CLAIMS
1. A compound of Formula Ic:

Me OMe Me Me

(Ic)

or a pharmaceutically acceptable salt, tautomeresisomer, or oxepane isomer thereof,
wherein:
R32is —H, =0, -OR, -Ns, or —O-C(=2)-R3%?2
R?8is —H, (G-Cs)alkyl, or —C(=2)-R?82
R*is —H or —C(=2)-R4%2
wherein when R and RP are H, then R is not =O;
wherein the compound has one, two, or three ofdh@wing features: a) R is
—0O-C(=2)-R322 b) R8is—C(=2)-R?%2 ¢) R?is—C(=2)-R%0=
each 2 is independently O or S;
R282 R822 and R%are independently 2AL-A%-B; —A-A2-B; —L>-A%-L-A%-L3-B;

Al and & are independently absent or are independentlgteelédrom

R’ o 7 o
¥ _ R
ST e 5 ﬁ)&
LUNLN V/Y\N N, Ry
T N
;{J\C(;N ‘;"{
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mEpEen G | G ity N

N
Y
RS R®

R’ R’ o
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Rz/\[\N)\NAs 23 \NJN\N & "Q)L;
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h RS .
° Rﬁjﬁ’ % ,

R® 0

and

wherein the bond on the left side of, As drawn, is bound to —C(3Zor L% and
wherein the bond on the right side of themoiety, as drawn, is bound to B of; L

each Q is independently 1 to 3 rings selected foytene, cycloalkylene, heteroarylene,
and heterocyclylene;

each X is independently absent or 1 to 2 ringscésdiefrom arylene, cycloalkylene,
heteroarylene, and heterocyclylene;

each X is independently a heteroarylene or heterocycéytamg;

each W is independently absent or 1 to 2 ringsctedefrom arylene, cycloalkylene,
heteroarylene, and heterocyclylene;

each W is independently a heteroarylene or heterocycéylimg;
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each G is independently absent or a ring selected &rylene, cycloalkylene,
heteroarylene, and heterocyclylene;
each G and G are independently heteroarylene or heterocyclytamg

each Ll is independently selected from

w{ VO?V 0 %HV O/>q\/O\Y/\g){,

R3 R®
%Néﬁoﬁqw O\Y/\[O(NVO%OVO\YT %ﬂ O?QVO\YY |
oo soveteng o

A LA e o Sl £

, and

R3
N
r{N/\Y/O\/GO/\a/ b
R3 q .

L? and L2 are independently absent or are independentlgteeldérom

R3
Né/\oﬁq\/o‘y/\gﬁk %Hé/\o/)q\/O\Y/\ﬂk
ro o |

%Néﬁo/)q\/O\Y/\KNMOhO\YT ﬁé/\oﬁqvow“g}f
;(H/\Y,O\/fo/\% By O Vfo A% “’iry:\v/ov\éo“ﬁ

%*m (oo YA ool okl

,and O
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each B is independently selected from

each B is independently selected froft NR3-(C(R%)2)n-, 5~ NR3-(C(R®)2)n-(Ce-
Cioarylene-(C(R)2)n-, 3~ NR3-(C(R®)2)n-heteroarylene-}~ NR(C(R®)2)n-heteroarylene-
(C(R%2)n-, *~ (Cs-Cao)arylene-,*~ NR-(C(R®)2)n-NR3*C(0)-, *~ NR-(C(R®)2)n-heteroarylene-

heterocyclylene-(&Cig)arylene-,*~ heteroarylene-heterocyclylene-(Go)arylene-,

N SV
‘.? 9
-;C—(C(R3)2)p- -5-C—(C(R3)2)p-heteroarylene- (C(R%)2)p— (C(R¥2)p—
ﬁN KO\
N N O CR)
(C(RS)Z)p_’ (C(R¥)p)p— ’

N p
“(Ce-Cro)arylene- |

@)

A}J\Q .

