Ther. Adv. Hematol. 2013, 4(1), 15-35; LaFave, L.M. et al., Trends Pharmacol. Sci. 2012,
33(11), 574-582. The recently collected clinical data related to ruxolitinib treatment indicated
that JAK inhibitors work on both JAK2 wild-type and JAK2 mutated cases. Verstovsek, S. et
al., N. Engl. J. Med. 2012, 366(9), 799-807; Quintas-Cardama, A. et al., Blood 2010, 115(15),
3109-3117. The discovery of selective inhibitors of JAK2 vs JAK1/3 remains an unsolved
challenge. In addition, hyperactivation of the JAK2/signal transducers and activators of
transcription 3 (JAK2/STAT3) is responsible for abnormal dendritic cell differentiation leading
to abnormal dendritic cell differentiation and accumulation of immunosuppressive myeloid
cells in cancer (Nefedova, Y. et al., Cancer Res 2005; 65(20): 9525-35). In Pten-null senescent
tumors, activation of the Jak2/Stat3 pathway establishes an immunosuppressive tumor
microenvironment that contributes to tumor growth and chemoresistance (Toso, A. et al., Cell
Reports 2014, 9, 75-89). Therefore, pharmacologic inhibition of the JAK2/STAT3 pathway can
be an important new therapeutic strategy to enhance antitumor activity via the regulation of
antitumor immunity.

[014] ROSI kinase is a receptor tyrosine kinase with an unknown ligand. The normal
functions of human ROS1 kinase have not been fully understood. However, it has been reported
that ROS1 kinase undergoes genetic rearrangements to create constitutively active fusion
proteins in a variety of human cancers including glioblastoma, non-small cell lung cancer
(NSCLC), cholangiocarcinoma, ovarian cancer, gastric adenocarcinoma, colorectal cancer,
inflammatory myofibroblastic tumor, angiosarcoma, and epithelioid hemangioendothelioma
(Davies, K. D. et al., Clin Cancer Res 2013, 19 (15): 4040-4045). Targeting ROS1 fusion
proteins with crizotinib has demonstrated promising clinical efficacy in NSCLC patients whose
tumors are positive for ROS1 genetic abnormalities (Shaw, A. T. et al, N Engl J Med. 2014,
371(21):1963-1971). Acquired resistant mutations have been observed in crizotinib treatment
patients (Awad, M. M. et al.,, N Engl ] Med. 2013, 368(25):2396-2401). It is urgent to develop
the second generation of ROS1 inhibitors for overcoming crizotinib ROS1 resistance.

[615] There remains a need for small molecule inhibitors of these multiple protein or tyrosine
kinase targets with desirable pharmaceutical properties. Certain diaryl macrocyclic compounds

have been found in the context of this invention to have this advantageous activity profile.

SUMMARY

[016] In one aspect, there is imvesnten—relates—to_provided a compound of the following
Formula (I-A):



[027) p’is0,1,2,3,0r4; and
[028] q’is0,1,2,3,0r4;

[029] or a pharmaceutically acceptable salt thereof.

030] n-enec-aspect—iThe nventon—relptes—tedisclosure provides a chemical entity of the
, pest—t L Y

(R%)p (LD
(R

N

(L1)n‘\ O

R (1)

following Formula (I-A):

[031] wherein

{632] Ring A’ and Ring B’ are each independently a monocyclic or bicyclic aryl or heteroaryl;
[033] wherein one of Ring A’ and Ring B’ is a monocyclic aryl or heteroaryl and the other is a
bicyclic heteroaryl; and at least one of Ring A’ and Ring B’ comprises at least one nitrogen ring
member;

[034] each R’ and RY is independently deuterium, halogen, -OR®, -OC(O)R®,
-OC(O)NR°RY, -OC(E=NINRERY,  -0S(0)0oR®,  -OS(0)NRERY,  -S(0)02R®,  -S(O)o.
LNRRY, NRRY, -NREC(O)RY, -NRYC(O)NR“RY, -NR®C(=N)NR°R?, -NR®S(0)uR?,
“NR®$(0)5,NR°RY, -C(O)R, -C(O)OR®, -C(ONR°RY, -C(=N)NR°RY, -P(0)0.R°RY,
-P(0)g2NRRY, -P(0)0.0R®, -CN, -NO,, C.galkyl, Ca.galkenyl, Cosalkynyl, Ca.ccycloalkyl, 3-
to 7-membered heterocycloalkyl, phenyl, naphthyl, or mono- or bicyclic heteroaryl; or any two
R groups or any two R*" groups taken together with the ring to which they are attached form a
Cs.scycloalkyl or a 5- to 8-membered heterocycloalkyl;

[035] wherein each alkyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, phenyl, naphthyl, and
mono- or bicyclic heteroaryl is unsubstituted or substituted with one or more substituents
selected from the group consisting of deuterium, halogen, Cjgalkyl, C;shaloalkyl, -OR°>,
-OC(O)R®, -OC(ONRYR’, -08(0)02R®, -0S(0)0.2NRR', -5(0)0.2R%, -S(0)0..NRE R’ -
NRER", -NRYC(O)RY, -NR*C(O)NR*R", -NR°S(0)s.R", -NR¥S(0)e,NR*R", -C(O)R?, -
C(O)OR®, -C(ONRYRY, -P(0)5,R R, -P(0)0,NR*R”, -P(0).,OR®, -CN, and -NO,; and

[036] each R, RY, R®, and R' is independently selected from the group consisting of H, deuterium,
Cy.¢alkyl, C,4alkenyl, C, galkynyl, Cs¢cycloalkyl, 3- to 7-membered heterocycloalkyl, phenyl, naphthyl,
and heteroaryl;

[037] R” is H, deuterium, Cigalkyl, C,gsalkenyl, C,alkynyl, Csgcycloalkyl, 3- to 7-membered
heterocycloalkyl, phenyl, naphthyl, or mono- or bicyclic heteroaryl;

[038] wherein each alkyl, alkenyl, alkynyl, cycloalkyl, heterocycioalkyl, phenyl, naphthyl, or

heteroaryl is substituted or unsubstituted with one or more substituents selected from the group
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consisting of deuterium, halogen, -OR’, -OC(O)R”, -OC(O)NR'RY, -OS(0)e2R", -0S(0)q.
JNRRY, -S(0).0R", -8(0)0.NR R/, -NR'RY, -NR'C(O)R”, -NR'C(O)NR'R/, -NR'S(0)g,R,
NR'S(0)0NR'R', -C(O)R", -C(O)OR", -C(ONR'R’, -P(0)oR'R', -P(O)oNR'R,
-P(0)y,0R", -CN, and -NO;

[039] wherein each R and R is independently H, deuterium, Cigalkyl, Coealkenyl, C,.
salkynyl, Cs.gcycloalkyl, 3- to 7-membered heterocycloalkyl, phenyl, naphthyl, or mono- or
bicyclic heteroaryl;

[040] each L' and L? is independently ~C(R')(R*)-, -O-, -N(R")-, or -S(O)o.2;

[041] wherein each R' and R® are independently H, deuterium, halogen, Cjealkyl, C,.
salkenyl, Cr.galkynyl, Csecycloalkyl, 3- to 7-membered heterocycloalkyl, phenyl, naphthyl, or
mono- or bicyclic heteroaryl; or R' and R? taken together with the carbon or carbons to which
they are attached form a Cs.¢cycloalkyl or a 4- to 6-membered heterocycloalkyl;

[042] each R¥ is independently H, deuterium, Cealkyl, C,ealkenyl, Cygalkynyl, Cs.
scycloalkyl, 3- to 7-membered heterocycloalkyl, phenyl, naphthyl, or mono- or bicyclic
heteroaryl;

[043] wherein each alkyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, phenyl, naphthyl, or
heteroaryl in R, R, or R* is independently unsubstituted or substituted with one or more
substituents selected from the group consisting of deuterium, halogen, C;.¢alkyl, C,.¢haloalkyl,
-OR*, -OC(O)R”, -OC(O)NR*R®, -OS(0)p2R*, -0S(0)2NR*R", -S(0).2R*, -S(O).
JNR*R,

NR*R”, -NR*C(O)R?, -NR*C(O)NR*R”, -NR?S(0)¢2R"’, -NR¥S(0).NR*R”’, -C(O)R?,
-C(0)OR?, -C(O)NR*R", -P(0)y,R*R”, -P(0);2NR* R, -P(0)0,0R?, -CN, and -NO»;

[044] wherein each R® and R is independently H, deuterium, Cjealkyl, Cosalkenyl, Ca.
salkynyl, Csgcycloalkyl, 3- to 7-membered heterocycloalkyl, phenyl, naphthyl, or heteroaryl;
[045] m’is3,4,0r5;

[046] n’is2, 3, 0r4;

[047] p’is0,1,2,3,0r4;and

[048] q’1s0,1,2,3,0r4;

[049] or a pharmaceutically acceptable salt thereof.

