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hat is claimed is:

compound having the formula:

C—B-A —E— C—B—A o) —_
G—H—J /k
(V), O N , H G—H—J (VI)
o]
C—B—A\N N | D—E—F
O)\N/ N H—
H (VI
H—J
H—J,
5
N\
/
Rz
),
J L)
wherein Ry is selected from CH;, NH, N(C,_s alkyl), S, or O; Ry and R, are C or CH each

independently substituted with one or more F, CHj, CFs, OH, and\QCHs; or Ry, Ry, and R,
10 are each independently selected from CH, or CR*R® wherein R® and R” are taken together to
“ form a Cy_s carbocycle;
J is selected from NH,, NH(C)_s alkyl), N(Ci_s alkyl);, NHC(=0)CH3, NHE(=0)NH,,
NHC(=NH)NH,, NHC(=NH)H;
wherecinn is 0, 1, or 2;

15  alternatively, -G-H-J is selected from
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R
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wherein Ry ¥s selected from CH,, NH, N(C}_g alkyl), S, or Q; R, is a C or CH, substituted
with one or moxe CHs or R is CR®R® wherein R* and R® are taken together to form a Cy_s
carbocycle,
whereinm s 1, 2, or'g;
J is selected from NH,, NH(C, g alkyl), N(C,_g alkyl),, NHC(=0)CHj;, NHC(=0)NH,,
NHC(=NH)NH,, NHC(=

C-B-A-, ~D-E-F, and -G—H-J are chemical moieties, wherein
A, D and G are independently selected from the group consisting of’
(a) a single bond, (b) «{C,_g alki)- ,-(¢)—(Cs_s alkenyl)-,(d) —(C2-s alkynyl}—, -
wherein
1) 0—4 carbon atoms in any of (§)—(d) immediately above optionally is replaced
by a moiety selected from the growp consisting of 0, —S(0),—, -NR°—, —
(C=0)-, —S(0)yNR’~, -NR°S(0),—, and ~NR®S(0),NR"—,
ii) any of (b)-(d) immediately above optipnally is substituted with one or more
R’ groups, and
iii) any of (b)—(d) immediately above optionally is substituted with —(C,_g
alkyl)}-R’ groups;
() ~O-, () -NR"-, (g) —S(0)y~, (h) ~C(0)-, (i) ~C(0)0-, ) ~OC(0)-, k) -
OC(0)0—, (I) ~C(O)NR’-, (m) -NRCO-, (n) -NR°C(O)NR®\ (0) ~C(=NR®)-, (p) -
C(=NR%0-, (q) —OC(=NR®)-, (r) ~-C(=NRONR’-, (s} -NR°C(=NR %), (t) -C(=S)-,

more heteroatoms selected from the group consisting of nitrogen, oxygen, andxulfur,
(ee) a 3—14 member saturated, unsaturated, or aromatic carbocycle, and
(f) ~(CRR)r,
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herein (dd) or (ee) is optionally substituted with one or more R’ groups;

B, E,snd H arc indcpendently sclected from the group consisting of:
a single bond,
(b) &3—14 member saturated, unsaturated, or aromatic heterocycle containing one or
more hateroatoms selected from the group consisting of nitrogen, oxygen, and sulfur,
(c) a 3-14\member saturated, unsaturated, or aromatic carbocycle,
wherein (b) or (c) is bptionally substituted with one or more R’ groups;
(d) —(Cyg alkyl), (e) ¥Cz g alkenyl)—, (f) -(C,_g alkynyl)—, wherein
1) 0—4 carbol atoms in any of (d)—(f) immediately above optionally is replaced
by a moiety selgcted from the group consisting of ~O—, —S(O),-, —NR®-, -
(C=0)-, ~C(=NR%—, -S(0),NR ", -NR®S(0),—, and ~NR°S(O),NR®-,
ii) any of (d)--(f) imniediately above optionally is substituted with one or more
Rlgowps,and N
iii} any of (d)—(f) immediakly above optionally is substituted with —(C;_g
alkyl}-R’ groups;
and (g) (CR°R)r-,

C, F, and J are independently selected from the group donsisting of*
(a) hydrogen, () F, (d) Cl, (¢) Br, (f} L, (g) -CF;, th) —CN, (i) -N3 (j) -NO,, (k) -
NRU(CRRO)R, (I) ~OR®, (m) -S(0) (CRRHR?, (NC(O)CRROR?, (0) -
OC(O)CRROHR?, (p) ~SC(O)(CR RO RE, (q) ~C(OYO(CRRORE, (r) -
NRC(O)CRROR?, (s) ~C(O)NRY(CRRE)RE, (£) ~C(=NRYCRRO)RE, (u) -
C(=NNRROY(CRRORY, (v) ~C(=NNRC(O)R®)(CRRHR?, (W) —
C(=NOR®*(CR°R%)R?, (x) -NRSC(0)O(CR°RY)R?, (y) ~OC(O)NR§(CR°RR®, (z) -
NR°C(O)NR*(CRR®)R®, (aa) -NR®S(0) (CR°R)R®, (bb) —S(0) NRYCRR),R’,
(cc) -NRS(0) NRYCRRE)R?, (dd) -NR°R®, (ec) -NRYCRR)R?, (ff) “QH, (gg) -
NR®RY, (hh)-OCHS, (ii) ~S(0),R®, (i) ~NC(O)R®, (kk) ~-NR°C(NROHNRR®, W) a €,
¢ alkyl group, (mm) a C,_g alkenyl group, (nn) a C,_salkynyl group, (co) a 3-14

member saturated, unsaturated, or aromatic heterocycle containing one or more
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heteroatoms seiected from the group consisting of nitrogen, oxygen, and sulfur, (pp) a
3-14 member saturated, unsaturated, or aromatic carbocycle, (qq) —
(CRRONRYCRRO)R®, (1) ~N[(CRRHRI[C=O(CRROR?], (s5) —
RERON[(CRROR]I[(CRRORY], (tt) (CRRONRYC=0)CRRORE, (uu) -
haldalkyl, (vv) ~C(O)CRO[(CRRE)R]RE, (ww) «(CR*R®),C(OINR®R®, (xx) —

wherein (1) through ¥pp) is optionally substituted with one or more R’ groups;

R’ is sclected from (a) hyddogen, (b) F, (c) Cl, (d) Br, (¢} I, (f) -CF;, (g) -CN, (h) —N; (i) -
NO,, (i) -NRR®, (k) ~OR®, (INNR(CNR®)NRR®, (m) —C g alkyl, (n) —C)_g alkenyl, (o) —
C\_s alkynyl, (p) —(C_s alkyl)-(3~\4 member saturated, unsaturated, or aromatic heterocycle
containing one or more heteroatoms 3¢lected from the group consisting of nitrogen, oxygen,
and sulfur), (q) —(C,.s alkyl)-(3—-14 member saturated, unsaturated, or aromatic carbocycle),
(r) -haloalkyl, (s) SRS, (f) —3-14 membersaturated, unsaturated, or aromatic heterocycle
containing one or more heteroatoms selected fiom the group consisting of nitrogen, oxygen,
and sulfur, and (u) —3-14 member saturated, unsaturated, or aromatic carbocycele;
alternatively, two R’ groups are taken together to forq a carbocycle;

wherein (m) through (r) and (t) through (u) is optionaly substituted with one or more R%;

