Claims:

1. A compound represented by Formula I-X:

(I-X)

or a pharmaceutically acceptable salereoisomeioxepane isomer, or tautomer
thereof, wherein:

R'®is selected fronR*-H{Ci-Cejatky—-OR®, -SR, =0-NR°C(O)OR,
-NR3G(OIN(R) 2 -NRS{OYOR® -NRS(OLN(R3)-NRPS{OVR3(Cs-Cig)aryl, and 5-7
membered heteroargbntaining 1-2 heteroatoms independently selefcted O, N, and S

0

¥ )r

&Mwherein the arybnd-hetereanis eptionallysubstituted with one or more
substituents each independently selected fip-hydroxyatkylhalealiky, (GCioalkoxy:
aolocen ce b o]

R?6 s selected from =N-Rand=0—-OR’-and =N-OR;

R28 is selected froRR: —ORE,—~OC(O}O(CIR)2) O C(OMN(R) 2, ~-OS{OIN{Ra)2;
ahra—NRYSIOPOR;;

R% s selected from =N-RH=0, -OR, and=N-OR*=N-NHRand-N(R).;

R*is selected from R-OR?, and-SR—Na—N{R%)—-NR*C(O)OR;
-NRIGOINR)—NR*S(OLOR —NRS{OEN(RY)2—NRS(OLR*—OP{ONOR);

LN AN

~OP(O)(R)2r-NR'C(O)R, ~S(O)R~S(O)R", ~OS(OINHC(O)R,—N=/ =N
LN AN

<L,

R3 and RS
7 oo

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

wherein

Ais absent or is selected fro©(R%)2)a~ -O(C(R¥)2)n-, -NR*C{R*)2)
-O(C(R)2)n[O(C(RY)2)nlo-O(C(R)2)p-,-SLOHCR) ) CHOINR~—NRCIONC(R) 2)~
-NRPC{OYO(C(R)2)n~ -OC(O)NR(C(R)2)rr, -NHSONH{CR)2)a~
—~OC(O)NHSONH(CR) )~

-O{E(R)){Cs-Cro)arylene-,
-O(C(R))-heteroarylene-,
-OC(OINH(C(R))r(Ce-Crcjarylene-,
-O-{Ce-Cro)arylene-,
~Ceebopoaedopo-
-heteroarylene-(ECio)arylene-,
-O{CR)2)n{(Ce-Crojarylene~(G-Cro)arylene-,
-O(C{R®).)s-heteroarylene-heteroarylene-,
-O(C(R))n{Ce-Crojarylene-heteroaryiene~(ClR)r
-O(C(R)){Ce-Cro)arylene-heteroarylene-O(CR)r
-O(C(R))n(Ce-Cig)arylene-heteroaryiene-NEE(RY) )
-O{C(R)2)r-heteroarylene-heteroeyelylene-CONC B
-heterearylene-{6Crojarylene-{G-Ciojarylene-,
-heteroarylene-{ECiojarylene-heteroarylene-O(CTIR)—
-heterearylene-(GCio)arylene-heteroarylene~(CR)n-O(C(R))m
-O(C(R)o)r-heteroarylene-heteroarylene-NCs-Ciyarylene-,
-O{C(R3).)-heteroarylene-heteroarylene—heteroeyelylene-fBIR,
-O(C(R)2)-heteroarylene-heteroanylene—heterocychlene-GION)2)—
-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)(G4R-, and
-heteroarylene-(ECig)arylene-heteroarylene-heterocyclylenes8IIR3);)n-,-and
-O(C(R%).)--heteroarylene-heteroarylene-heterocyclylene-SRI(Ce-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;
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wherein the arylene, heteroarylene, and heterolgratyare optionally

substituted with one or more substituents eachpedéently selected frofC:-

Ciolalkyl, andhydroxyCi-Cig)alkyl; - - . y —
C{O)OR —C{ON(R)2,
-N{R3)o-and-alkyl-substituted-with—NAR;

L!is selected from
50 g N i
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e & & R
R4 N—-R3 NH NH AN
oA o
> N/ \—/ ’;55\81 Pz — B
NH2 R4
Nk/ N//N R? N’B1_§
N\
My L
Bt§
, and @) :

Blis selected from NR3-(C(R®)2)n-, *~ NRE-(C(R®)2)n-(Cs-Cro)arylene-(C(R)2)n-,

3 NR3CR®))-heteroanylene-} (Ce-Cro)arylene-, S~ NR3-(C(RE):)-NR3C(O)-,

5 NR3-(C(R3)2)n-heteroarylene-heterocyclylenes(Clo)aryIene-ihete#eawlene-

0 )
3C—(CRY) $C—(CRY)h |
heterocyclylene-(GCigjarylene~ (CRp)y FC=(CR ) )rheteroarylene-

