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Description
BACKGROUND OF THE INVENTION

[0001] The disclosure generally relates to compounds of formula I, including their salts, as well as compositions and
methods of using the compounds. The compounds are ligands for the nicotinic a.7 receptor and may be useful for the
treatment of various disorders of the central nervous system, especially affective and neurodegenerative disorders.
[0002] Schizophrenia is a serious mental disorder, affecting approximately 1% of the population. Its progressive course
results in major impairment of mental and social functioning and often leads to the development of other pathologies.
Susceptibility often runs in families, with both genetic and environmental factors thought to be important. The direct and
indirect costs of the disease are estimated in the tens of billion dollars annually in the U.S. alone.

[0003] Patients with schizophrenia have an elevated risk of suicide (approximately a 10% lifetime risk). They have a
2.5 fold increase in all-cause mortality, resulting in a 20% lowered life expectancy. The onset of illness can result in
cascade of unhealthy lifestyle factors and behaviors that elevate the risk of various conditions and consequently the risk
of death.

[0004] The onset of schizophrenia is most often in late adolescence or early adulthood, and episodes recur throughout
life. The disease is characterized by the expression of three distinct symptom domains: positive, negative and cognitive.
Psychotic or positive symptoms include delusions, hallucinations, thought disorder and paranoia. Negative symptoms
include negative affect, social withdrawal, and anhedonia. Cognitive dysfunction includes deficits in attention, working
memory and executive function. The pathophysiology of schizophrenia is not well understood, however, most experts
believe it is a multi-factorial disorder in which biological, genetic and environmental factors play a role. Most current
therapies target the dopaminergic system and have resulted in the suggestion that an excess of dopaminergic neuro-
transmission underlies at least some aspects of schizophrenia. This theory received further support from findings that
drugs which increase the levels of dopamine cause psychoses similar to the positive symptoms of the disease. Also,
post mortem analysis of brains from schizophrenic patients indicate increased numbers of D2 dopamine receptors.
Although newer antipsychotic agents, known as atypical antipsychotics, which are active at several additional neuro-
transmitter receptors, have been introduced in the past decade, these agents still share efficacy against the D2 dopamine
receptor. All currently-used agents also have major limitations. Although positive symptoms are generally reduced in a
majority of patients, these drugs do little to relieve the negative symptoms and cognitive deficits that are common and
often most debilitating. In addition, antipsychotic agents have a number of unwanted and limiting side effects.

[0005] Nicotine is among the few agents which have a positive effect on cognitive function. Many schizophrenics
smoke; the rate in patients is 2-4 times that of the general population, and up to 90% in schizophrenics who have been
institutionalized do smoke. This smoking habit has been characterized as a form of self-medication.

[0006] Alzheimer's disease is a progressive neurodegenerative disorder, resulting in the general loss of cognitive
functions. The incidence increases with age, to the degree that 25-50% of all individuals over 85 are estimated to suffer
from some degree of dementia. A diagnosis of Alzheimer’s implies that the remaining life expectancy is reduced by half,
compared to normal adults.

[0007] Clinical signs of Alzheimer’s disease are progressive cognitive deterioration, decreased ability to perform the
activities of daily living and neuropsychiatric symptoms or behavioral changes. In the advanced stages of the disease,
deterioration of musculature and mobility may lead to inability to feed oneself, and eventually to the patient becoming
bedridden. Language becomes severely disorganized, and then is lost altogether. Patients are not able to perform even
simple tasks independently and require constant supervision. The cost of institutional care makers up nearly 70% of the
cost of the disease. Therefore, therapies which increase cognitive function and delay institutionalization are greatly
needed.

[0008] Nicotinic acetylcholine receptors (nAChR’s) are pentameric ligand-gated ion channels which are widely ex-
pressed through the central and peripheral nervous system. These channels are fast-desensitizing calcium channels
which, when open, increase the intracellular concentration of the Ca** ion. Although there are 12 individual receptors,
the most abundant nicotinic receptors in the brain are 042 and o.7. The 042 complex has been identified as the "high
affinity” nicotine site. The homo-pentameric o7 receptor selectively binds the natural product, a-bungarotoxin, which
has allowed its relatively facile localization and measurement. The o7 receptor is primarily expressed in the cortex,
hippocampus and subcortical limbic regions and commonly occurs pre-synaptically. The localization of a7 nAChRs in
areas involved with learning and memory has led to studies using both knockout mice and pharmacological manipulation.
It is involved in sensory gating, memory, and neuronal plasticity. Compounds which selectively bind to the o7 receptor
have been shown to improve learning and memory functions in normal and aged animals, reverse scopolamine-induced
memory deficits, reverse pharmacologically-induced gating deficits, and to possess some anxiolytic properties. The a7
receptor has also been shown to be involved in the reduction of inflammation via the vagus nerve.

[0009] Alzheimer’'s disease has been shown in several studies to be accompanied by a reduction in nicotinic receptors
in the cortex and hippocampus. Nicotine injections or nicotine skin patches have been reported to significantly improve
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attention, memory and learning in Alzheimer’s disease patients. While there is a progressive loss of nicotinic receptors
during the course of Alzheimer’s disease, the o7 neurons are relatively spared, compared to the more abundant o4
receptors. Recently, the administration of selective nicotinic o.7 agonists has been shown to increase cognitive functioning
in Alzheimer’s patients when dosed as long as 8 weeks.

[0010] The following references provide general reviews of the nicotinic receptor system and o.7 receptors and ligands:
Picciotto and Zoli, J. Neurobio. (2002) 53.:641-655; Brening, et al, Ann. Reports in Med. Chem. (2005) 40:3-16; Dani
and Bertrand, Ann. Rev. Pharm. Tox. (2007) 47:699-729; Olincy and Stevens, Biochem. Pharmacol. (2007)
74:11192-1201; Braad, et al, Drugs Future (2007) 32 (2):161-70; de Jonge and Ulloa, Brit. J. Pharmacol. (2007)
151:915-929; Romanelli, et al, ChemMedChem (2007) 2(6):746-767.

[0011] Ligands for the nicotinic o.7 receptor have been disclosed. See EP 452,101, EP 337,547, WO 2003/092580,
US patent application publication 2007004715, and C.J. Swain, et al., J. Med. Chem., (1992) 35:1019-1031:

[0012] The invention provides technical advantages, for example, the compounds are novel and are effective against
hepatitis C. Additionally, the compounds provide advantages for pharmaceutical uses, for example, with regard to one
or more of their mechanism of action, binding, inhibition efficacy, target selectivity, solubility, safety profiles, or bioavail-
ability.

DESCRIPTION OF THE INVENTION
[0013] The invention encompasses compounds formula I, including pharmaceutically acceptable salts, and composi-
tions thereof. Methods of treatment using these compounds are also disclosed. The compounds may be useful for the

treatment of various disorders of the central nervous system:

One aspect of the invention is a compound of formula |, or a sterecisomer thereof,

wherein:

R1 is selected from the group consisting of isoxazolyl, pyrazolyl, oxazolyl, thiazolyl, imidazolyl, oxadiazolyl,
thiadiazolyl, triazolyl, pyridinyl, pyrazinyl, pyridazinyl, pyrimidinyl, triazinyl, quinolinyl, isoquinolinyl, quinoxalinyl,
quinazolinyl, naphthyridinyl, indazolyl, indolyl, 2-indolonyl, benzisoxazolyl, benzoisothiazolyl, benzoxazolyl, ben-
zothiazolyl, benzimidazolyl, furopyridinyl, thienopyridinyl, thienopyrimidinyl, isothiazolopyridinyl, thiazolopyridi-
nyl, thiazolopyridinonyl thiazolopyrazinyl, thiazolopyrimidinyl, triazolopyridinyl, triazolopyrazinyl, pyrrolotriazinyl,
5,6-dihydrobenzo[h]quinazolinyl, 5H-chromeno[4,3-d]pyrimidinyl, 6,7-dihydro-5H-cyclopental[d]pyrimidinyl,
5,6,7,8-tetrahydroquinazolinyl, 7,8-dihydroquinazolin-5(6H)-onyl, and tetrahydrobenzothiazolyl, and is substi-
tuted with 0-3 substituents independently selected from the group consisting of Cy_salkyl, Cj scycloalkyl,
Cy_4haloalkyl, C4_salkoxy, C4_shaloalkoxy, C,_ ;cycloalkoxy, C,_salkylthio, phenoxy, benzyloxy, halo, hydroxy,
cyano, Cy_salkylsulfonyl, NRZR3, pyrrolidinonyl, methylenedioxy, furyl, thienyl, triazolyl, pyrimidinyl, naphthyl,
C,_4alkylamido, CONRZR3, pyridyl, phenyl, and benzyl, and where pyridyl, phenyl and benzyl are substituted
with 0-2 substituents independently selected from the group consisting of halo, C44alkyl, C44alkoxy,
Cy.4haloalkyl, C;_4haloalkoxy, and NR2R3;

R2is hydrogen, C_4alkyl, C4_shydroxyalkyl, or C,_4aminoalkyl;
R3 is hydrogen, C_4alkyl, C4_shydroxyalkyl, or C4_4aminoalkyl;

or Ry and R3 taken together with the nitrogen atom to which they are attached is axetidinyl, pyrfolidinyl, piperidinyl,
piperazinyl, N-(C_4alkyl)piperazinyl, morpholinyl, or homopiperidinyl;

or a pharmaceutically acceptably salt thereof.

[0014] Another aspect of the invention is stereoisomer of formula | according to formula la.
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Ho
N<R?

[0015] Another aspect of the invention is a compound of formula | or la where R is selected from the group consisting
of dimethylisoxazolyl, (methyl)(phenyl)isoxazolyl, methylpyrazolyl, dimethylpyrazolyl, thienylpyrazolyl, methoxyphe-
nylpyrazolyl, thiazolyl, bromothiazolyl, cyanothiazolyl, methylthiazolyl, dimethylthiazolyl, (methyl)(phenyl)thiazolyl, iso-
propylthiazolyl, butylthiazolyl, benzylthiazolyl, methoxyphenylmethylthiazolyl, phenylthiazolyl, chlorophenylthiazolyl,
methoxyphenylthiazolyl, (methoxyphenyl)(methyl)thiazolyl, pyridinylthiazolyl, (phenyl)(methyl)imidazolyl, methyloxadia-
zolyl, ethyloxadiazolyl, methylthiadiazolyl, fluorophenylthiadiazolyl, furylthiadiazolyl, (dimethylcarboxamido)(methyl)thi-
azolyl, (pyrrolidinylCO)thiazolyl, phenyltriazolyl, pyridinyl, bromopyridinyl, chloropyridinyl, (chloro)(fluoro)pyridinyl, (chlo-
ro)(methyl)pyridinyl, dichloropyridinyl, fluoropyridinyl, cyanopyridinyl, (cyano)(methyl)pyridinyl, (cyano)(dimethyl)pyridi-
nyl, methoxypyridinyl; (methylpyrrolidinyl)pyridinyl, phenylpyridinyl, methoxypyridinylpyridinyl, pyridazinyl, bromopyri-
dazinyl, chloropyridazinyl, methylpyridazinyl, methoxypyridazinyl, methylthiopyridazinyl, pyrrolidinylpyridazinyl, pyrrolid-
inonylpyridazinyl, phenylpyridazinyl, pyridinylpyridazinyl, methoxypyridinylpyridazinyl, pyrimidinyl, (bromo)(isopropy!)py-
rimidinyl, (bromo)(dimethyl)pyrimidinyl, (bromo)(cyclopropyl)pyrimidinyl, (bromo)(methoxy)pyrimidinyl, (bromo)(phe-
nyl)pyrimidinyl, (bromo)(pyridinyl)pyrimidinyl, chloropyrimidinyl, (chloro)(dimethyl)pyrimidinyl, (methyl)(methoxy)pyri-
midinyl, methylpyrimidinyl, ethylpyrimidinyl, (methyl)(phenyl)pyrimidinyl, dimethylpyrimidinyl, butylpyrimidinyl,
isopropylpyrimidinyl, cyclopropylpyrimidinyl, methoxypyrimidinyl, dimethoxypyrimidinyl, isopropoxypyrimidinyl, cy-
clopentoxypyrimidinyl, difluoromethoxypyrimidinyl, trifluoroethoxypyrimidinyl, phenoxypyrimidinyl, methylthiopyrimidinyl,
phenylpyrimidinyl, chlorophenylpyrimidinyl, methylphenylpyrimidinyl, methoxyphenylpyrimidinyl, (phenyl)(triazolyl)pyri-
midinyl, pyridinylpyrimidinyl, methoxypyridinylpyrimidinyl, methoxypyrimidinylpyrimidinyl, naphthylpyrimidinyl, pyrazinyl,
bromopyrazinyl, (bromo)(methoxy)pyrazinyl, chloropyrazinyl, methylpyrazinyl, dimethylpyrazinyl, butylpyrazinyl, cyano-
pyrazinyl, methoxypyrazinyl, isopropoxypyrazinyl, trifluoromethylpyrazinyl, and phenylpyrazinyl, and dimethyltriazinyl;
or a pharmaceutically acceptable salt thereof.

[0016] Another aspect of the invention is a compound of formula | or la where R1 is selected from the group consisting
of dimethylpyridinoisoxazolyl, benzoxazolyl, chlorobenzoxazolyl, fluorophenylbenzoxazolyl, ethylphenylbenzoxazolyl,
dimethylaminophenylbenzoxazolyl, pyridinylbenzoxazolyl, benzothiazolyl, acetamidobenzothiazolyl, bromobenzothia-
zolyl, chlorobenzothiazolyl, (chloro)(methyl)benzothiazolyl, (chloro)(methoxy)benzothiazolyl, fluorobenzothiazolyl, dif-
luorobenzothiazolyl, cyanobenzothiazolyl; methylbenzothiazolyl, dimethylbenzothiazolyl, (methyl)(methoxy)benzothia-
zolyl, ethylbenzothiazolyl, trifluoromethylbenzothiazolyl, hydroxybenzothiazolyl, methoxybenzothiazolyl, ethoxybenzo-
thiazolyl, isopropoxybenzothiazolyl, trifluoromethoxybenzothiazolyl, difluoromethoxybenzothiazolyl, dimethoxybenzothi-
azolyl, morpholinylbenzothiazolyl, (pyrrolidinylCO)benzothiazolyl, methylsulfonylbenzothiazolyl, chlorothiazolopyridinyl,
dimethylthiazolopyridinyl, benzyloxythiazolopyridinyl, difluoromethoxythiazolopyridinyl, benzotriazolyl, indolonyl, inda-
zolyl, bromoindazolyl, chloroindazolyl, fluoroindazolyl, (methyl)(methoxy)indazolyl methoxyindazolyl, trifluoromethylin-
dazolyl, trifluoromethoxyindazolyl, difluoromethoxyindazolyl, benzimidazolyl, fluorobenzimidazolyl, methylbenzimida-
zolyl, (methyl)(methoxy)benzimidazolyl, methoxybenzimidazolyl, tetrahydrobenzothiazolyl, furopyridinyl, dimethylfuro-
pyrimidinyl, thienopyrimidinyl, isopropylthienopyrimidinyl, dimethylthienopyrimidinyl, chlorotriazolopyridinyl, methyltria-
zolopyridinyl, trifluoromethyltriazolopyridinyl, methoxytriazolopyridinyl, triazolopyrazinyl, bromopyrrolotriazinyl, dimeth-
ylaminothiazolopyrimidinyl, thiazolopyazinyl, bromothiazolopyazinyl, methoxythiazolopyazinyl methythiothiazolopyazi-
nyl, methoxythiazolopyrimidinyl, (methyl)(methoxy)thiazolopyrimidinyl, quinolinyl, bromoquinolinyl, fluoroquinolinyl,
methylquinolinyl, (methyl)(methoxy)quinolinyl, isoquinolinyl, bromoisoquinolinyl, dichloroisoquinolinyl, methylisoquinoli-
nyl, dimethylisoquinolinyl, quinoxalinyl, chloroquinoxalinyl, methylquinoxalinyl, methoxyquinoxalinyl, quinazolinyl, bro-
mogquinazolinyl, naphthyridinyl, 5,6-dihydrobenzo[h]quinazolinyl, 5H-chromeno[4,3-d]pyrimidinyl, 6,7-dihydro-5H-cy-
clopenta[d]pyrimidinyl, 5,6,7,8-tetrahydroquinazolinyl, and 7,8-dihydroquinazolin-5(6H)-onyl; or a pharmaceutically ac-
ceptable salt thereof.

[0017] Another aspect of the invention is a compound of formula | or la where R1 is selected from the group consisting
of phenylthiazolyl, (chlor)(methyl)pyridinyl, (bromo)(phenyl)pyrimidinyl, methoxypyrimidinyl, difluoromethoxypyrimidinyl,
difluoroethoxypyrimidinyl, cyclopentoxypyrimidinyl, (methylphenyl)pyrimidinyl, (methoxyphenyl)pyrimidinyl,
bromopyrazinyl, chloropyrazinyl, methylthiopyrazinyl, methoxybenzothiazolyl, ethoxybenzothiazolyl, difluoromethoxy-
benzothiazolyl; thiazolopyridinonyl, trifluoromethylindazolyl, benzimidazolyl, isoquinoinyl, and quinazolinyl or a pharma-
ceutically acceptable salt thereof.

[0018] Another aspect of the invention is a compound or formula | or la where R' is selected from the group consisting
of thiazolyl, pyridinyl, pyridazinyl, pyrimidinyl, pyrazinyl, benzothiazolyl, thiazolopyridinyl, indazolyl, benzimidazolyl, iso-



10

15

20

25

30

35

40

45

50

55

EP 2 271 650 B1

quinoinyl, and quinazolinyl, and is substituted with 0-3 substituents independently selected from the group consisting of
Cq.4alkyl, C4scycloalkyl, Cq_shaloalkyl, C4_4alkoxy, C4_4haloalkoxy, C4 ;cycloalkoxy, C_salkylthio, phenoxy, benzyloxy,
halo, hydroxy, cyano, C4_4alkylsulfonyl, NR2R3, pyrrolidinonyl, methylenedioxy, furyl, thienyl, triazolyl, pyrimidinyl, naph-
thyl, C4_4alkylamido, CONRZR3, pyridyl, phenyl, and benzyl, and where pyridyl, phenyl and benzyl are substituted with
0-2 substituents independently selected from the group consisting of halo, C4 4alkyl, C4_salkoxy, C,_shaloalkyl,
C4_4haloalkoxy, and NRZ2R3; or a pharmaceutically aeceptable salt thereof.

[0019] Another aspect of the invention is a compound or formula | or la where R is selected from the group consisting
of pyridinyl, pyrimidinyl, pyrazinyl, thiazolopyridinyl, and isoquinoinyl, and is substituted with 0-3 substituents independ-
ently selected from the group consisting of C4_4alkyl, C3 ;cycloalkyl, C4_4haloalkyl, C4_4alkoxy, Cq_shaloalkoxy, Cs-
;seycloalkoxy, Cy_salkylthio, phenoxy, benzyloxy, halo, hydroxy, cyano, C4_salkylsulfonyl, NR2R3, pyrrolidinonyl, methyl-
enedioxy, furyl, thienyl, triazolyl, pyrimidinyl, naphthyl, C,_salkylamido, CONRZRS3, pyridyl, phenyl, and benzyl, and where
pyridyl, phenyl and benzyl are substituted with 0-2 substituents independently selected from the group consisting of
halo, C4_4alkyl, C4_4alkoxy, C4_4haloalkyl, C;_shaloalkoxy, and NRZ2R3; or a pharmaceutically acceptable salt thereof.
[0020] Another aspect of the invention is a compound or formula | or la where R is selected from the group consisting
of pyridinyl and isoquinoinyl, and is substituted with 0-3 substituents independently selected from the group consisting
of Cq_4alkyl, C3_;cycloalkyl, Cq_shaloalkyl, C4_4alkoxy, C4_4haloalkoxy, C3 ;cycloalkoxy, C4_4alkylthio, phenoxy, benzy-
loxy, halo, hydroxy, cyano, C,_salkylsulfonyl, NRZ2R3, pyrrolidinonyl, methylenedioxy, furyl, thienyl, triazolyl, pyrimidinyl,
naphthyl, C_salkylamido, CONRZ2R3, pyridyl, phenyl, and benzyl, and where pyridyl, phenyl and benzyl are substituted
with 0-2 substituents independently selected from the group consisting of halo, C4_4alkyl, C4_4alkoxy, C4_shaloalkyl,
C4_4haloalkoxy, and NRZ2R3; or a pharmaceutically acceptable salt thereof.

[0021] Another aspect of the invention is a compound selected from the group consisting of

and

or a pharmaceutically acceptable salt thereof.

[0022] Another aspect of the invention is a compound of formula | where R, is selected from the group consisting of
thiazole, thiadiazole, isoxazole, oxazole, pyrazole, imidazole, pyridine, pyrazine, pyridazine, pyrimidine, quinoline, iso-
quinoline, quinoxaline, indazole, indole, 2-indolone, benzothiazole, benzimidazole, benzoxazole, benzo(d)isothiazole,
benzisoxazole, isothiazolo-[5,4-b]pyridine, (1,2,4)-triazolo[1,5-a]pyridine, thiazolo[5,4-b]pyridine and tetrahydrobenzo-
thiazole in which each group is optionally substituted with one or two substituents selected from the group consisting of
C.4alkyl, C4_4alkoxy, halogen, hydroxy, cyano, trifluoromethyl, difluoromethyl, fluoromethyl, trifluoromethoxy, difluor-
omethoxy, C4_salkylsulfonyl, furyl, morpholino, methylenedioxy, pyridyl, C4_salkylphenyl, halophenyl, dimethylaminophe-
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nyl, C4_salkylamido, -CONR,R 3 in which R, and R; each are independently hydrogen, C4_jalkyl, hydroxy C,_salkyl, amino
Cq4alkyl or R, and Rj taken together with the atom to which they are attached are C3 gcycloalkyl; phenyl, substituted
phenyl, phenylmethyl, substituted phenylmethyl in which said substituted phenyl and substituted phenylmethyl are sub-
stituted with substituents independently selected from the group consisting of halogen, C4_4alkyl, C4_salkoxy, trifluor-
omethyl and trifluromethoxy; or a pharmaceutically acceptable salt thereof.

[0023] For a compound of formula | or |a, the scope of any instance of a variable substituent, including R, R2, and
R3, can be used independently with the scope of any other instance of a variable substituent. As such, the invention
includes combinations of the different aspects.

[0024] Unless specified otherwise, these terms have the following meanings. "Alkyl" means a straight or branched
alkyl group composed of 1 to 4 carbons. "Alkenyl" means a straight or branched alkyl group composed of 2 to 4 carbons
with at least one double bond. "Alkynyl" means a straight or branched alkyl group composed of 2 to 4 carbons with at
least one triple bond. "Cycloalkyl" means a monocyclic ring system composed of 3 to 7 carbons. "Haloalkyl" and
"haloalkoxy" include all halogenated isomers from monohalo to perhalo. Terms with a hydrocarbon moiety (e.g. alkoxy)
include straight and branched isomers for the hydrocarbon portion. Parenthetic and multiparenthetic terms are intended
to clarify bonding relationships to those skilled in the art. For example, aterm such as ((R)alkyl) means an alkyl substituent
further substituted with the substituent R.

[0025] The invention includes all pharmaceutically acceptable salt forms of the compounds. Pharmaceutically accept-
able salts are those in which the counter ions do not contribute significantly to the physiological activity or toxicity of the
compounds and as such function as pharmacological equivalents. These salts can be made according to common
organic techniques employing commercially available reagents. Some anionic salt forms include acetate, acistrate,
besylate, bromide, chloride, citrate, fumarate, glucouronate, hydrobromide, hydrochloride, hydroiodide, iodide, lactate,
maleate, mesylate, nitrate, pamoate, phosphate, succinate, sulfate, tartrate, tosylate, and xinofoate. Some cationic salt
forms include ammonium, aluminium, benzathine, bismuth, calcium, choline, diethylamine, diethanolamine, lithium,
magnesium, meglumine, 4-phenylcyclohexylamine, piperazine, potassium, sodium, tromethamine, and zinc.

[0026] Some ofthe compounds of the invention exist in stereoisomeric forms. The invention includes all stereocisomeric
forms of the compounds including enantiomers and diastereromers. Methods of making and separating stereoisomers
are known in the art.

[0027] The invention includes all tautomeric forms of the compound. An example of a tautomeric pair is shown below.

oA, N
o -

Synthetic Methods

[0028] The compounds may be made by methods known in the art including those described below and including
variations within the skill of the art. Some reagents and intermediates are known in the art. Other reagents and interme-
diates can be made by methods known in the art using readily available materials. The variable (e.g. numbered "R"
substituents) used to describe the synthesis of the compounds are intended only to illustrate how to make the compounds
and are not to be confused with variables used in the claims or in other sections of the specification. The following
methods are for illustrative purposes.

[0029] Some of the compounds may be prepared using the reactions and techniques described in this section. The
reactions are performed in solvents appropriate to the reagents and materials employed and are suitable for the trans-
formations being effected. It is understood by one skilled in the art of organic synthesis that the functionality present on
various portions of the molecule must be compatible with the reagents and reactions proposed. Such restrictions to the
substituents which are compatible with the reaction conditions will be readily apparent to one skilled in the art and
alternate methods must then be used.

[0030] Abbreviations used in the schemes generally follow conventions used in the art. Chemical abbreviations used
in the specification and examples are defined as follows: "NaHMDS" for sodium bis(trimethylsilyl)amide, "DMF" for N,N-
dimethylformamide; "MeOH" for methanol; "NBS" for N-bromosuccinimide; "Ar" for aryl; "TFA" for trifluoroacetic acid;
"LAH" for lithium aluminium hydride; "BOC", "DMSQ" for dimethylsulfoxide; "h" for hours; "rt" for room temperature or
retention time (context will dictate); "min" for minutes; "EtOAc" for ethyl acetate; "THF" for tetrahydrofuran; "EDTA" for
ethylenediaminetetraacetic acid, "Et,O" for diethyl ether; "DMAP" for 4-dimethylaminopyridine; "DCE" for 1,2-dichlo-
roethane; "ACN" for acetonitrile; "DME" for 1,2-dimethoxyethane; "HOBt" for 1-hydroxybenzotriazole hydrate; "DIEA"
for diisopropylethylamine, "Nf" for CF5(CF5)3SO,-; and "TMOF" for trimethylorthformate.

[0031] Abbreviations as used herein, are defined as follows: "1 x" for once, "2 x" for twice, "3 x" for thrice, "°C" for
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degrees Celsius, "eq" for equivalent or equivalents, "g" for gram or grams, "mg" for milligram or milligrams, "L" for liter
or liters, "mL" for milliliter or milliliters, "wL" for microliter or microliters, "N" for normal, "M" for molar, "mmol" for millimole
or millimoles, "min" for minute or minutes, "h" for hour or hours, "rt" for room temperature, "RT" for retention time, "atm"
foratmosphere, "psi" for pounds per square inch, "conc." for concentrate, "sat" or "sat’'d " for saturated, "MW" for molecular
weight, "mp" for melting point, "ee" for enantiomeric excess, "MS" or "Mass Spec" for mass spectrometry, "ESI" for
electrospray ionization mass spectroscopy, "HR" for high resolution, "HRMS" for high resolution mass spectrometry,
"LCMS" for liquid chromatography mass spectrometry, "HPLC" for high pressure liquid chromatography, "RP HPLC" for
reverse phase HPLC, "TLC" or "tIc" for thin layer chromatography, "NMR" for nuclear magnetic resonance spectroscopy,
"1H" for proton, "8" for delta, "s" for singlet, "d" for doublet, "t" for triplet, "q" for quartet, "m" for multiplet, "br" for broad,
"Hz" for hertz, and "o, "B", "R", "S", "E", and "Z" are stereochemical designations familiar to one skilled in the art.

‘Scheme 1.

v

.v"v

[0032] Compounds of Formula | are prepared as illustrated in Reaction Scheme 1. The ketone of Formula Il (3-
quinuclidone) is known, is commercially available, or may be prepared by methods known to those skilled in the art. The
ketone can be converted to the corresponding cyanohydrin of Formula IV by reaction with sodium or potassium cyanide
plus an acid. The compound of Formula IV can be reduced two the corresponding amino-methyl compound (borane
complex) of Formula V by reaction with borane/tetrahydrofuran complex.

[0033] The compound of Formula V can be reacted with heteroaryl isothiocyanates directly in an inert solvent to give
the thioureas of Formula VI. Alternatively, the heteroarylamine can be reacted with thiocarbonyl-diimidazole to give an
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activated species which can be used without isolation to convert the compound of Formula V to the compound of Formula
VI. The heteroarylamine may be prepared by methods known to those skilled in the art.

[0034] The thiourea of Formula VI can be cyclized using, for example, di-isopropy! carbodiimide to give the oxazoline
of Formula VIl which may be deprotected via treatment with acid to give the racemic final product of the compound of
Formula |I. The compound of Formula | may be resolved into pure enantiomer compounds of Formula la and Formula
Ib by means known in the art, for example, via chiral chromatography.

Scheme 2.

/. pn cezct /| pH o
xS TCHMNHp = cnznuﬁko
H ) h . o

T - . ~B;
H
‘HI \-H ) H‘H’ \H

v v

. _ Ry-NCS L .
Nt CHoNHG ' CF i T"CHaNH—L= NH-R,
‘CIH _ base ) ) ) N
Xt - Vi

[0035] Alternatively, the free amino group of the quinuclidine of Formula V can be blocked with, for example, car-
bobenzyloxy-chloride ("CBZ-CI") to give the compound of Formula VI, as illustrated in Reaction Scheme 2.

[0036] The racemic compound of Formula VIl can be resolved into its enantiomers, Formula IX and Formula X by,
for example, chiral-chromatography. Either the compound of Formula IX or Formula X, and preferably the compound of
Formula X, can then be carried on as shown in Reaction Schema 2.

[0037] The borane group in the compound of Formula X can be removed, for example, by treatment with dilute
hydrochloric acid, and the carbobenzyloxy group can be removed, for example, by catalytic hydrogenation to give the
chiral quinuclidine amine of Formula XI. Similarly to Reaction Scheme 1, the amine salt of Formula XI can be reacted
with isothiocyanates to give the thiourea of Formula Vla, which can then be reacted with dialkyl carbodiimides or mixed
thioureas (as from reaction with thiocarbonyl diimidazole) to give the chiral oxazoline quinuclidine compounds of Formula
la, and its tautomer, Formula lla.

Scheme 2a.

CH,NH,  HCI - y . ) .
N*. 22 . : . N -
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[0038] Alternatively, the borane group of V may be removed with hydrochloric acid to give dihydrochloride salt XIl,
which can be reacted in the presence of base with an isothiocyanate to give intermediate thiourea XIII, which can then
be cyclized as in Reaction Schemes 1-2 to give |. XIl may also be prepared by other methods, as referenced in US
Patent #5,137,895 (8/11/1992).

Scheme 3.
€S,, NaOH P ly =
; " CHsNH5CI =
RyNHp = By~ # [N s e ‘
- : b . .
: © CHgl \gime eh » D
' XV Xi

[0039] Additionally, the (hetero)aromatic amines may be reacted with carbon disulfide, sodium hydroxide, and methyl
iodide to give intermediate dimethyl carbonimidodithioates XIV. These are reacted with dihydrochloride Xl in the presence
of base to eliminate two moles of methanethiol and generate desired products la directly.

Biological methods
[0040]

1) 0.7 Nicotinic Acetycholine Receptor Binding. Membranes were prepared for binding using HEK293 cells stably
expressing the rat 0.7 nicotinic acetycholine receptor (rat o.7 nAChR). Cells were homogenized at 4°C in hypotonic
lysis buffer consisting of 10 mM Tris (pH 7.4), 5 mM EDTA and protease inhibitors and centrifuged at 32000 xg for
20 minutes. The pellet was washed once in membrane wash buffer consisting of 50 mM Tris (pH 7.4), 1 mM EDTA
and protease inhibitors and centrifuged at 32000 xg for 20 minutes. This pellet was then resuspended in assay
buffer consisting 50 mM KH,PO, (pH 7.4 at25°C), 1 mM EDTA, 0.005 % Triton-X 100 and 0.1% (v/v) Sigma Protease
Inhibitor Cocktail. Aliquots were then frozen in dry ice/ethanol and kept at -80°C until the day of the assay.

) A Ca?* -Sensitive, Fluorescence-Based Assay o-7 for Nicotinic Acetylcholine Receptor Channel Function In
Mammalian Cells ("FLIPR"). Summary: Lead compounds are evaluated for agonist activity at a-7, a3p4, adafi2,
and a1B131¢ sub-types of nicotinic ACh receptor ion channels expressed in mammalian HEK 293 cells. Agonist
potency and efficacy values are determined from kinetic fluorescence Ca2* influx measurements made using a 384
well FLIPR (Fluorescence Image Plate Reader). The utility of fluorescent indicators for measuring changes in intra-
cellular divalent cation concentrations, particularly Ca2*, for drug discovery endeavors is well documented (Rudiger,
R., et al., Nature Reviews, 2003, 4:579-586; Gonzalez J.E., et al., Receptors and Channels, 2002, 8:283-295). In
this assay, channel expressing HEK cell lines seeded in 384 well assay plates are loaded with a membrane permeant
fluorescent Ca2* indicator dye, whose 510 nm green emission signal increases in response to elevation of intracellular
Ca2* concentration. The basal fluorescence from the cells is monitored in real time, followed by the acute addition
of test compounds. If the compound is an agonist at any of the non-selective cation channels, the latter open and
allow the movement of extracellular Ca2* ions into the cell cytoplasm, where they bind to the Ca2* indicator dye,
and produce an increase in fluorescence output signal, which is detected by a cooled CCD imaging camera.
Materials and Methods: Reagents: The acetomethoxy (AM) ester of the Ca2* indicator dye Fluo-4 was obtained
from InVitrogen, (Carlsbad, CA). Acetylcholine and all buffer constituents were purchased from Sigma Chemical
Company, St. Louis, MO. G418 and Minimal Essential Medium were purchased from InVitrogen Life Technologies,
Carlsbad, CA. Fetal bovine serum was purchased from (In Vitrogen, Carlsbad, CA).

Cell Culture: HEK-293 cells were grown in Minimal Essential Medium containing 10% (v/v) fetal bovine serum at
37° Cina 5% CO, incubator. HEK-293 cells stably expressing the ion channels were grown in the same medium
with the addition of 500 wg/ml G418.

Ca?* flux assays of Ca?* channels expressed in HEK-293 cells: HEK-293 cells expressing the ion channels of
interest were plated in 384 well, black-walled, clear-bottomed, poly-D-lysine coated plates at a density of ~20,000
cells/well in 20 wl of Minimal Essential Medium containing 10% (v/v) fetal bovine serum and incubated for 2 days
at 29° C in a 5% CO, incubator. Prior to assay, cells were loaded with the Fluo-4 AM ester. Cell loading was
accomplished by removing the culture medium and replacing it with 30 wl/well of the AM ester of the dye (5 uM)
mixed with Hanks Balanced Salt Solution (#14175-095) containing 20mM HEPES, 2.5mM probenecid, 0.5mM CaCl,,
1mM MgCI2 and 10uM atropine. Dye loading was allowed to proceed for 90 minutes at room temperature at which
time the dye loading solution was removed and replaced with 40 pl/well of Hanks buffer. Cells loaded with dye were
loaded onto a FLIPR384 (Molecular Devices, Sunnyvale, CA). Fluo-4 dye was excited using the 488 nm line of an
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argon laser. Emission was filtered using a 540 +/- 30 nm bandpass filter. For evaluation of the effects of test
compounds using the Ca2* flux assay, compounds to be tested were provided in assay ready plates. For nicotinic
receptor ion channel expressing cells, the assay was initiated by the addition of 20 wl/well of Hanks buffer containing
test compounds. For all assays, data were collected at 1 Hz for 10 seconds (baseline), at which time the compound
containing stimulus buffers are added, and further measurements collected at 0.33Hz for 3 min.

Data Analysis: The statistical robustness of the nicotinic receptor Ca2* flux assays is determined from blanks and
totals wells. The totals wells define maximal channel activation for each compound test plate (Maximum efficacious
dose of acetylcholine), and the blanks wells which contain matched DMSO only, define zero channel activation. The
raw fluorescence units data files generated on the FLIPR plate reader are automatically exported and processed
by in-house data analysis tools. The reduced percent activation data for each concentration of test compound are
fit using MathlQ fitting engine (ID Business Solutions Limited, Survey, UK). Data were analyzed by fitting maximum
amplitudes of change in fluorescence, for Ca2* flux for a given condition of test compound. Potencies (ECs, values)
of compounds are calculated from the average of three assay wells from a twenty point CRC. Test compound efficacy
values (Ymax values) are expressed relative to a maximal response to acetylcholine in the total wells.

Ill) Fos quantification assay: Male Wistar rats are treated with drug (1-10 mg/kg) or vehicle (2 ml/kg, sc). Two hours
after treatments, the rats are rapidly decapitated and discrete brain regions of interest are isolated on ice and weighed
and flash frozen with liquid nitrogen and stored at -80 deg. C. Further processing of the brain tissue for nuclear
extracts as well as for Fos quantification are in accordance with the protocol prescribed by a commercially available
ELISA-based chemiluminiscence detection kit (catalog #89,860, EZ-detect c-Fos Trans kit, Pierce Biotechnology
Inc., Rockford, IL).

1V) MK-801 Disrupted Set-Shift Assay in rats: This assay uses a modification of the protocol described by Stefani
et al. (Behavioral Neuroscience, 2003, 117: 728-737). Test compounds are assessed for their ability to reverse an
MK-801-induced performance deficit (0.03 mg/kg, i.p., single dose) in this assay.

[0041] The activity of specific compounds described herein and tested in the above assay (ll) is provided in Table 1.

Table 1.

H
N~ Ry

\

Example Number FLIPR a7-HI (EC5g, nM) FLIPR a7-HI (ECgg, NM)
1 +++
1a +
1b B +++

10
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

2 ++
2a +
2b ++

3 3840 +

4 +++
4a +
4b 230 ++

5 ++

11
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

5a +
5b 4+
6 ++

6a 4340 +
6b FR
7 ++

7a +
7b e+

12
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(continued)

Example Number FLIPR a7-HI (ECsp, M) | FLIPR a.7-HI (ECgg, NM)
8 ++
8a 120 ++
8b +
9 ++
9a 7315 +
9b +++
10 ++
10a ++
10b "
11 ++

13
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

11b 213 ++
12 ++
12a ++
12b +

13 +++
13a ++
13b ot
14 ++
14b ++
15 ++

14
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(continued)

Example Number Ry FLIPR a7-HI (ECsp, M) | FLIPR a.7-HI (ECgg, NM)
15a 6345 +
15b ++
16 ++

o

16a 3gﬂ~g' 3174 +

N\

0
16b ﬁgl*s +
17 ++
18 3930 +
19 ++
20 ++
20a ++

15
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

20b 318 ++
21 +++
22 ++
23 +++
24 +++
25 510 ++
26 +++
27 +++
28 4010 +

16
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

29 ++
30 ++
31 ++
32 ++
34 +
35 4035 +
36 ++
37 +
38 +++
39 +++
40 +++

17
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

41 +++
42 +++
43 .
44 ++
45 ++
46 2000 +
47 +++
48 790 ++

18
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

49

3330

50

+++

51

NTP

52

325

++

53

54

55

56

57

3900

19
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

58

59

4240

60

2550

61

++

62

63

2600

64

+++

65

66

360

++

20
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

67

68

70

++

71

72

73

7550

74

+++

75

76

++

77

355

++

78

81

NTP

21
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

82 NTb
83 240 ++
85 +

86 +

87 +++
88 ++
89 +++
90 130 ++
91 ++
92 +++
93 ++

22
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

94 +++
95 ++
96 +
97 ++
98 +
99 ++
100 -
101 ++
102 -
103 280 ++
104 ++

23
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

105 ++
106 ++
107 ++
108 NTP
109 ++
110 450 ++
111 ++
112 +++
113 +++
114 ++

24
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(continued)

Example Number Ry FLIPR 07-HI (ECsp, nM) | FLIPR a7-HI (ECg4, nM)
_'N:
N
115 1 +
.NJN\' '0\
116 [ +
YA
NTSN
117 2I J ++
N
»
118 A A +
YW 0
f "j/°\
119 A it
C'e
120 875 ++
121 +
122 ot
123 +
124 +
125 17 +t
126 ot
127 +

25
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(continued)

Example Number R4 FLIPR a.7-HI (EC5y, nM) FLIPR a7-HI (EC5q, nM)
128 ot
129 ++
130 ++
131 +
132 ++
133 o+t
134 ot
135 ot
136 ot
137 137 ++
138 +
139 16 +++

26
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(continued)

Example Number R4 FLIPR a.7-HI (EC5y, nM) FLIPR a7-HI (EC5q, nM)
140 ++
141 4 +++
142 ++
143 ++
144 +++
145 +
146 ++
147 ++
148 +
149 17 +++
150 ++
151 ++
152 233 ++

27
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(continued)

Example Number

R FLIPR o7-HI (EC5o, M)

FLIPR a.7-HI (ECgq, nM)

153 -
154 +
155 r
156 .
157 -
158 135 ++
159 +++
160 +
161 +
162 +
163 e

28
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(continued)

Example Number R4 FLIPR a.7-HI (EC5y, nM) FLIPR a7-HI (EC5q, nM)
164 ++
165 13 +++
166 11 +++
167 +
168 o+t
169 +
170 ot
171 Tt
172 ++
173 ++
174 245 ++

29
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

175 ++
176 ++
177 +++
178 17 +++
179 ++
180 ++
181 13 +++
182 ++
183 ++
184 +

30
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

185 +
186 ++
187 424 ++
188 +
189 ++
190 +
191 Tt
192 ++
193 17 +++
194 18 +++
195 +

31
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

196 13 +++
197 +
198 15 +++
199 +

200 +
201 ot
202 16 +++
203 ot
204 ++
205 ++
206 +

32




10

15

20

25

30

35

40

45

50

55

EP 2 271 650 B1

(continued)

Example Number R4 FLIPR a.7-HI (EC5y, nM) FLIPR a7-HI (EC5q, nM)
207 ++
208 +
209 +++
210 9 +++
211 ++
212 +
213 9 +++
214 o+t
215 +
216 +
217 +

33




10

15

20

25

30

35

40

45

50

55

EP 2 271 650 B1

(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

218 285 ++
219 +

220 -
221 +
222 o+
223 +
224 +
225 s
226 +Ht
227 +
228 +Ht

34
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

229 +++
230 T
231 ++
232 ++
233 +++
234 ot
235 +

236 +

237 +++
238 16 +++

35
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

239 15 +++
240 ++
241 +

242 ++
243 +

244 +++
245 +++
246 +++
247 ++

36
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

248 .
249 +

250 +++
251 et
252 +++
253 +++
254 ++
255 +++
256 +++
257 +++
258 +

259 ,4§ ! +

)A‘~cH3_’:w

N ’
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

260 +
261 4+
262 +

263 4
264 +
265 +++
266 "/2—3\/ +

S <

267 4+
268 4+
269 +

270 e+
271 4+
272 4+

38
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

273 N
274 +

275 ++
276 -
277 o+
278 HHt
279 -
280

281 +++
282 -
283 .

39
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(continued)

Example Number

FLIPR a.7-HI (ECgy, nM)

FLIPR a.7-HI (ECgq, nM)

284 +t
285 -
286 -
287 "
288 o
289 FRT
290 -
291 -
292 -
293 o
294 -
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(continued)

Example Number R FLIPR 07-HI (ECgg, nM) | FLIPR a7-HI (ECgp, nM)

295 ++

@ Activity based on ECgi nM values:
+++ = <100nM

++ =100 - 1000 nM

+=1000 - 100000 nM

bNT = Not tested

NA = Not active (> 1000000 nM)

Pharmaceutical Compositions and Methods of Treatment

[0042] Compounds of formula | bind to alpha 7 and can be useful in treating affective disorders and neurodegenerative
disorders. Therefore, another aspect of the invention is a composition comprising a compound of formula |, or a phar-
maceutically acceptable salt thereof, and a pharmaceutically acceptable carrier.

[0043] Another aspect of the invention is the use of a compound of formula | in the manufacture of a medicament for
the treatment of affective disorders or neurodegenerative disorders.

[0044] Another aspect of the invention is the use of a compound of formula | in the manufacture of a medicament for
the treatment of schizophrenia or Alzheimer’s Disease.

[0045] Another aspect of the disclosure is a method of treating affective disorders or neurodegenerative disorders
comprising administering to a patient a therapeutically effective amount of a compound of formula |.

[0046] Another aspect of the disclosure is a method of treating schizophrenia or Alzheimer’s Disease comprising
comprising administering to a patient a therapeutically effective amount of a compound of formula |.

[0047] Another aspect of the disclosure is a method of treating schizophrenia comprising administering to a patient a
therapeutically effective amount of a compound of formula I.

[0048] Another aspect of the disclosure is a method of treating Alzheimer’s Disease comprising comprising adminis-
tering to a patient a therapeutically effective amount of a compound of formula I.

[0049] "Patient" means a person suitable for therapy as understood by practitioners in the field of affective disorders
and neurodegenerative disorders.

[0050] “Treatment," "therapy," and related terms are used as understood by practitioners in the field of affective
disorders and neurodegenerative disorders.

[0051] The compounds of this invention are generally given as pharmaceutical compositions comprised of a thera-
peutically effective amount of a compound or its pharmaceutically acceptable salt and a pharmaceutically acceptable
carrier and may contain conventional excipients. Pharmaceutically acceptable carriers are those conventionally known
carriers having acceptable safety profiles. Compositions encompass all common solid and liquid forms including for
example capsules, tablets, losenges, and powders as well as liquid suspension, syrups, elixers, and solutions. Compo-
sitions are made using common formulation techniques, and conventional excipients (such as binding and wetting
agents) and vehicles (such as water and alcohols) are generally used for compositions. See, for example, Remington’s
Pharmaceutical Sciences, Mack Publishing Company, Easton, PA, 17th edition, 1985.

[0052] Solid compositions are normally formulated in dosage units and compositions providing from about 1 to 1000
mg of the active ingredient per dose are preferred. Some examples of dosages are 1 mg, 10 mg, 100 mg, 250 mg, 500
mg, and 1000 mg. Generally, other agents will be present in a unit range similar to agents of that class used clinically.
Typically, this is 0.25-1000 mg/unit.

[0053] Liquid compositions are usually in dosage unitranges. Generally, the liquid composition will be in a unit dosage
range of 1-100 mg/mL. Some examples of dosages are 1 mg/mL, 10 mg/mL, 25 mg/mL, 50 mg/mL, and 100 mg/mL.
Generally, other agents will be present in a unit range similar to agents of that class used clinically. Typically, this is
1-100 mg/mL.

[0054] The disclosure encompasses all conventional modes of administration; oral and parenteral methods are pre-
ferred. Generally, the dosing regimen will be similar to other agents used clinically. Typically, the daily dose will be 1-100
mg/kg body weight daily. Generally, more compound is required orally and less parenterally. The specific dosing regime,
however, will be determined by a physician using sound medical judgement.
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DESCRIPTION OF SPECIFIC EMBODIMENTS

[0055] 'H-NMR spectra were run on a Bruker 500, 400, or 300 MHz instrument and chemical shifts were reported in
ppm (3) with reference to tetramethylsilane (6=0.0). All evaporations were carried out under reduced pressure. Unless
otherwise stated, LC/MS analyses were carried out on a Shimadzu instrument using a Phenomenex-Luna 4.6x50mm
S 10 reverse phase column employing a flow rate of 4 mL/min using a 0.1% TFA in methanol/water gradient [0-100%
in 3 min, with 4 min run time] and a UV detector set at 220 nm or Gemini C18 4.6x50mm 5u reverse phase column
employing a flow rate of mL/min using a 10 mM ammonium acetate acetonitrile/water gradient [5-95% in 3 min, with 4
min run time] and a UV detector set at 220 nm (negative-ion mass spectrometry). Unless otherwise stated, purification
could be done by preparative C-18 column employing gradients of methanol-water containing 0.1% of trifluoroacetic
acid (TFA), and using a Shimadzu High Performance Liquid Preparative Chromatographic System employingan XTERRA
30x100 mm S5 column at 40 mL/min flow rate with a 12 min gradient.

EXAMPLE 1
N-(benzo[d]thiazol-2-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2.2]octan]-2-amine

[0056]

Step A: N-(Benzo[d]thiazol-2-yl)- 1H-imidazole-1-carbothioamide

[0057]

[0058] To benzo[d]thiazol-2-amine (20 g, 133 mmol) in acetonitrile (300 mL) was added 1,1’-thiocarbonyldiimidazole
(30.8 g, 173 mmol). The reaction was stirred at 50 °C for 24 hours. The reaction was cooled to room temperature and
the precipitate was filtered and washed with acetonitrile (2 x 50 mL). The yellow powder was dried in a vacuum oven
(40°C) for 2 hours. The product, N-(benzo[d]thiazol-2-y!)-1H-imidazole-1-carbothioamide (28.9 mg, 11 mmol), was taken
directly to the next step without any further purification.

Step B: (3-((3-Benzo[d]thiazol-2-ylthioureido)methyl)-3-hydroxy-1-ammoniobicyclo[2. 2. 2]Joctan-1-yl)trihydroborate

[0059]

[0060] To N-(benzo[d]thiazol-2-yl)-H-imidazole-1-carbothioamide (9.2 g, 35 mmol) in N,N-dimethylformamide (100
mL) was added (3-(aminomethyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (6.0 g, 35 mmol) which
was synthesized according to Swain C.J., et. al., J. Med. Chem., 35:1019-1031 (1992). The reaction was stirred at 65
°C for 15 hours. The reaction was cooled and concentrated to yield the crude product. The crude material was purified
via flash chromatography (50-100% ethyl acetate/hexanes) yielding the first spot/fractions detected by TLC as the
product. The fractions were combined and concentrated to yield (3-((3-benzo[d]thiazol-2-ylthioureido)methyl)-3-hydroxy-
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1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (10.6 g, 29.1 mmol, 83 % yield) as an off-white powder. TH NMR (500
MHz, DMSO-dg) 5 ppm 11.88 (s, 1H), 10.30 (s, 1 H), 7.94 (d, J=7.63 Hz, 1 H), 7.557.74 (m, 1 H), 7.37 - 7.53 (m, J=7.32,
7.32Hz, 1 H),7.16 - 7.37 (m, J=7.63, 7.63 Hz, 1 H), 5.39 (s, 1 H), 3.85 (d, 2 H), 2.65-3.08 (m, 6 H), 1.99-2.22 (m, 1
H), 1.79-1.97 (m, 2 H), 1.66 - 1.79 (m, 1 H), 1.08 - 1.63 (m, 4 H). MS (LC/MS) R.T. = 3.40; [M+H]* = 363.1
Step C. (2-(Benzo[d]thiazol-2-ylamino)-4H-1"-ammoniospirofoxazole-5,3’-bicyclo[2.2. 2Joctane]-1’-yl)trihydroborate

[0061]

[0062] To (3-((3-benzo[d]thiazol-2-ylthioureido)methyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate
(10.6 g, 29.1 mmol) in N,N-dimethylformamide (100 mL) was added N,N’-diisopropylcarbodiimide (11.4 mL, 72.8 mmol).
The reaction was stirred at 70 °C for 4 hours. The reaction was concentrated to yield a crude residue. A small amount
of ethyl acetate (20 mL) was added and the suspension was sonicated. The solids were filtered and washed with small
portions of ethyl acetate (2 x 10 mL). The solids were dried in a vacuum oven (80 °C) to yield (2-(benzo[d]thiazol-2-
ylamino)-4H-1’-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1’-yl)trihydroborate (6.83 g, 20.8 mmol, 72 % yield) as
a white powder. TH NMR (500 MHz, DMSO-dg) & ppm 9.09 (br. s., 1 H) 7.81 (d, J=7.63 Hz, 1 H) 7.63 (d, J=7.93 Hz, 1
H)7.30-7.40 (m, 1H) 7.15-7.24 (m, 1 H) 3.88(d, J=10.38 Hz, 1 H) 3.77 (d, J=10.38 Hz, 1 H) 3.25- 3.37 (m, 1 H) 3.17
(dd, J=14.95, 1.83 Hz, 1 H) 2.99-3.10(m, 1 H) 2.79-2.98 (m, 3 H) 2.27 (br.s., 1 H)1.98-2.11 (m, 1 H) 1.71- 1.88 (m,
3 H)1.45(br. s, 3H). MS (LC/MS) R.T. = 2.44; [M+H-BH,]*=315.1.

Step D: N-(Benzo[d]thiazol-2-yl)-4H-1’-azaspiro[oxazole-5,3"-bicyclo[2.2. 2]octan]-2-amine

[0063]

[0064] To (2-(benzo[d]thiazol-2-ylamino)-4H-1-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octanc]-1’-yl)trihydroborate
(6.6 g, 20.1 mmol) in acetone (9 mL) was added 3M HCI (50.3 mL, 151 mmol). The reaction was stirred at room
temperature for 4 hours. The reaction was complete by TLC (lower spot). Ethyl acetate was added and the aqueous
layer was then separated. The aqueous layer was neutralized with 1N sodium hydroxide. The product was extracted
with ethyl acetate (2 x 150 mL). The organics were combined, dried with magnesium sulfate, filtered, and concentrated
in vacuo to afford a white powder. A small amount of ethyl acetate (20 mL) was added to the powder. The solids were
sonicated and filtered to yield racemic N-(benzo[d]thiazol-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine
(5.13 g, 16.3 mmol, 81 % yield) as a white powder. TH NMR (500 MHz, DMSO-dg) 6 ppm 9.02 (br. s., 1 H) 7.79 (d,
J=7.02Hz,1H)7.62 (d, J=7.63 Hz, 1H)7.29-7.38(m, 1H) 7.15-7.22 (m, 1 H) 3.90 (d, J=10.07 Hz, 1 H) 3.65 (d,
J=10.07 Hz, 1 H) 2.98 - 3.10 (m, 2 H) 2.73 - 2.88 (m, 2 H) 2.67 (t, J=7.78 Hz, 2 H) 2.07 (br. s., 1 H) 1.93 (br. s., 1 H)
1.42-1.67 (m, 3H). MS (LC/MS) R.T. =1.15; [M+H]* = 315.3.

[0065] The enantiomers were separated using a Chiralpak AD-H (3x25 cm, 5 uM) column with a mobile phase consisting
of CO,/(methanol/ACN/DEA =70/30/0.1 (v/viv)) = 77/23. The wavelength was set at 300 nM. The separated peaks were
concentrated in vacuo to yield white powders. The first peak off the column was (S)-N-(benzo[d]thiazol-2-yl)-4H-1"-
azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine (1.45 g, 4.61 mmol, 29.4 % yield), (1a; S-isomer): TH NMR (400 MHz,
DMSO-dg) 6 ppm 9.03 (br.s., 1 H) 7.78 (d, J=7.05Hz, 1 H) 7.61(d, J=7.55 Hz, 1 H) 7.27 - 7.37 (m, 1 H) 7.11 - 7.23 (m,
1 H) 3.89 (d, J=10.07 Hz, 1 H) 3.64 (d, J=10.07 Hz, 1 H) 2.96 - 3.09 (m, 2 H) 2.71-2.88 (m, 2 H) 2.66 (t, J=7.81 Hz, 2
H)2.02-2.11(m, 1H)1.85-1.97 (m, 1H) 1.41-1.65(m, 3H). MS (LC/MS) R.T. = 1.15; [M+H]* = 315.3. Optical rotation
(1.23 mg/mL, DMSO) = +5.20°. The second peak was (R)-N-(benzo[d]thiazol-2-yl)-4H-1"-azaspiro[oxazole-5,3-bicyc-
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[o[2.2.2]octan]-2-amine (1.21 g, 3.85 mmol, 24.5% yield). (1b; R-isomer): TH NMR (500 MHz, DMSO-dg) 6 ppm 9.02 (br.
s, 1H)7.79(d, J=7.32Hz,1H) 7.62 (d, J=7.63Hz, 1 H) 7.33 (t, J/=7.63 Hz, 1 H) 7.18 (t, J=7.48 Hz, 1H) 3.90 (d, J=10.07
Hz, 1 H) 3.65 (d, J=10.07 Hz, 1 H) 2.98 - 3.10 (m, 2 H) 2.73 - 2.87 (m, 2 H) 2.67 (t, J=7.63 Hz, 2 H) 2.08 (br. s., 1 H)
1.93 (br,s., 1H)1.421.67 (m,3H). MS (LC/MS)R.T. =1.15; [M+H]*= 315.3; Optical rotation (3.9 mg/mL, DMSQO) =-3.92°.
EXAMPLE 2
N-(5-Methoxythiazolo[5,4-bjpyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2. 2]octan]-2-amine

[0066]

Step A: 5-Methoxythiazolo[5,4-b]pyridin-2-amine

[0067]

[0068] In a500ml, 3-neck flask equipped with a mechanical stirrer, dropping funnel and thermometer, acetic acid (100
mL) was added and cooled in an ice bath. Potassium thiocyanate (40 g, 412 mmol) and 6-methoxypyridin-3-amine (6.2
g,49.9 mmol) were added to the reaction mixture. Thereactionwas cooled in anice-salt bath until the reactiontemperature
reached <0 °C. A solution of bromine (8 mL, 156 mmol) in acetic acid (30.0 mL) was addeddro pwise over 2 hours at a
rate that maintained the reaction temperature <0 °C. Mechanical stirring was require. After the addition was complete,
the mixture was left to stir and allowed to slowly warm to room temperature overnight. Water (30 mL) was then added
and the mixture was heated to 85 °C in an oil bath. This mixture was then filtered while still hot. The orange filter cake
was returned to the reaction flask, and an additional 50 ml acetic acid was added. The mixture was heated again to 85
°C, and then filtered while still hot once more. The combined filtrates were cooled in an ice bath and neutralized to pH
8 with conc. ammonium hydroxide. A purple precipitate formed which was then collected by filtration to afford 5 g of
crude material. This crude material was recrystallized from methanol (40 mL) to yield 5-methoxythiazolo[5,4-b]pyridin-
2-amine (3 g, 16.55 mmol, 33.1 % yield) as purple crystals. TH NMR (300 MHz, DMSO-dg) § ppm 7.60 (1 H, d, J=8.42
Hz), 7.41 (2 H, s), 6.67 (1 H, d, J=8.78 Hz), 3.81 (3 H, s).

Step B: (3-Hydroxy-3-((3-(5-methoxythiazolo[b,4-b]pyridin-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]Joctan-1-
yl)trinydroborate

[0069]

[0070] 5-Methoxythiazolo[5,4-b]pyridin-2-amine (2.4g, 13.24 mmol) was divided among 5 x 20 mL screw-cap vials.
To each vial was added acetonitrile (10 mL) and thiocarbonyl diimidazole (600 mg). All vials were heated at 60 °C
overnight The reaction vials were combined and concentrated to yield crude N-(5-methoxythiazolo[5,4-b]pyridin-2-yl)-
1H-imidazole-1-carbothioamide product.

[0071] This crude product was suspended in N,N-dimethylformamide (50ml) and (3-(aminomethyl)-3-hydroxy-1-am-

44



10

15

20

25

30

35

40

45

50

55

EP 2 271 650 B1

moniobicyclo[2.2.2]octan-1-yl)trihydroborate (2.7g, 15.88 mmol) was then added. The reaction was heated at 70 °C for
4 hours. LC/MS showed essentially complete conversion. The reaction was cooled to room temperature and then poured
into water. The product was extracted first with toluene, and then with chloroform. The organics were combined, washed
with water and brine, dried over sodium sulfate, filtered and concentrated in vacuo to afford crude material. This crude
material was purified via flash chromatography (20-100% ethyl acetate-hexane). The product fractions were collected
and concentrated in vacuo to afford (3-hydroxy-3-((3-(5-methoxythiazolo[5,4-b]pyridin-2-yl)thioureido)methyl)-1-ammo-
niobicyclo[2.2.2]octan-1-yl)trihydroborate (1.36 g, 3.46 mmol, 26.1 % yield). THNMR showed a 1: 0.55 molar ratio of (3-
hydroxy-3-((3-(5-methoxythiazolo[5,4-b]pyridin-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]Joctan-1-yl)trihydrobo-

rate (1.36 g, 3.46 mmol, 26.1 % yield) to 5-methoxythiazolo[5,4-b]pyridin-2-amine (.34 g, 1.876 mmol, 14.17 % yield).
The mixture was taken directly to the next step without any further purification. MS (LC/MS) R.T. = 3.23; [M+H]* 392.1.

Step C: (2-(5-Methoxy-3a,7a-dihydrothiazolo[5,4-b]pyridin-2-ylamino)-4H-1"-ammoniospirofoxazole-5,3’-bicyc-
lo[2.2.2]octane]-1’-yl)trihydrobarate

[0072]

[0073] To (3-hydroxy-3-((3-(5-methoxythiazolo[5,4-b]pyridin-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-
1-yhtrihydroborate (1.7 g, 3.46 mmol) in N,N-dimethylformamide (10 mL) was added N,N’-diisopropylcarbodiimide (1.89
mL, 12.10 mmol). The reaction was stirred at 70 °C for 2 hours. The mixture was cooled and then poured into water.
The product was extracted with toluene and chloroform. The organic layers were combined, washed with brine, dried
over sodium sulfate, filtered and concentrated in vacuo to afford crude material. This solid material was triturated with
ether. The solids were then filtered and dried to yield (2-(5-methoxy-3a,7a-dihydrothiazolo[5,4-b]pyridin-2-ylamino)-4H-
1-ammoniospiro[oxazole-5,3-bicyclo[2.2.2]octanel-1-yltrihydroborate (700 mg, 1.94 mmol, 56.0 % yield). TH NMR
(300 MHz, DMSO-dg) & ppm 8.98 (1 H, s), 7.86 (1 H, d, J=8.78 Hz), 6.81 (1 H, d, J=8.42 Hz), 3.87 (3 H, s), 3.83 (1 H,
s),3.68-3.78(1H, m),3.31(1H,s),3.15-3.29(1H, m), 2.78-3.14 (4 H, m), 2.26 (1 H, br.s.), 2.04 (1 H, br. s.), 1.63
-1.89 (3 H, m).

Step D: N-(6-Methoxythiazolo[5,4-b]pyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3"-bicyclo[2. 2. 2Joctan-2-amine

[0074]

: N AN
<L L

/< S \N - 'O/
297N

[0075] To (2-(5-methoxythiazolo[5,4-b]pyridin-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1’-
yhtrihydroborate (780 mg, 2.17 mmol) in acetone (10 mL) was added 3M HCI (10 mL, 329 mmol). The reaction was
stirred at room temperature for 2 hours. Chloroform and water were added and the aqueous layer was then separated.
The aqueous layer was neutralized with sodium bicarbonate. The product was extracted with chloroform (2x). The
organics were combined, dried over sodium sulfate, filtered and concentrated in vacuo to afford racemic N-(5-methox-
ythiazolo[5,4-b]pyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (588 mg, 1.70 mmol, 78 % yield)
as a white powder. "H NMR (500 MHz, DMSO-dg) § ppm 8.90 (1 H, br. s.), 7.82 - 7.86 (1 H, m), 6.80 (1 H, d, J=8.85
Hz), 3.84 - 3.89 (4 H, m), 3.61 (1 H, d, J=10.07 Hz), 3.03 (2 H, d, J=5.19 Hz), 2.73-2.86 (2 H, m),2.66 (2 H, t, J=7.78
Hz), 2.07 (1H, br.s.),1.92 (1 H, br. s.), 1.45-1.65 (3 H, m). MS (LC/MS) R.T. = 1.29; [M+H]*= 346.1.

[0076] The enantiomers were separated using a Chiralpak AD-H (30 x 250mm, 5um) column with a mobile phase
consisting of 35% methanol (0.1% DEA) in CO,. The wavelength was set at 300 nM. The separated peaks were con-
centrated in vacuo to yield white powders. The first peak off the column was (S)-N-(5-methoxythiazolo[5,4-b]pyridin-2-

45



10

15

20

25

30

35

40

45

50

55

EP 2 271 650 B1

yl)-4H-1"-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine (212 mg, 0.61 mmol, 36.1 % yield). (2a; S-isomer): TH NMR
(500 MHz, DMSO-dg) 6 ppm 8.89 (1 H, br.s.), 7.84 (1 H, d, J=8.85 Hz), 6.77-6.82 (1 H, m), 3.84 - 3.89 (4 H, m), 3.61
(1H,d, J=10.07 Hz), 3.03 (2 H, d, J=5.19 Hz), 2.74 - 2.86 (2 H, m), 2.66 (2 H, t, J=7.63 Hz), 2.06 (1 H, br. s.), 1.92 (1H,
br.s.), 1.444 1.65 (3 H, m). MS (LC/MS) R.T. = 1.47; [M+H]* = 346.2. Optical rotation (3.57 mg/ml, DMSO) = -2.58°.
The second peak was (R)-N-(5-methoxythiazolo[5,4-b]pyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-
amine (242 mg, 0.70 mmol, 41.2 % yield). (2b; R-isomer): 1TH NMR (500 MHz, DMSO-dg) 6 ppm 8.89 (1 H, br. s.), 7.84
(1H,d, J=8.85Hz),6.79 (1 H, d, J=8.55 Hz), 3.82 - 3.90 (4 H, m), 3.61 (1 H, d, J=10.07 Hz), 3.03 (2 H, d, J=5.49 Hz),
2.74-2.86(2H, m),2.66 (2H,t J=7.78 Hz),2.06 (1 H, br.s.),1.92 (1 H, br.s.),1.42-1.67 (3H, m). MS (LC/MS) R.T.
= 1.30; [M+H]* = 346.2. Optical rotation (3.29 mg/ml, DMSO) = +2.43°.

EXAMPLE 3
(2-(6H-1"-Azaspiro[oxazole-4,3’-bicyclo[2. 2. 2]Joctane]-2-ylamine)benzo[d]thiazol-6-yl)pyrrolidin-1-yl)methanone

[0077]

Step A: tert-Butyl 6-(pyrrolidine-1-carbonyl)benzo[d]thiazol-2-ylcarbamate

[0078]

[0079] In a 250 mlflask was added 2-(tert-butoxycarbonyl-amino)benzo[d]thiazole-6-carboxylic acid (1.0 g, 3.4 mmol)
and pyrrolidine (0.559 mL, 6.8 mmol) in tetrahydrofuran (50 mL). To this solution was added EDC (1.3 g, 6.8 mmol), 1-
hydroxybenzotriaxole (1.041 g, 6.8 mmol) and Hunig’s Base (2.37 mL, 13.59 mmol). The reaction was stirred at 25 °C
for 1 hour. The reaction was then poured into water and dichloromethane. The water was extracted 3 times with dichlo-
romethane and the organic layers were combined and concentrated. The residue was taken up in a small amount of
dichloromethane and precipitated out with diethyl ether/hexanes. The flask was put in the freezer for 1 hour and filtered.
The white precipitate was collected to yield tert-butyl 6-(pyrrolidine-1-carbonyl)benzo[d]thiazol-2-ylcarbamate (1.09g,
3.14 mmol, 92 % yield). "H NMR (500 MHz, DMSO-dg) § ppm 11.95 (s, 1 H), 8.14 (s, 1 H), 7.61 - 7.77 (m, J=8.39, 1.98
Hz, 1 H), 7.46 - 7.63 (m, 1 H), 3.39-3.63 (m, 4 H), 1.74 - 2.00 (m, 4 H), 1.45-1.62 (m, 9 H). MS (LC/MS) R.T. =3.40;
[M+H]* = 363.1.

Step B: (2-Aminobenzo[d]thiazol-6-yl)(pyrrolidin-1-yl)methone

[0080]

[0081] fert-Butyl 6-(pyrrolidine-1-carbonyl)benzo[d]thiazol-2-ylcarbamate (1.09 g, 3.14 mmol) was dissolved in dichlo-
romethane (10 mL) and TFA (3 mL, 38.9 mmol) and the reaction was stirred at 25 °C overnight. The reaction was poured
into a separatory funnel and carefully neutralized with sodium bicarbonate. The liquid was extracted 3 times with chlo-
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roform/methanol (4:1). The organic layers were concentrated to a white residue and triturated in diethyl ether. The
precipitate was collected to yield (2-aminobenzo[d]thiazol-6-yl)(pyrrolidimethyl)methone (0.497 g, 2.0 mmol, 64 %). H
NMR (400 MHz, DMSO-dg) 6 ppm 7.86 (d, J=1.51Hz, 1 H), 7.65(s,2H), 7.35-7.46 (m, 1H), 7.26 - 7.35 (m, 1 H), 3.41
-3.57 (m, 4 H), 1.64 - 1.97 (m, 4 H). MS (LC/MS) R.T. = 1.39; [M+H]* = 248.1.
Step C: (2-(5H-1°-Azaspirofoxazole-4,3’-bicyclo[2. 2. 2]Joctane]-2-ylamine)benzo[d]thiazol-6-yl)pyrrolidin-1-yl)methanone

[0082]

[0083] (2-(5H-1’-Azaspiro[oxazole-4,3’-bicyclo[2.2.2]octane]-2-ylamine)benzo-[d]thiazol-6-yl)pyrrolidin-1-yl)meth-
anone was prepared by following the general procedures of Example 1, Steps A-D and using (2-aminobenzol[d]thiazol-
6-yl)(pyrrolidin-1-yl)methone (example 3, Step B) as the starting material. TH NMR (400 MHz, DMSO-dg) 6 ppm 9.05
(br.s., 1H)7.99 (d, J=1.76 Hz, 1 H) 7.60 (d, J=8.31 Hz, 1 H) 7.48 (dd, J=8.31, 1.76 Hz, 1 H) 3.90 (d, J=10.07 Hz, 1 H)
3.65 (d, J=10.07 Hz, 1 H) 3.42 - 3.52 (m, 4 H) 3.04 (s, 2 H) 2.75 - 2.87 (m, 2 H) 2.67 (t, J=7.81 Hz, 2 H) 2.08 (br. s., 1
H)1.76 --1.98 (m, 5 H) 1.41 =1.65 (m, 3 H). MS (LC/MS)R.T. = 1.33; [M+H]* = 412.2.

EXAMPLE 4
N-(5-Phenylthiazol-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2. 2]octan]-2-amine

[0084]

Step A: (3-Hydroxy-3-((3-(5-phenyithiazol-2-yl)thioureido) methyl)-1-ammoniobicyclo[2.2. 2]Joctan-1yl)trihydroborate

[0085]

[0086] To 5-phenylthiazol-2-amine (0.52 g, 2.9 mmol) in acetonitrile (6 mL) was added 1,1’-thiocarbonyldiimidazole
(0.68 g, 3.8 mmol). The reaction mixture was stirred at 65 °C for 2 hours. The precipitate was filtered and washed with
acetonitrile (2 x 20 mL) to yield intermediate N-(5-phenylthiazol-2-yl)-1H-imidazole-1-carbothioatriide. The intermediate
was taken up in N,N-dimethylformamide (30 mL) and treated with (3-(aminomethyl)-3-hydroxy-1-ammoniobicyc-
lo[2.2.2]octan-1-yl)trihydroborate (0.5 g, 2.9 mmol). The reaction mixture was stirred for 5 hours at 65 °C. The reaction
was concentrated in vacuo and purified via silica gel chromatography (30-100% ethyl acetate/hexane). The product
fractions were combined and concentrated in vacuo to yield (3-hydroxy-3-((3(5-phenylthiazol-2-yl)thioureido)methyl)-1-
ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (.85 g, 2.19 mmol, 74.4 % yield) as a white powder. LC/MS confirmed
product with loss of BH3 in the LC/MS conditions: retention time 3.26 (M+1-BH3= 375.33).
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Step B: (2-(5-Phenylthiazol-2-ylamino)-4H-1-ammoniospiro-foxazole-5,3’-bicyclo[2. 2. 2Joctane]-1’yl)trihydroborate

[0087]

[0088] To (3-hydroxy-3-((3-(5-phenylthiazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydrobo-
rate (0.8 g, 2.1 mmol) in N,N-dimethylformamide (20 mL) was added N,N’-diisopropylcarbodiimide (1.12 mL, 7.2 mmol).
The reaction mixture was stirred at 70 °C for 4 hours. The reaction was concentrated in vacuo and purified via silica gel
chromatography (40-100% ethyl acetate/hexane). The combined product fractions were concentrated in vacuo to yield
(2-(5-phenylthiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1’-yl)trihydroborate (0.51 g, 1.44
mmol, 70 % yield) as a white powder. LCMS- mass corresponds to BHj lost in the LC/MS conditions: retention time 2.46
(M+1-BH3 = 341.36).

Step C: N-(5-Phenylthiazol-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2.2. 2]octan]-2-amine

[0089]

[0090] To (2-(5-phenylthiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1’-yl)trihydroborate
(0.56 g, 1.58 mmol) in acetone (9 mL) was added 3 M HCI (3.25 mL, 11.86 mmol). The reaction mixture was stirred at
room temperature for 4 hours and then neutralized with 1N sodium hydroxide. The product was extracted with ethyl
acetate (2 x 20 mL), followed by chloroform (2 x 20 mL). The organics were combined, dried with magnesium sulfate,
filtered, and concentrated in vacuo to afford a white powder. The crude product was purified by reverse phase HPLC
(Phenomenex Luna 30 X 100mm; 220 wavelength; gradient time 10 min; flow rate 40 ml/min; solvent A; 10% methanol-
90% water-0.1% TFA, solvent B; 90% methanol-1.0% water-0.1% TFA). The fractions were combined, neutralized with
1N sodium hydroxide and extracted with ethyl acetate (2 x 30 mL) and chloroform (2 x 30 mL). The organic were
combined, dried with magnesium sulfate, filtered and concentrated in vacuo to yield N-(5-phenylthiazol-2-yl)-4H-1’-
azaspiro[oxazole-5,3"-bicyclo[2.2.2]octan]-2-amine (0.4 g, 1.175 mmol, 74.3% yield) as a white powder. TH NMR (500
MHz, DMSO-dg) & ppm 8.63 (1 H, br.s.),7.71 (1 H,s), 7.52 (2 H, d, J=7.32 Hz), 7.37 (2 H, t, J=7.78 Hz), 7.25 (1 H, t,
J=7.32 Hz),3.82 (1 H,d, J=10.07 Hz), 3.57 (1 H, d, J=9.77 Hz, 3.02 (2 H, d, J=4.27 Hz), 2.79 (2 H, t, J/=7.63 Hz), 2:66
(2H,t,J=7.63Hz),2.04 (1H, br.s.), 1.92-1.97 (1H, m), 1.44-1.65 (3 H, m). MS (LC/MS) R.T. = 1.52; [M+H]* = 341.3.
[0091] The enantiomers were separated using a Chiralpak AS-H (30 x 250mm, 5um) column with a mobile phase
consisting of 30% methanol (0.1%DEA) in CO, and UV monitored at 300 nm. The separated peaks were concentrated
in vacuo to yield white powders. The first peak off the column yielded 0.4 g, 1.15 mmol, 32.7 % (4a, S-isomer): TH NMR
(500 MHz, DMSO-dg) 8 ppm 8.69 (s, 1 H), 7.69 - 7.87-(m, 1 H), 7.52 - 7.66 (m, J=10.99 Hz, 2 H), 7.37 - =7.51 (m, 2 H),
7.21-7.38(m,2H),3.52-4.00(m,2H),298-323(m,2H),2.78-2.94(m,2H),2.64-2.78 (m,2H), 1.88=2.19 (m,
J=60.43 Hz, 2 H), 1.40 - 1.77 (m, 3 H). MS (LC/MS) R.T. =1.77; [M+H]* = 341.1. The second peak yielded 0.4 g, 1.15
mmol, 32.7%. (4b, R-isomer):L M.P. 187-9 °C. 'H NMR (500 MHz, DMSO-dg) § ppm 8.64 (s, 1 H), 7.62 - 7.84 (m, 1 H),
744-761(m,2H),7.33-7.46(m,2H),7.18-7.31(m,1H),3.50-3.99(m,2H),2.94-3.14(m,2H),2.74-2.91 (m,
2H),2.61-2.72(m,2H),2.05(s, 1H),1.82=2.00(m, 1 H), 1.34-1.72 (m, 3H). MS (LC/MS) R.T. = 1.78; [M+H]* = 341.1.
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EXAMPLE 5
N-(6-Methoxybenzo[d]thiazol-2-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine
Step A: N-(6-Methoxybenzo[d]thiazol-2-yl)-1H-imidazole-1-carbothioamide

[0092]

Ny N~ \(mo\
oS v e

[0093] To 6-methoxybenzo[d]thiazol-2-amine (0.53 g, 2.94 mmol) in acetonitrile (20 mL) was added 1,1’-thiocarbo-
nyldiimidazole (0.681 g, 3.82 mmol). The reaction mixture was stirred at 65 °C for 24 hours. The precipitate was filtered
and washed with acetonitrile (2 x 20 mL) to yield the product. The product was taken directly to the next step without
any further purification or characterization.

Step B: (3-Hydroxy-3-((3-(6-methoxybenzo[d]thiazol-2-yl)-thioureido)methyl)-1-ammoniobicyclo[2. 2. 2Joctan-1-yl) trihyd-
roborate

[0094]

[0095] To N-(6-methoxybenzo[d]thiazol-2-yl)- H-imidazole-1-carbothioamide (.82 g, 2.82 mmol) in N,N-dimeihylfor-
mamide (20 mL) was added (3-(aminomethyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (0.48 g, 2.82
mmol). The reaction mixture was stirred at 65°C for 6 hours. The reaction was concentrated in vacuo and then purified
by silica gel chromatography (30%-100% ethyl acetate/hexanes). The pure fractions were combined and concentrated
to yield (3-hydroxy-3-((3-(6-methoxybenzo[d]thiazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-yI)trihyd-
roborate (0.7 g, 1.78 mmol, 63.2 % yield) as a white powder. LC/MS confirmed product as loss of BH; in the LC/MS
conditions: retention time 3.11 (M+1-BH3= 379.4).