R¢ is selected from (a) hydrogen, (b) ~Ci.g alkyl or alternativély two R® groups are taken
together to form a carbocycle, (¢) —haloalkyl, (d) —3-14 member'saturated, unsaturated, or
aromatic heterocycle containing one or more heteroatoms selected fxom the group consisting
of nitrogen, oxygen, and sulfur, and (¢) ~3-14 member saturated, unsatyrated, or aromatic
carbocycle;

wherein (b) through (€) is optionally substituted with one or more R®;

R’ is selected from (a) hydrogen, (b) F, (c) CL (d) Br, (e) L, (D) -CF;, (g) ~CN, (h) N3 (i) -
NO,, () -NR®R®, (k) ~ORS, (1) -NRY(CNRONRRE, (m) ~C, g alkyl, (n) —C,_5 alkenylNo) -
Ci-g alkynyl, (p) —(Cy-s alkyl}-(3-14 member saturated, unsaturated, or aromatic heterocysle

containing one or more heteroatoms selected from the group consisting of nitrogen, oxygen,
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nd sulfur), (q) ~(Ci_g alkyl)~(3—14 member saturated, unsaturated, or aromatic carbocycle),
(rchaloalkyl, (s) -NRR?, (1) —OR®, (1) (CR°RO)NRCR, (v) —CRR®R?, (w) SR, (x) -3—
14 mdmber saturated, unsaturated, or aromatic heterocycle containing one or more
heteroatyyms selected from the group consisting of nitrogen, oxygen, and sulfur, (y) -3-14
member satyrated, unsaturated, or aromatic carbocycle, (z) —(CRsRﬁ)‘C(O)NRSRS, (aa) -
S(0),RE, (bb) \NREC(O)NR®R?, (cc) -NREC(O)RS, and (dd) ~C(=NRENR°R’;

wherein (m) thrdugh (q) and (x) through (y) are optionally substituted with one or more R”

R® is selected from (a) drogen, (b) F, (c) CI, (d) Br, (e) I, (f) -CF,, (g) -CN, (h) -Nz (i) —
NO,, (j) -NR°R’, (k) ~ORM\() -NRY(CNRENRR®, (m) ~C, ¢ alkyl, (n) ~C)_g alkenyl, (o) -
C s alkynyl, (p) —(Ci_s alkyl}*(3—14 member saturated, unsaturated, or aromatic heterocycle
containing one or more heteroatoiys selected from the group consisting of nitrogen, oxygen,
and sulfur), (q) —(Ci-s alkyl)-(3—14 tyember saturated, unsaturated, or aromatic carbocycle),
(r).~3-14.member saturated, unsaturated, or aromatic heterocycle.containing one.or more.
heteroatoms selected from the group considting of nitrogen, oxygen, and sulfur, (s) —3-14
member saturated, unsaturated, or aromatic cagpocycle, (t) —haloalkyl, (u) —C(O)(CR*ROR®,
(v) -SRS, (w) —OC(O)CRROR?, (x) -NRC(OINRCR®, (y}-NR°C(O)R’, (z) -
NR*(CNR*)(NR°R®), (2a) ~-ONRY(CNRONRRE, (bb) ~C(=NR*)NR°R®, (cc) -S(0),R’, (dd) -
(CR°R®)C(O)NRR?, (ee) (CR°R®)OR’, and (ff) —-(CRSR®)NRR’;

wherein (m) through (s) is optionally substituted with ons or more R’;

R’ is selected from (a) hydrogen, (b) F, (¢) Cl, (d) Br, (e) L, (f) -&F;, (g) ~CN, (h} -Na (i) -
NO,, () -NRR®, (k) —ORS, (1) -NR¥(CNR&NRCR®, (m) ~C(O)}CRR®)NR°R?, (n) —C_s
alkyl, (o) —C,_s alkenyl, (p) —C,_s alkynyl, (q) —~3—14 member saturated\unsaturated, or

(x) ~C(OYOR', (v} —S(O)pRs, (z) —(Ci-g alkyl)-(3—14 member saturated, unsaturated, or
aromatic heterocycle containing one or more heteroatoms selected from the group condisting

of nitrogen, oxygen, and sulfur), (aa) —(C;.s alkyl)~(3—14 member saturated, unsaturated,
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romatic carbocyele), (bb) —O(CR°R®OR®, (cc) ~C(=NRNRRE, (dd) ~ONRRE, (ee) —
NRCC(O)NRRS, (ff) ~-O(CR®R®),0OR®, (gg) -NR°C(O)R®, and (hh) —(CR°RO)NRR?;

whexein (n) through (r) and (z) through (aa) is optionally substituted with onc or more R'’;

RY is selected from (2) hydrogen, (b) F, (¢) Cl, (d) Br, (¢) 1, (f) -CF,, (g) -CN, (b) -N3 (i) -
NO,, (j) -NR"R®, (k) ~ORS, (I) -NR(CNRH)NRRE, (m) ~C(OYCRRO)NRRE, (n) -C)_5
alkyl, (0) —C,.s alkenyl, (p) —C,_s alkynyl, (q) —3—14 member saturated, unsaturated, or
aromatic heterocycle\containing one or more heteroatoms selected from the group consisting
of nitrogen, oxygen, and sulfur, (r) —-3—14 member saturated, unsaturated, or aromatic
carbocycle, (s) ~haloalkyl,Xt) (CR°R®)ORS, (u) —O(CRRONRCRS, (v) ~C(O)R®, (w) —SR°,
(x) ~C(O)OR’, (y) —S(O),R",

aromatic heterocycle containing dne or more heteroatoms selected from the group consisting

R

—(Cy_s alkyl)~(3—14 member saturated, unsaturated, or

of nitrogen, oxygen, and sulfur), (aa)~(C-s alkyl)~(3—14 member saturated, unsaturated, or
aromatic carbocycle), (bb) —O(CR°R®QRY, (cc) ~C(=NRONRR, (dd) -ONR°R?, (ce) -
NREC(O)NRRS, (ff) ~O(CR®R®),0RS, (gg)\—NRC(O)R®, and (hh) —(CR°R®)NR°R®;

optionally, wherein either the group —-D-E-F or the group —G-H-J is absent, but both
—D-E-F and —G-H-1 are not simultancously absent
pis0, 1, or2, and
tis0,1,2,0r3,

or a pharmaceutically acceptable salt, ester, tautomer, or prodrug thereof.
2. The compound according to Claim 1 having the formula:
C—B—A o —E—
\N/\/E j@o B
o}\w/ N G—H—J

H

or a pharmaceutically acceptable salt, ester, tautomer, or prodrug thereof.

