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The present invention relates generally to the field of antimicrobial compounds and to methods of making
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and using them. These compounds are useful for treating, preventing, and reducing the risk of microbial

infections in humans and animals.
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The present invention relates generally to the field of antimicrobial compounds and to
methods of making and using them. These compounds are useful for treating, preventing,
N and reducing the risk of microbial infections in humans and animals.
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Antimicrobial compounds and methods of making and using the same
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BAAZRHNNEREREEBNEEMELROME - #l
M EFREESEER K (Gram)BEE K » BB ZH XK
F B R (methicillin) T EHEHEH R E - F 8 3F 71 28 4 52 2K
BAEEBETHMENEEBRE NEEHETEBRLELIREE
FlEBREHREEHwFKR - 25 Lowry, F. D.
“Antimicrobial Resistance: The Example of Staphylococcus
aureus”, J. Clin. Invest., vol. 111, no. 9, pp. 1265-1273
(2003) ;: B Gold, H. S. and Moellering, R. C., Jr.,
“Antimicrobial-Drug Resistance”, N. Engl. J. Med., vol.
335, pp. 1445-53 (1996) -
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50 MR 2 @ 3K (clindamycin) J ] £5 ¥ £ (linezolid) -
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and Duffy, E. M., “Structure-based drug design meets the

ribosome”, Biochemical Pharmacology, vol. 71, pp. 1016-
1025 (2006) -
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vol. 71, pp. 1016-1025 (2006) - |

A HEEWE T REF AR MEYE T EE RS
TR RIS EANAREEFEIEERBOER R
B4 -

[ & AAE]
ABHMERR A ED A EYHE R H HE R
BAE ZFLEDERREBE HEBHAENBIEE
MBRERERBELRR ZABHIRAEHEZSLSYEBEZEEL
28 B N-Si4W Kl -
AEHERERFLUTEBZLEY

D—E—F

/
C—B—A— R

\

A\

G—H—J

s B mmagraorsmse

862712-2 -4-



201726630

VIREILEH-CR"-E-N-;
W £ O~ NR'- NOR'H S» m¥ W={R3EH & [FMY
xR FE# 2 HO-H H-ZF v & WM FE /R 7
FZ(Cis B F)O-HL H-— F M &
X===¥ RKEXERNER FHEF =Y HBHH
- Rl X fR¥EH O-NR* K S(0), B Y B C-R’> &
TN X==Y RERRAXBNALYBHRET
i Z ¥ H O - NR*'-: S(0), - NR*CO - CONR* &
NR*CONR* >
R'REH HE Cisfi % >
RMREZEH HE Crshis
RO(REH HE Crs i >
R'AREZEH HE Crsli#
R“{RZEH HRE Crsf % >
ng 0~ 18 2

862712-2 _5.



201726630

& -G-H-JfR#EH T :

HP &M@ HR JHRELE
C-B-A- - -D-E-F K -G-H-I B2 5 » H i
A~D R G1R%ILE
(a)EE & > (b)-(Cis BEFE)- > (¢)-(Cos fEE)- (d)-
(Cos JRE)- - Hp
i) b (b)- () E — F iy 0-4 (BB E T M
KEH-0-+ -S(0), ~ -NR®- + -(C=0)- ~
-S(0),NR®- + -NR®S(0),- K -NR°S(0),NR®-Z #F

5
i) B )-(D)FFE—HEEHL—HLME R &
E1E A4
iii) B3t (b)-(d)F £ —FEERE KL -(C1s T E)-R°
= B A

(€)-0- > ()-NR®- > (g)-8(0),- > (h)-C(0)- » (i)-
C(0)0-> (j)-0C(0)- - (k)-0C(0)0O- - (1)-
C(O)NR®- > (m)-NR®CO- > (n)-NR®C(O)NR®-: (0)-