[050] lo-anethersspest—The inventien-disclosure relates to a chemical entity of the following
Formula (I):

RS R®

(R ~ PQ&
9\@ Y Z,R"'
2
(RR%\ O
n

TR



[082] or a pharmaceutically acceptable salt thereof.

[083] In certain embodiments, the compound of Formula (1) or (I-A) is a compound having the

OJW
HN O
“Y?
o s

V
SN

formula

{084] or a pharmaceutically acceptable salt thereof.
10842} In another aspect. there is provided a compound of the Formula (IV):

R3a

\M R1a

wherein

Mis CH or N:

X! and X' are independently ~-C(R™(R™)-. -8-. -S(O)-. -S(0)3-,-0- or N(R¥)-:

gach R and R* is independently H, deuterium, Cyalkvl, Csseveloalkyl, Co-ig

aryl, -C{OVOR® , -C(OINRR”, -NR*R", -SR*, -S(O)R". -S(OINR”, -S(O}R" . -S{(OPNR" or

-OR” whercin each hydrogen atom in C,.ealkyl is independently optionally substituted by -

37 3 . s ;
R and R” are cach independently H, deuterium, fluoro, chloro, bromo. methvl. ethyl

propyl, isopropyl. methosy. ethoxy, isopropoxy., -CN, or -CFs:

R™ is H. Cyealkvl or 3-t0 7-membered heterocvcloalkyl, wherein each hvdrogen atom in
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~COCyalkyl, -CONH,, -CONH(C, 4alkyl), -CON{(C,salkvl), cvcloalkvl or monoeyclic

h et@mcycleaik@“:

cach RY is independently H. deuterium, Ciealkyl, Coealkenvl, Crealikynyl, Ca

sevetoalkevl, 3-to 7-membered heterocyeloalkvl, Co-ig arvl, or mono- or bicvelic heteroaryl,

wherein each hvdrogen atom in Cealkyl, Csealkenvl, Cogalkynyl, Csecveloalkyl, 3-to 7-

membered heterocyeloalkyvl, Com1o arvl, or mono- or bievelic heteroarvl in R* is independenty

optionally substituted by deuterium, halogen, C.salkyl, Cishaloalkyl or SORY:

wherein each RY and R® is independently H. deuterium, Cipalkyvl, Chsalkenvi. €

calkynyl, Cygeyvcloalkyl, 3- to T-membered heterocyeloalkyl, Co-io arvl, or heteroarvl:

each 20 72, 7°. 7} 70 7% or 77 is independently N. NH, or C(R"), wherein cach R

when present is independently H. deuterium, balogen, C,aalkvl, -O-Cualkyl, -OH. -NH>,
-NH(C,salkyl), -NH(phenyl). -NHheteroaryl), CN, or —CF,. provided that at least one of 2,
7270 70 70 78 or ZTis N or NH; and

m’is 2 or 3:

or a pharmaceutically accentable salt thereof,

[084b! In another aspect, there is provided a compound of the Formula (V):

wherein
Mis CH or N:
X! and X' are independently -C(R'™MU(R™)-, -5-, -S(O)-, -S(Q)-.-0- or -N(R¥)-:

cach R'" and R* is independenily H. deuteriom, Crealkyl, Cieeyeloalkyl, Cemip

arvl, -CIOYORY, -C(OINR*R", -NR*R". -SR”, -S(OIR”. -S(OINR® S{(}}ZR L -S{OYNR” or

-OR® wherein cach hydrogen atom in Cy.ealleyl 1s independently optionally substituted by

deuterium, halogen, -OH. -OC4alkvl, -NH,, -NEH(C aalkvl}, -N(C salkvly, NHC(OY  aalkyl,

~N<<:t;:{;aﬁwg3@{0}@Maﬁ<vz, NHC(ONHC salkyl, -N(C)_4alkyhCIOWHC salkvl,
NHC(OIN(C yalkylyy, -N(CialkyDCION(Csalkyl)s  -NHCOVOC, alkyl, -N(C,.

salkyDC(0)OC, salkyl, -COH, -CO,C, salkyl, -CONHa, -CONH(Cqalkvl), -CON(C, salkyl),
»Scj,%a;kva msm}}e_wzm S(0)C).enlkyl, ‘%(OENH{CE&HWE} »giﬁ:})gwﬁfcf_.gaﬁé«;m

|



R’ and R’ are each independently H. fluoro. chloro. brome, methvl, ethyl, propyl.

isopropyl, methoxy, ethoxv, 1sopropoxy, -CN, or ~CF3;

Ta . - N ¥ ’
R™is H. C4alkvl or 3-t0 7-membered heterocveloalkyl, wherein each hydrogen atom in

~CONH,, -CONH(C qalkyl), -CON(Caalkyh-. cycloalkyl, or monocyelic heterocveloalkvi:

each R® is independently H, deuterium. € ealkyl, T galkenyl, Cygaliynvl, €y

seycioalkyl, 3-to 7-membered heterocyeloalkvl, Ce-ig arvl. or mono- or bicyclic heteroaryl;

wherein each R® and R" is independently H. deuterium, Cealkyl, Crealkenyl, C,.

salkynyl, Cy qeveloalkvl, 3- to 7-membered heterocyeloalkyl, Co-joaryl, or heteroaryl;

each 2. 72 7°. 7% 7° 7% or 77 is independently N, NH. or C(RY), wherein each B®

or a pharmaceutically acceptable salt thereof.

H84e! In another asnect. there is provided a compound selected From the group consisting of

3a
R ~ M RZa
R3b a x?"\\
R?a..,.-N @)
1 1
XYZ\Zﬁf
6
ZZO IZ4O/Z
. N3 ~77
VI
R3a
R3b

Y
W
o



3a
R3a R
\‘M
28
R3b a X1 '\\R R3b
R73/N O
X“f Z1 f
o5
7
3]
TOT0:z
N30 Z0 ’
X1 X1 XIV
0
VA f
6
and z
XV
wherein

X! and X" are independently -CR™UR™)-, -S-. -S(O)-, -S(Q)--0- or -N(R" }-;

1ol o : : : il £
each R™ and R™* is independently H. deuterium, Cy.qalkyl Caeeveloatkyl, Co-io

arvl, -C(OYORY . -CIOINRY R, -NRYR", -SR¥, -S(OIRY, -S(OYNR", -S(O)R". -S(OWNR® or

-SIOIN(C ) galkyl)y, -SIORN(Cisalkylh, Cs.eeveloalkyl, or 3-to 7-membered heterocvcloalkyl:

R and R are each indenendently H. fluoro, chloro, bromo. methyl, ethvl, propyl,

isopropyl. methoxy, ethoxy. isopropoxy. ~CN, or ~CFs;

R™isH, C Loatleyl or 3-t0 7T-membered heterocycloalkyl, wherein each hvdrogen atom in

