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AZOLO TRIAZINES AND PYRIMIDINES
5 FIELD OF THE INVENTION

This invention relates a treatment of
psychiatric disorders and neurological diseases
including major depression, anxiety-related

10 disorders, post-traumatic stress disorder,
supranuclear palsy and feeding disorders as well as
treatment of immunological, cardiovascular or heart-
related diseases and colonic hypersensitivity
associated with psychopathological disturbance and

15 stress, by administration of certain [1,5-a)-

pyrazolo-1,3,5~triazines, [1,5-a)-1,2,3-triazolo-
1,3,5-triazines, (1,5-al-pyrazolo-pyrimidines and

[1,5-a]l-1,2,3-triazolo-pyrimidines.

20 BACKGROUND OF THE INVENTION
Corticotropin releasing factor (herein referred
to as CRF), a 41 amino acid peptide, is the primary
physiological regulator of proopiomelanocortin (POMC)
-derived peptide secretion from the anterior
25 pituitary gland [J. Rivier et al., Proc. Nat. Acad.

Sci. (USA) 80:4851 (1983); W. Vale et al., Science
213:1394 (1981)]. 1In addition to its endocrine role

at the pituitary gland, immunohistochemical
localization of CRF has demonstrated that the

30 hormone has a broad extrahypothalamic distribution
in the central nervous system and produces a wide
spectrum of autonomic, electrophysiological and
behavioral effects consistent with a
neurotransmitter or neuromodulator role in brain

-1~



10 disorders, post-traumatic stress disorder, supranuclear palsy and
feeding disorders as well as treatnent of immunol ogical, cardiovascul ar or
heartrel ated di seases and col onic hypersensitivity associated with
psychopat hol ogi cal di sturbance and 15 stress, by admi nistration of certain
(1,5-a] pyrazolo-1,3,5-triazines, (1,5-a]-1,2,3-triazolo 1,3,5-triazines,
[1,5-a]-pyrazol o-pyrimdines and [1,5-a]-1,2,3-triazol o-pyrimdine5. 20 -
BACKGROUND OF THE | NVENTI ON Corticotropin releasing factor (herein referred
to as CRF), a 41 amino acid peptide, is the primary physiol ogi cal regul ator
of proopi onel gpocorti n(POVZ) - Y epty S et omthe anterior
25 pituitary Wanga[lj". (eﬂiiox%@ér’ ge?’clél ?,%gr‘ Po gﬁlét R it ‘{:gl . (USA) 80: 4851
(1983).; W Vahessy ;al.F.SxoehGe P2¥Y3pl38éhai98MpH. 2madtidgsn to its
endocrine role at the pituitary_gland, i munohi stochem cal |ocalization of
CRF has denon&t-Bat B¢ SiaZa ¢ 38 -monmoNEURRSCA - bP o3 2xt¥BR/dot hal anic .

distribution igethe cental fanuaus suatepkan: BrOdIces, M de opectrum of
autonom c, el ectrophysiological and behaviorar effects Tonsistent with a
neur ot r anshri t wed eod tnédMtEII@ELRS0EhPOFESPANBRAPA the imyne/al e et al ., Rec.

Prog. Horm Ragstd® 245 phl@33NogiGal, KepbnoPepseal Pafiay. Med. 2:39 (1989)
; E.H De Souza et al., J.. Neurosci. 253%89 §1§856]. There is, al so evidence
that ORF pl ayd BUEPdREHESInE R FEPES] 11 Fit cBIALPRE: (Y TARIRHSELS ¢ he

i mune 1 syst @i li@wn%si.Ql qaiogal ) BSECh@beakgal 1,;aRdsd MMUNO]BGi cal
stressors [J. E. Blalock, Physiological Reviews 69:1 (1989); J.E. Morl ey,
Life Sci. 41:3%2%8Z1987) ] . 10 Cinical data provide evidence that CRF has

arole in psychiatric _disqrders and neurol ogical diseases .including

depr essi OH? anxi et §-lr1811§tagdg@??o?ﬁ@?’égﬁnavfg%ﬂf’ﬁggﬁ% e@S R role for CRF
has al so beenrpast uhapegchnatiré ceti ebodgrandndsneatdicgiesilol ogy of

Al zhei mer' s di Par.ki S adi Hung 1.k n i sease, progressive
supr anucl ear ’Szggéggﬁdqé‘%@?ﬁ@é‘h?gbﬁggégg 'sg{de(?%éf?ezlsﬂt%gy relate to the
dysfuncti on oflierrdgesr éRel frefdABIcEhbPRACHEr volisT@lstian [FRT hesvi ew see

E.B. De 20 Sodigo besp. pBstciiaeed23n: bRe(4088)lody.add affective disorder,
increased in

or nmmj or pression. the.concentration of CRE.is significantly
t he cerebfgl ES?hSPh%’F&P&OFéSﬁ? é‘?zh?ﬁra?frged?‘ﬁa?%’d ALIHEOTBS Nenerof f et
al ., .Scienced226a$842HRBtiNg8ON; sCilEeBamki peognéssivem J. Psychiatry

144: B73 (1987); c a ' chi 8: ; M Arato
et al., Biol )535???3? F&ggs?:?%yéggggﬁg i%ﬁ?@%ggnﬁg&ﬂe&gg&g’%ﬁ? of CRF
e

receptors is &FghPfYcaRLRySdELr RERIPR oRE ARFC AIQUBONSE 180 sui ci de
victins, consthteatnwiral ackypasssgsetmnonNfof £R-idwC.sdd ENevemeff et al .,

Ar ch. Gen20 PS¥SHE§Er)&oégﬁznlaf:?:?gé)h:155' ?gglggipp, there is a blunted w

In affective disorder, or major depression, the
concentration of CRF is significantly increased in
the cerebral spinal fluid (CSF) of drug-free
individuals {[C.B. Nemeroff et al., Science 226:1342

25 (1984) ; C.M. Banki et al., Am. J. Psychiatry 144:873
(1987) ; R.D. France et al., Biol. Psychiatry 28:86
(1988) ; M. Arato et al., Biol Psychiatry 25:355
(1989)]. Furthermore, the density of CRF receptors

is significantly decreased in the frontal cortex of
30 suicide victims, consistent with a hypersecretion of
CRF [C.B. Nemeroff et al., Arch. Gen. Psychiatry

45:577 (1988)]. 1In addition, there is a blunted



-2 adrenocorticotropin (ACTH) response to CRF (i.v. adm nistered)
observed in depressed patients [P. W CGold et al., AmJ. Psychiatry 141:619
(1984); F. Hol sboer et al., Psychoneuroendocrinology 9:147 5 (i984); P.W
Gold et al., New Eng. J. Med. 314:1129 (1986)3. Preclinical studies in rats
and non-human primtes provide additional support for the hypothesis that
hypersecreti on of CRF may be involved in the synptons seen in human
depression 10 (R M Sapol sky, Arch. Gen. Psychiatry 46:1047 (1989)]. There
is prelimnary evidence that tricyclic antidepressants can alter CRF |evels

and t hus nodul I, cep N r Groradset
u Ul 2% e URRN S 53@13551&?9 E?Bﬁsé 8 ﬁ%s {f 7.0, gori adi

al ., Neuropsychopharnacology here so been a role
post ul at ed f orrdmRmYSTeges) eﬂ%%@{?dofmaﬁﬂ’é??s?@lH@%He’éﬁ%omé‘?s CRF
produces anxi agard etefdlect An W.aHsyiN 2439 Lol esast (094 Petimeen

benzodi azepi ne /_ non 20 benzodi azepi ne anxi ol ytics_and CRF have been
denonst r at ed iHplshaay aty adf- hdsarhongurasndecyinedeysy 04 R Britton et

al., Life 63 8 erridge nd J Pepti des
16: 83 (198 )] (ﬁaﬂ ménééray@sdtlﬁidleg E& né\%”t% é %’3?]321%%%& ecept or

ant agoni st a- haldgal] ovimedRnicd4br udies varr&ty &hd behaviahad par adi gns
denonstrate that the antagoni st produces "anxiolytic-like" effects that are

qual i t ati vel y BHIaLRS (RF PHEh L dileradi supPpTr \WoBekhe dge and 30 A J.

Dunn Hor m Behﬁypbth?ejs1@&&&9&%@%ﬁét86§eafCbRReMéﬁVEe 15:71 (1990)].

Neur ochem cal ,. _en Il nd rec;}g__t or_ hi nd| ng ﬁtu |e§ have ali denonstrated
interactions BE{wen CJCF\]IEI B SERPSTS, &SF WAL XERY S ¢ provi di ng
further e\IDden{d@MorSa;MaMwolAzmiantGeM @RFChmathgses dleoT der s.