~ C(=NR®)- > (p)-C(=NR®)O- > (q)-OC(=NR®)- - (r)-
C(=NR®)NRS- » (5)-NRCC(=NR®)- » (t)-C(=8)- -
(u)-C(=S)NR®- » (v)-NR®C(=S)- > (w)-C(0)S- >
(x)-SC(0)- > (y)-0C(=8)- > (z)-C(=S)0- (aa)-
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NR®(CNR®)NR®- > (bb)-CRR®C(0)- > (cc)-

| C(O)NR®(CR'R®).-» (dd)&H — 5 % 8% E & -
AR FRN 3-14 B8 - THANKTSE
FEIR > (ee)3-14 B8N - AN S KRBE » &
(ff)-(CR®R®),- »

Hf(dd)Bi(ee)lEE ML — R L E ROEEIA

B+ E K& HZEILE
. (a)EE & -

MEEF-HZEEER - SERMIHERERTH 3-14
BB A~ N BRI B TS R IR

(c)3-14 EEEA ~ FHIFI R H R -

HP R CEEREBR—H %@ R EEIA

(D)-(Crs B )- > (e)-(Cog M FE)- > (£)-(Cog FE)- >

£ o
i) b 3t (4)- (D) — % g 0-4 8 B F B B
HE3% 5 -0- + -S(0), + -NR®- + -(C=0)- -

-C(=NR®)- » -S(0),NR®- + -NR®S(0),-&
-NR®S(0),NR®-Z &8 4> % # >
i) Bt (d)-(HFE—FEEHE—RNLE ROEH
B R A
i) B3t (d)-(D)FE —FEFEE #1 #8 -(Crs £ E)-R’
2 B AAR
% (g)-(CR°R®);- -
C~F R J{R%E L%
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(a)& ° (c)F > (d)Cl> (e)Br (DI~ (g)-CF; > (h)-

