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Disease burden of diabetes and DKD 1n Australia
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Current therapies do not target underlying pathogen
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Mitochondrial dysfunction Is associated with diabe

Coughlan et agcience Advance2016
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Mitochondrial damage directly drives inflammation
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To map renal Immunophenotypic and mitochondrial
bioenergetic adaptations to diabetic kidney disease
(DKD) In a mouse time-course model of diabetes.




Experimental design
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Control

Basic characterisation

Renal hypertrophy worsens as diabetes progresses
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Control

Basic characterisation = oiver
Diabetic mice exhibit polyphagia, polydipsia, and polyuria
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Control

Basic characterisation —p—
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Kinetic profile of a Seahorse assay
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1 Control

Diabetes alters ETC Complex | function
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Mitochondrial bioenergetics summary




Mitochondrial bioenergetics summary
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Monocyte infiltration occurs In the diabetic and Kkidi
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T cell populations increase In the diabetic setting
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T cell populations increase In the diabetic setting
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T cell populations increase In the diabetic setting
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Conclusions

Timecourse studies faclilitate identification of optimal therapeutic window
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Basic characterisation




Blood glucose monitoring

5 weeks 10 weeks 20 weeks

S
(=

¢
:
?
.

Blood glucose (mmol/L)
N S

W
(=
W
(=
W
o

Blood glucose (mmol/L)

Blood glucose (mmol/L)

0 I I I 0 | | | | | | | | I | | | | | | 1 I | | 0 I I I I
0 2 4 6 0 5 10 0 5 10 15 20
Weeks Weeks Weeks

25 MONAS

University

N = 8-16 per group. Data presented as mean + SEM.



Basic characterisation (cont.)

Blood pressure

Blood pressure (mmHQ)
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Body weight monitoring
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The electron transport chain (ETC) REMOVE
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