Claims:

1. A compound represented by Formula I-X:

(I-X)

or a pharmaceutically acceptable salt, stereoisooxepane isomer, or tautomer
thereof, wherein:

R1¢is selected from -OR-SR, -NR3C(O)OR, (Cs-Cig)aryl, and 5-7 membered
heteroaryl containing 1-2 heteroatoms independealigcted from O, N, and S, wherein the
aryl is substituted with one or more substitueaishendependently selected from{C
Cio)alkoxy;

R% is selected from =N-Rand =0;

R?8 is selected from—-OR

R3 s selected from =N-R =0, -OR, and =N-OR,;

R* s selected from R-OR?, and -SR;

wherein the compound comprises orfe R

R!is —A-L'-B; and

wherein
Ais absent or is selected from -O(C(Bn-, -O(C(R)2)n-[O(C(R®)2)n]o-O(C(R)2)p-, -
OC(O)NR(C(R32)n-, -heteroarylene-(ECio)arylene-,
-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-(ECio)arylene-heteroarylene-heterocyclylene-C(O) (4R, and
-heteroarylene-(6ECig)arylene-heteroarylene-heterocyclylenes8I3R%)2)n-,
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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 eachpeddently selected from (€
Cig)alkyl, and hydroxy(@Cio)alkyl;
L!is selected from
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wherein the bond with variable position in thezdke is in the 4-position;

B is selected from

and
B! is selected from NR3-(C(R%)2)n-, *~ NRE-(C(R%)2)n-(Ce-Cio)arylene-(C(R)2)n-, ° (Ce-

Cioarylene-,*~ NR-(C(R®)2)-heteroarylene-heterocyclylenesCio)arylene-,

S *
I g, PO
(CR%)p— (C(R%))p— (CR)2)p—
}éN n
%NCL B <<|:<R3>2>p

CR))p— A

g—N N—heteroarylene——
/

~(Cg-Cyp)arylene- ’

, and 3~ NR3-(C(R%)2)s-S(O)—(Cs-Cro)arylene-C(O) —, wherein

the *~ bond on the left side of'Bas drawn, is bound td'Lthe heteroarylene refers to a
divalent radical derived from a heteroaryl seledtech pyridinyl, pyrimidinyl, thiophenyl,
thienyl, furanyl, pyrrolyl, pyrazolyl, imidazolypyrazinyl, oxazolyl, isoxazolyl, thiazolyl,
pyridyl, pyrimidyl, thiadiazolyl, oxadiazolyl, diatyl, triazolyl, or tetrazolyl, and the

heterocyclylene refers to a divalent radical detifrem a heterocyclyl selected from

oxetanyl, azetadinyl, tetrahydrofuranyl, pyrroliginoxazolinyl, oxazolidinyl, thiazolinyl,
thiazolidinyl, pyranyl, thiopyranyl, tetrahydropyrd, dioxalinyl, piperidinyl, morpholinyl,

thiomorpholinyl, piperazinyl, azepinyl, oxepinyh@diazepinyl; and wherein the heteroaryl,
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heterocyclyl, and arylene are optionally substdukgth (Ci-Cig)alkyl, halo(G-Cio)alkyl, or
halogen;

each Ris independently H, or (&Ce)alkyl, wherein the alkyl is unsubstituted or
substituted with (&Cio)aryl;

each R is independently H, halogen, 5-12 membered hetgrd12 membered
heterocyclyl, (6-Cio)aryl, wherein the heteroaryl, heterocyclyl, ang are optionally
substituted with —N(B2, -OR®, (C1-Ce)alkyl, or -C(O)NR-heteroaryl, and wherein the
heteroaryl refers to pyridinyl, pyrimidinyl, thiophyl, thienyl, furanyl, pyrrolyl, pyrazolyl,
imidazolyl, pyrazinyl, oxazolyl, isoxazolyl, thiad, pyridyl, pyrimidyl, thiadiazolyl,
oxadiazolyl, diazolyl, triazolyl, or tetrazolyl, drihe heterocyclyl refers to oxetanyl,
azetadinyl, tetrahydrofuranyl, pyrrolidinyl, oxa&ofl, oxazolidinyl, thiazolinyl,
thiazolidinyl, pyranyl, thiopyranyl, tetrahydropyrd, dioxalinyl, piperidinyl, morpholinyl,
thiomorpholinyl, piperazinyl, azepinyl, oxepinyhédiazepinyl;

each Q is independently C{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 ris independently 1, 2, 3, or 4;

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

~§—BIN,N

N N,
ooy Y
g o -

Bis N "NR%z:andBis* NR-(C(R®)2)nr; then A
is not -O(CH)2-O(CHy)-.

