CLAIMS

1. A compound represented by Formula I-X:

(I-X)

or a pharmaceutically acceptable salt, oxepaneasoon tautomer thereof, wherein:
R!®is selected from RH, (G-Cs)alkyl, -OR?, -SR, =0, -NRC(O)OR,
-NR3C(O)N(R®)2, -NR3S(O)OR®, -NR3S(OLN(R?)2, -NRPS(ORR?, (Cs-Cro)aryl, and 5-7
o}

kB

membered heteroaryl, a

)r

Ir , Wherein the aryl anerbetyl is optionally

substituted with one or more substituents eachpedeéently selected from alkyl,
hydroxyalkyl, haloalkyl, alkoxy, halogen, and hygyh

R is selected from =N-R =0, -OR, and =N-OR,;

R?8is selected from R-ORE, -OC(0O)O(C(R)2)n, -OC(O)N(F)2, -OS(OIN(R3)2,
and -N(R)S(OO0Ry;

R*2is selected from =N-RH, =0, -OR, =N-OR?, =N-NHR?, and N(R);

R* s selected from R-OR?, -SK, -N3, -N(R%)2, -NR3C(O)OR,
-NR3C(O)N(R®)2, -NR®S(OXOR?, -NR®S(ORN(R®),, -NR®S(ORRS, -OP(O)(OR),,

LMoy ey

-OP(0)(R)2, -NR}C(O)R, -S(O)R, -S(O»R?3, -OS(OYNHC(O)R?, N=/ : ‘=N :

ﬁN’N\‘N gN/N\\N
\—( \—/

R® and R®

wherein the compound comprises orfe R
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R!is —A-L'-B; and

wherein

Ais absent or is selected from -(CfBn-, -O(C(F)2)n-, -NR}(C(R®)2)n-,
-O(C(R)2)n[O(C(R*)2)nlo-O(C(R’)2)p-,-C(O)(C(R)2)n-,-C(O)NR*-, -NR°C(O)(C(R)2)n,
-NR3C(O)O(C(R)2)n-, -OC(O)NR(C(R®)2)n-, -NHSQNH(C(R¥)2)n-,
-OC(O)NHSQONH(C(R?)2)n-,
-O(C(R®)2)n-(Cs-Cio)arylene-,
-O(C(R)2)n-heteroarylene-,
-OC(O)NH(C(R)2)n-(Cs-Cro)arylene-,
-O-(Cs-Cro)arylene-,
-O-heteroarylene-,
-heteroarylene-(ECio)arylene-,
-O(C(R?)2)n-(Cs-Cao)arylene-(G-Cio)arylene-,
-O(C(R®)2)n-heteroarylene-heteroarylene-,
-O(C(R3)2)n-(Cs-Cao)arylene-heteroarylene-(CI{R)n-,
-O(C(R®)2)n-(Cs-Cro)arylene-heteroarylene-O(C{R)n-,
-O(C(R%)2)n-(Cs-Cao)arylene-heteroarylene-NgC (R3)2)n-,
-O(C(R®)2)n-heteroarylene-heterocyclylene-C(O) (G-,
-heteroarylene-(6Cig)arylene-(G-Cig)arylene-,
-heteroarylene-(ECig)arylene-heteroarylene-O(C{R)n-,
-heteroarylene-(ECig)arylene-heteroarylene-(C{2)n-O(C(R%)2)n-,
-O(C(R3)2)n-heteroarylene-heteroarylene-RCs-Cio)arylene-,
-O(C(R)2)n-heteroarylene-heteroarylene- heterocyclylene-fBfR,
-O(C(R®)2)n-heteroarylene-heteroarylene- heterocyclylene-GE@R)2)n-,
-O(C(R®)2)n-(Cs-Cro)arylene-heteroarylene-heterocyclylene-(€)¢R-,
-O(C(R®)2)n-(Cs-Cro)arylene-heteroarylene-heterocyclylene-C(O) (4R,
-O(C(R®)2)n-(Cs-Cio)arylene-heteroarylene-heterocyclylenes8I3R%)2)n-,
-heteroarylene-(ECio)arylene-heteroarylene-heterocyclylene-(€)¢R-,
-heteroarylene-(E&Cio)arylene-heteroarylene-heterocyclylene-C(O)(Q4R-,
-heteroarylene-(ECig)arylene-heteroarylene-heterocyclylenes&I3R%).)-, and
-O(C(R)2)n-heteroarylene-heteroarylene-heterocyclylene-8{&J-(Cs-Cig)arylene-,

wherein heteroarylene is 5-12 membered and coniathbeteroatoms
selected from O, N, and S; heterocyclylene is $aEPnbered and contains 1-4

heteroatoms selected from O, N, and S;
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wherein the arylene, heteroarylene, and heterolgradyare optionally
substituted with one or more substituents eachpedéently selected from alkyl,
hydroxyalkyl, haloalkyl, alkoxy, halogen, hydroxyiC(O)OR, —C(O)N(F)2,
-N(R3),, and alkyl substituted with -N@g;

L!is selected from
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O ,and
wherein the bond with variable position in thezdke is in the 4-position or 5-

position, and wherein the A ring is phenylene @& Bembered heteroarylene;

