
AZAENDOLES USEFUL AS INHIBITORS OF JANUS KINASES  TECHNICAL FIELD OF
THE INVENTION [0101]The present invention relates to compounds useful
as inhibitors of Janus lcinases (JAK). The invention also provides
pharmaceutically acceptable compositions comprising the compounds of
the invention and methods of using the compositions in the treatment
of various disorders. BACKGROUND OF THE INVENTION [0102]The Janus
kinases (JAK) are a family of tyrosine ldnases consisting of JAM.,
JAK2, JAK3 and TYK2. The JAKs play a critical role in cytokine
signaling. The down-stream substrates of the JAK family of kinases
include the signal transducer and activator of transcription (STAT)
proteins. JAK/STAT signaling has been implicated in the mediation of
many abnormal immune responses such as allergies, asthma, autoimmune
diseases such as transplant rejection, rheumatoid arthritis,
amyotrophic lateral sclerosis and multiple sclerosis as well as in
solid and hematologic malignancies such as leukemias and lymphomas.
JAK2 has also been implicated in myeloproliferative disorders, which
include polycythemia vera, essential thrombocythernia, chronic
idiopathic myelofibrosis, myeloid metaplasia with myelofibrosis,
chronic myeloid leukemia, chronic myelomonocytic leukemia, chronic
eosinophilic leukemia, hypereosinophilic syndrome and systematic mast
cell disease. [0103]Accordingly, there is a great need to develop
compounds useful as inhibitors of protein kinases. In particular, it
would be desirable to develop compounds that are useful as inhibitors
of JAK family kinases.  WO 2007/084557PCT/US2007/001225 2 SUMMARY OF
THE INVENTION 10104]It has now been found that compounds of this
invention, and pharmaceutically acceptable compositions thereof, are
effective as inhibitors of protein lcinases, particularly the JAK
family Idnases. These compounds have the general formula I:    or a
pharmaceutically acceptable salt thereof, wherein XI, RI, R2 and Rs
are as defined herein. [0105]These compounds, and pharmaceutically
acceptable compositions thereof, are useful for treating or lessening
the severity of a variety of disorders, including proliferative
disorders, cardiac disorders, neurodegenerative disorders, autoimmune
disorders, condition S associated with organ transplantation,
inflammatory disorders, or immunologically mediated disorders in a
patient. [0106]The compounds and compositions provided by this
invention are also useful for the study of JAK ldnases in biological
and pathological phenomena; the study of intracellular signal
transduction pathways mediated by such kinases; and the comparative
evaluation of new kinase inhibitors. DETAILED DESCRIPTION OF THE
INVENTION  Definitions and General Terminology [0107]As used herein,
the following definitions shall apply unless otherwise indicated. For
purposes of this invention, the chemical elements are identified in
accordance with the Periodic Table of the Elements, CAS version, and
the Handbook of Chemistry and Physics, 75th Ed. 1994. Additionally,
general principles of organic chemistry are described in "Organic
Chemistry", Thomas Sorrell, University Science Books, Sausalito:
1999, and "March's Advanced Organic Chemistry", 5th Ed., Smith,  WO
2007/084557PCT/US2007/001225 3 M.B. and March, J., eds. John Wiley &
Sons, New York: 2001, the entire contents of which are hereby
incorporated by reference. [0108]As described herein, compounds of
the invention may optionally be substituted with one or more
substituents, such as are illustrated generally above, or as
exemplified by particular classes, subclasses, and species of the
invention. It will be appreciated that the phrase "optionally



one ring within a multiple-ring system (as shown below), represents
substitution of the substituent at any substitutable position in any
of the rings within the multiple ring system. For example, Figure a
represents possible substitution in any of the positions shown in
Figure b. 01263This also applies to multiple ring systems fused to
optional ring systems (which would be represented by dotted lines).
For example, in Figure c, Xis an optional substituent both for ring A
and ring B. Figure c 10127]If, however, two rings in a multiple ring
system each have different substituents drawn from the center of each
ring, then, unless otherwise specified, each substituent only
represents substitution on the ring to which it is attached. For
example, in Figure d, Y is an optionally substituent for ring A only,
and X is an optional substituent for ring B only.  Figure d
101283Unless otherwise stated, structures depicted herein are also
meant to include all isomeric (e.g., enantiomeric, diastereomeric,
and geometric (or conformational)) forms of the structure; for
example, the R and S configurations for each asymmetric center, (Z)
and (E) double bond isomers, and (Z) and (E) conformational isomers.
Therefore, single stereochemical isomers as well as enantiomeric,  wo
2007/084557PCT/US2007/001225 10 diastereomeric, and geometric (or
conformational) mixtures of the present compounds are within the
scope of the invention. [0129]Unless otherwise stated, all tautomeric
forms of the compounds of the invention are within the scope of the
invention. Additionally, unless otherwise stated, structures depicted
herein are also meant to include compounds that differ only in the
presence of one or more isotopically enriched atoms. For example,
compounds having the present structures except for the replacement of
hydrogen by deuterium or tritium, or the replacement of a carbon by a
13C- or 14C-enriched carbon are within the scope of this invention.
Such compounds are useful, for example, as analytical tools or probes
in biological assays. Description of Compounds of the Invention
[0130]The present invention relates to a compound of formula I: or a
pharmaceutically acceptable salt thereof, wherein R3 is H, Cl or F;
X1 is N or CR4; R2 is H, F, R', OH, OR', CUR', COOH, COOR', CON112,
CONHR', CON(R')2, or CN; R4 is H, F, R', OH, OR', CUR', COOH, COOR',
CONI12, COMM!, CON(121)2, or CN; or R2 and R4, taken together, form a
5-7 membered aryl or heteroaryl ring optionally substituted with 1-4
occurrences of R1; R' is a C1.3 aliphatic optionally substituted with
1-4 occurrences of R5; each R5 is independently selected from
halogen, CF3, OCH3, OH, SH, NO2, N142, SCRs, NCH3, CN or
unsubstituted C1.2 aliphatic, or two R5 groups, together with the
carbon to which they are attached, form a cyclopropyl ring or C=0;
WO 2007/084557PCT/US2007/001225 11 each R19 is independently selected
from halogen, OCH3, OH, NO2, NH2, SH, SCHs, NCH3, CN or unsubstituted
C1.2aliphatic; R67---.. Ri49 R9 R14R 7 j,\I 1-7iN I"...R7 _ENN.-...R7
EN I RI is An00or Fr , R" is H or is a -C1.2 aliphatic optionally
substituted with 1-3 occurrences of R11; each R" is independently
selected from halogen, OCH3, OH, SH, NO2, NH2, SCHs, NCH3, CN,
CON(R15)2 or unsubstituted C1-2 aliphatic, or two R11 groups,
together       with the carbon to which they are attached, form a
cyclopropyl ring or C=0; R6 is a C1_4 aliphatic optionally
substituted with 1-5 occurrences of 1212; each R12 is independently
selected from halogen, OCH3, OH, NO2, NH2, SH, SCH3, NCH3, CN or
unsubstituted C1_2aliphatic, or two R12 groups, together with the
carbon to which they are attached, form a cyclopropyl ring; Ring A is



14 E0143.3In another embodiment of any of formulae 1, U or III, R6 is
selected from CH3 = /cH3 /cHF.2 /cH2F /"CF, thi /sH p-c1-13 . ,Sc1-13
/H2cN 7.4 /CH2OH /CH2SH ./0H200H3 /CH2SCH3 E: / C H2C H3/ CH2CH2F /
CH2CH F2 2/C H2C F3 =__ H3c,CHF2 H3C3    (01421In a further
embodiment, R6 is selected from CH3,CH3 /CF3 /CH2SCH3  WO
2007/084557PCT/US2007/001225 15    (01433In yet a further embodiment,
R6 is selected from CH3 /CH3 H3c,_ "CH3 Or 101443In another
embodiment of any of formulae I, II or III, Ring A is    R13' is H or
RI3. (01453In a further embodiment, Ring A is   (R13)0_3 (R13)0-4
(R13)0-3 (T13)0-2 /1-s 1-N\ j  1-NCI 14   N       or/ (R13)0,3
[0146]In a further embodiment, Ring A is   WO
2007/084557PCT/US20071001225 16 101471In one embodiment, each R13 is
independently selected from halogen, R', NH2, NHR', N(R')2, SH, SR',
OH, OR', NO2, CN, CF3, COOR', COOH, COR', OC(0)R' or NHC(0)R'; or any
two R13 groups, on the same substituent or different substituents,
together with the atom(s) to which each R13 group is bound, form a
3-7 membered saturated, unsaturated, or partially saturated
carbocyclic or heterocyclic ring optionally substituted with 1-3
occurrences of Rs. (01483In one embodiment of this invention, R13 is
absent. In another embodiment, Ring A is substituted with one
occurrence of R13. In a further embodiment, the one occurrence of RI3
is OH, CH3, F, OR' or NEP!. In yet a further embodiment, R' is C1.2
alkyl or C2-3 alkenyl. In another embodiment, R13 is OH. (01491In
another embodiment of any of formulae I, II or HI, R8 and R9 are
taken together to form a ring selected from (ii912)0_1(R121___ nu 3
/9312)0-3 2 or (R12)o-4  wherein one or more carbon atoms in of said
ring are optionally and independently replaced by N, 0 or S. [0150]In
another embodiment of any of formulae I, II or HI, R8 and R9 are CH3
CH3 H3C CH3 H3C CH3 PH3CH3 VCisCH3\H3 tos$C H3 (10,0CH3 .0- H3C' pH3
H3C\p/CF3 Else CF3 1CF33 CF3 H C CH2CH3 H3C CH2CH3 \Z LoCH3."#C113
1.0.0CH3%%% H3C H30 CH3CH3 H3CtCH3 orCH3 [0151]In a further
embodiment, R8 and R9 are CH3 CH3 H3C CH3 H3C CH3 ,CH3CH3 taCH3NtICH3
toCH3 %%%%%%%%  WO 2007/084557PCT/US2007/001225 17    [0152]In yet a
further embodiment, R8 and R9 are 



CH3 H3C\za Li ;3 /CH3 c,Ha tascH3 CH3 H3C\z,CF3 /CF3 toCH3 1.000CH3or
(01531In still a further embodiment, R8 and R9 are    [0154]In
another embodiment, the invention provides a compound of formulae I,
IA, 1B, If or Di, wherein said compound inhibits a JAK kinase with a
lower K1(i.e., is more potent) than said compounds inhibits one or
more lcinases selected from Aurora-1 (AUR-B), Aurora-2 (AUR-A), Src,
CDK2, Flt-3 or c-Kit. In another embodiment, the invention provides a
compound of formulae I, IA, D3, 1I or III, wherein said compound
inhibits JAK3 with a lower K1 than said compound inhibits one or more
kinases selected from JAK2, Aurora-1, Aurora-2, Src, CDK2, Flt-3 or
c-Kit. [0155]In another embodiment, the invention provides a compound
of any of formulae I, IA, LB. II or DI, wherein said compound
inhibits JAK3 with a K1 of less than 0.1 RM. In a further embodiment,
the invention provides a compound of any of formulae I, IA, IS, la or
III, wherein said compound inhibits JAK3 with a K1 of less than 0.01
p.M. In another embodiment, the invention provides a compound of any
of formulae I, IA, IS, II or ifi, wherein said compound inhibits JAK3
with a Ki of less than 0.01 pIVI and inhibits Aurora-2 with a K1 that
is at least 5-fold higher than the IC; of JAK3. In a further  WO
2007/084557PCT/1152007/001225 18 embodiment, the the invention
provides a compound of any of formulae I, IA, D3, II or III, wherein
said compound inhibits JAK3 with a Ki of less than 0.01 plYI and
inhibits Aurora-2 with a IC; that is at least 10-fold higher than the
IC1 of JAK3 [0156]In another embodiment, the invention provides. a
compound of formulae I, IA, D3, II or III, wherein said compound
inhibits JAK3 in a cellular assay with an ICso of less than 5 pM. In
a further embodiment, said compound inhibits JAK3 in a cellular assay
with an IC50 of less than 1 ttM. (01571In another embodiment, said
compound inhibits JAK3 in a cellular assay with an ICso that is at
least 5-fold less than said compound inhibits one or more kinases
selected from JAK2, Aurora-1, Aurora-2, Src, CDIC2, Flt-3 or c-Kit in
a cellular assay. In another embodiment, the invention provides a
compound of formulae I, IA, D3, III or III, wherein said compound
inhibits JAK3 in a cellular assay with an ICso of less than 5 p.M,
wherein the ICso of JAK2 is at least 5-fold higher than the ICso
ofJAK3. In a further embodiment, said compound inhibits JAK3 in a
cellular assay with an ICso of less than 1 pM, wherein the ICso of
JAK2 is at least 5-fold higher than the ICso of JAK3. In a further
embodiment, said compound inhibits JAK3 in a cellular assay with an
ICso of less than 5 pM, wherein the ICso of jAIC2 is at least 10-fold
higher than the ICso of JAK3. In a further embodiment, said compound
inhibits JAK3 in a cellular assay with an ICso of less than 1 isM,
wherein the ICso of JAK2 is at least 10-fold higher than the ICso of
JAK3 In yet a further embodiment, the invention provides a compound
of formulae I, IA, 113, norm, wherein said compound inhibits JAK3 in
a cellular assay with an ICso of less than 1 p.M, wherein the ICso of
JAIC2 is at least 5-fold higher than the ICso of JAK3, and wherein
said compound inhibits JAK3 with a Ki of less than 0.01 pM and
inhibits Aurora-2 with a IC; that is at least 5-fold higher than the
IC; of JAK3. In yet a further embodiment, said compound inhibits JAK3
in a cellular assay with an 1C 5 0 of less than 1 p.M, wherein the
ICso of JAK2 is at least 10-fold higher than the ICso of JAK3, and
wherein said compound inhibits JAIC3 with a IC1 of less than 0.01 KM
and inhibits Aurora-2 with a 1(1 that is at least 10-fold higher than
the IC; of JAK3. (01581In another embodiment, the invention provides
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Uses, Formulation and Administration Pharmaceutically acceptable
compositions (0159]In another embodiment, the invention provides a
pharmaceutical composition comprising a compound of formulae I, IA,
D3, II or (01601In a further einbodiment, the composition
additionally comprising a therapeutic agent selected from a
chemotherapeutic or anti-proliferative agent, an anti-inflammatory
agent, an immunomodulatory or immunosuppressive agent, a neurotrophic
factor, an agent for treating cardiovascular disease, an agent for
treating destructive bone disorders, an agent for treating liver
disease, an anti-viral agent, an agent for treating blood disorders,
an agent for treating diabetes, or an agent for treating
immunodeficiency disorders. [01613According to another embodiment,
the invention provides a composition comprising a compound of this
invention or a pharmaceutically acceptable derivative thereof and a
pharmaceutically acceptable carrier, adjuvant, or vehicle. The amount
of compound in the compositions of this invention is such that is
effective to measurably inhibit a protein kinase, particularly a JAK
family kinase, in a biological sample or in a patient. Preferably the
composition of this invention is formulated for administration to a
patient in need of such composition. Most preferably, the composition
of this invention is formulated for oral administration to a patient.
[0162]The term "patient", as used herein, means an animal, preferably
a mammal, and most preferably a human. (01633Accordingly, in another
aspect of the present invention, pharmaceutically acceptable
compositions are provided, wherein these compositions comprise any of
the compounds as described herein, and optionally comprise a
pharmaceutically acceptable carrier, adjuvant or vehicle. In certain
embodiments, these compositions optionally further comprise one or
more additional therapeutic agents. [0164]It will also be appreciated
that certain of the compounds of present invention can exist in free
form for treatment, or where appropriate, as a pharmaceutically
acceptable derivative thereof. According to the present invention, a
pharmaceutically acceptable derivative includes, but is not limited
to, pharmaceutically acceptable prodrugs, salts, esters, salts of
such esters, or any other adduct or derivative which upon
administration to a patient in need is capable of providing, directly
or  WO 2007/084557PCT/US2007/001225 54 indirectly, a compound as
otherwise described herein, or a metabolite or residue thereof. As
used herein, the term "inhibitorily active metabolite or residue
thereof" means that a metabolite or residue thereof is also an
inhibitor of a JAK family kinase. [0165]As used herein, the term
"pharmaceutically acceptable salt" refers to those salts which are,
within the scope of sound medical judgement, suitable for use in
contact with the tissues of humans and lower animals without undue
toxicity, irritation, allergic response and the like:
[0166]Pharmaceutically acceptable salts are well known in the art.
For example, S. M. Berge et at, describe pharmaceutically acceptable
salts in detail in J. Pharmaceutical Sciences, 1977, 66, 1-19,
incorporated herein by reference. Pharmaceutically acceptable salts
of the compounds of this invention include those derived from
suitable inorganic and organic acids and bases. Examples of
pharmaceutically acceptable, nontoxic acid addition salts are salts
of an amino group formed with inorganic acids such as hydrochloric
acid, hydrobromic acid, phosphoric acid, sulfuric acid and perchloric
acid or with organic acids such as acetic acid, oxalic acid, maleic



