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MDNA11: A Long-acting ‘B-enhanced Not-a’ IL-2 Superkine

Results: Neoadjuvant Treatment with MDNA11 in Orthotopic Model of Triple Negative Breast Cancer (TNBC)

MDNA11
Engineered to overcome key limitations of high dose rhIL-2
v v [ ] [ ] [ ] () [ J () [ ] [ ] (] [ J [ ] [ ] [ [ ] (] (]
ngineored 1L-2 T 1‘ ‘f Significant Survival Benefit with a Single Neoadjuvant MDNA11 Treatment Single agent MDNA11 is more Effective than Combination of Immune Checkpoint Inhibitors
High-affinity Intermediate-affinity [
o . o Superi Receptor Receptor Neoadjuvant Study Schema: . . . . . . .
Enhanced B-binding + Noocbinding  +  Albumin-fusion 2UPSROY Study Schema: 4T1.2 4 AT1.2 4T1.2 y Low Dose Neoadjuvant MDNA11 is Sufficient to Achieve Survival Benefit
Potentiate activation of Red timulati f Half-life extensi d ! : PBS or Subcut
CD8* T & NK cells Trzg:c:i&;nlg:gvae ?ar:‘;ty inc:eas:efi ?jr:gff;g?ure Response ?r;:‘:t;)nl?\lcla t MDNA11, 5 mg/ kg :E?:;::ﬂ::;: 2:1 r::h:;;::;:
umor Implan
5 (2x105 cells) (4x10° cells) 4T1.2 4T1.2 4T1.2 100 =jmomemomemome > o g a—
| | cow e s (2x10° cells) Surgery Orthotopic Treatment (IP) Subcutaneous Subcutaneous | | 6/7 mice survived —— Control 2 -
MDNA11 demonstrates a favorable safety profile and encouraging e e \ l [l 1 l Tumor Implant 1° rechallenge 2° rechallenge 80- b o b oo oo oo oo o o 5 0.004
single-agent anti-tumor response in patients with advanced solid : ; : : : : . \ (2x105 cells) Surgery (2x105 cells) (4x105 cells) Immune = | I_ —— anti-mPD1 (10 mg/kg)
tumors (ongoing Phase 1/2 ABILITY Study) " Day0 11 16 18 66 98 " 1— Profiling % 60 - |  4/7 mice survive . J
) t C - ¢ - . anti-mPD1 (10 mg/kg)
Balb/c Mice c : . . . n 40 + anti-mCTLA4 (10 mg/kg)
MDNA11, 5 mg/kg ) Dav ' 12 ' . 1 X T P = 0.0004
. . i a0 0 16 S —— 18 - — - MDNA11 (2 mg/kg) I
MDNA11: Enhanced Receptor Selectivity Adjuvant Balb/c Mice Tumor growth 201
100 - _ _ assessment . Rechallenge® MDNA11 (2 mg/kg)
Enhanced B-binding + abrogated a-binding favors immune effector cell activation ' l-l R e e 0 ' ' ' — : +anti-mPD1 (10 mg/ke)
80 —— Control 1 ] * Rechallenge was performed in surviving mice,6, 6 and 4 respectively in the MDNA11, 0 20 40 60 80 100 120 +anti-mCTLA4 (10 mg/kg)
MDNA11 rhiL-2 _ - P=0.0013 o . Anti-mPD1 + Anti-mCTLA4 + MDNA11 and Anti-mPD1 + Anti-mCTLA4 group Study Day
- . % 60 - _ Neoadjwant > |V!IC€ In control arjd MDNA11 adjuvant groups
: i Bl Ko(M) MDNA11 rhIL-2 E 48micesurvived  ONATEGMEE ) died of metastasis. ,
S s Do i o 40- Adiuvant > Single dead mouse in MDNA11 neoadjuvant
x , = —um % — 125 IL-2Rp 6.6 210 20 - . MDNA11 (5 mg/kg; IP) | group had no metastasis.
E 0 20 40 00 sb0 1000 1200 0.0-0 200 400 600 800 1000 1200 (CD122) + 0 1 + 30 | 0/8 mice survived
e - 0 —————— e oy 16 Mice: 7 anci 4 respectivelyin Neoadjuvant Anti-mPD1 + Anti-mCTLA4 Neoadjuvant MDNA11 Neoadjuvant Anti-mPD1 + Anti-mCTLA4 + MDNA11 MDNAZ11 Promotes Antigen-Specific CD8* T Cells that
g Eu — o IL-2Ra No 24 0 2 9 S?de Sgy 100 120140 Tumor growth in 2/4 (50%) rechallenged mice ~ Tumor growth in 1/6 (17%) rechallenged mice Protect Against Tumor Rechallenge
8 2. e —— (CD25) | Binding | t1 -
n? §0.4- == 500nM e 125 < 0 ' |
S 5 02- — 625nM Receptor affinity by bio-layer interferometry (Octet) 1500 % 1° rechallenge 15004 @ | 1° re;challenge 1500 - z . 1° rechallenge g 4 P =0.057 P=0023
= 0.0 - o R » =, 0
0 200 400 600 800 1000 1200 0 200 400 600 800 1000 1200 = 'tcn 2! g I + | IC -
Time (sec Time (sec . . . o« 6"‘ Q ' Ia {:‘.\-\ £ | |(§ | ‘;J-\ (3 o~
(520 (520 Merchant et al., JITC (2021) Mice rechallenged by subcutaneous 4T1.2 implant (Days 66 and 98) without any additional treatment £ £ i 53 E ?_i Eq ! E i E Eé“ 5 3
£ 10004 & ! = 10004 2| ! I ~ 10009 Q| | a)
: : : . . , o T Q Qi | Q E o O
Survival Mice from MDNA11 Adjuvant Survival Mice from MDNA11 Neoadjuvant % 211 % Ei i i % = i E 2
> El > o | > R =~ 2-
forechalerge  Zrechalons ol bk 2 R 2 7 1 i 2 78 <
Potency in iImmune suppressive Tregs greatly reduced with MDNA11 vs. rhIL-2 _ | eftflan ‘oht flan _ 15009 1 iy : = Lo > I ! 5 o @
y PP gs greatly - e z e | -©- Treatment naive (Control) = | F B i = o 2 4
EHE 5 B 0 | 0+—— 0+——H c
B S I 2 | I |
CheTCels NiCCelts Tregs E 1000+ IE: o 10009 B! MDNA11 Adjuvant 0 10 2040 60 80 100 120 0 10 2040 60 80 100 120 0 10 2040 60 80 100 120 S
M S g I I =
00 o 100 oo 100+ (_:3 i i 3 ;3 gi i i Study Day Study Day Study Day é 0-
% 80{ e MDNA11 %z 801 e~ MDNAT1 g:: 80 % 500 - ”% E 5004 9 ! ! = MDNA11 Neoadjuvant
: o <o - : i = o . . . .
e, B o) ool S i Y SR 8 o83 o —-o- Control  -e= Ant-mPD1 +Anti-mCTLA4 - MDNA11 Anti-mPD1 + Anti-mCTLA4 + MDNA11
N2 Tl ADE qit o Ao A ik i e i T S P i Noe ADN T S 3 T A 0 10 2060 0 10 2060 80 100 120 140 Following the second rechallenge with 4T1.2 cells on Day 114, spleen from mice
Conc (pM) Conc (pM) Conc (pM) Study Day were collected 4 days later (i.e., day 118) and processed for flow cytometric analysis
of antigen specific CD8*T cells (T-select H-2Ld MuLV gp70 tetramer)

