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Endo Axiom is focused on prevention of autoimmune diseases
and improving the quality of life of diabetics.

We develop biotechnology platforms for the oral delivery of
drug and biologics and take these to clinical validation.
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Problem: Type 1 Diabetes

THE GLOBAL BURDEN

OF TYPE 1 DIABETES
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Problem: Single Preventative Treatment

— Teplizumab

— Anti-CD3 monoclonal
antibody

— Delays onset by 3 years

— Acquired by Sanofi for 2.9
billion USD in 2023

The University of Sydney

Type 1 Diabetes Prevention

A new drug may be able to delay and prevent at-risk kids
from developing Type 1 Diabetes
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Problem: Immune Suppressive Agent

— Teplizumab
— 70% incidence of leukopenia
— 30% incidence neutropenia

The University of Sydney

Teplizumab Side Effects

The most common side effects were immune-type and
skin-type side effects.

Immune

.& Treatment .. 75% Control 6%

Immune side effects were mostly transient lymphocyte
losses, a common effect of immunotherapies.

Skin

Treatment . 36% |  Control 3%

J

NL 4
Skin side effects were mostly rashes that got better on their
own.

Lgearvue Health Nerold et

https://www.clearvuehealth.com /b /teplizumab-diabetes-study /
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Our Solution: Oral nanotherapeutic to induce
tolerance via to antigen presenting cells

1. Controlled
endocytosis

via SR
2. Lysosomal s,
escape of
antigen
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3. Antigen
expression
Tolerogenic DC with MHC-II
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Nano insulin characteristics
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Targets dendritic and endothelial cells in the liver
and expresses insulin antigen with MHCII
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Treatment shows a dose dependent delay in
diabetes in non-obese diabetic mice

_ NOD mice Delayed and inhibited development of diabetes in NOD mice
— polygenic model for 100 |
autoimmune T1D 2 8o+
— Nano insulin delays £ oo
the onset of s .
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— Dose dependent — Teplizumab (5 pg/d, 5d)  — Nano insulin 720 pgrkg/d

effect of treatment
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Splenocyte flow cytometry from 40w surviving NOD mice

: : 0
— Nano insulin: éf Foxp3 40w spleen __ CD8 40w spleen
. < 101 209 .
— increased T reg cells < b - 00905 ® '} _I_
. g 8- QQ, _ .
— No change in CD8 cells g E =7 ¢ I
o 6+ =
. @) L] @
— Tephzumab = .- iy 5_[3 5 107 P =0.0286
3 P = 0.0348 S P =0.1141
— No change T reg cells b o = ——
la) (&)
— Decreased CD8 cells R I ol
(92)
X &S RPN
é QOQ 0}\1‘0) q\é” Oo(’\\.* q\\lg\ q\éfo
/\q/QQ @Q /\q/QQ @Q
S S
\Q‘b Q‘\\'\/ \09 U
@QO «QJ ,Z,,O &Q,Q
N S

The University of Sydney Page 11



Reduced insulitis with nano insulin

— Nano insulin: 18 weeks
5_
— Reduction in insulitis at
weeks 18 and 40. 41 P=0.0021

. 3 ®
— Greater reduction compared

to Teplizumab.
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4w treatment induces T cell anergy in NOD mice

— Nano insulin: Combined Naive CD8+
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Summary

— We have developed an:

— an antigen transporting nano complex for selective delivery
to antigen presenting cells.

* We have shown this technology can include immune
tolerance in T1D.

— The technologies are designed a plug and play system
for proteins, antigens and gene modifying technology.
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