Step C: (2-(6-Methoxybenzo[d]thiazol-2-ylamino)-4H-1’-aminoniospirofoxazole-5,3’-bicyclof2. 2. 2Joctane]-1’yl)trihyd-
roborate

[0096]

| ’v.‘ \
B

3 N
. P
Hs*

[0097] To (3-hydroxy-3-((3-(6-methoxybenzo[d]thiazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-yl)tri-
hydroborate (0.68 g, 1.73 mmol) in N,N-dimethylformamide (20 mL) was added N,N’-diisopropylcarbodiimide (0.95 mL,
6.1 mmol). The reaction mixture was stirred at 70 °C for 4 hours. The reaction was concentrated and purified via silica
gel chromatography (40-100% ethyl acetate/hexane). The product fractions were combined and concentrated in vacuo
to yield (2-(6-methoxybenzo[d]thiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3-bicyclo[2.2.2]octane]-1-yl)trihyd-
roborate (0.35 g, 0.98 mmol, 56.4 % yield) as a white powder. LC/MS MH* - BH; = 345.2.
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Step D: N-(6-Methoxybenzo[d]thiazol-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclof2.2.2]octan]-2-amine

[0098]

[0099] To (2-(6-methoxybenzo[d]thiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1’-yl)tri-
hydroborate (0.33 g, 0.921 mmol) in acetone (2 mL) was added 3 M HCI (2.30 mL, 6.91 mmol). The reaction was stirred
at room temperature for 4 hours and then neutralized with 1N sodium hydroxide. The product was extracted with ethyl
acetate (2 x 20 mL), followed by chloroform (2 x 20 mL). The organics were combined, dried with magnesium sulfate,
filtered, and concentrated in vacuo to afford a white powder. The crude product was purified by reverse phase HPLC
(Phenomenex Luna 30 X 100mm; 220 wavelength; gradient time 10 min; flow rate 40 ml/min; solvent A; 10% methanol-
90% water-0.1% TFA, solvent B; 90% methanol-10% water-0.1% TFA). The fractions were combined, neutralized with
1N sodium hydroxide and extracted with ethyl acetate (2 x 30 mL). The organics were combined, dried with magnesium
sulfate, filtered and concentrated in vacuo to yield N-(6-methoxybenzo[d]thiazol-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicy-
clo[2.2.2]oetan]-2-amine (0.25 g, 0.73 mmol, 79 % yield) as a white powder. 'H NMR (500 MHz, DMSO-dg 6 ppm 8.88
(1H,d, J=1.22 Hz),7.48-7.52 (1 H, m), 7.40 (1 H, d, J=2.75 Hz), 6.92 (1 H, dd, J=8.70, 2.59 Hz), 3.87 (1 H, d, J=9.77
Hz), 3.77 (3 H, s), 3.61 (1 H, d, J=9.77 Hz), 3.03 (2 H, s), 2.75-2.86 (2 H, m), 2.67 (2 H, t, J=7.78 Hz), 2.06 (1 H, br.
s.),1.91 (1 H, br.s.), 1.41-1.65 (3 H, m). MS (LC/MS) R.T. = 1.44; [M+H]* = 345.3.

[0100] The enantiomers were separated using a Chiralpak AD-H (30 x 250mm, 5 pm) column with a mobile phase
consisting of 23% methanol (0.1%DEA) in CO, and UV monitored at 220 nm. The separated peaks were concentrated
in vacuo to yield white powders. The first peak off the column yielded 205.5 mg, 0.60 mmol, 34.1 %. (5a, S-isomer): 1TH
NMR (400 MHz, DMSO-dg) 6 ppm 8.88 (1 H, br. s.), 7.50 (1 H, d, J=8.81 Hz), 7.40 (1 H, d, J=2.52 Hz), 6.92 (1 H, dd,
J=8.81, 2.77 Hz), 3.87 (1 H, d, J=9.82 Hz), 3.77 (3 H, s),3.58-3.65(1 H, m),3.02(2H,s),2.74 - 2.86 (2 H, m), 2.66
(2H,t,J=7.68Hz),2.03-2.08 (1H, m), 1.91 (1 H, br.s.), 1.39 1.65 (3 H, m). MS (LC/MS) R.T. = 1.40; [M+H]* = 345.2.
The second peak yielded 206.9 mg, 0.6 mmol, 34 %. (5b, R-isomer): TH NMR (400 MHz, DMSO-dg) § ppm 8.88 (1 H,
br.s.), 7.50 (1 H, d, J=8.56 Hz), 7.40 (1 H, d, J=2.52 Hz), 6.93 (1 H, dd, J=8.81, 2.52 Hz), 3.87 (1 H, d, J=10.07 Hz),
3.77 (3H,s),3.62(1H,d,J=10.07 Hz), 3.02 (2 H, s), 2.75- 2.86 (2 H, m), 2.67 (2 H, t, J=7.68 Hz), 2.04 - 2.09 (1 H,
m), 1.92 (1 H, br.s.), 1.42-1.66 (3 H, m). MS (LC/MS) R.T. =1.70; [M+H]* = 345.1.

EXAMPLE 6
N-(4-Methylbenzo[d]thiazol-2-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0101]

Step A: N-(4-Methylbenzo[d]thiazol-2-yl)-1 H-imidazole-1-carbothioamide

[0102]
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[0103] To 4-methylbenzo[d]thiazol-2-amine (1.1 g, 6.7 mmol) in acetonitrile (30 mL) was added 1,1’-thiocarbonyldi-
imidazole (1.552 g, 8.71 mmol). The reaction mixture was stirred at 50°C for 18 hours. The reaction was cooled to room
temperature and the precipitate was filtered and washed with acetonitrile (2 x 50 mL). The yellow powder was dried in
a vacuum oven (50 °C) for 1 hour to yield N-(4-methylbenzo[d]thiazol-2-yl)-1H-imidazole-1-carbothioamide (900 mg,
3.28 mmol, 49 % yield) and then used in the next step without any further purification or characterization.

Step B: (3-Hydroxy-3-((3-(4-methylbenzo[d]thiazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-yl)trihyd-
roborate

[0104]

AT

BHy

[0105] To N-(4-methylbenzo[d]thiazol-2-yl)-H-imidazole-1-carbothioamide (0.71 g, 2.59 mmol) in N,N-dimethylforma-
mide (20 mL) was added (3-(aminomethyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (0.44 g, 2.59
mmol). The reaction mixture was stirred at 70 °C for 4 hours. The reaction was concentrated and purified via silica gel
chromatography (40-100% ethyl acetate/hexanes). The product fractions were concentrated in vacuo to yield (3-hydroxy-
3-((3-(4-methylbenzo[d]thiazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (0.65 g, 1.73
mmol, 66.7 % yield) as a white powder. 'H NMR (500 MHz, DMSO-dg) 8 ppm 11.93 (1 H, s), 7.74 (1 H, d, J=7.63 Hz),
722-726(1H, m), 719 (1 H,t, J=7.63 Hz), 3.75-3.93 (2 H, m), 2.72- 2.95 (6H, m), 2.56 (3 H, s),2.03-2.14 (1 H,
m), 1:95 (1 H, br.s.),1.78-1.87 (1 H, m), 1.73 (1 H, ddd, J=13.81, 9.23, 5.04 Hz), 1.56 (1 H, td, J=9.99, 7.78 Hz), 1.38
(2H, br.s.). (LC/MS) R.T. =3.70; [M+H]* = 375.2.

Step C: (2-(4-Methylbenzo[d]thiazol-2-ylamino)-4H-1-ammonio-spirofoxazole-5,3"-bicyclo[2. 2. 2Joctane]-1’-yl)trihydrob-
orate

[0106]

BH3

[0107] To (3-hydroxy-3-((3-(4-methylbenzo[d]thiazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]Joctan-1-yl)tri-
hydroborate (0.62 g, 1.65 mmol) in N,N-dimethylformamide (20 mL) was added N,N’-diisopropylcarbodiimide(0.33 mL),
2.14 mmol). The reaction mixture was stirred at 70 °C for 4 hours. The reaction was concentrated and purified via silica
gel chromatography (40-100% ethyl acetate/hexanes). The product fractions were concentrated in vacuo to yield (2-(4-
methylbenzo[dlthiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3-bicyclo[2.2.2]octane]-1’-y)trihydroborate (0.4 g,
1.17 mmol, 70.9 % yield) as a white powder. TH NMR (500 MHz, DMSO-dg) & ppm 8.90 (s, 1 H), 7.61 (d, J=7.63 Hz, 1
H),7.13-7.17 (m, 1 H), 7.09 (t, J=7.4 Hz, 1 H), 3.90 (d, J=10.38 Hz, 1 H), 3.77 (d, J=10.38 Hz, 1 H), 3.32 (s, 3 H), 3.30
(d, J=1.53 Hz, 1 H), 3.13-3.20 (m, 2 H), 3.00- 3.09 (m, 1 H), 2.85-2.94 (m, 4 H), 2.57 (s, 4 H), 2.28 (s, 1 H), 2.06 (s,
1H),1.75-1.83 (m, 4 H), 1.45 (s, 1 H). (LC/MS) R.T. =2.73; [M+H]* = 343.2.

Step D: N-(4-Methylbenzo[d]thiazol-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2.2.2]octan]-2-amine.

[0108]
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[0109] To (2-(4-methylbenzo[d]thiazol-2-ylamino)-4H-1-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1’-yltrihy-
droborate (0.38 g, 1.11 mmol) in acetone (9 mL) was added 3 M HCI (2.78 mL, 8.33 mmol). The reaction mixture was
stirred at room temperature for 4 hours. Ethyl acetate was added and the aqueous layer was collected and neutralized
with 1N sodium hydroxide. The product was extracted with ethyl acetate (2 x 40 mL). The organics were combined,
dried with magnesium sulfate, filtered and concentrated in vacuo to afford N-(4-methylbenzo[d]thiazol-2-yl)-4H-1’-aza-
spiro[oxazole-5,3"-bicyclo[2.2.2]octan]-2-amine (0.195 g, 0.594 mmol, 53.5 % yield) as a white powder. TH NMR (500
MHz, DMSO-dg) 6 ppm 8.84 (s, 1 H), 7.60 (d, J=7.32 Hz, 1 H), 7.13-7.1 (m, 1 H), 7.08 (t, J=7.63 Hz, 1 H), 3.92 (d,
J=10.07 Hz, 1 H), 3.66 (d, J=9.77 Hz, 1 H), 3.04 (s, 2 H), 2.76 2.85 (m, 2 H), 2.68 (t, /=7.48 H, 2 H), 2.56 (s, 3 H), 2.09
(s, 1H), 1.93 (s, 1 H), 1.61 (d, J=3.05 Hz, 1 H), 1.60 (s, 1 H), 1.50 (dd, J=7.17, 2.59 Hz, 1 H). (LC/MS) R.T. = 1.76;
[M+H]* = 329.2.

[0110] The enantiomers were separated using a Chiralcel OJ-H (30 x 250mm, 5um) column with a mobile phase
consisting of 30% methanol (0.1%DEA) in CO, and UV monitored at 300 nm. The separated peaks were concentrated
in vacuo to yield white powders. The first peak off the column yielded 0.07 g, 0.21 mmol, 38.9 %. (6a, S-isomer): 'H
NMR (500 MHz, DMSO-dg) 6 ppm 8.83 (br. s., 1H) 7.59 (d, J=7.63 Hz, 1 H) 7.11 - 7.18 (m, 1 H) 7.08 (t, J=7.63 Hz, 1
H) 3.92 (d, J=10.38 Hz, 1 H) 3.66 (d, J=9.77 Hz, 1 H) 3.04 (s, 2H) 2.73-2.89 (m,2H) 2.61-2.72(m,2H) 256 (s, 3
H)2.09 (br.s., 1 H) 1.93 (br. s., 1 H) 1.43 - 1.71 (m, 3 H). MS (LC/MS) R.T. = 1.75; [M+H]* = 329.1. The second peak
yielded 0.07 g, 0.21 mmol, 38.1 %. (6b, R-isomer): TH NMR (500 MHz, DMSO-dg) 8 ppm 8.84 (br. s., 1 H) 7.59 (d, J=7.63
Hz, 1H) 7.15 (d, J=7.20 Hz, 1 H) 7.08 (t, J/=7.48 Hz, 1 H) 3.92 (d, J=9.77 Hz, 1 H) 3.66 (d, J=10.07 Hz, 1 H) 3.00 - 3.09
(m,2H)2.73-2.87 (m,2H)2.62-2.72(m,2H)2.56(s,3H)2.05-2.12(m, 1 H)1.93 (br.s., 1H) 1.56 - 1.67 (m, 2 H)
1.45-1.55(m, 1 H). MS (LC/MS) R.T. = 1.75; [M+H]* = 329.1.

EXAMPLE 7
N-(4-Chlorobenzo[d]thiazol-2-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0111]

Step A: N-(4-Chlorobenzo[d]thiazol-2-yl)-1 H-imidazole-1-carbothioamide

[0112]

[0113] To 4-chlorobenzol[d]thiazol-2-amine (1.12 g, 6.07 mmol) in acetonitrile (30 mL) was added 1,1’-thiocarbonyld-
iimidazole (1.405 g, 7.89 mmol). The reaction mixture was stirred at 50 °C for 18 hours. The reaction was cooled to room
temperature and the precipitate was filtered and washed with acetonitrile (2 x 50 mL). The yellow powder was dried in
a vacuum oven (40 °C) for 1 hour to yield N-(4-chlorobenzo[d]thiazol-2-yl)-TH-imidazole-1-carbothioamide (0.33 g, 1.12
mmol, 18.5 % yield) and then used in the next step without any further purification or characterization.
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Step B: (3-((3-(4-Chlorobenzo[d]thiazol-2-yl)thioureido)methyl)-3-hydroxy-1-ammoniobicyclo[2. 2. 2]Joctan-1-yl)trihyd-
roborate

[0114]

[0115] To N-(4-chlorobenzo[d]thiazol-2-yl)-1H-imidazole-1-carbothioamide (0.3 g, 1.018 mmol) in N,N-dimethylforma-
mide (20 mL) was added (3-(aminomethyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (0.173 g, 1.018
mmol). The reaction mixture was stirred at 70 °C for 4 hours. The reaction was concentrated and purified via silica gel
chromatography (60-100% ethyl acetate/hexanes). The product fractions were concentrated in vacuo to yield (3-((3-(4-
chlorobenzo[d]thiazol-2-yl)thioureido)methyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (0.25 g, 0.63
mmol, 61.9 % yield) as a white powder. TH NMR (500 MHz, DMSO-dg) 6 ppm 12.19 (s, 1 H) 9.72 (br.s., 1 H) 7.93 (d,
J=7.93 Hz, 1 H) 7.51 (d, J=7.93 Hz, 1 H) 7.26 - 7.32 (m, 1 H) 5.32 (s, 1 H) 3.88 (dd, J=13.73, 4.88 Hz, 1 H) 3.75 (dd,
J=13.73,4.88 Hz, 1 H) 2.73 - 2.95 (m, 6 H) 2.08 (br.s., 1 H) 1.96 (br.s., 1 H) 1.79-1.89 (m, 1 H) 1.68 - 1.78 (m, 1 H)
1.52-1.61.(m, 1 H)1.39 (br.s., 3H).

Step C: (2-(4-Chlorobenzo[d]thiazol-2-ylamino)-4H-1’-ammoniospirofoxazole-5,3"-bicyclo[2. 2. 2]Joctane]-1"-yl)trihydrob-
orate

[0116]

[0117] To (3-((3-(4-chlorobenzo[d]thiazol-2-yl)thioureido)methyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihy-
droborate (0.23 g, 0.58 mmol) in N,N-dimethylformamide (20 mL) was added N,N’-diisopropylcarbodiimide (0.117 mL,
0.75 mmol). The reaction mixture was stirred at 70 °C for 4 hours. The reaction was concentrated and purified via silica
gel chromatography (40-100% ethyl acetate/hexanes). The product fractions were concentrated in vacuo to yield (2-(4-
chlorobenzo[d]thiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3-bicyclo[2.2.2]octane]-1’-yl)trihydroborate (0.1 g,
0.27 mmol, 47.6 % yield) as a white powder. 'H NMR (500 MHz, DMSO-dg) & ppm 8.95 (s, 1 H) 7.79 (d, J=7.93 Hz, 1
H) 7.42 (d, J=7.63 Hz, 1 H) 7.18 (t, J=7.93 Hz, 1 H) 3.92 (d, J=10.38 Hz, 1 H) 3.77 (d, J=10.38 Hz, 1 H) 3.26 - 3.38 (m,
1H) 3.19(dd, J=15.26, 1.53 Hz, 1 H) 3.01 - 3.11 (m, 1 H) 2.81 - 3.00 (m, 3H) 2.31 (br. s., 1 H) 2.03-2.15 (m, 1 H) 1.70
-1.89 (m, 3H) 1.45 (br.s., 3 H).

Step D: N-(4-Chlorobenzol[d]thiazol-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclof2. 2. 2Joctan]-2-amine

[0118]
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[0119] To (2-(4-chlorobenzo[d]thiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1’-yl)trihyd-
roborate (0.08 g, 0.221 mmol) in acetone (9 mL) was added 3 M HCI (0.551 mL, 1.654 mmol). The reaction mixture was
stirred at room temperature for 4 hours. Ethyl acetate was added and the aqueous layer was collected and neutralized
with 1N sodium hydroxide. The product was extracted with ethyl acetate (2 x 40 mL). The organics were combined,
dried with magnesium sulfate, filtered and concentrated in vacuo to afford N-(4-chlorobenzo[d]thiazol-2-yl)-4H-1’-aza-
spiro[oxazole-5,3™-bicyclo[2.2.2]octan]-2-amine (0.05 g, 0.14 mmol, 65.0 % yield) as a white powder. TH NMR(500 MHz,
DMSO-dg) 8 ppm 8.90 (br.s., 1 H) 7.77 (dd, J=7.78, 1.07 Hz, 1 H) 7.41 (dd, J=7.78, 1.07 Hz, 1 H) 7.17 (t, J=7.78 Hz, 1
H) 3.94 (d, J=10.07 Hz, 1 H) 3.67 (d, J=10.07 Hz, 1 H) 3.00 - 3.11 (m, 2 H) 2.76-2.88 (m, 2 H) 2.68 (t, J=7.63 Hz, 2 H)
211 (br.s.,, 1H) 1.91-2.00 (m, 1 H) 1.47 - 1.67 (m, 3 H). MS (LC/MS) R.T. = 2.11; [M+H]* = 349.1.

[0120] The enantiomers were separated using a Chiralcel OJ-H (30 x 250mm, 5um) column with a mobile phase
consisting of 30% methanol (0.1% DEA) in CO,. The wavelength was set at 220 nM. The separated peaks were con-
centrated in vacuo to yield white powders. The first peak off the column was (S)-N-(4-chlorobenzo[d]thiazol-2-yl)-4H-1’-
azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.11 g, 0.30 mmol, 34.8 % yield). (7a, S-isomer): TH NMR (500 MHz,
DMSO-dg) 6 ppm 8.90 (br. s., 1 H) 7.77 (d, J=7.32 Hz, 1 H) 7.41 (d, J=7.93 Hz, 1 H) 7.17 (t, J/=7.93 Hz, 1 H) 3.94 (d,
J=10.07 Hz, 1 H) 3.67 (d, J=10.07 Hz, 1 H) 3.00-3.11 (m, 2 H) 2.76 - 2.90 (m, 2 H) 2.68 (t, J=7.78 Hz, 2 H) 2.11 (br.
s, 1TH) 1.91-201(m, 1 H) 147 - 1.68 (m, 3 H). MS (LC/MS) R.T. = 2.06; [M+H]* = 349.1. The second peak was
(R)-N-(4-chlorobenzol[d]thiazol-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.11 g, 0.30 mmol, 35.2
% yield). (7b, R-isomer): TH NMR (500 MHz, DMSO-d) § ppm 8.89 (br. s., 1H) 7.77 (d, J=7.93 Hz, 1 H) 7.40 (d, J=7.93
Hz, 1 H) 7.16 (t, J=7.93 Hz, 1 H) 3.94 (d, J=10.07 H, 1H) 3.67 (d, J=10.07 Hz, 1 H) 2.99 - 3.11 (m, 2 H) 2.74 - 2.88 (m,
2H)2.68(t,J=7.78 Hz,2H)2.11 (br.s., 1H) 1.90-2.01 (m, 1H) 1.44 1.68 (m, 3H). MS (LC/MS) R.T.=2.07; [M+H]* 349.1.

EXAMPLE 8
N-(1H-Benzo[d]imidazol-2-yl)-4H-1-azaspirofoxazole-5,3-bicyclo[2. 2. 2Joctan]-2-amine

[0121]

Step A: N-('H-Benzo[d]imidazol-2-yl)-1H-imidazole-1-carbothioamide

[0122]

Ny RN
SO

[0123] To 'H-benzo[d]imidazol-2-amine (1.28 g, 9.61 mmol) in acetonitrile (30 mL) was added 1,1’-thiocarbonyldiim-
idazole (2.227 g, 12.5 mmol). The reaction mixture was stirred at 50°C for 18 hours. The reaction was cooled to room
temperature and the precipitate was filtered and washed with acetonitrile (2 x 50 mL). The yellow powder was dried in
a vacuum oven (40°C) for 1 hour to yield N-('H-benzo[d]imidazol-2-yl)-1H-imidazole-1-carbothioamide (1.8 g, 7.4 mmol,
77% yield) and then used in the next step without any further purification or characterization.

Step B: (3-((3-1H-Benzo[d]imidazol-2-ylthioureido)methyl)-3-hydroxy-1-ammoniobicyclof2. 2. 2Joctan-1-yl)trihydroborate

[0124]

BH5'
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[0125] To N-('H-benzo[d]imidazol-2-yI)-1H-imidazole-1-carbothioamide (1.07 g, 4.4 mmol) in N,N-dimethylformamide
(20 mL) was added (3-(aminomethyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (0.748 g, 4.4 mmol).
The reaction mixture was stirred at 70°C for 4 hours. The reaction was concentrated and purified via silica gel chroma-
tography (60-100% ethyl acetate/hexane). The product fractions were concentrated in vacuo to yield (3-((3-1H-ben-
zo[d]imidazol-2-ylthioureido)methyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (1.28 g, 3.71 mmol,
84 % yield) as a white powder. 'TH NMR (500 MHz, DMSO-dg) § ppm 11.41 (s, 1 H), 11.16 (s, 1 H), 7.43 (d, J=3.05 Hz,
3 H),7.13 (ddd, J=9.46, 3.81, 3.51 Hz, 3 H), 5.36 (s, 1 H), 4.01-4.07 (m, 3 H), 3.79 (dd, J=13.28,4.12 Hz, 1 H), 2.83-2.92
(m, 6 H), 2.71 (d, J=14.04 Hz, 2 H), 2.04-2.13 (m, 2 H), 1.89-1.94 (m, 3 H), 1.74 (id, J=9.46, 5.49 Hz, 2 H), 1.51-1.59
(m, 2 H), 1.38 (s, 2 H), 1.31 (s, 1 H). LC/MS confirmed product as loss of BH; in the LC/MS conditions: retention time
2.75 (M+1-BH3 = 332.2).

Step C: (2-(1H-Benzo[dJimidazol-2-ylamino)-4H-1"-ammoniospiro-foxazole-5,3"-bicyclo[2. 2. 2Joctane]-1’-yltrihydrobo-
rate

[0126]

[0127] To (3-((3-'H-benzo[d]imidazol-2-ylthioureido)methyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydrob-
orate (1.0 g, 2.9 mmol) in N,N-dimethylformamide (20 mL) was added N,N’-diisopropylcarbodiimide (0.587 mL, 3.77
mmol). The reaction mixture was stirred at 70 °C for 4 hours. The reaction was concentrated and purified via silica gel
chromatography (40-100% ethyl acetate’hexane). The product fractions were concentrated in vacuo to yield (2-(H-
benzo[d]imidazol-2-ylamino)-4H-1-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1’-yl)trihydroborate (0.81 g, 2.6
mmol, 90 % yield) as a white powder. TH NMR (500 MHz, DMSO-dg) & ppm 7.29 (s, 1 H), 6.99 - 7.05 (m, 2 H), 3.90 (t,
J=9.77 Hz, 1 H), 3.75 (d, J=10.38 Hz, 1 H), 3.26 - 3.35 (m, 1 H), 3.13 (dd, J=14.95, 1.53 Hz, 1 H), 2.98 - 3.06 (m, 1 H),
2.84-2.92(m,3H),222(s, 1H),1.98-2.05(m, 1H),1.72-1.82 (m, 3 H), 1.45 (s, 1 H). LC/MS confirmed product as
loss of BHj in the LC/MS conditions: retention time 2.29 (M+1-BH,; = 298.2).

Step D: N-('H-Benzo[d]imidazol-2-yl)-4H-1-azaspiro-foxazole-5,3’-bicyclof2. 2. 2Joctan]-2-amine

[0128]

[0129] To(2-('H-benzo[d]imidazol-2-ylamino)-4H-1"-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1’-yl)trihydrob-
orate (0.77 g, 2.5 mmol) in acetone (9 mL) was added 3 M HCI (6.2 mL), 18.6 mmol). The reaction was stirred at room
temperature for 4 hours. Ethyl acetate was added and the aqueous layer was collected and neutralized with 1N sodium
hydroxide. The product was extracted with ethyl acetate (2 x 40 mL). The organics were combined, dried with magnesium
sulfate, filtered and concentrated in vacuo to afford N-('H-benzo[d]imidazol-2-yl)-4H-1-azaspiro[oxazole-5,3-bicyc-
lo[2.2.2]octan]-2-amine (0.5 g, 1.68 mmol, 68% yield) as a white powder. TH NMR (500 MHz, DMSO-dg) 6 ppm 11.45
(s, 1H),9.20 (s, 1 H), 7.32 (s, 1 H), 7.00 (dd, J=5.65, 2.90 Hz, 4 H), 3.91 (d, J=10.07 Hz, 2 H), 3.64 (d, J=10.07 Hz, 2
H),2.98 - 3.05 (m, 4 H), 2.73-2.82 (m, 4 H), 2.67 (t, J/=7.63 Hz, 4 H), 2.03 (d, J=2.75 Hz, 2 H), 1.85- 1.92 (m; 2 H), 1.54
-1.63(m, 4 H), 1.44-1.51 (m, 2 H). MS (LC/MS) R.T. = 1.30; [M+H]* = 298.2.

[0130] The enantiomers were separated using a Chiralpak AS-H (30 x 250mm, 5um) column with a mobile phase
consisting of 30% methanol (0.1%DEA) in CO, and UV monitored at 330 nm. The separated peaks were concentrated
in vacuo to yield white powders. The first peak off the column yielded 0.11 g, 0.36 mmol, 33.0%. (8a; R-isomer): M.P.
255 °C(dec). 'H NMR (500 MHz, DMSO-dg) § ppm 11.43 (br. s., 1 H) 9.16 (br. s., 1 H) 7.14 - 7.53 (m, 2 H) 6.82 - 7.09
(m, 2 H) 3.91 (d, J=9.77 Hz, 1 H) 3.64 (d, J=10.07 Hz, 1 H) 2.96-3.09 (m, 2 H) 2.71 - 2.87 (m, 2 H) 2.62-2.73 (m, 2 H)
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2.01-2.08(m,1H)1.81-197(m,1H)1.54-166 (m,2H)1.40-153 (m, 1H). MS (LC/MS) R.T. = 1.26; [M+H]* =
298.2. The second peak yielded 0.11 g, 0.36 mmol, 33.0 %. (8b; S-isomer): TH NMR(500 MHz, DMSO-dg) 6 ppm 11.43
(br.s.,1H)9.20 (br.s., 1H) 7.10-7.60 (m, 2 H) 6.83 - 7.11 (m, 2 H) 3.91 (d, J=9.77 Hz, 1 H) 3.64 (d, J=9.77 Hz, 1 H)
294-316(m,2H)2.71-2.86(m,2H)259-272(m,2H)1.97-2.09(m,1H)1.81-195(m, 1H)1.53-1.71 (m, 2
H) 1.41-1.53 (m, 1H). MS (LC/MS) R.T. =1.28; [M+H]* = 298.2.

EXAMPLE 9
N-(6-Chlorobenzo[d]thiazol-2-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0131]

Step A: N-(6-Chlorobenzo[d]thiazol-2-yl)-1H-imidazole-1-carbothioamide

[0132]

[0133] To 6-chlorobenzo[d]thiazol-2-amine (1.14 g, 6.17 mmol) in acetonitrile (30 mL) was added 1,1’-thiocarbonyld-
iimidazole (1.43 g, 8 mmol). The reaction was stirred at 50 °C for 18 hours. The reaction was cooled to room temperature
and the precipitate was filtered and washed with acetonitrile (2 x 50 mL). The yellow powder was dried in a vacuum
oven (40 °C) for 1 hour to yield N-(6-chlorobenzo[d]thiazol-2-yl)- 'H-imidazole-1-carbothioamide (1.16 g, 3.9 mmol, 64
% yield) and then used in the next step without any further purification or characterization.

Step B: (3-((3-(6-Chlorobenzo[d]thiazol-2-yl)thioureido)methyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihyd-
roborate

[0134]

P NN
[@in‘ﬁ%c

[0135] To N-(6-chlorobenzo[d]thiazol-2-yl)- TH-imidazole-1-carbothioamide (0.86 g, 2.9 mmol) in N,N-dimethylforma-
mide (20 mL) was added (3-(aminomethyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate(0.5 g, 2.9
mmol). The reaction was stirred at 70 °C for 4 hours. The reaction was concentrated and purified via silica gel chroma-
tography (60-100% ethyl acetate/hexanes). The product fractions were concentrated in vacuo to yield (3-((3-(6-chlo-
robenzo[d]thiazol-2-yl)thioureido)methyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (0.4 g, 1.01
mmol, 34.6 % yield) as a white powder. TH NMR (500 MHz, DMSO-dg) & ppm 11.92 (br. s., 1 H) 9.89 (br. s., 1 H) 8.08
(br.s.,1H)7.62 (br.s., 1H)7.40-7.50 (m, 1H)5.40 (br. s., 1 H) 3.88 (d, J=10.20 Hz, 1 H) 3.76 (d, J/=10.20 Hz, 1 H)
2.67-3.02(m,6H)2.08 (br.s.,1H)1.80-1.95(m,2H)1.73 (br.s., 1H)1.01-1.63 (m, 4 H). MS (LC/MS) R.T. =3.87;
[M+H]* = 395.1.

Step C: (2-(6-Chlorobenzo[d]thiazol-2-ylamino)-4H-1’-ammoniospirofoxazole-5,3"-bicyclo[2. 2. 2]Joctane]-1"-yl)trihydrob-
orate

[0136]
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L
BH3

[0137] To (3-((3-(6-chlorobenzo[d]thiazol-2-yl)thioureido)methyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-y)trihy-
droborate (0.37 g, 0.93 mmol) in N,N-dimethylformamide (20 mL) was added N,N’-diisopropylcarbodiimide (0.19 mL,
1.2 mmol). The reaction was stirred at 70 °C for 4 hours. The reaction was concentrated and purified via silica gel
chromatography (40-100% ethyl acetate/hexane). The product fractions were concentrated in vacuo to yield (2-(6-
chlorobenzol[d]thiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3-bicyclo[2.2.2]octane]-1’-yl)trihydroborate (0.12 g,
0.33 mmol, 35.5 % yield) as a white powder. TH NMR (500 MHz, DMSO-dg) 6 ppm 9.10 (br.s., 1 H) 7.95 (d, J=2.14 Hz,
1 H) 7.60 (d, J=8.55 Hz, 1 H) 7.36 (dd, J=8.55, 2.14 Hz, 1 H) 3.88 (d, J=10.38 Hz, 1 H) 3.76 (d, J=10.38 Hz, 1 H) 3.26
-3.37 (m, 1 H) 3.17 (dd, J=1.4.95, 1.83 Hz, 1 H) 3.00 - 3.11 (m, 1H) 2.80 - 2.97 (m, 3 H) 2.28 (br. s., 1 H) 2.00 - 2.11
(m, 1H) 1.69-1.88 (m, 3 H) 1.46 (br. s., 3 H). LC/MS : retention time 2.94 (M+1-BH; = 349.1).

Step D: N-(6-Chlorobenzo[d]thiazol-2-yl)-4H-1’-azaspirofoxazole-5,3-bicyclo[2.2. 2]Joctan]-2-amine

[0139] To (2-(6-chlorobenzo[d]thiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1’-yl)trihyd-
roborate (0.1 g, 0.28 mmol) in acetone (9 mL) was added 3 M HCI (0.69 mL, 2.07 mmol). The reaction was stirred at
room temperature for 4 hours. Ethyl acetate was added and the aqueous layer was collected and neutralized with 1N
sodium hydroxide. The product was extracted with ethyl acetate (2 x 40 mL). The organics were combined, dried with
magnesium sulfate, filtered and concentrated in vacuo to afford N-(6-chlorobenzo[d]thiazol-2-yl)-4H-1’-azaspiro[oxazole-
5,3™-bicyclo[2.2.2]octan]-2-amine (0.06 g, 0.17 mmol, 62.4 % yield) as a white powder. TH NMR (500 MHz, DMSO-dg)
d ppm 9.03 (br.s., 1H) 7.93 (d, J/=2.14 Hz, 1 H) 7.58 (d, J=8.55 Hz, 1 H) 7.35 (dd, J=8.55, 2.14 Hz, 1 H) 3.90 (d, J=10.07
Hz, 1 H) 3.65 (d, J=10.07 Hz, 1 H) 2.99 - 3.11 (m, 2 H) 2.73 - 2.89 (m, 2 H) 2.67 (t, J=7.63 Hz, 2 H) 2.08 (br. s., 1 H)
1.82-1.99 (m, 1H) 1.43 - 1.67 (m, 3 H). MS (LC/MS) R.T. = 2.07; [M+H]* = 349.1.

[0140] The enantiomers were separated using a Chiralpak AS-H (30 x 250mm, 5um) column with a mobile phase
consisting of 30% methanol (0.1%DEA) in CO, and UV monitored at 220 nm. The separated peaks were concentrated
in vacuo to yield white powders. The first peak off the column yielded 0.034 g, 0.10 mmol, 36.2 %. (9a; S-isomer): H
NMR (500 MHz, DMSO-dg) 8 ppm 9.02 (br. s., 1 H) 7.93 (d, J=2.14 Hz, 1 H) 7.58 (d, J=8.55 Hz, 1 H) 7.35 (dd, J=8.55,
2.14 Hz,1H)3.90 (d, J/=10.07 Hz, 1 H) 3.65 (d, J=10.07 Hz, 1 H) 2.97-3.11 (m, 2 H) 2.73-2.89 (m, 2 H) 2.67 (t, J=7.48
Hz,2H)2.08 (br.s.,1H)1.93 (br.s., 1H) 1.43-1.69 (m, 3 H). MS (LC/MS) R.T. =2.05; [M+H]* = 349.1. Optical rotation
=+ 4.00°. The second peak yielded 0.037 g, 0.10 mmol, 39.4 %. (9b; R-isomer): TH NMR(500 MHz, DMSO-dg) & ppm
9.02 (br.s., 1H)7.93 (d, J/=2.14 Hz, 1 H) 7.58 (d, J=8.55 Hz, 1 H) 7.35 (dd, J=8.55, 2.44 Hz, 1 H) 3.90 (d, J=10.07 Hz,
1 H)3.65(d, J=10.07 Hz, 1 H)2.93-3.13(m,2H)2.72-291(m, 2 H) 2.62-2.73 (m, 2 H) 2.08 (br. s., 1 H) 1.93 (d,
J=1.22 Hz, 1 H) 1.44 - 1.68 (m, 3 H). MS (LC/MS) R.T. = 2.04; [M+H]* = 349.1. Optical rotation = -3.74°.

[0138]

EXAMPLE 10
N-(1-Methyl-1H-benzo[dJimidazol-2-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2. 2. 2Joctan]-2-amine

[0141]
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. Ne

Step A: N-(1-Methyl-'H-benzo[d]imidazol-2-yl)- H-imidazole-1-carbothioamide

[0142]

\
N=y o HOONC
(g A} : \( {
K/N\\g | \

[0143] To 1-methyl-H-benzo[d]imidazol-2-amine (1.28 g, 8.7 mmol) in acetonitrile (30 mL) was added 1,1’-thiocarb-
onyldiimidazole (2.015 g, 11.31 mmol). The reaction was stirred at 50 °C for 18 hours. The reaction was cooled to room
temperature and the precipitate was filtered and washed with acetonitrile (2 x 50 mL). The yellow powder was dried in
a vacuum oven (40 °C) for 1 hour to yield N-(1-methyl-TH-benzo[d]imidazol-2-yI)-TH-imidazole-1-carbothioamide (1.6 g,
6.22 mmol, 71.5 % yield) and then used in the next step without any further purification or characterization.

Step B: (3-Hydroxy-3-((3-(1-methyl-1H-benzo[d]imidazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2. 2. 2]Joctan-1-yi)tri-
hydroborate

[0144]

: : H N
A OH H RN
yAS ‘\g\f”’@

1
BHy

[0145] To N-(1-methyl-1H-benzo[d]imidazol-2-yl)-1H-imidazole-1-carbothioamide, (1.04 g, 4.04 mmol) in N,N-dimeth-
ylformamide (20 mL) was added (3-(aminomethyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (0.687
g, 4.04 mmol). The reaction was stirred at 70 °C for 4 hours. The reaction was concentrated and purified via silica gel
chromatography (60-100% ethyl acetate/hexane). The product fractions were concentrated in vacuo to yield (3-hydroxy-
3-((3-(1-methyl-1H-benzo[d]imidazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (1.28 g,
3.56 mmol, 88 % yield) as a white powder. LC/MS confirmed product as loss of BH5 in the LC/MS conditions: retention
time 3.01 (M+1-BHj; = 346.2).

Step C: (2-(1-Methyl-1H-benzo[d]imidazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3-bicyclo[2.2. 2Joctane]-1"-yl)tri-
hydroborate

[0146]

[0147] To (3-hydroxy-3-((3-(1-methyl-'H-benzo[d]imidazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-
yhtrihydroborate (1.19 g, 3.31 mmol) in N,N-dimethylformamide (20 mL) was added N,N’-diisopropylcarbodiimide (1.55
mL, 9.9 mmol). The reaction was stirred at 70 °C for 4 hours. The reaction was concentrated and purified via silica gel
chromatography (40-100% ethyl acetate/hexane). The product fractions were concentrated in vacuo to yield (2-(1-methyl-
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1H-benzo[d]imidazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3"-bicyclo[2.2.2]octane]-1-yl)trihydroborate (0.94 g, 2.9
mmol, 87 % yield) as a white powder. TH NMR (400 MHz, DMSO-dg) & ppm 9.36 (br.s., 1 H) 7.34-7.44 (m, 1 H) 7.26
-7.34(m,1H)7.00-7.12 (m, 2 H) 3.90 (d, J=10.32 Hz, 1 H) 3.77 (d, J=10.32 Hz, 1 H) 3.57 (s, 3 H) 3.28 (dd, J=14.886,
2.27 Hz, 1 H) 3.13 (dd, J=14.86, 1.51 Hz, 1 H) 2.95-3.08 (m, 1 H) 2.75-2.95 (m, 3 H) 2.22 (br.s., 1 H) 1.96 - 2.11 (m,
1H)1.67-1.89 (m, 3H)1.43 (br. s, 3 H). LG/MS : retention time 2.37 (M+1-BH; = 312.2).

Step D: N-(1-Methyl-1H-benzo[d]imidazol-2-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2.2]octan]-2-amine

N
VA (3";§:-—<§q:;1l|iil

[0149] To (2-(1-methyl-'H-benzo[d]imidazol-2-ylamino)-4H-1-ammoniospiro[oxazole-5,3-bicyclo[2.2.2]octane]-1’-
yltrihydroborate (0.92 g, 2.8 mmol) in acetone (9 mL) was added 3 M HCI (7.1 mL, 21.2 mmol). The reaction was stirred
at room temperature for 4 hours. Ethyl acetate was added and the aqueous layer was collected and neutralized with 1N
sodium hydroxide. The product was extracted with ethyl acetate (2 x 40 mL). The organics were combined, dried with
magnesium sulfate, filtered, and concentrated in vacuo to afford N-(1-methyl-'H-benzo[d]imidazol-2-yl)-4H-1’-aza-
spiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine (0.84 g, 2.7 mmol, 95 % yield) as a white powder. TH NMR (400 MHz,
DMSO-dg) § ppm 9.24 -9.39(m, 1H) 7.33-7.42 (m, 1 H) 7.25-7.33 (m, 1 H) 6.99-7.10 (m, 2 H) 3.92 (d, J=10.07 Hz,
1 H) 3.66 (d, J=10.07 Hz, 1 H) 3.57 (s, 3 H) 2.97-3.08 (m, 2 H) 2.78 (t, J=7.81 Hz, 2 H) 2.67 (t, J=7.81 Hz, 2 H) 2.01 -
2.09(m,1H)1.80-1.96(m,1H)1.40-1.66 (m, 3H). MS (LC/MS) R.T. =1.49; [M+H]* = 312.2.

[0150] The enantiomers were separated using a Chiralcel OJ-H (30 x 250mm, 5um) column with a mobile phase
consisting of 22% methahol (0.1% DEA in CO, and UV monitored at 300 nm. The separated peaks were concentrated
in vacuo to yield white powders. The first peak off the column yielded 0.065 g, 0.205 mmol, 39.8 %. (10a, R-isomer): TH
NMR(500 MHz, DMSO-dg) & ppm 9.31 (br.s., 1 H) 7.35-7.45(m, 1 H) 7.26 - 7.34 (m, 1 H) 7.00 - 7.15 (m, 2 H) 3.93
(d, J=10.10 Hz, 1H) 3.67 (d, J=10.10 Hz, 1 H) 3.59 (s, 3H) 2.93-3.13(m, 2 H) 2.74 - 2.89 (m, 2 H) 2.61-2.74 (m, 2
H)2.05 (br.s., 1 H) 1.91 (br.s., 1 H) 1.38 - 1.68 (m, 3 H). MS (LC/MS) R.T. = 1.37; [M+H]* = 312.2. Optical rotation =
- 16.02°. The second peak yielded 0.06 g, 0.19 mmol, 36.8 %. (10b; S-isomer): TH NMR (500 MHz, DMSO-dg) 8 ppm
9.31(br.s.,,1H)7.33-743 (m,1H) 7.25-7.33(m, 1H)6.93-7.11 (m, 2 H) 3.93 (dd, J=2.92, 3.20 Hz, 1 H) 3.67 (dd,
J=9.92,3.20Hz, 1 H) 3.38(s,3H)2.94-3.13(m,2H)2.74-2.85(m,2H) 259 -2.72 (m, 2 H) 2.04 (br.s., 1 H) 1.90
(br.s., 1H) 1.37 - 1.70 (m, 3 H). MS (LC/MS) R.T. = 1.37; [M+H]* = 312.2. Optical rotation = + 35.99°.

[0148]

EXAMPLE 11
N-(6-Ethoxybenzo[d]thiazol-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2. 2. 2Joctan]-2-amine

[0151]

Step A: N-(6-Ethoxybenzo[d]thiazol-2-yl)-1H-imidazole-1-carbothioamide

[0152]
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[0153] Inavialwas placed 6-ethoxybenzo[d]thiazol-2-amine (1.5 g, 7.72 mmol) and di(H-imidazol-1-yl)methanethione
(1.789 g, 10.04 mmol) in acetonitrile (15 mL). The reaction was heated to 80 °C overnight. The reaction mixture was
filtered and the precipitate was collected to afford 2.4 grams (7.88 mmol, 102 %) of rust-colored solids.

Step B: (3-((3-(6-Ethoxybenzo[d]thiazol-2-yl)thioureido)methyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihyd-
roborate

[0154]

H
N_

Oy

[0155] In a vial was placed N-(6-ethoxybenzo[d]thiazol-2-yl)-TH-imidazole-1-carbothioamide (2.4 g, 7.88 mmol) and
(3-(aminomethyl)-3-hydroxy-1-ammoniobicyc]o[2.2.2]octan-1-yl)trihydroborate (1.341 g, 7.88 mmol) in N,N-dimethylfor-
mamide (8 mL). The reaction was heated to 80 °C. After 2 hours the reaction was poured into water and chloroform and
the organic was extracted and concentrated to a red oil. This material was used in the next reaction without any further
purification or characterization.

BH5™

Step C: (2-(6-Ethoxybenzo[d]thiazol-2-ylamino)-4H-1"-ammoniospiro-foxazole-5,3-bicyclof2.2. 2]Joctane]-1’-yl)trihyd-
roborate-

[0156]

[0157] In a flask was placed (3-((3-(6-ethoxybenzo[d]thiazol-2-yl)thioureido)-methyl)-3-hydroxy-1-ammoniobicyc-
lo[2.2.2]octan-1-yl)trihydroborate (3.2 g, 7.9 mmol) and N,N’-diisopropylcarbodiimide (4.3 mL, 27.6 mmol) in N,N-dimeth-
ylformamide (10 mL). The reaction was heated to 70 °C for 2 hours and then poured into water and chloroform. The
organic was collected and concentrated to a residue. The residue was triturated in ether and the precipitate was collected
via vacuum filtration to yield 1.11 grams (2.98 mmol, 37.8 %) of gray powder.

Step D: N-(6-Ethoxybenzo[d]thiazol-2-yl)-4H-1’-azaspiro[oxazole-5,3"-bicyclo[2.2. 2]octan]-2-amine

[0158]

[0159] Inavialwas placed (2-(6-ethoxybenzo[d]thiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]oc-
tane]-1’-yl)trihydroborate (500 mg, 1.34 mmol) and HCI (8.06 mL, 24.17 mmol) in acetone (10 mL). The reaction was
monitored by HPLC. After 2 hours, the reaction was complete by LC/MS. The reaction was poured into water and
chloroform, and the organic layer was set aside. The aqueous layer was neutralized and extracted with chloroform (2x).
The second chloroform fraction was concentrated to a white residue. The solid was triturated in ether and the precipitate
collected to yield 314.4 mg (0.877 mmol, 65.3 %) of the desired material. "H NMR (400 MHz, DMSO-dg) § ppm 8.89 (1
H, br.s.),7.50 (1 H, d, J=8.81 Hz), 7.38 (1 H, d, J=2.52 Hz), 6.91 (1 H, dd, J=8.81, 2.52 Hz), 4.03 (2 H, q, J=7.05 Hz),
3.87 (1 H, d, J=10.07 Hz), 3.62 (1 H, d, J=10.07 Hz), 3.02 (2 H, s), 2.78 (2 H, t, J=7.81 Hz), 2.66 (2 H, t, J=7.68 Hz),
2.05(1H, br.s.), 1.91 (1H, br. s.), 1.42-1.67 (3H, m), 1.33 (3 H, t, J=7.05 Hz). MS (LC/MS) RT. = 1.60; [M+H]* = 359.0.
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[0160] The enantiomers were separated using a Chiralpak AS-H (30 x 250mm, 5um) column with a mobile phase
consisting of 30% methanol (0.1%DEA) in CO, and UV monitored at 300 nm. The separated peaks were concentrated
in vacuo to yield white powders. The first peak off the column yielded 62.4 mg, 0.17 mmol, 31.2 %. (11a; S-isomer): 'H
NMR (500 MHz, DMSO-dg) 6 ppm 8.87 (1 H, br. s.), 7.49 (1 H, d, J=8.5 Hz), 7.38 (1 H, d, J=2.44 Hz), 6.91 (1 H, dd,
J=8.85, 2.44 Hz), 4.03 .(2 H, q, J=7.02 Hz), 3.87 (1 H, d, J=10.07 Hz), 3.61 (1 H, d, J=10.07 Hz), 3.02 (2 H, s), 2.72 -
285(2H,m), 266 (2H,t J=7.63Hz),2.05(1H, br.s.), 1.91 (1 H, br. s.), 1.43-1.64 (3H, m), 1.33 (3H, t, J=7.02 Hz).
MS (LC/MS) R.T. = 1.81; [M+H]* = 359.1. The second peak yielded 58.9 mg, 0.164 mmol, 29.5 %. (11b; R-isomer): H
NMR (500 MHz, DMSO-dg) 6 ppm 8.86 (1 H, br. s.), 7.48 (1 H, d, J=8.83 Hz), 7.37 (1 H, d, J=2.44 Hz), 6.91 (1 H, d,
J=2.75Hz),4.02 (2 H, q, J=7.02 Hz), 3.86 (1 H, d, J=9.77 Hz), 3.61 (1 H, d, J=9.77 Hz), 3.01 (2 H, s), 2.72-2.85 (2 H,
m), 2.62 - 2.69 (2 H, m), 2.04 (1 H, d, J=2.44 Hz), 1.90 (1 H, d, J=4.27 Hz), 1.42 - 1.63 (3 H, m), 1.29 - 1.35 (3 H, m).
MS (LC/MS) R.T. = 1.52; [M+H]* = 359.1.

EXAMPLE 12
N-(6-Methylbenzo[d]thiazol-2-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2:2. 2]Joctan]-2-amine

[0161]

Step A: N-(6-Methylbenzo[d]thiazol-2-yl)- 1H-imidazole-1-carbothioamide

[0162]

[0163] To 6-methylbenzo[d]thiazol-2-amine (1. g, 6.2 mmol) in acetonitrile (30 mL) was added 1,1’-thiocarbonyldiim-
idazole (1.44 g, 8.1 mmol). The reaction was stirred at 50 °C for 18 hours. The reaction was cooled to room temperature
and the precipitate was filtered and washed with acetonitrile (2 x 50 mL). The yellow powder was dried in a vacuum
oven (40 °C) for 1 hour to yield N-(6-methylbenzo[d]thiazol-2-yl)- 1H-imidazole-1-carbothioamide (1.06 g, 3.86 mmol,
62 % yield) and then used in the next step without any further purification or characterization.

Step B: (3-Hydroxy-3-((3-(6-methylbenzo[d]thiazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-yl)trihyd-
roborate

[0164]

[0165] To N-(6-methylbenzo[d]thiazol-2-yl)-1H-imidazole-1-carbothioamide(0.96 g, 3.5 mmol) in N,N-dimethylforma-
mide (20 mL) was added (3-(aminomethyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (0.595 g, 3.5
mmol). The reaction was stirred at 70°C for 4 hours. The reaction mixture was concentrated and purified via silica gel
chromatography (40-100% ethyl acetate/hexanes). The product fractions were concentrated in vacuoto yield (3-hydroxy-
3-((3-(6-methylbenzo[d]thiazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate(0.88 g, 2.338
mmol, 66.8 % yield) as a white powder. MS (LC/MS)R.T.=3.71; [M+H]*= 375.2.
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Step C: (2-(6-Methylbenzo[d]thiazol-2-ylamino)-4H-1'=ammoniospirofoxazole-5,3"-bicyclo[2.2. 2Joctane]-1’-yl)trihydrob-
orate

[0166]

[0167] To (3-hydroxy-3-((3-(6-methylbenzo[d]thiazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-yl)tri-
hydroborate (0.86 g, 2.285 mmol) in N,N-dimethylformamide (20 mL) was added N,N’-diisopropylcarbodiimide (0.288
g, 2.285 mmol). The reaction was stirred at 70 °C for 4 hours. The reaction was concentrated and ethyl acetate was
added. The precipitate was filtered and washed with additional ethyl acetate. The powder was dried in a vacuum oven
(70°C) to yield (2-(6-methylbenzo[d]thiazol-2-ylamino)-4H-1-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1-ytri-
hydroborate (0.65 g, 1.899 mmol, 83 % yield) as a white powder. 'H NMR (500 MHz, DMSO-dg) § ppm 9.03 (1 H, br.
s.), 7.59 (1 H,s), 7.51 (1 H, d, J=8.24 Hz), 7.15 (1 H, d, J=8.24 Hz), 3.86 (1 H, d, J=10.38 Hz), 3.74 (1 H, d, J=10.38
Hz), 3.29 (1 H, dd, J=15.26, 1.83 Hz), 3.14 (1 H, d, J=15.26 Hz), 2.99 - 3.09 (1 H, m), 2.80- 2.95 (3H, m), 2.36 (3 H,
s),2.25(1H, br.s.),2.03 (1H,t, J=10.22 Hz), 1.70 - 1.85 (3 H, m). MS (LC/MS) R.T. = 2.78; [M+H]* = 343.2.

Step D: N-(6-Methylbenzo[d]thiazol-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2. 2. 2]Joctan]-2-amine

[0168]

[0169] To (2-(6-methylbenzo[d]thiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1’-ytrihy-
droborate (0.24 g, 0.70 mmol) in acetone (9 mL) was added 3 M HCI (1.753 mL, 5.26 mmol). The reaction mixture was
stirred at room temperature for 4 hours. Ethyl acetate was added and the aqueous layer was collected and neutralized
with 1N sodium hydroxide. The product was extracted with ethyl acetate (2 x 40 mL). The organics were combined,
dried with magnesium sulfate, filtered and concentrated in vacuo to afford N-(6-methylbenzo[d]thiazol-2-yl)-4H-1’-aza-
spiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amin(0.19g, 0.58 mmol, 83 % yield) as a white powder. TH NMR (500 MHz,
DMSO-dg) 6 ppm 8.96 (1 H, br.s.),7.57 (1H,s), 749 (1H,d, J=8.24 Hz), 7.13 (1 H, d, J=8.24 Hz), 3.88 (1 H, d, J=10.07
Hz), 3.63 (1H, d, J=9.77 Hz), 2.98-3.04 (2 H, m), 2.72 - 2.85 (2 H, m), 2.66 (2 H, t, J/=7.63 Hz), 2.36 (3 H, s), 2.05(1 H,
d, J=2.14 Hz), 1.91 (1 H, br. s.), 1.53 - 1.64 (2 H, m), 1.42 - 1.53 (1 H, m). MS (LC/MS) R.T. =1.79; [M+H]* = 329.2.

[0170] The enantiomers were separated using a Chiralcel OJ-H (4.6 x 25 cm, 5um) column with 30% methanol
(0.1%DEA) in CO5 and UV monitored at 300 nm. The separated peaks were concentrated in vacuo to yield white powders.
The first peak off the column yielded 0.11 g, 0.34 mmol, 55%. (12a; R-isomer): TH NMR (500 MHz, DMSO-dg)  ppm
8.95(s,1H),7.57 (s,2H),7.48(d, J=8.24 Hz,2 H),7.13 (d, J=8.24 Hz, 2 H), 3.89 (d, J=10.38 Hz, 2 H), 3.63 (d, J=10.38
Hz, 2 H),2.99-3.06 (m, 4 H),2.75- 2.84 (m, 4 H), 2.67 (t, /=7.63 Hz, 4 H), 2.37 (s, 7 H), 2.06 (s, 2 H), 1.92 (s, 2 H),
1.55-1.64 (m, 4 H), 1.49 (dd, J=9.77, 2.44 Hz, 2 H). MS (LC/MS) R.T. = 1.80; [M+H]* = 329.2. Optical rotation = -4.52.
The second peak yielded 0.11 g, 0.34 mmol, 55 %. (12b; S-isomer): TH NMR (500 MHz, DMSO-dg) § ppm 8.96 (s, 1 H),
7.58 (s, 1 H), 749 (d, J=8.24 Hz, 1 H), 7.14 (d, J=8.24 Hz, 1 H), 3.89 (d, J=10.07 Hz, 1 H), 3.63 (d, J=10.07 Hz, 1 H),
3.03 (d, J=2.44 Hz, 2 H), 2.75- 2.84 (m, 2 H), 2.67 (t, J=7.78 Hz, 2 H), 2.37 (s, 3 H), 2.06 (s, 1 H), 1.92 (s, 1 H), 1.55 -
1.64 (m, 2 H), 1.49 (dd, J=9.77, 2.75 Hz, 1 H). MS (LC/MS) R.T. = 1.80; [M+H]* = 329.2. Optical rotation= + 10.08.

EXAMPLE 13
2-(4H-1’-Azaspiro[oxazole-5,3"-bicyclo[2.2. 2Joctane]-2-ylamino)benzo[d]thiazol-6-ol

[0171]
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Step A: N-(6-(tert-Butyldimethylsilyloxy)benzo[djthiazol-2-yl)-1-imidazole-1-carbothioamide

[0172]

N

[0173] To 6-(tert-butyldimethylsilyloxy)benzo[d]thiazol-2-amine (prepared as described in WO 2007/086800 p.102)
(3.1 g, 11.05 mmol) in acetonitrile (30 mL) was added thiocarbonyl diimidazole (2.56 g, 14.37 mmol). The reaction was
heated to 70°C overnight. The reaction was cooled to room temperature and the precipitate was filtered and washed
with acetonitrile to afford a yellow solid. The product, N-(6-(tert-butyldimethylsilyloxy)benzo[d]thiazol-2-yl)-1H-imidazole-
1-carbothioamide (3.85 g, 9.86 mmol, 89 % yield), was taken directly to the next step without any further purification.
MS (LC/MS) R.T. = 2.56; [M+H]*= 388.9.

Step B: (3-((3-(6-(tert-Butyldimethylsilyloxy)benzo[d]thiazol-2-yl)thioureido)methyl)-3-hydroxy-1-ammoniobicyc-
lo[2.2.2]octan-1-yl)trihydroborate

[0174]

[0175] To N-(6-(tert-butyldimethylsilyloxy)benzo[d]thiazol-2-yl)-1H-imidazole-1-carbothioamide (3.85 g, 9.86 mmol) in
N,N-dimethylformamide (40 mL) was added (3-(aminomethyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydrob-
orate (1.68 g, 9.86 mmol). The reaction was heated at 80 °C for 2 hours. The reaction was cooled and then poured into
a mixture of chloroform and water. The organic layer was collected and concentrated in vacuo to afford (3-((3-(6-(tert-
butyldimethylsilyloxy)benzo[d]thiazol-2-yl)thioureido)methyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydrobo-
rate (6.2 g) as a yellow oil.

Step C: (2-(6-(tert-Butyldimethylsilyloxy)benzo[djthiazol-2-ylamino)-4H-1-ammoniospirofoxazole-5,3-bicyclof2.2. 2]oc-
tane]-1-yl)trihydroborate

[0176]
N~ s')/oﬂ;s
N “ﬂl!ii
N

[0177] To  (3-((3-(6-(tert-butyldimethylsilyloxy)benzo[d]thiazol-2-yl)thioureido)methyl)-3-hydroxy-1-ammoniobicyc-
lo[2.2.2]octan-1-yl)trihydroborate (4.9 g, 9.9 mmol) in N,N-dimethylformamide (10 mL) was added 1,3-diisopropylcarbo-
diimide (5.4 mL, 34.5 mmol). The reaction was heated to 80 °C and monitored by LC/MS. The reaction was cooled and
then poured into a mixture of chloroform and water. The organic layer was collected and concentrated in vacuo. The
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remaining residue was triturated in ether. The precipitate was collected to afford (2-(6-(tert-butyldimethylsilyloxy)ben-
zo[d]thiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1-yl)trihydroborate (3.28 g, 7.15 mmaol,
72.6 % yield). MS (LC/MS) R.T. = 3.60; [M+H-BH;]*= 445.2.
Step D: 2-(4H-1"-Azaspiro[oxazole-5,3"-bicyclo[2. 2. 2Joctane]-2-ylamino)benzo[d]thiazol-6-of

[0178]

[0179] To (2-(6-(tert-butyldimethylsilyloxy)benzo[d]thiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3’-bicyc-
lo[2.2.2]octane]-1-yl)trihydroborate (3.2g, 6.98 mmol) in acetone (10 mL) was added HCI (8.14 mL, 24.43 mmol). The
reaction was stirred at room temperature for 3 hours. The mixture was poured into water and neutralized with saturated
sodium bicarbonate. The aqueous layer was then extracted with chloroform. The organic layer was collected and con-
centrated in vacuo. The remaining residue was triturated in ether to afford racemic 2-(4H-1’-azaspiro[oxazole-5,3’-
bicyclo[2.2.2]octane]-2-ylamino)benzo[d]thiazol-6-ol (958 mg, 2.90 mmol, 41.5% yield) as a white powder. TH NMR (500
MHz, DMSO-dg) & ppm 9.36 (1 H, br. s.), 8.85 (1H, br.s.), 7.41 (1 H, d, J=8.85 Hz), 7.12 (1H, d, J=2.44 Hz), 6.78 (1 H,
dd, J=8.85, 2.44 Hz), 3.86 (1 H, d, J=10.07 Hz), 3.61 (1 H, d, J=10.07 Hz), 2.96 - 3.06 (2 H, m), 2.71 - 2.85 (2 H, m),
2.66 (2H,t,J=7.78 Hz),2.04 (1 H, br.s.), 1.90 (1H, br. s.), 1.43 - 1.64 (3H, m). MS(LC/MS) R.T. =1.03; [M+H]* = 331.29.
[0180] The enantiomers were separated using a Chiralpak AD-H (30 x 250mm, 5um) column with a mobile phase
consisting of 30% methanol (0.1% DEA) in CO,. The wavelength was set at 300 nM. The separated peaks were con-
centrated in,vacuo to yield white powders. The first peak off the column was (S)-2-(4H-1’-azaspiro[oxazole-5,3’-bicyc-
[o[2.2.2]octane]-2-ylamino)benzo[d]thiazol-6-ol (395.2 mg, 1.19 mmol, 41.4% yield). (13a, S-isomer): TH NMR (500 MHz,
DMSO-dg) 8 ppm 9.36 (1 H, br. s.), 8.84 (1 H, br. s.), 7.41 (1H, d, J=8.55 Hz), 7.12 (1H, d, J=2.44 Hz), 6.78 (1 H, dd,
J=8.55,2.44 Hz), 3.86 (1H, d, J=9.77 Hz), 3.61 (1H, d, J=10.07 Hz), 2.96 - 3.05 (2 H, m), 2.72 - 2.84 (2 H, m), 2.65 (2
H, t, J=7.63 Hz), 2.04 (1 H, br.s.), 1.90 (1 H, br.s.), 1.52 - 1.64 (2 H, m), 1.43-1.52 (1 H, m). MS (LC/MS) R.T. =1.30;
[M+H]* = 331.4. The second peak was (R)-2-(4H-1’-azaspiro[oxazole-5,3’-bicyclo[2,2.2]octane]-2-y]amino)benzo[d]thi-
azol-6-ol (375 mg, 1.14 mmol, 39.3 % yield). (13b, R-isomer): TH NMR (500 MHz, DMSO-dg) § ppm 7.40 (1 H, d, J=8.55
Hz), 7.11 (1 H, d, J=2.44 Hz), 6.77 (1 H, dd, J=8.55, 2.44 Hz), 3.86 (1H, d, J=10.07 Hz), 3.60 (1 H, d, J=10.07 Hz), 3.01
(2H, s),2.73-2.84 (2H, m), 2.65 (2 H, t, J=7.78 Hz), 2.04 (1 H, br.s.), 1.90 (1 H, br, s.), 1.54 - 1.62 (2H, m), 1.43 - 1.52
(1 H, m). MS (LC/MS) R.T. = 1.43; [M+H]*= 331.4.

EXAMPLE 14
N-(4,5,6,7-Tetrahydrobenzo[d]thiazol-2-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2.2]octan]-2-amine

[0181]

Step A: N-(4,5,6,7-Tetrahydrobenzo[djthiazol-2-yl)-1H-imidazole-1-carbothioamide

[0182]
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[0183] To 4,5,6,7-tetrahydrobenzol[d]thiazol-2-amine (0.5 g, 3.24 mmol) in acetonitrile (20 mL) was added di(1H-
imidazol-1-yl)methanethione (0.58 g, 3.24 mmol). The reaction was stirred at 50 °C for 4 hours. The reaction was cooled
and concentrated to yield crude product. The crude material was purified via flash chromatography (50-100% ethyl
acetate-hexane) to yield N-(4,5,6,7-tetrahydrobenzo[d]thiazol-2-yl)-1H-imidazole-1-carbothioamide (0.60 g, 2.27 mmol,
70.0 % yield) as a white powder.

Step B: (3-Hydroxy-3-((3-(4,5,6, 7-tetrahydrobenzo[d]thiazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2. 2]octan-1-
yl)trihydroborate

[0184]

OH

I H '
'+ NN _N
L/ o

[0185] To N-(4,5,6,7-tetrahydrobenzo[d]thiazol-2-yl)-1H-imidazole-1-carbothioamide (0.54 g, 2 mmol) in N,N-dimeth-
ylformamide (20 mL) was added (3-(aminomethyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (0.35 g,
2 mmol). The reaction was stirred at 50 °C for 3 hours. The reaction was cooled and concentrated to yield crude product.
The crude material was purified via flash chromatography (50-100% ethyl acetate-hexane) yielding the first spot/fractions
(TLC) as the product. The fractions were combined and concentrated to yield (3-hydroxy-3-((3-(4,5,6,7-tetrahydroben-
zo[d]thiazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (0.51 g, 1.39 mmol, 68.2 % yield)
as a white powder. 'H NMR (500 MHz, DMSO-D6) & ppm 11.46 (s, 1 H), 5.26(s, 1 H), 3.89 (dd, J=13.58, 5.34 Hz, 1 H),
3.68 (dd, J=13.73, 4.88 Hz, 1 H), 2.55 - 2.94 (m, 8 H), 2.06 (dd, J=9.31, 3.20 Hz, 1H), 1.66 - 1.90 (m, 6H), 1.21 - 1.59
(m, 4 H); [M+H]* = 365.1.

Step C: (2=(4,5,5,7-Tetrahydrobenzo[d]thiazol-2-ylamino)-4H-1-ammoniospirofoxazole-5,3’-bicyclo[2.2. 2]Joctane]-1’-
yl)trihydroborate

[0186]

[0187] To (3-hydroxy-3-((3-(4,5,6,7-tetrahydrobenzo[d]thiazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-
1-yhtrihydroborate (0.5g, 1.37 mmol) in N,N-dimethylformamide (20 mL) was added N,N-diisopropylcarbodiimide (0.74
mL, 4.78 mmol). The reaction was stirred at 70°C for 4 hours. The reaction was concentrated to yield a crude residue.
The crude material was purified via flash chromatography (50-100% ethyl acetate-hexanes) yielding the second spot/frac-
tions (TLC) as the product. The fractions were combined and concentrated to yield (2-(4,5,6,7-tetrahydrobenzo[d]thiazol-
2-ylamino)-4H-1"-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1-yl)trihydroborate(0.38 g, 1.14 mmol, 84 % yield)
as a white powder. TH NMR (500 MHz, DMSO-D6) § ppm 8.26 - 8.86 (m, 1 H), 3.78 (d, J=9.46 Hz, 1 H), 3.66 (d, J=9.77
Hz, 1H), 3.19-3.30 (m, J=14.95,2.14 Hz, 1 H),2.96-3.12 (m, 2 H), 2.78 - 2.94 (m, 3 H), 2.54 - 2.65 (m, 4 H), 2.19 (s,
1H), 2.0 (s, 1 H), 1.66 - 1.85 (m, 7 H), 1.43 (m, 3 H). MS (LC/MS) R.T. = 2.50; [M+H-BH;]* = 319.1.
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Step D: N-(4,5,6,7-Tetrahydrobenzo[d]thiazol-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2.2. 2]octan]-2-amine

[0188]

[0189] To (2-(4,5,6,7-tetrahydrobenzo[d]thiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-
1’-yhtrihydroborate (0.36 g, 1.08 mmol) in acetone (9 mL) was added 3M HCI (0.36 mL, 1.08 mmol). The reaction was
stirred at room temperature for 4 hours. The reaction was complete by TLC (lower spot). Ethyl acetate was added and
the aqueous layer was then separated. The aqueous layer was neutralized with 1N sodium hydroxide. The product was
extracted with ethyl acetate (2 x 40 mL). The organics were combined, dried with magnesium sulfate, filtered, and
concentrated in vacuo to afford racemic N-(4,5,6,7-tetrahydrobenzo[d]thrazol-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyc-
[o[2.2.2]octan]-2-amine (0.28 g, 0.84 mmol, 78% yield) as a white powder. TH NMR (500 MHz, DMSO-D6) § ppm 8.30
- 8.75 (br.s, H), 3.79-(d, J=9.44 Hz, 1H), 3.55 (d, J=9.76 Hz, 1H), 2.90 - 3.03 (m, 2 H), 2.54 - 2.84 (m, 8 H), 2.00 (s, 1H),
1.81-1.93 (m, 1H), 1.75 (d, J=2.44 Hz, 4 H), 1.36 - 1.67 (m, 3 H). MS (LC/MS) R.T. = 1.39; [M+H]* = 319.1.

[0190] The enantiomers were separated using a Chiralpak AD-H (30 x 250mm, 5um) column with a mobile phase
consisting of 23% methanol (0.1% DEA) in CO,. The wavelength was set at 300 nM. The separated peaks were con-
centrated in vacuo to yield white powders. The first peak off the column was (S)-N-(4,5,6,7-tetrahydrobenzo[d]thiazol-
2-y])-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.1 g, 0.29 mmol, 36.8% yield). (14a, S-isomer): TH NMR
(500 MHz, DMSO-D6) & ppm 8.29 - 8.89 (br.s, 1 H), 3.80 (d, J=9.46 Hz, 1 H), 3.54 (d, J=9.77 Hz, 1 H), 2.94 - 3.04 (m,
2H),255-2.85(m,8H),2.00(s, 1H),1.85-194(m, 1H),1.70-1.81 (m, J=2.43 Hz, 4 H), 1.39 - 1.65 (m, 3 H). MS
(LC/MS) R.T. = 1.54, [M+H]* = 319.1. The second peak was (R)-N-(4,5,6,7-tetrahydrobenzo[d]thiazol-2-yl)-4H-1’-aza-
spiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine (0.11 g, 0.30 mmol, 38.2 % yield). (14b, R-isomer): TH NMR (500 MHz,
DMSO-D6) & ppm 8.24-8.96 (br.s, 1 H), 3.79 (d, J=9.46 Hz, 1 H), 3.52 (d, J=9.76 Hz, 1 H), 2.95 - 3.08 (m, 2 H), 2.55 -
2.80 (m, 8 H),2.00 (s, 1 H), 1.85-1,.90 (m, 1 H), 1.70 -1.79 (m, J=2.42 Hz, 4 H), 1.39 - 1.63 (m, 3 H); [M+H]* =319.1.

EXAMPLE 13
N-(4-Isopropylthiazol-2-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0191]

Step A: N-(4-Isopropylthiazol-2-yl)-1H-imidazole-1-carbothioamide

[0192]

[0193] To4-isopropylthiazol-2-amine (1.04 g, 7.31 mmol) in acetonitrile (30 mL) was added 1,1-thiocarbonyldiimidazole
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(1.7 g, 9.5 mmol). The reactionwas stirred at 50 °C for 18 hours. The reaction was cooled to room temperature and the
precipitate was filtered and washed with acetonitrile (2 x 50 mL). The yellow powder was dried in a vacuum oven (40°C)
for 2 hours. The product, N-(4-isopropylthiazol-2-yl)-1H-imidazole-1-carbothioamide (1.02 g, 4.04 mmol), 55.3 % yield),
was taken directly to the next step without any further purification.

Step B: (3-Hydro-3-((3-(4-isopropylthiazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2. 2. 2Joctan-1-yl)trihydroborate

[0194]

+
AVt o=
BHy" S S

[0195] To N-(4-isopropylthiazol-2-yl)-1H-imidazole-1-carbothioamide (0.57 g, 2.26 mmol) in N,N-dimethylformamide
(20 mL) was added (3-(aminomethyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (0.38 g, 2.26 mmol).
The reaction was stirred at 70°C for 24 hours. The reaction was cooled and concentrated to yield crude product. The
crude material was purified via flash chromatography (50-100% ethyl acetate-hexane) to yield (3-hydroxy-3-((3-(4-iso-
propylthiazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (0.56 g, 1.58 mmol, 70.0 % yield)
as a white powder. TH NMR (500 MHz, DMSO-dg) § ppm 11.62 (s, 1H), 6.70 (s, 1H), 5.31 (s, 1H), 3.58 - 3.96 (m, 2H),
2.63-3.11(m,7H),2.00-2.22(m, 1H), 1.65-1.97 (m,3H), 1.16-1.61(m, 10 H). MS (LC/MS) R.T. =3.43; [M+H]*=353.2.

Step C: (2-(5-Isopropylthiazol-2-ylamino)-4H-1’ammoniospirofoxazole-5,3’-bicyclof2.2. 2]Joctane]-1’-yl)trihydroborate

[0196]

[0197] To (3-hydroxy-3-((3-(5-isopropylthiazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydrobo-
rate (0.54 g, 1.52 mmol) in N,N-dimethylformamide (20 mL) was added N,N’-diisopropylcarbodiimide (0.83 mL, 5.33
mmol). The reaction was stirred at 50°C for 24 hours. The reaction was concentrated to yield a crude residue. The crude
material was purified via flash chromatography (50-100% ethyl acetate-hexanes) yielding the second spot/fractions
(TLC) as the product. The fractions were combined and concentrated to yield (2-(5-isopropylthiazol-2-ylamino)-4H-1’-
ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1-yl)trihydroborate (0.39 g, 1.22 mmol, 80 % yield) as a white powder.
TH NMR (500 MHz, DMSO-dg) & ppm 6.55 (s, 1 H), 3.75 (m, 2 H), 3.20 - 3.31 (m, 1 H), 2.96 - 3.15 (m, 2 H), 2.77 - 2.97
(m, 4 H),2.22 (s, 1H) 2.01 (s, 1 H), 1.68 - 1.90 (m, 3 H), 1.43 (s, 3 H), 1.21 (d, J=7.02 Hz, 6 H). MS (LC/MS) R.T. = 2.36;
[M+H-BH,]* = 307.2.

Step D: N-(4-Isopropylthiazol-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2. 2. 2]Joctan]-2-amine

[0198]
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[0199] To (2-(4-isopropylthiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1"-yl)trihydrobo-
rate (0.42 g, 1.31 mmol) in acetone (9 mL) was added 3M HCI (0.44 mL, 1.31 mmol). The reaction was stirred at room
temperature for 4 hours. The reaction was complete by TLC (lower spot). Ethyl acetate was added and the aqueous
layer was then separated. The aqueous layer was neutralized with 1N sodium hydroxide. The product was extracted
with ethyl acetate (2 x 40 mL). The organics were combined, dried with magnesium sulfate, filtered, and concentrated
in vacuo to afford racemic N-(4-isopropylthiazol-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.34 g,
1.05 mmol), 80 % yield) as a white powder. TH NMR (500 MHz, DMSO-D6) § ppm 8.20 - 8.91 (m, 1 H), 6.52 (s, 1 H),
3.83 (d, J=9.46 Hz, 1H), 3.57 (d, J=9.46 Hz, 1H), 2.99 (s, 2 H), 2.58 - 2.92 (m, 5 H), 2.02 (s, 1H), 1.84 - 1.196 (m, 1H),
1.38 - 1.66 (m, 3H), 1.20 (d, J=7.02 Hz, 6 H). MS (LC/MS) R.T. = 1.27; [M+H]* = 307.1.

[0200] The enantiomers were separated using a Chiralcel OJ-H (30 x 250mm, 5um) column with a mobile phase
consisting of 23% methanol (0.1% DEA) in CO,. The wavelength was set at 300 nM. The separated peaks were con-
centrated in vacuo to yield white powders. The first peak off the column was (S)-N-(4-isopropylthiazol-2-yl)-4H-1’-aza-
spiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine (0.01 g, 0.03 mmol, 2.95 % yield). (15a, S-isomer): TH NMR (500 MHz,
DMSO-D6) 6 ppm 8.35-8.95 (m, 1H), 6.52 (s, 1H), 3.82 (d, J=9.41 Hz, 1H), 3.57 (d, J=9.46 Hz, 1H), 2.99 (s, 2 H), 2.60
-2.88(m,5H),2.02(s,2H),1.82-1.96 (m, 1H), 1.38-1.65(m, 3 H), 1.20 (d, J=6.71 Hz, 6 H). MS (LC/MS) R.T. =
1.38; [M+H]*=307.1. The second peak was (R)-N-(4-isopropylthiazol-2-yl)-4H-1’-azaspiro[oxazole-5, 3 -bicyclo[2.2.2]oc-
tan]-2-amine (0.02 g, 0.05 mmol, 4.83 % yield). (15b, R-isomer): TH NMR (500 MHz, DMSO-D6) & ppm 8.35 - 8.91 (m,
1H), 6.52 (s, 1H), 3.82 (d, J=9.44 Hz, 1H), 3.57 (d, J=9.46 Hz, 1H), 2.99 (s, 2H), 2.60 - 2.90 (m, 5 H), 2.02 (s, 2 H), 1.82
-1.96 (m, 1H), 1.38 - 1.62 (m, 3 H), 1.20 (d, J=6.78 Hz, 6 H). MS (LC/MS) R.T. = 1.49; [M+H]*= 307.3.

EXAMPLE 16
N-(Thiazol-2-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2.2.2]octan]-2-amine

[0201]

Step A: N-(Thiazol-2-yl)-1H-imidazole-1-carbothioamide

[0202]

[0203] To thiazol-2-amine (2.12 g, 21.17 mmol) in acetonitrile (30 mL) and tetrahydrofuran (5 mL) was added di(1H-
imidazol-1-yl)methanethione (4.90 g, 27.5 mmol). The reaction was stirred at 60 °C for 5 hours. The reaction was cooled
to room temperature and the precipitate was filtered and washed with cold acetonitrile (2 x 15 mL) to afford an orange-
brown powder. The product, N-(thiazol-2-yl)-1H-imidazole-1-carbothioamide (3.70 g, 17.60 mmol, 83 % yield), was taken
directly to the next step without any further characterization.
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Step B: (3-Hydroxy-3-((3-thiazol-2-ylthioureido)melhyl)-1-ammoniobicyclo[2. 2. 2Joctan-1-yl)trihydroborate

[0204]

-OH
[@V“TH\@)
'S S

BH3™ .

[0205] To N-(thiazol-2-yl)-1H-imidazole-1-carbothioamide (1.7 g, 8 mmol) in N,N-dimethylformamide (30 mL) was
added (3-(aminomethyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (1.37 g, 8 mmol). The reaction
was stirred at 50 °C for 4 hours. The reaction was cooled and concentrated to yield crude product. The crude material
was purified via flash chromatography (50-100% ethyl acetate-hexane) yielding the first spot/fractions (TLC) as the
product. The fractions were combined and concentrated to yield (3-hydroxy-3-((3-thiazol-2-ylthioureido)methyl)-1-am-
moniobicyclo[2.2.2]octan-1-yl)trihydroborate (1.5g, 4.80 mmol, 59.8 % yield) as a white powder. TH NMR (500 MHz,
DMSO-dg) & ppm 11.64(s, 1H), 7.42 (d, J=3.36 Hz, 1H), 7.14 (m, 1H), 5.32 (s, 1H), 3.78 (dd, 2 H), 2.59 - 3.02 (m, 6H),
1.99-2.18(m, 1H),1.79-1.92(m, 2 H), 1.64 - 1.80 (m, 1H), 1.19-1.65 (m, 4H). MS (LC/MS) R.T. =2.73; [M+H]* =311.1.

Step C: (2-(Thiazol-2-ylamino)-4H-1-ammoniospiro[oxazole-5,3"-bicyclo[2.2.2]octane]-1’-yl)trihydroborate

[0206]

[0207] To (3-hydroxy-3-((3-thiazol-2-ylthiouieido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (1.2 g,
3.84 mmol) in N,N-dimethylformamide (20 mL,) was added N,N’-diisopropylcarbodiimide (2.09 mL, 13.45 mmol). The
reaction was stirred at 50 °C for 24 hours. The reaction was concentrated to yield a crude residue. The crude material
was purified via flash chromatography (50-100% ethyl acetate-hexane) yielding the first spot/fractions (TLC) as the
product. The fractions were combined and concentrated to yield (2-(thiazol-2-ylamino)-4H-1-ammoniospiro[oxazole-
5,3-bicyclo[2.2.2]octane]-1"-yl)trihydroborate (0.84 g, 3.02 mmol, 79 % yield) as a white powder. TH NMR (500 MHz,
DMSO-D6) § ppm 8.37 - 9.14 (m, 1 H), 7.32 (d, J=3.66 Hz, 1 H), 7.04 (d, J=3.66 Hz, 2 H), 3.79 (d, J=10.07 Hz, 1 H),
3.67 (d, J=10.07 Hz, 1 H), 3.20 - 3.29 (m, J=14.95, 2.14 Hz, 1 H), 2.97 - 3.15 (m, 2 H), 2.78 - 2.94 (m, 3 H), 2.22 (s, 1
H), 1.95-2.08 (m, 1 H), 1.66 - 1.85 (m, 3 H), 1.43 (s, 3 H). MS (LC/MS) R.T. = 1.57; [M+H-BH,]* = 265.1.