2. A compound represented by Formula (I):
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{)

or a pharmaceutically acceptable salt, stereoisopxepane isomer, or tautomer
thereof, wherein:

R1¢is selected from -OR-SR, -NR3C(O)OR, (Cs-Cig)aryl, and 5-7 membered
heteroaryl containing 1-2 heteroatoms independesalgcted from O, N, and S, wherein the
aryl is substituted with one or more substitueaishendependently selected from{C
Cio)alkoxy;

R% is selected from =N-Rand =0;

R? is selected from —OR

R3 s selected from =N-R =0, -OR, and =N-OR,;

R*is selected from R-OR?, and -SR;

wherein the compound comprises orfe R

R!is —-A-L1-B; and

wherein

A is absent or selected from,

-O(C(R)2)n,

-O(C(R)2)n[O(C(R?)2)nlo-O(C(R)2)pr,

-OC(O)NR(C(R®)2)n-,

-heteroarylene-(ECio)arylene-,

-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-(E&Cio)arylene-heteroarylene-heterocyclylene-(€)¢R-,

-heteroarylene-(ECio)arylene-heteroarylene-heterocyclylene-C(O)(G4R-, and

-heteroarylene-(ECio)arylene-heteroarylene-heterocyclylenes&IR%)2)n-,
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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 eachpeddently selected from (€

Cig)alkyl, and hydroxy(@Cio)alkyl;
L!is selected from

Ns N<
o SN i
NM a\/o \\\/Né/\ a\/O J?g
O ) q H )
N 0 0
%\\5/ éﬁo/)\/o\/\NJ\MQ\)J}i
q H 0 ,
N/,N\,,A
‘N_ﬂs Z>N
5 |
x \N)\@
NYN y

wherein the bond with variable position in thezdke is in the 4-position;

B is selected from

0
Bl By | 'g_BiNJ(O R
th\ R R4 N R? A N—-R? |\ SN
N"NR?), N N TN N/)\R“,and
NH, R4
N =

Blis selected from3— NR3-(C(R®)2)n-, =5~ NR3-(C(R%)2)n-(Cs-Cio)arylene-
(C(R*)2)n-, 737 (Cs-Cro)arylene-,

3~ NR3-(C(R%)2)n-heteroarylene-heterocyclylenestCio)arylene-,
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O i O
(CR%)2)p— (C(R?)2)p— (CR)2p—
2y L
=] B CR,

(C(RS)Z)p_’ K/l\l\(Cs—Cm)arylene—, and | “wherein the 2~
bond on the left side of'Bas drawn, is bound to'Lthe heteroarylene refers to a divalent
radical derived from a heteroaryl selected fromagyl, pyrimidinyl, thiophenyl, thienyl,
furanyl, pyrrolyl, pyrazolyl, imidazolyl, pyrazinybxazolyl, isoxazolyl, thiazolyl, pyridyl,
pyrimidyl, thiadiazolyl, oxadiazolyl, diazolyl, &zolyl, or tetrazolyl, and the heterocyclylene
refers to a divalent radical derived from a hetgobd selected from oxetanyl, azetadinyl,
tetrahydrofuranyl, pyrrolidinyl, oxazolinyl, oxazdinyl, thiazolinyl, thiazolidinyl, pyranyl,
thiopyranyl, tetrahydropyranyl, dioxalinyl, pipeigl, morpholinyl, thiomorpholinyl,
piperazinyl, azepinyl, oxepinyl, and diazepinyldamherein the heteroaryl, heterocyclyl, and
arylene are optionally substituted withi{Cig)alkyl, halo(G-Cio)alkyl, or halogen;

