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NOVEL JAK1 SELECTIVE INHIBITORS AND USES THEREOF

Cross-Reference to Related Applications

This application claims the priority of U.S. provisional application serial number

62/403,660, filed October 03, 2016, which is incorporated herein by reference in its entirety.

Technical Field of the Invention

This invention relates to novel 1H-furo[3,2-b]imidazo[4,5-d|pyridine derivatives, their
pharmaceutically acceptable salts, solvates, hydrates and polymorphs thereof as selective Jak1
kinase inhibitors. The invention also provides compositions comprising a compound of this
invention and the use of such compositions in methods of treating diseases and conditions
associated with Jak1 and are useful in treating disorders related to Jak1 activities such as an
autoimmune disease or disorder, an inflammatory disease or disorder, and a cancer or neoplastic

disease or disorder.

Background of the Invention

The protein kinases represent a large family of proteins that play a central role in the
regulation of a wide variety of cellular processes and maintenance of cellular function. A partial,
non-limiting, list of these kinases include: non-receptor tyrosine kinases such as the Janus kinase
family (Jak1, Jak2, Jak3 and Tyk?2); receptor tyrosine kinases such as platelet-derived growth
factor receptor kinase (PDGFR); and serine/threonine kinases such as b-RAF. Aberrant kinase
activity has been observed in many disease states including benign and malignant proliferative
disorders as well as diseases resulting from inappropriate activation of the immune and nervous
systems. The compounds of this invention selectively inhibit the activity of one or more protein
kinases over other related kinases, and are thus expected to be useful in the treatment of diseases
mediated by the selectively inhibited kinase(s) while avoiding the undesirable side effects

associated with the inhibition of the related kinase(s).
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In particular, the Janus kinase family comprises 4 known family members: Jak 1, 2, 3, and
tyrosine kinase 2 (Tyk2). These cytoplasmic tyrosine kinases are associated with membrane
cytokine receptors such as common gamma-chain receptors and the glycoprotein 130 (gp 130)
trans-membrane proteins (Murray, J. Immunol. 178(5):2623-2629, 2007). Almost 40 cytokine
receptors signal through combinations of these 4 Jak family members and their 7 downstream
substrates: the signal transduction activators of transcription (STAT) family members (Ghoreschi
et al., Immunol Rev. 228(1):273-287, 2009). Cytokine binding to its receptor initiates Jak
activation via trans- and auto-phosphorylation. The Jak family kinases in turn phosphorylate
cytokine receptor residues, creating binding sites for sarcoma homology 2 (SH2) containing
proteins, such as the STAT factors and other regulators, which are subsequently activated by Jak
phosphorylation. Activated STATS enter the nucleus initiating expression of survival factors,
cytokines, chemokines, and molecules that facilitate leukocyte cellular trafficking (Schindler ez
al., J. Biol. Chem. 282(28):20059-20063, 2007). Jak activation also results in cell proliferation
via phosphoinositide 3-kinase (PI3K) and protein kinase B-mediated pathways.

Jak3 and Jak1 are components of the common gamma-chain cytokine receptor
complexes, and blockade of either inhibits signaling by inflammatory cytokines: interleukin (IL)
-2,4,7,9, 15, and 21 (Ghoreschi et al., Immunol. Rev. 228(1):273-287, 2009). By contrast, other
pathologically relevant cytokines, such as IL-6, depend uniquely on Jak1. Hence, Jak1 blockade
inhibits signaling of many pro-inflammatory cytokines (Guschin ez a/., EMBO J. 14(7):1421-
1429, 1995). Clinical efficacy in rheumatoid arthritis (RA) has been observed with the IL-6
receptor neutralizing antibody, tocilizumab (Maini et al., Arthritis Rheum. 54(9):2817-2829,
2006).

Humans deficient in Jak1 and Jak2 have not been described. Mice lacking Jak1 die
perinatally (Schindler et al., J. Biol Chem. 282(28):20059-20063, 2007). Jak2 deficiency in mice
is also lethal, with Jak2”" embryos dying between Day 12 and Day 13 after conception because
of deficits in erythropoiesis (Neubauer et al., Cell 93(3):397-409, 1998). Jak3 deficiency has
been described in humans and presents as severe combined immunodeficiency in the first few
months of life, with symptoms such as failure to thrive, severe and recurrent infections, thrush,
and diarrhea. Infants with Jak3 deficiency have an absence of circulating T cells and NK cells

and abnormal B cell function. Tyk2-deficiency additionally has been described in humans,
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manifesting with impaired antimicrobial responses, elevated serum IgE, and atopic dermatitis

(Minegishi et al., Immunity 25(5):745-755, 2006).

Given the high degree of structural similarity between Jak1 and Jak2 (Williams et al., J.
Mal. Biol. 387(1):219-232, 2009), the literature suggests that the majority of Jak1 inhibitors also
inhibit Jak2 (Incyte Corp. press release, 10 Nov. 2010; Changelian et al., Science 302(5646):875-
878, 2003).

Anti-cytokine therapies have become standard in the treatment of RA. In humans, a
growing body of evidence suggests that Jak1 inhibition is an effective therapy for the treatment
of signs and symptoms of RA. Multiple clinical trials administering Pfizer's Jak 1/3 inhibitor
tofacitinib (Kremer et al., Arthritis Rheum. 60(7):1895-1905, 2009; Riese et al. Best Pract. Res.
Clin. Rheumatol. 24(4):513-526, 2010), Incyte/Lilly's Jak1/2 inhibitor INCB-28050/LY3009104
(Incyte Corp. press release, 10 Nov 2010), or Galapagos' Jak1 inhibitor GLP0634 (Galapagos
NV press release, 22 Nov 2011) have demonstrated statistically significant efficacy in this

disease.

Tofacitinib, an inhibitor of Jak1, and Jak3, has been approved in the United States and
additional countries around the world for the indication of adult patients with moderately to
severely active RA who have had an inadequate response or intolerance to methotrexate (MTX),
used as monotherapy or in combination with MTX or other non-biologic DMARDs. Safety data
from Phase 2 and Phase 3 studies in patients (Fleischmann, Curr. Opin. Rheumatol. 24(3):335-
341, 2012; Kremer et al., Arthritis Rheum. 64(4):970-981, 2012; Fleischmann et al., Arthritis
Rheum. 64(3):617-629, 2012) with RA for tofacitinib compared with placebo have indicated that
the most common serious adverse reactions are infections, including pneumonia, cellulitis,
herpes zoster, and urinary tract infection. In addition, tuberculosis (including cases of
disseminated tuberculosis) and opportunistic infections such as other mycobacterial infections,
cryptococcus, esophageal candidiasis, pneumocystosis, multidermatomal herpes zoster,
cytomegalovirus, and BK virus were reported. Lymphoma and other malignancies have been
observed in patients treated with tofacitinib. Epstein-Barr virus-associated post-transplant
lymphoproliferative disorder has been observed at an increased rate in renal transplant patients
treated with tofacitinib and concomitant immunosuppressive medications. Gastrointestinal

perforations in patients receiving tofacitinib also were reported. In addition, laboratory
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abnormalities have been described, including dose-related decreases in absolute neutrophil
counts as well as hemoglobin. Furthermore, small increases in liver transaminases (alanine
aminotransferase [ALT], aspartate aminotransferase [AST]) and serum creatinine, and elevated

LDL, HDL, and total cholesterol levels have been reported.

A Phase 2 study of VX-509 (inhibitor of Jak3) in patients with RA also has shown an
increased risk of infections and increases in lipid levels (Fleischmann et al., Arthritis Rheum.
63:LB3, 2011).

A 52-week, open-label, long-term extension Phase 2b study of baricitinib - an orally
administered selective Jak1 and Jak2 inhibitor - in 201 patients with active RA found no
opportunistic infections, cases of tuberculosis, or lymphomas. Clinically significant laboratory
abnormalities were infrequently observed (increased ALT, anemia, increased creatine kinase
[CK], pancytopenia, reported in one subject each); one subject discontinued due to a laboratory
abnormality (increased ALT). One death occurred and was attributed to presumed myocardial
infarction (Keystone ef al., Ann. Rheum. Dis. 71(Suppl 3):152, 2012; Genovese et al., Arthritis
Rheum. 64 (Suppl 10):2487, 2012; Taylor et al., abstract OP0047, EULAR 2013, the Annual
Congress of the European League Against Rheumatism. 2013 Jun 12-15; Madrid, Spain).

Despite the seemingly numerous treatment options, however, many RA patients fail to
experience substantial decreases in disease activity. Although earlier studies have shown that Jak
blockade may be effective in managing disease and achieving remission, the first generation
Jak inhibitors (such as tofacitinib and baricitinib) have failed to reach their full potential, at least

partly due to their tolerability and safety issues that limit dose.

Specifically, the first generation Jak inhibitors tofacitinib and baricitinib have been
characterized as Jak1/Jak3 and Jak1/Jak2 inhibitors, respectively (Fridman et al., J. Immunol.,
184:5298-5307, 2010; Meyer et al., J. Inflamm. (Lond.) 7:41, 2010, and Taylor et al.,
Rheumatology 52:144-155, 2013). Despite the initial encouraging results, these first generation
Jak inhibitors have failed to reach their full potential due to tolerability issues that limited dose
(Fleischmann et al., Curr. Opin. Rheumatol. 24:335-341, 2012; Riese et al., Best Pract. Res.

Clin. Rheumatol. 24:513-526, 2010). JAKs are known to play roles in the regulation of over forty
pathways (Murray, J. Immunol. 178:2623-2629, 2007). However, despite the high selectivity of

these two compounds for JAKSs over other kinase families, these inhibitors may not be optimally
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selective for kinases within the JAK family. For instance, incidence of severe anemia was
reported to be a dose limiting factor during Tofacitinib Phase II development in RA (Pfizer,
Investigators Brochure. In FDA Advisory Board (Bethesda MD), 2012; Riese et al., Best Pract.
Res. Clin. Rheumatol. 24:513-526, 2010). Moreover, increases in herpes virus infections,
potentially secondary to decreases in NK cell counts, were reported in Phase III tofacitinib trials
(O'Shea et al., Ann. Rheum. Dis. 72(Suppl 2):ii111-115, 2013; Pfizer, Investigators Brochure. In
FDA Advisory Board (Bethesda MD), 2012). It is reasonable that these effects could arise due to
inhibition of EPO and IL-15 signaling via Jak2 and Jak3 respectively (Jost and Altfeld, Annu.
Rev. Immunol. 31:163-194, 2013; Kennedy et al., J. Exp. Med. 191:771-780, 2000; and
Richmond et al., Trends Cell Biol. 15:146-155, 2005). Indeed, failure of interventions to treat

anemia associated with RA may limit chances for a fully successful response to treatment.

Thus, there is a medical need unmet by the current treatment options using Jak inhibitors.
Efforts to identify Jak1 selective inhibitors are on-going (Zak et al. J. Med. Chem. 2013, 56,
4764-4785; Menet et al. Future Med. Chem. 2015, 7, 203-235; W02013/007768). Prominent
Jak1 selective compounds in development are GLP0634, ABT-494 (W02015/061665), and the
compound in a recent patent publication from Incyte (W02015/168246), but no Jak] selective

inhibitor has been approved yet.

Herein, novel 1H-furo[3,2-b]imidazo[4,5-d]pyridine derivatives are described as Jak1
selective inhibitors. These compounds, and compositions comprising a compound of this
invention are useful in treating disorders related to Jak1 activities such as an autoimmune disease
or disorder, or an inflammatory disease or disorder, and a cancer or neoplastic disease or

disorder.
Summary of the Invention

This invention discloses novel 1H-furo[3,2-b]imidazo[4,5-d]pyridine derivatives their
pharmaceutically acceptable salts, solvates, hydrates and polymorphs thereof as selective Jak1
kinase inhibitors. The invention also provides compositions comprising a compound of this
invention and the use of such compositions in methods of treating diseases and conditions

associated with Jak1,
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The present invention solves the problems set forth above by providing an isolated

I NN
|//R
N

2

compound of Formula I

or a pharmaceutically acceptable salt thereof, or a prodrug, or a pharmaceutically acceptable salt

of a prodrug thereof;, or a hydrate, solvate, or polymorph thereof; wherein:

R!is H, halo, or C1.3 alkyl optionally substituted with 1, 2, or 3 substituents
independently selected from the group consisting of halo, OH, CN, OR, NHR, NRR’,
NR)C(=0)R’, N(R)C(=0)(O)R’, OC(=O)NRR’, C(=0)R, C(=O)NRR’, N(R)S(0)2R’, S(O)2R,
and S(O):NRR’;

R?is H, halo, or Cy alkyl;

Cy is Cs.7 cycloalkyl, 3-7 membered heterocyclyl, phenyl, or 5-6 membered heteroaryl,
each optionally substituted with 1, 2, or 3 substituents independently selected from the group
consisting of R*, oxo, halo, OH, CN, OR, NHR, NRR’, N(R)C(=O)R’, N(R)C(=0)(O)R’,
OC(=0)NRR’, C(=O)R, C(=O)NRR’, N(R)S(0):R’, S(O):R, and S(0);NRR’, wherein R? is C1.3
alkyl optionally substituted with 1, 2, or 3 substituents independently selected from the group
consisting of halo, OH, CN, OR, NHR, NRR’, N(R)C(=0)R’, N(R)C(=0)(O)R’, OC(=O)NRR’,
C(=0O)R, C(=0)NRR’, N(R)S(0)2R’, S(O)2R, and S(O)NRR’;

R, R’ each is independently H, or C,.3 alkyl optionally substituted with 1, 2, or 3
substituents independently selected from the group consisting of halo, OH, and CN.

The compounds of this invention, and compositions comprising them, are useful for

treating or lessening the severity of Jak1 modulated diseases, disorders, or symptoms thereof.

In another aspect, the invention relates to a method of treating a disease or disease
symptom in a subject in need thereof including administering to the subject an effective amount
of a compound of formula I herein, or pharmaceutically acceptable salt, solvate or hydrate

thereof (or composition thereof). The disease or disease symptom can be any of those modulated
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by Jak1. The disease or disease symptom can be, for example, an autoimmune disease or
disorder such as rheumatoid arthritis or an inflammatory disease or disorder, and cancer or

neoplastic proliferative disease or disorder (e.g., including those delineated herein).
In another aspect, the invention relates to a compound of formula A1-14:

[o} Cl

|

il
o/)‘ oz o
A1-14 ~

N

useful for the process of making compounds of formula I.

In another aspect, the invention relates to a process of preparing a compound of formula

10  comprising contacting a compound of formula V:

and a compound of formula VI

A

R NH,
\V/§

in the presence of a (C.6)3 alkyloxonium tetrafluoroborate at sufficient temperature, and for

15  sufficient time to produce a compound of formula I:
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N 0 z
I | P, R
N

wherein R? is H, and R! and Cy are as defined above. The (C1-)3 alkyloxonium tetrafluoroborate

can be triethyloxonium tetrafluoroborate.

In another aspect, the invention relates to a process of preparing compound of formula V
5  comprising reducing a compound of formula VII:
c
Ici N
P NF 0
S

Vil

in the presence of a hydrogenation catalyst and hydrogen gas at sufficient temperature, sufficient
pressure and for sufficient time to produce a compound of formula V wherein Cy is as defined

above. The hydrogenation catalyst can be palladium on carbon.

10 In another aspect, the invention relates to a process preparing compound of formula VII
comprising contacting a compound of formula A1-14:
(o] Cl
1l
oéN 4 °
s

A1-14
N

and a compound of formula VIII:

15  inthe presence of a base at sufficient temperature, and for sufficient time to produce a compound

of formula VII wherein Cy is as defined above. The base can be N,N-Diisopropylethylamine.
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Detailed Description of the Invention

Definitions

The terms “ameliorate” and “treat” are used interchangeably and both mean decrease,
suppress, attenuate, diminish, arrest, or stabilize the development or progression of a disease
(e.g., a disease or disorder delineated herein).

By “disease” is meant any condition or disorder that damages or interferes with the normal
function of a cell, tissue, or organ.

By “marker” is meant any alteration that is associated with a disease or disorder. For
example, any protein or polynucleotide having an alteration in expression level or activity that is

associated with a disease or disorder.

nn "o

In this disclosure, "comprises," "comprising," "containing" and "having" and the like can

1o

have the meaning ascribed to them in U.S. Patent law and can mean " includes," "including," and
the like; "consisting essentially of" or "consists essentially" likewise has the meaning ascribed in
U.S. Patent law and the term is open-ended, allowing for the presence of more than that which is
recited so long as basic or novel characteristics of that which is recited is not changed by the
presence of more than that which is recited, but excludes prior art embodiments.

The term “compound” as used herein, is also intended to include pharmaceutically
acceptable salts, prodrugs, and prodrug salts of a compound of formulae herein. The term also

includes any solvates, hydrates, and polymorphs of any of the foregoing. The specific recitation

M 2?3

of “prodrug,” “prodrug salt,” “solvate,” “hydrate,” or “polymorph” in certain aspects of the
invention described in this application shall not be interpreted as an intended omission of these
forms in other aspects of the invention where the term “compound” is used without recitation of
these other forms.

A salt of a compound of this invention is formed between an acid and a basic group of the
compound, such as an amino functional group, or a base and an acidic group of the compound,
such as a carboxyl functional group. According to another preferred embodiment, the compound
is a pharmaceutically acceptable acid addition salt.

As used herein and unless otherwise indicated, the term “prodrug” means a derivative of a
compound that can hydrolyze, oxidize, or otherwise react under biological conditions (in vitro or

in vivo) to provide a compound of this invention. Prodrugs may only become active upon such
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reaction under biological conditions, or they may have activity in their unreacted forms.
Examples of prodrugs contemplated in this invention include, but are not limited to, analogs or
derivatives of compounds of any one of the formulae disclosed herein that comprise
biohydrolyzable moieties such as amides, esters, carbamates, carbonates, and phosphate
analogues. Prodrugs can typically be prepared using well-known methods, such as those
described by Burger's Medicinal Chemistry and Drug Discovery (1995) 172-178, 949-982
(Manfred E. Wolff ed., 5th ed); see also Goodman and Gilman’s, The Pharmacological basis of
Therapeutics, 8th ed., McGraw-Hill, Int. Ed. 1992, “Biotransformation of Drugs”.

As used herein and unless otherwise indicated, the term “biohydrolyzable moiety” means
a functional group (e.g., amide, ester, carbamate, carbonate, or phosphate analogue, that either:
1) does not destroy the biological activity of the compound and confers upon that compound
advantageous properties in vivo, such as uptake, duration of action, or onset of action; or 2) is

itself biologically inactive but is converted in vivo to a biologically active compound.

A prodrug salt is a compound formed between an acid and a basic group of the prodrug,
such as an amino functional group, or a base and an acidic group of the prodrug, such as a
carboxyl functional group. In a one embodiment, the prodrug salt is a pharmaceutically
acceptable salt.

Particularly favored prodrugs and prodrug salts are those that increase the bioavailability of
the compounds of this invention when such compounds are administered to a mammal (e.g., by
allowing an orally administered compound to be more readily absorbed into the blood) or which
enhance delivery of the parent compound to a biological compartment (e.g., the brain or central
nervous system) relative to the parent species. Preferred prodrugs include derivatives where a
group that enhances aqueous solubility or active transport through the gut membrane is appended
to the structure of formulae described herein. See, e.g., Alexander, J. et al. Journal of Medicinal
Chemistry 1988, 31, 318-322; Bundgaard, H. Design of Prodrugs; Elsevier: Amsterdam, 1985;
pp 1-92; Bundgaard, H.; Nielsen, N. M. Journal of Medicinal Chemistry 1987, 30, 451-454;
Bundgaard, H. A Textbook of Drug Design and Development, Harwood Academic Publ.:
Switzerland, 1991; pp 113-191; Digenis, G. A. et al. Handbook of Experimental Pharmacology
1975, 28, 86-112; Friis, G. J.; Bundgaard, H. A Textbook of Drug Design and Development; 2
ed.; Overseas Publ.. Amsterdam, 1996; pp 351-385; Pitman, 1. H. Medicinal Research Reviews
1981, 1, 189-214.

10
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The term “pharmaceutically acceptable,” as used herein, refers to a component that is,
within the scope of sound medical judgment, suitable for use in contact with the tissues of
humans and other mammals without undue toxicity, irritation, allergic response and the like, and
are commensurate with a reasonable benefit/risk ratio. A “pharmaceutically acceptable salt”
means any non-toxic salt that, upon administration to a recipient, is capable of providing, either

directly or indirectly, a compound or a prodrug of a compound of this invention.

Acids commonly employed to form pharmaceutically acceptable salts include inorganic
acids such as hydrogen bisulfide, hydrochloric, hydrobromic, hydroiodic, sulfuric and
phosphoric acid, as well as organic acids such as para-toluenesulfonic, salicylic, tartaric,
bitartaric, ascorbic, maleic, besylic, fumaric, gluconic, glucuronic, formic, glutamic,
methanesulfonic, ethanesulfonic, benzenesulfonic, lactic, oxalic, para-bromophenylsulfonic,
carbonic, succinic, citric, benzoic and acetic acid, and related inorganic and organic acids. Such
pharmaceutically acceptable salts thus include sulfate, pyrosulfate, bisulfate, sulfite, bisulfite,
phosphate, monohydrogenphosphate, dihydrogenphosphate, metaphosphate, pyrophosphate,
chloride, bromide, iodide, acetate, propionate, decanoate, caprylate, acrylate, formate,
isobutyrate, caprate, heptanoate, propiolate, oxalate, malonate, succinate, suberate, sebacate,
fumarate, maleate, butyne-1,4-dioate, hexyne-1,6-dioate, benzoate, chlorobenzoate,
methylbenzoate, dinitrobenzoate, hydroxybenzoate, methoxybenzoate, phthalate, terephathalate,
sulfonate, xylenesulfonate, phenylacetate, phenylpropionate, phenylbutyrate, citrate, lactate, O-
hydroxybutyrate, glycolate, maleate, tartrate, methanesulfonate, propanesulfonate, naphthalene-
1-sulfonate, naphthalene-2- sulfonate, mandelate and the like salts. Preferred pharmaceutically
acceptable acid addition salts include those formed with mineral acids such as hydrochloric acid
and hydrobromic acid, and especially those formed with organic acids such as maleic acid.

Suitable bases for forming pharmaceutically acceptable salts with acidic functional
groups of prodrugs of this invention include, but are not limited to, hydroxides of alkali metals
such as sodium, potassium, and lithium; hydroxides of alkaline earth metal such as calcium and
magnesium, hydroxides of other metals, such as aluminum and zinc; ammonia, and organic
amines, such as unsubstituted or hydroxy-substituted mono-, di-, or trialkylamines;
dicyclohexylamine; tributyl amine; pyridine; N-methyl,N-ethylamine; diethylamine;
triethylamine; mono-, bis-, or tris-(2-hydroxy-lower alkyl amines), such as mono-, bis-, or tris-

(2-hydroxyethyl)amine, 2-hydroxy-tert-butylamine, or tris-(hydroxymethyl)methylamine, N, N,-

11
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di-lower alkyl-N-(hydroxy lower alkyl)-amines, such as N,N-dimethyl-N-(2-
hydroxyethyl)amine, or tri-(2-hydroxyethyl)amine; N-methyl-D-glucamine; and amino acids

such as arginine, lysine, and the like.

As used herein, the term “hydrate” means a compound which further includes a
stoichiometric or non-stoichiometric amount of water bound by non-covalent intermolecular
forces.

As used herein, the term “solvate” means a compound which further includes a
stoichiometric or non-stoichiometric amount of solvent such as water, acetone, ethanol,
methanol, dichloromethane, 2-propanol, or the like, bound by non-covalent intermolecular
forces.

As used herein, the term “polymorph” means solid crystalline forms of a compound or
complex thereof which may be characterized by physical means such as, for instance, X-ray
powder diffraction patterns or infrared spectroscopy. Different polymorphs of the same
compound can exhibit different physical, chemical and/or spectroscopic properties. Different
physical properties include, but are not limited to stability (e.g., to heat, light or moisture),
compressibility and density (important in formulation and product manufacturing),
hygroscopicity, solubility, and dissolution rates (which can affect bioavailability). Differences in
stability can result from changes in chemical reactivity (e.g., differential oxidation, such that a
dosage form discolors more rapidly when comprised of one polymorph than when comprised of
another polymorph) or mechanical characteristics (e.g., tablets crumble on storage as a
kinetically favored polymorph converts to thermodynamically more stable polymorph) or both
(e.g., tablets of one polymorph are more susceptible to breakdown at high humidity). Different
physical properties of polymorphs can affect their processing. For example, one polymorph
might be more likely to form solvates or might be more difficult to filter or wash free of

impurities than another due to, for example, the shape or size distribution of particles of it.

The term “substantially free of other stereoisomers” as used herein means less than 25% of
other stereoisomers, preferably less than 10% of other sterecisomers, more preferably less than
5% of other stereoisomers and most preferably less than 2% of other stereoisomers, or less than
"X"% of other stereoisomers (wherein X is a number between 0 and 100, inclusive) are present.

Methods of obtaining or synthesizing diastereomers are well known in the art and may be

12
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applied as practicable to final compounds or to starting material or intermediates. Other
embodiments are those wherein the compound is an isolated compound. The term “at least X%
enantiomerically enriched” as used herein means that at least X% of the compound is a single
enantiomeric form, wherein X is a number between 0 and 100, inclusive.

The term “stable compounds”, as used herein, refers to compounds which possess stability
sufficient to allow manufacture and which maintain the integrity of the compound for a sufficient
period of time to be useful for the purposes detailed herein (e.g., formulation into therapeutic
products, intermediates for use in production of therapeutic compounds, isolatable or storable
intermediate compounds, treating a disease or condition responsive to therapeutic agents).

“Stereoisomer” refers to both enantiomers and diastereomers.

As used herein, the term “halo” or "halogen" refers to any radical of fluorine, chlorine,
bromine or iodine.

The terms "alk" or "alkyl" refer to straight or branched chain hydrocarbon groups having 1
to 12 carbon atoms, preferably 1 to 8 carbon atoms. The expression "lower alkyl" refers to alkyl
groups of 1 to 4 carbon atoms (inclusive).

The term “arylalkyl” refers to a moiety in which an alkyl hydrogen atom is replaced by an
aryl group.

The term "alkenyl" refers to straight or branched chain hydrocarbon groups of 2 to 10,
preferably 2 to 4, carbon atoms having at least one double bond. Where an alkenyl group is
bonded to a nitrogen atom, it is preferred that such group not be bonded directly through a
carbon bearing a double bond.

The term “alkoxy” refers to an -O-alkyl radical. The term “alkylenedioxo” refers to a
divalent species of the structure -O-R-O-, in which R represents an alkylene.

The term "alkynyl" refers to straight or branched chain hydrocarbon groups of 2 to 10,
preferably 2 to 4, carbon atoms having at least one triple bond. Where an alkynyl group is
bonded to a nitrogen atom, it is preferred that such group not be bonded directly through a
carbon bearing a triple bond.

The term "alkylene" refers to a divalent straight chain bridge of 1 to 5 carbon atoms
connected by single bonds (e.g., -(CHz)«- , wherein x is 1 to 5), which may be substituted with 1
to 3 lower alkyl groups.

The term "alkenylene" refers to a straight chain bridge of 2 to 5 carbon atoms having one
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or two double bonds that is connected by single bonds and may be substituted with 1 to 3 lower
alkyl groups. Exemplary alkenylene groups are -CH=CH-CH=CH-, -CH,-CH=CH-, -CH>-
CH=CH-CHa-, -C(CH3);CH=CH- and -CH(C,Hs)-CH=CH-.

The term "alkynylene" refers to a straight chain bridge of 2 to 5 carbon atoms that has a
triple bond therein, is connected by single bonds, and may be substituted with 1 to 3 lower alkyl
groups. Exemplary alkynylene groups are —C=C-, -CH,-C=C-, -CH(CH3)C=C- and —C=C-
CH(C:H5)CH;-.

The terms “cycloalkyl” and "cycloalkenyl" as employed herein includes saturated and
partially unsaturated cyclic, respectively, hydrocarbon groups having 3 to 12 carbons, preferably
3 to 8 carbons, and more preferably 3 to 6 carbons.

The terms "Ar" or "aryl" refer to aromatic cyclic groups (for example 6 membered
monocyclic, 10 membered bicyclic or 14 membered tricyclic ring systems) which contain 6 to 14
carbon atoms. Exemplary aryl groups include phenyl, naphthyl, biphenyl and anthracene.

“Heteroaryl” refers to a monocyclic or fused ring (i.e., rings which share an adjacent pair
of atoms) group of 5 to 12 ring atoms containing one, two, three or four ring heteroatoms
selected from N, O, or S, the remaining ring atoms being C, and, in addition, having a
completely conjugated pi-electron system, wherein O, 1, 2, 3, or 4 atoms of each ring may be
substituted by a substituent.. Examples, without limitation, of heteroaryl groups are pyrrole,
furan, thiophene, imidazole, oxazole, thiazole, pyrazole, pyridine, pyrimidine, quinoline,
quinazoline, isoquinoline, purine and carbazole.

The terms "heterocycle", "heterocyclic"or "heterocyclo" refer to fully saturated or partially
unsaturated cyclic groups, for example, 3 to 7 membered monocyclic, 7 to 12 membered
bicyclic, or 10 to 15 membered tricyclic ring systems, which have at least one heteroatom in at
least one ring, wherein 0, 1, 2 or 3 atoms of each ring may be substituted by a substituent. Each
ring of the heterocyclic group containing a heteroatom may have 1, 2, 3 or 4 heteroatoms
selected from nitrogen atoms, oxygen atoms and/or sulfur atoms, where the nitrogen and sulfur
heteroatoms may optionally be oxidized and the nitrogen heteroatoms may optionally be
quaternized. The heterocyclic group may be attached at any heteroatom or carbon atom of the
ring or ring system.

The term “heterocyclyl” refers to fully saturated or partially unsaturated cyclic groups, for

example, 3 to 7 membered monocyclic, 7 to 12 membered bicyclic, or 10 to 15 membered
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tricyclic ring systems, which have at least one heteroatom in at least one ring, wherein 0, 1, 2 or
3 atoms of each ring may be substituted by a substituent. Each ring of the heterocyclyl group
containing a heteroatom may have 1, 2, 3 or 4 heteroatoms selected from nitrogen atoms, oxygen
atoms and/or sulfur atoms, where the nitrogen and sulfur heteroatoms may optionally be oxidized
and the nitrogen heteroatoms may optionally be quaternized. The heterocyclyl group may be
attached at any heteroatom or carbon atom of the ring or ring system.

The term “substituents” refers to a group “substituted” on any functional group delineated
herein, e.g., alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, aryl, heterocyclyl, or heteroaryl
group at any atom of that group. Suitable substituents include, without limitation halogen, CN,
NO;, ORP, SR!*, §(0);0R", NRP*R!®, C,-C; perfluoroalkyl, Ci-C; perfluoroalkoxy, 1,2-
methylenedioxy, C(O)OR", C(O)NR'*R'*, OC(O)NR*R!®, NR}>C(O)NR"RS,
C(NR'$)NRIR!6, NRIC(NRI)NRR!, $(0),NRR'S, R, C(O)RY, NR*C(O)R!7, S(O)R,
S(0):RY, RS, oxo, C(O)R'®, C(O)(CH2)nOH, (CH,)nOR"®, (CH2)nC(O)NR!’R!®, NR*S(0O);R",
where n is independently 0-6 inclusive. Each R!® is independently hydrogen, C1-Cs alkyl or Cs-
Cs cycloalkyl. Each R!¢is independently hydrogen, alkenyl, alkynyl, C3-Cs cycloalkyl, aryl,
heterocyclyl, heteroaryl, C1-C4 alkyl or C1-Cs alkyl substituted with C3-Cs cycloalkyl, aryl,
heterocyclyl or heteroaryl. Each R!” is independently C3-Cs cycloalkyl, aryl, heterocyclyl,
heteroaryl, C1-C4 alkyl or C1-C4 alkyl substituted with C3-Cs cycloalkyl, aryl, heterocyclyl or
heteroaryl. Each C3-Cs cycloalkyl, aryl, heterocyclyl, heteroaryl and C1-Cs alkyl in each R*?, R'®
and R'7 can optionally be substituted with halogen, CN, C1-Cs alkyl, OH, C1-C4 alkoxy, NHa,
C1-C4 alkylamino, C1-Cs dialkylamino, C1-C; perfluoroalkyl, Ci-C; perfluoroalkoxy, or 1,2-
methylenedioxy.