CN > (i)-N3 > (j)-NO, » (k)-NR®(CRR®)R® » (1)-
OR® > (m)-S(0),(CR°R®)R® > (n)-
C(O)(CR°R®),R® > (0)-OC(O)(CR°R®)R® "+ (p)-
SC(O)(CR®R®),R® > (q)-C(O)O(CR’R®),R® 5 (r)-
NR®C(O)(CR°R®)R® > (5)-C(O)NR®(CR’R®)R® >
(t)-C(=NR®)(CR®R®);R® > (u)-
C(=NNR°R®)(CR’R®),R® > (v)-
C(=NNR®C(O)R®)(CR®R®)R? > (w)-
C(=NOR®)(CR°R®),R?® » (x)-
NRCC(O)O(CR®R®)R® s (y)-
OC(O)NRC(CR®R®),R?» (2)-
NRCC(O)NR®(CR®R®)R® > (aa)-
NR®S(0),(CR°R®)R® » (bb)-
S(0),NR°(CR®R®);R® : (cc)-
NR®S(0),NRE(CROR)R® » (dd)-NR°R® » (ee)-
NR®(CRPR®)R® s (ff)-OH > (gg)-NR*R® > (hh)-
OCH; » (ii)-S(0),R® > (jj)-NC(O)R® » (kk)-
NRPC(NR®)NRR®» (INC s EH » (mm)C,.5 &%
£ (an)Cos BRE 0 (00)BH—HHEEHEA -
SRMCHEER TN 3-14 BN - THEANKF K
I > (pp)3-14 BEAFI ~ THA B F KIRE]E
(99)-(CR°R®);NR°(CR°R®)R® » (r1)-
N[(CR°R®),R®][C=0(CR®R®)R®] 5 (s5)-
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(CR®°R®)N[(CRR®),R®][(CR®R®),R®] > (tt)-
(CR°R®),NR®(C=0)(CR*R®);R® > (uu)-5q I= & >
(vv)-C(0)(CR*)[(CRR®)R®IR® » (ww)-
(CR®R®),C(O)NRER® 5 (xx)-
(CR®°R®),C(O)O(CRR®),R® > (yy)-
NR®C(O)CRERER® > (zz)-N[(CR®R®),R*]C(O)R?® >
¥ (aaa)-S(O),NR®R? ;
HPADEPpRER®EL—NZE RTEF R
R* f£32 H (a)& > (b)F > (c)Cl> (d)Br > (e)I > (f)-CF; >
(g)-CN > (h)-N; » (i)-NOz » (j) -NR°R® - (k)-OR® » (I)-
NR°(CNR®)NRR® » (m)-Cyis % > (n)-Cis HE > (0)-Cy
RE - (p)-(Crs MEB)-(BEE—HSZHEEHR - @XM
HTH 3-14 BEaF - N HFTREE)  (O)-(Cis k
ﬁ%644%%ﬁ\$@ﬁﬁ%ﬁ%%)WWEﬁ%’wr
(- AE-HKZHEEER  SKRMZIBERTH 3-14
BEM - APENEGHRER - RQ)-3-14 B8 - T8
HFHERE  REREEREE B RBE
HfMmEMORERMOE@BEEML -3 % E RPEA
R REH ()& » (b)-Crs i > NEMM R® EEH—
REEBREKE (o) HikE (D-8F - HZLEEEZA - &K
MR TR 3-14 B8 - TR B KRR > F(e)-3-
14 B6F] - TEEMEME KRR
HpMECEBEEME—H LM RPEAA
RTRZH ()& > (b)F > (c)Cl> (d)Br - (e)I > (f)-CF; -
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(8)-CN » (h)-N3 » (i)-NO; > (j)-NR°R® - (k)-OR® » (I)-
NR®(CNR®)NRR® > (m)-Cis $E % > (n)-Cis 5 E > (0)-Cug
RE > (p)-(Chs IEE)-(BE —HZHEEER - ELRZFH
CRFHW 3-14 BEER - FHAUKFTERERE)  (9)-(Cis I
H)-(3-14 BRF ~ FEHEMMGRMRE) > (0)-HiEE > (s)-
NR®R® » (t)-OR® » (u)-(CR°R®),NR®R® » (v)-CR°R*R® :» (w)-
R (x)-&H—HEEZEA ERMEEERETH 3-14
BN PHEMBGERMER - (y)-3-14 SN ~ 6K
IR B 0 (2)-(CR°R®);C(O)NR'R® » (aa)-S(0),R" -
(bb)-NR®C(O)NR°R® » (cc)-NR°C(O)R® > &
(dd)-C(=NR°®)NR°R?® ;
CETmME(QR®EGEE#MS — RS E R DA
R* R H (a)& * (b)F > (¢)Cl> (d)Br (e)I > (f)-CF; >
~ (8)-CN > (h)-N; - (i)-NO, - (j)-NR°R® > (k)-OR® » (1)-
NRYCNRONR'R® > (m)-Crg B3 ()-Cs f 25 (0)-Ci.s
R B (p) (Cis IEE)-(BE—HRZHEEEHR - SR
HFH 3-14 B8R - THANHFBEHER) > ()-(Cis I
H)-(3-14 BeF - AR FGFEHERE) ()-8 —HZE
EZHA SEAMcERTH 3-14 B8 - FEMEFT E
REER > (5)-3-14 BEET0 - AEEME T ERE » (O)-NikEE
(u)-C(O)(CR°R®)R’ 5 (v)-SR® > (w)-OC(O)(CRR®)R® >
(x)-NR®C(O)NR°R’ > (y)-NR®C(O)R’ >
(z)-NR®(CNR’)(NR®R®) » (aa)-ONR’(CNR®)NR®R® - (bb)-
C(=NR’)NR®R® > (cc)-S(O),R’ » (dd)-(CR®R®),C(O)NR’R’ >
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(ee)-(CR°R®),OR® » & (ff)-(CR®R®),NRCR’ ;
Hf(mEG)EZEME LM R
R” R H (a)& > (b)F > (c)Cl» (d)Br > (e)I (f)-CF; s
(g)-CN » (h)-N3 » (i)-NO, » (j)-NR°R'® » (k)-OR® » (1)-
NR®(CNR®)NRR® : (m)-C(O)(CR°R®),NR®R® » (n)-C,.; I=
> (0)-Crs JEE > (p)-Cris E > (Q)-BF — % HE
CERMCER TN 3-14 BRI - NS E K H
e BRoo(1)-3-14 BREF - TR FHRBRE » )-NEE
(t)-(CR°R®),OR® > (u)-O(CR®R®),NR’R!® > (v)-C(O)R® : (w)-
R® > (x)-C(O)OR'® > (y)-S(0),R® > (2)-(Cy.s EE)-(&H —
HEZERER  EERMIERERTH 3-14 B8N - R
G BRMEER) > (ra)-(Crs ST E)-(3-14 B8 - THAMKE
IR B ) > (bb)-O(CR°R®),0R® » (cc)-C(=NR®)NR’R® > (dd)-