WO 2007/084557PCT/US2007/001225 62 will vary depending upon the host
treated, the particular mode of administration. Preferably, the
compositions should be formulated so that a dosage of between 0.01 -
100 mg/kg body weight/day of the inhibitor can be administered to a
patient receiving these compositions. [01903Depending upon the
particular condition, or disease, to be treated or prevented,
additional therapeutic agents, which are normally administered to
treat or prevent that condition, may also be present in the
compositions of this invention. As used herein, additional
therapeutic agents that are normally administered to treat or prevent
a particular disease, or condition, are known as "appropriate for the
disease, or condition, being treated". [01913For example,
chemotherapeutic agents or other anti-proliferative agents may be
combined with the compounds of this invention to treat proliferative
diseases and cancer. Examples of known chemotherapeutic agents
include, but are not limited to, GleevecTM, adriamycin,
dexamethasone, vincristine, cyclophosphamide, fluorouracil,
topotecan, taxol, interferons, and platinum derivatives. [01923Other
examples of agents the inhibitors of this invention may also be
combined with include, without limitation: treatments for Alzheimer's
Disease such as Aricept(r) and Excelori; treatments for Parkinson's
Disease such as L-DOPA/carbidopa, entacapone, ropinrole, pramipexole,
bromocriptine, pergolide, trihexephendyl, and amantadine; agents for
treating Multiple Sclerosis (MS) such as beta interferon (e.g.,
Avonex(r) and Rebin, Copaxone(r), and mitoxantrone; treatments for
asthma such as albuterol and Singulair(r); agents for treating
schizophrenia such as zyprexa, risperdal, seroquel, and haloperidol;
anti-inflaramatory agents such as corticosteroids, TNF blockers, lL-1
RA, azathioprine, cyclophosphamide, and sulfasalazine;
immunomodulatory and immunosuppressive agents such as cyclosporin,
tacrolimus, rapamycin, mycophenolate mofetil, interferons,
corticosteroids, cyclophophamide, azathioprine, and sulfasalazine;
neurotrophic factors such as acetylcholinesterase inhibitors, MAO
inhibitors, interferons, anti-convulsants, ion channel blockers,
riluzole, and anti-Parlcinsonian agents; agents for treating
cardiovascular disease such as betablockers, ACE inhibitors,
diuretics, nitrates, calcium channel blockers, and statins; agents
for treating liver disease such as corticosteroids, cholestyramine,
interferons, and anti-viral agents; agents for treating blood
disorders such as corticosteroids, anti-  WO
2007/084557PCT/US2007/001225 63 leukemic agents, and growth factors;
and agents for treating immunodeficiency disorders such as gamma
globulin. [0193]The-amount of additional therapeutic agent present in
the compositions of this invention will be no more than the amount
that would normally be administered in a composition comprising that
therapeutic agent as the only active agent. Preferably the amount of
additional therapeutic agent in the presently disclosed compositions
will range from about 50% to 100% of the amount normally present in a
composition comprising that agent as the only therapeutically active
agent. Uses of the Compounds and Compositions [0194]In one
embodiment, the invention provides a method of inhibiting JAK kinase
activity in a patient, comprising administering to said patient a
compound or composition of the invention. [0195]In another
embodiment, the invention comprises a method of treating or lessening
the severity of a JAK-mediated condition or disease in a patient. The



liquid chromatographic mass spectral data, reported as mass plus
proton (M+H), as determined by electrospray, and retention time (RT)
for certain compounds of the present invention, wherein compound
numbers in Tables 4, 5 and 6 correspond to the compounds depicted in
Tables 1, 2 and 3, respectively (empty cells indicate that the test
was not performed): Table 4  Cmpd # M+H RT NMR    DMSO-d6: 12.4 (hr
s, 1H); 8.7 (dd, 111); 8.65 (s, 1H); 8.25 1 442.90 2.20 (m, 211); 8.2
(m, 11-1); 4.8 (d, 1H); 4.0-3.8 (m, 411); 2.3 (m,    111); 2.05-1.9
(m, 3H) 2 442.90 2.20 DMSO-d6: 12.4 (hr s, 111); 8.7 (dd, 111); 8.65
(s, 111); 8.25  WO 2007/084557PC T/US2007/001225 69 Cmpd # M+11 RT
NMR    (m, 211); 8.2 (m, 111); 4.8 (d, 111); 4.0-3.8 (n, 4H); 2.3 (m,
111); 2.05-1.9 (m, 311) 3 43090 2.50 (CD30D) 1.7 (s, 611), 3.8 (m,
211), 8.15 (s, 111), 8.2 (d, 111), 8.25 (m, 1H), 8.5 (t, 111), 885
(d, 111)    (CD30D) 1.9 (s, 611), 3.8 (m, 211), 7.75 (t, 111), 7.9
(d, 4 463.00 1.90 IH), 8.05 (t, 111), 8.35 (d, IH), 8.55 (d+t, 2H),
8.7 (s, 111),    8.85 (d, 111)    DMSO-d6: 8.92 Cm, 1H); 8.60 (in,
211); 8.32 (s, 111); 8.18 5 399.00 1.70 (m, 1H); 6.65 (m, 111); 6.72
(m, 111); 4.80 (n, 111); 4.00    (m, 211); 1.42 9d, 311)    DMSO-d6:
8.70 (dd, 111); 8.65 *s, 111); 8.28 (m, 211); 8.20 6 417.00 2.40 (m,
111); 7.90 (m, 111); 4.62 (m, 111); 3.88 (m, 211); 1.41 (d,    311)
DMSO-d6: 8.86 (m, 111); 8.76(m, 111); 8.55 (m, 111); 8.40 7 449.00
2.10 (m, 1H); 7.96 (m, 111); 7.85 (m, 111); 7.70 (m, 111); 5.00
(m, 111); 3.98 (m, 211); 1.58 (d, 311)    DMSO-d6; 12.3 (hr s, 111);
8.7 (s, 111); 8.6 (t, Ill); 8.3 (m, 8 459.30 1.70 211); 8.2 (m, 111);
4.75 (m, 111); 4.4 (m, 111); 4.05-3.7 (m,  



511); 1.9 (m, 111)    DMSO-d6; 12.3 (hr s, 111); 8.8 (m, 111); 8.7
(s, 111); 8.3 9 457.30 2.20 (m, 2H); 8.2 (m, 111); 4.3 (m, 111);
4.05-3.8 (n, 411); 2.25    (n, 111); 2.1 (m, 111); 1.7 (n, 111); 1.15
(n, 311)    DMSO-d6: 12.35 (hr s, 111); 8.8 (m, 111); 8.65 (s, 111);
8.25 10 459.30 1.80 (m, 211); 8.15 (m, 111); 4.6 (m, IH); 4.3 (m,
111); 4.05 (m,    1H); 3.9-3.8 (m, 31!); 1.95 (m, 211)    DMSO-d6:
12.35 (br s, 111); 8.95 (m, 111); 8.7 (s, 111); 8.3 11 455.30 2.10
(n, 211); 8.2 (in, Ill); 4.9 (m, 111); 4.1-3.9 (m, 411); 1.8-1.6
(m, 211); 0.75 (m,111); 0.4 (m, 113)    DMSO-d6: 12.3 (hr s, 111);
8.7 (s, 111); 8.6 (t, 111); 8.25 12 45930 1.70 (m, 211); 8.15 (n,
111); 4.75 (m, 111); 4.4 (m, 111); 4.05-    3.65 (m, 5H); 1.9 (n,
111)    DMSO-d6: 12.3 (br s, 111); 8.8 (n, 111); 8.7 (s, 111); 8.3 13
459.30 1.70 (m, 211); 8.2 (n, 111); 4.8 (m, HI); 4.45 (m, 113);
4.05-3.65    (m, 411); 2.25 (m, 1H);1.9 (n, 111)    DMSO-d6: 12.9 (hr
s, 111); 8.9 (n, 1H); 8.6 (m, 211); 8.4 14 425.00 130 (s 111). 8.35
(m, 111); 6.7 (m, 111); 4.9 (n, 111); 4.1-3.9 (m, " 211); 3.8 (n,
111); 3.65 On, IH); 2.4 (m, 111); 2.15-1.95 (m,    311) 15 461.30
2.10     DMSO-d6: 12.9 (hr s, 111); 8.85 On, 111); 8.6 (m, 211); 8.35
16 425.00 I 30 (s 111). 8.3 (m, 111); 6.7 (n, 1H); 4.9 (n, 111);
4.1-3.9 (n, " 211); 3.75 (m, 111); 3.6 (n, 111); 2.4 (m, 1H);
2.15-1.95 (n,    3H) 17 461.30 2.20 



18 427.20 1.90 DMSO d6: 13.0 ppm (bs, 111), 9.0 (t, 111), 8.7 (s,
111), 8.6 (s, 111), 8.4 (s, 111), 8.2 (d, 111), 6.8 (bs, 1H), 4.8 (t,
111),  WO 20071084557PCT/US2007/001225 70 Cmpd # Mi-H RT NMR    4.1
(m, 113), 3.8 (m, 213), 2.3 (m, 113), 1.05 (d, 3H), 1.0 (d,    311)
DMSO d6: 13.0 ppm (bs, 111), 9.0 (t, 1H), 8.7 (s, 213), 8.4 19 441.20
2.00 (s, 113), 8.1 (d, 1H), 6.6 (d, 1H), 4.8 (t, 113), 3.8-4.2 (m,
413), 1.7 (bs, 211), 1.0 (d, 311), 0.9 (d, 311)    DMSO d6: 12.4 ppm
(bs, 111), 8.8 (t, 113), 8.7 (s, 111), 8.3 20 445.20 2.90 (s, 113),
8.2 (d, 213), 7 6 (d, 113), 4.5 (t, 1H), 3.9-4.1 (m,    213), 2.2 (m,
111), 1.0 (d, 311), 0.9 (d, 311)    DMS0 d6: 12.4 ppm (bs, 111), 8.8
(t, 113), 8.7 (s, 113), 8.3 21 459.20 3.00 (m, 313), 7.8 (d, 111),
4.7 (t, 111), 3.9 (m, 210, 1.9 (m, 113),    1.8 (m, 113), 1.6 (m,
113), 1.0 (d, 311), 0.9 (d, 3H)    DMSO d6: 8.7 ppm (t, 111), 8.6 (s,
113.), 8.4 (s, 111), 8.35 (s, 22 473 20 3.40 111), 8.3 (s, 113), 7.9
(d, 113), 4.7 (t, 113), 4.0 (m, 211), 3.9    (s, 311), 1.9 (m, 111),
1 8 (m, 113), 1.7 (m, 113), 1.0 (d, 313),    0.9 (d, 311)    DMSO d6:
12.4 (bs, 1H), 8.8 (t, 111), 8.7 (s, 111), 8.3 (s, 23 431.10 2.50
113), 8.25 (dd, 211), 7.7 (bs, 111), 4.5 (q, 111), 3.8-4.0 (m,
213), 1.9 (q, 211), 1.0 (t, 311)    DMSO d6: 12.9 ppm (bs, 111), 9.0
(t, 211), 8.65 (s, 113), 8.6 24 413.10 1.80 (s, 113), 8.4 (s, 113),
8.1 (d, 111), 6.7 (bs, 113), 4.7 (m, 113),    3.8-4.2 (m, 2H), 1.9
(m, 211), 1.0 (t, 311) 



1H NMR (CD30D, 500 MHz): 1.53-2.05 (m, 611), 2.45- 25 43920 200 2.53
(m, 113), 3.46-3.59 (m, 1H), 3.83-4.32 (m, 311), 7.06    (s, hr.,
113), 8.18 (d, 111), 8.38 (d, 111), 8.42 (s, 111), 8.83 (s,    br.,
113)    113 NMR (CD30D, 500 MHz): 1.57-2.03 (m, 613), 2.37- 26 457.10
320 2.44 (m, 111), 3.50-3.57 (m, 113), 3.90-4.09 (m, 213), 4.49-
4.57 (m, 111), 5.38 (s, br., Hi), 8.26 (s, 1H), 8.28 (d, 113),
8.31 (d, 111), 8.60 (d, 111) 27 42930 230 (CD30)) 1.3 (m, 211), 1.8
(m, 213), 3.9 (m, 211), 8.25 (m,    311), 8.6 (t, 111), 8.8 (d,1H)
DIVISO d6: 13.0 ppm (bs, 1H), 9.0 (s, 113), 8.7 (s, 111), 8.6 28
43920 1.90 (s, 111), 8.4 (s, 111), 8.2 (d, 111), 6.7 (s, 111), 4.9
(d, 111),    3.9-4.1 (m, 311), 1.9 (q, 113), 1.6 (q, 111), 0.9 (bs,
111), 0.5    (m, 213), 0.2 (m, 211)    DMSO d6: 12.4 ppm (bs, 113),
8.8 (t, 113), 8.7 (s, 113), 8.3 29 457.10 180 (s, HD, 8.25 (m, 213),
7.8 (bs, 1H), 4.7 (q, 111), 3.84.0 (m,    313), 1.9 (m, 113), 1.6 (m,
111), 0.9 (m, 111), 0.4 (m, 211),    0.2 (m, 211)    DMSO d6: 12.9
ppm (bs, 113), 9.0 (s, 111), 8.7 (s, 111), 8.6 30 459.10 1.90 (s, HD,
8.4 (s, 113), 8.2 (d, 113), 6.7 (s, 113), 4.9 (s, 111),    3.9-4.1
(m, 213), 2.5-2.7 (m, 213), 2.1 (m, 311), 2.0 (s, 311)    DMSO d6:
12.4 ppm (bs, 111), 8.8 (t, 111), 8.7 (s, 113), 8.3 31 477.10 2.70
(s, 213), 8.25 (s, 111), 7.9 (s, 1H), 4.8 (q, 113), 3.8-4.0 (m,
213), 2.5-2.7 (m, 213), 2.2 (m, 211), 2.1 (s, 311) 



32 458.10 1.90 (d4-methanol) 8.71 (s, 111), 8.24 (d, 113), 8.20 (s,
113), 8.15  WO 2007/084557PCT/US2007/001225 71 Cmpd # M+H RT NMR
(s, 1H), 5_11 (br s, 111), 4.32 (d, 111), 4.01-3.55 (m, 4 H), 3.17
(dd, 111), 3.11-2.95 (m, 211)    (d4-methanol) 8.72 (d, 111), 8.28
(d, 111), 8.22 (s,111), 8.21 33 440.10 1.40 (d, IH), 6.65 (d, IH),
5.25 (br s, 111), 4.12-3.87 (m, 311),    3.57 (d, 111), 3.44 (dd,
Ill), 3.14-2.82 (rn, 3 H)    DMSO-d6: 12.4 (s, in); 8.65 (s, 113);
8.35-8.25 (m, 311); 34 457.00 3.00 8.1 (s, 111); 3.95-3.8 (m, 211);
3.7 (m, 211); 2.05 (n, 411);    1.65 (s, 311). 35 483.10 2.80
DMSO d6 12.5 (bs, 111); 9.0 (m, IH); 8.7 (m, 311); 8.3 (m, 36 469.10
150 111); 4.8 (bs, 111); 4.0-3.5 (m, 4); 2.3 (m, 111); 2.0 (m, 311)
1H NMR (CD30D, 500 MHz): 2.42-2.52 (n, 111), 2.80-    2.93 (m, 111),
3.89-4.14 (m, 211), 4.27-4.37 (m, 211), 5.09- 37 411.10 110 5.16 (m,
Ill), 7.34 (d, 111), 8.18 (d, 111), 8.30 (s, Iii), 8.50    (s, 111),
8.66 (s, 111)    1H NMR (CD30D, 500 MHz): 3.46-3.69 (m, 211), 3.88-
38 459.10 190 4'04 (m' 311), 4.13-4.52 (m, 311), 4.83-4.90 (m, 111),
6.47 (d, 111), 7.44 (d, 111), 8.00 (d, IH), 8.14 (d, 111), 8.27-8.35
(m, 211), 8.68 (s, IH)    (d4-methanol) 8.74 (d, 111), 8.42 (d, 111),
8.25 (s, 111), 8.23 39 458.10 1.80 (d, 1H), 5.62 (br s, 111), 4.62
(d, 111), 4.04-3.95 (m, 311),    3.66 (ddd, 113), 3.46 (dd, Ill),
3.41-3.34 (m, 211) 40 440.10 1A0 



(d4-methan0l) 8.72 (d, 11), 8.28 (d, 1H), 8.22 (s, 111), 8.21 (d,
111), 6.65 (d, 111), 5.26 (br s, 111), 4.10-2.84 (m, 811)
(d4-methanol) 8.72 & 8.70 (2d, 111), 8.31 & 8.27 (2d, 111), 41 525.10
2.70 8.21 (d, 111), 8.18 8c 8.14 (2s, 111), 7.35, 7.24 (2d, 111),
5.36 (hr s, 111), 4.51-3.52 (m, 10 H)    (d4-methanol) 8.73 & 8.70
(2d, 111), 8.36 & 8.33 (2d, 111), 42 508.10 1.80. 8.25 (s, 111), 8.22
(d, 1H), 6.73, 6.61 (2d, 11), 5.50, 5.22(2    br s, I11), 4.51-3.51
(m, 10 11)    DMSO d6: 13.0 ppm (bs, 111), 9.0 (s, 111), 8.6 (d,
211), 8.4 43 427.10 1.90 (s, 111), 8.2 (d, 113), 6.7 (s, 113), 4.8
(s, 1H), 3.8-4.2 (m,    311), 1.9 (m, 211), 1.4-1.5 (m, 211), 0.9 (t,
311)    DMSO d6: 12.4 ppm (s, M), 8.8 (t, 111), 8.7 (s, 1H), 8.3 44
445.10 2.70 (m, 311), 7.8 (bs, 111), 4.6 (q, 11-1), 3.84.0 (m, 211),
1.8 (m,    2H), 1.3-1.5 (n, 211), 0.9 (t, 311)    DMSO-d6: 12.45 (s,
1H); 8.65 (s, III); 8.5 (m, 1H); 8.3 (m, 45 425.10 2.20 211); 8.2 (n,
111); 5.9 (t, 111); 4.8 (d, 111); 4.0 (m, 111); 3.85    (m, 1H);
3.6-3.4 (m, 211); 2.25 (m, 111); 2.0 (m, 311)    DMSO 1.9 (n, 211),
2.3 (q, 211), 2.75 (bq, 211), 3.8 (m, 46 443.10 2.50 2H), 8( d, 1H),
8.15 (overlap bt, Us, 211), 8.25 (s, 111), 83    (d, 113), 8.7 (s,
IH), 12.3 (Us, 111)    DMSO-d6: 13.0 (br s, 111); 8.7-8.6 (m, 3H);
8.4 (m, 111); 47 407.10 1.60 8.3 (m, 1H); 6.75 (d, 0.711); 6.3 (d,
0.311); 5.9 (t, 111); 4.9 (d, 0.711); 4.65 (0.311); 4.05-3.6 (m,
211); 2.35 (m, 113);    2.05 (m, 311).  WO
2007/084557PCT/US2007/001225 72 Cmpd # M+H RT NMR 48 413 .10 130  