The term “ox0” refers to an oxygen atom, which forms a carbonyl when attached to
carbon, an N-oxide when attached to nitrogen, and a sulfoxide or sulfone when attached to
sulfur.

The term “acyl” refers to an alkylcarbonyl, cycloalkylcarbonyl, arylcarbonyl,
heterocyclylcarbonyl, or heteroarylcarbonyl substituent, any of which may be further substituted
by substituents.

The recitation of a listing of chemical groups in any definition of a variable herein includes
definitions of that variable as any single group or combination of listed groups. The recitation of

an embodiment for a variable herein includes that embodiment as any single embodiment or in
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combination with any other embodiments or portions thereof.

The compounds of this invention may contain one or more asymmetric centers and thus
occur as racemates and racemic mixtures, single enantiomers, individual diastereomers and
diastereomeric mixtures, as well as ¢is and trans geometric isomers. All such isomeric forms of
these compounds are expressly included in the present invention. The compounds of this
invention may also be represented in multiple tautomeric forms, in such instances, the invention
expressly includes all tautomeric forms of the compounds described herein. All such isomeric
forms of such compounds are expressly included in the present invention. All crystal forms of

the compounds described herein are expressly included in the present invention.

Compounds of the Invention
In one aspect, the present invention provides a compound of Formula I

R1

ot

N 0 2
I | P R
N

or a pharmaceutically acceptable salt thereof; or a prodrug, or a pharmaceutically acceptable salt

of a prodrug thereof] or a hydrate, solvate, or polymorph thereof; wherein:

R!is H, halo, or C1.3 alkyl optionally substituted with 1, 2, or 3 substituents
independently selected from the group consisting of halo, OH, CN, OR, NHR, NRR’,
NR)C(=O0)R’, N(R)C(=0)(O)R’, OC(=O)NRR’, C(=0)R, C(=O)NRR’, N(R)S(0)2R’, S(O)2R,
and S(O)2NRR’;

R?is H, halo, or C13 alkyl;

Cy is Cs.7 cycloalkyl, 3-7 membered heterocyclyl, phenyl, or 5-6 membered heteroaryl,
each optionally substituted with 1, 2, or 3 substituents independently selected from the group
consisting of R?, oxo, halo, OH, CN, OR, NHR, NRR’, N(R)C(=O)R’, N(R)C(=0)(O)R’,
OC(=0)NRR’, C(=0O)R, C(=0)NRR’, N(R)S(0):R’, S(O):R, and S(O);NRR’, wherein R? is C1.3
alkyl optionally substituted with 1, 2, or 3 substituents independently selected from the group
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consisting of halo, OH, CN, OR, NHR, NRR’, N(R)C(=O)R’, N(R)C(=0)(O)R’, OC(=O)NRR’,
C(=0)R, C(=0)NRR’, N(R)S(0):R’, S(O)R, and S(O);NRR’;

R, R’ each is independently H, or Ci.3 alkyl optionally substituted with 1, 2, or 3
substituents independently selected from the group consisting of halo, OH, and CN.

In another aspect Cy can be Cs.7 cycloalkyl, or 5-7 membered heterocyclyl, each
optionally substituted with 1, 2, or 3 substituents independently selected from the group
consisting of R?, oxo, halo, OH, CN, OR, NHR, NRR’, N(R)C(=0)R’, N(R)C(=0)(O)R’,
OC(=0)NRR’, C(=0)R, C(=0)NRR’, N(R)S(0):R’, S(O):R, and S(O),NRR’, wherein R? is C1.3
alkyl optionally substituted with 1, 2, or 3 substituents independently selected from the group
consisting of halo, OH, CN, OR, NHR, NRR’, N(R)C(=0)R’, N(R)C(=0)(O)R’, OC(=O)NRR’,
C(=O)R, C(=O)NRR’, N(R)S(O)2R’, S(O)2R, and S(O)NRR’.

In another aspect R? can be hydrogen.

Representative compounds of the invention are depicted in Table 1. In these examples the
stereochemistry at the chiral carbon atoms is independently either RS, R, or S, unless specified.
For compounds 4, 7-11, the stereochemistry shows only one of the trans or cis isomers, and the
structures of their respective isomers are not shown. The structures depicted herein, including the
Table 1 structures, may contain certain -NH-, -NH; (amino) and -OH (hydroxyl) groups where
the corresponding hydrogen atom(s) do not explicitly appear; however they are to be read as —
NH-, -NH; or —OH as the case may be. In certain structures, a stick bond is drawn and is meant

to depict a methyl group.
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Representative compounds of the invention are listed below:

trans-4-[2-[(R)-1-Hydroxyethyl]-1H-furo[3,2-b] imidazo[4,5-d]pyridin-1-yl]
5 cyclohexanecarbonitrile (1),
trans-4-[2-(Hydroxymethyl)furo[3,2-b]imidazo[4,5-d]pyridin-1-yl]
cyclohexanecarbonitrile (2);
2-[trans-4-[2-[(R)-1-Hydroxyethyl]furo[3,2-b]imidazo[4,5-d]pyridin-1-yl]cyclohexyl]

acetonitrile (3);
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2-[(2R,55)-5-[2-[(R)-1-Hydroxyethyl]furo[3,2-bJimidazo[4,5-d]pyridin-1-yl]
tetrahydropyran-2-yl]acetonitrile (4),

3-[2-[(®)-1-Hydroxyethyl]-1H-furo[3,2-b]imidazo[4,5-d]pyridin-1-yl]-N-(2,2,2-
trifluoroethyl)pyrrolidine-1-carboxamide (5);

(R)-4-[2-(1-Hydroxyethyl)-1H-furo[3,2-b]imidazo[4,5-d]pyridin-1-yl]-N-(2,2,2-
trifluoroethyl)piperidine-1-carboxamide (6);

2-[(2R,5S)-5-[2-(Hydroxymethyl)furo[3,2-b]imidazo[4,5-d]pyridin-1-ylJtetrahydropyran-
2-yl]acetonitrile (7);

2-[(2S,55)-5-[2-(Hydroxymethyl }furo[3,2-b]imidazo[4,5-d]pyridin-1-yl jtetrahydropyran-
2-yl]acetonitrile (8),

2-[(2R,55)-5-[2-Ethylfuro[3,2-b]imidazo[4,5-d] pyridin-1-yl] tetrahydropyran-2-
yl]acetonitrile (9),

2-[(2R,58)-5-[2-Furo[3,2-blimidazo[4,5-d] pyridin-1-yl] tetrahydropyran-2-yl]acetonitrile
(10),

2-[(2R,55)-5-[2-Methylfuro[3,2-b]imidazo{4,5-d] pyridin-1-yl] tetrahydropyran-2-
yl]acetonitrile (11).

The synthesis of compounds of the formulae herein can be readily effected by synthetic
chemists of ordinary skill. Relevant procedures and intermediates are disclosed, for instance,
herein. Each of the patents, patent applications, and publications, whether in traditional journals
or available only through the internet, referred to herein, is incorporated in its entirety by

reference.

Other approaches to synthesizing compounds of the formulae herein can readily be
adapted from references cited herein. Variations of these procedures and their optimization are

within the skill of the ordinary practitioner.

The specific approaches and compounds shown above are not intended to be

limiting. The chemical structures in the schemes herein depict variables that are hereby defined
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commensurately with chemical group definitions (moieties, atoms, etc.) of the corresponding
position in the compound formulae herein, whether identified by the same variable name (e.g.,
RY, R%L R, R, X, etc.) or not. The suitability of a chemical group in a compound structure for use
in synthesis of another compound structure is within the knowledge of one of ordinary skill in
the art. Additional methods of synthesizing compounds of the formulae herein and their
synthetic precursors, including those within routes not explicitly shown in schemes herein, are
within the means of chemists of ordinary skill in the art. Methods for optimizing reaction
conditions, if necessary minimizing competing by-products, are known in the art. The methods
described herein may also additionally include steps, either before or after the steps described
specifically herein, to add or remove suitable protecting groups in order to ultimately allow
synthesis of the compounds herein. In addition, various synthetic steps may be performed in an
alternate sequence or order to give the desired compounds. Synthetic chemistry transformations
and protecting group methodologies (protection and deprotection) useful in synthesizing the
applicable compounds are known in the art and include, for example, those described in R.
Larock, Comprehensive Organic Transformations, VCH Publishers (1989); T.W. Greene and
P.GM. Wuts, Protective Groups in Organic Synthesis, 3™ Ed., John Wiley and Sons (1999); L.
Fieser and M. Fieser, Fieser and Fieser's Reagents for Organic Synthesis, John Wiley and Sons
(1994); and L. Paquette, ed., Encyclopedia of Reagents for Organic Synthesis, John Wiley and
Sons (1995) and subsequent editions thereof.

The methods delineated herein contemplate converting compounds of one formula to
compounds of another formula. The process of converting refers to one or more chemical
transformations, which can be performed in situ, or with isolation of intermediate compounds.
The transformations can include reacting the starting compounds or intermediates with additional
reagents using techniques and protocols known in the art, including those in the references cited
herein. Intermediates can be used with or without purification (e.g., filtration, distillation,

sublimation, crystallization, trituration, solid phase extraction, and chromatography).

Combinations of substituents and variables envisioned by this invention are only those

that result in the formation of stable compounds.

The invention also provides compositions comprising an effective amount of a compound

of any of the formulae herein, or a pharmaceutically acceptable salt, solvate, hydrate, polymorph

20



10

15

20

25

30

WO 2018/067422 PCT/US2017/054668

or prodrug, if applicable, of said compound; and an acceptable carrier. Preferably, a composition
of this invention is formulated for pharmaceutical use (“a pharmaceutical composition”), wherein
the carrier is a pharmaceutically acceptable carrier. The carrier(s) must be “acceptable” in the
sense of being compatible with the other ingredients of the formulation and, in the case of a
pharmaceutically acceptable carrier, not deleterious to the recipient thereof in amounts typically

used in medicaments.

Pharmaceutically acceptable carriers, adjuvants and vehicles that may be used in the
pharmaceutical compositions of this invention include, but are not limited to, ion exchangers,
alumina, aluminum stearate, lecithin, serum proteins, such as human serum albumin, buffer
substances such as phosphates, glycine, sorbic acid, potassium sorbate, partial glyceride mixtures
of saturated vegetable fatty acids, water, salts or electrolytes, such as protamine sulfate, disodium
hydrogen phosphate, potassium hydrogen phosphate, sodium chloride, zinc salts, colloidal silica,
magnesium trisilicate, polyvinyl pyrrolidone, cellulose-based substances, polyethylene glycol,
sodium carboxymethylcellulose, polyacrylates, waxes, polyethylene-polyoxypropylene-block

polymers, polyethylene glycol and wool fat.

The pharmaceutical compositions of the invention include those suitable for oral, rectal,
nasal, topical (including buccal and sublingual), vaginal or parenteral (including subcutaneous,
intramuscular, intravenous and intradermal) administration. In certain embodiments, the
compound of the formulae herein is administered transdermally (e.g., using a transdermal patch).
Other formulations may conveniently be presented in unit dosage form, e.g., tablets and
sustained release capsules, and in liposomes, and may be prepared by any methods well known
in the art of pharmacy. See, for example, Remington’s Pharmaceutical Sciences, Mack
Publishing Company, Philadelphia, PA (17th ed. 1985).

Such preparative methods include the step of bringing into association with the molecule
to be administered ingredients such as the carrier that constitutes one or more accessory
ingredients. In general, the compositions are prepared by uniformly and intimately bringing into
association the active ingredients with liquid carriers, liposomes or finely divided solid carriers

or both, and then if necessary shaping the product.

In certain preferred embodiments, the compound is administered orally. Compositions of

the present invention suitable for oral administration may be presented as discrete units such as
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capsules, sachets or tablets each containing a predetermined amount of the active ingredient; as a
powder or granules; as a solution or a suspension in an aqueous liquid or a non-aqueous liquid;
or as an oil-in-water liquid emulsion or a water-in-oil liquid emulsion, or packed in liposomes
and as a bolus, etc. Soft gelatin capsules can be useful for containing such suspensions, which

may beneficially increase the rate of compound absorption.

A tablet may be made by compression or molding, optionally with one or more accessory
ingredients. Compressed tablets may be prepared by compressing in a suitable machine the
active ingredient in a free-flowing form such as a powder or granules, optionally mixed with a
binder, lubricant, inert diluent, preservative, surface-active or dispersing agent. Molded tablets
may be made by molding in a suitable machine a mixture of the powdered compound moistened
with an inert liquid diluent. The tablets optionally may be coated or scored and may be
formulated so as to provide slow or controlled release of the active ingredient therein. Methods
of formulating such slow or controlled release compositions of pharmaceutically active
ingredients, such as those herein and other compounds known in the art, are known in the art and
described in several issued US Patents, some of which include, but are not limited to, US Patent
Nos. 4,369,172; and 4,842,866, and references cited therein. Coatings can be used for delivery
of compounds to the intestine (see, e.g., U.S. Patent Nos. 6,638,534, 5,217,720, and 6,569,457,
6,461,631, 6,528,080, 6,800,663, and references cited therein). A useful formulation for the
compounds of this invention is the form of enteric pellets of which the enteric layer comprises

hydroxypropylmethylcellulose acetate succinate.

In the case of tablets for oral use, carriers that are commonly used include lactose and
corn starch. Lubricating agents, such as magnesium stearate, are also typically added. For oral
administration in a capsule form, useful diluents include lactose and dried cornstarch. When
aqueous suspensions are administered orally, the active ingredient is combined with emulsifying
and suspending agents. If desired, certain sweetening and/or flavoring and/or coloring agents

may be added.

Compositions suitable for topical administration include lozenges comprising the
ingredients in a flavored basis, usually sucrose and acacia or tragacanth; and pastilles comprising

the active ingredient in an inert basis such as gelatin and glycerin, or sucrose and acacia.
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Compositions suitable for parenteral administration include aqueous and non-aqueous
sterile injection solutions which may contain anti-oxidants, buffers, bacteriostats and solutes
which render the formulation isotonic with the blood of the intended recipient; and aqueous and
non-aqueous sterile suspensions which may include suspending agents and thickening agents.
The formulations may be presented in unit-dose or multi-dose containers, for example, sealed
ampules and vials, and may be stored in a freeze dried (Iyophilized) condition requiring only the
addition of the sterile liquid carrier, for example water for injections, immediately prior to use.
Extemporaneous injection solutions and suspensions may be prepared from sterile powders,

granules and tablets.

Such injection solutions may be in the form, for example, of a sterile injectable aqueous
or oleaginous suspension. This suspension may be formulated according to techniques known in
the art using suitable dispersing or wetting agents (such as, for example, Tween 80) and
suspending agents. The sterile injectable preparation may also be a sterile injectable solution or
suspension in a non-toxic parenterally-acceptable diluent or solvent, for example, as a solution in
1,3-butanediol. Among the acceptable vehicles and solvents that may be employed are mannitol,
water, Ringer's solution and isotonic sodium chloride solution. In addition, sterile, fixed oils are
conventionally employed as a solvent or suspending medium. For this purpose, any bland fixed
oil may be employed including synthetic mono- or diglycerides. Fatty acids, such as oleic acid
and its glyceride derivatives are useful in the preparation of injectables, as are natural
pharmaceutically-acceptable oils, such as olive oil or castor oil, especially in their
polyoxyethylated versions. These oil solutions or suspensions may also contain a long-chain

alcohol diluent or dispersant.

The pharmaceutical compositions of this invention may be administered in the form of
suppositories for rectal administration. These compositions can be prepared by mixing a
compound of this invention with a suitable non-irritating excipient which is solid at room
temperature but liquid at the rectal temperature and therefore will melt in the rectum to release
the active components. Such materials include, but are not limited to, cocoa butter, beeswax and

polyethylene glycols.

The pharmaceutical compositions of this invention may be administered by nasal aerosol

or inhalation. Such compositions are prepared according to techniques well-known in the art of
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pharmaceutical formulation and may be prepared as solutions in saline, employing benzyl
alcohol or other suitable preservatives, absorption promoters to enhance bioavailability,

fluorocarbons, and/or other solubilizing or dispersing agents known in the art.

Topical administration of the pharmaceutical compositions of this invention is especially
useful when the desired treatment involves areas or organs readily accessible by topical
application. For application topically to the skin, the pharmaceutical composition should be
formulated with a suitable ointment containing the active components suspended or dissolved in
a carrier. Carriers for topical administration of the compounds of this invention include, but are
not limited to, mineral oil, liquid petroleum, white petroleum, propylene glycol, polyoxyethylene
polyoxyprdpylene compound, emulsifying wax and water. Alternatively, the pharmaceutical
composition can be formulated with a suitable lotion or cream containing the active compound
suspended or dissolved in a carrier. Suitable carriers include, but are not limited to, mineral oil,
sorbitan monostearate, polysorbate 60, cetyl esters wax, cetearyl alcohol, 2-octyldodecanol,
benzyl alcohol and water. The pharmaceutical compositions of this invention may also be
topically applied to the lower intestinal tract by rectal suppository formulation or in a suitable
enema formulation. Topically-transdermal patches and iontophoretic administration are also

included in this invention.

Particularly favored derivatives and prodrugs are those that increase the bioavailability of
the compounds of this invention when such compounds are administered to a mammal (e.g., by
allowing an orally administered compound to be more readily absorbed into the blood) or which
enhance delivery of the parent compound to a biological compartment (e.g., the brain or central
nervous system) relative to the parent species. Preferred prodrugs include derivatives where a
group that enhances aqueous solubility or active transport through the gut membrane is appended
to the structure of formulae described herein. See, e.g., Alexander, J. et al. Journal of Medicinal
Chemistry 1988, 31, 318-322; Bundgaard, H. Design of Prodrugs, Elsevier: Amsterdam, 1985;
pp 1-92; Bundgaard, H.; Nielsen, N. M. Journal of Medicinal Chemistry 1987, 30, 451-454;
Bundgaard, H. 4 Textbook of Drug Design and Development, Harwood Academic Publ
Switzerland, 1991; pp 113-191; Digenis, G. A. et al. Handbook of Experimental Pharmacology
1975, 28, 86-112; Friis, G. J.; Bundgaard, H. A Textbook of Drug Design and Development; 2
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ed.; Overseas Publ.: Amsterdam, 1996; pp 351-385; Pitman, 1. H. Medicinal Research Reviews
1981, 7, 189-214.

Application of the subject therapeutics may be local, so as to be administered at the site
of interest. Various techniques can be used for providing the subject compositions at the site of
interest, such as injection, use of catheters, trocars, projectiles, pluronic gel, stents, sustained

drug release polymers or other device which provides for internal access.

According to another embodiment, the invention provides a method of impregnating an
implantable drug release device comprising the step of contacting said drug release device with a
compound or composition of this invention. Implantable drug release devices include, but are
not limited to, biodegradable polymer capsules or bullets, non-degradable, diffusible polymer

capsules and biodegradable polymer wafers.

According to another embodiment, the invention provides an implantable medical device
coated with a compound or a composition comprising a compound of this invention, such that

said compound is therapeutically active.

In another embodiment, a composition of the present invention further comprises a
second therapeutic agent. The second therapeutic agent includes any compound or therapeutic
agent known to have or that demonstrates advantageous properties when administered alone or
with a compound of any of the formulae herein. Drugs that could be usefully combined with
these compounds include other kinase inhibitors and/or other therapeutic agents for the treatment

of the diseases and disorders discussed above.

Such agents are described in detail in the art. Preferably, the second therapeutic agent is
an agent useful in the treatment or prevention of a disease or condition selected from cancer and

neoplastic diseases or disorders, or autoimmune and inflammatory diseases or disorders.

In another embodiment, the invention provides separate dosage forms of a compound of
this invention and a second therapeutic agent that are associated with one another. The term
“associated with one another” as used herein means that the separate dosage forms are packaged
together or otherwise attached to one another such that it is readily apparent that the separate
dosage forms are intended to be sold and administered together (within less than 24 hours of one

another, consecutively or simultaneously).
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In the pharmaceutical compositions of the invention, the compound of the present
invention is present in an effective amount. As used herein, the term “effective amount” refers to
an amount which, when administered in a proper dosing regimen, is sufficient to reduce or
ameliorate the severity, duration or progression of the disorder being treated, prevent the
advancement of the disorder being treated, cause the regression of the disorder being treated, or

enhance or improve the prophylactic or therapeutic effect(s) of another therapy.

The interrelationship of dosages for animals and humans (based on milligrams per meter
squared of body surface) is described in Freireich et al., (1966) Cancer Chemother Rep 50: 219.
Body surface area may be approximately determined from height and weight of the patient. See,
e.g., Scientific Tables, Geigy Pharmaceuticals, Ardley, N.Y., 1970, 537. An effective amount of
a compound of this invention can range from about 0.001 mg/kg to about 500 mg/kg, more
preferably 0.01 mg/kg to about 50 mg/kg, more preferably 0.1 mg/kg to about 2.5 mg/kg.
Effective doses will also vary, as recognized by those skilled in the art, depending on the
diseases treated, the severity of the disease, the route of administration, the sex, age and general
health condition of the patient, excipient usage, the possibility of co-usage with other therapeutic

treatments such as use of other agents and the judgment of the treating physician.

For pharmaceutical compositions that comprise a second therapeutic agent, an effective
amount of the second therapeutic agent is between about 20% and 100% of the dosage normally
utilized in a monotherapy regime using just that agent. Preferably, an effective amount is
between about 70% and 100% of the normal monotherapeutic dose. The normal
monotherapeutic dosages of these second therapeutic agents are well known in the art. See, e.g.,
Wells et al., eds., Pharmacotherapy Handbook, 2nd Edition, Appleton and Lange, Stamford,
Conn. (2000); PDR Pharmacopoeia, Tarascon Pocket Pharmacopoeia 2000, Deluxe Edition,
Tarascon Publishing, Loma Linda, Calif. (2000), each of which references are entirely

incorporated herein by reference.

It is expected that some of the second therapeutic agents referenced above will act
synergistically with the compounds of this invention. When this occurs, it will allow the
effective dosage of the second therapeutic agent and/or the compound of this invention to be
reduced from that required in a monotherapy. This has the advantage of minimizing toxic side

effects of either the second therapeutic agent of a compound of this invention, synergistic
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improvements in efficacy, improved ease of administration or use and/or reduced overall

expense of compound preparation or formulation.

Methods of Treatment

According to another embodiment, the invention provides a method of treating a subject
suffering from or susceptible to a disease or disorder or symptom thereof (e.g., those delineated
herein) comprising the step of administering to said subject an effective amount of a compound
or a composition of this invention. Such diseases are well known in the art and are also

disclosed herein.

In one aspect, the method of treating involves treatment of a disorder that is mediated by

the Jak1 protein kinase.

In another aspect, the method of treating involves treatment of a disorder that is mediated

primarily by the Jak1 protein kinase, but also to some extent by the Jak2 protein kinase.

In another aspect, the invention provides a method of treating a disease in a subject

comprising administering to the subject a compound of any of the formulae herein.

In another aspect, invention provides a method of treating a disease in a subject
comprising administering to the subject a composition comprising a compound of any of the

formulae herein.

In certain embodiments, the disease is mediated by the Jak1 kinase. For example, the
condition may be an inflammatory disease/disorder, an autoimmune disease/disorder, such as,
but not limited to rheumatoid arthritis (RA), juvenile idiopathic arthritis, osteoarthritis, multiple
sclerosis, allergic asthma, chronic obstructive pulmonary disease, bronchitis, experimental
allergic encephalomyelitis, Crohn’s disease, vasculitis, cardiomyopathy, ankylosing spondylitis
(AS), glomerulonephritis, insulin-dependent diabetes, psoriatic arthritis, psoriasis, plaque
psoriasis, ulcerative colitis, systemic lupus erythematosus (SLE), diabetic nephropathy,
peripheral neuropathy, uveitis, fibrosing alveolitis, type I diabetes, juvenile diabetes, Castleman
disease, neutropenia, endometriosis, autoimmune thyroid disease, sperm and testicular

autoimmunity, scleroderma, axonal & neuronal neuropathies, allergic rhinitis, sinusitis,
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hemolytic anemia, Graves, disease, Hashimoto’s thyroiditis, IgA nephropathy, amyloidosis,
Behcet’s disease, sarcoidosis, vesiculobullous dermatosis, myositis, dry eye syndrome, primary
biliary cirrhosis, polymyalgia rheumatic, Reiter’s syndrome, autoimmune immunodeficiency,
Chagas disease, Kawasaki syndrome, celiac sprue, myasthenia gravis, Sjogren’s Syndrome,
alopecia areata, vitiligo, atopic dermatitis, POEMS syndrome, lupus, inflammatory bowel
disease, chronic obstructive pulmonary disease (COPD), pemphigus vulgris, bullous
pemphigoid, chronic fatigue syndrome, organ transplant rejection (e.g., allograft rejection and
graft versus host disease), viral diseases such as Epstein Barr virus, Hepatitis C, HIV, HTLV 1,
Varicella-Zoster virus, and human papilloma virus, gouty arthritis, septic or infectious arthritis,
reactive arthritis, reflext sympathetic dystrophy, algodystrophy, Tietze syndrome, costal
athropathy, Mseleni disease, Handigodu disease, fibromyalgia, scleroderma, congentital cartilage

malformations, and pulmonary arterial hypertension.

Further JAK-associated diseases include inflammation and inflammatory diseases or
disorders, Examples include sarcoidosis, inflammatory diseases of the eye (e.g., iritis, uveitis,
scleritis, conjunctivitis, blepharitis, or related disease), inflammatory diseases of the respiratory
tract (e.g., the upper respiratory tract including the nose and sinuses such as rhinitis or sinusitis
or the lowe respiratory tract including bronchitis, chronic obstructive pulmonary disease, and the

like), inflammatory myopathy such as myocarditis and other inflammatory diseases.

In another embodiment, the disease is, cancer, a proliferative or other neoplastic disease,
such as, but not limited to, breast cancer, Castleman’s disease, colon and colorectal cancers,
gastric cancer, gastrointestinal carcinoid tumor, gastrointestinal stromal tumor, glioblastoma,
head and neck cancer, Kaposi’s sarcoma, liver cancer, lung cancer, melanoma, pancreatic
cancer, prostate cancer, renal cancer, rectal cancer, small intestine cancer, thyroid cancer, uterine
leiomyosarcoma, lymphomas and leukemias such as acute lymphoblastic leukemia, acute
myelogenous leukemia, multiple myeloma, cutaneous T cell lymphoma, cutaneous B cell
lymphoma, myelodysplastic syndrome (MDS), myeloproliferative disorders (MPDs) such as
polycythemia vera (PV), essential thrombocythemia (ET), myelofibrosis with myeloid
metaplasia (MMM), primary myelofibrosis (PMF), chronic myelogenous leukemia (CML),
chronic myelomonoytic leukemia (CMML), hypereosinophilic syndrome (HES), systemic mast

cell disease (SMCD). In some embodiments, the myeloproliferative disorder is post-essential
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thrombocythemia melofibrosis (Post-ET MF) or post-polycythemia versa myelofibrosis (Post-PV
MF),

Further JAK-associated diseases include ischemia reperfusion injuries or a disease or
condition related to an inflammatory ischemic event such as stroke or cardiac arrest, endotoxin-
driven disease state (e.g., complications after bypass surgery of chronic endotoxin states
contributing to chronic cardiac failure), anorexia, sclerodermitis, fibrosis, conditions associated
with hypoxia or astrogliosis such as diabetic retinopathy, cancer, or neurodegeneration, and other

inflammatory disease such as systemic inflammatory response syndrome and septic shock.

Other JAK-associated disease include gout and increased prostate size due to, e.g., benign
prostate hypertrophy or benign prostatic hyperplasia, as well as bone resorption diseases such as
osteoporosis or osteoarthritis, bone resorption diseases associated with: hormonal imbalance

and/or hormonal therapy, autoimmune disease (e.g., osseous sarcoidosis).

Other examples of JAK-associated diseases or conditions include ameliorating the
dermatological side effects of other pharmaceuticals by adminnstration of the compound of the
invention. For example, numerous pharmaceutical agents result in unwanted allergic reaction
which can manifest as acneiform rash or related dermatitis. Example pharmaceutical agents that
have such undesirable side effects include anti-cancer drugs such as gefitinib, cetuximab,
erlotinib, and the like. The compounds of the invention may be administered systemically or
topically (e.g., localized to the vicinity of the dermatitis) in combination with pharmaceutical
agent having the undesirable dermatological side effect. Accordingly, compositions of the
invention include topical formulations containing the compound of the invention and a further

pharmaceutical agent which can cause dermatitis, skin disorders, or related side effects.

In a one embodiment, the method of this invention is used to treat a subject suffering
from or susceptible to a disease or condition. Such diseases, disorders or symptoms thereof
include, for example, those modulated by the Jak1 protein kinase. The disease or disease
symptom can be, for example, rheumatoid arthritis, cancer or proliferation disease or disorder.
Methods delineated herein include those wherein the subject is identified as in need of a
particular stated treatment. Identifying a subject in need of such treatment can be in the judgment
of a subject or a health care professional and can be subjective (e.g. opinion) or objective (e.g.

measurable by a test or diagnostic method).
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In yet another embodiment, the compounds of the formulae herein (and compositions
thereof) can be used to treat subjects having a disease or disorder who have been treated with and
developed resistance to other therapeutic agents. In one aspect, the methods herein include those

where a subject resistant to treatment with methotrexate or anti-TNF-alpha therapy.

In another embodiment, the invention provides a method of modulating the activity of the
Jak1 protein kinase in a cell comprising contacting a cell with one or more compounds of any of

the formulae herein.

