
Ther. Adv. Hematol. 2013, 4(1), 15-35; LaFave, L.M. et alTrends Pharmacol. Sci. 2012, 

33(11), 574-582. The recently collected clinical data related to ruxolitinih 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. etaL, Blood2010, 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] ROS1 kinase is a receptor tyrosine kinase with an unknown ligand. The normal 

functions of human ROS1 kinase have not been folly 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 a!., N Engl J Med. 2014, 

371(21): 1963-1971). Acquired resistant mutations have been observed in crizotinib treatment 

patients (Awad, M. M. et a!., N Engl J Med. 2013, 368(25):2396-2401). It is urgent to develop 

the second generation of ROS1 inhibitors for overcoming crizotinib ROS1 resistance. 

[015] There remains a need for small molecule inhibitors of these multiple protein or tyrosine 

kinase targets with desirable pharmaceutical properties. Certain diaryl macrocyclie compounds 

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

SUMMARY 

[016] In one aspect, there is mention relates to provided a compound of the following 

Formula (I-A): 
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[027] p'is 0,1, 2, 3, or 4; and 

[028] q' is 0, 1,2, 3, or 4; 

[029] or a pharmaceutical^ acceptable salt thereof. 

[030] Ift-onc aspect, tThe iH^^-HfroR--F-eia'te^-k»discIosiire provides a chemical entity of the 

following Formula (I-A): 

[031] wherein 

[032] 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 R3 and R4 is independently deuterium, halogen, -ORc, -0C(0)Rc, 

-0C(0)NRc Rd, -OC(=N)NRc Rd", ~OS(O)0-2Rc', -OS(O)0_2NRc'Rd', -S(O)0-2Rc', -S(O)0-

2NRcRd', -NRc'Rd', -NRC C(0)Rd, -NRC C(0)NRc Rd', -NRc'C(=N)NRc'Rd', -NRc'S(O)0-2Rtl', 

-NRc*S(O)0.2NRc Rd", -C(0)Rc, -C(0)0Rc, -C(0)NRc'Rd', -C(=N)NRc-Rd', -P(O)0.2RcRd', 

-P(0)O-2NRC Rd , -P(O)0-2ORC , -CN, -N02, Ci^alkyl, C2_6alkenyl, C2.6alkynyl, C3.6cycloalkyl, 3-

to 7-membered heterocycloalkyl, phenyl, naphthyl, or mono- or bicyclic heteroaryl; or any two 

R3 groups or any two R4 groups taken together with the ring to which they are attached form a 

Cs-scycloalkyi 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, Cj^alkyl, Cj^haloalkyl, -ORe, 

-0C(0)Re>,-0C(0)NReRr5-OS(O)0-2Re',-OS(O)0-2NReRr,-S(O)0.2Re',-StO)0.2NReRr, 

NRe RP. -NRe C(0)Rf, -NRe C(0)NRe Rf, -NRe S(0)cu2Rf, -NRe S(O)0_2NRe'Rf, -C(0)Re', 
C(0)0Re, -C(0)NRe Rf, -P(OV2ReRf, -P(O)0-2NRe'Rf, -P(O)0-2ORe', -CN, and -N02; and 
[036] each Rc, Rd', Re, and Rr is independently selected from the group consisting of H, deuterium, 
Ci_6alkyl, C2_6alkenyl, C2-6alkynyl, C3.<5cycloalkyl, 3- to 7-membered heterocycloalkyl, phenyl, naphthyl, 
and heteroaryl; 

7' [037] R is H, deuterium, C].6alkyl, C2-6alkenyl, C2_6alkynyl, C3_6cycloalkyl, 3- to 7-membered 
heterocycloalkyl, phenyl, naphthyl, or mono- or bicyclic heteroaryl; 

[038] wherein each alkyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, 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, -ORr, -0C(0)R'', -0C(0)NRrRj', -OS(0)o-2Rr, -OS(O)0-

2NR'Rj, -S(O)0^R', -S(O)0-2NRi-Rj', AR R . -NRC(0)Rr, -NRi'C(0)NRi'Rj', -NR'SCO^R1', 

-NR'SCO^N^'R1", -C(0)R', -C(0)0R', -C(0)NRrRj-, -P(O)0-2R''Rj', -P(0)o-2NRi-Rj', 

-P(0)O-2OR'', -CN, and -N02; 

[039] wherein each R! and RJ is independently H, deuterium, Ci^alkyl, C2-6alkenyl, C2-

6alkynyl, C3..6cycloalkyl, 3- to 7-membered heterocycloalkyl, phenyl, naphthyl, or mono- or 

bicyclic heteroaryl; 

[040] each L1 and L2 is independently -CtR1 )(R2)-, -O-, -N(Rk)-, or -S(0)o-2i 

1041] wherein each R1 and R2 are independently H, deuterium, halogen, Ci^alkyl, C2-

6alkenyl, C2^alkynyl, C3_6cycloalkyl, 3- to 7-membered heterocycloalkyl, phenyl, naphthyl, or 
1' 2' mono- or bicyclic heteroaryl; or R and R taken together with the carbon or carbons to which 

they are attached form a C3_6cycloalkyl or a 4- to 6-membered heterocycloalkyl; 

[042] each Rk is independently H, deuterium, C^aUcyl, C2-6alkenyl, C2-6alkynyl, C3. 

^cycloalkyl, 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 R1, R2, or Rk' is independently unsubstituted or substituted with one or more 

substituents selected from the group consisting of deuterium, halogen, Chalky!, Ci_6haloalkyl, 

-OR3', -0C(0)Ra, -0C(0)NRB Rb, -OS(O)0-2R^ -OS(O)0-2NRa'Rb'f -S(O)0-2Ra', -S(O)0. 

-NRa Rb, -NRa C(0)Rb, -NRa C(0)NRa Rb, -NRa'S(0)o-2Rb', -NRa S(O)0^NRa Rb', -C(0)Ra', 

-C(0)0Ra, -C(0)NRaRb , -P(0)o-2Ra Rb , -P(O)0.2NRaRb?, -P(OV2ORa', -CN, and -NG2; 

[044] wherein each Ra and Rb is independently H, deuterium, Cj^alkyl, C2-6alkenyl, C2-

6alkynyl, C3,6cycloalkyl, 3- to 7-membered heterocycloalkyl, phenyl, naphthyl, or heteroaryl; 

[045] m' is 3, 4, or 5; 

[046] n' is 2, 3, or 4; 

[047] p' is 0, 1, 2, 3, or 4; and 

[048] q" is 0, 1,2, 3, or 4; 

[049] or a pharmaceutical^ acceptable salt thereof. 

4The i-B^gRfeoft-disclosurc relates to a chemical entity of the following 

Formula (I): 

2NRaRb' 

R5 R6 
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[082] or a pharmaceutical^ acceptable salt thereof. 

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

formula 

[084] or a pharmaceutical^ acceptable salt thereof. 

1084;ii in another aspect, there is provided a compound of the Formula 

R3a 

3b^\ 

j1a 

R 

R ta. 