Ceatkvl or 3-to 7-membered heterocvelpalkyt is independently optionallv substituted by




each R® is independently H, deuterium, Cy ealkyl, Cogalkenyl, Gy palkynyl,

Creeveloalkyl, 3-to 7-membered heteroeveloalkyl, Cojo aryl, or mono- or bicyelic heteroaryls

-NH(C qatkvD). -NH(phenvl). -NH(heteroaryl), CN. or —CFs, provided that at least one of Z',
222,728 72°. 7° or 7" is N or NH: and

mis 2 or 3:

or a pharmaceuticallv accentable salt thereof

[085] ils-e-furtheraspeet—+The inventionvetates-todisclosure provides a crystalline form of the

free base of the compound of the formula

0
F“/@; \\\NH 0
NN
LN*N/

[086] having a powder X-ray diffraction pattern substantially the same as Fig. XX. In another

aspect, there is provided a ervstailine form of the free base of the compound as defined herein,

having a powder X-rav diffraction pattern substantially the same as Fig 1. In some

embodiments, the crystalline polymorph form 1 of the free base of the compound of the formula

O
FQQ INH 0O
/N /N =
L/N\N/

[087] wherein the powder X-ray diffraction pattern has a peak at diffraction angle (20) of
21.94. In some embodiments, the polymorph form 1 of the free base of the compound of the

O\‘\
fsq®
F 0]
/N /N =
4
LN\N

formula




[088] wherein the powder X-ray diffraction pattern has peaks at diffraction angles (26) of

21.94 and 23.96. In some embodiments, the polymorph form 1 of the free base of the compound

of the formula

-
()
(¢



O\I\
NH
O,
_N /N _
Y/
LN“N

[089] wherein the powder X-ray diffraction pattern has peaks at diffraction angles (26) of
21.94, 23.96 and 19.64.
[090] le-a-futhesaspeetytThe inventionrelatesdodisclosure provides a pharmaceutical

composition comprising at least one compound of Formula (I) or (I-A) or a pharmaceutically
acceptable salt thereof. Pharmaceutical compositions according to the isvention-disclosure may
further comprise a pharmaceutically acceptable excipient. The invention-isdisclosure also
provides a compound of Formula (I) or (I-A) or a pharmaceutically acceptable salt thereof for

use as a medicament. In another aspect. there is provided g vharmaceutical composition

comprising (a) at least one compound as defined herein, or a pharmaceutically acceptable salt

thereof. and (b) a pharmaceuticallv acceptable excinient.

[091] la-snotheraspect—The imvention-disclosure is directed to a method of treating cancer,
pain, neurological diseases, autoimmune diseases, or inflammation comprising administering to
a subject in need of such treatment an effective amount of at least one compound of Formula (I)

or (I-A) or a pharmaceutically acceptable salt thereof. In another aspect, there is provided a

compound as defined herein. or a pharmaceutically acceptable salt thereof for use in freating

cancer, pain. neurological diseases, autoimmune diseases, and inflamunation,

16912l In snother aspect. there is provided use of the compound as defined herein in the

manufacture of 2 medicament for treating cancer, pain. neurological disesses, autoimmune

diseases, and mmflammation,

(I) or (I-A) in the preparation of a medicament for the treatment of such diseases and medical
conditions, and the use of such compounds and salts for treatment of such diseases and medical
conditions.

[093] in—yetonetheraspeet-tThe invention-disclosure relates to a method of inhibiting protein
or tyrosine kinases, including one or more of MET, ALK, ROS1, AXL, TRKs, and JAKSs,
comprising contacting a cell comprising one or more of such kinases with an effective amount.
of at least one compound of Formula (I) or (I-A) or a salt thereof, and/or with at least one

VIVO, OF in Vivo.
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[094] Additional embodiments, features, and advantages of the invention will be apparent

[095] For the sake of brevity, the disclosures of the publications cited in this specification,

including patents, are herein incorporated by reference.

DESCRIPTION OF THE DRAWINGS

[096] Fig. 1 shows a powder X-ray diffraction pattern of the crystalline polymorph form 1 of
the free base of 11-fluoro-14-methyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo{4,3-
f][1,4,8,10]benzoxatriazacyclo-tridecin-4(5H)-one (Example 20).



each R*, R”, R%, RY, R°, R', R" and R is independently selected from the group
consisting of H, deuterium, Cjgalkyl, Cyealkenyl, Cpealkynyl, Csscycloalkyl, 3- to 7-
membered heterocycloalkyl, C¢-1¢ aryl, and heteroaryl;

m’is 2, 3,4, or5;

n’is 2, 3, or 4,

p is0,1,2,3,0r4; and

q’1s0,1,2,3,0r4;
or a pharmaceutically acceptable salt thereof.
2. The compound of claim 1, wherein Ring A’ is monocyclic aryl or heteroaryl and Ring
B’ is bicyclic heteroaryl, or s-phasmaceuticatly-aceeptablesali-thereok
S The-sompeound-ofelaim-twherein-Ring A’ is bicyclic heteroaryl and Ring B’ is
monocyclic aryl or heteroaryl, or a pharmaceutically acceptable salt thereof.
43, The compound of claim 1, wherein Ring A’ is phenyl or a 6-membered heteroaryl, or a
pharmaceutically acceptable salt thereof.
54, The compound of claim I, wherein Ring B’ is bicyclic heteroaryl containing 1, 2, or 3
nitrogen ring atoms, or a pharmaceutically acceptable salt thereof.
65.  The compound of claim 1, wherein Ring A’ is phenyl or pyridyl, or a pharmaceutically

acceptable salt thereof.

ool e o ‘\1""}1 o o mratsandiez naoc
YR LI Y Le S 2 ST vy £ Lop Syt s YA
&

(R3'>pa——©
&

. |
86.  The compound of claim 1, wherein Ring A’ substituted with (R )p’ 18 e

satttherest

or s-phermaecitiontbacceptmblesalttherants

/\N

(R¥)g—r

i’).———m———?}’t}ez—e@m@eﬁﬂéﬁl@M%};wwhezgﬁé-ﬁm&é%wﬁf%ﬁ;&bﬁ&&ﬁ%&a&%ﬁ%{&%ﬁ:-z3+3~ A
or a pharmaceutically acceptable salt thereof.

+87.  The compound of claim 1, wherein Ring B’ is:
Mon,
A7 A
YQ | 02
\Z‘?’ \27

wherein Z'-Z7 are defined as described herein, or a pharmaceutically acceptable salt thereof.

++8.  The compound of claim 1, wherein Ring B’ is:
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or H  or or H

wherein Z'” are otherwise defined as described herein, or a pharmaceutically acceptable salt
thereof.

s $29.  The compound of claim 1, wherein Ring B’ is:

U d L. 4
o el o T T e

An, W, P Yo ] N,
\:‘S N ASSYN\%% ;\[/N\‘é ; i \s’f\r/N‘N \ vré\K\N A\
NNy NN SN SN R sy N sy

3 M

T Ot A T

» O s

~

Iz

$

Ji
=

or a pharmaceutically acceptable salt thereof.