N ~N
CRY)p 3/ Cf/
o , & N

N N—heteroarylene——
__/ heterocyclylene —arylene—

£y

SN
| o

N" “(CRa)2n™, = NR3-(C(R3)2)n-S(Op—arylene-C(O)—, and~ NRC(R®)2)n-
S(Ox—arylene-(C(R)2)n —, wherein the?~ bond on the left side of'Bas drawn, is bound to?A
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L3, or LY, and wherein the heteroarylene, heterocyclylene,aylene are each independently
optionally substituted with alkyl, hydroxyalkyl, lealkyl, alkoxy, halogen, or hydroxyl;

each Ris independently H or (Cs)alkyl;

each R is independently H, (&Cs)alkyl, halogen, 5-12 membered heteroaryl, 5-12
membered heterocyclyl, §&Cio)aryl, wherein the heteroaryl, heterocyclyl, ang are
optionally substituted with -N, -ORE, halogen, (&Cs)alkyl, -(C1-Cs)alkylene-heteroaryl, -
(C1-Ce)alkylene-CN, -C(O)NRheteroaryl, or -C(O)NRheterocyclyl;

each Ris independently H, (£Ce)alkyl, -C(O)OR, or —N(F)., wherein the alkyl of
(C1-Ce)alkyl is optionally substituted with —N@R or -OF;

each R is independently H, (£Ce)alkyl, -C(O)OR, or —N(F)., wherein the alkyl of
(C1-Ce)alkyl is optionally substituted with —N@R or -OF;

each Ris independently H, (£Ce)alkyl, -C(O)OR, or —N(F)., wherein the alkyl of
(C1-Ce)alkyl is optionally substituted with —N@R or -OF,

each R is independently H, (£Ce)alkyl, -C(O)OR, or —N(F)., wherein the alkyl of
(C1-Ce)alkyl is optionally substituted with —N@R or -OF,

each Y is independently C¥Ror a bond;

each n is independently an integer from one to 12;

each o is independently an integer from zero to 30;

each p is independently an integer from zero to 12;

each g is independently an integer from zero tca8d,;

each r is independently an integer from one_to 6;

wherein arylene refers to an polyunsaturated, ationtgydrocarbon substituent
comprising 1-3 rings; cycloalkylene comprises 38acarbons; heteroarylene refers to an
arylene group that contains at least one heteroagected from N, O, and S; and
heterocyclylene refers to a monocyclic or polyaydito 24-membered ring containing carbon
and at least one heteroatom selected from O, BndNS; alkyl comprises 1 to 24 carbons;
hydroxyalkyl comprises 1 to 24 carbons; haloallgiprises 1 to 24 carbons; and alkoxy refers

to comprises 1 to 24 carbons.

2. The compound of claim 1, or a pharmaceuticaltyeatable salt, tautomer,
stereoisomer, or oxepane isomer thereof, wher&isR-O.
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3. The compound of claim 1, or a pharmaceuticaltyeatable salt, tautomer,

stereoisomer, or oxepane isomer thereof, wher&isROR.

4. The compound of any one of claims 1-3, or aplaaeutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwdtein the compound is represented by the

structure of Formula (I-40Db):

Me OMe Me Me

(1-40b)
wherein RCis —C(=2)-R*%2

5. The compound of claim 4, or a pharmaceuticaltyeatable salt, tautomer,

stereoisomer, or oxepane isomer thereof, whereia @.

6. The compound of claim 4, or a pharmaceuticailyeptable salt, tautomer,

stereoisomer, or oxepane isomer thereof, whereia 3.

7. The compound of any one of claims 4-6, or aplaaeutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwrein R%is —Al-L1-A?%-B, wherein A and
AZ? are absent.

8. The compound of any one of claims 4-6, or aplaaeutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwfrein R%is —Al-L1-A2-B, wherein & is
absent.

9. The compound of any one of claims 4-6, or aplaaeutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwrein R%is —Al-L1-A?%-B, wherein A is
absent.
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10.  The compound of any one of claims 4-6, or arphaeutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwfrein R02is —Al-L1-A%-B.

11.  The compound of any one of claims 4-6, or arphaeutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwfrein R%2is —Al-A2-B.

12. The compound of any one of claims 4-6, or amphaeutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwfrein R%is —[>-Al-L1-A?-L3-B, wherein
L? and A are absent.

13.  The compound of any one of claims 4-6, or arphaeutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwrein R%2is —2-A1-L-A2-L3-B, wherein
L2 is absent.

