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Scheme 2-1.  Synthesis of 19-hydroxysarmentogenin
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215 2-16 19-hydroxysarmentogenin
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Scheme 2-2. Synthetic study of resiniferatoxin, a synthesis of the C-ring
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Scheme 2-3. Synthetic study of resiniferatoxin, a radical-based annulation of daphnane skeleton
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stereochemistry yaku'amide B (3-2): X, Y =H, Me, R = Me

Figure 3-1. Structures of yaku’amides A and B.
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+—e: Cu-mediated coupling reaction
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Figure 3-2. Structures of synthetic fragments.

Scheme 3-1. Synthesis of dehydroisoleucine moiety 3-5
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Scheme 3-2. Synthesis of C-terminal tetrapeptide 3-10.
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(Scheme 3-3),



Scheme 3-3. Total synthesis of yaku’amide A
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: Bo PyBOP, HOAL, i-Pr,NEt, DMF : Boc H\)J\ = H \
~N
BocHN/\n/ | OH 52% BocHN/Y /\[O( : ”/\g | N
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AREBIETT X/ BROBEIRTFIC L o~ 2R AEERICEATRETH Y A% Y27 7 I ROAEY
TEVEREBIA~OAREINT 2 BeOF G, SR EWRER 2 WTRE & 5,

3-22. RYEAFF = FB

AU AT I FABLOBIX, \ LS PEER Theonella swinhoei 7> & B « # &R E S L7z B R
TF KRR C, IBE HEE ETA AT v FAEERT D 2 & CIHEFICHE A A E R AR
EBRHOLN TN D, T’exIZZFORMEEL IR L LIo@EEN T A 42T ¥ x0T 0ORIK%E B 15
L. NDHEBIRORREE « Gk - BEEMATIIIE 21T > T D,

AR £ TICHR A 1TR Y 4T I FBORGEKREZER L, 72 N LRSS T & U CREICE M
HERRETHL X I NHEFEAN LAY 4TI K2 v 7 (3-21, Figure 3-3) &%t « &k L7z,
& ORISR L OMEEROKRIZE VAR Y E4F 2 FBE e L34 TR L. 3-210 45 & 2K
LTW5,
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Figure 3-3. Structure of polytheonamide mimic (3-21).

AEEREIT A U LR Y A4S I Table 341

F ‘: ‘: P4 7 (3'21)0)&707_ }‘EEEJ@?% compd IC50% (NM) compd IC50% (NM)
X L FOMEREICEI T A EEM /2T 24T  polytheonamide B 0.098 3-27: H-[15-48]-OH >420
gramicidin D 4.3 3-28: H-[16-48]-OH 140
- 7Z(Table 3-1), 3-21: Ncap-[1-48]-OH 12 3-29: H-[17-48]-OH >450
il g o Tk sy < 3-22: H-[10-48]-OH >420 3-30: H-[18-48]-OH 190
CRIBHRASRIL LV 2RI TH 3-23: H-[11-48]-OH >420 3-31: H-[19-48]-OH >410
T HANTF R334ONKD S 178 T 3-24: H-[12-48]-0H 37 3-32: H-[20-48]-OH 390
oo v U _ 3-25:H-[13-48]-OH 81 3-33: H-[21-48]-OH >250
ONTF REEME L, BIEEET 356 yaasion 100 3-34: H-[22-48]-OH >420

AT 532FETERTTF REEM LT, . —_

IC5 values were determined from the results of growth inhibition
B LTEERTF RO~ ZAHMIFH  assays (XTT method) performed on P388 murine leukemia cells.
NeIP388IZ X9~ 2 HIHIL FVE MR 21T o7 & 2 A, CRImFASIRIL L B2 IEE TH 27 F
R3-243MBD12FEDO T F R & Hle LIEF (SO MazErEz s Lic, —J7, 324134 A F v 1b
EMEZ RS RY AT I FBR3-21 & 1382 D MlamE BB 2 G2 Z LR Sz, ¥
YIMMER D) B AT I RII v 7 ORTTF FEBIOR S &L OREICHET 2 HELMAZG T, K
AR Y AT I FBEIIMEREF D72 5 ATz E~T7F FORERIZE 72,
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