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were located in the suvratoxumab binding region and all novel AT
subtypes displaying lytic activity were neutralized by suvratoxumab.

We detected stop codons Q113B and W205B in AT sequences in 53 and
2 SA isolates, respectively. We uncovered no significant associations of:
1) baseline AT expression with SA pneumonia incidence [p=0.967]; 2)
occurrence of AT gene stop codon with either SA pneumonia incidence
[p>0.999] or suvratoxumab treatment [p=0.103; lower frequency of stop
codons in suvratoxumab arm versus placebo].

Conclusion

Our data indicated that: 1) suvratoxumab target region in (AT) remains
conserved; 2) suvratoxumab is active against all AT variants identified to
date; 3) suvratoxumab did not exert pressure on SA clinical isolates for
selection of escape mutants.

Isolates with stop codon in hla 55 (36 patients)
Stop codon types 2

* S. aureus isolates were collected from 165 patients

« 304 hla sequences were obtained from all isolates
including baseline and later timepoints
« 21 AT protein subtypes were identified
« 7 AT protein subtypes were novel and not described
previously

» hla genes containing stop codons were identified in 36
patients
* Q113B has been described previously
« W205B is novel

B Stop =W20sB

* The phylogeny of baseline S. aureus isolates was analyzed in the

context of country of collection, progression to pneumonia and
presence of AT stop codons

* There was no apparent association of country, lineage or presence of

AT stop codons with progression to pneumoniae
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NET

MEDI4893
5000 mg
(n=24)
Y 2 (8.3%)
N 22 (91.7%)

Placebo
(n=37)

10 (27.0%)
27 (73.0%)

Stop codon (Y/N)

0.103

* There was no evidence of association between the occurrence
of AT gene stop codons and:

* SA pneumonia incidence
» suvratoxumab treatment (lower frequency of stop codons in
suvratoxumab arm versus placebo)

P-value

* Statistical analysis did not reveal significant relationships between
patient progression to pneumonia, AT stop codon presence and
baseline AT in vitro expression levels.
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