X 
R 2a 

R?a—-N-—<-^-0 

R2a' X!^^Z1^5 

Op 
^z3 z? 

wherein 

M is CH or N; 

X' and X1' are independently ~Cfllh~¥R2aV. -S-. . -SfOV. -S(OWO- or -NfRfcV: 

each R1'1 and R2'" is independently H. deuterium. C>.f>alkvL C^-Acvcloalkvl. CA-W 

arvl, -C(GK)Ra". -C(0)NRaRb\ -NR#*Rb\ -SR\ SlQ)1 -S(0)NRa\ -S(OVRa", -S(OY>NRa" or 

-OR'* wherein each hvdroecii atom in Chalky! is inder >endentlv optionally substituted by • 

deuterium, haloeen. -OH. -OCi_*alkvl. -Nfli. -NH(Ci^ ilkvl). -NfC^alkvlK NHCfO)C^alkyl. 

-N(Ci-4aikvl)C(O)C _4aJkvl -NHCCOMHC ^alkvl,-N( Ci..i.olk\i)C.( 0)NHC i .jhlkvl. 

NHGfOiNfCi^alkvlK -N (C i_*alk vDOQYN(Ci^aikvl)?, -NHC(0)0Ci^alkvl -NfCi. 

4alkyi)C(0)0C.^alkvl. -CO,H. -CO^Ci^alkvl. -CONH o. -CONHfCi^alkvlV -CON(C^alkvl)% 

~SCs-4alkvL «S(0}Ci_4alkyl -S/O^C^ialkvI. ~SfO}NH 

-S(0)NfCi^alkvD% -SfOVNfCi-aalkviK C^cycloalkyj or 3-to 7-membered heterocycloalkyl; 

R'ia and R',h are each independently H. deuterium, fiuoro. chloro. bromo. methvL ethyk 

propyl isopropyl. mo: s. or 

is H- C;^alkvl or 3-to 7-memhcred heterocvcloalkyk wherein each hydrogen atom in 

C].f»alkyl or 3-to 7-membered heterocycloalkyl is independently optionally substituted by 

deuterium, halogen. -CN, -OH, -PC^alkyl. -NH^ -NH(Ci-dalkvl), -NfC.ualkviK -COoH. 
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-CQ?Cirjalkyl, -CONH?, -CONHfCj-jalkyl 

heterocycloalkyl: 

cvcloalkvl. or monocyclic 

each Rk is independently H. deuterium. :l-6± •2-6* 

/cloalkvl 3-to 7-membercd heterocycloalkvk Cr>-KI arvl. or mono- or bicyclic heteroaryl; 

wherein each hydrogen atom in Chalky], C^alkeoyl. C-^alkynv'. Cv£,cycloalkyl 3-to 7-

rnembered heterocycloalkyl -(CIO or mono- or ic heteroaryl in R * is independently 

optional! v substituted by deuterium, halo gen, C i-65 i-/.haioalk•vI or.-OR* 

•wherein each R'? and Rb is independently H, deuterium, Cu,alkyl C^alkcnyl. C?. 

7-w,cycloalkyl 3- to 7-membered heterocycloalkyl (Vin a 

each Zl,Z2, 7:\ Z4, rS -76 Z' or Z' is independently N. NH. or C(R ) cach Rx 

when present is independently H, deuterium, halogen, Chalky!, -Q-Cr^alkvl. -OH 

-NH(€i-4alkyD, -NH(phenyl), -NHfiieteroarvl), CN. or -CF-u provided that at least one of Z' 

Z2. Z\ Z4. Z5. Z6 or Z7 is N or NH; and 

s 2 or y 

or apliarmaceutieaily acceptable salt thereof. 

1084bI In another aspect, there is provided a compound of the Formula (V): 

xYo5o> 
\23' Z7 

wherein 

M is CH or N: 

X1 and X1' are independently -C(Rlax/l>2a% -S-. -S(OK -O- or 

cach Rla and R2a is independently 11. deuterium, Ci^alkyl C;^cycloalkyl Cft-}Q 

-C(Q)ORa\ -C(Q)NRa Rb . -NRaRb', -SRa'. -S(Q)Ra, -S(Q)NRa", or 

-ORa wherein each hydrogen atom in j-(-. 

-OHM. deuterlum. halogen, -OH. -OCu^aikyl -NH(Ci-4 

- N i C s... al k y t) C (Q) C1 -4 al k vl. - N H C (O) N H C; - a al k y I -NfCi-4alkvl>)C(0')NHCi ̂ .alkvl 

NHQOIN(Ci-4alkyl}2. -N(C1 ̂ alkyDCfON(Ci^alkylb . ~NHC(OK)C,-.alkyl, -N(Ci. 

- i-^alkvl 

71.4 alkyl -CO2H, -CO2Ci.4a.lkyl -CONH?. -CONH(Ct. j .aalkvl h. 

_4alkvl -S(Q)?C 1 .^alkyl -StO)NH(C j j ajky 

-4alkvl)?. Cw-.eydoalkyl or 3-to 7-membered heterocycloalkyl: 
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R'""1 and Rjh are each independently H. fluoro. chloro. bromo, methvl, ethy!, propyl 

Isopropyl methoxy, ethoxy. isopropoxv. -CN. or ~CF-,: 

R/a is H. C i .-r.alkvl or 3-to 7-membered heterocycloalkyl wherein each hydrogen atom in 

Ci-6alkyl or 3-to 7-membcred hetcrocycloalkyi is independently optionally substituted by 

halogen. -OH. -OC^alkvL -NH% -NHiCi^alkvlk -N(C^alkvlV>. -CO-.H. -CO)Cuaalkvl 

-CONH?. -CONH(Ci-jalkylI ~CON(Ci-ialkylK cycloalkyl or monocyclic heterocycloalkyl; 

each Rk is independently H. deuterium. Ci-^alkvl C^alkenyl. C-w,alkvnvl Cy 

^cycloalkyl. 3-to 7-membered heterocycloalkyl Cs-m aryl or mono- or bicyclic heteroaryl; 

wherein each hydrogen atom in C j alkvl (N.^alkenyl C?_6a1kynyl C^cvcloalkyl. 3-to 7-

membered heterocycloalkyl Cfr-m arvl or mono- or bicyclic heteroaryl in Rk' is independently 

optionally substituted by deuterium, halogen. Cj^alkvl Cu*haloalkyI or -ORa 

wherein each Ra and Rb is independently H. deuterium. Cj.^alkyl C-^alkenyl C?_ 

ftalkvnvl C^eyeloalkvl 3- to 7-membered heterocycloalkyl Q-m arvl or heteroaryl; 

each Z!. Z2. Z'l Z4. Z\ Z6 or Z7 is independently N. NH. or C('Rxl wherein each. R* 

when present is .independently M deuterium, halogen. Cu^alkvl -O-Ci^alkyl. -OH. -NIK 

-NHiC]-4alkvH. -NHCphenvD. -NHihctcroarvll CN. or -~CF^ provided that at least one of Z1. 

Z2.. Zl Z4, Z5. Z6 or Z? is N or NH; and 

iir is 2 or 3: 

or a pharmaceutiealiy acceptable salt thereof. 