Chl or di azepoxi tenu es the "anxi.ogenic" effects of CRF in both the
conflict test )]BI’I tﬁh@ﬁ SettS PESAMIngry AY¥LASNGRCHIdgy 86: 170 (I 985);

K- T. Britton e;trfé cll%smmmﬁ&%@r&%yc% §Q§e£|@ﬁ§)ie@é\ﬁs' dhe acoustic
startle test rdl ow et al 88: 147 (1986)] in

ar maco

rats. The benf&}} SR 5t W"nggﬁl gg %F%p'i‘?%)m RF3HF ch was

w t hout behaw[@halgmtadmst yetaladne muzfm@sg'pabphamaablogy 2e53, reversed
t he effectg of CRE in a dose-dependent manner while the benzod| azepi ne

i nverse ad ni st 9(8,%7]142) enhanced the actions of CRF [K. T. Britton et.al.
Psychophar nr acol ogyrr%dresqgslgllgo%% T%lge%;gge@gge@ngogé@ of action

t hrough which the standard anxi ol ytics and depressants produce their
t herapeutic efiffediie g liPIvo e 3Eruictyaredated ﬂé%oﬁ‘é%ﬁs hypfehesi zed

however, that produces anxiogenic effects in animals and

interactions between benzodiazepine / non-

20 benzodiazepine anxiolytics and CRF have been
demonstrated in a variety of behavioral anxiety
models (D.R. Britton et al., Life Sci. 31:363

(1982); C.W. Berridge and A.J. Dunn Regul. Peptides
16:83 (1986)]1. Preliminary studies using the

25 putative CRF receptor antagonist a-helical ovine CRF
(9-41) in a variety of behavioral paradigms
demonstrate that the antagonist produces
"anxiolytic-like" effects that are gualitatively
similar to the benzodiazepines [C.W. Berridge and

30 A.J. Dunn Horm. Behav. 21:393 (1987), Brain Research

Reviews 15:71 (1990)}. Neurochemical, endocrine and

receptor binding studies have all demonstrated
interactions between CRF and benzodiazepine



20 they are involved in the suppression of the CRF hypersecre.tion that is
observed in these disorders. O particular interest is that prelimnary
studi es exam ning the effects of a CRF receptor antagonist (a-helical

CRF9 41) In a variety of behavioral 25 paradi gns have denonstrated that the
CRF ant agoni st produces "anxiolytic-like" effects qualitatively simlar to
t he benzodi azepines [for review see GF. Koob and K T. Britton, In:

Corti cotropi n-Rel easing Factor: Basic and Cinical Studies of a 30
Neuropeptide, E.B. De Souza and C.B. Neneroff eds., CRC Press p221 (1990)].

. Several pubPP¥aP}BRECHRLIY I RDrEYT gl danaendiory thect or ant agoni st
conmpounds w _tinvolaatdehthedf cusze im0 theans @S&dﬂ‘ﬁéﬁél c disorders and

neur ol ogi cal of such |cat| ons i.ncl ude DuPont Merck
PCT applicati gﬁ%ﬁéﬁziﬁ%@ t|tzeer 3_7 SIS WS £563g 5
Pfizer WO 95/ @87QRF ahul MtlzetrheEFt@?f?]&czt?kem; 1i.Shf Brids drs dt~-nown, [1, °*
oS- a] - pyr agol 811 3paybhbsRi ARS ié%fé’d b2 rddy)az 1, azi nes,
[1, 5-a] - pyrazol o- pyrrm d‘?’?les a%% a1, 2, gttﬁ)azg g‘-pfl%l% |dnes have
not been pr eveOualy,lssy@pmpIn@dnmohnmtlamtarOcﬁpl (1988) dasindg ifacter

ant agoni st conpounds useful. in the treat rrent sychi,atric disorders and
neur ol ogi cal g?@%ﬁgég Stelrrte ?the&% Fravy "g ddati ons which teach
sonme of thesePspapophdm&mlmmheﬂem (1eBeRdr imxtaamce, THR 0 269 859
(Ost uka, 1988% di s¢l oses, l{)%/razol otriazine conpounds of the formula RL N
~\N~ RZ N R3 DOnZASI_Z4RINS X§FRTA IBHAIoN L | ROY5-33883 SH and R3 i s
an unsat ut@t edhhehewas ywi tlowr mammﬁcmm;,bsm&mt deh pmenyl, and

sLares [, LB ERPOUIE NV AU AN LT, i 111y and are

pyrazol otri azilﬂeaa‘ﬁ@s‘pyfﬂ%%w itAnee wokso Zpide-a&@tpfmea 5 OH N
A~ N/ ~ tRLh%f&)é*goant _(1@7142)_ é‘xh&hd@?ﬁr&e%dcilgﬂsobf'\'cﬁ“ and R3
are H or al kyl %nd Rl 5 and are al , Ikylthlo nitro,
etc., and statBsTt BFLEHP & ‘n’dspgf rﬁﬁ‘?ﬁ gﬁd 38%e useful in

treat ment 19f begggny prostatic hypertrophy and prostatic carcinona.

The mechanisms and sites of action through
which the standard anxiolytics and antidepressants
produce their therapeutic effects remain to be
elucidated. It has been hypothesized however, that

20 they are involved in the suppression of the CRF
hypersecretion that is observed in these disorders.
Of particular interest is that preliminary studies
examining the effects of a CRF receptor antagonist
(. - helical CRFg-41} 1n a variety of behavioral

25 paradigms have demonstrated that the CRF antagonist
produces "anxiolytic-like" effects qualitatively
similar to the benzodiazepines [for review see G.F.
Koob and K.T. Britton, In: Corticotropin-Releasing

Factor: Basic and Clinical Studies of a
30 Neuropeptide, E.B. De Souza and C.B. Nemeroff eds.,

CRC Press p221 (1990)}. .
Several publications describe

corticotropin releasing factor antagonist compounds



10 US 3,910,907 (1C, 1975) discloses pyrazolotriazines of the fornula: Z N
/I~ N~YRLNXI15 where RL is CH3, CzHs or C6H5, X is H C6H5, m CH3C6H4,
CN, COCEt, C1, | or Br, Yis H GC6H5, o-CH3C6H4, or p CH3C6H4, and Z is OH,
H, CH3, C2H5, C6H~, n-C3H~, i-C3H~, SH, SCH3, NHC4H9, or N(C2H5)2. and
states that the conpounds are c- AMP phosphodi esterase inhibitors useful 20
as bronchodilators. US 3,995, 039 discl oses pyrazolotriazines of -6 t he
formula: r NRZR3 NW\\N~ RL N R 5 where RL is Hor alkyl) R2is Hor alkyl,
R3 is H alkyl, alkanoyl, carbanoyl, or Iower alkylcarbanmyl, and Ris

pyridyl, pyri nrgcrﬁj g};ﬁelror,_lsqu__gzE%glgtlggggggggggct Hgtso&ggrgogﬁgunds are

useful as bro ators I Scl oSes pyirazol otriazi nes of
the formula OfeNTONogiRal fissagess \FeraPkessofofbfhal koxy, and teaches

that the conpaimls catd omentihicledex pd@sati Meirbkt s apgiacgcysgf ul for
treat rgnt o R/ b B TR 058953 /8 2pRL 9L 6" 88939865 1e 20
Pfizer WO 95/33727 and Pfizer EP 0778 277 Al.

Insofar as is known, [1,5-a]-pyrazolo-

1,3,5-triazines, (1,5-al-1,2,3-triazolo-1,3,5-
triazines, [1,5-a]-pyrazolo-pyrimidines and {1,5-al-
1,2,3-triazolo-pyrimidines, have not been previously

10 reported as corticotropin releasing factor
antagonist compounds useful in the treatment of
psychiatric disorders and neurological diseases.
However, there have been publications which teach
some of these compounds for other uses.

15 For instance, EP 0 269 859 (Ostuka, 1988)

discloses pyrazolotriazine compounds of the formula

R].
Ndfj\\\N,z'i\
/I\ =
R2 N

20 where R! is OH or alkanoyl, R2 is H, OH, or SH, and R3
is an unsaturated heterocyclic group, naphthyl or
substituted phenyl, and states that the compounds have
xanthine oxidase inhibitory activity and are useful for
treatment of gout.

25
EP 0 594 149 (Ostuka, 1994) discloses

pyrazolotriazine and pyrazolopyrimidine compounds of

¢ the formula



where X is Oor S, Ar is a phenyl, naphthyl, pyridyl or thienyl group,
R6-Re are H, alkyl, etc., and RO is H 5 alkyl, phenyl, etc. The patent
states that the conpounds are useful as herbicides and plant growth

regul ants. US S, 484, 760 and WD 92/ 10098 di scl oses 10 her bici da

conposi tions containing, anong ot her things, a herbicidal conpound of the
formrula ARL N/ RRzZ\ 8 15 where A can be N, B can be CR3, R3 can be
phenyl or substituted phenyl, etc., Ris -N(R4)S02R5 or S02N(R6) R~ and Rl
and R2 can be taken together to formZ Y ZY XDNCCC-~r NCNC 20
where X, Y and Z are H, alkyl, acyl, etc. and Dis Oor S. US 3,910,907 and
Senga et al., J. Med. Chem, 8 _ 1982, 25, 243-249, disclose
triazolotriazines cAVMP phosphodi esterase inhibitors of the formula z N Rl
NRS5 where Zis H OH |CH3, CZHS, C6H5, n-C3H-, iso-C3H~, SH, SCH3,

NH( n- C4H9), or N(C2H5) Ris H or CH3, and Rl is CH3 or CZH5. The ‘
reference |ists eight '\Tapeﬂt ¢ areasrwfier e inhi bitorgepf CAWP
phosphodi est erase cqul d 10 jhave ili st hma,r3di ab frel litus, female
fertility control, agle i nf il ?ﬂw|%5|s thro sy anxiety, and~
hypert ensi on. VW95/ 8 5) dis , pyrazolopyrim di nes
and states that they ard8 useful as éﬁglge§/cs. T are
represented by the formula R6 NR R

where A is CH or N, RO and R3? are H or alkyl, and R1
5 and R? are H, alkyl, alkoxyl, alkylthio, nitro, etc.,
and states that the compounds inhibit androgen and are

useful in treatment of benign prostatic hypertrophy and
prostatic carcinoma.