3. The compound according to Claim 2 having the formula:
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C—B—A o.
\N \
P
O N ﬁ G—H—J

wherein ~D-E-F is hydrogen; or a pharmaceutically acceptable salt, ester, tautomer, or

prodrug thergof.

4. The compound ag¢cording to Claim 3 having the formula:

C—B—A ) C—B—A )
\N AN ST X
% = )\ F
G—H—1J O

0?Z N N N N
or G—H—I,

or a pharmaceutically acceptablesalt, ester, tautomer, or prodrug thereof,

5. The compound according to Claim 4having the formula:

C—B—A o
Y ‘
O)\N N
H

G—H—J,

or a pharmaceutically acceptable salt, ester, tautomel, or prodrug thereof.

6. The compound according to Claim 4, wherein A is scletted from
(a) a 3—14 member saturated, unsaturated, or aromatic\ieterocycle containing one or
more heteroatoms selected from the group consisting of mifrogen, oxygen, and sulfur,
(b) a 3—-14 member saturated, unsaturated, or aromatic carbogycle, and
(c) a single bond,
wherein (a) or (b) is optionally substituted with one or more R® groups;
B is selected from (a) —(C;_g alkyl)—, (b) —(Cy_g alkenyl)—, (¢) «(Cy_g alkynyl}, and (d) a
single bond, wherein
1) 0—4 carbon atoms in any of (a}-(c) immediately above optionally 1§ replaced
by a moiety selected from the group consisting of —-O—, —=S(0),—, -NR™>, —
(C=0)-, -C(=NR®)-, -S(0),NR’-, and -NR®S(0),NR*-,
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ii} any of (a)-(c) immediately above optionally is substituted with one or more
R’ groups, and
iii) any of (a)—(c) immcdiately above optionally is substituted with —(C,_g
alkyl)-R’ groups, and

C is selected from (a) NH,, (b) -NHC(=NH)NH; and (c) hydrogen,

or a pharmacettically acceptable salt, ester, tautomer, or prodrug thereof.

7. The compound acsording to Claim 6, wherein A is selected from azepanyl, cyclobutyl,
cyclopentyl, cyclohexyljcycloheptyl, phenyl, pyridinyl, cyclohexenyl, cyclohexadienyl,
dihydropyridyl, furanyl, tetxahydrofuranyl, tetrahydropyridyl, azetidinyl, pyrrolidinyl,
piperidinyl and piperidenyl,;

wherein any of A immediately above optionally is substituted with one or more R’ groups;

alternatively, A is a singie bond;

. .B is_sg—:lec_:_ted fr(_);n (a) —_(C 1-8 alkyl)—_, w erei_n

1) 0—4 carbon atoms in (a) ilymediately above optionally is replaced by a
moiety selected from the group,consisting of -O—, -S(0),—, ~NR®-, (C=0)-,
-S(0),NR’~, and -NRS(O),NR!
ii) (a) immediately above optionallys substituted with one or more R’ groups,
and
iii) (a) immediately above optionally is sukstituted with —(C_g alky])-R’
groups; and

alternatively, B is a single bond,

C is selected from (a) NH, (b) -NHC(=NH)NH; and (c) hydrogen)

or a pharmaceutically acceptable salt, ester, tautomer, or prodrug thergof,
8. The compound according to Claim 7 wherein C-B-A— is selected from the group

consisting of:

hydrogen,
H
H N N N H,N o
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aaeiiasaseiiarass)
O T,
aeassae!
-

or a pharmaceutically acceptable salt, ester, tautdmer, or prodrug thereof.
9. The compound according to Claim 4, wherein G is S¢lected from
5 (a) a single bond, (b) —(C-g alkyl}—, (c) —(C, g alkdpyl)-, (d) —(Co_g alkynyl)-,
wherein
1) 0—4 carbon atoms in any of (b)—(d) immediately above optionally is replaced
by a moiety selected from the group consisting of -8, —S(0),—, -NR°~, —
e (C=0)-, -C(=NR®)-, —S(0),NR’—, -NR°S(0),—, and -NR®S(0),NR"-,
10 ii) any of (b)-(d) immediately above optionally is substituted with one or
more R’ groups, and
iiiy  any of (b)-(d) immediately above optionally is substituted with —(C; g
alkyl)-R° groups;
(e) a 3—14 member saturated, unsaturated, or aromatic heterocycle containing
15 more heteroatoms selected from the group consisting of nitrogen, oxygen, and su

and
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(f) a 3—14 member saturated, unsaturated, or aromatic carbocycle,
whrein (¢) or (f) is optionally substituted with one or more R’ groups;

or a pharmaceutically acceptable salt, cster, tautomer, or prodrug thercof.

10. The cotqpound according to Claim 6, wherein R® is selected from (a) hydrogen, (b) F,
(©) CL, (d) Br, ( 1, () ~CF3, (g) ~CN, () N (i) -NO,, (j) -NHz, (k) ~OR’, (1) -
NHC(=NH)NHa,, —-Cyg alkyl, (n) —C,.5 alkenyl, (o) —C;_s alkynyl, (p) —(Ci_z alkyl) —(3—

14 member saturated,\unsaturated, or aromatic hetcrocycle containing one or more

S

heteroatoms selected frow the group consisting of nitrogen, oxygen, and sulfur), (q) —(Ci_g
alkyl)-(3—14 member saturated, unsaturated, or aromatic carbocycle), (r) —haloalkyl, (s) —
SRS, (t) —3—14 member saturatsd, unsaturated, or aromatic heterocycle containing one or
more heteroatoms selected from the group consisting of nitrogen, oxygen, and sulfur, and (u)

—3-14 member saturated, unsaturated, or aromatic carbocycle; alternatively, two R> groups

‘arc taken together to form a carbocycle]or a pharmaccutically acecptable salt, ester,

tautomer, or prodrug thereof.

11. The compound according to Claim 6, whereibhR® is selected from (a) hydrogen, (b) —C)_s
alkyl or alternatively two R® groups are taken together to form a carbocycle, (c) —haloalkyl,
(d) —3—14 member saturated, unsaturated, or aromatic heterocycle containing one or more
heteroatoms selected from the group consisting of nitrogen, oxygen, and sulfur, and (¢) -3-14
member saturated, unsaturated, or aromatic carbocycle; or a pharmaceutically acceptable salt,

ester, tautomer, or prodrug thercof.

12. The compound according to Claim 9, wherein G selected from
(a) a single bond, (b) «(Ci_g alkyl)-, (¢} ~(Cog alkenyl)—, (d) —(Cyx alkynyl)—,
wherein
1) 0—4 carbon atoms in any of (b)—(d) immediately above optionally is replaced
by a moiety selected from the group consisting of -0-, -S(0),—,—NR°—, —
(C=0)-, -C(=NR®)-~, -S(0),NR*-, ~NR°S(0),—, and ~NR*S$(0),NR’-,
i) any of (b)-(d) immediately above optionally is substituted with ons or

more R’ groups, and
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iii)  any of (b)—(d) immediately above optionally is substituted with —(C_g
alkyl)}-R’ groups;
wherciqg pis 0, 1, or 2,

or a pharinaceuticaily acceptable salt, ester, tautomer, or prodrug thereof,

z; z D—E—F
cording to Claim 2, wherein G—H—J 5 selected from:

D~—E—F

13. The compound &

G—H—J G—H—J

G—H—J, or

or a pharmaceutically acceptable sa¥, ester, tautomer, or prodrug thereof.