1+310. The compound of claim 1, wherein Ring B’ is \L/ , (/L
AN

Ty

NN

NTH , or a pharmaceutically acceptable salt thereof.
J 1411. The compound of any one of claims 1-+310, wherein each R® is independently
deuterium, fluoro, chloro, bromo, methyl, ethyl, propyl, isopropyl, methoxy, ethoxy,
isopropoxy, -CN, -CF3, -NH,, -NH(C;.4alkyl), -N(C4alkyl),, -CO,C;4alkyl, -CO,H,
-NHC(O)Cj.4alkyl, -SO,Cy4alkyl, -C(O)NH,, -C(O)NH(C1.4alkyl), -C{(O)N(C4alkyl),,
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, pyrrolidinyl, piperidinyl, piperazinyl,
morpholinyl, or thiomorpholinyl, or a pharmaceutically acceptable salt thereof.
15— The-compound-of any-one-ofelaimsI—dwherein-each R’ ds-independently-fluoro:

e I 5 -v§§ i
¥ EX

" - P P o~y — s
pxtdna b evweenamy )t i TP NG S R FN N PERE 2 o
FHOFS5 TV R i ¥ oy TSR TGO O e O ity A

sk 42
FEERRE AT Y A ST s .vvruvi Y FrETTE

sphormaceuticatlbyseceptable-sali-thereok
16— The-compound-of any-one-ofelsimet15wherein-each- R -isfluore-orchlorerora
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substituted methyl, optionally substituted ethyl, propyl, isopropyl, cyclopropyl, cyclobutyl,

cyclopentyl, pyrrolidinyl, furanyl, thiofuranyl, piperidinyl, piperazinyl, morpholinyl, phenyl, or

monocyclic heteroaryl, or a pharmaceutically acceptable salt thereof, whercin said optionally

substituted methyl or optionally substituted ethyl is-

18— The-componnd-of any-onre-ofelaims 17 wherein R’ -is-Hooris-methyk-ethyi-propyk
19— The-componnd-of any-one-ofcleims 18- wherein B s H orismethyl-orethyl sack
srsubstitated-or substituted with halogen, -OH, -OC;_4alkyl, -NH,, -NH(C;.4alkyl), -N(C;.

salkyl)y, -COLH, -CO,Cy4alkyl, -CONH,, cycloalkyl, or monocyclic heterocycloalkyl;-era
pharmaeeutically-soceptable-saltthereof.
20— The-compound-ofany-one-ofela O wherein R s Hmethyvl-bydroxverhyl:
~-CHRCONE —or-3-pyrrelidinvimethvl-ora-pharmacenticalby aoceptable-sali-thereot

2} The-compound-of any-one-of elaims-20-wherein- R -is-Hormethyl-ora
pharmaceutioatlyaceoptable-salt-thereot

Z213. The compound of any one of claims 1-2+12, wherein R'" and R* are each independently

H, deuterium, methyl, ethyl, propyl, isopropyl, cyclopropyl, cyclobutyl, cyclopentyl,
pyrrolidiny}, furanyl, thiofuranyl, piperidinyl, piperazinyl, morpholinyl, phenyl, or monocyclic
heteroaryl, or a pharmaceutically acceptable salt thereof.

2214. The compound of any one of claims 1-2213, wherein R' is H, or a pharmaceutically
acceptable salt thereof.

propyl, isopropyl, cyclopropyl, cyclobutyl, cyclopentyl, pyrrolidinyl, furanyl, thiofuranyl,
piperidinyl, piperazinyl, morpholinyl, phenyl, or monocyclic heteroaryl, or a pharmaceutically
acceptable salt thereof.

2516. The compound of any one of claims 1-2415, wherein R* isH or is methyl or ethyl, each
unsubstituted or substituted with halogen, -OH, -OC,4alkyl, -NH,, -NH(C,_salkyl),
-N(Cysalkyl),, -CO,H, -CO,Cy.4alkyl, -CONH,, cycloalkyl, or monocyclic heterocycloalkyl, or
a pharmaceutically acceptable salt thereof.

2617. The compound of any one of claims 1-2516, wherein R* is H, methyl, fluoromethyl,
hydroxymethyl or cyclopropyl, or a pharmaceutically acceptable salt thereof.

2718. The compound of any one of claims 1-2617, wherein each R* is independently H,
methyl, ethyl, propyl, isopropyl, or cyclopropyl, or a pharmaceutically acceptable salt thereof.
—CHz-, ~CH(methyl)-, -CH(substituted methyl)-, -CH(Cs¢cycloalkyl)-, -O-, -NH-, -N(C;.
satkyl), -N(Cs gcycloalkyl), -S-, -S(O)-, or —=SO,-, or a pharmaceutically acceptable salt thereof.
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2920. The compound of any one of claims 1-2819, wherein ~(LYy- is <CH,-0-, ~<CH(C.
4alkyl)-O-, -CH(Cs.scycloalkyl)-O-; or -CH(H or optionally substituted C;.4alky!)-N(H or
optionally substituted C; 4alkyl)-, -CH(CO,C,salkyl or C(O)N(H or C.4alkyl),)-N(H or
optionally substituted C; 4alkyl), or a pharmaceutically acceptable salt thereof.
2921. The compound of any one of claims 1-2920, wherein -(L*)y is —O-(C(R"Y(R? .-,
~0-(CH2)2.3-~NR)-(CR YR ))2.3-, -N(H or Cygalkyl)-(CHy)z.3-, -S-(CRVYR))o3-,
~SO-(CRDHR* N3, ~SO2-NRX)(CR YR ))o- or (CRYR))3-, or a pharmaceutically
acceptable salt thereof,
3+22. The compound of any one of claims 1-3821, whereinm’ is 3; or4; or 5, ora
pharmaceutically acceptable salt thereof.
3223. The compound of any one of claim 1-3422, wherein n’ is 2; or 3; or 4, or a
pharmaceutically acceptable salt thereof.
3324. The compound of any one of claims 1-3223, whereinp’ 150, l,or 2, ora
pharmaceutically acceptable salt thereof.
3425. The compound of any one of claims 1-3324, wherein ¢” is 0; oris 1; oris 2, or a
pharmaceutically acceptable salt thereof.
3526. A compound of the Formula (IV):

R3z

wherein

Mis CH or N;

X' and X" are independently -C(R'*)(R*)-, -S-, -S(0)-, -$(0)y-,-O- or -NR")-;

each R and R® is independently H, deuterium, Cj.¢alkyl, Cs¢cycloalkyl, Cg-1o
aryl, -C(O)OR”, -C{ONR?R®, -NR*R?, -SR?, -S(O)R?, -S(O)NR?, -S(O),R?, -S(O),NR* or
-OR* wherein each hydrogen atom in C,.calkyl is independently optionally substituted by
deuterinm, halogen, -OH, -OC 4alkyl, -NH;, -NH(C,_salkyl), -N(C;_4alkyl),, NHC(O)C,4alkyl,
-N(C1.4alky) C(O)C4alkyl, -NHC(O)NHC, 4alkyl, -N(C;.4alkyD)C(O)YNHC 4alkyl,
NHC(O)N(C4alkyl)s, -N(C1.4alkyD)C(OIN(Cy4alkyl), , -NHC(O)OC;4alkyl, -N(C,.
4alky)C(O)OC, 4alkyl, -COyH, -CO,Cysalkyl, -CONH,, -CONH(C4alkyl), -CON(C4alkyl),,

147



-SCiaalkyl, -S(O)Craalkyl, -S(O),C;4alkyl, -S(O)NH(C,4alkyl), -S(O),NH(C,;.salkyl),
-S{O)N(C4alkyl)s, -S(O),N(Cy4alkyl),, Cs¢cycloalkyl, or 3-to 7-membered heterocycloalkyl;

R* and R* are each independently H, deuterium, fluoro, chloro, bromo, methyl, ethyl,
propyl, isopropyl, methoxy, ethoxy, isopropoxy, -CN, or -CFj;

R™is H, Cisalkyl or 3-to 7-membered heterocycloalkyl, wherein each hydrogen atom in
Cy.salkyl or 3-to 7-membered heterocycloalkyl is independently optionally substituted by
deuterium, halogen, -CN, -OH, -OC,_salkyl, -NH,, -NH(C1.4alkyl), -N(C;4alkyl),, -CO,H,
-CO,Craalkyl, -CONH,, -CONH(C,.4alkyl), -CON(C, 4alkyl),, cycloalkyl, or monocyclic
heterocycloalkyl;

each R" is independently H, deuterium, C,_galkyl, Cs.salkenyl, Cs.calkynyl, Cs.
scycloalkyl, 3-to 7-membered heterocycloalkyl, Cs-10 aryl, or mono- or bicyclic heteroaryl;
wherein each hydrogen atom in Cygalkyl, Ca.salkenyl, C,ealkynyl, C;¢cycloalkyl, 3-to 7-
membered heterocycloalkyl, Ce-10 aryl, or mono- or bicyclic heteroaryl in R* is independently
optionally substituted by deuterium, halogen, C;.¢alkyl, Cy.ghaloalkyl or -ORB,;

wherein each R? and R is independently H, deuterium, C).alkyl, Cy.alkenyl, Cs.
salkynyl, Cs¢cycloalkyl, 3- to 7-membered heterocycloalkyl, Ce-1aryl, or heteroaryl;

each Z', 7%, 2%, 7', 7°, 7° or Z is independently N, NH, or C(R*), wherein each R*
when present is independently H, deuterium, halogen, C;.4alkyl, -O-C,4alkyl, -OH, -NH,,
-NH(C\.salkyl), -NH(phenyl), -NH(heteroaryl), CN, or —CF3, provided that at least one of Z',
72,2°,7',7°,7% or 7" is N or NH; and

m’is 2 or3;
or a pharmaceutically acceptable salt thereof.