(CD30D) 1.75 (s, 611), 3.85 (m, 211), 6.75 (d, 111), 8.05 (d, 111),
8.3 (d, 111), 8.5 (d, 111), 8.65 (bt, 113), 8.8 (s, 111) 49 389 .10
/00 .111); DMSO-d6: 12.4 (br s, 111); 8.65 (s, 111); 83 (m, 211);
8.25 (m, III); 8.05 (in, 111); 4.7 (d, 111); 3.95 (in, IH); 3.8 (m,
3.5 (n, 111); 3.1 (in, 11I); 2.25 (m, 111); 2.0 (m, 311); 0.95 (in,
311)    H NMR (500 MHz, Methanol-d4) 8.76 (d, J = 2.3 Hz, IH), 50 457
10 . 2.  70 8.48 (t, I = 6.2 Hz, 111), 8.31 -8.29 (m, 311), 3.82 (m,
211),    3.31 (qn, Methanol-d4), 2.55 - 2.53 (m, 211), 2.27 - 2.24
(m, 2H), 1.88 (m, 411) 51 471.10 3.07     DMSO-d6; 13.0 (s, 111);
8.75-8.6 (m, 211); 8.4 (n, IH); 8.3    (m, HD; 8.2 (in, 113); 6.75
(d, 0.7H) 6.35 (d, 0.311); 4.85 52 371.20 1.50 (d, 0.713); 4.55 (d,
0.311); 3.8-3.6 (m, 211); 3.2-3.0 (m, 211);    2.35 (m, 11I); 2.05.
(n, 311); 1.05 (dd,.0.7H); 0.95 (dd., .    2.311)    DMSO-d6: 12.85
(br s, 1H); 8.7 (s, 111); 8.5 (s, 111); 8.4- 53 439.20 1.80 8 35 (m,
2h); 8.3 (d, 113); 6.7 (n, 1h); 3.95-3.7411); (m,        2.15 (m,
411); 1.7 (s, 311) 54 456.80 2.95 DMSO-d6: 12.25 (br s, HD; 8.7 (s,
111); 8.3 (m, 311); 8.0    (in, 111); 4.1-3.7 (m, 411); 2.05 (in,
4H); 1.6 (s, 311)    DMSO-d6: 12.85 (Ins, 111); 8.7 (s, 111); 8.5 (s,
11I); 8.4- 55 439.20 1.80 8.35 (in, 2h); 8.3 (d, 1H); 6.7 (m, Ih);
3.95-3.7 (m, 411);    2.15 (in, 411); 1.7 (s, 3H)    DMSO-d6: 9.30
(m, 111); 8.70 (s, 111); 8.35 (m, 111); 8.28 56 469.10 2.00 (in,
211); 4.75 (m,111); 3.40 (n, 211); 2.25 (in, 211); 2.00  



(in, 413)    DMSO-d6: 8.80 (in, 211); 8.55 (s, 1h); 8.28 (in, 211);
4.80 57 497.10 2.70 (m, 111); 4.24 (m, 2H); 3.80 (m, 411); 2.20 (m,
111); 1.90    (m, 231I); 1.20 (t, 211)    H NMR (500 MHz, DM8046)
12.9 (bs, 111), 9.00 (s, 111),    8.66 (s, 111), 8.63 (s, 111), 8.41
(d, J = 2.0 Hz, 113), 8.16(d, 58 441.10 2.00 f = 6.2 Hz, Ill), 6.80
(s, 113), 4.81 (s, 111), 4.11 -4.06 (m,    111), 3.87 (n, 211), 2.00
(s, 11I), 1.66 (s, 111), 1.27 - 1.21    (m, 111), 0.98 (d, .1= 6.4
Hz, 311), 0.92 (t, J = 7.2 Hz, 311)    H NMR (500 MHz, DM8046) 12.40
(s, 111), 8 80 (t, I =    6.3 Hz, 1H), 8.71 (d, .1= 24 Hz, 1H), 8.34
(d, 5 = 2.8 Hz, 59 459.10 3.10 11I), 8.29 (s, 111), 8.27 (d, 111),
7.58 (d, J = 6.2 Hz, IH),    4.57 (t, J = 8.0 Hz, 1H), 4.04 - 3.98
(m, 111), 3.89 -3.83    (m, Ill), 2.05 - 1.99 (m, 113), 1.65 - 1.60
(n, 113), 1.33 -    1.23 (in, 111), 0.96 (d, 31I), 0.88 (t, 311)    H
NMR (500 MHz, DMSO-d6) 13.0 (bs, 111), 8.98 (s, 11I),    8.66 (s,
111), 8.62 (s, 111), 8.41 (d, S = 1.9 Hz, 111), 8.17 (d, 60 441.10
2.00 1 = 6.3 Hz, 113), 6.84 (s, 111), 4.90 (s, 111), 4.08 -4.07 (in,
111), 3.88 (m, 211), 2.11 - 2.08 (m, 113), 1.50 (t, 3- = 6.9 Hz,
111), 1.27 (m, 113), 1.00 (d, J = 6.9 Hz, 311), 0.92 (q,.J = 7.5  WO
2007/084557PCT/U52007/001225 73 Cmpd # Mi-H RT NMR    Hz, 311) 61
459.10 3.10 . HNMR (500 MHz, DMSO-d6) 12.38 (s, 1H), 8.76 (t, J = 6.3
Hz, 111), 8.70 (d, J = 2.4 Hz, HD, 8.28 (m, J = 4.2 Hz, 311), 8.28
(s, 111), 7.36 (d, J = 5.7 Hz, IN), 4.72 (t, 11-1), 4.02 - 3.85 (m,
211), 2.05 (q, J = 6.8 Hz, 111), 1.54- 1.49 (m, 111), 1.27 - 1.21 (m,
111), 0.99 (d, S = 6.8 Hz, 311), 0.92 (t, J = 7.4 Hz, 31) 62 



441.10 2.00 H NMR (500 MHz, DMSO-d6) 13.01 (s, 111), 9.05 (s, 1H),
8.78 (s, 111), 8.64 (s, 111), 8.42 (d, J = 2.0 Hz, HA 8.16 (d, J =
6.4 Hz, IH), 6.91 (s, 111), 4.89 (d, J = 8.0 Hz, IH), 4.15 - 4.07 (m,
1H), 3.82 - 3.85 (m, 111), 1.08(s, 911) 63 459.10 3.30 H NMR (500
MHz, DMSO-d6) 12.41 (s, Ill), 8.85 (t, I = 6.3 Hz, 111), 8.74 (d, 3=
2.4 Hz, 111), 8.31 (d, 111), 8.29 (s, 211), 6.86 (d, I = 7.8 Hz,
111), 4.77 (d, J = 8.8 Hz, 111), 4.09 -4.02 (m, III), 3.88 - 3.82 (m,
111), 1.08 (s, 911) 64 429.10 2.39 1H NMR. (CD30D, 500 MHz):
2.45-2.52 (m, 111), 2.91- 3.00 (m, 111), 3.89-4.14 (m, 2H),4.50-4.61
(m, 211), 5.25- 5.30 (m, 111), 8.23-8.30 (m, 311), 8.63 (s, 111) 65
373.40 1.90 DMSO-d6: 12.9 (br s, 111); 8.7 (s, 113); 8 6 (s, IN); 8.4
(s, 1H); 8.3 (s, 111); 8.15 (m, 111); 6.8 (s, 111); 4.6 (s, 1H); 3.1
(m, III); 2.7 (m, 1H); 2.25 (m, 111); 1.1-0.95 (m, 9H) 66 425.10 2.20
H NMR (500 MHz, Methanol-d4) 8.73 (d, J = 2.0 Hz, 113), 8.46 (s, 1H),
8.40 (s, 111), 835 (d, J = 2.1 Hz, 111), 8.10 (d, J = 7.2 Hz, 111),
6.75 (d, 3 = 7.2 Hz, 1H), 3.85 On, 2H), 3.01 -2.97 (m, 211), 2.44 -
2.39 (m, 211), 2.16 (m, 211) 67 409.20 1.80 DMSO-d6: 13.0 (br s,
III); 8.75 (m, 1H); 8.65 (s, 113); 8.6 (s" 113)- 8.4 (s" 1h)- 8.15
(d, 111); 6.8 (m, 1h); 6.05 (t, IN); 4.75 (m, 111); 3.75-3.5 (in,
2H); 225 (m, IN); 1.1-0.95 (m, 611) 68 456.60 3.83 1H NMR (CD30D, 500
MHz): 1.68-2.00 (m, 611), 2.26- 2.33 (n, 1H), 3.49-3.58 (m, 111),
3.84-4.02 (n, 211), 4.45- 4.53 (in, 111), 5.35-5.42(m, 111), 6.71 (d,
111), 8.11-8.39 (m, 411), 8.86-8.92 (m, 111) 69 497.80 1.79 IH NMR
(CD30D, 500 MHz): 3384.35 On, 10H), 4.67 (d, 111), 5.19-5.54 (m,
111), 6.80-7.07 (n, 111), 8.23-8.80 (m, 411) 70 525.80 2.08 1H NMR
(CD30D, 500 MHz): 1.29 (d, 611), 3.43-4.30 (m, 711), 4.68 (d, 1H),
4.86-4.94 (m, 111), 5.44 (s, br., 1H), 7.01 (s, br., 1H), 8.23-8.58
(m, 4H) 71 523.80 2.05 1H NMR (CD30D, 500 MHz): 3.40-4.30 (m, 711),
4.53-    4.74 (m, 311), 5.19-5.54 (m, 311), 5.92-6.01 (n, 111), 6.98
(s, br., 111), 8.24-8.57 (m, 411) 72 459.50 2.99 10.5 (s, 1H), 8.74
(d, 111), 8.39 (s, 111), 8.35 (d, 111), 8.28 (d' 111), 7.20 (m, 111),
6.73 (s, 1H), 4.54.8 (s, 6H), 3.98 (m, 111), 3.68 (m, IN), 2.32 (m,
111), 1.70 (s, 311), 1.08 (dd, 611) (CD3CN)  WO
2007/084557PCTfUS20071001225 74 Cmpd # Mill RT N1WR 73 441.20 1.80
74 429.10 1.60 H NMR (500 MHz, DMSO-d6) 12.95 (bs, 111), 8.78 (s,
111), 8.65 (s, 111), 8.59(s, 111), 8.39 (d, J = 1.8 Hz, 111), 8.17
(d, I = 4.8 Hz, 111), 6.90 (s, 111), 5.30 (s, 111), 4.74 (s, IH),
4.21 (s, 114), 4.04 -3.80 (m, 211), 1.21 (d, J = 5.7 Hz, 3H) 75
423.00 1.80 H NMR (500 MHz, DMSO-d6) 12.95 (bs, 111), 9.07 (s, 111),
8.63 (s, 111), 8.60 (s, 111), 8.40 (d, 3= 2.1 Hz, 114), 8.20 (s,
111), 6.75 (s, 111), 4.99 (s, Ill), 4.05 - 3.83 (m, 211), 2.98 (t, I
= 2.4 Hz, 111), 2.80 (d, J = 7.3 Hz, 211) 76 429.10 1.60 H NMER. (500
MHz, DMSO-d6) 12.96 (s, 111), 8.79 (s, 111), 8.65 (s, 111), 8.61 (s,
111), 8.40 (d, I = 2.1 Hz, 111), 8.20- 8.17 (m, 114), 6.91 (s, IH),
5.25 (bs, 111), 4.75 (s, 111), 4.21 (s, 111), 4.04 - 3.88 (m, 211),
1.22 (d, J = 6.2 Hz, 3H) 77 482.40 1.69 1H NMR (CD30D, 500 MHz): 2.08
(s, 311), 3.18-4.97 (m, 911), 6.87-7.08 (m, 111), 8.24-8.59 (n, 411)
78 518.40 1.83 111 NMR (CD30D, 500 MHz): 2.93 (s, 311), 3.18-4.97 (m,
911), 7.00-7.10 (in, 114), 8.26-8.56 (m, 411) 79 526.50 2.00 1H NMR
(CD30D, 500 MHz): 0.98 (t, 311), 1.67-1.74 (m, 211), 3.18-4.90 (m,
1111), 6.86-7.00 On, 111), 8.24-8.59 (m, 411) 80 540.50 2.12 III NMER
(CD30D, 500 MHz): 0.97 (d, 611), 1.91-2.01 (n, 111), 3.18-4.90 (m,
1111), 6.86-7.00 (m, 111), 8.24-8.59 (n, 411) 81 482.50 1.61 111 NMR
(CD30D, 500 MHz): 2.08 (s, 311), 3.18-4.97 (m, 914), 6.87-7.08 (m,
1H), 8.24-8.59 (m, 411) 82 518.40 



1.82 11-1NMR (CD30D, 500 MHz): 2.93 (s, 311), 3.18-4.97 (m,    911),
7.00-7.10 (n, 1H), 8.26-8.56 (n, 411) 83 441.20 1.50 DMSO-d6: 12.85
(hr s, 111); 9.05 (s, 0.3117); 8.9 (s, 0.714); 8.7 (m, 0.31{);
8.65-8,5 (in, 1.711); 8.4-8.25 (m, 2H); 6.75 (m, 0.711); 6.2 (m,
0.3H);4.9 (m, 0.711); 4.7 (n, 0.311); 4.5 (n, 111); 4.05-3.5 (n,
511); 2.05 (n, 111) 84 473.10 2.20 DMSO-d6: 12.35 (hr s, IH); 8.7 (s,
111); 8.35-8.1 (m, 411); 6.4 (m, 111); 4.7 (dd, 111); 4.0 (n, 211);
3.8 (n, 2H); 3.15 (In, 111); 2.25 (m, 1H); 2.0 (m, 314) 85 . 459.10
2.00 DMSO-d6: 12.3 (hr s, 111); 8.8 (s, 111); 8.7 (n, 111); 8.3 (in,
211); 8.15 (m, 111); 4.85 (m, 111); 4.45 (m, 111); 4.05- 3.7 (m,
511); 1.9 (m, 111) 86 413.20 2.30 11 NMR (500 MHz, DMSO) 12.63 (s,
111), 8.87 - 8.86 (bs, 111), 8.61 (n, 211), 8.35 -8.31 (n, 211), 7.25
(d, J = 4.8 Hz, 111), 5.39(q, I = 7.1 Hz, 111), 3.95 - 3.81 (m, 211),
3.18 (s, 3H), 1.43 (d, I = 6.9 Hz, 314) 87 431.20 2.70 li NMR (500
MHz, DMSO) 1238 (s, 1H), 830- 8.65 (m, 211), 8.32 (d, I = 6.9 Hz,
Ill), 8.29 (dd, I = 2.4, 2.8 Hz, 2H), 5.16 (q, I = 7.0 Hz, 111), 3.95
-3.86 (m, 211), 3 17 (d, J = 4.2 Hz, 3H), 1A6 (d, J = 7.0 Hz, 3H)  WO
2007/084557PCT/US2007/001225 75 Cmpd # M+H RT NAIR    DMSO-d6: 12.6
(m, 111); 8.60 (m, Hi); 8.50 (m, 111); 8.30 88 400.10 2.30 (m, 1H);
8.25 (m, 111); 4.50 (m, 111); 3.80 (m, 211); 1,42    (m, 311)
HNNER. (500 MHz, DMSO) 12.41 (s, 1H), 8.78 (t, J = 6.3    Hz, 11),
8.71 (d,.J = 2.4 Hz, 111), 8.36 (d, IH), 8.33 (d, 89 441.20 2.10
111), 8.30 (d, J = 2.4 Hz, 111), 4.86 (d, J = 10.4 Hz, 111),    3.98
- 3.88 (m, 211), 3.20 (d, J = 4.9 Hz, 3111), 2.44 -2.40    (m, 111),
1.04 (d, J = 6.5 Hz, 311), 0.90 (d, 3 = 6.7 Hz, 3H)    H NMR (500
MHz, DMSO) 12.98 (s, 111), 8.87 (bs, 111), 90 459.10 3.40 8.70 (s,
211), 8.42 (d, 1H), 8.38 (d, 1H), 5.4 (in, 1H), 3.97 - 3.89 (m, 211),
3.14 (in, 311), 2.51 -2.42 (m, 111), 1.03 (bs,    311), 0.86 (d, I =
6.7 Hz, 311)    10.95 (s, 111), 8.68 (s, 111), 831 (s, 111), 8.36 (s,
HD, 8.28 91 459.40 2.95 ' (d' 1H)' 7.25 (m, 211), 4.1-4.5 (s, 811),
3.95 (m, 111), 3.69 (m, 111), 2.39 (m, 1H), 1-72 (s, 3.11), 1.09 (dd,
611)   ' (CD3CN)   



10.69 (s, 111), 8.70 (d, 1H), 8.48 (s, 1H), 8.41 (d, 111), 8.28 92
445.40 2.70 (d, 1H), 7.34 (s, IH), 7.23 (m, 11-1), 3.75-4.2 (m,
2611), 2.20    (m, 2H), 1.72 (s, 311), 0.93 (t, 311) (CD3CN)
DMSO-d6: 12.3 (br s, 111); 8.85 (s, 111); 8.65 (s, 1H); 8.3 93 487.30
2.10 (m, 211); 8.15 (s, 111); 4.75 (dd, 111); 4.25 (m, 1H); 4.05-3.8
(m, 411); 3.6-3.45 (m, 311); 2.0 (m, 113); 1.1 (dd, 311) 94 499.40
2.20     DMSO-d6: 12.3 (br s, 111); 9.1-8.3 (m, 511); 6.75 (m, 95
469.40 1.90 0.7H); 6.2 (m, 0.311); 4.85 (in, 0.711); 4.6 (m, 0.313);
4.3    (m, 111); 4 1-35 (m, 711); 2.1 (m, 1H); 1.1 (dd, 3H) 96 481.40
2.00     DMSO-d6: 12.6 (m, 111); 8.82 (m, 0.511); 8.75 (s, 0.511); 97
426.10 2.51 8.62 (m, 111); 8.58 (s, 0.511); 8.48 (m, 111); 8.38 (m,
0.511); 8.35 (m, 0.511); 8.22 (m, 0.511); 4.65-4.55 (m, 1H); 3.80-
3.60 (m, 411); 2.25 (n, III); 1.90 (n, 311)    plvISO-d6: 12.6 (in,
111); 8.95 (s, 0.511); 8.70 (m, 0.5H); 98 414.10 232 8.50 (in,
0.511); 8.40 (0.511); 8.20 (m, 2.011); 8.10-7.90 (n,    111)    H
NMR. (500 MHz, DMSO-d6) 13.07 (s, 111), 9.17 (s, 111),    8.69 - 8.66
(n, 311), 8.61 (n, 111), 8.39 (d, 3 = 2.2 Hz, 111), 99 427.10 1.80
8.20 (d, J = 7.1 Hz, 1H), 6.78 (d, J = 6.9 Hz, 111), 3.83 -    3.78
(m, 211), 2 14- 2.07 (n, 1H), 2.01 - 1.94 (in, 1H), 1.61    (s, 313),
0.88 (t, J = 7.5 Hz, 311)    H NMR (500 MHz, DMSO-d6) 12.36 (s, 1H),
8.68 (d, I =    2.4 Hz, 111), 8.41 (t, J = 6.4 Hz, 113), 8.30 - 8.27
(m, 211), 100 