S ¥
I g, PO
(CR%)p— (CR®))p— CR)2p—
ZAN ?JJ\O\
%NCL B <<|:<R3>2>p

CRY)p— A

~(Cg-Cyp)arylene- ’
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™\ ﬁ’?‘/\ﬁ'ﬂ
%—N\_/N—heteroarylene— \/'\N/)\

heterocyclylene —arylene— gnd

4~ NR3-(C(R®)2)n-S(Op—(Cs-Cio)arylene-C(O) —, wherein thé bond on the left side of'B

as drawn, is bound to'Lthe heteroarylene refers to a divalent radicalvdd from a

heteroaryl selected from pyridinyl, pyrimidinylidphenyl, thienyl, furanyl, pyrrolvl,

pyrazolyl, imidazolyl, pyrazinyl, oxazolyl, isoxalzty thiazolyl, pyridyl, pyrimidvl,

thiadiazolyl, oxadiazolyl, diazolyl, triazolyl, @etrazolyl, and the heterocyclylene refers to a

divalent radical derived from a heterocyclyl sedeicfrom oxetanyl, azetadinvyl,

tetrahydrofuranyl, pyrrolidinyl, oxazolinyl, oxazdinyl, thiazolinyl, thiazolidinyl, pyranvl,

thiopyranyl, tetrahydropyranyl, dioxalinyl, pipeimgl, morpholinyl, thiomorpholinyl,

piperazinyl, azepinyl, oxepinyl, and diazepirghd wherein the heteroaryl, heterocyclyl, and
arylene are optionally substituted with:-Cio)alkyl, hydrexyatkyl;halo(Ci-Cio)alkyl,
atkexy; orhalogen-er-hydroxy|

each Ris independently Hor (Ci-Ce)alkyl, —C{O}G-Cealtky—C{O)NH-aryl or
—C{S)NH-ary, wherein the alkyl is unsubstituted or substitutgtth—COOH, (Cs-Cio)arylor
-OH;

each R is independently HC:-Ce)alkyl-halogen, 5-12 membered heteroaryl, 5-12
membered heterocyclyl, §&Ci0)aryl, wherein the heteroaryl, heterocyclyl, ang are
optionally substituted with —N@®, -OR®, halegen(C1-Ce)alkyl, -(C1-Ce)alkylene-

heteroary—(G-Celalkylene-CN, orC(O)NRE-heteroarylor—C{O)NR-heteroeyelyl, and
wherein the heteroaryl refers to pyridinyl, pyrinmd, thiophenyl, thienyl, furanyl, pyrrolyl,

pyrazolyl, imidazolyl, pyrazinyl, oxazolyl, isoxalzty thiazolyl, pyridyl, pyrimidvl,

thiadiazolyl, oxadiazolyl, diazolyl, triazolyl, @aetrazolyl, and the heterocyclyl refers to

oxetanyl, azetadinyl, tetrahydrofuranyl, pyrrolidinoxazolinyl, oxazolidinyl, thiazolinyl,

thiazolidinyl, pyranyl, thiopyranyl, tetrahydropyrd, dioxalinyl, piperidinyl, morpholinyl,

thiomorpholinyl, piperazinyl, azepinyl, oxepinyhédiazepinyl
each Q is independently {Ror O:

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 r is independently 1, 2, 3, or 4;
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provided that when Ris R, wherein Ris —A-L'-B; L'is

8L N

N N
B L S
g o -

Bis N NR, cand Bis 5~ NR-(C(R®)2)n-; then A
is not -O(CH)2-O(CHy)-.

Xa:

R =N-R=0—-OR-and=N-OR;

R%s selected-from R—OR —OC(O)O(CR) )n—OC(ON(R),; -OS(OPN{R3);
and-N{R)S{OYORs:

R%2 s selected-from=N-RH, =0, -OR, =N-OR =N-NHR* and N(R)2;
R% s selectedfrom R-OR SR —Ns—N(R%)-NR*C(O)OR;
-NRPC{OIN(R)2—NRPS(OROR’ —NR’S(ON{RYz—NR*S(ORR*—OP(O)OR)z;
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é{N’N\‘N ‘{N/N\\N

_OP(O)F), -NRICIO)R,-S(O)R -S(O)R® -OSIOINHCOWRE M=/ ‘=N

Adis-absenteris-selected-from—(CIBr—O{C(R) ) NRUCRY) )
-O(CR))-[OLCIR)2) - O{CRY) )~ CLOHC(R)2)r-CLOINR-—NRCLONCR) )
-NRPC{O)OHC(R)2)r-—OC(OINRIC(R) ) NHSQNH(CR ) o)
—~OC{OINHSOANH(GRY)2)e~
-O(C(R)){Ce-Croyarylene-,