B is selected from

b v
R?
_N 2
N 1 N )
R4 R4
%_ 1 (0] / ’ R4
< N NH, N NH,
R4 N-R3 Xr N
N 2% /X, | N
N ’ N=" ’ N=" ,555\31 N/ N/ R4,
NH2 R4

N/

— 1
N R NB 4
"y g T
; and o ;

Blis selected fromt NR3-(C(R)2)n-, ° NRE-(C(R®)2)n-(Ce-Cio)arylene-(C(R)2)n-,
5T NR3-(C(R®)2)n-heteroarylene-}”  (ECioarylene-,*~ NR-(C(R®)2)r-NR3C(O)-,

3 NR3-(C(R3)2)n-heteroarylene-heterocyclylenes(Cm)arerne-,'E_ heteroarylene-

0
heterocyclylene-(6&Cio)arylene-, $C-CRY)y Ts'8_(0(RS)Z)P'hetemary'e”e' ,

& ¥
. g, O
(C(Rz)p— (CRO))p— CR)p—
}éN ?{O\
%NCL B <<|:<R3>2>p

(C(R3))p— ’ K/'\l\(Ce-Cm)arerne- ’
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S
\ N | >N
é—N N—heteroarylene—— /)\
/ N

heterocyclylene —arylene— gnd

37 NR3-(C(R®)2)r-S(Op—arylene-C(O) —, wherein the bond on the left side of'Bas
drawn, is bound to 1, and wherein the heteroaryl, heterocyclyl, andesry are optionally
substituted with alkyl, hydroxyalkyl, haloalkyl kalxy, halogen, or hydroxyl;

each Ris independently H, (ECs)alkyl, —.C(O)(G-Cs)alkyl, —C(O)NH-aryl, or
—C(S)NH-aryl, wherein the alkyl is unsubstitutedsabstituted with —COOH, @Cig)aryl or
-OH;

each R is independently H, (Ce)alkyl, halogen, 5-12 membered heteroaryl, 5-12
membered heterocyclyl, §&i0)aryl, wherein the heteroaryl, heterocyclyl, ang are
optionally substituted with —-N#, -ORe, halogen, (&Cs)alkyl, -(C1-Cs)alkylene-
heteroaryl, -(@-Cs)alkylene-CN, -C(O)NRheteroaryl, or -C(O)NRheterocyclyl;

each Y is independently C§Ror a bond;

each n is independently a number from one to 12;

each o is independently a number from zero to 12;

each p is independently a number from zero to 12;

each q is independently a number from zero to 80; a

each ris independently 1, 2, 3, or 4;

provided that when Ris R!, wherein Ris —-A-L1-B; Llis

8L N

N= N
B L B
g o .

' Bis N NGRS, -and Bis *~ NR-(C(R)2)r-; then A
is not -O(CH)2-O(CHy)-.

2. A compound represented by Formula I-Xa:
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Me OMe Me Me

Me (I-Xa)

or a pharmaceutically acceptable salt, oxepaneasoon tautomer thereof, wherein:
R®is selected from RH, (G-Cs)alkyl, -OR?, -SR, =0, -NRC(O)OR,
-NR3C(O)N(R®)2, -NR3S(OROR?, -NRES(ORN(R®)2, -NR3S(ORR?, (Cs-Cig)aryl, and 5-7
0
¥ )r

membered heteroaryl, a Ir

, Wherein the aryl anerbety! is optionally
substituted with one or more substituents eachpedéently selected from alkyl,
hydroxyalkyl, haloalkyl, alkoxy, halogen, and hygyb

R% is selected from =N-R=0, -OR, and =N-OR;

R?8is selected from R—OR, -OC(O)O(C(R)2)n, -OC(O)N(F)2, -OS(O}N(R3)2,
and -N(R)S(OxORs;

R%is selected from =N-RH, =0, -OR, =N-OR?, =N-NHR?, and N(R);

R*is selected from R-OR?, -SSR, -N3, -N(R®)2, -NR*C(O)OR,
-NR3C(O)N(R®)2, -NRES(OROR®, -NR3*S(ORN(R3)2, -NRES(ORR3, -OP(0O)(OR).,

LN ety

-OP(0)(R)2, -NR}C(O)R?, -S(O)R, -S(O»R?3, -OS(OYNHC(O)R?, N=/ : ‘=N :
SN ANy
\—( J=/

R® and R® ;

