ABSTRACT BODY:

S

in imaging and treating vulnerable plaque.

A binding and localization. Human imaging studies are ongoing. A measure of plaque
stabilization in the latest trial is also underway.

Goals and Rationale

Localize vulnerable atherosclerotic plaque
Lesions with:
Cap thickness < 65 uM
Large lakes of lipid
Containing numerous activated macrophages & foam cells
Treat vulnerable plague with conversion electrons
Activated macrophages & foam cells undergo either necrosis or
apoptosis
Necrosis

Causes loss of integrity of cell membrane

Noxious substances released into surrounding tissue, increasing
inflammation

Apoptosis
Organized, programmed cell destruction

imaging photon. We report on a tin-117m labeled targeting molecule that demonstrates efficacy

Why Tin-117m Annexin?

- Annexin binds to cells expressing phosphatidylserine [PS] on the

outer leaflet of the cell membrane
- Severely stressed cells
- Cells which have initiated apoptosis

TIN-117M HAS UNIQUE CAPABILITIES

Beta #

- Annexin bound to PS provides the ‘eat me’ signal to phagocytic
cells

- The combination of severely stressed cells and permeability of

Avg.

Conversion

the lesion to radiolabeled annexin allows the tin-117m annexin to gjectron
bind to macrophages in the lesion

- HYPOTHESIS:

- Sn-117m conversion electrons would cause the stressed macrophages to
undergo apoptosis instead of necrosis, decreasing inflammation in the

lesion.
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[TIN-117M]-DOTA-ANNEXIN THREE PRIMARY COMPONENTS

Tin-117m
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Imaging photon 159 keV (86% abundant)
Decay — Isomeric Transition

Conversion electron has short path over relevant biological range
14 day half-life

Aminobenzyl DOTA

>

Securely holds the Tin-117m

Annexin V

»

» Annexin V binds to phosphatidylserine expressed on the outer leaflet of cell

Naturally occurring human protein

membranes of apoptotic and highly stressed cells

[Tin-117m]-DOTA-Annexin

>
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Localizes in vulnerable plaque
Treats without damaging surrounding tissue

Noxi ous substanappsosgnmasek bagedphagoécytosi s by

adjacent calls
No increase in inflammation

RADIATION ENERGY

Produces a range of tissue penetration

Penetrates a set distance (discrete energy)

: Alpha Beta
Tin-117m | o ticles! | Particles?
Range in tissue (um) 290 40-90 50-5000+
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APO-E MOUSE THERAPY STUDY

Sn-117m Annexin
decreased macrophages
and increased SMC cells in
the lesion at a dose of 1.7

o HCi

Toxicity studies showed no
indication of toxicity based
on histologic assessment
of the liver and kidney.
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