14. The compound according to Claim 13, wherin G—H—J is selected from:

o
s

e
.

NH,

148



WO 2011/047320 PCT/US2010/052924

. o

o} o 0 o 0 CF, o
NH, NH, NH; NH, NH, NH,
NH, ) NH ‘ NH,
NH; NH; 2 NH
FsC
HO F o H:CO
NH; NH, NH, NH, NH;

or ~G-H-I is selected from;

e

x\R
Y
o =/

—

M

J

wherein Ry is selected from CH,, NH, N(C_g alkyl), S, or O; R, and R; arc C ok CH cach
independently substituted with one or more F, CH3, CF3, OH, and OCHj; or Ry, Rpand R,
5 are each independently selected from CH, or CRR® wherein R® and R® are taken together to

form a C,_s carbocycle;
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is selected from NHz, NH(C;_5 alkyl), N(C_s alkyl),, NHC(=0)CH3i, NHC(=0O)NH,,
(=NH)NH,, NHC(=NH)H;

whercinnis 0, 1, or 2;

wherein Ry is selected from CHa, NH, N(C,.g alkyl), S, or O; R, is a C or CH, substituted
with one or more CHz or R, s CR?R® wherein R* and R® are taken together to form a Cy_;
carbocycle,

whereinm is 1, 2, or 3;
J is selected from NH2, NH(C,_g alkyl), N(C_g alkyl)>, NHC(=0)CH31, NHC(=0)NH>,
NHC(=NH)NH,, NHC(=NH)H; or a phaymaceutically acceptable salt, cster, tautomer, or
prodrug thereof.

15. The compound according to any of claims 1 tb_14 that binds to a ribosome.

16. The compound according to claim 15, wherein the fibosome is a bacterial ribosome.
17. The compound according to any of the compounds in Table 1 or a pharmaceutically

acceptable salt, ester, tautomer, or prodrug thereof.

18. The pharmaceutical composition comprising a compound according to any one of claims
1-17, or a pharmaceutically acceptable salt, ester, tautomer, or prodrug thereof, and a

pharmaceutically acceptable carrier.

19. A method for treating, preventing or reducing the risk of a disease state in a huigan or
animal comprising administering to a human or animal in need thereof an effective a
a compound according to any onc of claims 1-17, or a pharmaccutically acceptable salt,

ester, tautomer, or prodrug thereof.
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20NA method of treating a microbial infection in a human or animal comprising
administering to the human or animal an effective amount of a compound according to any

one of clajms 1-17, or a pharmaceutically acceptable salt, ester, tautomer, or prodrug thereof.

21. The use of & compound according to any one of claims 1-17, or a pharmaceutically
acceptable salt, ester, tautomer, or prodrug thereof, in the manufacture of a medicament for

treating a microbial idfection in a human or animal.

22. A method of treating, pt¢venting or reducing the risk of a microbial infection in a human
or animal comprising administgring to the human or animal an effective amount of a
compound according to any one of claims 1-17, or a pharmaceutically acceptable salt, ester,
tautomer, or prodrug thereof, wherei the microbial infection is selected from the group
congisting of:
a skin infection, a Gram positive infgction, a Gram negative infection, nosocomial
pneumonia, community acquired pneuxnonia, post—viral pneumonia, hospital acquired
pneumonia/ventilator associated pneumotyja, a respiratory tract infection such as CRTI
(chronic respiratory tract infection), acute pélvic infection, a complicated skin and
skin structure infection, a skin and soft tissue inection (SSTI) including
uncomplicated skin and soft tissue infections (uSSTT)s and complicated skin and soft
tissue infections, an abdominal infection, a complicatsd intra-abdominal infection, a
urinary tract infection, bacteremia, septicemia, endocardi(is, an atrio--ventricular shunt
infection, a vascular access infection, meningitis, surgical prophylaxis, a peritoneal
infection, a bone infection, a joint infection, a methicillin-resiMant Staphylococcus
aureus infection, a vancomycin-resistant Enterococci infection, a\linezolid—resistant
organism infection, a Bacillus anthracis infection, a Francisella tulaxensis infection, a

Yersinia pestis infection, and tuberculosis.

23. The method or use according to any one of claims 19-22 wherein the compound,qr a
pharmaceutically acceptable salt, ester, tautomer, or prodrug thereof, is administered oti

ophthalmically, nasally, orally, parcnterally, intravenously, or topically.
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24\ A method of synthesizing a compound according to any of claims 1-17, or a

phartaccutically acceptable salt, ester, tautomer, or prodrug thereof.

25. A medical device containing a2 compound according to any one of claims 1-17, or a

pharmaceutically acceptable salt, ester, tautomer, or prodrug thereof,
26. The medical devige according to claim 25, wherein the device is a stent.

27. A compound having the formula:

AN D—E—F C—B—A —E—F
)\ /“'\ —H—J j/: /Y\ IKZ*
D, (H),
C-—B—A c—B— .\ /v D—E—F
G—H— (IH) G'—H—J (JV),

wherein U is selected from the group consisting of CRSR3 , 0, NR4, or $(0),, C=0, C=NOR®,
alternatively, two R’s are taken together to form carbonyl,

V is independently selected from —CR*- or -N—;

wherein \@ represents a fused 5 to 7 member saturated,\unsaturated, or aromatic carbocyclic
or heterocyclic ring system;

Wis O, NR!, NOR!, or S, alternatively W= is selected from thy combination of HO- and H-
both attached to the same carbon atom or the combination of (C; jalkyl)O— and H- both
attached to the same carbon atom,

X=——Y represents a single bond or a double bond such that when X =X — Y is a single
bond, X is selected from O, NRz, and S(0), and Y is C—R3, and when X=2Y is a double
bond, X 1s N and Y is a carbon atom,

Z is selected from the group consisting of O, NR?, or S(O)y,
R! is selected from H and C,_g alkyl,

R?is selected from H and Cy 5 alkyl,

R’ is selected from H and C,_g alkyl,

R%is selected from H and Cis alkyl,
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* is selected from H and Cy_g alkyl,
nis0, 1, or 2,

altermagively, -G-H-J is sclccted from

/H—.J
—G
\
H—J

wherein cach

or —-G—H--J 15 selected from:

wherein Ry is selected from CHz, NH, N(Ci_s alkyl), S, or O; Ry and R, are C or CH each
iﬁdependeﬁtly substituted With one or mo F; CHs, CF;, OH, é.nd OéHg,; or Ry, Ry, and RZ
are cach independently selected from CH; or R*R® wherein R® and R® are taken together to
form a C,_s carbocycle;
Jis selected from NH,, NH(C, g alkyl), N(C,; g al
NHC(=NH)NH,, NHC(=NH)H;

whereinn is 0, 1, or 2;