wherein the compound comprises orfe R

R!is —A-L'-B; and

wherein

Ais absent or is selected from -(CfBn-, -O(C(F)2)n-, -NR}(C(R®)2)n-,

-O(C(R)2)n-[O(C(R®)2)n]o-O(C(R®)2)p-,-C(O)(C(R)2)n-,-C(O)NR-, -NR*C(O)(C(R)2)r-,
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-NR3C(O)O(C(R)2)n-, -OC(O)NR(C(R®)2)n-, -NHSQNH(C(R®)2)n-,
-OC(O)NHSQNH(C(R?)2)n-,
-O(C(R®)2)n-(Cs-Cao)arylene-,
-O(C(R)2)n-heteroarylene-,
-OC(O)NH(C(R)2)n-(Cs-Cro)arylene-,
-O-(Cs-Cro)arylene-,
-O-heteroarylene-,
-heteroarylene-(ECio)arylene-,
-O(C(R?)2)n-(Cs-Ca0)arylene-(G-Cio)arylene-,
-O(C(R®)2)n-heteroarylene-heteroarylene-,
-O(C(R3)2)n-(Cs-Cro)arylene-heteroarylene-(CI{R)n-,
-O(C(R3)2)n-(Cs-Cro)arylene-heteroarylene-O(C{R)n-,
-O(C(R®)2)n-(Cs-Cro)arylene-heteroarylene-Ng (R%)2)n-,
-O(C(R®)2)n-heteroarylene-heterocyclylene-C(O) (G-,
-heteroarylene-(6Cig)arylene-(G-Cig)arylene-,
-heteroarylene-(ECig)arylene-heteroarylene-O(C{R)n-,
-heteroarylene-(ECig)arylene-heteroarylene-(C{R)n-O(C(R%)2)n-,
-O(C(R3)2)n-heteroarylene-heteroarylene-RCs-Cio)arylene-,
-O(C(R)2)n-heteroarylene-heteroarylene- heterocyclylene-fBfR,
-O(C(R3)2)n-heteroarylene-heteroarylene- heterocyclylene-GER)2)n-,
-O(C(R®)2)n-(Cs-Cro)arylene-heteroarylene-heterocyclylene-(€)¢R-,
-O(C(R®)2)n-(Cs-Cro)arylene-heteroarylene-heterocyclylene-C(O) (4R,
-O(C(R¥)2)n-(Cs-Cio)arylene-heteroarylene-heterocyclylenes83R%)2)n-,
-heteroarylene-(ECio)arylene-heteroarylene-heterocyclylene-(€)¢R-,
-heteroarylene-(E&Cio)arylene-heteroarylene-heterocyclylene-C(O)(G4R-,
-heteroarylene-(ECig)arylene-heteroarylene-heterocyclylenes&I3R%)2)-, and
-O(C(R)2)n-heteroarylene-heteroarylene-heterocyclylene-8{&J-(Cs-Cio)arylene-,
wherein heteroarylene is 5-12 membered and coniathbeteroatoms
selected from O, N, and S; heterocyclylene is $agPnbered and contains 1-4
heteroatoms selected from O, N, and S;
wherein the arylene, heteroarylene, and heterolgradyare optionally
substituted with one or more substituents eachpedéently selected from alkyl,
hydroxyalkyl, haloalkyl, alkoxy, halogen, hydroxyC(O)OR, —C(O)N(R)2,
-N(R®)2, and alkyl substituted with -N@R;
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L!is selected from
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woC = R 0 ,

N‘/MOWO &

N
% 5 r q e} a

S I
Y.

Nx\o N/\éo\/%O/ \)J\N/\QOV}O/Y\)JS
N\N 5 H q H o

I\III\A?NS 4Vi%\N
j{,\le M”%Oﬁ O/Y\)J\N/\%O\/to/Y\)S{,

wherein the bond with variable position in thezdke is in the 4-position or 5-
position, and wherein the A ring is phenylene @& Bembered heteroarylene;

B is selected from
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¢-8! R
R4 N__(N—R3 N NH; N NH; AN
X / \ 72\ | N
— N N ‘}5\ = /)\
N , N=" N=" < B" "N "N "R*,
NH2 R4

N/ - B1_§
N R4 N~
k\NzN%w m
5 and 0 :

Bl is selected fromé NRE-(C(RO)2)m, ¥ NRE-(C(R%)2)n-(Cs-Cro)arylene-(C(R)2)n-,
%7 NR3-(C(R®)2)n-heteroarylene-}”  (ECioarylene-,*~ NR-(C(R®)2)-NR3C(O)-,

3 NR3-(C(R3)2)n-heteroarylene-heterocyclylenes(Cm)arerne-,'E_ heteroarylene-

0 0
heterocyclylene-(6&Cio)arylene-, $C-CRY)y Ts'8_(0(R3)2)P'heter°ary'e”e' ,

S ¥
L Dl PO
(C(R¥)z)p— (CR?)2)p— CR)2p—
}éN >{©\
%NCK B <<|:<R3>z>p

(C(R3)2)p_ , K/N\(Ce-Cm)arylene- ’

— & N =N
%—N N—heteroarylene—— Q@\
7/ , N

3 NR3-(C(R®)2)n-S(O)—arylene-C(O) —, wherein thé bond on the left side of'Bas
drawn, is bound to Y, and wherein the heteroaryl, heterocyclyl, andesry are optionally

heterocyclylene —arylene—gn(

substituted with alkyl, hydroxyalkyl, haloalkyl kalxy, halogen, or hydroxyl;

each Ris independently H, (£Cs)alkyl, —C(O)(G-Cs)alkyl, —C(O)NH-aryl, or
—C(S)NH-aryl, wherein the alkyl is unsubstitutedsabstituted with —COOH, @Xig)aryl or
-OH;

each R is independently H, (Ce)alkyl, halogen, 5-12 membered heteroaryl, 5-12

membered heterocyclyl, §&Ci0)aryl, wherein the heteroaryl, heterocyclyl, ang are
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optionally substituted with -N@®, -OR®, halogen, (&Ce)alkyl, -(Ci-Cs)alkylene-
heteroaryl, -(@-Cs)alkylene-CN, -C(O)NRheteroaryl, or -C(O)NRheterocyclyl;

each Y is independently C{Ror a bond;

each n is independently a number from one to 12;

each o is independently a number from zero to 12;

each p is independently a number from zero to 12;

each g is independently a number from zero to 80; a

each ris independently 1, 2, 3, or 4;

provided that when Ris R!, wherein R is —A-L'-B; L' is

8L N

N< N,
I > O
q o .