Step D: N-(Thiazol-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2. 2]octan]-2-amine

[0208]

g
2.9

[0209] To (2-(thiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1’-yltrihydroborate (0.57 g,
2.05 mmol) in acetone (9 mL) was added 3M HCI (0.68 mL, 2.05 mmol). The reaction was stirred at room temperature
for 4 hours. The reaction was complete by TLC (lower spot). Ethyl acetate was added and the aqueous layer was then
separated. The aqueous layer was neutralized with 1N sodium hydroxide. The product was extracted with ethyl acetate
(2 x 40 mL). The organics were combined, dried with magnesium sulfate, filtered, and concentrated in vacuo to afford
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racemic N-(thiazol-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.4 g, 1.44 mmol, 70.2 % yield) as a
white powder. TH NMR (400 MHz, DMSO-dg) & ppm 8.64 (s, 1 H), 7.24 (d, J=3.74 H, 2 H), 7.01 (d, J=3.75 Hz, 2 H),
3.78 (d, J=9.80 Hz, 2 H), 3.53 (d, J=99.80 Hz, 2 H), 2.97 - 3.05 (m, 4 H), 2.74 - 2.86 (m, 4 H), 2.65 (t, J/=7.84 Hz, 4 H),
2.01 (s, 2H), 1.88 (s, 2 H), 1.53 - 1.64 (m, 4 H), 1.45-1.56 (m, 2 H). MS (LC/MS) R.T. = 0.28; [M+H]* = 265.1.

[0210] The enantiomers were separated using a Chiralcel OJ-H (30 x 250mm, 5um) column with a mobile phase
consisting of 23% methanol (0.1% DEA) in CO,. The wavelength was set at 300 nM. The separated peaks were con-
centrated in vacuo to yield white powders. The first peak off the column was (S)-N-(thiazol-2-yl)-4H-1"-azaspiro[oxazole-
5,3-bicyclo[2.2.2]octan]-2-amine (0.12 g, 0.43 mmol, 18.80 % yield). (16a, S-isomer): 'TH NMR (400 MHz, DMSO-dg) 6
ppm 8.64 (s, 1 H), 7.26 <d, J=3.75 Hz, 2 H), 7.00 (d, J=3.77 Hz, 2 H), 3.78 (d, J=9.81 Hz, 2 H), 3.54 (d, J=9.82 Hz, 2
H),2.95-3.10 (m, 4 H), 2.75-2.82 (m, 4 H), 2.65 (t, J=7.80 Hz, 4 H), 2.01 (s, 2 H), 1.88 (s, 2 H), 1.53 - 1.60 (m, 4 H),
1.42 - 1.51 (m, 2 H). MS (LC/MS) R.T. = 0.32; [M+H]* = 265.1. The second peak was (R)-N-(thiazol-2-yl)-4H-1’-aza-
spiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.15 g, 0.52 mmol, 22.96 % yield). (16b, R-isomer): TH NMR (400 MHz,
DMSO-dg) & ppm 8.64 (s, 1 H), 7.25 (d, J=3.74 Hz, 2 H), 7.00 (d, J=3.76 Hz, 2 H), 3.78 (d, J=9.80 Hz, 2 H), 3.53 (d,
J=9.80Hz, 2 H), 2.95-3.08 (m, 4 H), 2.75-2.84 (m, 4 H), 2.65 (t, J=7.80 Hz, 4 H), 2.01 (s, 2 H), 1.88 (s, 2 H), 1.54 -
1.62 (m, 4 H), 1.43 - 1.53 (m, 2 H). MS (LC/MS) R.T. = 0.28; [M+H]* = 265.3.

EXAMPLE 17
N-(4-(4-Methoxyphenyl)-5-methylithiazol-2-yl)-4H-1"-azaspiro[oxazole-5,3’-bicyclo[2. 2. 2]Joctan]-2-amine

[0211]

Step A: N-(4-(4-Methoxyphenyl)-5-methyithiazol-2-yl)- 1H-imidazole-1-carbothioamide

[0212]

/O

[0213] To 4-(4-methoxyphenyl)-5-methylthiazol-2-amine (0.98 g, 4.45 mmol) in acetonitrile (25 mL) was added di(1H-
imidazol-1-ylYmethanethione (1.03 g, 5.78 mmol). The reaction was stirred at 50 °C for 3 hours. The reaction was cooled
to room temperature and the precipate was filtered. The powder was washed with acetonitrile (2 x 10 mL) and dried to
yield racemic N-(4-(4-methoxyphenyl)-5-methylthiazol-2-y])-1H-imidazo]e-1-carbothioamide (1.28 g, 3.87 mmol, 87 %
yield) as a yellow powder. The product was taken directly to the next step.
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Step B: (2-(4-(4-Methoxyphenyl)-6-methylthiazol-2-ylamino)-4H-1’-ammoniospirofoxazole-5,3"-bicyclo[2. 2. 2Joctane]-1’-
yl)trihydroborate

[0214]

[0215] To N-(4-(4-methoxyphenyl)-5-methylthiazol-2-yl)-1H-imidazole-1-carboxamide (0.44 g, 1.39 mmol) in N,N-
dimethylformamide (25 mL) was added (3-(aminomethyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate
(0.24 g, 1.39 mmol). The reaction was stirred at 70 °C for 2 hours. N,N’-Diisopropylcarbodiimide (0.65 mL, 4.16 mmol)
was added and the reaction heated to 75 °C for 2 hours. The reaction was cooled and concentrated to afford the crude
product. The crude material was purified via column chromatography (60-100% ethyl acetate/hexanes) to yield (2-(4-(4-
methoxyphenyl)-5-methylthiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3’-bicyclo[2.2.2]octane]-1"-yl)trihydrobo-
rate(0.41 g, 1.029 mmol, 74.2 % yield) as a yellow powder. TH NMR (500 MHz, DMSO-D6) § ppm 7.59 (d, J=1.63 Hz,
2 H), 6.98 (d, J=8.55Hz, 2 H), 3.80 (s, 4 H), 3.67 (s, 1 H), 3.24 -3.31 (m, 1 H) 3.13 (s, 1 H), 3.03 (s, 1 H), 2.83 - 2.92
(m, 3 H),2.39 (s, 3H),2.23 (s, 1H),2.07 (s, 1 H), 1.73-1.82 (m, 2 H), 1.44 (s, 1 H). MS (LC/MS) R.T. = 2.88; [M+H]*
=399.34.

Step C: N-(4-(4-Methoxyphenyl)-6-methylithiazol-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2.2. 2Joctan]-2-amine

[0216]

[0217] To (3-hydroxy-3-((3-(4-(4-methoxyphenyl)-5-methylthiazol-2-yl)thioureido)methyl)-1-ammoniobicyc-
lo[2.2.2]octan-1-yl)trihydroborate (0.08 g, 0.19 mmol) in acetone (9 mL) was added 2M HCI (0.09 mL), 0.19 mmol). The
reaction was stirred at room temperature for 1 hour. The reaction was complete by TLC (lower spot). Ethyl acetate was
added and the aqueous layer was collected and neutralized with 1N sodium hydroxide. The product was extracted wtih
ethyl acetate (2 x 40 mL). The organics were combined, dried with magnesium sulfate, filtered, and concentrated in
vacuo to afford racemic N-(4-(4-methoxyphenyl)-5-methylthiazol-2-yl)-4H-1"-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-
2-amine (0.05 g, 0.12 mmol, 66.8 % vyield) as a white powder. TH NMR (500 MHz, DMSO-D6) § ppm 7.58 (d, J=8.24
Hz, 2 H), 6.98 (d, J=855 Hz, 2 H), 3.83 (d, J=9.16 Hz, 1 H), 3.80 (s, 3 H), 3.56 (d, J=9.46 Hz, 1 H), 3.00 (s, 2 H), 2.74 -
2.83 (m, 2 H), 2.66 (t, J=7.63 Hz, 2 H), 2.38 (s, 3 H), 2.03 (s, 1 H), 1.91 (s, 1 H), 1.54 1.62 (m, 2 H), 1.48 (d, J=7.02 H,
1 H). MS (LC/MS) R.T. = 2.04; [M+H]* = 385.28.
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EXAMPLE 18
(E)-N-(1-Azaspirofoxazolidine-5,3"-bicyclo[2. 2. 2Joctane]-2-ylidene)pyridin-3-amine

[0218]

‘HN \ /

Step A: (3-Hydroxy-3-((3-pyridin-3-ylthioureido)methyl)-1-" ammoniobicyclo[2. 2. 2]Joctan-1-yl)trihydroborate

fr;l* ad \\g N
BHj3™ - ' :

[0220] To a stirring suspension of (3-(aminomethyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (247
mg, 1.45 mmol) in tetrahydrofuran (3 mL) was added a solution of 3-isothiocyanatopyridine (298 mg, 2.19 mmol) in
tetrahydrofuran (1.5 mL) and the reaction mixture was stirred at room temperature overnight. The reaction mixture was
evaporated in vacuo and the residue (white waxy solid) purified via column chromatography (3% methanol/ethyl acetate)
to yield (3-hydroxy-3-((3-pyridin-3-ylthioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (294.6 mg,
0.96 mmol), 66.2 % yield) as a white foam. TH NMR (500 MHz, MeOD-d,) § ppm 8.56 - 8.70 (m, 1 H), 8.24 - 8.36 (m, 1
H), 8.08-8.16 (m, 1H),7.32-7.48 (m,1H),4.02-4.18 (m, 1 H), 3.67-3.77 (m, 1 H), 3.53-3.62 (m, 1H),2.88 - 3.11
(m,3H),2.70-2.88(m,1H),2.15-229(m, 1 H),1.92-212 (m, 2 H), 1.73 - 1.89 (m, 1 H), 1.54 - 1.69 (m, 2 H). MS
(LC/MS) R.T. = 1.00; [MH*-BH3] = 293.10.

[0219]

Step B: (E)-(2-(Pyridin-3-ylimino)-1’-ammoniospirofoxazolidine-5,3’-bicyclo[2.2. 2Joctane]-1’-yl)trihydroborate

[0221]

[0222] To a solution of (3-hydroxy-3-((3-pyridin-3-ylthioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydrobo-
rate (294.6 mg, 0.96 mmol) in N,N-dimethylformamide (5 mL) was added a solution of N,N’-methanediylidenedipropan-
2-amine (121 mg, 0.96 mmol) in N,N-dimethylformamide (1 mL) and the reaction mixture was allowed to stand at room
temperature for 7 days. An additional 133 mg N,N’-methanediylidenedipropan-2-amine in 0.5 mL N,N-dimethylformamide
was added and the reaction was left to continue for another 7 days. The reaction was purified via column chromatography
(5-10% methanol/ethyl acetate) to afford (E)-(2-(pyridin-3-ylimino)-1’-ammoniospiro[oxazolidine-5,3,-bicyclo[2.2.2]oc-
tanel-1’-yl)trinydroborate (134.3 mg, 0.49 mmol, 51.3 % yield). TH NMR (500 MHz, MeOD) § ppm 8.34 - 8.60 (m, 1 H),
8.16 (d, J=4.27 Hz, 1 H), 7.59-7.96 (m, 1 H), 7.35 (dd, J=8.24, 4.88 Hz, 1 H), 3.89 (br. s., 1 H), 3.65 (d, J=9.46 Hz, 1
H), 3.16-3.23 (m, 1H), 3.04-3.16 (m, 1 H), 2.85-3.04 (m, 2 H), 2.23 (br.s., 1 H), 1.74 - 1.97 (m, 4 H), 1.36 - 1.70 (m,
2 H). MS (LC/MS) R.T. = 0.65; [M+H-BH,]* = 259.21.
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Step C: (E)-N-(1-Azaspiro[oxazolidine-5,3’-bicyclo[2.2.2]octane]-2-ylidene)pyridin-3-amine

[0223]

e}

[0224] To a suspension of (E)-(2-(pyridin-3-ylimino)-1’-ammoniospiro[oxazolidine-5,3-bicyclo[2.2.2]octane]-1’-yl)tri-
hydroborate (127 mg, 0.47 mmol) in acetone (5 mL) was added 3M hydrochloric acid (2 mL, 6.00 mmol) and the mixture
was allowed to stand at room temperature for 2 hrs. It was then added it to a separatory funnel containing water and
chloroform. The layers were separated, then the aqueous layer was made basic with sodium carbonate solution and
the mixture was re-extracted with chloroform. Finally, the aqueous phase was washed with ethyl acetate. The organics
were combined, dried with magnesium sulfate, filtered, and concentrated in vacuo. The residue was purified by column
chromatography (1% ammonium hydroxide / 9% methanol / 90% dichloromethane) to afford racemic (E)-N-(1’-aza-
spiro[oxazolidine-5,3-bicyclo[2.2.2]octane]-2-ylidene)pyridin-3-amine (19 mg, 0.074 mmol, 15.8 % yield) as a white
solid. TH NMR (500 MHz, MeOD-d,) § ppm 8.39 (br.s., 1H), 8.14 (d, J=4.77 Hz, 1 H), 7.72 (br. s., 1 H), 7.34 (dd, J=8.24,
4.88 Hz, 1 H), 3.89 (d, J=9.77 Hz, 1 H), 3.57 (d, J=10.38 Hz, 1 H), 3.14 - 3.27 (m, 1 H), 3.00 - 3.13 (m, 1 H), 2.70 - 3.00
(m, 4 H), 1.97 - 2.22 (m, 2 H), 1.54 - 1.84 (m, 3 H). MS (LC/MS) R.T. = 0.26; [M+H]* = 259.16.

EXAMPLE 19
N-(Pyridin-2-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0225]

Step A: 2-Bromo-6-isothiocyanatopyridine

[0226]

[0227] A mixture of 6-bromopyridin-2-amine (253 mg, 1.46 mmol), chloroform (2 mL), sodium bicarbonate (850 mg,
10.12 mmol) and water (3 mL) was assembled, and to this was added a solution of thiophosgene (190 mg, 1.65 mmol)
in chloroform (1 mL). The reaction mixture was stirred at room temperature for 4 hours. The reaction mixture was
transferred to a separatory funnel and partitioned between ethyl acetate and water. The organic layer was washed with
brine, dried over magnesium sulfate, filtered and the solvent evaporated to give a yellow solid. The solid was purified
by column chromatography (5% ethyl acetate/hexanes) to afford 2-bromo-6-isothiocyanatopyridine (281 mg, 1.31 mmol,
89 % vyield) as a white solid. TH NMR (500 MHz, CDCl3) § ppm 7.50 - 7.62 (m, 1 H), 7.34 - 7.43 (m, 1 1H), 6.91 - 7.11
(m, 1 H). MS (LC/MS) R.T. = 1.92; [M+H]* = 216.86.

Step B: N-(6-Bromopyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclof2.2.2]octan]-2-amine

[0228]
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[0229] To a solution of 2-bromo-6-isothiocyanatopyridine (281 mg, 1.31 mmol) in N,N-dimethylformamide (8 mL) and
Hunig’s base (0.6 mL), 3.44 mmol)was added (+/-) 3-(aminomethyl)quinuclidin-3-ol dihydrochloride (300 mg, 1.31 mmol)
and the resulting mixture was heated to 75 °C for 2.5 hrs. MS (LC/MS) R.T. = 1.04; [M+H]* = 373.01. To this reaction
mixture was added di-isopropyl-carbodiimide (523 mg, 4.14 mmol) and the heating at 75 °C was continued for 2.25
hours. The mixture was allowed to cool to room temperature over the weekend. The reaction mixture was concentrated
in vacuo. The material was purified by column chromatography then preparative HPLC to afford N-(6-bromopyridin-2-
yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (291.5 mg, 0.86 mmol, 66.2 5 yield) as a yellow solid (con-
taining 2-amino-6-bromopyridine impurity). MS (LC/MS) R.T. = 0.65; [M+H]* = 337.0.

Step C: N-(Pyridin-2yl)-4H-1"-azaspiro[oxazole-5,3-bicyclo[2.2. 2]octan]-2-amine

[0230]

[0231] To N-(6-bromopyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (291 mg, 0.86 mmol) in
methanol (20 mL) was hydrogenated over 10% palladium on carbon (23 mg) in the Parr apparatus for 2 hours. The
catalyst was removed by filtration and the filtrated concentrated in vacuo. The residue was purified by column chroma-
tography (0.7% ammonium hydroxide / 6.3% methanol / 93% chloroform) to give racemic N-(pyridin-2-yl)-4H-1’-aza-
spiro[oxazole-5,3"-bicyclo[2.2.2]octan]-2-amine (41.3 mg, 0.16 mmol, 18.6 5 yield). TH NMR (500 MHz, MeOD) & ppm
8.13-8.33(m,1H),7.57-7.72(m, 1H), 6.83-7.04 (m, 2 H), 3.97 (d, J=10.07 Hz, 1 H), 3.66 (d, J=10.07 Hz, 1 H), 3.18
-3.27(m,1H),3.03-3.14 (m, 1 H), 2.94 (t, J=7.63 Hz, 2 H), 2.70 - 2.90 (m, 2 H), 2.06 - 2.24 (m, 2 H), 1.57 - -1.87 (m,
3 H). MS (LC/MS) R.T. = 1.76; [M+H]* = 259.25.

EXAMPLE 20
N-(4-(4-Methoxyphenyl)thiazol-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2. 2. 2Joctan]-2-amine

[0232]

Step A: N-(5-(4-Methoxyphenyl)thiazol-2-yl)- 1H-imidazole-1-carbothioamide

[0233]
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[0234] To 5-(4-methoxyphenyl)thiazol-2-amine (1.07 g, 5.19 mmol) in acetonitrile (30 mL) and tetrahydrofuran (5 mL)
was added di(1H-imidazol-1-yl)methanethione (1.20 g, 6.74 mmol). The reaction was stirred at 60°e for 18 hours. The
reaction was cooled to room temperature and the precipitate was filtered. The powder was washed with cold acetonitrite
(2 x 15 mL) and dried to yield N-(5-(4-methoxyphenyl)thiazol-2-yl)-1H-imidazole-1-carbothioamide (0.59 g, 1.86 mmol,
35.9 % yield) as a orange-brown powder. The product was taken directly to the next step without any further character-
ization.

Step B: (3-Hydroacy-3-((3-(4-(4-methoxyphenyl)thiazol-2-yl)thioureido)mtethyl)-1-ammoniobicyclo[2.2. 2]octan-1-yl)tri-
hydroborate

[0235]

[0236] To N-(4-(4-methoxyphenyl)thiazol-2-yl)-1H-imidazole-1-carbothioamide (0.57 g, 1.82 mmol) in N,N-dimethyl-
formamide (20 mL) was added (3-(aminomethyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (0.31 g,
1.82 mmol). The reaction was stirred at 60 °C for 4 hours. The reaction was cooled and concentrated to yield crude
product. The crude material was purified via flash chromatography (60-100% ethyl acetate-hexane) yielding the first
spot/fractions (TLC) as the product. The fractions were combined and concentrated in vacuo to yield (3-hydroxy-
3-((3-(4-(4-methoxyphenyl)thiazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (0.6 g,
1.43 mmol, 79 % yield) as a white powder. TH NMR (500 MHz, DMSO-dg) 8 ppm 11.74 (s, 1 H), 7.91 (d, J=8.55 Hz, 2
H), 7.43 (s, 1 H), 6.97 (d, J/=8.85 H, 2 H), 5.50 (s, 1 H), 3.62-3.98 (m, 5H), 2.70-3.10 (m, 6 H), 2.13 (s, 1 H), 1.94 (s,
1H), 1.66-191(m,2H), 1.11-1.62 (m, 4 H). MS (LC/MS) R.T. = 3.54; [M+H]* 417.1.

Step C: (2’-(4-(4-Methoxyphenyl)thiazol-2-ylamino)-4H-1’-ammoniospirofoxazole-5,3"-bicyclo[2.2.2]Joctane]-1"-y)trihyd-
roborate

[0237]

[0238] To (3-hydroxy-3-((3-(4-(4-methoxyphenyl)thiazol-2-yl)thioureido)methyl)-1-ammoniobicyclo[2.2.2]octan-1-
yltrihydroborate (0.59 g, 1.41 mmol) in N,N-dimethylformamide (20 mL) was added N,N’-diisopropylcarbodiimide (0.66
mL, 4.23 mmol). The reaction was stirred at 70 °C for 24 hours. The solvent was removed in vacuo and the residue was
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purified by flash chromatography (50-100% ethyl acetate-hexanes), collecting the first component as the product, to
yield (2-(4-(4-methoxyphenyl)thiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3-bicyclo[2.2.2]octane]-1’-y ) trihydrob-
orate (0.45 g, 1.17 mmol, 83 % yield) as a white powder. 'TH NMR (500 MHz, DMSO-dg) & ppm 8.65 (s, 1 H), 7.89 (d,
J=7.32 Hz, 2 H), 7.15 - 7.43 (m, 1 H), 6.95 (d, J=8.85 Hz, 2 H), 3.64 - 3.93 (m, 5 H), 3.23 - 3.31 (m, J=1.53 Hz, 1 H),
3.09-3.21(m, 1H),299-3.09(m, 1H),2.79-2.97 (m, 3H),2.25(s, 1H), 1.96-2.16 (m, 1 H), 1.68 - 1.91 (m, 3 H),
1.45 (s, 3 H). MS (LC/MS) R.T. = 2.80; [M+H-BHj]* = 371.1.

Step D: N-(4-(4-Methoxyphenyl)thiazol-2-yl)-4H-1’-azaspiro[oxazole-'5,3’-bicyclo[2.2. 2]octan]-2-amine

[0239]

[0240] To(2-(4-(4-methoxyphenyl)thiazol-2-ylamino)-4H-1’-ammoniospiro[oxazole-5,3-bicyclo[2.2.2]octane]-1’-yl)tri-
hydroborate (0.41 g, 1.07 mmol) in acetone (9 mL) was added 3M HCI (0.36 mL, 1.07 mmol). The reaction was stirred
at room temperature for 4 hours. The reaction was complete by TLC (lower spot). Ethyl acetate was added and the
aqueous layer was then separated. The aqueous layer was neutralized with 1N sodium hydroxide. The product was
extracted with ethyl acetate (2 x 40 mL). The organics were combined, dried with magnesium sulfate, filtered, and
concentrated in vacuo to afford racemic N-(4-(4-methoxyphenyl)thiazol-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyc-
lo[2.2.2]octan]-2-amine (0.3 g, 0.77 mmol, 72.1 % yield) as a white powder. TH NMR (500 MHz, DMSO-dg) 6 ppm 8.56
(s,1H),7.77-8.00 (m, J=8.55Hz, 2 H), 7.27 (s, 1 H), 6.80 - 7.08 (m, 2 H), 3.87 (d, J=9.77 Hz, 1 H), 3.79 (s, 3 H), 3.61
(d, J=9.77 Hz, 1 H), 3.02 (s, 3 H), 2.60 - 2.92 (m, 4 H), 2.06 (s, 2 H), 1.82 - 2.00 (m, 1 H), 1.39 - 1.70 (m, 3 H). MS
(LC/MS) R.T. = 1.95; [M+H]* = 371.2.

[0241] The enantiomers were separated using a Chiralpak AD-H (30 x 250mm, 5um) column with a mobile phase
consisting of 30% methanol (0.1% DEA) in CO,. The wavelength was set at 220 nM. The separated peaks were con-
centrated in vacuo to yield white powders. The first peak off the column was (S)-N-(4-(4-methoxyphenyl)thiazol-2-yl)-
4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.035 g, 0.09 mmol, 22.87 % yield). "H NMR (500 MHz, DM-
SO-dg) & ppm 8.56 (1 H, br.s.), 7.86 (2 H, d, J=8.55 Hz), 7.25 (1 H, s), 6.93 - 6.96 (2 H, m), 3.86 (1 H, d, J=9.77 Hz),
3.78 (3 H,s),3.60(1H,d, J~9.46 Hz), 3.01 (2 H, s),2.72-2.84 (2H, m), 2.62-2.71 (2 H, m), 2.05 (1 H, br. s.), 1.91
(1H,br.s.),1.5-164 (2H, m), 1.44-1.52 (1 H, m). MS (LC/MS) R.T. = 2.03; [M+H]* = 371.3. The second peak was
(R)-N-(4-(4-methoxyphenyl)thiazol-2-yl)-4H-1’-azaspiro(oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine  (0.055 g, 0.15
mmol), 35.9 % yield). (21b, R-isomer): TH NMR (500 MHz, DMSO-dg) § ppm 8.58 (1 H, br. s.), 7.87 (2 H, d, J=8.55 Hz),
7.26 (1H,s),6.92-6.97 (2H,m),3.86 (1 H,d, J=9.77 Hz), 3.78 (3H, s), 3.60 (1 H, d, J=9.77 Hz), 3.01 (2 H, s), 2.73
-2.85(2H,m),2.63-2.71(2H, m),2.05(1H, br.s.), 1.91 (1 H, br.s.), 1.54 - 1.64 (2H, m), 1.43 - 1.53 (1 H, m). MS
(LC/MS8) R.T. =2.03; [M+H]* = 371.3.

EXAMPLE 21
(R)-N-(2-(4H-1’-Azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctane]-2-ylamino)benzo[d]thiazol-6-yl)acetamide

[0242]

H S N
O

/%,
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Step A: (3-((Benzyloxycarbonylamino) methyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate

[0243]

- OH N0

B

Wandh
Hy

[0244] To (3-(aminomethyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (10 g, 47.0 mmol) in dichlo-
romethane (150 mL) was added sodium carbonate (200 mL, 200 mmol) and benzyl chloroformate (9.5 mL, 66.5 mmol).
The reaction mixture was stirred at room temperature for 40 minutes. Dichloromethane and water were added and the
aqueous layer was then separated and extracted again with dichloromethane (2x). The organic layers were combined,
dried over sodium sulfate, filtered and concentrated. The residue was purified via flash chromatography (12-100% ethyl
acetate-hexanes). The product fractions were combined and concentrated to yield racemic (3-((benzyloxycarbonylami-
no)methyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (3 g, 9.86 mmol, 20.96 % yield) as a clear oil.
TH NMR (400 MHz, CDCl3) § ppm 7.30 - 7.43 (5 H, m), 5.27 (1 H, br. s.), 5.12 (2 H, s), 3.36 (2 H, d, J=6.04 Hz), 2.76 -
3.21(6H, m),2.21 (1H,br.s.),1.97 (1 H, br.s.), 1.71 - 1.86 (2 H, m).

[0245] The enantiomers were separated using a Chiralpak OJ-H (5 x 25) column with a mobile phase consisting of
20% acetonitrile/methanol (1:1) in CO,. The wavelength was set at 210 nM. The first peak off the column was (R)-(3-(ami-
nomethyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihydroborate (37.67 g, 123 mmol) as a colorless oil. Optical
rotation: +28.2, ¢=2.9 in chloroform. The second peak off the column was (S)-(3-((benzyloxycarbonylamino)methyl)-3-
hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)tnhydroborate (46.82 g, 153 mmol) as a light amber oil. Optical rotation:
-27.4, ¢=2.5 in chloroform.

Step B: (S)-3-(Aminomethyl)quinuclidin-3-ol, 2 HC/

[0246]

[0247] A solution of (S)-(3-((benzyloxycarbonylamino)methyl)-3-hydroxy-1-ammoniobicyclo[2.2.2]octan-1-yl)trihyd-
roborate (20.5 g, 67 mmol) in acetone (120 mL) was cooled on an ice bath. 3M Aqueous HCI (120 mL, 360 mmol) was
added over 2 minutes. Vigorous bubbling was observed. After 10 minutes, the cold ice bath was removed and the mixture
was allowed to warm to room temperature. After 20 minutes, it was diluted with methanol (800 mL) and flushed with
nitrogen. Palladium on carbon (2 g, 1.88 mmol) was added and the reaction was flushed with nitrogen and fitted with
balloon of hydrogen. The reaction mixture was stirred at room temperature overnight. It was then flushed with nitrogen
and filtered through a pad of Celite using methanol. The solvent was evaporated to yield a crude yellow solid. The solids
were dissolved in water (25 mL), then ethanol (400 mL) was added. White crystals formed immediately. They were
collected by filtration and washed with ethanol, followed by ether. A white crystalline solid was obtained, (S)-3-(ami-
nomethyl)quinuclidin-3-ol, 2 HCI (10.7 g, 46.7 mmol, 69.3 % yield). 'H NMR (500 MHz, DMSO-dg) § ppm 10.93 (1 H,
br.s.), 824 (3H,br.s.),6.02(1H,s),3.26 (1H,d, J=13.43Hz),2.99-3.22(5H, m),2.10-2.19(2H, m), 1.81-1.90
(1H,m),1.72-1.81 (1 H, m), 1.60 - 1.72 (1 H, m). Optical rotation: [(x]ZOD =-50.9° (c=6.4, water).

Step C: N-(2-(1H-Imidazole-1-carbothioamido)benzo[d]thiazol-6-yl)acetamide

[0248]
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[0249] To N-(2-aminobenzo[d]thiazol-6-yl)acetamide (4 g, 19.3 mmol) in acetonitrile (100 mL) was added di(1H-imi-
dazol-1-yl)methanethione (3.44 g, 19.30 mmol). The reaction was allowed to stir at 80 °C overnight. The reaction was
cooled to room temperature and the precipitate was filtered. The product, N-(2-(1H-imidazole-1-carbothioamido)ben-
zo[d]thiazol-6-yl)acetamide (3.6 g, 11.3.4 mmol, 58.8 5 yield), was taken directly to the next step without any further
purification.

Step D: (R)-N-(2-(4H-1"-Azaspiro[oxazole-5,3"-bicyclof2.2.2]octane]-2-ylamino)benzo[d]thiazol-6-yl)acetamide

[0250]

[0251] To N-(2-(1H-imidazole-1-carbothioamido)benzo[d]thiazol-6-yl)acetamide (300 mg, 0.95 mmol) in N,N-dimeth-
ylformamide (10 mL) was added (S)-3-(aminomethyl)quinuclidin-3-ol, 2 HCI (238 mg, 1 mmol) and triethylamine (0.39
mL, 2.84 mmol). The reaction was heated to 80 °C for 3 hours. N,N’-diisopropylcarbodiimide (0.59 mL, 3.78 mmol) was
then added to the reaction mixture. The mixture was heated at 80 °C for another 2 hours. The reaction was cooled, then
chloroform and water were added to the mixture. The organic layer concentrated in vacuo to yield crude product. The
crude material was purified via flash chromatography (2-20% [10% ammonium hydroxide/methanol-chloroform). The
product fractions were then triturated with ether to yield (R)-N-(2-(4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octane]-2-
ylamino)benzo|[d]thiazol-6-yl)acetamide (144.5 mg, 0.39 mmol, 41.2% yield) as a white solid. 'TH NMR (300 MHz, DMSO-
dg) S ppm 9.98 (1 H, s), 893 (1 H, br.s.), 812 (1 H,d, J=1.83 Hz), 7.52 (1 H, d, J=8.42 Hz), 7.38 (1 H, dd, J=8.60, 2.01
Hz), 3.88 (1 H, d, J=9.88 Hz), 3.62 (1 H, d, J/=9.88 Hz), 3.02 (2 H, s), 2.74 - 2.85 (2 H, m), 2.66 (2 H, J=7.68 Hz), 2.05
(4H,s),1.91(1H,br.s.), 1.41,-1.64 (3 H, m). MS (LC/MS) R.T. = 1.55; [M+H]* = 372.2.

EXAMPLE 22
(R)-N-(6-(Difluoromethoxy)benzo[d]thiazol-2-yl)-4H-1"-azaspirofoxazole-5,3’-bicyclo[2.2.2]Joctan]-2-amine

[0252]

Step A: 6-(Difluoromethoxy)benzo[d]thiazol-2-amine.

[0253]

[0254] To 4-(difluoromethoxy)aniline (9.55 g, 60 mmol) in acetic acid (90 mL) was added potassium thiocyanate
(KSCN) (12.41 mL, 240 mmol). The mixture was stirred for 20 minutes (KSCN dissolved into solution). To this mixture
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bromine (3.08 mL, 60.0 mmol) in acetic acid (40 mL) was added dropwise over 20 minutes. The reaction was stirred at
room temperature overnight. It was poured into a mixture of 800 mlice water and 200 ml saturated ammonium hydroxide.
The product was extracted with ethyl acetate (5x). The organics were combined, washed with brine, dried over sodium
sulfate, filtered and concentrated in vacuo to afford 6-(difluoromethoxy)benzo[d]thiazol-2-amine (12.6 g, 52.4 mmol, 87
% yield) as a yellow solid.

Step B: N-(6-(Difluoromethoxy)benzo[d]thiazol-2-yl)-1H-imidazole-1-carbothioamide

[0255]

f e )
BN Gt Ry

[0256] To 6-(difluoromethoxy)benzo[d]thiazol-2-amine (0.5 g, 2.3 mmol) in acetonitrile (15 mL) was added 1,1’-ihio-
carbonyldiimidazole (0.49 g, 2.8 mmol). The reaction was stirred at 70 °C overnight. The reaction was cooled to room
temperature and the precipitate was filtered to yield N-(6-(difluoromethoxy)benzo[d]thiazol-2-yl)-1H-imidazole-1-car-
bothioamide (500 mg, 1.53 mmol, 66.3 % yield) as a yellow solid.

Step C: (R)-N-(6-(Difluoromethoxy)benzo[d]thiazol-2-yl)-4H-1-azaspirofoxazole-5,3’-bicyclo[2.2. 2]Joctan]-2-amine

[0257]

[0258] To a solution of N-(6-(difluoromethoxy)benzo[d]thiazol-2-yl)-1H-imidazole-1-carbothioamide (285 mg, 0.87
mmol) in N,N-dimethylformamide (5 mL) was added (S)-3-(aminomethyl)quinuclidin-3-ol, 2 HCI (200 mg, 0.87 mmol)
and triethylamine (0.4 mL, 2.87 mmol). The reaction was heated to 70 °C for 2 hours. N,N’-diisopropylcarbodiimide (0.4
mL, 2.57 mmol) was then added to the reaction mixture. The mixture was heated at 70 °C for another 3 hours. It was
cooled and then poured into toluene/0.3M sodium hydroxide. The product was extracted with toluene (4x) and chloroform
(3x). The organics were combined, washed with water (3x), dried over sodium sulfate, filtered and concentrated in vacuo
to yield crude product. The crude material was purified via flash chromatography (2-20% [10% ammonium hydrox-
ide/methanol]-chloroform) to afford (R)-N-(6-(difluoromethoxy)benzo[d]thiazol-2-yl)-4H-1-azaspiro[oxazole-5,3-bicyc-
[o[2.2.2]octan]-2-amine (186.2mg, 0.49 mmol, 55.5 % yield) as a white powder. M.P. 223-5 °C. TH NMR (500 MHz,
DMSO-dg) 8 ppm 8.99 (1 H, br.s.), 7.69 (1 H, d, J=2.75 Hz), 7.61 (1 H, d, J=8.55 Hz), 7.02 - 7.34 (2 H, m), 3.89 (1 H,
d, J=10.07 Hz), 3.64 (1 H, d, J=9.77 Hz), 3.03 (2 H, d, J=2.44 Hz), 2.73 -2.86 (2H, m), 2.62-2.70 (2 H, m), 2.07 (1 H,
br.s.),1.92 (1 H, br.s.), 1.54-1.65 (2 H, m), 1.44 - 1.53 (1 H, m). MS (LC/MS) R.T. = 1.43 [M+H]* = 381.1.

EXAMPLE 23
(R)-N-(6-Methoxypyrimidin-4-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2.2.2]octan]-2-amine

[0259]
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Step A: 4-Isothiocyanato-6-methoxypyriritidine

[0260]

[0261] To a bright orange solution of 1,1’-thiocarbonyldipyridin-2(1H)-one (1.86 g, 7.99 mmol) in dichloromethane at
room temperature was added 6-methoxypyrimidin-4-amine (1 g, 8 mmol). The orange solution was stirred at room
temperature for 18 hours. The LC/MS showed the desired product as one of the major peaks. The deep orange solution
was concentrated and the remaining residue was filtered. The filtrate was purified by silica gel chromatography (10-50%
ethyl acetate/hexanes) to afford 4-isothiocyanato-6-methoxypyrimidine (0.72 g, 4.3 mmol, 54 % yield) as a yellow oil.
TH NMR (400 MHz, DMSO-dg) & ppm 8.49 (1 H, d, J=5.79 Hz), 6.95 (1 H, d, J=5.79 Hz), 3.92 (3 H, s). MS (LC/MS) R.T.
=3.15; [M+H]* = 168.1.

Step B: (R)-N-(6-Methoxypyrimidin-4-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2.2. 2]octan]-2-amine

[0262]

[0263] To (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (from Step B of Example 21) (0.34 g, 1.49 mmol) in
N,N-dimethylformamide (15 mL) was added Cs,CO3 (1.22 g, 3.74 mmol) and 4-isothiocyanato-6-methoxypyrimidine
(0.25 g, 1.5 mmol). The suspension was stirred at room temperature for 30 minutes. N,N’-diisopropylcarbodiimide (0.7
mL), 4.5 mmol) was then added and the mixture was stirred at room temperature for 18 hours. The mixture was con-
centrated and purified by silica gel chromatography (5-15 % [9:1 methanol:ammonium hydroxide]/chloroform) to afford
(R)-N-(6-methoxypyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.21 g, 0.72 mmol, 48.2%
yield) as a white solid. M.P. 186-8 °C. 'H NMR (400 MHz, MeOD) § ppm 8.40 (1 H, s), 6.17 (1 H, br. s.), 3.92 - 4.04 (1
H, m), 3.89 (3 H, s),3.68 (1H, d, J=10.32 Hz), 3.12-3.23 (1 H, m), 2.98-3.12 (1 H, m), 2.67 - 2.97 (4 H, m), 2.11 (2 H,
hr.s.), 1.48 - 1.82 (3H, m). MS (LC/MS) R.T. = 0.82; [M+H]* = 290.3.

EXAMPLE 24
(R)-N-(6-Methoxy-[1,2,4]triazolo[1,5-a]pyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2. 2]octan]-2-amine

[0264]

Step A: 5-Methoxypyridin-2-amine ethoxycarbonyl thiourea

[0265]
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[0266] To 5-methoxypyridin-2-amine (5g, 40 mmol) in dioxane (40 mL) was added ethoxycarbonyl isothiocyanate
(5.23 mL, 44.3 mmol). The reaction mixture was stirred at room temperature overnight. The mixture was concentrated
in vacuo to afford 5-methoxypyridin-2-amine ethoxycarbonyl thiourea (10.28 g, 40.3 mmol, 100 % yield). TH NMR (300
MHz, DMSO-dg) 8 ppm 12.03 (1 H, br. s.), 11.37 (1 H, br. s.), 853 (1 H, br. s.), 8.11 (1 H, d, J=2.93 Hz), 7.50 (1 H, dd,
J=8.97,3.11Hz),4.22(2H, q, J=7.07 Hz),3.84 (3H, s), 1.26 (3H, t, J=7.14 Hz). MS (LC/MS) R.T. = 2.40; ;M+H]* = 256.1.

Step B: 6-Methoxy-[1,2,4]triazolo[1,5-a]pyridin-2-amine

[0267]

|
o N
Y72 N~

S—NH,

T,

[0268] To 5-methoxypyridin-2-amine ethoxycarbonyl thiourea (10.21 g, 40 mmol) in ethanol (57 mL) and methanol
(567 mL) was added hydroxylamine hydrochloride (14 g, 200 mmol) and Hunig’s Base (21 mL, 120 mmol). The mixture
was stirred at room temperature for 2 hours, and then heated at 60 °C for 4 hours. The reaction was cooled to room
temperature and filtered to remove solids. It was concentrated in vacuo and then suspended in chloroform. The solids
were filtered off to yield 6-methoxy-[1,2,4]triazolo[1,5-a]pyridin-2-amine (6.05 g, 33.2 mmol, 83 % yield). TH NMR (300
MHz, DMSO-dg) § ppm 8.30 (1 H, d, J=1.83 Hz), 7.24 =732 (1H, m), 7.16-7.23 (1 1H, m), 3.82 (2 H, br.s.), 3.78 (3
H, s). MS (LC/MS) R.T. = 0.53; [M+H]* = 165.2.

[0269] Two grams of 6-methoxy-[1,2,4]triazolo[1,5-a]pyridin-2-amine were purified via flash chromatography (2-20%
[10% ammonium hydroxide/methanol])/chloroform) to afford 6-methoxy-[1,2,4]triazolo[1,5-a]pyridin-2-amine (1.35 g, 8.22
mmol, 67.5 % yield). "H NMR (300 MHz, DMSO-dg) § ppm 8.29 (1 H, d, J=2.20 Hz).7.24-7.30 (1H,m), 7.15-7.22 (1
H, m),5.79 (2H, s), 3.78 (3 H, s).

Step C: 2-Isothiocyanato-6-methoxy-[1,2,4]triazolof1,5-a]pyridine

[0270]

[0271] To 6-methoxy-[1,2,4]triazolo[1.5-a]pyridin-amine (0.3 g, 1.8 mmol) in dichloromethane (15 mL) was added 1,1’-
thiocarbonyldi-2(1H)-pyridone (0.51 g, 2.2 mmol). The reaction was stirred at room temperature overnight, concentrated
in vacuo and purified via flash chromatography yielding 2-isothiocyanato-6-methoxy-[1,2,4]triazolo[1,5-a]pyridine (166
mg, 0.8 mmol, 44 % yield) as a white solid. TH NMR (300 MHz, CDCl3) 6 ppm 8.03 (1 H, d, J=2.20 Hz), 7.54 (1 H, d,
J=9.88 Hz), 7.34 (1 H, dd, J=9.51, 2.56 Hz), 3.88 (3 H, s).

Step D: (R)-N-(6-Methoxy-[1,2,4]triazolo[1,5-a]pyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2. 2]Joctan]2-amine

[0272]
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[0273] To 2-isothiocyanato-6-methoxy-[1,2,4]triazolo[1,5-a]pyridine (160 mg, 0.78 mmol) in N,N-dimethylformamide
(5ml) was added (S)-3-(aminomethyl)quinuclidin-3-ol, 2 HCI (178 mg, 0.78 mmol) and triethylamine (0.32 ml, 233 mmol).
The reaction was stirred at 70 °C for 1 hour. N,N’-Diisopropylcarbodiimidd (0.36 ml, 2.33 mmol) was then added to the
reaction mixture. The mixture was heated at 70 °C for 4 hours, then cooled and poured into aqueous sodium bicarbo-
nate/chloroform. The product was extracted (3x) with chloroform. The combined organics were washed with water (3x),
dried over sodium sulfate, filtered, and concentrated in vacuo, then purified via flash chromatography (2-20% [10%
ammonium hydroxide:methanol]/chloroform) to yield (R)-N-(6-methoxy-[1,2,4]triazolo[1,5-a]pyridin-2-yl)-4H-1"-aza-
spiro-[oxazole-5,3™-bicyclo[2.2.2]octan]-2-amine (114.5 mg, 0.33 mmol, 42 % yield) as a white powder, TH NMR (500
MHz, CDCI3) § ppm 8.51 (1 H, br. s.), 8.08 (1 H, d, J=2.44 Hz), 7.35 (1 H, d, J=9.77 Hz), 7.18 (1 H, dd, J=9.46, 2.44
Hz), 3.92 (1 H, d, J=8.85 Hz), 3.84 (3 H, s), 3.58 (1 H, d, J=8.85 Hz), 3.36 - 3.41 (1 H, m), 2.72- 3.05 (4 H, m), 2.18 -
2.26 (1 H, m, J=13.26, 9.98, 3.66, 3.49, 3.49 Hz), 2.13 (1 H, br. s.), 1.79 (1 H, br. s), 1.67 - 1.76 (1 H, m, J=13.96, 9.84,
4.27,4.27 Hz), 1.45-1.63 (2 H, m). MS (LC/MS) R.T. = 0.86; [M+H]* = 329.2.

Example 25
(R)-N-(5-(Trifluoromethyl)pyrazin-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2.2.2]octan]-2-amine

[0274]

Step A: 5-(Trifluoromethyl)pyrazin-2-amine

[0275]

Ly
i J
HNT N

[0276] To anice bath-cooled solution of 5,6-diaminopyrimidin-4-ol (18 g, 143 mmol) in 3M sodium hydroxide (180 mL,
540 mmol), was added 3,3-dibromo-1,1,1-trifluoropropan-2-one (25.2 g, 93 mmol). The reaction was stirred for 3 days
at ambient temperature. The solids were filtered, dissolved in 60% sulfuric acid (140 mL), and stirred at 135 °C for 8 h.
The reaction was cooled, poured over ice and allowed to sit for 16 hours. The solution was neutralized to pH 8 with conc.
ammonium hydroxide and extracted with ethyl acetate (5 X 100 mL), dried over sodium sulfate, filtered and concentrated.
The solid residue was recrystallized from benzene/hexane to afford 5-(trifluoromethyl)pyrazin-2-amine (2.28 g, 14 mmol,
15 % vyield). TH NMR (400 MHz, CDCl3) & ppm 832 (1 H, s), 7.99 (1 H, d, J=1.26 Hz), 5.02 (2 H, br. s.). MS (LC/MS)
R.T. =1.56; [M+H]* = 164.03.

Step B: (R)-N-(5-(Trifluoromethyl)pyrazin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2. 2Joctan]-2-amine

[0277]
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[0278] (R)-N-(5-(trifluoromethyl)pyrazin-2-yl)-4H-1-azaspiro[oxazole-5,3’ bicyclo[2.2.2]octan]-2-amine was prepared
by following the general procedures of Example 23, Steps A-B and using 5-(trifluoromethyl)pyrazin-2-amine (from Step
A above) as the starting material. 'TH NMR (400 MHz, CDCl3) 6 ppm 9.08 (1 H, br.s.), 8.35(1H,s), 832 (1H, s),3.95
(1H,d, J=957 Hz), 3.61 (1 H, d, J=9.57 Hz), 3.30 (1 H, dd, J=14.86, 1.76 Hz), 2.65-2.99 (5 H, m), 2.05-2.16 (2 H, m),
1.64-1.74 (1 H, m), 1.42-1.57 (2 H, m). MS (LC/MS) R.T. = 1.06; [M+H]* = 328.30.

EXAMPLE 26
(R)-N-(6-Fluoro-1H-indazol-3-yl)-9H-1’-azaspirofoxazole-5,3"-bicyclo[2.2. 2]octan]-2-amine

[0279]

Step A: 6-Fluoro-1H-indazol-3-amine

[0280]

[0281] To 2,4-difluorobenzonitrile (1.21 g, 8.70 mmol) was added hydrazine monohydrate (8.46 mL, 174 mmol). The
mixture was heated to reflux for 5 hours and then poured onto ice. The solution was extracted with ethyl acetate, dried
with magnesium sulfate, filtered and concentrated. The residue was purified by column chromatography (25-100% ethyl
acetate/hexane) to afford 6-fluoro-1H-indazol-3-amine (0.5 g, 3.3 mmol, 38 % yield) as light yellow powder. TH NMR
(500 MHz, DMSO-D6) 6 ppm 11.42 (s, 1 H), 1.70 (dd, J=8.55, 5.49 Hz, 1 H), 6.97 (dd, J=10.07, 1.83 Hz, 1 H), 6.72 -
6.79 (m, 1 H), 5.40 (s, 2 H). MS (LC/MS) R.T. = 0.61; [M+H]* = 152.11.

Step B: 6-Fluoro-3-isothiocyanato-1H-indazole

[0282]
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[0283] To 6-fluoro-1H-indazol-3-amine (0.32 g, 2.1 mmol) in dichloromethane (15 mL) was added 1,1’-thiocarbonyld-
ipyridin-2(1H)-one (0.53 g, 2.30 mmol). The reaction was stirred at 50 °C for 3 hours. The reaction was cooled to room
temperature and the crude product was purified by column chromatography (25% ethyl acetate/hexanes) to afford 6-
fluoro-3-isothiocyanato-1H-indazole (0.30 g, 1.53 mmol, 73.0 % vyield) as a light yellow powder. TH NMR (500 MHz,
DMSO-D6) 8 ppm 13.39 (s, 1 H), 7.78 (dd, J=8.85, 4.88 Hz, 1 H), 7.41 (dd, J=9.31, 1.68 Hz, 1 H), 7.14 (td, J=9.16, 1.83
Hz, 1 H). MS (LC/M:S) R.T. = 3.69; [M+H]* = 194.07.

Step C: (R)-N-(6-Fluoro-1H-indazol-3-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclof2. 2. 2Joctan]-2-amine

[0284]

[0285] To 6-fluoro-3-isothiocyanato-1H-indazole (0.20 g, 1.04 mmol) in DMF (15 mL) was added triethylamine (0.43
mL, 3.11 mmol) and (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.26 g, 1.14 mmol) at room temperature. The
reaction was stirred at 70 °C for 2 hours. The reaction was cooled to room temperature and treated with N,N’-diisopro-
pylcarbodiimide (0.48 mL, 3.11 mmol). The reaction was then heated to 70 °C for 2 hours. The reaction was cooled to
ambient temperature and concentrated. The crude product was purified by column chromatography (85% chloroform,
14% methanol, 1% ammonium hydroxide) to afford (R)-N-(6-fluoro-1H-indazol-3-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyc-
lo[2.2.2]octan]-2-amine (0.22 g, 0.66 mmol, 64 % yield) as a white powder. H NMR (500 MHz, DMSO-D6) 6 ppm 12.16
(s, 1H); 8.00 (s, 1H), 7.59-7.67 (m, 1 H) 7.09 (dd, J=9.77, 2.14. Hz, 1 H) 6.81 - 6.88 (m, 1 H), 3.81 (d, J=9.16 Hz, 1
H), 3.56 (d, J=8.85 Hz, 1 H), 3.00 (s, 2 Hz, 2.78 (s, 2 H), 2.67 (t, J/=7.32 Hz, 2 H), 2.01 (d, J=2.44 Hz, 1 H), 1.92 (s, 1
H), 1.59 (d, J=5.80 Hz, 2 H), 1.46 (s, 1 H). MS (LC/MS) R.T. = 1.44; [M+H]* = 316.16.

EXAMPLE 27
(R)-N-(Furo[3,2-c]pyridin-4-yl)-4H-1"-azaspiro[oxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0286]

Step A: Furo[3,2-c]pyridin-4-amine

[0287]

[0288] To 4-chlorofuro[3,2-c]pyridine (1 g, 6.5 mmol) in toluene under nitrogen was added racemic BINAP (0.243 g,
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0.4 mmol), Pdy(dba); (0.12 g, 0.13 mmol) and sodium fert-butoxide (0.88 g, 9.1 mmol). Benzophenoneimine (1.3 mL),
7.81 mmol) was added and the mixture was heated to 80 °C for 3 h and cooled to room temperature. The reaction
mixture was diluted with ether, filtered through Celite, and washed with ether. The filtrate was concentrated and the
deep orange residue was taken up in methanol (90 ml) and treated with hydroxylamine (1.2 mL, 19.5 mmol). The mixture
was stirred at ambient temperature for 18 h and concentrated. The residue was purified by column chromatography
(95-100 % ethyl acetate/hexanes) to afford furo[3,2-c]pyridin-4-amine (776 mg, 5.79 mmol, 89 % yield) as a deep orange
solid. MS (LC/MS) R.T. = 0.51; [M+H]* = 135.02.

Step B: (R)-N-(Furo[3,2-c]pyridin-4 yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2.2.2]octan]-2-amine

[0289]

[0290] (R)-N-(Furo[3,2-c]pyridin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was prepared by fol-
lowing the general procedures of Example 23, Steps A-B using furo[3,2-c]pyridin-4-amine (Step A above) as the starting
material. TH NMR (400 MHz, MeOD) & ppm 8.08 (1 H, d, J=5.79 Hz), 7.69 (1 H, d, J=2.01 Hz), 6.99 - 7.13 (2 H, m), 4.00
(1H,d, J=10.07 Hz), 3.69 (1 H, d, J=10.07 Hz), 3.19-3.26 (1 H, m), 3.05-3.13 (1 H, m), 2.93 (2 H, t, J=7.43 Hz), 2.73
-2.87(2H,m),2.08-2.24 (2H, m), 1.52-1.82 (3 H, m). MS (LC/MS) R.T. = 0.68; [M+H]* = 299.19.

EXAMPLE 28

(R)-N-(5-Phenylpyridin-3-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2. 2. 2Joctan]-2-amine

[0291]

Step A: 5-Phenylpyridin-3-amine

[0292]

[0293] A mixture of 5-bromopyridin-3-amme (248 mg, 1.43 mmol), Pd(PPhs), (50.4 mg, 0.04 mmol), toluene (3 mL),
sodium carbonate (2 M, 3 mL), 6 mmol), and phenylboronic acid (195 mg, 1.60 mmol) dissolved in methanol (3 mL) was
heated for 4 hours in an oil bath at 90 °C and allowed to cool to room temperature for 16 hours. The reaction mixture
was transferred to a separatory funnel and partitioned between ethyl acetate and water. The washed once more with
ethyl acetate, and the combined organic phases were washed with brine and dried over magnesium sulfate, filtered and
concentrated in vacuo. The residue was purified by column chromatography (80% ethyl acetate/hexanes) to afford 5-
phenylpyridin-3-amine (31.9 mg, 0.19 mmol, 13 % yield) as a white solid. TH NMR (500 MHz, CDCl3) 8 ppm 8.17 -8.42
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(m, 1 H), 8.02 - 8.20 (m, 1 H), 7.32 - 7.62 (m, 4 H), 7.25 (s, 1 H), 7.06 - 7.20 (m, 1 H). MS (LC/MS) R.T. = 0.91; [M+H]*
=171.09.

Step B: (R)-N-(5-Phenylpyridin-3-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2.2. 2]Joctan]-2-amine

[0294]

[0295] (R)-N-(5-Phenylpyridin-3-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was prepared by follow-
ing the general procedures of Example 23, Steps A-B using 5-phenylpyridin-3-amine (from Step A above) as the
starting material. "H NMR (500 MHz, MeOD-d,) 8 ppm 8.40 (br. s., 2 H), 7.66 (d, J=7.32 Hz, 2 H), 7.46 - 7.56 (m, 3 H),
7.43 (d, J=7.32Hz, 1 H), 3.79-4.02 (m, 1 H), 3.51-3.68 (m, 1 H), 3.22 (d, J=14.95Hz, 1 H), 3.02-3.15 (m, 1 H), 2.72
-2.99(m,3H),2.14 (br.s.,2H), 1.76 (dd, J=9.31, 4.12 Hz, 3 H), 1.12- 1.35 (m, 1 H). MS (LC/MS) R.T. = 0.90; [M+H]*
=335.17.

EXAMPLE 29
(R)-N-(2-Phenylpyridin-4-yl)-4H-1"-azaspirofoxazole-5,3’-bicyclo[2. 2. 2]Joctan]-2-amine

[0296]

[0297] (R)-N-(2-Phenylpyridin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was prepared from 2-
bromopyridin-4-amine by following the general procedures of Example 28, Steps A-B. "H NMR (500 MHz, MeOD) §
ppm 8.38 (d, J=5.49 Hz, 1 H), 7.88 (d, J/=7.93 Hz, 2 H), 7.71 - 7.84 (m, 1 H), 7.48 (d, J=7.63 Hz, 3 H), 7.19 - 7.36 (m, 1
H), 3.94 - 409 (m, 1 H), 3.61-3.79 (m, 1 H), 3.17 - 3.27 (m, 1 H), 3.00 - 3.14 (m, 1 H), 2.74 - 3.00 (m, 4 H), 2.05 - 2.23
(m, 2 H), 1.55-1.86 (m, 3 H). MS (LC/MS) R.T. = 0.86; [M+H]* = 335.23.

EXAMPLE 30
(R)-N-(6-Phenyipyridin-2-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0298]

[0299] (R)-N-(6-Phenylpyridin-2-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2.2]octan]-2-amine was prepared from 6-
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bromopyridin-2-amine by following the general procedures of Example 28, Steps A-B. TH NMR (500 MHz, MeOD-dy)
S ppm 7.91 (d, J=7.63 Hz, 2 H), 7.71 (t, J=7.78 Hz, 1 H), 7.32- 7.55 (m. 5 H), 4.04 (d, J=10.07 Hz, 1 H), 3.72 (d, J=9.77
Hz, 1 H), 3.23 (d, J=1.22 Hz, 1 H), 3.12 (s, 1 H), 2.95 (s, 2 H), 2.84 (s, 2 H), 2.16 (br.s., 2 H), 1.58 - 1.85 (m, 3 H). MS
(LC/MS) R.T. = 0.75; [M+H]* = 335.23.
EXAMPLE 31
(R)-N-(6-(Difluoromethoxy)-1-methyl-1H-indazol-3-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2. 2. 2]Joctan]-2-amine

[0300]

Step A: 6-(Difluoromethoxy)-1-methyl-1H-indazol-3-amine

[0301]

:NHz

[0302] To 4-(difluoromethoxy)-2-fluorobenzonitrile (1 g, 5.3 mmol) was added methylhydrazine (4.92 g, 107 mmol).
The mixture was heated to 50 °C for 5 hours and then cooled to room temperature. The crude product was purified by
column chromatography (40-100% ethyl acetate/heicanes) to afford 6-(difluoromethoxy)-1-methyl-1H-indazol-3-amine
(0.5 g, 2.35 mmol, 44 % yield) as a white powder. TH NMR (500 MHz, DMSO-dg) 8 ppm 7.70 (d, J=8.55 Hz, 1 H), 7.144
(s, 1H), 6.73 (d, J=8.55Hz, 1 H), 549 (s, 1 H), 3.70 (s, 3 H).

Step B: (R)-N-(6-(Difluoromethoy)-1-methyl-1H-indazol-3-yl)-4H-1’-azaspirofoxazole-5,3 -bicyclo[2.2. 2]Joctan]-2-amine

[0303]

[0304] (R)-N-(6-(difluoromethoxy)-1-methyl-1H-indazol-3-yl)-4H-1-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-

amine was prepared by following the general procedures of Example 23, Steps A-B using 6-(difluoromethoxy)-1-methyl-
1H-indazol-3-amine (Step A) as the starting material. TH NMR (500 MHz, DMSO-dg) & ppm 7.64 (d, J=8.55 Hz, 1 H),
7.28 (d, J=5.19 Hz, 1 H), 6.83 (dd, J=8.55, 1.83 Hz, 1 H), 3.88 (s, 3 H), 3.77 - 3.84 (m, 1 H), 3.51 3.64 (m, 1 H), 3.00 (s,
2H),2.72-2.84 (m, 2 H), 2.67 (t, J=7.48 Hz, 2 H), 2.02 (br. s., 1 H), 1.85-1.98 (m, 1 H), 1.59 (d, J=5.80 Hz, 2 H), 1.36
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-1.53 (m, 1H), 1.09 (d, J=6.41 Hz, 1 H). MS (LC/MS) R.T. = 1.04; [M+H]* = 378.19.
EXAMPLE 32
(R)-N-(5-(Difluoromethoxy)thiazolo[5,4-b]pyridin-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2.2.2]octan]-2-amine

[0305]

s

Step A: 2-(Difluoromethoxy)-5-nitropyridine

[0306]
o
O;[\fl ) l S i
NZ ,o/kp

[0307] To 2-hydroxy-5-nitropyridine (7 g, 50 mmol) in acetonitrile (500 mL) was added sodium sulfate (1.5 g, 10.6
mmol), and 2,2-difluoro-2-(fluorosulfonyl)acetic acid (6.2 mL, 60 mmol) and the reaction was allowed to stir at room
temperature for 16 hours. The reaction was quenched with saturated aqueous sodium bicarbonate and the acetonitrile
was removed in vacuo. The remaining aqueous component was extracted with ethyl acetate, washed with brine, dried
over sodium sulfate, filtered and concentrated in vacuo. The pale brown oily solid was triturated with ether/hexanes,
filtered and the filtrate concentrated to afford 2-(difluoromethoxy)-5-nitropyridine (4.7 g, 24.7 mmol, 49 % yield) as a
yellow oil. TH NMR (400 MHz, DMSO-dg) § ppm 9.14 (d, J=2.76 Hz, 1 H), 8.68 (dd, J=9.03, 2.76 Hz, 1 H), 7.98 (s, 0.5
H), 7.62 (s, 0.5 H), 7.34 (d, J=9.03 Hz, 1 H).

Step B: 6-(Difluoromethoxy)pyridin-3-amine

[0308]

[0309] To 2-(difluoromethoxy)-5-nitropyridine (4.7 g, 24.7 mmol) in degassed methanol (100 mL) was added 10%
palladium on carbon (500 mg, 0.47 mmol) and the reaction was hydrogenated at atmospheric pressure for 1 hour. To
this was added acetic acid (2.83 mL, 49.4 mmol) and the reaction was filtered through Celite and concentrated in vacuo
to afford 6-(difluoromethoxy)pyridin-3-amine (6.33 g, 25.9 mmol, 105 % yield) as an olive green liquid. TH NMR (400
MHz, MeOD-d,) § ppm 7.60 (d, J=2.76 Hz, 1 H), 7.37 (s, 0.5 H), 7.15 (dd, J=8.66, 2.89 Hz, 1 H), 7.00 (s, 0.5 H), 6.71
(d, J=8.7 Hz, 1 H).

Step C: 5-(Difluoromethoxy)thiazolo[5,4-bjpyridin-2-amine

[0310]

NS
HzNﬁé%Q;::ﬂ::;;};WD’Ji\F
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[0311] To acetic acid (10 mL) cooled in an ice bath was added potassium thiocyanate (3.18 g, 32.8 mmol) and
6-(difluoromethoxy)pyridin-3-amine (1 g, 4.1 mmol). The reaction was cooled in an ice-salt bath until the reaction tem-
perature reached <0°C. A solution of bromine (0.65 mL, 12.7 mmol) in acetic acid (3 mL) was added dropwise over 2
hours at a rate that maintained the reaction temperature <0°C. This gave a very thick mixture. After the addition was
complete, the mixture was left to stir and allowed to slowly warm to room temperature overnight. After stirring overnight,
water (5 mL) was added and the mixture was heated to 85°C in an oil bath. This mixture was then filtered while still hot.
The yellow filter cake was returned to the reaction flask, and an additional 5 mL acetic acid was added. The mixture was
heated again to 85°C, and then filtered while still hot. The combined filtrates were cooled in an ice bath and neutralized
to pH 8 with concentrated ammonium hydroxide. A yellow precipitate formed which was then collected by filtration. This
crude material was purified by column chromatography (12-100% ethyl acetate/hexanes) to afford 5-(difluoromethoxy)thi-
azolo[5,4-b]pyridin-2-amine (321 mg, 1.48 mmol, 36.1 % yield) as a yellow solid. 'TH NMR (400 MHz, DMSO-dg) § ppm
7.64-7.81(m, 2 H), 6.92(d, J=8.53 Hz, 1 H). MS (LC/MS) R. T. = 1.66; [M+H]* = 218.10.

Step D: N-(56-(Difluoromethoxy)thiazolo[5,4-b]pyridin-2-yl)-1H-imidazole-1-carbothioamide

[0312]

LA

[0313] 5-(Diflucromethoxy)thiazolo[5,4-b]pyridin-2-amine (310 mg, 1.43 mmol) and di(1H-imidazol-1-yl)meth-
anethione (311 mg, 1.75 mmol) were dissolved in acetonitrile (5 mL) and heated to 70 °C in a sealed vial for 10 hours.
The vial was then stored in the freezer for 16 hours. The solids were collected by filtration and washed with acetonitrile
to afford N-(5-(difluoromethoxy)thiazolo[5,4-b]pyridin-2-yl)-1H-imidazole-1-carbothioamide (296 mg, 0.72 mmol, 51 %
yield). TH NMR (400 MHz, DMSO-dg) & ppm 8.77 (d, J=4.71 Hz, 1 H), 8.06 (d, J=8.53 Hz, 1 H), 8.01 (s, 1 H), 7.72 (s, 1
H), 7.54 (s, 1H),6.94 -7.13 (m, 1 H).

Step E: (R)-N-(5-(Difluoromethoxy)thiazolo[5,4-b]pyridin-2-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0314]

: . N E
@O 1 A
LnS N

[0315] To N-(5-(diflucromethoxy)thiazo]o[5,4-b]pyridin-2-yl)-1H-imidazole-1-carbothioamide (296 mg, 0.72 mmol) in
N,N-dimethylformamide (4 mL) in a sealed vial was added (S)-3-(aminomethyl)quinuclidin-3-ol, 2 HCI (175 mg, 0.76
mmol) and triethylamine (0.3 ml, 2.2 mmol) and the mixture was heated to 70 °C overnight.

[0316] To this was added N,N’-diisopropylcarbodiimide (350 wl, 2.25 mmol) and the reaction was heated to 70 ° C for
6 hours. It was cooled to ambient temperature and poured into water/chloroform, extracted with additional chloroform
and concentrated in vacuo. The residue was then taken up in toluene and washed with water to remove the residual
N,N-dimethylformamide. The residue was purified by column chromatography (2%-20% (10% ammonium hydrox-
ide/methanol)/chloroform) to afford (R)-N-(5-(difluoromethoxy)thiazolo[5,4-b]pyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-
bicyclo[2.2.2]octan]-2-amine (104 mg, 0.27 mmol, 37 % yield) as a pale cream colored solid. TH NMR (400 MHz, DMSO-
dg) S ppm 7.99 (d, J=8.78 Hz, 1 H), 7.68 (s, 1 H), 7.03 (d, J=8.53 Hz, 1 H), 3.87 (d, J=10.04 Hz, 1 H), 3.62 (d, J=10.04
Hz, 1 H), 3.03 (d, J=5.02 Hz, 2 H), 2.80 (d, J=9.03 Hz, 2 H), 2.65 (t, J=7.65 Hz, 2 H), 2.08 (br. s., 1 H), 1.83 1.99 (m, 1
H), 1.43 - 1.68 (m, 3 H). MS (LC/MS) R.T. = 1.73; [M+H]* = 382.20.

EXAMPLE 33
(R)-N-(Isopropoxybenzo[djthiazol-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2. 2]octan]-2-amine

[0317]
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(R)-N-(6-Isopropoxybenzo[d]thiazol-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was prepared from
4-isopropoxyaniline by following the general procedures of Example 32, Steps C-E. "H NMR (400 MHz, DMSO-dg) 8
ppm 7.49 (d, J=8.78 Hz, 1 H), 7.38 d, J=2.51 Hz, 1 H), 6.90 (dd, J=8.78, 2.51 Hz, 1 H), 4.50 - 4.68 (m, 1 H), 3.87 (d,
J=10.04 Hz, 1 H), 3.62 (d, J=9.79 Hz, 1 H), 2.79 (d, J=9.03 Hz, 2 H), 2.66 (t, J=7.78 Hz, 2 H), 2.06 (br. s., 1 H), 1.85 -
1.96 (m, 1 H), 1.42 - 1.67 (m, 3 H), 1.17 - 1.34 (m, 6 H), 0.96 - 1.19 (m, 2 H).

EXAMPLE 34
(R)-N-(5-(Pyrrolidin-1-yl)pyrazin-2-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2. 2]octan]-2-amine

[0318]

Step A: 5-(Pyrrolidin-1-yl)pyrazin-2-amine

[0319]

XY
HNT N

[0320] A mixture of 5-bromopyrazin-2-amine (1.2 g, 6.9 mmol) and pyrrolidine (4 mL, 48 mmol) was microwaved at
180°C, 200 W for 2 h. The reaction was diluted into 125 mL ethyl acetate and extracted with water (3 x 50 mL) and brine
(50 mL). It was dried over sodium sulfate, filtered and concentrated. The crude product was purified by column chroma-
tography (0 to 3% methanol/methylene chloride) to afford 5-(pyrrolidin-1-yl)pyrazin-2-amine (495 mg, 3. mmol, 43.7 %
yield). "H NMR (400 MHz, IDMSO-dg) & ppm 7.52 (1 1 H, d, J=1.51 Hz), 7.36 (1 H, d, J=1.76 Hz), 5.21 (2 H, s), 3.24 -
3.29 (4H, m), 1.90 (4 H, ddd, J=6.48, 3.53, 3.34 Hz). MS (LC/MS) R.T. = 0.52, [M+H]* = 165.29.

Step B: (R)-N-(3-(Pyrrolidin-1-yl)pyrazin-2-yl)-4H-1"-azaspirofoxazole-5,3’-bicyclo[2. 2. 2]Joctan]-2-amine

[0321]

[0322] (R)-N-(5-(Pyrrolidin-1-yl)pyrazin-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was prepared
from 5-(pyrrodin-yl)pyrazin-2-amine by following the general procedures of Example 23, Steps A-B. TH NMR (500 MHz,
CDCl3) 8 ppm 851 (1 H, br. s.),8.02 (1 H, s), 744 (1 H, d, J=0.92 Hz), 3.84 (1 H, d, J=9.16 Hz), 3.51 (1 H, d, J=8.85
Hz), 3.39-3.45 (4 H, m) 3.31 (1 H, dd, J=14.80, 1.07 Hz), 2.69 - 3.04 (5 H, m),2.15-2.25 (1 H, m), 2.09 (1 H, br. s.),
1.98-2.02(4H +HOD, m), 1.64-1.74 (1 H, m), 1.42-1.61 (2 H, m). MS (LC/MS) R.T. = 0.76; [M+H]* = 329.40.
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EXAMPLE 35
(R)-1-(5-(4H-1-Azaspirofoxazole]-5,3’-bicyclo[2. 2. 2]Joctane]-2-ylamino)pyrazin-2-yl)pyrrolidin-2-one

[0323]

Step A: 1-(6-Aminopyrazin-2-yl)pyrrolidin-2-one

[0324]

[0325] A mixture of 5-bromopyrazin-2-amine (5 g, 29 mmol), pyrrolidin-2-one (11 mL, 144 mmol), copper (l) iodide
(1.1 g, 5.75 mmol), potassium carbonate (7.94 g, 57.5 mmol), and (1R,2R)-cyclohexane-1,2-diamine (1.38 mL, 11.49
mmol) was refluxed under nitrogen in dioxane (100 mL) for 18 h. After cooling, 200 mL ethyl acetate and 20 mL methanol
were added to the reaction, This was filtered through celite, concentrated, and absorbed onto sodium sulfate for purifi-
cation by column chromatography (0-5% methanol/methylene chloride). The purified product was recrystallized from
ether/ethyl acetate to afford 1-(5-aminopyrazin-2-yl)pyrrolidin-2-one (1.57 g, 8.81 mmol, 30.7 % yield). TH NMR (400
MHz, DMSO-dg) 8 ppm 8.74 (1 H, d, J=1.51 Hz), 7.69 (1 H, d, J=1.51 Hz), 6.20 (2 H, s), 3.84 (2 H, t, J=7.05 Hz), 2.49
(2H,t,J=7.93 Hz), 2.04 (2 H, dq, J=7.68, 7.51 Hz). MS (LC/MS) R.T. = 0.48; [M+H]* = 179.27.

Step B: (R)-1-(5-(4H-1’-Azaspirofoxazole-5,3’-bicyclof2.2.2]Joctane]-2-ylamino)pyrazin-2yl) pyrrolidin-2-one

[0326]

[0327] (R)-1-(5-(4H-1-Azaspiro[oxazole-5,3’-bicyclo[2.2.2]octane]-2-ylamino)pyrazin-2-yl)pyrrolidin-2-one was pre-
pared from 1-(5-Aminopyrazin-2-yl)pyrrolidin-2-one by following the general procedures of Example 23, Steps A-B. H
NMR (500 MHz, CDCl3) 8 ppm 9.20 (1 H, d, J=1.22 Hz), 8.91 (1 H, br. s.), 8.13 (1 H, s), 4.02 (2 H, t, J/=7.02 Hz), 3.92
(1H,d, J=9.46 Hz), 3.58 (1 H, d, J=9.16 Hz), 3.33 (1 H, dd, J=14.95, 1.53 Hz), 2.71 - 3.01 (5 H, m), 2.63 (2 H, t, J=8.09
Hz), 2.08 -2.23 (4 H, m), 1.66 - 1.76 (1 H, m), 1.42 - 1.61 (2 H, m). MS (LC/MS) R.T. = 0.67; [M+H]* = 343.30.
EXAMPLE 36

(R)-N-(5-(Pyridin-3-yl)pyrazin-2-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2.2.2]Joctan]-2-amine

[0328]
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Step A: 5-(Pyridin-3-yl)pyridin-2-amine

[0329]

[0330] Pyridin-3-ylboronic acid (307 mg, 2.50 mmol), 5-bromopyrazin-2-amine (391 mg, 2.25 mmol) and dichloro-
bis(triphenylphosphine)-palladium(ll) (88 mg, 0.13 mmol) were added to degassed dioxane (12 mL) and the mixture
was stirred for 30 min. Then sodium carbonate (795 mg, 7.50 mmol) and degassed water (8 mL) were added and the
reaction was heated in a closed reaction vial at 100 °C for 8 h. The reaction was allowed to stand at ambient temperature
over the weekend. It was diluted into ethyl acetate (100 mL) and extracted with brine (3 x 25 mL). The organic layers
were dried over sodium sulfate and concentrated in vacuo. The crude product was purified by column chromatography
(0 to 5% methanol/ethyl acetate) to afford 5-(pyridin-3-yl)pyrazin-2-amine (235 mg, 1.37 mmol, 54.6 % vyield). "H NMR
(400 MHz, Acefone) 6 ppm 9.13 (1 H, d, J=1.51 Hz), 8.54 (1 H, d, J=1.26 Hz), 8.50 (1 H, dd, J=4.78, 1.51 Hz), 8.22 -
8.28 (1 H, m), 8.07 (1 H, d, J=1.26 Hz), 7.39 (1 H, ddd, J=7.87, 4.72, 0.76 Hz), 6.05 (2 H, br. s.). MS (LC/MS) R.T. =
0.58; [M+H]* = 173.20.

Step B: (R)-N-(5-(Pyridin-3-yl)pyrazin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine

[0331]

(R)-N-(5-(Pyridin-3-yl)pyrazin-2-yl)-4H-1"-azaspiro[oxazole-5,3™-bicyclo[2.2.2]octan]-2-amine was prepared from 5-(py-
ridin-3-yl)pyrazin-2-amine by following the general procedures of Example 23, Steps A-B. '"H NMR (400 MHz, CDCly)
d ppm 9.12 (1 H, dd, J=2.27, 0.76 Hz), 9.08 (1 H, br. s.), 8.59 (1 H, dd, J=4.718, 1.76 Hz), 8.55 (1 H, d, J=1.51 Hz), 8.45
(1H,d, J=1.26 Hz), 8.25 (1 H, dt, J=7.99, 1.92 Hz), 7.3 8 (1 H, ddd, J=8.06, 4.78, 0.76 Hz), 3.97 (1 H, d, J=9.57 Hz),
3.63 (1 H, d, J=9.32 Hz), 3.36 (1 H, dd, J=14.86, 1.76 Hz), 2.69 - 3.06 (5 H, m), 2.14-2.24 (1 H, m), 2.12 (1 H, br. s.),
1.66--1.77 (1 H, m, J=13.94, 9.66, 4.31, 4.31 Hz), 1.44 - 1.62 (2 H, m). MS (LC/MS) R.T. = 0.65; [M+H]* = 337.30.

Example 37
(R)-N-(5-(6-Methoxypyridin-3-yl)pyrazin- 2-yl)-4H-1’-azaspiro(oxazole-5,3’-bicyclo[2. 2. 2]octan]-2-amine

[0332]
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[0333] (R)-N-(5-(6-Methoxypyridin-3-yl)pyrazin-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine  was
prepared from 5-bromopyrazin-2-amine by following the general procedures of Example 36, Steps A-B. "H NMR (400
MHz, CDCl3) 6 ppm 9.04 (1 H, br. s.), 8.66 (1 H, d, J=2.01 Hz), 8.46 (1 H, d, J=1.51 Hz), 8.41 (1 H, d, J=1.01 Hz), 8.15
(1 H, dd, J=8.81, 2.52 Hz), 6.82 (1 H, d, J=8.31 Hz), 3.97 (3 H, s), 3.95 (1 H, d, J=9.57 Hz), 3.61 (1 H, d, J=9.32 Hz),
3.35(1H, dd, J=14.86, 1.51 Hz), 2.68 - 3.07 (5 H, m), 2.14 - 2.24 (1 H, m, J=13.27, 9.93, 3.53, 3.38, 3.38 Hz), 2.11 (1
H, br.s.), 1.67 -1.77 (1 H, m), 1.45-1.61 (2 H, m). MS (LC/MS) R.T. = 0.81; [M+H]* = 367.40.

EXAMPLE 38
(R)-N-(6-Methoxyguinoxalin-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclof2.2. 2]Joctan]-2-amine

[0334]

Step A: 7-Methoxyquinoxalin-2(1H)-one and 6-methoxyquinoxalin-2(1H)-one

[0335]

N

fe) le]

[0336] A 50% solution of ethyl 2-oxoacetate (18.47 mL, 93 mmol) in toluene was added to a solution of 4-methoxy-
benzene-1,2-diamine (10.73 g, 78 mmol) in ethanol (100 mL) at ambient temperature and the reaction was refluxed for

2 h. The reaction was concentrated in vacuo and crystallized from ethanol to afford a mixture of 6-methoxyquinoxalin-
2(1H)-one and 7-methoxyquinoxalin g, 32.50 mmol, 42 % yield). MS (LC/MS) R.T. = 0.68; [M+H]* = 177.10.

Step B: 2-Chloro-6-methoxyquinoxaline

[0337]

[0338] A mixture of 6-methoxyquinoxalin-2(1H)-one and 7-methoxyquinoxalin-2(1H)-one (5.67 g, 32.20 mmol) was
refluxed in phosphorus oxychloride (120 mL) for 1 h. The reaction was concentrated and quenched by addition of ice,
then basified with sodium carbonate, and extracted with methyl acetate (3 x 200 mL). The organic layers were combined
and concentrated in vacuo. The crude product was absorbed onto sodium sulfate and purified by column chromatography
(0to 5% ethyl acetate/hexanes) to afford 2-chloro-6-methoxyquinoxaline (2.21 g, 11.36 mmol, 35% yield). 'TH NMR (400
MHz, CDCl3) 6 ppm 8.69 (s, 1 H), 7.88 (d, J=9.32 Hz, 1 H), 7.43 (dd, J=9.32, 2.77 Hz, 1 H), 7.37 (d, J=2.77 Hz, 1 H),
3.95 (s, 3 H).
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Step C: N-(2,4-Dimethoxybenzyl)-6-methoxyquinoxalin-2-amine

[0339]

[0340] 2-Chloro-6-methoxyquinoxaline (0.93 g, 4.77 mmol) and (2,4-dimethoxyphenyl)methanamine (2.2 ml, 14.64
mmol) were microwaved in dimethylsulfoxide (5 mL) for 30 min at 150 °C. The reaction was diluted into ethyl acetate
(250 mL) and extracted with brine (3 x 100 mL). The crude product was purified by column chromatography (20 to 80%
ethyl acetate/hexanes) to afford N-(2,4-dimethoxybenzyl)-6-methoxyquinoxalin-2-amine (1.46 g, 87% vyield). 'TH NMR
(400 MHz, CDCl3) 6 ppm 8.13 (1 H,s),759-7.63 (1H, m),7.30 (1H,d, J=8.31Hz),7.21-7.24(2H, m), 6.47 (1 H,d,
J=2.27 Hz), 6.42 (1 H, dd, J=8.31, 2.27 Hz), 5.10 (1 H, t, J=5.92 Hz), 4.61 (2 H, d, J/=5.79 Hz), 3.88 (3 H, s), 3.84 (3 H,
s), 3.78 (3 H, s). MS (LC/MS) R.T. = 1.95; [M+H]* = 326.23.

