MEDICENNA THERAPEUTICS
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PD-1 x IL-2: The Next Wave of Immuno-Oncology

Anti-PD1
&

“x%b L2

PD-1 x IL-2 cis-binding synergies

» Targeting the same T cell simultaneously

 PD-1: prevents T cell exhaustion

« IL-2: proliferates and activates T cells

Designing the Optimal PD-1 x IL-2 Bifunctional
« Anti-PD-1 inhibitors: typically dosed 3 mg/kg Q2W for near complete receptor occupancy
* 1:1 fusion of PD-1 x IL-2: to ensure PD-1 saturation, dosing of 3 mg/kg IL-2 is required
* IL-2 is more potent and typically dosed at much lower levels (e.g. 0.09 mg/kg Q2W MDNA11)

Objective: Deliver a Validated Anti-PD-1 Inhibitor & Unleash Full IL-2 Potency at the Tumor

V.7 MEDICENNA 2026 MEDICENNA THERAPEUTICS
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MDNA113: A Differentiated First-in-Class, Tumor Anchored Anti-PD1 x
IL-2 Bi-functional Molecule

i swsw | Mot
. ' —
|L-25K Anti-PD1 IL-13R02

V.7 MEDICENNA 2026 MEDICENNA THERAPEUTICS 12



MDNA113: Designed to be the Optimal PD-1 x IL-2 Bifunctional

MDNA113: First-in-class

_ 1. Delivering a commercially validated
Anti-PD-1 blockbuster anti-PD-1 inhibitor

2. Supercharging PD-1 with a clinically
validated IL-2 superkine

y /}. Conditional Activation 3. Masking IL-2 systemically such that 3

',(. Domain mg/kg Q2W can be administered to
saturate PD-1

IL-2 Masking Domain
4. IL-13Ra2 Tumor Targeting: anchoring

MDNA113 at the tumor
IL-13Ra2 Targeting Domain 5 Engyring activation at the TME by two

IL-25K Derived from MDNA11: demonstrating single unmasking mechanisms
agent activity in patients with checkpoint resistance

V MEDICENNA Broad patent coverage around IL-2, PD-1 x IL-2 fusion, IL-13Ra2 anchoring & masking approach 2026 MEDICENNA THERAPEUTICS 13



IL-13Ra2 is Expressed in Many Tumors Affecting 2M+ Patients Annually

Blockbuster potential: High IL-13Ra2 expression is associated with poor clinical outcomes, making it an ideal TAA target

High IL-13Ra2 Expression Rates Across Cancers COLON 1 e
CANCER oo
. Barderas et al., % 064 =P
Livar Cancer Res, 2012 € =
Broast § 0.4
. o
G“'E'h'laﬂﬂl_'l i3 y 1L13Ra2 - positive
Owarian "1 p=003
Fancraatic el
Eul':‘n E T 1 T T T T 1 I
- 0 20 40 60 80 100 120 140
H.I-Ijr'I-E].I' Overall survival
Meaesothelioma
Frostate LUNG " -, Overall survival
Head & Neck CANCER h IL13R a 2 weak
y 13Ra 2 we
Melanoma Xie et. al. 3 o ™ positive
i Oncotarget, 2015 5 Y
0 20 40 60 B0 ] s o
IL-13Rc2 Positive Tumaors (%) il
1. Hou et al., J Cancer Res & Clinical oncol (2009); 2. Papageorgis et al., Br Cancer Res (2015); 3. Joshi et al., o4 IL13R @ 2 strong posilive“

Cancer Res (2000); 4. Kioi et al., Cancer (2006); 5. Shimamura et al., Clin Cancer Res (2010); 6. Barderas et al., T T T T T T T

Cancer Res (2012); 7. Kang et al., J Per Med (2021); 8. Oncomine Cancer MicroArray (OMCA Database); 9. agor ’“‘M o"nihs :{{e A s";’; < r'° ot
Nagai et al., Cancer Reprots (2023); 10. Xiw et al., Oncotarget (2015); 11. Kawakami et al., Clin Cancer Res gery
(2003); 12. Beardi et al., Clin Cancer Res (2013)
Q.7 MEDICENNA 2026 MEDICENNA THERAPEUTICS