14. The compound of any one of claims 4-6, or amphaeutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwrein R%2is —2-A1-L-A2-L3-B, wherein
L3 is absent.

15. The compound of any one of claims 1-3, or amphaeutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwrein the compound is represented by the
structure of Formula (I-28b):

Me OMe Me Me

(1-28b)

wherein R8is —C(=2)-R?8

16.  The compound of claim 15 or a pharmaceutiadlyeptable salt, tautomer,
stereoisomer, or oxepane isomer thereof, wherkis @.
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17.  The compound of claim 15, or a pharmaceuticadlyeptable salt, tautomer,

stereoisomer, or oxepane isomer thereof, whereia 3.

18.  The compound of any one of claims 15-17, dnarmaceutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwfrein R8s —Al-L1-A2-B, wherein A and
A? are absent.

19. The compound of any one of claims 15-17, dnamaceutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwrein R8s —Al-L1-A?%-B, wherein & is
absent.

20. The compound of any one of claims 15-17, dnamaceutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwfrein R82is —Al-L1-A2-B, wherein A is
absent.

21. The compound of any one of claims 15-17, dnamaceutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwfrein R82is —Al-L1-A2-B.

22.  The compound of any one of claims 15-17, onamaceutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwfrein R8s —Al-A2-B.

23.  The compound of any one of claims 15-17, onamaceutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwrein R82is —2-A1-L-A2-L3-B, wherein
L2 and A are absent.

24.  The compound of any one of claims 15-17, onamaceutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwfrein R8is —[>-Al-L1-A?-L3-B, wherein
L2 is absent.

25.  The compound of any one of claims 15-17, onamaceutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwfrein R8is —[>-Al-L1-A?-L3-B, wherein

L3 is absent.

26. The compound of claim 1, or a pharmaceuticailyeptable salt, tautomer,
stereoisomer, or oxepane isomer thereof, whereicdimpound is represented by the structure
of Formula (I-32b):
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Me OMe Me Me

(1-32b)
wherein R?is —O-C(=2)-R3%2

27. The compound of claim 26, or a pharmaceuticatlyeptable salt, tautomer,

stereoisomer, or oxepane isomer thereof, wherkis @.

28.  The compound of claim 26, or a pharmaceuticalyeptable salt, tautomer,

stereoisomer, or oxepane isomer thereof, wherkia 2.

29.  The compound of any one of claims 26-28, onamaceutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwfrein R?2is —Al-L'-A?-B, wherein A and
A? are absent.

30. The compound of any one of claims 26-28, onamaceutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwrein R?2is —Al-L1-A?%-B, wherein & is
absent.

31.  The compound of any one of claims 26-28, onamaceutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwfrein R?2is —Al-L1-A2-B, wherein A is
absent.

32. The compound of any one of claims 26-28, dnamaceutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwfrein R?2is —Al-L1-A%-B.

33. The compound of any one of claims 26-28, dnamaceutically acceptable salt,

tautomer, stereoisomer, or oxepane isomer thendwfrein R?2is —Al-A2-B.
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34.  The compound of any one of claims 26-28, onamaceutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwrein R?2is —2-A1-L-A2-L3-B, wherein
L2 and A are absent.

35. The compound of any one of claims 26-28, dnamaceutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwrein R?2is —2-A1-L-A2-L3-B, wherein
L? is absent.

36. The compound of any one of claims 26-28, dnarmaceutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thendwfrein R?2is —[>-Al-L1-A?-L3-B, wherein

L3 is absent.

37. The compound of any one of claims 1-10, 1223133, and 34-38, or a

pharmaceutically acceptable salt, tautomer, steoeeer, or oxepane isomer thereof, wheréin L

ey

IS r.

38. The compound of any one of claims 1-10, 1223133, and 34-38, or a

pharmaceutically acceptable salt, tautomer, steoeeer, or oxepane isomer thereof, wheréin L
H
Hmghoy s
is a o .

39. The compound of any one of claims 1-10, 1223133, and 34-38, or a
pharmaceutically acceptable salt, tautomer, steogeér, or oxepane isomer thereof, wheréin L

R R
NS SR A &
is o :

40. The compound of any one of claims 1-10, 1223133, and 34-38, or a

pharmaceutically acceptable salt, tautomer, steogaér, or oxepane isomer thereof, wheréin L

is WO%O\YT :
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41.  The compound of any one of claims 1-10, 1223133, and 34-38, or a

pharmaceutically acceptable salt, tautomer, steoeeér, or oxepane isomer thereof, wheréin L
giH/\Y/O\/\éo/\%
is O .