Step D: 6-Methoxyquinoxalin-2-amine

[0341]

[0342] N-(2,4-Dimethoxybenzyl)-6-methoxyquinoxalin-2-amine (2.8 g, 8.61 mmol) was stirred in TFA (10 mL, 130
mmol) and dichloromethane (10 mL) at ambient temperature for 30 min. The solvents were removed in vacuo. Saturated
aq. sodium hydrogen carbonate (200 mL) was added to the red residue, which then precipitated a yellow solid. The
mixture was extracted extensively with dichloromethane. The organic layer was dried over sodium sulfate, filtered and
concentrated in vacuo to afford 6-methoxyquinoxalin-2-amine (1.50 g, 8.56 mmol, 99 % yield). TH NMR (400 MHz,
CDCl3) 6 ppm 8.27 (1H,s), 7.54-758 (1 H, m), 7.25-7.29 (2H, m), 471 (2 H, br.s.), 3.90 (3 H, s). MS (LC/MS) R.T.
=0.86; [M+H]* = 176.23.

Step E: (R)-N-(6-Methoxyquinoxalin-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine

[0343]

[0344] (R)-N-(6-Methoxyquinoxalin-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine was prepared
from 6-methoxyquinoxalin-2-amine by following the general procedures of Example 23, Steps A-B. TH NMR (400 MHz,
CDCl3) & ppm 9.61 (1 H, br. s.), 857 (1 H, s), 7.62 (1 H, d, J=9.06 Hz), 7.23 - 7.32 (2 H, m), 4.01 (1 H, d, J=9.32 Hz),
3.90(3H,s),3.66(1H,d, J=9.32Hz), 3.37 (1 H, dd, J=14.86, 1.51 Hz), 2.68 - 3.08 (5 H, m), 2.15-2.25 (1 H, m), 2.10
-214 (1 H, m), 1.67-1.77 (1 H, m), 1.42-1.63 (2 H, m). MS (LC/MS) R.T. =0.81; [M+H]* = 340.30.

EXAMPLE 39

(R)-N-(5-(Difluoromethoxy)pyrimidin-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2.2.2]octan]-2-amine

[0345]
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Step A: 2-Chloro-5-(Difluoromethoxy)pyrimidine

[0346]

[0347] 2-Chloropyrimidin-5-ol (1 g, 7.66 mmol) and sodium 2-chloro-2,2-difluoroacetate (3.50 g, 22.98 mmol) in N,N-
dimethylformamide (20 mL) and water (0.2 mL) were heated to 90 °C for 24 hours and concentrated in vacuo. The
residue was purified by column chromatography (5-30 % ethyl acetate/hexanes) to afford 2-chloro-5-(difluorometh-
oxy)pyrimidine (549 mg, 3.04 mmol, 39.7 % yield) as a pale yellow oil. MS (LC/MS) R.T. = 1.32; [M+H]* = 181.14.

Step B: (R)-N-(5-(Difluoromethoy)pyrimidin-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2. 2. 2Joctan]-2-amine

[0348]

[0349] (R)-N-(5-(Difluoromethoxy)pyrimidin-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine was pre-
pared from 2-chloro-5-(difluoromethoxy)pyrimidine by following the general procedures of Example 23, Steps A-B. H
NMR (400 MHz, MeO-d,) & ppm 8.46 (2 H, s), 6.85 (1 H, 1), 4.02 (1 H, d, J=10.07 Hz), 3.73 (1 H, d, J=10.32 Hz), 3.28
(1H,d, J=1.01 Hz), 3.16 (1 H, d), 2.81 - 3.05 (4 H, m), 2.08 - 2.25 (2 H, m), 1.46 - 1.89 (3 H, m). MS (LC/MS) R.T. =
0.53; [M+H]* = 326.30.

EXAMPLE 40
(R)-N-(4,5-Dimethylpyrimidin-2-yl)-4H-1’-azaspirofoxazole-5,3-bicyclo[2.2. 2]Joctan]-2-amine

[0350]
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Step A: 4,5-Dimethylpyrimidin-2-amine

[0351]

NH,

)

Ay
[0352] A solution of 4-chloro-5,6-dimethylpyrimidin-2-amine (0.35 g, 2.22 mmol) in 2M ammonia in methanol (100 ml)
was flushed with nitrogen and palladium on carbon (0.035 g, 0.33 mmol) was added, flushed with nitrogen and the
reaction was hydrogenated at 1 atm, ambient temperature for 18 h. The reaction mixture was flushed with nitrogen and
filtered through celite and the celite pad washed with methanol. The filtrate was evaporated to dryness in vacuo to afford
4, 5-dimethylpyrimidin-2-amine (0.35 g, 2.56 mmol, 90 % yield) which was used without further purification. TH NMR

(400 MHz, DMSO-dg) 3 ppm 7.89 (1 H, s), 6.19 (2 H, s), 2.18 (3 H, s), 1.99 (3 H, s). MS (LC/MS) R.T. = 0.56; [M+H]* =
124.20.

Step B: (R)-N-(4,5-Dimethylpyrimidin-2-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0353]

[0354] (R)-N-(4,5-Dimethylpyrimidin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was prepared
from-4,5-dimethylpyrimidin-2-amine by following the general procedures of Example 23, Steps A-B. "H NMR (400 MHz,
MeOD-d,)  ppm 8.22 (1 H, s),4.01 (1H, d, J=10.07 Hz), 3.73 (1 H, d, J=10.32 Hz), 3.40 (1 H, d), 3.25 (1 H, d), 2.91 -
3.12(4 H, m),2.41 (3H,s),2.09-2.28 (5H, m), 1.62-1.97 (3H, m). MS (LC/MS)R.T. = 0.47; [M+H]* = 288.31.
EXAMPLE 41

(R)-N-(6-Phenylpyrimidin-4-yl)-4H-1"-azaspirofoxazole-5,3’-bicyclo[2.2.2]octan]-2-amine

[0355]

Step A: 6-Phenylpyrimidin-4-amine

[0356]
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[0357] A mixture of 6-chloropyrimidin-4-amine (0.32 g, 2.5 mmol), phenylboronic acid (0.38 g, 3.13 mmol), saturated
aqueous sodium carbonate (0.80 g, 7.50 mmol) and bis(triphenylphosphine)palladium(ll) chloride (0.035 g, 0.05 mmol)
were suspended in a mixture of dimethoxyethane (15 mL)/ethanol (2 mL)/water (2mL). The mixture was heated in the
microwave at 125 °C for 20 min then concentrated in vacuo. The residue was purified by column chromatography (10-60
% ethyl acetate/hexanes) to afford 6-phenylpyrimidin-4-amine (167 mg, 0.98 mmol, 39 %yield) as an off-white solid. MS
(LC/MS) R.T. = 0.99; [M+H]* = 172.23.

Step B: (R)-N-(6-Phenylpyrimidin-4-yl)-4H-1"-azaspirofoxazole-5,3’-bicyclo[2.2. 2]Joctan]-2-amine

[0358]

[0359] (R)-N-(6-Phenylpyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-aminewas prepared from 6-
phenylpyrimidin-4-amine by following the general procedures of Example 23, Steps A-B. TH NMR (400 MHz, MeOD-
dg) dppm 9.54 (1 H, d, J=1.01 Hz), 8.75 - 8.86 (2 H, m), 8.18 - 8.28 (3 H, m), 8.00 (1 H, br. s.), 470 (1 H, d, J=10.32
Hz), 4.43 (1 H,d, J=10.58 Hz), 3.72-3.88 (2H, m),3.41-3.63(4 H, m),2.63-2.87(2H, m), 2.18-2.48 (3H, m). MS
(LC/MS) R.T. = 1.36; [M+H]* = 336.24.

EXAMPLE 42
(R)-N-(6-(4-Methoxyphenyl)pyrimidin-4-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0360]

[0361] (R)-N-(6-(4-Methoxyphenyl)pyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was pre-
pared from 6-chloropyrimidin-4-amine by following the general procedures of Example 41, Steps A-B. TH NMR (400
MHz, MeOD-d,) 8 ppm 8.72 (1H, d, J=1.26 Hz), 7.90-8.00 (2H, m), 7.16 (1 H, br. s.),6.96 - 7.05 (2 H, m), 4.04 (1 H,
d, J=10.07 Hz), 3.84 (3 H, s), 3.73 (1 H, d, J=10.07 Hz), 3.22 (1 H, d), 3.09 (1 H, d), 2.73-2.98 (4 H, m), 2.02-2.21 (2
H, m), 1.51 - 1.85 (3 H, m). MS (LC/MS) R.T. = 1.44; [M+H]* = 366.28.
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EXAMPLE 43
(R)-N-(6-(6-Methoxypyridin-3-yl) pyrimidin-4-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2. 2]Joctan]-2-amine

[0362]

[0363] (R)-N-(6-(6-Methoxypyridin-3-yl)pyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was
prepared from 6-chloropyrimidin-4-amine by following the general procedures of Example 41, Steps A-B. TH NMR (400
MHz, MeOD-d,) 6 ppm 8.79 (2 H, dd, J=19.01, 1.89 Hz), 8.27 (1 H, dd, J=8.56, 2.52 Hz), 7.18 (1 H, br. s.), 6.89 (1 H,
d, J=8.81Hz),4.05(1H,d, J=10.32 Hz),3.96 (3H, s), 3.74 (1 H, d, J/=10.32 Hz), 3.23 (1 H,d),3.10 (1 H, d), 2.73-2.99
(4H, m),2.02-2.21(2H,m), 1.53 - 1.84 (3 H, m). MS (LC/MS) R.T. = 1.34; [M+H]* = 367.25.

EXAMPLE 44
(R)-N-(6-(Naphthalen-2-yl)pyrimidin-4-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2. 2. 2Joctan]-2-amine

[0364]

[0365] (R)-N-(6-(Naphthalen-2-yl)pyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was pre-
pared from 6-chloropyrimidin-4-amine by following the general procedures of Example 41, Steps A-B. TH NMR (400
MHz, MeOD-d,) 5ppm 8.83 (1 H, s), 856 (1H,s), 7.83-8.13 (4H, m), 7.49-7.58 (2H, m), 7.37 (1 H, br. s.), 4.06 (1
H, d, J=10.32 Hz), 3.76 (1 H, d, J=10.32 Hz), 3.23 (1 H, s), 3.12 (1 H, d), 2.75 - 3.00 (4 H, m), 2.02 2.24 (2 H, m), 1.56
-1.84 (3H, m). MS (LC/MS) R.T. = 1.93; [M+H]* = 386.31.

[0366] The compounds in Table 2 were synthesized according to the method of Example 1 using the appropriate
commercially available isothiocyanate or amine. Amide-containing intermediates were obtained by the procedures de-
scribed in Example 3.

Table 2.

H
N~ Ry
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
ion [M
+ H]*

TH NMR

45

1.48

341.3

1H NMR (500 MHz, DMSO-dg) & ppm 8.60 (1 H, br.
s.),7.94 (2H,d, J=7.63 Hz), 7.43 (1 H, s), 7.39 (2 H,
t, J=7.78 Hz), 7.28 (1 H, t, J=7.32 Hz), 3.86 (1 H, d,
J=9.77 Hz), 3.60 (1 H, d, J=9.77 Hz), 2.98 - 3.06 (2
H, m), 2.71-2.85 (2 H, m), 2.66 (2 H, t, J=7.78 Hz),
2.05(1H, br.s.), 1.91 (1 H, br. s.), 1.53 - 1.64 (2 H,
m), 1.48 (1 H, td, J=9.99, 7.78 Hz)

46

1.41

400.4

1H NMR (500 MHz, DMSO-dg) § ppm 8.86 (1 H, br.
s.), 747 (1H,d, J=8.85Hz), 7.33 (1H, d, J=2.44 Hz),
7.01(1H, dd, J=8.85, 2.75 Hz), 3.87 (1H, d, J=10.07
Hz), 3.71-3.77 (4 H, m), 3.61 (1 H, d, J=9.77 Hz),

3.06-3.12 (4 H, m), 3.01 (2 H, s), 2.72 - 2.86 (2 H,
m), 2.66 (2 H, t, J=7.63 Hz), 2.05 (1 H, br. s.), 1.91

(1H,br.s.),1.53-1.64 (2H, m), 1.43-1.52 (1 H, m)

47

1.31

333.3

1H NMR (500 MHz, DMSO-dg) 8 ppm 9.03 (1 H, br.
s.), 7.80 (1 H, dd, J=8.70, 5.65 Hz), 7.37 (1 H, dd,

J=10.38, 2.44 Hz), 7.04 (1 H, td, J=9.08, 2.59 Hz),

3.89(1H, d, J=10.07 Hz), 3.64 (1 H, d, J=10.07 Hz),
3.03(2H,d, J=2.75Hz),2.14-2.85 (2 H, m), 2.62 -
2.70 (2 H, m), 2.07 (1 H, d, J=2.44 Hz), 1.90 (1 H, d,
J=8.85Hz),1.54 - 1.64 (2H, m), 1.43-1.53 (1 H, m)

48

2.07

383.3

1H NMR (500 MHz, DMSO-dg) 5 ppm 8.00 (1 H, s),
7.41-7.54 (2H, m), 3.89 (1 H, d, J=11.29 Hz), 3.57
(1H,d, J=11.60 Hz), 2.96 = 3.03 (1 H, m), 2.88-2.93
(1H,m),2.73-2.81(2H, m), 2.64 (2 H, dd, J=8.85,
5.19 Hz), 1.93 (2 H, br.s.), 1.56 (2 H, br. s.), 1.38 -
1.50 (1 H, m)

49

399.4

TH NMR (500 MHz, DMSO-dg) 8 ppm 9.03 (1 H, br.
s.),7.91 (1 H, br. s.), 7.65 (1 H, d, J=8.85 Hz), 7.30
(1H,d, J=7.63 Hz), 3.89 (1 H, d, J=10.07 Hz), 3.64
(1H, d, J=10.07 Hz), 2.97 - 3.09 (2 H, m), 2.80 (2 H,
d, J=8.55Hz),2.66 (2 H, t, J=7.48 Hz), 2.08 (1 H, br.
s.), 1.93(1H, br.s.), 1.54-1.66 (2H, m), 1.44- 154
(1H, m)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
ion [M
+ H]*

TH NMR

50

1.89

333.1

TH NMR (500 MHz, MeOD) & ppm 7.51 - 7.58 (1 H,
m), 7.17 - 7.25 (1 H, m), 7.08 - 7.16 (1 H, m), 4.04 -
4.13(1H, m), 3.72-3.82 (1 H, m), 3.30 (1 H, br, s.),
3.17 (1 H, d, J=14.95 Hz), 3.01 (2 H, t, J=7.48 Hz),
2.80-2.92 (2H, m),2.12-2.27 (2H, m), 1.66 - 1.88
(3H, m)

51

1.24

3334

TH NMR (500 MHz, DMSO-dg) & ppm 8.95 (1 H, br.
s.),7.66-7.77 (1H, m), 7.52- 7.63 (1 H, m), 7.08 -
7.24 (1H, m), 3.88 (1H, d, J=9.77 Hz), 3.63 (1 H, d,
J=9.77 Hz), 3.03 (2 H, br. s.), 2.78 (2 H, br. s.), 2.66
(2 H,t, J=7.17 Hz), 2.06 (1 H, br. s.), 1.91 (1 H, br.
s.), 1.39-1.67 (3H, m)

52

2.05

351.2

1H NMR (500 MHz, DMSO-dg)dppm 9.01 (1H, br. s),
7.88-8.00 (1 H, m), 7.53-7.64 (1 H, m), 3.88 (1 H,
d, J=10.07 Hz), 3.63 (1H, d, J=10.07 Hz), 2.98 - 3.08
(2H, m), 2.72-2.87 (2 H, m), 2.66 (2 H, t, J=7.17

Hz), 2.07 (1 H, br.s.), 1.92 (1 H, br. s.), 1.42 - 1.65
(3H, m)

53

1.80

345.3

TH NMR (500 MHz, DMSO-dg) 5 ppm 9.03 (s, 1 H),
7.65 (d, J=8.55 Hz, 1 H), 7.19 (d, J=2.44 Hz, 1 H),
6.82 (dd, J=8.70, 2.59 Hz, 1H), 3.90 (d, J=10.07 Hz,
1 H), 3.79 (s, 3 H), 3.64 (d, J=10.07 Hz, 1 H), 3.04
(d, J=2.44 Hz, 2 H), 2.75 - 2.84 (m, 2 H), 2.67 (t,
J=7.78 Hz, 2 H), 2.07 (s, 1 H), 1.92 (s, 1 H), 1.55 -
1.63 (m, 2 H), 1.49 (dd, J=9.77, 2.75 Hz, 1 H)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
ion [M
+ H]*

TH NMR

54

1.23
(ddd,

345.2

TH NMR (500 MHz, DMSO-dg) 5 ppm 8.83 (s, 1 H),
7.37 (d, J=7.94 Hz, 1 H), 7.14 (t, J=7.93 Hz, 1 H),
6.92 (d, J=7.93 Hz, 1 H), 3.89 - 3.95 (m, 4 H), 3.66
(d, J=10.07 Hz, 1 H), 3.00- 3.08 (m, 2 H), 2.76 - 2.85
(m, 2 H), 2.67 (t, J=7.78 Hz, 2 H), 2.08 (s, 1 H), 1.93
(d, J=3.66 Hz, 1 H), 1.60 (ddd, J=15.26, 6.87, 3.20
Hz, 2 H), 1.50 (ddd, J=7.48, 5.19, 2.59 Hz, 1 H)

55

1.72

375.2

TH NMR (500 MHz, DMSO-dg) 5ppm 8.89 (s, 1 H),
7.40 (s, 1H),7.22 (s, 1H), 3.87 (d, J=10.07 Hz, 1 H),
3.79 (d, J=8.53 Hz, 6 H), 3.62 (d, J=10.07 Hz, 1 H),
2.99-3.07 (m, 2 H), 2.75 - 2.84 (m, 2 H), 2.67 (t,
J=7.63 Hz, 2 H), 2.06 (s, 1 H), 1.93 (s, 1 H), 1.56 -
1.64 (m, 2 H), 1.46 - 1.55 (m, 1 H)

56

3421

H NMR (500 MHz, DMSO-dg) 5 ppm 8.75 (s, 1 H),
7.84 (dd, J=7.93, 153 Hz, 3 H), 7.46 - 7.53 (m, H),
3.85 (d, J=9.77 Hz, 2 H), 3.60 (d, J=10.07 Hz, 2 H),
3.01-3.09 (m, 3 H), 2.84 (t, J=7.78 Hz, 3 H), 2.67 (t,
J=7.78 Hz, 3 H), 2.09 (s, 2 H), 1.91 - 1.99 (m, 2 H),
1,53 - 1.62 (m, 3 H)

57

1.04

386.2

TH NMR (400 MHz, DMSO-dg) & ppm 9.05 (1 H, br.
s.),7.86(1H,d,J=1.51Hz),7.60(1H,d, J=8.06 Hz),
7.36(1H,dd, J=8.31,1.76 Hz), 3.90 (1 H, d, J=10.07
Hz), 3.65 (1 H, d, J=10.07 Hz), 3.03 (2 H, H, d,
J=10.07 Hz), 3.03 (2 H, s),2.97 (6 H, s),2.72-2.87
(2H, m), 2.66 (2 H, t, J=7.68 Hz), 2.07 (1 H, br. s.),
1.92(1H,br.s.),1.55-1.64 (2H, m), 1.44-1.54 (1
H, m)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
ion [M
+ H]*

TH NMR

58

1.57

426.2

1H NMR (400 MHz, DMSO-dg) § ppm 9.06 (1 H, br.
s.),7.83(1H,d, J=1.51Hz), 7.61(1H, d, J=8.31 Hz),
7.32(1H,dd, J=8.31, 1.76 Hz), 3.90 (1H, d, J=10.07
Hz), 3.65 (1 H, d, J=10.07 Hz), 3.37 - 3.57 (4 H, m),
3.04 (2 H, d, J=1.76 Hz), 2.73 - 2.86 (2 H, m), 2.66
(2H, t, J=7.68 Hz), 2.07 (1 H, d, J=2.52 Hz), 1.92 (1
H, dd, J=8.18, 5.67 Hz), 1.43 - 1.67 (9 H, m)

59

360.1

TH NMR (500 MHz, DMSO-D6) § ppm 8.74 (s, 1 H),
7.86-7.92 (m, 2 H), 7.31 - 7.37 (m, 2 H), 3.85 (d,

J=9.77 Hz, 1 H), 3.60 (d, J=9.17 Hz, 1 H), 3.00 - 3.09
(m, 2 H), 2.84 (t, J=7.48 Hz, 2 H), 2.67 (t, J=7.32 Hz,
2 H), 2.09 (d, J=1.83 Hz, 1 H), 1.89 - 1.98 (m, 1 H),
1.55-1.61(m, 2 H), 1.51- 1.54 (m, J=11.29 Hz, 1 H)

60

1.67

332.2

TH NMR (500 MHz, DMSO-D6) § ppm 7.87 (s, 1 H),
7.01(d, J=3.05 Hz, 1 H), 6.68 (dd, J=3.51, 1.68 Hz,
1H), 3.84 (d, J=10.38 Hz, 1 H), 3.58 (d, J=10.07 Hz,
1 H), 3.03 (d, J=11.29 Hz, 2 H), 2.78 - 2.86 (m, 2H),
2.66 (t, J=7.48 Hz, 2 H), 2.06 (s, 1 H), 1.87 - 1.96 (m,
1 H), 1.35-1.61 (m, 2 H), 1.51 - 1.54 (m, 1 H)

61

1.83

393.0

TH NMR (400 MHz, DMSO-dg) 8 ppm 9.02 (1 H, br.
s.), 8.04 (1 H, d, J=2.01 Hz), 7.49 - 7.53 (1 H, m),
7.43-7.47 (1H, m), 3.88 (1 H, d, J=10.07 Hz), 3.63
(1H,d, J=10.07 Hz), 3.02 (2 H, s), 2.74 - 2.84 (2 H,
m), 2.65 (2 H, t, J=7.68 Hz), 2.06 (1 H, d, J=2.52 Hz),
1.89 (1H, br.s.), 1.42 - 1.64 (3 H, m)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
ion [M
+ H]*

TH NMR

62

391.1

1H NMR (400 MHz, DMSO-dg) 8 ppm 9.21 (1 H, br.
s.), 8.40 (1 H, d, J=1.51 Hz), 7.80 - 7.85 (1 H, m),
7.72-7.77 (1H, m), 3.92 (1 H, d, J=10.32 Hz), 3.67
(1H,d, J=10.07 Hz), 3.21 (3H, ), 3.05(2H, d, J=4.03
Hz), 2.82 (2 H, d, J=6.80 Hz), 2.67 (2 H, t, J=7.43
Hz),2.10 (1 H, br.s.), 1.94 (1 H, d, J=3.27 Hz), 1.45
-1.66 (3 H, m)

63

1.35

329.1

1H NMR (500 MHz, DMSO-D6) § ppm 8.54 (s, 1 H),
7.32 (s, 1H), 3.79 (d, J=10.07 Hz, 1 H), 3.54 (d,
J=10.07 Hz, 1 H), 2.98 - 3.05 (m, 2 H), 2.76 - 2.85
(m, 2 H), 2.66 (t, J=7.63 Hz, 2 H), 2.05 (s, 1 H), 1.87
-1.95 (m, 1 H), 1.41 - 1.68 (m, 3 H)

64

1.02

349.9

TH NMR (500 MHz, DMSO-dg) 5ppm 8.54 (s, 1H),
7.32 (s, 1 H), 3.67 (dd, J=126.04, 10.07 Hz, 2 H),
2.92-3.09 (m, 2 H),2.72-2.91 (m, 2 H), 2.60-2.73
(m, J=7.63, 7.63 Hz, 2 H), 2.00 - 2.12 (m, 1 H), 1.81
-1.99 (m, 1 H), 1.35 - 1.69 (m, 3 H)

65

214

380

TH NMR (500 MHz, DMSO-dg) 5 ppm 8.93 (s, 1 H),
7154 - 7.76 (m, J=10.53, 3.81 Hz, 2 H), 3.79 - 4.04
(m, 1H), 3.56 - 3.72 (m, J=9.92, 3.20 Hz, 1 H), 3.26
-3.45 (m, 2 H), 2.98 - 3.12(m, 2 H), 2.75 - 2.90 (m,
2 H), 2.61-2.74 (m, J=1.22 H, 2 H), 2.09 (s, 1 H),
1.87 -2.04 (m, 1 H), 1.42 - 1.76 (m, 3 H)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
ion [M
+ H]*

TH NMR

66

1.26

333.1

1H NMR (500 MHz, DMSO-dg) & ppm 9.04 (1 H, d,
J=1.22. Hz), 8.44 (1 H, br. s.), 7.52 - 7.69 (2 H, m),
3.77-3.82 (1H, m), 3.68 (1 H, d, J=10.07 Hz), 3.05
-3.12 (2 H, m), 2.94 - 3.04 (2 H, m), 2.80 - 2.91 (2
H, m), 2.19 (1 H, d, J=1.83 Hz), 2.01 (1 H, br. s.),
1.67 - 1.85 (3 H, m)

67

0.28

277 .1

TH NMR (500 MHz, DMSO-dg) 5 ppm 6.72--7.61 (m,
1 H), 3.49-3.70 (m, 1 H), 3.31 - 3.46 (m, 1 H), 2.86
-3.06 (m, J=9.46 Hz, 2 H), 2.56 - 2.84 (m, 4 H), 2.10
-2.31(m, 3H), 1.91-2.10 (m, 4 H), 1.70 (s, 1 H),
1.49 - 1.61 (m, 2 H), 1.36 - 1.49 (m, 1 H)

68

0.44

276.2

1H NMR (500 MHz, DMSO-dg) § ppm 7.55 (s, 1 H),
5.63 (s, 1 H), 3.57 - 3.74 (m, J=8.55 Hz, 1 H), 3.48
(s, 3 H), 2.96 (s, 2 H), 2.72 - 2.88 (m, 2 H), 2.65 (s,
2 H), 1.93-2.17 (m, 4 H), 1.86 (s, 1 H), 1.57 (s, 3 H)

69

1.35

339.1

TH NMR (500 MHz, DMSO-d6) § ppm 7.87 (d, J=6.71
Hz, 1H), 7.80 (d, J=7.02 Hz, 2 H), 7.42 - 7.48 (m, 4
H), 3.49- 357 (m, 1 H), 3.25- 3.33 (m, 4 H), 2.77 (t,
J=15.41 Hz, 2 H), 2.59 - 2.68 (m, 1 H), 2.49 - 2.57
(m, 15 H), 2.24 - 2.31 (m, 2 H), 2.21 (s, 1 H), 1.94 (s,
1H), 1.47 (s, 2 H)

70

0.73

340.1

TH NMR (300 MHz, DMSO-dg) 8 ppm 9.20 (1 H, br.
s.),8.29-8.42(1H, m), 7.63-7.76 (2 H, m), 3.91 (1
H, d, J=10.25 Hz), 3.66 (1 H, d, J=10.25 Hz), 3.05 (2
H, s), 2.74 - 2.90 (2 H, m), 2.66 (2 H, t, J=7.68 Hz),
2.09(1H,br.s.),1.92(1H,d, J=4.03 Hz), 1.42- 1.66
(3H, m)
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(continued)

B1

Example
Number

LCMS | LCMS
RT ion [M
(min) + H]*

TH NMR

7

1.00 315.1

TH NMR (400 MHz, CDCl,) 5 ppm 8.92 (1 H, s), 8.00
(1H,br.s),7.78 (1 H,d, J=8.56 Hz), 7.42 (1 H, d,
J=8.06 Hz), 3.92 (1 H, d, J=11.08 Hz). 3.55 (1 H, d,
J=10.83 Hz), 3.23(1 H,d, J=14.86 Hz), 2.83 - 2.90 (2
H,m), 2.65-2.83 (2H, m), 1.89-2.17 (3 H, m), 1.41
- 1475 (3 H, m)

72

0.75 315.1

TH NMR (400 MHz, CDCl,) 5 ppm 8.82 (1 H, s), 8.22
(1H,s), 7.98 (1 H, d, J=8.56 Hz), 7.21 - 7.25 (1 H,
m), 6.37 (1H, br.s.), 3.99 (1 H, d, J=11.58 Hz), 3.61
(1H,d, J=11.58 Hz), 3.23 (1 H, d, J=14.86 Hz), 2.89
(2 H,t, J=7.68 Hz), 2.69 - 2.84 (2 H, m), 1.91 - 2.09
(2H, m), 1.45-1.73 (4 H, m)

73

0.85 309.2

TH NMR (400 MHz, CDCl3) 3 ppm 8.70 (1 H,d, J=1.76
Hz),8.09 (1H, br.s.), 8,00 (1H,d,J=8.3.1Hz), 7.43
-7.58 (2 H, m), 3.90 (1 H, d, J=10.58 Hz), 3.54 (1 H,
d, J=10.32 Hz), 3.26 (1H, d, J=14.60 Hz), 2.65 - 3.06
(5H, m),2.13 (1 H, br.s.), 2.00 (1 H, br. s.), 1.34 -
1.79 (5 H, m)

74

0.65 313.2

1H NMR (500 MHz, MeOD) & ppm 8.55 (1 H, s), 7.66
-7.70 (1 H, m), 7.59 - 7.63 (1 H, m), 4.25 (1 H, d,
J=10.99 Hz), 4.04 (1 H, d, J=10.68 Hz), 3.91 (1 H, d,
J=14.95Hz), 3.76 (1 H, dd, J=14.95 2.44 Hz), 3.45 -
3.53(1H,m),3.29-3.40 (3H,m),2.61(1H,d, J=2.14
Hz), 2.40 (3H, s), 2.31 (1 H, tt, J=10.26, 3.47 Hz),
2.06-2.16 (1 H, m, J=14.23, 9.35, 4.54, 4.54 Hz),
1.92 - 2.06 (2 H, m)

75

1.24 310.1

TH NMR (400 MHz, CDCl,) 8 ppm 8.73(1H,d, J=1.76
Hz), 8.66 (1 H, d, J=2.01 Hz), 7.96 (1 H, d, J=9.07
Hz), 7.90 (1 H, br. s.), 7.68 (1 H, br. s.), 7.150 (1 H,
br.s.), 3.93(1H,d, J= 10.32 Hz), 356 (1H, d, J=9.32
Hz),3.29 (1H,d, J=14.86 Hz), 2.97 (1 H, d, J=14.86
Hz), 2.88 - 2.94 (2 H, m), 2.69 - 2.87 (2 H, m), 2.12
(1H, br.s.), 2.06 (1 H, br. s.), 1.64 - 1.73 (1 H, m),
1.46 - 1.64 (2H, m)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
ion [M
+ H]*

TH NMR

76

1.58

328.2

TH NMR (500 MHz, DMSO-dg) & ppm 11.30 (s, 1 H),
9.16 (s, 1 H), 7.04 - 7.43 (m, 1 H), 6.70 - 7.03 (m,
1H), 6.54 -6.69 (m, 1 H), 3.89 (d, J=9.77 Hz, H), 3.53
3.81(m, 4 H),3.01 (s, 2 H), 2.58-2.91 (m, 4 H), 2.03
(s, 1H),1.78 - 1.96 (m, 1 H), 1.32- 1.73 (m, 3 H)

77

1.40

316.1

NMR (500 MHz, DMSO-D6) § ppm 11.53 (s, 1 H),
9.12 (s, 1H), 6.94-7.46 (m, 2 H), 6.83 (s, 2 H), 3.90
(d, J=9.77 Hz, 1 H), 3.64 (d, J=9.77 Hz, 1 H), 2.90 -
3.09 (m, 2 H), 2.61 - 2.87 (m, 4 H), 1.95- 2.10 (m, 1
H), 1.88 (d, J=3.05 Hz, 1 H), 1.33 - 1.70 (m, 3 H)

78

0.35

298.1

1H NMR (400 MHz, CDCl,) 8 ppm 7.94 (1 H, s), 7.80
(1H,br.s), 7.26-7.36 (1H, m), 7.17 - 7.25 (1 H,
m), 3.97 (1 H, d, J=11.3 Hz), 3.59 (1H, d, J=11.58
Hz), 3.23 (1 H, d, J=14.60 Hz), 2.65- 3.01 (5H, m),
1.86-2.16 (2 H, m), 1.35-1.73 (3 H, m)

79

376.1

1H NMR (400 MHz, CDCl,) 3 ppm 8.78 (2 H, d, J=5.79
Hz), 8.03 (2 H, d, J=6.04 Hz), 7.73 (1 H, br.s.), 7.48
(1H,d, J=8.56 Hz), 7.36 (1 H, br. s.), 3.92 (1 H, d,

J=8.81Hz), 3.55 (1 H, d, J=9.06 Hz), 3.24 (1 H, d,

J=14.10 Hz), 2.57 - 3.06 (5 H, m), 1.86 - 2.20 (2 H,
m), 1.30 - 1.80 (3 H, m)

80

2.36

393.1

1H NMR (400 MHz, CDCl3) 8 ppm 8.00 (1 H, d, J=7.81
Hz),7.83-7.97 (1H, m), 7.68 (1H, br.s.), 7.39-7.55
(2H,m), 7.35 (1 H, br.s.), 7.20 (2 H, td, J=8.31,2.27
Hz),3.93 (1H,d, J=10.83 Hz), 3.56 (1 H, d, J=10.58
Hz), 3.24 (1 H, d, J=15.11 Hz), 2.62 - 3.05 (5 H, m),
1.88-2.22 (2 H, m), 1.34 - 1.79 (3 H, m)

81

2.81

403.1

1H NMR (400 MHz, CDCl) 3 ppm 8.12 (2 H, d, J=8.06
Hz),7.64 (1H, br.s.), 7.43 (1 H, d, J=8.56 Hz), 7.32
(3H,d, J=8.06 Hz), 3.94 (1 H, d, J=10.07 Hz), 3.56
(1H,d, J=9.57 Hz), 3.24 (1 H, d, J=13.60 Hz), 2.37
-3.03(7H, m), 1.88-2.22 (2H, m), 1.39 - 1.74 (3

H, m), 1.27 (3 H, t, J=7.68 Hz)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
ion [M
+ H]*

TH NMR

82

2.62

418.1

1H NMR (400 MHz, CDCl,) 8 ppm 8.06 (2 H,d, J=9.07
Hz), 7.56 (1 H, br.s.), 7.30 - 7.43 (2 H, m), 6.74 (2
H, d, J=9.07 Hz), 3.95 (1 H, d, J=11.58 Hz), 3.58 (1
H,d,J=11.83 Hz), 3.24 (1 H, d, J=14.10 Hz), 3.05 (6
H,s), 2.61-2.99 (5H, m), 1.88-2.13 (2H, m), 1.35
-1.81 (4 H, m)

83

367.1

TH NMR (500 MHz, MeOD) & ppm 9.12 (1 H, s), 7.78
-7.82(1H, m), 7.70 - 7.74 (1 H, m), 4.05 (1 H, d,
J=9.77 Hz), 3.75 (1 H, d, J=9.77 Hz), 3.29 (1 H, d,
J=14.65Hz),3.11-3.18 (1H, m), 2.98 (2 H, t, J=7.93
Hz), 2.80-2.91 (2 H, m), 2.13 - 2.22 (2 H, m), 1.71
-1.87 (2H, m), 1.62-1.71 (1 H, m)

84

1.96

393.1

TH NMR (400 MHz, CDCl3) & : ppm 8.18 - 8.26 (2 H,
m), 7.66 (1H, s), 7.44 (1 H, d, J=8.56 Hz), 7.32 (1 H,
d, J=8.56 Hz), 7.16 - 7.23 (2 H, m), 3.95 (1 H, d,
J=11.33 Hz), 3.57 (1 H, d, J=11.33 Hz), 3.25 (1 H),
d, J=14.60 Hz), 2.69 - 3.04 (6 H, m), 2.09 (1 H, br.
s.), 1.45-1.74 (4 H,m)

85

1.34

309.1

TH NMR (400 MHz, CDCl3) § ppm 8.75 (1 H, dd,
J=4.15, 1.64 Hz), 8.04 (1 H, d, J=8.06 Hz), 7.98 (2
H,d,J=8.81Hz), 7.49(1H,d, J=8.81Hz),7.31(1H,
dd, J=8.31,4.28 Hz), 6.71 (1 H, br, s.), 4.03 (1 H, d,
J=11.83 Hz), 3.65(1H, d, J=12.09 Hz), 3.25(1H, d,
J=14.86 Hz), 2.96 (1 H, d, J=14.86 Hz), 2.89 (2 H, t,
J=7.55Hz),2.69-2.84 (2 H, m), 2.07 (1 H, br. s.),
1.98(1H,br.s),1.57-1.73(2H, m), 1.44-1.55 (1
H, m)

86

313.1

TH NMR (400 MHz, CDCly) 8 ppm 9.78 (1 H, br. s.),
7.19(1H, br.s.), 6.99 (1H, d, J=6.80 Hz), 6.67 (1 H,
d, J=8.31 Hz), 3.87 (1 H, d, J=10.32 Hz), 3.50 (1 H,
d, J=11.08 Hz), 3.46 (2 H, s), 3.21 (1 H, d, J=14.60
Hz), 2.93 (1 H, d, J=15.11 Hz), 2.87 (2 H, t, J=7.68
Hz), 2.65-2.81(2H, m), 2.04 (1 H, br.s.), 1.96(1 H,
br.s.), 1.40 - 1.75 (3 H, m)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
ion [M
+ H]*

TH NMR

87

299.2

TH NMR (500 MHz, MeOD) & ppm 8.57 - 8.63 (1 H,
m), 755 - 7.64 (2 H, m), 7.06 - 7.12 (1 H, m), 4.04 (1
H, dd, J=9.92, 1.98 Hz), 3.81 (1 H, dd, J=10.07, 2.14
Hz), 3.46 - 3.57 (1 H, m), 3.23 (2 H, d, J=10.68 Hz),
3.09-3.18 (2H, m), 2.82-3.02 (1 H, m), 2.41 (1 H,
br.s.), 2.28-2.37 (1H, m), 1.99-2.07 (1 H, m), 1.86
-1.97 2 H, m)

88

1.26

3421

TH NMR (500 MHz, DMSO-dg) 5 ppm 9.20 (s, 1 H),
8.64 (s, 1H), 8.45 - 8.56 (m, J=4.58, 1.53 Hz, 1 H),
8;21- 8.3.8 (m, J=7.63 Hz, 1 H), 7.62 (s, 1 H), 7.33
-7.50 (m, J=7.93, 4.88 Hz, 1 H), 3.75 (dd, J=138.64,
9.92 Hz, 2 H), 2.95-3.14 (m, 2 H), 2.62 - 2.91 (m, 4
H), 2.06 (s, 1 H), 1.92 (s, 1 H), 1.42 - 1.70 (m, 3 H)

89

343.1

TH NMR (500 MHz, DMSO-dg) 5 ppm 8.81 (s, 1 H),
7.39 (s, 1H), 6.97 (s, 1 H), 3.78 (dd, J=130.16, 9.92
Hz, 2 H), 2.95 - 3.15 (m, 2 H), 2.74 - 2.90 (m, 2 H),
2.61-2.72 (m, J=7.78,7.78 Hz, 2 H), 2.47 - 2.55 (m,
J=3.66, 1.83 Hz, 3 H), 2.33 (s, 3 H), 2.07 (s, 1 H),
1.85-2.01(m, 1 H), 1.41 - 1.70 (m, 3H)

90

0.55

372.0

TH NMR (300 MHz, DMSO-djg) 8 ppm 9.98 (1 H, s),
8.92(1H,br.s.),8.11(1H,d,J=1.83Hz), 7.48-7.53
(1H, m), 7.34-7.40 (1 H, m), 3.88 (1 H, d, J=10.25
Hz), 3.62 (1 H, d, J=10.25 Hz), 3.02 (2 H, s), 2.74 -
2.83(2H, m), 2.66 (2H, t, J=7.50 Hz), 2.04 (4 H, s),
1.90 (1 H, br.s.), 1.58 (3H, br. s.)
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(continued)

B1

Example
Number

LCMS | LCMS
RT ion [M
(min) + H]*

TH NMR

91

1.60 343.3

1H NMR (300 MHz, DMSO-dg) & ppm 7.61 (1 H, s),
7.47-7.53 (1H, m), 7.16 (1 H, d, J=8.05 Hz), 3.84 -
3.92 (1H, m), 3.62 (1 H, d, J=10.25 Hz), 3.26 - 3.46
(3H,m), 3.02(1H,s),2.79 (1H,d, J=6.95 Hz), 2.65
(2H, q, J=7.32 Hz), 2.01-2.20 (1 H, m), 1.93 (2 H,
d, J=9.88 Hz), 1.40- 1.64 (2 H, m), 1.15- 1.28 (3 H,
m), 1.00 (1 H, d, J=6.59 Hz)

92

0.45 279.1

TH NMR (500 MHz, DMSO-D6) § ppm 8.34 - 8.83 (m,
1 H), 6.96 (s, 1 H), 3.79 (d, J=9.77 Hz, 2 H), 3.53 (d,
J=9.77 Hz, 2 H), 2.89 - 3.06 (m, 2 H), 2.71 - 2.86 (m,
2 H), 2.60 - 2.70 (m, J=7.78, 7.78 Hz, 2 H), 2.29 (s,
3 H), 2.01 (s, 1 H), 1.90 (d, J=13.43 Hz, 2H), 1.35 -
1.65 (m, 3 H)

93

1.79 355.1

1H NMR (500 MHz, DMSO-dg) 8 ppm 8.74 (s, 1 H),
7.62-7.88 (m, 1H), 3.83 (d, J=10.07 Hz, 1 H), 3.63
-3.76 (m, 2 H), 3.58 (d, J=10.07 Hz, 1 H), 3.40- 3.53
(m, 2 H), 2.96 - 3.10 (m, 2 H), 2.73 - 2.90 (m, 2 H),
2.58-2.72 (m, J=7.63, 7.63 Hz, 2 H), 2.06 (s, 1 H),
1.75-1.99 (m, 5 H), 1.43 - 1.69 (m, 3 H)

94

1.53 313.1

THNMR (500 MHz, MeOD) 8 ppm 8.63 (1 H, d, J=7.02
Hz),7.55 (1 H, s), 7.19-7.23 (1H, m), 4.27 (1 H, d,
J=10.68 Hz), 4.06 (1H, d, J=10.68 Hz), 3.94 (1 H, d,
J=14.95Hz),3.76 3.83 (1H, m), 3.54 (1 H, t, J=11.90
Hz), 3.36 - 3.48 (3 H, m), 2.64 (1 H, d, J=1.83 Hz),
2.56 (3H, s), 2.34 - 2.42 (1 H, m, J=10.15, 10.15,
3.66, 3.51 Hz), 2.17 (1 H, dddd, J=14.19, 9.46, 4.58,
4.43 Hz),1.97 - 211 (2 H, m)
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(continued)

B1

Example
Number

LCMS | LCMS
RT ion [M
(min) + H]*

TH NMR

95

0.63 260.2

TH NMR (400 MHz, CDCly) § ppm 9.05 (1 H, br. s.),
8.34 (1H, s), 8.04 (1 H, dd, J=2.77, 1.26 Hz), 8.00
(1H,d,J=2.77 Hz), 3.91 (1 H, d, J=932 Hz), 3.57 (1
H, d, J=9.57 Hz), 3.31 (1 H, dd, J=14.98, 1.64 Hz),
2.65-3.02 (5H, m), 2.10-2.20 (1 H, m), 2.05 - 2.09
(1H, m), 1.63-1.75 (1 H, m), 1.40 - 1.60 (2 H, m)

96

1.88 338.1

TH NMR (500 MHz, DMSO-D6) § ppm 8.85 (s, 1 H),
7.41.-7.47 (m, 4 H), 7.28 - 7.35 (m, 1 H), 6.85 (s, 1
H), 3.83 (d, J=9.77 Hz, 1 H), 3.57 (d, J=9.77 Hz, 1
H), 3.46-3.51 (m, 3H), 3.00 (s, 2 H), 2.78 (t, J=7.78
Hz, 2 H), 2.67 (t, J=7.78 Hz, 2 H), 1.98 - 2.03 (m, 1
H), 1.85 1.93 (m, 1 H), 1.54 - 1.63 (m, J=8.16, 7.82,
7.82,3.05 Hz, 2 H), 1.43-1.51 (m, 1 H)

97

1.57 313.1

THNMR (500 MHz, MeOD) § ppm 8.61(1H, d, J=6.71
Hz), 7.65 (1 H, d, J=7.32 Hz), 7.25 (1 H, t, J=7.02

Hz),4.32 (1H,d, J=10.99 Hz), 4.11 (1 H, d, J=10.68
Hz), 3.98 (1 H, dd, J=14.80, 1.68 Hz,) 3.82 (1 H, dd,
J=14.95,2.14 Hz), 3.52 - 3.61 (1 H, m). 3.35 - 3.47
(3H,m),2.66-2.71 (1 H, m), 2.62 (3H, s), 2.34 -

2.44(1H,m),2.14-2.24(1H, m), 1.99-2.13 (2 H, m)

98

0.57 350.1

TH NMR (500 MHz, DMSO-D6) & ppm 864 (s, 1 H),
3.82 (d, J=10.07 Hz, 1H), 3.57 (d, J=9.77 Hz, 1H),
3.02 (s, 2 H), 2.97 (s, 6 H), 2.79 (s, 2 H), 2.67 (t,
J=7.63 Hz, 2 H), 2.19 (s, 3 H), 2.04 (s, 1 H), 1.85 -
1.94 (m, 1 H), 1.58 (s, 2 H), 1.49 (d, J=6.71 Hz, 1 H)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
ion [M
+ H]*

TH NMR

929

0.87

290.1

THNMR (400 MHz, MeOD) § ppm 8.20 (1H, d, J=5.79
Hz), 6.34 (1 H, d, J=5.79 Hz), 3.94 - 4.04 (1H, m),
3.91(3H, s), 3.55-3.76 (1 H, m), 3.00 - 3.28 (2 H,
m), 2.63-2.97 (4 H, m), 1.99 - 2.21 (2 H, m), 1.44
1.85 (3 H, m)

100

0.91

290.1

TH NMR (400 MHz, MeOD) § ppm 8.39 (1 H, s), 6.21
(1H,d, J=6.04 Hz), 3.98 (1 H, d, J=10.32 Hz), 3.89
(3H,s), 3.67 (1 H, d, J=10.32 Hz), 3.01- 3.24 (2 H,
m), 2.65 - 2.97 (4 H, m), 1.96 - 2.17 (2 H, m), 1.43 -
1.81 (3 H, m)

101

260.1

TH NMR (400 MHz, MeOD), 5 ppm 8.56 (2 H, d,
J=4.78 Hz), 6.94-6.99 (1H, m), 3.98-4.04 (1 H, m),
3.78 (1 H, d, J=10.32 Hz), 3.45 - 3.52 (1 H, m), 3.35
(1H, s), 3.15-3.22 (2 H, m), 3.05 - 3.12 (2 H, m),
2.22-2.38 (2H, m), 1.95-2.03 (1H, m), 1.80-1.92
(2 H, m)

102

343.4

TH NMR (500 MHz, DMSO--dg) 5 ppm 8.87 (1 H, br.
s.),7.06 1H,d, J=7.63 Hz), 6.91 (1H, d, J=7.63 Hz),
3.92(1H,d, J=10.07, Hz), 3.66 (1 H, d, J=10.07 Hz),
3.03 (2 H, s), d, J=10.0.7 Hz), 3.03 (2 H, s), 2.72 -
2.85(2H, m),2.64-2.70 (2H, m), 2.51(3H,s),2.35
(3H,s),2.07 (1H,br.s), 1.91 (1 H, br.s.), 1.55-
1.65 (2 H, m), 1.44 - 1.53 (1 H, m)

103

2.48

363.3

TH NMR (500 MHz, DMSO-dg) 8 ppm 8.84 (1 H, br.
s.), 7.71 (1H, d, J=1.83 Hz), 7.18 (1 H, s), 3.90 (1H,
d, J=10.07 Hz), 3.64 (1 H, d, J=10.07 Hz), 3.03 (2 H,
s),2.72=2.85(2H, m), 2.66 (2 H, t, J=7.63 Hz), 2.53
(3H,s),2.07 (1H, br.s.), 1.88-1.96 (1 H, m), 1.55
-1.63 (2H, m), 1.44 - 153 (1 H, m)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
ion [M
+ H]*

TH NMR

104

1.45

381.0

TH NMR (500 MHz, DMSO-d6) & ppm 8.99 (1 H, br.
s.),7.69(1H,d, J=2.44 Hz), 7.61(1H,d, J=8.55 Hz),
7.01-7.34(2H, m), 3.89 (1 H, d, J=10.07 Hz), 3.64
(1H,d, J=10.07 Hz), 3.03 (2 H, d, J=2.44 Hz), 2.72
-2.86 (2 H, m), 2.66 (2 H, t, J=7.78 Hz), 2.07 (1 H,
br.s.), 1.88-1.96 (1H, m), 1.35-1.64 (2H, m), 1.45
-1.53 (1 H, m)

105

1.83

355.1

TH NMR (500 MHz, DMSO-D6) § ppm 8.57 (s, 1 H),
7.31(t, J=7.32 Hz, 2 H), 7.20 - 7.26 (m, 3 H), 7.08 (s,
1H),4.0.1(s, 2H), 3.78(d, J=9.77 Hz, 1 H), 3.53 (d,
J=10.0.7 Hz, 1 H); 2.97 (s, 2 H), 2.70 = 2.78 (m, 2
H), 2.64 (t, J=7.78 Hz, 2 H), 1.99 (s, 1 H), 1.81 - 1.90
(m, 1H), 1.52-1.60 (m, 2 H), 1.41 - 1.49 (m, J=6.90,
2.90, 2.67, 2.48 Hz, 1 H)

106

0.71

2742

TH NMR (400 MHz, CDCl,) & ppm 8.87 (1 H, br. s.),
8.23(1H,s), 7.88 (1H,s), 3.85 (1 H, d, J=9.32 Hz),
3.51 (1 H, d, J=9.32 Hz), 3.27 (-1 H, dd, J=14.98,
1.64 Hz), 2.60 - 2.97 (5 H, m), 2.37 (3 H, s), 2.06 -
2.16 (1H, m, J=13.25,9.85, 3.46, 3.46, 3.46 Hz),
1.99-2.05(1H, m), 1.57 - 1.70 (1 H, m); 1.36 - 1.54
(2 H, m)

107

0.93

338.1

TH NMR (400 MHz, CDCl,) 8 ppm 8.71 (1 H, br. s.),
8.14 (1H, d, J=1.26 Hz), 8.11 (1 H, d, J=1.26 Hz),
3.92 (1 H, d, J=9.32 Hz), 3.58 (1 H, d, J=9.57 Hz),
3.32 (1 H, dd, J=14.98, 1.89 Hz), 2.68 - 3.03 (5 H,
m),2.04-2.19(2H, m), 1.63=1.75(1H, m, J=14.01,
9.85,4.31, 4.31 Hz), 1.42 - 1.59 (2 H, m)

108

2.34

375.0

TH NMR (500 MHz, DMSO-D6) § ppm 8.58 (s, 1 H),
7.98(d, J=8.24 Hz, 2 H), 7.51 (s, 1 H), 7.45 (d, J=8.54
Hz, 2 H), 3.87 (d, J=10.07 Hz, 1H), 3.62 (d, J=9.77
Hz, 1 H), 3.04 (s, 2 H), 2.75 2.87 (m, 2 H), 2.68 (t,
J=7.63 Hz, 2 H), 2.07 (s, 1 H), 1.92 (s, 1 H), 1.40 -
1.68 (m, 3 H)
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(continued)

B1

Example
Number

LCMS | LCMS
RT ion [M
(min) + H]*

TH NMR

109

0.73 279.3

TH NMR (400 MHz, DMSO-D6) § ppm 8.61 (s, 1 H),
5.54 (d, J=1.01 Hz, 1 H), 3.80 (d, J=10.07 Hz, 1 H),
3.54 (d, J=9.82 Hz, 1 H), 2.98 (s, 2 H), 2.70 - 2.81
(m, 2 H), 2.65 (t, J=7.81 Hz, 2 H), 2.20 (s, 3H), 1.95
-2.05 (m, 1 H), 1.88 (s, 1 H), 1.50 - 1.61 (m, 2 H),
1.41-1.50 (m, 1 H)

110

1.76 3214

TH NMR (400 MHz, DMSO-D6) § ppm 8.24 - 8.82 (m,
1H), 6.51 (s, 1 H), 3.83 (d, J=9.57 Hz, 1 H), 3.57 (d,
J=9.32 Hz, 1 H), 2.98 (s, 2 H), 2.7.0 - 2.82 (m, 2 H),
2.65(t, J=7.68 Hz, 2 H), 1.97 - 2.04 (m, 1 H), 1.88 (s,
1 H), 1.52-1.61 (m, 2 H), 1.46 (dd, J=9.69, 2.90 Hz,
1H), 1.24 (s, 9 H)

111

1.64 312.3

TH NMR (400 MHz, DMSO-dg) 5 ppm 8.55 (s, 1 H),
7.13(d, J=8.56 Hz, 2 H), 7.04 (s, 1 H), 6.86 (d, J=8.56
Hz, 2H), 3.92 (s, 2 H), 3.66 - 3.85 (m, 4 H), 3.45 -

3.60 (m, J=10.07 Hz, 1 H), 2.95 (s, 2 H), 2.57 - 2.86
(m, 4H),1.98(s,1H), 1.84 (s, 1H), 1.31-1.66 (m, 2H)

112

1.70 359.1

TH NMR (300 MHz, DMSO-dg) 8 ppm 8.83 (1 H, d,
J=1.83 Hz), 7.08 (1 H, d, J=8.42 Hz), 6.71 (1 H, d,

J=8.05Hz), 3.87 - 3.94 (1 H, m), 3.85(3 H, s), 3.65
(1H,d, J=9.88 Hz), 3.04 (2 H, s), 2.61-2.85 (4 H,

m), 2.47 (3 H, s), 2.08(1 H, d, J=2.20 Hz), 1.82 - 1.99
(1H, m), 1.41 - 1.66 (3 H, m)

113
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(continued)

LCMS | LCMS

10

15

20

i:a:bp: R RT | ion[M 1H NMR
(min) + H]*
1H NMR (500 MHz, DMSO-dg) 5 ppm 12.09 (s, 1 H),
8.02 (s, 1 H), 7.63 (d, J=7.32 Hz, 1 H), 7.33 - 7.36
113 148 | 2083 | (M 1H).7:30(d, J=5.80Hz, 1H), 6.99 (t, J=7.02 Hz,

1 H), 3.82 (d, J=8.24 Hz, 1 H), 3.57 (s, 1 H), 3.00 (s,
2H),2.79 (s, 2 H), 2.67 (s, 2 H), 1.99 - 2.04 (m, 1 H),
1.93 (s, 1 H), 1.58 (s, 2 H), 1.47 (s, 1 H)

[0367] The compounds in Table 3 were synthesized according to the method of Example 21, steps C-D using the
appropriate isothiocyanate or amine and racemic 3-(aminomethyl)quinuclidin-3-ol, 2 HCI.

Table 3.
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H
N~ Ry

Example
Number

LCMS
RT
(min)

LCMS
lon [M +
HI*

TH NMR

114

2.06

344.3

TH NMR (400 MHz, DMSO-dg) § ppm 9.02 (1 H, s),
7.10(1H, s), 3.67-3.88 (2 H, m), 3.07 - 3.30 (2 H, m),
2.80-3.05(@H, m),278(3H,s),2.55(3H,s),2.22
(1H, br.s.), 2.00 (1 H, d, J=12.09 Hz), 1.55 - 1.88 (3
H, m)

115

260.3

TH NMR (400 MHz, MeOD) § ppm 8.70(1 H, dd, J=4.41,
1.39Hz), 7.51 (1H, dd, J=8.81,4.53 Hz), 7.15 (1 H, d,
J=7.81 Hz), 4.03 (1 H, d, J=10.07 Hz), 3.72 (1 H, d,
J=10.07 Hz), 3.14-3.26 (1 H, m), 3,03 -3.14 (1 H, m),
2.85-2.99 (2 H, m), 2.69 - 2.84 (2 H, m), 2.00 - 2.26
(2H, m), 1.51-1.87 (3H, m)

116

0.73

290.3

TH NMR (400 MHz, MeOD) § ppm 6.99 7.12 (2 H, m),
3.95-4.02 (4 H, m), 3.68 (1 H, d, J=10.07 Hz), 3.20 (1
H, dd), 3.08 (1 H, dd), 2.84-2.95 (2 H, m), 2.69 - 2.84
(2H, m), 1.99-2.21 (2H, m), 1.47 - 1.87 (3H, m)

114




10

15

20

25

30

35

40

45

50

55

EP 2 271 650 B1

(continued)

Example
Number

LCMS
RT
(min)

LCMS
lon [M +
HI*

TH NMR

117

TH NMR (400 MHz, MeOD) & ppm 8.71 (1 H, s), 8.33
(1H, d, J=5.54 Hz), 6.84 (1 H, br. s.), 4.04 (1 H, d,
J=10.32 Hz), 3.73 (1 H, d, J=10.32 Hz), 3.17 - 3.25 (1
H, m), 3.04 - 3.13 (1 H, m), 2.70 - 3.00 (4 H, m), 2.02
-2.18 (2 H, m), 1.51-1.81 (3 H, m)

118

0.83

290.3

H NMR (400 MHz, CDCl3) § ppm 8.48 (1 H, br. s.),
7.96 (1 H,br.s.), 771 (1H,s),3.91(1H,d, J=9.32
Hz), 3.87 (3H, s), 3.57 (1 H, d, J=9.32 Hz), 3.30 (1 H,
d, J=14.86 Hz,2.62-3.03 (5H,m), 2.09-2.21 (1 H, m),
2.08(1H,br.s), 1.61-178(1H, m), 1.39-1.60 (2
H, m)

119

0.84

290.3

TH NMR (400 MHz, CDCl,) & ppm 8.56 (1 H, br. s.),
7.96(1H,d, J=1.2,6 Hz), 7.79 (1 H, d, J=1.51 Hz), 3.89
(3H,s),3.85 (1 H,s), 3.53 (1 H, d, J=9.06 Hz), 3.31 (1
H, d, J=14.86 Hz), 2.65 - 3.04 (5 H, m), 2.11 - 2.23 (1
H, m, J=9.85, 9.85, 6.74, 3.53 Hz), 2.08 1 H, br. s.),
1.62-1.75(1H, m), 1.40- 1.61 (2 H, m)

120

0.75

290.3

TH NMR (400 MHz, CDCl3) 8 ppm 9.30 (1 H, br. s.),
7.58 (1H,d, J=3.02 Hz), 7.52 (1 H, d, J=3.02 Hz), 3.92
(3H,s), 3.88(1H,d,J=9.32 Hz), 3.54 (1 H, d, J=9.32
Hz),3.28 (1 H, dd, J=14.86, 1.51 Hz), 2.63 - 2.96 (5 H,
m), 2.07-2.22 (1H, m), 2.02 (1 H, br. s.), 1.57 - 1.71 (1
H, m), 1.33-1.55 (2 H, m

115
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
lon [M +
H]*

TH NMR

121

316.4

TH NMR (400 MHz, MeOD) & ppm 8.65 (1 H, d, J=3.02
Hz),6.82 (1H, br.s.), 4;02 (1H,dd, J=10.32, 3.02 Hz),
3.71 (1 H, dd, J=10.32, 3.02 Hz), 2.98 - 3.26 (2 H, m),
2.66-2.96 (4 H, m), 1.97 -2.18 (2H, m), 1.48 - 1.86 (3
H, m), 1.29 (9 H, s)

122

1.73

309.3

TH NMR (400 MHz, MeOD) & ppm 8.99 (1 H, s), 7.90(1
H, d, J=8.31 Hz), 7.70 (1 H, d, J=8.31 Hz), 7.57 (1 H,
t, J=7.55 Hz), 7.39 (1H, t, J=7.55 Hz), 7.30 (1 H, br.
s.),3.94 (1H,d, J=9.82 Hz), 3.63 (1 H,d, J=10.07 Hz),
314-3.24(1 H,m), 3.00-3.10 (1 H, m), 2.68 2.98 (4 H,
m) 2.01-2.24 (2 H, m), 1.45-1.87 (3 H, m)

123

0.79

288.30

THNMR (400 MHz, MeOD-d,)) § ppm 6.51 (1 H, br. s.),
4.03 (1 H, d, J=10.32 Hz), 3.71 (1 H, d, J=10.32 Hz),
3.12-3.24 (1 H, m), 3.01-3.12 (1 H, m), 2.72 - 3.00
(4H, m),252(3H,s),2.33(3H,s), 1.98-2.20 (2 H,
m), 1.51 - 1.87 (3 H, m)

124

N=N

2 Wan

0.72

274.30

TH NMR (400 MHz, MeOD-d,) 5 ppm 7.42 (1 H, d,
J=9.07 Hz), 7.07 (1 H, d, J=8.06 Hz), 4.02 (1 H, d,
J=10.07 Hz), 3.71 (1 H, d, J=10:07 Hz), 3.15 - 3.25 1
H, m), 3.04-3.14 (1 H, m), 2.69 - 2.98 (4 H, m), 2.55
(3H,s), 1.99-2.21 (2 H, m), 1.47 - 1.89 (3 H, m)

[0368]

The compounds in Table 3 were synthesized according to the method of Example 21, steps C-D using the

appropriate isothiocyanate or amine and (S)-3-(aminomethyl)quinuclidin-3-ol, 2 HCI.

Table 3.
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(continued)

Example
Number

LCMS LCMS
R, RT lon
(min) [M+H]*

TH NMR

125

2.06 329.11

TH NMR (500 MHz, MeOD-d,) 5ppm 8.37 (d,
J=7.32 Hz, 1 H), 6.92 (d, J=2.15 Hz, 1 H),
6.65-6.75 (m. 1H). 4.01 (d, J=9.77 Hz, 1 H),
3.86-3.95 (m, 3 H), 3.70 (d, J=9.77 Hz, 1 H),
3.26(d, J=14.95Hz, 2 H), 3.12 (d, J=14.95 Hz,
1 H), 2.96 (t, J=7.32 Hz, 2 H), 2.76 - 189 (m, 2
H), 2.06 - 2.26 (m, 2 H), -1.58 - 1.86 (m, 3 H)

126

0.56 260.30

1H NMR (400 MHz, CDCl3)  ppm 8.52 (2 H,
d,J=4.78Hz), 6.83(1H,t,J=4.78 Hz), 3.944.10
(2H, m), 3.87 (1 H,d, J=14.60 Hz), 3.62 (1 H,
dd, J=14.48, 1.89 Hz), 3.41 - 3.56 (1 H, m),
3.29 (2 H, t, J=8.44 Hz), 3.04 - 3.18 (1 H, m),
2.27-2.50 (2 H, m), 1.88 - 2.06 (2 H, m), 1.71
-1.87 (1H, m)

127

0.88 294.20

TH NMR (400 MHz, CDCl3) & ppm 8.58 (1 H,
br.s.), 8.18 (1 H, s), 7.97 (1 H, s), 3.93 (1 H,
d, J=9.32 Hz), 3.58 (1 H, d, J=9.57 Hz), 3.28
(1H, dd, J=14.86, 1.51 Hz), 2.64 - 2.98 (5 H,
m), 2.02 - 2.15 (2 H, m), 1.60-1.73 (1 H,m),
1.38-1.56 (2 H, m)

128

0.86 294.20

TH NMR (400 MHz, CDCl3) § ppm 8.72 (1 H,
br.s.), 8.12 (1 H, d, J=0.76 Hz), 8.06 (1 H, d,
J=1.26 Hz), 3.93 (1 H, d, J=9.32 Hz), 3.59 (1
H, d, J=9.32 Hz), 3.32 (1 H, dd, J=14.98, 1.38
Hz), 2.68 - 3.02 (5 H, m), 2.05 - 2.21 (2 H, m),
1.64-1.76 (1H, m), 1.42- 1.59 (2 H, m). M.P.
185-8 °C

129

2.04 385.28

TH NMR-(500 MHz, DMSO-Dg) 5 ppm 8.48 (s,
1 H), 7.58 (d, J=8.24 Hz, 2 H, 6.98 (d, J=8.55
Hz, 2 H), 3.73 - 3.87 (m, 4 H), 3.56 (d, J=9.16
Hz, 1H),3.00(s, 2H), 2.72-2.87 (m, 2 M, 2.61
-2.72 (m, J=7.63, 7.63 Hz, 2 H), 2.38 (s, 3 H),
2.03 (s, 1H), 1.91 (s, 1H), 1.37 - 1.70 (m, 3 H)

130

1.10 368.20

1H NMR (400 MHz, CDCl3) § ppm 8.97 (1 H,
br.s.), 7.67 (1H, s), 3.94 (3 H, s), 3.89 (1 H,
d, J=9.57 Hz), 3.55 (1 H, d, J=9.57 Hz), 3.28
(1 H, dd, J=14.86, 1.76 Hz), 2.63 - 2.95 (5 H,
m), 2.08 - 2.19 (1 H, m), 1.99 - 2.06 (1 H, m),
1.60-1.70 (1 H, m, J=14.01, 9.85, 4.31, 4.31
Hz), 1.35 - 1.55 (2 H, m)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
lon
[M+H]*

1TH NMR

131

336.30

TH NMR (400 MHz, CDCl3) § ppm 9.06 (1 H,
br.s.), 852 (1H, d, J=1.51 Hz), 8.44 (1 H, d,
J=1.26 Hz), 7.89-7.93 (2H, m), 7.40 - 7.47 (2
H,m), 7.33-7.39 (1 H, m), 3.94 (1 H, d, J=9.32
Hz), 3.60 (1 H, d, J=9.32 Hz), 3.34 (1 H, dd,
J=14.86, 1.76 Hz), 2.69 - 3.05 (5 H, m), 2.13 -
2.23(1H,m), 2.07-2.12(1 H, m), 1.65- 1.76
(1H, m), 1.44 - 1.60 (2 H, m)

132

1.35

332.23

TH NMR (500 MHz, DMSO-D6) & ppm 12.40
(s, 1H),7.95 (s, 1H), 7.30 (d, J=8.24 Hz, 1 H),
7.22 (t, J=7.78 Hz, 2 H), 6.97 (d, J=7.02 Hz, 1
H), 3.79 (d, J=6.71 Hz, 1 H), 3.53 (s, 1 H), 3.18
(d, J=4.58 Hz, 3 H), 3.00 (s, 2 H), 2.79 (d,
J=2.14 Hz, 2 H), 2.74 (s, 1 H), 2.66 (d, J=7.93
Hz, 3H), 1.96-2.04 (m, 2 H), 1.91 (s, 1 H), 1.59
(s, 3H), 1.46 (s, 1 H)

133

1.94

378.16

TH NMR (500 MHz, DMSO-D6) & ppm 12.22
(s, 1H), 8.32 (s, 1 H), 8.01 (s, 1 H), 7.58 (d,
J=824 Hz, 1 H), 7.55 (s, 1 H), 7.08 - 7.14 (m,
1 H), 3.82 (d, J=9.77 Hz, 1 H), 3.56 (d, J=9.16
Hz, 1H), 2.96 - 3.04 (m, 2 H), 2.73 - 2.82 (m,
2 H), 2.67 (t, J=7.48 Hz, 2 H), 2.00-2.05 (m, 1
H), 1.91 (s, 1 H), 1.54 - 1.63 (m, 2 H), 1.45 (s,
1 H)

134

1.86

332.16

TH NMR (500 MHz, DMSO-D6) & ppm 12.22
(s, 1H),8.00 (s, 1H), 7.63 (d, J=8.55 Hz, 1 H),
7.40 (s, 1 H), 7.00 (d, J=7.93 Hz, 1 H), 3.82 (d,
J=9.46 Hz, 1 H), 3.56 (d, J=9.16 Hz, 1 H), 3.00
(s, 2 H), 2.78 (s, 2 H), 267 (t, J=7.32 Hz, 2 H),
2.02 (s, 1 H), 1.91 (s, 1 H), 1.58 (s, 2 H), 1.45
(s, 1H)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
lon
[M+H]*

1TH NMR

135

1.51

328.28

TH NMR (500 MHz, DMSO-D6) & ppm 11.88
(s, 2H),8.01 (s, 1H), 7.48 (d, J=8.55 Hz, 2 H),
6.73 (s, 2 H), 6.62 (dd, J=8.70, 1.68 Hz, 2 H),
3.77-3.83 (m, 7 H), 3.55 (d, J=8.85 Hz, 2 H),
2.97 - 3.05 (m, 4 H), 2.80 (s, 3 H), 2.65 - 2.72
(m, 4 H), 1.98 - 2.04 (m, 3 H), 1.92 (s, 2 H),
1.60 (d, J=2.14 Hz, 2 H), 1.59 (s, 2 H), 1.47 (s,
2 H)

136

0.91

338.20

1H NMR (400 MHz, CDCl5) § ppm 8.69 (1 H,
br.s.), 8.12 (1 H, d, J=1.51 Hz), 8.08 (1 H, d,
J=1.26 Hz), 3.91 (1 H, d, J=9.57 Hz), 3.57 (1
H, d, J=9.32 Hz), 3.29 (1 H, dd, J=14.86, 1.51
Hz), 2.62-3.01 (5H, m), 2.01-2.18 (2 H, m),
1.61-1.76 (1 H, m), 1.39 - 159 (2 H, m)

137

0.77

274.30

1H NMR (400 MHz, CDCl3) § ppm 8.92 (1 H,
br.s.), 827 (1 H, s), 7.92 (1 H, s), 3.90 (1 H,
d, J=9.32 Hz), 3.56 (1 H, d, J=9.32 Hz), 3.32
(1H, dd, J=14.86, 1.76 Hz), 2.67 - 3.02 (5 H,
m), 2.42 (3H, s),2.10-2.21 (1 H, m, J=13.17,
9.84,3.49, 3.49, 3.49 Hz), 2.04 - 2.10(1 H, m),
1.64-1.74 (1 H, m), 1.39 - 1.59 (2 H, m)

138

0.84

337.40

1H NMR (400 MHz, MeOD-d,)) d ppm 9.39 (1
H,s), 8.57-8.73 (2 H, m), 8.52 (1 H, d, J=5.79
Hz),7.56 (1H,dd, J=8.06,5.04 Hz), 6.54 - 7.00
(1H, m),4.11 (1 H,d, J=10.32 Hz), 3.79 (1 H,
H,J=10.58 Hz),3.02-3.29 (2H, m), 2.72-3.02
(4H,m),2.01-2.25(2H, m), 1.47-1.89(3H,m)

139

309.30

1H NMR (500 MHz, MeOD-d,) & ppm 8.07 (1
H,d, J=8.85Hz), 7.88 (1 H,d, J=8.24 Hz), 7.75
(1H,d, J=7.93 Hz), 7.56 - 7.66 (1 H, m), 7.39
(1 H, t, J=7.48 Hz), 7.06 (1 H, d, J=8.85 Hz),
4.09(1(H,d, J=10.07Hz),3.78 (1H,d, J=10.07
Hz), 3.27 (1 H, d, J=14.95 Hz), 3.06 - 3.18 (1
H, m), 2.93-3.01 (2 H, m), 2.75 - 2.93 (2 H,

m), 2.07 - 2.29 (2 H, m), 1.57 - 1.88 (3 H, m)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
lon
[M+H]*

1TH NMR

140

1.26

327.30

1H NMR (500 MHz, MeOD-d,) & ppm 8.05 (1
H, d, J=8.85 Hz), 7.92 (1 H, dd, J=9.00, 5.34
Hz), 7.35-7.49 (2H, m), 7.08 (1 H, d, J=8.24
Hz), 4.09 (1 H, d, J=10.07 Hz), 3.78 (1 H, d,

J=10.07 Hz), 3.22-3.30 (1 H, m), 3.09 - 3.18
(1H, m),2.91-3.04 (2H, m), 2.71-2.91 (2 H,
m), 2.06 - 2.30 (2 H, m), 1.56 - 1.90 (3 H, m)

141

0.80

339.40

TH NMR (400 MHz, MeOD-d,)) 3 ppm 8.58 (2
H, s), 3.99 (1 H, d, J=10.07 Hz), 3.69 (1 H, d,
J=10.07 Hz), 3.16-3.24 (1 H, m), 3.03 - 3.12
(1H, m),2.85-2.95(2 H, m), 2.70-2.85 (2 H,
m), 1.96 - 2.21 (2 H, m), 1.42 - 1.87 (3 H, m)

142

0.80

294.40

TH NMR (400 MHz, MeOD-d,)) 5ppm 8.54 (1
H, d, J=1.01 Hz), 6.83 (1 H, br. s.), 4.04 (1 H,
d, J=10.32Hz), 3.73(1H,d, J=10.32 Hz), 3.04
-3.25(2H, m), 2.69 - 2.97(4H, m), 1.96 - 2.18
(2 H,m), 1.43-1.84 (3 H, m)

143

1.60

330.28

TH NMR (500 MHz, DMSO-D6) & ppm 11.95
(s, 1H), 7.54 (s, 1 H), 7.35 (s, 1 H), 7.22 (s, 1
H), 7.04 (s, 1 H), 6.09 (s, 1 H), 3.66 (s, 1 H),
3.39 (d, J= 7.02 Hz, 1 H), 3.04 (s, 1 H), 2.99
(s, 1H), 2.84 (s, 2 H), 2.67 (s, 3 H), 2.02 (s, 1
H), 1.92 (s, 1 H), 1.59 (s, 2 H), 1.51 (s, 1 H)

144

1.00

326.30

TH NMR (400 MHz, MeOD-d ) 5ppm 8.47 (1
H,s), 7.30 - 7.79 (1 H, m), 6.28(1 H, br. s.),
4.02(1H,d, J=10.32Hz),3.71(1H,d, J=10.32
Hz), 3.16 - 3.25 (1 H, m), 3.04 - 3.13 (1 H, m),
2.85-2.99 (2 H, m), 2.70 - 2.86 (2 H, m), 1.94
-2.20(2H,m), 1.49-1.84 (3H, m). M.P. 185-90
°C

145

344.30

1H NMR (400 MHz, MeOD-d,) & ppm 7.06 (1
H,s), 3.96 (1 H, d, J=9.82 Hz), 3.65 (1 H, d,
J=1007 Hz), 3.18-3.26 (1 H, m), 3.05-3.13 (1
H, m),2.87-2.98 (2H, m), 2.70-2.86 (5 H, m),
2.57 (3H, s),2.03-2.20 (2 H, m), 1.51 - 1.85
(3H, m)
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(continued)

Example
Number

LCMS LCMS
RT lon
(min) [M+H]*

1TH NMR

146

1.20 309.30

1H NMR (400 MHz, MeOD-d,) & ppm 8.46 (1
H,d, J=8.31Hz), 8.06 (1H,d, J=6.04 Hz), 7.58
-7.88(2H,m), 7.51 (1 H, td, J=7.68, 1.26 Hz),
7.25 (1 H, d, J=6.04 Hz), 3.99 (1 H, d, J=9.82
Hz), 3.67 (1 H, d, J=9.82 Hz), 3.23 (1 H, s),
3.04-3.13(1H, m), 2.89-2.99 (2 H, m), 2.71
-2.88 (2 H, m), 2.04-2.27 (2 H, m), 1.46-185
(3H, m)

147

0.98 310.30

1H NMR (400 MHz, MeOD-d,)) & ppm 8.72 (1
H,s), 8.46 (1 H, d, J=7.81 Hz), 7.72 - 7.88 (2
H, m), 1.56 (1 H, ddd, J=8.25, 6.86, 1.26 Hz),
4.11(1H,d, J=10.32Hz),3.80 (1H,d, J=10.32
Hz), 3.09=3.17 (1 H, m), 2.97 (2 H, t, J=7.43
Hz), 2.76-2.89 (2H, m), 2.04 =2.26 (2 H, m),
1.50 - 1.81 (3 H, m)

148

0.81 285.30

TH NMR (400 MHz, MeOD-d,) & ppm 8.64 (1
H,d, J=1.26 Hz), 8.28 (1 H, d, J=1.26 Hz), 4.19
(1H,d,J=10.83Hz), 3.97 (1H, d, J=11.08 Hz),
3.86 (1 H,dd, J=14.60, 1.51 Hz), 3.72 (1 H, dd,
J=14.86, 2.52 Hz), 3.44 - 3.56 (1 H, m), 3.31 -
3.43 (3 H, m), 2.49-2.58 (1 H, m), 2.28 - 2.42
(1 H, m, J=13.53, 10.07, 3.56, 3.56, 3.27 Hz),
1.91-2.18 (3 H, m)

149

0.73 290.30

TH NMR (400 MHz, MeOD-d,)) 5 ppm 8.28 (2
H, s), 3.95 (1 H, d, J=9.82 Hz), 3.86 (3 H, s),
3.65(1H, d, J=9.82 Hz), 3.15-3.24 (1 H, m),
3.03-3.11(1H, m), 2.68-2.96 (4 H, m), 1.97
-2.19 (2H, m), 1.49-1.85(3H, m)

150

0.90 320.40

TH NMR (400 MHz, MeOD-d,) & ppm 5.87 (1
H, br.s.), 3.99 (1 H,d, J=10.32 Hz), 3.92 (3H,
s),3.88(3H,s),3.67(1H,d, J=10.32 Hz), 3.14
-3.22(1H, m),3.01-3.10(1H,m), 2.70-2.94
(4H,3.10 (1 H, m), 2.70-2.94 (4 H, m), 1.98
-2.16 (2H, m), 1.51-1.82 (3H, m)

151

1.15 366.30

TH NMR (400 MHz, MeOD-d,) & ppm 8.74 (2
H,s), 7.53 (2 H, d, J=8.81 Hz), 7.02 (2 H, d,
J=8.81Hz), 4.01 (1H, d, J=10.07 Hz), 3.81 (3
H,s),3.71 (1H, d, J=10.07 Hz), 3.26 (1 H, s),
3.08-3.18(1H, m),2.73-3.03 (4 H, m), 2.16
(2H, br.s.), 1.51-1.90 (3H, m)

121




10

15

20

25

30

35

40

45

50

55

EP 2 271 650 B1

(continued)

Example
Number

LCMS
RT
(min)

LCMS
lon
[M+H]*

1TH NMR

152

1.27

350.40

TH NMR (400 MHz, MeOD-d,)) 5 ppm 8.78 (2
H,s), 7.27-7.47 (3H, m), 7.20 (1 H, d, J=7.30
Hz), 4.02 (1 H, d, J=10.07 Hz), 3.71 (1 H, d,
J=10.07 Hz), 3.24 (1 H, d, J=15.11 Hz),
3.03-3.14 (1H, m), 2.70-3.00 (4 H, m), 2.40 (3
H,s),2.03-2.22 (2 H, m), 1.53-1.84 (3H, m)