-O(C(R)2)n-heteroarylene-,

-OG{OINH(C(R)2)r(Cs-Caojarylene-,

-O-{Ce-Crojarylene-,

~Ceqeboroapdopo-

-heteroarylene-(ECigjarylene-,
-O(C(R)2)r(Ce-Cro)arylene-{G-Cioarylene-,
-O(C(R)o)r-heteroarylene-heteroarylene-,
-O(CR)){Ce-Cro)arylene-heteroarylene-(ClR)n
-O(CR)){Ce-Cro)arylene-heteroarylene-O(CTR)n
-O(C(R)2)n(Ce-Cro)arylene-heteroarylene-NEE(RY) )
-O(C(R)2)r-heteroarylene-heterocychylene-CLONC R
-heteroarylene-{ECioarylene<(G-Cigarylene-,
-heteroarylene-(ECio)arylene-heteroarylene-O(CTR)n~
-heterearylene-(ECio)arylene-heteroarylene~(ClR)n-O(C(R))m
-O(C(R)o)r-heteroarylene-heteroarylene-NCs-Cioyarylene-,
-O(C(R%).)-heteroarylene-heteroarylene—heterocyclylene-fiRIR:
-O(C(R)2)-heteroarylene-heteroarylene—heterocychlene-GIa¥)2)—
-O{E{R))r-(Co-Crojarylene-heteroarylene-heterocyclylene~(OfR—
-O(C(R)2)r(Ce-Cro)arylene-heteroarylene-heterocyclylene-G(OXNGHR;
-O(C(RY))~{Ce-Crojarylene-heteroarylene-heteroeyehiene QR )
-heteroarylene-(ECig)arylene-heteroarylene-heterocyclylene-(& R~
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-heteroarylene{EC.o)aryiene-heteroarylene-heterocychlene-C{OWOLR-
-heteroarylene-{EC1o)arylene-heteroarylene-heterocyelylene8IR%) ) and
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v B and w\o .

Blis selected fron® NR3ACR)Dmm— NRACR®))(Ce-Crojarylene~(CR)o)
3" NRAC(R®)2)-heteroarylene-s —(ECio)arylene-—~ -NB{CRY))-NR3C(O)
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«;mkﬁweﬂe~ —heteroarylene-

rene. FC(CRY) $C=(C( |
S £
D e g O
(CRY))p— (CR®))p— (CR)2)p—
A O
%NCK (C(RY),)
(CRY)p— N i

NS
%—N/:N—hetefoarylene— \/I\N/)\

—/

\(Cg-Cm)arvIene- .

heterocyclylene —arylene— 514

%Fhm@{@ﬂ?%grsgﬂgfmweneéxQ}——WheHH%#ﬁLbendeﬂ4hekﬁpade+#$%5

each-Risindependently H{GCe)alkyl-halegen,5-12 membered-heterocary; 5-12
membered heterocyclyl, §Ci)aryl, wherein the heteroaryl, heterocyclyl, ang are
optionally-substituted-with—N(R—OR’ -halogen—(G Ce)alkyl—(Ci-Coalkylene-
heteroary—(G-Ce)alkylene-CN—C{O)NRheteroaryh-or-C{O)NRheteroeyehy;

each-Yisindependently GiRerabend;

eaeh++54ndependenw¢a4ﬂﬁnbep#en¥ene%o12
12,
12;

eachrisindependently 123 or 4;
provided-thatwhen Ris R:-wherein Ris—A-L-B: LYis

8L N

e LS O

- Bis N(R®): - and-Bis- 3~ NR-(CRY)2)—then-A

s net-O{CH})-O(CH—
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23. A compound represented by Formula (I):
Me OMe Me Me

Me ()

or a pharmaceutically acceptable salereoisomeioxepane isomer, or tautomer
thereof, wherein:

R is selected fronR*-H.{Ci-Cejatkyd-OR®, -SR, =0-NR’C(O)OR,
-NRACOIN(RY)2—NRPS(CYOR —NRPS{OPN{R%)—NRPS(OFR*~(Ce-Cro)aryl, and 5-7
membered heteroargbntaining 1-2 heteroatoms independently selefcted O, N, and S

0O

¥
)r

and 0~ )t \wherein the arybnd-heteroan)ik eptionallysubstituted with one or more
substituents each independently selected &b -hydroxyatky-halealkyl, (& Cigalkoxy
halogen, and hydroxyl

R?6 s selected from =N-Rand=0—-OR’-and =N-OR;

R28 is selected fromR:—ORE,—~OC(O}O(CIR)2) O C(OMN(R) 2, ~-OS{OIN(Ra)2;
ahra—NRYSIOPOR;;

R3 s selected from =N-RH-=0, -OF, and =N-OR,

R s selected from R-OR?, and-SR,—Ns—N{R).-NR*C(O)OR;
-NRUCLOIN(R)—NRPS(OPOR* —NR’S(OPN(RY)-NR’S(O}R* —OPR(OHOR);

LN Ay

-OP(O)(R)oNRC(O)R ~S(O)F,~S(O)R*~OS(OINHC(OR,—N= =N
ANy ANy

—( S/

R3 _and R3
IR AY ]

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

A is absent or selected from,

~CRY) )~

-O(C(R)2)rr,

-NRUC(R)2)

-O(C(R)2)n-[O(C(R)2)nlo-O(C(R)2)p,

GO}

-C{OINR’