10 Us 3,910,907 (ICI, 1975) discloses
pyrazolotriazines of the formula:

15 where R1 is CHj3, C3Hg or CgHg, X is H, CgHs, m-CH3CgHg4,
CN, COOEt, Cl, I or Br, Y is H, CgHs, 0-CH3CgH4, or p-
CH3CgH;, and Z is OH, H, CH3, CyHs, CgHs, n-C3H,, i-CiH7,
SH, SCH3, NHC4Hg, or N{CzHs),, and states that the

compounds are c-AMP phosphodiesterase inhibitors useful

20 as bronchodilators.

US 3,995,039 discloses pyrazolotriazines of



(N~ QA Rz N;I~ R3 ~4 20 where Qis carbonyl or sulfonyl, nis 0 or 1, A
isa-9 singl e bond, al kylene or al kenylene, RlL is H alkyl, etc., R2
i s naphthyl, cycloal kyl, heteroaryl, substituted phenyl or phenoxy, R3 is
H, al kyl or phenyl, R4 is H, alkyl, alkoxycarbonyl, phenylalkyl, 5
optionally phenylthio-substituted phenyl, or halogen, RS and R6 are H or

al kyl. EP 0 591 528 (O suka, 1991) discloses antiinflammtory use of
pyrazol opyri m di nes represented by 10 the formula RS RL ~ NN R4 R2 ~N~ ~
R3 where R1, R2, R3 and R4 are H, carboxyl, 15 al koxycarbonyl, optionally
substituted al kyl, cycloal kyl, or phenyl) R5 is SR6 or NR-RB, R6 is pyridyl
or optionally %ﬁhﬁﬂq THias phenyl, and R~ and R8 are H or optionally
substituted phenyl. 20 Springer et al, J. Med. Chem, 1976, vol. 19, no. 2,
291-296 and Springer U.S. patents 4021,§g§:@nd 3,920, 652 discl ose

pyrazol opyri mdines of the fornmula -10 ~N N HO _ N R where R can be
phenyl, substituted phenyl or pyridyl, gnd their use to treat gout, based
on their ability to 5 inhibit xanthine gx{dase. y

-
N N \\
\ o
R! N
R
5 where R! is H or alkyl, R? is H or alkyl, R? is H,
alkyl, alkanoyl, carbamoyl, or lower alkylcarbamoyl,

and R is pyridyl, pyrimidinyl, or pyrazinyl, and states
that the compounds are useful as bronchodilators.

10 US 5,137,887 discloses pyrazolotriazines of
the formula

OH

N/I\N/N R (0)
\ n

NP

15 where R is lower alkoxy, and teaches that the compounds
are xanthine oxidase inhibitors and are useful for

treatment of gout.

US 4,892,576 discloses pyrazolotriazines of the

20 formula



Joshi et al., J. Prakt. Chem e, 321, 2, 1979, 341-344, discloses conpounds
of the formula R2 RL N CEHS fl , where Rl is CF3, CZ FS, or C6H4F, and R2
is CH3, C H5, CF3 , or C6H4 F . 15 Maquestiau et al., Hull. Soc. Helg.,
vol. 101, no. 2, 1992, pages 131-136 discloses a pyrazolo[1, Sa] pyri m di ne of
the formula -11  ~\N OH N C6H5 I brahimet al., Arch. Pharm (weinheim,_
320, 487-491 (1987) discloses pyrazolo[1,5-a]pyrimdines of 5 the formula
CH3 ~NNRCH3 N Ar where Ris NH2 or OH and Ar is 4-phenyl - 3-cyano-210

am nopyrid-2-yl. Qher references which disclose azol opyri m di nes incl ued
EP 0 511 528 (Qtsuka, 1992), US 4,997,940 (Dow, 1991), EP O 374 448

(Ni ssan, 1990), 15 US 4,621,556 §(1CN, 1997), EP 0 531 901 (Fujisawa, 1993),
US 4, 567, 263 (BASF, 1986), EP 0|b62 477 (lsagro, 1995), DE 4 243 279
(Bayer, 1994), US 5,397, 7™ ( Upq 1985)) EF 0 521 622 (Upjohn, i993), WD
94/ 109017 (Upjohn, 1994), J.NMed. em N4, 0-613 (1981), and 20 J. Het.
Chem, 22, 601 (1985). SUWARY OF THE | -aecxar dance with one
aspect, the present -12 i ntiqQ ovgl conpounds,

phar maceut i cal conposi ti ofg”and ods ich y ke used in thetreatnment -of
affective disorder, anxiety,depression,{irritable Bowel syndr one,
post-traumati c5stress di sorder, supranuglear palsy, inmmunesuppression,

Al zhei mer' s-di sease, gastrointestinal di sease, anorexia nervosa or other
feedi ng di sorder,drug or al cohol wthdrawal synptons, drug

addi cti on, i nfWbemeEatoris @ sor der Axrf dst al phenpil obhapist Hyldi soychiedd, drhe

treat nent of i C eff egt e rfaciq{ifat y oni.zi pg CRF,

i ncl udi ng bufﬁﬁé%y?h??ggﬁyoRéiggr%@?sﬁin%£%%%'g%xgéci I'ta egébg’CRF,or a

di sorder $Sel edked .f mdrarniyif,| @&oecat oMpedpsoeder ssacds ashathethmt oid arthritis
and_ost eoar ! WdudRmtRP D AU 0 PRRELASh 8o DEIM roven
general i zedanxi éty di sorder; panic, phobias, obsessive-c Ul ve di sorder;
post - t r aumat iX€RHPEEE -di sor der ; sl eep di sorders induced by stress; pain

per ceptionsuch as fibronyal gia; nmood di sorders such as20depression,

i ncl udi ng maj or depressjon, ,si,ngleepi so i 0 recurrent depression
chi | dabuse i nduced dep?)lesg%'é%‘l’gﬁg %‘S.é%,‘t ggr gg&igégér e@isﬁco]ﬁ?%‘?/%t hem a; bi pol ar
di sorder 40 cyeirdtipidad; domwiogiédpndr coptadniags- aneha eak esadatings .cancer ,
human25i munqdefd & @G 1V iddamcuddVh £ Rhecirbersl feur odegener ati ve di seases
such as Al zhei ner' sdi sease, Parkinson's di sease and Hunti ngton' sdi sease;
gastroi ntestinal diseases such as ulcers,irritable bowel syndrone) Crohn's
di sease, spastic30col on, diarrhea, and t operative ilius andcolonic

hypersensitivity associ ated bypsycho thd\\gical di st ur bances or stress;
eati ngdi sorders such as anorexia and foul i m

vosa; henorrhagi c stress;
stress-induced psychoti c35epi sodgs: Boid si ck syndrone; syndrone of
-13

15 where A can be N, B can be CR3, R3; can be phenyl or
substituted phenyl, etc., R is -N(R4)SO3R5 or -
SO;N (Rg)R7 and Ry and R; can be taken together to form

O—N
O—"<
() — N
() e 1

20
where X, Y and Z are H, alkyl, acyl, etc. and D is O or
S.

US 3,910,907 and Senga et al., J. Med. Chem.,



i nappropriate antidiarrhetic hornone (ADH); obesity; infertility; head
traumas; spinal cord trauma; ischem c neuronal damage (e.g., cerebra

i schem a such as cerebral hippocanpal ischem a); excitotoxic 5 neuronal
damage; epil epsy; cardi ovascul ar and hear related disorders including
hypertensi on) tachycardi a and congestive heart failure; stroke; immune
dysfunctions including stress induced i mmune dysfunctions (e. a., stress

i nduced fevers, porcine 10 stress syndrone, bovine shipping fever, equine
paroxysnal fibrillation, and dysfunctions i nduced by confinenent in

chi ckens, sheerin stress in sheeg human- ani nal interaction rel ated
stress in dogs}28fusédraf4dpidns; b??ﬁﬁ?? Fhtdgr i fenas ingsHiQPMPI5 denent i a
of the Al zhei nphosphgfiéesturaseniahtbidenrendf athanfmimophi ¢ | at er al
sclerosis; chem cal dependencies and addictions (-e.a., dependencies on

al cohol, cocaine, heroin, benzodi azepi nes, or other drugs); drug and

al cohol wi thdrawal synptons; 20 ostéoporosis; psychosocial dwarfism and
hypogl ycemia in a manmal . The presept invention provides novel conpounds
which bind to corticotropin rel easi QI 25 receptors, thereby altering
t he anxi ogenic effects of CRF s & conmpounds of the present

i nvention are useful for the trdatnent |of p\\chi cl di sorders and
neurol ogi cal diseases, anxiety-related i
di sorder, supranuclear palsé egikng dgrs as el | as treatnent of
i munol ogi cal, cardi ovascul ar or heﬁrt-related t\seas;z and col onic
hypersensitivity associated with psychopatholog|§= d/st urbance and stress
in a mnml, 35 -14  According to anot her aspect, the present invention
provi des n&yel conpounds descri bed bel ow which are useful as antagoni sts of
the corticotrophareekeasi Hg PHct GHa, 1¢mH$oﬁﬂ&unds{bﬁ7théspréﬁentSﬁ,

i nvention exhi corti |n ele ct or_.apt agoni sts
and appear to ggbﬁ ég%%ﬁéﬂﬁﬁp 3f@§ qié@%faﬁhvéﬁpig g?so

i ncl udes pharn@ﬁ@U&fC@ngxnnxxﬂélﬁaﬁéﬁaﬁzkaua@@@ sughccenpespast pf For nul ae
(1) and (2), and nmethods of 10 using such conpounds for the suppression of
CRF hyper secr etreas wharer inbibinerer ekt AbHP RROIBHOGERAT aragies Gioydes .