445.10 2.70 8.11 (s, 111), 7.53 (s, 111), 3.85 - 3.72 On, 2H), 2.19 -
2.15    (in, 113), 1.99 - 1.95 (m, IN'), 1.55 (s, 3H), 0.81 (t, J =
7.5    Hz, 311) 101 473 21 2.55 DMSO-d6: 12.3 (br s,111); 8.8 (s,
III); 8.7 (s, 111); 8.3 (m, 211); 8.15 (n, III); 8.75 (m, 111); 4.15
(m, III); 4.1-3.75  WO 2007/084557PCT/U52007/001225 76 Cmpd # M+H RT
NMR    (m, 411); 3.45 (m, 411); 2.0 (in, 111)    DMSO-d6: 12.3 (br s,
111); 8.8 (s, 110; 8.7 (s, III); 8.3 On, 102 487.23 2.70 213); 8 15
(m, 111); 4.75 (n, 111); 4.2 (n, IH); 4.05-4.75    (m, 410; 3.5 (m,
311); 2.0 (n, 111); 1.1 (dd, 310 103 455.10 1.70  104 500.10 1.90
DMSO-d6: 12.35 (hr s, 113); 8.85 (s, HI); 8.65 (s, IH); 8.3 105 9. 49
10 190  (in, 213); 8.15 (m, 110; 5.9 (m, IH); 5.3 (d, 111); 5.15 (d,
In); 4.8 (m, 113); 4.3 (m, 113); 4.05 On, 213); 4.0-3.8 (m,    513);
2.0 (in, 1H) 106 455.10 1.70     10.07 (s, 111), 8.83 (d, 111), 8.26
(d, 113), 8.22 (d, 111), 8.13 107 427.40 1.80 (d, 111), 7.20 On, IH),
6.38 (d, IH), 6.00 (s, 1H), 3.88 (m, 113), 3.77 On, 110, 1.95 (m,
210, 1.57 (s, 311), 0.91 (t, 311)    (CD3CN) . 108 359.40 1.65  109
395.40 1.77     10.01 (s, 110, 8.71 (d, 111), 8.23 (d, 111), 8.17 (d,
111), 8.12 110 441.40 1.91 (d, 113), 7.16 (m, 111), 640 (d, 113),
5.86 (s, 113), 3.97 (n,    1H), 3.61 (m, 111), 1.5,3 (s, 3113), 1.02
(dd, 6H) (CD3CN) 



DM80-d6: 12.65 On, III); 8.95 (s, 0.5H);,8.72 (n, 0.511); 111 414.10
250 8.70 (in, 0.510; 8.50 (in, IH); 8.48 (m, 0.510; 8.40 On, 0.510;
8.30 (m, IH); 8.28 (m, 0.513); 8.03 (m, 0.513); 4.45    (m, 113);
3.80 (n, 211); 1.75 (m, 213); 1.00 (m, 311)    DMSO-d6: 12.68 (n,
IH); 8.98 (s, 0.513); 8.68 (s, 0.5H); 112 440 10 170 8.58 (s, 0.5H);
8.48 (s, 0.511); 8.43 (s, 0.51); 8.35-8.15 (m,    3.511); 3.75 (m,
210; 2.15 (m, 213); 2.02 (n, 211); 1.65 (m,    411)    DMSO-d6: 12.55
(n, 111); 8.95 (n, 0.511); 8.68 (m, 0.511);    8.62 (n, 0.511); 8.56
(in, 0.510; 8.52 (m, 0.513); 8.45 (m, 113 426.10 2.60 0.511); 8.40
(n, 0.511); 8.35 On, 113); 8.22(0.511); 8.16 (in,    MX 3.80 (n,
211); 2.70 (n, 111); 2.40 (n, 111); 2.25 (m,    211); 1.88 (n, 211)
DMSO-d6: 12.5 (bs, IH); 8.95 (bs, 111); 8.50 (m, 21); 8.32 114 512.10
1.80 (n, 211); 6.80 (n, 1H); 4.50 On, HD; 4.00-3.40 (n, 1011);
1.15 (t, 313) 115 540.10 2.10     DMSO-d6: 12.6 On, 113); 8.95 (n,
III); 8.50 (n, 213); 8.32 116 496.10 1.70 On, 210; 6.80 (n, IH); 4.50
On, 113); 400-3.40 (n, 10):    1.15 (t, 311) 117 508.10 1.70  118
522.20 1.90     DMSO-d6: 12.35 (br s, IH); 8.8 On, 113); 8.65 (s,
113); 8.3 119 459.30 1.70 (n, 211); 8.15 On, 110; 4.8 (n, 1H); 4.4
(m, 111); 4.05-3.7    (m, 411); 2.3 (n, IH); 1.95 (m, 111) 



120 441.40 1.70 DM80-d6: 12.9 (br s, IH); 9.05 (m, 0.313); 8.9 (n,
0.711);  WO 2007/084557PCT/US2007/001225 77 Cmpd # M+H RT NIVIR
8.7-8.5 (m, 211); 8.4-8.25 (m, 2H); 6.75 (m, 0.7H); 6.2 (m, 0.311);
4.95 (in, 0.711); 4.7 (m, 0.311); 4.5 (n, 111); 4.05-3.5 (m, 411);
2.4 (m, 111); 2.05 (m, 111)    10.1 (s, 111), 8.89 (s, 111), 8.29 (m,
3H), 7.27 (s, 111), 6.51 121 425.00 2.03 (d, 111), 3.88 (m, 211),
3.30 (s, 611), 1.86 (m, 111), 1.57 (m, 111), 1.43 (m, 111), 1.19 (m,
111) (CD3CN)     122 461.30 2.40  123 443.30 1.90  124 487.40 2.20
125 479.40 2.30  126 443.30 1.90     H NMR (500 MHz, Me0D) 8.79 (d, J
= 23 Hz, 111), 8.51    (t, J = 6.4 Hz, 111), 8.48 (s, 111), 8.35 (d,
I = 2.3 Hz, 111), 127 . 439.17 1.84 8.06 (d, J = 7.2 Hz, 111), 6.73
(d, J = 7.2 Hz, 111), 3.87 -    3.81 (in, 2H), 2.56 - 2.52 (n, 211),
2.25 - 2.20 (n, 21I), 1.93    - 1.86 (m, 411), 0.00 (TMS)    HNMR
(500 MHz, DMSO) 8.66 (s, 1H), 8.62 (s, 111), 8.58 128 441.40 2.20 (s'
111), 838 (d, I = 2.0 Hz, 111), 8.18 (d, J = 7.0 Hz, 111), 6.81 (s,
111), 4.09 -3.78 (m, 211), 2.18 -2.16 (m, 211), 2.10    (m, 211),
0.77 (t, I = 7.4 Hz, 611), 0.00 (TMS) 129 459.40 2.40  130 461.30
2.40  131 377.30 1.67     



H NMR (500 MHz, Me0D) 8.70 (d, J = 2.2 Hz, 111), 8.48    (s, 111),
8.36 (d, I = 2.3 Hz, H), 8.12 (d, I = 7.2 Hz, 111),    7.59 (d, I =
8.2 Hz, 2H *0.7 equiv p-Ts0H), 7.37 (d, I = 132 441M9 1.65 8.0 Hz,
211*0.7 equiv p-Ts0H ), 6.76 (d, I = 7.2 Hz, 111), 4.41 (d, J = 9.6
Hz, HI), 4.22 (d, I = 9.5 Hz, 111), 4.07 -    4.04 (m, 211), 3.88 -
3.83 (in, 211), 2.88 - 2.82 On, 111), 2.52    - 2.43 (n, 111), 2.43
(s, 311*0.7 equiv p-Ts0H), 0.00    (TMS) 133 443.30 2.86  134 441.16
1.50     DMSO-d6: 12.8 (hr s, 111); 9.05-8.85 (n, 111); 8.8-8.4 (n,
135 455.10 1.80 211); 8.35 (n, 211); 6.75 (m, 0.811); 6.2 (m, 0.211);
4.85 (m, 0.811); 4.6 (n, 0.211); 4.2 (n, 111); 4.0 (m, 111); 3.9-3.6
(m,    311); 3.3 (s, 311); 2.2 (m, 111)    DM80-d6; 12.9 (br s, 111);
8.75-8.25 On, 511); 6.75 On, 136 455.10 1.80 0.811); 8.45 (n, 0.211);
4.95 (n, 0.811); 4.75 (n, 0.211); 42    (m, 111); 4.1-3.7 (n, 411);
3.2 (s, 311); 2.3 (m, 111)    DMSO-d6: 12.35 (hr s, 111); 8.65 (m,
111); 8.45 (dd, 111); 137 473.10 200 8.25 (m, 211); 8.15 (m, 111);
4.8 (d, 111); 4.1 (n, 111); 4.0    (m, 111); 3.9 (m, 111); 3.85 (n,
211); 3.2 (s, 311); 2.2 (m,    111) 138 397.00 1.74 (500 MHz, CD30D)
8.57 (t, 1=6.2 Hz, III), 8.50 (s, 111),  WO
2007/084557PCT/US2007/001225 78 Cmpd # M+H RT NIVER    8.48 (d,1=2.6
Hz, 111), 8.3 (d, 3=1.2 Hz, IN), 8.05 (d, J= 7.2 Hz, 111), 6.7 (d,
3=7.2 Hz, 114), 3.86-3.8 (in, 210, 1.74 (s, 611), 0 (TMS) 139 445.10
3.30 H NMR (500 MHz, DMSO) 12.24 (s, 1H), 8.69 (s, 110, 8.32 (d, .1 =
6.9 Hz, IN), 8.24 (m, 210, 8.15 (s, 1H), 3.68 - 3.63 (m, 21), 3.20
(s, 110, 1.51 (s, 111) 140 427.10 



1.80 H NMR (500 MHz, DMSO) 12.7 (bs, 110, 8.82 (s, 11), 8.34- 8.30
(m, 211), 8.16 (s, 114), 8.07 (d, J = 6.2 Hz, 110, 6.63 (d, J = 6.2
Hz, 1H), 3.77 -3.70 On, 210, 3.06 (s, 314), 1.56 (s, 61) 141 431.10
2.50 DMSO-d6: 12.2 (m, 111); 8.60 (m, IN); 8.22 (s, 11-1); 8.18 (s,
111); 8.10 (s, 111); 7.70 (m, 114); 5.16 (m, 110; 4.18 (m, 21);
3.3(s, 2.511); 2.9 (s, 0.510; 1.35 (m, 311) 142 413.10 1.80 DMSO-d6:
12.5 (m, 111); 8.70 (m, 1H); 8.30 (m, 210; 8.18 (n, 211); 6 42 (m,
11); 5.25 On, 111); 4.20 (m, 211); 3.30 (s, 2.51!); 2.90 (s, 0.511);
1.32 (n, 314) 143 413.10 1.84  144 377.10 1.70  145 395.10 1.74  146
428.10 2.00  147 411.10 2.00  148 497.10 2.40  149 554.00 2.20  150
498.00 1.80 DMSO-d6: 12.7 (m, 111); 8.92 (m, 110; 8.60 (m, 1H); 8.42
On, 110; 8.32 (m, 111); 8.28 (n, 111); 6.80 (m', 110; 5.20 On, 110;
4.30-3.60 (n, 811); 3.55 (in, 3H) 151 512.00 1.90 DMSO-d6: 12.5 (m,
111); 8.90 (m, 111); 8.55 (m, 1H); 8.42 On, 111); 8.32 (m, 111); 8.30
(m, a 6.70 (m, 111); 5.20 (n, 111); 4.35-3.55 (m, 1010; 1.15 (t, 31!)
152 526.10 2.00  153 526.00 2.00  154 540.10 2.10  155 540.10 2.10
156 532.80 3.10 DMSO-d6: 12.35 (br s, 11); 8.9 (in, III); 8.7 (s,
111); 8.4- 8.1 (n, 311); 4.85 (dd, 111); 4.35-4.1 (n, 211); 4.0-3.7
(in,    211); 33 On, 411); 2.85 (m, 114); 2.4 (m, 1H) 157 546.90 3.20
DMSO-d6: 12.35 (hr s, 114); 8.9 (m, IH); 8.7 (s, 1H); 8.35 -8.15 (m,
310; 4.9 (dd, 1H); 4.1-3.75 On, 410; 3.1-2.9 (m, 510; 2.15 (m, 110;
1.95 (n, 211) 158 493.90 1.70  159 522.00 1.90  160 524.00 1.90  161
538.00 2.10  162 511.00 1.70 DMSO-d6: 12.8 (m, 111); 8.90 (n, 111);
8.55 z9m, 211); 835 (, 210; 6.80 (n, III); 5.25 C. 111); 4.20-3.60
(n, 811);  



WO 2007/084557PCT/US2007/001225 79 Cmpd # M+H RT NIVIR    2.62 (s,
611) 163 525.00 1.80  164 560.00 2.20  165 508.00 1.80     DMSO-d6:
12.8 (br s, 1H); 8.95-8.65 (m, 111); 8.65-8.45 166 443.00 1.60 (m,
211); 8.4-8.25 (m, 211); 6.75 (m, 0.711); 6.25 (m, 0.311); 5.5 (d,
111); 5.05 (m, 0.711); 4.85 (m, 0.311); 4.2-3.7 (m,    411); 2.8-2.55
(m,1H); 2.5-2.35 (m, 111)    DMSO-d6: 12.75 (br s, 111); 9.0 (m,
111); 8.65-8.3 (m, 40); 167 460.90 1.80 6.7 (m, 113); 5.15 (in, 111);
4.2 (m, 211); 4.0 (m, 10); 3.85    (m, 111); 3.1 (m, IH); 2.6 (m,
111)    DMSO-d6: 12.8 (br s, 10); 9.2-8.9 (m, 111); 8.7-8.45 (m, 168
443.00 1.60 20); 84.8.3 (m, 211); 6.75 (m, 0.70); 6.25 (m, 0.311);
5.55 (d, 10); 5.0 (m, 0.711); 4.8 On, 0.30); 4.2-3.7 (m, 411); 2.9-
2.7 (m, Ill); 2.3-2.1 (m, 10)    DMSO-d6: 12.45 (s, 111); 8.7 (s,
111); 8.3 (m, 20); 8.25 (m, 169 403.10 2.20 111); 8.0 (dd, 10); 4.7
(m, IH); 3.95 (m, Ill); 3.8 (n, 1H); 3.05 (m, 10); 2.95 (n, III);
2.25 (m, IH); 2.0 (m, 311); 1.4    (m, 211); 0.75 (m, 311).
DMSO-d6: 12.9 (br s, 111); 8.7-8.6 (n, 211); 8.4 (n, 111);    8.3 (m,
10); 8.15 (n, 111); 6.7 (d, 0.7H); 6.3 (d, 0.3H);    4.85 (d, 0.711);
4.5 (0.30); 4.05-3.6 (m, 211); 3.2-3.05 (m, 170 385.10 1.70     111);
2.9 (m, IH); 2.35 (n, 10); 2.05 (m, 311); 1.5-1.3 (m,    20); 0.8 (n,
111); 0.7 (n, 20). 



DMSO-d6: 12.95 (br s, 10); 8.7 (s, Iii); 8.6 (s, 111); 8.4 (s, 171
387.40 2.00 111); 8.3 (s, 111); 8.15 (m, 113); 6.8 (s, 111); 4.65 (s,
111); 3.2 (m, Ill); 3.0 (m, II-1); 2.25 (n, 111); 1.45 (m, 211);
1.1-0.95    (n, 613); 0.85 (n, 30).    DMSO-d6: 12.35 (br s, 111);
8.7 (s, 111); 8.3-8.25 (m, 311); 172 457.10 2.40 8.2 (in, 111); 4.65
(d, 10); 4.0 (n, 111); 3.8 (m, 1H); 3.5-3.3    (n, 211); 2.4-2.2 (n,
311); 2.0 (in, 313).    DMSO-d6: 12.9 (br s, IH); 8.7-8.65 (m, 211);
8.45-8.25 (m, 173 439.20 1.70 3H);  6.75 (d, 0.811); 6.3 (d, 0.211);
4.85 (d, 0.811); 4.55 (d, 0.211); 4.05-3.55 (m, 411); 2.4-2.25 (m,
311); 2.1-2.0 (m,    3H). 174 441.40 2.00  175 373.40 114  176 427.30
1.87 '    DMSO-d6: 12.45 (s, IH); 8.7 (s, 10); 8.3 (m, 20); 8.25 (s,
177 401.10 2.00 10); 8.15 (s, 1H); 4.6 (d, 111); 3.9 (m, Hi); 3.8 (m,
10); 2.6        (m, 111); 2.25 (n, 10); 1.95 (m, 311); 0.6 (in, 20);
0.4 (m,    1H); 0.35 (m, IN).    DMSO-d6: 13.0 (br s, 111); 8.65 On,
113); 8.6 (s, 111); 8.4 178 383.10 1.60 (m, Hi); 8.35-8.2 (m, 20);
6.75 (d, 0.70); 6.3 (d, 0.311);    4.8 (d, 0.711); 4.5 (0.311);
4.05-3.6 (m, 211); 2.7-2.55 (n,    III); 2.35 (m, 111); 2.05 (m,
313); 0.7-0.2 (m, 411).  WO 2007/084557PCT/US2007/001225 80 Cmpd #
M+H RT NMR    



DMSO-d6: 12.95 (br s, 113); 8.7 (s, 111); 8.6 (s, 113); 8.4 (s, 179
385.40 1.90 III); 8.35 (s, III); 8.15 (m, 113); 6.8 (s, 1H); 4.6 (s,
111); 2.7    (m, 1H); 2.25 (m, 111); 1.05-0.95 (m, 611); 0.65 (m,
2H);    0.45 (m, 213). 180 371.40 1.65   Table 5 Cmpd # M+H RT NMR
181 473.1 1.9  182 415.1 1.8 (500 MHz, DMSO) 12.22 (s, 111),
8.42.(dd, J = 2.8, 9.9    Hz, 111), 8.37 (t, I = 6.4 Hz, 111), 8.26-
8.25 (m, 21I), 8.10 .   (d, J = 2.5 Hz, IH), 3.78- 3.71 (m, 211),
1.57 (s, 611), 0.00    (TMS) 183 361.1 1.6 (500 MHz, DMSO) 12.27 (s,
111), 8.47 (dd, 1 = 2.8, 9.8   . 11z, 111), 8.25 (d, J = 3.0 Hz,
211), 8.19 (d, J = 2.2 Hz, 111),    7.75 (t, J = 5.6 Hz, 111), 7.56
(bs, 111), 3.02 - 2.99 (m,    211), 1.56 (s, al), 0.77 (t, I = 7.1
Hz, 311), 0.00 (TMS) 184 379.1 1.6 (500 MHz, DMSO) 12.3 (s, 111),
8.45 (dd, J = 2.8, 9.8 Hz,    113), 8.25 (m, 211), 8.19 (bs, 111),
8.05 (t,1H), 7.7 (bs, 111),    4.2 (dt, 211, under water), 3.2 (dq,
211), 1.6 (s, 611), 0.00    (TMS) 185 397.1 1.7 (500 MHz, DMSO) 12.28
(s, 111), 8.44 (dd, J = 2.8, 9.9    Hz, 111), 8.27 (d, J = 4.4 Hz,
211), 3.19 (t, J = 5.9 Hz, 111),    8.15 (d, J = 2.5 Hz, 111), 7.69
(bs, 111), 5.7 (tt, I = 48 Hz, I    = 4.3 Hz, 111), 3.39 -3.31 (m,
211), 1.57 (s, 611), 0.00    (TMS) 186 