153

213

362.28

1H NMR (400 MHz, MeOD-d,) & ppm 8.37 (1
H, s), 8.24 (1 H, dd, J=7.55, 1.51 Hz), 7.88 (1
H,s),7.19-7.44(3H,m), 4.02 (1H,d, J=10.07
Hz), 3.71 (1 H, d, J=10.07 Hz), 3.24 (1 H, d,

J=16.87 Hz), 3.05- 3.12 (1 H, m), 2.70 - 2.99
(8H,m),2.05-2.21(2H, m), 1.48-1.84(3H,m)

154

0.57

339.10

TH NMR (500 MHz, MeOD-d,) & ppm 8.07 (d,
J=5.49 Hz, 1H), 7.47-7.71 (m, 1 H), 7.13- 7.34
(m, 1 H),3.91-4.06 (m, 1H), 3:56 - 3.73 (m,
1H), 3.14 -3.24 (m, 1 H), 3.02-3.14 (m, 1 H),
2.73-3.01(m, 4 H), 1.98-2.21 (m, 2 H), 1.58
-1.85 (m, 3 H)

155

0.64

339.04

TH NMR (500 MHz, MeOD-d,) 3 ppm 7.45 -
7.58 (m, 1 H), 7.04 - 7.16 (m, 1 H), 6.90 (d,
J=7.32 Hz, 1 H), 3.95 - 4.09 (m, 1 H), 3.67 -
3.77 (m, 1 H), 3.18 - 3.28 (m, 1 H), 3.07 - 3.17
(m, 1 H), 2.76 - 3.05 (m, 4 H), 2.04 - 2.22 (m,
2 H), 1.50 - 1.89 (m, 3 H)

156

1.47

388.40

1H NMR (300 MHz, MeOD-d,)) 5 ppm 7.96 -
8.03(1H, m), 7.88-7.95(1H, m), 7.75-7.84
(1H, m),7.61-7.73 (1H, m), 7.06 (1 H, d,
J=8.55Hz), 4.01-4.11 (1H, m), 3.69 - 3.82 (1
H, m), 3.20 - 3.29 (1 H, m), 3.09 - 3.19 (1 H,
m), 2.76 - 3.02 (4 H, m), 2.09 - 2.23 (2 H, m),
1.58 - 1.87 (3 H, m)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
lon
[M+H]*

1TH NMR

157

1.33

323.50

1H NMR (500 MHz, MeOD-d,)) & ppm 7.99 (1
H,d, J=8.55Hz), 7.77 (1 H, d, J=8.55 Hz), 7.41
-7.57 (2H, m), 7.02 (1 H, d, J=8.55 Hz), 4.08
(1H, d, J=9.77 Hz), 3.76 (1 H, d, J=9.77 Hz),
3.26(1H, d, J=14.95 Hz), 3.08 - 3.17 (1 H, m),
2.78-3.02 (4 H, m), 2.49 (3 H, s), 2.08 - 2.31
(2 H, m), 1.54 - 1.89 (3 H,m)

158

316.16

1H NMR (500 MHz, DMSO-D6) § ppm 12.36
(s, 1H),7.98 (s, 1H), 7.19-7.27 (m, 1 H), 7.15
(d, J=8.24 Hz, 1 H), 6.64 - 6.71 (m, 1 H), 3.80
(d, J=7.63 Hz, 1 H), 3.54 (s, 1 H), 2.95 - 3.04
(m, 2 H), 2.78 (s, 2 H), 2.66 (s, 2 H), 2.01 (s, 1
H), 1.93 (s, 1 H), 1.58 (s, 2 H), 1.46 (s, 1 H)

159

1.40

316.16

TH NMR (500 MHz, DMSO-D6) § ppm 12.20
(s, 1H), 7.98 (s, 1 H), 7.38 (dd, J=8.55, 3.36
Hz, 1H), 7.32 (d, J=8.55 Hz, 1 H), 7.18 (t,
J=8.85Hz, 1 H), 3.81(d, J=8.95 Hz, 1 H), 3.55
(d, J=8.55 Hz, 1 H), 2.97 - 3.05 (m, 2 H), 2.79
(s, 2 H), 2.68 (t, J=7.32 Hz, 3 H), 2.02 (s, 1 H),
1.92 (s, 1H), 1.59 (d, J=6.41 Hz, 2 H); 1.47 (d,
J=8.85 Hz, 1 H)

160

0.83

260.27

TH NMR (400 MHz, MeOD) & ppm 8.89 (1 H,
br.s.), 8.80 (1 H, d, J=5.79 Hz), 7.53 (1 H, br.
s.),3.91 (1 H, d, J=10.83 Hz), 3.60 (1 H, d,
J=10.83 Hz), 3.16- 3.75 (1 H, m), 3.02 - 3.12
(1H, m), 2.68-2.99 (4H, m), 1.94-2.17 (2 H,
m), 1.53 - 1.83 (3 H, m)

161

1.55

328.21

TH NMR (400 MHz, MeOD-d,) & ppm 8.35 (1

H, s), 4.01 (1 H, d, J=10.07 Hz), 3.70 (1 H, d,
J=10.07 Hz), 3.20- 3.27 (1 H, m), 3,05-3.13
(1H,m),2.69-2.99 (4 H, m),2.34(3H, s), 2.29
(3H,s),2.01-2.22(2H,m), 1.51-1.83(3H, m)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
lon
[M+H]*

1TH NMR

162

1.85

354.25

TH NMR (500 MHz, DMSO-D6) & ppm 11.75 -
12.09 (m, J=14.95 Hz, 1 H), 7.62 (d, J=7.93
Hz, 2H),7.38-7.54 (m, J=10.99 Hz, 1 H), 6.95
(d, J=6.71 Hz. 2 H), 6.13 (s, 1 H), 3.76 - 3.83
(m, 4 H), 3.74 (s, 1 H), 3.38 (d, J=2.75 Hz, 1
H), 2.98 (s, 1 H), 2.82 (s, 2 H), 2.62 - 2.71 (m,
2H),2.00 (s, 1 H), 1.92 (s, 1 H), 1.58 (s, 2 H),
1.50 (s, 1 H)

163

2.09

366.17

TH NMR (500 MHz, DMSO-D6) § ppm 12.54

(s, 1H),8.05 (s, 1H), 7.97 (s, 1H), 7.52 - 7.60
(m, 2 H), 3.82 (s, 1H), 3.58 (s, 1H), 3.01 (s, 2
H), 2.78 (s, 2 H), 2.64 - 2.70 (m, 2 H), 1.99 -

2.05(m, 1H), 1.92 (s, 1 H), 1.58 (s, 2 H), 1.47
(s, 1H)

164

:::z"2 &
é

366.17

TH NMR (500 MHz, DMSO-D6) § ppm 12.54
(s, 1H),8.03 (s, 1H), 7.85 (d, J=8.24 Hz, 1 H),
7.70(s, 1 H), 7.26 (d, J=8.24 Hz, 1 H), 3.83 (d,
J=9.46 Hz, 1H), 3.57 (d, J=8.85 Hz, 1 H),
2.97-3.05(m, 2H),2.79(s, 2 H), 2.67 (t, J=7.48
Hz, 2 H), 2.03 (d, J=2.44 Hz, 1 H), 1:92 (s, 1
H), 1.59 (d, J=5.80 Hz, 2 H), 1.46 (s, 1 H)

165

1.24

298.16

TH NMR (500 MHz, DMSO-D6) § ppm 12.07
(s, 1H),8.02 (s, 1H), 7.63 (d, J=7.63 Hz, 1 H),
7.27 -7.36 (m, 2 H), 6.99 (t, J=7.32 Hz, 1 H),
3.82 (d, J=9.46 Hz, 1H), 3.56 (d, J=8.85 Hz, 1
H), 3.00 (s, 2 H), 2.79 (s, 2 H), 2.67 (t, J=6.87
Hz, 2 H), 2.02 (d, J=2.75 Hz, 1 H), 1.93 (s, 1

H), 1.58 (s, 2 H), 1.47 (s, 1 H)

166

366.30

1H NMR (500 MHz, MeOD-d,)) § ppm 8.53 (1
H, d, J=5.19 Hz), 8.02 - 8.15 (2 H, m), 7.39 (1
H, d, J=5.19Hz), 7.01 - 7.11 (2 H, m), 4.06 (1
H, d, J=10.07 Hz), 3.89 (3 H, s), 3.74(1 H, d,
J=10.07 Hz), 3.28 (1 H, d, J=14.95 Hz), 3.13
(1H,d, J=14.95 Hz), 2.73- 3.02 (4 H, m), 2.07
-2.25 (2 H, m), 1.54 - 1.86 (3 H, m)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
lon
[M+H]*

1TH NMR

167

1.25

344.40

1H NMR (500 MHz, MeOD-d,) & ppm 8.48 (1
H, s), 4.05 (1 H, d, J=10.07 Hz), 3.74 (1 H, d,
J=10.07Hz),3.26 (1H,s),3.14 (1H,d, J=14.65
Hz), 2.76 - 3:02 (4 H, m), 2.59 (3 H, s), 2.46 (3
H, s), 2.09 - 2.23(1 H, m), 1.57 - 1.89 (3 H, m)

168

1.73

390.20

TH NMR (500 MHz, MeOD-d,)  ppm 9.27 (1
H, s), 8.14 (1 H, d, J=2.14 Hz), 7.93 (1 H, dd,
J=8.85,1.83Hz), 7.78(1H, d, J=8.85 Hz), 4.11
(1H,d, J=10.07 Hz), 3.80 (1H, d, J=10.07 Hz),
3.28(1H,s), 3.15 (1 H, d, J=14.95 Hz), 2.78 -
3.02(4 H, m), 2.05-2.25 (2 H, m), 1.52 - 1.88
(3H, m)

169

0.71

260.40

1H NMR (500 MHz, MeOD-d,) & ppm 8.73 (1
H,s), 8.59 (2 H, br.s.), 3.86 (1 H, d, J=9.77
Hz), 3.56 (1H, d, J=9.77 Hz), 3.18 - 3.26 (1 H,
m), 3.05-3.12 (1 H, m), 2.72 - 2.99 (4 H, m),
217 (1H, br.s.),2.01 (1H, br.s.), 1.54 - 1.86
(3H, m)

170

0.78

290.30

1H NMR (400 MHz, CDCl5) § ppm 8.57 (1 H,
br.s.), 7.97 (1 H, d, J=1.51 Hz), 7.80 (1 H, d,
J=1.26 Hz), 3.90 (3H, s), .3.87 (1 H, d, J=9.06
Hz), 3.54 (1 H, d, J=9.06 Hz), 3.32 (1 H, dd,
J=14.86,1.76 Hz), 2.69 - 3.04 (5 H, m), 2.13 -
2.23 (1H, m), 2.06 - 2.11 (1 H, m), 1.63 - 1.76
(1H, m), 1.41-1.61 (2 H, m)

171

1.06

368.40

TH NMR (400 MHz, MeOD-d,)  ppm 3.99 (1
H, d, J=10.07 Hz), 3.68 (1 H, d, J=10.07 Hz),
3.15-3.24 (1H, m), 3.02-3.10 (1 H, m), 2.68
-2.96 (4 H, m), 2.53 (6 H, s), 2.02-2.19 (2 H,
m), 1.46 - 1.83 (3 H, m)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
lon
[M+H]*

1TH NMR

172

0.89

304.25

TH NMR (400 MHz, MeOD-d,)  ppm 6.22 (1
H,s), 3.99 (1 H, d, J=10.07 Hz), 3.89 (3 H, s),
3.67(1H,d, J=10.07 Hz), 3.15-3.25 (1 H, m),
3.00-3.11(1H, m), 2.67-2.97 (4 H, m), 2.32
(3H,s),2.00-2.19(2H, m), 1.42-1.83(3H, m)

173

1.07

371.17

TH NMR (500 MHz, DMSO-D6) & ppm 8.57 (s,
1 H), 7.46 - 7.54 (m, 6 H), 7.31 (t, J=7.93 Hz,
2H), 6.87 (dd, J=8.24, 2.44 Hz, 2 H), 3.87 (d,
J=9.77 Hz, 2 H), 3.82 (s, 6 H), 3.61 (d, J=9.77
Hz, 2 H), 3.03 (s, 4 H), 2.75 - 2.84 (m, 4 H),
2.68 (t, J=7.63 H, 4 H), 2.06 (s, 2 H), 1.93 (s,
2 H), 1.56 - 1.64 (m, 4 H), 1.50 (dd, J=9.48,
2.44 Hz, 2 H)

174

1.32

363.44

TH NMR (500 MHz, DMSO-dg) 5 ppm 8.73 -
8.93 (m, 1 H), 7.73 (s, 1 H), 7.20 (s, 1 H), 3.91
(d, J=9.77 Hz, 1 H), 3.66 (d, J=10.07 Hz, 1 H),
3.05 (s, 2 H), 2.74 - 2.89 (m, 1 H), 2.68 J=7.63
Hz, 1H), 2.54 (s, 3 H), 2.09 (br. s., 2 H), 1.83
-1.98 (m, 1 H), 1.42 - 1.69 (m, 2 H)

175

0.40

274.26

1H NMR (400 MHz, MeOD-d,) & ppm 8.36 (1
H,d, J=5.04 Hz), 6.82 (1 H, d, J=5.04 Hz), 3.98
(1H,d,J=10.07 Hz), 3.67 (1H, d, J=10.07 Hz),
3.17-3.25(1H, m), 3.03-3.10 (1 H, m), 2.70
-2.96 (4 H, m), 2.41 (3H,s), 1.98-2.22 (2 H,
m), 1.44 - 1.87 (3 H, m)

176

0.72

288.25

TH NMR (400 MHz, MeOD-d,)  ppm 6.72 (1
H, s), 3.98 (1 H, d, J=10.07 Hz), 3.67 (1 H, d,
J=9.82 Hz), 3.18-3.24 (1H, m), 3.02-3.12 (1
H, m), 2.65-2.96 (4 H, m), 2.36 (6 H, s), 2.02
-2.21 (2H, m), 1.45-1.83 (3H, m)

177

213

362.28

TH NMR (400 MHz, MeOD-d,;) & ppm 8.37 (1
H, s), 8.24 (1 H, dd, J=7.55, 1.51 Hz), 7.88 (1
H,s),7.19=7.44(3H,m),4.02(1H,d, J=10.07
Hz), 3.71 (1 H, d, J=10.07 Hz), 3.24 (1 H, d,
J=16.87 Hz), 3.05-3.12 (1 H, m), 2.70-2.99
(8H, m),2.05-2.21(2H, :m), 1.48-1.84(3
H, m)
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(continued)

Example
Number

LCMS LCMS
R, RT lon
(min) [M+H]*

1TH NMR

178

1.31 370.18

H NMR (400 MHz, MeOD-d,)) 5 Ppm 8.32 (1
H,s),3.94-4.03(4H,m), 3.68 (1H,d,J=10.07
Hz), 3.15-3.26 (1 H, m), 3.01 - 3.12 (1H, m),
2.68-2.96 (4 H, m), 2.01-2.16 (2 H, m), 1.51
-1.84 (3H, m)

179

-+ \ 7/ 1.87

353.28

TH NMR (500 MHz, MeOD-d,) § ppm 7.83 (1
H,s),7.63-7.76 (1H,m), 7.19 (1 H,dd, J=9.00,
2.90 Hz), 7.09 (1 H, d, J=2.75 Hz), 3.93 - 4.02
(1H, m),3.84-3.93(3H, m),3.69(1H,d,
J=9.77 Hz), 3.26 (1 H, d, J=14.65 Hz), 3.11 (1
H,d, J=14.95 Hz), 2.70 - 3.01 (4 H, m), 2.39 (3
H,s), 2.06-2.27 (2 H, m), 1.57 - 1.85 (3 H, m)

180

1.94 350.30

1H NMR (400 MHz, MeOD-d,)) 5 ppm 7.91 -
8.15(2H, m), 7.38-7.53 (3H, m), 7.31 (1 H,
s), 4.02 (1 H, d, J=10.07 Hz), 3.70 (1 H, d,
J=10.07 Hz), 3.17-3.26 (1 H, m), 3.02 - 3.14
(1H, m), 2.66-2.98 (4 H, m), 248 (3H, s),
2.03-2.20 (2 H, m), 1.49 - 1.83 (3 H, m)

181

1.17 336.40

TH NMR (400 MHz, MeOD-d,) & ppm 8.55 (1
H, d, J=5.29 Hz), 8.08 (2 H, dd, J=6.67, 2.90
Hz), 7.44 - 7.53 (3H, m), 7.40 (1 H, d, J=5.29
Hz), 4.01 (1 H, d, J=10.07 Hz), 3.70 (1 H, d,
J=10.07 Hz), 3.20- 3.28 (1 H, m), 3.04 - 3.14
(1H, m),2.67-2.99 (4H, m), 2.05-2.24 (2 H,
m), 1.49 - 1.85 (3H, m)

182

N—N 042 | 289.22

1H NMR (400 MHz, MeOD-d,) & ppm 4.02 (1
H, d, J=10.32 Hz), 3.71 (1 H, d, J=10.32 Hz),
3.23(1H, d, J=15.36 Hz), 3.03-3.13 (1 H, m),
2.69-2.98 (4 H, m), 2.54 (3 H, s), 2.48 (3 H,
s),2.01-2.21 (2 H, m), 1.41 - 1.85 (3 H, m)

183

382.19

TH NMR (500 MHz, DMSO-D6) § ppm 12.37
(s, 1H), 8.01 (s, TH), 7.53 (s, 1 H), 7.45 (d,
J=9.16 Hz, 1 H), 7.28 (d, J=8.85 Hz, 1 H), 3.82
(d, J=9.16 Hz, 1 H), 3.57 (d, J=9.46 Hz, 1 H),
3.00 (s, 2 H), 2.78 (s, 2 H), 2.67 (t, J=7.48 Hz,
2 H), 1.96 - 2.04 (m 1 H), 1.91 (d, J=8.85 Hz,
1H), 1.55 - 1.63 (m, 2 H), 1.47 (d, J=7.02 Hz,
1 H)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
lon
[M+H]*

1TH NMR

184

0.75

274.30

TH NMR (400 MHz, CDCl3) & ppm 9.08 (1 H,
br.s.), 8.12(1H,s), 7.85 (1 H, s), 3.89 (1 H,
d, J=9.32 Hz), 3.55 (1 H, d, J=9.32 Hz), 3.28
(1H, dd, J=14.86, 1.26 Hz), 2.62 - 2.97 (5 H,
m), 2.35 (3 H, s), 2.06-2.17 (1 H, m, J=13.13,
9.82, 3.53, 3.38, 3.38 Hz), 2.04 (1 H, br. s.),

1.59-1.73 (1 H, m), 1.37 - 1.57 (2 H, m)

185

0.75

274.30

TH NMR (400 MHz, CDCl3) 8 ppm 9.29 (1 H,
br.s.), 7.90 (2 H, br. s.), 3.90 (1 H, d, J=932
Hz), 3.55 (1 H, d, J=9.06 Hz), 3.35 (1 H, d,
J=14.86 Hz), 2.65 - 3.08 (5 H, m), 2.56 (3 H,
s),2.12-2.27 (1H, m), 2.08 (1 H, br. s.), 1.62
-1.77 (1 H, m), 1.38 - 1.61 (2 H, m)

186

0.79

288.30

TH NMR (400 MHz, CDCl3) § ppm 9.16 (1 H,
br.s.), 7.78 (1 H, s), 3.88 (1 H, d, J=9.06 Hz),
3.53(1H,d,J=9.32Hz), 3.34 (1H,dd, J=14.86,
2.01 Hz), 2.64 - 3.07 (5 H, m), 2.55 (3 H, s),
2.38 (3 H,s),2.14-2.25 (1 H, m), 2.04 - 2.11
(1H, m), 1.68 (1 H, dddd, J=13.94, 9.66, 4.53,
4.34 Hz), 1.41-161 (2 H, m)

187

0.58

1H NMR (500 MHz, DMSO-dg) d ppm 3.73 -
3.87 (m, 1 H), 3.47 - 3.58 (m, 1 H), 2.98 (s, 2
H), 2.71 - 2.85 (m, 2 H), 2.65 (t, J=7.78 Hz, 2
H), 2.18 (s, 3 H), 2.11 (s, 3 H), 2.00 (br. s" 1
H), 1.80-1.96 (m, 1 H), 1.57 (dd, J=8.24,2.75
Hz, 3 H)

188

0.86

325.20

H NMR (500 MHz, DMSO-dg) 8 ppm 8.07 (d,
J=7.32 Hz, 2H), 7.42 (d, J=7.63 Hz, 3 H), 3.87
(s, 1 H), 3.55-3.70 (m, 1 H), 3.02 (s, 2 H), 2.72
-2.88 (m, 2 H), 2.68 (s, 2 H), 1.98 - 2.10 (m, 1
H), 1.81 - 1.97 (m, 1 H), 1.40 - 1.68 (m, 3 H)

189

1.04

355.24

TH NMR (500 MHz, DMSO-dg) 5 ppm 7.36 -
7.47 (m, 3 H), 7.24 - 7.34 (m, 2 H), 3.84 (d,
J=10.07 Hz, 1H), 3.58(d, J=9.77 Hz, 1 H), 3.01
(s, 2 H), 2.71-2.87 (m, 2 H), 2.66 (t, J=7.63
Hz, 2 H), 2.32 (s, 3 H), 2.04 (br. s., 1 H), 1.83
-1.98 (m, 1 H), 1.43-1.64 (m, 3 H)
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(continued)

Example
Number

1TH NMR

190

TH NMR (500 MHz, DMSO-dg) d ppm 7.43 (br.
s.,1H),5.56-5.76 (m, 1 H), 3.58 - 3.83 (m, 4
H), 3.37 - 3.52 (m, 1 H), 2.94 (s, 2 H), 2.68 -
2.88(m, 2 H), 2.60-2.68 (m, 2 H), 1.94 (br. s.,
2 H), 1.37 - 1.65 (m, 3 H)

191

TH NMR (400 MHz, MeOD) § ppm 8.43 (1 H,
s), 7.58 (2 H, dd, J=7.55, 1.76 Hz), 7.39 - 7.52
(3H, m), 3.96 (1H,d, J=10.07 Hz), 3.66 (1 H,
d, J=9.82 Hz), 3.25 (1 H, d, J=16.12 Hz), 3.05
-3.14 (1H, m), 2.88-2.98 (2 H, m), 2.68 - 2.87
(2H, m), 2.24 (3H,s),2.03-2.17 2 H, m),
1.45-1.84 (3H, m)

192

TH NMR (400 MHz, MeOD) § ppm 8.64 (2 H,
d, J=5.29 Hz), 8.40 (1 H, d, J=7.81 Hz), 7.86 -
7.97 (1H, m), 7.80 (1 H, d, J=5.04 Hz), 7.47 (1
H, dd, J=6.55, 5.04 Hz), 4.03 (1 H, d, J=10.07
Hz), 3.74 (1 H, d, J=10.07 Hz), 3.29 (1 H, d,
J=1.51Hz), 3.12-3.22 (1 H, m), 2.99 (2 H, t,
J=7.68 Hz), 2.78-2.92 (2H, m), 2.03 - 2.26 (2
H, m), 1.45 - 1.88 (3 H, m)

193

TH NMR (400 MHz, MeOD) § ppm 8.69 (1 H,
s), 7.61-7.78 (2 H, m), 7.34 - 7.56 (3 H, m),
3.99(1H,d, J=10.07 Hz),3.68 (1 H,d, J=10.32
Hz), 3.15-3.25 (1 H, m), 3.02-3.11 (1 H, m),
2.92 (2 H, t, J=7.55 Hz), 2.69 - 2.86 (2 H, m);
2.01-2.20 (2 H, m), 147 - 1.81 (3 H, m)

194

LCMS LCMS
RT lon
(min) [M+H]*
0.26 262.11
1.65 350.30
1.02 337.28
NA NA
NA NA

TH NMR (400 MHz, MeOD) & ppm 9.24 (1 H,
d, J=1.51Hz), 8.60 - 8.68 (2 H, m), 8.53 (1 H,
d, J=7.99, 1.92 Hz), 7.40 - 7.64 (2 H, m), 4.05
(1H,d, J=10.32Hz), 3.76 (1H, d, J=10.07 Hz),
3.33-3.40(1H, m),3.17 -3.26 (1 H, m), 2.82
-3.09 (4H, m),2.09-2.31(2H, m), 1.55- 1.91
(3H, m)
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(continued)

Example
Number

LCMS LCMS
RT lon
(min) [M+H]*

1TH NMR

195

1.41 403.36

TH NMR (400 MHz, MeOD) § ppm 8.65 (1 H,
s),8.40(1H,s),8.17 (1H,s),7.25-7.47 (5H,
m), 4.04 (1H, d, J=10.32 Hz), 3.73 (1 H, d,
J=10.32 Hz), 3.17-3.27 (1 H, m), 3.04 - 3.13
(1H, m), 2.63-3.00 (4 H, m), 2.00-2.22 (2 H,
m), 1.48 - 1.87 (3 H, m)

196

1.69 364.36

TH NMR (400 MHz, MeOD) § ppm 8.33 (1 H,
s), 8.16 (1 H, dd, J=7.81, 1.51 Hz), 7.30-7.44
(1H, m),7.08 (1H, t,J=7.55Hz), 6.95 (1 H, d,
J=8.31Hz),5.16 (2 H, s), 4.02 (1 H, d, J=9.82
Hz), 3.71 (1 H, d, J=10.07 Hz), 3.18 - 3.26 (1
H,m), 3.04-3.13 (1 H, m), 2.93 (2 H, t, J=7.68
Hz), 2.71-2.86 (2H, m), 2.01-2.23 (2 H, m),
1.50 - 1.83 (3 H, m)

197

0.53 277.13

TH NMR (500 MHz, DMSO-D6) § ppm 8.76 (s,
1 H), 8.15 (d, J=2.44 Hz, 1 H), 7.55 (s, 1 H),
6.83 (s, 1 H), 1.79 (s, 1 H), 3.54 (d, J=10.07
Hz, 1 H), 2.92 - 3.00 (m, 3 H), 2.70 - 2.80 (m,
3 H), 2.66 (t, J=7.78 Hz, 3 H), 1.97 (s, 1 H),
1.88 (s, 1H), 153 - 1.61 (m, 3 H), 1.41 - 1.49
(m, 1 H)

198

0.77 337.07

TH NMR (500 MHz, DMSO-dg)  ppm 8.26 (br.
s., 1H), 7.76 (br. s., 1 H), 6.75 (br. s., 1 H),
3.81(br.s., 1H), 3.56 (d, J=9.46 Hz, 1 H), 2.85
-3.10 (m, 2 H), 2.56 - 2.85 (m, 4 H), 1.97 (br.
s., 2 H), 1.36 - 1.67 ,(m, 3 H)

199

0.16 289.19

TH NMR (500 MHz, MeOD) & ppm 7.90 (d,
J=6.10 Hz, 1 H), 6.74 - 7.00 (m, 2 H), 3.93 -
4.09 (m, 1 H), 3.88 (s, 3 H), 3.61-3.71 (m, 1
H), 3.14-3.25 (m, 1 H), 3.06 (d, 7=1.83 Hz, 1
H), 2.69 - 2.99 (m, 3 H), 2.07 (br. s., 2 H), 1.74
(d, J=8.24 Hz, 3H), 118 (d, J=6.41 Hz, 1 H)
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(continued)

Example
Number

LCMS
RT
(min)

LCMS
lon
[M+H]*

1TH NMR

200

0.82

332.97

TH NMR (400 MHz, DMSO-dg) § ppm 7.71 (dd,
J=8.78, 2.76 Hz, 1H), 7.59 (dd, J=8.91, 4.89
Hz, 1H), 7.17 (td, J=9.03, 2.76 Hz, 1 H), 3.89
(d, J=10.04 Hz, 1 H), 3.64 (d, J=10.04 Hz, 1
H), 2.97 - 3.13 (m, 2 H), 2.75 - 2.88 (m, 2 H),
2.67 (t, J=7.65 Hz, 2 H), 2.02 - 2.12 (m, 1 H),
1.81-1.98 (m, 1 H), 1.36 - 1.69 (m, 3 H)

201

314.35

TH NMR (400 MHz, MeOD) § ppm 8.20 (1 H,
s), 3.96 (1 H, d, J=10.07 Hz), 3.65 (1 H, d,
J=9.82 Hz), 3.20 (1 H, d), 3.06 (1 H, d), 2.91
(2 H, t, J=T:43 Hz), 2.71-2.84 (4 H, m), 2.66
(2 H, t,J=6.04 Hz), 1.98 - 2.21 (2 H, m), 1.43
-1.94 (7T H, .m)

202

0.69

300.29

TH NMR (400 MHz, MeOD) § ppm 8.30 (1 H,
s), 3.97 (1 H, d, J=9.82 Hz), 3.66 (1 H, d,
J=10.07 Hz), 3.21 (1 H, d), 3.06 (1 H, d), 2.74
-2.97 (8 H,m),2.11 (4H,dq, J=7.68, 7.51 Hz),
1.39-1.85 (3 H, m)

203

322.25

TH NMR (400 MHz, MeOD) & ppm 4.00 (1 H,
d, J=10.07 Hz), 3.69 (1 H, d, J=10.07 Hz),
3.22(1 H, d J=14.60 Hz), 3.03 - 3.14 (1 H, m),
2.69-2.97 (4 H, m), 2.46 (3H, s), 2.26 (3 H,
s),2.03-2.17 (2 H, m), 1.51- 1.84 (3H, m)

204

0.67

328.28

TH NMR (400 MHz, MeOD) § ppm 8.92 (1 H,
s), 4.05 (1 H, d, J=10.32 Hz), 3.75 (1 H, d,
J=1032 Hz), 3.24 (1 H, d, J=1.26 Hz), 3.06 -
3.17 (1H, m), 2.75-3.03 (6 H, m), 2.56-2.68 (2
H,m), 2.13 (4 H, ddd, J=12.72, 6.30, 6.17 Hz),
1.54 - 1.84 (3 H, m)

205

0.15

284.10

TH NMR (500 MHz, DMSO-D6) § ppm 9.01 (s,
1 H), 8.40 (d, J=4.88 Hz, 1 H), 7.21 (s, 1 H),
7.16 (s, 1 H), 3.84 (s. 1 H), 3.59 (d, J=10.07
Hz, 1 H), 2.94 - 3.02 (m, 3 H), 2.70 - 2.79 (m,
3 H), 2.62 - 2.68 (m, 3 H), 1.99 (s, 1 H), 1.87
(s, 1H), 1.57 (d, J=3.05 Hz, 2 H), 1.56 (s, 1 H),
1.41-1.49 (m, 1 H)
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(continued)

Example
Number

LCMS LCMS
RT lon
(min) [M+H]*

1TH NMR

206

0.78 366.10

TH NMR (500 MHz, DMSO-D6) § ppm 12.63
(s, 1H), 7.95 (d, J=7.63 Hz, 2 H), 7.68 (d,
J=6.71Hz, 1 H), 7.16 (t, J=7.32 Hz, 1 H), 3.84
(s, 1H),3.60 (s, 1 H), 3.03 (s, 2 H), 2.80 (s, 2
H), 2.64 - 2.72 (m, 2 H), 2.05 (s, 1 H), 1.92 (s,
1 H), 1.60 (d, J=8.24 Hz, 2 H), 1.48 (s, 1 H)

207

0.77 335.17

TH NMR (500 MHz, DMSO-D6) & ppm 9.05 (s,
1 H), 8.52 (d, J=2.44 Hz, 1 H), 7.91 (s, 1 H),

7.66 (d, J=7.63 Hz, 2 H), 7.47 (t, J=7.63 Hz, 2
H), 7.36 (t, J=7.32 Hz, 1 H), 6.87 (s, 1 H), 3.84
(s, 1H), 3:59 (d, J=10.07 Hz, 1 H), 2.99 (s, 2
H), 2.72 - 2.81 (m, 2 H), 2.63 - 2.71 (m, 3 H),
1.99 (s, 1 H), 1.90 (s, 1 H), 1.59 (s, 2 H), 1.42
-1.50 (m, 1 H)

208

0.63 342.25

TH NMR (500 MHz, DMSO-D6) 8 ppm 9.30 (s,
1H), 7.19 (d, J=8.55 Hz, 1 H), 6.94 (d, J=2.44
Hz, 1 H), 6.69 (dd, J=8.55, 2.14 Hz, 1 H), 3.92
(d, J=10,07 Hz, 1 H), 3.75 (s, 3 H), 3.66 (d,
J=9.77 Hz, 1 H), 3.54 (s, 3 H), 2.99 - 3.07 (m,
2 H), 2.79 (t, J=7.78 Hz, 2 H), 2.68 (t, J=7.78
Hz, 2 H), 2:02-2.07 (m, 1 H), 1.89 (dd, J=6.41,
3.36 Hz, 1 H), 1.56 - 1.64 (m, 2 H), 1.44 - 1.52
(m, 1 H)

209

0.96 300.34

TH NMR (400 MHz, MeOD) d ppm 8.27 (1 H,
d, J=5.04 Hz), 6.78 (1 H, d, J=5.29 Hz), 3.98
(1H,d, J=10.07 Hz), 3.66 (1H, d, J=10.07 Hz),
3.21 (1 H,d), 3.06 (1H,d),2.64-2.99 (4 H,

m), 2.02-2.17 (2 H, m), 1.92 - 2.05 (1 H, m),
1.54-1.82 (3 H, m), 0.92- 1.11 (4 H, m)

210

1.64 378.23

TH NMR (400 MHz, MeOD) d ppm 8.42 (1 H,
s), 3.97 (1 H, d, J=10.07 Hz), 3.66 (1 H, d,

J=10.07 Hz), 3.20 (1 H, d), 3.06 (1 H, d), 2:63
-2.97 (4H, m), 2.35-2.50 (1 H, m), 1.99-2.16
(2H,m), 1.50-1.83(3H, m), 0.98- 1.24 (4H,m)
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(continued)

Example
Number

LCMS LCMS
RT lon
(min) [M+H]*

1TH NMR

211

0.64 342.18

TH NMR (500 MHz, DMSO-D6) 8 ppm 7.98 (s,
1 H), 7.46 (t, J=7.93 Hz, 1 H), 6.91 (d, J=5.49
Hz, 1H), 6.59 - 6.65 (m, 1 H), 3.82 - 3.88 (m,
6 H),3.82 (s, 2 H), 3.55 (s, 1 H), 3.00 (s, 2 H),
2.78 (s, 2 H), 2.67 (d, J=6.71 Hz, 2 H), 2.01 (s,
1H), 1.91 (s, 1 H), 1.59 (s, 2 H), 1.46 (s, 1 H)

212

TH NMR (500 MHz, DMSO-D6) § ppm 7.94 (s,
1H), 7.37 (d, J=9.16 Hz, 1 H), 7.02 (d, J=9.46
Hz, 1 H), 6.99 (d, J=1.83 Hz, 1 H), 3.87 (s, 3
H), 3.82 (d, J=9.46 Hz, 1 H), 3.78 (s, 3 H), 3.56
(d, J=9.16 Hz, 1H), 3.00 (s, 2 H), 2.78 (s, 2 H),
2.63-2.70 (m, 2 H), 2.01 (s, 1 H), 1.91 (s, 1
H), 1.58 (s, 2 H), 1.46 (s, 1 H)

213

NMR (400 MHz, MeOD) d ppm 8.51 (2 H, s),
4.00(1H,d,J=10.32Hz),3.69 (1H,d, J=10.32
Hz), 3.22 (1 H, d), 3.08 (1 H, d), 2.70 2.98 (4
H,m),2.01-2.21 (2H, m), 1.50 - 1.84 (3 H, m)

214

TH NMR (500 MHz, DMSO-D6) ppm 8.80 (s, 1
H), 8.19 (s, 1 H), 7.66 (s, 1 H), 6.80 (s, 1 H),
3.81(s, 1H), 3.56 (d, J=10.07 Hz, 1 H), 2.92 -
3.01(m, 2 H), 2.70-2.79 (m, 2 H), 2.62 - 2.68
(m, 2 H), 1.97 (s, 1 H), 1.87 (s, 1 H), 1.57 (d,
J=7.32 Hz, 2 H), 1.40 - 1.49 (m, 1 H)

215

TH NMR (500 MHz, DMSO-D6) & ppm 9.01 (s,
1 H), 8.17 (d, J=5.49 Hz, 2 H), 6.97 (s, 2 H),
6.83 (s, 1 H), 3.83 (s, 2 H), 3.57 (d, J=10.38
Hz, 2 H), 2.93 - 3.01 (m, 3 H), 2.74 - 2.82 (m,
3 H), 2.73 (s, 1 H), 2.66 (t, J=7.63 Hz, 3 H),
1.98 (s, 2 H), 1.87 (s, 2 H), 1.53 - 1.62 (m, 3
H), 1.41 - 1.49 (m, 2 H)

216

0.63 342.25
0.35 294.25
0.36 293.14
0.35 293.14
0.82 318.30

TH NMR (400 MHz, CDCl3) § ppm 8.56 (1 H,
br.s.),7.94 (1H,d, J=1.26 Hz),7.72 (1 H, d,
J=1.26 Hz), 5.14 (1 H, spt, J=6.13, Hz), 3.85
(1H,d, J=9.06 Hz), 3.52 (1 H, d, J=9.06 Hz),
3.30(1H, dd, J=14.86, 151 Hz), 2.67 - 3.03 (5
H,m),2.11-2.26 (1H, m, J=13,17,9.84, 3.65,
3.42,3.42Hz),2.07 (1H,br.s.),1.62-1.75(1
H, m), 1.411.59 (2H, m), 1.30 (6 H, d, J=6.30
Hz)
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(continued)

LCMS LCMS
RT lon 1TH NMR
(min) [M+H]*

Example
Number

R4
TH NMR (400 MHz, DMSO-D6) § ppm 8.09 (s,
, \ 1H),7.53(s, 1H),3.80(s, 1 H), 3.54(d, J=10.32
=\ N Hz, 1 H), 3.07 - 3.18 (m, 1 H), 2.91 - 3.01 (m,
217 ‘E% 0.18 | 342.19 | 3H),2.75(d, J=8.31Hz, 2 H), 2.60-2.71 (m,
N= : 2 H), 2.19 (q, J=8.90 Hz, 1H), 2.01 - 2.12 (m,

4'H), 1.94 (s, 1 H), 1.83 (d, J=15.11 Hz, 2 H),
1.56 (s, 3 H), 1.43 (s, 1 H)

EXAMPLE 218

(R)-N-(6-(methoxymethyl)pyrimidin-4-yl)-4H-1’-azaspirofoxazole-5,3-bicyclo[2.2. 2]Joctan]-2-amine

[0369]

Step A: 6-(Methoxymethyl)pyrimidin-4-ol

[0370]

[0371] To a solution of methyl 4-methoxy-3-oxobutanoate (3.54 mL), 26.5 mmol) in methanol (30 ml) was added
formamidine acetate (3.07 g, 29.2 mmol) and sodium methoxide (13 mL, 58.4 mmol). The mixture was then heated to
reflux for 18 hours and cooled to ambient temperature, then concentrated. The residue was taken up in water and the
pH adjusted to 7 with 1N HCI. The aqueous mixture was extracted with chloroform. The combined organic layers were
dried over magnesium sulfate, filtered and concentrated to afford 6-(methoxymethyl)pyrimidin-4-ol (1.38 g, 9.85 mmol,
37.1 % yield). MS (LC/MS) R.T. = 0.19; [M+H]* = 141.20.

Step B: 4-Chloro-6-(methoxymethyl)pyrimidine
[0372]
\OWCI
N\&N

[0373] 6-(Methoxymethyl)pyrimidin-4-ol (1.38 g, 9.85 mmol) was taken up in dichloromethane (14 ml) and phosphorous
oxychloride (9 mL, 97 mmol) was added at ambient temperature. The mixture was stirred at ambient for 18 h and
concentrated. The residue was taken up in ice-water and the pH was adjusted to 7 with 1N sodium hydroxide. The
mixture was extracted with chloroform and dried over sodium sulfate, filtered and concentrated in vacuo. The residue
was purified by column chromatography (5 -10 % ethyl acetate/chloroform) to afford 4-chloro-6-(methoxymethyl)pyrimi-
dine (1.2 g, 7.57 mmol, 77 % yield) as a pale yellow oil, which solidified on standing. 1H NMR (400 MHz, CDCl/3) § ppm
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8.88(1H,d, J=1.01Hz), 7.52 (1 H,d, J=1.01 Hz),4.53 (2 H, s),3.50 (3 H, s). MS (LC/MS) R.T. = 0.98; [M+H]* = 159.10.
Step C: 6-(Methoxymethyl)pyrimidin-4-amine
[0374]

\QWNH2 ;

N

[0375] A mixture of 4-chloro-6-(methoxymethyl)pyrimidine(1.2 g, 7.57 mmol) and ammonium hydroxide (20 ml) was
heated in a sealed tube for 3 hours. The mixture was cooled to ambient temperature and concentrated. The residue
was triturated with ether to afford 6-(methoxymethyl)pyrimidin-4-amine (0.50 g, 3.59 mmol, 48 % yield) as a pale yellow
solid. "H NMR (400 MHz, CDCl3) § ppm 8.47 (1 H, s), 6.55 (1 H, s), 5.12 (2 H, br. s), 4.38 (2 H, s), 3.45 (3 H, s)-MS
(LC/MS) R.T. 0.42, [M+H]* = 140.20.

Step D: 4-Isothiocyanato-6-(methoxymethyl)pyrimidine

[0376]

[0377] To abright orange solution of 1,1’-thiocarbonyldipyridin-2(1H)-one (0.84 g, 3.59 mmol) was in dichloromethane
at ambient temperature was added 6-(methoxymethyl)pyrimidin-4-amine (0.5 g, 3.59 mmol). The orange solution was
stirred at ambient temperature for 18 h. The solution was purified by column chromatography (0-40 % ethyl acetate/hex-
anes) to afford 4-isothiocyanato-6-(methoxymethyl)pyrimidine (0.32 g, 1.77 mmol, 49 % yield) as a yellow solid. "H NMR
(400 MHz, CDCl3) & ppm 8.91 (1 H, d, J=1.26 Hz), 7.19 (1 H, d, J=1.01 Hz), 4.52 (2 H, s), 3.49 (3 H, s). MS (LC/MS)
R.T. =1.39; [M+H]* = 182.10.

Step E: (R)-N-(6-(Methoxymethyl)pyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2. 2. 2Joctan]-2-amine

[0378]

[0379] To (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.39 g, 1.71 mmol) in dimethylformamide was added
cesium carbonate (1.39 g, 4.28 mmol) and 4-isothiocyanato-6-(methoxymethyl)pyrimidine (0.31 g, 1.71 mmol). The
suspension was stirred at ambient temperature for 15 min. To the reaction mixture was added N,N’-diisopropylcarbod-
iimide (0.80 mL, 5.13 mmol) and the mixture was stirred overnight then concentrated. The residue was purified by column
chromatography (5-25% 9:1 methanol/ammonium hydroxide in ethyl acetate) to afford (R)-N-(6-(methoxymethyl)pyri-
midin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.18 g, 0.58 mmol, 34 % yield) as a yellow solid.
H NMR (400 MHz, MeOD-d,) & ppm 8.65 (1 H, d, J=1.01 Hz), 6.92 (1 H, br. s.), 4.40 (3 H, s), 4.03 (1 H, d, J=10.32
Hz), 3.72 (1 H,d, J/=10.32 Hz), 3.44 (2 H, s), 3.18 - 3.26 (1 H, m), 3.06 - 3.13 (1 H, m), 2.69-2.96 (4 H, m), 1.94 - 2.19
(2H, m), 1.45-1.86 (3 H, m). MS (LC/MS) R.T. = 0.76; [M+H]* = 304.30.
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EXAMPLE 219
(R)-N-(5-(Cyclopentyloxy)pyrimidin-2yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0380]

Ne—=
’ ; o .
avs -
T NG

Step A: 2-Chloro-5-(cyclopentyloxy)pyrimidine

[0381]

e

<<::]f€b

[0382] A mixture of 2-chloropyrimidin-5-ol (1 g, 7.66 mmol), chlorocyclopentane (2.39 mL, 22.98 mmol) and potassium
carbonate (3.18 g, 22.98 mmol) in N,N-dimethylformamide were heated at 65° C for 16 h at ambient temperature. Water
was added and the mixture was extracted with ethyl acetate. The organic layer was washed with water and brine, dried
over sodium sulfate and concentrated in vacuo. The residue was purified by column chromatography (0-25 % ethyl
acetate/hexanes) to afford 2-chloro-5-(cyclopentyloxy)pyrimidine (831 mg, 4.18 mmol, 54.6 % yield) as a white solid.
MS (LC/MS) R.T. = 2.32; [M+H]* = 199.23.

=Z
4

Step B: 5-(Cyclopentyloxy)pyrimidin-2-amine

[0383]

[0384] 5-(Cyclopentyloxy)pyrimidin-2-amine was prepared from 2-chloro-5-(cyclopentyloxy)pyrimidine by following the
general procedures of Example 218, Step C. "H NMR (400 MHz, DMSO-dg) § ppm 7.99 (2 H, s), 6.18 (2 H, s), 4.54 -
4.75(1H, m),1.30-1.91(8 H, m). MS (LC/MS) R.T. = 1.47; [M+H]* = 180.24.

Step C: (R)-N-(5-(Cyclopentyloxy)pyrimidin-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclof2. 2. 2]Joctan]-2-amine

[0385]
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[0386] (R)-N-(5-(Cyclopentyloxy)pyrimidin-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine was pre-
pared from 5-(cyclopentyloxy)pyrimidin-2-amine by following the general procedures of Example 23, Steps A-B. H
NMR (400 MHz, MeOD-d,) 6 ppm 8.24 (2 H, s), 4.76 - 4.86 (1 H, m), 3.98 (1 H, d, J=10.07 Hz), 3.69 (1 H, d, J=10.07
Hz), 3.33 (1 H, d), 3.20 (1 H, d), 2.77 - 3.08 (4 H, m), 2.04 - 2.26 (2 H, m), 1.49 - 2.03 (11 H, m). MS (LC/MS) R.T. =
1.56; [M+H]* = 344.32.

[0387] The compounds in Table 5 were synthesized according to the method of Example 218 using the appropriate
commercially available chlorides as in Example 218, Step C.

Table 4.

H
.N*;Ba

LCMS | LCMs
R, RT lon TH NMR
(min) | [M+H]*

Example
Number

TH NMR (400 MHz, CDCl3) 3 ppm 9.82 (1H, br. s.), 8.62
(1H,s), 7.95 (1 H, dd, J=8.18, 1.13 Hz), 7.72 (1 H, dd,
st J=8.18,1.13 Hz), 7.58 - 7.64 (1H, m, J=7.62, 7.62, 7.05,
A w— 1.39 Hz), 7.51 (1 H, ddd, J=7.68, 7.05, 1.26 Hz), 4.05 (1

\
220 N—@ 099 | 31030 |} 4 =9.32 Hz), 3.70 (1H, d, J=9.57 Hz), 3.39 (1 H, dd,
J=14.86,1.51 Hz), 2.72-3.06 (5H, m), 2.12-2.26 (2 H,

m), 1.69 - 1.80 (1 H, m), 1.45 - 1.64 (2 H, m). M.P.
212-5°C.

TH NMR (400 MHz, DMSO-dg) 8 ppm 8.31 (1H, s), 7.80
132 | 180.09 | (1H,d,J=2.52Hz), 7.55 (1 H,dd, J=8.81, 2.52 Hz), 7.50
(1H, d, J=9.06 Hz), 7.13 (2 H, s)

221

TH NMR (400 MHz, MeOD-d,) 8 ppm 8.60 (s, 1 H), 7.60
(d, J=6.04 Hz, 1H), 7.52 (s, 1 H), 4.04 - 417 (m, 1 H),
0.90 | 316.30 | 3.73-3.87(m, 1H), 3.23-3.26 (m, 1H), 3.07-3.19 (m,
1 H), 2.88 - 3.01 (m, 2 H), 2.75 - 2.88 (m, 2 H), 2.08 -
2.27 (m, 2 H), 1.56 - 1.86 (m, 3 H)

222

TH NMR (400 MHz, MeOD-d ) 5 ppm 8.52 (1 H, s), 7.30
(1H, d, J=1.01 Hz), 4.03 - 4.09 (1H, m), 3.76 (1 H, -d,

228 | 35820 | J=10.07 Hz), 3.16-3.27 (2 H, m), 3.06 - 3.14 (1 H, m),
2.68-3.01 (4 H, m), 2.01-4.23 (2 H, m), 1.54-1.82 (3
H, m), 1.37 (6 H, d, J=6.80 Hz)

223

TH NMR (400 MHz, MeOD-d,) 6 ppm 8.63 (1H, s), 6.73
(1H, br.s.), 4.02 (1H,d, J=10.32 Hz), 372 (1 H, d,
0.86 | 302.24 | J=10.32Hz), 3.17-3.25 (1 H, m), 3.01 - 3.13 (1 H, m),
2.68-2.97 (5H, m), 1.98-2.16 (2 H, m), 1.51-1.82 (3
H, m), 1.24 (6 H, d, J=7.05 Hz)

224

TH NMR (400 MHz, MeOD-d ;) 8 ppm 8.60 (1 H, s), 6.71
(1 H, br. s.), 4.02(1H, d, J=10.32 Hz), 3.71 (1 H, d,
025 | 274.19 | J=10.32Hz), 3.17 - 3.24 (1 H, m), 3.04 - 3.13 (1 H, m),
2.65-3.02 (4 H, m), 2.37 (3H, s), 1.99 - 2.20 (2 H, m),
1.32-1.88 (3 H, m)

225
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(continued)

Exarmole LCMS | LCMS
Num;;r R RT lon H NMR
(min) | [M+H]*
1H NMR (400 MHz, MeOD-d,) 5 ppm 8.38 (2 H, ), 3.97
N (1H, d, J=10.07 Hz), 3.66 (1 H, d, J=10.07 Hz), 3.16 -
226 _§_<\}_ 037 | 27426 | 325(1H, m), 3.02-3.13 (1H, m),2.92 (2 H, t, J=7.55
\_/ Hz), 2.73-2.86 (2 H, m),2.21 (3H,s),2.03- 2.16 2 H,
m), 1.45 - 1.86 (3 H, m)
1H NMR (400 MHz, MeOD-d )5 ppm 8.41 (2 H, s), 3.98
(1H, d, J=10.07 Hz), 3.67 (1 H, d, J=10.07 Hz), 3.17 -
N= 3.25 (1 H, m), 3.02-3.13 (1 H, m), 292 (2 H, t, J=7.43
22 '%ﬂ&:;>‘“/ 0.96 | 28831 | 1)) 2.72-2.87 (2H, m), 257 (2 H, q, J=7.55 Hz), 2.01
N ' -223(2H,m), 1.48-1.84(3H, m), 1.22 (3 H, t, J=7.68
Hz)
EXAMPLE 228

(R)-N-(6-(2,2, 2-Trifluoroethoxy)pyrimidin-4-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2.2. 2]Joctan]-2-amine

[0388]

7., N

Step A: 4-Chloro-6-(2,2, 2-trifluoroethoxy)pyrimidine

[0389]

A ;o;équﬁ<§_;<?
AN

o

¢

CFy

[0390] A solution of 2,2,2-trifluoroethanol (2.61 g, 26.10 mmol) in tetrahydrofuran (12 ml) was added dropwise to a
suspension of sodium hydride (1.31 g, 32.60 mmol) in tetrahydrofuran (48 ml) at 0 °C. The mixture was stirred at 0°C
for 30 min and a solution of 4,6-dichloropyrimidine (3.6 g, 24.16 mmol) in tetrahydrofuran (12 ml) was added at 0 °C.
The reaction mixture was stirred at ambient temperature for 3 h and poured into sat. aqueous ammonium chloride and
extracted with ethyl acetate. The ethyl acetate extract was washed with water, dried over magnesium sulfate and con-
centrated in vacuo. The orange residue was purified by column chromatography (10-40 % ethyl acetate/hexanes) to
afford 4-chloro-6-(2,2,2-trifluoroethoxy)pyrimidine (2.0 g, 2.41 mmol, 38.9 % yield) as a pale yellow oil. MS (LC/MS) R.T.
=2.78; [M+H]* = 213.12.

Steep B: 6-(2,2,2-Trifluoroethoxy)pyrimidin-4-amine

[0391]
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[0392] 6-(2,2,2-trifluoroethoxy)pyrimidin-4-amine was prepared from 4-chloro-6-(2,2,2-trifluoroethoxy)pyrimidine by
following the general procedure of Example 218, Step C. MS (LC/MS) R.T. = 1.16; [M+H]* = 194.07.

Step C: (R)-N-(6-(2,2,2-Trifluoroethoxy)pyrimidin-4-yl)-4H-1’-azaspirofoxazole-5,3 -bicyclo[2.2.2]octan]-2-amine

[0393]

[0394] (R)-N-(6-(2,2,2-trifluoroethoxy)pyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine  was
prepared from 6-(2,2,2-trifluoroethoxy)pyrimidine 4-amine by following the general procedures of Example 23, Steps
A-B. "H NMR (400 MHz, CDCl3) 8 ppm 9.30 (1 H, br.s.). 8.39 (1 H, s), 6.38 (1 H, br. s.), 459 -4.84 (2 H, m), 3.94 (1
H, d, J=9.32 Hz), 3.59 (1 H, d, J=9.57 Hz). 3.33 (1 H, d, J=16.62 Hz), 2.61-3.01 (5H, m), 1.97-2.25(2 H, m), 1.37 -

1.81 (3 H, m). MS (LC/MS) R.T. = 1.42; [M+H]* = 358.33.
EXAMPLE 229
(R)-N-(5-Bromo-4-isopropylpyrimidin-2-yl)-4H-1’-azaspirofoxazole-5,3’-bacyclof2. 2. 2Joctan]-2-amine

[0395]

Step A: 4-Isopropylpyrimidin-2-amine

[0396]

[0397] 4-Isopropylpyrimidin-2-amine was prepared from 2-chloro-4-isopropylpyrimidine by following the general pro-
cedure for Example 218, Step C. "H NMR (400 MHz, DMSO-dg) d ppm 8.10 (1 H, d, J=5.04 Hz), 6.45 (3 H, d, J=5.04
Hz), 2.59-2.80 (1 H, m), 1.15 (6 H, d, J=7.05 Hz). MS (LC/MS) R.T. = 0.76; [M+H]* = 138.12.

Step B: 5-Bromo-4-isopropylpyrimidin-2-amine

[0398]
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’NHz
A
%/
Br ’
[0399] N-Bromosuccinimide (0.5 g, 2.8 mmol) was added to a solution of 4-isopropylpyrimidin-2-amine (0.39 g, 2.81
mmol) in chloroform. The resultant yellow solution was stirred at ambient temperature for 1 h and concentrated in vacuo.
The residue was purified by column chromatography (3-10% 9:1 methanol:ammonium hydroxide in chloroform) to afford

5-bromo-4-isopropylpyrimidin-2-amine (0.69 g, 3.18 mmol, 113 %) as a pale yellow solid. TH NMR (400 MHz, DMSO-
dg)dppm8.21(1H,s),6.75(2H,s),3.10-3.23(1H, m), 1.14(6 H,d, J=6.80 Hz). MS (LC/MS) R.T. =2.58; [M]* =216.09.

Step C: (R)-N-(6-Bromo-4-isopropylpyrimidin-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2. 2. 2Joctan]-2-amine

[0400]

HN—<\

lN "‘,, /N

[0401] (R)-N-(5-Bromo-4-isopropylpyrimidin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was pre-
pared from 5-bromo-4-isopropylpyrimidin-2-amine by following the general procedures of Example 23, Steps A-B. H
NMR (400 MHz, MeOD-d,) 8 ppm 8.49 (1 H, s), 4.02 (1 H, d, J=10.07 Hz), 3.72 (1 H, d, J=10.07 Hz), 3.34 - 3.44 (1 H,
m), 3.23 (1 H, s),3.06-3.15(1H, m),2.95 (2 H,t, J=7.55Hz),2.75-2.89 (2H, m), 2.00-2.21(2H, m), 1.52-1.83 (3
H, m), 1.24 (6 H, d, J=6.80 Hz). MS (LC/MS) R.T. = 1.84; [M+H]* = 382.24.

z

EXAMPLE 230
(R)-N-(5-Bromo-4-(pyridin-3-yl) pyrimidin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2. 2. 2]octan]-2-amine

[0402]

[0403] (R)-N-(5-Bromo-4-(pyridin-3-yl)pyrimidin-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine was
prepared from 4-(pyridin-3-yl)pyrimidin-2-amine by following the general procedures of Example 229, Steps B-C. H
NMR (400 MHz, MeOD-d,) 6 ppm 8.92 (1 H, d, J=1.51 Hz), 8.73 (1 H, s), 8.64 (1 H, dd, J=4.91, 1.64 Hz), 8.23 (1 H, dt,
J=8.06, 1.89 Hz), 7.56 (1 H, dd, J=7.93, 4.91 Hz), 4.00 (1 H, d, J=10.07 Hz), 3.69 (1 H, d, J=10.07 Hz), 3.22 (1 H, d),
3.07(1H,d),2.60-2.99 (4 H, m),2.00-2.21 (2H, m), 1.50- 1.83 (3H, m). MS (LC/MS) R.T. =0.76; [M+H]* = 416.30.
EXAMPLE 231

(R)-N-(6-(Cyclopentyloxy)pyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2. 2]octan]-2-amine

[0404]
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N::\
HN \ /

[ h@u’/ O

Step A: 4-Chloro-6-(cyclopentyloxy)pyrimidine

[0405]

[0406] A solution of cyclopentanol (2.25 g, 26.1 mmol) in tetrahydrofuran (12 ml) was added dropwise to a suspension
of sodium hydride (1.31 g, 32.6 mmol) in tetrahydrofuran (48 ml) at 0° C. The mixture was stirred at 0° C for 30 min and
a solution of 4,6-dichloropyrimidine (3.6 g, 24.16 mmol) in tetrahydrofuran (12 ml) was added at 0° C. The reaction
mixture was stirred at ambient temperature for 3 h and poured into sat. aqueous ammonium chloride and extracted with
ethyl acetate. The organic layers were washed with water, dried over magnesium sulfate and concentrated in vacuo.
The orange residue was purified by column chromatography (10-40 % ethyl acetate/hexanes). To afford 4-chloro-6-(cy-
clopentyloxy)pyrimidine as a pale yellow oil. This material was used directly for the next reaction.

Step B: 6-(Cyclopentyloxy)pyrimidin-4-amine

[0407]

[0408] 6-(Cyclopentyloxy)pyrimidin-4-amine was prepared from 4-chloro-6-(cyclopentyloxy)pyrimidine by following the
general procedure of Example 218, Step C. MS (LC/MS) R.T. = 1.64; [M+H]* = 180.22.

Step C: (R)-N-(6-(Cyclopentyloxy)pyrimidin-4-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclof2. 2. 2]Joctan]-2-amine

[0409]

[0410] (R)-N-(6-(cyclopentyloxy)pyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was pre-
pared from 6-(cyclopentyloxy)pyrimidin’-4-amine by following the general procedures of Example 23, Steps A-B. TH
NMR (400 MHz, MeOD-d,) 6 ppm 8.37 (1 H, s), 6.16 (1 H, br.s.), 5.27 (1 H, br. s.), 3.98 (1 H, d, J=10.32 Hz), 3.67 (1
H,d, J=10.32 Hz), 3.15-3.24 (1H, m), 3.02-3.12(1H, m),2.71-2.97 (4 H, m), 2.01 - 2.14 (2H, m), 1.87 - 2.00 (3 H,
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m), 1.49 - 1.84 (8 H, m). MS (LC/MS) R.T. = 1.96; [M+H]* = 344.34.
EXAMPLE 232
(R)-N-(6-Isopropoxypyrimidin-4-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2, 2,2]Joctan]-2-amine

[0411]

[0412] (R)-N-(6-Isopropoxypyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was prepared
from 4,6-dichloropyrimidine by following the general procedures of Example 231, Steps A-C. 'H NMR (400 MHz, MeOD-
dy)dppm8.37(1H,s),6.13(1H,br.s.),509-530(1H,m),3.98(1H,d, J=10.32 Hz), 3.67 (1 H, d, J=10.32 Hz), 3.13
-3.24(1H,m),3.01-3.09(1H, m),2.68-2.98(4H, m), 1.98-2.17 (2H, m), 1.49-1.83 (3 H, m), 1.30 (6 H, d, J=6.04
Hz). MS (LC/MS) R.T. = 1.36; [M+H]* 318.24.

EXAMPLE 233
(R)-N-(6-(2,2-Difluoroethoxy)pyrimidin-4-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2. 2Joctan]-2-amine

[0413]

CHF,
[0414] (R)-N-(6-(2,2-Difluoroethoxy)pyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine was
prepared from 4,6-dichloropyrimidine by following the general procedures of Example 231, Steps A-C. M.P. 83-8 °C.
1H NMR (400 MHz, MeOD-d,) 6 ppm 8.42 (1 H, s), 5.93-6.37 (2H, m), 452 (2 H, td, J=13.98, 3.78 Hz), 3.99 (1 H, d,
J=10.32 Hz), 3.68 (1 H, d, J=10.32 Hz), 3.19 (1 H, d), 3.07 (1 H, d), 2.67 -2.97 (4 H, m), 1.99-2.19 (2 H, m), 1.51 -
1.82 (3H, m). MS (LC/MS) R.T. = 0.99; [M+H]* = 340.26.
EXAMPLE 234
(R)-N-(Pyridin-2-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2. 2]Joctan]-2-amine

[0415]

[0416] (R)-N-(Pyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was prepared from (R)-N-(6-
bromopyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (from Example 155) according to the gen-
eral procedure of Example 19, Step C. TH NMR (500 MHz, MeOD-d,) 6 ppm 8.26 (d, J=4.88 Hz, 1 H), 7.58 - 7.74 (m,
1 H), 6.85-7.02 (m, 2 H), 4.00 (d, J=10.07 Hz, 1 H), 3.70 (d, J=10.07 Hz, 1 H), 3.26 - 3.35 (m, 1 H), 3.14- 3.21 (m, 1
H), 3.02 (d, J=8.24 Hz, 2 H), 2.84 - 2.97 (m, 2 H), 2.11 - 2.25 (m, 2 H), 1.58 - 1.92 (m, 3 H). MS (LC/MS) R.T. = 0.30;
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[M+H]* 259.16.
EXAMPLE 235
(R)-N-(Pyridin-4-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2. 2]Joctan]-2-amine

[0417]

[0418] (R)-N-(Pyridin-4-yl)-4H-1’-azaspiror[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was prepared from (R)-N-(2-
bromopyridin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (from Example 154) according to the pro-
cedure of Example 19, Step C. "H NMR (500 MHz, MeOD-dy) 6 ppm 8.31 (d, J=6.41 Hz, 2 H), 7.39 (d, J=3.97 Hz, 2
H), 4.01 (d, J=12.21 Hz, 1 H), 3.70 (d, J=11.90 Hz, 1 H), 3.37 (s, 1 H), 3.29 (s, 1 H), 3.18 (d, J=1.83 Hz, 1 H), 3.15 (d,
J=2.14 Hz, 1 H), 2.86-3.09 (m, 3 H),2.02-2.20 (m, 1 H), 1.5-1.88 (m, 3 H). MS (LC/MS) R.T. = 0.22; [M+H]* = 259.16.
Example 236

(R)-N-(5-(Benzyloxy)thiazolo[5,4-b]pyridin-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2. 2. 2]octan]-2-amine

[0419]

[NAJ?EM: e O

Step A: 5-(Benzyloxy)thiazolo[5,4-b]pyridin-2-amine

[0420]

H N " i
2 "S \

[0421] Potassium thiocyanate (12.42 g, 128 mmol) was suspended in acetic acid (45.0 mL) and cooled to 0 °C.
6-(Benzyloxy)pyridin-3-amine (3.2 g, 15.98 mmol), prepared according to W0O2006/044707 was added. Bromine (2.55
mL, 49.5 mmol) in acetic acid (15 mL) was added dropwise over 30 minutes during which time the reaction mixture
became very thick. It was allowed to warm to room temperature slowly and stirred overnight.

[0422] Water (20ml) was added and the reaction mixture was heated to 90 °C and filtered hot. The filtrate was salved
and the filter cake returned to the reaction flask, to which was added an additional 40m| HOAc. The mixture was again
heated to 90°C and filtered hot. The combined filtrates were cooled on ice bath and NH,OH was added dropwise until
pH >8. A yellow precipitate formed which was collected by filtration. The solids were dried in vacuo for 1h to provide
5-(benzyloxy)thiazolo[5,4-b]pyridin-2-amine (1.95 g, 7.58 mmol, 47 .4 % yield), which was used without further purification.
1H NMR (400 MHz, CDCl3) § ppm 7.70 (d, J=8.78 Hz, 1 H) 7.48 (d, J=7.28 Hz, 2 H) 7.39 (t, J=7.28 Hz, 2 H) 7.30 7.36
(m, 1H)6.78 (d, J=8.78 Hz, 1 H) 5.39 (s, 2H) 5.14 (br. s., 2 H).

Step B: Dimethyl 5-(benzyloxy)thiazolo[5,4-b]pyridin-2-ylcarbonimidodithioate

[0423]
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[0424] To a suspension of 5-(benzyloxy)thiazolo[5,4-b]pyridin-2-amine (800 mg, 3.11 mmol) in DMF (3.1 mL) was
added 20.0M sodium hydroxide (0.3 mL, 6.22 mmol). The mixture was allowed to stir 10 min at room temperature at
which time carbon disulfide was added (0.47 mL, 7.77 mmol) and the mixture was stirred for 10 minutes. An additional
portion of 20.0M sodium hydroxide (0.3 mL, 6.22 mmol) was added and the mixture was again stirred for 10 minutes.
Finally, iodomethane (0.47 mL, 7.46 mmol) was added dropwise. The mixture was stirred for 1 hour, at which time it
was poured into water and extracted with EtOAc (3x). The combined organics were washed with brine, dried over sodium
sulfate, filtered and concentrated in vacuo. The crude mixture was purified by silica gel chromatography 2-20%
EtOAc/CHCI,) to provide dimethyl 5-(benzyloxy)thiazolo[5,4-b]pyridin-2-ylcarbonimidodithicate (1.02g, 91% yield) as a
yellow crystalline solid. 1H NMR (400 MHz, CDCI3) 6 ppm 8.02 (d, J=8.78 Hz, 1 H) 7.51 (d, J=7.28 Hz, 2 H) 7.38 - 7.45
(m,2H)7.32-7.38 (m, 1H)6.89 (d, J=8.53 Hz, 1H)5.46 (s, 2 H) 2.65 (s, 6 H).

Step C: (R)-N-(5-(benzyloxy)thiazolo[5,4-b]pyridin-2-yl)-4H-1’-azaspirofoxazole 5,3’-bicyclo[2.2.2]octan]-2-amine

[0425]

[0426] A mixture of dimethyl 5-(benzyloxy)thiazolo[5,4-b]pyridin-2-ylcarbonimidodithioate (500 mg, 1.38 mmol), (S)-
3-(aminomethyl)quinuclidin-3-ol dihydrochloride (317 mg, 1.38 mmol) and cesium carbonate (1.0 g, 3.07 mmol) in DMF
(7 mL) was heated to 100 °C for 2 hours. The reaction mixture was cooled to ambient temperature, poured into water
and extracted with chloroform (4x). The combined organics were washed with brine, dried over sodium sulfate, filtered
and concentrated in vacuo. The mixture was purified by silica gel chromatography (2-20 % [9:1 1 methanol:ammonium
hydroxide]-chloroform) to afford (R)-N-(5-(benzyloxy)thiazolo[5,4-b]pyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyc-
lo[2.2.2]octan]-2-amine (390mg, 67% yield). 1H NMR (500 MHz, CDCl3) & ppm 9.18 (br. s., 1 H) 7.76 (d, J=8.85 Hz, 1
H) 7.50 (d, J=7.32 Hz, 2 H) 7.41 (t, J=7.32 Hz, 2 H) 7.32 - 7.37 (m, 1 H) 5.42 (s, 2 H) 4.02 (d, J=9.46 Hz, 1 H) 3.68 (d,
J=9.46 Hz, 1H)3.37-344 (m,1H)2.75-3.06 (m,5H)213-225(m,2H)1.73-1.82(m, 1 H) 1.49-1.70 (m, 3 H).
MS (LC/MS) R.T. = 1.69; [M+H]* = 421.98.

Example 237
(R)-2-(4H-1’-azaspiro[oxazole-5,3"-bicyclo[2. 2. 2Joctane]-2-ylamino)thiazolo[5,4-b]pyridin-5(4H)-one

[0427]

[0428] (R)-N-(5-(benzyloxy)thiazolo[5,4-b]pyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine

(390 mg, 0.925 mmol) was dissolved in TFA and allowed to react for 4 hours at ambient temperature, at which time
LCMS and TLC showed the starting material to be mostly consumed. The TFA was removed in vacuo and the crude
mixture was purified by preparative HPLC. The combined product fractions were concentrated in vacuo and triturated
with ether to afford (R)-2-(4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octane]-2-ylamino)thiazolo[5,4-b]pyridin-5(4H)-one,
TFA (164 mg, 0.368 mmol, 39.8 % yield). M.P. 245 (dec). 1H NMR (400 MHz, DMSO-dg) & ppm 9.99 (br. s., 1 H) 9.05
(br.s., 1H)7.81(d, J=8.53 Hz, 1 H) 6.65 (d, J=8.78 Hz, 1 H) 3.96 (d, J=10.29 Hz, 1 H) 3.82 (d, J=10.54 Hz, 1 H) 3.63
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-3.78 (m, 2 H) 3.36 - 3.47 (m, 1 H) 3.16 - 3.34 (m, 3 H) 2.43 (br. s., 1 H) 2.16 (br. s., 1 H) 1.76 - 2.07 (m, 3 H). MS
(LC/MS) R.T. = 0.50; [M+H]* = 332.15.

Example 238
(R)-N-(6-(3-Melhoxyphenyl)pyrimidin-4-yl)-4H-1"-azaspiro[oxazole-5,3’-bicyclo[2. 2. 2Joctan]-2-amine

[0429]

Step A: 6-(3-Methoxyphenyl)pyrimidin-4-amine

[0430]

[0431] A mixture of 6-chloropyrimidin-4-amine (0.324 g, 2.5 mmol), 3-methoxyphenylboronic acid (0.475 g, 3.13 mmol),
Nay,COj3 (0.795 g, 7.50 mmol) and bis(triphenylphosphine)palladium(ll) chloride (0.035 g, 0.050 mmol) was suspended
in DME/EtOH/water(15:2:3 mL), heated in the microwave synthesizer at 125 °C for 20 min and concentrated. The residue
was purified by silica gel chromatography (10-60 % ethyl acetate-hexanes) to afford 6-(3-methoxyphenyl)pyrimidin-4-
amine (0.35 g, 1.74 mmol, 70 % yield) as an off-white solid. LCMS R.T. = 1.28; [M+H]* = 201.98.

Step B: 4-Isothiocyanato-6-(3-methoxyphenyl)pyrimidine

[0432]

[0433] To a solution of 1,’-thiocarbonyldipyridin-2(1H)-one (0.970 g, 4.17 mmol) in dichloromethane at room temper-
ature was added 6-(3-methoxyphenyl)pyrimidin-4-amine (0.7 g, 3.48 mmol). The reaction was stirred atroom temperature
for 18 hours. The LC/MS showed the desired product peak as a major peak. The deep orange solution was concentrated
and the remaining residue was filtered. The filtrate was purified by silica gel chromatography (0-10% ethyl acetate-
hexanes) to afford 4-isothiocyanato-6-(3-methoxyphenyl)pyrimidine (0.39 g, 4.31 mmol, 46 % yield) as a yellow oil.
LCMS R.T. =2.91; [M+H]* = 244.03.
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Step C: R)-N-(6-(3-Methoxyphenyl)pyimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3"-bicyclof2.2. 2]octan]-2-amine

[0434]

[0435] To (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.363 g, 1.583 mmol) in N,N-dimethylformamide (20
mL) was added Cs,CO4 (1.289 g, 3.96 mmol) and 4-isothiocyanato-6-(3-methoxyphenyl)pyrimidine. The suspension
was stirred at room temperature for 30 minutes. N,N’-diisopropylcarbodiimide (0.740 mL, 4.75 mmol) was then added
and the mixture was continued to stir at room temperature for 18 hours. The mixture was concentrated and purified by
silica gel chromatography (5-25 % 9:1 methanol:ammonium hydroxide-ethyl acetate) to afford (R)-N-(6-methoxypyrimi-
din-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.294 g, 0.788 mmol, 50 % yield) as a a pale yellow
solid. M.P 80-5 °C. "H NMR (400 MHz, MeOD) § ppm 8.77 (1 H, s), 7.47 - 7.58 (2 H, m), 7.39 (1 H, t), 7.20 (1 H, br. s.),
7.04 (1 H, dd),4.05(1H,d),3.85(3H,s),3.74 (1H,d),3.23(1H,d),3.10(1H,d),2.71-3.00 (4 H, m), 2.03-2.22 (2
H, m), 1.53 - 1.85 (3 H, m). MS (LC/MS) R.T. = 1.58; [M+H]* = 366.15.

Example 239
(R)-N-(Isoquinolin-3-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2. 2. 2]Joclan]-2-amine

[0436]

Step A: 3-Isothiocyanatoisoquinoline

[0437]

[0438] To a solution of 1,1’-thiocarbonyldipyridin-2(1H)-one (0.805 g, 3.47 mmol) in dichloromethane at room temper-
ature was added isoquinolin-3-amine (0.5 g, 3.47 mmol). The reaction was stirred at room temperature for 18 hours.
The LC/MS showed the desired product peak a major peak. The deep orange solution was concentrated and filtered.
The filtrate was purified by silica gel chromatography (0-40% ethyl acetate-hexanes) to afford 4-isothiocyanato-6-(3-
methoxyphenyl)pyrimidine (0.55 g, 2.96 mmol, 85 % yield) a white solid. LCMS R.T. = 2.47; [M+H]* = 187.23.

Step B: (R)-N-(Isoquinolin-3-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2. 2]octan]-2-amine

[0439]
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[0440] To (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.2 g, 0.873 mmol) in N,N-dimethylformamide (20 mL)
was added Cs,CO5 (0.711 g, 2.182 mmol) and 3-isothiocyanatoisoquinoline (0.163 g, 0.873 mmol). The suspension
was stirred at room temperature for 30 minutes. N,N’-Diisopropylcarbodiimide (0.408 mL, 2.62 mmol) was then added
and the mixture was stirred at room temperature for 18 hours. The mixture was concentrated and purified by silica gel
chromatography (5-25 % [2:1 methanol:ammonium hydroxidel]-ethyl acetate) to afford (R)-N-(isoquinolin-3-yl)-4H-1’-
azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine (0.16 g, 0.508 mmol, 58 % yield) as an off-white solid. M.P. 196-200
°C. TH NMR (400 MHz, MeOD) § ppm 9.00 (1H, s), 7.92 (1 H, d), 7.71 (1 H, d), 7.59 (1 H, t), 7.20 - 7.45 (2H, m), 3.96
(1H,d), 3.65(1H,d), 3.22 (1 H, d), 3.08 (1H,d), 2.66-3.00(4H,m),2.05-223(2H,m),1.50-1.86(3H, m).R.T.
=1.37; [M+H]* = 309.31.

Example 240
(R)-N-(6-Phenoxypyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2. 2]Joctan]-2-amine

[0441]

Step A: 6-Phenoxypyrimidin-4-amine

[0442]

=

HiNM:

[0443] 6-Chloropyrimidin-4-amine (3.00 g, 23.14 mmol) was added to a solution of sodium (0.197 g, 8.57 mmol) in
phenol (11.29 g, 120 mmol) at 55 °C. the mixture was heated at 140 °C for 2 h, then held at room temperature for 20 h.
The reaction mixture was poured into 32% aqueous NaOH on ice/water keeping the mixture temperature below 20 °C.
The mixture was extracted with chloroform and the organic extract dried over calcium chloride and concentrated. The
residue was purified by silica gel chromatography (2-20 % ethyl acetate in hexanes) to afford 6-phenoxypyrimidin-4-
amine (0.6 g, 3.21 mmol, 75 % yield) as a white solid. LCMS R.T. = 1.37; [M+H]* = 197.95.

Step B: 4-Isothiocyanato-6 phenoxypyrimidine

[0444]
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[0445] A mixture of 6-phenoxypyrimidin-4-amine (0.288 g, 1.538 mmol) and 1,1’-thiocarbonyldipyridin-2(1H)-one
(0.357 g, 1.538 mmol) in DCM was stirred atrtfor 18 h. The pale orange mixture was purified by silica gel chromatography
(5-35 % ethyl acetate-hexanes) to afford 4-isothiocyanato-6-phenoxypyrimidine (0.55 g, 2.96 mmol), 85 % yield) a yellow
oil. LCMS R.T. =2.78; [M+H]* = 229.94.
Step C: (R)-N-(6-Phenoxypyrimidin-4-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2. 2. 2Joctan]-2-amine

[0446]

[0447] To (8)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.170 g, 0.742 mmol) in N,N-dimethylformamide (20
mL) was added Cs,CO5 (0.604 g, 1.854 mmol) and 4-isothiocyanato-6-phenoxypyrimidine (0.17 g, 0.742 mmol). The
suspension was stirred at room temperature for 30 minutes. N,N’-diisopropylcarbodiimide (0.347 mL), 2.225 mmol) was
then added and the mixture was continued to stir at room temperature for 18 hours. The mixture was concentrated and
purified by silica gel chromatography (5-25 % 9:1 methanol:ammonium hydroxide-ethyl acetate) to afford (R)-N-(6-
phenoxypyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine (0.21 g, 0.72 mmol, 48.2% yield) as a
pale yellow solid. TH NMR (500 MHz, MeOD) § ppm 8.43 (1 H, s), 7.47 (2 H, 1), 7.30 (1 H, 1), 7.16 (2 H, d), 6.21 (1 H,
br.s.),4.03(1H,d),3.72(1H,d),3.22(1H,d),3.11(4 H,d),2.73-299 (4 H, m), 2.00-2.18 (2 H, m), 1.54 - 1.88 (3
H, m). LCMS R.T. = 1.46; [M+H]* = 352.19.

EXAMPLE 241
(R)-N-(7-methoxoquinoxalin-2-yl)-4H-1’-azaspiro[oxazole-5,3"-bicyclo[2.2. 2]Joctan]-2-amine

[0448]

=N
HN—<_
o~ N=

Step A: N-(2,4-Dimethoxybenzyl)-7-methoxyquinoxalin-2-amine

. N
JO SN
No” NZ N
H

[0450] 2-Chloro-7-methoxyquinoxaline (0.51 g, 2.62 mmol), prepared according to J. Chem. Soc. Perk Trans. 1, 2001,
978-984, and (2,4-dimethoxyphenyl)methanamine (1.181 mL, 7.86 mmol) were microwaved in DMSO (2.5 mL) for 30
min at 150 °C. This was diluted into 150 mL) EtOAc and extracted three times with 100 mL brine. The crude product
was purified by flash chromatography on a 90 g silica gel cartridge with 20 to 80% EtOAc in hexane, 50 min, at 40 mL/min
to afford N-(2,4-dimethoxybenzyl)-7-methoxyquinoxalin-2-amine (795 mg, 2.443 mmol, 93 % yield).