», NHC(=0)CHs, NHC(=0)NH,,

alternatively, —-G—-H-J is selected from

7

X
R:
\J
wherein Ry is selected from CHa, NH, N(C;_g alkyl), S,or O; R,isaCor C

with one or more CHs or R, is CR*R® wherein R® and R® are taken together to f
g

substituted

carbocycle,

whereinm is 1,2, or 3;
J is selected from NH;, NH(C)_g alkyl), N(Cy-s alkyl);, NHC(=0)CH3, NHC(=0O)NH;,
NHC(=NH)NHz, NHC(=NH)H;
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wherein (b) or (c) is optionally substituted with one or more R’ groups;

(d) «(Cis alkyl)-, (¢) «(Cosalkenyl)-, (f) -(Cz -5 alkynyl)-, wherein
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C-B-A-, -D-E-F, and -G-H-J are chemical moieties, wherein

D and G are independently selected from the group consisting of:

(a) a single bond, (b) —(C,_s alkyl)-, (c) —(Ca-g alkenyl)~, (d) —(C;.g alkynyl)-,

herein

1) 0—4 carbon atoms in any of (b)—(d) immediately above optionally is replaced
by a moiety selected from the group consisting of ~0-, —=S(0),—, -NR°—, —
<0)-, —S(0),NR°—, -NRS(0),—, and ~-NR*S(O),NR*-,

if) any of (b)—(d) immediately above optionally is substituted with one or more

0C(0)0—, (1) —-C(O)NR®-, ¥n) -NRCO-, (n) -NREC(O)NR®--, (0) ~C(=NR%)-, (p) -
CENRY)O-, (@) ~OCENRN(T) -CENRINR, (9) -NRECENR)-, (6 -C(=8)-,
(1) ~CESINRS, (1) -NREC(=S)\(w) ~C(0)S-, (x) ~SC(0)-, () ~OC(=S)-, (2) -
C(=8)0-, (aa) ~-NR(CNR®NR®-, (bk) ~-CR*R®C(O)~, (cc) —C(O)NRYCRR®)—, (dd)
a 3—14 member saturated, unsaturated, ox aromatic heterocycle containing one or
more heteroatoms selected from the group donsisting of nitrogen, oxygen, and sulfur,
(ee) a 3—14 member saturated, unsaturated, or‘aromatic carbocycle, and

(ff) -(CR°R®)-,

wherein (dd) or (ce) is optionally substituted with one or moxe R’ groups;

(a) a single bond,
(b) a 3—14 member saturated, unsaturated, or aromatic heterocyclg containing one or
more heteroatoms selected from the group consisting of nitrogen, oXygen, and sulfur,

(c) a 3—14 member saturated, unsaturated, or aromatic carbocycle,
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1) 04 carbon atoms in any of {d)—(f} immediately above optionally is replaced
by a moiety selected from the group consisting of —O—, —S(0),—, -NR’-, -
(C=0)-, ~C(=NR®-, -S(0),NR’~, -NR°S(0),~, and -NR°S(0),NR"-,

ii) any of (d)—(f) immediately above optionally is substituted with one or more
R’ groups, and

{if} any of (d)-(f) immediately above optionally is substituted with —{C;_g
alkyl)}-R° groups;
and (g) (CK

C, F, and T are independently selected from the group consisting of:

(2) hydrogen, (c) F, (d\Cl, (¢) Br, (f) 1, () —CF,, (h) ~CN, (i) N (j) -NO,, (k) -
NRYCRRH),R?, (1) ~OR*Nm) -S(0) (CRRHR?, (n) ~C(OXCRRO)R, (0) -
OC(OXCRRE)RE, (p) -SC(OYCRRHRE, (q) ~C(OYO(CRRO)R?, (1) -
NRCC(ONCRRHRS, (s) ~C(OINRU(CRR®),R®, (t) -C(=NR%)(CRR®)R?, (u) -
C(=NNRRY)(CRRY) R, (v) ~C(=NNRCC(O)RA)(CRRHRY, (w) -
C(=NOR¥)(CRR®)R?, (x) -NRSC(O)O(CRROR?, (v) ~OC(O)NRS(CRR®)R?, (2) -
NR°C(OINRY(CRRO)R?, (a2) -NR*S(0) {CR°RO)R®, (bb) —8(0),NRY(CRR®)R®,
(cc) ~NRS(0) NR(CRR)R?, (dd) -NRR*Nee) -NR*(CR'ROR?, (ff) -OH, (gg) -
NR®R?, (hh) ~OCHs, (i) —S(0),R?, (jj) ~NC(O)RY (kk) -NR°C(NR)NRR®, (Il) a C,_

=

¢ alkyl group, (mm) a C,_; alkenyl group, (nn) a C, galkynyl group, (00) a 3—14

member saturated, unsaturated, or aromatic heterocycle sontaining one or more

heteroatoms selected from the group consisting of nitrogen)oxygen, and sulfur, (pp) a

and (aaa) —S(O)pNRSRS;

wherein (1) through (pp) is optionally substituted with one or more R’ groups;
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)

> is selected from (a) hydrogen, (b) F, (c) Cl, (d) Br, () I, () ~CF;, (g) -CN, (h) N3 (i) -
N8,, () -NRR®, (k) —OR®, (1) -NRYCNR®)NRR, (m) —C_s alkyl, (n) ~C_s alkenyl, (0) —

and sulfur)\(q) —(Ci-s alkyl)-(3—14 member saturated, unsaturated, or aromatic carbocycle),
(r) —haloalkylNs) —SR?, (t) —3-14 member saturated, unsaturated, or aromatic heterocycle
containing onc or\more heteroatoms sclected from the group consisting of nitrogen, oxygen,
and sulfur, and (u) —3-14 member saturated, unsaturated, or aromatic carbocycle;
alternatively, two R® graups are taken together to form a carbocycle;

wherein (m) through (r) &ad (t) through (u) is optionally substitutcd with onc or more R3;

RS is selected from (a) hydrogen\(b) —C)_g alkyl or alternatively two R® groups are taken
together to form a carbocycle, (¢) —haloalkyl, (d) —3-14 member saturated, unsaturated, or
aromatic heterocycle containing one orypore heteroatoms selected from the group_consisting
of nitrogen, oxygen, and sulfur, and () —314 member saturated, unsaturated, or aromatic
carbocycle;

wherein (b) through () is optionally substituted\with one or more R?;

