The Claims defining the Invention are as follows:

1. Use of a compound of Formula I:
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or a pharmaceutically acceptable salt thereof, wherein:

Ring A is Cs.10 cycloalkyl, Ce.10aryl, 4 to 10-membered heterocycloalkyl, or 5 to
10-membered heteroaryl;

L is O or NR*;

W is N or CR®;

X is N or CRS;

Y isNor CR;

wherein only one of X and Y is N;

R is H, C1-10 alkyl, Cs.10 cycloalkyl, phenyl, -(CRER®),0C(0)R?, -(CRER?),
NRYR?  or -(CR®R%),C(O)NRR2, wherein said Ci-10 alkyl, Cz-10 cycloalkyl, and
phenyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently
selected from F, Cl, Br, CN, Ci-salkyl, and C1.4 haloalkyl;

R? and R® are each independently selected from H, Ci-salkyl, and C1-4 haloalkyl;

R*is H or Cyrsalkyl;

R® and R® are each independently selected from H, halo, and C1-4alky!;

R is C1salkyl, NR¥R or OR?>;

R® and R® are each independently selected from H and Ci-s alkyl;

R is C1-6 alkyl optionally substituted by 1, 2 or 3 substituents independently
selected from C1.6 haloalkyl, Cs.10 cycloalkyl, OR?, and NR°RY,
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R and R*? are each independently selected from H and Ci.¢ alkyl;

R is H or Ci4alkyl;

R is H, Cisalkyl, Cs.7 cycloalkyl, Cs.7 cycloalkyl-Ci.salkyl, Ce.10aryl, Ce.r0aryl-
Craalkyl, 4-10 membered heterocycloalkyl, (4-10 membered heterocycloalkyl)-C1.4
alkyl, 5-10 membered heteroaryl, or (5-10 membered heteroaryl)-Ci.4 alkyl, C(O)R®?,
C(O)OR?, C(O)NRR®, S(O)R, S(0)2R™, or S(0)NR®R™, wherein said C1-salkyl,
Ca7cycloalkyl, Cs.7 cycloalkyl-Ci1-4 alkyl, Ces.10 aryl, Cs.10 aryl-Ci-s alkyl, 4-10 membered
heterocycloalkyl, (4-10 membered heterocycloalkyl)-Ci.4 alkyl, 5-10 membered
heteroaryl, and (5-10 membered heteroaryl)-Ci.4 alkyl are each optionally substituted by
1, 2, or 3 substituents independently selected from halo, Ci-4 alkyl, C1-4 haloalkyl, CN,
NO2, OR?, SR, C(O)RP?, C(O)NR®'R", C(O)OR?, OC(O)R, OC(O)NRR™,
NRSRY, NRC(0)RM, NRIC(O)OR¥, NRIC(O)NRIRY, NRIS(O)RPL, NR!S(0),R"?,
NR®S(0)NR“R", S(O)R", S(O)NR*'R%, S(0)2R", and S(0).NRR™;

or R and R together with the N atom to which they are attached form a 4-, 5-,
6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Ci. alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Ce-10aryl, 5-6 membered heteroaryl, halo, CN, OR*, SR, C(O)R™,
C(O)NR®R%, C(0)OR™, OC(O)R"!, OC(O)NRRY, NRR™, NRC(O)R™,
NR'C(O)NRRY, NRIC(O)OR?, S(O)RP, S(O)NRIR™, S(0)2R"*, NR'S(0).R™,
NR®S(0).NR®R%", and S(0)2NR**R%, wherein said C1.¢ alkyl, Cs.7 cycloalkyl, 4-7
membered heterocycloalkyl, Cs.10aryl, and 5-6 membered heteroaryl are each optionally
substituted by 1, 2, or 3 substituents independently selected from halo, CN, OR, SR¥,
C(O)RP, C(O)NRR™, C(O)OR?, OC(0)R™, OC(O)NRRY, NR*'R%, NRIC(O)R??,
NR'C(O)NRRY, NRIC(O)OR?, S(O)RP, S(O)NRIR™, S(0)2R"?, NR'S(0).R™,
NR®S(0)NR“R®", and S(0).NR*R%;

R is H, Ci4alkyl, Cs.7 cycloalkyl, Cs-7 cycloalkyl-Ci-4 alkyl, Cs.10aryl, Ce.aoaryl-
Craalkyl, 4-10 membered heterocycloalkyl, (4-10 membered heterocycloalkyl)-C1-4
alkyl, 5-10 membered heteroaryl, or (5-10 membered heteroaryl)-C1-4 alkyl, wherein said
Ciaalkyl, Cs7cycloalkyl, Cs.7 cycloalkyl-Ci-4 alkyl, Cs.10aryl, Ce-10 aryl-Ci-4 alkyl, 4-10
membered heterocycloalkyl, (4-10 membered heterocycloalkyl)-Ci-4 alkyl, 5-10

membered heteroaryl, and (5-10 membered heteroaryl)-Ci.4 alkyl are each optionally
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substituted by 1, 2, or 3 substituents independently selected from halo, Cz.7 cycloalkyl, 4-
7 membered heterocycloalkyl, Ce.10aryl, 5-6 membered heteroaryl, CN, OR?, SR,
C(O)RP%, C(O)NRR, C(O)OR?¥, OC(O)RP, OC(O)NRR, NRR™, NR1C(O)R™,
NRC(O)NR®R%, NR*'C(O)OR¥, S(O)R?, S(O)NR'R™, S(0)2R", NRLS(0),R"?,
NR®!S(0)NR“R®", and S(0).NR*'R%;

RAis H, Cy?, halo, Cy1-6 alkyl, Cz.s alkenyl, CN, NO,, OR¥, SR?, C(O)R??,
C(O)NR®R%, C(O)OR¥, OC(O)R"?, OC(O)NR®R%, NR*’R%, NR>C(O)R"?,
NR®C(0)OR%, NR®’C(O)NR®’R%, NR®?S(O)R"?, NR®’S(0)2R", NR®S(0)2,NR®R%,
S(O)R, S(O)NR®R*, S(0)2R, or S(0)2NR®R®, wherein said C1.6 alkyl and Ca-6
alkenyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently
selected from Cy?, halo, C1.6 alkyl, Co- alkenyl, Ci.¢ haloalkyl, CN, NO2, OR*, SR,
C(O)RM, C(O)NR®R¥, C(O)OR?¥, OC(0)R", OC(O)NR®R%, NR?R%, NR®2C(O)R"?,
NR®C(0)OR*, NR®2C(O)NR®R%?, NR®S(0O)R?, NR®S(0)2R", NR%S(0),NR®R%,
S(O)R, S(O)NR®R®, S(0)2R"?, and S(0).NR**R;

RB is H, Cy?, halo, C1.6 alkyl, C2 alkenyl, C1.6 haloalkyl, CN, NO2, OR®, SR®,
C(O)R™, C(O)NR®R®, C(O)OR?, OC(0)R™, OC(O)NRZR®, NR®*R%*, NR®©C(O)R??,
NR®C(0)OR®, NREC(O)NR®R®, NR®S(O)R?, NR®S(0)2R™, NR®S(0),NR®R®,
S(O)R, S(O)NR®R®, S(0)2R, or S(0)2NR®R®, wherein said C1.6 alkyl and Ca-6
alkenyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently
selected from Cy?, halo, C1.6 alkyl, Co- alkenyl, Ci. haloalkyl, CN, NO2, OR®, SR®,
C(O)R™, C(O)NR®R®, C(O)OR?, OC(0)R™, OC(O)NRZR®, NR®®R%®, NR®C(O)R?3,
NR®C(0)OR®, NREC(O)NR®R®, NR®S(O)R?, NRS(0)2R™, NR®S(0),NR®R®,
S(O)R3, S(O)NR®SR®, S(0)2R, and S(0).NR*R%;

R and RP are independently selected from H, halo, C1.6 alkyl, C2 alkenyl, C1.6
haloalkyl, CN, NO2, OR¥, SR*, C(O)R?*, C(O)NR%R%, C(O)OR*, OC(O)R™,
OC(O)NR*R%*, NR¥R%*, NR*C(0O)R®, NR*“C(0)OR*, NR*C(O)NR*R%,
NR®S(0)R™, NR*S(0)2R™, NR*#*S(0),NR*R%, S(O)R?*, S(O)NR*R%, S(0).R"*, and
S(0).NR%R%: wherein said C1-s alkyl and C2- alkenyl are each optionally substituted
with 1, 2, 3, 4, or 5 substituents independently selected from Ce.10 aryl, Cs-10 cycloalkyl,
5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, halo, C1- alkyl, C2.6
alkenyl, C1.s haloalkyl, CN, NO2, OR*, SR*, C(O)R", C(O)NR*R%, C(O)OR*,
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OC(O)R", OC(O)NR%R¥ NR*R%, NR*“C(O)R™, NR*C(O)OR¥, NR“C(O)NR*R%,
NR®S(0)R™, NR*S(0)2R™, NR*S(0),NR*R%, S(O)R?*, S(O)NR**R%, S(0).R"*, and
S(0)2NR*R%:

Cy! and Cy? are each independently selected from Ce.10 aryl, Cs.10 cycloalkyl, 5-10
membered heteroaryl, and 4-10 membered heterocycloalkyl, each of which is optionally
substituted by 1, 2, 3, 4, or 5 substituents independently selected from R®Y;

each R is independently selected from halo, C1.6 alkyl, C1-¢ haloalkyl, Cz-6
alkenyl, Ce.10 aryl, Cs.10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered
heterocycloalkyl, CN, NO2, OR®, SR*®, C(O)R®, C(O)NR®R%, C(0)OR?, OC(O)R,
OC(O)NR®R%, NR®R®, NR®C(0)R, NR®C(0)OR®*, NR®C(O)NR®R%®,
NR®S(0)R, NRS(0)2R, NR®S(0),NR®R%, S(O)R®, S(O)NR®R®, S(0).R"®, and
S(0)2NR®R®, wherein said C1.6 alkyl, Cz. alkenyl Cs.10aryl, Cs-10cycloalkyl, 5-10
membered heteroaryl, and 4-10 membered heterocycloalkyl are each optionally
substituted with 1, 2, 3, 4, or 5 substituents independently selected from halo, C1-¢ alkyl,
CN, NOz, OR®, SR®, C(O)R"®, C(O)NR®R?, C(0)OR®, OC(O)R"®>, OC(O)NR®R®,
NRSR®, NR®C(0)R, NR®C(O)OR®, NR®C(O)NRR%, NR®S(O)R", NRS(0),R",
NR®S(0)2NR®R®, S(O)R®, S(O)NR®R®, S(0),R", and S(0).NR®R®;

each R?, R, R? R® R* and R® is independently selected from H, C1.¢ alkyl,
Ci4haloalkyl, Co.6 alkenyl, Ce.10aryl, Cs.10 cycloalkyl, 5-10 membered heteroaryl, 4-10
membered heterocycloalkyl, Ce.10 aryl-Ci-s alkyl, Cz-10 cycloalkyl-Ci.4 alkyl, (5-10
membered heteroaryl)-Ci-4 alkyl, or (4-10 membered heterocycloalkyl)-Ci.4 alkyl,
wherein said Ci-6 alkyl, C2- alkenyl, Cs-10aryl, Cz-10 cycloalkyl, 5-10 membered
heteroaryl, 4-10 membered heterocycloalkyl, Cs.10 aryl-Ci.4 alkyl, Ca.10 cycloalkyl-C1.4
alkyl, (5-10 membered heteroaryl)-C1-4 alkyl, and (4-10 membered heterocycloalkyl)-C1.4
alkyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently
selected from C1.4 alkyl, halo, CN, OR®*, C(O)R, C(O)NR®R%, C(O)OR?*, OC(O)R",
OC(O)NR®R% NR®R% NR®C(0O)RP®, NR®C(O)NR®R, NR®C(O)OR%*, S(O)R®,
S(O)NR®R%, S(0),R", NR®S(0),R®, NR®S(0),NR®R%*, and S(0).NR®R%;

each RP?, RP2 R™ R and R™ is independently selected from H, C1.6 alkyl, C14
haloalkyl, C2¢ alkenyl, Ce.10aryl, Cs.10 cycloalkyl, 5-10 membered heteroaryl, 4-10
membered heterocycloalkyl, Ce.10 aryl-Ci-s alkyl, Cz-10 cycloalkyl-Ci.4 alkyl, (5-10
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membered heteroaryl)-Ci-4 alkyl, or (4-10 membered heterocycloalkyl)-Ci.4 alkyl,
wherein said Ci.6 alkyl, C2-6 alkenyl, Cs-10aryl, Cs-10 cycloalkyl, 5-10 membered
heteroaryl, 4-10 membered heterocycloalkyl, Ce.10 aryl-Ci.4 alkyl, Cs.10 cycloalkyl-C1.4
alkyl, (5-10 membered heteroaryl)-C1.4 alkyl, and (4-10 membered heterocycloalkyl)-C1.4
alkyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently
selected from C1.4 alkyl, halo, CN, OR®*, C(O)R, C(O)NR®R%, C(O)OR?*, OC(O)R",
OC(O)NR®R% NR®%R% NR®C(0)R", NR®C(O)NR®R*, NR®C(0)OR?*, S(O)R",
S(O)NRR%, S5(0),R, NR®S(0)2R", NR®%S(0)NR®R%, and S(0),NR®R%;

each R¢, RY, R, R, R®?, R® R R® R R¥ R, and R® is independently
selected from H, Cy16 alkyl, C14 haloalkyl, C2¢ alkenyl, Ce-10aryl, Cs-10 cycloalkyl, 5-10
membered heteroaryl, 4-10 membered heterocycloalkyl, Ce.10 aryl-Ci.4 alkyl, Cs.10
cycloalkyl-Cy.4 alkyl, (5-10 membered heteroaryl)-C1-4 alkyl, or (4-10 membered
heterocycloalkyl)-C1-4 alkyl, wherein said C1.6 alkyl, Co6 alkenyl, Ce-10aryl, Cz-10
cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, Ce-10 aryl-C1-4
alkyl, Cs.10 cycloalkyl-C1-4 alkyl, (5-10 membered heteroaryl)-Ci.4 alkyl, and (4-10
membered heterocycloalkyl)-Ci.4 alkyl are each optionally substituted with 1, 2, 3, 4, or 5
substituents independently selected from Ci4 alkyl, halo, CN, OR%*, SR*, C(O)R",
C(O)NR®R%, C(0)OR%*, OC(O)R"6, OC(O)NR®R%*, NR®RY, NR®C(O)R",
NR®C(O)NR®R%, NR®C(O)OR?®, S(O)R™, S(O)NR®RY, S(0),R, NR®S(0),R",
NR®S(0).NR®R%, and S(0).NR®R;

or any R® and R® together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Ci. alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10 aryl, 5-6 membered heteroaryl, halo, CN, OR%, SR®, C(O)R®,
C(O)NR®R%, C(0)OR%*, OC(O)R"6, OC(O)NR®R%*, NR®RY, NR®C(O)R",
NR®C(O)NR®R®*, NR®C(0O)OR?, S(O)R™, S(O)NR®R%, S(0)2R, NR®S(0),R,
NR®S(0)NR®R%, and S(0)2NR®R, wherein said C1.¢ alkyl, Cs.7 cycloalkyl, 4-7
membered heterocycloalkyl, Cs-10 aryl, and 5-6 membered heteroaryl are optionally
substituted by 1, 2, or 3 substituents independently selected from halo, CN, OR%*, SR®,
C(O)R", C(O)NR®R®, C(O)OR?, OC(O)R", OC(O)NRR® NR®R® NR®C(O)RS,
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NR®C(O)NR®R%, NR®C(O)OR?, S(O)R™, S(O)NR®RY, S(0)2R, NR®S(0),R,
NR®S(0),NR®R%, and S(0).NR®R;

or any Rt and R together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Ci.¢ alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Ce.10aryl, 5-6 membered heteroaryl, halo, CN, OR%®, SR, C(O)R,
C(O)NR®R%, C(O)OR?, OC(O)R®, OC(O)NR®R, NR®RY NR®C(O)R,
NR®C(O)NR®RY%, NR®C(O)OR?*, S(O)R, S(O)NR®R%, S(0),R"¢, NR®S(0),R",
NR®S(0).NR®R®, and S(0).NR®R%, wherein said C1.s alkyl, Cs.7 cycloalkyl, 4-7
membered heterocycloalkyl, Cs-10aryl, and 5-6 membered heteroaryl are each optionally
substituted by 1, 2, or 3 substituents independently selected from halo, CN, OR®*, SR®,
C(O)R, C(O)NR®R%, C(O)OR?, OC(0)R", OC(O)NR®*R*, NR®R%*  NR®C(O)R®,
NR®C(O)NR®R%, NR®C(O)OR?, S(O)R™, S(O)NR®R%, S(0)2R, NR®S(0),R,
NR®S(0),NR®R%, and S(0).NR®R;

or any R and R% together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Cy.¢ alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10 aryl, and 5-6 membered heteroaryl, C1.6 haloalkyl, halo, CN, OR®,
SR¥*, C(O)R™, C(O)NR®RY, C(O)OR¥*, OC(O)R, OC(O)NR®RY, NRR%,
NR®C(0)R", NR®C(O)NR®R, NR®C(0)OR%*, S(O)R", S(O)NR*R%*, S(0),R,
NR®%S(0)2R"6, NR®S(0),NR®R%, and S(0).NR®R%, wherein said Ci1-s alkyl, C3.7
cycloalkyl, 4-7 membered heterocycloalkyl, Ce-10aryl, and 5-6 membered heteroaryl are
each optionally substituted by 1, 2, or 3 substituents independently selected from halo,
CN, OR®, SR®, C(O)R"®, C(O)NR®R%, C(0)OR*, OC(O)R"®, OC(O)NR®R%*, NR®R,
NR®C(0)R", NR®C(O)NR®R, NR®C(0)OR*, S(O)R", S(O)NR*®R%, S(0),R",
NR®%S(0)2R"6, NR®S(0),NR®R%, and S(0).NR®R%:

or any R% and R® together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Ci.6 alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10 aryl, 5-6 membered heteroaryl, Ci1.¢ haloalkyl, halo, CN, OR®,
SR¥*, C(O)R, C(O)NR®RY, C(O)OR¥*, OC(O)R, OC(O)NR®RY, NR®R%,
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NR®C(0)R", NR®C(O)NR®R, NR®C(0)OR%*, S(O)R", S(O)NR*R%, S(0),R",
NR®S(0)2R"6, NR®S(0),NR®R%, and S(0).NR®R%, wherein said C1.s alkyl, C3.7
cycloalkyl, 4-7 membered heterocycloalkyl, Ce.10aryl, and 5-6 membered heteroary! are
each optionally substituted by 1, 2, or 3 substituents independently selected from halo,
CN, OR%®, SR®, C(O)R"®, C(O)NRR%, C(0)OR%*, OC(O)R"®, OC(O)NR®R%*, NRR,
NR®C(0)R", NR®C(O)NR®R, NR®C(0)OR%*, S(O)R", S(O)NR*R%, S(0),R",
NRS(0)2R", NR®%S(0),NR®R%, and S(0).NR®R%;

or any R* and R% together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Ci.¢ alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10 aryl, 5-6 membered heteroaryl, C1-¢ haloalkyl, halo, CN, OR®,
SR¥*, C(O)R, C(O)NR®RY, C(O)OR%¥*, OC(0O)R, OC(O)NR®RY, NRR%*,
NR®C(0)R", NR®C(O)NR®RY, NR®C(0)OR*, S(O)R", S(O)NR®R%, S(0),R",
NR®S(0)2R"6, NR®S(0),NR®R%, and S(0).NR®R%, wherein said C1-s alkyl, C3.7
cycloalkyl, 4-7 membered heterocycloalkyl, Ce-10aryl, and 5-6 membered heteroary! are
each optionally substituted by 1, 2, or 3 substituents independently selected from halo,
CN, OR%®, SR®, C(O)R"®, C(O)NR®R%, C(0)OR%*, OC(O)R"®, OC(O)NR®R*, NR®R,
NR®C(0)R", NR®C(O)NR®R, NR®C(0)OR*, S(O)R", S(O)NR®R%, S(0),R",
NR®S(0)2R", NR®S(0),NR®R%, and S(0).NR®R;

or any R® and R% together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Cy.¢ alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10 aryl, 5-6 membered heteroaryl, C1-s haloalkyl, halo, CN, OR®,
SR¥*, C(O)R, C(O)NR®RY, C(O)OR¥*, OC(O)R, OC(O)NR®RY, NRR%,
NR®C(0)R", NR®C(O)NR®R, NR®C(0)OR*, S(O)R", S(O)NR*®R%, S(0),R",
NR®%S(0)2R"6, NR®S(0),NR®R%, and S(0).NR®R%, wherein said C1.s alkyl, C3.7
cycloalkyl, 4-7 membered heterocycloalkyl, Ce-10aryl, and 5-6 membered heteroaryl are
each optionally substituted by 1, 2, or 3 substituents independently selected from halo,
CN, OR?, SR® C(O)R", C(O)NR®R%®, C(0)OR*, OC(O)R®, OC(O)NRR® NRRY®,
NR®C(O)R, NR®C(O)NR®R, NR®C(0)OR®, S(O)R?, S(O)NR®R, S(0),R,
NR®S(0)2R"6, NR®S(0),NR®R%, and S(0).NR®R;
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each R®, R*® R, and R% is independently selected from H, C1-4 alkyl, Co.4
alkenyl, Cs.7 cycloalkyl, phenyl, 5-6 membered heteroaryl, and 4-7 membered
heterocycloalkyl, wherein said C1.4 alkyl, C>.4 alkenyl, Cs.7 cycloalkyl, phenyl, 5-6
membered heteroaryl, and 4-7 membered heterocycloalkyl are each optionally substituted
by 1, 2, or 3 substituents independently selected from OH, CN, amino, halo, C1-salkyl,
Cu-salkoxy, Ci-s alkylthio, Cisalkylamino, and di(C1-s alkyl)amino;

nislor?2;

pisl, 2, or3;and

gislorz2;
wherein any aforementioned 4-10 or 4-7 membered heterocycloalkyl group optionally
comprises 1, 2, or 3 oxo substituents, wherein each oxo substituent that is present is
substituted on a ring-forming carbon, nitrogen, or sulfur atom of the 4-10 or 4-7
membered heterocycloalkyl group, or a pharmaceutically acceptable salt thereof in the
manufacture of a medicament for treating or preventing a disease associated with the

abnormal expression or activity of TPH1.

Use of a compound of Formula I:

]
0 /R
O
RB A
R NH
RC n
L W\ N
5 Y Y
RZ R3 ‘
X ~ Y¢ N

I
or a pharmaceutically acceptable salt thereof, wherein:
Ring A is Cs.1o cycloalkyl, Ce.1paryl, 4 to 10-membered heterocycloalkyl, or 5 to
10-membered heteroaryl;
L is O or NR%;
W is N or CR?;

390



X is N or CR®;

Y is N or CR;

wherein only one of X and Y is N;

RYis H, C1-10 alkyl, Ca.10 cycloalkyl, phenyl, -(CRER®),0C(0)R?, -(CRER?),
NRYR?  or -(CR®R%),C(O)NRR2, wherein said Ci-10 alkyl, Cz-10 cycloalkyl, and
phenyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently
selected from F, Cl, Br, CN, Ci4alkyl, and C1.4 haloalkyl;

R? and R® are each independently selected from H, Ci-salkyl, and C1-4 haloalkyl;

R*is H or Ci-4alkyl;

R® and R® are each independently selected from H, halo, and Ci-4 alkyl;

R is C1salkyl, NR¥R or OR?>;

R® and R® are each independently selected from H and C1-s alkyl;

R is C1-s alkyl optionally substituted by 1, 2 or 3 substituents independently
selected from C1.6 haloalkyl, Cs.10 cycloalkyl, OR?, and NR°RY;

R and R*2 are each independently selected from H and C1.¢ alkyl;

R is H or C14alkyl;

R is H, Cisalkyl, Cs.7 cycloalkyl, Cs-7 cycloalkyl-Ci-4 alkyl, Cs-10aryl, Ce-0aryl-
Ci-aalkyl, 4-10 membered heterocycloalkyl, (4-10 membered heterocycloalkyl)-Ci-4
alkyl, 5-10 membered heteroaryl, or (5-10 membered heteroaryl)-Ci.4 alkyl, C(O)R®?,
C(O)OR?, C(O)NRR%, S(O)R, S(0)2R™, or S(0)NR'R", wherein said C1-salkyl,
Cs-7cycloalkyl, Cs.7 cycloalkyl-Ci-4 alkyl, Ce-10 aryl, Ce-10aryl-Ci-4 alkyl, 4-10 membered
heterocycloalkyl, (4-10 membered heterocycloalkyl)-Ci-4 alkyl, 5-10 membered
heteroaryl, and (5-10 membered heteroaryl)-C1.4 alkyl are each optionally substituted by
1, 2, or 3 substituents independently selected from halo, C1.4 alkyl, C1.4 haloalkyl, CN,
NO2, OR¥, SR¥, C(O)R*, C(O)NR®R™, C(O)OR™, OC(O)R, OC(O)NRR™,
NRR%, NR®*C(O)R"?, NR*C(O)OR¥, NR*C(O)NRR™, NR!S(0)R™, NR®!S(0),R™,
NR®S(0)NRR%, S(O)R", S(O)NR*'R%, S(0),R", and S(0).NR'R;

or R and R together with the N atom to which they are attached form a 4-, 5-,
6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Ci.6 alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10 aryl, 5-6 membered heteroaryl, halo, CN, OR¥, SR¥, C(O)R",
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C(O)NR®RY, C(0)OR™, OC(O)R"!, OC(O)NR*RY, NRR™, NRC(0O)R™,
NRC(O)NR®R, NRZC(O)OR?, S(O)R™, S(O)NRR™Y, S(0)2R*, NRS(0).R™,
NRS(0):NR“R™, and S(O)2NR®R", wherein said C1-s alkyl, Cs.7 cycloalkyl, 4-7
membered heterocycloalkyl, Cs.10 aryl, and 5-6 membered heteroaryl are each optionally
substituted by 1, 2, or 3 substituents independently selected from halo, CN, OR#, SR3,
C(O)R™, C(O)NRSR™, C(O)OR?, OC(0)R", OC(O)NRR, NR*R%, NR1C(O)R??,
NRC(O)NR®R%, NR*'C(O)OR¥, S(O)R?, S(O)NR'R™, S(0)2R", NR'S(0),R"?,
NRS(0):NRR%, and S(O):NR*'R%;