3627. A compound of the Formula (V):

wherein
Mis CH or N;
X! and X" are independently -C(R'#)(R*)-, -S-, -S(O)-, -S(0),-,-O- or -N(R¥)-;
cach R™ and R* is independently H, deuterium, C,alkyl, Cs¢cycloalkyl, Cs-10
aryl, -C(O)OR?, -C(O)NR*R”, -NR? R, -SR?, -S(O)R?, -S(O)NR?, -S(0),R?, -S(0),NR" or
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-OR® wherein each hydrogen atom in C.¢alkyl is independently optionally substituted by
deuterium, halogen, -OH, -OC,_4alkyl, -NH,, -NH(C,.4alkyl), -N(Cj.4alkyl),, NHC(O)C, salkyl,
-N(Cy_4alkylYC(O)Cy4alkyl, -NHC(O)NHC salkyl, -N(C).4alky)C(O)NHC, salkyl,
NHC(O)N(Csalkyl),, -N(C4alkyD)C(O)N(Csalkyl), , -NHC(O)YOC, salkyl, -N(C;.
4alky)C(O)YOC salkyl, -CO,H, -CO,Cy 4alkyl, -CONH,, -CONH(C, salkyl), -CON(C;.salkyl),,
-SCsalkyl, -S(0)Cjalkyl, -S(0),C;4alkyl, -S(OINH(C.salkyl), -S(O),NH(C,4alkyl),
-S(O)N(Ci.4alkyl)s, -S(O);N(C|.4alkyl)s, Csgcycloalkyl, or 3-to 7-membered heterocycloalkyl;

R* and R* are each independently H, fluoro, chloro, bromo, methyl, ethyl, propyl,
isopropyl, methoxy, ethoxy, isopropoxy, -CN, or -CFz;

R’ is H, C;salkyl or 3-to 7-membered heterocycloalkyl, wherein each hydrogen atom in
Ciealkyl or 3-to 7-membered heterocycloalkyl is independently optionally substituted by
halogen, -OH, -OC;.4alkyl, -NH,, -NH(C,4alkyl), -N(C,.4alkyl),, -CO.H, -CO,C;salkyl,
-CONH,, -CONH(C|.salkyl), -CON(C,.4alkyl), cycloalkyl, or monocyclic heterocycloalkyl;

each R is independently H, deuterium, Cj.salkyl, Cogalkenyl, Cogalkynyl, Cs.
scycloalkyl, 3-to 7-membered heterocycloalkyl, Cs-1p aryl, or mono- or bicyclic heteroaryl;
wherein each hydrogen atom in Cy.alkyl, Cosalkenyl, Cyalkynyl, Cs.gcycloalkyl, 3-to 7-
membered heterocycloalkyl, Cg-10 aryl, or mono- or bicyclic heteroaryl in R is independently
optionally substituted by deuterium, halogen, Cj.salkyl, Ci.shaloalkyl or -OR";

wherein each R* and R” is independently H, deuterium, Cyalkyl, Cygalkenyl, C.
salkynyl, Csgcycloalkyl, 3- to 7-membered heterocycloalkyl, Cs-1g aryl, or heteroaryl;

cach Z!, 7%, 7%, 7%, 7°, 75 or Z is independently N, NH, or C(R"), wherein each R*
when present is independently H, deaterium, halogen, Cy.4alkyl, -O-C;alkyl, -OH, -NH»,
-NH(C;4alkyl), -NH(phenyl), -NH(heteroaryl), CN, or —CFs, provided that at least one of Z',
2,73, 74 7°, 78 or 2" is N or NH; and

m’is 2 or 3;
or a pharmaceutically acceptable salt thereof.

3728, A compound selected from the group consisting of

R
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-S(OYN(Ci.4alkyl)s, -S(0)N(C.4alkyl),, Cs.scycloalkyl, or 3-to 7-membered heterocycloalkyl;

R* and R are each independently H, fluoro, chloro, bromo, methyl, ethyl, propyl,
isopropyl, methoxy, ethoxy, isopropoxy, -CN, or -CFj;

R™is H, C;¢alkyl or 3-to 7-membered heterocycloalkyl, wherein each hydrogen atom in
Ciealkyl or 3-to 7-membered heterocycloalkyl is independently optionally substituted by
halogen, -OH, -OC;.salkyl, -NH,, -NH(C;_qalkyl), -N(C.salkyl)s, ~CO,H, -CO,C;4alkyl,
-CONH,, -CONH(C;4alkyl), -CON(C.salkyl), cycloalkyl, or monocyclic heterocycloalkyl;

each R¥ is independently H, deuterium, C;_galkyl, Cs.salkenyl, Cosalkynyl,
Ciscycloalkyl, 3-to 7-membered heterocycloalkyl, Cs-10 aryl, or mono- or bicyclic heteroaryl;
wherein each hydrogen atom in Cjsalkyl, Csealkenyl, Cs.salkynyl, Csscycloalkyl, 3-to 7-
membered heterocycloalkyl, Cg-1¢ aryl, or mono- or bicyclic heteroaryl in RS is independently
optionally substituted by deuterium, halogen, C;_salkyl, Ci.¢haloalkyl or -OR¥:

wherein each R* and R® is independently H, deuterium, C,_salkyl, Cy.¢alkenyl, C,.
salkynyl, Csgeycloalkyl, 3- to 7-membered heterocycloalkyl, Ce-10 aryl, or heteroaryl;

each 7!, 72,73, 72872°, 78 or 77 is independently N, NH, or C(R¥), wherein each R*
when present is independently H, deuterium, halogen, Csalkyl, -O-C;4alkyl, -OH, -NH,,
-NH(C| 4alkyl), -NH(phenyl), -NH(heteroaryl), CN, or —CF3, provided that at least one of Z',
7%,7%, 7,25, 7% or 77 is N or NH; and

m’is 2 or 3;
or a pharmaceutically acceptable salt thereof.