Accordi ng {® yahvéngtziﬂﬁtgsneggtﬁt\at halaﬁet@yaﬁélmuéhefénmcé especial ly
invention) are_in d terniniﬁg ceutkcaé go ounds .provi ded by this
8 Ofm BFSbEtistiin

i nvention Y | ab8FF&d*E¥NGEH L3 dar ds and
reagents the abhkptposfisa pokéatial ang bvndrt©n$h81CRF receptor. DETAILED
DESCRI PTI ON OF I NVENTI ON [ 1] The present invention provides conpounds of 25
Formula ( 50 ) -15

W095/35298 (Otsuka, 1995) discloses
15 pyrazolopyrimidines and states that they are useful as
analgesics. The compounds are represented by the

formula

N (NH) ¢ Q A R?

20
where Q is carbonyl or sulfonyl, n is 0 or 1, A 1s a



R~ N'" NNHC _ N~ CH3 Rde ~ Rda \/ R4d" V  ROb R4~ FORMULA (50) 5 and
i soners thereof, stereoisoneric forns thereof, or m xtures of

stereoi soneric forns thereof, and pharnaceutically acceptable salt forns

t hereof, selected fromthe group: 10 a conpound of Fornula (50) wherein R3
IS NHCH( CH2CH20Me) (CH20Me) ~ Rda is Me, Rdb is H R4c is Me, R4d is H and.
Rde is Me; a conpound of Formula (50) wherein R3 is -NHCH(Et)2, 15 Rd4a is
Me, Rdb is H R4c is O, RAd is Hand Rde is H a conpound of Fornula (50)
wherein R3 is 2ethyl piperid-1-yl~ R4da is M, Rdbis H R ~c is 20 Ow, R4d

is Hand Rde | X o) aor.myl whergin IS

cycl obut yl am %g?%gb&g%%ﬂ&fgbn{soﬂé%ﬁ(ﬁ&em,R%RZ‘ISRﬁS; ﬁlﬁxéj' Rde is H,
25 a conpoundeot. Forhuilsa nagdithyler eiyelRd liky IN( Merer2eHeCH2, Rda is Me, R4b
is H R4c is ¢ 4d i s H an R4re ihs I—éx 30 (of0) oungkog Forrmul a (50)
wherein R3 is %J)C':I%Zmly A R YRaB 4547 REC<YS Bk, R4d is H dnd
Rde is H - 1l6pheayTonpoursd Bf aldkyiyl alksSRycsrdoalyd , ReheaylNalkyCH2cPr, Rda
is Me, R4k is - R4c 4 L i X a.c ound of

For mul a (?0) cpridialy %@T\f%%%ﬁ&%‘%gd ity R HECEL ey
R4d is H and BBleand RE at@ # conmpduéyd.of Fornula (50) wherein R3 is
N{Pr)CH2cPr, Rda is Me, Rdb is H Ri4c is OWw, RAd is Hand Rde is H a
conpound of Fornula (50) wherein R3is N(Me)Pr, Rd4a 15 is M, R4b is H Rdc
is O, R4d is H and REP % 391 245 Sfl P mALgtoeeswidtéin R3 is
N{Me) Et, Rda iffMemmd¥bry sudd ¥y rsaZdiypyR4itniide d sar@pRéesentedObld, a
conpound fH E%g%%ﬁ'{“?ﬂ wherein R3 is N(Me)Bu, R4da is Me, Rdb is H R4c is
Ove, R4d 1s and e 1Ts H 25 a conmpound of Formula (50) wherein R3 is
N(Me) propargyl, Rda is Me, Rdb is H R4c is Ove, R4d is Hand Rde is H, 30
a conpound of Formula (50) wherein Rg,is N (Et) propargyl, Rd4a is Me, Rdb
is H R4c is O, R4d is Hand Rde i$4 H a conmpound of Fornula (50) wherein
R3 is 35 NHCH(CH3) CH(CH3) CH3,, Rd4a is|Me, R4b is H R4c is Ov, R ~d is H
and Rde is H;, ! =

)\ /\I

R, N

Rj3

where Rj, Rz, R3 and R4 are H, carboxyl,

15 alkoxycarbonyl, optionally substituted alkyl,
cycloalkyl, or phenyl, Rg is SRg or NRyRg, Rg 1s

pyridyl or optionally substituted phenyl, and R; and Rg

are H or optionally substituted phenyl.
20 Springer et al, J. Med. Chem., 1976, vol. 19,

no. 2, 291-296 and Springer U.S. patents 4021,556 and
3,920,652 disclose pyrazolopyrimidines of the formula

-10-



a conmpound of Formula {50) wherein R3 is N(CH2CH20Me) CH2CH=CH2, R4a is M,
Rib is H R4c is OWw, R4d is 40 Hand R4 a i s H; a conpound of Formula
(50) wherein R3is N (CH2CH20Me) Me, R ~a is Me, Rdb is H, R4c is Owe, -17
R4d is Hand Rde is H, a conpound of Formula (50) wherein R3 is

N( CH2CH20Me) Et ~ Rda is Me, Rdb is H/R4c is O, R~d is Hand Rde is H, a
conpound of Fornula {50) wherein R3~ is N(CH2CH20Me) Pr, Rda is Me, R4b is
H R4c is O, R4d is Hand Rde is H 10 a conpound of Forrmula {50) wherein
R3 is N(CH2CH20Me) CH2cPr~ Rd4a is Me, Rdb is H Rdc is OWe, R4d is H and Rde
is H 15 a conpound of Formula (50) wherein R3 is NHCH(CH3) CH2CH3~ R ~a i s
Me, Rdb is H R4c is Ove, R4d is Hand Rde is H, a conpound of Fornula (50)
wherein R3 is NHCHcPr)2~ 20 Rda is Me,J] Rdb is H R ~c is Owe, R4d is H and
Rde is H, a conpound of Formula (50) ein Rg is 2ethyl piperid-1-yl~ Rd4a
is M, RAbis H R4c is 25 Ove, RAd#S M & e is ~i; a conmpound of
Formul a (50) wherein R3 is cycl obut 1 s M, RAb is H Rdc is
Ove, R4d is Me and Rde is H 30 a ¢ Fgrmula (50) wherein R3 is

« N( Me) CH2CH=CH2, Rd4a is Me, R4b | ' Rdd is Me and Rde is H, 35
a conpound of Formula {50) wher'§l n R3 i's N{Et) PH2CH=CH2~ Rda is Me, Rdb is
H R4c is O, R4d is Me and Rde is H a conpolynd of Formula {50) wherein
R3 is N(Me)CH2cPr, 40 Rda is Me, Rdb is H, R4c is Ove, R4d is Me and Rde is
H -18 a conmpound of Formula t50) wherein R~ is N(Et)CH2cPr, Rda is M,
Rdb is H RAcwhsri\e, ciMcbéspm&nymuiéﬁhsditdﬁedSphemgﬁpaungyeﬁd§mrnula (50)

wherein R~ is NPy R I 4d is Me
and Rde is H gﬁcoﬂ%ﬁ% ormﬁtS %b‘) %‘5‘% ﬁnRé%el%Nfﬁ/é?vEy ais M,
Rab is H R %nmsbavexarwhﬁene ONEagRt R ~e is H a compound of Formula (50)
wherein. R3is N(M)Et, Rda is Ms, Rdb is H Rd4c is Owv, R4d is M and_R -~e

is 15 H a conmpound of Formula (5 rejn,R- i ) R4a is Nb R4h i s
H R4c is O, R ~d is“ﬁ%% tl(? q) \Mbe eE!ra}ct C%e(l %31 , 197

341-344, discloses compounds of the formula

R2

10 , CeHs

where R! is CF3, CyFs5, or CgH4F, and R2 is CHj3, C3Hs,

CF3, or CgH4F.

15 Maquestiau et al., Bull. Soc. Belg., vol.101,
no. 2, 1992, pages 131-136 discloses a pyrazolo[1l,5-

alpyrimidine of cthe formula

-11-



2Q a compound of Formula (50) wherein R3 is N(Me)propargyl, R~a is M,
R~bis H Rocis O, Rdis M and Rde is H, 25 a conmpound of Formul a
(50) wherein R3 is N(Et)propargyl, Rdais M, R~bis H R~Cis OWw, R ~d
is M and R~e is H a conpound of Fornula (54) wherein R3 is 30 NHCH (CH3
) CH(CH3 ) CH3 , Ryais M, RdAbis H R ~c is OWe, R4d is Me and Rde is H,
a conpound of Fornula (50) wherein R3 is N(CHZCH, ~OVe) CH-CH=CHI, R ~a is
Me, RAh is H RFCis Owe~, R4d is Me and R ~e is H, a conpound of Formul a
(50) wherein R3 is N(CH-CH-4MeyMe, R4a is Me, Rah is H R4c is Owe, R4d is
Me and Rde is H, 40 a conpound of nul a_@>0) wherein R3 is

N(CH~CH20Me) E~., Rda is Mg, R4b{ _Z9_ Rdd is Me and Rde
is H . a conpound of Formula (5Q) wher di ; £H2CHZOVe) Pr, Rda is M,
i i a conpound of Formula (50)
wherein R3.is N(CI-lZCI—lZONE) CH2cPr ~ Ridb is H R~c is OWw) R4d is
Me and Rde is H 10 a conpound of Formula (50) wherein R3 is
NHCH( CH3) CH2CH3, Rd4a is Me, R4b is H R4c isyOVe, R4d is Me and Rde is H
15 a conpound of Fornula (50) wherein R3 is -ENHCH(Et)Z Rda is Me, R4b is -
H Rdc is Ove, R4d is Me and Rde is H a compound of Fornula (50) wherein
R3 is NHCH(cPr)2~ 20 Ré4arhralidm &¥hais, Hrdfic piarQ\e, (wB4dhksmMezand Rde is

H, a conpound F O)vvh ein R3.is - Rda i s Rdb is
H R4c is ove%ﬁa%g%f%én@ 19 R yre?zco&r?"p;@j%d%Pyﬁb?‘ﬁﬂFﬁefS%‘; wher ei n
R3 is 2ethy pipesi godmyla Rda is Ove, Rdb is H R4c is Ove, R4d is H and
Rde is H, 30 a compound of Fornula (SO wherein R3 is cycl obutyl am no~ R4a
is O, R4db is H R4c is OV, R4d is Hand Rde is H, 35 a conpound of
Formula (SO wherein R3 is N(M)CH2CH= , Rda is OWe, R4db is H R4c is
Ove, R4d is H and Rde is H a conmpoundjof Formula (50) wherein R3 is 40
N(Et) CH2ZCH=CH2) Rd4a is Owe, R4b is H 4c 1S OQe R4dd is Hand Rde is H

-2 0
\\\ ///l‘\\g:>>_—_

Ar

where R is NH2 or OH and Ar is 4-phenyl-3-cyano-2-
10 aminopyrid-2-yl.