375.1 1.7  187 361.1 2.04  188 379.1 2.21  189 343.1 2.04  190 357.1
23  191 457 2.9 (DMSO-d6) 12.35 (s, 1H); 8.7 (d, 111); 8.4-8.25 (m,
313);    8.1 (s, 11-1); 4.1 (m, 111); 3.95 (m, 111); 3.85 (m, 111);
3.7    (m, 1H); 2.05 (m, 411); 1.65 (s, 31I). 192 439 1.7 (DMSO-d6)
12.9 (s, 1H); 8.75-8.65 (m, 1.111); 8.55 (in,    0.911); 8.45-8.15
(m, 3H); 6.7 (m, 0.911); 6.1 (m, 0.111);    4.15 (m, 0.111); 3.95 (m,
0.911); 3.8 (m, MIL 2.2-2.05 (m,    411); 1.75-1.6 (m, 311). 193
455.1 1.8 (500 MHz, DMSO) 12.95 (s, 111), 8.71 (s, 111), 8.59 (bd,
211), 8.36 (d, J = 2.2 Hz, Ill), 8.23 (d, J = 6.9 Hz, III),    6.82
(s, 111), 3.82- 3.77 (m, 411), 3.66 (t, J = 10.5 Hz,    411), 2.27
-2.20 (m, 211), 2 20- 2.08 (m, 211), 0.00 (TMS)  WO
2007/084557PCT/US2007/001225 81 Cmpd # M+H RT NMR 194 439.1 1.7 (500
MHz, DMSO) 12.89 (s, 1H), 8.61 (m, 211), 8.46 (d, J    = 9.6 Hz,
111), 8.36 (s, 111), 8.22 (d, I = 6.9 Hz, 111), 6.82    (bd, 111),
3.81 -3.79 (m, 411), 3.67 -3.63 (in, 211), 2.23 (t,    J = 10.2 Hz,
211), 2.12 (m, 211), 0.00 (TMS) 195 409.1 1.8  196 427.08 1.7  197
528.9 



2 (DMSO-d6) 12.5 (br s, 111); 8.9 (m, 111); 8.65 (m, 111);    8.4-8.3
(m, 311); 6.75 (m, 0.511); 6.5 (m, 0.511); 4.9 (m,    1H); 4.1-3.7
(m, 4H); 3.1-2.9 (m, 511); 2.2 (m, 111); 1.95    (m, 211). 198 409.1
1.9 (500 MHz, Me0D) 8.91 (d, J = 2.2 Hz, 111), 8.72 (s, 111),    8.55
(d, J = 8.3 Hz, 111), 8.38 (d, J = 2.2 Hz, 1H), 8.03 (t, J    = 7.6
Hz, 2H), 7.88 (d, J. = 8.3 Hz, IH), 7.74 (t, 3 = 7.8 Hz,    111),
3.21 - 3.15 (in, 211), 1.87 (s, 611), 0.89 (t, J = 7.2 Hz,    311).
199 447.1 1.79 (500 MHz, Me0D) 8.73 (s, 111), 8.63 (d, J = 9.5 Hz,
Ill),    8.57 (m, 211), 8.33 (s, 111), 8.03 (m, 1H), 7.89 (d, J. =
8.4    Hz, 1H), 7.74 (t, I = 7.7 Hz, 111), 3.82 (m, 2 H), 2.66 (s,
1.311), 1.88 (s, 611). (Peak at 2.66 is unidentified.) 200 397.1 1.65
(500 MHz, DMSO-d6) 12.90 (s, 1H), 9.05 (s, 11I), 8.66 (s,    111),
8.40 (s, 111), 8.37 (s, 1H), 8.16 (d, J = 6.4 Hz, 111),    6.73 (s,
1H), 4.75 (s, 111), 4.08 -4.01 (m, 211), 3.87 (d, J =    6.5 Hz,
111), 1.93 - 1.83 (m, 211), 1.00 (t, J = 7.4 Hz, 311),    0.00 (TMS)
201 445 1.7 (DMSO-d6) 12.75 (hr s, Ill); 9.0 (dd, 111); 8.55 (s,
III);    8.45-8.25 (m, 311); 6.7 (m, 111); 5.2 (m, 111); 4.2 (m,
211);    4.05-3.7 (m, 211); 3.1 (m, 111); 2.6 (m, 1H). 202 441 2.7
(DMSO-d6) 12.25 (br s, III); 8.4 (d, 1H); 8.35 (dd, 1H);    8.3 (d,
111); 8.25 (s, 111); 8.1 (s, 111); 4.1 (in, III); 3.95    (n, 111);
3.8 (m, 111); 3.7 (m, 111); 2.1-2.0 (in, 411); 1.65   



(s, 311). 203 423 1.7 (DMSO-d6) 12.8 (his, 111); 8.5-8.2 (n, 511);
6.7 (m, 111);    4.0-3.7 (m, 411); 2.2-2.0 (n, 411); 1.7 (s, 3H). 204
427 1.5 (DMSO-d6) 12.85 (his, 111); 9.2-9.0 (m, 1H); 8.7-8.6 (n,
IH); 8.4 (m, 311); 6.85 (n, 0.811); 6.25 (n, 0.211); 5.55 (d,
111); 5.05 (dd, 0.811); 4.8 (n, 0.211); 4.2-3.6 (n, 411); 2.8    (m,
111); 2.3-2.15 (m, 111). 205 423.1 2  206 441.1 2  207 459.1 2.1 (500
MHz, DMSO) 13.17 (s, 111), 8.87 (s, 111), 8.80 - 8.60    (m, 2H),
8.40 - 8.30 On, 211), 8.05 -7.94 (m, 111), 7.89 (d,    3 = 8.3 Hz,
Hi), 7.70 (m, 11I), 5.70 (tt, J = 15.1, 3 9 Hz,    111), 3.40 -3.30
On, 211), 2.38 -2.31 (n, 111), 2.07 (n,    111), 1.70 (s, 311), 0.89
(t, I = 7.5 Hz, 3H).  WO 2007/084557PCT/US2007/001225 82 Cmpd # M+H
RT NMR. 208 477.1 2.2 (500 MHz, DMSO) 8.85 (s, 1H), 8.67- 8.55 (m,
311), 8.39    (s, 11), 7.99 (m, 11), 7.89 (d, I = 8.1 Hz, 111), 7.69
(m,    111), 3.86 -3.71 (m, 211), 2.40 - 2.34 (m, 111), 2.10 - 2.06
(m, 111), 1.70 (s, 31), 0.89 (t, I = 7.5 Hz, 311). 209 359.1 1.6 (500
MHz, Me0D) 8.48 (dd, J = 2.8, 9.3 Hz, 111), 8.43 (s,    111), 8.35 -
8.33 (m, 110, 8.28 - 8.27 (m,111), 3.21 (q, I =    7.2 Hz, 211), 1.77
- 1.75 (m, 2H), 1.29 (m, 211), 0.97 (t, J =    7.2 Hz, 310. 210 395.1
1.7 



(500 MHz, DMSO) 12.35 (s, 111), 8.57 (s, 111), 8.39 (d, I    = 6.1
Hz, 211), 8.31 (d, J = 3.9 Hz, 111), 8.27 - 8.25 (m,    21), 5.95 -
5.71 (m, 114), 3.45 -3.37 (m, 211), 1.53 (br,    211), 1.16 (br, 21).
211 413 1.8 (500 MHz, Me0D) 8.46 -8.43 (m, 210, 8.37 (t, I = 4.8
Hz, 11), 8.27 - 8.26 On, 110, 3.90- 3.83 (n, 211), 1.82    (n, 211),
1.38 (m, 211). Multiplet (0.47H) at 8.71,    identified as an
exchangeable proton that did not fully    exchange, which decreased
to 0.3811 after I h. 212 373.1 1.72 (500 MHz, DM8046) 13.04 (s, 111),
9.16 (d, J = 3.2 Hz,    111), 8.82 (s, IH), 8.66 (d, J = 3.0 Hz,
Ill), 8.39 (d, J = 2.0    Hz, 111), 8.15 (d, J ,---- 7.0 Hz, 111),
7.64 (d, J = 7.2 Hz, Ill),    6.68 (d, J = 7.1 Hz, 111), 3.88 -3.84
(m, 111), 1.60 (s, 611),    0.84 (d, I = 6.2 Hz, 611), 0.00 (TMS) 213
405.1 1.6 (500 MHz, Me0D) 8.83 (d, I = 2.3 Hz, Iii), 8.58 (s, Iii),
8.35 (d, J = 2.3 Hz, 111), 8 18 (m, 111), 4.21 (t, J = 4.8 Hz,
111), 4.11 (t, I = 4.8 Hz, 110, 337 - 3.32 (m, 210, 2.58 (s,    311),
2.27 (s, 311), 1.79 (s, 610. 214 423 1.71 (500 MHz, Me0D) 8.79 (d, I
= 2.3 Hz, 110, 8.58 (s, 111),    8.36 (d, 3 = 2.3 Hz, 111), 8.29 (m,
111), 5.67 - 5.43 (m,    110, 3.48 -3.38 (m, 2H), 258 (s, 310, 2.27
(s, 314), 1.79    (s, 6H). 215 441 1.8 (500 MHz, Me0D) 8.77 (d, I =
2.3 Hz, Ill), 8.56 (s, 111),    8.44 -8.34 (in, 113), 8.34 (d, I =
2.2 Hz, 111), 3.86 -3.79    



On, 211), 2.58 (s, 31fl, 2.28 (s, 310, 1.79 (s, 611). 216 471 2.9
(500 MHz, DMSO) 12.32 (s, 111), 8.69 On, 210, 8.28 -    8.13 (m, 3H),
4.9 - 4.75 (m, 11), 4.7 -4.5 (n, 111), 3.95 -    3.75 (m, 311), 2.15
- 1.95 (m, 110, 1.87 (m, 211), 1.6 (s,    1I1), 1.44- 1.41 (n, 111),
1.1 -0.85 (m, 3H) 217 439 1.8 (500 MHz, Me0D) 8.77 (s, 1H), 8.22-
8.19 (m, 311), 6.40    (s, 111), 4.69 Cs, 111), 4.32 (bs, 110, 4.01
-3.91 (m, 210,    2.43 -2.38 (n, 111), 2.27 - 2.16 (m, 210, 1.86-
1.82 (m,    110, 1.45 (d, j = 6.0 Hz, 311) 218 457 2.7 (500 MHz,
Me0D) 8.78 - 8.77 (n, 111), 8.20 (d, I = 2.1    Hz, 111), 8.15 - 8.10
(m, 210, 4.90 (d, J.= 9.4 Hz, 113),    3.94 - 3.82 (m, 214), 2.58
-2.40 On, 113), 2.24 - 2.21 On,    110, 2.0 - 2.1 (m, 111), 1.82 (in,
111), 150 (d, 111), 1.4 -    1.23 (m, 31)  WO
2007/084557PCT/US2007/001225 83 Cmpd # Mi-H RT NMR 219 452.9 2 (500
MHz, Me0D) 8.76 (s, IH), 8.21 - 8.17 (m, 3H), 6.40    (d, I = 5.9 Hz,
111), 4.90 (d, J = 9.1 Hz, 111), 4.04 - 3.88    (En, 211), 3.63 (s,
111), 2.53 - 2.39 (m, HD, 2.22 - 2.11 (m,    311), 2.01 -1.92 (in,
111), 1.60- 1.45 (m, 111), 1.08 (t, J =    7.2 Hz, 2H), 1.01 (t, J =
7.1 Hz, 111), 220 469.1 1.84 (500 MHz, DMSO) 13.52- 13.35 (hr. 111),
13.12 - 12.96    (br, IH), 9.07- 8.61 (br, 111), 8.93 (s, 111), 8.37
(s, 111),    8.07 -7.54 (m, 211), 7.40 -7.27 (br, 111), 3.02 -2.97
(m,    211), 1.71 (s, 611), 0.72 (t, J = 7.1 Hz, 311). 



221 487.1 1.85 (500 MHz, Me0D) 8.93 (d, 3 = 2.3 Hz, 1H), 8.61 (s,
111),    8.37 (d, I = 2.2 Hz, 111), 8.21 (m, 111), 7.98 (s, 111),
7.31    (s, 111), 4.20 (t, J = 4.8 Hz, 111), 4.11 (t, 3 = 4.9 Hz,
111),    4.07 (s, 311), 4.06 (s, 3H), 3.36 - 3.35 (m, 210, 1.87 (s,
611). 222 505.1 1.9 (500 MHz, Me0D) 8.89 (d, I = 2.3 Hz, 111), 8.61
(s, 111),    8.37 (d, J = 2.3 Hz, 111), 8.33 (n, 1H), 7.99 (s, 111),
7.32    (a, 111), 5.67 -5.43 (m, 1H), 4.07 (s, 311), 4.06 (s, 311),
3.35 - 3.33 (m, 2H), 1.87 (s, 611). 223 483 1.9 (500 MHz, Me0D) 8.91
(d, J = 2.3 Hz, 11I), 8.62 (s, 111),    8.37 (d, J = 2.3 Hz, 111),
7.98 (s, 111), 7.31 (s, IH), 4.07 (s,    311), 4.07 (s, 3H), 3.12
-3.08 (m, 2H), 1.86 (s, 611), 1 33 -    1.25 (m, 211), 062 (t, J =
7.5 Hz, 311). 224 329.05 1.4 (500 MHz, Me0D) 8.49 (d, J = 3.2 Hz,
111), 8.45 - 8.40    (m, 111), 8.33 (d, J = 1.5 Hz, 111), 8.03 (d, J
= 7.1 Hz, 111),    6.69 (d, 1 = 6.9 Hz, 111), 4.77 - 4.75 (m, 111),
3.3 On    overlap with meoh signal, 211), 1.61 (d, 7.1 Hz, 311), 1.10
(t, J = 7.2 Hz, 311), 0.00 (TNIS) 225 346.93 1.4  226 365 1.4 (500
MHz, Me0D) 8.49 (s, 1H), 8.41 (d, J = 7.9 Hz, 111),    8.33 - 8.32
(m, 111), 8.04 (d, I = 6.9 Hz, 11I), 6.70 (d, I =    6.6 Hz, 111),
5.84 (t, J = 55.8 Hz, 111), 3.74- 3.44 (2m,    211), 1.63 (d, I = 7.2
Hz, 311), 0.00 (TNIS) 227 383 1.6  



228 391.1 2.3 (500 Mliz, DMSO) 12.96 (s, 111), 8.65 (s, 111), 8.42 -
8.38    (m, 211), 825 (s, 111), 820 (d, I = 7.0 Hz, Ill), 6.68 (d, 1
=    6.8 Hz, 111), 5.76 (t, J = 56.1 Hz, 111), 3.43 - 3.37 (m, 211),
2.81 -2.78 (n, 211), 2.30 (dd, J = 8.6, 18.9 Hz, 211), 2.01    (qn, I
= 8.1 Hz, 211), 0.00 (TMS) 229 409.1 2.4 (500 MHz, DMSO) 12.91 (s,
IN), 8.62 (s, 1H), 8.46 (s,    114), 8.41 (d, J = 8.8 Hz, 111), 8.36
(a, H), 8.20 (d, I = 6.7    Hz, 111), 6.66 (d, I = 6.6 Hz, 111), 3.82
-3.79 (m, 211),    2.84 (m, 211), 2.32 - 2.28 (m, 2H), 2.02- 1.95 (m,
211),    0.00 (TMS)  WO 2007/084557PCT/US2007/001225 84 Cmpd # M-i-H
RT NIVIR 230 369.2 1.6 (500 MHz, DMSO) 12.92 (s, 111), 8.63 (s, IH),
8.47 (d, J    ...r... 8.5 Hz, 111), 8.37 (s, 111), 8.18 (d, J = 6.8
Hz, III), 7.84    (s, III), 6.65 (d, J = 6.5 Hz, 111), 2.97 (m, 211),
2.79 (m,    211), 2.26 (m, 211), 2.00 (m, 211), 1 23 (dd, J = 6.9,
14.1    Hz, 211), 0.54 (t, I = 7.1 Hz, 31I), 0.00 (EMS) 231 373.1
1.76 (500 MHz, DMSO-d6) 13.02 (s, 111), 8.99 (s, 111), 8.76 (s,
111), 8.63 (s, Ill), 8.39 (d, 3 = 2.3 Hz, 1H), 8.16 (d, 3 = 6.7
Hz, 1H), 7.92 (s, Ill), 6.75 (d, I = 4.9 Hz, 111), 3.07 - 3.05
(in, 211), 2.10 - 1.93 (m, 211), 1.58 (s, 311), 0.86 (t, J = 7.5
Hz, 311), 0.81 (s, 3H), 0.00 (TMS) ' 232 391.1 1.77 (500 MHz,
DMSO-d6) 13.66- 13.49 (m, 111), 12.96 -    12.93 (m, 1H), 8.76 (s,
111), 8.57 (d, J = 10.2 Hz, 1H),  



8.37 (s, 111), 8.16 -8.13 (m, 21I), 6.68 (d, J = 9.6 Hz, 111),
4.21 (d, J = 51.9 Hz, 211), 3.28 (q, I = 5.4 Hz, 211), 2.10 -    1.94
(m, 2H), 1.57 (s, 311), 0.87 (t, J = 7.5 Hz, 311), 0.00    (TMS) 233
409.1 1.87 (500 MHz, DMSO-d6) 13.02 (s, 1H), 9.05 (s, IH), 8.70 (s,
111), 8.62 (s, 111), 8.39 (d, I = 2.2 Hz, Ill), 8.35 (s, 111),
8.18 (d, J = 7.0 Hz, 111), 6.75 (d, J = 5.6 Hz, Ill), 5.86 -    5.64
(m, 111), 3.43 -3.37 (n, 2H), 2.12- 1.93 (n, 211),    1.59 (s, 311),
0.88 (t, J = 7.5 Hz, 311), 0.00 (TMS) 234 387.1 1.87 (500 MHz,
DMSO-d6) 13.56 (s, 111), 12.89 (s, III), 8.89    (s, 1H), 8.57 (s,
111), 8.36 (s, 111), 8.16 (d, J = 6.8 Hz,    111), 6.63 (s, 111),
3.24 (s, 311), 2.94 (s, 214), 2.20 - 1.87    (m, 211), 1.57 (s, 314),
0.87 (t, I = 7.4 Hz, 311), 0.75 (s,    311), 0.00 (TMS) 235 523.1 1.9
236 355.2 1.8  237 373.1 1.8  238 398 2.6 (DMSO-d6) 12.56 (m, 111);
8.80 (n, 0.511); 8.55 (s,    0.5H); 8.50 (s, 0.511); 8.45 (m, 1.011);
8.40-8.30 (n,    1.511); 8.28 (n, 1.511); 8.10 (m, 0.511); 3.80 (in,
211); 1.42    (m, 611) 239 410.9 1.7 (500 MHz, DMSO) (warmed at 100
C) 12.26 (s, 111), 8.84    (d, J = 2.2 Hz, 111), 8.43 (bs, 111), 8.38
(s, 111), 8.29 (d, 3    --= 2.4 Hz, 111), 8.23 (d, J = 6.3 Hz, 1H),
8.13 (bt, 111), 6.46  