1084c! In another aspect, there is provided a compound selected from the group consisting of 
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XV 

wherein 

M is CH or IN; 
Xs and Xh are independently -C(Ria)(R2a)-, -S-. -S(Q)~. ~S(Oh-.-Q or -NCR1"' 

each Rla and R2a is independently H. deuterium, Chalky!. C^cvcloaikyl Ch-_in 

arvl -C(Q)ORa', -CfO)NRa'Rh'. ~NRaRb", -SRa', -S(Q)Ra\ -S(Q)NR^„ -SCO^R"'. -SCO)?NRa' or 

-OR'1 wherein each hydrogen atom in Chalky! is independently optionally substituted by 

deuterium, halogen, -OH -CXiWilkyl -NH?, -NHtCuialkyl)., -NfCu^alkvlK NBCfOKh^alkyl 

-NfCi-dalkA-'i)C{Q)Cj-aalkvl -NHCfOVNHC^alkvi. -N(CuAalkvl)C(Q)NHC^aikvl 

-NMC(Q)NfCi^lkvIK -NCCi^alkynC^NCCr^alkviV , -NHCfO)OC^a!kyL -NfCu 

Aaikvi>C(Q)OCMalkvi. -CO^H. •CQ?Ci.«alkvL -CONHk -CONHfC^alkvlV -CONfC^alkvl):,. 

-SC^alkyk -S(Q)C;-4alkvl -S(Q)?CL^alkyl -S(Q)NH(Ci^alkvlk •-S(ObNHfCI,Aalkyl'h 

-S(QVN(Cj_4alkvlK -S(Q)?N(CU4alkvl)% C^ocvcloalkvl or 3-to 7-membered heterocycloalkyl; 

R3a and R3P are each independently lh fluoro. chioro. bromo. methyl, ethvl propyl 

isopropyl. methoxy, etfaoxv. isopropoxv. -CN, or -CFt; 

R/'a is H, Chalky! or 3-to 7-membered hctcrocycloalkvl wherein each hydrogen atom in 

C1 -Aalkyl or 3-to 7-membered heterocycloalkyl is independently optionally substituted by 

halogen, -OH, -OCi-aalkvl, -Nil-;. -NH{€i.4aikyl), -NfCu^alkvl)?, -€0?H. ~CO-Ci~.-iaIkvl 

-CONH?.. -CONHYC-L,4.alkyl), -CON( C"walkyl)?. cvctoalkvl or monocyclic heterocycloalkyl 
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each R ' is independently H, deuterluni, Cw,alkyh C-^alkenyl. Cyj-

CVftCvcioalkyl. 3-to 7-mcmbered heterocycloalkyl. Cfi-6zj.o. arvl. or mono- or bicyclic heteros 

wherein each hydrogen atom k2-6£ I. C-' (!al -3-6. .ftcvcloalkvh 3-

roernbered hcterocycIoalkyL Q,-Io aryl. or mono- or bicyclic heteroaryl in R ' is independently 

optionally substituted by deuterium, halogen. Cufialkvl, CVfshaloalkyI or -ORa; 

wherein each R' 
»_ i 

R is independently H. deuterium. -6£ ./.alkcnvl. CV :2-h 

6cu Cv^eyci.oalkyh 3- to 7-membered heterocycloalkyl, CVI_O aryl. or heteroaryl; 

each X1. Zz, 7:, Z4. Z". Z° or Z7 is independently N. NH, or C(RX). wherein each R* 

when present is independently i 1. deuterium, ha! 

-NHfCi^alkvlV -NH(phenvl). 

C.^aJkvh -0-CMalkyi, -OH, -NH?, 

>r —CF;. provided that at least one of Z1 

Z3,Z\ Z5, Z6 or Z7 is N or NH; 

m' is 2 or 3; 

or a pharmaeeutteaHv acceptable salt thereof. 

[085] >1 s provides a crystalline form of the 

free base of the compound of the formula 

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

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

haying a powder X-ray 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-

-NH 

-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 

formula 

-O-

-NH 

.NL ^N. 
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[088] wherein the powder X-ray diffraction pattern has peaks at diffraction angles (20) of 

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

of the formula 
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[089] wherein the powder X-ray diffraction pattern has peaks at diffraction angles (20) of 

21.94, 23.96 and 19.64. 

[090] :lft-a^fe¥thefi-aspee%4The «*veg*ieft-relates todisclosure 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 invention disclosure may 

further comprise a pharmaceutically acceptable excipient. The hmm-tn^M^disc 1 osure 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 a pharmaceutical composition 

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

thereof, and fb) apharmaceutical.lv acceptable excipient. 

[091] In another aspect, tThe invention 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 pharniaceutically acceptable salt thereof for use in. treating 

cancer, pain, neurological diseases, autoimmune diseases, and inflammation, 

[091a] In another aspect, there is provided use of the compound as defined herein in the 

manufacture of a medicament for treating cancer, pain, neurological diseases, autoimmune 

diseases, and inflammation. 

[092] In another aspect, tThe -invention disclosure is directed to use of a compound of Formula 

(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] IH- -yet-a&ether aspeetj-fcThe krventioR-disclosure relates to a method of inhibiting protein 

or tyrosine kinases, including one or more of MET, ALK, ROS1, AXL, TRKs, and JAKs, 

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 

pharmaceutical composition of the hwentiendisc)osure, wherein the contacting is in vitro, ex 

vivo, or in vivo. 
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[094] Additional embodiments, features, and advantages of the invention will be apparent 

from the following detailed description and through practice of the ts^fttkmdisclosure. 

[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 ll-fluoro-14-methyl-6,7,13,14-tetrahydro-l,15-ethenopyrazolo[4,3-

f][l,4,8,10]benzoxatriazacyclo-tridecin-4(5H)-one (Example 20). 
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each Ra, Rb , Rc, Rd, Re, Rr, R! and Rj is independently selected from the group 

consisting of H, deuterium, Ci^alkyl, C2^alkenyl, C2-6alkynyl, C3„6cycloalkyl, 3- to 7-

membered heterocycloalkyl, C6-10 aryl, and heteroaryl; 

m' is 2, 3, 4, or 5; 

n' is 2, 3, or 4; 

p* is 0, 1, 2, 3, or 4; and 

q' is 0, 1, 2, 3, or 4; 

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 a pharmacetttically'acccptablg salt thereof. 

& -The-eera pound of-e-laim 1, wherem-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 1, 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. 

So. The compound of claim 1, wherein Ring A' substituted with -(R )p» is 

(R V y-

<R3V 

or a pharmaceutically acceptable salt thereof. 

The compound of claim 1, wherein Ring B' is: 

rl ^7 

Z\ J 
Z5""\ O 1 O z8 

z Z 

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

448. The compound of claim 1, wherein Ring B' is: 
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z1 
^z5 , O T o z6 

72 ^ y4W / 

Zl J 
Z5""\ O 1 O z® z^ztr,/ z' ^z3 N or n or 

o 1 o z8 
z2^zC;/ 
\Z3 N 

/Z1^ J 
v" ^Z5"^\ I o ! O z® zlw.z4^/ 

or "N 

wherein Z1"7 are otherwise defined as described herein, or a pharmaceutically acceptable salt 

thereof. 

+5-9. The compound of claim 1, wherein Ring B' is: 

"S 

V"N-C ^N-C VSJ£ 
I / L ,N I N I j N ^ 

or a pharmaceutically acceptable salt thereof. 

/^N 

N. 
N 

N' N 
N , or H 

< "Y^ «, -4, -&***• ^ 
). The compound of claim 1, wherein Ring B' is N N or 

/UN 

N N 
H , or a pharmaceutically acceptable salt thereof. 