Other references which disclose

azolopyrimidines inclued EP 0 511 528 (Otsuka, 1992),

US 4,997,940 (Dow, 1991), EP 0 374 448 (Nissan, 1990),
15 Us 4,621,556 (ICN,1997), EP 0 531 901 (Fujisawa, 1993),

US 4,567,263 (BASF, 1986), EP 0 662 477 {(Isagro, 1995),

DE 4 243 279 (Bayer, 1994), US 5,397,774 (Upjohn,

1995), EP 0 521 622 (Upjohn, 1993), WO 94/105017

(Upjohn, 1994), J. Med. Chem., 24, 610-613 (15981), and
20 J. Het. Chem., 22, 601 (1985).

SUMMARY OF THE INVENTION

In accordance with one aspect, the present

.12-



a conmpound of Formula (50) wherein R3 is N(Me)CH2cPr, Rda is Ove, R4b is H,
Ric is OV, R4d is Hand Rde is H 5 a conmpound of Fornula (50) wherein R3
is N(Et)CH2cPr, Rda is OV, Rdb is H, Rd4c is OV, R4d is Hand Rde is H a
conpound of Forrmula (50) wherein R3 is N(Pr)CH2cPr, 10 R4da is Ove, Rdb is
H R4c is Ove, R4d is Hand Rde is H, a conpound of Fornmula (50) wherein R3
is N(Me)Pr, R4a is Ove, RAb is H R4c is O, R4d is Hand Rde is 156 H a
conmpound of Forrmula (50) wherein R3 is N(Me)Et, R4da is Ove, Rdb is H R4c
is O, R4d is Hand Rde is H 20 a conpound of Fornula (50) wherein R3 is
N(Me)Bu, Rda is OV, R4db is H, Rd4c is OV, R4d is Hand Rde is H, 25 a

ﬁorrgzund OfOVEQﬁﬂ’éh@léﬁoi)rbbﬁﬂé‘snnBGelScHﬁ%&ﬂrﬂ@P%Mma&?cl' 210V, R4b is
C1IS

H R4 F I 50) wh R3
s 30 N(Et) pr 5APOST EiRRE PRACREEAeh FRfETRAE bS uaRl MuANS 1 and Rec | s
H a conpoundtuéaﬁmenulaf(EﬁﬁemheveldlﬁcrdGIAWKmxiﬂﬁy(JH(CHS)CHS Rda is

‘O, Rb is H 5 f For mul
(50) wherejn BT SR g e TS s et PR e VS L YA P

OMe, R4d i3 HSRRASR4 1§§rﬂer4osap€6%6hﬂﬂroPaJF%Ymﬂ"am{rﬁ)) wherein R3 is -
N(CHZCHZONP)NEupﬁéésESoﬁh@AlEH81MérFb RigedSe Mpastridintd4dnay H and Rde is

H, a conpound ;of Fornula wherein R3_is N OMe) Et da is Ove, R4b
is H Rdc is OEPEISE Rﬁ8° Lﬁanarﬁﬁ%algrth E}E%?#%R?(éiﬁﬂf l‘a i 50)
wherein R3 istPQ}QC}EQNQPPi widhdrawalesyratons, (ruztaddidiien,Rad is H

and R4e is H ;10) ammaQEBeYNd; 8br&8F MUEAr CHZEEY pFf1deis O and Rde is H 15 a
conpound ﬁ& Far mul a NHCH CH2CH3. and Rde (50) wherein R3 is
)

N( CH2CH20 ) KE1SPHEBeT§ 1! R4zér?-§tmt ?egdw%c can be effécted or

facilitated by antagonizing CRF, including but not
limited to disorders induced or facilitated by CRF,
or a disorder selected from inflammatory disorders
such as rheumatoid arthritis and osteocarthritis,

15 pain, asthma, psoriasis and allergies; generalized
anxiety disorder; panic, phobias, obsessive-
compulsive disorder; post-traumatic stress disorder;
sleep disorders induced by stress; pain perception
such as fibromyalgia; mood disorders such as

20 depression, including major depression, single
episode depression, recurrent depression, child
abuse induced depression, and postpartum depression;
dysthemia; bipolar disorders; cyclothymia; fatigue
syndrome; stress-induced headache; cancer, human

25 immunodeficiency virus (HIV) infections;
neurodegenerative diseases such as Alzheimer's
disease, Parkinson's disease and Huntington's
disease; gastrointestinal diseases such as ulcers,
irritable bowel syndrome, Crohn's disease, spastic

30 colon, diarrhea, and post operative ilius and
colonic hypersensitivity associated by
psychopathological disturbances or stress; eating
disorders such as anorexia and bulimia nervosa;
hemorrhagic stress; stress-induced psychotic

35 episodes; euthyroid sick syndrome; syndrome of

-13-



(50) wherein R3is Rda is O, Rdb is H Rdc is Owe, is H, a conpound of
Formula (50) wherein R3 is NHCH(cPr)2~. 20 Rda is Owve, R4db is H R4c is
Ove, R4d is H and' Rde is H, a conpound of Formula (50) wherein R3 is
N(CH2CH20M ,e)2, Rda is Ove, Rdb is H R4c is Owe, R4d is H and~Rde 25 is
H, a conpound of Fornula (50) wherein R3 is NHCH(Et)2.i R4da | is Owve, R4b
is H R4c is O, RAd is Me and R4dle is 30 , H- i a conmpound of Fornula
(50) wherein R3is N(Et) 2. RA~ais OV, Rdb is H, Rd4c is Ove, R4d is Me
and Rde i;s H, a conpound of Formula t50) wherein R3 is 2- ' 35
et hyl pi peri d- 10§PPrREEiRSe GVAL 1fkprTRetH C fiprmane OMDH)R4AdHes iMy ;and Rde i s
H, i a conpoundrettkes by} ané5®) cvhensd n @dﬂaﬂ QP ta(nla ;anmi no~ Rda is
an

Ove, R4b is H 4c i.s Ove, R4d is Me 4 Rde i.s H;, a conpound of Formul a
(50) wher ei n h‘ﬁa“ém}ﬁzne“fﬂf& )@W&C&%ﬁ—mﬁ?kﬁ?& igmhe 3 R4c is OMe,

R4d is Me andsidb as Eertbmal onpopmchrfalForsnieniE0) essinteitox®d iS S .
N( Et ) CH2 hS Rab i RAc, J & i Rde is H a
conpoundC'(}f:C'I;%?lrlm gla%SS%ee'r e%}i%%ﬁ%)g, m‘?‘cﬁ?z\%ﬁﬁ%ﬁ%}dﬁ&%gd Rdb is H,
Ric is Ove, REglptefpdafarder rabngkuding hmeydeneism.For nul a E50) whexei n-

53 |1§ N( Et)m@ﬁg’ﬁyfcaﬁaihs?ﬂfﬁ%%r@&miﬁ&,h&&m iﬁ[\iI%F') ,eC,-E‘Z!s_td'dk%F,\-)zfe and Rde isb
; a conpound o or el n S r cPr. ais Owv, R4
is H RAGis HWE‘,‘“%QYF?&W&%\%Q ] ydihs f(fraesﬁ()rﬁf%{ﬂﬁf LB 2 (50)

wherei n R3 i sAxERenpr iorda(¢ sa OVEst Felds | indycdY £ever@ve poR4dnies Me and Rde

is H a cpypoypdesk E%&P&lﬁe(%vi’m?_rﬁiaﬁ%d $Ned¥e) BlquiBéa 25 is Ove, R4b
is H Rdc is Ow, eis ound of, Fornmul a (50)

wherein R3 ispﬂf%)egg?&;ﬁg§¥§f%}§loﬁ4@’? Cﬁfsc GlongE ndRegd &YMe and Rde
is 30 H a coopnfihfdenénfoimutiai ¢i6dh)s whehess mirieB stxrd¥&Vaprabpaibgyh, Rda is
OMe, Rab i's H,,Ra6_La; (Ve 5 AL 4 S M A I8 st Mdse33n dogs) ;
muscular spasms; urinary incontinence; senile
15 dementia of the Alzheimer's type; multiinfarct
dementia; amyotrophic lateral sclerosis; chemical
dependencies and addictions (e.g., dependencies on
alcohol, cocaine, heroin, benzodiazepines, or other
drugs) ; drug and alcohol withdrawal symptoms;
20 osteoporosis; psychosocial dwarfism and hypoglycemia

in a mammal.

