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Experimental therapy using double humanized mouse model for familial amyloidotic
polyneuropathy.
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We produced three strains of double humanized mice, Rbp4hRBP4: TtrhTTRvVal/Val,
Rbp4hRBP4: TtrhTTRVal/Met, Rbp4hRBP4: TtrhTTRMet/Met, by replacing mouse Rbp4 and Ttr gene with human

RBP4 and normal or mutant TTR gene, respectively. Altough the serum hTTR levels were much lower than
those in Tg(6.0-hTTRMet30) or Tg(6.0-hTTRMet30):Ttr-/-, similar amount of amyloid deposition was observed
in alimentary tracts. In addition, amyloid deposition was observed in heart and sciatic nerve in
Rbp4hRBP4: TtrhTTRval/Val and Rbp4hRBP4: TtrhTTRMet/Met. Administration of CHF5074 to these mice resulted
in increase of serum TTR by stabilizing TTR tetramers and in decrease of amyloid deposition in heart,
stomach and sciatic nerve, suggesting that CHF5074 have a preventing effect on amyloid deposition.
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