:Bis N NR::and Bis* NR-(C(R9)2)n: then A
is not -O(CH)2-O(CHy)-.

3. A compound represented by Formula (1):

{)
or a pharmaceutically acceptable salt, oxepaneasoon tautomer thereof, wherein:
R is selected from RH, (G-Cs)alkyl, -OR?, -SR, =0, -NRC(O)OR,
-NR3C(O)N(R®)2, -NR3*S(O)OR®, -NR3S(OLN(R?)2, -NRPS(ORR?, (Cs-Cro)aryl, and 5-7
o}
# )r

membered heteroaryl, a r

, Wherein the aryl anerbety! is optionally
substituted with one or more substituents eachpedeéently selected from alkyl,
hydroxyalkyl, haloalkyl, alkoxy, halogen, and hygyb

R% is selected from =N-R=0, -OR, and =N-OR:
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R is selected from R-OR, -OC(O)O(C(R)2)n, -OC(O)N(F)2, -OS(OIN(R3)2,
and -N(R)S(OxORs;

R*2is selected from =N-RH, =0, -OR, and =N-OR;

R*is selected from R-OR?, -SSR, -N3, -N(R®)2, -NR*C(O)OR,
-NR3C(O)N(R®)2, -NR®S(OXOR?, -NR®S(ORN(R®),, -NR®S(ORRS, -OP(O)(OR)2,

My ety
_OP(0)(R)>, -NRC(O)R, -S(O)R, -S(O}R®, -OS(OINHC(O)R, N=/ | ‘=N |
ANy Ay
= \—/
R®, and R®

wherein the compound comprises orfe R
R!is —A-L1-B; and

wherein

A is absent or selected from,

-(C(R)2)n-,

-O(C(R)2)m-,

-NR¥(C(R*)2)n,
-O(C(R)2)n[O(C(RY)2)nlo-O(C(R)2)pr,
-C(O)(C(R)2)r,

-C(O)NR-,

-NR3C(0)(C(R)2)n-,

-NR3C(0)O(C(F)2)r-,
-OC(O)NR(C(R®)2)n-,
-NHSO:NH(C(R®)2)n-,
-OC(O)NHSGONH(C(R®)2)n-,
-O(C(R®)2)n-(Cs-Caro)arylene-,
-O(C(R®)2)n-heteroarylene-,
-OC(O)NH(C(R)2)n-(Cs-Cio)arylene-,
-0O-(Cs-Cro)arylene-,

-O-heteroarylene-,
-heteroarylene-(ECio)arylene-,
-O(C(R®)2)n-(Cs-Cio)arylene-(G-Cig)arylene-,
-O(C(R)2)n-heteroarylene-heteroarylene-,
-O(C(R®)2)n-(Cs-Cro)arylene-heteroarylene-(C{R)n-,
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-O(C(R®)2)n-(Cs-Cro)arylene-heteroarylene-O(C{R)-,
-O(C(R?)2)n-(Cs-Cao)arylene-heteroarylene-NgC (R3)2)n-,
-O(C(R)2)n-heteroarylene-heterocyclylene-C(O)(CYH-,
-heteroarylene-(6Cig)arylene-(G-Cig)arylene-,
-heteroarylene-(&Cio)arylene-heteroarylene-O(C{R)-,
-heteroarylene-(ECig)arylene-heteroarylene-(C{)n-O(C(R%)2)n-,
-O(C(R)2)n-heteroarylene-heteroarylene-Rs-Cig)arylene-,
-O(C(R)2)n-heteroarylene-heteroarylene- heterocyclylene-fBfR,
-O(C(R)2)n-heteroarylene-heteroarylene- heterocyclylene-GE@)2)n-,
-O(C(R®)2)n-(Cs-Cro)arylene-heteroarylene-heterocyclylene-(€)¢R-,
-O(C(R3)2)n-(Cs-Cao)arylene-heteroarylene-heterocyclylene-C(O) (4R,
-O(C(R¥)2)n-(Cs-Cio)arylene-heteroarylene-heterocyclylenes8I3R%)2)n-,
-heteroarylene-(E&Cio)arylene-heteroarylene-heterocyclylene-(€)¢R-,
-heteroarylene-(E&Cio)arylene-heteroarylene-heterocyclylene-C(O)(Q4R-,
-heteroarylene-(ECio)arylene-heteroarylene-heterocyclylene:&IR®).).-, and
-O(C(R)2)n-heteroarylene-heteroarylene-heterocyclylene-8{&J-(Cs-Cig)arylene-,

wherein heteroarylene is 5-12 membered and coniathbeteroatoms
selected from O, N, and S; heterocyclylene is $agPnbered and contains 1-4
heteroatoms selected from O, N, and S;

wherein the arylene, heteroarylene, and heterolgradyare optionally
substituted with one or more substituents eachpedéently selected from alkyl,
hydroxyalkyl, haloalkyl, alkoxy, halogen, and hygyh
L!is selected from

4 N:'}l 4(\N:l\ll 0O

Moo ooy
N=N

%ﬁ“éﬂoﬁy"wr{\é} Ao Yy

%/VNMO/)\/O\/\NJ\MQJ&
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and
wherein the bond with variable position in thezdke is in the 4-position or 5-
position, and wherein the A ring is phenylene @& Bembered heteroarylene;