each Ris independently H or (8Cs)alkyl;

each R is independently H, halogen, 5-12 membered hetgrd&12 membered
heterocyclyl, (G-Cig)aryl, wherein the heteroaryl, heterocyclyl, and are optionally
substituted with —N(B2, -OR®, (C1-Ce)alkyl, or -C(O)NR-heteroaryl, and wherein the
heteroaryl refers to pyridinyl, pyrimidinyl, thiophyl, thienyl, furanyl, pyrrolyl, pyrazolyl,
imidazolyl, pyrazinyl, oxazolyl, isoxazolyl, thiad, pyridyl, pyrimidyl, thiadiazolyl,
oxadiazolyl, diazolyl, triazolyl, or tetrazolyl, drthe heterocyclyl refers to oxetanyl,
azetadinyl, tetrahydrofuranyl, pyrrolidinyl, oxa&ofl, oxazolidinyl, thiazolinyl,
thiazolidinyl, pyranyl, thiopyranyl, tetrahydropyrd, dioxalinyl, piperidinyl, morpholinyl,
thiomorpholinyl, piperazinyl, azepinyl, oxepinyhédiazepinyl;

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

8L N

N< -
ooy (Y
d o

:Bis N N(R:2; and B is *—~ NR3-(C(R%2)n-; then
A is not -O(CH)2-O(CHy)-.

3. The compound of any one of claims 1-2, represthy Formula (la-X):

(la-X)
or a pharmaceutically acceptable salt, stereoisooxepane isomer, or tautomer
thereof, wherein B is -OF.

4. The compound of any one of claims 1-2, represkhy Formula (1b-X):
Me OMe Me Me

Me (Ib-X)
or a pharmaceutically acceptable salt, stereoisooxepane isomer, or tautomer

thereof, wherein B is =N-R™.
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5. The compound of any one of claims 1-2, repregsthy Formula (Ic-X):

(Ic-X)
or a pharmaceutically acceptable salt, stereoisopxepane isomer, or tautomer

thereof, wherein B is -OH.

6. The compound of any one of claims 1-2, represthy Formula (Id-X):

(Id-X)
or a pharmaceutically acceptable salt, stereoisopxepane isomer, or tautomer

thereof, wherein B is =N-RL.

7. The compound of any one of claims 1-2, represkhy Formula (le-X):
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(le-X)
or a pharmaceutically acceptable salt, stereoisopxepane isomer, or tautomer

thereof, wherein fis RL.

8. The compound of any one of claims 1-2, or ampla@eutically acceptable salt,

stereoisomer, oxepane isomer, or tautomer thendwftein A is -O(C(R)2)n-.

9. The compound of any one of claims 1-2, or ampla@eutically acceptable salt,
stereoisomer, oxepane isomer, or tautomer thendwfrein A is -O(C(R)2)n-[O(C(R%)2)n]o-
O(C(R)2)p-

10.  The compound of any one of claims 1-2, or amplaeutically acceptable salt,
stereoisomer, oxepane isomer, or tautomer thengaein A is -O(C(R)2)n-(Cs-

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

11.  The compound of any one of claims 1-2, or aplaeutically acceptable salt,
stereoisomer, oxepane isomer, or tautomer thendwdtrein A is -heteroarylene-§C
Cio)arylene-heteroarylene-heterocyclylene-(€)¢R-, -heteroarylene-(ECig)arylene-
heteroarylene-heterocyclylene-C(O) (€G-, -heteroarylene-(ECio)arylene-heteroarylene-
heterocyclylene-SGC(R®)2)n-, or -O(C(R)2)n-heteroarylene-heteroarylene-heterocyclylene-
S(ORNR3-(Cs-Cio)arylene-.