(d, J = 6.3 Hz, 111), 3_93 - 3.83 (n, 211), 1.62- 1.60 (n,   . 211),
1.23 - 1.17 (n, 211), 0.0(TMS) 240 395 1.6 (500 MHz, CD30D, RT) 8.8
(m, 0.6 H), 8.65 (bt, 111), 8.5    (s, HD, 8.45 (bd, 111), 8.25 (n,
1.311), 8.1 (d, 0.8 H), 6.7    (d, 111), 3.9 (n, 211), 1.8 (bin,
211), 1.35 (bm, 211), 0    (T/v1S) 241 371.1 1.76  242 393.1 1.77
243 411.1 1.86   WO 2007/084557PCPUS2007/001225 85 Cmpd # M+H RT
NIVIR 244 341.1 1.5 (500 MHz, Me0D, rt, contains conformers ) 8.77
(dd, 3 =    2.8, 9.2 Hz, 0.2911), 8.54 - 8.49 (m, 1.6611), 831 (d, J.
=    1.5 Hz, 113), 8.26- 8.24 (n, 0.311), 8.10 (dd, 3 = 4.3, 7.2
Hz, 0.8211), 6.70 (d, I = 7.3 Hz, 0.2911), 6.66 (dd, I = 4.3,    7.2
Hz, 0.7113), 3.27 - 3.18 (m, 211), 1.77- 1.72 (in, 211),    1.28-
1.24 (in, 211), 1.09 (t, I = 7.1 Hz, 0.9811), 0.96(t, J    =7.1 Hz,
2.2H). 245 359.1 1.6 (500 MHz, Me0D, it, contains conformers) 8.82 -
8.72    (m, 0.2611), 8.50 (m, 1.6711), 8.43 -8.31 (m, 1.8413), 8.25
(br, 0.2611), 8.10 (d, I = 6.4 Hz, 0.7213), 6.70 - 6.65 (m,    111),
4.48 - 4.25 (m, 211), 3.49 - 3.37 (m, 211), 1.80 (n,    211), 1.27
(br, 211). 246 377.1 1.65 (500 MHz, Me0D, it, contains conformers)
8.77 (dd, J =   



2.8, 9.1 Hz, 0.2811), 8.57 -8.45 (n, 2.2911), 8.32 (d, J =    1.5 Hz,
113), 8.27- 8.26 (m, 0.2911), 8.11 (dd, J = 4.0, 7.1    Hz, 0.7411),
6.72 (d, J = 7.3 Hz, 0.2911), 6.68 (d, I = 7.1    Hz, 0.7311), 5.89-
5.60 (m, 113), 3.59 - 3.47 On, 213), 1.80    - 1.76 (m, 213), 1.34-
1.30 (n, 211). 247 355.1 1.6 (500 MHz, Me0D, it, contains conformers)
8.77 (dd, J =    2.8, 9.3 Hz, 0.2811), 8.56 - 8.50 (m, 1.6811), 8.31
(d, .1=    1.5 Hz, 113), 8.26 (dd, .1 = 4.4, 7.2 Hz, 0.2813), 8.10
(dd, J    = 4.4, 7.2 Hz, 0.7513), 6.72 - 6.70 (m, 0.2911), 6.67 (in,
0.7211), 3.18 - 3.12 (n, 2H), 1.77- 1.72 (m, 211), 1.50 (n, '
0.611), 1.38 (n, 1.57H), 1.29 - 1.24 (m, 211), 0.87 (t, J =    7.4
Hz, 0.92H), 0.67 (t, I = 7.3 Hz, 2.2H). 248 460.9 2.7 (DMSO-d6) 12.4
(s, 111); 8.9 (m, 1H); 8.65 (s, 113); 8.35    (d, 113); 8.3 (s, 113);
8.2 (m, 111); 5.5 (d, 113); 4.9 (dd, 1H);    4.3-3.8 (m,411); 2.7
(in, 111); 2.2-2.0 (m, 1H). . 249 478.9 2.9 (DMSO-d6) 12.4 (s, 111);
8.9 (m, 113); 8.65 (s, 111); 8.4 (d,    1H); 8.3 (m, 111); 8.2 (n,
113); 5.05 (m, 111); 4.3 (n, 211);    3.9 (m, 213); 3.0 (n, 1H); 2.5
(m, 111) 250 373 1.59 (500 MHz, Me0D) 8.81 (d, J. = 2.1 Hz, Hi), 8.45
(s, 111),    8.36 (d, J = 2.1 Hz, 1H), 7.99 (s, 111), 3.98 (s, 113),
3.19    (q, J = 7.2 Hz, 211), 2.31 (s, 311), 1.79 (s, 613), 0.90 (t,
J =    7.2 Hz, 311). 251 391 1.61 (500 MHz, DMSO) 13.07- 12.73 (in,
113), 8.83 (d, J = 2.0    Hz, HD, 8.55 (s, 113), 8.36 (d, I = 1.8 Hz,
111), 8.12 (s,   



111), 8.09 (br, 111), 4.18 (t, J = 5.1 Hz, 111), 4.08 (t,S = 5.1
Hz, 113), 3.27 (q, I = 5.3 Hz, 111), 3.22 (q, J = 5.3 Hz, 111),
2.24 (s, 311), 1.65 (s, 613). 252 409.1 1.69 (500 MHz, Me0D) 8.79 (d,
I = 2.1 Hz, 111), 8.44 (s, 113),    8.37 (d, 3 = 2.0 Hz, 111), 8.32
(br, 111), 8.01 (s, 113), 5.58    (m, 113), 3.48 - 3.42 On, 213),
2.31 (s, 313), 1.79 (s, 611). 253 427.1 1.77 (500 MHz, Me0D) 8.78 (s,
111), 8.46 (br, 111), 8.42 (s,    113), 8.35 (s, 113), 8.01 (s, 113),
3.85 -3.82 (in, 213), 2.32    (s, 311), 1.79 (s, 613). Unidentified
peak at d 1.94.  WO 20071084557PCT/US2007/001225 86 Cmpd # M4H RT
NIV1R 254 387 1.66 (500 MHz, Me0D) 8.81 (d, J = 2.0 Hz, 111), 8.45
(s, IH),    8.36 (d, J = 2.0 Hz, 111), 8.00 (s, IH), 3.98 (s, H),
3.12 -    3.09 (m, 211), 2.31 (s, 311), 1.79 (s, 611), 1.33 (m, 211),
0.67 (t, J = 7.4 Hz, 311). 255 344 2 (500 MHz, Me0D) 8.79 (br,
0.2711), 8.59 (d, J = 8 9 Hz,    0.6911), 8.53 (s, 111), 8.47 (s,
111), 8.24 (s, IH), 3.17 (m,    211), 1.66 (s, 611), 1.08 (br,
0.9311), 0.91 (m, 2.1411). 256 385 1.9  257 403 1.8  258 421 2  259
399.1 2  260 428 2.7 (500 MHz, Me0D) 9.07 (s, 0.3311), 8.78 (s,
0.5611), 8.57 -    8.31 (m, 3.5811), 3.88 (m, 213), 2.18 (m, 111),
2.05 - 2.03    



(m, IH), 1.66 (m, 311), 0.96 (t, S = 7.4 Hz, 3H). 261 412 2.5 (500
MHz, Me0D) 8.80 (m, 0.3511), 8.56. 8.47 (in,    3.2H), 8.40 (n,
0.3611), 8.26 (in, 111), 3.85 (m, 211), 2.18    (m, 111), 2.04 (n,
Iii), 1.66 (m, 311), 0.96 (t, J = 7.5 Hz,    311). 262 360 2.1  263
445 2.4 (DMSO-d6) 12.3 (br s, 111); 8.9 (m, 111); 8.4 (d, 111);
8.35 (d, 111); 8.25 (s, 111); 8.2 (s, 111); 5.5 (d, 111); 4.9 (dd,
111); 4.3-3.75 (m, 411); 2.7 (m, 1H); 2.2-2.0 (m, IH). 264 463 2.8
(DMSO-d6) 12.3 (Ins, 114); 8.9 (dd, 111); 8.4-8.3 (m,    211);
8.25-8.2 (m, 211); 5 05 (d, III); 4.35 (m, 211); 3.9 (m,    211); 3.0
(m, 111); 2.5 (m, 111). 265 432.2 2.6 (CD3CN) 10.40 (s, 111), 8.80
(s, Ill), 8.29 (it, 311), 6.97    (m, 110, 5.22 (m, 114), 4.79 (n,
111), 4.43 (dt, 211), 3.49    (dt, 211), 2.54 (m, 111), 2.43 (m,
111), 2.39 (m,111), 2.22    (m, IH) 266 450.2 2.7 (CD3CN) 10.48 (s,
111), 8.79 (s, 113), 8.30 (it, 311), 7.01    (t, 111), 5.90 (tt,
111), 5.24 (m, 111), 5.83 (m, 111), 3.60 (m,    211), 2.53 (m, 111),
2.42 (m, 1H), 2.36 (n, 111), 2.21 (m,    1H) 267 468.2 2.86 (CD3CN)
10.38 (s, 1H), 8.79 (s, 111), 8.29 (m, 311), 7.21    (t, 111), 5.21
On, 111), 4.83 (m, 111), 3.99 (m, 111), 3.86 (m,    111), 2.51 (m,
111), 2.45 (m, 111), 2.35 (in, 1H), 2.20 (m,    114) 268 450.1 1.88 



269 450.1 1.93  270 374.1 2.3 (500 MHz, Me0D) 9.05 (s, 0.3211), 8.84
(s, 0.6511), 8.53    (s, 111), 8.43 (s, 111), 8.29 (s, 111), 3.27
-3.17 (at, 211),    2.18 -2.10 (m, 111), 2.07 - 2.00 (m, 111), 1.64
(in, 311),    1.08 (m, 111), 0.95 (t, J = 7.4 Hz, 511).  WO
2007/084557PCT/US2007/001225 87 Cmpd # M+H RT NIVIII 271 358 2.1 (500
MHz, Me0D) 8.78 (br, 0.3311), 8.58 (d, J = 8.6 Hz,    0.8111), 8.53
(s, 1H), 8.46 (s, 111), 8.24 (s, 11), 3.26 -3.16    (m, 211), 2.17
-2.13 (m, 111), 2.01 (m, IN), 1.71 - 1.57 (m,    311), 0.95 (t, J =
7.5 Hz, 611). 272 450 2.4 (500 MHz, Me0D) 8.87 (s, 111), 8 56 (bt,
111), 8.53 (s,    111), 8.43 (d, 1 = 6.9 Hz, III), 8.35 (d, J = 2.2
Hz, 1H),    6.91 (d, J = 6.7 Hz, 111), 5.09 (apparent d, 1H), 4.86
(apparent d, 111), 4.02 - 3.96 (in, 111), 3.87 -3.81 (m, 111),
2.03 (m, III), 1.88- 1.80 (m, 211), 1.48- 1.43 (n, 113),    0.00
(TMS) 273 464.1 2.5 (500 MHz, Me0D) 8.86 (d, J = 2.1 Hz, 111), 8.44
(t, 111),    8.40 (s, Ill), 8.37 (d, I = 6.6 Hz, 111), 8.31 (d, I =
2.2 Hz,    111), 6.52 (bs, 111), 4.85 (s, 211), 3.93 (m, 211), 2.86
(m,    211), 2.72 (m, 21I), 2.25 (m, 111), 2.06 (m, 111), 0.00
(TMS) 274 428 2.4 (DMSO-d6) (rotational mixture about 1.3:1): 12.6
(n,    111); 9.0 (dd, 0.611); 8.8 (dd, 0.411); 8.65-8.3 (m, 411);
5.6- 



5.35 (n, 111); 4.8 (t, 0.6H); 4.7 (t, 0.411); 4.35 (m, 0.411);    4.2
(m, 0.611) 4.1-3.7 On, 313); 2.75-2.6 (n, 111); 2.25-    2.05 (n,
111). 275 428 2.3 (DMSO-d6) (rotational mixture about 1.3:1): 12.6
(in,    111); 8.7-8.25 m, 511); 5.5-5.3 (in, 111); 4.9 (d, 0.6H);
4.75    (d, 0.4H); 4.1-3.7 (n, 411); 2.75-2.6 (n, 111); 2.4-2.3 (n,
111). 276 444 2.5 (DMSO-d6) (rotational mixture about 1.3:1): 12.7
(in,    111); 9.0-8.3 (m, 513); 5.6-5.4 (n, 111); 4.8 (t, 0.613); 4.7
(t,    0.411); 4.4-3.75 (n, 411); 2.8-2.6 (m, 111); 2.25-2.05 (n,
111). 277 473 2.3 (DMSO-d6) 12.35 (n, 1H); 8.75-8.6 (n, 211);
8.35-8.15    (n, 311); 4.75 (in, 111); 4.0-3.7 (n, 411); 2.3 (m,
11I); 2.0    (in, 111); 1.35 (s, 311). 278 487 2.5 (DMSO-d6) 12.35
(n, 111); 8.75-8.6 (m, 21); 8.35-8.15    (/1, 311); 4.75 (m, 1H);
4.0-3.7 (n, 411); 2.3 (m, 111); 2.0    (n, 111); 1.6 On, 213); 1.0
(n, 311). 279 468.1 1.59  280 455 1.5 (DMSO-d6) 13.05-12.9 (m, III);
8.8-8.25 (in, 511); 6.75    (n, 0.714); 6.35 (m, 0.311); 4.95 (in,
0.711); 4.75 (m, 0.31);    4.05-3.6 (in, 411); 2.4-2.1 (n, 211); 1.4
(in, 313). 281 469 1.6 (DMSO-d6) 13.0-12.9 (m, 111); 8.8-8.25 (n,
51I); 6.7 (m,    0.713); 6.3 (m, 0.311); 5.05-4.8 (n, 1H); 4.1-3.6
(n, 411);    2.4-2.05 (n, 211); 1.75-1.6 (m, 211); 1.05-0.9 (m, 311).



282 392.9 2.7 (500 MHz, Me0D) 8.80 (d, J = 2.3 Hz, 111), 8.35 (s,
111),    833 (s, 111), 8.28 (d, J = 2.3 Hz, 111), 3.19 (q, J = 7.2
Hz,    211), 1.74 (s, 611), 0.93 (t, I = 7.2 Hz, 311).  WO
2007/084557PCT/US2007/001225 88 Cmpd it  M+11 RT NMR 283 410.9 2.7
(500 MHz, Me0D) 8.81 (d, J = 2.3 Hz, 111), 8.35 (s, 111), 8.33 (s,
111), 8.28 (d, 1 = 2.2 Hz, 111), 8.19 - 8.17 (m, 0.3311), 4.23 (dt, J
= 47.4, 5.1 Hz, 211), 3.42 (dt, J = 25.5, 5.1 Hz, 211), 1.75 (s,
611). 284 439.9 1.9 (500 MHz, Me0D) 8.72 (s, 1H), 8.57 -8.53 (m,
211), 8.45 (s, 111), 8.26 (s, 111), 3.85 -3.78 (m, 211), 1.75 (s,
611). 285 428 2.8 (500 MHz, Me0D) 9.07 (d, J = 1.9 Hz, 0.5311), 8.81
- 8.78 (m, 0.84H), 8.55 (d, J = 10.5 Hz, 111), 8.45 (d, 3 = 15.6 Hz,
1H), 8.30 (s, 111), 4.56 -4.52 (m, 111), 4.06 - 4.00 (m, 111), 3.89
-3.84 (m, 111), 2.34 - 2.24 (m, 111), 1.12- 1.06 (n, 611). 286 428.9
. 2.9 (500 MHz, Me0D) 8.79 (d, J = 2.3 Hz, 111), 8.36 (s, 111), 8.33
- 8.28 (m, 2.811), 5.64 (tt, 3 = 56.5,4.2 Hz, 111), 3.51 - 3.43 (m,
211), 1.74 (s, 611). 287 446.9. 3 (500 MHz, Me0D) 8.78 (d, J = 2.3
Hz, 111), 8.45 (t, J = 6.1 Hz, 111), 8.34 (s, 111), 8.25 (d, 3 = 3.3
Hz, 211), 3.86- 3.44 (n, 211), 1.73 (s, 611). 288 437.96 2.9 (500
MHz, Me0D) 9.24 (m, 0.5H), 8.87- 8.73 (m, 0.2711), 8.62- 8.29 (m,
2.711), 7.76 -737 (m, 0.4611), 3.86- 3.76 (m, 211), 1.80 - 1.50 (in,
611). 289 403.5 2.9 (DMSO-d6) 12.3 (br s, 1H); 8.7 (s, 111); 8.3-8.2
(m, 211); 8.1 (s, 111); 7.65 (n, 111); 4.1-3.85 (m, 211); 3.15-2.9
(in, 211); 2.1-1.9 (m, 411); 1.6 (s, 311); 0.8 (m, 311). 290 421.5
2.9 (DMSO-d6) 12.3 (br s, 111); 8.7 (s, 1H); 8.25 (in, 211); 8.1 (s,
111); 7.95 (m, 111); 4.35-4.05 (m, 311); 3.95 (m, 1H); 3.35-3.2 (n,
2H); 2.1-1.9 (m, 411); 1.6 (s, 311). 291 439.5 3 (DMSO-d6) 12.3 (hr
s, 111); 8.7 (s, 111); 8.3 (in, 211); 8.15-8.05 (n, 211); 5.8 (dd,
111); 4.1 (n, 111); 3.9 (n, 111); 3.4 (n, 2H); 2.1-1.9 (m, 411); 1.6
(s, 311). 292 417.1 2.7 (DMSO-d6) 12.3 (s, 1H); 8.7 (s, III); 8.25
(n, 211); 8.1 (s, III); 7.7 (dd, 111); 4.1 (m, 111); 3.9 (m, 1H);
3.1-2.8 (m, 211); 2.1-1.9 (m, 411); 1.6 (s, 311); 1.35-1.15 (n, 211);
0.6 (in, 311). 293 455.1 2.09  294 483.1 2.42  295 453 2.02  296
410.3 1.75  297 407.1 2.3 (DMSO-d6): 12.45 (hr s, 111); 83 (s, 111);
8.4-8.2 On, 4H); 5.5 (d, 111); 4.75 (t, Ill); 4.25-3.9 (n, 211);
3.2-3.0 (In, 211); 2.6-2.0 (In, 211); 1.0 (in, 311). 298 421.2 2.5 -
(DMSO-d6) 12.4 (br s, Hi); 8.7 (s, 111); 8.4-8.2 (m, 4H); 5.5 (d,
IH); 4.75 (t, 111); 4.25-3.9 (n, 211); 3.8 (n, 111); 3.0(m, 111);
23-2.0 (in, 211); 1.45-1.2 (n, 211); 0.75 (in, 311).  89 Cmpd # M+H
RT NTMR 