R’ is selected from (a) hydrogen, (b) F, (¢) Cl, (d) Br, (&) 1, (f) -CF,, (g) -CN, (h) -N3 (i) -
NO,, (j) -NRR®, (k) ~OR®, (1} ~-NR*CNR®NR RS, (m) g alkyl, (n) —C;_¢ alkenyl, (o) -
C1-s alkynyl, (p) —(Cig alkyl)-(3—14 member saturated, unsatyrated, or aromatic heterocycle
containing one or more heteroatoms selected from the group consjsting of nitrogen, oxygen,
and sulfur), (q) «(Ci-g alkyl)-(3—14 member saturated, unsaturated, Qr aromatic carbocycle),
(r) ~haloalkyl, (s) -NRR?, (t) ~OR®, (u) (CRRHNRR?, (v) ~CR°R*R?, (w) —SR", (x) -3~
14 member saturated, unsaturated, or aromatic heterocycle containing one\pr more
heteroatoms selected from the group consisting of nitrogen, oxygen, and sulfyy, (y) -3-14
member saturated, unsaturated, or aromatic carboeycle, (z) —(CR°R®C(OINR®RE, (aa) -
S(O)RE, (bb) -NRC(O)NR R, (cc) -NREC(O)RS, and (dd) ~-C(=NRé)NR°R®;

wherein (m) through (q) and (x) through (y) are optionally substituted with one or moge R
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R is selected from () hydrogen, (b) F, (c) CI, (d) Br, (e) I, (f) CF,, (g) -CN, (h) N3 (i) —
NB,, (7) -NR°R’, (k) —OR’, () -NR(CNR%NRR, (m) —C, g alkyl, (n) —Cy_g alkenyl, {0) -
Ci-s alkynyl, (p) —(Ci_s alkyl)-(3—14 member saturated, unsaturated, or aromatic heterocycle
containing one or more heteroatoms selected from the group consisting of nitrogen, oxygen,
and sulfur),Xg) «(Ci_g alkyl)—(3-14 member saturated, unsaturated, or aromatic carbocycle),
(r) —3—14 member saturated, unsaturated, or aromatic heterocycle containing one or more
heteroatoms sclected from the group consisting of nitrogen, oxygen, and sulfur, (s) —3-14
member saturated, unsaturated, or aromatic carbocycle, (t) —haloalkyl, (u) —C(O)(CRGRG)IRQ,
(v) SRS, (w) —~OC(O)CR°R®R’, (x) -NR*C(O)NRR’, (y)-NR°C(O)R?, (z) —
NRY(CNR®)INR®R?), (aa) ~QONRY(CNRHNRRS, (bb) ~C(=NRANRR, (cc) —S(0),R?, (dd) —
(CROR®)C(O)NRR®, (ee) {CR°R®OR’, and (ff) (CRR®NRR’;

wherein (m) through (s) is optionally substituted with one or more R;

R’ is selected from (a) hydrogen, (b) F,X¢) Cl, (d) Br, () I, (f) -CF,, (g) -CN, (h) -N3 (i) -

NO,, (j) -NR°R'?, (k) ~OR®, () -NR*CNRH)NR RS, (m) ~C(OXCR°R®)NRR®, (n) ~C\_g
alkyl, (0) —Cy_g alkenyl, (p) —C;_g alkynyl, (q)3—14 member saturated, unsaturated, or
aromatic heterocycle containing one or more hetexpatoms selected from the group consisting
of nitrogen, oxygen, and sulfur, (r) —3—14 member shurated, unsaturated, or aromatic
carbocycle, (s) —haloalkyl, (£) -(CR°R®),OR®, (u) ~O(CR’R®)NRR"”, (v) ~C(O)R®, (w) —SRS,
(x) C(OYOR", () =S(0),R®, (2) ~(C)_s alkyl)-(3—14 member saturated, unsaturated, or
aromatic heterocycle containing one or more heteroatoms selégted from the group consisting
of nitrogen, oxygen, and sulfur), (aa) —(C;_s alkyl)-(3—14 membey saturated, unsaturated, or
aromatic carbocycle), (bb) —O(CR°R*)ORS, (cc) ~C(=NRENRERS, & d) ~ONRCR®, (ee) —
NROC(O)NRERS, (ff) ~O(CR°R®),0R’, (gg) -NRC(O)R?, and (hh) ~(CR*R®)NRR™®;

wherein (n) through (r) and (z) through (aa) is optionally substituted with.one or more R'°;

RY is selected from (a) hydrogen, (b) F, (c) Cl, (d) Br, (¢) I, (f) -CF;, (g) -CN, (k) N3 (i) -
NO,, () -NRR®, (k) —OR®, (I) -NR¥CNRHNR R, (m) ~C(O)(CRRHNRORE, (n)\C s
alkyl, (o) —Ci_s alkenyl, (p) —Ci_s alkynyl, (q) ~3-14 member saturated, unsaturated, o
aromatic heterocycle containing one or more heteroatoms selected from the group consisting

of nitrogen, oxygen, and sulfur, (r) —3-14 member saturated, unsaturated, or aromatic
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arbocycle, (s) —haloalkyl, (£) «(CRR®ORE, (1) ~O(CRRHNRRE, (v) ~C(O)R?, (w) -SR,
(XN-C(O)OR’, (y) —S(0),R’, (z) —(C\.¢ alkyl}~(3-14 member saturated, unsaturated, or
aromatic heterocycle containing one or more heteroatoms selected from the group consisting
of nitroggn, oxygen, and sulfur), (aa) —(C,_g alkyl)-(3—14 member saturated, unsaturated, or
aromatic caxbocycle), (bb) ~O(CR®R®)0R’, (cc) —C(=NRNRCRS, (dd) ~-ONRRS, (ec) —
NRC(O)NRRS, (ff) —O(CR®R®)OR®, (gg) -NR°C(O)R®, and (hh) —(CR°R®)\NR°RS,

optionally, wherein either the group -D~E-F or the group —G-H-1 is absent, but both
—D-E-F and —-G-H-J ai¢ not simultaneously absent;
pis0, I, or2, and
tis0, 1,2, or3,

or a pharmaceutically acceptablégalt, ester, tautomer, or prodrug thercof.