12.  The compound of any one of claims 1-2, or aplaeutically acceptable salt,

stereoisomer, oxepane isomer, or tautomer thendwftein A is -O(C(R)2)n-(Ce-

Cio)arylene-heteroarylene-heterocyclylene-(€)¢R-, -O(C(R)2)n-(Cs-Cro)arylene-
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heteroarylene-heterocyclylene-C(O)(CH-, or -O(C(R)2)n-(Cs-Cio)arylene-heteroarylene-
heterocyclylene-SEC(R%)2)n-.

13. The compound of any one of claims 1-2, or aiphaeutically acceptable salt,
stereoisomer, oxepane isomer, or tautomer thendadrein A is -heteroarylene-¢C

Cig)arylene-heteroarylene-heterocyclylene-(&¢R-.
14. The compound of any one of claims 1-2, or aiphaeutically acceptable salt,
stereoisomer, oxepane isomer, or tautomer thendarein A is -heteroarylene-§C

Cig)arylene-heteroarylene-heterocyclylene-C(O)(T4R-.

15. The compound of any one of claims 1-2, or aiphaeutically acceptable salt,

stereoisomer, oxepane isomer, or tautomer therbefain L is
N=
S
N O
. é/\o/>\/ \/\[ﬁi
a 0

16. The compound of any one of claims 1-2, or aiphaeutically acceptable salt,

stereoisomer, oxepane isomer, or tautomer thendwtein L is
N=
4</ NN 0 I ij}g
\
R e \”H)L(\)f
q .

17.  The compound of any one of claims 1-2, or aplaeutically acceptable salt,

stereoisomer, oxepane isomer, or tautomer thendwfrein L is
N
FAve éﬂ />\/O\/\N)gﬁ

18.  The compound of any one of claims 1-2, or aplaeutically acceptable salt,

stereoisomer, oxepane isomer, or tautomer thendwtein L is
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19. The compound of any one of claims 1-2, or aiphaeutically acceptable salt,

stereoisomer, oxepane isomer, or tautomer thendwtein L is

4 N=N H j
|

%/Né/\ a\/o N\</\O>/\/O\Y/\N g
s © q \/j.( 0 H

20.  The compound of claim 6, or a pharmaceuticatiyeptable salt, stereoisomer,

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

oxepane isomer, or tautomer thereof, wheréirsL

21. The compound of claim 6, or a pharmaceuticatlyeptable salt, stereocisomer,

oxepane isomer, or tautomer thereof, wheréirsL

1
o \E/N\)N\N/ﬁ
NN

N%H\/\éo/\iow/jf{.

22. The compound of claim 6, or a pharmaceuticatlyeptable salt, stereocisomer,

oxepane isomer, or tautomer thereof, wheréirsL

o! o 0
4
'.‘f/)?f\o)]\ N/\’é OV\}O/YQJ\ N MOV%O/YQ&
N~ N 5 H q H o
Lo

23. The compound of claim 6, or a pharmaceuticatlyeptable salt, stereoisomer,

oxepane isomer, or tautomer thereof, wheréirsL
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. (@) (@)
E\?SS\OJ\”/\,{O\/EO/Y\)J\H/\(\JN\
Y NTONTY
NYN
N | ?2

o

24. The compound of claim 6, or a pharmaceuticatlyeptable salt, stereocisomer,

oxepane isomer, or tautomer thereof, wheréiisL
(0] 0] 0]
N=N
B S
H q H ° :

25. The compound of claim 6, or a pharmaceuticatlyeptable salt, stereoisomer,
oxepane isomer, or tautomer thereof, wheréirsL

0]

=N o o)
5 E\/)\@)}\ H/\GO\/Z\O/Y\)k ” /\%O\/XO/Y\){i

26. The compound of any one of claims 1-2, or aiphaeutically acceptable salt,
stereoisomer, oxepane isomer, or tautomer thendwftein L is

¢N4

N o) o) %
N
o5 T 99 ‘0

27.  The compound of any one of claims 1-2, or ampbaeutically acceptable salt,

stereoisomer, oxepane isomer, or tautomer thendwfrein L is

ey

N
A
NﬁN\N L?\l/

4L\/:/
“on 5
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28.  The compound of any one of claims 1-2, or ampbaeutically acceptable salt,
8L N
\

N R

|
—
stereoisomer, oxepane isomer, or tautomer thendwfrein Bis N NR%)

29.  The compound of any one of claims 1-2, or amphaeutically acceptable salt,

'§_B1 (0]

stereoisomer, oxepane isomer, or tautomer thendwdtein B is

30. The compound of any one of claims 1-2, or ampbaeutically acceptable salt,

stereoisomer, oxepane isomer, or tautomer thendrein B is >~ NRE-(C(R%)2)r-.