-3 > 
. The compound of any one of claims 1-4-3-10, wherein each R is independently 

deuterium, fluoro, chloro, bromo, methyl, ethyl, propyl, isopropyl, methoxy, ethoxy, 

isopropoxy, -CN, -CF3, -NH2, -NH(C,.4alkyl), -N(CMalkyl)2, -C02C^alkyl, -C02H, 

-NHC(0)CMalkyls -S02Cwalkyl, -C(0)NH2, -C(0)NH(Ci^alkyl), -C(0)N(C1.4alkyl)2, 

cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, pyrrolidinyl, piperidinyl, piperazinyl, 

morpholinyl, or thiomorpholinyl, or a pharmaceutically acceptable salt thereof. 

lore-, Me. 

ttrrn uvyciiin 

rpjTT-ra-oj.7 

4% mv one-e 
;!f thf'Ti 
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4412. The compound of any one of claims 1-4411, wherein R7 is H, deuterium, optionally 

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, wherein said optionally 

substituted methvl or optionally substituted ethyl is^ 

IS, The ccr.ipcund of any one of clc-irzic, 1 17. wherein R?~ ic, H or ;"c methyl, e^'hvl, propyl 

keprepyl-reF^-e-lopropyl, or a pharmaceutically acceptable salt thepee£-

cialms-4- 18, 

substituted with halogen, -OH, -OCi-4alkyl, -NH2, -NHCCi^alkyl), -N(Ci_ 

4alkyl)2, -C02H, -C02Ci.4alkyl, -CONH2, cycloalkyl, or monocyclic heterocycloalkylj-ef-a 

pha£H*aeetrtt$aWy-eeeeptaWe-sa&4heFeef. 

pharmaceiiti e-all y acceptable sa&4heyee4 
1' 2? 3-213 . The compound of any one of claims 1-2412. wherein R and R are each independently 

H, deuterium, methyl, ethyl, propyl, isopropyl, cyclopropyl, cyclobutyl, cyclopentyl, 

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

heteroaryl, or a pharmaceutically acceptable salt thereof. 

3M4. The compound of any one of claims 1-22-13, wherein R! is H, or a pharmaceutically 

acceptable salt thereof. 

3415. The compound of any one of claims 1-2544, wherein R is deuterium, methyl, ethyl, 

propyl, isopropyl, cyclopropyl, cyclobutyl, cyclopentyl, pyrrolidinyl, furanyl, thiofuranyl, 

piperidinyl, piperazinyl, morpholinyl, phenyl, or monocyclic heteroaryl, or a pharmaceutically 

acceptable salt thereof. 

3-516. The compound of any one of claims 1-341.5, wherein R is H or is methyl or ethyl, each 

unsubstituted or substituted with halogen, -OH, -OCi.4alkyl, -NH2, -NH(Ci-4alkyl), 

-N(Ci_4alkyl)2, -CO2H, -C02Ci_4alkyl, -CONH2, cycloalkyl, or monocyclic heterocycloalkyl, or 

a pharmaceutically acceptable salt thereof. 

3617. The compound of any one of claims 1-3416, wherein R is H, methyl, fluoromethyl, 

hydroxymethyl or cyclopropyl, or a pharmaceutically acceptable salt thereof. 

4718. The compound of any one of claims 1-3417, wherein each Rk is independently H, 

methyl, ethyl, propyl, isopropyl, or cyclopropyl, or a pharmaceutically acceptable salt thereof. 
__ 1 0 2gl9. The compound of any one of claims 1 -3318, wherein each L and L is independently 

-CH2-, -CH(methyl)~, -CH(substituted methyl)-, -CH(C3_6cycloalkyl)-, -0-, -NH-. -N(C4 

4alkyl), -N(C3.6cycloalkyl), -S-, -S(O)-, or -SO2-, or a pharmaceutically acceptable salt thereof. 
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29-20. The compound of any one of claims 1-2§1_9, wherein -(Ll)n- is -CH2-0-, -CH(Ci. 

4alkyl)-0-, -CH(C3^cycloalkyl)-0-; or -CH(H or optionally substituted Ci^alkyl)-N(H or 

optionally substituted C^alkyl)-, -CH(C02CMalkyl or C(0)N(H or Ci-4alkyl)2)-N(H or 

optionally substituted Ci.4alkyl), or a pharmaceutically acceptable salt thereof. 

34?J. The compound of any one of claims 1-3920, wherein -(L2)m- is -0~(C(R' )(R2 ))2-3-> 

-0-(CH2)2.3- -N(Rk')-(C(Rr)(R2'))2-3-, -N(H or CMalkyl)-(CH2)M-, -S-CCCR'XR'WJ^-, 

-SOZKCCR1 ')(R2'))2-r, -S02-N(Rk')-(C(R' )(R2'))2- or -(C(R' )(R2'))3-, or a pharmaceutically 

acceptable salt thereof. 

-3422. The compound of any one of claims 1-^021., wherein nr is 3; or 4; or 5, or a 

pharmaceutically acceptable salt thereof. 

^23. The compound of any one of claim 1-34-22, wherein n' is 2; or 3; or 4, or a 

pharmaceutically acceptable salt thereof. 

35-24. The compound of any one of claims 1-3523, wherein p' is 0, 1, or 2, or a 

pharmaceutically acceptable salt thereof. 

•3425. The compound of any one of claims 1-3324, wherein q' is 0; oris 1; or is 2, or a 

pharmaceutically acceptable salt thereof. 

3S-26. A compound of the Formula (IV): 

wherein 

M is CH or N; 

X5 and X1' are independently -C(Ria)(R2a)-, -S-, -S(O)-, -S(0)2-,-0- or -N(Rk')-; 

each Rid and R2a is independently H, deuterium, Ci^alkyl, C3-6cycloalkyl, Cs-io 

aryl, -C(0)0R\ -C(0)NRaRb", -NRa Rb, -SRa', -S(0)Ra', -S(0)NRa', ~S(0)2Ra, -S(0)2NRa' or 

-ORa wherein each hydrogen atom in Ci^alkyl is independently optionally substituted by 

deuterium, halogen, -OH, -OCi„4alkyl, -NH2, -NH(Ci.4alkyl), -N(Cj_4alkyl)2s NHC(0)Ci^alkyl, 

~'N(C1^alkyl)C(0)Ci-4alkyl -NHC(0)NHCMalkyL -N(C^4alkyl)C(0)NHCMalkyl, 

NHC(0)N(CMalkyl)a, -N(Ci-4alkyl)C(0)N(CMalkyl)2, -NHC(0)0CMalkyl, -N(Ci„ 

4alkyl)C(0)0Ci-4alkyl, -C02H, -C02C!.4alkyl, -CONH2, -CONH(C^alkyl), -CON(Ci_4alkyl)2, 
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-SCMalkyl, -S(0)CMalkyl, -S(0)2CMalkyl, -S(0)NH(CMalkyl), -S(0)2NH(CMalkyl), 

-S(0)N(Ci_4alkyl)2, -S(0)2N(C]^alkyl)2, C3-6cycloalkyl, or 3-to 7-membered heterocycloalkyl; 

R3a and R3b are each independently H, deuterium, fluoro, chloro, bromo, methyl, ethyl, 

propyl, isopropyl, methoxy, ethoxy, isopropoxy, -CN, or -CF3; 

R7a is H, Cj-ealkyl or 3-to 7-membered heterocycloalkyl, wherein each hydrogen atom in 

Ci-6alkyl or 3-to 7-membered heterocycloalkyl is independently optionally substituted by 

deuterium, halogen, -CN, -OH, -OCi_4alkyl, -NH2) -NH(Ci_4alkyl), -N(Ct.4alkyl)2, -C02H, 