R is H, Ci-salkyl, Cs.7 cycloalkyl, Cs.7 cycloalkyl-Ci.salkyl, Cs-.10aryl, Ce.s0aryl-
Ci-aalkyl, 4-10 membered heterocycloalkyl, (4-10 membered heterocycloalkyl)-Ci.4
alkyl, 5-10 membered heteroaryl, or (5-10 membered heteroaryl)-C1.4 alkyl, wherein said
Ci-salkyl, Cz7 cycloalkyl, Cs.7 cycloalkyl-Ci-s alkyl, Ce.10aryl, Ce-10aryl-Ci-4 alkyl, 4-10
membered heterocycloalkyl, (4-10 membered heterocycloalkyl)-Ci.4 alkyl, 5-10
membered heteroaryl, and (5-10 membered heteroaryl)-C1-4 alkyl are each optionally
substituted by 1, 2, or 3 substituents independently selected from halo, Cs.7 cycloalkyl, 4-
7 membered heterocycloalkyl, Ce.10aryl, 5-6 membered heteroaryl, CN, OR%, SR,
C(O)RP, C(O)NR®R™, C(O)OR?, OC(0)R", OC(O)NRR, NR**R%, NRC(O)R??,
NRC(O)NR®R, NRZC(O)OR?, S(O)R™, S(O)NRR™, S(0)2R*, NRS(0).R™,
NR®S(0).NRR%, and S(0);NR*R;

RAis H, Cy?, halo, C16 alkyl, Cz.s alkenyl, CN, NO2, OR%, SR¥, C(O)R"?,
C(O)NR®R%, C(0)OR*, OC(0)R"?, OC(O)NR*R%, NR®?R%, NR®?C(0O)R",
NR®C(0)OR*, NR®2C(O)NRR%, NR®S(0O)R?, NR®S(0)2R", NR%S(0),NR®R%,
S(O)R, S(O)NR®?R*, S(0)2R, or S(0)2.NR®R%, wherein said C1.s alkyl and Ca-6
alkenyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently
selected from Cy?, halo, C1.6 alkyl, Cz-6 alkenyl, Ci-6 haloalkyl, CN, NO,, OR*, SR%,
C(O)R™, C(O)NR%R®, C(O)OR¥, OC(0)R", OC(O)NR®R%, NR?R%?, NR®C(0O)R"?,
NR®C(0)OR*, NR®2C(O)NR?R%, NR*2S(0)R??, NR°?S(0),R", NR®?S(0),NR®?R%,
S(O)R, S(O)NR®?R*, S(0)2R, and S(0).NR**R%;

RBis H, Cy?, halo, C1.6 alkyl, C2 alkenyl, C1. haloalkyl, CN, NO2, OR®, SR,
C(O)R®®, C(O)NR®R®, C(O)OR?, OC(O)R™, OC(O)NR®BR®, NR3R®, NRBC(O)R,
NRSC(0O)OR®, NRBC(O)NR®PR%, NR*S(0)R3, NR*3S(0).R, NR®S(0).NR=R®,
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S(O)R, S(O)NRBR®, S(0)2R, or S(0)2NR®R®, wherein said C1.6 alkyl and Ca-6
alkenyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently
selected from Cy?, halo, C1.6 alkyl, Co-6 alkenyl, Ci. haloalkyl, CN, NO2, OR®, SR®,
C(O)R"3, C(O)NR®R®, C(O)OR?, OC(O)R™, OC(O)NRZR®, NR®R®, NR®C(0)R,
NR®C(0)OR®, NREC(O)NR®R%, NR®S(O)R?, NRS(0)2R™, NR®S(0),NRZR®,
S(O)R, S(O)NR®R®, S(0)2R, and S(0).NR*R%;

R and RP are independently selected from H, halo, C1.6 alkyl, C2 alkenyl, C1.6
haloalkyl, CN, NO2, OR*, SR, C(O)R", C(O)NR*R%, C(O)OR*, OC(O)R",
OC(O)NR*R%, NR¥R%, NR*C(0)R", NR*“C(0)OR*, NR*C(O)NR*R%,
NR®S(0)R™, NR*S(0)2R™, NR**S(0),NR*R%, S(O)R?*, S(O)NR**R%, S(0).R"*, and
S(0).NR*R%: wherein said C1-s alkyl and C2- alkenyl are each optionally substituted
with 1, 2, 3, 4, or 5 substituents independently selected from Ce.10 aryl, Cs-10 cycloalkyl,
5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, halo, Ci.¢ alkyl, C2¢
alkenyl, C1. haloalkyl, CN, NO2, OR*, SR*, C(O)R", C(O)NR*R%, C(O)OR*,
OC(O)R, OC(O)NR®R%, NR**R% NR*C(O)R™, NR*“C(0)OR*, NR*“C(O)NR*R%,
NR®S(0)R™, NR®S(0)2R™, NR*S(0),NR*R%, S(O)R*, S(O)NR*R%, S(0).R"*, and
S(0)2NR*R%:

Cy! and Cy? are each independently selected from Ce-10 aryl, Cs.10 cycloalkyl, 5-10
membered heteroaryl, and 4-10 membered heterocycloalkyl, each of which is optionally
substituted by 1, 2, 3, 4, or 5 substituents independently selected from R®Y;

each R® is independently selected from halo, C1.6 alkyl, C1-s haloalkyl, Cz-6
alkenyl, Ce.10aryl, Ca.1o cycloalkyl, 5-10 membered heteroaryl, 4-10 membered
heterocycloalkyl, CN, NOz, OR®, SR®, C(O)R®, C(O)NR®R%, C(O)OR?, OC(O)R",
OC(O)NR®R® NR®R%, NR®C(0)R"®, NR®®C(0)OR?, NR®C(O)NR®R®,
NR®S(0)R, NR®S(0)2R>, NR®S(0),NR®R%, S(O)R®, S(O)NR®R%®, S(0).R"®, and
S(0)2NR*R%, wherein said C1.s alkyl, Co. alkenyl Cs.10aryl, Ca.10 cycloalkyl, 5-10
membered heteroaryl, and 4-10 membered heterocycloalkyl are each optionally
substituted with 1, 2, 3, 4, or 5 substituents independently selected from halo, C1.6 alkyl,
CN, NO2, OR®, SR®, C(O)R", C(O)NR®R®, C(0)OR®*, OC(O)R">, OC(O)NRSR®,
NRR®, NRSC(0)RP®, NR®C(O)OR?, NR®C(O)NR®R®, NR®S(0O)R, NRS(0)2R?,
NR®S(0)NR®R®, S(O)R, S(O)NR®R®, S(0),R", and S(0).NR®R®;
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each R?, R, R® R® R* and R® is independently selected from H, C1.¢ alkyl,
Ci4haloalkyl, Co.6 alkenyl, Ce.10aryl, Cs.10 cycloalkyl, 5-10 membered heteroaryl, 4-10
membered heterocycloalkyl, Ce-10aryl-Ci-salkyl, Cs-10 cycloalkyl-Ci-4 alkyl, (5-10
membered heteroaryl)-C1.4 alkyl, or (4-10 membered heterocycloalkyl)-C14 alkyl,
wherein said Ci-6 alkyl, C2- alkenyl, Cs-10aryl, Cz-10 cycloalkyl, 5-10 membered
heteroaryl, 4-10 membered heterocycloalkyl, Ce-10 aryl-Ci.4 alkyl, Cs-10 cycloalkyl-Ci-4
alkyl, (5-10 membered heteroaryl)-C1.4 alkyl, and (4-10 membered heterocycloalkyl)-C1.4
alkyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently
selected from C1.4 alkyl, halo, CN, OR®*, C(O)R, C(O)NR®R%, C(O)OR?*, OC(O)R",
OC(O)NR®R%, NR®%RY%, NR®C(0)R", NR®C(O)NR®R®, NR®C(0)OR?*, S(O)R®,
S(O)NR®R%, S5(0),R", NR®S(0),R®, NR®S(0),NR*R%*, and S(0).NR®R%;

