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㯮⏣◊✲ᐊ Ꮫ⡠␒ྕ㸸13251056 ⴗཎ ࡳࡿࡃ 

࠙⫼ᬒ࣭┠ⓗࠚ 

ࡣࢫࣝ࢖࢘ࢢࣥࢹ ࠊ᭱ࢀࡉศ㢮࡟Ύᆺ㸦D1㹼D4㸧⾑ࡢࡘ4 Ύᆺ⾑ࡿ࡞␗࡜Ύᆺ⾑ࡓࡋឤᰁ࡟ึ

ᐜཷ࡜㡿ᇦ(ᢠయㄆ㆑㒊఩)ࣉ࣮ࢺࣆ࢚ࠋࡿ࠶ࡀሙྜࡍࡇ㉳ࢆ⩌⑕ೃࢡࢵࣙࢩࢢࣥࢹ࡜ࡿࡍឤᰁ࡟

య⤖ྜ㒊఩ࡢ୧⪅3ࠊࡣ ➨ࡢ㉁ࢡࣃࣥࢱࣉ࣮࢚ࣟ࣋ࣥࡢࢫࣝ࢖࢘ࢢࣥࢹࡿᡂࡽ࠿ࣥ࢖࣓ࢻࡢࡘ 3

ᙜ◊✲ᐊࠋࡿ࠶㔜せ࡛࡚࠸࠾࡟⟆Ύᆺ≉␗ⓗච␿ᛂ⾑ࡣED3ࠊࡾ࠾࡚ࡋᗙ఩࡟㸦ED3㸧ࣥ࢖࣓ࢻ

࡜D3ࠊ࡛✲◊⾜ඛࡢ D4ࣉ࣮ࢺࣆ࢚ࡢ㡿ᇦࢆධࡓ࠼᭰ࢀኚ␗యࢆస〇ࠊࡋ஺ᕪ཯ᛂ࡜ᢠయㄆ㆑≉

␗ᛶࡢゎᯒࠋࡓࡗ⾜ࢆD3ED3ࡢ 310ṧᇶ┠ࡢValࢆD4ED3ࡢMet࡟⨨᥮࡜ࡿࡍ㸦D3_V310M㸧ࠊ

M310 ࡀ I387 㸦㔝⏕ᆺࡓࡗ࡞࡜࠿ࡽ᫂ࡀ࡜ࡇࡿࡍపୗࡀᏳᐃᛶ⇕ࠊࡋ✺⾪ࡃᙉ࡜ D3ED3 ࡣ࡛

V310ࠊI318ࠊI387ࠊ㔝⏕ᆺ D4ED3࡛ࡣM310ࠊT318ࠊL387㸧୍ࠋ᪉ࠊD4ED3࡛ぢ࠺ࡼࡿࢀࡽ

࡟ 310ṧᇶ┠ࡀMet࡛ 387ṧᇶ┠ࡀ Ile࡛318ࠊࡶṧᇶ┠ࡀ Thr࡛ࡤࢀ࠶ཎᏊ㛫⾪✺ࡀῶᑡࡿࡍ

ࡣ࡛✲◊ᮏࠊ࡛ࡇࡑࠋࡓࡁ࡛ ᥎࡜ I318ࠊࢆD4ED3࡛ぢࡿࢀࡽഃ㙐ࡢᑠ࠸ࡉ Thr࡟⨨᥮ࣔࠊࡋ

 ࠋࡓࡋド᳨࠿ࡿࡍᨵၿࡀ෇೫ග஧Ⰽᛶศග㸦CD㸧࡛⇕Ᏻᐃᛶ࡜ࢢࣥࣜࢹ

࠙◊✲᪉ἲࠚ 

 ィ⟬ⓗᡭἲࠊ࡚࠸࠾࡟D3ED3ࠊD3_V310MࠊD3ED3ࡢ 310ṧᇶ┠ࢆ Valࡽ࠿Met318ࠊ࡟ṧ

ᇶ┠ࢆ Ileࡽ࠿ Thr࡟⨨᥮ࡓࡋኚ␗య㸦D3_V310M_I318T㸧ࢆ Coot࡛ࣔࠊࡋࢢࣥࣜࢹD3_V310M

࡜ D3_V310M_I318T ࡣ࡛ 310 ṧᇶ┠387ࠊ ṧᇶ┠ࡢࢀࡒࢀࡑࡢ rotamer ࠊࡏࢃྜࡳ⤌඲࡚ࢆ