2 B

ONR°R® > (ee)-NR®C(O)NR®R® > (ff)-O(CR®R®),OR® 5 (gg)-
NRCC(O)RS > J (hh)-(CR°R®),NR°R'®;

a HFMEME@Z)E()BEEBRE - RNLE ROIA

| R {R3Z H ()& > (b)F > (c)Cl > (d)Br » (e)I » ()-
CF; > (g)-CN > (h)-N3 > (i)-NO; » (j)-NR®R® > (k)-OR® > (1)-
NR®(CNR®)NR®R® : (m)-C(O)(CRR®),NR®R® s (n)-C,. i=

F v (0)-Cy.s J £ > (p)-Ci.g B (-8 —=H % FH =
BB EMHERFH 3-14 BT~ MK EH

W (r)-3-14 B8N THANNFEKRE > )-NEE
(t)-(CR°R®),OR® > (u)-O(CR®R®),NR®RS > (v)—C(O)R6 (w)-

R®» (x)-C(O)OR® » (y)-S(0),R® > (2)-(Ci.s kT )-(BH —
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KL EZEER S@ERMCERFH 3-14 B8 - T
W R » (aa)-(Crg $EEE)-(3-14 BB - FAIFIHK K
B E) > (bb)-O(CRSR®),OR® » (cé)-C(=NR6)NR6R6 » (dd)-
ONRC®R® > (ee)-NRPC(O)NRPR® s (ff)-O(CR°R®),0R® » (gg)-
NR®C(O)R® > J (hh)-(CR°R®);NR®R® ;

b i » HH-D-E-F ®-G-H-J RFFE (B4 » -D-E-F
#-G-H-J K&K &) HE-D-E-F X-G-H-J] ZFAFRKIF
“®

pE O0-~18 2; Kk

tE 0~ 128 3>

REBE LAEZCE K- D8R BYWHATE -

B4 ABEHRBREGRIMEMEDZHTE - FEERLZ
%o MBLEYR e —HSEUREERNEHEE EWHE
TCEBBAR  BERAMEYHR - FAl S M E B £ 1©
NEHREY ERENVNEBOAS  XZHLEWEHRKB
BB MEYRBANFEEERBERAREEREBE - H
S E Y B R B R R B 2 B - B A
wEMmERD - ERE - F R 2HEHETT 0 LIRS
ERELEYTFAEKGY -

ABFMRR L EMBER X BEBOTHEHSEUAT I
FHRENPFENEEETE T & -

2 %% BH B9 7 Al 2R B |

ABEHREEVAERRAMEYR > ERHIAES M
HE < hEMRE -
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ABPLEALF RN AN EEE LT EZT 20
W EBABY  NALYRAE -

AXFRAESWATEEREBAEDL - 46 F N BN
BT ABRLEUTURBEERARER R DM - 7
7% 5 85 o AT A0 G O BB R T S 0 B AR B O R A1 9
Bl R R B I MRS K - T - O=N & g
RELUNT S SEEBYFTEERE LT LS
o R AL EBENE BN EERABE S - A%
o MR R R R 20 4 T 2 (R AT 00 BT 4 B % B A
MECYRERVEBULE - EREEBBYFHE T
MoEEE - NNERSARBUTS RIS EERE
BT B RN R B R - R R A Y
EHERKEP A R RRE B — B -
FERNF L2 LN EERRRY AR E AR
BIE — ER4 o BE AL - AN 3B R fL 95 A 5B IR fb 2 0 B AR B
W -