B is selected from
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NH2 R4
N =
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BLis selected from3~ NR®-(C(R¥)2)n-, >~ NR*-(C(R®)2)n-(Cs-Cro)arylene-
(C(R)2)n, 5 NR-(C(R%)2)r-heteroarylene-; 3~ (ECio)arylene-, >~ NR(C(R®)2)n-
NR3C(O)-,

8 NR3-(C(R®)2)n-heteroarylene-heterocyclylenestCio)arylene-,

0
I
8™ heteroarylene-heterocyclylenes(Cic)arylene-, 'E'C‘(C(Rs)z)p' ,

(0]
I
-3-C—(C(R3)2)p-heteroarylene-

S S
T e o, O
(C(R)p— (C(ROp— (CR)2p—
N @\
] ) CR ),

(C(RS)Z)p_’ K/'\l\(Cs-Cm)arylene- _and | _wherein th&®~
bond on the left side of'Bas drawn, is bound to'Land wherein the heteroaryl,
heterocyclyl, and arylene are optionally substdutgth alkyl, hydroxyalkyl, haloalkyl,
alkoxy, halogen, or hydroxyl;

each Ris independently H or (SCs)alkyl;

each R is independently H, (Ce)alkyl, halogen, 5-12 membered heteroaryl, 5-12
membered heterocyclyl, §&Ci0)aryl, wherein the heteroaryl, heterocyclyl, ang are
optionally substituted with -N@®, -OR®, halogen, (&Cs)alkyl, -(Ci-Cs)alkylene-
heteroaryl, -(@-Cs)alkylene-CN, or -C(O)NRheteroaryl;
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each Y is independently C§Ror a bond;

each Z is independently H or absent;

each n is independently a number from one to 12;
each o is independently a number from zero to 12;
each p is independently a number from zero to 12;
each q is independently a number from zero to 4@; a
each ris independently 1, 2, 3, or 4;

provided that when Ris R!, wherein Ris —-A-L1-B; Llis

Bl

A'is not -O(CH)2-O(CHy)-.

4, The compound of any one of claims 1-3, represkby Formula (la-X):

(la-X)
or a pharmaceutically acceptable salt, oxepaneasoon tautomer thereof, wherein

R%is R.

5. The compound of any one of claims 1-3, reprieseby Formula (Ib-X):
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(Ib-X)
or a pharmaceutically acceptable salt, oxepaneasoon tautomer thereof, wherein
R?%is=N-R.

6. The compound of any one of claims 1-3, reprieseby Formula (Ic-X):
Me OMe Me Me

Me (Ic-X)
or a pharmaceutically acceptable salt, oxepaneasoon tautomer thereof, wherein
RZ8is R

7. The compound of any one of claims 1-3, represkby Formula (I1d-X):
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(1d-X)
or a pharmaceutically acceptable salt, oxepaneasoon tautomer thereof, wherein
R3?is =N-R.

8. The compound of any one of claims 1-3, reprieseby Formula (le-X):
Me OMe Me Me

Me (le-X)
or a pharmaceutically acceptable salt, oxepaneasoon tautomer thereof, wherein
R¥is R

9. The compound of any one of claims 1-& pharmaceutically acceptable salt,

oxepane isomer, or tautomer thereof, wherein OEC{R)2)n-.

10. The compound of any one of claims 1-& pharmaceutically acceptable salt,
oxepane isomer, or tautomer thereof, wherein AE(R?)2)n-[O(C(R%)2)n]o-O(C(R%)2)p-.
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11. The compound of any one of claims 1-8, oharmaceutically acceptable salt,
oxepane isomer, or tautomer thereof, wherein E{R)2)n-(Cs-Cio)arylene-

heteroarylene-heterocyclylene-(C{Bn-.

12. The compound of any one of claims 1-8, oharmaceutically acceptable salt,
oxepane isomer, or tautomer thereof, wherein Aeteroarylene-(ECio)arylene-
heteroarylene-heterocyclylene-(CiBn-, -heteroarylene-(ECio)arylene-heteroarylene-
heterocyclylene-C(O)(C(#.)n-, -heteroarylene-(ECio)arylene-heteroarylene-
heterocyclylene-SGC(R®)2)n-, or -O(C(R)2)n-heteroarylene-heteroarylene-heterocyclylene-
S(ORNR3-(Cg-Cio)arylene-.

13. The compound of any one of claims 1-8, oh@amaceutically acceptable salt,
oxepane isomer, or tautomer thereof, wherein EC{R)2)n-(Cs-Cro)arylene-
heteroarylene-heterocyclylene-(C{Bn-, -O(C(R)2)n-(Cs-Cio)arylene-heteroarylene-
heterocyclylene-C(O)(C(#)n-, or -O(C(R)2)n-(Cs-Ci0)arylene-heteroarylene-
heterocyclylene-SgC(R%)2)n-.

14. The compound of any one of claims 1-8, orariplaceutically acceptable salt,
oxepane isomer, or tautomer thereof, wherein OIE(R’)2)n-heteroarylene-heteroarylene-
NR3-(Cs-Cro)arylene-, -O(C(R)2)r-heteroarylene-heteroarylene- heterocyclylene-fRfR,

or -O(C(R)2)n-heteroarylene-heteroarylene- heterocyclylene-GE@R0)2)n-.