42.  The compound of any one of claims 1-10, 1223133, and 34-38, or a
pharmaceutically acceptable salt, tautomer, steogeér, or oxepane isomer thereof, wheréin L

is %\Y/O\/GO/\;:Z .

43. The compound of any one of claims 1-6, 12-B728, and 33-42, or a

pharmaceutically acceptable salt, tautomer, steogeér, or oxepane isomer thereof, wheréin L
H
Mmooy
is K o .

44.  The compound of any one of claims 1-6, 12-B728, and 33-42, or a

pharmaceutically acceptable salt, tautomer, steoga@r, or oxepane isomer thereof, wheréin L
N o
is a o .

45, The compound of any one of claims 1-7, 9, 5218, 20, 23, 26-29, 31, 34, and
37-42, or a pharmaceutically acceptable salt, taatpstereoisomer, or oxepane isomer thereof,
wherein A is absent.

46.  The compound of any one of claims 1-6, 8, 103B117, 19, 21-22, 24-28, 30,
32-33, and 35-42, or a pharmaceutically acceptsditetautomer, stereoisomer, or oxepane

R7

RGP
N N
LN _N
T
isomer thereof, wherein'As R® o .
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47.  The compound of any one of claims 1-6, 8, 103B117, 19, 21-22, 24-28, 30,
32-33, and 35-42, or a pharmaceutically acceptsditetautomer, stereoisomer, or oxepane

}
Ny N\)
| T
isomer thereof, whereinAs %

48. The compound of any one of claims 1-6, 8, 101B117, 19, 21-22, 24-28, 30,

32-33, and 35-42, or a pharmaceutically acceptsditetautomer, stereoisomer, or oxepane
)

N
isomer thereof, wherein'As % \)
49.  The compound of any one of claims 1-6, 8, 103B117, 19, 21-22, 24-28, 30,

32-33, and 35-42, or a pharmaceutically acceptsditetautomer, stereocisomer, or oxepane

R7
?EN/\i?\‘N .
R3 \N)\N/N
NTﬁg
isomer thereof, whereinAs o

50. The compound of any one of claims 1-6, 8, 101B117, 19, 21-22, 24-28, 30,

32-33, and 35-42, or a pharmaceutically acceptsditetautomer, stereocisomer, or oxepane
5
o
N._N
T
_ o ;{N _N
isomer thereof, wherein'As
51. The compound of any one of claims 1-6, 8, 101B117, 19, 21-22, 24-28, 30,

32-33, and 35-42, or a pharmaceutically acceptsditetautomer, stereoisomer, or oxepane

R7

ER G

N

K/N§

isomer thereof, whereinAs .

439



52.  The compound of any one of claims 1-6, 8, 103Bt17, 19, 21-22, 24-28, 30,

32-33, and 35-42, or a pharmaceutically acceptsditetautomer, stereoisomer, or oxepane
O
N
T

. X
isomer thereof, wherein!As. RS

53.  The compound of any one of claims 1-6, 8, 101Bt17, 19, 21-22, 24-28, 30,

32-33, and 35-42, or a pharmaceutically acceptsditetautomer, stereoisomer, or oxepane
o}
o
YOy
N P 0
RG

54.  The compound of any one of claims 1-8, 15-883@, and 37-42, or a

J

N X
isomer thereof, whereinAs Y RS

pharmaceutically acceptable salt, tautomer, steoge@r, or oxepane isomer thereof, wherein A
is absent.

55. The compound of any one of claims 1-6, 9-17220and 31-42, or a

pharmaceutically acceptable salt, tautomer, steogeer, or oxepane isomer thereof, wherein A

R7
}{N N

) I R
R3 \N)\NK/ 5
N N
Bl
N
R8 o .