In another embodiment, the above method of treatment comprises the further step of co-
administering to said patient one or more second therapeutic agents. The choice of second
therapeutic agent may be made from any therapeutic agent known to be useful for indications
herein. One or more additional therapeutic may include chemotherapeutics, anti-inflammatory
agents, steroids, immunosuppressants, as well as PI3Kdelta, nTOR, BCR-ABI, FLT-3, RAF and
FAK kinase inhibitors, and the like. Additional therapeutic agents include but are not limited to
agents for treatment of diseases, disorders or symptoms thereof including for example, (1) agents
that modulate human immune system or are anti-inflammatory agents selected from the group
consisting of, but not limited to, aspirin, acetaminophen, aminosalicylate, antithymoyte globulin,
ciprofloxacin, corticosteroid, cyclosporine, deoxyspergualin, daclizuma, metronidazole,
probiotic, tacrolimus, ibuprofen, naproxen, piroxicam, prednisolone, dexamethasone, anti-
inflammatory steroid, methotrexate, chloroquine, azathioprine, hydroxychloroquine,
mycophnolate, muromonab-CD3, penicillamine, sulfasalazine, leflunomide, tacrolimus,
tocilzumab, anakinra, abatacept, certolizumab pegol, golimumab, rapamycin, vedolizumab,
natalizumab, ustekinumab, rituximab, efalizumab, belimumab, etanercept, infliximab,
adalimuman, immune modulator (e.g., activator) for CD4+CD25+ regulatory T cells, NSAIDs,
analgesics, other non-biological disease-modifying anti-rheumatic drugs (DMARDs) and/or in
combination with anti-TNF-alpha biological agents such as TNA antagnoists like chimeric,
humanized or human TNF antibodies, adalimumab, infliximab, golimumab, CDP571 and soluble
pS5 or 175 TNA receptors, derivatives, thereof, etanerceptr pr lenercept (2) anti-cancer and anti-
neoplastic agents, antiproliferative agents, antineoplastic agents, antitumor agents,
antimetabolite-type/thymidilate synthase inhibitor antineoplastic agents, alkylating-type

antineoplastic agents, antibiotic-type antineoplastic agents, or, any other agent typically
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administered as a primary or adjuvant agent in cancer treatment protocols (e.g., antinausea,
antianemia, etc.), including for example, vinblastine sulfate, vincristine, vindesine, vinestramide,
vinorelbine, vintriptol, vinzolidine, tamoxifen, toremifen, raloxifene, droloxifene, iodoxyfene,
megestrol acetate, anastrozole, letrazole, borazole, exemestane, flutamide, nilutamide,
bicalutamide, cyproterone acetate, goserelin acetate, luprolide, finasteride, herceptin,
methotrexate, 5-fluorouracil, cytosine arabinoside, doxorubicin, daunomycin, epirubicin,
idarubicin, mitomycin-C, dactinomycin, mithramycin, cisplatin, carboplatin, melphalan,
chlorambucil, busulphan, cyclophosphamide, ifosfamide, nitrosoureas, thiotephan, vincristine,
taxol, taxotere, etoposide, teniposide, amsacrine, irinotecan, topotecan, an epothilone, Iressa,
Avastin, OSI-774, angiogenesis inhibitors, EGFR inhibitors, MEK inhibitors, VEGFR inhibitors,
CDK inhibitors, Her1 and Her2 inhibitors, monoclonal antibodies, proteosome inhibitors such as
bortezomib, thalidomide, and revlimid; an apoptotic inducer such as ABT-737. A nucleic acid
therapy such as antisense or RNAi; nuclear receptor ligands (e.g., agonists and/or antagonists.
All-trans retinoic acid or boxarotene); epigenetic targeting agents such as histone deacetylase
inhibitors (e.g., vorinostat), hypomethylating agents (e.g., decitabine), regulators of protein
stability such as HSP90 inhibitors, ubiquitin and /or ubiquitin like conjugating or deconjugating

molecules.

In some embodiments, the additional pharmaceutical agent is selected from IMiDs, an
anti-JL-6 agent, an anti-TNF-alpha agent, a hypomethylating agent, and a biologic response
modifier (RBM). RBM is generally a substance made from living organisms to treat disease.
Examples of RBMs include IL-2, GM-CSF, CSF, monoclonal antibodies such as abciximab,
etanercept, infliximab, rituximab, trastuzumab, and high dose ascorbate. The hypomethylating
agent is a DNA methyltransferase inhibitor such as 5 azacytidine and decitabine. Examples of
IMiDs include thalidomide, lenalidomide, pomalidomide, CC-11006, and CC-10015.

In some embodiments, the additional pharmaceutical agents include anti-thymocyte
globulin, recombinant human granulocyte colony-stimulating factor (G-CSF), granulocyte-

moncyte CSF (GM-CSF), a erythropoiesis-stimulating agent (ESA), and cyclosporine.

In some embodiments, the additional therapeutic agent is an additional JAK inhibitor. In

some embodiments, the additional JAK inhibitor is tofacitinib, ruxolitinib or baricitinib.
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In some embodiments, one or more JAK inhibitors of the invention can be used in
combination with one or more other cancer therapeutic agents in the treatment of cancer, such as
multiple myeloma, and may improve the treatment benefit as compared to the benefit shown by
the other cancer therapeutic agents, without exacerbating of their toxic effects. Examples of
additional pharmaceutical agents used in the treatment of multiple myeloma can include, without
limition, melphalan, melphalan plus prednisone (MP), doxorubicin, dexamethasone, and
bortezomib. Additional agents used in the treatment of multiple myeoloma include BRC-ABL,
FLT-3, RAF, MEK, PI3K, mTOR inhibitors. Additive or synergistic effects are desirable
outcomes of combining a JAK inhibitor of the current invention with an additional agent.
Furthermore, resistance of multiple myeloma cells to agents such as dexamethasone or other
agents may be reversible upon treatment with a JAK inhibitor of the present invention. The
agents can be combined with the present compounds in a single or continuous dosage form, or

the agents can be administered simultaneously or sequentially as separate dosage forms.

In some embodiments, a corticosteroid such as dexamethasone is administered to a
patient in combination with at least one JAK inhibitor of the invention where the dexamethasone

is administered intermittently as opposed to continuously.

In some embodiments, combinations of one or more JAK inhibitors of the invention with
other therapeutic agents can be administered to a patient prior to, during, and/or after a bone

marrow transplantation or stem cell transplantation.

In some embodiments, the additional therapeutic agent is fluocinolone acetonide or

remexolone.

In some embodiments, the additional therapeutic is a corticosteroid such as

triamcinolone, dexamethasone, fluocinolone, cortisone, prednisolone, or flumetholone.

In some embodimennts, the additional therapeutic agent includes Dehydrex, Civamide,
sodium hyaluronate, cyclosporine, ARG101, AGR1012, ecabet sodium, gefarnate, 15-(s)-
hydroxyeicosatetraenoic acid, cevilemine doxycycline, minocycline, iDestrin, cyclosporine A,
oxytetracycline, voclosporin, ARG103, RX-10045, DYN1S, rivoglitazone, TB4, OPH-01,
PCS101, REV1-31, Lacritin, rebamipide, OT-551, PAI-2, pilocarpine, tacrolimus,

pimercrolimus, loteprednol etabonate, rituximan, diquafosol tetrasodium, KLS-0611,
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dehydroepiandrosterone, anakinra, efalizuma, mycophenolate sodium, etanercept,

hydroxychloroquine, NGX267, actemra, or L-asparaginase.

In some embodiments, the additional therapeutic agent is an anti-angiogenic agent,
cholinergic agent, TRP-1 receptor modulator, a calcium channel blocker, a mucin secretagogue,
MUCI stimulant, a calcineurin inhibitor, a P2Y2 receptor agonist, a muscarinic receptor agonist,

and a tetracycline derivative.

In some embodimenbts, the additional therapeutic agents include demulcent eye drops,
which include, but not limited to, compositions containing polyvinylalchol, hyroxypropyl
methylcellulose, glycerin, polyethylene glycol (e.g., PEG400), or carboxymethyl cellose, In
some embodiments, the additional therapeutic agent is a mucolytic drug, such as N-acetyl-

systeine, which can interact with the mucoproteins and decrease the viscositiy of the tear film.

In some embodiments, the additional therapeutic agent includes an antibiotic, antiviral,
antifungal, anesthetic, anti-inflammatory agents including steroidal and non-steroidal anti-
inflammatories, and anti-allergic agents. Examples of suitable medicaments include
aminoglycosides such as amikacin, gentamycin, tobramycin, streptomycin, netilmycin, and
kanamycin; fluoroquinolones such as ciprofloxacin, norfloxacin, ofloxacin, trovafloxacin,
lomefloxacin, levofloxacin, and enoxacin; naphthyridine; sulfonamides; polymyxin;
chloramphenicol; neomycin; paramomycin; colistimethate; bacitracin, vanocomycin;
tetracyclines; rifampin and its derivatives; cycloserine; beta-lactams; cephalosporins;
emphotericins; fluconazole; flucytosine; natamycin; miconazole; ketoconazole; corticosteroids;
dicloenac; flurbiprofen; ketorolac; suprofen; cromolyn; iodoxamide; levocabastin; naphazoline;

antazoline; pheniramine; or azalide antibiotic.

The term “co-administered” as used herein means that the second therapeutic
agent may be administered together with a compound of this invention as part of a single dosage
form (such as a composition of this invention comprising a compound of the invention and an
second therapeutic agent as described above) or as separate, multiple dosage forms.
Alternatively, the additional agent may be administered prior to, consecutively with, or following
the administration of a compound of this invention. In such combination therapy treatment, both
the compounds of this invention and the second therapeutic agent(s) are administered by

conventional methods. The administration of a composition of this invention comprising both a
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compound of the invention and a second therapeutic agent to a subject does not preclude the
separate administration of that same therapeutic agent, any other second therapeutic agent or any

compound of this invention to said subject at another time during a course of treatment.

Effective amounts of these second therapeutic agents are well known to those skilled in
the art and guidance for dosing may be found in patents and published patent applications
referenced herein, as well as in Wells et al., eds., Pharmacotherapy Handbook, 2nd Edition,
Appleton and Lange, Stamford, Conn. (2000); PDR Pharmacopoeia, Tarascon Pocket
Pharmacopoeia 2000, Deluxe Edition, Tarascon Publishing, Loma Linda, Calif. (2000), and
other medical texts. However, it is well within the skilled artisan’s purview to determine the

second therapeutic agent’s optimal effective-amount range.

In one embodiment of the invention where a second therapeutic agent is administered to a
subject, the effective amount of the compound of this invention is less than its effective amount
would be where the second therapeutic agent is not administered. In another embodiment, the
effective amount of the second therapeutic agent is less than its effective amount would be where
the compound of this invention is not administered. In this way, undesired side effects
associated with high doses of either agent may be minimized. Other potential advantages
(including without limitation improved dosing regimens and/or reduced drug cost) will be

apparent to those of skill in the art.

In yet another aspect, the invention provides the use of a compound of any of the
formulae herein alone or together with one or more of the above-described second therapeutic
agents in the manufacture of a medicament, either as a single composition or as separate dosage
forms, for treatment or prevention in a subject of a disease, disorder or symptom set forth above.
Another aspect of the invention is a compound of the formulae herein for use in the treatment or

prevention in a subject of a disease, disorder or symptom thereof delineated herein.

In other aspects, the methods herein include those further comprising monitoring subject
response to the treatment administrations. Such monitoring may include periodic sampling of
subject tissue, fluids, specimens, cells, proteins, chemical markers, genetic materials, etc. as
markers or indicators of the treatment regimen. In other methods, the subject is prescreened or
identified as in need of such treatment by assessment for a relevant marker or indicator of

suitability for such treatment.
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In one embodiment, the invention provides a method of monitoring treatment progress.
The method includes the step of determining a level of diagnostic marker (Marker) (e.g., any
target or cell type delineated herein modulated by a compound herein) or diagnostic
measurement (e.g., screen, assay) in a subject suffering from or susceptible to a disorder or
symptoms thereof delineated herein, in which the subject has been administered a therapeutic
amount of a compound herein sufficient to treat the disease or symptoms thereof. The level of
Marker determined in the method can be compared to known levels of Marker in either healthy
normal controls or in other afflicted patients to establish the subject’s disease status. In preferred
embodiments, a second level of Marker in the subject is determined at a time point later than the
determination of the first level, and the two levels are compared to monitor the course of disease
or the efficacy of the therapy. In certain preferred embodiments, a pre-treatment level of Marker
in the subject is determined prior to beginning treatment according to this invention, this pre-
treatment level of Marker can then be compared to the level of Marker in the subject after the

treatment commences, to determine the efficacy of the treatment.

In certain method embodiments, a level of Marker or Marker activity in a subject is
determined at least once. Comparison of Marker levels, e.g., to another measurement of Marker
level obtained previously or subsequently from the same patient, another patient, or a normal
subject, may be useful in determining whether therapy according to the invention is having the
desired effect, and thereby permitting adjustment of dosage levels as appropriate. Determination
of Marker levels may be performed using any suitable sampling/expression assay method known
in the art or described herein. Preferably, a tissue or fluid sample is first removed from a subject.
Examples of suitable samples include blood, urine, tissue, mouth or cheek cells, and hair samples
containing roots. Other suitable samples would be known to the person skilled in the art.
Determination of protein levels and/or mRNA levels (e.g., Marker levels) in the sample can be
performed using any suitable technique known in the art, including, but not limited to, enzyme
immunoassay, ELISA, radiolabelling/assay techniques, blotting/chemiluminescence methods,
real-time PCR, and the like.

The present invention also provides kits for use to treat diseases, disorders, or
symptoms thereof, including those delineated herein. These kits comprise: a) a pharmaceutical

composition comprising a compound of any of the formula herein or a pharmaceutically
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acceptable salt thereof; or a prodrug, or a pharmaceutically acceptable salt of a prodrug thereof;
or a hydrate, solvate, or polymorph thereof, wherein said pharmaceutical composition is in a
container; and b) instructions describing a method of using the pharmaceutical composition to

treat the disease, disorder, or symptoms thereof, including those delineated herein.

The container may be any vessel or other sealed or sealable apparatus that can hold said
pharmaceutical composition. Examples include bottles, divided or multi-chambered holders
bottles, wherein each division or chamber comprises a single dose of said composition, a divided
foil packet wherein each division comprises a single dose of said composition, or a dispenser that
dispenses single doses of said composition. The container can be in any conventional shape or
form as known in the art which is made of a pharmaceutically acceptable material, for example a
paper or cardboard box, a glass or plastic bottle or jar, a re-sealable bag (for example, to hold a
"refill" of tablets for placement into a different container), or a blister pack with individual doses
for pressing out of the pack according to a therapeutic schedule. The container employed can
depend on the exact dosage form involved, for example a conventional cardboard box would not
generally be used to hold a liquid suspension. It is feasible that more than one container can be
used together in a single package to market a single dosage form. For example, tablets may be
contained in a bottle, which is in turn contained within a box. Preferably, the container is a

blister pack.

The kit may additionally comprising information and/or instructions for the physician,
pharmacist or subject. Such memory aids include numbers printed on each chamber or division
containing a dosage that corresponds with the days of the regimen which the tablets or capsules
so specified should be ingested, or days of the week printed on each chamber or division, or a

card which contains the same type of information.

The compounds delineated herein can be assessed for their biological activity using
protocols known in the art, including for example, those delineated herein. Certain of the
compounds herein demonstrate unexpectedly superior attributes (e.g., inhibition of P450,
metabolic stability, pharmacokinetic properties, etc.) making them superior candidates as

potential therapeutic agents.

All references cited herein, whether in print, electronic, computer readable storage media

or other form, are expressly incorporated by reference in their entirety, including but not limited
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to, abstracts, articles, journals, publications, texts, treatises, technical data sheets, internet web

sites, databases, patents, patent applications, and patent publications.

Examples

Example 1; Synthesis of trans-4-[2-[(R)-1-Hydroxyethyl]-1H-furo[3,2-blimidazo[4,5-d]
pyridin-1-yl]cyclohexanecarbonitrile (1)
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Step 1. A solution of trans-4-(Boc-amino)cyclohexane carboxylic acid (A1-1) (62g,
0.256mol,1.0eq) in THF (1500mL) was treated with NMM (64.6g, 0.64mol, 2.5eq) in nitrogen
atmosphere. The mixture was cooled to -78°C, and isobutyl chloroformate (33.6g, 0.33mol,

5 1.3eq) was added dropwise. After stirring at -78°C for 1hr, NHs(gas) was bubbled through the
mixture for about 20mins. After that the reaction temperature rose to -30°C, then stirring at -
30°C for 1hr. The resulting slurry was filtered, washed by water (3*200mL), and oven dried to
give compound A1-2 as white powder (58g, yield 93.5%). MS-ESL[M+1]": 243.1

'H NMR (300MHz, ds-DMSO): 7.192(s,1H),6.688-6.728(m,2H),3.122-3.147(m, 1H), 1.92-
10 1.959(m,1H),1.696-1.787(m,4H),1.382(s,9H),1.086-1.358(m,4H).

Step 2. A solution of compound A1-2 (74g, 0.306mol, 1.0eq) in DCM (1000mL) was treated

with triethylamine (77.2g, 0.64mol, 2.5eq). The mixture was cooled to 0°C in ice-bath, and

TFAA (80.9g, 0.383mol, 1.25eq) was added dropwise. The ice bath was removed after addition
15  and the reaction temperature rose to 20°C, then stirring at 20°C for 2hrs, water (300mL) was

added, and then the aqueous phase was extracted twice with DCM. The combined extracts was
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washed with brine, dried over anhydrous sodium sulfate, concentrated and purified by silica gel
column chromatography to give compound A1-3 as white powder (46g, yield 67.1%). MS-
ESL:[M+1]": 225.1.

'H NMR(300MHz, CDCls): 4.397(m, 1H), 3.467(m, 1H), 2.381-2.418(m, 1H), 2.079-2.147 (m,
4H), 1.613-1.757(m, 2H), 1.454(s, 9H), 1.114-1.232(m, 2H).

Step 3. To a solution of compound A1-3 (10g, 44.6mmol, 1.0eq) in DCM (50mL), was added
TFA (20g). The reaction mixture was stirred for 2hrs at room temperature until TLC showed the
reaction was complete, then concentrated under vacuum. Ice-water (30mL) was added and the
solution was treated with aqueous sodium hydroxide solution (4mol/L) to pH 10. Then the
aqueous phase was extracted six times with DCM/methanol (10/1). The combined extracts was
dried over anhydrous sodium sulfate, concentrated to give compound A1-4 as an off-white solid
(5.1g, yield 91.9%). MS-ESL.[M+1]": 125.1.

'H NMR (300MHz, CDCls): 2.738-2.772(m, 1H), 2.370-2.421(m, 1H), 2.115-2.170(m, 2H),
1.923-1.977(m, 2H), 1.580-1.694(m, 2H), 1.075-1.197(m, 2H)

Step 4. In nitrogen atmosphere, to a solution of 2-Bromo-3-hydroxypyridine (A1-5) (225g,
1.293mol, 1.0eq), trimethylsilylacetylene (153.3g, 1.592mol, 1.23eq) in 1,4-dioxane (2500mL)
was added Cul (25g) and Pd(PPh3),Cl3(45g). The reaction mixture was stirred for 30mins at
25°C, then cooled to 10°C and triethylamine (363g, 3.594mol, 2.78eq) was added dropwise.
After stirring for 4hrs at 60°C, the solution was cooled and concentrated under vacuum. The
residue was added water (2000mL) and MTBE (200mL), stirring and filtered. The filtrate was
extracted with MTBE (1000mL*2). The combined organic layers was washed with brine, dried
over anhydrous sodium sulfate, concentrated and purified by silica gel column chromatography
to give compound A1-6 as light brown liquid (150g, yield 60.7%). GC-MS: 191 (EI)

Step 5. To a solution of compound A1-6 (105g, 0.55mol, 1.0eq) in DCM (1000mL) was added
m-chloroperoxybenzoic acid (85%, 230g, 1.13mol, 12.06eq) in portions below 25°C. After
stirring overnight at room temperature, saturated sodium bicarbonate solution was added to pH
7-8 in ice-bath. The resulting mixture was filtered, and the filtrate was separate, and was

extracted twice with DCM. The combined organic layers was washed with saturated sodium
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bicarbonate solution and brine, dried over anhydrous sodium sulfate, concentrated to give

compound A1-7 as a brown liquid (115g, yield 100%).

Step 6. A solution of compound A1-7 (115g, 0.55mol, 1.0eq) in toluene (400mL) was added to
phosphorus oxychloride (400mL) in ice-bath below 30°C. The reaction mixture was stirred for
2hrs at 90°C, cooled to room temperature, and concentrated. The residue was slowly added
saturated sodium bicarbonate solution to pH 7-8 below 20°C, and the mixture was extracted
twice with MTBE. The combined organic layers was washed with brine, dried over anhydrous
sodium sulfate, concentrated and purified by silica gel column chromatography to give
compound A1-8 as a yellow liquid (73g, yield 58.7%). GC-MS: 225 (EI)

Step 7. To a solution of compound A1-8 (73g, 0.323mol, 1.0eq) in THF (400mL) was added
aqueous sodium hydroxide solution (300mL, 4mol/L). After stirring for 1hr at 50°C, the reaction
mixture was cooled to room temperature and 1000mL water was added. The mixture was
extracted twice with MTBE. The combined organic layers was washed with brine, dried over
anhydrous sodium sulfate, concentrated and recrystallized from ethyl acetate and petroleum ether
to give compound A1-9 as an off-white powder (30g, yield 60.5%). GC-MS: 153 (EI)

IH NMR(300MHz, CDCl3):8.485(d, 1H),7.945(d, 1H),7.312(d, 1H),7.079(d, 1H).

Step 8. Compound A1-9 (9.21g, 60mmol, 1.0eq) was dissolved in methanol (150mL), then water
(150mL) and sodium hydroxide (24g, 10eq) were added. After stirring for 1hr at 50°C, the
reaction mixture was cooled to 20°C and concentrated. The residue was extracted three times
with DCM, then the combined organic layers was dried over anhydrous sodium sulfate and
concentrated to give compound A1-10 as a yellow liquid (5.5g, yield 61.5%). MS-ESL[M+1]":
150

Step 9. Compound A1-10 (5.5g, 37mmol, 1.0eq) was added to 40% HBr aq (150mL). The
reaction mixture was heated to reflux for 18hrs, cooled and concentrated. The residue was treated
with saturated sodium bicarbonate solution (100mL) to pH 7-8. After stirring for 20min, the
precipitate was filtered, washed with water, and oven dried to give compound A1-11 as an off-
white powder (3.1g, yield 62%). MS-ESI:[M+1]*: 136
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Step 10. In nitrogen atmosphere, a mixture of compound A1-11 ( 1.68g, 12.4mmol, 1.0eq) in
120mL DCM was cooled to -5°C, and tetrabutyl-ammonium nitrate (5.17g, 17mmol, 1.36eq) in
DCM (30mL) was added drop wise below 0°C, then TFAA (5.17g, 20mmol, 1.6eq) was added
all at once. After addition, the reaction mixture was stirred at -5°C for 1hr and then warmed up to
25°C and stirred for 15hrs. The solvent was concentrated, and ether (200mL) was added to the
residue, stirred and filtered. Collected filter-cake and saturated sodium bicarbonate solution
(100mL) was added. The mixture was extracted twice with ethyl acetate, then the combined
organic layers was dried over anhydrous sodium sulfate and concentrated to give compound Al-
12 as a yellow powder (1.37g, yield 61.4%). MS-ESI:[M+1]": 181

Step 11. A mixture of compound A1-12 (1.37g, 7.61mmol, 1.0eq) and propionic acid (50mL)
was heated to 110°C, then fuming nitric acid (0.65mL) was added dropwise at 110°C to 120°C.
After stirring for 30mins at 125°C and cooled to room temperature, ether (100mL) was added,
and the solid was filtered, washed with ether and dried under vacuum to give compound A1-13
as yellow a powder (1.2g, yield 87.6%). MS-ESI.[M+1]": 181.

'H NMR(300MHz, d6-DMSO): 13.149(s, 1H),9.024(s, 1H), 8.234(d, 1H), 6.966(d, 1H).

Step 12. To a solution of compound A1-13 (1.2g, 6.67mmol, 1.0eq) in 1,2-dichloroethane
(50mL), was added phosphorus oxychloride (15mL) below 20°C, then stirred for 2hrs at 95°C in
nitrogen atmosphere, cooled to 25°C and concentrated. The residue was slowly added saturated
sodium bicarbonate solution to pH 7-8 below 20°C, and the mixture was extracted twice with
MTBE. The combined organic layers was washed with brine, dried over anhydrous sodium
sulfate, concentrated to give compound A1-14 as a light-yellow powder (0.8g, yield 60.4%),

'H NMR(300MHz, CDCl3): 9.250(s, 1H),8.189(d, 1H),7.191(d, 1H).

Step 13. To a solution of A1-14 (280mg, 1.41mmol, 1.0eq) in n-butanol (20mL) was added
compound A1-4 (290mg, 2.34mmol,1.66eq) and DIPEA (403mg, 3.12mmol, 2.21eq). The
reaction mixture was stirred for 1hr at 135°C, concentrated and purified by silica gel column
chromatography to give A1-15 as a yellow powder (320mg, yield 79.4%). MS-ESL.[M+1]":
287.1.
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'H NMR(300MHz, CDCl5):9.268(s, 1H), 8.653(d, 1H), 7.952(d, 1H), 7.034(d, 1H),4.423-
4.511(m, 1H), 2.629-2.723(m, 1H), 2.241-2.355(m, 4H), 1.864-1.902(m, 2H),1.539-1.578(m,
2H).

Step 14. To a solution of A1-15 (320mg, 1.12mmol, 1.0eq) in methanol (15mL), was added 10%
Pd/C(0.3g,50% wet). Hydrogenation was carried out under atmospheric pressure at room
temperature until hydrogen uptake ceased. The catalyst was filtered and washed by methanol.
The filtrates was concentrated under vacuum, and A1-16 was obtained as a yellow oil (286mg,
yield 100%). MS-ESI: [M+1]*: 257.1

Step 15. A solution of (R)-(+)-Lactamide (259mg, 2.8mmol, 5.0eq) and Et30-BF4 (543mg, 2.8
mmol, 5.0eq) in THF(10mL) was stirred 30mins at room temperature in nitrogen atmosphere.
Then the above solution was added to the mixture of A1-16 (143mg, 0.56mmol, 1.0eq) in
ethanol (10mL). After stirring for 2hrs at 85°C, the mixture was concentrated, added water and
extracted four times with ethyl acetate. The organic phase was discarded and the aqueous phase
was treated with saturated sodium bicarbonate solution (100mL) to pH 8, extracted twice with
ethyl acetate. The second organic phases was dried over anhydrous sodium sulfate, concentrated
to give the title compound as a light-yellow powder (80mg, yield 46%). MS-ESL: [M+1]": 311.4
IH NMR(300MHz, CDCl3): 9.005(s, 1H), 7.949(s, 1H),7.256(s, 1H),5.227-5.290(m, 1H), 4.766-
4.843(m, 1H), 2.783-2.864(m, 1H), 2.438-2.527(m, 4H), 2.068-2.192(m, 2H), 1.913-2.003(m,
2H), 1.767-1.846(d, 3H).

Example 2: Synthesis of trans-4-[2-(Hydroxymethyl)furo[3,2-b]imidazo[4,5-d]pyridin-1-yl]

cyclohexanecarbonitrile (2)
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5  Example 2 was made using the same procedure as Example 1 except that (R)-(+)-Lactamide is
replaced by 2-hydroxyacetamide in step 15): 40mg of title compound as a light-yellow powder,
MS-ESI: [M+1]": 297.4
'H NMR(300MHz, CDCl3): 9.048(s, 1H), 7.965(s, 1H), 7.286(s, 1H), 5.049(s, 2H), 4.702-
4.813(m, 1H), 2.753-2.873(m, 1H), 2.376-2.527(m, 4H), 2.087-2.226(m, 2H), 1.872-2.053(m,

10 2H).

Example 3: Synthesis of 2-[trans-4-[2-[(R)-1-Hydroxyethyl]furo[3,2-b]imidazo[4,5-d]
pyridin-1-yl]cyclohexyl]acetonitrile (3)

43



WO 2018/067422 PCT/US2017/054668

o AN
U
N
3
Scheme 3:
o)
s trans - j » TEA
o t-BuOH o~ o LAH HO™™ o VeGl
o N RT A =
DPPA NH O NH SO RT
o 100jee
A3-1 A3-2 A3-3
o* ‘o/"-Q o NaCN Ng-n ° TFA N
Nﬁu\oJ[\ DMSO Nﬁlko/{\ RT ¢ lNHZ
A3-4 A3-5 A3-6
=N
mO“‘\/?N “‘F —~
Ol \
SRS § AL L0
s~/ ~ DIPEA YV, > Vo
N s | p
N
A1-14 A7 ros )

5  Step 1. In nitrogen atmosphere, to a solution of trans-1,4-cyclohexane-dicarboxylic acid
monomethyl ester (A3-1) (100g, 0.538mol, 1.0eq) and triethylamine (57.4g, 0.568mol, 1.055¢q)
in t-butyl alcohol (1000mL) was added dropwise diphenylphosphoryl azide (155g, 0.563mol,
1.047eq) at room temperature. The mixture was refluxed over 16hrs. Upon completion by TLC,
the mixture was then cooled and concentrated. Water (1000mL) was added, and the mixture was

10  extracted three times with MTBE. Then the organic layer was washed with saturated sodium

bicarbonate solution and brine, dried over anhydrous sodium sulfate, concentrated and purified



10

15

20

25

30

WO 2018/067422 PCT/US2017/054668

by silica gel column chromatography to give compound A3-2 as an off-white powder (53g, yield
39.2%). MS-ESL[M+1]*: 257.1

Step 2. A suspension of LiAlH4 (9.0g, 0.236mol, 1.12eq) in THF (500mL) was cooled to 0°C in
ice-bath, and then added a solution of compound A3-2 (54.3g, 0.211mol, 1.0eq) in THF (200mL)
while keeping the temperature below 10°C. The reaction mixture was stirred overnight at room
temperature, and then quenched with sodium sulfate decahydrate (27g) at 15°C to 25°C, filtered
and the filtrate was concentrated to give compound A3-3 as a white powder (43g, yield 89%).
MS-ESL[M+1]*: 229.1

Step 3. A mixture of compound A3-3 (11.5g, 0.05mol, 1.0eq) and triethylamine (7.6g, 0.075mol,
1.5eq) in DCM (200mL), was added methylsufonyl chloride (6.9g, 0.06mol, 1.2eq) dropwise
below 10°C. After stirring for 2hrs at room temperature, water (300mL) was added. The mixture
was extracted twice with ethyl acetate. The combined extracts was washed with brine, dried over
anhydrous sodium sulfate, concentrated to give compound A3-4 as yellow liquid (16.0g, yield
100%). MS-ESL[M+1]*: 307.1

Step 4. To a solution of compound A3-4 (16.0g, 0.05mol, 1.0eq) in DMSO (150mL) was added
sodium cyanide (7.0g, 0.143mol, 2.86eq) in portions below 20°C. After stirring for Shrs at 85°C,
the mixture was cooled to room temperature, ice-water (500mL) was added. The mixture was
extracted twice with MTBE. The combined extracts was washed three times with brine, dried
over anhydrous sodium sulfate, concentrated and purified by silica gel column chromatography
to give compound A3-5 as white powder (9.3g, yield 78%). MS-ESL:[M+1]": 238.1.

'H NMR(300MHz, CDCl5): 4.408(m, 1H), 3.405(m, 1H), 2.263-2.285(d, 2H), 2.064-2.096(m,
2H), 1.457(s, 9H), 1.122-1.281(m, 4H).

Step 5. To a solution of compound A3-5 (1.1g, 4.6mmol, 1.0eq) in DCM (10mL) was added
TFA (6g). The reaction mixture was stirred for 2hrs at room temperature, then concentrated
under vacuum. Ice-water (15mL) was added and the solution was treated with aqueous sodium
hydroxide solution (4mol/L) to pH 10. Then the aqueous phase was extracted five times with

DCM/methanol (10/1). The combined extracts was dried over anhydrous sodium sulfate,
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concentrated to give compound A3-6 as a yellow oil (0.55g, yield 87.7%). MS-ESL[M+1]":
138.1.

Step 6 to step 8 are the same as step 13 to step 15 in Example 1 except that the amine Al-4 is
replaced by A3-6 to make the title compound: 70mg of light-yellow powder (Yield: 0.565%).
MS-ESI: [M+1]": 325.5

'H NMR(300MHz, CDCl3): 9.003(s, 1H), 7.965(s, 1H), 7.270(s, 1H), 5.255-5.298(m, 1H),
4.713-4.795(m, 1H), 2.439-2.611(m, 4H), 2.068-2.512(m, 5H), 1.808-1.829(d, 3H), 1.452-
1.576(d, 2H).

