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RIS D728, BUKAI OB Z A ATz, Table 1. Optimization of reaction conditions
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pGlu-His(Trt)-Trp(Boc)-OH

1) AcSK (3 eq.), Ac,S (20 mol%), DMF
2) DNS-Ser(‘Bu)-Tyr('Bu)-pLeu-OH (4 eq.)
HOOBt (1 eq.), DMF

pGlu-His-Trp-Ser-Tyr-pLeu-Leu-Arg-Pro-NHEt
Luprorelin

: 55%
pGlu-His(Trt)-Trp(Boc)-Ser('Bu)-Tyr(‘Bu)-pLeu-OH ) )
85% (2.7% epimerization rate) (The amount of epimer was below detection level.)

1) AcSK (3 eq.), Ac,S (20 mol%), DMF
2) DNS-Leu-Arg(Pbf)-Pro-NHEt (4 eq.)
HOOBt (1 eq.), DMF

1. TFA/H,O/TIPS=95:25:25
2. precipitated from Et,0

pGIu-His(Trt)—Trp(Boc)-Ser(tBu)-Tyr(‘Bu)-DLeu-Leu-Arg(be)—Pro-NHEt
78% (< 1.0% epimerization rate)

Scheme 2. Total synthesis of leuprorelin
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Scheme 4. Thiosulfinate-based organocatalyst
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Figure 1. Search for epimerization-suppressmg moiety
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