15. The compound of any one of claims 1-8, oha@amaceutically acceptable salt,
oxepane isomer, or tautomer thereof, wherein Adéseroarylene-(6ECio)arylene-(G-
Cig)arylene-, -heteroarylene-{Ciq)arylene-heteroarylene-O(C{R)n-, or -heteroarylene-
(Cs-Cao)arylene-heteroarylene-(C¥R)n-O(C(R3)2)n-.

16. The compound of any one of claims 1-15, pharmaceutically acceptable salt,

N=N

oxepane isomer, or tautomer thereof, wheréiisL
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17. The compound of any one of claims 1-15, pharmaceutically acceptable salt,

oxepane isomer, or tautomer thereof, wheréiisL
A (N:l\ll 0 0
%/\?NéﬁoﬁvowNJMo*
q H ° _
18. The compound of any one of claims 1-15, pharmaceutically acceptable salt,

E\\/ Moﬁw O\/\N)J?ﬁ

oxepane isomer, or tautomer thereof, wheréiisL

oyt

19. The compound of any one of claims 1-15, pharmaceutically acceptable salt,

oxepane isomer, or tautomer thereof, wheréirsL

4 : 0 ()
N, \> //S\\/ é/\oa\/ \/\Hk ll\f/\\> Né/\o/>\/o\/\ﬂj{
5 00 q O N-'s o q

ke - .

N
N" ¢ H
N In N (6] (0]
N ?/\g/ é/\oa’\/ O // \\ é/\oﬁ\/

, Or

20. The compound of any one of claims 1-15, pharmaceutically acceptable salt,

oxepane isomer, or tautomer thereof, wheréiisL
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N 2 Q o ;\N"Jls 0
e NJJ\/Y\OMOV\ZHJ?{ NJVY\OMO\/%Q&
O
M v o
N/%'\i/j/\N o/\’é \/\Z”J}r m/%\NJ\/Y\O/\%O\/EHJ}ﬁ
N~y 5 “N
o o
o o
(\NJJ\/Y\O/\’%O\/}H&
NS

21. The compound of any one of claims 7-15, pharmaceutically acceptable salt,

=N
% l\l/l\l\)/\0</\/()>q Y/if{ |

oxepane isomer, or tautomer thereof, wheréiisL

22. The compound of any one of claims 7-15, pharmaceutically acceptable salt,

oxepane isomer, or tautomer thereof, wheréirsL

N:NfN\(/\JN\
N~ N

N%H\/\éo/\iow/jf{.

23. The compound of any one of claims 7-15, pharmaceutically acceptable salt,

oxepane isomer, or tautomer thereof, wheréirsL
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o 0 o
4
N/XS\OJ\ N/\’é OV\}O/YQJ\ N MOV%O/YQJS
N- N 5 H q H o
o

24. The compound of any one of claims 7-15, pharmaceutically acceptable salt,

oxepane isomer, or tautomer thereof, wheréiisL

(@) (@)
E\?SS\OJ\”/\/{O\/EO/Y\)J\H/\(\JN\
Y NTONTY
NYN
N | ?2

o

25. The compound of any one of claims 7-15, pharmaceutically acceptable salt,

oxepane isomer, or tautomer thereof, wheréiisL

_ 0 0 0
;{:\'\: MNNQOVE O/YQJ\HNQOVX N |

26. The compound of any one of claims 7-15, pharmaceutically acceptable salt,
oxepane isomer, or tautomer thereof, wheréiisL

=N o

0] @)
;c{ E\/)\@)}\ H/\GO\/jq\O/Y\)k ” /\%O\/XO/Y\)Jﬁ

27. The compound of any one of claims 1-15, pharmaceutically acceptable salt,

oxepane isomer, or tautomer thereof, wheréirsL
Ny © R® 0
S R G R A
o5 T s a5 q '
28. The compound of any one of claims 1-15, pharmaceutically acceptable salt,

NV
OO
N r q q

o) o .

oxepane isomer, or tautomer thereof, Wheréih;lj%L S
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29. The compound of any one of claims 1-15, pharmaceutically acceptable salt,

oxepane isomer, or tautomer thereof, wheréiisL

ey

NYN\) 0
N=N J/\/N
P
4L‘/</
v 5
8L N
N RS

30.  The compound of any one of claims 1-29, wineBds N N(R%)

31. The compound of any one of claims 1-29, pharmaceutically acceptable salt,

R _B1 (o]
=

4 N-R®
R X
/

oxepane isomer, or tautomer thereof, wherein B is N

32. The compound of any one of claims 1-31, pharmaceutically acceptable salt,

oxepane isomer, or tautomer thereof, wherdiisB> NRE-(C(R®)2)n-.

33. The compound of any one of claims 1-31, pharmaceutically acceptable salt,

}iN/\

N<
oxepane isomer, or tautomer thereof, wheréiisB (Ce-Cro)arylene-

34. The compound of any one of claims 1-33, pharmaceutically acceptable salt,
oxepane isomer, or tautomer thereof, wheréis-12 membered heteroaryl, optionally
substituted with —N(B., -OR®, halogen, (&Cs)alkyl, -(Ci-Cs)alkylene-heteroaryl, -(€
Ce)alkylene-CN, or -C(O)NRheteroaryl.