The present invention provides novel compounds

which bind to corticotropin releasing factor

25 receptors, thereby altering the anxiogenic effects
of CRF secretion. The compounds of the present
invention are useful for the treatment of
psychiatric disorders and neurological diseases,
anxiety-related disorders, post-traumatic stress

30 disorder, supranuclear palsy and feeding disorders
as well as treatment of 1mmunological,
cardiovascular or heart-related diseases and colonic
hypersensitivity associated with psychopathological .
disturbance and stress in a mammal.

35
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a conmpound of Forrmula (50) wherein~R3 is N(Et)propargyi, Rda is Ove, Rdb is
H Rdc is Ov) R4d is Me and Rde is H 40 a conpound of Formula (50)
wherein R3 is NHCH(CH3) CH(CH3)CH3, R4a is OV, R4db is H, Rd4c is OVve, R4d is
Me and Rde is H -23 a conmpound of Formula (50) wherein R3 is
N(-CH2CH20Me) CH2CH=CH2, Rda is Ove, R4b is H Rdc is Owe, R4d is M and Rde
is H Sa corrpound of Formula (50) wherein R3 is N( CH2CH~-OWe) M2, Rda-is
OVe, R4b iS H R4c is Ove, R4d is Me and Rde is H 10 a conmpound of Fornmul a
(50) wherein R3 is N(CHZCHZOI\/E)Et Rda is OV, R4b is H, Rd4c is OWe, R4d is
Me and Rde is H a xargolivdy afo Fonattes (a&i?eqmertéxenp%seatls

N( CH2CH20Me) Pr R i Rde is H a
conmpound of FornuR?%J(%b%\{\?%erel nr%s‘}_ell s%@gﬁ&%ﬁe%é%f?%flw%ﬁ}%% s Ove, R4b
is H R4c is oreiciRare smzsef% G RIFAGAre a8 é’fc&*n‘ﬁo&ﬁa‘tép%rompa (50)

wherein R3 is NeGH&HR) GRS . Rifhd Toilfounddd Jfs the BéesentOVe, R4d is Me

o b, RA | SORYSRGD C"'?"”w@sveb"f{“ Vi &%) RIESCOTEOPT o compound of

For mul a (50) wheleaside factl‘d(ﬂmm)@s Rawl iappeilr, tR4BuppridssR4c~i s Owve,

Rad is Me and ind e is NHCH( Et) 2,
AL fpé%j S 'I‘He ?g.r rﬁ‘: (I.%Q'kn‘ﬁ’{i%h hﬁ.sB3 (Et)

Rda 3S is QOw, and Rde H,  a conpound of
Fornul a (50) W%\idﬁﬁ?@hwﬁqtchﬂewm?%loﬂébCP§tﬂlnRzPs BYchiMe, R4d is

Me and Réde is dbmpdundid of Farariaasnd 19f amr rml)a (aﬁa) mwﬂnbasnoBB is

2et hyl pi p 1- R4 ) H and Rde is
Me; 5 a cghp dfﬁfy élﬂ.ﬁ p(%ﬁ)%vw#é%eltﬁl P?rc?)?gllgﬁuf’ g " ~a is M,
R4b is H R4c hypaMecridiars RralldrRier ¢hek treatoepbund of Forrml a (50)
wherein R3 is b NJk)iCHGRAdeyda is Me, Rdb is H R4c is Owe, Rdd is H
and Rde is Me; a conpound of Fornmula ( .50 ) wherein R3 is N(Et)CH2CH=CH2~
Rda-is Me, RAb is H R4c is Owe, 15 R4d is H and Rde is M; -

According to yet another aspect of the

15 invention, the compounds provided by this invention
(and especially labelled compounds of this
invention) are also useful as standards and reagents
in determining the ability of a potential
pharmaceutical to bind to the CRF receptor.

20

DETAILED DESCRIPTION OF INVENTION

[1) The present invention provides compounds of
25 Formula (50)

-15-



a conmpound of Formula (50) wherein R3 is N(Me)CH2cPr~ Rda is Me, R4b is H,
R~Cis Ow, R4d is Hand Rde is Me; 20 a conpound of Fornula (50) wherein
R3 is N(Et)CH2cPr~ R4da is Me, Rdb is H, Rd4c is OVe, R4d is ~H and Rde is
Me; 25 a conpound of Fornula (50) wherein R3 is N(Pr)CH2cPr~ Rd4a is Me, R4b
is H R4c is Ove, RAd is H and Rde is Me; a conmpound of Formula (50)
wherein R3 is N(Me)Pr~ R4a 30 is Me, Rdb is H) R4c is Ove, R4d is H and Rde
is Me; a conmpound of Formula (50) wherein R3is N(Me)Et~ Rda is Me, R4b is
H Rdc is O, R4d is Hand Rde is 35 Me ; a conpound of Formula is Me, R4b
is H M; 40 a conpound of Forrmula N(Me)propargyl, RAd is H and R4e (50)
wherein R3 is N(Me)Bu~ R4a R4c is Ove, R4d is H and Rde is (50) wherein R3
is ~4ais M, RAb is H R4c is Ow, is ; -25 a conpound of Formula (50)
wherein R3 is N(Et)propargyl, Rda isNVE, N#bNs H Rdc is Ove, R4d is H and
Rye i$ Me; 5 a conpound of Formula ($Q rdln R3is NHCH( CH3) CH( CH3) CH3;-
Rda is Me, RAb is H R4c is Owe, HRED i N'H a1d B;is Me; 10 a conpound of
Formul a (50) wherein R3 is N(CH2CHZOMgyeCH2 a Rda is Me, Rdb is H, Rdc
is O, R4d is Hand Rde is Me; a conpou 0 ornmula (50) wherein R3 is 15
N(CH2CH20Me} Me, Rya is Me, R4b is H Rd4c Jis , R4d is Hand Rde is Me; a
conmpound of Forrmula (50) wherein R3 ig4d JEt, R4a is Me, R4b is H
Rdc is Ove, 20 R4d is Hand Rde is Me; a c ound of Formula (50) wherein
R3 is N(CH2CH20Me)Pr, Rda is Me, Rdb is H Rdc is Owe, R4d is H and Rde is
Me; 25 a conpound of Fornula (50) wherein R3 is N(CH2CH20Me) CH2cPr, Rda is
Me, R4b is H R4c is Ove, R4d is H andORMELAS (RRB) 30 a conpound of rFOrmul a
(50) wherein Rs is NHCH(CH3) CH2CH3, Rd4a is Me, Rdb is H, R4c is Owve, R4d is
H and Rd4e is Me; a conpound of Fornula (50) wherein R3 is NHCH(Et)2, Rda 35
is M, R4b5is HH'R4C i S , R%% istH_and Rde |i.s ca cgnpound of Formul a
(50) wherern R3Y $NERC P2 ERa SETME SRS TS FOTRE-ChereRt; ®4d is H

and R4e 40 i smixtures of stereoisomeric forms thereof, and

pharmaceutically acceptable salt forms thereof,
selected from the group:

10 a compound of Formula (50) wherein R3 is -
NHCH (CH2CH20Me) (CHoOMe) , Rr%@ ig Me, r?P is H, R4S

is Me, R4d is H and R4e is Me;

a compound of Formula (50) wherein R3 is -NHCH(Et)jz,
15 R42 is Me, R*P is H, R%*C is oMe, R*d is H and R4S
is H;
a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%2 ig Me, R%P is H, R%C is
20 oMe, R%9 is H and rR?® is H;

a compound of Formula (50) wherein R3 is cyclobutyl -
amino, R%® jg Me, R*P is H, R%C is oMe, R*d is H

and R4e is H;
25

a compound of Formula (50) wherein R3 is
N(Me) CHoCH=CHz, R%2 is Me, R*P is H, R%C is oMe,
R4d r4e

is H and is H;

30 a compound of Formula (50) wherein R3 is
N(Et) CH2CH=CH2, R%2 is Me, R?P is H, R%C is oMe, :
R%*d is H and R*® is H;
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- 26 a conpound of Forrmula (50) wherein R3 is NHCH(Et)2~ Rda is Me, R ~b
is H Ricis O, R~dis Hand R~ e is Ow; 5 a conpound of Fornula (50)
wherein R3 is 2ethyl.piperid-1-yi~ R~ais M, Rdb is H R ~Cis Ow, R4d
is Hand Rde is Owe; a conpound of Fornula (50) wherein R3 is cyclobutyl 10
amino, R~ais M, RAbis H R ~c is O, R~d is Hand Rde is Ow; a
compound of Formula 150) wherein R3 is N(Me)CH2CH=CH~ Rda_is Me, Rdb is H)
R4c is Ove, R4d is H and Rde is Ove; a conpound of Fornula (50) wherein R3
is N(E ) CHZCH=CH2, R~a is M, RAbis H R ~c is Ow, R~d is H and Rde
is Ow; 20 a conpound of Formula (50) wherein R3 is N(Me)CH2cPr, Rda is M,
Rdb is H, R4ca|$daubunﬁ of Forhundrd (349 M&e@%ﬁn & qscgwngy@gzgﬁrFornula
(50) wherein R3 is M@Et) cPr@tR4a i g% ~h is HygR ~C is Rad is H
and Rde is Owe; a Cof l?Forri'uqléls ) e P¥en RS |§SI\Y(IP?‘)‘@]-&c%r~ 30
‘R~ais Mes R4b is R C is O, R ~d is'.-i and Rde is Owe; a conpound
of Formul a 15Q) mherel R4b is H R4c is Ow,