56. The compound of any one of claims 1-6, 9-17220and 31-42, or a

pharmaceutically acceptable salt, tautomer, steogeer, or oxepane isomer thereof, wherein A
0

RS )N\/|
K\N SN

NN R
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57.  The compound of any one of claims 1-6, 9-17280and 31-42, or a
pharmaceutically acceptable salt, tautomer, steoge@r, or oxepane isomer thereof, wherein A

58.  The compound of any one of claims 1-6, 9-17280and 31-42, or a

pharmaceutically acceptable salt, tautomer, steogeér, or oxepane isomer thereof, wherein A

?{N/\f\/h\l\ "

N
‘\/N
is O
59.  The compound of any one of claims 1-6, 9-17280and 31-42, or a

pharmaceutically acceptable salt, tautomer, steogeer, or oxepane isomer thereof, wherein A
R5
O
N\\rN
N _N
is. L
60. The compound of any one of claims 1-6, 9-17220and 31-42, or a

pharmaceutically acceptable salt, tautomer, steogeer, or oxepane isomer thereof, wherein A

R7

?N/\f\l "

N

K/Ng

61. The compound of any one of claims 1-6, 9-17220and 31-42, or a

pharmaceutically acceptable salt, tautomer, steogeér, or oxepane isomer thereof, wherein A
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62.  The compound of any one of claims 1-6, 9-17280and 31-42, or a

pharmaceutically acceptable salt, tautomer, steoge@r, or oxepane isomer thereof, wherein A
o}
0
O Ny
N\ P 0
RG

63.  The compound of any one of claims 1-62, orapiaceutically acceptable salt,
8l N
\
N
I

—
tautomer, stereoisomer, or oxepane isomer thendwfiein Bis N~ N(R®),

R4

64. The compound of any one of claims 1-62, oramplaceutically acceptable salt,

.g_Bj O
A
~
N .

65.  The compound of any one of claims 1-62, orapiaceutically acceptable salt,

tautomer, stereoisomer, or oxepane isomer thendadrein B is

tautomer, stereoisomer, or oxepane isomer thendwrein B is 8 NRE-(C(R®)2)n-.

66. The compound of any one of claims 1-62, oramplaceutically acceptable salt,

0L
(CR)2)p—

67.  The compound of any one of claims 1-66, orapiaceutically acceptable salt,

tautomer, stereoisomer, or oxepane isomer thendwrein B is

tautomer, stereoisomer, or oxepane isomer thendwrein R is 5-12 membered heteroaryl,
optionally substituted with —-N{, -ORE, halogen, (&Cs)alkyl, -(C1-Ce)alkylene-heteroaryl, -
(C1-Ce)alkylene-CN, or -C(O)NRheteroaryl.

68.  The compound of any one of claims 1-15 and B7e6a pharmaceutically
acceptable salt, tautomer, stereoisomer, or oxeiganeer thereof, wherein compound has the

following formula:
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69. A compound selected from the group consisting o

Me OMeMe Me

Example 2

o

Me QMe Me Me

Example 3
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Example 5
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Example 6
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Example 8
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Example 23
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Example 52
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or a pharmaceutically acceptable salt, tautomerestsomer, or oxepane isomer thereof.

70. A compound selected from the group consisting o

o0__NH;
g

N

. O
OMe

o
H
TN\/\O/\/O\/\O/\/O\/\O/\/O\/\O/\/O\)LN N=
N
\
N

NH,
N

S

Example 71

460



NH,

O
T
N

Me OMeMe Me o
A o N o. o. o. o N
Y A I N g N T i Vot e m\/ ’r\‘/ NH,
. O N =
Me' % \
OMe NJN

[o]

H
TN\/\O/\/O\/\O/\/O\/\O/\/O\AO/\/OW N
)

® o

Example 74

H
OW N V\O/\/O\AO/\/OV\O/\/OV\O/\/OW N
[0}

o]
OMe

Example 75

461




H
OWN\/\O/\/O\/\O/\/O\/\O/\/O\/\O/\/O\/Y
(o}

-, [o]
OMe

“Me

Example 76

H
OT N \/\0/\/0\/\0/\/0\/\0/\/0\/\0/\/°W N
[o]