each R, R R R and R™ is independently selected from H, C1- alkyl, C1.4
haloalkyl, C26 alkenyl, Ce.10aryl, Cz-10 cycloalkyl, 5-10 membered heteroaryl, 4-10
membered heterocycloalkyl, Ce-10 aryl-Ci-salkyl, Cs.10 cycloalkyl-Ci-4 alkyl, (5-10
membered heteroaryl)-Ci-4 alkyl, or (4-10 membered heterocycloalkyl)-Ci.4 alkyl,
wherein said Cy1-6 alkyl, Cz2.6 alkenyl, Cs-10aryl, Cs-10 cycloalkyl, 5-10 membered
heteroaryl, 4-10 membered heterocycloalkyl, Ce-10 aryl-Ci.4 alkyl, Ca-10 cycloalkyl-Ci-4
alkyl, (5-10 membered heteroaryl)-C1.4 alkyl, and (4-10 membered heterocycloalkyl)-C1-4
alkyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently
selected from C1.4 alkyl, halo, CN, OR®*, C(O)R™, C(O)NR®R%, C(O)OR?*, OC(O)R",
OC(O)NR®R% NR®%RY% NR®C(0)R, NR®C(O)NR®R®, NR®C(O)OR?*, S(O)R®,
S(O)NR®R%, S(0),R", NR®S(0),R®, NR®S(0).NR®R%, and S(0).NR®R%;

each R¢, RY, R, R, R®?, R%”2 R R% R R% R, and R® is independently
selected from H, C1.6 alkyl, C1.4 haloalkyl, Co.6 alkenyl, Cs.10aryl, Cs.10 cycloalkyl, 5-10
membered heteroaryl, 4-10 membered heterocycloalkyl, Cs.10 aryl-Ci-4 alkyl, Cs-10
cycloalkyl-Ci-4 alkyl, (5-10 membered heteroaryl)-Ci-4 alkyl, or (4-10 membered
heterocycloalkyl)-C1.4 alkyl, wherein said C1.6 alkyl, C2.6 alkenyl, Cs.10aryl, Cs.10
cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, Ce-10 aryl-Ci.4
alkyl, Cs.10 cycloalkyl-C1-4 alkyl, (5-10 membered heteroaryl)-Ci.4 alkyl, and (4-10
membered heterocycloalkyl)-Ci.4 alkyl are each optionally substituted with 1, 2, 3, 4, or 5
substituents independently selected from Ci.4 alkyl, halo, CN, OR?, SR, C(O)R®,
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C(O)NR®R%, C(0)OR*, OC(O)R"®, OC(O)NR®R%*, NR®RY, NR®C(O)R",
NR®C(O)NR®R%*, NR®C(0O)OR?, S(O)R™, S(O)NR®RY, S(0),R, NR®S(0),R,
NRS(0),NR®R%, and S(O)NR®R%:

or any R® and R together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Ci.¢ alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10aryl, 5-6 membered heteroaryl, halo, CN, OR%, SR®, C(O)R",
C(O)NR®R%, C(O)OR?, OC(O)R®, OC(O)NR®R, NR®RY NR®C(O)R®,
NR®C(O)NR®R%*, NR®C(0O)OR?, S(O)R™, S(O)NR®RY, S(0),R, NR®S(0),R,
NR®S(0).NR®R®, and S(0).NR®R%, wherein said C1.s alkyl, Cs.7 cycloalkyl, 4-7
membered heterocycloalkyl, Ce-10aryl, and 5-6 membered heteroaryl are optionally
substituted by 1, 2, or 3 substituents independently selected from halo, CN, OR®*, SR®,
C(O)R", C(O)NR®R%, C(O)OR?, OC(0)R", OC(O)NR®*R, NR®R*, NR®C(O)R®,
NR®C(O)NR®R%, NR®C(O)OR?, S(O)R™, S(O)NR®R%, S(0)2R, NR®S(0),R,
NR®S(0).NR®R%, and S(0).NR®R;

or any Rt and R together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Cy.¢ alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10 aryl, 5-6 membered heteroaryl, halo, CN, OR%, SR®, C(O)R"®,
C(O)NR®R% C(0)OR%*, OC(O)R"®, OC(O)NR®R%* NR®RY, NR®C(O)R",
NR®C(O)NR®R®*, NR®C(0O)OR?, S(O)R™, S(O)NR®R%, S(0)2R, NR®S(0),R,
NR®S(0).NR®R®, and S(0).NR®R%, wherein said C.s alkyl, Cs.7 cycloalkyl, 4-7
membered heterocycloalkyl, Ce-10aryl, and 5-6 membered heteroaryl are each optionally
substituted by 1, 2, or 3 substituents independently selected from halo, CN, OR%*, SR®,
C(O)R", C(O)NR®R%, C(O)OR?, OC(0)R", OC(O)NR®*R, NR®R*  NR®C(O)R®,
NR®C(O)NR®R®*, NR®C(0O)OR?, S(O)R™, S(O)NR®R%, S(0)2R, NR®S(0),R,
NR®S(0),NR®R%, and S(0).NR®R;

or any R® and R% together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Ci.6 alkyl, Cs.7 cycloalkyl, 4-7 membered

heterocycloalkyl, Cs-10 aryl, and 5-6 membered heteroaryl, C1.6 haloalkyl, halo, CN, OR®,
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SR¥*, C(O)R, C(O)NR®RY, C(O)OR*, OC(O)R, OC(O)NR®R, NR®R%,
NR®C(0)R", NR®C(O)NR®R, NR®C(0)OR%*, S(O)R", S(O)NR*R%, S(0),R",
NR%S(0)2R", NR®%S(0)NR®R, and S(0).NR®R%, wherein said C1.¢ alkyl, C3.7
cycloalkyl, 4-7 membered heterocycloalkyl, Ce.10aryl, and 5-6 membered heteroary! are
each optionally substituted by 1, 2, or 3 substituents independently selected from halo,
CN, OR%®, SR®, C(O)R"®, C(O)NR®R%, C(0)OR*, OC(O)R"®, OC(O)NR®R%*, NR®R,
NR®C(O)R, NR®C(O)NR®R, NR®C(0)OR*, S(O)R, S(O)NR®RY, S(0),R"®,
NRS(0)2R", NR®%S(0),NR®R%, and S(0).NR®R%;

or any R® and R% together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Ci. alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10 aryl, 5-6 membered heteroaryl, C1-¢ haloalkyl, halo, CN, OR®,
SR®*, C(O)R, C(O)NR®RY, C(O)OR*, OC(O)R, OC(O)NR®RY, NR®R%,
NR®C(0)R", NR®C(O)NR®R, NR®C(0)OR*, S(O)R", S(O)NR*R%, S(0),R",
NR®S(0),R"6, NR®S(0),NR®R%, and S(0).NR®R%, wherein said C1-s alkyl, C3.7
cycloalkyl, 4-7 membered heterocycloalkyl, Ce-10aryl, and 5-6 membered heteroary! are
each optionally substituted by 1, 2, or 3 substituents independently selected from halo,
CN, OR*, SR®, C(O)R"®, C(O)NR®R%, C(0)OR*, OC(O)R"®, OC(O)NR®R%*, NR®R,
NR®C(0)R", NR®C(O)NR®R, NR®C(0)OR%*, S(O)R", S(O)NR*R%, S(0),R",
NR®S(0)2R", NR®S(0),NR®R%, and S(0).NR®R;

or any R* and R% together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Ci. alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10 aryl, 5-6 membered heteroaryl, C1-¢ haloalkyl, halo, CN, OR®,
SR®*, C(O)R, C(O)NR®RY, C(O)OR*, OC(O)R, OC(O)NR®R, NR®R%,
NR®C(0)R", NR®C(O)NR®R, NR®C(0)OR*, S(O)R", S(O)NR*®R%, S(0),R",
NR®S(0)2R"6, NR®S(0),NR®R%, and S(0).NR®R%, wherein said C1-s alkyl, C3.7
cycloalkyl, 4-7 membered heterocycloalkyl, Ce.10aryl, and 5-6 membered heteroary! are
each optionally substituted by 1, 2, or 3 substituents independently selected from halo,
CN, OR?, SR® C(O)R", C(O)NR®R%®, C(O)OR*, OC(O)R®, OC(O)NRR® NRRY®,
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NR®C(0)R", NR®C(O)NR®R, NR®C(0)OR%*, S(O)R", S(O)NR*R%, S(0),R",
NR®S(0)2R"6, NR®S(0),NR®R%, and S(0).NR®R%:

or any R% and R% together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Ci.¢ alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10 aryl, 5-6 membered heteroaryl, C1-s haloalkyl, halo, CN, OR®,
SR, C(O)R®, C(O)NR®R%, C(O)OR%*, OC(O)R", OC(O)NR®R*, NR®R%,
NR®C(O)R, NR®C(O)NR®R, NR®C(0)OR*, S(O)R, S(O)NR®RY, S(0),R"®,
NR®S(0)2R"6, NR®S(0),NR®R%, and S(0).NR®R%, wherein said C1-s alkyl, C3.7
cycloalkyl, 4-7 membered heterocycloalkyl, Ce-10aryl, and 5-6 membered heteroaryl are
each optionally substituted by 1, 2, or 3 substituents independently selected from halo,
CN, OR®, SR®, C(O)R"®, C(O)NRR%, C(0)OR%*, OC(O)R"®, OC(O)NR®R%*, NR®R,
NR®C(0)R", NR®C(O)NR®RY, NR®C(0)OR*, S(O)R", S(O)NR®R%, S(0),R",
NR®S(0)2R"6, NR®S(0),NR®R%, and S(0).NR®R:

each R®, R*® R, and R% is independently selected from H, C1-4 alkyl, Co.4
alkenyl, Cs.7 cycloalkyl, phenyl, 5-6 membered heteroaryl, and 4-7 membered
heterocycloalkyl, wherein said C1.4 alkyl, Cz-4 alkenyl, C3-7 cycloalkyl, phenyl, 5-6
membered heteroaryl, and 4-7 membered heterocycloalkyl are each optionally substituted
by 1, 2, or 3 substituents independently selected from OH, CN, amino, halo, C1-4 alkyl,
Ciaalkoxy, Ci-4 alkylthio, Ci1-4 alkylamino, and di(C1-4 alkyl)amino;

nislor2;

pisl, 2, or3;and

gislor2;
wherein any aforementioned 4-10 or 4-7 membered heterocycloalkyl group optionally
comprises 1, 2, or 3 o0xo substituents, wherein each oxo substituent that is present is
substituted on a ring-forming carbon, nitrogen, or sulfur atom of the 4-10 or 4-7
membered heterocycloalkyl group, or a pharmaceutically acceptable salt thereof in the
manufacture of a medicament for treating or preventing a disease associated with

elevated or abnormal levels of peripheral serotonin.
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3.