3829. The compound of any one of claims 3526-3728, wherein Z', Z* and 77 are N, and 77,
73, 7% and Z° are C(R"), wherein each R* when present is H, or a-pharmaceuticaliv-aceeptable
30——Thecompound-efanyone-ofelain-35-3-wherein-M 1s CH, 7' 7% and Z" are N, and
7%, 7%, 7’ and Z° are C(R"), wherein each R* when present is H, or-s-phasmacentioally
40— The-compound-of any-one-ofcloime 35-37wherein-M is CH, 2!, Z* and 77 are N, 7%,
7>, Z° and Z° are C(R*), wherein each R* when present is H, and X' is -N(R*)-, or &

4 The-compound-ofany-oneof elaims 35-37wheretn-M is CH, Z!, Z* and Z are N, 77,

7?, 7% and Z° are C(R*), wherein each R* when present is H, X' is -N(R¥)-, and X"* is -O-, or #
pharmacenticatby-aseeptable-salt-thereot:
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| 42 Thecompound-ofany-one-ofclaims 35-2%wherein-M is CH, Z', Z* and Z7 are N, 72,
7}, 7 and Z° are C(R"), wherein each R* when present is H, X' is -C(R'®*)(R*-, and X" is -O-,
or a pharmaceutically acceptable salt thereof.

| 4330. The compound of any one of claims 3526-4229, wherein RY is selected from the group
consisting of H, methyl, ethyl, propyl, iso-propyl, cyclopropyl, 2-hydroxyethyl, 2-hydroxy-2-
methyl-propyl, and N-methyl-pyrrol-3-yl, or a pharmaceutically acceptable salt thereof,
seseptaplenekithorents

4531. The compound of claim 1 selected from the group consisting of (13R)-5,13-dimethyl-
6,7-dihydro-13H-1,15-ethenopyrazolo[4,3-f][1,10,4,8]benzodioxadiazacyclotridecin-4(5SH)-
one; 5,13-dimethyl-6,7-dihydro-13H-1,15-ethenopyrazolo{4,3-
f][1,10,4,8]benzodioxadiazacyclotridecin-4(SH)-one; (13R)-11-fluoro-5,13-dimethyl-6,7-
dihydro-13H-1,15-ethenopyrazolo[4,3-f][1,10,4,8]benzodioxadiazacyclotridecin-4(5H)-one;
11-fluoro-5,13-dimethyl-6,7-dihydro-13H-1,15-ethenopyrazolo[4,3-
f][1,10,4,8]benzodioxadiazacyclotridecin-4(5H)-one; (13R)-12-chloro-11-fluoro-5,13-
dimethyl-6,7-dihydro-13H-1,15-ethenopyrazolo[4,3-f][1,10,4,8 ]benzodioxadiazacyclotridecin-
4(5H)-one; 12-chloro-11-fluoro-5,13-dimethyl-6,7-dihydro-13H-1,15-ethenopyrazolo[4,3~
]{1,10,4,8]benzodioxadiazacyclotridecin-4(5H)-one; (13R)-12-chloro-11-fluoro-5-(2-
hydroxyethyl)-13-methyl-6,7-dihydro-13H-1,15-ethenopyrazolo[4,3-
][1,10,4,8Tbenzodioxadiazacyclotridecin-4(5SH)-one; 12-chloro-11-fluoro-5-(2-hydroxyethyl)-
13-methyl-6,7-dihydro-13H-1,15-ethenopyrazolo{4,3-
f1[1,10,4,8benzodioxadiazacyclotridecin-4(5H)-one; 2-[(13R)-12-chloro-11-fluoro-13-methyl-
4-0x0-6,7-dihydro-13H-1,15-ethenopyrazolo[4,3-f][1,10,4,8]benzodioxadiazacyclotridecin-
5(4H)-yl]acetamide; 2-[12-chloro-11-fluoro-13-methyl-4-0x0-6,7-dihydro-13H-1,15-
ethenopyrazolo[4,3-f}{1,10,4,8 Jbenzodioxadiazacyclotridecin-5(4H)-yljacetamide; (13R)-12-
chloro-11-fluoro-13-methyl-5-(pyrrolidin-2-ylmethyl)-6,7-dihydro-13H-1,15-
ethenopyrazolo{4,3-f]{1,10.4,8]benzodioxadiazacyclotridecin-4(5H)-one; 12-chloro-11-fluoro-
13-methyl-5-(pyrrolidin-2-ylmethyl)-6,7-dihydro-13H-1,15-ethenopyrazolo[4,3-
fi[1,10,4,8Tbenzodioxadiazacyclotridecin-4(5H)-one; (13R)-12-chloro-11-fluoro-7-
(hydroxymethyl)-5,13-dimethyl-6,7-dihydro-13H-1,15-ethenopyrazolo[4,3-
f]{1,10,4,8]benzodioxadiazacyclotridecin-4(5H)-one; 12-chloro-11-fluoro-7-(hydroxymethyl)-
5,13-dimethyl-6,7-dihydro-13H-1,15-ethenopyrazolo[4,3-
f1[1,10,4,8benzodioxadiazacyclotridecin-4(SH)-one; (13S)-11-fluoro-13-(fluoromethyl)-5-
methyl-6,7-dihydro-13H-1,15-ethenopyrazolo[4,3-f][1,10,4,8]benzodioxadiazacyclotridecin-
4(5H)-one; 11-fluoro-13-(fluoromethyl)-5-methyl-6,7-dihydro-13H-1,15-ethenopyrazolo[4,3-
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ethenopyrazolo[4,3-fI[1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 12-chloro-11-fluoro-
13,14-dimethyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-
f1{1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 12-chloro-11-fluoro-5,14-dimethyl-
6,7,13,14-tetrahydro-15,1-(azenometheno)pyrazolo[4,3-f]{ 1,4,10Jbenzoxadiazacyclotridecin-
4(5H)-one; 12-chloro-11-fluoro-14-methyl-6,7,13,14-tetrahydro-15,1-
(azenometheno)pyrazolo[4,3-f][1,4,8,10]benzoxatriazacyclotridecin-4(5SH)-one; 12-chloro-11-
fluoro-14-methyl-6,7,13,14-tetrahydro-1,15-(azenometheno)pyrrolo[3,2-
][1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 12-chloro-11-fluoro-14-methyl-6,7,13,14-
tetrahydro-1,15-(azenometheno)pyrrolo{3,2-f}{ 1,4,10]benzoxadiazacyclotridecin-4(SH)-one; 9-
chloro-10-fluoro-7-methyl-7,8,15,16-tetrahydro-3,6-ethenoimidazo[S,1-
f]{1,4,7,8,10]benzoxatetraazacyclotridecin-1 7(14H)-one; 9-chloro-10-fluoro-7-methyl-
7,8,15,16-tetrahydro-6,3-(azenometheno)imidazo[ 5,1-
£]{1,4,7,8,10]benzoxatetraazacyclotridecin-17(14H)-one; 9-chloro-10-fluoro-7-methyl-
7,8,15,16-tetrahydro-6,3-(azenometheno)imidazo[5,1-f]{1,4,7,10]benzoxatriazacyclotridecin-
17(14H)-one; 9-chloro-10-fluoro-7-methyl-7,8,15,16-tetrahydro-3,6-
(azenometheno)pyrrolo[2,1-f][1,4,7,10]benzoxatriazacyclotridecin-17(14H)-one; 9-chloro-10-
fluoro-7-methyl-7,8,15,16-tetrahydro-3,6-(azenometheno)imidazo[2,1-
1{1,4,7,10]benzoxatriazacyclotridecin-17(14H)-one; 9-chloro-10-fluoro-7-methyl-7,8,15,16-
tetrahydro-3,6-etheno[1,2,4]triazolo[3,4-1][1,4,7,8,10]benzoxatetraazacyclotridecin-17(14H)-
one; 9-chloro-10-fluoro-7-methyl-7,8,15,16-tetrahydro-6,3-(azenometheno)[ 1,2.4]triazolo[3,4-
f][1,4,7,10]benzoxatriazacyclotridecin-17(14H)-one; 8-chloro-9-fluoro-6-methyl-6,7,14,15-
tetrahydro-2H-3,5-(azenometheno)pyrrolo[3,4-f][1,4,8,10}benzoxatriazacyclotridecin-16(13H)-
one; 8-chloro-9-fluoro-6-methyl-6,7,14,15-tetrahydro-2H-3,5-(azenometheno)pyrazolo{3,4-
{111,4,8,101benzoxatriazacyclotridecin-16(13H)-one; §-chloro-9-fluoro-6-methyl-6,7,14,15-
tetrahydro-2H-3,5-(azenometheno)pyrazolo[3,4-f][ 1,4,1 0]benzoxadiazacyclotridecin-16(13H)-
one; 12-chloro-11-fluoro-5,14-dimethyl-6,7,13,14-tetrahydro-2H-1,15-
(azenometheno)pyrrolof3,4-f][ 1,4,10]benzoxadiazacyclotridecin-4(5SH)-one; (8R}-10-fluoro-
8,16-dimethyl-15,16-dihydro-8H-3,6-ethenoimidazol5,1 -
£1[1,10,4,7,8]benzodioxatriazacyclotridecin-17(14H)-one; 10-fluoro-8,16-dimethyl-15,16-
dihydro-8H-3,6-ethenoimidazo[5,1-f][1,10,4,7,8]benzodioxatriazacyclotridecin-17(14H)-one;
(7R)-9-fluoro-7,15-dimethyl-14,15-dihydro-2H,7H-3,5-(azenometheno)pyrrolo[ 3,4-
f][1,10,4,8]benzodioxadiazacyclotridecin-16(13H)-one; ané-9-fluoro-7,15-dimethyl-14,15-
dihydro-2H,7H-3,5-(azenometheno)pyrrolo[3,4-f][1,10,4,8]benzodioxadiazacyclotridecin-