R ~d is H and®Rf€ mpgugg g%b% émﬁgﬁéééﬁngﬁeﬁﬁﬁﬁuPa FBO?‘%hE?%Q%P¥B is
'N( Me) Et ~ Rda is MeR*Rdbisi mel, R-as s, OREC Ré4dome, HRARDi R meand r4OVE; 40 a
conpound of Formul as(80) wherein R~ is N(Nb)Hu~ Rda is Me, RAb is H Rdc is
Ove, R4d is Hand R ~e is Ow; -27 a conpound of Fornula (50) wherein R3
is N(Me)pitdpangybmpBund b Wermdla i(Sobl, wRéeein ﬁwblsﬁﬁdpiﬁc s Rde is
Owve; 5 a conpound ﬁaFornHIa 2@) .wh reFacRB '8 N(E%;@ arg Eﬁg_is Me,
Rab is H, R4c is R3d"Ps B andSrie g akco Rormul a
(50) wherein R3 is HEH (CH3 ) CH (CH3 ) CH3, R4a is M, R4b |s H Rdc is

%8‘:‘30@) 12 BpRRGape %’gsr?@ oS vRerpEhg? fé% B A 1 and Rae

is Ove: al%onpoundiefMsor Ril aiEse) RASr esnoms, |R ACHOMER M i R ~a i s
Me, R4b is H R4c Hs Owe, 20 R4d is H and Rde is Cwb a conpound of Formul a
(50) wherein R3 is N(CH2CH20Me)Et, Rda is Me, Rdb is H Rd4c is Ove, R4d is
H and Rde is @Vepmpound of Formula (5C) wherein R3 is N(Me)Et, r4a

is Me, R4b is H, R4c is OMe, R""‘d is H and R4e is

20 H;

a compound of Formula (50) wherein R3 is N(Me)Bu, g4a
is Me, R4b is H, RIC is OMe, R4d is H and R%® is
25 i
a compound of Formula (50) wherein R3 is
N(Me) propargyl, R%? is Me, R*P is H, R*C is oMe,
rR* is H and R%*€ is H;

30 a compound of Formula (50) wherein R3 is
N(Et) propargyl, rR%2 is Me, R*P is H, RYC is OMe,
r4d rie

is H and is H;

a compound of Formula (50) wherein R3 is
35 NHCH(CH3) CH(CH3)CH3, R%*2 ig Me, R?P is u, RYC is

OMe, R4d is H and ri€ jig H;.

a compound of Formula (50) wherein R3 is N(CH2CH20Me) -
CHaCH=CH2, R%*3 is Me, RP is H, RS is oMe, R%? is
40 H and R%® is H;

a compound of Formula (50) wherein R3 is
N(CH2CH20Me)Me, r%2 is Me, R?P is H, RYC is OMe,
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25 a conpound of Formula (501 wherein R3 is N(CH2CH20Me) Pr, Rd4a is Me, R4b
is H R4c is O, R4d is Hand Rde is Ove; 30 a conpound of Formula t50)
wherein R3 is N(CH2CH2OWe) - CH2cPr, Rda is Me, Rdb is H R4c is Owve, R4d is
H and Rd4e is Owve; a conpound of Fornula (50) wherein R3 is 35
NHCH( CH3) CH2CH3, R4a is Me, Rdb is H Rdc is OWe, RA4d is H and Rde is Owe;
a conpound of Fornula (50) wherein R3 is NHCH(cPr)2, Rda is Me, R4b is H,
Rdc is OV, R4d is H and Rde 40 is Owe; a conpound of Fornula (50) wherein
R3 is N(CH2CH20Me) 2, -28 Rda is Me, Rdb is H R4c is Owve, R4d is H and
Rde is Owe; ' ' a canound of Fohgyla (50) wherein R3is NI-ICH(Et) 2, Rda
is Me, R4b is H RA TsisONkarUR 1 siH Had Rde is Ove; a conpound of For mul a
(50) wherein R3is N(Et)2, Rda is Me, Rdb is H Rd4c is OV, R4d is H and
R4e is Ove; 1( scowpuoicbfFdrmutal asoasothbemi n3R£si s NHCH( Et)2 Rda is
Cl, R4b is H R4c uﬁ(dnﬁnnjauéngt Hpénd 54@ |s % aRqen? of For nul-a
(50) whereisn R3 Eiégﬁih%% er:d4g é Rda is Cl ﬁm is H R4 Fs Ove, R4d
is Hand Rde is ﬁ% §r Hil a (50) wherein R3 is cyclobutyl 20
amno, Rda is Cl, R4b i Ric is Ove, R4d is H gnd Rde is Owe; a conpound
of Formula (50) qﬁ%rﬁ,%f,grm CPPHebepeiriBiissCl, Rab is H R4c is
OVe, 25 RAd is H aAt{GRaCH2OMaVPT, aRéﬁmbsuMd OR lFoigulm ﬁﬁe)lyw'@.n@l n R3is
N( Et ) CH2CH=CH2, Rdg4%4% iGl.x R4 R¥eH; gRy;c is OV, R4d is H and Rde is Ow;
30 ° a corfound of Formula (50) wherein'R3 is N(Me) CH2cPr) Rda is Cl, R4b
is H R4c is 0 Ia (50)
wherein R~ isgm(éEt %ﬁ?ﬁr# %2‘}::512 £§0 he;éf—ﬁ nP‘T’ %%C H and
Rde is Owe; a corrp(?ﬂim IﬁormalSaM€=50§i whes el n i Bs NQMZE) PIs HlO Rda is
Cl, R4b is H, 24CIaﬁdUﬂ§e Rédmi;s H and Rde is Owe; -29 a conpound of
-Formul a (50) wherein R3 is N(Nb)Pr Rda is Cl, RAb is H R4c is Owve, R4Ad is
H and Rdeiss gveo o@r@moyagmgﬁaF@gwl@héégﬁnvﬁmrfgn R3 is N(Me)Et, Rda

is Cl, R4b is H, dﬁ%d@%@cn@é 3' Sy khan R4e g H RS is oMe
R4d is H and R*® is H;

a compound of Formula (50) wherein R3 is NHCH (cPr) 2,
20 R*2 is Me, R*P is H, R%C is ome, R*Y is H ana r4®
is H;
a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r*@ js Me, R*® is H, RYC is
25 oMe, R*d is Me and R*® is H;

a compound of Formula (50) wherein R3 is cyclobutyl-
amino, R*2 js Me, R is H, R%C is OMe, R%? is Me

and R4e is H;
30

a compound of Formula (50) wherein R3 is

N (Me) CH2CH=CH2, R*2 jg Me, RP is H, R%C is OMe,

rR4d is Me and rR%® is H;

35 a compound of Formula (50) wherein R3 is
N(Et)CH2CH=CHz, R%2 is Me, R?P is H, R%C is oOMe,

rR4d is Me and R%® is H;

a compound of Formula (50) wherein R3 is N (Me) CH2cPr,

40 R%2 is Me, R*P is H, R%C is oMe, R?9 is Me and Rr®
is H;
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a conmpound of Formula {50) wherein R3 is N(Me)Bu) Rda 10 is Cl, R4b is H,
Rdc is O, RA4d is H and Rde is Ow; a conmpound of Fornula (50) wherein R3
is N(Me)propargyl~ Rda is Cl, Rdb is H R4c is Ove, 15 R4d is Hand Rde is
Ove; a conpound of Formula (50) wherein R3 is N(Et)propargyl~ Rda is Ci1,
Rdb is H R4c is Ove, R4d is H and Rde is Owe; 20 a conmpound of Formul a
(50) wherein R3is NHCH(CH3)CH(CH3)CH3~ Rd4a is Cl, R4db is H Rdc is QOw,
R4d is H and Rde is Owe; 25 a compound of Formula (SO wherein R3 is

N( CH2CH20Me) CH2CH=CH2, Rd4a is Cl, R4db is H Rd4c is OVe, R4d is H and Rde is
Owve; a conpound of Formula (50) wherein R3 is 30 N(CH2CH20Me) Me~ Rda is Cl,
Rdb is H Rd4c is Owe, R4d is Hand Rde is OVﬁ cgr(rgﬁu@HZG?rForrml a (50)
wherein R3 is N(CH2CH20ME) Et ~ R@sd)s where 20 |s g R4c.is ?ge;z 485 R4d is H
and Rde is p8unénpd 3 For nul aaq 5Q) omrﬁ S &8 MR CH2CH20Me) Pr

Ria is C1, °RAb [ 5aH, Rge,i B Rad is H and R4e |s OMe; 40 a conpound of
Formul a t50) wh8r e il R3 Is N(CH2CH20Me) CH2cPr ~ |§$§|]ﬁ |s H Rdc is
OVe, R4d is H -3¢ arldR4e|sC]VE g, ggp $ ¥ a (50)g@herein R3
i s ' NHCH( CH3) CH2CH3= §4agdmma RAB | g c | d]VEs ®wadand ¥ and Rée is
Ove; a csorrpmm%? ornul a é/\/r}eren‘lr? R§ (cPr)2~ R4a is Cl, Rdb is
H R4c is Ove, R4#2i ssHan R4e is Ove; 10 a corrpound of For Ia (50)
wherein R3 is N(@€528:H20Me) 2, Rd4a is Cl, R4b, |sR3H) eRéLc(Mes 4d is H and
Rde is Owve; 15 a conpound of Fggmba)(ﬁ@?r%\‘é ‘M—@;‘K%t;)é Rda is

