Effect of a novel nutrient mixture on Fanconi Anemia fibroblast and normal human dermal fibroblast:

a comparison
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Objective:

Fanconi anemia (FA] is a fotal hetorogenscus autoscomal
resERsnsg dricedes, characienied by progrédsres Done
marmow fadlune, congental dofect and cancer predesposi-
tian. Call culture fram FA ibroblas! (FAF) displays certain
abrormaitios as compared o normal haman demal fibeo.
bias! (MHDF ). This prompled us i invesSgato the effect of
A navaed nedriend miton () confaining asoorec ackd,
Iysing, proding: and greasn lea axirect, whech has damon-
straied B beoad sonciium of phammacolagical actites, on
FAF comparad o KHDF

Materials and Methods:

1. e invnsaligated tha 5 wiro afect of NM an FAF ard
HHOF ool proliferytson by MTT asaay, MMPS secralion by
mymagraphy. monphology By HEE staining and apopioiss
by grean Caspase a5y

2. FAF (FA-APD20, FA-APDIX)} and NHDF wene cuthered
n moddfied Dulbecco Eagle media. Al near confusnos, the

oolls were oated with difsren! concentrations of MM (0,
10, &0, 100, 500 and 1000 sg'mi) in triplcate. The cslls
Wik as0 rnabed with PR, B induca MIMP.9 sty

Composition of the Hutrient Mixture (HK)
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Conclusions:

Qur dath demoritrate thit N6 eshibned dfeeent mipsnse
Roemped FAF 3o NHIDF, This may ie part be due 19 elevabed
chramadomal break, deletion and hypersenditivity 19 ot
bnding agents, 3 DMA repair disorder in FAF thas is bicking in
N

Translational Applicability:

FA, patfents have a 205% chance of developing cancers. FA& fi
brobilascs differ from normal Rlsoblasts dise 1o an impained
DiRA repsair process with chinmosomal beeak, deletion and
Iypersensilivity 1o ooas Bnking agenti Thus, we soudied the
diflerence in FA and fprenal Dbroddasoy reoonss 1o WA crea-
nl, Tha firpulli & e dignifcant dnge thiy shivwed MMP-2
wicreticen by FAF, fisl by MHDF, 3 parameter of Cancer cell
egradation of the eatracellulis matrix and madalor of
cancer cell growth, invasonmetaa snd snagisgeneii
M sgraficantly inhibited FAF MMP-% spcneticn,

Llara, GA, USA

Results:

1. Zymagraghy demonstrated MMP-Z snd MBP-2 an PRLA semulabion in FAF:
i inhibited the activity of bath MMP-2 and MMP-4 in a dods responss fash-
ion with iotal block at 500 sgémi. in contmst, BNHDOF endcibeted only MRP-2. Mk
inhibited MMP:2 activity in o dose=gependent manner with total biocs at

10550 pgimi {Figures 1 -3}
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2. N had na effect on FAF ool viabity in both codl lines companed o confrod. in
conirast N esdabeted 20% tooocrty af S0 and 100 pgimi and 33% at SO0 and 1000
ppml i MHOF codls {Figune 48:5)
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1 HEE stainy] did not edhcatn any morpholagcal changes in FAF nof ndiced
Apoptoss Bl Nagher MM conoaninalions, B8 Seen By Caipakes aesary, Although nd
menphologeeal changed in NHDF worg noded v 5o MK 100 ugiml, progresenag
ehanged in coll ghinkags, rcunding end nstlegr Condermaton, pariaining 1o apopia-
£, wand ahearasd gl hghs comsamiraioes. Theds CRanges wens Sonerle] wilh
the regults from the ghssln Caspases BEoDloss diday. See Figures S and G,

n
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