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Host-Coccidioides Battle

Adapted from Leibniz Institute for Natural Product Research and Infection Biology
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Rationale: -

How do we currently study host-pathogen interaction in Cocci?
In mouse models

Are mice comparable to mice?
Yes, within inbred strains.

Are mouse models comparable to humans?
Not really (different immune systems, flora, genetics...)

Are humans comparable to humans?
Somewhat. Hopefully not inbred. Multiple co-morbidities may exist though.
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Laser Capture Microdissection (LCM)
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Laser Capture Microdissection (LCM)
-Experimental Samples
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4 Diseased, 3 Control 3 Diseased, 3 Control 1 Diseased, 1 Control
2 HIV+ patients All Balb/c mice Diseased unknown breed

1 Adalimumab Control was a Beagle
1 Immunocompetent
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Coccidioidal Proteins

Total Cocci Proteins Cocci Proteins Found in Common
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Lung Grown & Lab Grown
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Host Proteins

Significantly Hicher Abundance Significantly Lower Abundance
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Significant Reduction in ECM Proteins
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Significant Increase in Immune System and Disease
Pathway Proteins
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Significant Increase in Immune System and Disease
Pathway Proteins




Same Host
-2 different Cocci strains ?

Host-Pathogen Interaction
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Acps1 mutant vs. WT
— Coccidioidal Proteins Similar ; Host Proteins are Different
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Acpsl mutant vs. WT
— Coccidioidal Proteins Similar ; Host Proteins are Different
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Acps1 mutant vs. WT
— Significant Host Proteins are Different
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Conclusions

* In the limited samples tested, in vivo Coccidioidal proteins and
abundances were similar in human, mouse and dog lungs.

e Cocci grown in human, mouse and dog lungs were more similar than
In vitro grown Cocci.

* Significant differences in host proteins was observed, suggesting
caution should be taken when extrapolating findings about immune
responses from mouse models.

 Also provided is data suggesting that the Acps1 strain may alter the
host proteins towards a protective Thl response rather than altering
expression of Coccidioidal proteins in mice.
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