35. The compound of any one of claims 1-34, pharmaceutically acceptable salt,

oxepane isomer, or tautomer thereof, wheréimsReteroaryl optionally substituted with —
NH2.
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36. A compound selected from the group consisting
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or a pharmaceutically acceptable salt, oxepaneasoon tautomer thereof.
37. A pharmaceutical composition comprising a pound of any one of claims 1-36, or

a pharmaceutically acceptable salt, oxepane isamnéautomer thereof, and at least one of a

pharmaceutically acceptable carrier, diluent, aigernt.
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38. A compound of any one of claims 1-36, or arptaceutically acceptable salt,
oxepane isomer, or tautomer thereof, for use attitrg a disease or disorder mediated by
MTOR selected from brain and neurovascular tuni@ad and neck cancers, breast cancer,
lung cancer, mesothelioma, lymphoid cancer, stonsacker, kidney cancer, renal
carcinoma, liver cancer, ovarian cancer, ovary aretdosis, testicular cancer,
gastrointestinal cancer, prostate cancer, gliobtaat skin cancer, melanoma, neuro cancers,
spleen cancers, pancreatic cancers, blood prdiferdisorders, lymphoma, leukemia,
endometrial cancer, cervical cancer, vulva carmrestate cancer, penile cancer, bone
cancers, muscle cancers, soft tissue cancerstiiatesr rectal cancer, anal cancer, bladder
cancer, bile duct cancer, ocular cancer, gaststingd stromal tumors, neuro-endocrine
tumors, resistance by transplantation of heartyéyd liver, medulla ossium, skin, cornea,
lung, pancreas, intestinum tenue, limb, muscleyaggerduodenum, small-bowel, or
pancreatic-islet-cell; graft-versus-host diseagsesdht about by medulla ossium
transplantation; rheumatoid arthritis, systemiasiprythematosus, Hashimoto's thyroiditis,
multiple sclerosis, myasthenia gravis, type | diabguveitis, allergic encephalomyelitis, and

glomerulonephritis.

39. A compound of any one of claims 1-36, or arptaceutically acceptable salt,
oxepane isomer, or tautomer thereof, for use ingreng a disease or disorder mediated by
MTOR selected from brain and neurovascular tuni@agd and neck cancers, breast cancer,
lung cancer, mesothelioma, lymphoid cancer, stonsacker, kidney cancer, renal
carcinoma, liver cancer, ovarian cancer, ovary ermgdosis, testicular cancer,
gastrointestinal cancer, prostate cancer, gliobtaat skin cancer, melanoma, neuro cancers,
spleen cancers, pancreatic cancers, blood prdliferdisorders, lymphoma, leukemia,
endometrial cancer, cervical cancer, vulva carmrestate cancer, penile cancer, bone
cancers, muscle cancers, soft tissue cancerstimatiesr rectal cancer, anal cancer, bladder
cancer, bile duct cancer, ocular cancer, gaststingd stromal tumors, neuro-endocrine
tumors, resistance by transplantation of heartyeyd liver, medulla ossium, skin, cornea,
lung, pancreas, intestinum tenue, limb, muscleyaggerduodenum, small-bowel, or
pancreatic-islet-cell; graft-versus-host diseasesdht about by medulla ossium
transplantation; rheumatoid arthritis, systemialiprythematosus, Hashimoto's thyroiditis,
multiple sclerosis, myasthenia gravis, type | diabguveitis, allergic encephalomyelitis, and

glomerulonephritis.
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40. A compound of any one of claims 1-36, or arptaceutically acceptable salt,
oxepane isomer, or tautomer thereof, for use inceg the risk of a disease or disorder
mediated by mTOR selected from brain and neurovasstumors, head and neck cancers,
breast cancer, lung cancer, mesothelioma, lymptender, stomach cancer, kidney cancer,
renal carcinoma, liver cancer, ovarian cancer,oeadometriosis, testicular cancer,
gastrointestinal cancer, prostate cancer, gliobtaat skin cancer, melanoma, neuro cancers,
spleen cancers, pancreatic cancers, blood prdiferdisorders, lymphoma, leukemia,
endometrial cancer, cervical cancer, vulva carmrestate cancer, penile cancer, bone
cancers, muscle cancers, soft tissue cancerstiiatesr rectal cancer, anal cancer, bladder
cancer, bile duct cancer, ocular cancer, gaststingd stromal tumors, neuro-endocrine
tumors, resistance by transplantation of heartyéyd liver, medulla ossium, skin, cornea,
lung, pancreas, intestinum tenue, limb, muscleyagerduodenum, small-bowel, or
pancreatic-islet-cell; graft-versus-host diseagsesdht about by medulla ossium
transplantation; rheumatoid arthritis, systemiasiprythematosus, Hashimoto's thyroiditis,
multiple sclerosis, myasthenia gravis, type | diabguveitis, allergic encephalomyelitis, and

glomerulonephritis.

41. A compound of any one of claims 1-36, or arptaceutically acceptable salt,

oxepane isomer, or tautomer thereof, for use mtitrg cancer.

