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WFZER R OMEEE (332) : We have developed the convergent synthetic route to bottromycins
(BTMs), which exhibit a potent antibiotic activity against MRSA and VRE with novel mode
of action. In the course of SAR study, we found the methyl groups of unnatural amino
acids, 3-Me-Pro and 3-Me-Phe, are the important functionality for their biological
activities. The three—-dimensional structure of BTM was investigated to improve

understanding of SAR, and to design the new BTM analog which reveals the potent antibiotic

activity.
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SA: Staphylococcus aureus, VCM: Vancomycin, LZD: Linezolid

5. ERFEEImLE
(WFFEAREFE . WHFEor 8 K O EENF e |2
E )

UEsEams) (B4 1)

OIuA . BT 2 brd Dyotropic Bafi %
FIH Lo R ARk, AHEG BAL a5,
2013 4F, 8 H5fegiiTiE. (&&HiH)

@ Yoko Yasuno, Makoto Hamada, Takeshi
Yamada, Tetsuro Shinada, Yasufumi
Ohfune. Stereoselective synthesis of £
o * B -dehydroamino acid esters, Fur. J.
Org. Chem 2013, 1884-1888. (& H),
DOT: 10.1002/ejoc. 201300112

(@ Takeshi Yamada, Keiji Okada, Tetsuro
Shinada, Yasufumi  Ohfune, Hideki
Hashimoto  Efficient  synthesis of

anhydrorhodo— vibrin and analogues,
Synlett 2012, 23, 2980-2984. (&FHiH),



DOT: 10. 1055/ s—0032-1317678

@ Hiroaki Gouda, VYutaka Kobayashi,
Takeshi Yamada, Tetsuya Ideguchi,
Akihiro Sugawara, Tomoyasu Hirose,
Satoshi  Omura, Toshiaki  Sunazuka,
Shuichi Hirono, Three dimensional

solution structure of bottromycin A2: a

potent antibiotic active against
methicillin—resistant Staphylococcus
aureus and Vancomycin  -resistant

Enterococci, Chem. Pharm. Bull. 2012, 60
169-171. « & B A )
DOI:10. 1248/cpb. 60. 169

(Fa%R) Gt2 o)

OH bk &, Frk H HFEogh
EHEAE, AW, REHE—, KA 2,
W IFM . BL MRSA, VRE {EMEA BT 5
Bottromycin JED MG AL, HA
HAPINTE 133 FE2y, M & 30pmA-518,
Ry T7 4 s, 201343 4 30H

@ L H f&. $L MRSA, VRE /EM%2 A+ 5
Bottromycin DGR, ALTE I F—
(2013) v 77 A, KRERMHSIKRE:, 2013
F3H9H. (R

@IWHE fE, A RV AR T 2 F—VE
WEHTDHRAXY ) v ORERK. HF
ZeEE I, BRERLREE, MBI
VXA 20124F 11 A 16 H. (GBf5#0H)

@ /bR B, TMEZ, B, ILH
EHE—, 5HEH, BRERE, ER
FH, JREE—, KA &, WBEEY.
Bottromycin A, DEARK & i EAKE RAFIE.
1 5 EALEMEMT T I —FTRES,
PS4 p-67, BFEE T4, LEKFEA
L LA, 2012468 A 2 H.

O/hbk B, WMEZ, B, ILH fE
EHE—, 5HEH, BRERE, EX
FH, JREE—, KA &, WBEEY.,
Bottromycin A, DEA R & i EARE AT,
B 10 MR EHE S G R YT
A, 2707, RECKREEREF ¢ 73 A&, 2012
5 H 12 H.

©/pk B, UE Tt Ak E,
FEWEACHE, /AR, A HEIE, REE
—, KA B, WA, HUMRSA {E Y E
Bottromycin JHDEFHARKMFIGE, HAIKZ:
D132 MBS, IS 4E 31E03-pml10S,
dbvmiE K2, 201243 H 31 H.
AHEEN, R & U RO
th, BREL, BEEE, KN 8, WER
W, JREFE—. H1MRSA 38 X O¥L VRE 1%
a2 H 35 KRLEY bottromycin A2 D
TR EIRE, A AR 132 45, &8
P4 30E10-pm08, JbifFiE K%, 2012
43 H 30 H.

@ H f, HFoigd, Tk ftE, sk

BEWRACYE, MHEF, TEAFH, SHTE
BH, /RFEEE, IREHE—, KA B,
WY, Bottromycin A2 ZHEfit L 7= HriRfL
MRSA VEMEDE DORIRE, AKPS 224 26 7 [a1dk
BALS Y R T A, S p-44,
IR KFALEIT ¥ 78K, 2011 4F 12 A 22
H.

(Z D)
R BR— A
http://www. kitasato—u. ac. jp/lisci/life/
chart/LSI-1ab22. html
http://seibutuyuuki. sakura. ne. jp/

6. WFIEhER

(1) WrgefRsE

(LI f# (YAMADA TAKESHI)

AL KT« KPPEREGEHIER I - Bh#
et FE: 00608367