Use of a compound of Formula I:

]
0 /R
o}
RB A
R NH
RC n
L W\ N
RD Y Y
RZ RS ‘
x\\/N

or a pharmaceutically acceptable salt thereof, wherein:

Ring A is Cs.1o cycloalkyl, Ce.10aryl, 4 to 10-membered heterocycloalkyl, or 5 to

10-membered heteroaryl;

L is O or NR%;

W is N or CR?;

X is N or CRS;

Y isN or CR’;

wherein only one of X and Y is N;

RYis H, Ci-10 alkyl, Cs-10cycloalkyl, phenyl, -(CRER®),OC(O)R’, -(CR®R?),

NRMR!2, or -(CR®R?),C(O)NRMR!2, wherein said C1.10 alkyl, Cs-10 cycloalkyl, and
phenyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently
selected from F, CI, Br, CN, Ci-salkyl, and C1-4 haloalkyl;

R? and R® are each independently selected from H, Ci-salkyl, and C1-4 haloalky!;
R*is H or Cisalkyl;

R® and R® are each independently selected from H, halo, and C1-4 alkyl;

R is C1salkyl, NR¥®R or OR®®;

R® and R® are each independently selected from H and Ci.salkyl;

R0 is Ci alkyl optionally substituted by 1, 2 or 3 substituents independently

selected from C1.6 haloalkyl, Cs.10 cycloalkyl, OR?, and NR°RY;

R and R*? are each independently selected from H and C1.¢ alkyl;
R is H or Ci4alkyl;
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R is H, Cisalkyl, Cs.7 cycloalkyl, Cs.7 cycloalkyl-Ci.salkyl, Ce.10aryl, Ce.10aryl-
Ci-aalkyl, 4-10 membered heterocycloalkyl, (4-10 membered heterocycloalkyl)-Ci.4
alkyl, 5-10 membered heteroaryl, or (5-10 membered heteroaryl)-Ci.4 alkyl, C(O)R®?,
C(0)OR¥, C(O)NRIRY, S(O)RP?, S(0)2R™, or S(O)2NR**R", wherein said C1-4alkyl,
Cs-7cycloalkyl, Cs.7 cycloalkyl-Ci-4 alkyl, Ce-10 aryl, Ce-10aryl-Ci-4 alkyl, 4-10 membered
heterocycloalkyl, (4-10 membered heterocycloalkyl)-Ci-4 alkyl, 5-10 membered
heteroaryl, and (5-10 membered heteroaryl)-C1.4 alkyl are each optionally substituted by
1, 2, or 3 substituents independently selected from halo, C1.4 alkyl, C1.4 haloalkyl, CN,
NO2, OR, SR, C(O)R*, C(O)NR®R™, C(O)OR®, OC(O)R, OC(O)NRR™,
NRR%, NR®*C(O)R"?, NR*C(O)OR¥, NR*C(O)NRR™, NRS(0)R™, NR®!S(0),R™,
NR®S(0).NR®R%, S(O)R", S(O)NR'R%, S(0),R", and S(0).NR'R%;

or R and R together with the N atom to which they are attached form a 4-, 5-,
6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Ci.¢ alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10 aryl, 5-6 membered heteroaryl, halo, CN, OR¥, SR¥, C(O)R",
C(O)NR!R, C(0)OR¥, OC(0)R"!, OC(O)NRRY, NR'RU, NR'C(O)R™,
NRC(O)NR®R, NRZC(O)OR?, S(O)R™, S(O)NRR™, S(0)2R*, NRS(0).R™,
NRCS(0).NRR®, and S(0).NR**R%, wherein said C.s alkyl, Cs.7 cycloalkyl, 4-7
membered heterocycloalkyl, Ce-10aryl, and 5-6 membered heteroaryl are each optionally
substituted by 1, 2, or 3 substituents independently selected from halo, CN, OR*, SR¥,
C(O)R™, C(O)NR®R™, C(O)OR?, OC(0)R™, OC(O)NRR, NR*R%, NR1C(O)R??,
NRC(O)NR®R, NRZC(O)OR?, S(O)R™, S(O)NRR™Y, S(0)2R*, NRS(0).R™,
NR®!S(0).NR'R", and S(0).NR*'R%;

R is H, Cisalkyl, Cs.7 cycloalkyl, Cs.7 cycloalkyl-Ci.4alkyl, Cs.10aryl, Ce.r0aryl-
Ci-aalkyl, 4-10 membered heterocycloalkyl, (4-10 membered heterocycloalkyl)-Ci-4
alkyl, 5-10 membered heteroaryl, or (5-10 membered heteroaryl)-Ci.4 alkyl, wherein said
Ci-aalkyl, Cz7 cycloalkyl, Cs.7 cycloalkyl-Ci-4 alkyl, Ce.10aryl, Ce-10aryl-Ci-4 alkyl, 4-10
membered heterocycloalkyl, (4-10 membered heterocycloalkyl)-C1-4 alkyl, 5-10
membered heteroaryl, and (5-10 membered heteroaryl)-Ci.4 alkyl are each optionally
substituted by 1, 2, or 3 substituents independently selected from halo, Cs.7 cycloalkyl, 4-
7 membered heterocycloalkyl, Ce.10aryl, 5-6 membered heteroaryl, CN, OR%, SR,
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C(O)R™, C(O)NRSR™, C(O)OR?, OC(0)R", OC(O)NRR, NR**R%, NR1C(O)R??,
NRC(O)NR®R, NRZC(O)OR?, S(O)R™, S(O)NRR™Y, S(0)2R*, NRS(0).R™,
NRS(0):NRR%, and S(O):NR*'R%;

RAis H, Cy?, halo, C1- alkyl, Cz.6 alkenyl, CN, NO2, OR¥, SR¥, C(O)R"?,
C(O)NR®R%, C(0)OR*, OC(0)R"?, OC(O)NR’R%, NR??R%, NR®?C(0O)R",
NR®C(0)OR*, NR®C(O)NRR%?, NR®S(0O)R?, NR®S(0)2R", NR%S(0),NR®R%,
S(0)R"?, S(O)NR®?R%, S(0)2R, or S(O)2NR*R%, wherein said C1-s alkyl and Cz-6
alkenyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently
selected from Cy?, halo, C1.6 alkyl, Cz-6 alkenyl, Ci-¢ haloalkyl, CN, NO,, OR*, SR%,
C(O)R™, C(O)NR%R®, C(O)OR¥, OC(0)R", OC(O)NR®R%, NR?R%, NR®’C(O)R"?,
NR®C(0)OR¥, NR®2C(O)NR?R%, NR*2S(0)RP?, NR°?S(0),R", NR®2S(0).NR®?R%,
S(O)R?, S(O)NR®?R¥, S(0)2R", and S(0)2.NR?R%;

RB is H, Cy?, halo, C1.6 alkyl, C2 alkenyl, C1.6 haloalkyl, CN, NO2, OR®, SR®,
C(O)R™, C(O)NR®R®, C(O)OR?, OC(0)R™, OC(O)NRZR®, NR®®R%®, NR®C(O)R??,
NRSC(0O)OR®, NREC(O)NR®R%, NR*S(0)R3, NR*3S(0),R, NR®S(0).NR®R®,
S(O)R3, S(O)NR®SR®, S(0)2R, or S(0).NR®R®, wherein said C1.s alkyl and Ca-6
alkenyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently
selected from Cy?, halo, C1.6 alkyl, Cz-6 alkenyl, Ci-¢ haloalkyl, CN, NO,, OR®, SR®,
C(O)R™, C(O)NR®R®, C(O)OR?, OC(0)R™, OC(O)NRZR®, NR®®*R% NR©C(O)R??,
NRSC(0O)OR®, NRBC(O)NR®R%, NR*S(0)R3, NR°S(0).R, NR®S(0).NR®R®,
S(O)R, S(O)NR®R®, S(0)2R, and S(0)2.NR*R%;