42. The compound for use of claim 41, whereincduecer is selected from brain and
neurovascular tumors, head and neck cancers, lmaastr, lung cancer, mesothelioma,
lymphoid cancer, stomach cancer, kidney cancea| @arcinoma, liver cancer, ovarian
cancer, ovary endometriosis, testicular cancetrgasgestinal cancer, prostate cancer,
glioblastoma, skin cancer, melanoma, neuro cansplsen cancers, pancreatic cancers,
blood proliferative disorders, lymphoma, leukenaagometrial cancer, cervical cancer,
vulva cancer, prostate cancer, penile cancer, baneers, muscle cancers, soft tissue
cancers, intestinal or rectal cancer, anal cattadder cancer, bile duct cancer, ocular

cancer, gastrointestinal stromal tumors, and neadBcrine tumors.

43. A compound of any one of claims 1-36, or a ptereutically acceptable salt,
oxepane isomer, or tautomer thereof, for use atitrg an immune-mediated disease selected

from resistance by transplantation of heart, kighiggr, medulla ossium, skin, cornea, lung,
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pancreas, intestinum tenue, limb, muscle, nervesdehum, small-bowel, or pancreatic-islet-
cell; graft-versus-host diseases brought about égutha ossium transplantation; rheumatoid
arthritis, systemic lupus erythematosus, Hashimdhyroiditis, multiple sclerosis,
myasthenia gravis, type | diabetes, uveitis, ailteegicephalomyelitis, and

glomerulonephritis.

44, A compound of any one of claims 1-36, or a ptereutically acceptable salt,
oxepane isomer, or tautomer thereof, for use atittg an age related condition selected from
sarcopenia, skin atrophy, muscle wasting, braiopaiy, atherosclerosis, arteriosclerosis,
pulmonary emphysema, osteoporosis, osteoarthrigh, blood pressure, erectile

dysfunction, dementia, Huntington's disease, Alzlegis disease, cataracts, age-related
macular degeneration, prostate cancer, strokendihed life expectancy, impaired kidney
function, and age-related hearing loss, agingedlatobility disability (e.g., frailty),

cognitive decline, age-related dementia, memoryaimpent, tendon stiffness, heart
dysfunction such as cardiac hypertrophy and sys&id diastolic dysfunction,
immunosenescenceancer, obesity, and diabetes.

45, Use of a compound of any of claims 1-36, oharmaceutically acceptable salt,
oxepane isomer, or tautomer thereof, in the matwf@aof a medicament for treating,
preventing, or reducing the risk of a disease somier mediated by mTOR selected from
brain and neurovascular tumors, head and neck rgrireast cancer, lung cancer,
mesothelioma, lymphoid cancer, stomach cancergkidancer, renal carcinoma, liver
cancer, ovarian cancer, ovary endometriosis, tdaticancer, gastrointestinal cancer,
prostate cancer, glioblastoma, skin cancer, melanoeuro cancers, spleen cancers,
pancreatic cancers, blood proliferative disordgraphoma, leukemia, endometrial cancer,
cervical cancer, vulva cancer, prostate cancetlgoeancer, bone cancers, muscle cancers,
soft tissue cancers, intestinal or rectal cang®l @ancer, bladder cancer, bile duct cancer,
ocular cancer, gastrointestinal stromal tumorsrax@ndocrine tumors, resistance by
transplantation of heart, kidney, liver, medullgias, skin, cornea, lung, pancreas,
intestinum tenue, limb, muscle, nerves, duodenuma)lsbowel, or pancreatic-islet-cell;
graft-versus-host diseases brought about by medsfiaum transplantation; rheumatoid
arthritis, systemic lupus erythematosus, Hashimdhyroiditis, multiple sclerosis,
myasthenia gravis, type | diabetes, uveitis, ailteegcephalomyelitis, and

glomerulonephritis.
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46. Use of a compound of any of claims 1-36, oharmaceutically acceptable salt,

oxepane isomer, or tautomer thereof, in the matuwfaof a medicament for treating cancer.

47. Use of a compound of any of claims 1-36, oharmaceutically acceptable salt,
oxepane isomer, or tautomer thereof, in the matwfaof a medicament for treating an
immune-mediated disease selected from resistantatgplantation of heart, kidney, liver,
medulla ossium, skin, cornea, lung, pancreas,tintea tenue, limb, muscle, nerves,
duodenum, small-bowel, or pancreatic-islet-celfifgversus-host diseases brought about by
medulla ossium transplantation; rheumatoid argrgystemic lupus erythematosus,
Hashimoto's thyroiditis, multiple sclerosis, myastta gravis, type | diabetes, uveitis, allergic
encephalomyelitis, and glomerulonephritis.

48. Use of a compound of any of claims 1-36, oharmaceutically acceptable salt,
oxepane isomer, or tautomer thereof, in the matufaof a medicament for treating an age
related condition selected from sarcopenia, skiopdy, muscle wasting, brain atrophy,
atherosclerosis, arteriosclerosis, pulmonary enmgings osteoporosis, osteoarthritis, high
blood pressure, erectile dysfunction, dementia,tidgton’s disease, Alzheimer's disease,
cataracts, age-related macular degeneration, peastacer, stroke, diminished life
expectancy, impaired kidney function, and age-eeldtearing loss, aging-related mobility
disability (e.g., frailty), cognitive decline, agelated dementia, memory impairment, tendon
stiffness, heart dysfunction such as cardiac hypeiniy and systolic and diastolic

dysfunction, immunosenescencancer, obesity, and diabetes.
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