Example 4: Synthesis of 2-[(2R,55)-5-[2-[(R)-1-Hydroxyethyl]furo[3,2-b]imidazo[4,5-d]
pyridin-1-yl]tetrahydropyran-2-yl]acetonitrile (4)

46



10

15

WO 2018/067422 PCT/US2017/054668

Scheme 4:
o)
0 0 0 0
Boc,0 CICOOE! Q HOAC
H H ———— H——
H HBoc NaBH, HEB
2 o¢ HBoc
Ad-1 A4-2 A4-3 Ad4-4
x x
1 o\ N Ad4 | "ol
H — — Pd/C
\/\/p\/\/ L~ t-BuOK ’ ——
HBoc HBoc H,
A4S A4-8 A4-7 Ad-8

= D
o Ve o
I
o ] H H
A48 o PAIC H
—_—
DIPEA —_— D-Lactamide

——
Et,0-BF,

A1-14 A4-9 A4-10

Step 1. In a round bottom flask, triethylamine (188g, 1.86mol, 1.0eq) was added dropwise to a
stirred solution of di-tert-butyl dicarbonate (162g, 0.744mol, 1.2eq) and compound A4-1 (100g,
0.62mol, 1.0eq) in water (500mL) and 1,4-dioxane (500mL). After stirring for 18hrs at room
temperature, the solution was extracted with MTBE (500mL*2) and the aqueous phase was
cooled on ice and carefully acidified to pH 3 by slow addition of 10% citric acid solution. The
urethane was then extracted twice with ethyl acetate, and the combined extracts was washed with
brine, dried over anhydrous sodium sulfate, and concentrated to give compound A4-2 as clear
viscous oil (180g, yield 100%). MS-ESL:[M+1]": 262.1

Step 2. A solution of compound A4-2 (40g, 0.153mmol, 1.0eq) in THF (600mL) was treated
with 4-methylmorpholine (17g, 0.168, 1.1eq) at room temperature. The resulting mixture was
cooled to 0°C before being treated with isobutyl chloroformate (22.7g, 0.166mmol, 1.08¢q)
dropwise. The resulting reaction mixture was stirred at 0°C for an addition 20mins before being
filtered and washed with THF. Then the clear filtrate solution was cooed to 0°C, and treated with
a solution of NaBH4 (11.2g, 0.295mol, 1.93¢eq) in water (100mL). The resulting mixture was
stirred overnight at room temperature, and then quenched with an aqueous HCl solution

(1.0mol/L,200mL) dropwise, The mixture was extracted with ethyl acetate, and the combined
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extracts was washed with brine, dried over anhydrous sodium sulfate, concentrated to give

compound A4-3 as a yellow oil (25g, yield 66%). MS-ESL:[M+1]*: 248.1

Step 3. A solution of compound of A4-3 (25g, 0.1mol, 1.0eq) in toluene (300mL) and acetic acid
(150mL) was heated to reflux for Shrs and then cooled, concentrated under vacuum. The residual
was added saturated sodium bicarbonate solution to pH 7-8 in ice-bath. Then the mixture was
extracted three times with ethyl acetate, and the combined extracts was washed with brine, dried
over anhydrous sodium sulfate, concentrated and recrystallized by ethyl acetate and PE to give

compound A4-4 as a white powder (8.0g, yield 37.2%). GC-MS: 215

Step 4. A solution of tributyl phosphine (72.9g, 0.36mol, 1.0eq) in nitromethane (500mL), was
added dropwise chloroacetonitrile (27.2g, 0.36mol, 1.0eq) in nitrogen atmosphere. The resulting
reaction mixture was stirred for 16hrs at room temperature, then concentrated. The residual oil
solidified when a small amount of ethyl acetate was added. The solid was recrystallized by ethyl

acetate and DCM to afford compound A4-5 as a white powder (95g, yield 95%).

Step 5. To a solution of dry compound A4-5 (8.3g, 30mmol, 3.0eq) in N,N-dimethylacetamide
(30mL) in nitrogen atmosphere, was added solid Potassium tert-butoxide (3.1g, 28mmol, 2.8eq)
in portions at 0°C. The resulting mixture was gradually warmed to 30°C and stirred for 2hrs. The
resulting ylide solution was then treated with compound A4-4 (2.15g, 10mmol, 1.0eq), and
stirred overnight at 70°C. After cooled to room temperature, the resulting slurry was poured into
the mixture of ice-water (100mL) and saturated sodium bicarbonate solution (100mL). The
mixture was extracted twice with ethyl acetate, and the combined extracts was washed three
times with brine, dried over anhydrous sodium sulfate, concentrated to give compound A4-6 as

yellow oil without purification (7.5g, yield 100%). MS-ESL[M+1]": 239.1

Step 6. To a solution of compound A4-6 (7.5g, 10mmol, 1.0eq) in methanol (200mL), was added
10% Pd/C(0.5g,50% wet). Hydrogenation was carried out under atmospheric pressure at room
temperature until hydrogen uptake ceased. The catalyst was filtered and washed by methanol.
The filtrates was concentrated under vacuum, and purified by silica gel column chromatography
to give compound A4-7 as off-white powder (1.6g, yield 66.7%). MS-ESL[M+1]": 241.1
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Step 7. To a solution of compound A4-7 (1.6g, 6.67mmol, 1.0eq) in DCM (20mL), was added
TFA (10g, 88.5mmol, 13.2eq). The reaction mixture was stirred for 2 hrs at room temperature
until TLC showed the reaction was complete, then concentrated under vacuum. Water (20mL)
was added and the solution was treated with aqueous sodium hydroxide solution (4mol/L) to pH
10. Then the aqueous phase was extracted six times with DCM/methanol (10/1). The combined
extracts was dried over anhydrous sodium sulfate, concentrated to give compound A4-8 as light-
brown oil (950mg, yield 100%). MS-ESI:{M+1]": 141.1

Step 8. To a solution of compound A1-14 (prepared as step 4 to 12 in example 1) (600mg,
3.0mmol, 1.0eq) in n-butanol (15mL), was added compound A4-8 (950mg, 6.7mmol, 2.26eq)
and DIPEA (1.36g, 10.5mmol, 3.5eq). The reaction mixture was stirred for 1hr at 135°C,
concentrated and purified by silica gel column chromatography to give compound A4-9 (2R,5S)
as light-yellow powder (254mg, yield 28.0%) MS-ESL [M+1]": 303.1.

'H NMR(300MHz, ds-DMSO): 9.063(s, 1H), 8.503(d, 1H), 9.326(d, 1H), 7.176(d, 1H), 4.431-
4.513(m, 1H), 4.128-4.156(m, 1H), 3.633-3.659(m, 1H), 3.448-3.518(m, 1H), 2.775-
2.841(m,2H),2.205-2.312(m, 1H), 1.829-1.859(m, 2H), 1.501-1.521(m, 1H).

Step 9. To a solution of compound A4-9 (254g, 0.84mmol, 1.0eq) in methanol (20mL), was
added 10% Pd/C(0.15g,50% wet). Hydrogenation was carried out under atmospheric pressure at
room temperature until hydrogen uptake ceased. The catalyst was filtered and washed by
methanol. The filtrates was concentrated under vacuum, and compound A4-10 was obtained as
yellow oil (230mg, yield 100%). MS-ESL.[M+1]": 273.1

Step 10. A solution of D-Lactamide (388mg, 4.2mmol, 5.0eq) and Et30-BF4 (1.3g, 6.72mmol,
8.0eq) in THF (10mL) was stirred for 30mins at room temperature in nitrogen atmosphere. Then
the above solution was added to the mixture of compound A4-10 (230mg, 0.84mmol, 1.0eq) in
ethanol (10mL). After stirring for 3hrs at 85°C until HPLC showed the reaction was complete,
the mixture was concentrated, added water and extracted four times with ethyl acetate. The
organic phases was discarded and the aqueous phase was treated with saturated sodium

bicarbonate solution to pH 8, extracted twice with ethyl acetate. The second organic phases was
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dried over anhydrous sodium sulfate, concentrated and purified by silica gel column
chromatography to give the title compound as light-yellow powder (120mg, yield 43.8%). MS-
ESIL: [M+1]*: 327.6,

'H NMR(300MHz, CDCl3): 9.039(s, 1H), 7.939(d, 1H), 7.196(d, 1H), 5.235-5.336(m, 1H),
4.806-4.973(m, 1H), 4.403-4.483(t, 1H), 4.096-6.116(m, 2H), 2.700-2.807(m, 4H), 2.105-
2.312(m, 2H), 1.830-1.852(d, 3H).

Example 5: Synthesis of 3-[2-[(R)-1-Hydroxyethyl]-1H-furo[3,2-b]imidazo[4,5-d] pyridin-1-
y1]-N-(2,2,2-trifluoroethyl)pyrrolidine-1-carboxamide (5)
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Step 1. To a solution of compound A1-14 (prepared as step 4 to 12 in example 1) (820myg,
4.13mmol, 1.0eq) in n-butanol (15mL), was added compound A5-3 (1.0g, 5.37mmol, 1.3eq) and
DIPEA (1.6g, 12.4mmol, 3.0eq). The reaction mixture was stirred for 1hr at 135°C, concentrated
and purified by silica gel column chromatography to give compound A5-4 as yellow powder
(1.32g, yield 91.8%). MS-ESL:[M+1]*: 349.1

Step 2. To a solution of compound A5-4 (1.32g, 3.8mmol, 1.0eq) in DCM (15mL), was added a

solution of HCl in ethanol(30%w/w) (15mL). The reaction mixture was stirred for 2hrs at room

temperature until TLC showed the reaction was complete, then concentrated under vacuum. Ice-

s1



10

15

20

25

30

WO 2018/067422 PCT/US2017/054668

water (20mL) was added and the solution was treated with aqueous sodium hydroxide solution
(4mol/L) to pH 10. Then the aqueous phase was extracted three times with DCM. The combined
extracts was dried over anhydrous sodium sulfate, concentrated to give compound A5-5 as
yellow powder (950mg, yield 100%). MS-ESL[M+1]": 249.1

Step 3. A mixture of 2,2,2-trifluoroethylamine (A5-1) (1.21g, 12.2mmol, 1.0eq) and pyridine
(2.4g, 30.5mmol, 2.5¢q) in DCM (50mL) was cooled to 0°C, and treated with triphosgene
(1.34g, 4.52mmol, 0.37eq) in DCM (50mL) dropwise below 5°C. After addition, the reaction
mixture was stirred at 35 °Cfor 1hr and then 25°C for 2hrs. The isocyanate (AS5-2) solution was

used for next step without purification.

Step 4. A mixture of compound A5-5 (0.95g, 3.8mmol, 1.0eq) and pyridine (0.45g, 5.7mmol,
1.5eq) in DCM (60mL) was cooled to 10°C, and treated with the isocyanate (A5-2) solution
(12.2mmol, 3.2eq) dropwise. The reaction mixture was heated to reflux for 3h, and then cooled.
Saturated sodium bicarbonate solution (200mL) was added, the mixture was extracted twice with
DCM. The combined extracts was washed brine, dried over anhydrous sodium sulfate,
concentrated and purified by silica gel column chromatography to give compound A5-6 as
yellow powder (850mg, yield 60%). MS-ESI:[M+1]": 374.3

'H NMR(300MHz, ds-DMSO): 9.282(s, 1H), 8.718(d, 1H), 7.962(d, 1H),7.024(d, 1H), 5.165-
5.186(m, 1H), 4.642(m, 1H), 3.926-4.008(m, 3H), 3.517-3.675(m, 3H), 2.502-2.568(m, 1H),
2.206-2.267(m, 2H).

Step 5. To a solution of compound AS-6 (850mg, 2.28mmol, 1.0eq) in methanol (80mL), was
added 10% Pd/C (0.45g, 50% wet). Hydrogenation was carried out under atmospheric pressure at
room temperature until hydrogen uptake ceased. The catalyst was filtered and washed by
methanol. The filtrate was concentrated under vacuum, and compound A5-7 was obtained as
brown oil (800mg, yield 100%). MS-ESL:[M+1]": 344.3

Step 6. A solution of D-Lactamide(1.27g,13.68mmol,6.0eq) and Et30-BF4 (3.53g, 18.24mmol,

8.0eq) in THF (20mL) was stirred 30min at room temperature in nitrogen atmosphere. Then the

above solution was added to the mixture of compound AS-7 (800mg, 2.28mmol, 1.0eq) in
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ethanol (20mL). After stirring for Shrs at 85°C until HPLC showed the reaction was complete,
the mixture was concentrated, added HCI (1mol/L,30mL) and extracted four times with ethyl
acetate. The organic phases was discarded and the aqueous phase was treated with saturated
sodium bicarbonate solution to pH 8, extracted three times with ethyl acetate. The second
organic phase was dried over anhydrous sodium sulfate, concentrated and purified by silica gel
column chromatography to give the title compound as light-yellow powder (530mg, yield
58.5%). MS-ESI:[M-1]": 396.5.

I NMR (300MHz, d-DMSO): 8.931(s, 1H), 8.338(d, 1H), 7.276(d, 1H), 7.007(m, 1H),5.889-
5.910(m, 1H), 5.661-5.683(m, 1H), 5.251-5.273(m, 2H), 3.652-3.970(m, SH), 3.435-3.505(m,
1H), 2.455-2.712(m, 2H), 1.672(d, 3H).

Example 6: Synthesis of (R)-4-[2-(1-Hydroxyethyl)-1H-furo[3,2-b]imidazo[4,5-d]pyridin-1-
yl]-N-(2,2,2-trifluoroethyl)piperidine-1-carboxamide (6)

it

OH
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Scheme 6:

D-Lactamide

Et,0-BF,

The procedures are similar to those in Example 5 to produce the title compound as an off-white
powder (21mg, Yield:6.7%), MS-ESI:[M-1]:410.6.

5 'HNMR(300MHz, CD30D): 8.862(s, 1H), 8.046(d, 1H),7.150(d, 1H), 5.152-5.383(m, 2H),
4.325-4.386(m, 2H), 3.990-4.022(m, 2H), 3.110-3.192(m, 2H), 2.423-2.653(m, 2H), 1.984-
2.117(m, 2H), 1.793-1.915(d, 3H).

Example 7: Synthesis of 2-[(2R,5S)-5-[2-(Hydroxymethyl)furo[3,2-b]imidazo[4,5-d]pyridin-
10  1-yljtetrahydropyran-2-yl]acetonitrile (7)
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glycolamide
—ep

Et,0-BF,

A4-10 7

Step 1. In nitrogen atmosphere, to a solution of compound A1-14 (500mg, 2.0mmol, 1.0eq) in
butyl alcohol (8mL), were added compound A4-8 (350mg, 2.5mmol, 1.0eq) and DIPEA (403mg,
8.25mmol, 3.3eq). The reaction mixture was stirred 2hrs at 135°C, then concentrated and
purified by silica gel column chromatography to give compound A4-9 as yellow solid (194mg,
yield 25.6%). MS-ESL:[M+1]": 302.3

Step 2. To a solution of compound A4-9 (97mg, 1.0mmol) in methanol (15mL), was added 10%
Pd/C (50mg, 50% wet). Hydrogenation was carried out under atmospheric pressure at room
temperature until hydrogen uptake ceased. The catalyst was filtered and washed by methanol.
The filtrate was concentrated to give compound A4-10 as yellow oil (535mg, yield: 100%). MS-
ESI: [M+1]%: 272.5

Step 3. A solution of glycolamide (126mg, 1.6mmol, 5.0eq) and Et30-BF4 (310mg, 1.6mmol,
5.0eq) in THF (10mL) was stirred 30mins at room temperature in nitrogen atmosphere. Then the
above solution was added to the mixture of compound A4-10 (88mg, 0.32mmol, 1.0eq) in
ethanol (10mL). After stirring 12hrs at 85°C, the mixture was concentrated, added water and
extracted three times with ethyl acetate. The organic phases were discarded and the aqueous
phase was treated with saturated sodium bicarbonate solution (100mL) to pH: 8, then the mixture

was extracted twice with ethyl acetate. The second organic phase was dried over anhydrous
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sodium sulfate, concentrated and purified by silica gel column chromatography to give the title
compound as an off-white powder (70mg, yield: 70%). MS-ESL: [M+1]+: 313.5

1H NMR (300MHz, CDCls): 9.00(s, 1H), 7.95(d, 1H),7.26(d, 1H),5.27-5.29(m, 1H), 4.76-
4.84(m, 1H), 2.78-2.86(m, 1H), 2.43-2.52(m, 4H), 2.06-2.19(m, 2H), 1.91-2.00(m, 2H), 1.76-
1.84(d, 3H).

Example 8: Synthesis of 2-[(2S,5S)-5-[2-(Hydroxymethyl)furo[3,2-bJimidazo[4,5-d]pyridin-
1-yl]tetrahydropyran-2-yljacetonitrile (8)

Al-14 A4- A8-1

3
O
Pd/C H glycolam ide
e HzN 9 . _—
OQ Et,0-BF,
A8-2 8

Step 1. In nitrogen atmosphere, to a solution of compound A1-14 (500mg, 2.0mmol, 1.0eq) in
butyl alcohol (8mL), were added compound A4-8 (350mg, 2.5mmol, 1.0eq) and DIPEA (403mg,
8.25mmol, 3.3eq). The reaction mixture was stirred 2hrs at 135°C, then concentrated and
purified by silica gel column chromatography to give compound A8-1 as yellow solid (67mg,
yield 8.84%).

MS-ESI:[M+1]*: 302.3

Step 2. To a solution of compound A8-1 (67mg, 1.0mmol) in methanol (10mL), was added 10%
Pd/C (30mg,50% wet). Hydrogenation was carried out under atmospheric pressure at room
temperature until hydrogen uptake ceased. The catalyst was filtered and washed by methanol.

The filtrate was concentrated to give compound A8-2 as yellow oil (60mg, yield: 100%).
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MS-ESL: [M+1]*: 272.5

Step 3. A solution of glycolamide (105mg, 1.33mmol, 6.0eq) and EtsO-BF4 (258mg, 1.33mmol,
6.0eq) in THF (10mL) was stirred 30mins at room temperature in nitrogen atmosphere. Then the
above solution was added to the mixture of compound A8-2 (60mg, 0.221mmol, 1.0eq) in
ethanol (10mL). After stirring 12hrs at 85°C, the mixture was concentrated, added water and
extracted three times with ethyl acetate. The organic phases was discarded and the aqueous phase
was treated with saturated sodium bicarbonate solution (100mL) to pH: 8, then the mixture was
extracted twice with ethyl acetate. The second organic phases was dried over anhydrous sodium
sulfate, concentrated and purified by silica gel column chromatography to give the title
compound as an off-white powder (21mg, yield: 30.5%).

MS-ESIL: [M+1]*: 313.5

IH NMR(300MHz, CD3OD): 8.85(s, 1H), 8.29(d, 1H), 7.18(d, 1H), 4.98 (d, 3H), 4.35-4.42 (m,
2H), 3.95-3.99 (m, 1H), 3.48-3.65 (m, 1H), 3.04-3.11 (m, 1H), 2.67-2.76 (m, 1H), 1.97-2.31 (m,
3H).

Example 9: Synthesis of 2-[(2R,5S5)-5-[2-Ethylfuro[3,2-blimidazo[4,5-d] pyridin-1-yl]
tetrahydropyran-2-yl]acetonitrile (9)

"‘\\\
MQ N\
H trimethy! orthopropionate
H »
/

A4-10 9

In nitrogen atmosphere, a solution of compound A4-10 (1.1g, 4.04mmol, 1.0eq) and trimethyl
ortho-propionate(2.2mL) in 1,2-dichloroethane (50mL) was heated to reflux, and then added
pyridine hydrochloride (200mg). The reaction mixture was stirred 2hrs at 80°C, concentrated,
and treated with saturated sodium bicarbonate solution to pH: 8. The mixture was and extracted

twice with ethyl acetate. The combined organic phases was dried over anhydrous sodium sulfate,
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concentrated purified by silica gel column chromatography to give the title compound as a
yellow solid (800mg, yield: 63.8%).

MS-ESI: [M+1]": 311.0

'H NMR(300MHz, CDCls): 9.01(s, 1H), 7.91(d, 1H), 7.17(d, 1H), 4.54-4.59(m, 1H), 4.33-4.38(,
1H), 4.05-4.09(m, 2H), 3.01-3.06(m, 2H), 2.70-2.83(m, 3H), 2.15-2.19(m, 2H), 1.85-1.92(m,
1H), 1.49-1.54(t, 3H).

Example 10: Synthesis of 2-[(2R,5S)-5-[2-Furo[3,2-b]imidazo[4,5-d] pyridin-1-yl]
tetrahydropyran-2-yl]acetonitrile (10)

-“‘\\
o
H trimethyl orthoformate
H, .
Y/

A4-10 10

In nitrogen atmosphere, to a solution of compound A4-10 (136mg, 0.5mmol, 1.0eq) in trimethyl
ortho-formate(5.0mL), was added formic acid (1.0mL). The reaction mixture was stirred Thr at
80°C, concentrated, and treated with saturated sodium bicarbonate solution (100mL) to pH: 8.
The mixture was and extracted twice with ethyl acetate. The combined organic phases was dried
over anhydrous sodium sulfate, concentrated purified by silica gel column chromatography to
give the title compound as a yellow solid (400mg, yield: 28.4%).

MS-ESI: [M+1]*: 282.9

'H NMR(300MHz, CDCl3): 9.10(s, 1H), 7.94(s, 1H), 7.92(d, 1H), 7.19(d, 1H), 4.76-4.79(m,
1H), 4.32-4.37(m, 1H), 3.92-4.03(m, 2H), 2.71-2.73(d, 2H), 2.46-2.51(m, 2H), 2.17-2.21(m,
1H), 1.89-1.91(m, 1H).

Example 11: Synthesis of 2-[(2R,55)-5-[2-Methylfuro[3,2-blimidazo[4,5-d] pyridin-1-yl]
tetrahydropyran-2-yl]acetonitrile (11)

58



WO 2018/067422 PCT/US2017/054668

W
,G ‘ \N \ Co
O
HN

trimethyl orthoacetate /]
H 2 o

4

7\
o

A4-10 1

In nitrogen atmosphere, a solution of compound A4-10 (1.0g, 3.67mmol, 1.0eq) and

trimethyl ortho-acetate(2.0mL) in 1,2-dichloroethane (30mL) was heated to reflux, and then
added pyridine hydrochloride (200mg). The reaction mixture was stirred 2hrs at 80°C,
concentrated, and treated with saturated sodium bicarbonate solution to pH: 8. The mixture was
and extracted twice with ethyl acetate. The combined organic phases was dried over anhydrous
sodium sulfate, concentrated purified by silica gel column chromatography to give the title
compound as yellow solid (500mg, yield: 46.0%).

MS-ESI: [M+1]*: 296.9

'H NMR(300MHz, CDCls): 8.98(s, 1H), 7.91(d, 1H), 7.16(d, 1H), 4.54-4.59(m, 1H), 4.31-4.38(t,
1H), 4.02-4.09(m, 2H), 2.71-2.82(m, 6H), 2.15-2.22(m, 2H), 1.85-1.92(m, 1H).

BIOLOGICAL TEST
EXAMPLE B1: Jakl, 2, 3, Tyk2 Biochemical Assays

Assays were performed by Reaction Biology Corp, Malvern, PA. The procedure is briefly

described below.
Reagent:

Base Reaction buffer; 20 mM Hepes (pH 7.5), 10 mM MgCl,, 1 mM EGTA, 0.02% Brij35, 0.02
mg/ml BSA, 0.1 mM Na3VOs, 2 mM DTT, 1% DMSO. Required cofactors are added

individually to each kinase reaction
Reaction Procedure:

1. Prepare indicated substrate in freshly prepared Base Reaction Buffer
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2. Deliver any required cofactors to the substrate solution above
3. Deliver indicated kinase into the substrate solution and gently mix

4. Deliver compounds in DMSO into the kinase reaction mixture by Acoustic technology

(Echo550; nanoliter range), inclubate for 20 minutes at room temperature
5 5. Deliver ¥*P-ATP (specific activity 10 uCi/ul) into the reaction mixture to initiate the reaction.
6. Incubate kinase reaction for 2 hours at room temperature
7. Reactions are spotted onto P81 ion exchange paper
8. Detect kinase activity by filter-binding method.

Activities of compounds are summarized below based on the range of IC50: +: >1 uM,;
10 ++ 0.1 — 1 pM; +++ 10 — 100 nM; ++++: <10nM; NT: not tested. Examples 3, 4, 7,9

are potent and selective Jak1 inhibitors.

Example Jak1 Jak2
1 ++ NT
2 ++ NT
3 ++++ ++
4 ++++ ++
5 + +
6 +
7 A+ ++
8 ++ +
9 4+ ++
11 A -+

EXAMPLE B2: Human Whole blood p-STAT3 assay
Materials and Reagents:

15 1. Whole blood samples from human donors
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2. IL-6 (R&D systems; Cat#206-IL)

3. Thrombopoietin (TPO; R&D systems; Cat# 288-TP)
4. Red Blood Cell Lysis Buffer (Qiagen, Cat#79217)

5. ELISA kit for pSTAT3 (Invitrogen; Cat# KHO0481)
Instruments:

1. Centrifuge

2. Envision; absorbance at 450 nm

Procedure:

1. 150 pl heparinized blood sample/tube.

2. Compounds at various concentrations is added to the blood, incubate for 10 min at RT (10

doses, 2 replicates for each compound).

3. Add IL-6 (final concentration: 100 ng/ml) or TPO (final conc: 50ng/ml) to the blood for 15

min.

4. After the stimulation, add 0.6 mL RBC lysis buffer (Qiagen 79217) and mix and rock for 1-2
minutes at room temperature before centrifugation to remove lyzed RBCs. This step may be

repeated once if RBCs are not lyzed completely. Harvest the WBCs.

5. Add 200 pl cell lysis buffer, ice 30min.

6. Centrifuge at 16,000 g, 10 min, 4°C.

7. Transfer the supernatant to a new tube as cell lysate.

8. Run ELISA procedure according to the product instruction of ELIA kit.

In these assays, Examples 3, 4 and 7 showed selective inhibition of IL-6 induced STAT3
phosphorylation, but not TPO induced STAT3 phosphorylation as shown below based on the
range of IC50: +: >100 uM; ++: 20 — 100 uM; +++: 5 — 20 uM; ++++: <5 uM. Example 11
also showed some activity in the TPO induced STAT3 phosphorylation assay.
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Example IL-6 TPO
3 ++++ +
4 ++++ +
7 -+ +
11 ++++ ++
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What is claimed:

1.

A compound of formula I:

N o]
or a pharmaceutically acceptable salt thereof, or a prodrug, or a pharmaceutically
acceptable salt of a prodrug thereof; or a hydrate, solvate, or polymorph thereof,
wherein:
R'is H, halo, or C1 alkyl optionally substituted with 1, 2, or 3 substituents
independently selected from the group consisting of halo, OH, CN, OR, NHR, NRR’,
N(R)C(=0)R’, N(R)C(=0)(O)R’, OC(=O)NRR’, C(=O)R, C(=O)NRR’,
N(R)S(0)2R’, S(O)2R, and S(O):NRR’;
R?is H, halo, or C1 alkyl;
Cy is C3.7 cycloalkyl, 3-7 membered heterocyclyl, phenyl, or 5-6 membered
heteroaryl, each optionally substituted with 1, 2, or 3 substituents independently
selected from the group consisting of R*, oxo, halo, OH, CN, OR, NHR, NRR’,
N(R)C(=0)R’, N(R)C(=0)(O)R’, OC(=O)NRR’, C(=O)R, C(=O)NRR’,
N(R)S(O)R’, S(O)2R, and S(0);NRR’, wherein R? is C1.3 alkyl optionally substituted
with 1, 2, or 3 substituents independently selected from the group consisting of halo,
OH, CN, OR, NHR, NRR’, N(R)C(=O0)R’, N(R)C(=0)(O)R’, OC(=O)NRR’,
C(=O)R, C(=O)NRR’, N(R)S(O)2R’, S(O)2R, and S(O):NRR’;
R, R’ each is independently H, or C1.3 alkyl optionally substituted with 1, 2, or 3
substituents independently selected from the group consisting of halo, OH, and CN.

A compound of formula I in claim 1 wherein Cy is Cs.7 cycloalkyl, or 5-7 membered
heterocyclyl, each optionally substituted with 1, 2, or 3 substituents independently
selected from the group consisting of R?, oxo, halo, OH, CN, OR, NHR, NRR’,
N(R)C(=O0)R’, N(R)C(=0)(O)R’, OC(=0)NRR’, C(=0)R, C(=O)NRR’,
N(R)S(0)R’, S(O):R, and S(O);NRR’, wherein R? is C1.3 alkyl optionally substituted
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with 1, 2, or 3 substituents independently selected from the group consisting of halo,
OH, CN, OR, NHR, NRR’, N(R)C(=0)R’, N(R)C(=0)(O)R’, OC(=O)NRR’,
C(=0)R, C(=O)NRR’, N(R)S(0)2R’, S(O)2R, and S(O)NRR’.

A compound of formula I in claim 1 wherein R? is hydrogen.

4, A compound of claim 1 wherein the compound is selected from the group consisting
of:

trans-4-[2-[(R)-1-Hydroxyethyl]-1H-furo[3,2-b]imidazo[4,5-d]pyridin-1-yi]

cyclohexanecarbonitrile (1),

trans-4-[2-(Hydroxymethyl)furo[3,2-b]imidazo[4,5-d]pyridin-1-yl]

cyclohexanecarbonitrile (2),

2-[trans-4-[2-[(R)-1-Hydroxyethyl]furo[3,2-b]imidazo[4,5-d]pyridin-1-yl]cyclohexyl]

acetonitrile (3),

2-[(2R,55)-5-[2-[(R)-1-Hydroxyethyl]furo[3,2-blimidazo[4,5-d]pyridin-1-yl]
tetrahydropyran-2-yl]acetonitrile (4),
3-[2-[(R)-1-Hydroxyethyl]-1H-furo[3,2-blimidazo[4,5-d]pyridin-1-y1}-N-(2,2,2-
trifluoroethyl)pyrrolidine-1-carboxamide (5),
(R)-4-[2-(1-Hydroxyethyl)-1H-furo[3,2-bJimidazo[4,5-d]pyridin-1-yl]-N-(2,2,2-
trifluoroethyl)piperidine-1-carboxamide (6),
2-[(2R,58)-5-[2~(Hydroxymethyl)furo[3,2-b]imidazo[4,5-d]pyridin-1-
yl]tetrahydropyran-2-yl]acetonitrile (7),
2-[(28,5S)-5-[2-(Hydroxymethyl)furo[3,2-b]imidazo[4,5-d]pyridin-1-
yl]tetrahydropyran-2-yl]acetonitrile (8),
2-[(2R,58)-5-[2-Ethylfuro[3,2-b]imidazo[4,5-d] pyridin-1-yl] tetrahydropyran-2-
yl]acetonitrile (9),

2-[(2R,58)-5-[2-Furo[3,2-blimidazo[4,5-d] pyridin-1-yl] tetrahydropyran-2-
yl]acetonitrile (10),

and
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10.

11.

12.

2-[(2R,55)-5-[2-Methylfuro[3,2-b]imidazo[4,5-d] pyridin-1-yl] tetrahydropyran-2-
yl]acetonitrile (11).

A method of treating a disease in a subject comprising administering to the subject a

compound of any one of claims 1-4.

A method of treating a disease in a subject comprising administering to the subject a

composition comprising a compound of any one of claims 1-4.
The method of claim 5, wherein the disease is mediated by the Jak1 protein kinase.

The method of claim 5, wherein the disease is mediated primarily by the Jak1 protein

kinase, but also to some extent by the Jak2 protein kinase.

The method of any one of the claims 5-8, wherein the disease is an autoimmune
disease or disorder, an inflammatory disease or disorder, a cancer or neoplastic

disease or disorder.
The method of claim 9, wherein the disease is rheumatoid arthritis.

The compound of formula A1-14 which can be used to make compounds of formula I
in claim 1
[o] Cl
Il
04N ~ °
QP
N

A1-14

A process for preparing a compound of claim 1, comprising contacting a compound

of formula V:

Cy

HN
) HN | o
N /
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and a compound of formula VI

O

A

R NH,
Vi

in the presence of a (C1.6)3 alkyloxonium tetrafluoroborate at sufficient temperature,

and for sufficient time to produce a compound of formula I:

R1

ot

N 0 2
I | g R
N

wherein R? is H, and R! and Cy are as defined in claim 1.

13.  The process of claim 12, wherein the (C1)3 alkyloxonium tetrafluoroborate reagent is

triethyloxonium tetrafluoroborate.