-NRCLONC(R)2)m~

-NRPC{OYO(C(R)2)m~

-OC(O)NR(C(R®)2)n-,

-NHSONH(CRY) )~

-OC(OINHSONHCIRY )

-O{CR)2)n{(Ce-Cao)arylene-,

-O(C(R))-heteroarylene-,

-OC(OINH(C{R)2)r(Cs-Cro)arylene-,

-O-{Cs-Crojarylene-,

-O-heteroarylene-,

-heteroarylene-(ECio)arylene-,
-O(C(R))n{Ces-Cro)arylene-(G-Cigjarylene-,
-O(C(R))-heteroarylene-heteroarylene-,
-O{C{R)2)m{(Ce-Cro)arylene-heteroarylene-(Cl)n~
-O(C(R))n{Ce-Cro)arylene-heteroarylene-O(CTR)r
-O{C(R).)~(Cs-Caglarylene-heteroarylene-NIEC(R®)o) o~
-O{C(R)2)r-heteroarylene-heteroeyelylene-CONC B
-heteroarylene-{ECiojarylene-(G-Cugjarylene-,
-heteroarylene-{ECiojarylene-heteroarylene-O(CTR)—
-heteroarylene-(ECi0)arylene-heteroarylene~(ClR)n-O(C{R)2)r
-O{C(R)2)r-heteroarylene-heteroarylene-NECe-Cigjarylene-,
-O{C(R)2)r-heteroarylene-heteroarylene—heterocychiene-{RIR;
-O{C(R))r-heteroarylene-hetercarylene—heterocyelylene-GIORY)) e~
-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-Cro)arylene-heteroarylene-heterocyclylene:&IR%).)n-,
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-heteroarylene-(E&Cio)arylene-heteroarylene-heterocyclylene-(€)¢R-,
-heteroarylene-(E&Cio)arylene-heteroarylene-heterocyclylene-C(O)(G4R-, and
-heteroarylene-(ECio)arylene-heteroarylene-heterocyclylenes&IR%)2)n-, and
-O(C(R®))r-heteroarylene-heteroarylene-heterocyelylene-2NR3-(Cs-Cioyarylene-,

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 heterolgyadyare optionally

substituted with one or more substituents eachpedéently selected frofC:-

Cig)alkyl, andhydroxy(Ci-Cio)alkyl; , , , xyl
L!is selected from
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B is selected from3 ™ NR3-(C(R%)2)n-, 3~ NR3-(C(R®)2)n-(Ce-Cro)arylene-

(C(R¥)2)n-, 3= NRC(R%))-heteroaryiene-;3 (Cs-Cro)arylene-, 5= NR*A(C(R¥)2)x
NR*G(0)-,
“37 NR3-(C(R%)2)n-heteroarylene-heterocyclylenestCio)arylene-,
0]
éG;g}&Ferne—:;C_(C(R )2)p~_

%:

0]
S 11
—=C—(C(R¥),),-heteroarylene- _

Ty Ul O
(C(R%)2)p— (CR%)2p— (CRY)p—
g jO!
= B R,

\N
(C(R?)2)p— ~ (Co-Cro)arylene-  ang | , wherein the'$—

bond on the left side of'Bas drawn, is bound to‘Lthe heteroarylene refers to a divalent

radical derived from a heteroaryl selected fromdigyl, pyrimidinyl, thiophenyl, thienyl,

furanyl, pyrrolyl, pyrazolyl, imidazolyl, pyrazinybxazolyl, isoxazolyl, thiazolyl, pyridyl,

pyrimidyl, thiadiazolyl, oxadiazolyl, diazolyl, &rolyl, or tetrazolyl, and the heterocyclylene

refers to a divalent radical derived from a hetgobd selected from oxetanyl, azetadinyl,

tetrahydrofuranyl, pyrrolidinyl, oxazolinyl, oxazdinyl, thiazolinyl, thiazolidinyl, pyranvl,

thiopyranyl, tetrahydropyranyl, dioxalinyl, pipenmgl, morpholinyl, thiomorpholinyl,

piperazinyl, azepinyl, oxepinyl, and diazepighd wherein the heteroaryl, heterocyclyl, and
arylene are optionally substituted with:-Cio)alkyl, hyedrexyatkyhalo(Ci-Cig)alkyl,

alkexy;- orhalogen-er-hydroxyl
each Ris independently H or (8Cs)alkyl;

each R is independently HC:-Cealkyl-halogen, 5-12 membered heteroaryl, 5-12
membered heterocyclyl, §&Cig)aryl, wherein the heteroaryl, heterocyclyl, ang are
optionally substituted with —N@®, -OR®, halegen(Ci-Ce)alkyl, -(C1-Ce)alkylene-

heteroary—{(G-Celalkylene-CN.or -C(O)NR-heteroaryl and wherein the heteroaryl refers
to pyridinyl, pyrimidinyl, thiophenyl, thienyl, fanyl, pyrrolyl, pyrazolyl, imidazolyl,

pyrazinyl, oxazolyl, isoxazolyl, thiazolyl, pyridvbyrimidyl, thiadiazolyl, oxadiazolyl,

diazolyl, triazolyl, or tetrazolyl, and the heteyotyl refers to oxetanyl, azetadinyl,

tetrahydrofuranyl, pyrrolidinyl, oxazolinyl, oxazdinyl, thiazolinyl, thiazolidinyl, pyranvl,
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thiopyranyl, tetrahydropyranyl, dioxalinyl, pipemgl, morpholinyl, thiomorpholinyl,

piperazinyl, azepinyl, oxepinyl, and diazepinyl
each Q is independently C{Ror O;