1H NMR (400 MHz, CDCl3) 6 ppm 8.00 (1 H, s), 7.70 (1 H, d, J=8.81 Hz), 7.29(1 H, d, J=8.31 Hz), 7.05 (1 H, d, J=2.77
Hz), 6.97 (1 H, dd, J=9.06, 2.77 Hz), 6.47 (1 H, d, J=2.27 Hz), 6.43 (1 H, dd, J=8.18, 2.39 Hz), 5.22 (1 H, t, J/=5.29 Hz),
4.63 (2H,d, J=554 Hz),3.91 (3H), s),3.83 (3 H,s),3.78 (3 H,s)

LCMS: RT = 1.91 min, MH+ = 326.15.

[0449]
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Step B : 7-Methoxyquinoxalin-2-amine 2,2, 2-trifluoroacetate

[0451]

_N
J™
~o NZ “NH,

[0452] N-(2,4-Dimethoxybenzyl)-7-methoxyquinoxalin-2-amine (0.79 g, 2.428 mmol) was stirred in TFA (10 mL, 130
mmol)/CH,Cl, (10 mL) at room temperature for 30 min. Solvents were removed on the rotary evaporator. Saturated
aqueous NaHCO3; (200 mL) was added to the red-residue, which precipitated a yellow solid. The mixture was extracted
extensively with DCM. The organic layer was concentrated and dried under vacuum to yield 7-methoxyquinoxalin-2-
amine 2,2,2-trifluoroacetate (0.70 g, 2.4 mmol, 99% yield).

1H NMR (400 MHz, DMSO-dg) 6 ppm 8.10 (1 H, s), 7.63 (1 H, d, J=9.07 Hz), 6.95 (1 H, dd, J=9.06, 2.77 Hz), 6.89 (1
H, d, J=2.77 Hz), 6.85(2 H, br. s.), 3.84 (3 H, s) LCMS: RT = 1.04 min, MH+ = 176.14.

Step C: 2-Isothiocyanato-7-methoxyquinoxaline

[0453]

AN .
s=c=N" N o7

[0454] A mixture of 7-methoxyquinoxalin-2-amine 2,2,2-triflucroacetate (578 mg, 2 mmol), triethylamine (335 L, 2.400
mmol), and 1,1’-thiocarbonyldipyridin-2(1H)-one (557 mg, 2.400 mmol) was stirred in 5 mL DCM for 24 h. The reaction
was directly eluted on a 120 g silica gel cartridge with 0 to 25% EtOAc in hexane, 25 min, at 35 mL/min to afford 2-
isothiocyanato-7-methoxyquinoxaline (84 mg, 0.387 mmol, 19 % yield).

LCMS: RT = 2.49 min, MH+ = 218.06.

Step D: (R)-N-(7-Methoxyquinoxalin-2-yl)-4-H-1’-azaspiro[oxazole-5,3-bicyclo[2.2. 2]Joctan]-2-amine

[0455]

[0456] (R)-N-(7-Methoxyquinoxalin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was synthesized
by the method of Example 23, Step-B. Flash chromatography on a 120 g silica gel cartridge with 1-4% [9:1 MeOH/NH4OH
in CHCI3, 50 min, afforded 24 mg (17 % yield).

1H NMR (400 MHz, CDCl3) § ppm 9.73 (1 H, br.s.), 8.45 (1 H, s), 7.80 (1 H, d, J=9.07 Hz), 7.12 (1 H, dd, J=9.06, 2.77
Hz), 7.03 (1 H, d, J=2.52 Hz), 4.02 (1 H, d, J=9.32 Hz), 3.90 (3 H, s), 3.67 (1 H, d, J=9.32 Hz), 3.36 (1 H, dd, J=14.86,
1.51 Hz), 2.69-3.06 (5H, m), 2.10-2.26 (2H, m), 1.66 - 1.80 (1 H, m), 1.43 - 1.63 (2 H, m) LCMS: RT = 0.835 min,
MH- = 338.2, MH+ = 340.1.

EXAMPLE 242
(R)-N-(6-Methylquinoxalin-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2. 2. 2]Joctan]-2-amine

[0457]
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Step A: N-(2,4-Dimethoxybenzyl)-6-methylquinoxalin-2-amine

[0459] 2-Chloro-6-methylquinoxaline (0.51 g, 2.86 mmol), prepared according to J. Chem. Soc. 1948 ,1310-1313, and
(2,4-dimethoxyphenyl)methanamine (1.29 mL, 8.57 mmol) were microwaved in DMSO (2.5 mL) for 30 min at 150 °C.
This was diluted into 150 mL EtOAc and extracted three times with 100 mL brine. The crude product was purified by
flash chromatography on a 90 g silica gel cartridge with 20 to 60% EtOAc in hexane, 50 min, at 40 mL/min to afford
N-(2,4-dimethoxybenzyl)-6-methylquinoxalin-2-amine (848 mg, 2.74 mmol, 96 % yield).

1H NMR (400 MHz, CDCl/3) § ppm 8.12 (1 H, s), 7.60 (1 H, s) 7.59 (1 H, d, J=5.79 Hz), 7.38 (1 H, dd, J=8.56, 1.76 Hz),
7.30 (1 H, d, J=8.31 Hz); 6.46 (1H, d, J=2.27 Hz), 6.42 (1 H, dd, J=8.18, 2.39 Hz), 5.20 (1 H, t, J=5.41 Hz), 4.62 (2 H,
d, J=5.54 Hz), 3.83 (3 H,s),3.77(3H,s),246 (3H, s)

LCMS: RT = 1.93 min, MH+ = 310.20.

[0458]

Step B: 6-Methylquinoxalin-2-amine 2,2,2-trifluoroacetate

[0460]

[0461] N-(2,4-Dimethoxybenzyl)-6-methylquinoxalin-2-amine (0.84 g, 2.72 mmol) was stirred in TFA (10 mL, 130
mmol)/CH,Cl, (10 mL) at room temperature for 30 min. Solvents were removed on the rotary evaporator. Saturated
aqueous Na,CO, (200 mL) was added to the red residue, which then precipitated a tan solid. The mixture was extracted
extensively with DCM. The organic layer was dried over sodium sulfate, concentrated, and dried under vacuum to afford
6-methylquinoxalin-2-amine 2,2,2-trifluoroacetate (640 mg, 2.343 mmol, 86 % yield).

1H NMR (400 MHz, DMSO-dg) 5 ppm 8.24 (1H,s), 7.55(1H,s), 7.34-7.45(2H, m),6.82 (2H, s), 241 (3H, s)
LCMS: RT = 1.07 min, MH+= 160.12.

Step C : 2-Isothiocyanato-6-methylquinoxaline

[0462]

N
\.
mees
S=C=N N

[0463] A mixture of 6-melhylquinoxalin-2-amine 2,2,2-trifluoroacetate (546 mg, 2 mmol), triethylamine (243 mg, 2.400
mmol), and 1,1’-thiocarbonyldipyridin-2(1H)-one (557 mg, 2.40 mmol) was stirred in 5 mL DCM for 4 h. The reaction
was - directly eluted on a 120 g silica gel cartridge with 0 to 25% EtOAc in hexane, 25 min, at 35 mL/min to afford 2-
isothiocyanato-6-methylquinoxaline (153 mg, 0.760 mmol, 38 % yield).

LCMS: RT = 2.59 min, MH+ = 202.04
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Step D : (R)-N-(6-Methylquinoxalin-2-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2.2. 2]octan]-2-amine

[0464]

[0465] (R)-N-(6-Methylquinoxalin-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]oetan]-2-amine was synthesized by
the method of Example 23, Step B. Flash chromatography on a 120 g silica gel cartridge with 1 to 4% [9:1 MeOH/NH,OH]
in CHCl3, 50 min, afforded 46 mg (19 % yield).

1H NMR (400 MHz, CDC/3) § ppm 9.75 (1 H, br.s.), 857 (1H, s),7.71(1H, s), 760 (1 H, d, J=8.56 Hz), 7.42 (1 H, dd,
J=8.44,1.89 Hz), 4.01 (1 H, d, J=9.57 Hz), 3.68 (1 H, d, J=9.32 Hz), 3.38-(1 H, dd, J=14.86, 1.01 Hz), 2.73 - 3.08 (5 H,
m), 2.50 3 H,s),2.16-2.26 (1 H, m), 214 (1 H, br.s.), 1.67 -1.79 (1 H, m), 1.451.65 (2 H, m).

LCMS: RT = 0.838 min, MH- = 322.2, MH+ = 324.2.

EXAMPLE 243
(R)-N-(7-Methylquinoxalin-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2.2.2]octan]-2-amine

[0466]

Step A: N-(2,4-Dimethoxybenzyl)-7-methylquinoxalin-2-amine

[0468] 2-Chloro-7-methylquinoxaline (0.51 g, 2.86 mmol), ), prepared according to J. Chem. Soc. 1948 1310-1313,
and (2,4-dimethoxyphenyl)methanamine (1.29 mL, 8.57 mmol) were microwaved in DMSO (2.5 mL) for 30 min at 150
°C). This was diluted into 150 mL EtOAc and extracted three times with 100 mL brine. The crude product was purified
by flash chromatography on a 90 g silica gel cartridge with 20 to 80% EtOAc in hexane, 50 min, at 40 mL/min to afford
N-(2,4-dimethoxybenzyl)-7-methylquinoxalin-2-amine (860 mg, 2.78 mmol, 97 % yield).

1H NMR (400 MHz, CDCl/3) 8 ppm 8.08 (1 H, s), 7.70 (1 H, d, J=8.31 Hz), 7.49 (1 H, s), 7.30 (1 H, d, J=8.06 Hz), 7.17
(1H,dd, J=8.31,2.01 Hz), 6.47 (1 H, d, J=2.52 Hz), 6.42 (1 H, dd, J=8.31,2.52 Hz), 5.23 (1 H, t, J=5.16 Hz), 4.63 (2 H,
d, J=5.79 Hz), 3.83 (3 H, s),3.78 (3 H,s),2.48 (3H, s).

LCMS: RT = 1.93 min, MH+ = 310.20.

[0467]

Step B: 7-Methylquinoxalin-2-amine 2,2,2-trifluoroacetate

[0469]
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a0,
; P

[0470] N-(2,4-Dimethoxybenzyl)-7-methylquinoxalin-2-amine (0.85 g, 2.75 mmol) was stirred in TFA (10 mL, 130
mmol)/CH2CI2 (10 mL) at room temperature for 30 min. Solvents were removed on the rotary evaporator. Saturated
aqueous NaHCO3 (200 mL) was added to the red residue, which then precipitated a pink solid. The mixture was extracted
extensively with DCM. The organic layer was dried over sodium sulfate, concentrated, and dried under vacuum to afford
7-methylquinoxalin-2-amine 2,2,2-trifluoroacetate (640 mg, 2.34 mmol, 85 % yield).

1H NMR (400 MHz, DMSO-dg) 6 ppm 8.20 (1 H, s), 7.64 (1 H, d, J=8.31 Hz), 7.28 (1 H, s), 7.15 (1 H, dd, J=8.31, 1.76
Hz), 6.89 (2 H, s),2.42 (3 H, s).

LCMS: RT = 1.07 min, MH+ = 160.12.

Step C : 2-Isothiocyanato-6-methylquinoxaline

[0471]

N
Sﬁc:.NJI:.N

[0472] A mixture of 7-methylquinoxalin-2-amine 2,2,2-trifluoroacetate (546 mg, 2 mmol) 78263-058-01, triethylamine
(243 mg, 2.40 mmol), and 1,1’-thiocarbonyldipyridin-2(1H)-one (557 mg, 2.40 mmol) was stirred in 5 mL DCM for 2 h.
The reaction was directly eluted on a 120 g silica gel cartridge with 0 to 25% EtOAc in hexane, 25 min, at 35 mL/min to
afford 2-isothiocyanato-7-methylquinoxaline (185 mg, 0.919 mmol, 46 % yield).

LCMS: RT = 2.58 min, MH+ = 202.04

Step D: (R)-N-(7-Methylquinoxalin-2-yl)-4H-1’-azaspiro[oxazole-5,3"-bicyclo[2.2. 2Joctan]-2-amine

[0473]

[0474] (R)-N-(7-Methylquinoxalin-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine was synthesized by
the method of Example 23, Step B. Flash chromatography on a 120 g silica gel cartridge with 1 to 3% [9:1 MeOH/NH40OH
in CHCI3, 50 min, afforded 22 mg (7 % yield).

1H NMR (400 MHz, CDCl3) 8 ppm 9.80 (1H, br.s.), 853 (1H, s), 7.81(1H, d, J=8.31Hz),7.50 (1 H,s), 7.31 (1 H, dd,
J=8.56,1.76 Hz), 4.01 (1 H, d, J=9.57 Hz), 3.66 (1 H, d, J=9.32 Hz), 3.36 (1 H, d, J=14.86 Hz), 2.70 - 3.04 (5 H, m), 2.50
(83H,s),215-224 (1 H, m),2.13(1H, br.s.),1.66-1,1.79 (1 H, m), 1.44 1.63 (2H, m) LCMS: RT = 8.67 min, MH- =
322.6, MH+ =324 1.

Example 244
(R)-N-(6-(Pyridin-3-yl)pyrimidin-4-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2. 2. 2Joctan]-2-amine

[0475]
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Step A: 6-(Pyridin-3-yl)pyrimidin-4-amine

[0476]

[0477] A mixture of 6-chloropyrimidin-4-amine (0.324 g, 2.5 mmol), pyridin-3-ylboronic acid (0.384 g, 3.13 mmol),
Na,CO3 (0.795 g, 7.50 mmol) and bis(triphenylphosphine)palladium(ll) chloride (0.035 g, 0.050 mmol) was suspended
in a mixture of DME/EtOH/water. The mixture was heated in the microwave synthesizer at 125 °C for 20 min and
concentrated. The residue was purified by silica gel chromatography (10-60 % ethyl acetate in hexanes, then 5-25 %
9:1 methanol:ammonium hydroxide-ethyl acetate) to afford 6-(pyridin-3-yl)pyrimidin-4-amine (0.17 g, 0.987 mmol, 40 %
yield) as an off-white solid. LCMS R.T. = 0.31; [M+H]* - 173.11.

Step B: 4-Isothiocyanato-6-(pyridin-3-yl)pyrimidine

[0478]

SR

[0479] To a solution of 1,1-thiocarbonyldipyridin-2(1H)-one (0.682 g, 2.94 mmol) in dichloromethane/N,N-dimethyl-
formamide at room temperature was added 6-(pyridin-3-yl)pyrimidin-4-amine (0.337 g, 1.957 mmol). The mixture was
heated at 60 °C for 18 hours. LC/MS showed the desired product peak as the major peak. The deep orange mixture
was purified by silica gel chromatography (1-40 % ethyl acetate-hexanes) to afford 4-isothiocyanato-6-methoxypyrimidine
(0.12 g, 0.56 mmol, 28.6 % yield) as an orange oil.

Step C. (R)-N-(6-(Pyridin-3 yl)pyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3"-bicyclo[2.2.2]octan]-2-amine

[0480]

[0481] To (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.13 g, 0.560 mmol) in N,N-dimethylformamide (20
mL) was added Cs,CO; (0.46 g, 1.4 mmol) and 4-isothiocyanato-6-(pyridin-3-yl)pyrimidine (0.12 g, 0.56 mmol). The
suspension was stirred at room temperature for 30 minutes. N,N’-Diisopropylcarbodiimide (0.26 mL, 1.7 mmol) was then
added and the mixture was stirred at room temperature for 18 hours. The mixture was concentrated and purified by
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silica gel chromatography (0-10% [2:1 methanol:ammonium hydroxide]-ethyl acetate) to afford (S)-N-(5-chloropyrazin-
2-yl)-4H-1"azaspiro[oxazole-5,3™-bicyclo[2.2.2]octan]-2-amine (0.182 g, 0.613 mmol, 35 % yield) as an off-white solid.
TH NMR (400 MHz, MeOD) & ppm 9.13-9.21 (1 H, m), 8.82,(1 H, d), 8.63 (1 H, dd), 8.44 (1 H, dt), 7.56 (1 H, dd), 7.31
(1H,s),4.06 (1H,d),3.76 (1H,d),3.20-3.28(1H, m),3.08-3.16 (1 H, m), 2.72=3:01 (4 H, m), 2.00-2.24 (2 H,
m), 1.52 - 1.83 (3 H,m). LCMS R.T. = 0.72; [M+H]* = 337.2.
Example 245
(R)-N-(2°-Methoxy-4,5’-bipyrimidin-6-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0482]

In

Step A: 2°-Methoxy-4,5’-bipyrimidin-6-amine

[0483]

[0484] 6-Chloropyrimidin-4-amine (0.35 g, 2.70 mmol), 2-methoxypyrimidin-5-ylboronic acid (0.520 g, 3.38 mmol),
Na,CO3 (0.859 g, 8.11 mmol) and bis(triphenylphosphine)palladium(ll) chloride (0.038 g, 0.054 mmol) were suspended
in a mixture of DME/EtOH/water. (15:2:3 mL). The mixture was heated in the microwave synthesizer at 125 °C for 20
min and concentrated. The residue was purified by silica gel chromatography (0-5 % 9:1 methanol:ammonium hydroxide-
ethyl acetate) to afford 6-(pyridin-3-yl)pyrimidin-4-amine (0.28 g, 1.378 mmol, 51 % yield) as an off-white solid. LCMS
R.T. =0.53; [M+H]* = 204.11.

Step B: 6-Isothiocyanato-2’-methoxy-4,5’-bipyrimidine

[0485]

[0486] To a solution of 1,1-thiocarbonyldipyridin-2(1H)-one (0.832 g, 3.58 mmol) in dichloromethane/N,N-dimethyl-
formamide at room temperature was added 2’-methoxy-4,5’-bipyrimidin-6-amine (0.56 g, 2.76 mmol). The orange mixture
was heated at 60 °C for 18 hours. The LC/MS showed the desired product peak as the major peak. The deep orange

154



10

15

20

25

30

35

40

45

50

55

EP 2 271 650 B1

mixture was purified by silica gel chromatography (0-40 % ethyl acetate-hexanes) to afford 4-isothiocyanato-6-methox-
ypyrimidine (0.1 g, 0.408 mmol, 15 % yield) as an orange solid; LCMS R.T. = 2.29; [M+H]* = 246.03.

Step C: (R)-N-(2’-Methoxy-4,5’-bipyrimidin-6yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2. 2. 2Joctan]-2-amine

[0487]

[0488] To (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.093 g, 0.41 mmol) in N,N-dimethylformamide (20
mL) was added Cs,CO5 (0.33 g, 1 mmol)) and 6-isothiocyanato-2’-methoxy-4,5-bipyrimidine (0.1 g, 0.41 mmol). The
suspension was stirred at room temperature for 30 minutes. N,N’-Diisopropylcarbodiimide (0.19 mL, 1.2 mmol) was then
added and the mixture was stirred at room temperature for 18 hours. The mixture was concentrated and purified by
silica gel chromatography (5-25 % [9:1 methanol:ammonium hydroxide]-ethyl acetate) to afford (R)-N-(2’-methoxy-4,5’-
bipyrimidin-6-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine(0.072 g, 0.188 mmol, 46 % yield) as an off-
white solid. TH NMR (400 MHz, MeOD) 8 ppm 9.19 (2 H, s), 8.80 (1 H, d), 7.24 (1 H, bar. s.), 4.00 - 4.09 (4 H, m), 3.76
(1H,d),3.23(1H,s),3.08-3.15(1H, m),2.72-3.04 (4H, m), 1.97-2.22(2H, m),1.38-1.85(3H, m). RT.=1.22;
[M+H]* = 368.22.

Example 246
(R)-N-(6-(Pyridin-4-yl)pyrimidin-4-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2. 2. 2Joctan]-2-amine

[0489]

Step A: 6-(Pyridin-4-yl)pyrimidin-4-amine

[0490]

[0491] 6-Chloropyrimidin-4-amine (0.324 g, 2.5 mmol), pyridin-4-ylboronic acid (0.384 g, 3.13 mmol), Na,CO5 (0.795
g, 7.50 mmol) and bis(triphenylphosphine)palladium(ll) chloride (0.035 g, 0.050 mmol) were suspended in a mixture of
DME/EtOH/water(15:2:3 mL). The mixture was heated in the microwave synthesizer at 125 °C for 20 min and concen-
trated. The residue was purified by silica gel chromatography (5-25 % [9:1 methanol:ammonium hydroxide]-ethyl acetate)
to afford 6-(pyridin-3-yl)pyrimidin-4-amine (0.15 g, 0.871 mmol), 35 % yield) as an off-white solid. LCMS R.T. =0.30;
[M+HT* = 173.11.
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Step B: 4-Isothiocyanato-6-(pyridin-4-yl)pyrimidine

[0492]

[0493] To a solution of 1,1’-thiocarbonyldipyridin-2(1H)-one (0.601 g, 2.59 mmol) in dichloromethane/N,N-dimethyl-
formamide at room temperature was added 6-(pyridin-4-yl)pyrimidin-4-amine (0.297 g, 1.725 mmol). The orange mixture
was heated at 60 °C for 18 hours. LC/MS showed the desired product peak as the major peak. The deep orange mixture
was purified by silica gel chromatography (0-40% ethyl acetate-hexanes) to afford 4-isothiocyanato-6-(pyridin-4-yl)py-
rimidine (0.055 g, 0.257 mmol, 15 % yield) as an orange solid. LCMS R.T. = 1.46; [M+H]* = 215.09.

Step C: (R)-N-(6-(Pyridin-4-yl)pyrimidin-4-yl)-4H-1’-azaspiro-[oxazole-5,3 -bicyclo[2. 2. 2]Joctan]-2-amine

[0494]

[0495] To (8)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.059 g, 0.257 mmol) in N,N-dimethylformamide (15
mL) was added Cs,CO3 (0.209 g, 0.642 mmol) and 4-isothiocyanato-6-(pyridin-4-yl)pyrimidine (0.055 g, 0.257 mmol).
The suspension was stirred at room temperature for 30 minutes. N,N’-diisopropylcarbodiimide (0.12 mL, 0.77 mmol)
was then added and the mixture was continued to stir at room temperature for 18 hours. The mixture was concentrated
and purified by silica gel chromatography (0-10% [9:1 methanol:ammonium hydroxide]-ethyl acetate) to afford
(R)-N-(6-(pyridin-4-yl)pyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.014 g, 0.04 mmol, 16
% yield) as a yellow film. TH NMR (400 MHz, MeOD) & ppm 8.85 (1 H, d), 8.67 (2 H, dd), 8.04 (2 H, dd), 7.34 (1 H, br.
s.),4.06 (1H,d),3.76 (1H,d),3.23(1H,d),3.10(1H,d),2.70-299(4 H, m),2.01-222(2H, m), 1.53-1.86 (3H,
m). LCMS R.T. = 0.42; [M+H]* =337.14.

EXAMPLE 247
(R)-6-(4H-1’-Azaspiro[oxazole-5,3"-bicyclo[2. 2. 2]Joctane]-2-ylamino)-2-methyinicotinonitrile

[0496]

Step A: 6-Isothiocyanato-2-methylnicotinonitrile

[0497]
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[0498] To 6-amino-2-methylnicotinonitrile (0.41 g, 3.08 mmol) in dichloromethane (20 mL) was added 1,1’-thiocarbo-
nyldipyridin-2(1H)-one (0.75 g, 3.23 mmol). The reaction was stirred at 40 °C for 3 hours. The reaction was cooled to
room temperature. The crude was purified by chromatography (Biotage: 25-100% ethyl acetate/hexane) to yield 6-
isothiocyanato-2-methylnicotinonitrile (0.52 g, 2.97 mmol, 96 % yield). 1TH NMR (500 MHz, DMSO-D6) § ppm 8.36 (d,
J=8.24 Hz, 1 H), 7.39 (d, J=8.24 Hz, 1 H), 2.65 (s, 3 H). MS (LC/MS) R.T. = 2.09; [M+H]+ = 176.0.

Step B: (R)-6-(4H-1°-Azaspiro[oxazole-5,3’-bicyclo[2.2. 2]octane]-2-ylamino)-2-methyinicotinonitrile

[0499]

[0500] To 6-isothiocyanato-2-methylnicotinonitrile (0.25 g, 1.43 mmol) in N,N-dimethylformamide (20 mL) was added
triethylamine (0.5 mL, 3.666 mmol) and 3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.33 g, 1.46 mmol) at room
temperature. Thereaction was stirred at 70 °C for 2 hours. The reaction was cooled to room temperature and concentrated
in vacuo. The crude urea was purified by chromatography (Biotage: 85% CHCI3, 14% MeOH, 1% NH,OH). The product
was then treated with N, N-dimethylformamide (20 mL) and N,N’-diisopropylcarbodiimide (0.67 mL), 4.28 mmol). The
reaction was heated to 70°C for 2 hours. The reaction was cooled to room temperature and concentrated in vacuo to
yield the crude product. The crude product was purified by chromatography (Biotage: 85% CHCl;, 14% MeOH, 1%
NH4OH) to yield (R) 6-(4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octane]-2-ylamino)-2-methylnicotinonitrile (0.09 - g,
0.3 mmol, 21 % yield) as a white powder. 1H NMR (500 MHz, DMSO-D6) § ppm 9.11 (s, 1 H), 7.87 (d, J=7.93 Hz, 2 H),
6.69 (s, 1 H), 3.89 (d, J=10.38 Hz, 2 H), 3:63 (d, J=10.3:8 Hz, 3 H), 3.00 (s, 5 H), 2.72 - 2.80 (m, 4 H), 2.64 - 2.69 (m,
5H), 2.60 (s, 7 H),2.00 (d, J=2.14 Hz, 3 H), 1.91 (s, 1 H), 1.87 (s, 2 H), 1.58 (s, 5 H), 1.42-1.50 (m, 2 H). MS (LC/MS)
R.T. = 0.48; [M+H]* = 298.13.

EXAMPLE 24:8
(R)-6-(4H-1-Azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctane]-2-ylamino)-2,4-dimethylnicotinonitrile

[0501]

Step A: 6-Isothiocyanato-2,4-dimethylnicotinonitrile

[0502]
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[0503] To 6-amino-2,4-dimethylnicotinonitrile (0.14 g, 0.95 mmol) in dichloromethane (20 mL) was added 1,1-thiocar-
bonyldipyridin-2(1H)-one (0.23 g, 0.1 mmol). The reaction was stirred at 40 °C for 3 hours. The reaction was cooled to
room temperature. The crude was purified by chromatography (Biotage: 25-100% ethyl acetate/hexane) to yield 6-
isothiocyanato-2,4-dimethylnicotinonitrile (0.15 g, 0.79 mmol, 83 % yield). 1TH NMR (500 MHz, DMSO=D6) § ppm 7.37
(s, 1H), 2.63 (s, 3 H). MS (LC/MS) R.T. = 2.40; [M+H]* = 190.

Step B: (R)-6-(4H-1’-Azaspiro[oxazole-5,3"-bicyclo[2..2. 2]octane]-2-ylamino)-2,4-dimethylnicotinonitrile

[0504]

Sl

[0505] To 6-isothiocyanato-2,4-dimethyinicotinonitrile (0.09 g, 0.48 mmol) in N, N-dimethylformamide (20 mL) was
added triethylamine (0.17 mL, 1.19 mmol) and 3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.11 g, 0.49 mmol) at
room temperature. The reaction was stirred at 70 °C for 2 hours. The reaction was cooled to room temperature and
concentrated in vacuo. The crude urea was purified by chromatography (Biotage: 85% CHCl,, 14% MeOH, 1% NH,OH).
The product was then treated with N, N-dimethylformamide (20 mL) and N,N’-diisopropylcarbodiimide (0.22 mL, 1.43
mmol). The reaction was heated to 70 °C for 2 hours. The reaction was cooled to room temperature and concentrated
in vacuo to yield the crude product. The crude product was purified by chromatography (Biotage: 85% CHCI3, 14%
MeOH, 1% NH,OH) to yield (R)-6-(4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octane]-2-ylamino)-2,4-dimethylnicotinon-
itrile (0.10 g, 0.32 mmol, 66 % yield) as a white powder. 1H NMR (500 MHz, DMSO-D6) 6 ppm 9.08 (s, 1 H), 6.60 (s, 1
H), 3.88 (d, J/=10.38 Hz, 1 H), 3.61 (d, J=10.38 Hz, 1 H), 2.98 (s, 2 H), 2.70 - 2.79 (m, 2 H), 2.63 - 2.69 (m, 2 H), 2.55 -
2.60(m, 4 H),2.31-2.39(m, 4 H),1.99 (s, 1H), 1.89 (s, 1 H), 1.54 - 1.62 (m, 2 H), 1.41 1.49 (m, 1 H). MS (LC/MS)R.T.
=0.78; [M+H]* = 312.1.

EXAMPLE 249
(R)-N-(6-Phenylpyridazin-3-yl)-4H-1"-azaspirofoxazole-5,3’-bicyclo[2.2.2]octan]-2-amine

[0506]

Step A: 3-Isothiocyanato-6-phenylpyridazine

[0507]
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s=Cc=N"N*"
[0508] 3-Isothiocyanato-6-phenylpyridazine was synthesized by the method of Example 23, Step B. Flash chroma-
tography on a 120 g silica gel cartridge with 0 to 25% EtOAc in hexane, 25 min, at 35 mL/min afforded 420 mg (49 % yield).
LCMS: RT = 2.17 min, MH+ = 214.06.
Step B : (R)-N-(6-Phenylpyridazin-3-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2.2.2]octan]-2-amine

[0509]

[0510] (R)-N-(6-Phenylpyridazin-3-yl)-4H-1’-azaspiro{oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was synthesized by
the method of Example 23, Step B. Flash chromatography on a 160 g silica gel cartridge with 1-4 % [9:1 MeOH/NH,OH
in CHCI3, 50 min, at 40 mL/min afforded 67 mg (R)-N-(6-phenylpyridazin-3-yl)-4H-1"-azaspiro[oxazole-5,3"-bicyc-
lo[2.2.2]octan]-2-amine (17 % yield).

1H NMR (400 MHz, CDCl3) § ppm 9:61 (1 H, br.s.), 7.95-7.99 (2 H, m), 7.74(1 H, d, J=9.32 Hz), 7.39 - 7.52 (3 H, m),
7.22 (1 H, partial d), 3.97 (1 H, d,J=9.32 Hz), 3.64 (1 H, d, J=9.32 Hz), 3.37 (1 H, dd, J=14.73, 1.38 Hz), 2.69 - 3.06 (5
H, m),2.16-2.26 (1H, m),2.14 (1H, br. s.), 1.66-1.79 (1 H, m), 1.45-1.60 (2 H, m) 1H NMR (400 MHz, MeOD) 6 ppm
7.87-8.02(3H,m),744755@H, m),7.13-7.29 (1 H, m),4.05(1H,d, J=9.82Hz), 3.74 (1 H, d, J=10.07 Hz), 3.17
(2 H, dd, J=49.35, 14.60 Hz), 2.73 3.04 (4 H, m), 2.16(2 H, br. s.), 1.55 - 1.85 (3 H, m) LCMS: RT = 0.82 min, MH- =
334.2, MH+ = 336.2.

EXAMPLE 250
(R)-N-(5-(Methylthio)pyrazin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2. 2]Joctan]-2-amine

[0511]

Step A: 5-(Methylthio)pyrazin-2-amine

[0512]

;HéNf¥<:j:2>fi§/

[0513] To a solution of 5-bromopyrazin-2-amine (2 g, 11.49 mmol) in N,N-dimethylformamide (20 ml) was added
sodium thiomethoxide (1.611 g, 22.99 mmol). The mixture was stirred and heated at 100 °C under nitrogen for 18 h and
concentrated. The residue was treated with water and the mixture was extracted with dichloromethane. The combined
organics were dried with sodium sulfate, filtered and concentrated. The residue was purified by silica gel chromatography
(0-10 % 9:1methanol:ammonium hydroxide-ethyl acetate) to afford 6-(pyridin-3-yl)pyrimidin-4-amine (0.15g, 0.871 mmol,
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35 % vyield) as a yellow solid. LCMS R.T. = 0.91; [M+H]* = 141.89.
Step B: 2-Isothiocyanato-5-(methylthio)pyrazine

[0514]

Sﬁ\\”_@_s\
o

[0515] To a solution of 1,1’-thiocarbonyldipyridin-2(1H)-one (1.069 g, 4.60 mmol) in dichloromethane at room temper-
ature was added 5-(methylthio)pyrazin-2-amine (0.50 g, 3.54 mmol). The reaction was stirred at room temperature for
18 hours. LC/MS showed the desired product peak as the major peak. The deep orange mixture was purified by silica
gel chromatography (0-40 % ethyl acetate-hexanes) to afford 2-isothiocyanato-5-(methylthio)pyrazine (0.545 g, 0.257
mmol, 84 % yield) as an orange oil. LCMS R.T. = 2.65; [M+H]* = 184.02.

Step C: (R)-N-(5-(Methyithio)pyrazin-2-yl)-4H-1’-azaspirofoxazole-5,3*-bicyclo[2.2. 2]octan]-2-amine

[0516]

ate
A

[0517] To (8)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.375 g, 1.637 mmol) in N,N-dimethylformamide (15
mL) was added Cs,COj3 (1.333 g, 4.09 mmol) and 2-isothiocyanato-5-(methylthio)pyrazine (0.3 g, 1.637 mmol),. The
suspension was stirred at room temperature for 30 minutes. N,N’-diisopropylcarbodiimide (0.765 mL, 4.9 mmol) was
then added and the mixture was continued to stir at room temperature for 18 hours. The mixture was concentrated and
purified by silica gel chromatography (5-25 % 9:1 methanol:ammonium hydroxide-ethyl acetate) to afford (R)-N-(5-(meth-
ylthio)pyrazin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.014 g, 0.04 mmol, 16 % yield) as ayellow
solid. M.P. 155-60 °C. "TH NMR (400 MHz, MeOD) & ppm 8.13 (1 H, d), 8.06 (1 H, s), 3.96 (1 H, d), 3.66 (1 H, d), 3.20
(1H,d),3.08(1H,d),2.87-2.96 (2H, m),2.72-2.82(2H,m), 252 (3 H,s),2.00-2.19(2H, m), 1.51-1.81 (3 H, m).
LCMS R.T. =1.01; [M+H]* = 306.12.

EXAMPLE 251
(R)-N-(5,6-Dichloropyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2. 2. 2Joctan]-2-amine

[0518]

Step A: N-(5,6-Dichloropyridin-2-yl) pivalamide

[0519]
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[0520] To a solution of N-(6-chloropyridin-2-yl)pivalamide, synthesized as in J. Org. Chem 2005, 70, 1771, (1.02 g,
4.80 mmol) in chloroform (25 mL) was added 1-chloropyrrolidine-2,5-dione (0.62 g, 4.67 mmol) and the mixture was
refluxed in an oil bath for 3 hrs. Itwas allowed to cool to room temperature overnight. The reaction mixture was evaporated
in vacuo and re-dissolved in DMF (15 mL). Another 480 mg 1-chloropyrrolidine-2,5-dione was added and the resulting
solution was heated overnightin an oil bath at 95-100°, then cooled again to room temperature. The solvent was removed
in vacuo and the residue was partitioned between water and ethyl acetate. The aqueous phase was washed twice more
with ethyl acetate and the combined organic phases were washed with brine, dried over magnesium sulfate, and evap-
orated in vacuo. TLC (10% ethyl acetate/hexane) showed a robust spot at Rf 0.6 with smaller spots at Rf 0.4 and 0.2.
The material was subjected to the Biotage in 5-10% ethyl acetate/hexane, collecting the Rf 0.6 fraction to give 790 mg
(66%) white solid, N-(5,6-dichloropyridin-2-yl)pivalamide. 1TH NMR (500 MHz, CDCl3) & ppm 8.17 (s, 1 H), 7.96 (s, 1 H),
7.72 (s, 1 H), 1.31 (s, 10 H). MS (LC/MS) R.T. = 1.85; [M+H]* = 248.8.

Step B: 5,6-Dichloropyridin-2-amine

[0521]

[0522] A mixture of N-(5,6-dichloropyridin-2-yl)pivalamide (790 mg, 3.20 mmol), hydrochloric acid, 37% (1.25 mL),
water (1.25 mL), and EtOH (3 mL) was heated for 4 hrs in an oil bath at 85-90 °C. LCMS showed nearly complete
conversion to product. The reaction was cooled to room temperature and the reaction mixture was evaporated down to
a small volume, then transferred to a separatory funnel where it was partitioned between aqueous sodium carbonate
and ethyl acetate. The layers were separated, the aqueous phase was washed again with ethyl acetate, and the combined
organic phases were washed with brine, dried over MgSO,, filtered, and evaporated to give a white solid. The material
was subjected to a Biotage column in 20% ethyl acetate/hexane, collecting the main component. 5,6-Dichloropyridin-2-
amine (0.49 g, 2.98 mmol, 93%) was obtained as a white solid. TH NMR (500 MHz, CDCl3) 8 ppm 7.44 (d, J=8.55 Hz,
1 H), 6.36 (d, J=8.24 Hz, 1 H), 4.58 (s, 2 H). MS (LC/MS) R.T. = 1.28; [M+H]* = 164.8.

Step C: 5,6-Dichloro-2-isothiocyanatopyridine

[0523]

[0524] To 5,6-dichloropyridin-2-amine (0.47 g, 2.88 mmol) in dichloromethane (25 mL) was added 1,1’-thiocarbonyld-
ipyridin-2(1H)-one (0.68 g, 2.94 mmol). The reaction was stirred at 40 °C for 3 hours, then cooled to room temperature.
The crude material was purified by chromatography (Biotage: 25-100% ethyl acetate/hexane) 2,3-dichloro-6-isothiocy-
anatopyridine (0.48 g, 2.34 mmol, 81 % yield) as a white powder. 1H NMR (500 MHz, DMSO-D6) 6 ppm 8.26 (d, J=8.55
Hz, 1 H), 7.47 (d, J=8.24 Hz, 1 H). MS (LC/MS) R.T. = 2.83; [M+H]]* = 204.8.
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Step D: (R)-N-(5,6-Dichloropyridin-2-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2.2.2]octan]-2-amine

[0525]

[0526] To 2,3-dichloro-6-isothiocyanatopyridine (0.47 g, 2.29 mmol) in N,N-dimethylformamide (20 mL) was added
triethylamine (0.8 mL, 5.7 mmol) and 3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.54 g, 2.34 mmol) at room tem-
perature. The reaction was stirred at 70 °C for 2 hours, cooled to room temperature and concentrated in vacuo. The
crude urea was purified by chromatography (Biotage: 85% CHCIy, 14% MeOH, 1% NH,OH). The product was then
treated with N,N-dimethylformamide (20 mL) and N,N’-diisopropylcarbodiimide (1.07 mL, 6.88 mmol). The reaction was
heated to 70°C for 2 hours. The reaction was cooled to room temperature and concentrated in vacuo. The crude product
was purified by chromatography (Biotage: 85% CHCl;, 14% MeOH, 1% NH,OH) to yield (R)-N-(5,6-dichloropyridin-2-
yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine (0.36 g, 1.08 mmol, 47 % yield) as a white powder. 1H NMR
(500 MHz, DMSO-D6) 6 ppm 8.31 (d, J=1.22 Hz, 1 H), 7.84 (s, 1 H), 6.80 (s, 1 H), 3.85 (d, J=10.07 Hz, 1 H), 3.57 (d,
J=10.38 Hz, 2 H), 2.98 (s, 3 H), 2.69 - 2.78 (m, 3 H), 2.65 (t, J=7.78 Hz, 3 H), 2.00 (s, 2 H), 1.86 (s, 2 H), 1.58 (dd,
J=7.48,2.90 Hz, 2 H), 1.56 (s, 1 H), 1.41-1.49 (m, 2 H). MS (LC/MS) R.T. 0.81; [M+H]* = 327.1.

EXAMPLE 252
(R)-N-(4,5-Dichloropyridin-2-yl)-4H-1’-azaspirofoxazole-5,3-bicyclo[2. 2. 2Joctan]-2-amine

[0527]

yo AW
Step A: 4,5-Dichloro-2-isothiocyanatopyridine

[0528]

[0529] To 4,5-dichloropyridin-2-amine (0.25 g, 1.53 mmol) in dichloromethane (25 mL) was added 1,1’-thiocarbonyld-
ipyridin-2(1H)-one (0.36 g 1.56 mmol). The reaction was stirred at 40°C for 3 hours, then cooled to room temperature.
The crude material was purified by chromatography (Biotage: 25-100% ethyl acetate/hexane) to yield 4,5-dichloro-2-
isothiocyanatopyridine (0.26 g, 1.27 mmol, 83 % yield) as a yellow powder. The product was carried directly to the next
step.

Step B: (R)-N-(4,5-Dichloropyridin-2-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2.2]octan]-2-amine

[0530]
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47

[0531] To 4,5-dichloro-2-isothiocyanatopyridine (0.25 g, 1.22 mmol) in N,N-dimethylformamide (20 mL) was added
triethylamine (0.43 mL, 3.05 mmol) and (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.29 g, 1.24 mmol) at room
temperature. The reaction was stirred at 70 °C for 2 hours. The reaction was cooled to room temperature and concentrated
in vacuo. The crude urea was purified by chromatography (Biotage: 85% CHCI3, 14% MeOH, 1% NH,OH). The product
was then treated with N,N-dimethylformamide (20 mL) and N,N’-diisopropylcarbodiimide (0.57 mL, 3.66 mmol). The
reaction was heated to 70 °C for 2 hours. The reaction was cooled to room temperature and concentrated to yield the
crude product. The crude product was purified by chromatography (Biotage: 85% CHCl,, 14% MeOH, 1% NH,OH) to
yield (R)-N-(4,5-dichloropyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.09 g, 0.27 mmol, 22
% yield) as a white powder. 1H NMR(500 MHz, DMSO-D6) 6 ppm 8.81 (s, 1 H), 8.32 (d, J=6.10 Hz, 1 H), 7.03 (s, 1 H),
3.83 (d, J=9.46 Hz, 1 H), 3.57 (d, J=9.77 Hz, 1 H), 2.98 (s, 2H), 2.71-2.79 (m, 2 H), 2.65 (t, J=7.78 Hz, 2 H), 1.99 (s,
1H), 1.86 (s, 1 H), 1.53 - 1.61 (m, 2 H), 1.41 1.49 (m, 1 H). MS (LC/MS) R.T. = 0.78; [M+H]* = 327.0.

EXAMPLE 253
(R)-N-(5-Chloro-4-methylipyridin-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo.[2. 2. 2]Joctan]-2-amine

[0532]

Step A: 5-Chloro-2-isothiocyanato-4-methylpyridine

[0533]

[0534] To 5-chloro-4-methylpyridin-2-amine (0.41 g, 2.88 mmol) in dichloromethane (25 mL) was added 1,1’-thiocar-
bonyldipyridin-2(1H)-one (0.70 g, 3.0 mmol). The reaction was stirred at 40 °C for 3 hours. The reaction was cooled to
room temperature. The crude mixture was purified by chromatography (Biotage: 25-100% ethyl acetate/hexane) to yield
5-chloro-2-isothiocyanato-4-methylpyridine (0.45 g, 2.44 mmol, 85 % yield). 1H NMR (500 MHz, DMSO-D6) § ppm 8.45
(s, 1H), 7.47 (s, 1 H), 2.37 (s, 3H). LC/MS RT=2.79; [M+H]* = 184.9.

Step B: (R)-N-(5-Chloro-4-methylpyridin-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclof2. 2. 2Joctan]-2-amine

[0535]
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[0536] To 5-chloro-2-isothiocyanato-4-methylpyridine (0.37 g, 2.0 mmol) in N,N-dimethylformamide (20 mL) was added
triethylamine (0.7 mL, 5.0 mmol) and (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (from Step B of Example 17)
(0.47 g, 2.0 mmol) at room temperature. The reaction was stirred at 70 °C for 2 hours. The reaction was cooled to room
temperature and concentrated in vacuo. The crude urea was purified by chromatography (Biotage: 85% CHCI3, 14%
MeOH, 1% NH,OH). The product was then treated with N,N-dimethylformamide (20 mL) and N,N’-diisopropylcarbodi-
imide (0.94 mL, 6.0 mmol). The reaction was heated to 70°C for 2 hours. The reaction was cooled to room temperature
and concentrated to yield the crude product. The crude product was purified by chromatography (Biotage: 85% CHCl,,
14% MeOH, 1% NH,OH) to yield (R)-N-(5-chloro-4-methylpyridin-2-yl)-4H-1"-azaspiro[oxazole-5,3*-bicyclo[2.2.2]octan]-
2-amine(0.19 g, 0.61 mmol, 30.3 % yield) as a white powder. 1H NMR (500 MHz, DMSO-D6) & ppm 8.79 (s, 1 H), 8.08
-8.15(m, 2H), 6.78 (s, 1 H), 3.82 (d, J=8.55 Hz, 2 H), 3.55 (d, J=10.38 Hz, 2 H), 2.93 - 3.02 (m, 5 H), 2.71 - 2.80 (m,
5H), 2.66 (t, J=7.63 Hz, 1H), 2.23-2.29 (m, 7 H), 1.94 - 2.02 (m, 2 H), 1.92 (s, 1 H), 1.86 (s, 2 H), 1.53 - 1.62 (m, 5 H),
1.41-1.49 (m, J=12.35,9.88, 7.02, 2.29 Hz, 2 H). MS (LC/MS) R.T. =0.72; [M+H]* = 307.1.

EXAMPLE 254
(R)-N-(6-Chloropyridazin-3-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2.2]Joctan]-2-amine

[0537]

A

Step A: 3-Chloro-6-isothiocyanatopyridazine

[0538]

[0539] 3-Chloro-6-isothiocyanatopyridazine was synthesized by the method of Example 218, Step D. Flash chroma-
tography on a 120 g silica gel cartridge with 0 to 25% EtOAc in hexane, 25 min, at 35 mL/min afforded 213 mg (31 % yield).
LCMS: RT = 1.25 min, MH+ = 172.00.

Step B : (R)-N-(6-Chloropyridazin-3-yl)-4H-1"-azaspiro[oxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0540]

[0541] (R)-N-(6-Chloropyridazin-3-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was synthesized by
the method of Example 218, Step E. Flash chromatography on a 160 g silica gel cartridge with 1-3 % [9:1 MeOH/NH40H]
in CHCI3, 50 min, at 40 mL/min afforded 29 mg (8 % yield).

1H NMR (400 MHz, CDCl3) 6 ppm 9.27 (1 H, br. s.), 7.28 (1 H, d, J=9.07 Hz), 7.10 (1 H, d, J=9.07 Hz), 3.95 (1 H, d,
J=9.57 Hz), 3.62 (1 H, d, J=9.57 Hz), 3.34 (1 H, dd, J=14.98, 1.64 Hz), 2.67 -3.04 (5 H, m), 2.14-2.21 (1 H, m), 2.12
(1H, br.s.),1.65-1.79 (1H, m), 1.45-1.61 (2 H, m).

LCMS: RT = 0.62 min, MH- =292.1, MH+ = 294.1.
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EXAMPLE 255
(R)-N-(6-Bromopyridazin-3-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2.2]octan]-2-amine

[0542]

:‘ HN—\ )—Br
/]l o NN
[ ‘“h/

Step A: 3-Bromo-6-isothiocyanatopyridazine

[0543]

§=C=N
[0544] 3-Bromo-6-isothiocyanatopyridazine was synthesized by the method of Example 218, Step D. Flash chroma-
tography on a 120 g silica gel cartridge with O to 25% EtOAc in hexane, 25 min, at 35 mL/min afforded 364 mg (42 % yield).
LCMS: RT = 1.34 min, MH+ = 215.92.

Step B : (R)-N-(6-Bromopyridazin-3-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0545]

P =) e (A o ¢ B

[0546] (R)-N-(6-Bromopyridazin-3-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was synthesized by
the method of Example 218, Step E. Flash chromatography on a 160 g silica gel cartridge with 1-3 % [9:1 MeOH/NH40OH]
in CHCI3, 50 min, at 40 mL/min afforded 211 mg (37 % yield).

1H NMR (400 MHz, CDCl3) & ppm 9.23 (1 H, br. s.), 7.37 (1 H, d, J=9.07 Hz), 6.97 (1 H, d, J=9.07 Hz), 3.92 (1 H, d,
J=9.57 Hz), 3.59 (1 H, d, J=9.82 Hz), 3.29 (1 H, dd, J=14.98, 1.64 Hz), 2.63 - 2.99 (6 H, m), 2.04 - 2.19 (2 H, m), 1.59
-1.74 (1 H, m),1.39-1.58(2H,m)

LCMS: RT= 0.64 min., MH- 336.1, MH+ 338.0.

EXAMPLE 256
(R)-N-(6-(4-Chlorophenyl) pyrimidin-4-yl)-4H-1"-azaspirofoxazole-5,3’-bicyclof2. 2. 2]Joctan]-2-amine

[0547]

165



15

20

25

30

35

40

45

50

55

EP 2 271 650 B1

Step A: 6-(Pyridin-4-yl)pyrimidin-4-amine

[0548]

[0549] A mixture of 6-chloropyrimidin-4-amine (0.324 g, 2.5 mmol), 4-chlorophenylboronic acid (0.489 g, 3.13 mmol),
Na,COj3 (0.795 g, 7.50 mmol) and bis(triphenylphosphine)palladium(ll) chloride (0.035 g, 0.050 mmol) was suspended
in a mixture of DME/EtOH/water (15:2:3 mL). The mixture was heated in the microwave synthesizer at 125 °C for 20
min and concentrated. Theresidue was purified by silica gel chromatography (2-15 % 9:1 methanol:ammonium hydroxide-
ethyl acetate) to afford:6-(pyridin-3-yl)pyrimidin-4-amine (0.3 g, 0.871 mmol, 58.4 % yield) as an off-white solid. LCMS
R.T. =1.42; [M+2H]* = 207.91.

Step B: 4-(4-Chlorophenyl)-6-isothiocyanatopyrimidine

[0550]

Cl
[0551] To a bright orange solution of 1,1’-thiocarbonyldipyridin-2(1H)-one(0.666 g, 2.87 mmol) dichloromethane/ N,N-
dimethylformamide at room temperature was added 6-(4-chlorophenyl)pyrimidin-4-amine (0.59 g, 2.87 mmol). The or-
ange mixture was heated at 60 °C for 18 hours. The LC/MS showed the desired product peak as a major peak. The
deep orange mixture was purified by silica gel chromatography (0-40 % ethyl acetate-hexanes) to afford 4-(4-chloroph-
enyl)-6-isothiocyanatopyrimidine (0.322 g, 1.300 mmol, 45 % yield) as an orange oil. LCMS R.T. = 2.82; [M]* = 248.03.
Step C: (R)-N-(6-(4-Chlorophenyl)pyrimidin-4-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2. 2. 2]Joctan]-2-amine

[0552]
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[0553] To (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.298 g, 1.300 mmol) in N,N-dimethylformamide (15
mL) was added Cs,CO5 (1.059 g, 3.25 mmol) and 4-(4-chlorophenyl)-6-isothiocyanatopyrimidine (0.322 g, 1.300 mmol).
The suspension was stirred at room temperature for 30 minutes. N,N’-Diisopropylcarbodiimide (0.608 mL, 3.90 mmol)
was then added and the mixture was stirred at room temperature for 18 hours. The mixture was concentrated and purified
by silica gel chromatography (5-25 % 9:1 methanol:ammonium hydroxide-ethyl acetate) to afford (R)-N-(6-(pyridin-4-
yl)pyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.104 g, 0.276 mmol, 21 % yield) as a yellow
solid. 'H NMR (400 MHz, CDCl3) 8 ppm 9.54 (1 H, br. s.), 8.83 (1 H, d), 7.89-8.04 (2 H, m), 7.41 - 7.54 (2 H, m), 7.33
(1H,br.s),402(1H,d),3.71 (1H,d),342(1H,d),273-3.15(5H, m), 210-2.31 (2 H, m), 1.46 - 1.89 (3 H, m).
LCMS R.T. = 1.92; [M]* = 370.35.

EXAMPLE 257
(R)-N-(6-(3-Chlorophenyl) pyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5, 3 -bicyclo[2.2. 2]Joctan]-2-amine

[0554]

Step A: 6-(3-Chlorophenyl)pyrimidin-4-amine

[0555]

[0556] A mixture of 6-chloropyrimidin-4-amine (0.324 g, 2.5 mmol), 3-chlorophenylboronic acid (0.489 g, 3.13 mmol),
Na,COj5 (0.795 g, 7.50 mmol) and bis(triphenylphosphine)palladium(ll) chloride (0.035 g, 0.050 mmol) was suspended
in a mixture of DME/EtOH/wate(15:2:3 mL). The mixture was heated in the microwave synthesizer at 125 °C for 20 min
and concentrated. The residue was purified by silica gel chromatography (30-70 % ethyl acetate in hexanes) to afford:
6-(3-chlorophenyl)pyrimidin-4-amine (0.47g, 2.286 mmol, 91 % yield) as a yellow solid. LCMS R.T. = 1.45; [M+2H]*
208.65.

Step B: 4-(3-Chlorophenyl)-6-isothiocyanatopyrimidine

[0557]

167



10

15

20

25

30

35

40

45

50

55

EP 2 271 650 B1

[0558] To a bright orange solution of 1,1’-thiocarbonyldipyridin-2(1H)-one(0.486 g, 2.091 mmol) in dichloromethane/
N,N-dimethylformamide at room temperature was added 6-(3-chlorophenyl)pyrimidin-4-amine (0.43 g, 2.091 mmol).
The orange mixture was heated at 60 °C for 18 hours. The LC/MS showed the desired product peak as a major peak.
The deep orange mixture was purified by silica gel chromatography (0-40 % ethyl acetate-hexanes)to afford 4-(3-
chlorophenyl)-6-isothiocyanatopyrimidine (0.12 g, 0.484 mmol, 23 % yield) as an orange oil. LCMS R.T. = 2.15; [M]* =
248.31.

Step C. (R)-N-(6-(3-Chlorophenyl)pyrimidin-4-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2.2.2]octan]-2-amine

[0559]

[0560] To (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride(0.11 g, 0.484 mmol) in N,N-dimethylformamide (15 mL)
was added Cs,CO3; (0.395 g, 1.211 mmol) and 4-(3-chlorophenyl)-6-isothiocyanatopyrimidine (0.12 g, 0.484 mmol).
The suspension was stirred at room temperature for 30 minutes. N,N’-diisopropylcarbodiimide (0.226 mL, 1.453 mmol)
was then added and the mixture was continued to stir at room temperature for 18 hours. The mixture was concentrated
and purified by silica gel chromatography (5-25 %, then, 2-10 % 9:1 methanol:ammonium hydroxide-ethyl acetate) to
afford (R)-N-(6-(3-chlorophenyl)pyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine  (0.086 g,
0.221 mmol, 46 % vyield) as a yellow solid. TH NMR (400 MHz, MeOD) & ppm 8.82 (1 H, d), 8.05 (1 H, d), 7.93 (1 H,
ddd), 7.43-7.52 (2H, m), 7.35 (1 H, br.s.),4.13 (1 H,d), 3.93 (1 H, d), 3.63-3.81 (2 H, m), 3.42-3.53 (1 H, m), 3.30
-3.40(3H, m),2.46 (1H,d),2.26-2.40 (1H, m), 1.88-2.16 (3 H, in). LCMS R.T. = 1.90; [M]* = 370.28.

EXAMPLE 258
(R)-N-(5-Methyl-1,3,4-oxadiazol-2-yl)-4H-1’azaspiro[oxazole-5,3"-bicyclo[2.2. 2]octan]-2-amine
[0561]
H N<N
N ]
A o
O\ o

¥ N

N
Step A Dimethyl 5-methyl-1,3,4-oxadiaiol-2-ylcanbonimidodithioate

[0562]
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[0563] To a solution of 5-methyl-1,3,4-oxadiazo1-2-amine (1.92g, 20 mmol) in DMF (10ml) was added NaOH (20M,
2ml), CS, (3ml), NaOH (20M, 2ml) and iodomethane (3ml) slowly over 10 minutes. The mixture was stirred at room
temperature for 1 h and poured into 20 ml water. The precipitated solid was filtered, washed with water, and dried to
obtain the desired product, dimethyl 5-methyl-1,3,4-oxadiazol-2-ylcarbonimidodithioate as a white solid (1.45g, 35.7%).
TH NMR (500 MHz, CDCl3) § ppm 2.63 (s, 6H), 2.50 (s, 3H). LCMS R.T. 1.66 min; [M+H] = 203.91.

Step B: (R)-N-(5-Methyl-1,3,4-oxadiazol-2-yl)-4H-1-azaspiro[oxazole-5,3’-bicyclo[2. 2. 2]Joctan]-2-amine

[0564]
He - NN
NI
o
A~ N
@"ll’/
N |
[0565] A mixture of dimethyl 5-methyl-1,3,4-oxadiazol-2-ylcarbonimidodithioate (260 mg, 1.28 mmol), (S)-3-(aminome-
thyl)quinuclidin-3-ol dihydrochloride (200 mg, 1.28 mmol) and cesium carbonate (87.6 mg, 2.69 mmol) in DMF (5ml)
was stirred overnight at room temperature. The mixture was concentrated and purified on a Biotage silica gel column
(100% ethyl acetate, then 10-35 % 9:1 methanol:ammonium hydroxide-chloroform) to obtain the desired product,
(R)-N-(5-methyl-1,3,4-oxadiazol-2-yl)-4H-1"-azaspiro[oxazole-5,3™-bicyclo[2.2.2]octan]-2-amine  (192mg, 54.1%). 'H
NMR (500 MHz, MeOD) & ppm 4.05 (d, 1H), 3.74 (d, 1H), 3.25 (d, 1H), 3.15 (d, 1H), 2.94 (m, 2H), 2.85 (m, 2H), 2.43
(s, 3H), 2.19(m, 1H), 2.10 (m, 1H), 1.6-1.8 (m, 3H). MS (LCMS) [M+H] = 264.05. R.T. 0.16 min.
EXAMPLE 259

(R)-N-(3-Methyl-1,2,4-thiadiazol-5-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0566]

Step A: Dimethyl 3-methyl-1,2,4-thiadiazol-5-ylcarbonimidodithioate

[0567]
S/ NS
=N v A
. ___>j_.__Q/N__ o
A\

[0568] To a solution of 3-methyl-1, 2, 4-thiadiazol-5-amine (2.3g, 20 mmol) in DMF (10ml) was added NaOH (20M,
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2ml), CS, (3ml), NaOH (20M, 2ml) and iodomethane (3ml) slowly over 10 minutes. The mixture was stirred at room
temperature for 1 h and poured into 20 ml water. The precipitated solid was filtered and washed with water, and dried
to obtain impure dimethyl 3-methyl-1,2,4-thiadiazol-5-ylcarbonimidodithioate, a yellow solid (2.3 g, 52.5%). TH NMR (500
MHz, CDCI3) § ppm 2.67 (s), 2.62 (s). MS [M+H] = 219.85.

Step B: (R)-N-(3-Methyl-1,2,4-thiadiazol-5-yl)-4H-1-azaspiro[oxazole-5,3’-bicyclo[2. 2. 2]Joctan]-2-amine

[0569]

[0570] A mixture of dimethyl 3-methyl-1,2,4-thiadiazol-5-ylcarbonimidodithioate (281 mg, 1.28 mmol), (S)-3-(aminome-
thyl)quinuclidin-3-ol dihydrochloride (200 mg, 1.28 mmol) and cesium carbonate (876 mg, 2.69 mmol) in DMF (5 ml)
was stirred overnight at room temperature. The mixture was concentrated and purified on a Biotage silica gel column
(100% ethyl acetate, then 10-35 % 9:1 methanol: ammonium hydroxide-chloroform) to obtain the desired product,
(R)-N-(3-methyl-1,2,4-thiadiazol-5-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine ( 147.8 mg, 40.5%). TH
NMR (500 MHz, MeOD) 6 ppm 4.01-3.99(d, 1H), 3.72-3.70 (d, 1H), 3.27 (d, 1H), 3.16 (d, 1H), 3.01-2.9 (m, 2H), 2.86-2.83
(m, 2H), 2.43 (s, 3H), 2.21-2.0(m, 2H), 1.81-1.75(m, 1H), 1.75-1.70 (m, 2H). MS (LCMS) [M+H] =279.99; R.T. = 0.2 min.

EXAMPLE 260
(R)-N-(3-Methyl-1,2,4-oxadiazol-5-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2. 2. 2]Joctan]-2-amine

[0571]

Step A: Dimethyl 3-methyl-1,2,4-oxadiaiol-5-ylcarbonimidodithioate

[0572]

/
—=N— |
SZ-=N—<. N

[0573] To a solution of 3-methyl-1,2,4-oxadiazol-5-amine (490 mg, 4.94mmol) in DMF (5ml) was added NAOH (20M,
0.5ml), CS, (1ml), NaOH (20M, 0.5ml) and iodomethane (1ml) slowly over 10 minutes. The mixture was stirred at room
temperature for 1 hour. The mixture became very thick, and 20 ml water was added. The solid was filtered off, washed
with water, and dried to obtain impure dimethyl 3-methyl-1,2,4-oxadiazol-5-ylcarbonimidodithioate, a yellow solid (770
mg, 77%). MS (LCMS) [M+H] = 203.91; R.T. = 1.84 min. The product was used directly in the next step.
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Step B: (R)-N-(3-Methyl-1,2,4-oxadiazol-5-yl)-4H-1’-azaspirofoxazole(5,3’-bicyclof2. 2. 2Joctan]-2-amine

[0574]

[0575] A mixture of dimethyl 3-methyl-1,2,4-oxadiazol-5-ylcarbonimidodithioate (280 mg, 1.37 mmol), (S)-3-(aminome-
thyl)quinuclidin-3-ol dihydrochloride (21.5 mg, 1.37 mmol) and cesium carbonate (942 mg, 2.89 mmol) in DMF (5ml)
was stirred overnight at room temperature. The mixture was concentrated and purified on a Biotage silica gel column
(100% ethyl acetate, then 10-35 % 9:1 methanol:ammonium hydroxide-chloroform) to obtain the desired product,
(R)-N-(3-methyl-1,2,4-oxadiazol-5-yl)-4H-1"-azaspiro[oxazole-5,3™-bicyclo[2.2.2]octan]-2-amino (198 mg, 51.9%). H-
NMR (500 MHz, MeOD) 6 ppm 4.1-4.0 (d, 1H), 3.8-3.7 (d, 1H), 3.4-3.2 (d, 1H), 3.2-3.1 (d, 1H), 3.0-2.9 (m, 2H), 2.9-2.8
(m, 2H), 2.27 (s, 3H), 2.2 (m, 1H), 2.2-2.0 (m, 1H), 1.9-1.6 (m, 3H). MS (LCMS) [M+H] = 264.05; R.T. = 0.26 min.

EXAMPLE 261
(R)-N-(6-(Methylthio)pyrimidin-4-yl)-4H-1’-azaspirofoxazole-5,3-bicyclo[2. 2. 2]octan]-2-amine

[0576]

HN= N

'»o N—/
,{]ﬁ?:;’zz/

Step A: Dimethyl 6-chloropyrimidin-4-ylcarbonimidodithioate

[0577]

[0578] To a solution of 6-chloropyrimidin-4-amine (1.295 g, 10 mmol) in N,N-dimethylformamide (12 mL) was added
dropwise NaOH (1 mL, 20.00 mmol, 20 M), CS2 (1.5 mL, 24.88 mmol), NaOH (1 mL, 20.00 mmol, 20 M) and iodomethane
(1.5 mL, 23.99 mmol) at 15 min intervals. Stirring was continued for 1.5 h and the mixture was poured into water. The
orange solid was separated washed with water, dried and recrystallised from methanol to afford dimethyl 6-chloropyri-
midin-4-ylcarbonimidodithioate (0.966 g, 4.13 mmol, 41.3 % yield) as a yellow solid. LCMS R.T.=2.39; [M+H]* = 234.08.

Step B: (R)-N-(6-(Methylthio)pyrimidin-4-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2. 2Joctan]-2-amine

[0579]
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[0580] To (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.9 g, 3.93 mmol) in N,N-dimethylformamide (20 mL)
was added Cs,CO5 (2.69 g, 8.25 mmol) and dimethyl 6-chloropyrimidin-4-ylcarbonimidodithioate (0.964 g, 4.12 mmol).
The suspension was stirred at room temperature for 18 hours, then heated at 100 C for 3 hours. The mixture was
concentrated and purified by silica gel chromatography (5-15 % 9:1 methanol:ammonium hydroxide-ethyl acetate) to
afford (R)-N-(6-(methylthio)pyrimidin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.21 g, 0.72 mmol,
48.2% yield) as a pale yellow solid. TH NMR (400 MHz, CDCl3) S ppm 9.43 (1 H, br.s.),8.55 (1 H,d),6.78 (1H, br.s)),
3.98(1H,d),3.64(1H,d),3.37 (1H,dd),2.72-3.06 (6H, m),2.51(3H,s),2.08-224(2H,m), 1.69-1.81(1H, m),
1.41-1.64 (2 H, m). LCMS R.T. =0.93; [M+H]* = 306.29.

EXAMPLE 262
(R)-N-({1,2,4]Triazol[4,3-a]pyridine-3-yl)-4H-1"-azaspirofoxazole-5,3-bicyclo[2.2,2]octan]-2-amine

[0581]

07N
u//N
N
Step A: Di(1H-imidazol-1-yl)methanimine
[0582]
‘NH
N7 NN

=N

[0583] To a solution of 1H-imidazole (42g, 617mmol) in dichloromethane (1L) was added cyanogen _bromide
(22.5,_212_mmol) and the mixture was heated to reflux for 30 minutes, allowed to cool to room temperature and the
white solid was filtered off. The filtrate was concentrated to 100mland stored in the refrigerator for 3 days. The precipitated
solid was filtered off to obtain 8g di(1H-imidazol-1-yl)methanimine (49.6mmol, 8%). TH NMR (500 MHz, DMSO) § ppm
8.09 (s, 1H), 7.55 (s, 1H), 7.13 (s, 1H).

Step B: [1, 2, 4]Triazolo[4,3-a]pyridine-3-amine

[0584]
A N=N
:\v N‘\/<N
 Nen
H
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[0585] To a solution of 2-hydrazinylpyridine (5.2g, 47.6 mmol) in THF (70ml) was added di(1H-imidazol-1-yl)metha-
nimine (7,8g, 48.4mmol). The mixture was heated to reflux overnight. The crude mixture was evaporated and purified
on a Biotage silica gel column (0-25%, methanol-methylene chloride) collecting the purple-colored spot, [1, 2, 4]triazo-
lo[4,3-alpyridine-3-amine (4.7g, 35mmol, 73.5%). TH NMR (500 MHz, DMSO) & ppm 8.05-8.0 (m, 1H), 7.44-7.40 (m,
1H), 7.08-7.0 (m, 1H), 6.74-6.70 (m, 1H), 6.35 (s, 2H). MS (LCMS) [M+H] = 134.98; R.T. =0.1 min.

Step C: Dimethyl [1,2,4]triazol[4,3-a]pyridine-3-ylcarbonimidodithioate

[0586]

[0587] To a solution of [1,2,4]triazolo[4,3-a]pyridine-3-amine (300 mg, 2.24mmol) in DMF (5ml) was added NaOH
(20M, 0.25ml), CS, (0.5ml), NaOH (20M, 0.25ml) and iodomethane (0.5ml) slowly over 10 minutes. The mixture was
stirred at room temperature for 1 h and 10ml water was added to the reaction mixture. The precipitated solid was filtered
off, washed with water (100ml), and dried to obtain 230 mg dimethyl [1,2,4]triazol[4,3-a]pyridine-3-ylcarbonimidodithioate
(0.96 mmol, 43.1%), a white solid. TH NMR (500 MHz, CDCl3) § ppm 8.17 (d, 1H), 7.7 (d, 1H), 7.24-7.22 (t, 1H), 6.84-6.80
(t, 1H), 2.71-2.68 (d, 6H). MS (LCMS) [M+H] = 238.94; R.T. = 1.26 min.

Step D: (R)-N-([1,2,4]Triazol[4,3-a]pyridine-3-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2. 2. 2Joctan]-2-amine

[0588]

[0589] A mixture of dimethyl [1, 2, 4]triazol[4,3-a]pyridine-3-ylcarbonimidothioate (120 mg, 0.50 mmol), (S)-3-(ami-
nomethyl)quinuclidin-3-ol dihydrochloride (120 mg, 0.76 mmol) and cesium carbonate (492 mg, 1.5 mmol) in DMF (5ml)
was heated at 70 °C for 6 hours. The mixture was concentrated and purified on a Biotage silica gel column (100% ethyl
acetate, then 10-35% 9:1 methanol:ammonium hydroxide-chloroform) to obtain the desired product, (R)-N-([1,2,4]tria-
zol[4,3-a]pyridine-3-yl)-4H-1"-azaspiro[oxazole-5,3"-bicyclo[2.2.2]octan]-2-amine (97.2 mg, 61.5%). TH NMR (500 MHz,
CDCI3) 8 ppm 8.2-8.1 (d, 1H), 7.6-7.5 (d, 1H), 7.2-7.1 (t, 1H), 6.7-6.6 (t, 1H), 4.1-4.0 (d, 1H), 3.7-3.6 (d, 1H), 3.5-3.4 (m,
1H), 3.1-2.7 (m, 5H), 2.4-2.2 (m, 2H), 1.8-1.7 (m, 1H), 1.7-1.5(m, 2H). MS (LCMS) [M+H] =299.3; R.T. = 1.22 min.

EXAMPLE 263
(R)-N-(6-bromothiazolo[5,4-b]pyrazin-2-yl)-4H-1’-azaspiro[oxazole-5,3"-bicyclo[2.2.2]octan]-2-amine

[0590]

g /N/N |
[@o}: N%S:[\N:I,\Br
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Step A: Dimethyl 6-bromothiazolo[5,4-b]pyrazin-2-ylcarbonimidodithioate

[0591]
-/

ey
NN )—S
I T YN

Br/[r{l;Es

[0592] To a suspension of 6-bromothiazolo[5,4-b]pyrazin-2-amine (700 mg, 3.03 mmol) in DMF (3 mL) was added
16.0M sodium hydroxide (400 pL, 6.40 mmol). The mixture was allowed to stir 10 min at room temperature at which
time carbon disulfide was added (450 p.L, 7.57 mmol) and the resulting reddish brown mixture was stirred for 10 minutes.
An additional portion of 16.0M sodium hydroxide (400 pL, 6.40 mmol) was added and the mixture was again stirred for
10 minutes. Finally, iodomethane (450 pL, 7.27 mmol) was added dropwise. The mixture was stirred for 5 minutes, at
which time a voluminous yellow precipitate had formed. The mixture was poured into water and the solids were collected
by filtration to afford dimethyl 6-bromothiazolo[5,4-b]pyrazin-2-ylcarbonimidodithioate (680 mg, 67% yield) as a yellow
solid of sufficient purity to use without further purification. 1H NMR (400 MHz, CDCl5) 6 ppm 8.63 (s, 1H) 2.68 (s, 6 H).

Step B: (R)-N-(6-bromothiazolo[5,4-b]pyrazin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine

[0593]

. H /</NIN]\
A o NN
Ya s STSN By
",(/':N

[0594] A mixture of dimethyl 6-bromothiazolo[5,4-b]pyrazin-2-ylcarbonimidodithioate (300 mg, 0.895 mmol), (S)-
3-(aminomethyl)quinuclidin-3-ol dihydrochloride (210 mg, 0.895 mmol) and cesium carbonate (600 mg, 1.79 mmol) in
acetonitrile (25 mL) was heated on a 100 °C oil bath for 2 hours in an open flask, with nitrogen bubbling through the
solution the entire time to help in the removal of methanethiol. After 2 hours, TLC showed the reaction to be complete,
so the mixture was cooled to ambient temperature, diluted with water and concentrated in vacuo. The mixture was
extracted with chloroform (4x). The combined organic where washed with brine, dried over sodium sulfate, filtered,
concentrated in vacuo, and the crude residue was purified by silica gel chromatography (2-40 % 9:1 methanol:ammonium
hydroxide-chloroform). The product fractions were combined and concentrated in vacuo to afford (R)-N-(6-bromothia-
zolo[5,4-b]pyrazin-2-yl)-4H-1"-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (200 mg, 57% yield). 1H NMR (400
MHz, CDCl3) § ppm 9.39 (br. s., 1 H) 8.48 (s, 1 H) 4.05 (d, J=9.79 Hz, 1 H) 3.72 (d, J=9.79 Hz, 1H) 3.42 (dd, J=15.06,
176 Hz, 1H)2.73-3.08(m,5H)2.10-2.22 (m,2H) 1.73-1.84 (m, J=14.09,9.94,4.17,4.17 Hz, 1 H) 1.52 - 1.65 (m,
2 H). MS (LC/MS) R.T. = 1.29; [M+H]* = 394.99.

EXAMPLE 264
(R)-N-(6-(methyithio)thiazolo[5,4-b]pyrazin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2. 2]octan]-2-amine

[0595]

N N
TN

[0596] A mixture of dimethyl 6-bromothiazolo[5,4-b]pyrazin-2-ylcarbonimidodithioate from Step A of Example 263
(100 mg, 0.298 mmol), (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (68 mg, 0.298 mmol) and cesium carbonate
(100 mg, 0.60 mmol) in DMF (1.5 mL) was placed in a 1 dram vial and heated on a 100 °C oil bath for 1 hour, at which
time, sodium thiomethoxide (100 mg, 1.43 mmol) was added and the mixture was heated overnight. The mixture was
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cooled to ambient temperature and poured into water (20 mL) and the resulting solids were collected by filtration and
then purified by silica gel chromatography (2-40 % 9:1 methanol:ammonium hydroxide-chloroform). The productfractions
were combined and concentrated in vacuo to afford (R)-N-(6-methylthio)thiazolo[5,4-b]pyrazin-2-yl)-4H-1’-azaspiro[ox-
azole-5,3-bicyclo[2.2.2]octan]-2-amine (52 mg, 46% yield). 1H NMR (500 MHz, CDCl3) 6 ppm 9.39 (br. s., 1 H) 8.31 (s,
1H)4.03 (d, J=9.77 Hz, 1 H) 3.70 (d, J=9.77 Hz, 1 H) 3.41 (dd, J=14.95,1.83 Hz, 1H) 2.73 - 3.10 (m, 5 H) 2.63 (s, 3 H)
210-225(m,2H) 1.47 - 1.86 (m, 3 H). MS (LC/MS) R.T. = 1.04; [M+H]* = 363.04.

EXAMPLE 265

(R)-N-(5-Methoxythiazolo[5,4-d]pyrimidin-2-yl)-4H-1"-azaspirofoxazole-5,3’-bicyclo[2.2. 2]Joctan]-2-amine

HN v/ I\l
o A
InJ N

Step A: 5-Methoxythiazolo[5,4’-d]pyrimidin-2-amine

[0597]

[0598]

N’\/”:N\
\o/|\\_N s s>_NH2

[0599] Ethyl 5-chlorothiazolo[5,4-d]pyrimidin-2-ylcarbamate (250 mg, 0.966 mmol) was suspended in MeOH (10 mL)
and a 25% (w/w) solution of sodium methoxide in methanol was added (10 mL, 46.3 mmol). The resulting solution was
refluxed overnight, cooled to ambient temperature, poured into an equal volume of water and extracted with chloroform
(4x). A signifincant amount of compound was still present in the aqueous phase, so this was concentrated to residue,
and then dissolved in a small amount of 1N HCI (not enough to make the resulting solution acidic) and extracted again
with EtOAc (5x). The combined organics were washed with brine, dried over sodium sulfate, filtered and concentrated
in vacuo. 5-Methoxythiazolo[5,4-d]pyrimidin-2-amine (144mg, 0.790 mmol, 82 % yield) was thus obtained as a white
solid. 1TH NMR (400 MHz, DMSO-dg) 8 ppm 8.43 (s, 1H) 7.81 (s, 2H) 3.90(s, 3H). MS (LC/MS) R.T.=0.73; [M+H]*=183.03

Step B: Dimethyl 5-methoxythiazolo[5,4-d]pyrimidin-2-ylcarbonimidodithioate

[0600]

/
S /
\o)'\:nj:s?_N

[0601] To a suspension of 5-methoxythiazolo[5,4-d]pyrimidin-2-amine (911 mg, 5.00 mmol) in DMF (5 mL) was added
20.0M sodium hydroxide (500 pL, 10.00 mmol). The mixture was allowed to stir 10 min at room temperature at which
time carbon disulfide was added (750 p.L, 12.50 mmol) and the resulting reddish brown mixture was stirred for 10 minutes.
An additional portion of 20.0M sodium hydroxide (500 pL, 10.00 mmol) was added and the mixture was again stirred
for 10 minutes. Finally, iodomethane (750 pL, 12.00mmol) was added dropwise. The mixture was stirred for 5 minutes,
at which time a voluminous yellow precipitate had formed. The mixture was poured into water and the solids were
collected by filtration to afford a yellow solid that was further purified by silica gel chromatography (2-20% EtOAc/CHCly)
to provide dimethyl 5-methoxythiazolo[5,4-d]pyrimidin-2-ylcarbonimidodithioate (380 mg, 27% yield).

1H NMR (400 MHz, CDCl3) § ppm 8.90 (s, 1 H) 4.09 (s, 3 H) 2.66 (s, 6 H).
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Step C: (R)-N-(6-methoxythiazolo[5,4-d]pyrimidin-2-yl)-4H-1’-azaspiro[oxazole-5,3"-bicyclo[2. 2. 2Joctan]-2-amine

[0602]

[0603] A mixture of dimethyl 5-methoxythiazolo[5,4-d]pyrimidin-2-ylcarbonimidodithioate (100 mg, 0.349 mmol), (S)-
3-(aminomethyl)quinuclidin-3-ol dihydrochloride (80mg, 0.349 mmol) and cesium carbonate (228mg, 0.698 mmol) in
DMF (1.7 mL) was heated to 100 °C for 2 hours. The reaction mixture was cooled to ambient temperature, poured into
water and the solids were collected by filtration to afford (R)-N-(5-methoxythiazolo[5,4-d]pyrimidin-2-yl)-4H-1’-aza-
spiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (78 mg, 64% yield). TH NMR (500 MHz, CDCl3) & ppm 9.12 (br. s, 1H)
8.63 (s, 1H)3.95-4.18(m, 4 H)3.71 (d, J=9.17 Hz, 1 H) 3.41 (d, J=15.26 Hz, 1H) 2.74 - 3.10 (m, 5 H) 2.11 - 2.27 (m,
2H)1.71-1.86 (m, 1H) 1.50- 1.70 (m, 2 H). MS (LC/MS) R.T. = 1.66; [M+H]* = 347.0.