14.  The process of claim 12, wherein the compound of formula V is prepared by a

process comprising reducing a compound of formula VII:

ﬁ "
P NF 0
VI S I/
N

in the presence of a hydrogenation catalyst and hydrogen gas at sufficient
temperature, sufficient pressure and for sufficient time to produce a compound of

formula V wherein Cy is as defined in claim 1.

15.  The process of claim 14, wherein the hydrogenation catalyst is palladium on carbon.

16.  The process of claim 14, wherein the compound of formula VIl is prepared by a

process comprising contacting a compound of formula A1-14:
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Cl

o

O,
N

=z
A1-14 ™ | /
N

and a compound of formula VIII:

Cy—NH,
VIl

in the presence of a base at sufficient temperature, and for sufficient time to produce a

compound of formula VII wherein Cy is as defined in claim 1.

17.  The process of claim 16, wherein the base is N,N-Diisopropylethylamine.
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1. —FRIEY:

yal

BHEAFE R RZ M AT S AT A A LT i SR &Y BRI
BNZmEY,

o

RUEH. G BB Ci-shi g , TR Cr-shi AT M 1 . 283N Jh ST 3% B B 7 2% . OH.CN.OR \NHR,
NRR N(R)C(=0)R \NR) C(=0) (O)R’ .0C(=0) NRR’ .C (=0) R.C(=0)NRR" \N(R) S (0) 2R -
S (0) 2RFAS (0) 2NRR’ £H A 45 HO B AR B BT BUAR 5

REREH. 1 FE B C1-s ke 2 ;

CyRCo-r 3R bt 3-T U IR EE R B 560 22 5 &, B BATIEW L 283 M2 B B
R AL % 2 .OH.CN.OR.NHR.NRR" .N(R) C(=0) R .N(R) C (=0) (O)R’ .0C (=0)NRR’ .C (=
0) R\C (=0) NRR* \N(R) S (0) 2R S (0) 2RANS (0) 2NRR’ 4 B f) £H Ay BRAX L BT AR, , H PR A Ch-s
bk, FAE G 1  288 34N a2 % B HH 5g & W OH.CNLOR.NHR.NRR’ .N(R) C (=0)R .NR) C (=0)
(R .0C(=0)NRR .C(=0)R.C(=0)NRR" \N(R) S(0) 2R’ S (0) 2RFNS (0) :NRR’ £ il Ff 4 ) X
AEPTEU

R\R' & B JH 5L GHERC -3 )5t B , Tl Co-s R BAR IR 4 1 L 283 3238 B HR <1 & . OHFACN
2R R F 4R B R B AR

2 REAHERIFTR ) N IWEY, A Cy ACs IR B5-Ton 0 30 &, & B AR IR 4
1,283 7% B RS 44 . 59 25 LOH.CNLOR.NHR.NRR* .NR) C(=0)R’ .N(R) C(=0) (0)
R .0C(=0)NRR’ .C(=0)R.C(=0)NRR" .N(R) S (0) 2R’ .S (0) 2RFAS (0) 2NRR" ZH ji% Pty 42 1 B AR
FEETER, EAFRAC- b5, TR Cr-s e B AT 3 1. 283Nk 32 3% B 1 57 & L OH.CN. OR,
NHR.NRR’ \N(R) C(=0)R’ .N(R) C (=0) (0) R’ .OC (=0) NRR’ .C (=0) R.C(=0)NRR’ .N(R) S
(0) 2R* +S (0) 2RFAS (0) 2NRR® £H %, #y 4H iy BR AR ZE BT BUAR,

3ARBRAER IR NI EY, LFRZES.

4 RBERFNER TR EY, KPR &0E B B T HIH R A

RAR-4-[2-[ R) ~1-2Z 5] -1H-RRIE 3 (3, 2-b] Bk M 3F [4, 5-d ] b BE—-1-3& ) IR 2 e R
& (1),

RR-4-[2- GEH ) B [3, 2-b ] kw3 (4, 5-d ke -1-E 12 H I Q) ,

2-[R-4-[2- R) -1-¥2 Z F 1Bk 35 (3, 2-b I BEME 3 (4, 5-d] b - 1-F 1 RO H ) 21
3),

2-[(2R,5S) -5-[2-[ (R) ~1-¥2 Z. F: I Wk R 3 [3, 2-b] WK M 3 (4, 5-d I b e —1-%E ] DU &tk
m-2-%]1 2% @) ,

3-[2-[ (R) -1-F2 Z &]-1H-MRmg H [3, 2-b] WKL H: [4, 5-dIMbAE-1-F]-N-(2,2,2- =%
Z5) Mo k- 1-F Bk (5) |

(R) —4-[2- (1-F2 Z &) —1H-PRAg £ [3, 2-b] WKL H: 4, 5-d]MERE-1-F]-N- (2,2, 2- =5
Z5) WRnE-1-F BR A% (6)
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2-[ (2R, 58) —5-[2— (R B &) ki H: (3, 2-b] Bk ME 3F (4, 5—d ] I -1-E] JU St g -2
HEIZE D,

2-[ (2S,5S) -5-[2~ (R PR £E) Wi (3, 2-b 1 BKME 3 [4, 5-d ] ntknE— 1 -2 ] 9 &t e -2~
HIZHE®),

2-[ (2R,5S) ~5-[2-Z, MKk IR 3 [3, 2-b] WK ME I [4, 5-d ] e -1-F] WAt -2-#]1 &
HOB

2-[(2R,5S) —5-[2-Wk Mg f [3, 2-b] kM [4, 5-d]mkrne-1-F ] U At -2-& ] Z /7
(10),

#n

2-[ (2R, 5S) —5- [2-FF EEmkmg [ 3, 2-b] kM 3 (4, 5-d] mbme-1-Z] At -2-%] 2
E(11) .

5. —MiGIT 2R E PR, AR B b AR i AR B Sk -4 — DU iR
L &4 .

6. —FhVE T 2 IRE FIRIBHI 5, BFE M TR 2 R i SRR ER1-4FF—
Frid &I A&

7 RERRE RSB R 7, Horh i B 2 H Jak 1 52 B2 BB A 21 .

8. MRBRRIEL RS FTIR I 71, A TR 5w £ B2 B Jek 1 BB N S 40, (B AR
FIEE i Jak2 B EEEN 5.

9 ARBAFNERS-8HFAE— TR R A, HP TR w2 B 5 8 RN al g . &
P 95 T B R 5 B I B PR YT R S B R A

10 FRABEACRE R IFTR I J7 3%, Hop Frid R R 2 KRB R TR

11. 86 T 5 &R ER 1P R I E R RAL- 14465

o Ci

N
o? ~ o

A1-14 ~ |
N

12. —F AT HI &AM ER ISR TS, BREEXVRIHLED:

Cy
HN"

53V -
o)

1*

R NH,
Vi

A,
7E (C-o) she R EG U AR LRI FTE T, FE R W RRE T H 21T R RIS &) LU= 4 T
HItL &
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R
"
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I NN _g
|//R
N

H AR RH, HRUFICY i FIE R 1o BT 58 X

13 IRIEAANERI12FTIRE T7VE , P TR (Ci-0) skt ST AR B W R = 2 2 &
s 0 B AER & .

14 RIEANERI2FTRE T7iE , Hrp VB S8 BT 778 &, SR IR AVIT
Rt &4

C
ﬁ Wl
P NF °
Vil ~ | Y

N

ENEEUFIMEREET , ERBHRIRE . R IE /T IHET 2 R & L4
AVHIML &, Ferp Cy AU ZE SR 1F 5E o

15 ARIEBCF B R 14FIR B 759, Eorh BT IS e 4 77 = 20 B

16 AR B E R 14Fr R B 77, Hp Brid VITH) 4k & Wil LT 7 4%, 4t
HAL-14H9 &9

ﬁ cl

04"N 2 °

A1-14 N | Y,
HARVITIFWEY)
Cy-NH2

VIII

b,

FEBLHI A AE T , 72 R 05 AR BE T 34T R BRI B 18] LA = A2 SQVITHIL &4, B mp Cy iR
BRI FTRE o
17 AR ZE R L6 IR B TT VS P TR 2N N-T R A AL .
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FBY Jak 1R SFEHDHIF B H iR

[0001]  AHRHIEHIZE X 5 H
[0002] AHRIEER20165E10 B3H AW FFS H62/403, 6600 3 F IF K B F K54
B, e SELS HEF T,

ARG

[0003] A& B B AF ik Wk Jak LISAG #0040 770 94 357 B 1 H-Wk MR 9% (3, 2-b 1 kI 3[4, 5-d]
WERERTAEY) , B2 % L TR 5 R R K EMI L R AR T RS T a8 S
AEAUE KA GV KX A S YIEIRIT 55 Jak LA S B B R RIR ) 77 ¥55 i) 3
FHA A T6IT 5Tak TG AR R AT, 5100 B S S B PR A R BURAS | % M SR A5 LA
K FEAE BN A PR B B b A

HREAR

(0004] FEHPMARTERTEZMARSEMEFAMRINGEPTRIEREEERN — KK
TR B BT o X S Y 3R 40 JE PR ) VTR SRS - R AR B R R BAES , U0 Janus i BE Rk
(Jakl.Jak2.Jak3FTyk2) ; S BE R BRES , o if /MR A7 4 A4 K B 7 5248 34 B (PDGFR) ; F1
L F R/ T B R VA , tnb-RAF  JEVF 22 B IR A o W 22 21 B % O VR BT 1, B 98 B MR 1
WETEPERRAG DL K S & R LR R AN E 0SS B R « A R AL B 0k B ) — b
B2 PR B IR A XY T AR AR S BRI VS M 3 B SR AT R 9T Bk B s —
T2 T ER A SRR , R 8 G S5 AR S BB A 178 A R BIYEH .

[0005] EAT 5, JanusPEE R IR B &40 MM K IE AR : Jakl . Jak2. Jak3 FIES & B
B2 (Tyk2) o 1% L5240 f o7 B BRI S5 M A B IR 7 =2 Ak (4 4n s LRSS y B S2 M FOME 2R 9 130
(gp130) BEAEE 1) 3% Murray, J. Immunol . 178 (5) :2623-2629,2007) . JL 40754 i K F
Z KBTI 4T Jak KR AR G2 R B 7R TR & R B E S 5% (STAT) RIERAKIE
B4 R EIEF) (Ghoreschi%%, Immunol Rev.228 (1) :273-287,2009) . 5H k& &0 41
R F 4 B E &R B 5h TakiiE - Jak 5K R 808G i it Sk (8 40 e () 7 2 1A TR B il g
1k, A& HRRREIVEME2 (SH2) BB B B (STATRE FFIH AR VR 7)) Peae 454460 &, b S B
JakBEER WU TG AL STATHE N SRR AZR , JF 46 (R 32 B 40 B 4 B i S i A0 R 7 R | 7
¥tk R F A4 T 215 (Schindler®s, J.Biol.Chem. 282 (28) :20059-20063,2007) . Jaki#
TEIC 22 IR VLR 3-8 (PI3K) A B BEEBN S 112 B B A 30 7E .

[0006]  Jak3FAJakl@H M. v —EEA MK 724k & & W 4H 5 , 7 LI 9 3 4T — Fb i) B W
WHREMERE T (AABEAE (L) -2,4,7,9,155021) B{ES44S (Ghoreschi®,
Immunol.Rev.228 (1) :273-287,2009) . Mitb 2 T, HA R E LM< E F (AIL-6) X
K HE T Jakl. F 3, Jak 1BH W 008 7 VF 2R R IR F 912 548 5 (Guschin et al,EMBO
J.14(7) :1421-1429,1995) . MER | IL-652 4 h FIHL A —FEBR L PTE L KU ST R RA)
R IG AR ST % Maini%% ,Arthritis Rheum.54 (9) :2817-2829,2006) .

(00071 A ZEXF Jakl FlJak 2B 6 Z M KRG HR . B Z Jak 119 /N R AERE 7= #ASE TS (Schindler
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%,J.Biol Chem.282(28) :20059-20063,2007) /N 5 i Jak 285 Fe th 2 BUAr (1, Bh T 4L 48
OAE B BRIG , Jak2 ™ ERRTE 2 B fE SR 12 R A SE 13 R Z IABET- (Neubauer,Cell 93 (3) :
397-409,1998) . T HIR T FEAKH K Jak 3B , 3 HAEA B &Y LA BRIA™ BRI EK
HHREGRE, B ENABER EEAR BB R OEMEESER . BB Jak35IE R
LB Z fEATA M AINKG L H H BB A IEEBAINEE . HAb, ik 7 NEP M Tyk2-
HREG, RIAPURE DN Z Z 4R 15 [gEF = FF R B2 & Minegishi®$, Immunity 25
(5) :745-755,2006) .

[0008] % -F JaklFNJak2Z 8 f & ELE M AMIME Williams®F, J . Mai.Biol.387 (1) :219-
232,2009) , CEAR I K ZH Jak 1 3IPH] 54 Jak2 (Incyte Corp.press release,
10Nov.2010;Changelian®¥,Science 302 (5646) :875-878,2003) .

(0009]  HUAHMIR FIT¥EC LN NRAVETT AR HE . FE N KA, SR 22 (0 E 38 2 B Jak 1401
2 F 167 RARRAE AR BB BT i 2 MR AR IR I C LR 7 FPfizer 1 Jak 1/
MR B B (tofacitinib) (Kremer,Arthritis Rheum.60 (7) :1895-1905,2009;
Riese®ZBest Pract.Res.Clin.Rheumatol.24 (4) :513-526,2010) .Incyte/LillyfyJak 1/
2H1H175)—INCB-28050/LY3009104 (Incyte Corp.press release,11 H10H,2010) 8%&
GalapagosH]Jakl#1#!57—GLP0634 (Galapagos NV press release,11 H22H,2011) fEiX
PR E SR B ET.

[0010] Xy %o B G4 P (MTX) A 7843 REZ BT 5210 P B &2 @ B VE B R RAR AR B
& e—Jak1 0 Jak3f 4507, F VR — ik ElE SMTXEH thIE £ ¥IDMARDAE & E7E
@ AR AL E R 5 2B FAE, 3T TS R HRARE 2H S IR i 24
M E % (Fleischmann, Curr.Opin.Rheumatol .24 (3) :335-341,2012;Kremer%s,Arthritis
Rheum.64 (4) :970-981,2012;Fleischmann®,Arthritis Rheum.64 (3) :617-629,2012) &
B, i M EA R RS RRGY , B 5N 28 e B H 5% IR R fR B R, b4, 1E
WE T Er%R (BIEEBUIES AR B FIVL RS, an AR HA B R Gy PR ER TR . BiE
RERE TR RR 2 KA IREZ B 4R R B B . R R B R R
22 3| pk B2 98 R0 oA TR A BT o 7E I FETE S JE FIER B S B HI I 5 VR T ) S A R A &
Z|EB (Epstein-Barr) fA B AH R R AE fE k2 4H UG TE PR AS 30 0 U iR S T BRI E B
) EEBmES AN, R TEREREHO, BESEX R ER MmN aEE
FIBEAHRE T b4, RE T a8 (R AR ZEE [(ALT] R H R 28 [AST]) fuif
TE WLER BT ) 7SR 18 b, BA X LDL \HDLAN & AE & B /K /) F & o

(00111 VX-509 (Jak3HJ#0H15H)) FERA & o B 2 AR 78 1 B 1 R G JXURS: B 38 7 it g 7k
Fryighn Fleischmann®  Arthritis Rheum.63:LB3,2011)

[0012]  7E2014iE B HARAEE H , B PaE JB (baricitinib) (—F DO IRG ZEREMETak1 Fl
Jak2#P#I 7)) HIHIA52 B 89 FF R S B4 B IE A 1K 2b B 2 P SR R I ML & PR IR T L 5 1
B R ] B R MR RNIG R L B ER I = R R (ALTIE . 73 i ULER e (K1 #
A, FBHRE—NRRE) W TERERE ALTAR) , — N ZREL L KE
—{FIFE T 3 ELUA R T HEW A O EE 2 (Keystone®, Ann.Rheum.Dis. 71 (Suppl 3) :152,
2012;Genovese® ,Arthritis Rheum.64 (Suppl 10) :2487,2012;Taylor% ,abstract
0P0047,EULAR 2013,the Annual Congress of the European League Against

6
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Rheumatism.201375 H12-15;Madrid, Spain) »

[0013] REBMBFELIRTIER, BRFLRARZ X LK BB IE BB MR
R BIATT 7T 87 JTakBEL W 77 BT 6678 25045 1 28 73 3 1k B AR, (B 25 — AR Jak 355 (ln3eiE
BRAETEE ) REGEADIH LI 1, 2045 R IE L HIR HI7 B R 2422
i

[0014)  EAATWF , B —RJakiMHIFFIE S R MEFEE e o BIRAE N Jak1/ Jak 340 i 57 A1
Jak1/Jak240#07) (Fridman®s, J. Immunol ., 184:5298-5307,2010 ; Meyer%s,J.Inflamm.
(Lond.) 7:41,2010; fiTaylor%:,Rheumatology 52:144-i55,2013) JREHHIH 4 NE5E
(45 3R, (8 i T IR 1 57 B B0 T 5% P 13 R, X 2 58 — 4R Ja k 30 81 571 2K A% 1% B e & 3098 7
(Fleischmann®,Curr.Opin.Rheumatol.24:335-341,2012;Riese% ,Best
Pract.Res.Clin.Rheumatol.24:513-526,2010) . O 51 JAKAE40 % Rl i B3s b R IEE H
(Murray,J. Immunol.178:2623-2629,2007) . AT , RE X FFL S W5 JAKR E RS T
Al G 0%, (ELIX LS 50 #1570 T BE X JAK SR P B R B VR 78 A FE B I B 44 51 4, ZERAFH Y
FEEBREIIMARYE, "TEROMMKERFEREANAFNERSIE K (Pfizer,
Investigators Brochure.In FDA Advisory Board (Bethesda MD) ,2012;Riese®¥,Best
Pract.Res.Clin.Rheumatol.24:513-526,2010) . ft4h, FEITIRAFEVE® BiRIE P IRE T
2 BRI 3 i (RT B 44 & FNK U v+ 50 P& ) (0° Shea, Ann.Rheum.Dis.72 (Suppl 2):
iil 11-115,2013;Pfizer,Investigators Brochure.In FDA Advisory Board (Bethesda
MD) ,2012) . B F 4 B2 1 Jak2 A0 Jak 3 HIEPOMI IL-15/E 5465, H X LI & 2 51K
(Jost#1Altfeld,Annu.Rev.Immunol.31:163-194,2013;Kennedy%s,J.Exp.Med.191:771-
780,2000; #IRichmond%%, Trends Cell Biol.15:146-155,2005) .55 b, FHGST S5RAH
B BT LA 2R AT B 2 BR X VAR T I SE 2 AT R RL AL

[0015] BRI, JE A5 A Jak #1570 ) A BTV T I B TER W R M BT 7 3R . F R Jak 1iE#H
PR HIF B 2% ) IEFE AT & (ZakZ5E ] . Med . Chem.2013,56,4764-4785 ;Menet & Future
Med.Chem.2015,7,203-235;W02013/007768) . 28 Y IEEFF KB Jak L iEFEM LS E
GLP0634.ABT-494 (W02015/061665) , LA K3k H Incyte BB iE £ Fl 2 FF (W02015/168246)
WIS Y, (B RIBI A Jak L1 B 30 S 70 B fH v

[0016] A SCH, F &Y IH-RRIEG F: (3, 2-b] Bk 3 (4, 5-d ] ibRE AT A 0 1R Sl Jak g 5 14
I X A D FEE AR B SR A ST B F1R77 5 Jak G R LK RS, 4
W B 5 IR MR B RR AT , B R MR R B RS , LA R R RE BX 3 bR R B R RS .

RANE

(0017)  AKRBHAF T VR BEtE Jak 1B 1 1 77 i 57 2 LH-BR IR 5F (3, 2-b KM 3% (4, 5-
dImERE AT, ENA % LT R R & BRI K EMME B RY AR RE TR
EARRANEDRIA GV RIX A SYEIRTT 5 Jak UK BR AFRR 89 77 v 5 1 H
[0018] A& BRIBITIR Mt M) NI S YR T L IR 7] R -
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[0019] N
I l

N O
P W
[0020] B HZj% ERTEEMEh  SAT s AT 20 2 5 LT 832 1 26 s BREOK & 4 I 77
&/ e TiLF
(0021} Hrh.
[0022]  RYEH.p ZHEKCi-se 5 , FHRCI-shi AL 47 1 280357 %6 B B 1 2% LOH.CN . OR.
NHR.NRR* \N(R) C(=0)R* .\N(R) C(=0) (0)R’ .OC(=0)NRR’ .C(=0)R.C(=0)NRR .N(R) S
(0) 2R S (0) 2RFAS (0) 2NRR® £H B, H) 4HL B B AR FE BT AR ;
[0023]  R%*EH.pq ZENC1-shm At ;
[0024]  CyRCa-rFAfedt 3~-T L Z IR R E B 5-6 04475 3, & B ARk #E 1 283 M M Sr ik
B R E X % & JOH.CN.OR.NHR.\NRR’ N (R) C(=0)R .N(R) C(=0) (0)R .0C(=0)NRR’ .C
(=0)R.C(=0)NRR’" \N(R) S (0) 2R’ .S (0) 2RFNS (0) 2NRR 4H i B 4L BO BUAR B2 BT BUAR, , L HHRS g
Ci-sftd , AT 1, 280 3l 3L 3% H B 7 % JOH.CN.OR.NHR.NRR’ \N(R) C (=0)R’ .N(R) C
(=0) ()R .0C (=0)NRR’ .C(=0)R.C(=0)NRR" .N(R) S (0) 2R’ .S (0) 2RFAS (0) 2NRR® £H K1
R B TR
[0025)  R.R' & B L AHECi-sfe e , BT Cr-sh AT 45 1 2B 3N AL B i % O
FNCNZH R ) 45 B9 B AR ZE B BRAR
[0026] AR BHRIML A FIE A ENIA ST BT 1877 Jak L %5 B 2% | B A B LA IR
BE R EAIR B,
[0027]  FE5—J5 T, A KB RIGTTH T B 23R W5 m BOR R IR I 5 i, B )
ZAE BRI ERNA A EWE 25 % L2 i E T EK &4 (A
B o BRI B R AR T LA Tak LR PR AT A 22 7 B 3 R o 191200 , 122 3897 B0 6 i
RATEAZ B B G B PR R B S, 51 S0 28 KB S0 5 R B JE M R R Bk B 8, LA R e i B
PR ST 1 R R BN R B (B, L FE AR SO R IR AR L)
[0028] FEZ—THTH, A KB KRAL-14091L &4
o] Cl
1

[0029] 0P NP N0

A1-14 \N‘ Y/

[0030]  HAMTH#IZRNINEWHIIIEREH.
[0031) 7257 —TJ5TH , AR B Kl & R & YR J5

R1

ey
Pt

[0032] : N SR}

| A

[0033] BIFHHAVEIHLEY):
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Cy
HN

[0034] HN o
Y y

[0035]  FNVIHIALE Y.

O

[0036] R1/U\NH2
VI

[0037]  ifuh,

[0038)  7E (Cr-6) )i HFSH U HE MBS FE T, ER B EE T, 317 & %1 ) A=
AP EY:
-
[0039] Y o

| | Jy R
[0040]  HECAFRZRH, H HRUFICYHN EATE Yo (Cie) s B ESSTUEMB E T U R = Z 85
sHVUEAER £ .
[0041]  FER—T5H, ARHE K &ERVUED S, RARBERERVIINALEY:

2

ﬁ ol
[0042] AN 0
vit ~ I/

[0043]  FEIMEMEALTIAMESFET  ERBHRE EBHE T I AT R % RES R LL
P VIS, Forp Cy i b BT 8 S I AL 770 T LA R AR Bk
(0044]  7E 5 —TJ5TH , AR LR VISR 53, REEMERAL- 140669 -

ﬁ Cl
[0045] o NF | °
A1-14 . /
N

[0046]  FORKVIIIEILEH):

[0047]  Cy-NH;

fo048] VIII

[0049]  F%fuh,

[0050] FEBRAFAET , FEEBWIERE T, #H17 EBHK LA F=AERVIIFWA Y, s cyln
ErE X EATLLEN N-— R F R .

U e
[0051] RN
[0052]  ARiE“BE” M YaIT” W A A, 3F B B E R 0] LR 55 k2D FH 1R kAR

9
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TEFTR (BIan, A SCHEIR R R B RS) B K R B R .

[0053] “BRyi” RIGMETL T IO AR AR B W IEF ThEe R ADIR S SRS

(0054]  “bRit” 215 S5 MEFRB AR 0, BB SHEMRERGHEXH RIS
KFEGE SRR RS R B L H R .

[0055] ZEARATFFH, “42 (comprises.comprising)” . “& % (containing) " F“AE" %
A LLEEEEERERIRTEMNE L F BT RR “BF” (includes, including) %
“BA FH.. . A (consisting essentially ofBiconsists essentially)” E#EEEHE
EEFEF R TR A X H BZRERFRRAR, AT FEZ TR AZ, RE
BN BRI EARTFFEERASEFEZ TSRS, EAEER AR AR LS.
[0056]  tnASCFTF, AE “UEY E B AR S 2% BT @2 6l
A ZARBCBE TR EMEREY K EYME BEY . AR EHRRR A K H
MIFL A, “BIZE”  “BIAE” BRI KB 8“2 SR 19 BARSUR AN R
fERERNEA R\ A TR (P EARE DAY MERE IR XEHMEL) 2BA
BRIX LT

[0057]  ZkEHUEPE) AR FZ AW R R R (Bl nE B w Rl Z B, 3
FERAZAE PR ER 2B (B R E TR Z B ARE A — MUER ST 5, 1%
W EMRY T LR IMAE.

[0058] A SCHT F HERIE R oM E Y, ARE “BIZS” RIBEEDF M4 T (R aiiam) 71K
fii BB LA HoAth T SR R CL IR A R BRI & I A BRI AT Y BV KA T RTZ R
BE7E X i i B A ARG BK , B B 10T BB B ok IR LT ST M o AR K BR BT b SR B BT 24 19
LHIBEIEEARR T A A FFEHER — DXL E W R ERATEY , HA& T EYIKE
B34, BN BE AL | B 25 P BR S DK BR R AN B PR Bs 2804 « 18 55 1] LASE FH A RN A O Vo 1 2%
B2y, Nk Burger’ s Medicinal Chemistry and Drug Discovery (1995) 172-178,949-
982 (Manfred E.Wolff ed.,5th ed) FFIRKIAPLE ; 2 WGoodmanFlIGilman’ s, The
Pharmacological basis of Therapeutics,8th ed.,McGraw—Hill,Int.Ed.1992,
“Biotransformation of Drugs”.

[0059]  4nASCRR B HERIE AN, RIE “EAnlKER 2 218 T el (B, Btz I8,
AP ERES R BR e BB ER R 2L 4, 3L - D) AL S A 0VE 1 R Tz & 7 i
YA R 1 5, B B B L A P HRr 4RI 8] BRAR 2% ; BR2) A5 R EMTEER  BES AN FiL
NEDEENED .

(00601  HiZGEREMAZATHPIMEER (FlmEEERRE) 2 REHRKLEY, 8LE 2
FERANZET BRI R R (Bl AR E T el ZMERKN e E— NSl R i
ERAE AR,

[0061] 4% J 4G I ) BT 25 FARG 25 #h R X L8 Z X RERIAL S W4 T W FLah Wit g 5R A & B
&R AR RAE B, @3 O RE AR EMES SRR & F) , 80H AT
F ARG R B SR A X E @ e P AR A RS0 KIS E AL RTA AR
A, Horp 3 g K 1 BRI B IR 3 shia e B9 B B M N B A SCRrid R 45 4 ol &
M Alexander,]J. % Journal of Medicinal Chemistry 1988,31,318-322;Bundgaard,
H.Design of Prodrugs;Elsevier:Amsterdam,1985;pp 1-92;Bundgaard,H. ;Nielsen,

10
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N.M.Journal of Medicinal Chemistry 1987,30,451-454;Bundgaard,H.A Textbook of
Drug Design and Development;Harwood Academic Publ.:Switzerland,1991;pp 113-
191;Digenis,G.A.%Handbook of Experimental Pharmacology 1975,28,86-112;Friis,
G.J.;Bundgaard,H.A Textbook of Drug Design and Development;2ed.;Overseas
Publ.:Amsterdam,1996;pp351-385;Pitman,I.H.Medicinal Research Reviews 1981,1,
189-214.,

[0062)  INASCAT A, RiE ‘G5 LT H) REESENEXAWEENESATEA
A0 ELAt I FL S M L B AR T I8 A& MR B RO S R LS A Sy, R B S &
g/ KUK EEABAR o “25 % LTRSS #” RIS L HM S, HES TR ENRE EE
BRIAMER A R B LB WA K AR S R RT 2 .

[0063] @ FTHAZ % L2 BMNERARE. TR, WZRHE 8RR 2R A
MR ERRR AR : AR BN, (xR KR VEAR .. ZEAR PR L. B3k
BRVATEIR B DR VHEVERR IR PR A AR PR LR R AR VR
SHREFAR RIR BRI TR RR R F R Z 8, LR AH SR TEHLER A LR . IR IlH:iX‘ﬂﬁ
i PR AL R AR R WA £ AR E AL B RR 2 B IR
— 2 BEHR T A IRBEIR AL AR AL R IR L) ZBR EE R ERER %é%?i
(decanoate) \FEREL . IMGEL 2L . EREL . T BR 2L . B2 BE 2k (caprate) (BRI EL . MR ER 2k
(propiolate) ERE W _MRH IRHARE  F oMM R HBE . EDRE. . IRBRE.T
B-1,4-ZBR#H . SbR-1,6- 8 Eﬁ@z‘i?m SRR RPRP R CHERPRE.
RERFRE FEERFRIE AR FRE R PR R PR K
LR H RNEREL R T BR L Fi‘%@cih FLRE O-BETRE BRI DREKH . (@E
PREL P BRER AL T BEEA 2h . 25-1-THIR &L . 25 -2- TR AL Rk ER S S5 ik I 252 BT 2
HIBE I L 038 5 o MUER (1) 40 SRR AVEUURER) TE R A0S, K 5 R 5B HLEE (510 53k iR)
TR AR &

[0064] T 5AKPWETZHIRIEE B RA % E B2 SN A SR MaREER
BT -8 (ndh . S WA SNy B &R B8 HESy; Hih &8 (s
neE) KEEALY EAE IR, Fla R BAREBR BRI 8- B = e B S %
=T HE HEBE N-FR B N-Z B 2 1% S 4 - - = - Q-B B - R AR D
H- M- =E- Q-8 8 IR 2-BE-RT Ra=- (BRE) B/ N N-TRERE-N-F
FARF T H) -, lON, N- = B:-N- Q-8R 2 8) JRE =~ Q-8R 2. 5) I ;N-F E-D-Hi v p
MERERIEER HERE.

[0065]  4nASCAT A, RIE IKEW R AREHIESN 4 FI A T BRI
FirEEKKPLED.

[0066]  tnASCAR F, RIE BRI Rfe b AHE I FEa 4 & et B akdk
W BEREN (BlanK  OER . 288 L &R B 2- T BE S LB 9.

[0067]  fnASCERFH, RE “Z @47 Efa%‘*%iﬁﬁ‘*%ﬂﬁlﬁlﬁiaai HATLlEg Y
P B (B anX o Eekr RAT 5 BIBRAL AR 6 1) SRRAE A B S I AR 2 & BT LRI
HASE P2 AL AN/ SO BT AR R AR B EARR T AR (B0, ok
PR FIRAE MEANE B (FE 50 A0 g R B2 BB A MM RIE R (TR

2

i
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EYFRAE MK ERT U RLE RN TN GBlmENENL FEAEE M
YR, SE& 5 —F 2Ry, TR E R ) &5, BUE B UREE (B a0 5 7
TERETERT B, AN F1 B R £ R AN AR HERERN 2 &Y B/, B B
EATRE (B, —FE S A FESRE FTERS R ER. 2 &Y AR YR
VE BT RT B0 i T Bl , B T ks F TR B R AN A, — Fh 2 R B AT R bk 55— FhE
A BRI BA LA, B3 AT R B M DL e B E R 4R .