! 16(13H)-one; or-s-pharmaceutically-neceptable-sali-therecf
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do—Theeompound-olelan-d-solectedfromthe-gronp-sepsistingoi-12-chloro-11-fluoro-14-
methyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-f]{ 1,4,8,10]benzoxatriazacyclotridecin-
4(5H)-one; 11-fluoro-3,14-dimethyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-
f1[1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 10-fluoro-8-methyl-15,16-dihydro-8H-3,6-
ethenoimidazo(5,1-f1[1,10,4,7 8 Jbenzodioxatriazacyclotridecin-17(14H)-one; 10-fluoro-7-
methyl-7,8,15,16-tetrahydro-3,6-ethenoimidazo{5,1-f}] 1,4,7,8,10]benzoxatetraazacyclotridecin-
17(14H)-one; 14-ethyl-11-fluoro-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-
f][1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 11-fluoro-14-propyl-6,7,13,14-tetrahydro-
1,15-ethenopyrazolo{4,3-f][1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 11-fluoro-14-
(propan-2-y1)-6,7,13,14-tetrahydro-1,15-ethenopyrazolo{4,3-
f]{1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 14-cyclopropyl-11-fluoro-6,7,13,14-
tetrahydro-1,15-ethenopyrazolo[4,3-f][1,4,8,10}benzoxatriazacyclotridecin-4(5H)-one; 11-
fluoro-14-(2-hydroxyethyl)-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-
f][1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 11-fluoro-6,14-dimethyl-6,7,13,14-
tetrahydro-1,15-ethenopyrazolo[4,3-f][1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 14-
methyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-f][1,4,8,1 0]benzoxatriazacyclotridecin-
4(5H)-one; 11-fluoro-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-
£][1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 11-fluoro-13-methyl-6,7,13,14-tetrahydro-
1,15-ethenopyrazolo[4,3-f][1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; (13R)-11-fluoro-
13-methy!-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-
f1[1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 12-chloro-11-fluoro-13-methyl-6,7,13,14-
tetrahydro-1,15-ethenopyrazolo[4,3-f][1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 11-
fluoro-14-methyl-4-0x0-4,5,6,7,13,14-hexahydro-1,15-ethenopyrazolo[4,3-
][1,4,8,10benzoxatriazacyclotridecine-7-carboxamide; 11-fluoro-7-(hydroxymethyl)-14-
methyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-£][ 1,4,8,10]benzoxatriazacyclotridecin-
4(5H)-one; 11-fluoro-13-methyl-4-0x0-4,5,6,7,13,14-hexahydro-1,15-ethenopyrazolo[4,3-
f][1,4,8,10]benzoxatriazacyclotridecine-7-carboxamide; 11-fluoro-7-(hydroxymethyl)-13-
methyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-f][1,4,8,10]benzoxatriazacyclotridecin-
4(5H)-one; 11-fluoro-4-0x0-4,5,6,7,13,14-hexahydro-1,15-ethenopyrazolo[4,3-
f][1,4,8,10]benzoxatriazacyclotridecine-7-carboxamide; 11-fluoro-7-(hydroxymethyl)-
6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-f][1,4,8,10]benzoxatriazacyclotridecin-4(5H)-
one; methyl 11-fluoro-4-0x0-4,5,6,7,13,14-hexahydro-1,15-ethenopyrazolo[4,3-
f1[1,4,8,10]benzoxatriazacyclotridecine-13-carboxylate; 11-fluoro-4-0x0-4,5,6,7,13,14-
hexahydro-1,15-ethenopyrazolo[4,3-1][1,4,8,10]benzoxatriazacyclotridecine-13-carboxamide;
11-fluoro-14-methyl-6,7,13,14-tetrabydro-1,15-ethenopyrazolo[4,3-flpyrido[3,2-
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1][1,4,8,10]oxatriazacyclotridecin-4(5H)-one; 11-fluoro-13-methyl-6,7,13,14-tetrahydro-1,15-
ethenopyrazolo[4,3-f]pyrido[3,2-1][1,4,8,10)oxatriazacyclotridecin-4(5H)-one; 11-fluoro-13-
(propan-2-yl)-6,7,13,14-tetrahydro-1,15-ethenopyrazolo{4,3-f]pyrido[3,2-
1][1.4,8,10]oxatriazacyclotridecin-4(5H)-one; 13-cyclopropyl-11-fluoro-6,7,13,14-tetrahydro-
1,15-ethenopyrazolo[4,3-flpyrido[3,2-1]{1,4.8,10]oxatriazacyclotridecin-4(5H)-one; 13-
cyclopropyl-11-fluoro-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-
f]{1,4,8,10Tbenzoxatriazacyclotridecin-4(SH)-one; 11-fluoro-13-(propan-2-yl)-6,7,13,14-
tetrahydro-1,15-ethenopyrazolo[4,3-f][1,4,8,10]benzoxatriazacyclotridecin-4(SH)-one; 11-
fluoro-6,7-dihydro-13H-1,15-ethenopyrazolo[4,3-f]{1,10.4,8]benzoxathiadiazacyclotridecin-
4(5H)-one; 11-fluoro-6,7-dihydro-13H-1,15-ethenopyrazolo[4,3-