Tumor-Anchoring: Preferential Tumor Localization and Retention of
MDNA113 in [L-13Ra2 Expressing Tumors

Cryo-Fluorescence Tomography (EMIT Imaging) of Cy5-
Labeled hMDNAT1 13 Biodistribution

20000

e Delivering PD-1 and Unleashing IL-25K
« MDNA113 is localized to IL-13Ra2(*)

10400

tumors and anchored for conditional

FRae activation

Liver Blader

800

(-) indicates IL-13Ra2-negative
(+) indicates IL-13Ra2-positive tumors

V.7 MEDICENNA 2026 MEDICENNA THERAPEUTICS
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Mechanism 1: MDNA113 is Anchored to IL-13Ra2 and is then Activated
in the TME via MMP Cleavage

Q.7 MEDICENNA

Masking domain
"cleaved off"

/ y % T Cis-binding to

PD-1 and IL-2RBy

IL-13Ra2

Tumor Microenvironment

Anti-PD1-]L-25K
(Unmasked)

2026 MEDICENNA THERAPEUTICS 16



Mechanism 2: cis-Expression of PD-1 and IL-2R on Target Cells
Unmasks MDNA113 Without Requirement for MMP Cleavage

TME: PD-1 binding enables IL-2 x IL-2R
engagement without need for cleavage

Periphery: No PD-1 binding, IL-2 masking
intact

S
'\f
PD-1 f

IL-2R

PD1P°s CD8* T Cells

Neg +
PD1™ECD8"* T Cells (predominantly within TME)

(predominantly in circulation)
Q.7 MEDICENNA 2026 MEDICENNA THERAPEUTICS 17



MDNA113 Builds Upon Established Proof of Concept in Late-Stage
Development

INnNnoOvent V.7 MEDICENNA

PD-1/IL-2¢9-bias PD-1/IL-2"on-0, B enhanced

« Early signs of efficacy in CPI-naive patients * IL-13Ra2 tumor-anchoring

« Advancing into Phase 2 and Phase 3 * Activation of drug at tumor site
Registrational Trials * Designed to be safer via with conditional

. Grade 5 events consistent with IL-2Ra activation (i.e. not capped on dosage)

binding and native IL-2 » Targets cold tumors
 Due to toxicity, TAK928 is limited on its * IL-2 component alone of MDNA113 has
dosage similar efficacy to IBI363 in cutaneous

melanoma (~30% ORR)

2025 Licensing Transaction including one other asset:
$1.2B upfront, up to $11.4B in milestones

‘A/ MEDICENNA IBI363 Ph1/2 Data Adapted from ASCO and ESMO Plenary 2024 2026 MEDICENNA THERAPEUTICS
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Differentiation of MDNA113 to other Bifunctional Anti-PD-1-1L-2 Programs

.7 MEDICENNA

KEY FEATURES

B-enhanced and not-a [L-25K

(clinically validated)

Tumor Specific Targeting
(IL-13Ra2)

Dual conditional activation
mechanisms

PD-1/PD-L1 Blockade

(clinically validated vs. novel)

Cis-binding (IL-2R/PD-1)

IL-25K attenuated in periphery

IL-2SK activated in TME

Medicenna
MDNA113

CCCCSCSKSKS

Other IL2/anti-PD1

candidates

O0OOO X X X

2026 MEDICENNA THERAPEUTICS
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NHP: MDNA113 Was Well-tolerated at Doses up to 50 mg/kg

Head-to-Head: Unmasked MDN113 was Better Tolerated vs. Anti-PD-1-|L-29-bias

Test Construct

Dose

Clinical Observations

Anti-PD1
(bivalent)