EXAMPLE 266
(R)-N-(5-Ethyl-1,3,4-oxadiazol-2-yl)-4H-1’-azaspiro[oxazole-5,3 -bicyclo[2. 2. 2]Joctan]-2-amine

[0604]

Step A: Dimethy! 5-ethyl-1,3,4-oxadiazol-2-ylcarbonimidodithioate

[0605]

N

[0606] To a solution of 5-ethyl-1, 3, 4-oxadiazol-2-amine (2.26g, 20 mmol) in DMF (10ml) was added NaOH (20M,
2ml), CS, (3ml), NaOH (20M, 2ml) and iodomethane (3ml) slowly over 10 minutes. The mixture was stirred at room
temperature for 2 h and poured into 30 ml water. The precipitated yellow solid was filtered off, washed with water, and
dried to obtain the desired product, dimethyl 5-ethyl-1,3,4-oxadiazol-2-ylcarbonimidodithioate, a white solid (2.6 g,
59.8%). "H NMR (500 MHz, CDCI3) & ppm 2.86-2.83 (g, 2H), 2.63 (s, 6H), 1.3901.35 (t, 3H). MS (LCMS) [M+H] =217.95;
R.T.=1.93 min

Step B: (R)-N-(5-Ethyl-1,3,4-oxadiazol-2-yl)-4H-1’-azaspiro[oxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0607]
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[0608] A mixture of dimethyl 5-ethyl-1,3,4-oxadiazol-2-ylcarbonimidodithioate (327 mg, 1.5 mmol), (S)-3-(aminome-
thyl)quinuclidin-3-ol dihydrochloride (235 mg, 1.5 mmol) and cesium carbonate (1000 mg, 3.16 mmol) in DMF (10ml)
was stirred overnight at room temperature. The mixture was concentrated and purified on a Biotage silica gel column
(100% ethyl acetate, then 10-35 % 9:1 methanol:ammonium hydroxide-chloroform) to obtain the desired product,
(R)-N-(5-ethyl-1,3,4-oxadiazol-2-yl)-4H-1"-azaspiro[oxazole-5,3"-bicyclo[2.2.2]octan]-2-amine (290mg, 66%). TH NMR
(500 MHz, MeOD) & ppm 4.05 (d, 1H), 3.74 (d, 1H), 3.3-3.2 (d, 1H), 3.2-3.1(d, 1H), 3.0-2.9(m, 2H), 2.9-2.8 (m, 5H), 2.2
(s, 1H), 2.15-2.0 (m, 1H), 1.9-1.6 (m, 3H), 1.4-1.3 (t, 3H). (m, 2H). MS (LCMS) [M+H] = 278.09; R.T. = 0.48 min.

EXAMPLE 267
(R)-N-(3,5-Dichloropyridin-2-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0609]

Step A: 3,5-Dichloro-2-isothiocyanatopyridine

[0610]

[0611] To 3,5-dichloropyridin-2-amine (0.36 g, 2.209 mmol) in dichloromethane (25 mL) was added 1,1’-thiocarbo-
nyldipyridin-2(1H)-one (0.523 g, 2.253 mmol). The reaction was stirred at 40 °C for 3 hours. The reaction was cooled to
room temperature and the crude was purified by chromatography (Biotage: 25-100% methyl acetate/hexane) to yield to
yield 3,5-dichloro-2-isothiocyanatopyridine (0.4 g, 1.951 mmol, 88 % yield). 1H NMR (500 MHz, DMSO-D6) 6 ppm 8.50
(t, J=2.59 Hz, 1 H), 8.45 (t, J=2.59 Hz, 1 H). MS (LC/MS) R.T. = 2.07; [M+H]* = 204.8.

Step B: (R)-N-(3,5-Dichloropyridin-2-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclof2. 2. 2Joctan]-2-amine

[0612]
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[0613] To 3,5-dichloro-2-isothiocyanatopyridine (0.11 g, 0.55 mmol) in N,N-dimethylformamide (10 mL) was added
Et3N (0.17 mL, 1.21 mmol) and (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.13 g, 0.66 mmol) at room tem-
perature. The reaction was stirred at 70 °C for 2 hours. The reaction was cooled to room temperature and concentrated
in vacuo. The crude urea was purified by chromatography (Biotage: 85% CHCI3, 14% MeOH, 1% NH,OH). The product
was then treated with N,N-dimethylformamide (10 mL) and N,N’-diisopropylcarbodiimide (0.26 mL, 1.65 mmol). The
reaction was heated to 70°C for 2 hours. The reaction was cooled to room temperature and concentrated in vacuo to
yield the crude product. The crude product was purified by chromatography (Biotage: 85% CHCI;, 14% MeOH, 1%
NH4OH) to yield (R)-N-(3, 5-dichloropyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine (0.08 g, 0.24
mmol), 44 % yield) as a white powder. 1H NMR (500 MHz, DMSO-D6) & ppm 8.91 (s, 1 H), 8.11 8.17 (m, 1 H), 7.97 (d,
J=2.44 Hz, 1H), 3.84 (d, J=9.77 Hz, 1 H), 3.59 (d, J=9.77 Hz, 1H), 2.95 - 3.04 (m, 2H), 2.72 - 2.81 (m, 2 H), 2.66 (t,
J=7.63 Hz, 2H), 2.01 (s, 1H), 1.89 (s, 1H), 1.54 1.62 (m, 2 H), 1.42-1.50 (m, 1 H). MS (LC/MS) R.T. 0.78. [M+]* 326.1

EXAMPLE 268
(R)-N-(5-chlorothiazolo[5,4-bjpyridin-2-yl)-4H-1’-azaspirofoxazole-5,3’ bicyclo[2.2.2]octan]-2-amine

[0614]

Step A: Dimethyl! 5-chlorothiazolo[b,4-b]pyridin-2ylcarbonimidodithioate

[0615]

/
S

/
- AN ‘/>—$
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[0616] To a suspension of 5-chlorothiazolo[5,4-b]pyridin-2-amine (930 mg, 5.00 mmol) in DMF (5 mL) was added
20.0M sodium hydroxide (500 pL, 10.00 mmol). The mixture was allowed to stir 10 min at room temperature at which
time carbon disulfide was added (750 pL, 12.50 mmol) and the mixture was stirred for 10 minutes. An additional portion
of 20.0M sodium hydroxide (500 uL, 10.0 mmol) was added and the mixture was again stirred for 10 minutes. Finally,
iodomethane (750 plL, 12.00 mmol) was added dropwise. An exotherm was noticed during this addition. The mixture
was stirred for 15 minutes, at which time a voluminous precipitate had formed. The mixture was poured into water and
the solids were collected by filtration. Most of the collected solids were pale yellow and crystalline. A few small clumps
of a slightly darker gummy orange solid were also present, and these were manually removed and discarded. The
remainder was the title compound, dimethyl 5-chlorothiazolo[5’,4-b]pyridin-2-ylcarbonimidodithioate (1.00g, 69% yield).
1H NMR (400 MHz, CDClj3) 6 ppm 8.04 (d, J=8.53 Hz, 1 H) 7.38 (d, J=8.53 Hz, 1H) 2.68 (s, 6H).

Ci

Step B: (R)-N-(5-chlorothiazolo[5,4-b]pyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3’ bicyclo[2.2. 2]Joctan]-2-amine

[0617]

[0618] A mixture of dimethyl 5-chlorothiazolo[5,4-b]pyridin-2-ylcarbonimidodithioate (100 mg, 0.35 mmol), (S)-3-(ami-
nomethyl)quinuclidin-3-ol dihydrochloride (79mg, 0.35mmol) and cesium carbonate (225mg, 0.69mmol) in DMF (1.7

178



10

15

20

25

30

35

40

45

50

55

EP 2 271 650 B1

mL) was heated to 100 °C for 2 hours. The reaction mixture was cooled to ambient temperature, poured into water and
the solids collected by filtration. The crude solids were purified by silica gel chromatography (2-40 % 9:1 methanol:am-
monium hydroxide-chloroform) to afford (R)-N-(5-chlorothiazolo[5,4-b]pyridin-2-y])-4H-1’-azaspiro[oxazole-5,3’ bicyc-
lo[2.2.2]octan]-2-amine (62mg, 51% yield). TH NMR (400 MHz, DMSO-dg) & ppm 9.13 (br. s., 1H) 7.93 (d, J=8,53 Hz,
1H)7.45(d, J=8.28 Hz, 1 H) 3.92 (d, J=10.29 Hz, 1 H) 3.67 (d, J=10.29 Hz, 1 H) 3.00 - 3.14 (m, 2 H) 2.77 - 2.93 (m, 2
H)2.69 (t, J=7.65Hz,2H)2.12(br.s.,1H) 1.95(br.s., 1H) 1.43-1.72(m, 3H). MS (LC/MS) R.T. = 1.10; [M+H]* = 350.10.

EXAMPLE 2.69
(R)-N5,N5-dimethyl-N2-(4H-1"-azaspirofoxazole-5,3-bicyclof2. 2. 2Joctane]-2-yl)thiazolo[5,4-d]pyrimidine-2,5-diamine

[0619]

Step A: Ethyl 5-chlorothiazolo[5,4-d]pyrimidin-2-ylcarbamate

[0620]

[0621] Ethoxycarbonylisothiocyanate (4.32 mL, 36.6mmol) and 2,4-dichloro-pyrimidin-5-ylamine (3.00 g, 18.29 mmol)
were mixed neat and sonicated for 5 minutes to help dissolve. The mixture was stirred at ambient temperature for 10
minutes, at which time the entire mixture had solidified. Methanol (100 mL) was added and the mixture was refluxed for
30 minutes, cooled to ambient temperature and the solids were collected by filtration to afford ethyl 5-chlorothiazolo[5,4-
d]pyrimidin-2-ylcarbamate (3.8g, 80% yield). 1H NMR (400 MHz, DMSO-dg) & ppm 12.64 (s, 1H) 9.05 (s, 1H) 4.31 (q,
J=7.19 Hz, 2 H) 1.32 (t, J=7.15 Hz, 3 H).

Step B: Ethyl 5-(dimethylamino)thiazolo[5,4-d]pyrimidin-2-ylcarbamate

[0622]

o
NN ‘\>‘°\_
\NJ\\/NIS%NH

[0623] Ethyl 5-chlorothiazolo[5,4-d]pyrimidin-2-ylcarbamate (300 mg, 1.16 mmol) was suspended in a 2.0 M solution
of dimethylamine in methanol (5.0 mL, 10.00 mmol) in a pressure vessel, which was sealed and heated overnight on a
75 °C oil bath. The mixture was cooled to ambient temperature, the solvent was evaporated and the residue was
partitioned between aqueous bicarbonate and chloroform and extracted 3 times. The combined organics were washed
with brine, dried over sodium sulfate, filtered and concentrated in vacuo to afford ethyl 5-(dimethylamino)thiazolo[5,4-
d]pyrimidin-2-ylcarbamate (236 mg, 99% yield). TH NMR (400 MHz, DMSO-dg) 6 ppm 11.97 (s, 1 H) 8.67 (s, 1H) 4.26
(9, J=7.03Hz, 2H)3.17 (s, 6 H) 1.16 - 1.40 (m, 3 H). MS (LC/MS) R.T. = 1.88; [M+H]* = 268.09.

Step C: Ethyl N5, N5-dimethyithiazolo[5,4-d]pyrimidine-2,5-diamine

[0624]
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[0625] Ethyl 5-(dimethylamino)thiazolo[5,4-d]pyrimidin-2-ylcarbamate (236mg, 0.88 mmol) was suspended in a 25%
(w/w) solution of sodium methoxide in methanol (5 mL, 23.0 mmol) and the mixture was heated to reflux overnight. The
reaction mixture was evaporated to dryness and the residue was partitioned between water and chloroform and extracted
3 times. The combined organics were wished with brine, dried over sodium sulfate, filtered and concentrated in vacuo
to afford ethyl N% N5-dimethylthiazolo[5,4-d]pyrimidine-2,5-diamine (170 mg, 99% yield) as a white solid. 1H NMR (400
MHz, DMSO-dg) & ppm 8.27 (s, 1H) 7.44 (s, 2 H) 3.10 (s, 6 H).

Step D: Dimethyl 5-(dimethylamino)thiazolo[5,4-d]pyrimidin-2-ylcarbonimidodithioate

[0626]

/
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[0627] To a suspension of ethyl N° N5-dimethylthiazolo[5,4-d]pyrimidine-2,5-diamine (160 mg, 0.819 mmol) in DMF
(1 mL) was added 20.0 M sodium hydroxide (100 pL, 2.00 mmol). The mixture was allowed to stir 10 min at room
temperature at which time carbon disulfide was added (120 pL, 2 mmol) and the resulting reddish brown mixture was
stirred for 10 minutes. An additional portion of 20.0 M sodium hydroxide (100 pL, 2.0 mmol) was added and the mixture
was again stirred for 10 minutes. Finally, iodomethane (120 p.L, 1.9 mmol) was added dropwise. The mixture was stirred
for 5 minutes, at which time a voluminous yellow precipitate had formed. The mixture was poured into water and the
solids were collected by filtration to afford dimethyl 5-(dimethylamino)thiazolo[5,4-d]pyrimidin-2-ylcarbonimidodithioate
(194 mg, 79% yield). 1H NMR (400 MHz, CDCl3) 8 ppm 8.75 (s, 1H) 3.26 (s, 6 H) 2.64 (s, 6 H).

Step E: (R)-N° N5-dimethyl-N2-(4H-1’-azaspirofoxazole-5,3-bicyclof2. 2. 2Joctane]-2-yl)thiazolo[5,4-d]pyrimidine-2, 3-di-
amine

[0628]

[0629] A mixture of dimethyl 5-(dimethylamino)thiazolo[5,4-d]pyrimidin-2-ylcarbonimidodithioate (90 mg, 0.301 mmol),
(8)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (83mg, 0.361 mmol) and cesium carbonate (196 mg, 0.60 mmol)
in DMF (1.0 mL) was heated to 100 °C for 1.5 hours. The reaction mixture was cooled to ambient temperature, poured
into water and extracted with chloroform (4x). The combined organics were washed with brine, dried over sodium sulfate,
filtered, concentrated in vacuo, and the crude residue was purified by silica gel chromatography (2-40 % 9:1 metha-
nol:ammonium hydroxide-chloroform) to afford (R)-N® N5-dimethy]-N2-(4H-1’-azaspiro[oxazole-5,3™-bicyclo[2.2.2]oc-
tanel]-2-yl)thiazolo[5,4-d]pyrimidine-2,5-diamine (81 mg, 71% yield) as a tan solid. 1H NMR (400 MHz, CDCl5) § ppm
9.07 (br.s., 1 H) 8.50 (s, 1 H) 4.01 (d, J=9.54 Hz, 1 H) 3.67 (d, J~9.54 Hz, 1 H) 3.39 (dd, J=14.93, 1.63 Hz, 1 H) 3.23
(s,6H)2.71-310(m, 5H)2.10-224 (m,2H) 1.68-1.84 (m, 1 H) 1.46 - 1.68 (m, 2 H). MS (LC/MS) R.T. = 0.87;
[M+H]* = 360.23.
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EXAMPLE 270
(R)-N-([1,2,4-]Triazol[1,5-a]pyrazin-2-yl)-4H-1’-azaspiro[oxazale-5,3-bicyclo[2.2. 2]octan]-2-amine

[0630]

Step A: [1,2,4]Triazolo[1,5-a]pyrazin-2-amine

[0631]

[0632] To a solution of pyrazin-2-amine (25 g, 260 mmol) in dioxane (300 ml) at room temperature was added ethox-
ycarbonyl-isothiocyanate (37. 99, 289 mmol) slowly. The mixture was stirred for 18 hours and the solvent was evaporated
under vacuum. The residual solid was dissolved in a mixture of methanol (150 ml) and ethanol (150 ml). To this solution
was added TEA (109 ml, 780 mmol) and hydroxylamine hydrochloride (72.5g, 1040 mmol). The mixture was stirred at
room temperature for 2 hours and was heated to reflux for 4 hours. The crude mixture was cooled to room temperature
and the solvent was evaporated. The residual solid was purified by column chromatography (0-20% methanol/CH,Cl,)
to obtain a white solid (60g). The solid was taken into EtOAc and water. The aqueous layer was extracted with EtOAc
twice. The combined organic layer was washed with brine and dried over sodium sulfate to obtain [1, 2, 4]triazolo[1,5-
a]pyrazin-2-amine as a white solid (12g, 88mmol, 33%). MS (LCMS) [M+H] = 135.96; R.T. = 0.21 min.

Step B: Dimethyl [1,2,4]triazol[1,5-a]pyrazin-2-ylcarbonimidodithioate

[0633]

N\ -
N %Z\ ‘9§"/§\N
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[0634] To a solution of [1,2,4]triazolo[1,5-a]pyrazin-2-amine (676 mg, 5 mmol) in DMF (10 ml) was added NaOH (20
M, 0.5 ml), CS, (1 ml), NaOH (20 M, 0.5 ml) and iodomethane (1 ml) slowly over 10 minutes. The mixture was stirred
at room temperature for 1 h and 10 ml water was added to the reaction mixture, which became cloudy. The mixture was
extracted with EtOAc (100ml x 3). The combined organic layers were washed with brine, dried over sodium sulfate,
filtered, and evaporated. The residue was purified on a Biotage silica gel column (ethyl acetate-hexane 10-30%) to obtain
dimethyl [1,2,4]triazol[1,5-a]pyrazin-2-ylcarbonimidodithioate as a yellow solid (720mg, 3mmol, 60%). TH NMR (500
MHz, CDC13) 8 ppm 9.2 (2, 1H), 8.5 (d, 1H), 8.2 (d, 1H), 2.67 (s, 6H). MS (LCMS) [M+H] = 239.92. [M+Na] = 261.89;
R.T. =1.55 min.

Step C: (R)-N-([1,2,4]Triazol[1,5-a]pyrazin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2. 2. 2]octan]-2-amine

[0635]
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[0636] A mixture of dimethyl [1, 2, 4]triazo][1,5-a]pyrazin-2-ylcarbonimidodithioate (120 mg, 0.50 mmol), (S)-3-(ami-
nomethyl)quinuclidin-3-ol dihydrochloride (120 mg, 0.76 mmol) and cesium carbonate (492 mg, 1.5 mmol) in DMF (5
ml) was heated at 70 °C for 6 hours. The mixture was concentrated and purified on a Biotage silica gel column (100%
ethyl acetate, then 10-35 % 9:1 methanol:ammonium hydroxide-chloroform) to obtain the desired product,
(R)-N-([1,2,4]triazol[1,5-a]pyrazin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (85mg, 26.7%) as a
white solid. TH NMR (500 MHz, MeOD) & ppm 9.0 (m, 1H), 8.71-8.70 (m, 1H), 8.15-8.10 (m, 1H), 4.15-4.0 (d, 1H),
3.85-3.8 (d, 1H), 3.6-3.5 (d, 1H), 3.4-3.3 (d, 1H), 3.3-3.0 (m, 4H), 2.4-2.2 (m, 2H), 2.0-1.8 (m, 3H).

MS (LCMS) [M+H] = 300.06; R.T. = 0.2 min.

Example 271

(R)-N-(Thiazolo[5,4-b]pyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3 -bicyclo[2.2. 2Joctan]-2-amine

Naee
LT

Step A: Dimethyl thiazolo[5,4-b]pyridin-2-ylcarbonimidodithioate

[0637]

[0638]

[0639] Toasuspension of thiazolo[5,4-b]pyridin-2-amine (300 mg, 1.98 mmol) in DMF (2 mL) was added 20.0M sodium
hydroxide (200 pL, 4.0 mmol). The mixture was allowed to stir 10 min atroom temperature at which time carbon disulfide
was added (300 pL, 4.96 mmol) and the resulting reddish brown mixture was stirred for 10 minutes. An additional portion
of 20.0M sodium hydroxide (200 pL, 4.0 mmol) was added and the mixture was again stirred for 10 minutes. Finally,
iodomethane (300 pL, 4.76 mmol) was added dropwise. The mixture was stirred for 5 minutes, at which time a voluminous
yellow precipitate had formed. The mixture was poured into water and the solids were collected by filtration to afford
dimethyl thiazolo[5,4-b]pyridin-2-ylcarbonimidodithioate (190 mg, 38% yield) as a yellow solid of sufficient purity to use
without further purification. 1H NMR (500 MHz, CDCl3) & ppm 8.47 (d, J=4.58 Hz, 1:H) 8.11 (dd, J=8.24, 1.53 Hz, 1 H)
7.37 (dd, J=8.24, 4.88 Hz, 1 H) 2.66 (s, 6 H).

Step B: (R)-N-(Thiazolo[5,4-b]pyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2. 2. 2Joctan]-2-amine

[0640]
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[0641] A mixture of dimethyl thiazolo[5,4-b]pyridin-2-ylcarbonimidodithioate (20 mg, 0.35 mmol), (S)-3-(aminome-
thyl)quinuclidin-3-ol dihydrochloride(97mg, 0.42 mmol) and cesium carbonate (230 mg, 0.71 mmol) in DMF (1 mL) was
heated to 100 °C for 2 hours. The reaction mixture was cooled to ambient temperature, poured into water and extracted
with chloroform (4x). The combined organics were washed with brine, dried over sodium sulfate, filtered and concentrated
in vacuo. The mixture was purified by silica gel chromatography (2-40 % 9:1 methanol:ammonium hydroxide-chloroform).
The product fractions were combined and concentrated in vacuo to afford (R)-N-(thiazolo[5,4-b]pyridin-2-yl)-4H-1’-aza-
spiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (84mg, 76% yield). 1H NMR (400 MHz, CDCl3)  ppm 9.30 (br. s., 1 H)
8.37 (dd, J=4.77,1.51 Hz, 1 H) 7.82 (dd, J=8.03, 1.51 Hz, 1 H) 7.28 (dd, J=8.03, 4.77 Hz, 1 H) 4.05 (d, J=9.54 Hz, 1 H)
3.70(d, J=9.54 Hz, 1 H) 3.42 (dd, J=15.06, 1.76 Hz, 1 H) 2.75-3.07 (m,5H) 2.14-2.26 (m, 2 H) 1.71 - 1.84 (m, J=13.99,
9.79,4.17,4.17 Hz, 1 H) 1.48 - 1.68 (m, 2 H). MS (LC/MS) R.T. = 0.64; [M+H]* = 316.15.

Example 272
(R)-N-(Thiazolo[5,4-b]pyrazin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2. 2. 2Joctan]-2-amine

[0642]

: N /N
A
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[0643] (R)-N-(6-Bromothiazolo[5,4-b]pyrazin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (44 mg,
0.111 mmol) was suspended in MeOH (50 mL) and 3N HCl was added until all solids had dissolved (~10ml). The reaction
flask was flushed with nitrogen and then 10% palladium on carbon (35 mg) was added, and the flask was fitted with a
hydrogen balloon. The mixture was allowed to react overnight, at which time TLC showed consumption of the starting
material. The flask was flushed with nitrogen, filtered through celite and washed with methanol. The combined filtrates
were concentrated by ~90% to remove most of the methanol, and the solution was made basic by the addition of a
saturated solution of sodium bicarbonate. The basic aqueous phase was extracted with chloroform (4x). The combined
organics were washed with brine, dried over sodium sulfate, filtered and concentrated in vacuo. The mixture was purified
by silica gel chromatography (2-40 % [9:1 methanol:ammonium hydroxide]-chloroform). The product fractions were
combined and concentrated in vacuo to afford (R)-N-(thiazolo[5,4-b]pyrazin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyc-
lo[2.2.2]octan]-2-amine (24 mg, 0.075 mmol), 67.5 % yield) 'H NMR (400 MHz, CDCl3) & ppm 9.50 (br. s., 1 H) 8.41 (d,
J=2.76 Hz, 1 H) 8.27 (d, J=2.76 Hz 1 H) 4.06 (d, J=9.79 Hz, 1 H) 3.72 (d, J=9.79 Hz, 1 H) 3.43 (dd, J=15.06, 1.76 Hz,
1H)2.74-3.09 (m,5H)2.12-2.25(m,2H) 1.71 - 1.86 (m, 1 H) 1.49 - 1.67 (m, 2 H). MS (LC/MS) R.T. = 0.75; [M+H]*
=317.13.

Example 273
(R)-N-(7-Methoxy-5-methyithiazolof5,4-d]pyrimidin-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2.2. 2]octan]-2-amine

[0644]
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Step A: Ethyl 7-chloro-5-methylthiazolo[5,4-d]pyrimidin-2-ylcarbamate

[0645]

[0646] Toa mixtureof4,6-dichloro-2-methylpyrimidin-5-amine (1g, 5.62 mmol) and O-methyl carbonisothiocyanatidate
(0.66 mL, 5.62 mmol) was added toluene (2 mL) to wet the solids completely. The mixture was placed on 100 °C oil
bath for 1.5 hours, at which time, the mixture had seized to give a solid mass. The solids were cooled to ambient
temperature and triturated with ether, then the resulting solids were collected by filtration to give ethyl 7-chloro-5-meth-
ylthiazolo[5,4-d]pyrimidin-2-ylcarbamate (1.08 g, 3.96 mmol, 70.5 % yield). TH NMR (400 MHz, DMSO-dg) 6 ppm 12.70
(br.s., 1H)4.30 (q, J=7.19 Hz, 2 H) 2.69 (s, 3 H) 1.30 (t, J=7.15 Hz, 3 H).

Step B: 7-Methoxy-5-methylthiazolo[5,4-d]pyrimidin-2-amine

[0647]

[0648] Ethyl 7-chloro-5-methylthiazolo[5,4-d]pyrimidin-2-ylcarbamate (300 mg, 1.100 mmol) was suspended in a 25%
w/w solution of sodium methoxide in methanol (5 mL, 23.14 mmol) and the mixture was refluxed overnight. The mixture
was cooled to ambient temperature, diluted with water and extracted with chloroform (4x). The combined organics were
washed with brine, dried over sodium sulfate, filtered and concentrated in vacuo to afford 7-methoxy-5-methylthiazolo[5,4-
d]pyrimidin-2-amine (120mg, 0.612 mmol, 55.6 % yield). 1H NMR (400 MHz, DMSO-dg) d ppm 7.71 (s, 2 H) 3.98 (s, 3
H) 2.52 (s, 3 H).

Step C: Dimethyl 7-methoxy-5-methylthiazolo[5,4-d]pyrimidin-2-ylcarbonimidodithioate

[0649]

To a suspension of 7-methoxy-5-methylthiazolo[5,4-d]pyrimidin-2-amine (100 mg, 0.51 mmol) in DMF (0.5 mL) was
added 16.0M sodium hydroxide (75 pL, 1.2 mmol). The mixture was allowed to stir 10 min at room temperature at which
time carbon disulfide was added (80 p.L, 1.27 mmol) and the resulting reddish brown mixture was stirred for 10 minutes.
An additional portion of 16.0M sodium hydroxide (75 pL, 1.2 mmol) was added and the mixture was again stirred for 10
minutes. Finally, iodomethane (80 L, 1.29 mmol) was added dropwise. The mixture was stirred for 5 minutes, at which
time a voluminous yellow precipitate had formed. The mixture was poured into water and the solids were collected by
filtration to afford a crude yellow solid that was further purified by silica gel chromatography (2-20 % ethyl acetate-
chloroform). The product fractions were combined and concentrated in vacuo to afford dimethyl 7-methoxy-5-methylth-
iazolo[5,4-d]pyrimidin-2-ylcarbonimidodithioate (90 mg, 59% yield) as a yellow solid. 1TH NMR (400 MHz, CDC/3) 8 ppm
417 (s,3H)2.71 (s, 3 H) 2.64 (s, 6 H).

184



10

15

20

25

30

35

40

45

50

55

EP 2 271 650 B1

Step D: (R)-N-(7-Methoxy-5-methyithiazolo[5,4-d]pyrimidin-2yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2.2]octan]-2-
amine

[0650]

o—é?N—<S
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[0651] Amixture of dimethyl 7-methoxy-5-methylthiazolo[5,4-d]pyrimidin-2-ylcarbonimidodithioate (56 mg, 0.19 mmol),
(8)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (51mg, 0.22 mmol) and cesium carbonate (175 mg, 0.54 mmol) in
DMF (0.5 mL) was heated to 100 °C for 2 hours. The reaction mixture was cooled to ambient temperature, poured into
water and extracted with chloroform (4x). The combined organics were washed with brine, dried over sodium sulfate,
filtered and concentrated in vacuo. The mixture was purified by silica gel chromatography (2-40 % [9:1 methanol:am-
monium hydroxide]-chloroform). The product fractions were combined and concentrated in vacuo to afford (R)-N-(7-
methoxy-5-methylthiazolo[5,4-d]pyrimidin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (34 mg, 50%
yield). 1H NMR (400 MHz, CDCl/3) 8 ppm 9.10 (br. s., 1 H) 4.14 (s, 3 H) 4.03 (d, J=9.54 Hz, 1 H) 3.68 (d, J=9.54 Hz, 1
H) 3.39 (dd, J=14.93, 1.63 Hz, 1 H) 2.74 - 3.07 (m, 5 H) 2.68 (s, 3 H) 2.04 - 2.28 (m, 2 H) 1.70 - 1.86 (m, 1 H) 1.44 -
1.67 (m, 2 H). MS (LC/MS) R.T. = 1.10; [M+H]* = 361.32.

Example 274
(R)-N-(7-Methoxythiazolof5,4-d]pyrimidin-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2.2. 2]octan]-2-amine

[0652]

Step A: Dimethyl 7-methoxy-5-methylthiazolo[5,4-d]pyrimidin-2-ylcarbonimidodithioate

[0653]

[0654] To a suspension of 7-methoxythiazolo[5,4-d]pyrimidin-2-amine (300 mg, 1.67 mmol) in DMF (1.5 mL) was
added 16.0M sodium hydroxide (210 pL, 3.4 mmol). The mixture was allowed to stir 10 min at room temperature at
which time carbon disulfide was added (250 pL, 4.15 mmol) and the resulting reddish brown mixture was stirred for 10
minutes. An additional portion of 16.0M sodium hydroxide (210 uL, 3.4 mmol) was added and the mixture was again
stirred for 10 minutes. Finally, iodomethane (250 pL, 4.00 mmol) was added dropwise. The mixture was stirred for 10
minutes, at which time 8a voluminous yellow precipitate had formed. The mixture was poured into water and the solids
were collected by filtration to afford dimethyl 7-methoxy-5-methylthiazolo[5,4-d]pyrimidin-2-ylcarbonimidodithioate (324
mg, 69% yield) as a yellow solid. 1H NMR (400 MHz, CDCl3)  ppm 8.60 (s, 1 H) 4.20 (s, 3 H) 2.65 (s, 6 H).
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Step B: (R)-N-(7-Methoxythiazolo[b,4-d]pyrimidin-2-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0655]

-zfiu: ; %

[0656] A mixture of dimethyl 7-methoxythiazolo[5,4-d]pyrimidin-2-ylcarbonimidodithioate (150 mg, 0.52 mmol), (S)-
3-(aminomethyl)quinuclidin-3-ol dihydrochloride (132mg, 0.58 mmol) and cesium carbonate (427 mg, 1.31 mmol) in
DMF (3mL) was heated to 100 °C for 2 hours. The reaction mixture was cooled to ambient temperature, poured into
water and extracted with chloroform (4x). The combined organics were washed with brine, dried over sodium sulfate,
filtered and concentrated in vacuo. The mixture was purified by silica gel chromatography (2-40 % [9:1 methanol:am-
monium hydroxide]-chloroform). The product fractions were combined and concentrated in vacuo to afford (R)-N-(7-
methoxythiazolo[5,4-d]pyrimidin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2.]Joctan]-2-amine (95 mg, 51% yield). 1H
NMR (400 MHz, CDCl3) 8 ppm 9.12 (br.s., 1 H) 8.52 (s, 1 H) 4.16 (s, 3 H) 4.05 (d, J=9.54 Hz, 1 H) 3.70 (d, J=9.54 Hz,
1 H) 3.40 (dd, J=14.93, 1.88 Hz, 1 H) 2.70 - 3.07 (m, 5H) 2.08 - 2.27 (m, 2 H) 1.68- 1.85(m, 1 H) 1.48 - 1.66 (m, 2 H).
MS (LC/MS) R.T. = 0.90; [M+H]* = 347.34.

EXAMPLE 275
(R)-2-(4H-1-Azaspirofoxazole-5,3’-bicyclo[2. 2. 2]octan]-2-ylamino)thiazole-5-carbonitrile

[0657]

[0658] (R)-2-(4H-1’-Azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-ylamino)thiazole-5-carbonitrile was synthesized by
the method of Example 274, starting from 2-amino-5-cyanothiazole. 1H NMR (500 MHz, DMSO-D6) & ppm 9.05 (s, 1
H); 8.13 (s, 1 H), 3.86 (d, J/=10.38 Hz, 1 H), 3.61 (d, J=10.38 Hz, 1 H), 3.01 - 3.10 (m, 2 H), 2.83 (t, J=7.63 Hz, 2 H),
2.62-2.71(m,2H),2.09 (s, 1H),1.90-1.97 (m, 2 H), 1.54 - 1.62 (m, 3 H). MS (LC/MS) R.T. = 0.52; [M+H]* = 290.0.
EXAMPLE 276

(R)-N-(7-Bromopyrrolof1,2-f][1,2,4]triazin-4-yl)-4H-1’-azaspiro[oxazole-5,3 -bicyclo[2.2. 2]Joctan]-2-amine

[0659]

[0660] (R)-N-(7-bromopyrrolo[1,2-f][1,2,4]triazin-4-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was
synthesized by the method of Example 274 starting from 7-bromopyrrolo[1,2-f][1,2,4]triazin-4-amine. 1H NMR (400 MHz,
MeOD) 6 ppm 8.13 (1 H, s), 7.04 (1 H, d, J=4.53 Hz), 6.77 (1 H, d, J/=4.53 Hz), 4.09 (1 H, d, J=10.32 Hz), 3.79 (1 H, d,
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J=10.58 Hz), 3.24 (1 H, d), 3.12 (1 H, d), 2.70 - 3.00 (4 H, m), 2.06 - 2.25 (2 H, m), 1.52 - 1.86 (3 H, m) MS (LC/MS)
R.T. = 1.62; [M+H]* = 377.2.

EXAMPLE 277
(R)-N-(1,6-Naphthyridin-2-yl)-4H-1’-azaspirofoxazole-5,3-bicyclo[2.2.2]octan]-2-amine

[0661]

[0662] (R)-N-(1,6-Naphthyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was synthesized by
the method of Example 274 starting from 1,6-naphthyridin-2-amine. 1H NMR (400 MHz, MeOD) & ppm 8.99 (1 H, s),
8.48 (1 H, d, J=6.04 Hz), 8.20 (1 H, d, J=8.56 Hz), 7.77 (1 H, d, J=6.04 Hz), 7.12 (1 H, d, J=8.81 Hz), 4.12 (1 H, d,
J=10.32 Hz), 3.82 (1 H, d, J=10.32 Hz), 3.36 (1 H, d), 3.21 (1H, d), 2.79 - 3.09 (4 H, m), 2.08 - 2.30 (2 H, m), 1.56 - 1.95
(3H m). (LC/MS) R.T. = 0.38; [M+H]* = 310.3.

EXAMPLE 278
(R)-N-(Quinazolin-2-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2.2. 2]Joctan]-2-amine

[0663]

[0664] (R)-N-(Quinazolin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine was synthesized by the
method of Example 274 starting from 2-aminoquinazoline. 'TH NMR (400 MHz, MeOD) 8 ppm 9.27 (1 H, s), 7.72 - 7.99
(3H, m), 747 (1 H, dd, J=7.55, 3.78 Hz), 4.07 (1 H, d, J=10.07 Hz), 3.76 (1 H, d, J=10.07 Hz), 3.26 (1 H, br. s.), 3.13
(1H,d),270-3.03(4H, m),2.17 (2H, br. s.), 1.50 - 1.88 (3 H, m). (LC/MS) R.T. = 1.11; [M+H]* = 310.3.

EXAMPLE 279

(R)-N-(6,8-Dichloroisoquinolin-3-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2. 2. 2]octan]-2-amine

[0665]

Step A: N-(2,4-Dichlorobenzyl)-2, 2-diethoxyacetimidamide

[0666]
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[0667] (2,4-Dichlorophenyl)methanamine (2 g, 11.4 mmol) was added to a solution of methyl 2,2-diethoxyacetimidate
(2.04 g, 12.6 mmol) in methanol (10 ml). The mixture was heated at 70°C for 1 h. The mixture was purified by chroma-
tography (Biotage: 100% ethyl acetate). The desired fractions were concentrated to yield N-(2,4-dichlorobenzyl)-2,2-
diethoxyacetimidamide (2.8 g,_9.2 mmol, 72.7 % yield) as_a colorless viscous oil. 1H NMR (500 MHz, DMSO-Dg) &
ppm 7.27 -7.70 (m, 3 H),4.77 (s, 1 H), 4.14 - 435 (m, 2 H), 3.45 - 3.68 (m, 4 H), 1.09 - 1.29 (m, 6 H). LC/MS RT=2.03;
[M+H]* = 304.9.

~cl

Step B: 6,8-Dichloroisoquinolin-3-amine

[0668]

[0669] To sulfuric acid (4 mL, 75 mmol) was added N-(2,4-dichlorobenzyl)-2,2-diethoxyacetimidamide (2 g, 6.6 mmol)
at room temperature. The reaction was heated to 40°C for 18 hours. TLC and LC/MS indicated the presence of product.
The reaction was cooled to room temperature and quenched with aq. NaOH (~15 M) until the reaction mixture was ~pH
7. The crude product was extracted with ethyl acetate (2 x 50 mL) and the organics were dried with MgSO,, filtered, and
concentrated in vacuo to yield the product. The crude product was purified by chromatography (Biotage:10-80% ethyl
acetate/ hexanes) to yield 5,7-dichloroisoquinolin-1-amine (0.32 g, 1.50 mmol, 22.9 % yield) as a dark yellow powder.
1H NMR (400 MHz, DMSO-Dg) 6 ppm 8.99 (s, 1 H), 7.64 - 7.73 (m, 1 H), 7.30 (d, J=2.01 Hz, 1 H), 6.61 (s, 1 H), 6.43
(s, 2 H). MS (LC/MS) R.T. = 1.40; [M+H]* = 213.1.

Step C: 6,8-Dichloro-3-isothiocyanatoisoquinoline

[0670]

[0671] To 6,8-dichloroisoquinolin-3-amine (0.27 g, 1.28 mmol) in dichloromethane (20 mL) was added 1,1’-thiocarb-
onyldipyridin-2(1H)-one (0.30 g, 1.29 mmol) and the reaction mixture was stirred at 40°C for 4 hours. The reaction was
cooled to room temperature and chromatographed (Biotage: 10-100% ethyl acetate/hexanes) to yield 6,8-dichloro-3-
isothiocyanatoisoquinoline (0.2 g, 0.78 mmol, 61.9 % yield) as a powder 1H NMR (500 MHz, DMSO-Dg) § ppm 9.42 (s,
1H), 8.16 (d, J=1.83 Hz, 1 H), 8.02 (d, J=2.14 Hz, 1 H), 7.92 (s, 1 H). MS (LC/MS) R.T. = 3.63; [M+H]* = 255.0.

Step D: (R)-N-(6,8-Dichloroisoquinolin-3-yl)-4H-1"-azaspirofoxazole-5,3’-bicyclo[2. 2. 2]Joctan]-2-amine

[0672]
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[0673] To 6,8-dichloro-3-isothiocyanatoisoquinoline (0.17 g, 0.67 mmol) in DMF (10 mL) was added cesium carbonate
(0.543 g, 1.67 mmol) and (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.15 g, 0.67 mmol) at room temperature.
The reaction was stirred at 70°C for 2 hours. The reaction was cooled to room temperature and concentrated in vacuo.
The product was treated with N,N’-diisopropylcarbodiimide (0.31 mL, 2.0 mmol). The reaction was heated to 90°C for
4 hours. The reaction was cooled to room temperature and concentrated to yield the crude product. The crude product
was purified by chromatography (Biotage: 85% CHCIj, 14% MeOH, 1% NH,OH). The product was taken up in a small
amount of ethyl acetate, which resulted in the formation of a precipate. It was filtered off, washed with a small amount
of ethyl acetate, and dried in a vacuum oven to yield (R)-N-(6,8-dichloroisoquinolin-3-yl)-4H-1’-azaspiro[oxazole-5,3’-
bicyclo[2.2.2]octan]-2-amine (0.094 g, 0.24 mmol, 36.6 % yield) as a white powder. 1H NMR (400 MHz, DMSO-Dg) &
ppm 9.23 (s, 1 H), 8.71-8.83 (m, 1 H), 7.90 - 8.00 (m, 1 H), 7.57 - 7.67 (m, 1 H), 7.13 -7.24 (m, 1 H), 3.79 - 3.90 (m,
1 H), 3.53-3.64(m,1H),293-3.04(m,2H),272-2.82(m,2H),261-270(m,2H), 199 (s, 1H),1.90(s, 1H),
1.59 (d, J=4.78 Hz, 2 H), 1.40 - 1.50 (m, 1 H). MS (LC/MS) R.T. = 1.68; [M+H]* = 377.1.

EXAMPLE 280

[0674]

(R)-N-(6,7-Dichloroisoquinolin-3-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclof2. 2. 2]Joctan]-2-amine

[0675]

Step A: N-(3,4-Dichlorobenzyl)-2, 2-diethoxyacetimidamide

[0676]

Cl

~Cl

[0677] (3,4-Dichlorophenyl)methanamine (2 g, 11.4 mmol) was added to a solution of methyl 2,2-diethoxyacetimidate
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(2.04 g, 12.6 mmol) in methanol (10 ml). The mixture was heated at 70°C for 1 h. The mixture was purified by chroma-
tography (Biotage: 100% ethyl acetate). The desired fractions were concentrated to yield N-(3,4-dichlorobenzyl)-2,2-
diethoxyacetimidamide (2,8 g, 9.2 mmol 72.7 % yield) as a colorless viscous oil. 1H NMR (500 MHz, CDCl3) 6 ppm 7.45
(m, 1H), 7.40 (m, 1 H), 7.19 (dd, J=8.09, 1.98 Hz, 1 H), 4.94 (s, 1 H), 4.43 (s, 2H), 3.47-3.77 (m, 4 H), 1.41-1.79 (m,
6 H). LC/MS RT=2.15; [M+H]* = 305.1.

Step B: 6,7-Dichloroisoquinolin-3-amine and 5,6-dichloroisoquinolin-3-amine

[0678]

HN N Cl
NN Cl o

[0679] To sulfuric acid (4 mL, 75 mmol) was added N-(3,4-dichlorobenzyl)-2,2-diethoxyacetimidamide (2 g, 6.6 mmol)
at room temperature. The reaction was heated to 40°C for 49 hours. TLC and LC/MS indicated the presence of product.
The reaction was cooled to room temperature and quenched with aq. NaOH (~15 M) until the reaction mixture was ~pH
7. The crude product was extracted with methyl acetate (2 x 50 mL) and the organics were dried with MgSQ,, filtered,
and concentrated in vacuo to yield the product. The crude product was purified by chromatography (Biotage: 100% ethyl
acetate to [90/10% ethyl acetate/MeOH]) to yield approximately a 1:1 mixture of regioisomers 6,7-dichloroisoquinolin-
1-amine and 5,6-dichloroisoquinolin-3-amine (1.2 g, 5.64 mmol, 86.0 % yield) as a dark yellow powder. The regioisomers
were carried on without separation. 1H NMR: 1H NMR (500 MHz, DMSO-Dg) 6 ppm 8.90 (s, 1 H), 8.83 (s, 1 H), 8.12
(s, 1H), 7.89 (s, 1 H), 7.84 (d, J=8.54 Hz, 1 H), 7.28 (d, J=8.85 H, 1 H), 6.83 (s, 1 H), 6.58 (s, 1 H), 6.48 (s, 2 H), 6.25
(s, 2 H). MS (LC/MS) R.T. = 1.59; [M+H]* = 213.0.

Step C: 6,7-Dichloro-3-isothiocyanatoisoquinoline and 5,6-dichloro-3-isothiocyanatoisoquinoline

[0680]

[0681] To6,7-dichloroisoquinolin-3-amine and 5,6-dichloroisoquinolin-3-amine (0.410 g, 1.924 mmol) in dichlorometh-
ane (20 mL) was added 1,1-thiocarbonyldipyridin-2(1H)-one (0.469 g, 2.021 mmol) and the reaction mixture was stirred
at 40°C for 4 hours. The reaction was cooled to room temperature and chromatographed (Biotage: 10-100% ethyl
acetate/hexanes) to yield the separated regioisomers, 6,7-dichloro-3-isothiocyanatoisoquinoline (0.2 g, 0.784 mmaol,
40.7 % yield) and 5,6-dichloro-3-isothiocyanatoisoquinoline (0.23 g, 0.902 mmol, 46.8 % yield) as yellow solids. 5,6-
dichloro-3-isothiocyanatoisoquinoline: 1H NMR (500 MHz, CDCl3) 8 ppm 9.10 (s, 1 H), 7.87 (d, J=8.85 Hz, 1 H), 7.82
(s, 1 H), 7.66 (d, J=8.55Hz, 1 H). MS (LC/MS) R.T. = 3.63; [M+H]* = 255.0. 6,7-dichloro-3-isothiocyanatoisoquinoline:
1H NMR (500 MHz, CDClI3) 6 ppm 9.04 (s, 1 H), 8.11 (s, 1 H), 7.94 (s, 1 H), 7.37 (s, 1 H). MS (LC/MS) R.T. =3.42
[M+H]* = 255.0.

Step C: (R)-N-(6,7-Dichloroisoquinolin-3-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0682]
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[0683] To6,7-dichloro-3-isothiocyanatoisoquinoline (0.13g, 0.510 mmol)in DMF (10 mL)was added cesium carbonate
(0.42g, 1.27 mmol) and (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.118 g, 0.515 mmol) atroom temperature.
The reaction was stirred at 70°C for 2 hours. The reaction was cooled to room temperature and concentrated in vacuo.
The crude urea was purified by chromatography (Biotage: 85% CHCl3, 14% MeOH, 1% NH,4OH). The product was then
treated with DMF (10 mL) and N,N’-diisopropylcarbodiimide (0.238 mL, 1.529 mmol). The reaction was heated to 90°C
for 18 hours. The reaction was cooled to room temperature and concentrated to yield the crude product, which was
purified by chromatography (Biotage: 85% CHCI;, 14% MeOH, 1% NH,OH) to yield (R)-N-(6,7-dichloroisoquinolin-3-
yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine (0.12 g, 0.312 mmol, 61.2 % yield). 1H NMR (500 MHz,
CDCl3) 8 ppm 9.03 (s, 1 H), 8.87 (s, 1H), 7.96 (s, 1 H), 7.83 (s, 1 H), 7.24 (s, 1 H), 3.88 4.06 (m, 1 H), 3.60 - 3.74 (m,
1H),3.42 (d, J=14.65Hz,1H),2.82-3.15(m,5H),2.23-234(m, 1H),2.18 (s, 1 H),1.721.87 (m, 1 H), 1.48-1.70
(m, 2 H). MS (LC/MS) R.T. = 1.63; [M+H]* =377.1.

EXAMPLE 281
(R)-N-(5,6-Dichloroisoquinolin-3-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclo[2. 2. 2Joctan]-2-amine

[0684]

[0685] To 5,6-dichloro-3-isothiocyanatoisoquinoline (0.11g, 0.431 mmol)in DMF (10 mL)was added cesium carbonate
(0.35.1 g, 1.078 mmol) and (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.100 g, 0.435 mmol) at room temper-
ature. The reaction was stirred at 70°C for 2 hours. The reaction was cooled to room temperature and concentrated in
vacuo. The crude urea was purified by chromatography (Biotage: 85% CHCI3, 14% MeOH, 1% NH,OH). The product
was then treated with DMF (10 mL) and N,N’-diisopropylcarbodiimide (0.202 mL, 1.293 mmol). The reaction was heated
to 90°C for 18 hours. The reaction was cooled to room temperature and concentrated to yield the crude product. The
crude product was purified by chromatography (Biotage: 85% CHCIs; 14% MeOH, 1% NH,OH) to yield (R)-N-(5,6-
dichloroisoquinolin-3-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.084 g, 0.218 mmol, 50.6 % yield)
as a yellow powder. 1H NMR (500 MHz, CDCI3) 6 ppm 9.09 (s, 1 H), 8.93 (s, 1 H), 7.63-7.82 (m, 2 H), 7.40 (d, J=8.55
Hz, 1 H), 3.99 (d, J=9.16 Hz, 1 H), 3.78 (d, J=8.85 Hz, 1 H), 3.51 (d, J=14.65 Hz, 1 H), 3.30 (d, J=14.6 Hz, 1 H), 2.90 -
3.23(m, 4 H),2.33-2.48(m, 1H),2.29 (s, 1H), 1.83-1.94 (m, 1 H), 1.62 - 1.83 (m, J=42.12 Hz, 2 H). MS (LC/MS)
R.T.=-1.57; [M+H]* = 377.1.

EXAMPLE 282
(R)-N~(3,4-Dichloropyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2. 2. 2Joctan]-2-amine

[0686]

Ci Cl

HN— /

[0687] (R)-N-(3,4-Dichloropyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine was prepared by the
method of Example 267, starting from 2-amino-3,4-dichloropyridine. 1H NMR (500 MHz, DMSO-Dg) & ppm 9.10 (s, 1
H), 8.08 (d, J=5.49 Hz, 1 H), 7.13 (d, J=5.49 Hz, 1 H), 3.86 (d, J=9.77 Hz, 1 H), 3.60 (d, J=9.77 Hz, 1 H), 2.96 - 3.05
(m, 2 H), 2.77 (t, J=7.63 Hz, 2 H), 2.66 (t, /=7.78 Hz, 2 H), 1.97 -2.05 (m, 1 H), 1.86-1.94 (m, 1 H), 1.54 - 1.63 (m, 2
H), 1.43 - 1.51 (m, 1 H). MS (LC/MS) R.T. =0.78; [M+H]* = 327.0.
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EXAMPLE 283
(R)-N-(3-Chloropyridin-2-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2. 2]octan]-2-amine

[0688]

Cl

HN=— /

‘ \
‘ o N
AS

[0689] (R)-N-(3-Chloropyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine was prepared by the
method of Example 267, starting from 2-amino-3-chloropyridine. 1H NMR (300 MHz, DMSO-Dg) & ppm 9.06 (s, 1 H),
8.14-8.19(m, 1H),7.74-7.79 (m, J=7.78, 1.83, 1.83, 1.68 Hz, 1 H), 6.86 - 6.91 (m, 1 H), 3.81-3.89 (m, 1 H), 3.55 -
3.63 (m, 1 H),2.96 - 3.04 (m, 2 H), 2.78 (t, J=7.63 Hz, 2 H), 2.67 (t, /=7.63 Hz, 2 H), 1.96 - 2.02 (m, 1 H), 1.86 - 1.92
(m, J=5.65, 3.20 Hz, 1 H), 1.54 - 1.63 (m, J=6.87, 3.66, 3.51 Hz, 2 H), 1.42 - 1.49 (m, 1 H). MS (LC/MS) R.T. = 0.26;
[M+H]* = 293.0.

EXAMPLE 284
(R)-N-(5-Chloro-3-fluoropyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3"-bicyclo[2. 2. 2Joctan]-2-amine

[0690]

zzig?:;7i) g

[0691] (R)-N-(5-Chloro-3-fluoropyridin-2-yl)-4H-1"-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine was prepared
by the method of Example 267, starting from 2-amino-3-fluoro-5-chloropyridine. 1H NMR (500 MHz, DMSO-Dg) 3 ppm
8.81 (s, 1 H), 8.05 (s, 1 H), 7.79 (d, J/=10.07 Hz, 1 H), 3.83 (d, J=9.46 Hz, 1 H), 3.58 (d, J=9.46 Hz, 1 H), 2.99 (s, 2 H),
2.71-2.80(m,2H),261-270(m,2H),2.00(s,1H),1.83-192(m, 1H), 1.53-1.62(m, 2 H), 1.41-1.50 (m, 1 H).
MS (LC/MS) R.T. = 0.52; [M+]* =311.0.

EXAMPLE 285

(R)-N-(6-Chloropyridin-2-yl)-4H-1"-azaspirofoxaiole-5,3"-bicyclo[2.2.2]octan]-2-amine

' HN"\—
Lo TN 4

[0693] (R)-N-(6-Chloropyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine was prepared by the
method of Example 267, starting from 2-amino-6-chloropyridine. 1H NMR (500 MHz, DMSO-Dg) & ppm 8.33 - 8.42 (m,
1H), 7.60-7.68 (m, 1H),6.94 (d, J/=7.02Hz, 1H),6.72-6.81 (m, 1 H), 3.86 (d, J=9.46 Hz, 1 H), 3.57 (d, J=10.07 Hz,
1H), 297 (s,2H), 2.69-2.78 (m, 2 H), 2.63-2.68 (m, J=7.63, 7.63 Hz, 2 H), 1.95-2.03 (m, 1 H), 1.83-1.92 (m, 1 H),
1.531.62 (m, 2 H), 1.41-1.49 (m, 1 H). MS (LC/MS) R.T. = 0.43; [M+H]* = 293.0.

[0692]
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EXAMPLE 286
(R)-N-(4,6-Dichloropyridin-2-yl)-4H-1’-azaspiro[oxazole-3,3’-bicyclo[2. 2. 2Joctan]-2-amine

[0694]

[0695] (R)-N-(4,6-Dichloropyridin-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine was prepared by the
method of Example 267, starting from 2-amino-4,6-dichloropyridine. 1H NMR (500 MHz, DMSO-D6) 6 ppm 8.43 (s, 1
H), 7.13 (s, 1 H), 6.84 (s, 1 H), 3.86 (d, J=9.77 Hz, 1 H), 3.59 (d, J=10.07 Hz, 1 H), 2.98 (s, 2 H), 2.58 - 2.86 (m, 4 H),
1.94-213(m, 1H), 1.78 - 1.95 (m, 1 H), 1.36 - 1.65 (m, 3 H). MS (LC/MS) R.T. = 0.87; [M+H]* = 327.0.

EXAMPLE 287

(R)-N-(2-Methoxy-3-4’-bipyridin-2’-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2. 2]Joctan]-2-amine

[0696]

Step A: N-(2,4-Dichlorobenzyl)-2, 2-diethoxyacetimidamide

[0697]

[0698] To 4-bromopyridin-2-amine (0.5 g, 2.8 mmol), 2-methoxypyridin-3-ylboronic acid (0.52 g, 3.4 mmol) in DMF
(25 mL) was added 1N sodium carbonate (10 mL, 2.3 mmol), followed by 1,1’-bis(diphenylphosphino)ferrocene-palla-
dium(ll)dichloride dichloromethane complex (0.21 g, 0.26 mmol). The reaction mixture was stirred for 3 hours at 85 °C
and then cooled to room temperature. The product was extracted with ethyl acetate (2 x 50 mL), dried with MgSO,,
filtered, and concentrated in vacuo. The crude product was purified by chromatography (Biotage: 100 to 90/10% ethyl
acetate-ethyl acetate/methanol) to yield 2-methoxy-3,4’-bipyridin-2’-amine (0.53 g, 2.63 mmol, 93 % yield) as a brown
powder. The product was taken directly to the next step.

Step B: 2’-Isothiocyanato-2-methoxy-3,4 -bipyridine

[0699]
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[0700] To 2-methoxy-3,4’-bipyridin-2’-amine (0.53 g, 2.63 mmol) in dichloromethane (20 mL) was added 1,1’-thiocar-
bonyldipyridin-2(1H)-one (0.62 g, 2.7 mmol) and the reaction mixture was stirred at 40 °C for 4 hours. The reaction was
cooled to room temperature and chromatographed (Biotage: 10-100% ethyl acetate/hexanes) to yield 2’-isothiocyanato-
2-methoxy-3,4’-bipyridine (0.46 g, 1.9 mmol, 71.8 % yield). 1H NMR (500 MHz, DMSO-D6) 6 ppm 8.67 (d, J=2.44 Hz,
1 H), 8.26 (dd, J=4.88, 1.53 Hz, 1 H), 8.15 (dd, J=8.24, 2.44 Hz, 1 H), 7.89 (dd, J=7.32, 1.53 Hz, 1 H), 7.48 (d, J=8.24
Hz, 1 H), 7.15 (dd, J=7.32, 4.88 Hz, 1 H), 3.91 (s, 3 H). MS (LC/MS) R.T. = 2.87; [M+H]* = 244.9.

Step D: -(R)-N-(2-Methoxy-3-4’-bipyridin-2°-yl)-4H-1’-azaspiro[oxazole-5;3 -bicyclo[2.2. 2]Joctan]-2-amine

[0701]

[0702] To 2’-isothiocyanato-2-methoxy-3,4’-bipyridine (0.09 g, 0.37 mmol) in DMF (20 mL) was added Et3N (0.11 mL,
0.81 mmol) and (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.09 g, 0.37 mmol) at room temperature. The
reaction was stirred at 70 °C for 2 hours. The reaction was cooled to room temperature and concentrated in vacuo. The
crude urea was purified by chromatography (biotage: 85% CHCI3, 14% MeOH, 1% NH,OH) to yield the pure urea
intermediate. The product was then treated with DMF (20 mL) and N,N’-diisopropylcarbodiimide (0.17 mL, 1.1 mmol).
The reaction was heated to 90 °C for 18 hours. The reaction was cooled to room temperature and concentrated to yield
the crude product. The crude product was purified by chromatography (Biotage: 85% CHCI3, 14% MeOH, 1% NH,OH)
and the product-containing fractions were combined. LC/MS and 1HNMR indicated some impurities may be present.
The impure product was subjected to reverse phase HPLC to yield (R)-N-(2-methoxy-3,4’-bipyridin-2’-yl)-4H-1’-aza-
spiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.02 g, 0.05 mmol, 14.05 % yield) as a white powder. 1H NMR (500
MHz, DMSO-D6) 6 ppm 9.07 (s, 1 H), 8.43 (s, 1 H), 8.17 (dd, J=4.73, 1.68 Hz, 1 H), 7.79 (d, J=7.32 Hz, 2 H), 7.10 (dd,
J=7.32,4.88 Hz, 1 H), 6.79 - 6.92 (m, 1 H), 3.76 - 3.97 (m, 4 H), 3.51 - 3.66 (m, 1 H), 2.92 - 3.09 (m, 2 H), 2.59 - 2.82
(m, 4 H),1.85-2.03(m,2H),1.53-1.71(m, 2 H), 1.35-1.49 (m, 1 H). MS (LC/MS) R.T. = 1.05; [M+H]* = 366.1.

EXAMPLE 288

(R)-N-(Benzo[d]Joxazol-2-yl)-4H-1’-azaspiro[oxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0703]

Step A: Benzo[d]Joxazol-2-amine

[0704]
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[0705] An oven dried round bottom flask was charged with di(1H-imidazol-1-yl)methanimine (500 mg, 3.10 mmol), 2-
aminophenol (188 mg, 1.724 mmol) and anhydrous THF (20ml) at room temperature. The resulting suspension was
refluxed under N, for 2 hr to give complete conversion based on LC/MS. The solvent was removed in vacuo and the
residue was purified on a Biotage Flash Collector, eluting with 30-80% EtOAc/Hexane (1200ml) to afford the expected
product, benzo[d]oxazol-2-amine (200 mg, 1.5 mmol, 87 % yield), as a white solid. 1H NMR (400 MHz, CDCl/3) § ppm
6.20 (br.s.,2H)7.02-7.11(m,1H) 7.17-7.22 (m, 1 H) 7.29 (d, J=7.53 Hz, 1 H) 7.36 (d, J=7.03 Hz, 1 H). MS (LC/MS)
R.T. =1.05; [M+H]* = 134.96.

Step B: Dimethyl benzo[d]oxazol-2-ylcarbonimidodithioate

[0706]

j:z)=:N~=<;::1lIi!.

[0707] To a colorless solution of benzo[d]oxazol-2-amine (200 mg, 1.491 mmol) in DMF (10ml) was added sodium
hydroxide (20N, 149 u.L, 2.98 mmol), to give a green suspension. The mixture was stirred for 15 min at room temperature.
Carbon disulfide (225 pL, 3.73 mmol) was added to give a dark brown solution. The reaction was stirred for 15 min at
room temperature, followed by the addition of sodium hydroxide (20N, 149 uL, 2.98 mmol) and stirred for an additional
10 min. lodomethane(224 pL, 3.58 mmol) was then added dropwise. A green solid precipitated after 12min. The reaction
stirred for a further 2 hr. The solid was collected by filtration, washed with DMF (2x1ml), H,O (2x1ml), dried under the
house vacuum for 30 min and further dried in an oven in vacuo over night to afford the expected product, dimethyl
benzo[d]oxazol-2-ylcarbonimidodithioate (258.5mg, 1.085 mmol, 72.7 % yield), as a white solid. 1TH NMR (400 MHz,
CDCl3) 5 ppm 2.70(s,6 H) 7.24-7.34 (m,2H) 7.45-7.50(m, 1H) 7.66 - 7.74 (m, 1 H). MS (LC/MS) R.T. =1.76, [M+H]*
=238.96.

Step C: (R)-N-(Benzo[d]oxazol-2-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2.2]octan]-2-amine

[0708] A 10 ml-vial was charged with (S)-3-(aminomethyl)quinuclidin-3-ol2 HCI salt (69.5 mg, 0.361 mmol), DMF
(2ml), DIEA (0.063 mL, 0.361 mmol) and Cs,CO5 (235 mg, 0.722 mmol) at room temperature, followed by dimethyl
benzo[d]oxazol-2-ylcarbonimidodithioate (86mg, 0.361 mmol). The resulting suspension was stirred atroom temperature
for 1 hr. LC/MS then indicated consumption of starting material. The mixture was diluted with MeOH and purified by
preparative HPLC to afford the expected product, (R)-N-(benzo[d]oxazol-2-yl)-4H-1’-azaspiro[oxazole-5,3-bicyc-
lo[2.2.2]octan]-2-amine (101.5 mg, 0.323 mmol, 90 % yield), as a tan gum. TH NMR (400 MHz, Acetone-dg) 6 ppm 2.07
-2.14 (m, 2 H) 2.20 (ddd, J=8.78, 5.27, 3.26 Hz,2 H) 2.33 - 2.45(m, 1 H) 2.62 (d, J=2.26 Hz, 1 H) 3.34 - 3.47 (m, 3 H)
3.48-3.58 (m,1H)3.75-3.88 (m,2H)4.15(d, J=10.54 Hz, 1 H) 4.32 (d, J=10.54 H, 1 H) 7.13 - 7.26 (m, 2 H) 7.41
(td, J=3.70, 1.63 Hz, 1 H) 9.24 (br, s, 1H). MS (LC/MS) R.T. = 0.792, [M+H]* = 299.17.

EXAMPLE 289

(R)-N-(5-Chlorobenzo[d]oxazol-2-yl)-4H-1’-azaspirofoxazole-5,3"-bicyclo[2.2. 2]Joctan]-2-amine

~ANC

N

[0709]

Step A: Dimethyl 5-chlorobenzo[d]oxazol-2-ylcarbonimidodithioate

[0710]
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[0711] To a brown solution of 5-chlorobenzo[dJoxazol-2-amine (700mg, 4.15 mmol) in DMF (5ml) was added sodium
hydroxide (20N, 415 pL, 8.30 mmol) to give a grey suspension. The mixture was stirred for 15 min at room temperature.
Carbon disulfide (626 L, 10.38 mmol) was added at room temperature to give a brown solution. The mixture was stirred
for 15 min at room temperature, then sodium hydroxide (20N, 208 p.L, 4.16mmol) was added. After 10 min, iodomethane
(623 pL, 9.97 mmol) was added dropwise. A grey solid came out from solution. The reaction was further stirred at room
temperature for 2 hr. The solid was collected by filtration, washed with DMF/H,0(50:50, 2x2ml), dried under house
vacuum for 30 min and further dried in an oven at 65 °C under vacuum for 1 1/2 hr to afford the expected product,
dimethyl 5-chlorobenzo[d]oxazol-2-ylcarbonimidodithioate (780mg, 2.86 mmol, 68.9 % yield), as an off-white solid which
was pure enough to be used in next step. 1H NMR (400 MHz, DMSO-dg)  ppm 2.69 (s, 6 H) 7.37 (dd, J=8.53, 2.26 Hz,
1H)7.66 (d, J=9.03 Hz, 1 H) 7.75 (d, J=1.76 Hz, 1 H). MS (LC/MS) R.T. = 1.44; [M+H]* = 272.9.

Step B: (R)-N-(5-Chlorobenzo[d]Joxazol-2-yl)-4H-1’-azaspirofoxazole-5,3’-bicyclof2.2.2]octan]-2-amine

[0712]

N- .Cl
el
O- —<o

\
N

[0713] A 10 mlvial was charged with (S)-3-(aminomethyl)quinuclidin-3-ols2 HCI salt (106 mg, 0.550 mmol), DMF (2ml),
DIEA (0.096 mL, 0.550 mmol), and Cs,CO4(358 mg, 1.100 mmol) at room temperature, followed by dimethyl 5-chlo-
robenzo[d]Joxazol-2-ylcarbonimidodithioate (150mg, 0.550 mmol). The resulting suspension was stirred at room temper-
ature for 1 hr. LC/MS then indicated consumption of starting material. The reaction mixture was diluted with MeOH and
purified by preparative HPLC to afford the expected product, (R)-N-(5-chlorobenzo[d]Joxazol-2-yl)-4H-1’-azaspiro[oxa-
zole-5,3-bicyclo[2.2.2]octan]-2-amine (106.5 mg, 0.3 mmol, 53.0 % yield), as a white solid. TH NMR (400 MHz, Acetone-
dg) 6 ppm 2.08 -2.30 (m, 3H) 2.35-2.48 (m, 1H)2.60-2.73 (m, 1 H) 3.48 (qd, J=7.53, 7.28 Hz, 3 H) 3.54 - 3.68 (m,
1H)3.79-4.00 (m, 2H)4.18 (d, J=10.54 Hz, 1 H) 4.35 (d, J=10.54 Hz, 1 H) 7.19 (dd, J=8.53, 2.01 Hz, 1 H) 7.30 - 7.47
(m, 2H)9.10 (br. s., 1 H). MS(LC/MS) R.T. = 1.56; [M+H]* = 333.13.

EXAMPLE 290

(R)-N-(Oxazolo[4,5-b]pyridin-2-yl)-4H-1"-azaspirofoxazole-5,3’-bicyclo[2.2. 2]octan]-2-amine

[0714]

. | N /N
~
o~ 0
N _
N,
Step A: Oxazolo[4,5-b]pyridin-2-amine

[0715]
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[0716] An oven dried round bottom flask was charged with di(1H-imidazol-1-yl)methanimine (500 mg, 3.10 mmol), 2-
aminopyridin-3-ol (171 mg, 1.551 mmol) and anhydrous THF (20ml) at room temperature. The resulting suspension was
refluxed under N, for 1hr. LC/MS indicated complete consumption of starting material. The solvent was removed in
vacuo and the residue was used in the next step without further purification. MS(LC/MS) R.T. =0.235; [M+H]* = 136.09.

Step B: Dimethyl oxazolo[4,5-b]pyridin-2-ylcarbonimidodithioate

[0717]

-8 ) O N

[0718] To the crude oxazolo[4,5-b]pyridin-2-amine (811 mg, 6 mmol) from step A, in DMF (12ml), was added NaOH
(20 N, 600 pL, 12.00 mmol) to give a tan solution which was stirred for 15 min at room temperature. Carbon disulfide
(904 pL, 15.00 mmol) was then added to give an orange solution. The mixture was stirred for 15 min atroom temperature,
then NaOH (20 N, 600 pL, 12.00 mmol) was added and the stirring continued for 10 min to give a dark red solution.
lodomethane (900 pL, 14.40 mmol) was added dropwise, resulting in a yellow solid precipitating after 1 hr to give ~80%
conversion. The mixture was diluted with MeOH and purified via preparative HPLC to afford the expected product,
dimethyl oxazolo[4,5-b]pyridin-2-ylcarbonimidodithioate (35 mg, 0.146 mmol, 2.4 % yield), as a white solid. 1H NMR
(400 MHz, CDCl3) 6 ppm 2.71 (s, 6 H) 7.22 (dd, J=8.03, 5.02 Hz, 1 H) 7.72 (dd, J=8.03, 1.25 Hz, 1 H) 8.49 (dd, J=5.02,
1.51 Hz, 1 H). MS (LC/MS) R.T. = 1.358; [M+H] = 240.04.

Step C: (R)-N-(Oxazolof4,5-b]pyridin-2-yl)-4H-1-azaspirofoxazole-5,3"-bicyclo[2. 2. 2]Joctan]-2-amine

[0719]

. jN . /N ~t
HN— U

o o

[0720] A 10 mlvial was charged with (S)-3-(aminomethyl)quinuclidin-3-ole2 HCI salt (8.53 mg, 0.044 mmol), DMF (2
ml), DIEA(7.74 L, 0.04 mmol) and Cs,CO4(28.9 mg, 0.089 mmol) atroom temperature, followed by dimethyl oxazolo[4,5-
b]pyridin-2-ylcarbonimidodithioate (10.6 mg, 0.044 mmol). The resulting suspension was stirred at room temperature
for 1hr. LC/MS indicated complete consumption of starting material. The reaction mixture was diluted with MeOH and
purified via preparative HPLC to afford the expected product, (R)-N-(oxazolo [4, 5-b] pyridin-2-yl)-4H-1’-azaspiro [oxazole-
5, 3’-bicyclo [2.2.2]octan]-2-amine (13 mg, 0.038 mmol, 86 % yield), as a white solid. 1H NMR (400 MHz, Acetone-dg)
dppm1.54-160(m, 1H)1.71-1.77 (m, 2 H) 216 - 2.24 (m, 1 H) 2.77 - 2.82 (m, 2 H) 2.89 (t, J=7.91 Hz, 4 H) 3.13 -
3.25(m, 2H) 3.20 (d, J=10.29 Hz, 1 H) 4.22 (d, J=10.29 Hz, 1 H) 7.13 (dd, J=8.03,5.02 Hz, 1 H) 7.70 (dd, J=7.91, 1.13
Hz, 1 H) 8.27 (dd, J=5.14, 1.13 Hz, 1 H) 9.11 (br. s., 1 H). MS (LC/MS) R.T. = 0.443; [M+H]* = 300.16.

N~ /

EXAMPLE 291
(2R)-N-(6,8-Dimethyl-3-isoquinolinyl)-4°’H-spirof4-azabicyclo[2.2.2]octane-2,5’-[1,3]Joxazol]-2’-amine

[0721]
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Step A: 6-Methylisoquinolin-3-amine

[0722]

[0723] To a solution of methyl 2,2-diethoxyacetimidate (1.1 g, 6.82 mmol) in methanol (8 mL) was added p-tolylmeth-
anamine (0.788 g, 6.50 mmol) dropwise at ambient temperature. The reaction flask was then placed into a preheated
oil-bath and stirred at 70 °C for 16 h, then removed and allowed cooled. The volatiles were removed under reduced
pressure and the crude material was added dropwise to sulfuric acid (5 mL) at ambient temperature. The reaction mixture
was stirred for 72 h, then the flask was placed into an ice-water bath, diluted with water (50 mL), and slowly neutralized
to pH = 10 with sodium hydroxide (10 N). As the reaction mixture became basic, a grey precipitate formed. This precipitate
was filtered, washed with water, and dried to afford 6-methylisoquinolin-3-amine (0.65 g, 63%), as a grey powder. 1H
NMR (400 MHz, DMSO-dg) & ppm 8.73 (s, 1H), 7.69 (d, J=8.28 Hz, 1 H), 7.29 (s, 1H), 7.00 (d, J=8.28 Hz, 1 H), 5.81 (s,
1 H), 2.40 (s, 3 H). MS (LC/MS) R.T. = 1.37; [M+H]* = 159.10.

Step B: 3-Isothiocyanato-6-methylisoquinoline

[0724]

[0725] To a solution of 1,1’-thiocarbonyldipyridin-2(1H)-one (220mg, 0.948 mmol) in dichloromethane (10 mL) at am-
bient temperature was added 6-methylisoquinolin-3-amine (125 mg, 0.790 mmol). The reaction mixture was placed into
a preheated oil-bath and stirred at 40 °C for 18 h, then removed from the oil-bath and cooled to ambient temperature.
The mixture was concentrated and the crude material was purified by silica gel chromatography (5-30 % ethyl acetate
in hexanes) to afford 3-isothiocyanato-6-methylisoquinoline (75 mg, 0.375 mmol, 47.4 % yield), as an off-white solid.
1H NMR (400 MHz, CDCl3) § ppm 9.03 (s, 1 H), 7.88 (d, J=8.24 Hz, 1 H), 7.56 (s, 1 H), 7.46 (dd, J=8.24, 1.53 Hz, 1 H),
7.39 (s, 1 H)2.57 (s, 3H). MS (LC/MS) R.T. = 1.92; [M+H]* = 201.13.

Step C: (R)-N-(6-Methylisoquinolin-3-yl)-4H-1’-azaspiro[oxazole-5,3 -bicyclo[2.2. 2]Joctan]-2-amine

[0726]

[0727] To (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (65.8 mg, 0.285 mmol) in N,N-dimethylformamide (6
mL) was added triethylamine (0.090 mL), 0.63 mmol) and 3-isothiocyanato-6-methylisoquinoline (57 mg, 0.285 mmol).
The suspension was placed into a preheated oil-bath and stirred at 70 °C for 2 h and 30 min. N,N’-diisopropylcarbodiimide
(0.177 mL, 1.14 mmol) was then added and the mixture was stirred at 85 °C for 16 h. The mixture was concentrated
and purified by silica gel chromatography (0-40 % [9:1 methanol: ammonium hydroxide] in chloroform) followed by
purification by reverse phase preparatory HPLC (0-40 % TFA-methanol-water). The solution of product was filtered
through UCT Clean-up CHQAX15M25 cartridge with MeOH (3x10ml) and concentrated to afford the expected product,
(8)-1-((3-hydroxyquinuclidin-3-yl)methyl)-3-(6-methylisoquinolin-3-yljthiourea, as atan gum. 1H NMR (400 MHz, MeOD)
S ppm 9.11 (s, 1H), 8.02(d, J=8.53 Hz, 1 H), 7.80 (s, 1 H), 7.74 (s, 1 H), 7.47 (d, J=8.53 Hz, 1 H), 4.47 (d, J=10.54 Hz,
1 H), 4.31 (d, J=10.54 Hz, 1 H), 4.10 (d, J=14.81 Hz, 1 H), 3.92 (d, J=14.81 Hz, 1 H), 3.53 - 3.71 (m, 2 H), 3.27 - 3.51
(m, 3 H), 2.84 (br.s, 1 H), 2.55 (s, 3H), 2.48 (m, 1 H), ) 2.10 - 2.30 (m, 3H). MS (LC/MS) R.T. = 1.24; [M+H]* = 323.2.
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Example 292
(R)-N-(6-Bromoisoquinolin-3-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2.2.2]octan]-2-amine

[0728]

Step A: N-(4-Bromobenzyl)-2,2-diethoxyacetimidamide

[0729]

“‘“’(;::E/JF\Ej’,\\Illiil\ﬁer

[0730] (4-Bromophenyl)methanamine hydrochloride (2.359 g, 10.39 mmol) and sodium methoxide (2.376 mL, 10.39
mmol) were added to a solution of methyl 2,2-diethoxyacetimidate (3.35 g, 20.78 mmol) in methanol (10 ml). The cloudy
mixture was heated at 70 C for 1.5 h and the resulting yellow mixture was concentrated. The residue was purified by
silica gel with 100% ethyl acetate to give a yellow viscous oil (2.04 g, 62%). "H NMR (400 MHz, CDCl3) & ppm 7.47 (2
H, d, J=8.56 Hz), 7.23 (2 H, d, J=8.06 Hz), 6.76 (1 H, br. s.), 5.31 (1 H, br.s.), 4:94 (1 H, br. s.), 445 (2 H, br. s.), 3.47
-3.77 (4 H, m), 1.26 (6 H, t, J/=7.05 Hz). LCMS:R.T. =2.12; [M+2]* = 317.2.

Step B: 6-Bromoisoquinolin-3-amine

[0731]

[0732] N-(4-bromobenzyl)-2,2-diethoxyacetimidamide (1.53 g, 4.85 mmol) in sulfuric acid (4 mL, 95-98 %) was heated
at 40 C for 14 h. The mixture was neutralized with 1 M NaOH to pH 7 and the resulting suspension was filtered. The
residue was purified by silica gel chromatography with 20-55% ethyl acetate in hexanes. The desired fractions were
concentrated to give a brownish yellow solid (0.434 g, 40%). LCMS:R.T. = 1.62; [M+2]*= 225.1.

Step C: 6-Bromo-3-isothiocyanatoisoquinoline

[0733]

=S
Br N N"‘;

[0734] To a solution of 1,1-thiocarbonyldipyridin-2(1H)-one (0.251 g, 1.080 mmol) in dichloromethane at room tem-
perature was added 6-bromoisoquinolin-3-amine (0.241 g, 1.080 mmol). The solution was stirred at room temperature
for 3 hours. LC/MS indicated formation of the desired product. The deep orange solution was purified by silica gel
chromatography (0-10% ethyl acetate-hexanes) to afford: 6-bromo-3-isothiocyanatoisoquinoline (0.1 g, 0.377 mmol, 35
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% yield) as a yellow oil. R.T. = 2.54; [M+H]* = 267.04.
Step D: (R)-N-(6-bromoisoquinolin-3-yl)-4H-1’-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine

[0735]

[0736] To (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.086 g, 0.377 mmol) in N,N-dimethylformamide (15
mL) was added Cs,COj; (0.307 g, 0.943 mmol) and 6-bromo-3-isothiocyanatoisoquinoline (0.1 g, 0.377 mmol). The
suspension was stirred at room temperature for 30 minutes. N,N’-Diisopropylcarbodiimide (0.176 mL, 1.132 mmol) was
then added and the mixture was stirred for a further 18 hours. The mixture was concentrated and purified by silica gel
chromatography (5-25 % [9.5:0.5 methanol:ammonium hydroxide]-ethyl acetate) to afford (R)-N-(6-bromoisoquinolin-3-
yl)-4H-1"-azaspiro[oxazole-5,3-bicyclo[2.2.2]octan]-2-amine (0.054 g, 0.135 mmol, 36 % yield) as a yellow solid. TH
NMR (400 MHz, MeOD) & ppm 9.04 (1 H, s), 7.80 - 8.05 (2 H, m), 7.55 (1 H, dd, J=8.81, 1.76 Hz), 7.37 (1 H, br. s.),
410(1H,d, J=10.58 Hz), 3.87 (1 H, d, J=10.83 Hz), 3.68 - 3.77 (1 H, m), 3.56 - 3.67 (1 H, m), 3.29-3.49 (4 H, m), 2.45
(1H,br.s.),228-2.41(1H,m), 1.86-2.15 (3 H, m). LCMS:R.T. = 1.76; [M+]*= 387.21.

Example 293
(R)-N-(7-Bromoisoquinolin-3-yl)-4H-1"-azaspirofoxazole-5,3"-bicyclo[2.2.2]octan]-2-amine

[0737]

Step A: N-(3-Bromobenzyl)-2,2-diethoxyacetimidamide

[0738]

[0739] (3-Bromophenyl)methanamine hydrochloride (3.62 g, 15.64 mmol) and sodium methoxide (3.58 mL, 15.64
mmol) were added to a solution of methyl 2,2-diethoxyacetimidate (5.042 g, 31.3 mmol) in methanol (15 mL). The cloudy
mixture was heated at 70 C for 1.5 h and the resulting yellow mixture was concentrated. The residue was purified by
silica gel chromatography with 100% ethyl acetate. The desired fractions were concentrated to give a yellow viscous oil
(2549, 51%). LCMS:R.T. = 2.11; [M+2]* = 317.06.