31. The compound of any one of claims 1-2, or aiphaeutically acceptable salt,

ﬁN/\

N
stereoisomer, oxepane isomer, or tautomer thendwfein B is “(Ce-Crp)arylene-

32. The compound of any one of claims 1-2, or aiphaeutically acceptable salt,
stereoisomer, oxepane isomer, or tautomer thendwftein R is 5-12 membered heteroaryl,
wherein the heteroaryl is optionally substitutethwiN(F)z, -OR®, (C1-Cs)alkyl, or -
C(O)NR3-heteroaryl.

33.  The compound of any one of claims 1-2, or ampbaeutically acceptable salt,
stereoisomer, oxepane isomer, or tautomer thendwftein R is 5-12 membered heteroaryl

optionally substituted with —NH

34. A compound selected from the group consisting o
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or a pharmaceutically acceptable salt, stereoisooxepane isomer, or tautomer thereof.

35. A pharmaceutical composition comprising a poond of any one of claims 1-34, or
a pharmaceutically acceptable salt, stereocisomxepane isomer, or tautomer thereof, and at
least one of a pharmaceutically acceptable cadikrent, or excipient.

36. A compound of any one of claims 1-34, or arptaceutically acceptable salt,
stereoisomer, oxepane isomer, or tautomer thefi@odise in treating 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,eadometriosis, testicular cancer,
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gastrointestinal cancer, prostate cancer, gliobtaat skin cancer, melanoma, neuro cancers,
spleen cancers, pancreatic cancers, blood prdliferdisorders, lymphoma, leukemia,
endometrial cancer, cervical cancer, vulva carestate cancer, penile cancer, bone
cancers, muscle cancers, soft tissue cancerstimatesr rectal cancer, anal cancer, bladder
cancer, bile duct cancer, ocular cancer, gaststint stromal tumors, neuro-endocrine
tumors, resistance by transplantation of hearfyeyd liver, medulla ossium, skin, cornea,
lung, pancreas, intestinum tenue, limb, muscle/egrduodenum, 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.

37. A compound of any one of claims 1-34, or arptaceutically acceptable salt,
stereoisomer, oxepane isomer, or tautomer thefi@ofise in preventing a disease or disorder
mediated by mTOR selected from brain and neurovastumors, 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 prdiferdisorders, lymphoma, leukemia,
endometrial cancer, cervical cancer, vulva carestate cancer, penile cancer, bone
cancers, muscle cancers, soft tissue cancerstimatesr rectal cancer, anal cancer, bladder
cancer, bile duct cancer, ocular cancer, gaststint stromal tumors, neuro-endocrine
tumors, resistance by transplantation of heartyéyd liver, medulla ossium, skin, cornea,
lung, pancreas, intestinum tenue, limb, muscle/egrduodenum, 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 | diabeuveitis, allergic encephalomyelitis, and
glomerulonephritis.

38. A compound of any one of claims 1-34, or arptaceutically acceptable salt,
stereoisomer, oxepane isomer, or tautomer thei@odise in reducing the risk of a disease or
disorder mediated by mTOR selected from brain andaovascular tumors, head and neck
cancers, breast cancer, lung cancer, mesothellgmphoid cancer, stomach cancer, kidney

cancer, renal carcinoma, liver cancer, ovarian egravary endometriosis, testicular cancer,
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gastrointestinal cancer, prostate cancer, gliobtaat skin cancer, melanoma, neuro cancers,
spleen cancers, pancreatic cancers, blood prdliferdisorders, lymphoma, leukemia,
endometrial cancer, cervical cancer, vulva carestate cancer, penile cancer, bone
cancers, muscle cancers, soft tissue cancerstimatiesr rectal cancer, anal cancer, bladder
cancer, bile duct cancer, ocular cancer, gaststint stromal tumors, neuro-endocrine
tumors, resistance by transplantation of hearfyeyd liver, medulla ossium, skin, cornea,
lung, pancreas, intestinum tenue, limb, muscle/egrduodenum, 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.