.S
OMe

H
OT N \/\o/\/o\/\o/\/o\/\o/\/o\/\o/\/o\ﬂ( N

., S o
OMe

Example 78

Me OMeMe Me

o

)
OMe

“Me

Example 79

Me OMe Me Me

A OH o R o 0. o. o N

S Y R R T e s S M Tl T T g W
A [}

)
OMe

Example 80

462




o

)
OMe

“Me

Example 81

Me OMe Me Me

H H
OY N \/\o/\/°\/\o/\/°\/\o/\/°\/\o/\/°w N
o

.0
OMe

H H
OYN V\O/\/OV\O/\/OV\O/\/O\/\O/\/OW

.S o
Me! ‘ome
“Me
Example 83
Me O = ‘ NH,
Me OMe Me Me H H N N
OYN\/\O/\/O\/\O/\/O\/\O/\/O\/\O/\/OWN\/\//S\\ &
. O ) d'o o
OMe
Me O 2 NH,
Me OMe Me Me H H N N
oj(N\/\o/\/o\/\o/\/o\/\o/\/o\/\o/\/o\A(N\/\,/s\\ &
o ) 6o N
Me OMe

Example 85

463




Me O A NH,
N N
H H
OWN\/\O/\/O\/\O/\/O\/\O/\/O\/\O/\/OWN\/\//s\\ &0
(o] o oo
Me
Example 86
Me O 2 NH,
Me OMe Me Me H H N N
NN O N g O g O O g O N~ &
g o o o o ~ N S o
Me - 0 o oo
OMe
“Me
Example 87
Me © = ‘ NH,
Me gMe Me Me H H N N
OIN\/\O/\/O\/\O/\/O\/\O/\/O\/\O/\/OWN\/}% &o
Me' K
OMe
“Me
Example 88
Me O = ‘ NH,
Me OMe Me Me H H N N
PN Oy Mg O g O g O g O R &
s o do °
Me O =z ‘ NH,
N N

[o]

Example 90

464




Me O o~ NH,

Me OMe Me Me oM H H N N
A Dle O _N _~ O OO~ O N~ &
jsf o o o o \/}0( d/s\‘o o
Ve’ “OMe
“'Me
Example 91
Me O 2 NH,
Me OMe Me Me H H F N N
- X O N~ O OO O N~ &
e ° ° R g, o
Ve’ “ome
“Me
Example 92
Me O 2 NH,
Me OMe Me Me H H F N N
s 0 O N g OO g O O N~ &
1( o o o o \AL( 0//s\i_’ o
e bMe
“Me
Example 93
Me O 2 NH,
Me OMe Me Me H H F N N
B o_N o o o o N &
1( N0 O g O O g \Ag \/;//s\\o o
Me ‘ome
“Me
Example 94
Me O 2 NH
Me OMe Me Me H H F N N
: o__N o. o. o. 0. N
1( N0 O g O g O AJ \/;/s\\o &o
Me ‘ome

Example 95

465




Me O o~ NH,
E ]

Me OMeMe Me H H N N
OWN\/\O/\/O\/\O/\/O\/\O/\/O\/\O/\/O\/WN\/\//S\\ &o
., S o do
Ve ‘OMe
'Me
Example 96
Me O 2 NH;
Me OMe Me Me H H F N
- OWN\/\O/\/O\/\O/\/O\/\O/\/O\/\O/\/OWN\/\NS\\ &0
.S o
Me ‘OMe
“Me
Example 97
Me O 2 NH,
Me OMe Me Me H H F N X
A A OMe O N g O g O g O O N~ &
Ve g o o o o ~r o/s\\ o

., S
OMe

“Me

Example 98

H
O N (o] o o (o]
Me OMe e MeY R Tl i S s M T S e
- OH

Example 99

Me OMe Me Me

o o
e

Example 100

466




NH
No N2
Me OMe Me Me Me Me C@ﬁN‘N\ o
OYN\/\O/\/O\/\O/\/O\A(N\/\O/\/O\/\O/\/O\A(N N
v ) NH,

., O o \sy
OMe

Example 102

[o} Me [0} [0}
ﬁNk/N\)LN/\/O\/\O/\)L
H
Me QMeMe Me om H\/EN: N\)
X ISIe OTN _N
., O

Example 104

467




[o}

o
N N/\/O\/\O/\/o\/\o/\)LN
aJ H
(NN
N__N o §
DS
0 _N_AN OH

b
o}

“OMe

Me OMe Me Me
X OMe
S e

Example 105

NH, O [

N7 N/\/O\/\O/\/O\/\O/\AN
J ) H
(NN

Me OMe Me Me H ‘ N\\(N\)
- A OMe o._N _N

Me

NH, O o

N)ﬁ)kN/\/O\/\o/\/O\/\o/\)kN
AT e C©\
\) .