299 425.1 2.3 (DMSO-d6) 12.4 (Ix s, 111); 8.7 (s, 111); 8.6 (m, 111);
8.35-8.2 (m, 311); 5.5 (d, 111); 48 (t, 111); 4.45 (n, 111); 4.3-3.9
(in, 3H); 3.3 (n, 111); 2.7 (in, 111); 2.3-2.0 (m, 211). 300 443.1
2.5 (DM80-d6) 12.4 (br s, 1H); 8.8-8.6 (m, 2H); 8.4-8.2 (m, 311);
.5.9 (dd, 111); 5.5 (d, III); 4.85 (t, 111); 4.3-3.9 (m, 211);
2.75-2.0 On, 411). 301 441.1 2.6  302 465.2 1.9  303 411.2 1.8  304
447.2 1.8  305 425.2 1.9  306 437.2 1.8  307 455.2 2  308 437.2 1.9
309 457.1 1.8 (DM80-d6) 12.3 (br s, 111); 8.75 (s, 111); 8.35-8.2
(rn, 311); 8.1 (s, 111); 6.45 (m, 11)); 5.55 (n, III); 4.2-3.7 (m,
411); 2.4-22 (in, 211); 1.7 (s, 311).  Table 6 Cmpd # M-FR RT NMR
DM80-d6: 12.25 (Ix s, 111); 8.8 (m, 1H); 8.7 (m, 1H); 310 409.00 1.80
8.35-8.3 (in, 211); 8.2 (n, 111); 7.2 (m, 111); 4.85 (d, IH);    4.0
(n, 111); 3.95-3.8 (n, 311); 2.35 (m, III); 2.1-1.85 (m,    311).
DM80-d6: 12.25 (br s, 111); 8.8 (in, 111); 8.7 (m, 111); 311 409.00
1.80 8.35-8.3 (n, 211); 8.2 (n, 111); 7.2 (m, 1H); 4.85 (d, 111);
4.0 (n, 111); 3.95-3.8 (in, 311); 2.35 (n, 111); 2.1-1.85 (m, 311).
500MHz DMSO-d6 060C: 12.8(br m,1H), 8.85(m,1H), 312 444.90 2.20
8.8(m,1H), 8.65(s,IH), 8.3(d,1H), 8.25(111), 7.75(br    m,1H),
7.3(d,111), 4.85(m,1H),3.9(m,211), 3.0(d m,2H),    2.2(s,3H) 



313  495.00 2.30     500MHz Me0D-d4: 8.68(m,IH), 8.5(s,1H),
8.35(s,1H), 314 438.00 2.00 8.1(d.1H),6.71(d,1H), 4.04(m,1H),
3.99m,1H), 2.7(t,211),    2.4(m,111), 2.24(m,1H)    500MHz Me0D-d4:
8.66(s,111), 8.4(s,IH), 8.35(d,IH), 315 456.00 2.80
8.3(d.1H),5.45(m,111,parially ex), 5.04(m,1H), 4.01m,1H),
3.93(m,1H), 2.73(t,2H), 2.5(m,1H), 2.32(m,1H)    500MHz Me0D-d4:
8.77(s,111), 8.71(s,1H), 8.5(d,IH), 316 488.00 2.10 8.35(s.1H),
8.02(t,1H), 7.88(d,1H), 7.71(t,1H), 5.25(m,IH),    4.02(m4H), 3.90(m,
1H)2.73(t,21-1), 2.6(m,111), 2.5(m,11-1) 317 482.00 2.70 DMSO d5 12.8
(bs, 1H); 8.7 (bs, 111); 8.5 (m, 211); 8.4 (s,    III); 7.7 (s, 111);
6.9 (s, III); 4.8 (in, 1H); 3.8 (n, 211); 3.6  90 Cmpd # M+H RT NMR
(m, 3H); 29 (m, 211); 2.0 (m, 211); 1.2 (m, 211)    DMSO d5 12.6 (bs,
111); 8.8 (bs, 1H); 8.7 (m, 21); 8.4 (s, 318 496.10 2.90 HP; 7.7 (s,
1H); 6.9 (s, 1H); 4.8 (m, 111); 3.8 (in, 211); 3.6    (m, 210; 3.5
(m, 5H); 2.0 (m, 213); 1.2 (t, 311)    DMSO d5 12.6 (bs, 113); 8.9
(bs, HP; 8.6 (m, 214); 8 4 (s, 319 510.10 3.10 111); 7.8 (s, 111);
4.7 (m, 111); 3.9 (m, 214); 3.7 (m, 211); 3.3    (m, 211); 2.0 (m,
2H); 1.5 (m, 211); 0.9 (t, 311)    DMSO d5 12.6 (bs, IH); 8.8 (bs,
111); 8.6 (m, 211); 8.4 (s, 320 508.10 3.00 111); 7.7 (s, III); 4.7
(m, Ill); 4.0 (m, 213); 3.8 (m, 211); 2.9    (s, H); 2.0 (m, 211);
1.9 (m, 311); 0.8 (t, 211); 0.6 (m, 111)   



(d4-methanol) 8.86 (d, 113), 8.40 (d, Iii), 8.29 (d, 111), 8.25 321
424.20 1.50 (s, 111), 7.30 (dd, 111), 5.65 (hr s, 111), 4.62 (d,
111), 4.03-    3.35 (m, 711)    DMSO-d6- 12.5 (s, 111); 8.7 (s, 113);
8.3 (m, 31); 7.9 (d, 322 403.10 2.10 111); 4.65 (d, 111); 3.95 (m,
111); 3.85 (m, 211); 2.25 (m,    111); 2.0 (m, 314); 1.05 (m, 311).
(500 MHz, DMSO-d6) d 12.31 (s, Ill), 8.79 (s, 111), 8.65    (d, I =
7.8 Hz, 111), 8.61 (t, S = 6.3 Hz, 111), 8.38 (d, J = 4.1 323 395,10
1.70 Hz, IH), 8.29 (dd, J = 4.7, 1.5 Hz, IH), 8.24 (s, 111), 7.15
(dd, J. = 7.9, 4.7 Hz, 111)" 3.81 (m, 211), 1.57 (t, 211), 1.19
(t, 2H)    DMSO-d6: 13.0 (hr s, 111); 8.7-8.6 (m, 211); 8.4 (m, HP;
8.3 (m, Ill); 8.15 (d, 0.311); 8.0 (d, 0.711); 6.75 (d, 0.711); 324
385.20 1.70 6.3 (d, 0.31); 4.85 (d, 0.711); 4.5 (0.311); 4.0-3.85 (m,
111);    3.8-3.6 (m, 211); 2.35 (m, 111); 2.05 (m, 311); 1.1 (dd,
211);    0.95 (dd, 4H).    DMSO-d6: 12.4 (hr s, 111); 8.65 (s, 111);
8.55 (m, 111); 8.3 325 399.10 2.10 (m, 211); 8.25 (s,111); 4.7 (d,
111); 3.95 (m, 111); 3.85 (m,    211); 3.8 (m, 111); 3.0 (s, 111);
2.25 (m, 111); 2.0 (m, 3H).    CD30D/CDC13: 1.68 (6H, s), 2.14 (211,
m), 3.38 (211, m), 326 452.39 3.60 7.98 (1H, 0, 8.22 (111, s), 8.28
(111, s), 8.54 (111, s), 8.83    (111, s)    CD30D/CDC13: 1.70
(611,3.81 (2H,7.59 s),m),(1H, m),     327 



438.41 3.56 8.22 (1H, s), 8.26 (1H, s), 845 (111, t), 8.58 (111, s),
8.81    (IH, s)    DMSO-d6/CD30D/CDC13 1.58 (611, s), 3.12 (111, s),
3.75 328 404.34 3.23 (211, m), 7.21 (111, m), 8.19 (111, s), 8.28
(111, m), 8.45    (1H, t), 8.69 (1H, s), 8.71 (1H, d) 329 470 35 324
Me0D: 1.75 (611, s), 2.16 (2H, m), 3.35 (211, m), 8.34 (211,    s),
8.48 (111, s), 8.75 (1ll, s), 8.85 (III, s)    DMSO-d6: 12.8 (s,
111); 8.7-8.5 (m, 311); 8.4-8.25 (m, 2H); 330 381.20 1.50 6.7 (m,
0.711) 6.3 (m, 0.311); 4.8 (m, 0.710; 4.6 (m, 0.311);    4.0-3.6 (m,
411); 2.95 (m, 1H); 2.35 (m, III); 2.05 (m, 311).    DMSO-d6: 12.9
(In s, 113); 8.8 (s, 111); 8.7 (s, Ill); 8.6 (s, 331 383.20 1.70111);
8.4 (s, 111); 8.15 (m, 111); 6.8 (s, 111); 4.7 (s, 111);    4.05-3.85
(m, 211); 3.1 (s, 111); 2.25 (m, 111); 1.1-0.95 (rn"  91 Cmpd # M-FH
RT NMR    611).    DMSO-d6: 12.95 (br s, 111); 8.7 (s, Ill); 8.6 (s,
111); 8.4 (s, 332 387.40 2.00 111); 8.15 (n, 211); 6.8 (s, 113); 4.6
(s, 111); 3.9 (m, 111);    2.25 (m, 111); 1.1-0.95 (m, 1211).
DMSO-d6: 12.35 (br s, 111); 8.77 (dd, IH); 8.65 (s, 111); 333 400.20
2.00 8.3 (m, 211); 8.2 (s, 11!); 4.7 (d, IH); 4.1 (m, 211); 3.95 (m,
III); 3.8 (m, IH); 2.25 (m, Ill); 2.0 (m, 313).    DMSO-d6: 12.9 (br
s, Ill); 8.95 (ad, 111); 8.75 (in, 0.411); 334 382.20 1.50 8.6 (m,
1.611); 8.4-8.3 On, 211); 6.75 (d, 0.811); 6.35 (d, 0.211); 4.9 (d,
0.811); 4.65 (d, 0.211); 4.2-4.0 (m, 211); 3.8  



(n, 111); 3.6 (m, 1H); 2.35 (m, 111); 2.1-2.0 (m, 311). 335 387.40
2.00  336 403.40 1.90  337 385.40 1.80     DNISO-d6: 8.60 (m, 2H);
8.30 (s, 111); 8.23 (bs, 111); 5.50 338 511.20 2.50 On, 213); 4.38
(in, 211); 4.10 (m, 211); 3.38 (m, 411); 2.50    (n, 111); 1.90-2.00
(m, 3H); 1.32 (t, 311) 339 421.30 2.00  340 455.20 2.10     DMSO-d6:
13.0 (bs, 111); 8.55 (m, 111); 8.45 (n, 111); 8.35 341 439.20 1.90
(n, 111); 6.72 (in, 111); 5.60 (m, 111); 4.20-3.70 (m, 511);    330
(s, 313); 2.00 (m, 311) 342 457.10 2.40 DMSO-d6: 8.30 (m, 111); 830
(m, 311); 7,70 (n, IH); 5.40 (m, 111); 4.20-3.70 (m, 5H); 3.30 (s,
313); 2.00 (n, 311)    (500 MHz, DMSO) 12.83 (s, IH), 9.30 (s, 1H),
8.61 (t, J = 343 379.20 2.04 7.6 Hz, 211), 8.37 (d, J -= 4.5 Hz,
111), 8.17 (d, J = 7.1 Hz, 111), 7.27 (dd, J = 4.7, 7.7 Hz, 111),
6.69 (d, J = 6.9 Hz,    111), 3.79 -3.76 (m, 211), 1.63 (s, 611)
DMSO-d6: 12.5 (in, 111); 8.95 On, 0.5 13); 8.78 (m, 0.511); 344
366.10 1.87 8.65 (m, 0.513); 8.52 (m, 0.511); 8.48 (s, 111);
8.32-8.25 (n, 211); 8.30 (m, 1.511); 8.12 (n, 111); 7.20 (in, 111);
4.54 (m,    113); 3.80 (n, 211); 132 (n, 311)    (500 MHz, DMSO-d6)
12.20 (s, 1H), 8.67 (dd, J = 1.4, 7.9    Hz, 111), 8.43 (t, J = 6.2
Hz, IH), 832 - 8.28 (m, 21!), 8.10 345 411.20 1.90 (s, 113), 7.5 (bs,
111), 7.20 (dd, I = 4.7, 7.9 Hz, 211), 3.81 -    3.73 (n, 211), 2.20
- 2.16 (in, 111), 1.99- 1.95 (m, 111), 156    



(s" 313), 0.82 (t, J = 7.5 Hz, 311)    (DM30-d6, 300 MHz) 11.95 (bs,
III), 8.7 (d, Ill), 8.25 346 393.20 1.60 (n, 211), 8.12 (d, 111),
8.02 (d, 111), 7.28 (s, 111), 7.13 (dd, 111), 6.38 (bd, 111), 3.75
(m, 211), 2.06 (n, 113), 1.83 (n,    111), 1.46 (s, 311), 0.8 (t,
313);    (500 MHz, Me0D) 8.87 (d, I = 8.1 Hz, 111), 8.60 (t, 111),
347 425.27 2.25 8.36 (d, 111), 8.27 - 8.26 (n, 211), 7.39 (dd, I =
5.0, 8.0 Hz, 111), 3.86 (m, 211), 2.29 (t, I = 7.5 Hz, 411), 0.87 (t,
J= 7.5    Hz, 611) 348 407.20 1.67 (500 MHz, DMSO-d6) d 12.81 (s,1H),
8.92 (s, 111), 8.68-  92 Cmpd # M+11 RT NMR    8.57 (m, 311), 8.38
(d, J = 3.3 Hz, 111), 8.17 (d, 111), 7.30 - 7.27 (m, 1H), 6.82 (d,
IH), 3.82-3.74 (m, 211), 2.26-2.12 (in, 211), 2 12-2.05 (m, 211),
0.82 - 0.78 (m, 611) 349 373.40 1.74     CD3CN: 9.89 (s, 111), 8.79
(d, 111), 8.27 (m, 111), 8.19 (d, 350 407.40 1.72 H), 8.10 (d, Hi),
7.18 (n, 211), 6.49 (d, 111), 5.80 (s, IN),    3.97 (m, 111), 3.59
(m, 111), 1.53 (s, 311), 1.02 (dd, 611)    DMSO-d6: 12.2 (br s, 111);
8.85 (m, 111); 8.7 (d, 111); 8.3 351 425.40 1.40 (m, 211); 8.15 (m,
111); 7.2 (m, 111); 4.9 (dd, 111); 4.45 (in,    111); 4.05-3.7 (m,
411); 2.3 (m, 111); 1.95 (m, 113).    DMSO-d6: 12.8 (br s, 111); 9.1
(m, 111); 8.7-8.6 (n, 211); 352 407A0 1A0 8.45-8.3 (n, 211); 7.4 (n,
0.311); 7.3 (n, 0.711); 6.85 (d, 0.711); 6.35 (d, 0.311); 5.1 (ad,
0.711); 4.8 (dd, 0.311); 4.5    (m, 111); 4.2-3.6 (m, 411); 2.4 (m,
111); 2.1 (m, 110. 353 401.40 1.95  354 387.40 1.87  355 369.30 1.69
356 409.40 



2.25  357 423.30 1.90  358 405.40 1.80     DMSO-d6; 12.7 (br s, 110;
8.8 (s, 111); 8.7-8.2 (s, 311); 6.5    (n, 0.811); 6.2 (m, 0.211);
4.2 (m, 0.311); 4.0 (n, 0.711); 3.8- 359 399.10 1.80 3.6 (m, AI); 3.4
(m, 111); 3.2-3.05 On, 1H); 2.7 (n, 211);    2.2 (m, 311); 2.05 (m,
111); 1.7 (s, 2.711); 1.6 (s, 0.311); 1.0    (m, 0.311); 0.7 (m,
2.711).    DMSO-d6: 11.92 (m, 111); 8.72 (bs, 110; 8.22 (m, 110; 360
379.20 1.60 8.05 (in, 211); 7.42 (m, 111); 7.18 (m, 111); 6.32 (bs,
III);    5.22 (ni, III); 4.20 (m, 211); 3.32 (s, 310; 1.35 (m, 311)
DMSO-d6: 11.9 (n, 111); 8.55 (n, 111); 8.25 (m, 111); 8.18 361 397.10
190 (m" 1H);7.98 (n, 113); 7.65 (n, IH); 7.15 (m, 111); 5.15 (n,
111); 4.18 (m, 211); 3.30 (s, 2.511); 2.90 (s, 0.511); 1.35    (m,
311) 362 357.10 1.51  363 343.10 1.40  364 361.10 1.41  365 391.10
1.85     (500 MHz, DMSO) 12.83 (s, 111), 9.2 (bs, 111), 9.07 (s,
111), 8.68 (d, S = 7.8 Hz, 111), 8.61 (s, 111), 8.42 (d, J = 4.6 366
393.10 1.60 Hz' 111)''' 8 15 (d 3 = 7.1 Hz, 111), 7.35 (dd, J
=4.8,7.8 Hz, 111), 6.86 (d, 3 = 7.2 Hz, 111), 4.86 (t, J = 6.3 Hz,
111), 4.12    -4.04 (n, 111), 3.90 - 3.85 (n, 111), 2.31 (t, 3 = 6.6
Hz,    111), 1.02 (d, 611)    (500 MHz, DMSO) 12.36 (s, 111), 8.86
(t, J = 6.3 Hz, Ill), 