-C02C]-4alkyl, -CONH2, -CONH(C 1 .4alkyl), ~CON(Ci_4alkyl)2, cycloalkyl, or monocyclic 

heterocycloalkyl; 

each Rk is independently H, deuterium, C^alkyl, C2_6alkenyl, C2_6alkynyl, C3„ 

6cycloalkyl, 3-to 7-membered heterocycloalkyl, C6-10 aryl, or mono- or bicyclic heteroaryl; 

wherein each hydrogen atom in Ci^alkyl, C2.6alkenyl, C2-6alkynyl, C3.6cycloaikyl, 3-to 7-

membered heterocycloalkyl, C6-10 aryl, or mono- or bicyclic heteroaryl in Rk' is independently 

optionally substituted by deuterium, halogen, Cj^alkyl, Q-ehaloalkyl or -ORa; 

wherein each Ra and Rb is independently H, deuterium, Chalky! C2.6alkenyl, C2~ 

6alkynyl, C3-6cycloalkyl, 3- to 7-membered heterocycloalkyl, Ce-io aryl, or heteroaryl; 

each Z!, Z2, Z3, Z4, Z5, Z6 or Z7 is independently N, NH, or C(RX), wherein each Rx 

when present is independently H, deuterium, halogen, Ci^alkyl, -O-Cj^alkyl, -OH, -NH2, 

-NH(Ci_4alkyl), -NH(phenyl), -NH(heteroaryl), CN, or-CF3, provided that at least one of Z1, 

Z2, Z3, Z4, Z5, Z6 or Z7 is N or NH; and 

m' is 2 or 3; 

or a pharmaceutically acceptable salt thereof. 

3427. A compound of the Formula (V): 

R\ 
I M R1a 

.j i ,L^R2a 

wherein 

Mis CH orN; 

X1 and X1' are independently -C(Ria)(R2a)-, -S-, -S(O)-, -S(0)2-,-0- or -N(Rk>; 

each Rla and R2a is independently H, deuterium, Ci-6alkyl, C3-6cydoalkyl, C^-io 

aryl, -C(0)0Ra', -C(0)NR8 Rb*, -NRa Rb, -SR3', -S(0)Ra', -S(0)NR3', -S(0)2Ra', -S(0)2NRa' or 

148 



-0Ra wherein each hydrogen atom in Chalky! is independently optionally substituted by 

deuterium, halogen, -OH, ~OCi_4alkyl, -NH2, -NHfCi^alkyl), -N(Ci_4alkyl)2, NHC(0)Ci_4alkyl, 

-N(C|.4alkyl)C(0)Cu4alkyl, ~NHC(0)NHCi_4alkyl, -N(Ci.4alkyl)C(0)NHCi.4alkyl, 

NHC(0)N(C].4alkyl)2, -N(CI.4alkyl)C(0)NtC1-4alkyl)2 , -NHC(0)0C,.4alkyl, -N(Ci_ 

4alkyl)C(O)OCi.4alkyl, -C02H, -C02CMalkyl, -CONH2, -CONH(CMalkyl)s -CON(C,.4alkyl)2, 

-SC1„4alkyl,-S(0)C5.4alkyl, ~S(0)2C].4alkyl, -S(0)NH(Ci-4alkyl), -S(0)2NH(C,.4alkyl), 

-S(0)N(Ci^aJky])2, ~S(0)2N(C;-4alkyl)2, Cj^cycloalkyl, or 3-to 7-membered heterocycloalkyl; 

R3a and R3b are each independently H, fluoro, chloro, bromo, methyl, ethyl, propyl, 

isopropyl, methoxy, ethoxy, isopropoxy, -CN, or -CF3; 

R7a is H, Ci^alkyl or 3-to 7-membered heterocycloalkyl, wherein each hydrogen atom in 

Chalky! or 3-to 7-membered heterocycloalkyl is independently optionally substituted by 

halogen, -OH, -OCi_4alkyl, -NH2, -NH^Malkyl), -N(CMaIkyl)2j -C02H, -C02Ci-4alkyl, 

-CONH2, -CONH(Ci„4alkyl), -CON(Ci-4alkyl)2, cycloalkyl, or monocyclic heterocycloalkyl; 

each Rk is independently H, deuterium, Ci^alkyl, C2_6alkenyl, C2.6alkynyl, C3-

6cycloalkyl, 3-to 7-membered heterocycloalkyl, C6-10 aryl, or mono- or bicyclic heteroaryl; 

wherein each hydrogen atom in Ci^alkyl, C2-6alkenyl, C2.6alkynyl, C3-6cycloalkyl, 3-to 7-

membered heterocycloalkyl, C6-io aryl, or mono- or bicyclic heteroaryl in Rk' is independently 

optionally substituted by deuterium, halogen, C1-6alkyl, Ci_6haloalkyl or -ORa; 

wherein each Ra and Rb is independently H, deuterium, Chalky!, C2-6alkenyl, C2-

^alkynyl, C3-6cycloalkyl, 3- to 7-membered heterocycloalkyl, Cg-jo aryl, or heteroaryl; 

each Z1, Z2, Z3, Z4, Z5, Z6 or Z7 is independently N, NH, or C(RX), wherein each Rx 

when present is independently H, deuterium, halogen, Ci.4alkyl, -0-Ci-4alkyl, -OH, -NH2, 

-NH(Ci_*alkyl), -NH(phenyl), -NH(heteroaryl), CN, or -CF3, provided that at least one of Z1, 

Z2, Z3, Z4, Z5, Z6 or Z7 is N or NH; and 

m' is 2 or 3; 

or a pharmaceutically acceptable salt thereof. 

^728. A compound selected from the group consisting of 

VI VII VIII 
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-S(0)N(Ci-4alkyl)2, -S(0)2N(Ci_4alkyl)2, C3_6cycloalkyl, or 3-to 7-membered heterocycloalkyl; 

R3d and R3b are each independently H, fluoro, chloro, bromo, methyl, ethyl, propyl, 

isopropyl, methoxy, ethoxy, isopropoxy, -CN, or -CF3; 

R7a is H, C]-6alkyl or 3-to 7-membered heterocycloalkyl, wherein each hydrogen atom in 

Ci^alkyl or 3-to 7-membered heterocycloalkyl is independently optionally substituted by 

halogen, -OH, -OCMalkyl, -NH2, -NH{CMalkyl), -N(Ci-4alkyl)2, ~C02H, -C02CMaJkyl, 

-CONH2, -CONH(Ci^alkyl), -CON(Ci^alkyl)2, cycloalkyl, or monocyclic heterocycloalkyl; 

each Rk is independently H, deuterium, Ci^alkyl, C2-6alkenyl, C2-6alkynyl, 

C3^cycloalkyl, 3-to 7-membered heterocycloalkyl, Ca-io aryl, or mono- or bicyclic heteroaryl; 

wherein each hydrogen atom in C].6alkyl, C2-6alkenyl, C2-6alkynyl, C3.6cycloalkyl, 3-to 7-

membered heterocycloalkyl, C6-10 aryl, or mono- or bicyclic heteroaryl in Rk' is independently 

optionally substituted by deuterium, halogen, Cj^alkyl, Cj^haloalkyl or -ORa; 

wherein each Ra and Rb is independently H, deuterium, Ci_6alkyl, C2-6alkenyl, C2-

6alkynyl, C3.6cycloalkyl, 3- to 7-membered heterocycloalkyl, C6-10 aryl, or heteroaryl; 

each Z1, Z2, Z3, Z4, Z5, Z6 or Z7 is independently N, NH, or C(RX), wherein each Rx 

when present is independently H, deuterium, halogen, Ci^alkyl, -O-Ci^alkyl, -OH, -NH2, 

-NH(Ci^alkyl), -NH(phenyl), -NH(heteroaryl), CN, or-CF3, provided that at least one of Z], 

Z2, Z3, Z4, Z5, z6 or Z7 is N or NH; and 

m' is 2 or 3; 

or a pharmaceutically acceptable salt thereof. 