39. A compound of any one of claims 1-34, or arptaceutically acceptable salt,

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

40. The compound for use of claim 39, whereinddwecer is selected from brain and
neurovascular tumors, head and neck cancers, lwaastr, lung cancer, mesothelioma,
lymphoid cancer, stomach cancer, kidney cancea| @rcinoma, liver cancer, ovarian
cancer, ovary endometriosis, testicular cancety@asestinal cancer, prostate cancer,
glioblastoma, skin cancer, melanoma, neuro canspksen cancers, pancreatic cancers,
blood proliferative disorders, lymphoma, leuken@agometrial 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.

41. A compound of any one of claims 1-34, or a ptaeutically acceptable salt,
stereoisomer, oxepane isomer, or tautomer thefi@odise in treating an immune-mediated
disease selected from resistance by transplantatibeart, kidney, liver, medulla ossium,
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.
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42. A compound of any one of claims 1-34, or a ptaeutically acceptable salt,
stereoisomer, oxepane isomer, or tautomer thel@odise in treating a condition selected
from sarcopenia, skin atrophy, muscle wasting,rbastiophy, atherosclerosis,
arteriosclerosis, pulmonary emphysema, osteopgrasigoarthritis, high blood pressure,
erectile dysfunction, dementia, Huntington's diseddzheimer's disease, cataracts, age-
related macular degeneration, prostate cancekestdiminished life expectancy, impaired
kidney function, and age-related hearing loss, gxgatated mobility disability (e.g., frailty),
cognitive decline, age-related dementia, memoryaimpent, tendon stiffness, heart
dysfunction such as cardiac hypertrophy and syséwld diastolic dysfunction,

immunosenescenceancer, obesity, and diabetes.

43. Use of a compound of any of claims 1-34, oharmaceutically acceptable salt,
stereoisomer, oxepane isomer, or tautomer theiretie manufacture of a medicament for
treating, preventing, or reducing the risk of aedise or disorder mediated by mTOR selected
from brain and neurovascular tumors, head and oackers, breast 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 tumorsrayemdocrine tumors, resistance by
transplantation of heart, kidney, liver, medullgias, skin, cornea, lung, pancreas,
intestinum tenue, limb, muscle, nerves, duodenumajlsbowel, or pancreatic-islet-cell,
graft-versus-host diseases brought about by medsfimim transplantation; rheumatoid
arthritis, systemic lupus erythematosus, Hashirmadhyroiditis, multiple sclerosis,
myasthenia gravis, type | diabetes, uveitis, ailteegcephalomyelitis, and
glomerulonephritis.

44, Use of a compound of any of claims 1-34, oharmaceutically acceptable salt,
stereoisomer, oxepane isomer, or tautomer theretdie manufacture of a medicament for

treating cancer.

45, Use of a compound of any of claims 1-34, oharmaceutically acceptable salt,
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stereoisomer, oxepane isomer, or tautomer theiretie manufacture of a medicament for
treating an immune-mediated disease selected fesigtance by transplantation of heart,
kidney, liver, medulla ossium, skin, cornea, lupancreas, intestinum tenue, limb, muscle,
nerves, duodenum, small-bowel, or pancreatic-dit-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.

46. Use of a compound of any of claims 1-34, oharmaceutically acceptable salt,
stereoisomer, oxepane isomer, or tautomer theiretie manufacture of a medicament for
treating a condition selected from sarcopenia, akiophy, muscle wasting, brain atrophy,
atherosclerosis, arteriosclerosis, pulmonary emgaings osteoporosis, osteoarthritis, high
blood pressure, erectile dysfunction, dementia,tidgton’'s disease, Alzheimer's disease,
cataracts, age-related macular degeneration, peasdacer, 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.
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