Step B: 7-Bromoisoquinolin-3-amine and 5-bromoisoquinolin-3-amine

[0740]
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[0741] N-(3-Bromobenzyl)-2,2-diethoxyacetimidamide (2.5 g, 7.93 mmol)in sulfuric acid (5 mL, 95-98 %) was heated
at 40 C for 54 h. The mixture was neutralized with 10 M NaOH aqueous to pH 7 and the resulting suspension was filtered.
The residue was purified by silica gel chromatography with 20-55% ethyl acetate in hexanes, then 100% ethyl acetate.
The fractions were concentrated to give a brown solid containing a mixture of products. (1.0 g, 57%). LCMS:R.T. = 1.56;
[M+2]* = 225.1. The mixture was used as is for the next step.

Step C: 7-Bromo-3-isothiocyanatoisoquinoline and 5-bromo-3-Isothiocyanatoisoquinoline

[0742]

[0743] To a solution of 1,1’-thiocarbonyldipyridin-2(1H)-one 1.145 g, 4.93 mmol) in dichloromethane at room temper-
ature was added the mixture of 7-bromoisoquinolin-3-amine and 5-bromoisoquinolin-3-amine from step B (1.0 g, 4.5
mmol). The orange solution was stirred at room temperature for 18 hours. LCMS indicated the formation of product. The
deep orange solution was purified by silica gel chromatography (0-5 % ethyl acetate-hexanes). The first product fractions
were combined and concentrated in vacuo to afford 7-bromo-3-isothiocyanatoisoquinoline (0.27 g, 0.377 mmol, 22 %
yield) as a yellow solid. TH NMR (400 MHz, Acetone) 8 ppm 9.19 (1 H, s), 8.41 (1 H, s), 7.86 -8.02 (2 H, m), 7.76 (1 H,
s). R.T. =4.28; [M+H]* = 267.04. The second product fractions were combined and concentrated in vacuo to afford 5-
bromo-3-isothiocyanatoisoquinoline (0.25 g, 0.377 mmol, 21 % yield) as a yellow solid. TH NMR (400 MHz, Acetone) &
ppm 9.24 (1 H, s), 823 (1H,d),815(1H,d),7.81(1H,s),7.64(1H,t). LCMS:R.T. =4.61; [M+H]* = 267.04.

Step D: (R)-N-(7-Bromoisoquinolin-3-yl)-4H-1’-azaspirofoxazole-5,3-bicyclo[2.2. 2]octan]-2-amine

[0744]

[0745] To (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.207 g, 0.905 mmol) in N,N-dimethylformamide (20
mL) was added Cs,COj3 (0.737 g, 2.263 mmol) and 7-bromo-3-isothiocyanatoisoquinoline (0.24 g, 0.905 mmol). The
suspension was stirred at room temperature for 30 minutes. N,N’-Diisopropylcarbodiimide (0.423 mL, 2.72 mmol) was
then added and the mixture was stirred at room temperature for 18 hours. The mixture was concentrated and purified
by silica gel chromatography using 5-15% [2:1 methanol:ammonium hydroxide] in ethyl acetate. The desired fractions
were concentrated and further purified using 5-15% [9.5:0.5 methanol:ammonium hydroxide] in ethyl acetate to afford
((R)-N-(7-bromoisoquinolin-3-yl)-4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.061 g, 0.156 mmol, 17 %
yield) as a yellow solid. TH NMR (400 MHz, MeOD) 8 ppm 8.96 (1 H, s), 8.12 (1 H, s), 7.66 (2 H, s), 7.32 (1 H, s), 4.01
(1H,d),3.73(1H,d),3.35-3.42(1H, m),3.22-3.29(1H, m),2.84-3.17(4H, m), 2.13-235(2H, m), 1.62-1.96 (3
H, m). LCMS:R.T. = 1.76; [M+]* = 387.21.

Example 294
((R)-N-(5-Bromoisoquinolin-3-yl)-4H-1’-azaspiro[oxazole-5,3"-bicyclof2.2. 2]octan]-2-amine

[0746]
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[0747] To (8)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (0.207 g, 0.905 mmol) in N,N-dimethylformamide (20
mL) was added Cs,CO4 (0.737 g, 2.263 mmol) and 5-bromo-3-isothiocyanatoisoquinoline (0.24 g, 0.905 mmol). The
suspension was stirred at room temperature for 30 minutes. N,N’-Diisopropylcarbodiimide (0.423 mL, 2.72 mmol) was
then added and the mixture was stirred at room temperature for 18 hours. The mixture was concentrated and purified
by silica gel chromatography (5-15 % [9.5:0.5 methanol:ammonium hydroxide]-ethyl acetate). The desired fractions were
concentrated and further purified using 5-15% [9.5:0.5 methanol:ammonium hydroxide] in ethyl acetate to afford (R)-N-(5-
bromoisoquinolin-3-yl)4H-1’-azaspiro[oxazole-5,3’-bicyclo[2.2.2]octan]-2-amine (0.248 g, 0.634 mmol, 70 % yield) as a
yellow solid.

TH NMR (400 MHz, MeOD) § ppm 8.99 (1H, s), 7.91 (2 H, dd), 7.55 (1 H, br. s.), 7.28 (1 H, t), 3.96 (1 H, d), 3.65 (1 H,
d), 3.17-3.26 (1H, m), 3.03-3.13(1H, m),2.70-2.99 (4 H, m), 2.03-2.30(2 H, m), 1.47-1.87 (3H, m). LCMS:R.T.
= 1.69; [M+2]* = 389.21.

EXAMPLE 295
(2R)-N-(6,8-Dimethyl-3-isoquinolinyl)-4’H-spiro[4-azabicyclo[2.2.2]octane-2,5’-[1,3]oxazol]-2’-amine

[0748]

Step A: 6,8-Dimethylisoquinolin-3-amine
[0749]

Me

[0750] To a solution of methyl 2,2-diethoxyacetimidate (1.5 g, 9.3 mmol) in methanol (4.9 mL) was added (2,4-dimeth-
ylphenyl)methanamine (1.2 g, 8.9 mmol) dropwise at ambient temperature. The reaction flask was then placed into a
preheated oil-bath and stirred at 70 °C for 16 h, then cooled and the volatiles removed under reduced pressure. The
crude material was added dropwise to sulfuric acid (19.7 mL) at ambient temperature and stirred for 72 h. The flask was
then placed into an ice water bath, diluted with water (50 mL), and slowly neutralized to pH = 10 with sodium hydroxide
(10 N). As the reaction mixture became basic, an orange precipitate formed. This precipitate was filtered, washed with
water, and dried to afford 6,8-dimethylisoquinolin-3-amine (1.37 g, 7.95 mmol, 90 %). 1H NMR (400 MHz, MeOD) § ppm
8.82(s,1H),7.17(s,1H),6.90(s,1H),6.72(s, 1H),2.61(s,3H),2.37(s,3H). MS (LC/MS) R.T.=0.77; [M+H]* =173.15.

Step B: 3-Isothiocyanato-6,8-dimethylisoquinoline

[0751]
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Me

\ .
N~ Me

[0752] To a solution of 1,1’-thiocarbonyldipyridin-2(1H)-one (1.35 g, 5.8 mmol) in dichloromethane (19 mL) at ambient
temperature was added 6,8-dimethylisoquinolin-3-amine (1 g, 5.8 mmol). The reaction mixture was placed into a pre-
heated oil-bath and stirred at 40 °C for 18 h, then cooled, concentrated, and the crude material was purified by silica gel
chromatography (10-35 % ethyl acetate in hexanes) to afford 3-isothiocyanato-6,8-dimethylisoquinoline (93.7 mg, 0.437
mmol, 8 %) as a yellow solid. 1H NMR (400 MHz, CDCl3) 6 ppm 9.20 (s, 1 H), 7.36 - 7.44 (m, 2 H), 7.23 (s, 1 H), 2.75
(s, 3H), 2.51 (s, 3 H). MS (LC/MS) R.T. = 2.03; [M+H]* = 215.1.

Step C: (2R)-N-(6,8-Dimethyl-3-isoquinolinyl)-4’' H-spiro[4-azabicyclof2.2.2]octane-2,5°-[1,3]oxazol]-2’-amine

[0753]

[0754] To (S)-3-(aminomethyl)quinuclidin-3-ol dihydrochloride (99 mg, 0.43 mmol) in N,N-dimethylformamide (1.4 mL)
was added triethylamine (0.18 mL, 1.3 mmol) and 3-isothiocyanato-6,8-dimethylisoquinoline (93 mg, 0.43 mmol). The
suspension was placed into a preheated oil-bath and stirred at 70 °C for 2 h and 30 min. N,N’-Diisopropylcarbodiimide
(0.27 mL, 1.7 mmol) was then added and the mixture was stirred at 85 °C for 16 h. The mixture was concentrated and
purified by silica gel chromatography (0-40 % [9:1 methanol:ammonium hydroxide] in chloroform) followed by purification
by reverse phase preparative HPLC (0-40 % [0.1% TFA]-methanol-water) to afford (2R)-N-(6,8-dimethyl-3-isoquinolinyl)-
4’H-spiro[4-azabicyclo[2.2.2]octane-2,5’-[1,3]oxazol]-2’-amine as the trifluoroacetic acid salt (24 mg, 0.053 mmol, 12 %
yield) as a white solid. 1H NMR (400 MHz, MeOD) & ppm 9.29 (s, 1 H), 7.54 (s, 1 H), 7.43 (s, 1 H), 7.34 (s, 1 H), 4.38
(d, J=11.04 Hz, 1 H), 4.17 (d, J=11.04 Hz, 1 H), 3.94- 4.10 (m, 1 H), 3.86 (dd, J=15.06, 2.26 Hz, 1 H), 3.51 - 3.67 (m, 1
H), 3.37 -3.51 (m, 3 H), 2.77 (s, 3 H), 2.73 (d, J=3.51 Hz, 1 H), 2.48 - 2.57 (m, 3 H), 2.30-2.46 (m, 1 H), 1.94 - 2.28
(m, 3 H). MS (LC/MS) R.T. = 0.90; [M+H]*= 337.38.

[0755] It is desired that the examples be considered in all respects as illustrative.

Claims

1. A compound of formula |, or a sterecisomer thereof,

wherein

R1is selected from the group consisting of isoxazolyl, pyrazolyl, oxazolyl, thiazolyl, imidazolyl, oxadiazolyl, thiadi-
azolyl, triazolyl, pyridinyl, pyrazinyl, pyridazinyl, pyrimidinyl, triazinyl, quinolinyl, isoquinolinyl, quinoxalinyl, quinax-
olinyl, naphthyridinyl, indazolyl, indolyl, 2-indolonyl, benzisoxazolyl, benzoisothiazolyl, benzoxazolyl, benzothiazolyl,
benzimidazolyl, furopyridinyl., thienopyridinyl, thienopyrimidinyl, isothiazolopyridinyl, thiazolopyridinyl, thiazolopy-
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ridinonyl, thiazolopyrazinyl, thiazolopyrimidinyl, triazolopyridinyl, triazolopyrazinyl, pyrrolotriazinyl, 5,6-dihydroben-
zo[h]quinazolinyl, 5H-chromeno[4,3-d]pyrimidinyl, 6,7-dihydro-5H-cyclopenta[d]pyrimidinyl, 5,6,7,8-tetrahydro-
quinazolinyl, 7,8-dihydroquinazolin-5(6H)-onyl, and tetrahydrobenzothiazolyl, and is substituted with 0-3 substituents
independently selected from the group consisting of Cyjalkyl, Cs_scycloalkyl, Cq_shaloalkyl, C4_4alkoxy,
C,.4haloalkoxy, C, ;cycloalkoxy, C4_4alkylthio, phenoxy, benzyloxy, halo, hydroxy, cyano, C4_salkylsulfonyl, NR2R3,
pyrrolidinonyl, methylenedioxy, furyl, thienyl, triazolyl, pyrimidinyl, naphthyl, C,_4alkylamido, CONRZR3, pyridyl, phe-
nyl, and benzyl, and where pyridyl, phenyl and benzyl are substituted with 0-2 substituents independently selected
from the group consisting of halo, C4_4alkyl, Cq_4alkoxy, Cq_4haloalkyl, C;_shaloalkoxy, and NR2R3;

R2 is hydrogen, C_4alkyl, C4_4hydroxyalkyl, or C4_4aminoalkyl;

R3 is hydrogen, C_4alkyl, C4_shydroxyalkyl, or C4_saminoalkyl;

or R, and Rj taken together with the nitrogen atom to which they are attached is azetidinyl, pyrrolidinyl, piperidinyl,
piperazinyl, N-(C_jalkyl)piperazinyl, morpholinyl, or homopiperidinyl;

or a pharmaceutically acceptable salt thereof.

A compound of claim 1 where R is selected from the group consisting of dimethylisoxazolyl, (methyl)(phenyl)iso-
xazolyl, methylpyrazolyl, dimethylpyrazolyl, thienylpyrazolyl, methoxyphenylpyrazolyl, thiazolyl, bromothiazolyl, cy-
anothiazolyl, methylthiazolyl, dimethylthiazolyl, (methyl)(phenyl)thiazolyl, isopropylthiazolyl, butylthiazolyl, benzylth-
iazolyl, methoxyphenylmethylthiazolyl, phenylthiazolyl, chlorophenylthiazolyl, methoxyphenylthiazolyl, (methoxy-
phenyl)(methyl)thiazolyl, pyridinylthiazolyl, (phenyl)(methyl)imidazolyl, methyloxadiazolyl, ethyloxadiazolyl, methyl-
thiadiazolyl, fluorophenylthiadiazolyl, furylthiadiazolyl, (dimethylcarboxamido)(methyl)thiazolyl, (pyrrolidinylCO)thi-
azolyl, phenyltriazolyl, pyridinyl, bromopyridinyl, chloropyridinyl, (chloro)(fluoro)pyridinyl, (chloro)(methyl)pyridinyl,
dichloropyridinyl, fluoropyridinyl, cyanopyridinyl, (cyano)(methyl)pyridinyl, (cyano)(dimethyl)pyridinyl, methoxypy-
ridinyl, (methylpyrrolidinyl)pyridinyl, phenylpyridinyl, methoxypyridinylpyridinyl, pyridazinyl, bromopyridazinyl, chlo-
ropyridazinyl, methylpyridazinyl, methoxypyridazinyl, methylthiopyridazinyl, pyrrolidinylpyridazinyl, pyrrolidinonylpy-
ridazinyl, phenylpyridazinyl, pyridinylpyridazinyl, methoxypyridinylpyridazinyl, pyrimidinyl, (bromo)(isopropyl)pyri-
midinyl, (bromo)(dimethyl)pyrimidinyl, (bromo)(cyclopropyl)pyrimidinyl, (bromo)(methoxy)pyrimidinyl, (bromo)(phe-
nyl)pyrimidinyl, (bromo)(pyridinyl)pyrimidinyl, chloropyrimidinyl, (chloro)(dimethyl)pyrimidinyl, (methyl)(methoxy)py-
rimidinyl, methylpyrimidinyl, ethylpyrimidinyl, (methyl)(phenyl)pyrimidinyl, dimethylpyrimidinyl, butylpyrimidinyl, iso-
propylpyrimidinyl, cyclopropylpyrimidinyl, methoxypyrimidinyl, dimethoxypyrimidinyl, isopropoxypyrimidinyl, cy-
clopentoxypyrimidinyl, difluoromethoxypyrimidinyl, trifluoroethoxypyrimidinyl, phenoxypyrimidinyl, methylthiopyri-
midinyl,  phenylpyrimidinyl,  chlorophenylpyrimidinyl, methylphenylpyrimidinyl, methoxyphenylpyrimidinyl,
(phenyl)(triazolyl)pyrimidinyl, pyridinylpyrimidinyl, methoxypyridinylpyrimidinyl, methoxypyrimidinylpyrimidinyl,
naphthylpyrimidinyl, pyrazinyl, bromopyrazinyl, (bromo)(methoxy)pyrazinyl, chloropyrazinyl, methylpyrazinyl,
dimethylpyrazinyl, butylpyrazinyl, cyanopyrazinyl, methoxypyrazinyl, isopropoxypyrazinyl, trifluoromethylpyrazinyl,
and phenylpyrazinyl, and dimethyltriazinyl;

or a pharmaceutically acceptable salt thereof.

A compound of claim 1 where R is selected from the group consisting of dimethylpyridinoisoxazolyl, benzoxazolyl,
chlorobenzoxazolyl, fluorophenylbenzoxazolyl, ethylphenylbenzoxazolyl, dimethylaminophenylbenzoxazolyl, pyrid-
inylbenzoxazolyl, benzothiazolyl, acetamidobenzothiazolyl, bromobenzothiazolyl, chlorobenzothiazolyl, (chlo-
ro)(methyl)benzothiazolyl, (chloro)(methoxy)benzothiazolyl, fluorobenzothiazolyl, difluorobenzothiazolyl, cyanoben-
zothiazolyl, methylbenzothiazolyl, dimethylbenzothiazolyl, (methyl)(methoxy)benzothiazolyl, ethylbenzothiazolyl, tri-
fluoromethylbenzothiazolyl, hydroxybenzothiazolyl, methoxybenzothiazolyl, ethoxybenzothiazolyl, isopropoxyben-
zothiazolyl, trifluoromethoxybenzothiazolyl, difluocromethoxybenzothiazolyl, dimethoxybenzothiazolyl, morpholinyl-
benzothiazolyl, (pyrrolidinylCO)benzothiazolyl, methylsulfonylbenzothiazolyl, chlorothiazolopyridinyl, dimethylthia-
zolopyridinyl, benzyloxythiazolopyridinyl, difluoromethoxythiazolopyridinyl, benzotriazolyl, indolonyl, indazolyl, bro-
moindazolyl, chloroindazolyl, fluoroindazolyl, (methyl)(methoxy)indazolyl, methoxyindazolyl, trifluoromethylinda-
zolyl, trifluoromethoxyindazolyl, difluoromethoxyindazolyl, benzimidazolyl, fluorobenzimidazolyl,
methylbenzimidazolyl, (methyl)(methoxy)benzimidazolyl, methoxybenzimidazolyl, tetrahydrobenzothiazolyl, furopy-
ridinyl, dimethylfuropyrimidinyl, thienopyrimidinyl, isopropylthienopyrimidinyl, dimethylthienopyrimidinyl, chlorotria-
zolopyridinyl, methyltriazolopyridinyl, trifluoromethyltriazolopyridinyl, methoxytriazolopyridinyl, triazolopyrazinyl,
bromopyrrolotriazinyl, dimethylaminothiazolopyrimidinyl, thiazolopyazinyl, bromothiazolopyazinyl, methoxythiazol-
opyazinyl, methylthiothiazolopyazinyl, methoxythiazolopyrimidinyl, (methyl)(methoxy)thiazolopyrimidinyl, quinolinyl,
bromoquinolinyl, fluoroquinolinyl, methylquinolinyl, (methyl)(methoxy)quinolinyl, isoquinolinyl, bromoisoquinolinyl,
dichloroisoquinolinyl, methylisoquinolinyl, dimethylisoquinolinyl, quinoxalinyl, chloroquinoxalinyl, methylquinoxali-
nyl, methoxyquinoxalinyl, quinazolinyl, bromoquinazolinyl, naphthyridinyl, 5,6-dihydrobenzolh]quinazolinyl, 5H-
chromeno[4,3-d]pyrimidinyl, 6,7-dihydro-5H-cyclopenta[d]pyrimidinyl, 5,6,7,8-tetrahydroquinazolinyl, and 7,8-dihy-
droquinazolin-5(6H)-onyl;
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or a pharmaceutically acceptable salt thereof.

A compound of claim 1 where R is selected from the group consisting of phenylthiazolyl, (chloro)(methyl)pyridinyl,
(bromo)(phenyl)pyrimidinyl, methoxypyrimidinyl, difluoromethoxypyrimidinyl, difluoroethoxypyrimidinyl, cyclopen-
toxypyrimidinyl, (methylphenyl)pyrimidinyl, (methoxyphenyl)pyrimidinyl, bromopyrazinyl, chloropyrazinyl, methylth-
iopyrazinyl, methoxybenzothiazolyl, ethoxybenzothiazolyl, difluoromethoxybenzothiazolyl, thiazolopyridinonyl, trif-
luoromethylindazolyl, benzimidazolyl, isoquinoinyl, and quinazolinyl;

or a pharmaceutically acceptable salt thereof.

The stereoisomer of claim 1 according to Formula la;

or a pharmaceutically acceptable salt thereof.

A compound of claim 5 where R is selected from the group consisting of dimethylisoxazolyl, (methyl)(phenyl)iso-
xazolyl, methylpyrazolyl, dimethylpyrazolyl, thienylpyrazolyl, methoxyphenylpyrazolyl, thiazolyl, bromothiazolyl, cy-
anothiazolyl; methylthiazolyl, dimethylthiazolyl, (methyl)(phenyl)thiazolyl, isopropylthiazolyl, butylthiazolyl, benzylth-
iazolyl, methoxyphenylmethylthiazolyl, phenylthiazolyl, chlorophenylthiazolyl, methoxyphenylthiazolyl, (methoxy-
phenyl)(methyl)thiazolyl, pyridinylthiazolyl, (phenyl)(methyl)imidazolyl, methyloxadiazolyl, ethyloxadiazolyl, methyl-
thiadiazolyl, fluorophenylthiadiazolyl, furylthiadiazolyl, (dimethylcarboxamido)(methyl)thiazolyl, (pyrrolidinylCO)thi-
azolyl, phenyltriazolyl, pyridinyl, bromopyridinyl, chloropyridinyl, (chloro)(fluoro)pyridinyl, (chloro)(methyl)pyridinyl,
dichloropyridinyl, fluoropyridinyl, cyanopyridinyl, (cyano)(methyl)pyridinyl, (cyano)(dimethyl)pyridinyl, methoxypy-
ridinyl, (methylpyrrolidinyl)pyridinyl, phenylpyridinyl, methoxypyridinylpyridinyl, pyridazinyl, bromopyridazinyl, chlo-
ropyridazinyl, methylpyridazinyl, methoxypyridazinyl, methylthiopyridazinyl, pyrrolidinylpyridazinyl, pyrrolidinonylpy-
ridazinyl, phenylpyridazinyl, pyridinylpyridazinyl, methoxypyridinylpyridazinyl, pyrimidinyl, (bromo)(isopropyl)pyri-
midinyl, (bromo)(dimethyl)pyrimidinyl, (bromo)(cyclopropyl)pyrimidinyl, (bromo)(methoxy)pyrimidinyl, (bromo)(phe-
nyl)pyrimidinyl, (bromo)(pyridinyl)pyrimidinyl, chloropyrimidinyl, (chloro)(dimethyl)pyrimidinyl, (methyl)(methoxy)py-
rimidinyl, methylpyrimidinyl, ethylpyrimidinyl, (methyl)(phenyl)pyrimidinyl, dimethylpyrimidinyl, butylpyrimidinyl, iso-
propylpyrimidinyl, cyclopropylpyrimidinyl, methoxypyrimidinyl, dimethoxypyrimidinyl, isopropoxypyrimidinyl, cy-
clopentoxypyrimidinyl, difluoromethoxypyrimidinyl, trifluoroethoxypyrimidinyl, phenoxypyrimidinyl, methylthiopyri-
midinyl,  phenylpyrimidinyl,  chlorophenylpyrimidinyl, methylphenylpyrimidinyl, methoxyphenylpyrimidinyl,
(phenyl)(triazolyl)pyrimidinyl, pyridinylpyrimidinyl, methoxypyridinylpyrimidinyl, methoxypyrimidinylpyrimidinyl,
naphthylpyrimidinyl, pyrazinyl, bromopyrazinyl, (bromo)(methoxy)pyrazinyl, chloropyrazinyl, methylpyrazinyl,
dimethylpyrazinyl, butylpyrazinyl, cyanopyrazinyl, methoxypyrazinyl, isopropoxypyrazinyl, trifluoromethylpyrazinyl,
and phenylpyrazinyl, and dimethyltriazinyl;

or a pharmaceutically acceptable salt thereof.

A compound of claim 5 where R1 is selected from the group consisting of dimethylpyridinoisoxazolyl, benzoxazolyl,
chlorobenzoxazolyl, fluorophenylbenzoxazolyl, ethylphenylbenzoxazolyl, dimethylaminophenylbenzoxazolyl, pyrid-
inylbenzoxazolyl, benzothiazolyl, acetamidobenzothiazolyl, bromobenzothiazolyl, chlorobenzothiazolyl, (chlo-
ro)(methyl)benzothiazolyl, (chloro)(methoxy)benzothiazolyl, fluorobenzothiazolyl, difluorobenzothiazolyl, cyanoben-
zothiazolyl, methylbenzothiazolyl, dimethylbenzothiazolyl, (methyl)(methoxy)benzothiazolyl, ethylbenzothiazolyl, tri-
fluoromethylbenzothiazolyl, hydroxybenzothiazolyl, methoxybenzothiazolyl, ethoxybenzothiazolyl, isopropoxyben-
zothiazolyl, trifluoromethoxybenzothiazolyl, difluoromethoxybenzothiazolyl, dimethoxybenzothiazolyl, morpholinyl-
benzothiazolyl, (pyrrolidinylCO)benzothiazolyl, methylsulfonylbenzothiazolyl, chlorothiazolopyridinyl, dimethylthia-
zolopyridinyl, benzyloxythiazolopyridinyl, difluoromethoxythiazolopyridinyl, benzotriazolyl, indolonyl, indazolyl, bro-
moindazolyl, chloroindazolyl, fluoroindazolyl, (methyl)(methoxy)indazolyl, methoxyindazolyl, trifluoromethylinda-
zolyl, trifluoromethoxyindazolyl, difluoromethoxyindazolyl, benzimidazolyl, fluorobenzimidazolyl,
methylbenzimidazolyl, (methyl)(methoxy)benzimidazolyl, methoxybenzimidazolyl, tetrahydrobenzothiazolyl, furopy-
ridinyl, dimethylfuropyrimidinyl, thienopyrimidinyl, isopropylthienopyrimidinyl, dimethylthienopyrimidinyl, chlorotria-
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zolopyridinyl, methyltriazolopyridinyl, trifluoromethyltriazolopyridinyl, methoxytriazolopyridinyl, triazolopyrazinyl,
bromopyrrolotriazinyl, dimethylaminothiazolopyrimidinyl, thiazolopyazinyl, bromothiazolopyazinyl, methoxythiazol-
opyazinyl, methylthiothiazolopyazinyl, methoxythiazolopyrimidinyl, (methyl)(methoxy)thiazolopyrimidinyl, quinolinyl,
bromoquinolinyl, fluoroquinolinyl, methylquinolinyl, (methyl)(methoxy)quinolinyl, isoquinolinyl, bromoisoquinolinyl,
dichloroisoquinolinyl, methylisoquinolinyl, dimethylisoquinolinyl, quinoxalinyl, chloroquinoxalinyl, methylquinoxali-
nyl, methoxyquinoxalinyl, quinazolinyl, bromoquinazolinyl, naphthyridinyl, 5,6-dihydrobenzol[h]quinazolinyl, 5H-
chromeno[4,3-d]pyrimidinyl, 6,7-dihydro-5H-cyclopenta[d]pyrimidinyl, 5,6,7,8-tetrahydroquinazolinyl, and 7,8-dihy-
droquinazolin-5(6H)-onyl;

or a pharmaceutically acceptable salt thereof.

A compound of claim 5 where R is selected from the group consisting of phenylthiazolyl, (chloro)(methyl)pyridinyl,
(bromo)(phenyl)pyrimidinyl, meyhoxypyrimidinyl, difluoromethoxypyrimidinyl, difluoroethoxypyrimidinyl, cyclopen-
toxypyrimidinyl, (methylphenyl)pyrimidinyl, (methoxyphenyl)pyrimidinyl, bromopyrazinyl, chloropyrazinyl, methylth-
iopyrazinyl, methoxybenzothiazolyl, ethoxybenzothiazolyl, difluoromethoxybenzothiazolyl, thiazolopyridinonyl, trif-
luoromethylindazolyl, benzimidazolyl, isoquinoinyl, and quinazolinyl;

or a pharmaceutically acceptable salt thereof.

A compound of claim 5 where R is selected from the group consisting of thiazolyl, pyridinyl, pyridazinyl, pyrimidinyl,
pyrazinyl, benzothiazolyl, thiazolopyridinyl, indazolyl, benzimidazolyl, isoquinoinyl, and quinazolinyl, and is substi-
tuted with 0-3 substituents independently selected from the group consisting of C44alkyl, Cj scycloalkyl,
Cq4haloalkyl, C4_4alkoxy, C4_4haloalkoxy., C3 ;cycloalkoxy, C4_salkylthio, phenoxy, benzyloxy, halo, hydroxy, cyano,
Cq.4alkylsulfonyl, NRZR3, pyrrolidinonyl, methylenedioxy, furyl, thienyl, triazolyl, pyrimidinyl, naphthyl,
C4-4alkylamido, CONRZR3, pyridyl, phenyl, and benzyl, and where pyridyl, phenyl, and benzyl are substituted with
0-2 substituents independently selected from the group consisting of halo, C,_4alkyl, C;_4alkoxy, C4_shaloalkyl,
C.4haloalkoxy, and NR2R3;

or a pharmaceutically acceptable salt thereof.

A compound of claim 9 where R is selected from the group consisting of pyridinyl, pyrimidinyl, pyrazinyl, thiazol-
opyridinyl, and isoquinoinyl, and is substituted with 0-3 substituents independently selected from the group consisting
of C4_4alkyl, C ;cycloalkyl, C4_shaloalkyl, C4_4alkoxy, C4_4haloalkoxy, C, ;cycloalkoxy, C4_salkylthio, phenoxy, ben-
zyloxy, halo, hydroxy, cyano, C4_salkylsulfonyl, NRZR3, pyrrolidinonyl, methylenedioxy, furyl, thienyl, triazolyl, pyri-
midinyl, naphthyl, C4_salkylamido, CONRZR3, pyridyl, phenyl, and benzyl, and where pyridyl, phenyl and benzyl are
substituted with 0-2 substituents independently selected from the group consisting of halo, C4_4alkyl, C4_4alkoxy,
Cq.4haloalkyl, C,_4haloalkoxy, and NR2R3;

or a pharmaceutically acceptable salt thereof.

A compound of claim 10 where R is selected from the group consisting of pyridinyl and isoquinoinyl, and is substituted
with 0-3 substituents independently selected from the group consisting of C4_4alkyl, C5_scycloalkyl, C4_shaloalkyl,
Cq4alkoxy, Cyqshaloalkoxy, Cjcycloalkoxy, C44alkylthio, phenoxy, benzyloxy, halo, hydroxy, cyano,
Cqalkylsulfonyl, NRZR3, pyrrolidinonyl, methylenedioxy, furyl, thienyl, triazolyl, pyrimidinyl, naphthyl,
C.4alkylamido, CONRZ2R3, pyridyl, phenyl, and benzyl, and where pyridyl, phenyl and benzyl are substituted with
0-2 substituents independently selected from the group consisting of halo, C,_4alkyl, C;_salkoxy, C4_shaloalkyl,
Cq-4haloalkoxy, and NR2R3,

or a pharmaceutically acceptable salt thereof.

A compound selected from the group consisting of
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and

or a pharmaceutically acceptable salt thereof.

13. A pharmaceutical composition comprising a therapeutically effective amount of a compound of any one of claims 1

to 12, or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier.

14. A compound of any one of claims 1 to 12 for use in the treatment of schizophrenia or Alzheimer’s Disease.

Patentanspriiche

1.

Verbindung der Formel | oder Stereoisomer davon,

wobei

R1 aus Isoxazolyl, Pyrazolyl, Oxazolyl, Thiazolyl, Imidazolyl, Oxadiazolyl, Thiadiazolyl, Triazolyl, Pyridinyl, Pyrazinyl,
Pyridazinyl, Pyrimidinyl, Triazinyl, Chinolinyl, Isochinolinyl, Chinoxalinyl, Chinazolinyl, Naphthyridinyl, Indazolyl, In-
dolyl, 2-Indolonyl, Benzisoxazolyl, Benzoisothiazolyl, Benzoxazolyl, Benzothiazolyl, Benzimidazolyl, Furopyridinyl,
Thienopyridinyl, Thienopyrimidinyl, Isothiazolopyridinyl, Thiazolopyridinyl, Thiazolopyridinonyl, Thiazolopyrazinyl,
Thiazolopyrimidinyl, Triazolopyridinyl, Triazolopyrazinyl, Pyrrolotriazinyl, 5,6-Dihydrobenzo[h]chinazolinyl, 5H-
Chromenol[4,3-d]pyrimidinyl, 6,7-Dihydro-5H-cyclopenta[d]pyrimidinyl, 5,6,7,8-Tetrahydrochinazolinyl, 7,8-Dihydro-
chinazolin-5(6H)-onyl und Tetrahydrobenzothiazolyl ausgewahlt und mit 0 bis 3 Substituenten substituiert ist, die
unabhéngig aus C4_4-Alkyl, C5 ,-Cycloalkyl, C; 4-Haloalkyl, C 4 4-Alkoxy, C_4-Haloalkoxy, C5_,-Cycloalkoxy, C4_4-Al-
kylthio, Phenoxy, Benzyloxy, Halo, Hydroxy, Cyano, C_4-Alkylsulfonyl, NR2R3, Pyrrolidinony!, Methylendioxy, Furyl,
Thienyl, Triazolyl, Pyrimidinyl, Naphthyl, C,_4-Alkylamido, CONRZ2R3, Pyridyl, Phenyl und Benzyl ausgewahlt sind,
und wobei Pyridyl, Phenyl und Benzyl mit 0 bis 2 Substituenten substituiert sind, die unabhangig aus Halo, C4_4-Alkyl,
Cq.4-Alkoxy, Cy_4-Haloalkyl, C4_4-Haloalkoxy und NR?R3 ausgewahlt sind;

R2 Wasserstoff, C4_4-Alkyl, C4_4-Hydroxyalkyl oder C,_4-Aminoalkyl ist;

R3 Wasserstoff, C_4-Alkyl, C;_4-Hydroxyalkyl oder C;_4-Aminoalky! ist;

oder R2 und R3 zusammen genommen mit dem Stickstoffatom, an das sie gebunden sind, Azetidinyl, Pyrrolidinyl,
Piperidinyl, Piperazinyl, N-(C4_4-Alkyl)piperazinyl, Morpholinyl oder Homopiperidiny! sind;

oder ein pharmazeutisch vertragliches Salz davon.
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Verbindung nach Anspruch 1, wobei R aus Dimethylisoxazolyl, (Methyl)(phenyl)isoxazolyl, Methylpyrazolyl, Dime-
thylpyrazolyl, Thienylpyrazolyl, Methoxyphenylpyrazolyl, Thiazolyl, Bromthiazolyl, Cyanothiazolyl, Methylthiazolyl,
Dimethylthiazolyl, (Methyl)(phenyl)thiazolyl, Isopropylthiazolyl, Butylthiazolyl, Benzylthiazolyl, Methoxyphenylme-
thylthiazolyl, Phenylthiazolyl, Chlorphenylthiazolyl, Methoxyphenylthiazo lyl, (Methoxyphenyl)(methyl)thiazolyl, Py-
ridinylthiazo lyl, (Phenyl)(methyl)imidazolyl, Methyloxadiazolyl, Ethyloxadiazolyl, Methylthiadiazolyl, Fluorphenylthi-
adiazolyl, Furylthiadiazolyl, (Dimethylcarboxamido)(methyl)thiazolyl, (PyrrolidinylCO)thiazolyl, Phenyltriazolyl, Py-
ridinyl, Brompyridinyl, Chlorpyridinyl, (Chlor)(fluor)pyridinyl, (Chlor)(methyl)pyridinyl, Dichlorpyridinyl, Fluorpyridinyl,
Cyanopyridinyl, (Cyano)(methyl)pyridinyl, (Cyano)(dimethyl)pyridinyl, Methoxypyridinyl, (Methylpyrrolidinyl)pyridi-
nyl, Phenylpyridinyl, Methoxypyridinylpyridinyl, Pyridazinyl, Brompyridazinyl, Chlorpyridazinyl, Methylpyridazinyl,
Methoxypyridazinyl, Methylthiopyridazinyl, Pyrrolidinylpyridazinyl, Pyrrolidinonylpyridazinyl, Phenylpyridazinyl, Py-
ridinylpyridazinyl, Methoxypyridinylpyridazinyl, Pyrimidinyl, (Brom)(isopropyl)pyrimidinyl, (Brom)(dimethyl)pyrimidi-
nyl, (Brom)(cyclopropyl)pyrimidinyl, (Brom)(methoxy)pyrimidinyl, (Brom)(phenyl)pyrimidinyl, (Brom)(pyridinyl)pyri-
midinyl, Chlorpyrimidinyl, (Chlor)(dimethyl)pyrimidinyl, (Methyl)(methoxy)pyrimidinyl, Methylpyrimidinyl, Ethylpyri-
midinyl, (Methyl)(phenyl)pyrimidinyl, Dimethylpyrimidinyl, Butylpyrimidinyl, Isopropylpyrimidinyl, Cyclopropylpyrimi-
dinyl, Methoxypyrimidinyl, Dimethoxypyrimidinyl, Isopropoxypyrimidinyl, Cyclopentoxypyrimidinyl, Difluormethoxy-
pyrimidinyl, Trifluorethoxypyrimidinyl, Phenoxypyrimidinyl, Methylthiopyrimidinyl, Phenylpyrimidinyl, Chlorphenylpy-
rimidinyl, Methylphenylpyrimidinyl, Methoxyphenylpyrimidinyl, (Phenyl)(triazolyl)pyrimidinyl, Pyridinylpyrimidinyl,
Methoxypyridinylpyrimidinyl, Methoxypyrimidinylpyrimidinyl, Naphthylpyrimidinyl, Pyrazinyl, Brompyrazinyl,
(Brom)(methoxy)pyrazinyl, Chlorpyrazinyl, Methylpyrazinyl, Dimethylpyrazinyl, Butylpyrazinyl, Cyanopyrazinyl, Me-
thoxypyrazinyl, Isopropoxypyrazinyl, Trifluormethylpyrazinyl und Phenylpyrazinyl und Dimethyltriazinyl ausgewahlt
ist;

oder ein pharmazeutisch vertragliches Salz davon.

Verbindung nach Anspruch 1, wobei R' aus Dimethylpyridinoisoxazolyl, Benzoxazolyl, Chlorbenzoxazolyl, Fluor-
phenylbenzoxazolyl, Ethylphenylbenzoxazolyl, Dimethylaminophenylbenzoxazolyl, Pyridinylbenzoxazolyl, Benzo-
thiazolyl, Acetamidobenzothiazolyl, Brombenzothiazolyl, Chlorbenzothiazolyl, (Chlor)(methyl)benzothiazolyl,
(Chlor)(methoxy)benzothiazolyl, Fluorbenzothiazolyl, Difluorbenzothiazolyl, Cyanobenzothiazolyl, Methylbenzothi-
azolyl, Dimethylbenzothiazolyl, (Methyl)(methoxy)benzothiazolyl, Ethylbenzothiazolyl, Trifluormethylbenzothiazolyl,
Hydroxybenzothiazo lyl, Methoxybenzothiazo lyl, Ethoxybenzothiazolyl, Isopropoxybenzothiazolyl, Trifluormetho-
xybenzothiazolyl, Difluormethoxybenzothiazolyl, Dimethoxybenzothiazolyl, Morpholinylbenzothiazolyl, (Pyrrolidinyl-
CO)benzothiazolyl, Methylsulfonylbenzothiazolyl, Chlorthiazolopyridinyl, Dimethylthiazolopyridinyl, Benzyloxythia-
zolopyridinyl, Difluormethoxythiazolopyridinyl, Benzotriazolyl, Indolonyl, Indazolyl, Bromindazolyl, Chlorindazolyl,
Fluorindazolyl, (Methyl)(methoxy)indazolyl, Methoxyindazolyl, Trifluormethylindazolyl, Trifluormethoxyindazolyl,
Difluormethoxyindazolyl, Benzimidazolyl, Fluorbenzimidazolyl, Methylbenzimidazolyl, (Methyl)(methoxy)benzimi-
dazolyl, Methoxybenzimidazolyl, Tetrahydrobenzothiazolyl, Furopyridinyl, Dimethylfuropyrimidinyl, Thienopyrimidi-
nyl, Isopropylthienopyrimidinyl, Dimethylthienopyrimidinyl, Chlortriazolopyridinyl, Methyltriazolopyridinyl, Trifluorme-
thyltriazolopyridinyl, Methoxytriazolopyridinyl, Triazolopyrazinyl, Brompyrrolotriazinyl, Dimethylaminothiazolopyri-
midinyl, Thiazolopyazinyl, Bromthiazolopyazinyl, Methoxythiazo lopyazinyl, Methylthiothiazo lopyazinyl, Methoxythi-
azolopyrimidinyl, (Methyl)(methoxy)thiazolopyrimidinyl, Chinolinyl, Bromchinolinyl, Fluorchinolinyl, Methylchinolinyl,
(Methyl)(methoxy)chinolinyl, Isochinolinyl, Bromisochinolinyl, Dichlorisochinolinyl, Methylisochinolinyl, Dimethyliso-
chinolinyl, Chinoxalinyl, Chlorchinoxalinyl, Methylchinoxalinyl, Methoxychinoxalinyl, Chinazolinyl, Bromchinazolinyl,
Naphthyridinyl, 5,6-Dihydrobenzo[h]chinazolinyl, 5H-Chromeno[4,3-d]pyrimidinyl, 6,7-Dihydro-5H-cyclopenta[d]py-
rimidinyl, 5,6,7,8-Tetrahydrochinazolinyl und 7,8-Dihydrochinazolin-5(6H)-onyl ausgewahlt ist;

oder ein pharmazeutisch vertragliches Salz davon.

Verbindung nach Anspruch 1, wobei R' aus Phenylthiazolyl, (Chlor)(methyl)pyridinyl, (Brom)(phenyl)pyrimidinyl,
Methoxypyrimidinyl, Difluormethoxypyrimidinyl, Difluorethoxypyrimidinyl, Cyclopentoxypyrimidinyl, (Methylphe-
nyl)pyrimidinyl, (Methoxyphenyl)pyrimidinyl, Brompyrazinyl, Chlorpyrazinyl, Methylthiopyrazinyl, Methoxybenzothi-
azolyl, Ethoxybenzothiazolyl, Difluormethoxybenzothiazolyl, Thiazolopyridinonyl, Trifluormethylindazolyl, Benzimi-
dazolyl, Isochinoinyl und Chinazolinyl ausgewahlt ist;

oder ein pharmazeutisch vertragliches Salz davon.

Stereoisomer nach Anspruch 1 gemag Formel Ia;
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H
N\R'l

oder ein pharmazeutisch vertragliches Salz davon.

Verbindung nach Anspruch 5, wobei R aus Dimethylisoxazolyl, (Methyl)(phenyl)isoxazolyl, Methylpyrazolyl, Dime-
thylpyrazolyl, Thienylpyrazolyl, Methoxyphenylpyrazolyl, Thiazolyl, Bromthiazolyl, Cyanothiazolyl, Methylthiazolyl,
Dimethylthiazolyl, (Methyl)(phenyl)thiazolyl, Isopropylthiazolyl, Butylthiazolyl, Benzylthiazolyl, Methoxyphenylme-
thylthiazolyl, Phenylthiazolyl, Chlorphenylthiazolyl, Methoxyphenylthiazo lyl, (Methoxyphenyl)(methyl)thiazolyl, Py-
ridinylthiazo lyl, (Phenyl)(methyl)imidazolyl, Methyloxadiazolyl, Ethyloxadiazolyl, Methylthiadiazolyl, Fluorphenylthi-
adiazolyl, Furylthiadiazolyl, (Dimethylcarboxamido)(methyl)thiazolyl, (PyrrolidinylCO)thiazolyl, Phenyltriazolyl, Py-
ridinyl, Brompyridinyl, Chlorpyridinyl, (Chlor)(fluor)pyridinyl, (Chlor)(methyl)pyridinyl, Dichlorpyridinyl, Fluorpyridinyl,
Cyanopyridinyl, (Cyano)(methyl)pyridinyl, (Cyano)(dimethyl)pyridinyl, Methoxypyridinyl, (Methylpyrrolidinyl)pyridi-
nyl, Phenylpyridinyl, Methoxypyridinylpyridinyl, Pyridazinyl, Brompyridazinyl, Chlorpyridazinyl, Methylpyridazinyl,
Methoxypyridazinyl, Methylthiopyridazinyl, Pyrrolidinylpyridazinyl, Pyrrolidinonylpyridazinyl, Phenylpyridazinyl, Py-
ridinylpyridazinyl, Methoxypyridinylpyridazinyl, Pyrimidinyl, (Brom)(isopropyl)pyrimidinyl, (Brom)(dimethyl)pyrimidi-
nyl, (Brom)(cyclopropyl)pyrimidinyl, (Brom)(methoxy)pyrimidinyl, (Brom)(phenyl)pyrimidinyl, (Brom)(pyridinyl)pyri-
midinyl, Chlorpyrimidinyl, (Chlor)(dimethyl)pyrimidinyl, (Methyl)(methoxy)pyrimidinyl, Methylpyrimidinyl, Ethylpyri-
midinyl, (Methyl)(phenyl)pyrimidinyl, Dimethylpyrimidinyl, Butylpyrimidinyl, Isopropylpyrimidinyl, Cyclopropylpyrimi-
dinyl, Methoxypyrimidinyl, Dimethoxypyrimidinyl, Isopropoxypyrimidinyl, Cyclopentoxypyrimidinyl, Difluormethoxy-
pyrimidinyl, Trifluorethoxypyrimidinyl, Phenoxypyrimidinyl, Methylthiopyrimidinyl, Phenylpyrimidinyl, Chlorphenylpy-
rimidinyl, Methylphenylpyrimidinyl, Methoxyphenylpyrimidinyl, (Phenyl)(triazolyl)pyrimidinyl, Pyridinylpyrimidinyl,
Methoxypyridinylpyrimidinyl, Methoxypyrimidinylpyrimidinyl, Naphthylpyrimidinyl, Pyrazinyl, Brompyrazinyl,
(Brom)(methoxy)pyrazinyl, Chlorpyrazinyl, Methylpyrazinyl, Dimethylpyrazinyl, Butylpyrazinyl, Cyanopyrazinyl, Me-
thoxypyrazinyl, Isopropoxypyrazinyl, Trifluormethylpyrazinyl und Phenylpyrazinyl und Dimethyltriazinyl ausgewahilt
ist;

oder ein pharmazeutisch vertragliches Salz davon.

Verbindung nach Anspruch 5, wobei R! aus Dimethylpyridinoisoxazolyl, Benzoxazolyl, Chlorbenzoxazolyl, Fluor-
phenylbenzoxazolyl, Ethylphenylbenzoxazolyl, Dimethylaminophenylbenzoxazolyl, Pyridinylbenzoxazolyl, Benzo-
thiazolyl, Acetamidobenzothiazolyl, Brombenzothiazolyl, Chlorbenzothiazolyl, (Chlor)(methyl)benzothiazolyl,
(Chlor){methoxy)benzothiazolyl, Fluorbenzothiazolyl, Difluorbenzothiazolyl, Cyanobenzothiazolyl, Methylbenzothi-
azolyl, Dimethylbenzothiazolyl, (Methyl)(methoxy)benzothiazolyl, Ethylbenzothiazolyl, Trifluormethylbenzothiazolyl,
Hydroxybenzothiazo lyl, Methoxybenzothiazo lyl, Ethoxybenzothiazo lyl, Isopropoxybenzothiazolyl, Trifluormetho-
xybenzothiazolyl, Difluormethoxybenzothiazolyl, Dimethoxybenzothiazolyl, Morpholinylbenzothiazolyl, (Pyrrolidinyl-
CO)benzothiazolyl, Methylsulfonylbenzothiazolyl, Chlorthiazolopyridinyl, Dimethylthiazolopyridinyl, Benzyloxythia-
zolopyridinyl, Difluormethoxythiazolopyridinyl, Benzotriazolyl, Indolonyl, Indazolyl, Bromindazolyl, Chlorindazolyl,
Fluorindazolyl, (Methyl)(methoxy)indazolyl, Methoxyindazolyl, Trifluormethylindazolyl, Trifluormethoxyindazolyl,
Difluormethoxyindazolyl, Benzimidazolyl, Fluorbenzimidazolyl, Methylbenzimidazolyl, (Methyl)(methoxy)benzimi-
dazolyl, Methoxybenzimidazolyl, Tetrahydrobenzothiazolyl, Furopyridinyl, Dimethylfuropyrimidinyl, Thienopyrimidi-
nyl, Isopropylthienopyrimidinyl, Dimethylthienopyrimidinyl, Chlortriazolopyridinyl, Methyltriazolopyridinyl, Trifluorme-
thyltriazolopyridinyl, Methoxytriazolopyridinyl, Triazolopyrazinyl, Brompyrrolotriazinyl, Dimethylaminothiazolopyri-
midinyl, Thiazolopyazinyl, Bromthiazolopyazinyl, Methoxythiazo lopyazinyl, Methylthiothiazo lopyazinyl, Methoxythi-
azolopyrimidinyl, (Methyl)(methoxy)thiazolopyrimidinyl, Chinolinyl, Bromchinolinyl, Fluorchinolinyl, Methylchinolinyl,
(Methyl)(methoxy)chinolinyl, Isochinolinyl, Bromisochinolinyl, Dichlorisochinolinyl, Methylisochinolinyl, Dimethyliso-
chinolinyl, Chinoxalinyl, Chlorchinoxalinyl, Methylchinoxalinyl, Methoxychinoxalinyl, Chinazolinyl, Bromchinazolinyl,
Naphthyridinyl, 5,6-Dihydrobenzolh]chinazolinyl, 5H-Chromeno[4,3-d]pyrimidinyl, 6,7-Dihydro-5H-Cyclopen-
ta[d]pyrimidinyl, 5,6,7,8-Tetrahydrochinazolinyl und 7,8-Dihydrochinazolin-5(6H)-onyl ausgewahlt ist;

oder ein pharmazeutisch vertragliches Salz davon.

Verbindung nach Anspruch 5, wobei R! aus Phenylthiazolyl, (Chlor)(methyl)pyridinyl, (Brom)(phenyl)pyrimidinyl,

Methoxypyrimidinyl, Difluormethoxypyrimidinyl, Difluorethoxypyrimidinyl, Cyclopentoxypyrimidinyl, (Methylphe-
nyl)pyrimidinyl, (Methoxyphenyl)pyrimidinyl, Brompyrazinyl, Chlorpyrazinyl, Methylthiopyrazinyl, Methoxybenzothi-
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azolyl, Ethoxybenzothiazolyl, Difluormethoxybenzothiazolyl, Thiazolopyridinonyl, Trifluormethylindazolyl, Benzimi-
dazolyl, Isochinoinyl und Chinazolinyl ausgewahlt ist;
oder ein pharmazeutisch vertragliches Salz davon.

Verbindung nach Anspruch 5, wobei R aus Thiazolyl, Pyridinyl, Pyridazinyl, Pyrimidinyl, Pyrazinyl, Benzothiazolyl,
Thiazolopyridinyl, Indazolyl, Benzimidazolyl, Isochinoinylund Chinazolinylausgewahlt und mit0 b bis 3 Substituenten
substituiert ist, die unabhéngig aus C,4-Alkyl, C5 4-Cycloalkyl, C44-Haloalkyl, C;_4-Alkoxy, C, 4-Haloalkoxy,
Cj.7-Cycloalkoxy, C4_4-Alkylthio, Phenoxy, Benzyloxy, Halo, Hydroxy, Cyano, C4_4-Alkylsulfonyl, NR2R3, Pyrrolidi-
nonyl, Methylendioxy, Furyl, Thienyl, Triazolyl, Pyrimidinyl, Naphthyl, C4_4-Alkylamido, CONRZR3, Pyridyl, Phenyl
und Benzyl ausgewahlt sind, und wobei Pyridyl, Phenyl und Benzyl mit 0 bis 2 Substituenten substituiert sind, die
unabhangig aus Halo, C4_4-Alkyl, C,_4-Alkoxy, C4_4-Haloalkyl, C,_4-Haloalkoxy und NR2R3 ausgewahlt sind;

oder ein pharmazeutisch vertragliches Salz davon.

Verbindung nach Anspruch 9, wobei R' aus Pyridinyl, Pyrimidinyl, Pyrazinyl, Thiazolopyridinyl und Isochinoinyl
ausgewahlt und mit 0 bis 3 Substituenten substituiert ist, die unabhéngig aus C,_4-Alkyl, C3 ,-Cycloalkyl, C4_4-Ha-
loalkyl, C4_4-Alkoxy, C4_4-Haloalkoxy, C; -Cycloalkoxy, C4_4-Alkylthio, Phenoxy, Benzyloxy, Halo, Hydroxy, Cyano,
C,_4-Alkylsulfonyl, NRZ2R3, Pyrrolidinonyl, Methylendioxy, Furyl, Thienyl, Triazolyl, Pyrimidinyl, Naphthyl, C.4-Alky-
lamido, CONRZ2R3, Pyridyl, Phenyl und Benzyl ausgewahlt sind, und wobei Pyridyl, Phenyl und Benzyl mit 0 bis 2
Substituenten substituiert sind, die unabhangig aus Halo, C4_4-Alkyl, C,_4-Alkoxy, C,_4-Haloalkyl, C,;_s-Haloalkoxy
und NR2R3 ausgewahlt sind;

oder ein pharmazeutisch vertragliches Salz davon.

Verbindung nach Anspruch 10, wobei R aus Pyridinyl und Isochinoinyl ausgewahlt und mit 0 bis 3 Substituenten
substituiert ist, die unabhéngig aus C,4-Alkyl, C; ;,-Cycloalkyl, C, 4-Haloalkyl, C,_4-Alkoxy, C, 4-Haloalkoxy,
Cj.7-Cycloalkoxy, C4_4-Alkylthio, Phenoxy, Benzyloxy, Halo, Hydroxy, Cyano, C4_4-Alkylsulfonyl, NR2R3, Pyrrolidi-
nonyl, Methylendioxy, Furyl, Thienyl, Triazolyl, Pyrimidinyl, Naphthyl, C,_4-Alkylamido, CONR2RS3, Pyridyl, Pheny!
und Benzyl ausgewahlt sind, und wobei Pyridyl, Phenyl und Benzyl mit O bis 2 Substituenten substituiert sind, die
unabhéngig aus Halo, C4_4-Alkyl, C4_4-Alkoxy, C4_4-Haloalkyl, C4_4-Haloalkoxy und NR2R3 ausgewahlt sind;

oder ein pharmazeutisch vertragliches Salz davon.

Verbindung, ausgewahlt aus:

N=\
CHs HN— N N

— 0
HN—{ Cl . \N HN—<\ Br
o N / [,\6, 124 . o< N /
LT SISO

CHj3
N= N=

HN—{ HN p
o< N / 0 Ny
I I

und
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HN—Q
o~ N /
/N N

oder ein pharmazeutisch vertragliches Salz davon.

Pharmazeutische Zusammensetzung, umfassend eine therapeutisch wirksame Menge einer Verbindung nach ei-
nem der Anspriiche 1 bis 12 oder ein pharmazeutisch vertragliches Salz davon und einen pharmazeutisch vertrag-
lichen Trager.

Verbindung nach einem der Anspriche 1 bis 12 zur Verwendung bei der Behandlung von Schizophrenie oder der
Alzheimer’'schen Krankheit.

Revendications

1.

Composé de la formule |, ou un de ses stéréoisomeéres,

dans lequel:

R1 est choisi parmi un isoxazolyle, un pyrazolyle, un oxazolyle, un thiazolyle, un imidazolyle, un oxadiazolyle,
un thiadiazolyle, un triazolyle, un pyridinyle, un pyrazinyle, un pyridazinyle, un pyrimidinyle, un triazinyle, un
quinoléinyle, un isoquinoléinyle, un quinoxalinyle, un quinazolinyle, un naphtyridinyle, un indazolyle, un indolyle,
un 2-indolonyle, un benzisoxazolyle, un benzoisothiazolyle, un benzoxazolyle, un benzothiazolyle, un benzimi-
dazolyle, un furopyridinyle, un thiénopyridinyle, un thiénopyrimidinyle, un isothiazolopyridinyle, un thiazolopy-
ridinyle, un thiazolopyridinonyle, un thiazolopyrazinyle, un thiazolopyrimidinyle, un triazolopyridinyle, un triazo-
lopyrazinyle, un pyrrolotriazinyle, un 5,6-dihydrobenzolh]quinazolinyle, un 5H-chroméno[4,3-d]pyrimidinyle, un
6,7-dihydro-5H-cyclopental[d]pyrimidinyle, un 5,6,7,8-tétrahydroquinazolinyle, un 7,8-dihydroquinazolin-
5(6H)-onyle et un tétrahydrobenzothiazolyle et il est substitué avec 0-3 substituants indépendamment choisis
parmiunC,_4alkyle, unC3_; cycloalkyle, un C4_4 haloalkyle, un C4_4 alcoxy, un C4_4 haloalcoxy, un Clcycloalcoxy,
un C,4 alkylthio, un phénoxy, un benzyloxy, un halo, un hydroxy, un cyano, un C,_4 alkylsulfonyle, NR2R3, un
pyrrolidinonyle, un méthylénedioxy, un furyle, un thiényle, un triazolyle, un pyrimidinyle, un naphtyle, un C_4
alkylamido, CONRZR3, un pyridyle, un phényle et un benzyle et ou le pyridyle, le phényle et le benzyle sont
substitués avec 0-2 substituants indépendamment choisis parmi un halo, un C4_4 alkyle, un C4_4 alcoxy, un C4 4
haloalkyle, un C,_4 haloalcoxy et NR2R3;

R2 est un hydrogéne, un Cq.4 alkyle, un C4_4 hydroxyalkyle ou un C4_4 aminoalkyle;

R3 est un hydrogéne, un C4_4 alkyle, un C4_4 hydroxyalkyle ou un C,_4 aminoalkyle;

ou R2 et R3 pris ensemble avec I'atome d’azote auquel ils sont attachés sont un azétidinyle, un pyrrolidinyle,
un pipéridinyle, un pipérazinyle, un N-(C_4 alkyle)pipérazinyle, un morpholinyle ou un homopipéridinyle;

ou un de ses sels pharmaceutiquement acceptables.

Composé selon larevendication 1, dans lequel R est choisi parmi un diméthylisoxazolyle, un (méthyl)(phényl)isoxa-
zolyle, un méthylpyrazolyle, un diméthylpyrazolyle, un thiénylpyrazolyle, un méthoxyphénylpyrazolyle, un thiazolyle,
un bromothiazolyle, un cyanothiazolyle, un méthylthiazolyle, un diméthylthiazolyle, un (méthyl)(phényl)thiazolyle,
un isopropylthiazolyle, un butylthiazolyle, un benzylthiazolyle, un méthoxyphénylméthylthiazolyle, un phénylthiazo-
lyle, un chlorophénylthiazolyle, un méthoxyphénylthiazolyle, un (méthoxyphényl)(méthyl)thiazolyle, un pyridinylthia-
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zolyle, un (phényl)(méthyl)imidazolyle, un méthyloxadiazolyle, un éthyloxadiazolyle, un méthylthiadiazolyle, un fluo-
rophénylthiadiazolyle, un furylthiadiazolyle, un (diméthylcarboxamido)(méthyl)thiazolyle, un (pyrrolidinylCO)thiazo-
lyle, un phényltriazolyle, un pyridinyle, un bromopyridinyle, un chloropyridinyle, un (chloro)(fluoro)pyridinyle, un
(chloro)(méthyl)pyridinyle, un dichloropyridinyle, un fluoropyridinyle, un cyanopyridinyle, un (cyano)(méthyl)pyridi-
nyle, un (cyano)(diméthyl)pyridinyle, un méthoxypyridinyle, un (méthylpyrrolidinyl)pyridinyle, un phénylpyridinyle,
un méthoxypyridinylpyridinyle, un pyridazinyle, un bromopyridazinyle, un chloropyridazinyle, un méthylpyridazinyle,
un méthoxypyridazinyle, un méthylthiopyridazinyle, un pyrrolidinylpyridazinyle, un pyrrolidinonylpyridazinyle, un phé-
nylpyridazinyle, un pyridinylpyridazinyle, un méthoxypyridinylpyridazinyle, un pyrimidinyle, un (bromo)(isopropyl)py-
rimidinyle, un (bromo)(diméthyl)pyrimidinyle, un (bromo)(cyclopropyl)pyrimidinyle, un (bromo)(méthoxy)pyrimidiny-
le, un (bromo)(phényl)pyrimidinyle, un (bromo)(pyridinyl)pyrimidinyle, un chloropyrimidinyle, un (chloro)(diméthyl) py-
rimidinyle, un (méthyl)(méthoxy)pyrimidinyle, un méthylpyrimidinyle, un éthylpyrimidinyle, un (méthyl)(phényl)pyri-
midinyle, un diméthylpyrimidinyle, un butylpyrimidinyle, un isopropylpyrimidinyle, un cyclopropylpyrimidinyle, un
méthoxypyrimidinyle, un diméthoxypyrimidinyle, un isopropoxypyrimidinyle, un cyclopentoxypyrimidinyle, un difluo-
rométhoxypyrimidinyle, un trifluoroéthoxypyrimidinyle, un phénoxypyrimidinyle, un méthylthiopyrimidinyle, un phé-
nylpyrimidinyle, un chlorophénylpyrimidinyle, un méthylphénylpyrimidinyle, un méthoxyphénylpyrimidinyle, un (phé-
nyl)(triazolyl)pyrimidinyle, un pyridinylpyrimidinyle, un méthoxypyridinylpyrimidinyle, un méthoxypyrimidinylpyrimi-
dinyle, un naphtylpyrimidinyle, un pyrazinyle, un bromopyrazinyle, un (bromo)(méthoxy)pyrazinyle, un chloropyra-
zinyle, un méthylpyrazinyle, un diméthylpyrazinyle, un butylpyrazinyle, un cyanopyrazinyle, un méthoxypyrazinyle,
un isopropoxypyrazinyle, un trifluorométhylpyrazinyle et un phénylpyrazinyle et un diméthyltriazinyle;

ou de ses sels pharmaceutiquement acceptables.

Composé selon larevendication 1, dans lequel R est choisi parmi un diméthylpyridinoisoxazolyle, un benzoxazolyle,
un chlorobenzoxazolyle, un fluorophénylbenzoxazolyle, un éthylphénylbenzoxazolyle, un diméthylaminophénylben-
zoxazolyle, un pyridinylbenzoxazolyle, un benzothiazolyle, un acétamidobenzothiazolyle, un bromobenzothiazolyle,
un chlorobenzothiazolyle, un (chloro)(méthyl)benzothiazolyle, un (chloro)(méthoxy)benzothiazolyle, un fluoroben-
zothiazolyle, un difluorobenzothiazolyle, un cyanobenzothiazolyle, un méthylbenzothiazolyle, un diméthylbenzo-
thiazolyle, un (méthyl)(méthoxy)benzothiazolyle, un éthylbenzothiazolyle, un trifluorométhylbenzothiazolyle, un hy-
droxybenzothiazolyle, un méthoxybenzothiazolyle, un éthoxybenzothiazolyle, un isopropoxybenzothiazolyle, un tri-
fluorométhoxybenzothiazolyle, un difluorométhoxybenzothiazolyle, un diméthoxybenzothiazolyle, un morpholinyl-
benzothiazolyle, un (pyrrolidinylCO)benzothiazolyle, un méthylsulfonylbenzothiazolyle, un chlorothiazolopyridinyle,
un diméthylthiazolopyridinyle, un benzyloxythiazolopyridinyle, un difluorométhoxythiazolopyridinyle, un benzotria-
zolyle, un indolonyle, un indazolyle, un bromoindazolyle, un chloroindazolyle, un fluoroindazolyle, un (méthyl)(mé-
thoxy)indazolyle, un méthoxyindazolyle, un trifluorométhylindazolyle, un trifluorométhoxyindazolyle, un difluoromé-
thoxyindazolyle, un benzimidazolyle, un fluorobenzimidazolyle, un méthylbenzimidazolyle, un (méthyl)(mé-
thoxy)benzimidazolyle, un méthoxybenzimidazolyle, un tétrahydrobenzothiazolyle, un furopyridinyle, un diméthyl-
furopyrimidinyle, un thiénopyrimidinyle, un isopropylthiénopyrimidinyle, un diméthylthiénopyrimidinyle, un chloro-
triazolopyridinyle, un méthyltriazolopyridinyle, un trifluorométhyltriazolopyridinyle, un méthoxytriazolopyridinyle, un
triazolopyrazinyle, un bromopyrrolotriazinyle, un diméthylaminothiazolopyrimidinyle, un thiazolopyrazinyle, un bro-
mothiazolopyrazinyle, un méthoxythiazolopyrazinyle, un méthylthiothiazolopyrazinyle, un méthoxythiazolopyrimidi-
nyle, un (méthyl)(méthoxy)thiazolopyrimidinyle, un quinoléinyle, un bromoquinoléinyle, un fluoroquinoléinyle, un
méthylquinoléinyle, un (méthyl)(méthoxy)quinoléinyle, un isoquinoléinyle, un bromoisoquinoléinyle, un dichloroiso-
quinoléinyle, un méthylisoquinoléinyle, un diméthylisoquinoléinyle, un quinoxalinyle, un chloroquinoxalinyle, un mé-
thylquinoxalinyle, un méthoxyquinoxalinyle, un quinazolinyle, un bromoquinazolinyle, un naphtyridinyle, un 5,6-
dihydrobenzo[h]quinazolinyle, un 5H-chroméno[4,3-d]pyrimidinyle, un 6,7-dihydro-5H-cyclopenta[d]pyrimidinyle, un
5,6,7,8-tétrahydroquinazolinyle et un 7,8-dihydroquinazolin-5(6H)-onyle;

ou un de ses sels pharmaceutiquement acceptables.

Composé selon larevendication 1, dans lequel R est choisi parmi un phénylthiazolyle, un (chloro)(méthyl)pyridinyle,
un (bromo)(phényl)pyrimidinyle, un méthoxypyrimidinyle, un difluorométhoxypyrimidinyle, un difluoroéthoxypyrimi-
dinyle, un cyclopentoxypyrimidinyle, un (méthylphényl)pyrimidinyle, un (méthoxyphényl)pyrimidinyle, un bromopy-
razinyle, un chloropyrazinyle, un méthylthiopyrazinyle, un méthoxybenzothiazolyle, un éthoxybenzothiazolyle, un
difluorométhoxybenzothiazolyle, un thiazolopyridinonyle, un trifluorométhylindazolyle, un benzimidazolyle, un iso-
quinoléinyle et un quinazolinyle;

ou un de ses sels pharmaceutiquement acceptables.

Stéréoisomére selon la revendication 1 selon la Formula Ia;
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ou un de ses sels pharmaceutiquement acceptables.

Composé selon larevendication 5, dans lequel R" est choisi parmi un diméthylisoxazolyle, un (méthyl)(phényl)isoxa-
zolyle, un méthylpyrazolyle, un diméthylpyrazolyle, un thiénylpyrazolyle, un méthoxyphénylpyrazolyle, un thiazolyle,
un bromothiazolyle, un cyanothiazolyle, un méthylthiazolyle, un diméthylthiazolyle, un (méthyl)(phényl)thiazolyle,
un isopropylthiazolyle, un butylthiazolyle, un benzylthiazolyle, un méthoxyphénylméthylthiazolyle, un phénylthiazo-
lyle, un chlorophénylthiazolyle, un méthoxyphénylthiazolyle, un (méthoxyphényl)(méthyl)thiazolyle, un pyridinylthia-
zolyle, un (phényl)(méthyl)imidazolyle, un méthyloxadiazolyle, un éthyloxadiazolyle, un méthylthiadiazolyle, un fluo-
rophénylthiadiazolyle, un furylthiadiazolyle, un (diméthylcarboxamido)(méthyl)thiazolyle, un (pyrrolidinylCO)thiazo-
lyle, un phényltriazolyle, un pyridinyle, un bromopyridinyle, un chloropyridinyle, un (chloro)(fluoro)pyridinyle, un
(chloro)(méthyl)pyridinyle, un dichloropyridinyle, un fluoropyridinyle, un cyanopyridinyle, un (cyano)(méthyl)pyridi-
nyle, un (cyano)(diméthyl)pyridinyle, un méthoxypyridinyle, un (méthylpyrrolidinyl)pyridinyle, un phénylpyridinyle,
un méthoxypyridinylpyridinyle, un pyridazinyle, un bromopyridazinyle, un chloropyridazinyle, un méthylpyridazinyle,
un méthoxypyridazinyle, un méthylthiopyridazinyle, un pyrrolidinylpyridazinyle, un pyrrolidinonylpyridazinyle, un phé-
nylpyridazinyle, un pyridinylpyridazinyle, un méthoxypyridinylpyridazinyle, un pyrimidinyle, un (bromo)(isopropyl)py-
rimidinyle, un (bromo)(diméthyl)pyrimidinyle, un (bromo)(cyclopropyl)pyrimidinyle, un (bromo)(méthoxy)pyrimidiny-
le, un (bromo)(phényl)pyrimidinyle, un (bromo)(pyridinyl)pyrimidinyle, un chloropyrimidinyle, un (chloro)(diméthyl) py-
rimidinyle, un (méthyl)(méthoxy)pyrimidinyle, un méthylpyrimidinyle, un éthylpyrimidinyle, un (méthyl)(phényl)pyri-
midinyle, un diméthylpyrimidinyle, un butylpyrimidinyle, un isopropylpyrimidinyle, un cyclopropylpyrimidinyle, un
méthoxypyrimidinyle, un diméthoxypyrimidinyle, un isopropoxypyrimidinyle, un cyclopentoxypyrimidinyle, un difluo-
rométhoxypyrimidinyle, un trifluoroéthoxypyrimidinyle, un phénoxypyrimidinyle, un méthylthiopyrimidinyle, un phé-
nylpyrimidinyle, un chlorophénylpyrimidinyle, un méthylphénylpyrimidinyle, un méthoxyphénylpyrimidinyle, un (phé-
nyl)(triazolyl)pyrimidinyle, un pyridinylpyrimidinyle, un méthoxypyridinylpyrimidinyle, un méthoxypyrimidinylpyrimi-
dinyle, un naphtylpyrimidinyle, un pyrazinyle, un bromopyrazinyle, un (bromo)(méthoxy)pyrazinyle, un chloropyra-
zinyle, un méthylpyrazinyle, un diméthylpyrazinyle, un butylpyrazinyle, un cyanopyrazinyle, un méthoxypyrazinyle,
un isopropoxypyrazinyle, un trifluorométhylpyrazinyle et un phénylpyrazinyle et un diméthyltriazinyle;

ou un de ses sels pharmaceutiquement acceptables.

Composé selon larevendication 5, dans lequel R est choisi parmi un diméthylpyridinoisoxazolyle, un benzoxazolyle,
un chlorobenzoxazolyle, un fluorophénylbenzoxazolyle, un éthylphénylbenzoxazolyle, un diméthylaminophénylben-
zoxazolyle, un pyridinylbenzoxazolyle, un benzothiazolyle, un acétamidobenzothiazolyle, un bromobenzothiazolyle,
un chlorobenzothiazolyle, un (chloro)(méthyl)benzothiazolyle, un (chloro)(méthoxy)benzothiazolyle, un fluoroben-
zothiazolyle, un difluorobenzothiazolyle, un cyanobenzothiazolyle, un méthylbenzothiazolyle, un diméthylbenzo-
thiazolyle, un (méthyl)(méthoxy)benzothiazolyle, un éthylbenzothiazolyle, un trifluorométhylbenzothiazolyle, un hy-
droxybenzothiazolyle, un méthoxybenzothiazolyle, un éthoxybenzothiazolyle, un isopropoxybenzothiazolyle, un tri-
fluorométhoxybenzothiazolyle, un difluorométhoxybenzothiazolyle, un diméthoxybenzothiazolyle, un morpholinyl-
benzothiazolyle, un (pyrrolidinylICO)benzothiazolyle, un méthylsulfonylbenzothiazolyle, un chlorothiazolopyridinyle,
un diméthylthiazolopyridinyle, un benzyloxythiazolopyridinyle, un difluorométhoxythiazolopyridinyle, un benzotria-
zolyle, un indolonyle, un indazolyle, un bromoindazolyle, un chloroindazolyle, un fluoroindazolyle, un (méthyl)(mé-
thoxy)indazolyle, un méthoxyindazolyle, un trifluorométhylindazolyle, un trifluorométhoxyindazolyle, un difluoromé-
thoxyindazolyle, un benzimidazolyle, un fluorobenzimidazolyle, un méthylbenzimidazolyle, un (méthyl)}(mé-
thoxy)benzimidazolyle, un méthoxybenzimidazolyle, un tétrahydrobenzothiazolyle, un furopyridinyle, un diméthyl-
furopyrimidinyle, un thiénopyrimidinyle, un isopropylthiénopyrimidinyle, un diméthylthiénopyrimidinyle, un chloro-
triazolopyridinyle, un méthyltriazolopyridinyle, un trifluorométhyltriazolopyridinyle, un méthoxytriazolopyridinyle, un
triazolopyrazinyle, un bromopyrrolotriazinyle, un diméthylaminothiazolopyrimidinyle, un thiazolopyrazinyle, un bro-
mothiazolopyrazinyle, un méthoxythiazolopyrazinyle, un méthylthiothiazolopyrazinyle, un méthoxythiazolopyrimidi-
nyle, un (méthyl)(méthoxy)thiazolopyrimidinyle, un quinoléinyle, un bromoquinoléinyle, un fluoroquinoléinyle, un
méthylquinoléinyle, un (méthyl)(méthoxy)quinoléinyle, un isoquinoléinyle, un bromoisoquinoléinyle, un dichloroiso-
quinoléinyle, un méthylisoquinoléinyle, un diméthylisoquinoléinyle, un quinoxalinyle, un chloroquinoxalinyle, un mé-
thylquinoxalinyle, un méthoxyquinoxalinyle, un quinazolinyle, un bromoquinazolinyle, un naphtyridinyle, un 5,6-
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dihydrobenzo[h]quinazolinyle, un 5H-chroméno[4,3-d]pyrimidinyle, un 6,7-dihydro-5H-cyclopenta[d]pyrimidinyle, un
5,6,7,8-tétrahydroquinazolinyle et un 7,8-dihydroquinazolin-5(6H)-onyle;
ou un de ses sels pharmaceutiquement acceptables.

Composé selon larevendication 5, dans lequel R est choisi parmi un phénylthiazolyle, un (chloro)(méthyl)pyridinyle,
un (bromo)(phényl)pyrimidinyle, un méthoxypyrimidinyle, un difluorométhoxypyrimidinyle, un difluoroéthoxypyrimi-
dinyle, un cyclopentoxypyrimidinyle, un (méthylphényl)pyrimidinyle, un (méthoxyphényl)pyrimidinyle, un bromopy-
razinyle, un chloropyrazinyle, un méthylthiopyrazinyle, un méthoxybenzothiazolyle, un éthoxybenzothiazolyle, un
difluorométhoxybenzothiazolyle, un thiazolopyridinonyle, un trifluorométhylindazolyle, un benzimidazolyle, un iso-
quinoléinyle et un quinazolinyle;

ou un de ses sels pharmaceutiquement acceptables.

Composé selon la revendication 5, dans lequel R est choisi parmi un thiazolyle, un pyridinyle, un pyridazinyle, un
pyrimidinyle, un pyrazinyle, un benzothiazolyle, un thiazolopyridinyle, un indazolyle, un benzimidazolyle, un isoqui-
noléinyle et un quinazolinyle et il est substitué avec 0-3 substituants indépendamment choisis parmi un C,_4 alkyle,
un Cg_7 cycloalkyle, un C44 haloalkyle, un C4_4 alcoxy, un C4_4 haloalcoxy, un C5 7 cycloalcoxy, un C,_4 alkylthio,
un phénoxy, un benzyloxy, un halo, un hydroxy, un cyano, un C,_, alkylsulfonyle, NR2R3, un pyrrolidinonyle, un
méthylénedioxy, un furyle, un thiényle, un triazolyle, un pyrimidinyle, un naphtyle, un C;_4 alkylamido, CONRZR3,
un pyridyle, un phényle et un benzyle etou le pyridyle, le phényle et le benzyle sont substitués avec 0-2 substituants
indépendamment choisis parmi un halo, un C4_4 alkyle, un C4_4 alcoxy, un C4_4 haloalkyle, un C4_4 haloalcoxy et
NR2R3,

ou un de ses sels pharmaceutiquement acceptables.

Composé selon la revendication 9, dans lequel R est choisi parmi un pyridinyle, un pyrimidinyle, un pyrazinyle, un
thiazolopyridinyle et un isoquinoléinyle et il est substitué avec 0-3 substituants indépendamment choisis parmi un
Cq.4 alkyle, un C4_7 cycloalkyle, un C4_4 haloalkyle, un C4_4 alcoxy, un C4_4 haloalcoxy, un C5_; cycloalcoxy, un C4_4
alkylthio, un phénoxy, un benzyloxy, un halo, un hydroxy, un cyano, un C,_4 alkylsulfonyle, NRZ2R3, un pyrrolidinonyle,
un méthylénedioxy, un furyle, un thiényle, un triazolyle, un pyrimidinyle, un naphtyle, un C4_4 alkylamido, CONR2R3,
un pyridyle, un phényle et un benzyle etou le pyridyle, le phényle et le benzyle sont substitués avec 0-2 substituants
indépendamment choisis parmi un halo, un C,_4 alkyle, un C,_4 alcoxy, un C,_4 haloalkyle, un C, 4 haloalcoxy et
NR2R3,

ou un de ses sels pharmaceutiquement acceptables.

Composé selon la revendication 10, dans lequel R est choisi parmi un pyridinyle et un isoquinoléinyle et il est
substitué avec 0-3 substituants indépendamment choisis parmi un C,_ alkyle, un C5_; cycloalkyle, un C,_4 haloalkyle,
un C_4 alcoxy, un C,_4 haloalcoxy, un C4_; cycloalcoxy, un C4_4 alkylthio, un phénoxy, un benzyloxy, un halo, un
hydroxy, un cyano, un C4_4 alkylsulfonyle, NRZR3, un pyrrolidinonyle, un méthylénedioxy, un furyle, un thiényle, un
triazolyle, un pyrimidinyle, un naphtyle, un C_4 alkylamido, CONRZR3, un pyridyle, un phényle et un benzyle et ou
le pyridyle, le phényle et le benzyle sont substitués avec 0-2 substituants indépendamment choisis parmi un halo,
un Cq_4 alkyle, un Cy_4 alcoxy, un C4_4 haloalkyle, un C,_4 haloalcoxy et NRZR3,

ou un de ses sels pharmaceutiquement acceptables.

Composé choisi parmi:

— N—
0
)
HN—  )—cl @ \ 5 HN—\  )—Br
o~ N

0= N [N s
/N N /N N
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CHj3

et

HN—(
o~ N /
Ao

ou un de ses sels pharmaceutiquement acceptables.
13. Composition pharmaceutique comprenant une quantité thérapeutiquement efficace d’'un composé selon I'une quel-
conque des revendications 1 a 12, ou un de ses sels pharmaceutiquement acceptables, et un support pharmaceu-

tiguement acceptable.

14. Composé selon I'une quelconque des revendications 1 a 12 pour une utilisation dans le traitement d’'une schizoph-
rénie ou d’'une maladie d’Alzheimer.
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