ECs5, (pM) CD8+ T Cells NK Cells Tregs
MDNA11 (N = 3) 463.8 £ 141.6 68.9+9.3 160.3 £ 21.7 Summary
rhIL-2 (N = 4) 3389.5+1571.1 201.5+ 175.6 5.6 +3.1

RIS L x| X v2x PBS Control > Single neoadjuvant treatment with MDNA11 provided significant survival benefit in an orthotopic model of TNBC by
Merchant et al., JITC (2021) CDS* T Cells GrzB* CD8* T Cells Tregs preventing metastasis
. 80 - 1.0-
MDNA11 Preferentially Expands CD8* T and NK Cells %7 - o |p=0.05 p=0.4 . ; . . . . .
y EXP peofz g o8- T > MDNA11 promotes tumor infiltration of cytotoxic (Grzb*) CD8* T cells with no increase in immune suppressive
® el
20007 <A cp8*TCells 1F NKCells <~ Treg Cells E 44 o % & 0.6 T regs
= - - O 40- =
MDNA11 at 90 pg/kg (IP Q2W) in patients 5 2 N i R 044 . L. . e .
with advanced sfl/id%émo(is )inp s § 2- 2 o] 20 » Neoadjuvant MDNA11 as well as combination of immune checkpoint inhibitors promote development of antigen-
8 - .:fé | i specific memory response that protects against tumor re-challenge.
[Data from ongoing Phase 1/2 ABILITY S 0 . . 0 N . - NN
o N «© O ® 3 : : : : : : : :
study] CD4, CD8, Foxp3 (Tregs), & @“" & §‘” S » Neoadjuvant MDNA11 monotherapy I1s more effective than the combination of anti-mPD1 + anti-mCTLA4 in
prevention of metastasis and extending survival
Balb/c mice were treated with PBS or MDNA11 (5 mg/kg) and tumors were collected 5 days after for mIF analysis
To et a[” SITC (2024) Flow cytometry analysis of PBMCs processed from whole blood; N = 8.




	Slide 1