WHAT IS CLAIMED IS

1. A medical device containing a compound having the formula:

c—B—A o D—E—F C—B—A o) e
\N/j I\N/ :©D [
)\ 7 //'L
otN N G*H_J(V), o) N N G—H—J

(VI
O 0
—B—A —e— C—B—A D—E—F
pee J O
/J\ )\ = S
G—H—) o~ °N" N H—J
N R (VID,or : (V1)
wherein —G—H-J, alternatively, is sclected from
/H—J
—q
N\
H—J

~ wherein each H and J is independently selected,

R

“\
Ry
7/
b2
J H
wherein Ry is selected from CHj, NH, N(C1_g alkyl), S, or Q; Ry and R, are C or CH each
independently substituted with one or more F, CHa, CF3, OH, and OCHj; or Ry, Ry, and R,

or —G-H-J is seclected from;

—

are each independently selected from CH, or CR*R® wherein R® and R” are taken together to
form a C;_s carbocycle;

Jis selected from NHy, NH(C,. g alkyl), N(C)_s alkyl),, NHC(=0)CH3, NHC(=0)NH,,
NHC(=NH)NH,, NHC(=NH)H;

whereinnis 0, 1, or 2;

alternatively, -G-H-1 1s sclected from
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R
Z\J
wherein Ry is selected from CH,, NH, N(Cy_g alkyl), S, or O; R, is a C or CH, substituted
with one or more CHa or R, is CR"R® wherein R* and R® are taken together to form a Cys
carbocycle,
whercinm is 1, 2, or 3;
Jis selected from NH,, NH(C,5 alkyl), N(C).g alkyl)y, NHC{(=0)CH3, NHC(=0)NH,,
NHC(=NH)NH,, NHC(=NH)H;

C-B-A—, -D-E-F, and —-G-H-J arc chemical moictics, wherein
A, D and G are independently selected from the group consisting of:
-+ -(a)-a single bond; (b) —(C:5 alkyl)- ;{c)-—(Cs.s alkenyl)— (d) —(Ca:g alkynyl)—— -
wherein
i) 0—4 carbon atoms in any of (b)-(d) immcdiatcly above optionally is replaced
by a moiety selected from the group consisting of -0—, ~$(0)y—, -NR"~, ~
(C=0)-, -S(0)NR -, -NR°S(0),~, and -NR S(0),NR®-.,
ii) any of (b)-(d) immediately above optionally is substituted with one or more
R® groups, and
iif) any of (b)—{d) immediately above optionally is substituted with —(C;_g
alkyl)-R’ groups;
(€)-0-, (f) NR™, (8) ~8(O)y, (h) ~C(O)-, (i) ~C(0)O-, (j) ~OC(O}-, k) -
OC(0)O-, (I) ~C(O)NR®-, (m) -NR®CO-, (n) -NROC(O)NR®-, (0) ~C(=NR®)-, (p) -
CENRYO-, (q) -OC(=ENR)-, (r) —C(=NRONRC-, (s) -NRC(=NR%)-, () -C(=8)-,
(1) ~CE=SINR ™, (v) -NRC(=8), (w) ~C(0)S~, (x) -SC(0)-, (¥)-OC(=S)-, (2) -
C(=8)0-, (aa) -NRYCNRNR"-, (bb) ~-CR*R°C(0)-, (cc) ~C(ONRYCRRE)~, (dd)
a 3-14 member saturated, unsaturated, or aromatic heterocycle containing one or
mor¢ heteroatoms sclected from the group consisting of nitrogen, oxygen, and sulfur,
(ee) a 3—14 member saturated, unsaturated, or aromatic carbocycle, and

() —(CRR%),
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whercin (dd) or (cc) is optionally substituted with one or more R® groups;

B, E, and H arc independently selected from the group consisting of:
{a) a single bond,
(b) 8 3-14 member saturated, unsaturated, or aromatic heterocycle containing one or
more heteroatoms sclected from the group consisting of nitrogen, oxygen, and sulfur,
(c) a 3—-14 member saturated, unsaturated, or aromatic carbocycle,
wherein (b) or (c) is optionally substituted with one or more R® groups;
(d) —(Ci_g alkyl), (¢) —(Cy-g alkenyl)—, (f) —(C2 g alkynyl)—, wherein
i) 0—4 carbon atoms in any of (d)—(f) immediately above optionally is replaced
by a moiety selected from the group consisting of ~O—, -S(0),—, “NR*-, —
(C=0)-, -C(=NR®)-, —-8(0),NR*-, -NRS(0),—, and ~NR*S(0),NR"~,

ii) any of (d)—(f) immediately above optionally is substituted with one or more

—— ~ - RPgroups,and - -~ - -
iii) any of (d)—(f) immediately above optionally is substituted with —(Cy_g
alkyl)-R’ groups;

and (g) (CR*R®)—,

C, F, and ] are independently selected from the group consisting of:
(a) hydrogen, (¢) F, (d) C, (¢) Br, () I, (g) ~CFy, (h) ~CN, (i) -Na () -NO, (k) -
NRY(CRRO)R, () -OR®, (m) —8(0),(CR*R)R?, (n) ~C(OXCRRE) R, (0) -
OC(O)CRROR, (p) -SC(O)CRROR?, (q) ~C(OYO(CRRORE, (r) ~
NRC(O)CRPRORY, (5) -C(O)NRYCRRO)RE, (1) -C(=NR®)CRR)R?, (u) -
C(=NNRRO)(CRRYR®, (v) -C(=NNRC(O)R*}(CRRO)R, (w) -
C(=NOR®(CRR®)R, (x) -NR°C(Q)O(CR®RO) R, (y) ~OC(O)NRY(CRROR?, (2) -
NRC(O)NRYCRR®)RY, (aa) -NRS(0) (CR*RO)RY, (bb) -S(0),NR(CRRO)R",
(co) -NRS(0) NR(CRPRO)RY, (dd) -NRR?, (ec) -NRYCRRO)R®, (ff) —OH, (gg) -
NR'R®, (hh) ~OCHs, (ii) ~S(0),R®, (if) -NC(O)R®, (kk) ~NRCONR)NRR?, () a C,_
g alkyl group, (mm) a C, g alkenyl group, (nn} a C,_galkynyl group, (00) a 3-14

member saturated, unsaturated, or aromatic heterocycle containing one or more
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heteroatoms sclected from the group consisting of nitrogen, oxygen, and sulfur, (pp) a
314 member saturated, unsaturated, or aromatic carbocycle, (qq) —
(CRRENRYCRRORY, (11) -N[(CRRH)R}[C=0(CRR%)R?], (55) —
(CRRON[(CRRORICRRERY, (tt) {CRRONRYC=O)}CRRHRE, (uu) -
haloalkyl, (vv) —C(OXCRH(CR*RHRYR?, (ww) ((CRR®).C(O)NR®R?, (xx) -
(CRERDCOYO(CRERHR?, (yy) -NROC(OICR*RPR?, (zz) -N[(CRRORIICIOIR®,
and (aaa) -S(0)},NR*R®;

wherein (1) through (pp) is optionally substituted with one or more R” groups;

R’ is selected from (a) hydrogen, (b} F, (c) Cl, (d) Br, (¢) I, (f) -CF,, (g) -CN, (h) -N3 (i) -
NO,, (j) -NR°RY, (k) ~OR?, (I) ~NR(CNR®)NR R, (m) ~C; 5 alkyl, (n) —C.s alkenyl, (o) -
C.z alkynyl, (p) —(C; 5 alkyD)-(3-14 member saturated, unsaturated, or aromatic heterocycle

containing one or more heteroatoms selected from the group consisting of nitrogen, oxygen,

" anid sulfuf), (q) ~(C1 s alky)~(3—14 member saturated, unsaturated, or aromatic carbocycle),