[0068]  fASCET A, RiB “BEA ARG KRR RIGTFEED T 25% B H A r ik 7
Kk, RGEFFTED T10% B FHABSL AR R A8, BARIEFFE D T 5% M HARSL AR 74K, 3 H
BRINBFEED T 2% WE AR, BFEEL T C B E eI 7T E GLR X0
1002 [A] B % 52 , ELFEOFN100) FR1E B & R IEST IR F A B 5 I FE AT b R A Sk, 3E B
A LART AT MR T e &S B R B R ) k. A SE e R B e R 4 B &
VI AR LS AN AS SR A RAE “Z /DX % TR E 87 2 16 2 /DX % HI A& 4 2 B — XA T
3, HAXR0F1002 (8 # 7 , ELFE0FN 100,

[0069]  BASCET A, RiE “TREWEY” RI8ERF R BHTAE ML AV HIEIF H4ER N E
VIR e B R AR 2 WS I I 1R B DL R T A SCHEER Y B BRI AGA Y (40 BE I RRVE T = 5 F
T AR IT WA P R a4 L ] 43 B BRRT R AE I AR AL B 9 YR I VR TT TR R LR
FREIRR) .

[0070]  “SLAkSPAGMA” R 48 3Tk B A 44 A E S i B M4

0071]  ASCET A, RIE ‘B A B ‘& R e F L IREURA T B &

[0072]  R1E “bedk (alkBlalkyl)” RIEEFIE12MRIE T Uik 1 B8R IR F 1 B L
TR R IR IRE L R B AN (B EE) B R I fm A .

[0073] ARIE“FHEE REEPRESEFHESESRIEHS .

[0074] ARiEWGHE ZEEFZEZS—DPNER2EZI0MRIE ¥ RIL2R4NRIE TR B
X HREEREESEREFRENENT, Mk I AT R KBRS .
[0075]  ARIE YA RI8-0-EEEH BHE . ARG Tl g6 RIS N-0-R-0-K1 =
MR, pREF R T 2k .

[0076] ARiB“WE"BIEEAFEL—ANZEBI2EI0MRIRF RIE2RAN IR FHE S
B RE AR ESFREFREN MEZERARNBELTE R IEERRE .

[0077]  ARIE“TWhwEL” R8ET BMAEREN 1 B5MIRIE FH MM B8 (51tn- (CHy) «—,
R D), HAT Lk 1 28 3/ MR 2 b 5 L PR AR

[0078] ARiE“TWMEE" 2 EA — N SFH A @ SR EE B DI 2254 kR F 1 B 5
B, 3% HLaT CA# 1 28 3AM R 4% fe ZE BUAR o A 4510 ) ST s 225 3 [ & ~CH=CH-CH=CH~-.~CHz2-CH=
CH-,~CHa~CH=CH-CHz——C (CH3) 2CH=CH-F1-CH (C2Hs) CH=CH-,

[0079]  ARiIE“WHE” BiaHh B A BT B EERN ZR22 MR TR ESN, 3R
A LA 1 28 3 MR e B AR o 7 151 1A B TP b 28 ~C=C~ . ~CHz-C=C~-~CH (CH3) C=C-F1-C-C
=(-CH (C2Hs) CHz.

[0080]  BARSCAE A, ARAE “FRATER” FO IR I&EL” 43 Bl S AR o B AR FRIR B &
HEBIEL2DBR MIEIESANIR B IEIE 6K

[0081]  ARiFE “Ar” 8k “FE” RIS EHOEVANRIE FHI S RN ER (Blane st #IF . 1070

12
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M 14T = RGE) R BRI TR OFERE R B,

[0082]  “ZuiSE” RIBSZI2AME FHI RS B, L EMHLEF I , FH1L.
2. 384N BN OSSR R JHF, IR FFRCH B/ E B &I FHh R,
HAFANER0.1.2. 3804 R F AT LA B IEBUAR o 2% 55 2 19 JE FR H1l 4 S50 o ntbn kI
VRN DK Ae TR (WERRAE TEE P LR | WEE (RN | A ARIAR | S AR DA IR I

[0083]  ARiE“Zu3f (heterocycle)” . “ZuERH (heterocyclic)” B “44 3K (heterocyclo)” &
R EMAEE 2 AR FRER , I3 E7TC B T E 12T IR 10 E 15T =R FR
BR,BEZL—AFKPRFEL-ANLEETF, HPEANIFH0.1. 2834 R F ] LA EUAR
HBASFREFHRAAENENHFTUESL.2.384M g H AR T E IR F /3R
THINEF, R RS R 7T U sk S B R SR F ol DTk s g S e b . B4
B T] DUE B AR IR B R R 2 R F U R T

[0084]  RiF “HFFE (heterocyclyl)” R ¥85E AWM I A R EFEIFRER , B In3ET
TR TZLRTHAK ORI T = HNH G R, EEES AP EFEL—PLRETF,
HARNIE0. 1. 283 JE F A A B B . 58 R FHR AR EN SN R T LES
1.2.3804 ik B BUE 7 EUE 7RI/ 8B R I &R 7, B R BB 44 R F 7] LUE ik g &
W HLBZRJR 7T DT st A 22 e A o R 3R 35k B ] DA B2 AR PR B 1 R A AT 2% IR F B ik
R+ k.,

[0085]  RiE “ERAXEL" R I8 AR EME LR £ “BUR” B2 E , 5 078 1% 2 B K 4E
IR F BRI GE e A EE R IR R SR A ER AT R AEN AR EERE
PR F 55 F .CN.NO2 . OR'®,SR®. S (0) 20R'3 \NRI°R'6 . C1-Co ST HE . C1-Co 2 B m A 2 . 1, 2-
T =4 .C (0) OR™®.C (0) NR'R'®.0C (0) NR'®R'® NR5C (0) NR'*R!6.C (NR!®) NR°R'® \NR'°C
(NR'©) NR™®R16.S (0) 2NR'PR'®.R".C (0) R NR™C (0) R'.S (0) RS (0) 2R'7 R &4 .C (O) R¥®.C
(0) (CHa) nOH. (CH2) xOR®. (CHz) nC (0) NR!SR'6 NR'®S (0) 2R, H:HpnJi 57 b 9 0-6 , 40,8 0F16 . 45
ANRISLHL A S Cr-Caki B B Ca—Co PRI 2 o 45 NRIHU L I Jo 2 A B3 L Ca—CoFR b 5
TiHE HRIREE VAU B CrCalR B B Ca—Co PRt 2  JF 2L  Z 3R S B 4 55 FEUARAIC1-Calie 2
AR AC-CoPR e RE T 2 JeFREE 2495 3 . Cr-Ca R B BRI Ca—CoF P Rt 5 38 L 40 3R
B R BARAIC-Cali B AET R RIHIR e F 45 AN Co—CoFR br it . 5 5L L JeFR 5L L 40 3%
FEFC —Cate 7T AT L HE B 2 \ONL C1—Cabie L OH . C1—Cat S 55 \NHo . C—Ca R 8138 . C1-Cu —
PR A C-Co2 R Cr-Ce R A1, 2-WH —HE .

[0086]  ARiE “EA” RIGEIEF, UHIEBBIBRIT B R ES , 21 H %8 2 A mRN-E1k
Y, I B2 H B R AR A AR E AR

[0087] R “BhE" RIBLTIEFREL IR R IREE 5 PR AL | R IR SR B Bl 2 55 AL B BUAR
£, A AR — o] DO B R i — B U

[0088]  7EAS SCHY AR B AR AT & S b 4k 22 B ] 51 3R 0 AUA A5 1% 35 B A AR AT B A 3 1A
B 5 B T A1 1 5 S o AR SR AR B 1) S e 77 X ) AN 4 12 S e 3R AR AR AT B St
77 B S AR HoAth SE it 5 NER L IR A B4 A

[0089] AR EBHERIML EHTT & H —ANREANRSTFRF G, F IR ASMEIRE A S RIR S
W) B — X B e R A B = X g S A A R S o o e K Ak VR A B R AT R TR B A
IR X E MBI A X M A B b B AR R AR RS Yt 7]

13
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DU ZMERZFMERTR EXFELT AR H R EEA SRR TS B
AR R XS T X R A A AR K ARt &
WOE) B o ZU S BA B LR FE A R AR

[0090]  AEEHHILED)

[0091]  ZE—J5H, A KARG TRIKLEY:

R%N/q

N
[0092] 1 m 2
R
Jy
N

[0093]  BYHZj% bR 2 i3 sRm B BT 20 25 % R T2 1 &8 s HOK &4 I8 7
WYIE £ SR Ho

[0094]  RUEH.X ZECi-sht s, FTidCi-se ZeAT R4 1 . 283 ST % B FH 6 & JOH.CN.OR.
NHR.NRR” \N(R) C (=0)R* \N(R) C(=0) (0) R’ .OC(=0) NRR’ .C (=0)R.C(=0)NRR’ .N(R) S
(0) 2R .S (0) 2RFAS (0) 2NRR® 4 %, (9 48 () BRAR BL T B AR«

[0095]  R2EH.p FERC1-aktt

(00961  CyRCs-r¥Fktat \3-TICHIE R EBS-6 0405 2, & B AR EM 1 2803 AT ik
B R VA . 55 % LOH.CN.OR.NHR.NRR .N(R) C (=0)R’ .NR) C (=0) (0) R .OC (=0)NRR’ .C
(=0)R.C(=0)NRR" \N(R) S (0) 2R S (0) 2RFAS (0) 2NRR’ 4 B i L ) B EE BT LR, RNy
Cr-sfedt , FAT M1 283N PR 3% B B 55 & L OH.CN.OR.NHR.NRR* .NR) C(=0)R* .N(R) C
(=0) (O)R .0C(=0)NRR .C(=0)R.C(=0)NRR’ .N(R) S (0) 2R’ .S (0) 2RFAS (0) 2NRR* £H F%, 1]
HH A B R BT EAR 5

[0097]  R.R & B ML AHERCI-s)5e 3 , AT IRCi-s e AT E T L L 283N AL ik B i 7 3 L OH
FNCNZH FH 28 B BUAR L B ER AR

(0098] 75— 71, Cy Rl LA NCs-r R E R BG-T e e A 5L , & B AR 4 1 L 283N ST IE B
R VAR % & LOH.CN.OR.NHR.NRR’ .N(R) C(=0)R’ .N(R) C (=0) (0)R’ .OC(=0)NRR’ .C
(=0)R-C(=0)NRR" \N(R) S (0) 2R .S (0) 2RANS (0) 2NRR* 4H Al FI 4B A BRAR L A BRAR , PRy
Cr-spidt, BTk Cr-abe B AT 4% 1 2813 M A2 1% B B 1 K L OH.CNLOR\NHR.NRR’ N (R) C (=0)
R \.NR)C(=0) ()R .0C(=0)NRR .C(=0)R.C(=0)NRR’ \N(R) S (0) 2R" .S (0) 2RF0S (0)
oNRR" 25 B ) 4L B B R BT AR o

[0099] 7% —5,REETLLES .

(01001 RIFFHR T AKHKHRRELEY FRIEFERIUE , X SEHE G , FHERIR
T SLARAY 22 J0 ST RS (REES 5t FAL & 404 7-11, LA ZAN B R R ANEAR 7 M 4k
B —Fh, I ERBRENE B FWER S AT RSN, BB RGN, T F k-
NH-.-NHz (8 55) F1-OH (2 25) BB, K AN SR F IR\ HI AT IR B R
M -NH--NHo 2 ~OH. FEFE Lo gE 4y vh , S R I TR T & .
(o101} %1

14
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[+

[0102]
SSy =
OH
5 :
/4 /4
Y Yo
7 8 9
N ———

10 11
[0103]  BATRZIH 7T AKRBEAREALEY:
[0104]  KA-4-[2-[ R) -1-F2Z E]-1H-BRI I [3, 2-b] kM 3[4, 5-d] At RE-1-F 1 3R 2
FEF S (L)
[0105]  jx3-4-[2- R AL Wk [3,2-b] BkME 3[4, 5-d] ke -1-E 1 RO I ) ,
[0106]  2-[R-4-[2- R) -1-FR ZHE]WRIEIF (3, 2-bIBKME I (4, 5~d]nikre-1-F ] SR ]
ZIE®)
[0107]  2-[(2R,5S) -5-[2-[ (R) -1-F2 Z B WRmg H [3,2-b] WKME - (4, 5-d] bR -1-2E] )0
At -2-F1285 @,
[0108]  3-[2-[ (R)-1-2Z.FE]-1H-BRmgH [3, 2-b] BEMEH: [4, 5-d] Mk E-1-F£]-N- (2,2, 2-
ZHRCHE) Mg - 1-PEEE 6) ,
[0109]  (R) -4-[2- (1-¥2ZF) -1H-RRIE 3 (3, 2-b 1Bk Mk 3F (4, 5-d I ntkrE-1-2£]-N- (2,2, 2-
ZHE) RnE-1-F B 6)
[0110]  2-[ (2R, 5S) ~5-[2- R H &) Wi H [3, 2-b] WK H: [4, 5—d ] mk e —1 -3 ] PO &t -
-H1ZHE ), '
0111 2-[(2S,5S) ~5-[2- GRH ) Wi [3, 2-b] WKk 3 [4, 5-d T nbk e — 125 ] PO Stk e —

15



CN 108366994 A W BB P 12/37 T

2-R17H @8,

(0112]  2-[ (2R, 5S) -5-[2-Z, ZEMR M F (3, 2-b] BRME H: [4, 5-d] Ak -1 - ] MU Stk Mg -2
12O,

[0113]  2-[(2R,5S) -5-[2-FkMmaFF [3,2-b] KM H: [4, 5-d]nbiE-1-Z] ISt -2-2] 2
%5 (10) ,

[0114]  2-[ (2R, 5S) -5- [2—-FF BRI [3, 2-b] BEME 3 (4, 5-d] Ak BE - 1-3 ] PO Ak m—2-
HIZHEAD .

[0118] AT KB EYHIE AT LA B E AR & Bk KR 5 i 17 . i, 72 b
DNFFT HHRIFE T AR (A4 o 72 0 5| F B B 18 R 745 48 R o 0 2 USRI B 3R 1814
BAER BRI RIEMHARY, @5 BEHFAR.

[0116] & BiA UL SR BoAth 7572 7T LA 5 A A S 5] FHR 228 SCR AT TR B8 . X
LOFE Fr i 224k S EARAGAE L 38 AL 32 O B RE TR Y

[0117] D BRI BT ERU A D HIEBRER G A X T RPN EE WL TR
B, X8 R 5 A0 SR AR B 2 5w X GRar JRF5) MFR
TR, MAERGHMHRK R LT R RERWR (X&) #HiE . — Mk &5 W+ rt
FERE T AR —MUEMEMRE AEEASIRE B ARA R EAHRTEE N & 54
XA K eATHI -G B R B HAh 75 v (B A SO R 2R BB s B & 45 19 3
L) AN T ELEEARAN AN FRZ A R TFE, AR EH HEZSEF-DER
) B TTIEFEAS S P R N o AR SCRTIAR 1 75 125 58 AT LA 40 L 98 7E A SC AR HE IR 19
FPRZ AR ENEZR, IR NESGESENRPE, UBRAREERAXPHINLEY. 7
Ab & Fh B R TR AT LA 3 BB AT B LT Bk 7 AT LA = A B L& . T A & L
E VIR & AL F R FR P BRI A (R FIBRDY) BASURE 5100, 3 BB T
HBRH AFLL . R. Larock, Comprehensive Organic Transformations,VCH Publishers
(1989) ;T.W.GreenefIP.G.M.Wuts,Protective Groups in Organic Synthesis,3rd Ed.,
John Wiley and Sons (1999) ;L.FieserfIM.Fieser,Fieser and Fieser s Reagents for

Organic Synthesis,John Wiley and Sons(1994) ; fIL.Paquette,ed.,Encyclopedia of
Reagents for Organic Synthesis,John Wiley and Sons (1995) A H 5 4R A,

[0118]  ZACHRK TVEE R — BRI U EMEN A A — BRI EY . T
¥R —FEZ M, BT LURE AT, 8iE B A R EE AR 9 B BT LA
3 A ARSTUE B SnBE AR TN 2 (B A5 IR S 2% 30k i 3R LY) |, ik & Prak ]
15 F ARG OB F (R R BT LAPE R B A gt (it 8 7810 V-4 45 & VB BE L[ M
BRI 1R BB T A A

[0119]  AKRHARBHEAREMNZERNEHESNE BRI EL SR AL,

[0120] AREAEERETHEY, RESHRENEMAACRNEDEFTRILEWNZ
F PR BT K EY . £ B EYEETA (I RE AR A B e B8k AL
e, iR KN EEY AT AN BE CEGMAEY) , R BARE% LT EZNE
& SRR ERS AR BN S SR LI T2 H 4% E B R
BN T EAYEFRERET  MHZETE.

(0121] " HTAKBEAYEEYF % LT B2 8K EFIFIRA T (vehicle) 8
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FEAEAR F B 72850 B0 E AR MRS  UP R . B | e (WA LEB &) (EHR
(IR L) H AR LR . L BLER 40 AN 4 s B R 0 B T BB VR &) K\ Eh B e
R ABES RE M REH T ) R R . EERE RS
W A EREYR RO E BPEAEZN . RRERE S R2G-RER G
REREY KL _EMEEAE.

(01221 ARAMEYHEVERESTORER. 2. 5F EHEOBEHET) HiE
BB I (BFEE T UL BB FI R ) 5 2R ARt FE RS T R, A XA EY
R % (s A B2 U 7)) o A sl 77 AT LA 7 168 3 DA B A I B S0 AE , U AN R
BREULRFEEF, FETLUREHI AT 2 MKER T ES &GS R
Remington’ s Pharmaceutical Sciences,Mack Publishing Company,Philadelphia,PA
(17th ed.1985) .

[0123]  3X il & 5 VR BB AE A5 1 F o F 5 S b A — Fh 22 P B R B AR B B 2 5 B
FIRGRE G W ) &8I {3 E P AR SR A R T A B Y B AR AR A BB AT
FHNEREWGE S, REWMRFEL YR

[0124] FEREMRERISLHE T RF, ZHEWOREL ERTHREGANAKAEEY
A LARA B R A T AZ T, Bl in & B &8 TlE EE R B IR ZE /NG B a7 71 DAt R
BBURL B T SAETE : UK PR SR K A VA B S M B B R TR AR 7E BB LUK B
TRV AR 3, 79 B v L A VR A L R BB 6 7 IR TR i TE AR FE DA B A AL FE RAFESS
WRRFE T LT A& XM SR, X A PR S SRR L 2.

[0125] 5 7 Af BUE i e ) BAR SR il %, AR I b B — FPER 2 FhBIF B 1 A AT LLE
WEE BRI RSB B R Eh R BE RS (A KBS AR ETR & RS
VR P A R ) BT S R R TV A R B A3 B SR ) & o B SR RS LIRS FE S E I AL 8%
e A5 ) FH P AR VAR R R R B A IR & W RISk 1 % o i AU L AT BA A AR B A
I8, I BT LAR FC ) DA 3R P 3 M A 0 W R 1 B P R T EE R 2 Wi My (B A
SC A R A A A AT L N B LA AL B ) X P SR8 S P R AR & YD) D VA FE A e A
ROAHMHFBENN KA ER TR RHT T HR, Hh—LamER R TR EEHE,
369,172°5 ; F1%84,842,8665 , LA R H b 5| AR S S0 . AR AT F TR S DB L £ A
(& RBIEE % F556,638,534.5,217,7205 F1%6,569,457.6,461,631.6,528,080.6,
800,663 5 FH A 5| I Z% 3CHR) X TAKHULEYH HARHIFIR LD AR EER
F R A Y EEERR IR IR ES (hydroxypropylmethylcellulose acetate succinate) B
BRHAER.

[0126]  7E F-F O RAE F B A FIR 1B G0 T, 38 F A R I A B8 FURE AN B oK TEH « 18 8 ik
IINTEVEFR, i fE AR BR L . X F IR B AN O RS2, B MR SHE AT EXE
o 20 BREG 25K BRI WG S AT BIZRFG & R FE, W I FE Lok
AN/ BRI/ BE B .

[0127] ERTRMBEHNHAEYETE 27 (lozenge) , ZEEHNE & 7E AR EAL (BH K
FRE B R AR AR BB ) R B RL S s LA EE T (pastille) , 55 B & 7EME B Al (nBA
FRFTH H , BXCRERE AR R AR b BTE RS

[0128] ERTFEBRIEHHMASYBEIES KT /KWLHEEFSER, K] FREN
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T G2 IR | 0 TR A0 8615 5 TR AR 2 B I IR SIS IV I3 5 B BB 7K AN K TC il &
T FAT AL B R AR R IR VR E T RN ERE BB 4% &2 5
AR 3 ELRT ATEAETE A R AR (R TF) 00 T L 3058 7 13 ) 2 BT SL 29 A0 76 B v i 3R
A (g FHK) o R B Ve S V8 R RN B VB AT LA El TG B8 K K SR AR 791 1) % o

[0129] 3 FhyE SR AT LA 450 G 2 TG B8 PV S S /K B T B MR O TE 3K i B WU RT BAAR
P A AU 2 S0 B 1 AR A P A Y 40 BRI SR i 57 (9] e L. 80) g V5 7 BE 1 o TG B v 5 1)
FURE ] PA & 75 T 25 R a8 41 o) 82 5% 1 6 B 70 BRI 71 1) 0 B Y STV MR ER B TR B A R L
3-T TR RV VR o 7E P 42 32 0 B RIS 70 1) LA R R | B2 B /K AR IR I AN S5
FAESHIEW . AL, ToH B [ e il % RS RS8N B At B 1), 78 A TIR AR
B 58 V1, ELIE A B H i — B ECH R AR BT R (v ) K H B AT A AT A T R &
TS, RIRZy 5 E T EE 200 T Can e v s B AR, TR AR A o BN k.
X L Y VR B VR VRUE BT A3 7 K R AR B 0 B 40 BT

[0130]  AKHAMZMAEWTULL BTFEBA AR RFIERG S X LH Y ET
R\ E Y5 E &R TR FR & Sk 6l &, TR REFE =R T AEE, BEE
iR B o, 3 B e FE B P R AR BOE MR 2 X BRI A R B HE (B R IR T )
ATHE GRS AR 2 /.

[0131] A KK ZWAE G Y] LUEE B A5 FI BRI 25 IX La 20 S YR 95 254
FATUAE B S B B R 1) 4%, 3 L) DL & B AR 28 38 /K R W R, 048 R 2R R B B LA A& Y
B JE 7] A5 PR IR WA R ik 771 Sk 5 A W ) PR B, 4 AR AL & 40 RN / BRHE B AR R b 2 S 1
BB B

[0132] 4BABEEVEITH KB RN AR S EEN KRS S BN, AR AN EWAEY
HIRME R NE R AT BMM AT K, MBSV NZHSH &F S0 BER
PR RVE TR A BB RS AT ARKBUEYH RS AN BEAEETR T
W BN B LR A RECHERENRBUEY ALK 83, WA &
YImT LA & BiF BUA MR e B P VB S MR & IE VR SRR R I ] . & i@ B iR LS
BEAR T4 L 3BT S A8 AR R B L 3R L BEBR RGO . 7S b AR . T/ AR R R . 2- ¥
Fe - ZREE IR REAIK o A K B E) 25 W 46 0 R DLB I B e R BRE 24 HE g 7 R
RLFT Tl . REE LGRS AR e maBmERAREP.

(0133]  HEAIHFIRIATAEMFIRTZ R 1X L 2 X ARk & Wit 4 W FLBh i S 5R A K
BA A& W) AR AR F B (9, 8 A D RG2S Y E A B R B v ), B AH
X} TSR AY P IGR A SR A X (Gl S P AR M R4 B 3IE ARIER AT 256
FERTAEYD , Fodp 3858 /K A 1 BOR IS G IR ) 3 3h e s 1Y 2 BB i B A SCRT iR s S5 44« 41
% JLAlexander,]J. % Journal of Medicinal Chemistry 1988,31,318-322;Bundgaard,
H.Design of Prodrugs;Elsevier:Amsterdam,1985;pp 1-92;Bundgaard,H. ;Nielsen,
N.M. Journal of Medicinal Chemistry 1987,30,451-454;Bundgaard,H.A Textbook of
Drug Design and Development;Harwood Academic Publ.:Switzerland,1991;pp 113-
191;Digenis,G.A.%Handbook of Experimental Pharmacology 1975,28,86-112;Friis,
G.J.;Bundgaard,H.A Textbook of Drug Design and Development;2ed.;0Overseas
Publ. :Amsterdam,1996;pp351-385;Pitman,I.H.Medicinal Research Reviews 1981,1,
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189-214.,

[0134] = RRVE Y7 57 B2 R AT LAR R B 5 DA {6 7 Rk Nl g B Ao i FH o 7T DA & PR
TEROGHER I B AL SR A E RELE S 4, ) i 5, 6 55 B 4T H 5T (projectile) VER B
BRI BRI R IR S Y BUR BB R A 2R B

(0135] #RFEA—NLRHT R, ARPBRERFATEANGYRBEEN HE, BFERARK
S YERA S SR YRR B P IR TN GBI ERFBAART
AR AR R SR BB T3 A PR AT 7 BOR S MR A A Y R R & A
(wafer) .

[0136] MRFBHA—NEHLT R, ARPRBBBELARALEWHOETERANEWHA
SR ATHEAETRE , FRR U EMEFIRITEE.

[0137] A —ADEEHT RS, ARAMBEEWIEEEHE BT B R HEEE &
LM SRR TERN U E Y —RA AN B A BRI A R R E A1 & WEE
T7 77 AT LU 2t 51X b & W 45 & M 23848 B TR T 3 e FRRE RS 00 JE A Sk g 0 o
s/ B AR YR T .

(0138] AWt rh PEAR IR T X Ee 257 SRk, 55 VR IT I R TE 1% B i U A R R R B
FEAS B B B SR PR AN AR 1 R B A 1) 5 R BORAR B YR 9T FO TR A R 27
[0139]  FER—AERET RS, A KPR T IR ERE 84K B & AN 5 PRI R
BRI R a0 AR SCRT A, RV “BR LB & R FE NS 4 1 B 7 B A 3 A — g aR DA At 7 U4
By n, (18 2T 5 W2 % FFOFIR B E— BB EAER FEARR24/0E R, EL8RF
) o :
[0140]  FEXRKEAMZWAEY T ARV UENUAREFE. WA A, REH
BE” R BLUE HHAH T ZiEAN, £ U REEE EER G IT BN B
i R) ECHE R, B AR IEFERRVRTT RPBRAS Y R J& , S RERTVRTT IR AS Y YH IR , B 1Y s Bl ek 35 5
—FE T B TR SR TT AR &

[0141]  FEFreireich%f, (1966) Cancer Chemother Rep 50:219% iR T FH T s AR
FEZFRMEERR ETEFTASEEERAZTE SRR LUS AR 85
S =S AAEHE . 505 WScientific Tables,Geigy Pharmaceuticals,Ardley,N.Y.,
1970,537. 4 & B & W B 2 B AT 7E4)0. 00 Img /kg B £9500mg /kg « AR %0 . 01mg /kg E £
50mg/kg BEARIEO. Img/kg B 492 . 5mg/ kg M TG FE I o IE AN A SR EE AN R FTARET , B 2457
BUSHEMAR, KB T G TR W = B A 29848 BE R E#
F— MR R TR & s 5 EAR G T PEAL 3 (an 8 P ECAd 24 751) 171458 A ) mT & 14 LA
BRIy B T E) W o

[0142] X TEE& % ZIRTRIRZA &Y, 585 1897 IR B N AUE 2R 8 —
1677 77 RP IEH A ER 220% £100% Uk, G R EAEIEE B — BT FIEHNATO%
£100% 2Z J8) o X L2585 — 87 K IEF BT R BEEARSUIR P 2 A0 S Mells %,
eds.,Pharmacotherapy Handbook,2nd Edition,Appleton and Lange,Stamford,Conn.
(2000) ;PDR Pharmacopoeia,Tarascon Pocket Pharmacopoeia 2000,Deluxe Edition,
Tarascon Publishing,Loma Linda,Calif. (2000) , A& &2 R R 5| BB &3+
AZ
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[0143]  FiHH ETHRBIH — LB T SRR HL S E/ER . DX FiER KA
B, BRSOV VRTINS R B S B R B S B — IR IT TR R B AR IR D .
XEFMTRA AFARANEWHIE BT RN FEERAR M TR ER%E. ST
o5 2 1Y) B0 BT PN/ SRR A T 1) B R SRR B A 2%

[0144]  J5¥7H7 i

(0145]  AR4E 7 — LM H R, AR PR T IRIT BE RS BE KRR ER S EER (B
A SRR AR L) 2R E N, HAER AR REEAEXENARBNLEY
B EY) X R AR AU 2 A JIHT, FE B A AR SCR AT,

[0146]  FE—ANTFTH VRIT F715W K B Jak L R A BEE N S BERS A VG TT o

[0147] HEH—FW, BT HEEREERJak1 BEAHEN S (BEHEEMNEE L HJak2
HEBEEN SO ERBIEIT .

(0148]  FE5— 7T, A K BHIREEIT ZRE FRIBI 5%, AR 2 A SE
R ED.

[0149]  FEFH—FH, ZKAREETZREFRRE T HOFERZREBHALEE
AR AR E I HEY

(0150]  FERLLSEHGE T R, IR Jak LB 5 0140, BR 5ok AT DA R A Mo /P 1
B SR E R/ RS, BIUEAR T R RBHEXT & RA) SHIES R R CBXH
R Z RNEMEARE S R PR RE G IS MR R . XA E R VLR N AR P
BORILE R OUUR REMEFAER (AS) VB /NERE K B S BRI RR R BRI
TR VRER IR B M A e B REIRIE (SLE) JHE RS % . A 4
LR B 2 A LI R CTRVRE FRK 7 2D SEHE JR % < CastlemanF /g op o (5 I R
MEE B IR RALIE B B B R R A 22 0 B B G 03 B RS il 5 AR e
ZTTMARE GITHER R BSTER AMMER M ARE RYE Graves) AR FARAR 4 |
TgA 95  VE R RE AR PR « B 2R IK U3 45 790 BB VIR B s W L8 L TR IE  JR R MR HE v 1 BT
fEAL K@ L2 LR Reiter SFA1E B 5 S8 M A B B fes B ISR JIE 42 &1E . O 4 1
HE BT T FIRE-EGMEBETR . B BRI 57 4 POEMS 4R & 1E IRJE K REME
7~ 12 1EBE ZEME R (COPD) \ 3% BIRIERE . KIEM R R B K T 4 & 1F  2S B B HE
Fr (B E B h A HE R R EYIE EHR) REMRR (BFIEBRH B R4 .
HIV.HTLV 1 KEFRBZ R BRI A FLSRIB R ) I XUME 9617 2% T I Bl B e bk 5 3 4%
REERTR RFAXEHEERARE . ERBIE . AU RESIE R E KR .
Mseleni’i Handigodud@ « £ 4E LR IE B8 52 95 - 2 R 1tk Kk B W Tl R it 3 Bk 7 s

[0151] 3t — 2B R JAKARE IG5 0466 28 RE A8 Ve R B RS, SE B0 35 - 5 0% IR R A 1k
P () AT AR 2% R B B 28 DURR A L S5 5 8 B % A B SR 0, IR I8 % M 5 9 (451
ERPIRIE (RIE SRR SE) , A REAFER BT PRE, B XAE A B M R
%), RYEWLR QAL BA K Hofth 2 PR IR

[0152]  FER—ANSEHETT A, TR 2 R AE 3 7E M Bk LAt IR, B AN BN ER T - AL
& Castlemanfii G B E R . B R . B H2RR . B (e i . Ri 5 40 i 2
SR R E IR AR R i B R R AT SRR VB R VB N R
I 5 PRV GRERE MG R @lnaEdE e A s . 2t S mta g . £
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A B BB L R BR T 40 B bk Y8 | B Ik B AR B2 8Y) B B I AE 7 4R B 4E (MDS) B REIGAE
PEHG (MPD) ({540 B 2T 40 g 38 22 5E (PV) \JER M I /AR Y 2 i (ET) B BELT 440 A B BidL
A (MMM Rk R BEA 4E40) B BEAE Mt B f R (CML) B B R R AR AR B L
(CMML) FEBR YKL Al Pl 38 2 475 1iE (HES) - RGEMERE K40 A % (SMCD) FE—Lese i s R &
BRI TE MR RS R R R M I /MR Y £ E J5 B SR 4T 44k (Post-ET MF) BRAT 3R 3% £ 4E J5 A5
BEELT 4L (Post-PV MF) .