M29. The compound of any one of claims 5-526-^28, wherein Z1, Z4 and Z7 are N, and Z2, 

Z3, Z5 and Z6 are C(RX), wherein each Rx when present is H, or a-pharmaoeutioally acceptable 

salt th-eyee^ 
T'V,, is CH, Z1, Z4 and Z7 are N, and 

Z2, Z3, Z5 and Z6 are C(RX), wherein each Rx when present is H, or-a~-p 

ie of claims 35 37, wherein M is CH, Z1, Z and Z are N, Z , 

Z3, Z5 and Z6 are C(RX), wherein each Rx when present is H, and X1 is -N(Rk)-, or 

is CH, Z\ V and Z' are N, Z\ 

Z3, Z5 and Z6 are C(RX), wherein each Rx when present is H, X! is -N(Rk K and X1' is -0-, or 
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42-, Tho compound of any ono of claims 35 37, wherein M is CH, Z\ Z4 and Z7 are N, Z2, 

Z3, Z5 and Z6 are C(RX), wherein each Rx when present is H, X! is -C(Ria)(R2a)~, and X1' is -O-, 

or a pharmaceutically acceptable salt thereof. 

4330. The compound of any one of claims 3426-4229, wherein Rk 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. 

44-. Tho compound of claima 35-43, whoroin R^is H or methyl, or apharmoceutioally 

aeeepteble-salt thereof: 

4431. 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][l ,10,4,8]benzodioxadiazacyclotridecin-4(5H)-

one; 5,13-dimethyl-6,7-dihydro-l 3H-1,15-ethenopyrazolo[4,3~ 

f][l,10,4,8]benzodioxadiazacyclotridecin-4(5H)-one; (13R)-1 l-fluoro-5,13-dimethyl~6,7-

dihydro-13H-1,15-ethenopyrazolo[4,3-f] [1,10,4,8]benzodioxadiazacyclotridecin-4(5H)-one; 

ll-fluoro-5,13-dimethyl-6,7-dihydro-l 3H-l,15-ethenopyrazolo[4,3-

f][l,10,4,8]benzodioxadiazacyclotridecin-4(5H)-one; (13R)-12-chloro-ll-fluoro-5,13-

dimethyl-6,7-dihydro-l 3H-1,15-ethenopyrazolo[4,3-f][ 1,10,4,8]benzodioxadiazacyclotridecin-

4(5H)-one; 12-chloro-ll-fluoro-5,13-dimethyl-6,7-dihydro-13H-l,15-ethenopyrazolo[4,3~ 

f][ 1,1 Q,4,8]benzodioxadiazacyclotridecin-4(5H)-one; (13R)-12-chloro-11 -fluoro-5-(2-

hydroxyethyl)-13-methyl-6,7-dihydro-13H-l,15-ethenopyrazolo[4,3-

f] [ 1,10,4,8]benzodioxadiazacyclotridecin-4(5H)-one; 12-chloro-11 -fluoro-5-(2-hydroxyethyl)-

13 -methyl-6,7-dihydro-13H-1,15 -ethenopyrazolo[4,3 ~ 

f][l,10,4,8]benzodioxadiazacyclotridecin-4(5H)-one; 2-[(13R)-l2-chloro-1 l-fluoro-13-methyl-

4-oxo-6,7-dihydro-l 3H-1,15-ethenopyrazolo[4,3-f][l, 10,4,8]benzodioxadiazacyclotridecin-

5(4H)-yl] acetamide; 2-[ 12-chloro-11 -fluoro-13-methyl-4-oxo~6,7-dihydro-13H-1,15-

ethenopyrazolo[4,3-f][l,10,4,8]benzodioxadiazacyclotridecin-5(4H)-yl]acetamide; (13R)-12-

chloro-11-fluoro-l 3-methyl-5-(pyrrolidin-2-ylmethyl)-6,7-dihydro-l 3H-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-l 3H-1,15-ethenopyrazolo[4,3-

f][l,10,4,8]benzodioxadiazacyclotridecin-4f5H)-one; (13R)-12-chloro-ll-fluoro-7-

(hydroxymethyl)-5,l 3-dimethyl-6,7-dihydro-l 3H-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-l 3H-l,15-ethenopyrazolo[4,3-

f] [ 1,10,4,8]benzodioxadiazacyclotridecin-4(5H)-one; (13 S)-11 -fluoro-13-(fluoromethyl)-5-

methyl-6,7-dihydro-l 3H-1,15-ethenopyrazolo[4,3-f][l, 10,4,8]benzodioxadiazacyclotridecin-

4(5H)-one; 11 -fluoro-13 -(fluoromethyl)-5-methyl-6,7-dihydro-13 H-1,15-ethenopyrazolo [4,3 -
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ethenopyrazolo[4,3-f][l,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 12-chloro-l 1-fluoro-

13,14-dimeth.yl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-

f] [ 1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 12-chloro-11 -fluoro-5,14-dim ethyl-

6,7,13,14-tetrahydro-15,1 -(azenometheno)pyrazolo[4,3 -f] [ 1,4,1 OJbenzoxadiazacyclotridecin-

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(5H)-one; 12-chloro-11 -

fluoro-14-methyl-6,7,13,14-tetrahydro-l, 15-(azenometheno)pyrrolo[3,2-

f] [ 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(5H)-one; 9-

chloro-l 0-fluoro-7-methyl-7,8,l 5,16-tetrahydro-3,6-ethenoimidazo[5,1-

f][l ,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][l,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,l-

f][ 1,4,7,1 Ojbenzoxatriazacyclotridecin-17( 14H)-one; 9-chloro-10-fluoro-7-methyl-7,8,15,16-

tetrahydro-3,6-etheno[l,2,4]triazolo[3,4-f][l,4,7,8,10]benzoxatetraazacyclotridecin-17(14H)-

one; 9-chloro-10-fluoro-7-methyl-7,8,15,16-tetrahydro-6,3-(azenometheno)[l,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][l,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-

f][l ,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-f] [ 1,4,1 OJbenzoxadiazacyclotridecin-16( 13H)-

one; 12-chloro-l 1 -fluoro-5,14-dimethyl-6,'7,13,14-tetrahydro-2H-l, 15-

(azenometheno)pyrrolo[3,4-f] [ 1,4,10]benzoxadiazacyclotridecin-4(5H)-one; (8R)-10-fluoro-

8,16-dimethyl-15,16-dihydro-8H-3,6-ethenoimidazo[5,1 -

f][l,10,4,7,8]benzodioxatriazacyclotridecin-17(14H)-one; 10-fluoro-8,16-dimethyl-15,16-

dihydro-8H-3,6-ethenoimidazo[5,l-f][l,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]benzodioxadiazacyclotiidecin-16( 13H)-one; aiMh9-fluoro-7,15-dimethyl-l4,15-

dihydro-2H,7H-3,5-(azenometheno)pyrrolo[3,4-f][l,10,4,8]benzodioxadiazacyclotridecin-