]{1,10,4,8 benzoxathiadiazacyclotridecin-4(5H)-one 14,14-dioxide; 6,7-dihydro-13H-1,15-
ethenopyrazolo{4,3-f][10,1,4,8 Jbenzoxathiadiazacyclotridecin-4(5H)-one; 14-methyl-6,7,13,14-
tetrahydro-1,15-ethenopyrazolo[4,3-f][ 1,4,8,10]benzothiatriazacyclotridecin-4(5H)-one; 13-
methyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo(4,3-f][ 1,4,8,10]benzothiatriazacyclotridecin-
4(5H)-one; 11-fluoro-6,7-dihydro-5H-1,15-ethenopyrazolo[3,4-
e][11,1,2,4,8]benzoxathiatriazacyclotridecin-4(14H)-one 13,13-dioxide; 11-fluoro-14-methyl-
6,7-dihydro-5H-1,15-ethenopyrazolo[3,4-¢][11,1,2,4,8]benzoxathiatriazacyclotridecin-4(14H)-
one 13,13-dioxide; 12-fluoro-15-methyl-5,6,7,8,14,15-hexahydro-4H-1,16-ethenopyrazolo[4,3-
g111,5,9,11 benzoxatriazacyclotetradecin-4-one; 12-fluoro-14-methyl-5,6,7,8,14,15-hexahydro-
4H-1,16-ethenopyrazolo[4,3-g][1,5,9,1 1 Ibenzoxatriazacyclotetradecin-4-one; (14R)-12-fluoro-
14-methyl-5,6,7,8,14,15-hexahydro-4H-1,16-ethenopyrazolo[4,3-
2111,5,9,111benzoxatriazacyclotetradecin-4-one; 11-fluoro-7,14-dimethyl-4,5,6,7,13,14-
hexahydro-8H-1,15-ethenopyrazolo[3,4-¢][2,4,10]benzotriazacyclotridecin-8-one; 11-fluoro-
7,14-dimethyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[3,4-
¢l[7,2,4,10]benzoxatriazacyclotridecin-8(SH)-one; 11-fluoro-7,14-dimethyl-4,5,6,7,13,14-
hexahydro-8H-1,15-ethenopyrazolo[3,4-¢]{2,4,7,1 0]benzotetraazacyclotridecin-8-one; 11-
fluoro-4,7,14-trimethyl-4,5,6,7,13,14-hexahydro-8H-1,1 5-ethenopyrazolo[3,4-
e]i2,4,7,10]benzotetraazacyclotridecin-8-one; 11-fluoro-7,14-dimethyl-6,7,13,14-tetrahydro-
1,15-ethenopyrazolo[3,4-¢][7,2,4,10]benzothiatriazacyclotridecin-8(5H)-one; 11-fluoro-7,14-
dimethyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[3,4-
e][7.2,4,10]benzothiatriazacyclotridecin-8(5H)-one 4,4-dioxide; ard-12-fluoro-8,15-dimethyl-
5,6,7,8,14,15-hexahydro-9H-1,16-ethenopyrazolo[3,4-
e]{7,2.,4,8,11]benzothiatetraazacyclotetradecin-9-one 4,4-dioxide; ers-pharmaceuticalby

seceptable-salt-thercol
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spound-ofolaimselected-From-thegroup-eonsisting o 1 1-chloro-13-methyl-
6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-/][ 1,4,8,10]benzoxatriazacyclotridecin-4(S H)-
one; 13-ethyl-11-fluoro-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-
11,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 13-cyclobutyl-11-fluoro-6,7,13,14-
tetrahydro-1,15-ethenopyrazolo{4,3-f1(1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 11-
fluoro-14-methyl(6,6,7,7 -2H4)-6,7, 13,14-tetrahydro-1,15-ethenopyrazolo{4,3-
A1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 11-fluoro-13-phenyl-6,7,13,14-tetrahydro-
1,15-ethenopyrazolo[4,3-][1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 13-
(cyclopropylmethyl)-11-fluoro-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-
f11,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; (7R,14R)-12-fluoro-7-hydroxy-14-methyl-
5,6,7,8,14,15-hexahydro-4H-1,16-ethenopyrazolo[4,3-
£][1,5,9,11]benzoxatriazacyclotetradecin-4-one; (75,14R)-12-fluoro-7-hydroxy-14-methyl-
5,6,7,8,14,15-hexahydro-4H-1,16-cthenopyrazolo[4,3-
2111,5,9,11]benzoxatriazacyclotetradecin-4-one; (7R,13R)-11-fluoro-7,13-dimethyl-6,7,13,14-
tetrahydro-1,15-ethenopyrazolo{4,3-f][1,4,8,10]benzoxatriazacyclotridecin-4(S H)-one;
(7S,13R)-11-fluoro-7,13-dimethyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-
f1[1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; (7R)-11-fluoro-7,14-dimethyl-6,7,13,14-
tetrahydro-1,15-ethenopyrazolo{4,3-f1[1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; (6R)-11-
fluoro-6,14-dimethyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-
1111,4,8,10]benzoxatriazacyclotridecin-4(5 H)-one; 12-fluoro-7-hydroxy-15-methyl-
5,6,7.8,14,15-hexahydro-4H-1,16-ethenopyrazolo[4,3-
2111,5,9,11]benzoxatriazacyclotetradecin-4-one; (75)-11-fluoro-7,14-dimethyl-6,7,13,14-
tetrahydro-1,15-ethenopyrazolo[4,3-f1{ 1.4,8,10]benzoxatriazacyclotridecin-4(5H}-one; 11-
fluoro-13-(hydroxymethyl)-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-
/I[1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 12-fluoro-14-(hydroxymethyl)-5,6,7,8,14,15-
hexahydro-4H-1,16-ethenopyrazolo[4,3-g][1,5,9,11}benzoxatriazacyclotetradecin-4-one; 11-
fluoro-13,14-dimethyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-
f1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 11-fluoro-14-(2-hydroxy-2-methylpropyl)-
6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-/][ 1,4,8,10]benzoxatriazacyclotridecin-4(5H)-
one; 12-fluoro-5,6,7,8,14,15-hexahydro-4H-1,16-ethenopyrazolo[4,3-
21{1,5,9]benzoxadiazacyclotetradecin-4-one; 11-fluoro-14-methyl-6,7,13,14-tetrahydro-1,15-
ethenopyrazolo[4,3-/][1.4,8,10]benzothiatriazacyclotridecin-4(5H)-one; 11-fluoro-14-(1-
methylpyrrolidin-3-y1)-6,7,13, 14-tetrahydro-1,15-ethenopyrazolo[4,3-
f[1,4,8,10benzoxatriazacyclotridecin-4(5H)-one; 11-fluoro-14-methyl-6,7,13,14-tetrahydro-
1,15-ethenopyrazolo[4,3-f][1.4,8,10]benzothiatriazacyclotridecin-4(5H)-one 8-oxide; 11-fluoro-
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14-methyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-
/[1,4,8,10]benzothiatriazacyclotridecin-4(5H)-one 8,8-dioxide; (75)-11-fluoro-7-methyl-
6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-f][1,4,8]benzoxadiazacyclotridecin-4(5H)-one;
(6S,13R)-11-fluoro-6,13-dimethyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-
/1 1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; (6R,13R)-11-fluoro-6,13-dimethyl-6,7,13,14-
tetrahydro-1,15-ethenopyrazolo{4,3-f][1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one;
(78,138)-11-fluoro-13-(hydroxymethyl)-7-methyl-6,7,13,14-tetrahydro-1,15-
ethenopyrazolo[4,3-f][1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; and 11-fluoro-6,7-
dibydro-13H-1,15-ethenopyrazolo[4,3-f]{1,10,4,8]benzoxathiadiazacyclotridecin-4(5H)-one; or
a pharmaceutically acceptable salt thereof.

4832, The compound of claim 1 having the formula

O\l\
/CI NH
F O
,
LN“N

4933, A crystalline form of the free base of the compound of claim 4832, having a powder X-

or a pharmaceutically acceptable salt thereof.

ray diffraction pattern substantially the same as Fig. 1.

5834, The compound of claim 1 having the formula
F

o

HN O
2 /N%?
s N-p/
N 2
er-a-pharmaecatiestyneseplablosalithereol

F

o

HN—=0
HN Ng
r

V/
SN

S The-compound-olcleymt-havingthe-formula
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F [ X
DIPN
HN-=0
HN.___N
2 -
\&N‘N/
stheatbepooeptable-salt-therest

era-pharmacenticalbynoceptable-salt-thereot:

S4——The-compeund-of-elaimt-heving-the fornula
F.'

or a pharmaceutically acceptable salt thereof.
5535. A pharmaceutical composition comprising (a) at least one compound of any one of
claims 1-5434, or a pharmaceutically acceptable salt thereof, and (b) a pharmaceutically

acceptable excipient.

5636, A methodofwreating-cancer-paitynonrslogical-diseases—autotmmunediseases—and

mHammabion-comprising-administeringto-a-sublectin-need-obsuch-treatmentan-eth

ameount-ofat-least-one-compound of any one of claims 1-5434, or a pharmaceutically acceptable

salt thereof for use in treating cancer. pain. neurological diseases, autoimmune diseases, and

inflammation.

37. Use of the comnound of any one of claims 1-34 in the manufacture of a2 medicament for

freating cancer. nain. neurolosical diseases. autoimmune diseases. and inflammation.
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