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Antibody-dependent enhancement (ADE)
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Antibody-dependent inhibition & enhancement of
DENV infection
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DENV is trafficked to lymph nodes post-inoculation
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What is the effect of hypoxia on ADE?
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FcyRIIA expression increases under hvpoxif:

condibtions

Primary Monocytes
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Physiological 0: levels in lymph nodes augment ADE
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Knocking dowin FeyRIIA leads to reduced ADE in
kmpox&a
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HIFlax —= master requlator cwf k:jpoxic
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HiFle khockdowin reduces FeyRIIA expression under
hjpoxw conditions
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Stabilising HIF1la in normoxia No chamge i HIFla mRNA
with DFX breabtment

Increase in HIFla target genes

-9
/M
E
@
=

Increase HIFla nuclear translocation )
‘Dc»se-depemden& ncrease

i FCyRIIA expression

DEX DFX
100uM

3% 20%

HIF 1o [ . 20%

TBr FRES s s

HI T/ TBP 23 1 3.1 2




Increase i FEyRIIA increases binding but not
internalization

ADE nteckion wikth DFX Ereabment under normoxic condiktions
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Ekher Phosyko&%hanommmas upreguta&ed i HIF 1o
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Lipids affect membrane properties
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Ether Llipids and FcyRIIA act synergistically for ADE
under hypoxic condiktions
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Trial overview
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JE antibodies enhance YF17D immunogenicity
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Suskbained viremia associaked with enhanced Y&
amﬁboc&j response
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YFEL7D viremia and its correlation with Y£ neubralising
am&ibodtj titer
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Surm mMary i1

o Cross-reactive antibodies enhance YFE17D
immunogenicity

o Cross-reactive antibodies prolonged
YFEL7D viremia

o Hosk response to YF vaccunakion thecludes
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