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 r is independently 1, 2, 3, or 4;
provided that when Ris R, wherein Ris —A-L1-B; Llis
S—_Rr1

N >o >0 |

éﬁ aq\/ Vﬁofﬁ{; Bis kN/ N(R%:2: and B is "3~ NR3-(C(R®)2)r-; then

Ais not -O(CH)2-O(CHy)-.

34. The compound of any one of claimg3,-represented by Formula (la-X):
Me OMe Me Me

Me (1a-X)
or a pharmaceutically acceptable saitrecisomeioxepane isomer, or tautomer

thereof, wherein ¥ is -OR’R*.

45, The compound of any one of claim&3,-represented by Formula (Ib-X):
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(Ib-X)

or a pharmaceutically acceptable salereoisomeioxepane isomer, or tautomer
thereof, wherein B is
=N-R%,

56. The compound of any one of claim&3,-represented by Formula (Ic-X):
Me OMe Me Me

Me (Ic-X)
or a pharmaceutically acceptable saitrecisomeioxepane isomer, or tautomer

thereof, wherein B is R*-OH.

6+ The compound of any one of claimg3,-represented by Formula (Id-X):
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(Id-X)

or a pharmaceutically acceptable salereoisomeioxepane isomer, or tautomer
thereof, wherein R is
=N-R%,

78. The compound of any one of claim&3,-represented by Formula (le-X):
Me OMe Me Me

Me (le-X)
or a pharmaceutically acceptable saitrecisomeioxepane isomer, or tautomer

thereof, wherein R is RL.

89. The compound of any one of claim&3,-or a pharmaceutically acceptable salt

stereoisomerpxepane isomer, or tautomer thereof, wherein € (R)2)n-.
910 The compound of any one of claim&3,-or a pharmaceutically acceptable salt

stereoisomergxepane isomer, or tautomer thereof, wherein (€ (R)2)n-[O(C(R%)2)n]o-

O(C(R)2)p-.
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1041 The compound of any one of claimg3,-or a pharmaceutically acceptable salt
stereoisomerpxepane isomer, or tautomer thereof, wherein € (R)2)n-(Ce-

Cio)arylene-heteroarylene-heterocyclylene-(€)¢R-.

1112 The compound of any one of claim&3,-or a pharmaceutically acceptable salt
stereoisomeroxepane isomer, or tautomer thereof, wherein -Aeéteroarylene-(€&
Cio)arylene-heteroarylene-heterocyclylene-(&§¢R-, -heteroarylene-(ECio)arylene-
heteroarylene-heterocyclylene-C(O)(C\H-, -heteroarylene-(ECig)arylene-heteroarylene-
heterocyclylene-SGC(R®)2)n-, or -O(C(R)2)n-heteroarylene-heteroarylene-heterocyclylene-
S(OpNR3-(Cg-Cio)arylene-.

12132 The compound of any one of claim&3,-or a pharmaceutically acceptable salt
stereoisomerpxepane isomer, or tautomer thereof, wherein € (R)2)n-(Ce-
Cio)arylene-heteroarylene-heterocyclylene-(€)¢R-, -O(C(F)2)n-(Cs-Cio)arylene-
heteroarylene-heterocyclylene-C(O) (G-, or -O(C(R)2)n-(Cs-Cr0)arylene-heteroarylene-
heterocyclylene-SgC(R%)2)n-.

1314 The compound of any one of claimg3,-or a pharmaceutically acceptable salt
stereoisomeroxepane isomer, or tautomer thereof, wherein Aéseroarylene-(6
Cio)arylene-heteroarylene-heterocyclylene-(€)§R--O{C{R%))--hetercarylene-
heteroaryiene-NR(Cs-Cioarylene-—O(C(R:)-heteroarylene-heteroarylene-
heterocyehlene-(C(Ro)--or-O(C{R))-heteroarylene-heteroarylene—heterocyclylene-
C{OHSERY ).

1415 The compound of any one of claimg3,-or a pharmaceutically acceptable salt
stereoisomerpoxepane isomer, or tautomer thereof, wherein Adseroarylene-(6
Cio)arylene-heteroarylene-heterocyclylene-C(O)(0fR--heterearylene-{ECiojarylene-
(Cs-Ciglarylene-—hetercarylene-{Cigaryiene-hetercarylene-O(CUR) o
heteroarylene-(ECio)arylene-heteroarylene-(C{R).-O(C(R)2)-.
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1514 The compound of any one of claimg3,-or a pharmaceutically acceptable salt

stereoisomergxepane isomer, or tautomer thereof wheréiis L
N=
Q&N
N O
> éﬂoﬁq\/ M\Wi{
o .