ABEEROE LB ERBR LAY 2 BT A
A% ARk BERea s B/ RETY 52 FHK
BERMZET - L—RWEAN A ATERS S TR a
BEMRA B F MRS C-13 R C-14 -

BT BB (I I0 > ROTE AL & 1 59 4F T M35 3 b B R
FHE AU LR IEESHRB SN EEHEER R
Hi RS AW EEER - B - O B —
R RGBSR > B RS HEESRBITEE RS
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CEE - -DNRER/RNBENESTSZTEFT > BEES
HENCEBESH e EFERERANBELEYE -
UgmEeE T 2RO LG BERATEERE
Bl ERESERF RN AERERTEES
B g
EEWNARENREREFTHREERTNRERTFZIER
W BIINARETHEE FWEMETFRE - EIAER
A AERENAERRANRFERELERNZLE
WM RGO RER  IENAETREERNPTETET
Ba o NAER/XBBWMEASSEHT  HEEELS
HMEEHBENLAEYE -
CHPABHLEGYEARTNER D SHE
ZERETUEHUEMALE (F0 - MCPBA /B & 14
SOREMEAR NS - Bt BEER  FEFRE
FECAETHRBAERERZERE N-ELY (N~
OVRF ) = % -
— T B B O 2 I TE B R TR B 2 T R R R
R BB T BE IR A B (B A0 o I -
MEBAREEREMEYBEAKEY Z & P NHERK
ENoGERESAEEOEARCMES EERKREY
. A MEBR LR EEN RNA DB EEAETENHE
th (Garrett %% A 22 (2000)”The Ribosome: Structure,

BF >

Function, Antibiotics and Cellular Interactions”, American

Society for Microbiology, Washington, D. C.) -
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BB AEEEEEBMEE RET - AN RET
(FRBEB"AEEBRETHEEY 2 HB/INNRET(RR
BN EERETIORT - AEBEBRETESEHE
RNA(mRNA)H /8 7 mRNA £ # & RNA(tRNA)K % & 7
CHZEER BHGEAGFRNRAREZERRE - KK
BRRETELKEER  FHEAOESROKEERE
KE > HEFBEESZFEFRAN tRNA S&560E  CH8 K

. BE - REREOME - BEER A-GE AN E XN R
. HE-RNA> BHREMEBTEERSE - A-LEN A 2
REE - IREMBER P-AIBEAMIKEL-(RNA S » 7~
BIEAHEERY (RNA- KB ERKEKN 55 « HO
N EMERESTERERELEERRBE SRS NEE

{¥, tRNA -
1.5 2 _

%%@%@&%ﬁ%ﬁfﬁmwwxﬁ%mA%oﬁ%ﬁ
FHEZBMBHEIFANESYHRBE TBEBY - %k
FEHEGH I BERYHES FHERBY - Tk &
GRUESN THARYEEE B REBY %5 LE
BRBEEY - BUESHENNAERE Y BETH®
BUF L |
FHEBY EBAEESEERTLELEY -
HAEMEAH TFUEOHERBYH R LT EHKEHE
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EBYRLUSECEBY I AECDELE S ESENYILT
MrHNEEREYHANE S HBE N REERS
mr  AEBE—EFERETLONLEWESE 2V BEE R
By > Eh o BFHETLOBE - AEEB—EFEFL
e T ENNEECR B R UEE e EE
MEBECY NAEBCEBYCECYEE - 2A—BF %
FLEER NTEEEYTUZFERLNBYEERER
5 S)IG B AL o 4B A BB R4 B b 0 M B O AR B R 2
B HES] - BF L EENBRE S E BIRIKE Sequence
Rule of Cahn, Ingold and Prelog. (Cahn % A Z Angew.
Chem. Inter. Edit. 1966, 5, 385; errata 511 ; Cahn & A &
Angew. Chem. 1966, 78, 413 ; Cahn and Ingold, J Chem.
Soc. 1951 (London), 612 ; Cahn % A 2 Experientia 1956,
12,81; Cahn, J] Chem. Educ. 1964, 41, 116)%’%,%& °
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