16(13H)-one; or- a pharmaceutioally aoocptable salt thereof. 
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46, The eompoua4-e£etoB-1 selected from the group eoRslstffig-e£12-chloro-ll-fluoro-14-

methyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-f] [ 1,4,8,1 OJbenzoxatriazacyclotridecin-

4(5H)~one; 11 -fluoro-3,14-dimethyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-

f][l,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 10-fluoro-8-methyl-15,16-dihydro-8H-3,6-

ethenoimidazo[5,l-f][l,10,4,7,8]benzodioxatriazacyclotridecin-17(14H)-one; 10-fluoro-7-

methyl-7,8,15,16-tetrahydro-3,6-ethenoimidazo[5,l-f][l,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-yl)-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]benzoxatriazacyc3otridecin-4(5H)-one; 11 -fluoro-6,14-dimethyl-6,7,13,14-

tetrahydro-l,15-ethenopyrazolo[4,3-f][l,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 14-

methyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3 -f] [ 1,4,8,1 Ojbenzoxatriazacyclotridecin-

4(5H)-one; 11 -fluoro-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-

f][l ,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 11 -fluoro-13-methyl-6,7,13,14-tetrahydro-

1,15~ethenopyrazolo[4,3-f][l ,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; (13i?)-l 1 -fluoro-

13-methyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3~ 

/)[1,4,8,10]benzoxatriazacyclotridecin-4(5f/)-one; 12-chloro-l l-fluoro-13-methyl-6,7,13,14-

tetrahydro-l,15-ethenopyrazolo[4,3-f][l,4,8,l 0]benzoxatriazacyclotridecin-4(5H)-one; 11-

fluoro-14-methyl-4-oxo-4,5,6,7,13,14-hexahydro-l,15-ethenopyrazolo[4,3-

f] [ 1,4,8,10]benzoxatriazacyclotridecine-7-carboxamide; 11 -fluoro-7-(hydroxymethyl)-14-

methyl-6,7,13,14-tetraliydro-l,15-ethenopyrazolo[4,3-f][l,4,8,10]benzoxatriazacyclotridecin-

4(5H)-one; 11 -fluoro-13 -methyl-4-oxo-4,5,6,7,13,14-hexahydro-l, 15-ethenopyrazolo[4,3 -

f] [ 1,4,8,10]benzoxatriazacyclotridecine-7-carboxamide; 11 -fluoro-7-(hydroxymethyl)-13-

methyl-6,7,13,14-tetrahydro-l,15-ethenopyrazolo[4,3-f][l,4,8,10]benzoxatriazacyclotridecin-

4(5H)-one; 11 -fluoro-4-oxo-4,5,6,7,13,14-hexahydro-l, 15-ethenopyrazolo[4,3-

f][l,4,8,10]benzoxatriazacyclotridecine-7-carboxamide; 1 l-fluoro-7-(hydroxymethyl)-

6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-f] [ 1,4,8,10]benzoxatriazacyciotrideciii-4(5H)-

one; methyl 11 -fluoro-4-oxo-4,5,6,7,13,14-hexahydro-1,15-ethenopyrazolo[4,3-

fj[l,4,8,10]benzoxatriazacyclotridecine-13-carboxylate; ll-fluoro-4-oxo-4,5,6,7,13,14-

hexahydro-l,15-ethenopyrazolo[4,3-f][l,4,8,10]benzoxatriazacyclotridecine-13-carboxamide; 

ll-fluoro-14-methyl-6,7,13,14-tetrahydro-l,15-ethenopyrazolo[4,3-f]pyrido[3,2-
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l][l,4,8,10]oxatriazacyclotridecin-4(5H)-one; 1 l-fluoro~13-methyl-6,7,13,14-tetrahydro-l,15-

ethenopyrazolo[4,3-f]pyrido[3,2-l][l,4,8,10]oxatriazacyclotridecin-4(5H)-one; ll-fluoro-13-

(propan-2-yl)-6,7,13,14-tetrahydro-1,15~ethenopyrazolo[4,3-fjpyrido[3,2-

l][l,4,8,10]oxatria2;acyclotridecin-4(5H)-one; 13-cyclopropyl-l 1-fluoro-6,7,13,14-tetrahydro-

l,15-ethenopyrazolo[4,3-f]pyrido[3,2-l][l,4,8,10]oxatriazacyclotridecin-4(5H)~one; 13-

cyclopropyl-11 -fluoro-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3 -

f] [ 1,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 11 -fluoro-13 -(propan-2-yl)-6,7,13,14-

tetrahydro-l,15-ethenopyrazolo[4,3-f][l,4,8,10]benzoxatriazacyclotridecin-4(5H)-one; 11-

fluoro-6,7-dihydro-l 3H-l,15-ethenopyrazolo[4,3-f][l, 10,4,8]benzoxathiadiazacyclotridecm-

4(5Ii)-one; ll-fluoro-6,7-dihydro-13H-l,15-ethenopyrazolo[4,3-

f}[l,10,4,8]benzoxathiadiazacyclotridecin-4(5H)-one 14,14-dioxide; 6,7-dihydro-l 3H-1,15-

ethenopyrazolo[4,3-f][10,l,4,8]benzoxathiadiazacyclotridecin-4(5H)-one; 14-methyl-6,7,13,14~ 

tetrahydro-l,15-ethenopyrazolo[4,3-f][l,4,8,10]benzothiatriazacyclotridecin-4(5H)-one; 13-

methyl-6,7,13,14-tetrahydro-1,15-ethenopyrazoIo[4,3-f][l ,4,8,1 Ojbenzothiatriazacyclotridecin-

4(5H)-one; 11 -fluoro-6,7-dihydro-5H-1,15-ethenopyrazolo[3,4-

e][l l,l,2,4,8]benzoxathiatriazacyclotridecin-4(14H)-one 13,13-dioxide; 11-fluoro-14-methyl-

6,7-dihydro-5H-l,15-ethenopyrazolo[3,4-e][l l,l,2,4,8]benzoxathiatriazacyclotridecin-4(14H)-

one 13,13-dioxide; 12-fluoro-15-methyl-5,6,7,8,14,15-hexahydro-4H-l,16-ethenopyrazolo[4,3-

g][l,5,9,l l]benzoxatriazacyclotetradecin-4-one; 12-fluoro-14-methyl-5,6,7,8,14,15-hexahydro-

4H-l,16-ethenopyrazolo[4,3-g][l,5,9,ll]benzoxatiiazacyclotetradecin-4-one; (14i?)-12-fluoro-

14-methyl-5,6,7,8,14,15-hexahydro~4T/-l,]6-ethenopyrazolo[4,3-

g][l,5,9,l l]benzox.atriazacyclotetradecin-4-one; 11 -fluoro-7,14-dimethyl-4,5,6,7,13,14-

hexahydro-8H-1,15-ethenopyrazolo[3,4-e] [2,4,10]benzotriazacyclotridecin-8-one; 11 -fluoro-

