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Development of a new trategy for low HDL in homogygous FH patients
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FH homozygotes needs early and effective treatment. The present study discovered that increased
catabolic rate caused low HDL-C, another additive atheroscleritic risk. Based on our findings, we
may develop a new therapy to nomalize catbolism to reduce the risk in FH homozygotes.

FH homozygote is considered to be very high risk for atherosclerosis. Low

HDL-C contribute in part for the increased atherosclerosis risk. Therefore, we aimed to elucidate
kinetic pathophysiology for low HDL. We performed in vivo kinetic studies using
endogenously-labeled stable isotope in 7 FH homozygotes. Kinetic studies revealed that fractional
catabolic rates of apoA-1 and apoA-I1, major constituents of HDL, were markedly increased by about
50% as compared with control subjects with relatively unchanged synthetic rates. Therefore, low HDL

levels was primarily due to increased catabolism in FH homozygotes. These findings may imply that
therapy such as CETP inhibitors can normalized increased catabolic rates, thereby normalizing HDL-C
in FH homozygotes. This may be a novel therapeutic strategy for treatment-resistant homozygous FH
patients.

lipid metabolism

FH HDL apoA-1 apoA-11 stable isotope catabolism



HDL HDL
(familial hypercholesterolemia, FH)
HDL FH LDL
HDL (CAD) FH HDL
FH HDL
HDL
HDL
FH (HoFH)
HDL
2.
1)
(Ho) FH 7 4
2) 2H3-leucine(Cambridge Isotope) 10mg/kg
10 30 60min 2 3 4 5 6 8 10 12 14 24 36 48
72 96hour
3)
HDL
(H5975, )
tracer/tracee (T/T) ratio 0.3ml
N-heptafluorobutyl isobutyl ester
GC-MS  T/T ratio
4) HDL
NIH
SAMMII Multicompartmental Model for ApoA-1 (ApoA-II)

1 :
HDL

Amino acid pool delay

(used as a forcing
( ) function)

(Okubo K, lkewaki K, J. Am. Soc. Nephrol. 15: 1008-15, 2004)




1) A-1&A-Il  tracer/trace curve
GC-MS T/T ratio / SAAMII  fitting
Ho-FH 1
— '+ 1 . . 1 T T T 1 T 1 r T 17
- 31 4
Wnﬁ_“_ j___f_“ﬂ——-—_______ o A;:-DM
1o 3 x’ﬁ T "__'__Ei‘_‘t—_—?:%__—_——_ — _ _-; ipol‘\? E
: ,l‘% 'I"( __-_ﬁ'a—‘h—_:\__;n ]
s ]
L ﬁ;‘ i

1073

10_4 L L 1 | L L L | 1 1 L | L L 1 | L L L | 1
0 20 40 3 80 100G
1 (hoursy
1
C T T T T T T T T T T T T T T T T T ]
- 31 -
B o Apodl 7
L - - - g2 4
A o Apodll
10771 /ﬂf S T oo
- ]
| 1 1 1 | 1 1 1 | 1 1 1 | 1 1 1
20 40 B0 &0 1008

1 (hours?



HoFH fitting curves

HoFH T/T ratio A-1( ) A-lI(C )
curves HoFH
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