1617, The compound of any one of claim&3,-or a pharmaceutically acceptable salt

stereoisomergxepane isomer, or tautomer thereof, wheréiis L
N=
4</ IIIJI O I ij}g
\
R S )
q :

1748 The compound of any one of claim&3,-or a pharmaceutically acceptable salt

stereoisomergxepane isomer, or tautomer thereof, wheréiis L

=N

N N=
" E 0 i N 0 \\/’
N\
Y Qﬁoﬁw \/\H)Sf XN éﬁo)jV \/\N
q oF

1819 The compound of any one of claim&3,-or a pharmaceutically acceptable salt

stereoisomergxepane isomer, or tautomer thereof, wheréiis L

NA,\\Nmawwk \O Hmefpoop

D R i WS A A i

0]
-
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1920 The compound of any one of claim&2,-or a pharmaceutically acceptable salt

stereoisomergxepane isomer, or tautomer thereof, wheréiis L

&Néﬁoﬁ\/ © NMO%\/O\ - )L’;y

2 S qH e
(\NJJ\/Y\O/\/QO\A\N&
N. _N qH
S
NN _N
N</ 5

13-z

2024, The compound of clair@/, or a pharmaceutically acceptable satlrecisomer,

Nfofvoﬁvﬁf{

oxepane isomer, or tautomer thereof, wheréirs L

2122, The compound of clair@/, or a pharmaceutically acceptable satlrecisomer,

oxepane isomer, or tautomer thereof, wheréiisL
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2223 The compound of clairiZ, or a pharmaceutically acceptable saléreoisomer,

oxepane isomer, or tautomer thereof, wheréirsL

o! o 0
4
N/)?S\OJ\ N/\’éo\/\}O/Y\)J\ N MOV%O/YQJ&
N~\ 5 H q H )
Lo

2324 The compound of clair@/, or a pharmaceutically acceptable satérecisomer,

oxepane isomer, or tautomer thereof, wheréirsL

4 O O
E\?S:O)L”/\/(O\/EO/Y\)J\”/\(\JN\
Y NTONTY

LUNN
'S 5

o

2425 The compound of clair@?, or a pharmaceutically acceptable satlérecisomer,

oxepane isomer, or tautomer thereof, wheréirsL

N O

3 0 o
. :\'\:\/)\/\)J\ N/\QO\/ZO/Y\)J\H/\%O\/XO/Y\)L‘{ |

2526 The compound of clairiZ, or a pharmaceutically acceptable saléreoisomer,

oxepane isomer, or tautomer thereof, wheréirsL

N O

} o o
j{NN\/)\@)J\H/\GO\/ZI\O/Y\)k”/\éO\/tO/Y\)J‘{
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2826. The compound of any one of claimg3,-or a pharmaceutically acceptable salt

stereoisomergxepane isomer, or tautomer thereof, wheréiis L
N 4
O PO
%N r q q
5 o] o .

2927. The compound of any one of claim&3,-or a pharmaceutically acceptable salt

stereoisomergxepane isomer, or tautomer thereof, wheréiis L

O
Oy
. L”\YW °
N="™ _N

N
4L\/</
w5

3028. The compound of any one of claim&3,-or a pharmaceutically acceptable salt
\
N
I

—
. . . . 3
sterecisomeroxepane isomer, or tautomer thereof, wherein BisN~ N(R%)2,

R4

3129. The compound of any one of claim&3,-or a pharmaceutically acceptable salt

.%-BIN’<O

4 N-R®
R S
/

stereoisomeroxepane isomer, or tautomer thereof, wherein B is N

3230. The compound of any one of claim&3,-or a pharmaceutically acceptable salt

stereoisomergxepane isomer, or tautomer thereof, wherdiisB5 ™~ NRE-(C(R®)2)n-.

3331. The compound of any one of claim&3,-or a pharmaceutically acceptable salt

?éN/\

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

3432. The compound of any one of claim&3,-or a pharmaceutically acceptable salt

stereoisomergxepane isomer, or tautomer thereof, wherédiis8-12 membered heteroaryl,
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wherein the heteroaryl aptionally substituted with —N@, -OR®, halogen(Ci-Cs)alkyl, -
(C1-Colalkylene-heteroaryl—{CCs)alkylene-CN-or -C(O)NR-heteroaryl.