MDNA113 10 mg/kg (n = 2) 1 of 2 monkeys experienced diarrhea (7 days)
(Masked)
Anti-PD1 30 mg/kg (n=2) | No abnormal findings
(bivalent)
50 mg/kg (n=1) Monkey experienced diarrhea (7 days)
MDNA223
(Unmasked)

2 mg/kg (n = 2)

1 of 2 monkeys experienced diarrhea (5 days)

Anti-PD1-IL-2%bias

|L-20o-bias
Anti-PD1
(monovalent)

1.4 mg/kg (n=1)

Equivalent molar dose
as MDNA223

Skin erythema in eye and inguinal regions (> 9 days)
Decreased appetite (> 9 days)
Decreased activity (7 days)

Naive cynomolgus monkeys; IV infusion

Q.7 MEDICENNA
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NHP: Body Weight in NHP Maintained with High Dose MDNA113
Head-to-Head: Unmasked MDNA113 was Better Tolerated vs. Anti-PD-1-|L-2¢-bias

20— o~ MDNA113 (50 malkg) & MDNAZ23 (2 mghkg)®
s~ MDNA113 (30 mglkg) <& anti-PD1-IL-229% (1.4 mg/kg)*
@ MDNA113 (10 mglkg) “gquivalent molar dose
10

16 Study Day

% Change in BW
o
|

3

|
of
/

-20-

Q.7 MEDICENNA 2026 MEDICENNA THERAPEUTICS 21



N
In vivo: MDNA113 was Well Tolerated in Mice up to At least 100 mg/kg
Isolated effect of IL-2R demonstrated poor tolerability of Anti-PD-1-IL-29-bias ys, Unmasked MDNA113

MDNA113 (with anti-hPD1):

mMDNA113 (with anti-mPD1):
(effect of IL-2R only)

(effect of PD1/PDL-1 and IL-2R)

20 20+

S 10- o 104
g 5
= All =
E ] Survived 9
= £
D 0 | é!; 0
g 16 Study Day s
=) z
2 @
:E \ o 104
2 -10- \ _ ,/ No Survival & N\, No Survival
\{ (mice died after 2" dose) \@ (mice died before 2" dose)

-20 - -20-

—W¥— hMDNA113 (90 mg/kg) ~ —©@— hMDNA223 (30 mg/kg)*
—#&— hMDNA113 (30 mgkg) =<©=- Anti-PD1-IL-2¢bias (21 mg/kg)*
—@— Anti-PD1-IL-2¢bias (7 mg/k)

*equal molar dose

—%¥— mMDNA113 (100 mg/kg) ——- mMDNA223 (30 mg/kg)
~—#&— mMDNA113 (30 mg/kg) ~—@— mMDNA223 (10 mg/kg)
Female C57BI/6 mice treated by IV injection on Day 1 and Day 8

Q.7 MEDICENNA 2026 MEDICENNA THERAPEUTICS



PBMC: 10,000-Fold Blockade of pSTATS Signaling in Human PBMCs
Demonstrates Superior Masking Capacity

CD8* T Cells Tregs y0 T Cells

- 100 100+
) 100 _ A . o A - A . -
D | [ VR g A N, 0 |
3 o 80 Ry )/ 3 80 pm°
~ o / -
% = 60 / © 60-
Q ld o .
O < ] ol
10 b5 40+ / < 40
= =
< o ! (7))
2 = 204 e 20-
Q. é A X
R AA \/

0 1y T 1 0- 1
-4 -2 0 2 4 6 8 -4 8
Log Concentration (pM) Log Concentration (pM) Log Concentration (pM)
=¥~ MDNA113 &~ MDNA223 =0~ rhiL-2 -8 Anti-PD1-IL-2¢bias
(Mask) (Unmasked)

Data from representative normal human PBMC donor. Analysis by flow cytometry; normalized pSTAT5 signal shown
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NHP: MDNA113 has Minimal Effect on Serum Albumin, Liver Enzymes

and Urea

Head-to-Head: Anti-PD-1-IL-29-Pas Demonstrates Impact on Renal Function

Serum Albumin

Reference Range

Serum Albumin (g/dL)
]
!