R and RP are independently selected from H, halo, C1. alkyl, C2 alkenyl, C1-6
haloalkyl, CN, NO2, OR*, SR, C(O)R", C(O)NR*R%, C(O)OR*, OC(O)R™,
OC(O)NR®R%*, NR*R%, NR®C(0O)RM, NR**C(0)OR?*, NR*“C(O)NR%R%*,
NR®S(0)R™, NR*S(0)2R™, NR*S(0).NR*R¥, S(O)R?*, S(O)NR*R%, S(0).R"*, and
S(0)2NR%R%: wherein said C1-s alkyl and C2-s alkenyl are each optionally substituted
with 1, 2, 3, 4, or 5 substituents independently selected from Ce.10 aryl, Cs-10 cycloalkyl,
5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, halo, C1. alkyl, C2.6
alkenyl, C1.6 haloalkyl, CN, NO2, OR*, SR*, C(O)R™, C(O)NR*R%, C(O)OR*,
OC(0O)R®*, OC(O)NR*R¥, NR*R%, NR*C(0O)R™, NR*C(0)OR*, NR*C(O)NR*R%,
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NR®S(0)R™, NR*S(0)2R™, NR**S(0),NR*R%, S(O)R?*, S(O)NR**R%, S(0).R"*, and
S(0)2NR*R%:;

Cy! and Cy? are each independently selected from Ce-10 aryl, Cs.10 cycloalkyl, 5-10
membered heteroaryl, and 4-10 membered heterocycloalkyl, each of which is optionally
substituted by 1, 2, 3, 4, or 5 substituents independently selected from R®Y;

each R is independently selected from halo, C1.6 alkyl, C1-6 haloalkyl, Cz-6
alkenyl, Ce.10 aryl, Cs.10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered
heterocycloalkyl, CN, NOz, OR®, SR®, C(O)R®, C(O)NR®R%, C(O)OR?, OC(O)R",
OC(O)NR®R%, NR®R®, NR®C(0)R, NR®C(0)OR®*, NR®C(O)NR®R%®,
NR®S(0)R, NR®S(0)2R5, NR®S(0),NR®R%, S(O)R®, S(O)NR®R%®, S(0).R"®, and
S(0)2NR®R®, wherein said C1.6 alkyl, Cz. alkenyl Cs.10aryl, Cs-10 cycloalkyl, 5-10
membered heteroaryl, and 4-10 membered heterocycloalkyl are each optionally
substituted with 1, 2, 3, 4, or 5 substituents independently selected from halo, C1-¢ alkyl,
CN, NOz, OR®, SR®, C(O)R"®, C(O)NR®R?, C(0)OR®, OC(O)R"®>, OC(O)NR®R®,
NRSR®, NR®C(0)R, NR®C(O)OR®, NR®C(O)NRR%, NR®S(O)R", NR®S(0),R?,
NR®S(0)NR®R®, S(O)R, S(O)NR®R®*, S(0),R", and S(0).NR®R®;

each R?, R, R® R® R* and R® is independently selected from H, C1.¢ alkyl,
Cishaloalkyl, Co.6 alkenyl, Ce.10aryl, Cs.10 cycloalkyl, 5-10 membered heteroaryl, 4-10
membered heterocycloalkyl, Ce.10 aryl-Ci-s alkyl, Cz-10 cycloalkyl-Ci.4 alkyl, (5-10
membered heteroaryl)-Ci-4 alkyl, or (4-10 membered heterocycloalkyl)-Ci.4 alkyl,
wherein said Ci.6 alkyl, C2- alkenyl, Cs-10aryl, Cz-10 cycloalkyl, 5-10 membered
heteroaryl, 4-10 membered heterocycloalkyl, Ce-10 aryl-Ci.4 alkyl, Ca-10 cycloalkyl-Ci-4
alkyl, (5-10 membered heteroaryl)-C1-4 alkyl, and (4-10 membered heterocycloalkyl)-C1.4
alkyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently
selected from C1.4 alkyl, halo, CN, OR®*, C(O)R, C(O)NR®RY, C(O)OR?*, OC(O)R",
OC(O)NR®R% NR®%R% NR®C(0)R", NR®C(O)NR®R®, NR®C(O)OR?*, S(O)R®,
S(O)NR®R%, S5(0),R", NR®S(0),R®, NR®S(0),NR®R%*, and S(0).NR®R%;

each R, R" R R and R is independently selected from H, C1- alkyl, C1.4
haloalkyl, C2¢ alkenyl, Ce.10aryl, Cs.10 cycloalkyl, 5-10 membered heteroaryl, 4-10
membered heterocycloalkyl, Ce-10aryl-Ci-salkyl, Cs-10 cycloalkyl-Ci-4 alkyl, (5-10
membered heteroaryl)-Ci4 alkyl, or (4-10 membered heterocycloalkyl)-Ci-4 alkyl,
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wherein said C1-6 alkyl, C2- alkenyl, Cs-10aryl, Cz-10 cycloalkyl, 5-10 membered
heteroaryl, 4-10 membered heterocycloalkyl, Ce-10 aryl-Ci.4 alkyl, Cs-10 cycloalkyl-Ci-4
alkyl, (5-10 membered heteroaryl)-C1.4 alkyl, and (4-10 membered heterocycloalkyl)-C1.4
alkyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently
selected from C1.4 alkyl, halo, CN, OR®*, C(O)R, C(O)NR®R%, C(O)OR?*, OC(O)R",
OC(O)NR®R% NR®%R%, NR®C(0)R", NR®C(O)NR®R®, NR®C(O)OR?*, S(O)R®,
S(O)NRR%, S5(0),R, NR®S(0)2R", NR®%S(0).NR®R%, and S(0),NR®R%;

each R¢, RY, R, R%, R®?, R%”2 R R% R R% R, and R® is independently
selected from H, Cy16 alkyl, C14 haloalkyl, C2¢ alkenyl, Ce-10aryl, Cs-10 cycloalkyl, 5-10
membered heteroaryl, 4-10 membered heterocycloalkyl, Ce.10 aryl-Ci-4 alkyl, Cs-10
cycloalkyl-Cy1.4 alkyl, (5-10 membered heteroaryl)-Ci-4 alkyl, or (4-10 membered
heterocycloalkyl)-C1.4 alkyl, wherein said C1.6 alkyl, C2.6 alkenyl, Cs.10aryl, Cs.10
cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, Ce-10 aryl-C1-4
alkyl, Cs.10 cycloalkyl-C1.4 alkyl, (5-10 membered heteroaryl)-Ci.4 alkyl, and (4-10
membered heterocycloalkyl)-Ci.4 alkyl are each optionally substituted with 1, 2, 3, 4, or 5
substituents independently selected from Ci.4 alkyl, halo, CN, OR*, SR®, C(O)R",
C(O)NR®R%, C(0)OR%*, OC(O)R"6, OC(O)NR®R*, NR®RY, NR®C(O)R",
NR®C(O)NR®R®*, NR®C(0O)OR?, S(O)R™, S(O)NR®RY, S(0)2R, NR®S(0),R,
NR®S(0).NR®R®, and S(0);NR*R%;

or any R® and RY together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Cy.¢ alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10 aryl, 5-6 membered heteroaryl, halo, CN, OR%, SR®, C(O)R®,
C(O)NR®R% C(0)OR%*, OC(O)R"®, OC(O)NR®R%* NR®RY, NR®C(O)R",
NR®C(O)NR®R®*, NR®C(O)OR?, S(O)R™, S(O)NR®R%, S(0)2R, NR®S(0),R,
NR®S(0).NR®R®, and S(0).NR®R%, wherein said C.s alkyl, Cs.7 cycloalkyl, 4-7
membered heterocycloalkyl, Cs-10aryl, and 5-6 membered heteroaryl are optionally
substituted by 1, 2, or 3 substituents independently selected from halo, CN, OR%*, SR®,
C(O)R", C(O)NR®R®, C(O)OR?®, OC(O)R", OC(O)NRR® NR®R® NR®C(O)RS,
NR®C(O)NR®R®, NR®C(O)OR?, S(O)RP, S(O)NR®R%®, S(0),R?®, NR®S(0),R,
NR®S(0),NR®R%, and S(0).NR®R;
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or any R°! and R together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Ci. alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10 aryl, 5-6 membered heteroaryl, halo, CN, OR, SR®, C(O)R",
C(O)NR®R%, C(0)OR*, OC(O)R"6, OC(O)NR®R%*, NR®RY, NR®C(O)R",
NR®C(O)NR®R%*, NR®C(0O)OR?, S(O)R™, S(O)NR®RY, S(0)2R, NR®S(0),R,
NR%S(0):NR®R%, and S(O)NR®R%, wherein said C1-s alkyl, Cs.7 cycloalkyl, 4-7
membered heterocycloalkyl, Cs.10 aryl, and 5-6 membered heteroaryl are each optionally
substituted by 1, 2, or 3 substituents independently selected from halo, CN, OR®*, SR®,
C(O)R", C(O)NR®*R%, C(O)OR?, OC(0)R", OC(O)NR®*R*, NR®R%*, NR®C(O)R®,
NR®C(O)NR®R%*, NR®C(O)OR?®, S(O)R™, S(O)NR®RY, S(0),R, NR®S(0),R",
NR®S(0).NR®R®, and S(0);NR*R%;

