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Abstract: Mutations in mitochondrial DNA have been associated with a wide spectrum of clinical abnormalities. We re-

ported here the clinical, genetic and molecular characterization of a five-generation Han Chinese pedigree with Leber’s

Hereditary Optic Neuropathy (LHON) and limbs abnormity claudication. Of 27 matrilineal relatives, four exhibited

only LHON, one suffered from only limbs abnormity claudication, and four had both LHON and limbs abnormity claudica-

tion. Sequence analysis of mitochondrial genome in this family identified the known T3866C mutation in ND1 gene and

other 43 variants belonging to the Asian haplogroup D4a3. The T3866C (1187T) mutation resulted in the replacement of

isoleucine at position 187 with theronine. The isoleucine at position 187 located at one of transmembrane domain in ND1

polypeptide. The isoleucine at position 187 was extremely conserved among 29 organisms, while other variants showed no

evolutionarily conservation. Furthermore, the T3866C was absence in 135 Chinese control subjects. The T3866C mutation

likely alters the complex I activity, which causes mitochondrial dysfunction associated with LHON and limbs abnormity

claudication. Therefore, the T3866C mutation is likely associated with LHON and limbs abnormity claudication.
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Proband LPSYPLAMMYW FTSTLAETNR TPFDLAEGES ELUSGFNIEY
Homo sapiens LPSYPLAMMW FISTLAETHR TPFDLAEGES ELUSGFHNIEY
Balaenoptera musculus FPSWPLAMMW FISTLAETHR APFDLTEGES ELUSGFNUEY
Balaenoptera physalus FPSUPLAMMYW FISTLAETNR APFDLTEGES ELUSGFNUEY
Gorilla gorilla gorilla LPTWPLAMMW FISTLAETHNR TPFDLAEGES ELUSGFHNIEY
Pan paniscus LPTWPLAMMW FISTLAETNR TPFDLTEGES ELUSGFNIEY
Pan troglodytes LPTWPLAMMW FISTLAETHR TPFDLTEGES ELUSGFNIEY
Pongo pygmaeus LPSWPLALMW FISTLAETHR APFDLTEGES ELUSGFNTEY
Hylobates lar LPTWPLAMMW FISTLAETHR TPFDLTEGES ELUSGFHNTEY
Eguus caballus FPSWPLAMMYW FISTLAETNR APFDLTEGES ELUSGFNUEY
Rhinoceros unicornis FPSYWPLTHMW FISTLAETHR APFDLTEGES ELUSGFNUEY
Ceratotherium simum FPSUPLAMMW FISTLAETHR APFDLAEGES ELUSGFHNUEY
Bos taurus LPAYWPLAMMYW FISTLAETHR APFDLTEGES ELUSGFHNHUEY
Ovis aries FPAWPLAMMYW FISTLAETHR APFDLTEGES ELUSGFHNHUEY
Equus asinus FPSWPLAMMW FISTLAETHR APFDLTEGES ELUSGFHNHUEY
Sus scrofa domestica FTSWPLAMMW FISTLAETHR APFDLTEGES ELUSGFHNUEY
Hippopotamus amphibius FPSWPLAMMY FISTLAETNR APFDLTEGES ELUSGFHNUEY
Mus musculus castaneus LPAWPHMAMMY FISTLAETNR APFDLTEGES ELVUSGFHUEY
Rattus norvegicus IPAWPHAMMY YISTLAETHR APFDLTEGES ELUSGFNUEY
Myoxus glis LPTWPLAMUW UISTLAETHR ARSDLTKGES ELUSGFHNHUEY
Oryetolagus cuniculus LPAWPLAMMW FISTLAETHNR APFDLTEGES ELUSGFNUEY
Felis catus IPAWPLAMMY FISTLAETNR APFDLTEGES ELUSGFDUEY
Halichoerus grypus FPAYPLAMMYW FISTLAETHR APFDLTEGES ELUSGFHNUEY
Phoca vitulina FPAYWPLAMMW FISTLAETHR APFDLTEGES ELUSGFHNHUEY
Canis lupus familiaris FPAWPLAMMW FISTLAETHR APFDLTEGES ELUSGFHNHUEY
Artibeus jamaicensis YPSWPLTHMW FISTLAETNR APFDLTEGES ELUSGFHNUEY
Dasypus novemcincius FPLUPLAMMW FISTLAETNR APFDLTEGES ELUSGFHUEY
Didelphis virginiana HMMTWPLTHMW YISTLAETHR APFDLTEGES ELUSGFHNUEY
Macropus robustus UATWPLAMMYW YISTLAETHR APFDLTEGES ELUSGFHUEY
Xenopus laevis IPGWPHAAMY YISTLAETHNR APFDLTEGES ELUSGFNUEY
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