Study Day

-o- MDNA113 (50 mg/kg)

Q.7 MEDICENNA

ALT (U/L)

250

200+

160+

Alanine Aminotransferase

T T 1
Baseline+ D2 D8 D11 D15

dose

-~ MDNA113 (30 mg/kg) -©- MDNA113 (10 mg/kg)

Aspartate Aminotransferase
2501

T T T T 1
Baseline+ D2 D8 D11 D15

dose

Urea
500+
_ =]
400 n
- ll \\
g, 300- /A
E :’ \\
@© i \
® 200 ;‘ \
- / \\
100 ;’ Ba_
(===

T |
Baseline 4 D2 D8 D11

dose

-~ MDNA223 (2 mg/kg)® =8 Anti-PD1-IL-2*b25(1.4 mg/kg)”

*equal molar dose

2026 MEDICENNA THERAPEUTICS
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NHP Masking: Dampened Systemic Immune Activation in NHP with
MDNA113

Head-to-Head: Anti-PD-1-1L-2a-bias Demonstrated Peripheral Activation of Tregs

Ki67+* CD8* T Cells CD8* T Cell Counts Treg Counts . .
9 White Blood Cells Neutrophils
(fold-change) (fold-change)
80 300+ 100+ 30—
[14]
- e 250 @
- -\ c @ )
5 60- r \ 5 2 200- 7\ 80 1\
3 5 s /N I\ S R
O k) S 1zn \ —_ /N & 904 /\
to = 3 4001 / \ % 607 1o\ e PN
0 40 3 L < ! \ 2 \
3] 8 = 75 i » Pry h \ < Y \
8 = 3 40+ ! % e ’ \
© ? S / g \ £ ’
g O O 50— / ! o\ 3 10,7 h\/
S 20+ - g / ! —ce z |¥ oo
= & F 254 / 20904 7, <3 ® TN
S = M/—!—{
0 I 1 1 1 1 [ 0 ' T T T ' ' 0- O—T—T T 1T 1T 7T T 711 O—T—T 7T T T T T 71
042 4 6 8 10 12 042 4 6 8 10 12 042 4 6 8 10 12 2024 6 810121416 20246 810121416
dose Study Day dose Study Day dose Study Day t Study Day 4 Study Day
dose dose

-~ MDNA113 (50 mg/kg) =-e= MDNA113 (30 mg/kg) -©- MDNA113 (10 mg/kg) -A- MDNA223 (2 mg/kg)* =8 Anti-PD1-IL-2bia5(1 4 mg/kg)*

*equal molar dose
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In vivo: MDNA113 Inhibits IL-13Ra2-Expressing MC38 Tumors and
Promotes Memory Response Against Tumor Rechallenge

MC38-IL-13Ra2 Colon Tumor Model Memory Response
25007 -@= Vehicle 2000 - _

~ ool O ANti-mPD! = ©- Naive
(] — o
E - mMDNA113 E 1500-] A MMDNA113
E‘ 1500 “¥-—-MMDNA113NC E—
= Complete = 10004
= 1000 Responders <
E Eeess——) ©
2 500+ Re-challenge E 500

0 6/8 CR 0-

0 5 10 15 20 25 30 0
Study Day Study Day

V.7 MEDICENNA 2026 MEDICENNA THERAPEUTICS 26



MDNA113: A Differentiated First-in-Class, Tumor Anchored Anti-PD1 x
IL-2 Bi-functional Molecule

Clinically S U G Tumor Targeting

validated + _ + & Masking —
IL-25K AGUHFRR IL-13R02

- Differentiated masking approach allows for saturation of PD-1 whilst unleashing IL-25K within the TME
« Tumor targeting to IL-13Ra2, anchors the PD-1 x IL-2 to the TME for a sustained period of time

« MOA 1 for Activation: activation by tumor specific proteases MMPs

« MOA 2 for Activation: cis-expression of PD-1 and IL-2R on target effector cells unmasks MDNA113