367 410.91 2.10 8.72 (dd, 1 = 1.4, 7.9 Hz, 1H), 8.35 -831 On, 3H),
7.86 (s,    111), 7.26 (dd, J = 4.7, 7.9 Hz, Ill), 4.60 (t, 3 = 7.6
Hz, 111),    4.04- 3.96 (n., 111), 3.90- 3.83 (m, 1H), 2.28 (td, I=
13.8,  93 Cmpd # M+H RT NMR    6.9 Hz, 1H), 1.02 (t, 611), 368 474.00
1.60  369 490.00 1.80  370 504.10 1.90  371 477.00 1.50  372 491.00
1.60     DMSO-d6: 12.9 (m, IH); 8.95-8.85 On, 110; 8.8-8.65 (m, 373
409.00 1A0 213); 8.55-8.3 (m, 211); 7.4 (m, 0.3H); 7.3 (m, 0.7H);
6.85    (d, 0.711); 6.5 (d, 0.311); 5.55 (d, 1H); 5.2 (d, 0.711); 5.0
(d,    0.31); 4.3-3.8 (m, 410; 2.8-2.6 (in, 111); 2.5-2.4 On, 110.
DMSO-d6: 12.8 (br s, 11); 9.1 On, 110; 8.7-8.35 (n, 411); 374 427.00
1.60 7.3 (m" 11)- 6.8 (m, 0.71); 6.5 (in, 0.313); 5.3 On, 0.710;
5.1 (m, 0.311); 4.3 (m, 21); 3.9 On, 210; 3.15 (m, 111); 2.65    (in,
111).    DMS0-46.: 12.9 (m, 11); 9.25-9.1 (m, 113); 8.75-8.6 On,
210; 8.45-8.35 (m, 21); 7.4 (n, 0.311); 7.3 (m, 0.711); 6.9 375
409.00 1.40 (d, 0.711); 6.3 (d, 0.311); 5.6 (d, 111); 5.1 (dd, 0.71);
4.9    (dd, 0.31); 4.5 (m, 0.31); 4.2 (n, 0.711); 4.3-3.6 (m, 313);
2.8 (n, 111); 2.3-2.1 On, 111). 376 343.10 



1.37  377 361.10 1.48  378 325.10 1.37  379 339.10 1.49  380 397.10
1.60  381 379.10 1.99     (500 MHz, Me0D) 8.83 (d, J = 8 Hz, 211),
8.68 (s, 111), 382 42935 1.70 8.59 - 8.57 (m, 210, 8.42 - 8.41 (n,
111), 8.07 - 8.03 (m,    11), 7.90 (dd, J = 4.4, 8.2 Hz, 111), 7.77
-7.73 (m, 1H),    7.41 (m, 111), 3.83 -3.76 (m, 211), 1.88 (s, 610.
DM80-d6: 12.3 (s, 110; 8.7 (d, 111); 8.45-8.25 (m, 310; 383 423.00
2.10 8.15 (s, 111); 7.25 (m, 110; 4.15 (n, DI); 4.0 (m, 111); 3.85
(n, 111); 3.7 (m, 111); 2.05 (m, 41); 1.75 (s, 311)-    DMSO-d6: 12.8
(s, 110; 8.8-8.2 (m, 511); 7.4 On, 0.211); 384 405.10 '1.50 . 7' 25
(rn' 0.811).1 6.8 (d, 0.811); 6.15 (d, 0.210; 4.2 (m,    0.210; 3.95
On, 0.810; 3.8 (m, 313); 2.2-2.0 On, 410; 1.8-    1.6 (n, 313). 385
488.00 1.70     DMSO-d6: 12.4 (bs, 111); 8.92 (in, 0.511); 8.62 On,
0.510; 386 380.00 1.90 8.50 (s, 0.513); 8.42 (s, 0.511); 8.40-8.20
(n, 411); 7.20 (n,    0.511); 7.15 On, 0.510; 3.72 (m, 211); I 45 (m,
611)    (500 MHz, DMSO) 12.81 (s, 110, 8.65 - 8.56 On, 310, 8.36
(d, J = 4.4 Hz, 111), 8.22 (d, I .....- 6.9 Hz, 111), 7.26 (dd, J =
387 421.10 



1.504.7, 7.9 Hz, 111), 6.85 (d, J = 6.4 Hz, 1H), 3.80 (bm, 4H),
3.66 - 3.62 (n, 211), 2.26 - 2.22 (m, 213), 2.15 On, 213),    0.00
(TMS) 388 453.30 1.68(500 MHz, Me0D) 8.88 (dd, J = 1.5, 8.1 Hz, 113),
8.60 (s,  94 Cmpd # M+H RT NMR    111), 8.40 (d, I = 3.1 Hz, 111),
8.32 - 8.26 (m, Ill), 7.99 (s, 111), 7.40 (dd, J = 4.7, 8.0 Hz, 111),
7.31 (s, H), 4.19 (t, J = 4.8 Hz, 1H), 4.11 - 4.09 (m, 1H), 4.07 (s,
311), 4.07 (s, 311), 3.35- 3.32 (n, 211), 1.87 (s, 611), 1.38 - 1.29
(m, 211, impurity).    (500 MHz, Me0D) 8.82 (dd, J = 1.4, 8.1 Hz,
111), 8.58 (s, 389 489.00 1.78 111), 8.52 (in, 1H), 8.40 (d, 1 = 3.2
Hz, 111), 8.00 (s, 1H),    7.39 (dd, J. = 4.7, 8.0 Hz, 111), 7.32 (s,
111), 4.08 (s, 311),    4.07 (s, 311), 3.80 - 3.77 (m, 211), 1.87 (s,
611).    (500 MHz, Me0D) 8.85 (dd, J. = 1.4, 8.1 Hz, 111), 8.60 (s,
390 471.10 1.70 111), 8.42 - 8.40 (in, 1H), 8.37- 8.30 (m, 111), 8.00
(s, 111),    7.40 (dd, J = 4.7, 8.0 Hz, 111), 7.32 (s, 111), 5.64 -
5.41 (m,    1H), 4.08 (s, 3H), 4.07 (s, 311), 3.44 (m, 211), 1.87 (s,
6H).    (500 MHz, Me0D) 8.88 - 8.87 (n, 111), 8.59 (s, Ill), 8.40
(d, J = 3.3 Hz, 111), 8.03 -8.02 (iii, 111), 7.99 (s, 111), 7.40 391,
449.20 1.70 (dd, J = 4.7, 8.1 11C11-1), 731 (s, 1H), 4.07 (s, 311),
4.07 (s,    311), 3.07 (n, 211), 1.86 (s, 611), 1.29 (m, 211), 0.61
(t, J. =    7.5 Hz, 311). 392 339.10 .1.45  393 353.10 1.56  394
357.10 1.47  395 375.10 1.56   



DMSO-d6: 12.25 (s, 111); 8.95 (n, 111); 8.7 (d, 111); 8.35 396 427.00
1.90 (d, 111); 8.3 (m, III); 8.2 (m, 111); 725 (dd, 111); 5.5 (d,
MX 4.95 (dd, 111); 4.3-3.75 (n, 411); 2.7 (m, 111); 2.2-2.0    (m,
11-1).    DMSO-d6: 12.15 (s, 111); 8.9 (n, 111); 8 65 (d, 111); 835
397 445.00 230 (d, HD; 8.3 (n, 1H); 8.15 (n, 111); 7.2 (m, 111); 5.1
(m,    111); 4.3 (m, 211); 3.9 (m, 211); 3.0 On, 1H); 2.5 (m, 111).
(500 MHz, Me0D) 9.14 (m, 0.2511), 8.95 (d, J = 6.7 Hz, 398 394.00
2.10 0.6611), 8.59 - 8.41 (m, 3.641), 7.45 (n, 111), 3.84 (n, 211),
2.21 -2.18 (m, III), 2.05 -2.02 (n, Ill), 1.67 (m, 311), 0.97    (t,
J. = 7.3 Hz, 3H). 399 325.90 1.60     (500 MHz, Me0D) 9.07 (br,
0.2411), 8.54 (s, 1141 8.46 (s, 400 340.00 1.80 111), 8.36 (d, I =
4.3 Hz, 1H), 7.39 - 7.36 (m, 111), 3.25 -    3.15 (m, 211), 2.19 -
2.00 (m, 2H), 1.65 (m, 311), 0.97 - 0.90    (m, 6H).    DMSO-d6
(rotational mixture about 1.3:1): 12.45 On, HD; 401 410.10 2.10 9.05
-8.3 (m, 51-1); 7.3-7.2 (n, 111); 5.6-5.4 (n, 111); 4.8 (t,
0.611); 4.7 (t, 0.411); 4.45 3.75 (m, 411); 2.8-2.6 (m, 111);
2.25-2.1 (m, 111).    DMSO-d6 (rotational mixture about 1.3:1): 12.45
(m,111); 402 410.10 8 2.00 0.611); 8-8 3 in 5H)- 7 3-7 15 (m 111)- 5
5-5 35 (m 111)- 4 9 (d' ''''"'''"''' 4.75 (d, 0.411); 4.15-3.8 (in,
411); 2.75-2.6 (n, 111);  



2.4-2.3 (m, 111).  95   Cmpd #  Mi.!! RT NMR 403  392.10 2.00  404
409.10 1.50  405 409.00 1.50    Example 3: JAK3 Inhibition Assay
102163Compounds were screened for their ability to inhibit JAK3 using
the  assay shown below. Reactions were carried out in a ldnase buffer
containing 100 mM HUES (pH 7.4), 1 mMDTT, 10 rri.M MgC12, 25 mM NaC1,
and 0.01% BSA. Substrate concentrations in the assay were 5 AM ATP
(200 uCiatmole ATP) and 1 p.M poly(G1u)4Tyr. Reactions were carried
out at 25C and 1 nM JAK3. [0217]To each well of a 96 well
polycarbonate plate was added 1.5 Al of a  candidate JAK3 inhibitor
along with 50 pl of kinase buffer containing 2 ANI poly(Glu)4Tyr and
10 AM ATP. This was then mixed and 50 Al of kinase buffer containing
2 nM JAK3 enzyme was added to start the reaction. After 20 minutes at
room temperature (25C), the reaction was stopped with 50 Al of 20%
trichloroacetic acid (TCA) that also contained 0.4 rruM An,. The
entire contents of each well were then transferred to a 96 well glass
fiber filter plate using a TomTek Cell Harvester. After washing, 60
gl of scintillation fluid was added and 33P incorporation detected on
a Perkin Elmer TopCount. Example 4: .JAK2 Inhibition Assay. [02181The
assays were as described above in Example 3 except that JAK-2 enzyme
was used, the final poly(Glu)4Tyr concentration was 15 AM, and final
ATP concentration was 12 AM. [0219]All compounds depicted in Tables
1,2 and 3 were found to inhibit JAK3 with a Ki of less than 0.1 p1V1
except for compounds 22, 35, 56, 68, 177, 223, 310, 317, 318, 319,
320, 321, 322, 326, 336, 337, 338, 339, 340, 351, 356, 367, 369, 370,
388, and 390. All Table 1, 2 and 3 compounds inhibited JAK3 with a Ki
of less than 2.0 AIVI except for compounds 68 and 319. All Table 1, 2
and 3 compounds were found to inhibit JAK2 with a Ki of less than 0.5
pM except for compounds 9, 22, 35, 56, 57, 68, 310, 317, 38, 319,
320, 321, 336, 338, 339, 340, 348, 351, 356, 367 and 372. All Table
1, 2 and 3 compounds inhibited JAK2 with a Ki of less than 5.0 AM
except for compounds 68, 318 and 319.  96 Example 5: JAK3 Cellular
Inhibition Assay IO2201HT-2 clone A5E cells (ATCC Cat. # CRL-11341)
were grown and  maintained at 37C in a humidified incubator in cell
culture medium (RP1V1I 1640 supplemented with 2 rnIvIL-glutamine
adjusted to contain 15 g/L sodium bicarbonate, 4.5 g/L glucose, 10
mMHEPES, 1.0 mM sodium pyruvate, 0.05 niM 2-mercaptoethanol, 10%
fetal bovine serum, and 10% by volume rat T-STIIvI factor [Fisher
Scientific Cat # CB40115] with Con A). On the day of the experiment,
HT-2 cells were washed, resuspended at a density of 5 x 106 cells per
ml in fresh cell culture medium without TSTIM and incubated for 4
hours without T-STIM. After four hours, 50 pl (0.25 x 106 cells) of
the resuspended cells were added to each well of a 96 well plate.
Serial dilutions of compounds were made in DMSO and then added to
RPMI. 100 Al of the diluted compounds were added to each well and the
plates were incubated for 1 hour it 37C. 50 pA of recombinant murine
interleukin-2 (rmIL-2) at 4Ong/m1 (R & D systems Inc. Cat # 402-ML)
was added and the plates were incubated for 15 minutes at 37C.
[0221]The plates were then centrifuged for 5 minutes at 1000 rpm, the
supernatant was aspirated and 50 Id of 3.7% formaldehyde in phosphate
buffered saline (PBS) was added per well. The plates were incubated
for 5 minutes at room temperature on a plate shaker. The plates were
again centrifuged at 1000 rpm for 5 minutes. The supernatant was
aspirated, 50 /41 of 90% methanol was added to each well, and the
plate was incubated on ice for 30 minutes. The supernatant was
aspirated and the plate washed with PBS. 25/A1per well of 1:10



10. The compound according to claim 9, wherein if R4 is F, then R2 is
H and if R2 is F, then R4 is H.  11. The compound according to claim
9, wherein R2 and R4 are both H.  12. The compound according to
either of claims 10 or II, wherein R3 is Cl.  13. The compound
according to either of claims 10 or 11, wherein R3 is H.  14. The
compound according to any one of claims 1-13, wherein R7 is CH2CH3,
CH2CF3, CH2CH F2, CH2C H2F, CH2CH2CH3, CH2CH2CF3, CH2CH2CH2F or
CH2CH2CHF2.  15. The compound according to claim 14, wherein R7 is
CH2CH3, CH2CF3, CH2CH2CH3 or CH2CH2CF3.  16. The compound according
to claim 15, wherein R7 is CH2CF3.  17. The compound according to any
one of claims 1-16, wherein R" is H or CH3.  18. The compound
according to claim 17, wherein R" is H.  19. The compound according
to any one of claims 1-18, wherein R14 is H.  101  20. The compound
according to any one of claims 1-19, wherein R15 is H.  21. The
compound according to claim 1, wherein the compound is of formulae II
or 111:    or wherein XiA is N, CH or CF and RIA is     22. The
compound according to claim 21, wherein R7 is CH2CH3, CH2CF3,
CH2CH2CH3 or CH2CH2CF3.  23. The compound according to claim 22,
wherein R7 is CH2CF3.  24. The compound according to any one of
claims 1-23, wherein R6 and the carbon atom to which it is attached
is selected from ,CH3 /HF2 CH3/CH2F zz,CF3 7.13  102 OH /SH 0-CH3
/SCH3 /CH2CN /CH2OH / CH2SH /CH2OCH3 /CH2SCH3 CH2CH3 CH2CH2FCH2CHF2
/CH2CF3 H3CH3c./CH2F H3c/CHF2 H3c,,./CF3    25.The compound according
to claim 24, wherein R6 and the carbon atom to which it is attached
is selected from /C F3C H2 S C H3  103 HOCH3 7 Ei3cyCH2CH3 7 CH3
H3C."."1".",..CH3 A      26. The compound according to claim 25,
wherein R6 and the carbon atom to which it is attached is selected
from C_ H 3/CH3H3C/CE13 or:  27. The compound according to any one of
claims 21-26, wherein Xl^ is CH or CF.  28. A compound selected from
104  5    6      7  CI F H Fif .irH \ \ N I  F \ \ H N H H F N  \ CI
F H / F' j F N 
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xaksx / \z  F  li N N F   29. A pharmaceutical composition comprising
a compound according to any one of claims 1-26 or 28 and a
pharmaceutically acceptable carrier, adjuvant, or vehicle.  30. The
composition according to claim 29, additionally comprising a
therapeutic agent selected from a chemotherapeutic or
anti-proliferative agent, an anti-inflammatory agent, an
immunomodulatory or immunosuppressive agent, a neurotrophic factor,
an agent for treating cardiovascular disease, an agent for treating
destructive bone disorders, an agent for treating liver disease, an
anti-viral agent, an agent for treating blood  110 disorders, an
agent for treating diabetes, or an agent for treating
immunodeficiency disorders.  31. A method of inhibiting JAK kinase
activity in a biological sample, comprising contacting said
biological sample with a compound according to any one of claims 1-26
or 28 or with a composition according to either of claims 29 or 30.
32. A compound according to any one of claims 1-26 or 28 or a
composition according to either of claims 29 or 30, for use in
inhibiting JAK kinase activity in a patient.  33. A compound
according to any one of claims 1-26 or 28 or a composition comprising
said compound, for use in treating or lessening the severity of a
disease or condition selected from a proliferative disorder, a
cardiac disorder, a neurodegenerative disorder, an autoimmune
disorder, a condition associated with organ transplantation, an
inflammatory disorder, or an immunologically mediated disorder in a
patient.  34. A compound according to any one of claims 1-26 or 28 or
a composition comprising said compound, for use in treating of
lessening the severity of a disease or disorder wherein the disease
or disorder is allergic or type I hypersensitivity reactions, asthma,
diabetes, Alzheimer's disease, Huntington's disease, Parkinson's
disease, AJDSassociated dementia, amyotrophic lateral sclerosis (AML,
Lou Gehrig's disease), multiple sclerosis (MS), schizophrenia,
cardiomyocyte hypertrophy, reperfusion/ischemia, stroke, baldness,
transplant rejection, graft versus host disease, rheumatoid
arthritis, a solid malignancy, a hematologic malignancy, a leukemia,
a lymphoma or a myeloproliferative disorder.  35. A compound
according to any one of claims 1-26 or 28 or a composition comprising
said compound, for use in treating or lessening the severity of a
disease or disorder, wherein said disease or disorder is a
myeloproliferative disorder selected from  111 polycythemia vera,
essential thrombocythemia, chronic idiopathic myelofibrosis, myeloid
metaplasia with myelofibrosis, chronic myeloid leukemia, chronic
myelomonocytic leukemia, chronic eosinophilic leukemia,
hypereosinophilic syndrome or systematic mast cell disease.  36. A
pharmaceutical composition comprising a compound according to claim
28 and a pharmaceutically acceptable carrier, adjuvant, or vehicle.
37. The composition according to claim 36, additionally comprising a
therapeutic agent selected from a chemotherapeutic or
anti-proliferative agent, an anti-inflammatory agent, an
immunomodulatory or immunosuppressive agent, a neurotrophic factor,
an agent for treating cardiovascular disease, an agent for treating
destructive bone disorders, an agent for treating liver disease, an
anti-viral agent, an agent for treating blood disorders, an agent for
treating diabetes, or an agent for treating immunodeficiency