3533. The compound of any one of claim&3,-or a pharmaceutically acceptable salt

stereoisomergxepane isomer, or tautomer thereof, wherédiisB-12 memberetieteroaryl

optionally substituted with —N4

3634. A compound selected from the group consisting of:

Structure

H,N

S

Me OMe Me Me
~ S

NH,

o]
0\/\v/\fAN/\/O\/\o/\/O\/\o/\/o\/\o/\/o\/\dA\)LNHN/ N

) |
1, = NS
“OMe N=N N N)

Example 1
Me gMeMe Me

N/NI
NN

Example 3
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), N H
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o NT N
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Example 9
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Me OMe Me Me

Me OMe N. . N //_,\{ Y
Y N N
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Example 10
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Example 11
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Example 12

Example 13
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Me OMeMe Me Me
= \0

oy ¢

Example 14
Me OMeMe Me Me
A AL OH
“OMe
NH,
&
N
NH,
H
A
N~ N (o}
Example 15
Me OMeMe Me Me
X X O OH
‘OMe
NH,
o
N
NH,

H
N N\(\/
N

Example 16
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NH,

i 0

Example 17

Me OMeMe Me

' O\/\/\E'::,N

“OMe

o

Example 18

H
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Example 20

489




NH,
Example 21
Me OMe Me Me
AN o
(3 I \
Me OMe N\fN
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NH,
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Example 24
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Example 25

Me OMeMe Me

Example 26

Me OMe Me Me

Example 27
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Example 28
Me OMe Me Me N=N
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Me' “'OMe
S
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N
"“Me N
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o o
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Example 29
Me OMe Me Me N=N,
H U
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Example 30
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Example 31

Me OMeMe Me y:N
AN N’
Me “’OMe
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N

Example 32

Example 33
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N NH,
/\/\/N\N/
0
N=
NH,
Example 34
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Me “’OMe

Example 35
Me OMeMe Me v=N
AN N
Me “'OMe
| A
NN
e
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N
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Example 37

Me OMe Me Me

O. N,
\/\/\E '}N NH,

“"OMe L H
o/\/o\/\o/\/o\/\o/\/o\/\o/\/o\/\n/N N\/
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Example 38
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‘Me
Example 39
g
SN
H

° NH,
\/\/Y\N/\/O\/\O/\/o\/\o/\/o\/\o/\/o\/\o/\)l—NH I~A"N

= N, |
“OMe N=N LN \N)

Me OMe Me Me

o

A8
S” °N
H NH,
N
z
V\O/\/O\/\O/\/O\/\O/\/O\/YNC; - N
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Example 42
OH
Me OMeMe Me o HN 7 NH,

Example 43

OWNNOV\ 0/\/0\/\0/\/0\/\0 /\/u—NH I ~Z N

; N |
", N=, A
OMe N LN N)

Me OMeMe Me

X o N,
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Q CF3
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Me OMe Me Me
AN (e} N,
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N
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Example 49

HZN‘{
Example 50

Me OMeMe Me

Example 51
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Example 52

Me OMeMe Me

Example 53

Me OMe Me Me

Example 54

Me QMeMe Me

=N

Example 55
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Example 56
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Example 66

Me OMe Me Me
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Example 79
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or a pharmaceutically acceptable saitrecisomeioxepane isomer, or tautomer thereof.

3537 A pharmaceutical composition comprising a coomabof any one of claims 3434
or a pharmaceutically acceptable saltreoisomeioxepane isomer, or tautomer thereof, and

at least one of a pharmaceutically acceptableeradiluent, or excipient.
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3638 A compound of any one of claims3Z34 or a pharmaceutically acceptable salt,
stereoisomeigxepane isomer, or tautomer thereof, for use atitrg a disease or disorder
mediated by mTOR selected from brain and neurovasstumors, head and neck cancers,
breast cancer, lung cancer, mesothelioma, lymptemder, stomach cancer, kidney cancer,
renal carcinoma, liver cancer, ovarian cancer,yeadometriosis, testicular cancer,
gastrointestinal cancer, prostate cancer, gliobtaat skin cancer, melanoma, neuro cancers,
spleen cancers, pancreatic cancers, blood prdlferdisorders, 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, systemiausiprythematosus, Hashimoto's thyroiditis,
multiple sclerosis, myasthenia gravis, type | diabgeuveitis, allergic encephalomyelitis, and

glomerulonephritis.

3739 A compound of any one of claims323§ or a pharmaceutically acceptable salt,
sterecisomeipoxepane isomer, or tautomer thereof, for use ingureng a disease or disorder
mediated by mTOR selected from brain and neurovastwmors, head and neck cancers,
breast cancer, lung cancer, mesothelioma, lymptender, stomach cancer, kidney cancer,
renal carcinoma, liver cancer, ovarian cancer,yeadometriosis, 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 hearfyéyd liver, medulla ossium, skin, cornea,
lung, pancreas, intestinum tenue, limb, muscleyagerduodenum, small-bowel, or
pancreatic-islet-cell; graft-versus-host diseasesdht about by medulla ossium
transplantation; rheumatoid arthritis, systemiausiprythematosus, Hashimoto's thyroiditis,
multiple sclerosis, myasthenia gravis, type | diabguveitis, allergic encephalomyelitis, and

glomerulonephritis.
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3844 A compound of any one of claims3Z34 or a pharmaceutically acceptable salt,
stereoisomeigxepane isomer, or tautomer thereof, for use incied the risk of a disease or
disorder mediated by mTOR selected from brain andaevascular tumors, head and neck
cancers, breast cancer, lung cancer, mesothellgmphoid cancer, stomach cancer, kidney
cancer, renal carcinoma, liver cancer, ovarian egravary endometriosis, testicular cancer,
gastrointestinal cancer, prostate cancer, gliobtaat skin cancer, melanoma, neuro cancers,
spleen cancers, pancreatic cancers, blood prdlferdisorders, 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 | diabgeuveitis, allergic encephalomyelitis, and

glomerulonephritis.