[0153] 3 —2B B9 JAKHH S B i B 45 - SR B EvE 3045 B 5 A M sl S84 (B b X
B0 AERF) MRIIERBURIR N BRI ERRS BlatRn ERRESNSREF AR
JE 5RO I RIE) (R BRE BB R AL 5BV ELE TR IR R4 A R
B IR (U FR A 9 RS AR B E B M A ) , A R HoAth R MR (dn4: 5 RIER 45 &
JEFIBR B AR TT) .

[0154]  JCAth JAKAH G BR A4 : BT 900 B PR A0 71 AR AL K Bk R 14 5 71 R 35 A 5] B2 1 78 X\
AN AN BT FUBR RN, B BB ROR R (W FRERAA E B A R R) » 5L T MR &R
IR R R AR/ BUBRIETT , B SRR R (Bla & 455

[0155]  JAKAH R 5 B9 0k 1) L & s o) 60, 36 5t e 4 R BR AL & 0ok Bl 2 A 25 0 B2
IR BIE R . Blin, 2 A F BN T EZR S BUR R, HrT RIS 2 BAHR B R .
BEANHLEREME AR RBIEG TSRS Y, Bl EIES e (gefitinib) (FEZE B
(cetuximab) \JEV&E JE (erlotinib) . A KRB ST LS BB A 4K B Ik EI1E
RMZ TG &S RME Y BlmERTFERME JFiL, AREMHEEYBEESEE AL
KEAWE IR 51 RE R %, B2 Bk BRAE 2% BIE P A S0 Ath 25 7004 = 3 0 77 o

[0156] FE—ANSEMET R, ARKAK T ERTFHRITBF RS BREFBURRIZRAE X
0 958 W G B R IR B4 51 E Jak 1 2R 1 ¥R R TS D R LR . 9 9 BB SR RE AR T LA 48 a2
KRB MR R BB IEE MR R EERS A AN R RS L ENT
BUREAN E BRVR T B AR LE IR AR BEIX ST Z IR E T UEZ R E R ETHFREE WA R
Bl , 35 HAT LR EAT (Bl an & L) B8R WA () doild i R ER S W 7 i w T B ) .
[0157] FEX—ADEHEH RH, AR HEY (KEAEY 7B FRTEFDE AR
BT NEIT FE A T T 25 MR R R SRR AR B 23 R — N F T, AR ST T VL FE AR e Xt
FE BRI BR AT TNF -7 VR TR 52 1) B

(0158] FER— LT P, AR BB ATT M Jak 1 FE B BEEEN TS, B
18 4L 5 A SCARAAT 8 =0 — Pl 2 F b & A e

[0159] FEH—ADLRFEHRF, LRETHEBEEXNTR BE LR - E ME R
7RI — 20 IR 55 YR IT IR B W] DI B AN T BT AR SOE RERE AT AT ve 77 77 o — Fi
B2 Fh R ANV TT AT LLLEE AL IR T IR U AR L R I B L A g% W ISR LA R P13Kdel ta.
mTOR\BCR-AB1.FLT-3 . RAFFNFAKELES #0151 7145 . B AMIE T FIBEIEEARR T HTFRITRR-
P AG ECHAEAR B 25 7, B an L dE . (D) WA REZEHIZTE Hix B Ll FARRKAE (B
ARRFENT P RIILAR S Z B R B R KR PR ERES AR Y R E R
KEEE HRE.RERIEE %I (daclizuma) EIRYMAME 384 25 M0 B &) LARIR 35
ZEL A B E R VIR e T HZE KR (B S B | RS LR (RS R B
FYERHE (mycophnolate) (B B4-CD3. F & % I B RS R AL vE SR BOKSF b R 3 7) V36 Bk
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P (tocilzumab) B A5 (4 ¥ & i B 75 ZEZER BT (certolizumab pegol) & T
(golimumab) EMHEE . L LB H (vedolizumab) .MM BR A B IRFF LB H
(ustekinumab) . R ZE BHL (rituximab) IKEFI BB I (efalizumab) TR AR B
(belimumab) 4 AR TG ¥ . gL FE (infliximab) FA AR BAHL (adalimuman) « F§-FCD4+CD25
TR T 40 B B 8 VA T ) () A0 D WNSAID. LSR5 L Ak JE AR Y B AR R B BUR
Y% 14 254 (DMARD) 11/ 2% 5Hi-TNF~aA W7 (F1 anTNAFS BT 77 (iR & Hidk NTRALPUR ER
NTINFHUE) BTIE A B 2 R FE | = B0 CDPS 7 LRI AT ¥4 M p55 8L 1 TS TNAZAK) VBRI
AT AW K8 78 X Bk AR 7 B A s (2) R A0 bR R, P B R, B B R A
(antineoplastic agent) ,FLHE | (antitumor agent) , L Rt &Y/ BE B & EF 30 HI 75T
IR, AT B B e 71, B A R B PR 5T BRTESERE VR YT 7 R (Bl bt (Hi R M%)
OB H B A O E B BRI e AT, FlinaFE  RER K ER . KEFR . KEE
vinestramide . KEFEFIR KEME . KEFE MESF AT FEREF BIBEF.
iodoxyfene . BETER FF Hb 22 R | o] A5 b wk L e b ke IR (AR PG SE 48 B IR R B KR L R &
W& BETR IR TN 22T B BR X & 3 AR L Luprolide JE AR MERE  FRFEVT & HF MRS | 598 IR IE NE | o
HEHREFEX EEER RELE FRLE LAUBX-C. HFEEBER LEERNHA.F
HREC FTREST BHEZ BB TR AR thiotephan K FHTHL.
BEH FERF KT E B REE. 2R FNER. ISR RBEER . GEY B
BTV, 0ST-774. ML A B 40 157 - EGFRHM i 751 JMEKHD 1 771 . VEGFR 3 %1 771] . CDK #1615 \Her L 1
Her 2477\ B2 Ta FE fiif Bk H BR ORI 557 (ol & 1K = 2 IR E R ER) FHTFES
) (QOABT-737) AZBRITVE, an i SCBNRNAL ; 2 AR EC AR (B anigksh 75 Fn /s 5l & R A
HRElboxarotene) ; R IEFEHE [ 57, A4 28 B IR 2, BE G #1570 (B anfR L VB Ath) (R &
AT (1) P At EE) B B AR M VTR GnHSPOOMMI T «vZ AN/ Bl KT R L P El A St
L2152 o

[0160]  7E—MesziEy &, HAMIZFE B IMiD. FLIL-675] HLTNF-a 77 A& B ZAL 7 Fn A4
W SRR T 77 (RBM) - RBMGER 5 2 B A= 0 A 1) 1 LA V6 97 552 978 B 420 )5  RBMA SE 5 B 6 TL-2 . M-
CSF.CSF. B TEBE Hiis (Anfil & B pt K AR a3 L SRR E R 28 gy i ZER B H1) Fs 5
EPUIAMLER £ o I A EE A0 2 DNAFR BL 5 AL B 10570, 451 2n 5 2 2% A 15 N 7 V€ . IMi D) S8
BIELFERE 1 2 I R AR B  VE 5 BE i . CC-11006F1CC-10015.

[0161]  FE—HestiE s B A2 BTN IR 40 R B B8 40 R 40 i 48 7% 3%
(X F (G-CSF) KL £ g — B 4% 20 HICSF (GM-CSF) R4 404k 57 (BSA) A X .

[0162)  FE—LesEHiT R H, AINIEIT I 7MY JAKFI 5 /£ — L SE 5 =+, Bk
FIJAKIIFIFZFEEE R . S RE BB AE B,

[0163]  FE—LesE 7 2, FEREAE (140 22 P& BEY8) VR IT F , R K BB —Fhal 2 F
JAKFEIR AT LS — M ak 2 Fh H AL RE VR T7 BCE 66/, 9% B 5 H AR B AE VA 7 TR AR EL RT LA
MEIRIT ML, A MBI ENIRFEIER . HT877 2 KB B8 i HAh 25 7 8 se /]
UBHEERREFEES . EECINREN MP) FTE R HEXMN S EX. HTHRITZ
R A B BE IR Y oAt 25 770 #5 BRC-ABL \FLT-3 \RAF JMEK . PT 3K .mTOR 47 8 351] . 2 128 R BX 3 &
RN AR NG AR K BR B TAKHN ) 7 5 A AMOZGFIB SR BAR G R Ak, FZR & BH I TAKH 151
VRTT I, 2 M B BB R 40 B X 1 T b 22 KA B B 2 B 25 T A P FT RS R T A o X
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AR UL 5 B —BUE ST B F A R BB L& WA , B X L8 25 750 AT LAAE 4 FF 9 75 B ) sf
B AR 4R i A .

[0164]  FE—UBSEiE Ty P, 4G 5 BRI B (B anth 22K HR) 5 & b —Fh 2 & BE 1 JAKH) i)
TG e T B, b B) BR A 24 o ZE KA T AN R I 4 6 P o

[0165]  FE—UBsLif 7y R, A KB 1) — FhEk 2 Fh JAKI 1577 5 H A v8 77 IR B & AT LL7E
BRERAES THRBE A A/ B BT B,

[(0166] 7F—ibsmjli R, BAMIIEIT I REEBR BN (fluocinolone acetonide) BUE
HEW (remexolone) ,

[0167]  fE—UBSEHETT R, FAMYIRTT IR B R E BT, Bl in 2 2 ith ZERAL BB
AT IR JEFA B FF FE (flumetholone) o

[0168]  FE—ULSTiE R+, BAMIIEITHIEHE Dehydrex.Civamide  iE B RER 4N R 1R
2 \ARGIOI.AGR1012.fF R D440 . FikES . 15— (s) - B E TR IU L .cevilemine L FH IR
£ KB E iDestrin FHEH KA. LB K KB HE (voclosporin) JARG103.RX-10045.
DYN15. 3K 4% 5 . TB4 . OPH-01 ,PCS101.REV1-31 . f#VHE [ (Lacritin) B JR%E.0T-551 .
PAI-2. EREFHFW bR E T M EZE AT (pimercrolimus) IRIREE R B IR 15 Fl ZE B
(rituximan) HhZBEEIUHN (diquafosol tetrasodium) KLS-0611 2 e HERR . Bl BR 4 ves
FVKIEFIER (efalizume) B RN K AR TE I 2 50 \NGX267 FERK 847 (actemra) BYL-
R AT L o

[0169]  FE—LeSTiE T FR , S ANV TT 7R PU UL A 57 S IBBRAE 7 TRP-1 5244 R 5 771 .
55 36 L I 79) R R 1 (R 43 WA R WMUCT 25 77 M 4T 2R 1 304157 P2Y 2 2 A I sh 7] B
PR BB FIU R R AT .

[0170] ST EH, AAMIBTREBEEMERT, REBERR T . 88RZE
B, RAF AR HW B2 28 (FlanPEC400) SR R A HE X H S fF — LSt 5
K, HAMRIT R — MR A R Y, IN-Z B R R, T U SR E A MR
FAFF B R TE R B R

[0171]  FE—SSEHE RH, BAMGEIT AR IAR, R BN SLE BT, BREEH, LR
) (B0 S R AR SR BT A 25) UL R ST . &8 25 W SE ) B 45 - R ME S, Il KR
ERKXKEE ZNERZ HEX . SEXENERER S HER, WHXEYE BEY
E S FVE MRV E BEVE EEFWEMKEDE 250 BIRKEY, SHE R,
FER . VWEL . BRER NTERFERK, AHER R AE T RETEY 7
L F IR B- N B IZ 2K Sk R 2K IEB K 2K (emphotericins) ; HURME  FENE  Piih &
DK ML B AR, R RS RS WA B (dicloenac) s BELIE S5 BAVG R, 47 IR 55, 0 |
MR IE BV IR LR E T o ZEFR IR o 2l b s SR ; BRR A4 N BB TRAE R

(01721 WA A, RE KRB R 1BHE BT RT S AR BU S —RIENE—F
R — 87 BlanAKAKNAEY, HAE R KPNEYFI ERTIRE S 6T 7)) 8i/E N
B 2 PR

[0173] B, W LATEME B A R BRI B2 B0 ELE Bk 2 J5 i B S MK 25 7 E X RE RO BE &
FTVEIRIT AR KB E A1 — FRER 2 P 38 387 U 30@ I 8 A0 v 0 P o 170 3298 3 it
REEARKPLENHE ZIGT RN AR AHEMAHRE—NTRRFE S — A a4
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FRRVETT 7 AT HAL S V87 MBUE M A K& 53 e AT a2l .

[0174]  XLEESE —IRIT IR A B EX T AGUIREARN AR A B, 7 AR T HERE =T
PLFEAR S| B BRI A FFH & R 5 iELL KWells®, eds. ,Pharmacotherapy Handbook,
2nd Edition,Appleton and Lange,Stamford,Conn. (2000) ;PDR Pharmacopoeia,
Tarascon Pocket Pharmacopoeia 2000,Deluxe Edition,Tarascon Publishing,Loma
Linda,Calif. (2000) EA K HAth = 22 3CHR FR 4R B 48T, B e 38 1R IR REF R ETEH
TREFARN RAARA .

[0175]  FEREZMIRITFIRA T X RE AR AR — LT R, ARSI E
REBANTERAS ZMET AN ERER.E RS Ed, 8 BT RN ENE
NTFHEANERAARBHALEDE A RE . DAX R R, 77 BUE S5 4F 0 257505 & 77 2 AH K 5
A7 B BIVE B M  FARTEE R S (BB EAIR T Bk 42575 /8RR 44
FRAR) S T A BUE AN R 2 B 1 5 WA .

(01761  FEN—J7H, A K AR AL B —FhEl 2 Fp_EiR 58 — 30 yT il — R A ST I8
KM SR & LY P B & AR —HEWEAE N3 FFHIEL, BT I8 77 8B ik
F P LR g B E EUE IR A R B I 55— 75 T R AR SO Ak & ) R T R YR 9T BUTIR Ak
SRR SZ AR A B B S EHRE AR A &

(01771 FEHART T, XK FEAFE L . #— DA ENRIT A AN TR E R AT
I o IX R N U AT A ELAE S 2R E H R R, bR, I B TR SRR I B R Y R AR
RIGTT 77 SRR C BRI B SRR  E b 7 v R, BT SHE A T 388 7 I A AR I
ERTEARBEAT VEAG , 4 2R\ TSR i e B 8 A7 B SRIRTT

(0178]  FE—AEWTEF, AKARM T — PR N7 R T VE AT EEEU T P
IR T 2 A LS AR SCH IR R B AG BURE AR I 3238 R B i2 AR 18 R (B, B A ST
A& R T B 2R ORI PR A AR SE AR B AH M 25 2Y) B2 B (B i 0% 3 L U8 IOk, o
£ [ 2133 1 FH 2 LUV TT BR B AR I VR T B A ST B o 72 1% 7 15 R 2 1451
FKFR] P g R 1E o HR B Atk 80 AR o B AR AR IE K S AT EL A, CAT B SR IR
RS  FERIE B SE 77 U, FE L 8 38 — /Ko B B 18] i 8 2R B P AR IE I B 2K
3, 3 HLEC PN 7K LA B U5 7 B i R BOVR T B D FE e Lk SE R 7 SR , FEFF 4R AR
P& A K BRI VRTT Z BT 8 2R P ARIE B TG 7 K s S8 S AT LU AR iE B BUR T KT 5
WBIT TR 5 2R E F AR K F AT EOR, U B V6 TT B Th AR

(0179]  FAEFLTESERETXF , ZIAE P HARCKFEAFICEE R DB E — IR FridK
FRILC R, B, 55 i EbE 5 R — 8 | A — BEHIEE i E KRB ARILK PR 5 —
MEEARL, TRTHERBEARKAKBTZ2ERAHENNR, ANTTATFBIBRENE
TR o FRAS K B B RE AT LA AE P ARS8 R B B SCHE IR AR 7T & & Y SRR/ Rk M 8
VRBEAT o DU, 1 S5 A2 AR A B L 2H A BRI i o B B R A ) SR LA LR L PRV
HAR OB WA, LA RS EIRE SRR R & &R A X T ASBEBEARAN RS
T HI o K TR B B K F0/8imRNAZK P (5 4nA 12 7K ) B 5 BT 48 A A4 2 & i)
R EEREARBT , BIEEAIR T B 5 7% ELISA U EFR L/ 8 B VBN E/
12 & 6775 SE I PCREE

[0180] A BHIEIR M F T V6 97 0% MBS B FLAE IR (BLFE A SCH IR 1) AR L) BRI & X
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S8 ) AMAESY, RES A XEARMU G EZ 2 LT B2 Bai 2
BHWANG R RS RFEKEY BRI s 2 REY , KPR A E S WTE
AAR T Fb) #RE XA S Y RIBTT R AT B AR IR (B HE AR STHAR Y AR L) 1)
FERI R .

[0181] IZFIBTLLR AT BN RAGYAE ST A F H ] FEHEE.
BIEFER T AR ZEERE, RPN MK R —FEMNREEY: 77T
MEAE, KN EAE58—FENFRESY oL —FENFTRAEHHI o
AL 2% o I 2 45 7] LA R A AU B A AR AT B AR B X, B 25 %% B mT 8252 B AT Rl g, 41
AR AR & IR IS B IR R B AT E B A A R4 (B dn, R A AR “EE R LUK E B
AR ESRT) S ARERITREREHGENNAFEBRREAE. FIERANESRA
PABR T i S e V0550 2L, Bl an & MM AR &8 E A2 A T ARS8 FTLUE 2
T AR -ERTE-BEPUHEHERE TR G, FRTTUEE-NMEFE, MM
TXEE-NETFE Mk, FHEWBAE,

[0182] A FIE R AN E F T B M el 2R3 1S B AN /B B X Ft 17,46 B
TAAFE:-BHESMEESH K ERH T, Kb E8F 57 % GERUREZR T ZRAZBAK A
FIERZE) B REARN A FE; BN RSS2 X LRI &R LR a8 aR%
BERMRA,

[0183] B LA A A AT E S P 75 R VRAG AR SUHEIR B4 & 40 ) A2 03 1, 91 T A 908 A ST
R HRLL 7 R A SO I B Le1h S YR BORR B AR B M (B andn#IP450 AR 2
Y RN TFEE RS EERIE TR R R IED .

[0184] A5 FKI TR S35 3k, Tl 2 ENRIRR « B FRR T B AT 178 A ks 2 oA
TR, i 5| BRI SN, S ERR FRHE . SCE VAT B R SCR B 3CH
REHER B 0 3048 2 & ) & R R 05 F AR

(01851  sEjfifH

01861  sEiEfll: R X-4-[2-[ (R) ~1-F2 Z & ] -1H-Wk Mg IF [3, 2-b I Bk e 3 [4, 5-d I b iE-1-
HEIACTHRPIE (D &K

[0187] N
O~ N
A \N'
1
[0188] EIT
[0189]
o .78;m g
o Q fk ’}\ CICOOBUY HzN)(..Q fk /'\ TFAA N&“O\No TFA N%'O\
TEA ,}\ DCM
o & MO oiRT o RT N
At-1 Al-2 A1-3 Al-4
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Ci
OH
(;( %/\/°/mCPBA/°S/ _pocn | A0 NaOHﬁI)
Br \ x,

AtS A1 AT
NaOH @ HBr aq @ r:[) POCI3 o&@
“MeOH d)’\)
[0190]
A1-10 A1-11 A1-12 A1-13 A1-14

Al-15 Al-16
(01911 BIE1 . RN -4- Boc—HE) H ORI (A1-1) (62g,0.256mol,1.0HE) FETHF
(1500mL) = ) 75 9% FINMM (64.6g,0.64mol,2. 54 8) ERS AR FAHE B ZIBEEWA A
E-78C, ZZWIMANE FEE R T B (33.62,0.33mol,1.348) . 7E-78°C Tk )5,
NHs (5048 BT IR EMER L2008 . 2 5, RBEF ZE-30°C, R G E-30°CHEFE L/ .
VR B8 S W, FZK R (3%200ml) , it F, 15 81 3 &4 KR4 & A1-2 (58g, I E
93.5%) MS-ESI: [M+1]*:243.1
[0192]1 'H NMR (300MHz,ds-DMSO0) :7.192 (s, 1H) ,6.688-6.728 (m,2H) ,3.122-3.147 (m,
1H) ,1.92-1.959 (m, 1H) ,1.696-1.787 (m,4H) ,1.382(s,9H) ,1.086-1.358 (m,4H) .
[0193]  3R2 ¥4k &4AL1-2 (T4g,0.306mol, 1. 04 &) ZEDCM (1000mL) 1 VA K B = 2%
(77.2g,0.64mol ,2 .54 &) A3 AR EMIEIKIE R A EHIZE0°C, 3 1Z 7 I TFAA (80.9¢,
0.383mol,1.25 4 8) JMANERR EVKIB IR R PR EF 220°C, RS E20°C T EE2/IE,
HIATK (300mL) , 48 J5 4 7K #H FADCMBE BX PR X o 45 & - B9 ZE U A R 7K e g, B /KRR ¥A T
e, W 4E FH B I RE AT ik 4, 18 B B A RAR L& H9A1-3 (46g, UL Z6T.1%) MS-
EST: [M+1]+:225.1,
[0194]  'H NMR (300MHz,CDCl3) :4.397 (m,1H) ,3.467 (m,1H) ,2.381-2.418 (m,1H) ,2.079-
2.147 (m,4H) ,1.613-1.757 (m,2H) ,1.454 (s,9H) ,1.114-1.232 (m,2H) .
[0195] 4UE3.[E4LEHA1-3 (10g,44.6mmol, 1. 024 ) EDCM (50mL) A IV = I TFA
(209) K R IBESWERR TH /NN EETLCERR M5B, REHZTRYE . IAUKK
(30mL) FH-A4¥5 K F S E ALK A (4mol /L) #b3EZEpH 10.4R /5 FIDCM/ B BZ (10/1) REEL/K
FH6IX . & FF I ZE B A KRB AN T8 Wk 48, B B K B B BRI L& 4A1-4, (5.1g, UK
#£91.9%) MS-ESI: [M+1]+:125.1,
[0196]  'H NMR (300MHz,CDC13) :2.738-2.772 (m,1H) ,2.370-2.421 (m,1H) ,2.115-2.170
(m,2H) ,1.923-1.977 (m,2H) ,1.580~1.694 (m,2H) ,1.075-1.197 (m, 2H)
[0197] BR4 . ERRKA T, R2-R-3-FHEALeE (A1-5) (225¢,1.293mol,1. 04 &) .=
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LTk 2k (153.3g,1.592mo0l,1.23 4 8) 7E1,4- ~ & 23 4% (2500mL) = KR
ACul (25g) FIPd (PPh3) 2C12 (45¢) oI R RLVR-AHITE25°C T #E305 %0, SR E R H1ZE10°C, 1R
WINAZZ 8% (363g,3.594mol,2. 784 &) . 7E60°C THitL4/Ni 5, BB WA N HET IR
g . IR AW A 7K (2000mL) FOMTBE (200mL) , $ 3k H33 & . R FAMTBEZEHY (1000mL*2) o
KEHFEVE B SRR, RT0KRER T8, IR 48 3 @ I A i VR Sl , 18 B AR
ERAIREIALE4A1-6 (1508, W 3 60.7%) «GC-MS:191 (ET)

[0198]  EIR5. 7E25°CLLTF, L& 4A1-6 (105g,0.55mol, .04 &) ZEDCM (1000mL) =
B AN R ST E R S (85% ,230g,1.13m01,12.06 4 8) AR THEIEE,
FEUKIB I BN S VA W ZEpH T-8. 1T IEB BB A Y, 77 B I8, FIDCMAE B I IK
K& EVE AR SRR K, & TKBRER N T 1%, k48, B 2B B itk
R EHAL-T 115,72 F,100%) .

[0199] P IR6.7E30°CLL FHIUKIBE R LS HIA1-7 (115¢,0.55mol , 1.0 &) 7EH
(400mL) A HG B ID B BEBE S (400mL) H 48 R VR A FEQ0°C R I 2/Net , B R EE IR
HIRYE 20 CLA T AR KW Z B I MR E B EPH 7-8, 7 FIMTBEK B &4
EEH K& FH B VER S KEEG, &K T 1%, IR 45 18 i ik e A (i vk 4t
1k, 15 2| E A ACIRL &A1 -8 (73, WL 58 . 7%) .GC-MS: 225 (EI)

[0200] BIR7.[E4L-EHIAL-8(73g,0.323m0l,1.034 &) ZETHF (400mL) H 1AW A S
AL NKIEWR (300mL,4mol/L) o fE50°C Tt FE /NI & , 8 R BIR & A S E =R M
1000mL7K . 78 &%) FIMTBEZEBX P IR « 4 & HF I B VLR FI EUK R, B R K BRI T 1R, IR 4
HFRCBRZEFAMBEES G, 53K A GH RN A PAL-9 (30g, B EK60.5%) .GC-
MS:153 (EI)

[0201]  'H NMR (300MHz,CDCls) :8.485(d,1H) ,7.945(d,1H) ,7.312(d,1H) ,7.079(d, 1H) .
[0202] B IRS KBiL&HIAL1-9(9.21g,60mmol,1.0H4E) ¥ T HEE (150mL) F, SR E A K
(150mL) FAEE AN (242,104 8) 7ES0°C R ML/ G , 1 S RLTR S 40 #1 2 20°C FE iR
98 . B AR W) FHDCOME I =K, R 5B & FF BN EE TKBRBR T 1R IR 4, B 3 amik
REIA A HIAL-10 (5.5g, U %61 .5%) MS—ESI: [M+1]1*:150

[0203]  2IR9 . ¥44L&HA1-10 (5.5g,37mmol, 1. 024 8) HI N F40% HBr/K AR (150mL) .
1 LV BV INPA B L L8 /N, ¥ EI IR 4E 5 A M AR BR 2 M A R (100mL) &3 2 pH
T-8 P20 b J5 , VB VTIE ), F/K W, A T8, BRI K B el RIRIL & WAL-11
(3.1g, Y #62%) JMS-EST: [M+1]7:136

[0204] BBR10.ERSAAT KA EHA1-11 (1.68g,12.4mmol,1.024 &) 7E120mL DCM
FHIR SR HE-5°C, 7E0°C T B I AN FEDCM (30mL) SRy U T EEmsBe 4% (5.17g, 17mmol ,
1.36 5 8) , R /5—XKIMATFAA(5.17g,20mmol, 1.6 4 &) . MAJG R EIBEWE-SCT
LN, ARG FHR R 25 CH B 15N IRAR VAT, M B RPN Z 8% (200mL) , 3
F 1t 38 BTV I AR ER S AN (100nL) SR SR 2R 2B BB IR, R G
BEIHHENEZETKMBNTEIFRS, B RE AR NI EAL-12, (1.37g,E
61.4%) MS-ESI: [M+1]*:181

[0205] BIR11.%4L&4A1-12(1.37g,7.61mmol,1.04E) MEE (50ml) HIIRE S m#
ZE110°C, A /EHEL1I0°'CE120°C T4 K MHAEER (0. 65mL) FEM AN . 7E125°C T #3040 5+
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RHEZFRE, A ZEE (100mL) I HEEE, B GG ET TR, SREAHRRLE
YIAL-13 (1.2¢,URZR8T7.6%) MS-EST: [M+1]*:181.

[0206]  'H NMR (300MHz,de-DMSO) :13.149 (s, 1H) ,9.024 (s,1H) ,8.234(d, 1H) ,6.966 (d,
1H) .

[0207] PIR12.7E20°CUL Ptk & 4WA1-13(1.2¢,6.67mmol ,1.048) 7£1,2-ZRK Ik
(50mL) =YV R IN N = &UEBE (15mL) , R G TE B SR T ES CHERE2/Ni , ¥ H1 ZE25°C
HIAE . E20°C LA F B KV F ZBIMANRABRBREINER EpH 7-8, I K18 &4 FIMTBE
KRR EIFRIAVE KRG, R KRN TR, k4%, SRR EARH RS
YIA1-14 (0.8g, W 60.4%) ,'H NMR (300MHz,CDC13) :9.250 (s, 1H) ,8.189(d,1H) ,7.191(d,
1H) .

[0208] PYR13.[MA1-14 (280mg,1.41mmol, 1.0 &) 7E1E T B (20mL) = VAR = A4k
A IA1-4 (290mg, 2. 34mmol,1.66 24 &) FIDIPEA (403mg,3.12mmol,2.21 4 8) JERNIEE
WIFEL35C T HE /NG , R 48 H B i R A B iy 4tk , 18 B B @8 RO AYAL-15 (320mg,
WET9.4%) JMS-EST: [M+1]%:287.1.

(02091  'H NMR (300MHz,CDC13) :9.268 (s, 1H) ,8.653 (d,1H) ,7.952(d,1H) ,7.034(d,1H) ,
4.423-4.511 (m,1H) ,2.629-2.723 (m, 1H) ,2.241-2.355 (m,4H) ,1.864-1.902 (m, 2H) ,
1.539-1.578 (m, 2H) .

[0210] BIR14.[MA1-15(320mg,1.12mmol, 1.0 &) 7F FFEE (15mL) AR F INA10%
Pd/C(0.3g,50% %) . FEE IR N ERSEN FT#ITENE DA IRIZ 1L G AL 7T nE
PR BE R I R B IR 40, 15 B B R AIAL-16, (286mg, Y 100%) MS-EST: [M+1
1%:257.1

(02111  BIE15. % (R) - (+) A Bk f% (259mg, 2. 8mmol,5. 04 &) FIEt30-BF4 (543mg,
2.8mmol,5.0=4 &) FETHF (10mL) P B BAZER TERSAA TR0 8. R 5K LR
BRI F]AL-16 (143mg, 0.56mmol, 1.0 &) 7E Z. 8% (10mL) 7 HIVE A4 . 7E85 CHt 2/
I Ja RGBS, IMAIK I Z B Z B ZEBR DU UK o 3 226 HUM 3 FI AR ARk R 2 M 1B W
(100mL) ¥ /KFBAL B ZEpH 8, FH Z B8 Z B R HU N IX « 38 B WL 2 /K BRER SN T , Wk 45 , 18
FIR R A RIRBIAR B A Y (80mg , WL F46 %) MS-ESI: [M+1]*:311.4

[0212]  'H NMR (300MHz,CDC13) :9.005 (s, 1H) ,7.949 (s, 1H) ,7.256 (s, 1H) ,5.227-5.290
(m,1H) ,4.766-4.843 (m,1H) ,2.783-2.864 (m, 1H) ,2.438-2.527 (m,4H) ,2.068-2.192 (m,
2H) ,1.913-2.003 (m,2H) ,1.767-1.846(d,3H) .