Example 107

NH, O [5)

Nﬁ)LN/\/O\/\O/\/O\/\O/\)LN

H

P O@H

Me gMeMe Me H\)‘/\N/\\(N\) )
X O._N ~.N

“Me

Example 108

468




NH, O [}

)N\;j)LN/\/O\/\o/\/O\/\o/\)L@\
g
N

H
O.

N
\O i

) N A 0 g O O

ome N

Example 110

Me OMe Me Me
- OMe
= " Me

[}

N
e \O o
) NJKN/\/O\/\O/\/O\/\O/\/O\/\O
OMe H

H H
OYN\/\O/\/O\/\O/\/O\/\O/\/O\/YN o ~N
o o N\)L

5 N

—N

[+} N// ) NH,
S8 ) M
V.
N Ny o
N

H
OTN\/\O/\/O\/\O/\/O\/\O/\/OW

., O o
OMe

Example 113

469




Example 114

o NFN/ NH,
ﬁ)LN N
fo) hN N/ (:@\/N‘N/ j\
r/\NJL\/»\O/\\/N\/J N~ NH,
Me OMe Me Me H ‘N%(N\/)
~ N (o] NVL;N
T
Me ‘OMe
“Me
Example 115
_N
saool:Y,
J .
P N7
o (NN N o
fN)K/\o/\/"d N,

Me OMeMe Me

Example 116

470




Example 118

N
N\ /
Me OMe Me Me H ‘N\ N\) NH
A OH o._N _N 2

.
Me

Example 119

471




Example 120

Me OMeMe Me

Example 122

N
i
NH,
(\o
N
N
N\
NH,
ro
N
N
N\
NH,

472




Example 126

473




Me OMe Me Me

Example 127

Me QMe Me Me

Example 130

474




Example 131

Me OMeMe Me

Example 133

475




o z N
N=\,.N
N N

8 #OUYOCW

N=\,
N

H
O _N._~_ ~_O0._~
e i@ 0 o W LN
~ N I A = 2
\/ﬁg

Iy
(e}

NH,

Example 135

or a pharmaceutically acceptable salt, tautomeresisomer, or oxepane isomer thereof.
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or a pharmaceutically acceptable salt, tautomeresisomer, or oxepane isomer thereof.

72. A compound having the formula
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73. A compound having the formula
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79. A composition comprising a mixture of
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81. A pharmaceutical composition comprising a coamgbof any one of claims 1-80,
or a pharmaceutically acceptable salt, tautomerestsomer, or oxepane isomer thereof, and at

least one of a pharmaceutically acceptable cadikrent, or excipient.

82. A compound of any one of claims 1-80, or a pteareutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thefi@adise in treating a disease or disorder
selected from the group consisting of cancer, imeamediated disease, and age related

condition.

83. A compound of any one of claims 1-80, or a pteareutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thefi@adise in method of preventing a disease or
disorder selected from the group consisting of egrimmune-mediated disease, and age related

condition.

84. A compound of any one of claims 1-80, or a pteareutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thefi@adise in method of reducing the risk of a
disease or disorder selected from the group camgist cancer, immune-mediated disease, and

age related condition.

85.  The compound for use of any one of claims 82a8%rein the disease is cancer

or an immune-mediated disease.

86. The compound for use of claim 85, wherein tecer is selected from brain and
neurovascular tumors, head and neck cancers, lma@astr, lung cancer, mesothelioma,

lymphoid cancer, stomach cancer, kidney canceal arcinoma, liver cancer, ovarian cancer,
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ovary endometriosis, testicular cancer, gastroiimaiscancer, prostate cancer, glioblastoma, skin
cancer, melanoma, neuro cancers, spleen cancasgptc cancers, blood proliferative
disorders, lymphoma, leukemia, endometrial carem@wyical cancer, vulva cancer, prostate
cancer, penile cancer, bone cancers, muscle casofirissue cancers, intestinal or rectal
cancer, anal cancer, bladder cancer, bile ductetaacular cancer, gastrointestinal stromal

tumors, and neuro-endocrine tumors.