D3ED3࡚ࡵྵࢆ Molprobity࡚࠸⏝ࢆཎᏊ㛫⾪✺ࢆホ౯ࠋࡓࡋᐇ㦂ⓗ᳨ドࡢࡘ3ࠊࡣ࡚ࡋ࡜ኚ␗

యࢆస〇ࡢࡑࠊࡋ⇕ᏳᐃᛶࠊࢆCD᳨࡚࠸⏝ࢆドࡓࡋ㸦ࢡࣃࣥࢱ㉁⃰ᗘ㸸10µMࠊ⁐፹㸸ࣜࣥ㓟⦆

⾪ᾮ㸦20mMࠊpH7.0㸧㸧ࠋ 

࠙⤖ᯝཬࡧ⪃ᐹࠚ 

ࡢ඲࡚ࠊࡣ࡛ࢢࣥࣜࢹࣔ ࡢ┠387ṧᇶࠊ310 rotamer318ࠊ࡚࠸࠾࡟ࡏࢃྜࡳ⤌ࡢṧᇶ┠ࡢኚ

␗ᚋࠊཎᏊ㛫⾪✺ࡣ᏶඲ࠊࡀࡓࡗ࠿࡞ࡣ࡜ࡇࡿ࡞ࡃ࡞࡟clashscore ࡿࡍୖྥࡀᏳᐃᛶࠊࡋῶᑡࡣ

ࡾࡼD3ED3ࠊෆࡢࡑࠋࡓࢀࡉᮇᚅ࡜ clashscoreࡀప࠸ rotamerࡀࡏࢃྜࡳ⤌ࡢ 3㏻ࡾぢࡗ࠿ࡘ

⾲㸦ࡓ 1㸧ࠋCD ᐃ࡚࠸࠾࡟ኚᛶ୰Ⅼ ᗘ㸦Tm㸧ࡀ⾲ ࢀධࢆ␗ኚࡢ┠318ṧᇶࠊࡾ࡞࡟ࡾ㏻ࡢ2

㸦ᅗࡓࡗ࠿ࢃࡀ࡜ࡇࡿࡍ୙Ᏻᐃ໬࡟ࡽࡉ࡜ࡿ 1㸧318ࠊ࡚ࡗࡀࡓࡋࠋṧᇶ┠ࢆ Ileࡽ࠿ Thr࡟⨨᥮

ࡌ⏕ࡀ┪▩ࡢࡇࠋࡓࡋ୙Ᏻᐃ໬ࡣᐇ㝿ࡀࡓࢀࡉᮇᚅࡀୖྥࡢᏳᐃᛶࡣ࡛ࢢࣥࣜࢹࣔࠊ࡛࡜ࡇࡿࡍ

318ࠊ࡚ࡋ࡜⏤⌮ࡓ ṧᇶ┠ࡢ Ile ࢆ Thr ࠊ࡜࡜ࡇࡓࡌ⏕ࡀື⛣࡞ᚤᑠ࡟୺㙐ᵓ㐀ࠊ㝿ࡓࡋ᥮⨨࡟

␯Ỉᛶࣀ࣑࢔㓟㸦Ile㸧ࢆᛶ㉁ࡿ࡞␗ࡀᴟᛶࣀ࣑࢔㓟㸦Thr㸧࡟⨨᥮ࡣ࡛ࢢࣥࣜࢹࣔࠊࡵࡓࡓࡋண 

ࡓ࠸㝖ࢆᗘᅉᏊ ࠸㧗ࠊࡓࡲࠋࡿࢀࡽ࠼⪄ࡀ࡜ࡇࡓࡌ⏕ࡀᵓ㐀ኚ໬࡞ᚤ⣽ࡓࡗ࠿࡞ࡁ࡛ clashscore

clashscoreࠊኚ␗ᚋࡀࡏࢃྜࡳ⤌ࡢ௨ୖᩘ༙ࠊ࡜ࡿࡍ⟭ィࢆࡳࡢ ࠋࡿࢀࡽ࠼⪄ࡶ࡜ࡇࡓࡋቑຍࡀ

௨ୖࠊᮏ◊✲ࡽ࠿୺㙐ᵓ㐀ࢆᅛᐃࡢࢢࣥࣜࢹ࣮ࣔࢪࣟࣔ࣍ࡓࡋ㝈⏺ࡀぢฟࡿࢀࡉ⤖ᯝࠋࡓࡗ࡞࡜ 

⾲ 1 M310(mtp)ࠊI387(mm)ࡿࡅ࠾࡟ 

clashscore 

 

 

 
⾲  ኚᛶ୰Ⅼ ᗘ㸦Tm㸧ࡢ㉁ࢡࣃࣥࢱྛ 2

     
ᅗ 1 CD ᐃ 