or any R°? and R% together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Ci. alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10 aryl, and 5-6 membered heteroaryl, C1.6 haloalkyl, halo, CN, OR®,
SR®*, C(O)R, C(O)NR®RY, C(O)OR*, OC(O)R, OC(O)NR®RY, NR®R%,
NR®C(0)R", NR®C(O)NR®R, NR®C(0)OR*, S(O)R", S(O)NR®R%, S(0),R",
NR®S(0)2R"6, NR®S(0),NR®R%, and S(0).NR®R%, wherein said C1-s alkyl, C3.7
cycloalkyl, 4-7 membered heterocycloalkyl, Ce.10aryl, and 5-6 membered heteroary! are
each optionally substituted by 1, 2, or 3 substituents independently selected from halo,
CN, OR®, SR®, C(O)R"®, C(O)NR®R%, C(0)OR%*, OC(O)R"®, OC(O)NR®R%*, NR®R%,
NR®C(0)R", NR®C(O)NR®R, NR®C(0)OR%*, S(O)R", S(O)NR*R%*, S(0),R",
NR®S(0)2R", NR®S(0),NR®R%, and S(0).NR®R;

or any R® and R% together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Ci.6 alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10 aryl, 5-6 membered heteroaryl, C1-¢ haloalkyl, halo, CN, OR®,
SR, C(O)R, C(O)NR®R%, C(O)OR, OC(O)R?®, OC(O)NR®RY, NROR®,
NR®C(O)R, NR®C(O)NR®R, NR®C(0)OR®, S(O)R?, S(O)NR®R, S(0),R,
NR®S(0)2R"6, NR®S(0),NR®R%, and S(0).NR®R%, wherein said C1-s alkyl, C3.7
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cycloalkyl, 4-7 membered heterocycloalkyl, Ce-10aryl, and 5-6 membered heteroaryl are
each optionally substituted by 1, 2, or 3 substituents independently selected from halo,
CN, OR?, SR® C(O)R", C(O)NR®RY, C(0O)OR*, OC(0)R"®, OC(O)NR*®R%, NR®R%*,
NR®C(O)R, NR®C(O)NR®R, NR®C(0)OR%*, S(O)R, S(O)NR®RY, S(0),R"®,
NR®S(0)2R"6, NR®S(0),NR®R%, and S(0).NR®R:

or any R* and R% together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Ci. alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10 aryl, 5-6 membered heteroaryl, C1-s haloalkyl, halo, CN, OR®,
SR®*, C(O)R, C(O)NR®RY, C(O)OR*, OC(O)R, OC(O)NR®R, NR®R%,
NR®C(0)R", NR®C(O)NR®R%, NR®C(0)OR%*, S(O)R", S(O)NR*R%*, S(0),R,
NR®S(0),R"6, NR®S(0),NR®R%, and S(0).NR®R%, wherein said C1-s alkyl, C3.7
cycloalkyl, 4-7 membered heterocycloalkyl, Ce-10aryl, and 5-6 membered heteroaryl are
each optionally substituted by 1, 2, or 3 substituents independently selected from halo,
CN, OR%®, SR®, C(O)R"®, C(O)NRR%, C(0)OR%*, OC(O)R"®, OC(O)NR®R%*, NR®R,
NR®C(0)R", NR®C(O)NR®R%, NR®C(0)OR%*, S(O)R", S(O)NR*R%*, S(0),R,
NR®S(0)2R"6, NR®S(0),NR®R%, and S(0).NR®R:

or any R®® and R% together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3
substituents independently selected from Ci.6 alkyl, Cs.7 cycloalkyl, 4-7 membered
heterocycloalkyl, Cs-10 aryl, 5-6 membered heteroaryl, C1.s haloalkyl, halo, CN, OR®,
SR®*, C(O)R, C(O)NR®RY, C(O)OR*, OC(O)R, OC(O)NR®R, NR®R%,
NR®C(0)R", NR®C(O)NR®R, NR®C(0)OR%*, S(O)R", S(O)NR*R%, S(0),R",
NR®S(0)2R"6, NR®S(0),NR®R%, and S(0).NR®R%, wherein said C1-s alkyl, C3.7
cycloalkyl, 4-7 membered heterocycloalkyl, Ce-10aryl, and 5-6 membered heteroaryl are
each optionally substituted by 1, 2, or 3 substituents independently selected from halo,
CN, OR®, SR®, C(O)R"®, C(O)NR®R%, C(0)OR*, OC(O)R"®, OC(O)NR®R%*, NRR,
NR®C(0)R", NR®C(O)NR®R, NR®C(0)OR%*, S(O)R", S(O)NR*R%, S(0),R",
NR®S(0).R"6, NR®S(0),NR®R%, and S(0).NR®R%;

each R, R R and R® is independently selected from H, C1.4 alkyl, Cz-4
alkenyl, Cs.7 cycloalkyl, phenyl, 5-6 membered heteroaryl, and 4-7 membered

404



heterocycloalkyl, wherein said C1.4 alkyl, Cz.4 alkenyl, C3-7 cycloalkyl, phenyl, 5-6
membered heteroaryl, and 4-7 membered heterocycloalkyl are each optionally substituted
by 1, 2, or 3 substituents independently selected from OH, CN, amino, halo, C1-4alkyl,
Crsalkoxy, Ci4alkylthio, Ci4alkylamino, and di(C1-4 alkyl)amino;

nislor2;

pisl, 2, or3;and

gislor2;
wherein any aforementioned 4-10 or 4-7 membered heterocycloalkyl group optionally
comprises 1, 2, or 3 0xo substituents, wherein each oxo substituent that is present is
substituted on a ring-forming carbon, nitrogen, or sulfur atom of the 4-10 or 4-7
membered heterocycloalkyl group, or a pharmaceutically acceptable salt thereof in the
manufacture of a medicament for treating or preventing a disease selected from

cardiovascular disease and gastrointestinal disease.

The use of claim 3, wherein said cardiovascular disease is pulmonary arterial
hypertension (PAH).

The use of claim 4, wherein said PAH is associated pulmonary arterial hypertension
(APAH).

The use of claim 3, wherein said gastrointestinal disease is diarrhea or carcinoid

syndrome.

The use of claim 1, wherein the compound is (S)-ethyl 8-(2-amino-6-((R)-1-(5-chloro-
[1,1'-biphenyl]-2-yl)-2,2,2-trifluoroethoxy)pyrimidin-4-yl)-2,8-diazaspiro[4.5]decane-3-

carboxylate or a pharmaceutically acceptable salt thereof.
The use of claim 1, wherein the compound is (S)-8-(2-amino-6-((R)-1-(5-chloro-[1,1'-

biphenyl]-2-yl)-2,2,2-trifluoroethoxy)pyrimidin-4-yl)-2,8-diazaspiro[4.5]decane-3-

carboxylic acid or a pharmaceutically acceptable salt thereof
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10.

11.

12.

The use of claim 2, wherein the compound is (S)-ethyl 8-(2-amino-6-((R)-1-(5-chloro-
[1,1'-biphenyl]-2-yl)-2,2,2-trifluoroethoxy)pyrimidin-4-yl)-2,8-diazaspiro[4.5]decane-3-
carboxylate or a pharmaceutically acceptable salt thereof.

The use of claim 2, wherein the compound is (S)-8-(2-amino-6-((R)-1-(5-chloro-[1,1'-
biphenyl]-2-yl)-2,2,2-trifluoroethoxy)pyrimidin-4-yl)-2,8-diazaspiro[4.5]decane-3-
carboxylic acid or a pharmaceutically acceptable salt thereof.

The use of claim 3, wherein the compound is (S)-ethyl 8-(2-amino-6-((R)-1-(5-chloro-
[1,1'-biphenyl]-2-yl)-2,2,2-trifluoroethoxy)pyrimidin-4-yl)-2,8-diazaspiro[4.5]decane-3-
carboxylate or a pharmaceutically acceptable salt thereof.

The use of claim 3, wherein the compound is (S)-8-(2-amino-6-((R)-1-(5-chloro-[1,1'-

biphenyl]-2-yl)-2,2,2-trifluoroethoxy)pyrimidin-4-yl)-2,8-diazaspiro[4.5]decane-3-
carboxylic acid or a pharmaceutically acceptable salt thereof.
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