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Background
Extremely drug-resistant (XDR) A. baumanniiis an
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increasingly frequent pathogen that requires novel \% 3"3): T
therapeutic interventions. Recently, we found that virulence | 2 ONegative soype e e
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screening for antibodies that bound to intact, live bacteria. Figure 1. Purified C8 MADb binds to a capsular polysaccharide epitope on o o . )
We isolated a MAb (C8) that bound to multiple A. baumannii | the surface of A. baumannii 3 | <
strains, including a hypervirulent isolate that causes lethal o j } | :
infections in a non-immunocompromised mouse model. C8 e SR —_— . QNS IS - :
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Resu ItS Figure 2. C8 MADb opsonizes bacteria for uptake by macrophages g | [ g o )

C8 targets a capsular carbohydrate epitope on the bacterial o [ ] i
surface and enhances opsonophagocytosis of A. baumannii e A Saumanntt [V In CBCBIFe % e

strains that are otherwise highly resistant to macrophage

Figure 4. C8 MADb lowered bacterial
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uptake. Opsonophagocytosis enhancement by C8 did not 2 o ®Isotype Control 2 o OO0 ot Cotral density and ameliorated the sepsis Figure 5. The C8 MADb also markedly
: : o : : E O-C8, Low Dose E O-C8, 0.5 pg IV response to IV A. baumannii improved survival during aspiration
require complement but was improved by its inclusion. Mice 7 40 2-C8, High Dose 7 a0 C8, 5 gV infection. pneumonia.
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treated with C8 at doses as low as 0.5 g as a single dose
demonstrated markedly improved survival in lethal
bacteremic sepsis and aspiration pneumonia models of XDR
A. baumannii infection. C8 MAb therapy markedly reduced
blood bacterial density (bacteremic sepsis CFUs by 6-logs;

Conclusions

* The C8 MADb is a promising and novel therapeutic approach for
treating lethal, XDR A. baumannii infections
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aspiration pneumonia CFUs by 7-logs), significantly blunted g Sisompe Contral g Scamin
cytokine production (TNF-alpha, IL-6, IL-1 beta, and IL-10), 3 40 £C8,50 g IP (3 ) 2 a0 e catiain ) * (C8 enhances opsonophagocytosis and in vivo clearance of XDR A.
and ameliorated sepsis biomarkers (glucose, BUN, 20% 20% A baumannii, markedly improving survival at very low doses
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Figure 3. The C8 MAb markedly improved survival with otherwise lethal

bloodstream infection caused by the XDR strain, 4. baumannii HUMC1.

bicarbonate, anion gap, pH, and base deficit). Furthermore, ;
C8 MADb was synergistic with colistin at improving survival in

a model of delayed initiation of therapy post-infection.
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C8 synergizes with antibiotics to improve survival