(0213]  sERERI2: R3-4-[2- GRHF E) Bk (3, 2-bIBkme 3 [4, 5-d]mbae-1-F ] IR S 4
g () 86 Rk

[0215] 2.
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o

m)‘--.Q o ClgoagaBu n,n’u Q TFAA s~ TFA ¥ Q
mf'\o"\ HA 0”\ O\Nui "\ DCM Nit
0 o Rl
At Al1-2 A1-3 Al-4
o g (¢ Ct
SN . m-CPBA O/  Ppoc3 O s NaOH 0
N B P e Sp— XYY . | 5/,_ ket
B A \ N \
3
Al-5 Al-6 Al-7 A1-8 A1-9
[ ] GN\ ‘
0216 Y POCB o
NaOH @ HBr aq @ . N\@ Km
MeOH
A1-10 A1-11 A1-12 A1.13 Al-14

A1.15 Al-18 2
(02171 sKief2{s FA 55 SC B LA R B 20 BR U 4, ISR Z AR FE T - E P BR16) sh F2-F2 2
BeAZARE R) — (+) ~FLBEIZ : 40mg ik 3 M) AR R AL 5 #, MS-EST : [M+1]7:297 .4
[0218]  'H NMR (300MHz,CDC13) :9.048 (s, 1H) ,7.965 (s,1H) ,7.286 (s, 1H) ,5.049 (s, 2H) ,
4.702-4.813 (m,1H) ,2.753-2.873 (m,1H) ,2.376-2.527 (m,4H) ,2.087-2.226 (m,2H) ,
1.872-2.053 (m, 2H) .
[0219]  SEHEGI3:2-[RA-4-[2- R) -1 Z B kW I [3, 2-b Bk 3 [4, 5-d ] At B -1~
HIFCE]IZHE Q) K&k

[0220] o N

[0221] HZ3.
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[o]
J — TEA
o7 t-BUOH o Q LAH HO™" Q MsC!
DPPA NH o/l'\ NH 0’*\
100j2
A3-1 A3-2 A3-3
S 852 OCM
o050~ Q o NaCN Ng--. TFA Ny~
L ,}\ DMSO ,i\ RT
[0222] NH O NH,
A3-4 A3-5 A3-6

N
N«O ' F oo ot
OH
¢ o Qw «O -
a* 0 A3 N

' o _Pac T —}w, Nj
——-—-—-——-—-—--—o- s rrrs————
\ DIPEA K{fj’\} ’ o

Al-14 AT A3-8 3

[0223] BRI AFRSRSAAT,AEZRTRARA-1,4-FHD - RERBFE (A3-1) (100g,
0.538mol,1.0%4 &) =2 (57.4g,0.568mol ,1.055 4 &) £E4L T B (1000mL) 1 vA i
BN Z F R R B E ALY (155g,0.563m01,1.047 4 8) RS WE R AES 16/ . 8
W TLCTERLE , IR SV ENFEIRSE . MK (1000mL) , 4578 &4 FAMTBEZE B = 1K . SR J5 %
B HLE R BB S A TR AN 3K Be 5k, @ /K IRBR BN T8 , YR 4 18 i Fe B 4 € i 92 4
1k, BB K A Bk KR AL & PA3-2, (53g, W #39.2%) MS-ESI: [M+1]*:257.1

[0224) 532 #%LiA1H4(9.0g,0.236mol,1.1224 &) ZETHF (500mL) H ) B W FE UK VA
AEIEOC, REIMAEYIA3-2 (54.3g,0.211mol ,1.034 &) ETHF (200mL) & {7 , B
RIFREEIOCU T HRNBEAYEEZRE TSR, REEISCTR2CT ATH/KER
BRAN (27g) B IR, T PRI IR ARV . 18 3] B B8 R & HIA3-3 (43¢, UK F 89 %) MS-EST :
M+11%:229.1

[0225] B3 . 7E10°CLA FE4L-&9A3-3(11.5¢,0.05mol,1. 04 &) =2 (7.6g,
0.075mol,1.5% &) FEDCM (200mL) = {4 VB & 4 = & i I N FR LR R & (6. 9¢,0.06mol , 1.2
HE) JEER TH 2N E, IIAIK (300nL) JBEAYI 2R Z B B IR o 16 & 3 B R EX
M AEKER, T KRBT 1%, K%, BRI R ARERN LS WAI-4(16.0g, L E
100%) MS-EST: [M+1]*:307.1

[0226]1 B384 . 7E20°C LA F M4k &49A3-4 (16.0g,0.05mol, 1. 04 &) FEDMSO (150mL) # (4
BRI R EALEN (7.0g,0.143m01,2.86 4 B) . FESS CHFES /NI 5 , KRS W v 4
ZEIR, IAVKIK (500mL) o VB &4 FAMTBERE LB X 1 & F B BBV F LK IR IR =R 218
IKERER AT 48 , R 48 8 i e B RE R i vk a4, 18 B B R SRR & 99A3-5 (9. 3g , L R
78%) oMS-ESI: [M+1]1*:238.1.

[0227]  'H NMR (300MHz,CDCl3) :4.408 (m,1H) ,3.405 (m,1H) ,2.263-2.285(d,2H) ,2.064-
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2.096 (m,2H) ,1.457 (s,9H) ,1.122-1.281 (m,4H) .

[0228] BIRS5.[A4k-&4A3-5(1.1g,4.6mmol, 1.0 &) 7EDCM (10mL) = B VA W+ B A TFA
(6g) K R NIREMEERTHE2NE R EESIRYE . I UKIK (15mL) 3K & FHEE
BATKIE T (4mol /L) AR Z pH 10. 4R f5 457K 48 FIDCM/ B 8 (10/1) ZEB5IK . & 3 02X B
2K AT, IR 4518 B3 G R i1k & 49A3-6 (0. 55¢, L3R 87.7%) MS-EST: [M+1
17:138.1,

[0229] IRE6B SRS ELHFI IR HI L RISE S BWISAER , RE Z AL 7E T IEA-415A3-6%
PEA I BARREAL A4 : TOmg VR 3 by K (W Z:0.565%) MS-EST: [M+1]7:325.5

[0230] 'H NMR (300MHz,CDC13) :9.003 (s,1H) ,7.965(s,1H) ,7.270(s,1H) ,5.255-5.298
(m,1H) ,4.713-4.795 (m, 1H) ,2.439-2.611 (m,4H) ,2.068-2.512 (m,5H) ,1.808-1.829(d,
3H) ,1.452-1.576 (d,2H) .

(0231]  sEjEfl4:2-[ (2R,5S) -5-[2-[ (R) -1-$2 Z. B 10k 3F (3, 2-b 1wk M 3F (4, 5-d 1 itk i
1-2 ] Mt m-2-51 2.1 @) BIE& /K

R

[0233] HR4.

\cfﬁ\/\ﬁ\w Boc,0 cncooea HOAC
M NaBH‘ H
HBoc
I Y N
(\' \/j)j‘ PdiC HO!
[ 023 4] t- BuOK . —
H

Y
O’\@ oPEA N£ =

Al.14

[0235] %/Fg?él.EEN%#EEP,44:_2,}&(188g,1.86m01,1.0é%) T A B TR 4
THE(162g,0.744mol , 1. 24 8) ik &4)A4-1 (100g,0.62mol,1.048) 7E7K (500mL) Fi1,
~ZERH T (500mL) FHIBEEE R P EZEE TR 18/ 5, % VA W FAMTBE XK B
(500mL*2) F 44K ABFEVK E¥8 1 HIBE T R8I 10 B AT BRI BN O ERIL ZEpH 3.8 F
HZRZEEER AT ZEF IR, & F I FERY KR, 2 KRB T8, R4,
153 BB RE TR R AL & A4-2 (1808, e 100 %) JMS-ESI: [M+11%:262.1
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[0236] HIR2. 7ERR T, FH4-FHETMk (17¢,0.168,1. L4 E) b HEIL & HA4-2 (40g,
0.153mmol,1.04 &) ZETHF (600mL) B TR &R HEOC, R EZRFHEF R
7 THE (22.7g,0.166mmol,1.08 &) AL GFT18 R VR &M TE0C FHAMEH204 81, ARG
1T JE 3 FTHFEE IR o SR S ¥ 15 U IRV A A1 2 0°C , 3 FANaBH4 (11.2g,0.295mol ,1.93 4 &)
TEKFHIEW (100mL) B R BREWEZSER TH TR, A5 ZH AHCLKBE R
(1.0mol/L,200mL) ¥ K JEA Y .8 ZEREEEL , & B LB F 8K ek, & ToK BRI 9
TIR, IR 45, BRI E A MR & PA4-3 (25¢, P2 HR66 %) JMS-ESI: [M+1]7:248.1

[0237] BRI G AHPA4-3 (25¢,0.1mol, 1.0 &) 7EF 2 (300mL) F1Z & (150mL) 5 ]
BRMAENRS /N, ARG &1, B IRYE - 7E0KVE OB 7R A W0 0\ T AN B R S N8 ¥R 2 pH
7-8. ARG ZBRERIR GV =X, & BRI B K BEE , & TR T 1%, IR 48
HHCBR B MPEE S, 15 3| 3 X SRR AL & H7A4-4 (8. 0g, L 37 .2%) .GC-MS:215
[0238] BIB4. FERRAA T B=TEME (72.9¢,0.36mol,1.0H48) 7EAH3 F & (500mL)
FRIER PR IMAE K (27.2¢,0.36m0l,1.048) JERBRNBESYESE T HEE
16/, SR G WR 48 . DM D B CBR G ERE , TR AR E Ak B R F B8 Z B FDCME 4 %, 157
FE BB AR EPIAL-5 (95, IREI5%) .

[0239] HEE5.7E0°C FRIASSA T T RibE4A4-5 (8.3g,30mmol, 3. 024 &) 7EN,N-
ZHE B (30mL) H B W o U BT BE AR (3. 1g,28mmol , 2. 84 &) GRS
BEWEHFAREIOCHBE2IN REHIEANEHRBFRANLEMA4L-4(2.15g,
10mmol, 1.0 &) A, HAETOCTRAIK A HNEERE BB BFEREINIKK
(100mL) FIHEFNHRER S ANE VR (L00nL) BB A4 . HZ R Z B X BUR AW IR, W & FF
R F B KBRS =R S TR T8, W48, B Bk A4tk I 31 IR &4
A4-6 (7.5g, W 100%) MS-EST: [M+1]7:239.1

[0240] 33%6. [A4L-& WA4-6 (7.5g,10mmol, 1. 034 &) 78 B B (200mL) = #y ¥ W b hn N
10%Pd/C(0.5g,50% ) . FEE IR T ERSE N T HATEMNE RS SRT A4 w407
VEIE F R BV IR B SRS B T R R A, B BIR A Bk RIREIL &Y
A4-7(1.6g,WH66.7%) MS-EST: [M+1]17:241.1

(02411 HIR7.[|4E¥A4-7 (1.6g,6.67mmol, 1.024 &) ZEDCM (20mL) P KA INATFA
(10g,88.5mmol,13. 24 &) G REIBEWMEEIR T HA2/NT ERITLCE /R R ML TEK 2R 5
HAWRYE AN IK 20mL) F18 A A S AN KB (4mol /L) Ab 3 % pH10. 4R f5 FADCM/ HF
BE (10/1) /K AHZEEL6IK K& F I & TOKBRER BN T 18, IR 48 , 1B 2R AZ B TR 19 1k
A47A4-8 (950mg , L 100%) MS-ESI: M+1]*:141.1

(0242] BIRS.[4L-&HIAL-14 (AnsSEERI L B IR4Z 128 %) (600mg,3.0mmol, 1.0 &)
FEIE T BZ (15mL) B A9 P i A& 49A4-8 (950mg , 6. 7Tmmo1, 2. 26 24 &) FIDIPEA (1.36g,
10.5mmol,3.5M8) 4§ K MRS YE135°C T H /NG, IR 3\ ik A ek vk aifh,
BRI E A AR EHIA4-9 (2R, 5S) (254mg, Y F28.0%) MS-EST: [M+1]17:303.1,
[0243]  'H NMR (300MHz, ds-DMSO) :9.063 (s, 1H) ,8.503 (d,1H) ,9.326 (d,1H) ,7.176 (d,
1H) ,4.431-4.513 (m, 1H) ,4.128-4.156 (m,1H) ,3.633-3.659 (m,1H) ,3.448-3.518 (m,1H) ,
2.775-2.841 (m,2H) ,2.205-2.312 (m, 1H) ,1.829~1.859 (m,2H) ,1.501-1.521 (m, 1H) .

[0244]  HIR9. [ 4k&HIA4-9 (254g,0.84mmol, 1.0 &) 7EF B (20mL) P A ¥ B I\
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10%Pd/C(0.15g,50% i) EER T AEKRSEN FTHTEME RS SRBT L R AELLT
D8 R B R IR R B IR, B B A R AL & 9A4-10 (230mg , YRR 100%) .
MS-ESI: [M+1]*:273.1

[0245] BRRI0. FEERAE KA T  WD-FLBEIZ (388mg, 4. 2mmol ,5. 024 &) FIEt30-BF,
(1.3g,6.72mmol, 8.0 &) FETHF (10mL) = fIVE I #3044 . SR B B LRI EIML &
YA4-10 (230mg,0.84mmol, 1.0 &) fE Z. B (10mL) F B S . FESS CHFI/NTEHE
HPLCE /R R B FE R fa , IRAE RS 4, IMAK I A Z B8 2 B ZE B U IR . 3 22 B ALAR . K /K AE A
AR R S ANE LB 2ol 8, FZ B LB IR 5 58 = B HIAE KRR N T% , 3
it R A AT R A, 15 BV B Al RORAR L & (120mg , 102843 .8%) JMS—EST:
[M+1]%:327.6,

[0246]  'H NMR (300MHz,CDCl3) :9.039 (s, 1H) ,7.939(d,1H) ,7.196 (d,1H) ,5.235-5.336
(m,1H) ,4.806-4.973 (m,1H) ,4.403-4.483 (t,1H) ,4.096-6.116 (m,2H) ,2.700-2.807 (m,
4H) ,2.105-2.312(m,2H) ,1.830-1.852(d,3H) .

[0247]  sEjaf55:3-[2-[ (R) -1-¥2 2 B ) - 1H-WRMR 3 [3, 2-b] WK ME 3F (4, 5-d] Mt pE—1-%E ]~
N-(2,2,2-=5 & &5) mer -1 F Bt (5) B &k

H

[0248] / %

Y,

5

[0249] 5%5.
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«O”{%— e ondpy TF

Atl-14 AS5-4

[0250]

HC! 0.l

PdlC

[0251]  BER1.m4b-&WAL-14 (ANEHEHI L P B IRAE 126 4) (820mg,4.13mmol, 1.0 &)
FEIE T BE (15mL) AR B P DN & 9A5-3(1.0g,5.37mmol,1.3248) FADIPEA (1.6g,
12.4mmol,3. 0 &) K KSR S YE 135 CHEFE /N, iR 45 3 B L R I A B i vk a4, , 18
B AR E A4 (1.32¢, 0 #91.8%) MS-EST: [M+1]%:349.1

[0252] B2, W4k-&4IA5-4(1.32¢,3.8mmol,1.04E) ZEDCM (15mL) = B VAR = I \HC1
TEZBE (30%w/w) R (15mL) B RN B A WERR THRE/ITEETLCRR RN
F SR TG BB WRAE  IINUKIK (20mL) , H44 133 F S B AL /KA MR (4mo1 /L) AL ERZEpH 10.4%
JE ¥ KA FIDCME L Z IR A I BB A /KR BR A T 13, IR 48 , B 3 3 e SRR 1k
& ¥IA5-5 (950mg , T FE100%) MS-EST: [M+1]*:249.1

[0253] PR3 .4%2,2,2-=F L 0% (A5-1) (1.21g,12.2mmol, 1.0 E) FuteE (2.4g,
30.5mmol,2.54 &) 7EDCM (50mL) FHITE &M HZE0°C, H7E5°C L FIZEDCM (50mL) = f
=5 (1.34g,4.52mmol,0.37HE) FMALIEIING R MRS YFEIS CIR AL/, R
JEAE25°CH 2/ R EERER (A5-2) BWMAE AL HT T —5.

[0254]  BIR4 . ¥4b-&4A5-5(0.95g,3.8mmol, 1. 04 &) FIMLEE (0.45g,5.7mmol, 1.5
) 7EDCM (60mL) VR & H E10°C, H F R FERES (A5-2) ¥ (12.2mmo1,3. 24 &) iR
AN I R NLIR G W IR B RT3 /NET L SR 5 ¥ 0 NN FDBR BR S 4NV ¥R (200mL) , VR & 4
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FADCMEEEY PR UK o & 3 B BEBR ) F 2h 7K PR ik , B o K BRBR BT 188 , VR 48 0 8 I RE e A € 1
yEaill, 18 3 5 A FORH L & HAS-6 (850mg , U 2260 %) MS—-ESI: [M+1]%:374.3 _
[0255]  'H-NMR (300MHz, ds-DMSO) :9.282 (s, 1H) ,8.718(d,1H) ,7.962(d,1H) ,7.024 (d,
1H) ,5.165-5.186 (m, 1H) ,4.642 (m, 1H) ,3.926-4.008 (m, 3H) ,3.517-3.675 (m, 3H) ,2.502-
2.568 (m, 1H) ,2.206~2.267 (m,2H) .

[0256] ABLE5. 4L & 49A5-6 (850mg, 2. 28mmol , 1. 04 &) 7E B B (80mL) =P AW+ I\
10%Pd/C(0.45g,50% 1) . fEE R TERSE T T TSN E B A SRUT 1E R EA T
i PEFE R BB R ISR IR YR 19 2R B R I A B 49A5-T (800mg , YL 2 100%6) oMS-
EST:[M+1]%:344.3

[0257] R6.AZETERKSRP  ED-ABEE (1.27g,13.68mmol , 6.0 &) FIEt0-
BF4(3.53g,18.24mmol, 8.0 &) ZETHF (20mL) S 1A #3020 & . SR 5 5 B SR SN
F4k-&HA5-7 (800mg,2.28mmol, 1.0 &) 7EZEF (20mL) R ARSI H - 7E85 CHi#:5/ Nt
HEHPLCE /R RN FERL G » IRGETR &4, IINHCL (1mol/L, 30mL) 3 FHZ BR Z. BE A B VUK .
EH LA, KA AR E AR EZEPE 8, HZB AR =R 5 - FHALTTK
B BR A T 1, IR 4 FF P RE AR i a4k, B 2R B B RRAR B4 &9 (530mg , L &
58.5%) MS—ESI: [M-1]7:396.5.,

[0258]  'H-NMR (300MHz ,ds-DMS0) :8.931 (s, 1H) ,8.338(d, 1H) ,7.276 (d,1H) ,7.007 (m,
1H) ,5.889-5.910 (m,1H) ,5.661-5.683 (m, 1H) ,5.251-5.273 (m,2H) ,3.652-3.970 (m,5H) ,
3.435-3.505 (m, 1H) ,2.455-2.712 (m,2H) ,1.672(d, 3H) .

[0259]  SEREGI6: (R) —4-[2- 1~ Z L) -1H-BEIR 3£ [3, 2-b 1 bR mE 3 [4, 5-d ] ik -1-%E] -
N-(2,2,2-=% 2. 5) WRnE-1-F BERZ (6) B & Ak

it

OH
[0260] y
/
6
[0261]  J5%6:
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[0262]

A8-5

[0263)  Z B BRFMAT SLHEHISH A BRLE, L= AR B & KRB &) Clmg, UER .
6.7%) ,MS—-EST: [M-1]7:410.6.

[0264]  'H-NMR (300MHz,CD30D) :8.862 (s, 1H) ,8.046 (d,1H) ,7.150(d,1H) ,5.152-5.383
(m,2H) ,4.325-4.386 (n,2H) ,3.990-4.022 (m,2H) ,3.110-3.192 (m, 2H) ,2.423-2.653 (m,
2H) ,1.984-2.117 (m,2H) ,1.793-1.915(d,3H) .

[0265]  sEjtifs)7:2-[ (2R, 5S) -5-[2- FRFF &L) BRI I (3, 2-b] BRMEH: [4, 5-d ] nbaE-1-2L ]
TyEntm-2-51 255 (1) 896 %

= M“\ﬁsk
Cl H ©
o,r\@& DIPEA 0, q
. I OQ
NH;
Ad-8 A4-D

Al-14
[0266]
‘\\ ""ﬁ
. ‘\\N
8 s
. H A B )
e H »
OQ Et,0-8F,
A4-10 7

[0267] B .AEESSAT, M-S YA1-14 (500mg,2.0mmol, 1.048) 78 T EE (8mL)
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KIS I & #A4-8 (350mg, 2. 5mmol , 1. 04 &) FIDIPEA (403mg,8.25mmol,3.34 &) .
1R SIREYTEL35C R 2/, R G WR 40 B R A i vE A4k, 15 B 3R A B 4K
B4k &4DA4-9 (194mg , YL K 25.6%) MS-EST: [M+1]*:302.3

[0268] B IR2.[A)1k-& HA4-9 (97mg, 1 .0mmol) 7E B E¥ (15mL) = I M P IIAN10%Pd/C
(50mg,50% @) EE R T ERREN T #HITFEAME RS SR Z 1L AT H H R
BE R IR A TRV, B B A MPIR 4 & 49A4-10 (535mg , UL ZE : 100%) MS-ESI: [M+1]*:
272.5

[0269] JBUR3.GFZHEZB% (126mg,1.6mmol ,5.024 %) F1Et30-BF4 (310mg,1.6mmol,5.0
4 8) 7ETHF (10mL) F A E A ER FTEESRAF R0 885 % R BB IA R
5 4)A4-10 (88mg,0.32mmol, 1.0 &) 7E L BF (10mL) HHIR-EHF . E85 CHFEL12/NT /5,
WAREY, IMANKF R B =K . F =6 VUM 3K 7K H B f B R S s
(100mL) Zb R ZpH: 8, R EH RS FI Z. B Z B R BUFI IRk « B B MM TR BB T 12,
WA BT R A A vk A4k, 18 2K B B SRR BIAR BL A4 (T0mg , IZR : 70%) MS-
EST:[M+1]%:313.5

[0270]  'H NMR (300MHz,CDC13) :9.00 (s,1H) ,7.95(d,1H) ,7.26 (d,1H) ,5.27-5.29 (m, 1H) ,
4.76-4.84 (m,1H) ,2.78-2.86 (m, 1H) ,2.43-2.52 (m,4H) ,2.06-2.19 (m,2H) ,1.91-2.00 (m,
2H) ,1.76-1.84(d, 3H) .

[0271]  sEjEfs8:2-[ (2S,5S) -5-[2- GRH k) Whmg 3 [3, 2-b] Bk M J (4, 5-d ] iikre - 1-2]
DO S rk R —-2-2] 2,0 (8) H A& ik

/
|
o 5 DIPEA o
OQ ~ -
H,
A4-8

Al.14

[0272]

V/4

palC H A TBR

EY,0-BF,

A8-2 8
[0273] HB1.EZSESAT, MALE4A1-14 (500mg,2.0mmol,1.04 ) 7F T EF (8uL)
BA R I AL HIA4-8 (350mg , 2. 5mmol ,1.024 &) FIDIPEA (403mg,8.25mmol,3. 34 &) .
¥ RIVR A PIFEL35°C R I BE 2/, R 5 Wk 48 I 18 i Rk R A vk A4k, 18 3 38 A fE 4R
HI4L & IA8-1 (6Tmg, W %8.84%) .
[0274]  MS-ESI:[M+1]%:302.3
[0275] HIE2. 1AL &4A8-1 (67mg, 1.0mmol) 7E B &% (10mL) S AW NN 10%Pd/C
(30mg ,50%¥E) FEE R FERSE S FHTENE RIS SRS b R 07T 58 F
BEWR I IRARVEWL, 13 B3R MR AL B 91482 (60mg , XK : 100%)
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[0276] MS-ESI:[M+1]*:272.5

(0277] BIR3 .2 EZ BE% (105mg,1.33mmol, 6.0 &) FEt30-BF4 (258mg, 1.33mmol,
6.0 %) 7ETHF (10mL) FHIBEREZR T ERRKAF B3048R B LR EBMA
Z|WEHIA8-2 (60mg,0.221mmol , 1 .04 &) FEZEEF I (10mL) JB A4 . TE85 CHe 1 2/
& RAEREY , MK F R ZBEZE B = 1K « 7 2576 HLAE 45 K AH P B FI ik B S ANTE TR
(100mL) 4b¥E 2 pH: 8, 4R 5 F Z IR Z B R BB S I IR . 38 — B WA /KB AT 1%, IR
483 FIRE R AT G v vE Al , B RIR B B RRBIFF AL A9 Clmg, UKZE :30.5%) .

[0278]  MS-ESI:[M+1]*:313.5

[0279]  'H-NMR (300MHz,CD30D) :8.85 (s, 1H) ,8.29(d,1H) ,7.18(d,1H) ,4.98 (d,3H) ,4.35-
4.42 (m,2H) ,3.95-3.99 (m,1H) ,3.48-3.65 (m, 1H) ,3.04-3.11 (m,1H) ,2.67-2.76 (m, 1H) ,
1.97-2.31 (m, 3H) .

[0280]  sEHEfH9:2-[ (2R,5S) -5~ [2-Z. ZEMR MG [3, 2-b] Bk ME H [4, 5-d] Mt mE-1-% ] T &
i-2-7%1 2,85 9) B4 %

Ny
Sy

fop o
H B RBZ Ty
[0281] H i

/

A4-10 9
[0282] FEHERSSRAT, BILEPA4-10(1.1g,4.04mmol, 1.0 8) R A BR = ¥ fig
(2.2mL) 7E1,2- —§( & %t (50mL) A () n# B , 28 fa hn N b g 2R B 25 (200mg) o ¥ [ B2
IREWIESOC R IiHk2/NAT , 3k 48 , I FIM IR BR S VA TR AL B B pH: 8 IR AW I R 2. T8
BB IK & A VA SRR T 5% @I i AT il vkl g Ak, 15 238 (B4
R B A ) (800mg , YN F :63.8%) .
[0283] MS-ESI:[M+1]1%:311.0
[0284] 'H NMR (300MHz,CDCl3) :9.01 (s,1H) ,7.91(d,1H) ,7.17(d,1H) ,4.54-4.59 (m, 1H) ,
4.33-4.38(t,1H) ,4.05~-4.09 (m,2H) ,3.01-3.06 (m,2H) ,2.70-2.83 (m, 3H) ,2.15-2.19 (m,
2H) ,1.85-1.92 (m,1H) ,1.49-1.54(t,3H) .
[0285]  sSEEI10:2-[ (2R,5S) ~5-[2-Wkmg I [3,2-b] KM I [4, 5—d] bR —-1-% ] IY &Nt
m-2-%] Z 5 10) BIE Ak

R e“%q

o :
H B 8% =P
[0286] H

Y

Ad4-10 10
[0287] HRESSHA T, @HLE%A4-10(136mg,0.5mmol,1.0%4E) 78 5 & = H fig
(5.0mL) FHTER P AR (1.0mL) 4% R SVRATES0C T M FE L/NET , K48 , H F v Ao
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TRER S A W (100mL) 4b3E 2 pH: 8. FIZ.BR Z EE R BUR & P IR 34 & FH I A HLAEE To/K R
FRONF 1R, R A A i R IR A AL, 18 B B G B ARCR AR AL & 4 (400mg , Y 3
28.4%) .

[0288]  MS-ESI:[M+1]*:282.9

(02891  'H NMR (300MHz,CDCls) :9.10 (s,1H) ,7.94(s,1H) ,7.92(d,1H) ,7.19(d,1H) ,4.76-
4.79 (m,1H) ,4.32-4.37 (m,1H) ,3.92-4.03 (m,2H) ,2.71-2.73(d,2H) ,2.46-2.51 (m,2H) ,
2.17-2.21 (m,1H) ,1.89-1.91 (m, 1H) .

[0290]  scjEfsil1:2-[ (2R,5S) —5- [2-FF ZEMRIR 5 [3, 2-b]WR M 3% (4, 5—d ]tk aE-1-E ] U &
tig-2-2] 208 QD &R

;"“\:N
IO S
HN BB =ZTE }‘N

[0291] S
/ Ny

A4-10 "
[0292] HEHESSHET,, BEHA4-10(1.0g,3.67mmol,1.0%48) fMEHZ & = F g
(2.0mL) 7£1,2- =& Z 5% (30mL) F ATE N E B, 2R J5 I nE 582 28 (200mg) o ¥ &
RIVRAYNTESOC R IR 2/NI , R4, 3+ AR B S IS M R EpH : 8. I Z. B Z BE A EY
BEVFIRGEF A BEYVAHE KRBTSR, Bl R G IERIRE AL, SRR AR
AARFRBRAL &4 (500mg , WL 2 :46.0%) «
[0293]  MS-ESI:[M+1]*:296.9
[0294]  'H NMR (300MHz,CDCl3) :8.98 (s,1H) ,7.91(d,1H) ,7.16 (d, 1H) ,4.54~4.59 (m, 1H) ,
4.31-4.38(t,1H) ,4.02-4.09 (m,2H) ,2.71-2.82 (m,6H) ,2.15-2.22 (m,2H) ,1.85-1.92 (m,
1H) .
[0295]  A=#pullis,
[0296]  SEHEFIBL: Jakl.Jak2.Jak3. Tyk2A4E#4k M 2
[0297] JE HReaction Biology Corp,Malvern,PAit{T. iz b BAERRINT.
[0298] R
(02991 F:A /B 4% ik ; 20mM Hepes (pH 7.5) ,10mM MgClz,1mM EGTA,0.02%Bri j35,
0.02mg/ml BSA,0.1mM Na3VOs,2mM DTT, 1% DMSO. 43 5l 1] &A™ Bk ilg Bz S0 78 0 B 8 B 3 R 7
[0300] JwxpviibUR.
(03011 1. 7E 37 i) % i B A i L2 1 R P 1) 2% 48 B I TR
[0302] 2. ¥PTR/AHE FIEAN LIRERIAR
[0303]  3.%48E MBI EN BRI RRRS
[0304]  4.i@iFAcousticFi AR (Echo550; GAF TG K DMSO HI L& ik N kBE X NLTR &
Vi, EER T HF2058
[0305] 5. RGBS iENSP-ATP (FLiE 1 10uCi/ul) BL 3R R R,
[0306] 6. 7EFE IR T 55 FRIREE I 12/ Nt
[0307] 7. Ri#f S ATEPSIE FAZ Hadk b
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[0308]  8.i@itid IELE EiEAG MBI I .
[0309]  HEFIC50M) TG : +: > 1uM;++:0. 1=1uM;+++:10-100nM; ++++: <10nM;NT: RZ W

BOACEIREME RGN T L HBI3 4.7 9R B AR B R Jak LM HIF .
[0310]

L Jakl Jak?
1 ++ NT
2 ++ NT
3 ++++ ++
4 o+ ++
5 + +

6 + +

7 ++++ ++
8 ++ +

9 444+ ++
11 ++++ +++

[0311]  SEREfIB2: A4 iflp-STAT3MI &

[0312]  ArRbFIAFA)

[0313] 1.3k E AZHR4HLE A4 MRS

[0314]  2.IL-6 (R&DFRGE;Cat#206-1L)

[0315] 3. M/MRAERRE (TPO;R&D RS ; Cat#i288-TP)

[0316] 4.4 M ANMURELE K (Qiagen,Cattt79217)

[0317) 5. FH-FpSTAT3HIELISARF & (Invitrogen;Cat#KH00481)

[0318] {%2%:

[0319]  1.E.0vHL

[0320] 2.Envision;7E450nmAbik ik

[0321] JDIE.

(0322] 1. 150ul FFEALIMVRFES /B

(0323] 2. W{AEREKILEIMA MK, EZREEF1055 QO R, BRI L EY2
RER) .

[0324] 3. [ f¥K AP AN IL-6 (423K BF : 100ng/ml) BLTPO (4 ¥k & : 50ng/ml) 15435t

(03251 4.5, INNO. 6mLAL I 40 AR L2 P (Qiagen 79217) ,ZEER TR GBS
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Abstract:

The new 1H-furo[3,2-b]imidazof4,5-dJpyridine derivatives are selective Jak1 kinase inhibitors
useful in treating disorders related to Jak1 activities such as autoimmune diseases or disorders,
inflammatory diseases or disorders, and cancer or neoplastic diseases or disorders.