(r) ~haloalkyl, (s) SRS, (t) -3—14 member saturated, unsaturated, or aromatic heterocycle
containing one or more heteroatoms selected from the group consisting of nitrogen, oxygen,
and sulfur, and (u) —3-14 member saturated, unsaturated, or aromatic carbocycle;
alternatively, two R® groups are taken together to form a carbocycle;

wherein {m) through (r) and (¢} through (1) is optionally substituted with one or more R%;

RS is selected from (a) hydrogen, (b) —Ci_g alkyl or alternatively two R® groups are taken
together to form a carbocycle, (¢) ~haloalkyl, (d) —3-14 member saturated, unsaturated, or
aromatic heterocycle containing one or more heteroatoms sclected from the group consisting
of nitrogen, oxygen, and sulfur, and (¢) —3-14 member saturated, unsaturated, or aromatic
carbocycle; '

wherein (b) through (e) is optionally substituted with one or more RY,

R’ is selected from (a) hydrogen, (b) F, (c) CL, (d) B, (e) I, (f) -CF,, (g) ~CN, (h) -Na (i) -
NO,, (j) -NR®R®, (k) —OR®, (1) -NRY(CNR®)NRRE, (m) -C,_g alkyl, (n) —C).s alkenyl, (0) -
C s alkynyl, (p) ~(C1-¢ alkyh—-(3-14 member saturated, unsaturated, or aromatic heterocycle

containing one or more heteroatoms sclected from the group consisting of nitrogen, oxygen,
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and sulfur), (q) —(Ci-s alkyl)~(3—14 member saturated, unsaturated, or aromatic carbocycle),
(r) -haloalkyl, (s) -NR°R®, (1) —OR?, (u) ~(CRR®)NR'R?, (v) —-CRIR®R?, (w) —SRS, (x) -3—
14 member saturated, unsaturated, or aromatic heterocycle containing one or more
heteroatoms selected from the group consisting of nitrogen, oxygen, and sulfur, (y) -3-14
member saturated, unsaturated, or aromatic carbocycle, (z) ~(CRR®),C(O)NR*R?, (aa) —
S(O),R®, (bb) -NROC(ONR®R, (cc) -NRSC(OYRS, and (dd) ~C(=NR®)NR°R®;

wherein (m) through (q) and (x) through (y) arc optionally substituted with one or more R*

R® is selected from (a) hydrogen, (b) F, (c) Cl, (d) Br, (e) 1, (f) —=CF,, (g) -CN, (h) =Nz (i) -
NO,, () -NR°R’, (k) ~OR’, (1) -NR(CNRONRRE, (m) ~C; 3 alkyl, (n) ~C_5 alkenyl, (o) ~
C1s alkynyl, (p) —(C - alky]}-(3—14 member saturated, unsaturated, or aromatic heterocycle
containing one or more heteroatoms selected from the group consisting of nitrogen, oxygen,
and sulfur), (q} «(C)-s alkyD)—(3-14 member saturatcd, unsaturated, or aromatic carbocycle),
(r) =3-14 member saturated, unsaturated, or aromatic heterocycle containing one or more
heteroatoms selected from the group consisting of nitro-gen,- oxygeﬁ, and sulflif, (5) -3-14
member saturated, unsaturated, or aromatic carbocycle, (t) —halealkyl, (u) ~-C(OXCRR®)R’,
() =SR®, (w) ~OC(O)(CRRHR?, (x) ~NR°C(OINRR®, (y}-NRCC(O)R’, (z) -
NRYCNR’)(NR®R®), (aa) -ONR(CNRNR RS, (bb) ~C(=NR*NR°R’, (cc) -S(0),R’, (dd) -
(CR°RHC(ONRR?, (ce) ~(CRPRO)OR?, and (ff) ~(CR°R)NRR’;

wherein (m) through (s) is optionally substituted with one or more R?;

R? is selected from (a) hydrogen, {b) F, (c) CI, (d) Br, (¢) I, (f) ~CF,, (g) -CN, (h) -N3 (i) -
NO,, (j)-NR°R', (k) —OR®, (1) -NRYCNRNRR, (m) ~C(O}CRR)NRRE, (n) —Cy.¢
alkyl, (0) —Cy_g alkenyl, (p) —C,.y alkynyl, (q) —3—14 member saturated, unsaturated, or
aromatic heterocycle containing one or more heteroatoms selected from the group consisting
of nitrogen, oxygen, and sulfur, (r) —3—14 member saturated, unsaturated, or aromatic
carbocycle, (s) —haloalkyl, (1) (CR°R®ORS, () ~O(CR°RHNROR'®, (v) ~C(O)RS, (w) —SR?,
(x) —C(OYOR™, (y) —=S(0),R°, (2} —(C)s alkyl)~(3~14 member saturated, unsaturated, or
aromatic heterocycle containing one or more heteroatoms selected from the group consisting

of nitrogen, oxygen, and sulfur), (aa) —(C,_g atkyl)-(3-14 member saturated, unsaturated, or
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aromatic carbocycle), (bb) —O(CR*R}ORY, (cc) —C(=NRONRCRS, (dd) ~ONRR®, (ce) -
NROC(OINRR®, (ff) ~O(CR°ROR?, (2g) -NRC(O)R®, and (hl) ~(CR*R®)NRR'";

wherein (n) through (r) and (z) through (aa) is optionally substituted with one or more R™;

R is selected from (a) hydrogen, (b) F, (c) CL (d) Br, (¢) L, (f) —CF,, (g) ~CN, (h) -Na (i) -
NO,, () -NRR®, (k) —OR®, (1) -NR®CNRHNRRS, (m) -C(O}CRRONR RS, (n) —Ci_s
alkyl, (o) —C.g alkenyl, (p) —C;_g alkynyl, (q) —3—14 member saturated, unsaturated, or
aromatic heterocycle containing one or more heteroatoms selected from the group consisting
of nitrogen, oxygen, and sulfur, (r) -3-14 member saturated, unsaturated, or aromatic
carbocycle, (s) —haloalkyl, (t) {CR°R®OR®, (u) ~O(CRR®)NRR®, (v) ~C(O)R®, (w) -SR®,
(x) -C(O)ORS, §%) HS(O)E,RG, (z) —(C, alkyl)~(3-14 mcmber saturated, unsaturated, or
aromatic heterocycle containing one or more heteroatoms selected from the group consisting

of nitrogen, oxygen, and sulfur), (aa) —(C;.g alkyl)—(3—14 member saturated, unsaturated, or

aromatic carbocycle), (bb) ~O(CRR®)ORE, (cc) —C(=NR“)I_\_1_1_2“_13‘?_,__ (dd) -ONRR®, (ee) - |
NROC(O)NRRS, () -O(CRR®)ORS, (gg) -NRPC(O)R?, and (hih) ~(CR°R®)NRERS;

optionally, wherein cither the group -D-E-F or the group ~-G-H-J is absent, but both
-D-E-F and ~G-H-J arc not simultancously absent;
pis0, 1, or2, and
tis G, 1,2, 0or 3,

or a pharmaceutically acceptable salt, ester, tautomer or prodrug thereof.
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