3944, A compound of any one of claims323§ or a pharmaceutically acceptable salt,

stereoisomeigxepane isomer, or tautomer thereof, for use gtitrg cancer.

4042, The compound for use of clai®®4, wherein the cancer is selected from brain and
neurovascular tumors, head and neck cancers, lma@astr, lung cancer, mesothelioma,
lymphoid cancer, stomach cancer, kidney cancea| @arcinoma, liver cancer, ovarian
cancer, ovary endometriosis, testicular cancetr@asgestinal 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 neadncrine tumors.

4143 A compound of any one of claims3%3§ or a pharmaceutically acceptable salt,
stereoisomegxepane isomer, or tautomer thereof, for use atittg an immune-mediated

disease selected from resistance by transplantatibeart, kidney, liver, medulla ossium,
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skin, cornea, lung, pancreas, intestinum tenudy,limuscle, nerves, duodenum, small-bowel,
or pancreatic-islet-cell; graft-versus-host diseds®ught about by medulla ossium
transplantation; rheumatoid arthritis, systemiausiprythematosus, Hashimoto's thyroiditis,
multiple sclerosis, myasthenia gravis, type | diabgeuveitis, allergic encephalomyelitis, and

glomerulonephritis.

4244, A compound of any one of claims3%3§ or a pharmaceutically acceptable salt,
stereoisomeigxepane isomer, or tautomer thereof, for use atitiga an-agerelated
condition selected from sarcopenia, skin atrophysete wasting, brain atrophy,
atherosclerosis, arteriosclerosis, pulmonary engings osteoporosis, osteoarthritis, high
blood pressure, erectile dysfunction, dementia,tiHgton'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 hypeinty and systolic and diastolic
dysfunction, immunosenescencancer, obesity, and diabetes.

4345 Use of a compound of any of claim$434§ or a pharmaceutically acceptable salt,
stereoisome@xepane isomer, or tautomer thereof, in the matufaof a medicament for
treating, preventing, or reducing the risk of sedise or disorder mediated by mTOR selected
from brain and neurovascular tumors, head and cackers, breast cancer, lung cancer,
mesothelioma, lymphoid cancer, stomach cancergidancer, 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 cana®l @ancer, bladder cancer, bile duct cancer,
ocular cancer, gastrointestinal stromal tumorsrax@mdocrine 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, Hashimmdhyroiditis, multiple sclerosis,
myasthenia gravis, type | diabetes, uveitis, ailteegcephalomyelitis, and

glomerulonephritis.
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4444 Use of a compound of any of claim$434§ or a pharmaceutically acceptable salt,
stereoisomem@xepane isomer, or tautomer thereof, in the matufaof a medicament for

treating cancer.

4547, Use of a compound of any of claim$434§ or a pharmaceutically acceptable salt,
stereoisome@xepane isomer, or tautomer thereof, in the matufaof a medicament for
treating an immune-mediated disease selected fesmtance by transplantation of heart,
kidney, liver, medulla ossium, skin, cornea, lupgncreas, intestinum tenue, limb, muscle,
nerves, duodenum, small-bowel, or pancreatic-is{-graft-versus-host diseases brought
about by medulla ossium transplantation; rheumaddiaritis, systemic lupus erythematosus,
Hashimoto's thyroiditis, multiple sclerosis, myastta gravis, type | diabetes, uveitis, allergic

encephalomyelitis, and glomerulonephritis.

4648 Use of a compound of any of claims424 or a pharmaceutically acceptable salt,
stereoisomem@xepane isomer, or tautomer thereof, in the matufaof a medicament for
treatinga an-age-relatecondition selected from sarcopenia, skin atrophysete wasting,
brain atrophy, atherosclerosis, arteriosclerosibppnary emphysema, osteoporosis,
osteoarthritis, high blood pressure, erectile dysfion, dementia, Huntington's disease,
Alzheimer's disease, cataracts, age-related madetgneration, prostate cancer, stroke,
diminished life expectancy, impaired kidney funatiand age-related hearing loss, aging-
related mobility disability (e.g., frailty), cogiue decline, age-related dementia, memory
impairment, tendon stiffness, heart dysfunctiorhsa cardiac hypertrophy and systolic and
diastolic dysfunction, immunosenescenzacer, obesity, and diabetes.
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