7.14-dimethyl-6,7,13,14-tetrahydro-1,15 -ethenopyrazolo [3,4-

e] [7,2,4,10]benzoxatriazacyclotridecin-8(5H)-one; 11 -fluoro-7,14-dimethyl-4,5,6,7,13,14-

hexahydro-8H-1,15-ethenopyrazolo[3,4-e] [2,4,7,10]benzotetraazacyclotridecin-8-one; 11 -

fluoro-4,7,14-trimethyl-4,5,6,7,13,14-hexahydro-8H-l,15-ethenopyrazolo[3,4-

e][2,4,7,10]benzotetraazacyelotridecin-8-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; 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; aB-ti-12-fluoro-8,l 5-dimethyl-

5,6,7,8,14,15-hexahydro-9H-l, 16-ethenopyrazolo[3,4-

e][7,2,4,8,ll]benzothiatetraazacyclotetradecin-9-one 4,4-dioxide; ef-a-phai-maeettttea^y 
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4-h The corapeand ofcetaim 1 selected from the group consisting or 11 -chloro-13-methyl-

6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-/] [ 1,4,8,10]benzoxatriazacyclotridecin~4(5#)-

one; 13-ethyl-11 -fluoro-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-

f]{ 1,4,8,10]benzoxatriazacyclotridecin-4(5#)-one; 13-cyclobutyl-11 -fluoro-6,7,13,14-

tetrahydro-1,15-ethenopyrazolo[4,3 -/j [ 1,4,8,10]benzoxatriazacyclotridecin-4(5//)-one; 11 -

fluoro-14-methyl{6,6,7,7-2H4)-6,7,13,14-tetrahydro-l,15-ethenopyrazolo[4,3-

f] [ 1,4,8,10]benzoxatriazacyclotridecin-4(5/i)-one; 11 -fluoro-13-phenyl-6,7,13,14-tetrahydro-

l,15-ethenopyrazolo[4,3:/][l,4,8,10]benzoxatriazacyclotridecin-4(5i/)-one; 13-

(cyclopropylmethyl)-11 -fluoro-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-

/1[ 1,4,8,10]benzoxatriazacyclotridecin-4(5//)-one; (1R914R)-12-fluoro-7-hydroxy-14-methyl-

5,6,7,8,14,15-hexahydro~4//-l,16-ethenopyrazolo[4,3-

g] [1,5,9,11 ]benzoxatriazacyclotetradecin-4-one; (75, 14R)~ 12-fluoro-7-hydroxy-14-methyl-

5,6,7,8,14,15-hexahydro-4i/-l,16-ethenopyrazolo[4,3-

g][ 1,5,9,11 ]benzoxatriazacyclotetradecin-4-one; (1R, 13i?)-l 1 -fluoro-7,13-dimethyl-6,7,13,14-

tetrahydro-1,15-ethenopyrazolo[4,3 -f\[ 1,4,8,10]benzoxatriazacyclotridecin-4(5i/)-one; 

(75,13R)-11 -fluoro-7,13-dimethyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-

/j[l ,4,8,10]benzoxatriazacyclotridecin-4(5ii/)-one; (7/2)-11-fluoro-7,14-dimethyl-6,7,13,14-

tetrahydro-l, 15-ethenopyrazolo[4,3:/][l,4,8,10]benzoxatriazacyclotridecin-4(5i/)-one; (6i?)-ll-

fluoro-6,14-dimethyl-6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-

./][l,4,8,10]benzoxatriazacyclotridecin-4(5/f)-one; 12-fluoro-7-hydroxy-15-methyl-

5,6,7,8,14,15-hexahydro-4//-l,16~ethenopyrazolo[4,3-

g][l,5,9,l l]benzoxatriazacyclotetradecin-4-one; (75)-l 1-fluoro-7,14-dimethyl-6,7,13,14-

tetrahydro-l, 15-ethenopyrazolo[4,3-/][ 1,4,8,10]benzoxatriazacyclotridecm-4(5i-/)-one; 11-

fluoro-13-(hydroxymethyl)-6,7,13,14-tetrahydro-l, 15-ethenopyrazolo[4,3-

/j[l,4,8,10]benzoxatriazacyclotridecin-4(5/:/)-one; 12-fluoro-14-(hydroxymethyl)-5,6,7,8,14,15~ 

hexahydro-4//-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-

/J[ 1,4,8,10]benzoxatriazacyciotridecin-4(5//)~one; 11 -fluoro-14-(2-hydroxy-2-methylpropyl)-

6,7,13,14-tetrahydro-l ,15-ethenopyrazolo[4,3:/][l ,4,8,10]benzoxatriazacyclotridecin-4(5//)-

one; 12-fluoro-5,6,7,8,14,15-hexahydro-4i/-l,16-ethenopyrazolo[4,3-

g] [ 1,5,9]benzoxadiazacyclotetradecin-4-one; 11 -fluoro-14-methyl-6,7,13,14-tetrahydro-1,15-

ethenopyrazolo[4,3-/j[ 1,4,8,10]benzothiatriazacyclotridecin-4(5//)-one; 1 l-fluoro-14-(l-

methylpyrrolidin-3-yl)-6,7,13,14-tetrahydro-l, 15-ethenopyrazolo[4,3-

f] [ 1,4,8,10]benzoxatriazacyclotridecin-4(5//)-one; 11 -fluoro-14-methyl-6,7,13,14-tetrahydro-

l,15-ethenopyrazolo[4,3-/][l,4,8,10]benzothiatriazacyclotridecin-4(5//)-one 8-oxide; 11-fluoro-
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14-methyl-6,7,13,14-tetrahydro-l ,15-ethenopyrazolo[4,3-

/][l,4,8,10]benzothiatriazacyclotridecin-4(5//)-one 8,8-dioxide; (75)-1 l-fluoro-7-methyl-

6,7,13,14-tetrahydro-1,15-ethenopyrazolo[4,3-/] [ 1,4,8]benzoxadiazacyclotridecin~4(5//)-one; 

(65,137?)-11-fluoro-6,13-dimethyl-6,7,13,14-tetrahydro-l, 15-ethenopyrazolo[4,3-

y][l,4,8,10]benzoxatriazacyclotridecin-4(5if)-one; (6i?,13i?)-l l-fluoro-6,13-dimethyl-6,7,13,14-

tetrahydro-l, 15-ethenopyrazolo[4,3-/l[l,4,8,10]benzoxatriazacyclotridecin-4(5//)-one; 

(75,135)-l 1-fluoro-l 3-(hydroxymethyl)-7-methyl~6,7,13,14-tetrahydro-l, 15-

ethenopyrazolo[4,3:/][l,4,8,10]benzoxatriazacyclotridecin-4(5//)-one; and 1 l-fluoro-6,7-

dihydro-13i/-l,15-ethenopyrazolo[4,3:/][l,10,4,8]benzoxathiadiazacyclotridecm-4(5i7)-one; or 

a pharmaceutically acceptable salt thereof. 

The compound of claim 1 having the formula 

-O-

-NH 

N. „N. 

or a pharmaceutically acceptable salt thereof. 

4933. A crystalline form of the free base of the compound of claim 

ray diffraction pattern substantially the same as Fig. 1. 

§034. The compound of claim 1 having the formula 
F. 

32, having a powder X-

.1,-, ,-^lf th 

te-fcormuia 

jrn 

158 



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 -bating diseases, uftd 

am©i-«il-^f-a4-te-a^4-eft€xompound 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 compound of anv one of claims 1-34 in the manufacture of a medicament for 

treating cancer, pain, neurological diseases, autoimmune diseases, and inflammation. 
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