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Challenges in development of
HIV therapies
Current therapies do not focus
on membrane targeting and
assembly of Gag.
There is an absence of a good
Fa89%0 . vawaion  @nimal model to perform tests
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Why FIV?
» Cats have a similar immune reaction when FIV progresses to AIDS.
« Cats are cost effective.
« FIV and HIV have similar membrane targeting and assembly processes.

Consensus mammalian sequence S/T

FIV matrix (MA) G
FIV MA nitric oxide synthase (NOS) S

Understand why FIV MA has a unique myristoylation signal
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Preliminary mass spectrometry show a difference in

myristoylation efficiency between FIV MA WT and FIV

MA NOS.

Lower pH conditions results in additional signals for both

unmyrWT and unmyrNOS.

Preliminary HSQC data shows promising results in

determining the structural differences between unmryMA
and unmyrMA NOS.
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Solve the structures of FIV unmyrMA WT and
FIV unmyrMA NOS.
Determine if the structural difference between

WT and NOS leads to the differencein

myristoylation efficiency.

+ NSF-REU
NIH
+ HHMI

Mvristovlation Molecular weight expressed
yristoy with hANMT _
sequence (Da) Preliminary
myristoylation
Consensus : : efficiency
Mammalian | M1 & | x| x| x s/t unmyristoylated | myristoylated
(unmyrMA) (myrMA)
Sequence
FIV MA M G|IN G|Q| G 14134 14350 95%
FIVMANOS M| G ([ N|L | K| S 14245 14437 40%
FIV unmyrMA, pH 8 ’ FIV unmyrMA WT ¢ 0
105.0{ WT . ° 105.0{ pH 8 o °
NOS . « ¥ pH7 e u
9 2 ® pH & - e °
110.0 B o 1100\ pH 5 . et
'o‘.,.t . ..oi‘..‘:
E b O L oP . o _. e ®e e .
S 115.0 s ® o " =0 . Py
u; . o‘ o °° ° e ? 0(‘.OQ‘ o° o
2 ° .’: 0 A :00 .0 * o © ".0 @ ‘o .
120.0 = :i&", ., 120.0 o “’“’}x“ .
¢ (4 . e f
ee 00 ®
125.0 °, 125.0 e o°
o . 0® @ e
1300, ' ’ 1300 ©
1050 10.00 950 900 850 800 750 7.00 650 6.00 1050 10.00 950 9.00 850 800 750 7.00 650 6.00
'H (ppm) H (ppm)
FIV unmyrMA NOS « o FIV unmyrMA, pH 5 " 0
105.0{ pH 8 o e ’ 105.0{ WT “ °
pH 7 « o NOS
pH (0) ® g ) °
1100/ pH 5 ) - C_ . ) 110.0
o | .0.’ “ @ e
£ -l ¢
g 115.0 ® 4 " 115.0 .
£ ' "‘:,, o rE
« : ‘?’;‘ & ““. - ) J :
120.0 o p. "7030" o 120.0 ®
s o © PS & °
¢ '.. g e
125.0 &n B 125.0 ®ee o
® < ® e
130.0) © “ 1300 ° °
1050 1000 950 9.00 850 800 750 7.00 6.50 6.00 1050 10.00 950 9.00 850 800 750 7.00 6.50 6.00
H (ppm) 'H (ppm)