MDNA113 demonstrates:

« Exceptional tumor selectivity, localization, and potency with improved systemic tolerability
 Superior tolerability and significantly wider therapeutic window vs. PD-1 x IL-29-*@ comparator
* Well tolerated up to 50 mg/kg in non-human primates
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Q.7 MEDICENNA

Mechanism 2: cis-Expression of PD-1 and IL-2R on Target Cells
Unmasks MDNA113 Without Requirement for MMP Cleavage

Periphery: No PD-1 binding, IL-2 masking TME: PD-1 binding enables IL-2 x IL-2R

intact engagement without need for cleavage

Receptor proximity
facilitates cis-binding
without Mask removal /\

6x10°- 8x10°7 T &
4x%105- 6x10° F' IL-2R
2 -
5]
IZ_EI I3—,:l 4x10
2x10°
2x10°
0+ T = 0- I I | I |
10° 10% 102 102 10" 100 10' 102 103 10°° 10# 102 102 10" 10° 10" 10?2 10°
Concentration (nM) Concentration (nM)
=¥- MDNA113 =B MDNA113NC =&~ MDNAZ223 =@ rhiL-2
(Masked) (Masked; non-cleavable) (Unmasked)

293T-STATS-Luc2-IL2ZRafy (left) and 293T-STATS-Luc2-IL2Rafy-PD1 (right) reporter assays. Incubation at 37 °C for ~22 hours and measured relative luminescence unit (RLU)
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In vivo: MDNA113 Enhances Infiltration of Functionally Active CD8" T
Cells in the B16F10/IL-13Ra2 Melanoma Model

No Increase in Tregs

B16F10 Melanoma Model

30007 —@~ Vehicle

B Ant-mPD1 (43 mg/kg)*
_ ¥ mMDNA113 (60 mg/kg)*
£ 2000 A MMDNA113 (30 mg/kg)
K @ mMDNA223 (15 mglkg)
3
€ 1000-
3

0 |

Study Day

B16F 10 tumor size of 70 mm? at start of treatment; IV (Day 1 & 8)
*Equal molar dose of test articles used
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%CDB8*T cells/CD45" cells

%Treg cells/T cells

Tumor Infiltrating Immune Cells

CD8* T Cells GrzB* CD8* T Cells
80 iy 80
i
60 T
2
40+ v S
om
N
20 (0]
e
D_
409 Tregs
30 e Vehicle
g Anti-mPD1
20_‘ o
° A MDNA223
10 i i v ¥ MDNA113
D_

Mice with B16F10/IL-13Ra2 tumers (150 mm?) received 1 dose by IP injection.
Molar-equivalent dose of 10 mg/kg. Tumors harvested on Day 8 for flow cytometry
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Masking: No Linker Cleavage Following Prolonged Incubation in Normal

Sera

oD

3.0
2.5-
2.{}-.
1.5-.
1.{}-

0.5

0.0

Monkey Serum: 8 days

3.0-
2.5+

2.0+

oD

1.5-
1.0-

0.5-

Human Serum: 8 days

0.0 .

10 104 102 102 107 100 101

Concentration (nM)

- MDNA113
(Masked; cleavable)

Concentration (nM)

-V~ MDNA113NC
(Masked; non-cleavable)

-2~ MDNAZ223
(Unmasked)

10° 10 102 102 10" 10° 10

Constructs incubated in pooled normal serum at 37 °C for 8 days and evaluated for JAK-STAT activation in HEK-Blue IL-2Raf3y reporter cells.
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MDNA113 Pharmacokinetics Consistent with Approved Anti-PD-1
Therapies

10°

—
]
(5]

Concentration (pmaol/mL)
S

107
107
102
0 100 200 300
Time (hr)
-~ MDNA113 (50 ma/kg) - MDNAZ223 (2 mg/kg)*
-e- MDNA113 (30 mg/ka) -8~ anti-PD1-IL-22bi88 (1.4 mg/kg)*
o MDNA113 (10 mgikg) *squivalent molar dose
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