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Autoimmune onslaught in type-1 diabetes
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Extrahepatic transplantation

Why localized immunomodulation at
ex rahepatlc islet transplant sites?
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How to accomplish effective
immunomodulation?
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Nano-in-microgel for localized protracted
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Development of nano in microgel

e, APM/DP NP preparation using
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In-wtro drug release studies from microgel

Solution A (2X)
Polymer
(Polyethylene glycol)

+/- Mal Fc-lll

Solution B (2X)
Crosslinker

FITC-Dextran or FITC-IgG Microparticles loaded
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Incubate in buffer

Collect supernatant
with replacement

CTLA4IgG
e no MAL Fc-III 61.3ug Orencia per gel
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In-wtro characterlzatlon of nanoparticles

Release kinetics CTLA4IgG surface conjugation
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Nanoparticle cellular uptake and efficacy
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what is the effect of nanoparticies and
e TIICTOGE] ON ISlet functionality?
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In vivo safety and efficacy of nanoparticles

APM toxicity studies

DiD NP FP localization studies

APM NP APM oral control DiD NP Control untreated
Strain NOD
Number of animals 3 per group
Dose 100 20 pg/ 100 pL 15 pg/30 uL --
Mg Mg M 10“”99 50 HL
Dosing frequency Day 0 (DSI)E)? (BID), Day 7 Day 0 --

Route of

e ] FP implantation
administration

Oral gavage

FP implantation --

APM NP toxicity studies

CBC,
drug content

APm NP preparation

Organ resection,
CBC, Chemistry,
drug content
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In vivo safety and efficacy of nanoparticles
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Feasibility of fluorescently labelled CTLA4IgG
biodistribution

Avg radiance EFP vs whole body MPs
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Avg radiance takes ROl area into account
If EFP = whole body, then signal is more concentrated in EFP
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Conclusion

(G At l  ee e e = I % Islet friendly drug
’ combination loaded within
nano-in-microgel
% Increased CTLA4IgG
loading on the NP surface
; containing hydrophobic APM
. @ < Apm/pp % Peptide-protein complex-

% Critical Organ Toxicity and
general immunodeficiency

* Ineffective implant site
immunomodulation
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