87.  The compound for use of claim 85, wherein themune-mediated disease is
selected from resistance by transplantation ofthkiginey, liver, medulla ossium, skin, cornea,
lung, pancreas, intestinum tenue, limb, muscleyaserduodenum, small-bowel, or pancreatic-
islet-cell; graft-versus-host diseases brought abgumedulla ossium transplantation;
rheumatoid arthritis, systemic lupus erythematoblashimoto's thyroiditis, multiple sclerosis,

myasthenia gravis, type | diabetes, uveitis, alteegmicephalomyelitis, and glomerulonephritis.

88. A compound of any one of claims 1-80, or a pteareutically acceptable salt,

tautomer, stereoisomer, or oxepane isomer thefi@odise in method of treating cancer.

89.  The compound for use of claim 88, wherein #uecer is selected from brain and
neurovascular tumors, head and neck cancers, lwaastr, lung cancer, mesothelioma,
lymphoid cancer, stomach cancer, kidney canceal arcinoma, liver cancer, ovarian cancer,
ovary endometriosis, testicular cancer, gastroiimaiscancer, prostate cancer, glioblastoma, skin
cancer, melanoma, neuro cancers, spleen cancarseptc cancers, blood proliferative
disorders, lymphoma, leukemia, endometrial caremwyical cancer, vulva cancer, prostate
cancer, penile cancer, bone cancers, muscle casofirtissue cancers, intestinal or rectal
cancer, anal cancer, bladder cancer, bile ductetaacular cancer, gastrointestinal stromal

tumors, and neuro-endocrine tumors.

90. A compound of any one of claims 1-80, or arpfaceutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thefi@adise in method of treating an immune-
mediated disease.

91.  The compound for use of claim 90, wherein themune-mediated disease is
selected from resistance by transplantation ofthk@ney, liver, medulla ossium, skin, cornea,

lung, pancreas, intestinum tenue, limb, muscleyeserduodenum, small-bowel, or pancreatic-
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islet-cell; graft-versus-host diseases brought abgumedulla ossium transplantation;
rheumatoid arthritis, systemic lupus erythematoblashimoto's thyroiditis, multiple sclerosis,

myasthenia gravis, type | diabetes, uveitis, alteegmicephalomyelitis, and glomerulonephritis.

92. A compound of any one of claims 1-80, or a ptaeutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer thefi@afise in method of treating an age related

condition.

93.  The compound for use of claim 92, wherein te r@lated condition is selected
from sarcopenia, skin atrophy, muscle wasting,rbasiophy, atherosclerosis, arteriosclerosis,
pulmonary emphysema, osteoporosis, osteoarthrigh, blood pressure, erectile dysfunction,
dementia, Huntington's disease, Alzheimer's diseadaracts, age-related macular degeneration,
prostate cancer, stroke, diminished life expectamspaired kidney function, and age-related
hearing loss, aging-related mobility disabilityge frailty), cognitive decline, age-related
dementia, memory impairment, tendon stiffness, thdyafunction such as cardiac hypertrophy

and systolic and diastolic dysfunction, immunosearse cancer, obesity, and diabetes.

94. Use of a compound of any of claims 1-80, oharmaceutically acceptable salt,
tautomer, stereoisomer, or oxepane isomer theretie manufacture of a medicament for
treating, preventing, or reducing the risk of aedse or disorder selected from the group

consisting of cancer, immune-mediated diseaseagadelated condition.

95. Use of a compound of any one of claims 1-8@ pharmaceutically acceptable
salt, tautomer, sterecisomer, or oxepane isomeedhan the manufacture of a medicament for

treating cancer.

96. Use of a compound of any one of claims 1-8@ pharmaceutically acceptable
salt, tautomer, stereoisomer, or oxepane isomeedhdan the manufacture of a medicament for

treating an immune-mediated disease.

97. Use of a compound of any one of claims 1-88 pharmaceutically acceptable
salt, tautomer, stereoisomer, or oxepane isomeedhdn the manufacture of a medicament

suitable for treating an age related condition.
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