Cl, R4b is 'E'i %dwﬂvﬁ FREGY S g%ﬂel SR lsaMGc‘:orrpound of Fornmul a
(50) wherein I's I\g‘ t);g*b Rzmﬁ:sRZO £ "Rab is H Rdc is O, R4d is H and
Rde is Q®; a con%vgnd of Formula (50) wherein R3 |Sﬁ€&§t Et) g%2R4a is Cl,
Rdb is H R4c is , R4d is H and Ri)e Jrerddin®R 33 ico dfgeFarmul a (50)
wherein R3 is 2et hylu%dpglfl gemyla |s Clg I},{I‘td@s hhemlps G%, R4dd is H
and Rde is Ha comp® ac

is Me, g*P is H.
(Me)Bu R4a
H; . 3 js N ‘
15 L1a (50) wherein Rd ) nd r€ is
4d of Formw Rﬂ is Me
a compoun b " Rgc js OMe,
. Rr*" is B
ls Mel
H; 3 is
rein R .
20 £ FormUla (50) whe b is H, R4C is OMe,
a compound © “rayl, R 4a ;g Me, R
N (Me) PTOP se ig H;
g4d is Me and R ‘s
erein 3 . ,
of Formula (50) Wi giP is H, R*C is OMe
25 a compound argyl, R 42 g Me,
N (EE) PEOP 4e js Hi
g4d is Me and R 3
oy wherein E e RAC is
4 of Formuld (50} La we, RD is B
2 compo‘é?{(cna)cu(caa)cml R 18
H;
30 N gtd is Me and R rs B
oMe is 3 g N(CHpCH20ME)
] R .
o) wherein g3 is
rmula (5 . 4C = OMer
a compound of FO 4a ;g Me R4b is H, R :
= R 1 !
de ;
15 Me and R is Hi in R3 is
re .
. £ Formula (50) whe 4b s H, r3C is OMe.
s compound © oMerMe, RED is Mes r*
N (CH2CH2 se g H:
gid is Me and RS 3 is
(50) wherein R3 4C ;g OMe,
40 of Formula R4b is H, R
a compound o oMe) EE, g2 1s Me,
N (CH2CH2
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30 a compound of Formula (50) wherein R3 is cyclobutylam no~ Rda is Cl, R4b
is H R4c is O, R4d is Hand Rde is H a conmpound of Fornula 150) wherein
R3 is 35 N(Me) CH2CH=CH2~ R4a is Cl, Rdb is H R4c is Ove, R4d is H and Rde
is H a conmpound of Fornmula (50) wherein R3 is N(Et)CHRCH=CH2, Rda is Cl,
Rdb is H R4c is Owve, 40 R4d is H and Rde is H, a conmpound of Formula (50)
wherein R3 is N(M)CH2cPr, -31 Ria is d, R4bis H R4~ is Ov, R4d is H
and Rde is H a conpound of Formula {50) wherein R3 is N(Et)CH2cPr~ 5 R4a
is Cl, Rdbis H Ric is OW, R~d is Hand Rde is H a conpound of Fornula
(5a) wherein R3'is,dPf g%205r~|:§4a Ls €1, Rdb is H Roc is Ove, R4d is H
and Rd4e 10 is H a conpoun muf-§ 50) wherein R3is N(Me)Pr~ Rd4a is

C, R~bis H R4c is de is H .15 a compound of Formul a
(5b) wherein ESCP@PREWS\%F 5‘?&'&“?@ gszﬁ ereip Rhulsis ove, Rad is H and
Rde is H 20 a con‘ﬁ 208} Ry| aR %O}S\AhereRﬁ RBs i K, m%)m)om,a is Cl,
Rdb is H &4~ is d R4dué Sakh apde Rig g s H a conpound of Fornula (SO
wherein R3 is 25 N(Nb)propargyl~ R4a is Cl, R4b is H, R4c is Ove, R4d is H
and Rde is H za f a ) r_qyl R4a
and Mae Is M agc @{g@@#@dop FgﬂwyA <é§9 wﬁ?é?ﬁn}zﬁ?‘lé?\lwlﬁ)&}? &Ry 9
Formul a (50) wher eff2 {SRKlHCHFGfIB) ? $ A3, RRaals oMz 4%1‘4& R4c is
OMe, R4d is H and &4e R4 Hs38; a conpound of -Fornmul a {SC» mhereln R3 is
N(CH2CH20ME)CH2CH=CH2 Rda is Cl, R4db is H Rd4c is OV, R4d is H and Rde is
E4b40 aHCOEEOQnGOI%OMWfaFéﬁml%m%@) nwﬁéreﬁnl\iéﬂi?@*%l\/é) N5~ R4§ i's ICl
is c is Qe nd of  Fornul a
(50) wherein %ISM%:HZ élﬁgb%? gﬁls@i %&t)) C}?SJNBVE Rad is

Hand R~e is H; 5 Ve and Hi

15 a compound of Formula (50) wherein R3 is -NHCH (Et) 2,

R%*2 is Me, R%P is H, R%*C is oMe, R?*® is Me and RrR%€

is H;
a compound of Formula (50) wherein R3 is NHCH(cPr)3,
20 R%2 is Me, R*P is H, R%C is oMe, R?? is Me and r%®
is H;
a compound of Formula (50) wherein R3 is -NHCH (Et) 2,

r%2 is oMe, RAP r4C r4d
25 is H;

R4e

is H, is OMe, is H and

a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%*3 is oMe, R?*P is H, R*C is

oMe, R%9 is H and R%® is H;

30
a compound of Formula {50) wherein R3 is cyclobutyl-
amino, R42 g OMe, r4b is H, R4C is OMe, r4d is H
and R4e is H;

35 a compound of Formula (50) wherein R3 is
N(Me) CH2CH=CH2, R%2 is oMe, R*P is H, R%C is oMe,
R4d rie

is H and 18 H;

a compound of Formula (50) wherein R3 is
40 N(Et)CHpCH=CHy, Rr%2 is oMe, R*P is H, R%C is OMe,

R4 is H and R%® is H;
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5 a conmpound of Fornmula (50) wherein R3 is N(CH2CH20Me) Pr~ Rda_is Cl, R4b
isH R~cis O, R4dis Hand R ~e is H a conpound of Fornula (50)
wherein R3 is N(CH2CH20Me) 10 CH2cPr~ Rda is Cl, R4b is H, R4c is Owe, R4d
is Hand Rde is H, a conpound of Fornmula (50) wherein R3 is
NHCH( CH3) CH~CH3~ R4a is Cl, Rdb is H Rd4c is Owe, 15 R4d is H and Rde is H,
a conpound of Fornula (50) wherein R3 is NHCH(cPr)2, Rd4a is Cl, R4b is H,
Ric is O, R~d is Hand Rde is H 20 a conmpound of Forrmula (50) wherein
R3 is N(CH2CH20Me)2, R4a is Cl, Rdb is H Rd4c is Ove, R4d is H and Rde is
H, 25 a conmpound of Fornula (50) wherein R3 is NHCH(Et)2~ Rda is Cl, Rdb is
H R ~c is OV dRigbdundd aind*d¥eils (-FO)a x&mmundziioflslzqr(ml)@;{ éﬁl-é\/\herei n
R3 is N(Et)2~ Rda ds Cl., Rdh 4is 4 H and R4 s H a
Corpound of Fornul § a %pf) \j/%er elthn SIBN(ijQ-K I‘:ltc‘°]’)vg)'MeR4e§a isi€ H png RséH R4c
js O, R4d is F an 4e is H 35 a conpound of Formul a (50)
ethylplperld 1 4d 1S d caonpound of Formul a (50)
ani no Rda ©s él dLe)r\% rfR Yl Z(ﬁad; C‘,T,erﬁd‘lﬁl le3 AS RAEL) SHRSPH, wherein
R3 is cyclobutylis le% R4c oM, omé‘b Ra4d H,s B¥S 33 omand RRAIEJ.GSHHana r¥®pound
of Formula (50) whérseiiy R3 is N(Me) CH2CH=CH2, Rd4a is Cl, R4b is H R4c is
Ove, ' R4d is F and R~e is H a conmpound of Formula (5a) wherein R3'is
N(Et) CI—IZCI—I:CI—I}CIaﬁ@dmeEbf Réhrnivel aH, (RAC wherail, RR4d si N(?ranﬂg&ﬁp‘;; H, 10
a conpounggof For 4a (50 e @it s gMcMe) QCPr =aB4a i s H,
Ric is Owve, R4d |s % Eﬁ&@lgﬁh ?g}% conggun Eornﬁ?aﬁ(%ﬁ§ %hereln R3
is N{Et)CHcPr, R4a |s Cl Rdb is H R4c is Ow, R4d is Fand Rde is H a
conmpound of Fqr N CH2c s Cl,,R4b is H,
" Rdc is Owe, R d |k‘§’l9(l§% \gz%w%ES Jrrp('@&)ﬁ a6t °F Eﬁ Ngﬁfébf V\lﬁer ein R3is
N( Me) Pr ~ ga is O isROMei s ﬁntfhslfﬁélsR@websRﬁ and Riendsr®S ++; a
conpound Fornul& (50) mhereln R3is N(Me)Et~ Rda is Cl, R4b is H Rdc is

Ove, R4d is F and Rde is H,
a compound of Formula (50) wherein R3 is N(Me)Et, g%a

is oMe, R is H, R%C is oMe, R*Y is H and R%® is
H;

20

a compound of Formula (50) wherein R3 is N(Me)Bu, gr¢2

is oMe, R*P is H, R*C is oMe, R*Y is H and R%® is
H;

25 a compound of Formula (50) wherein R3 is
N (Me) propargyl, r%® is oMe, R*P is H, RYC is OMe,
r*d is H and R%® is H;

a compound of Formula (50) wherein R3 is
30 N (Et)propargyl, r%2 is oMe, R*P is H, RYC is oMe,
R4d is H and R%® is H;

a compound of Formula (50) wherein R3 is
NHCH (CH3) CH(CH3) CH3, R%2 is oMe, R?P is H, R%C is

35 oMe, R%Y is H and R%® is H;

a compound of Formula (50) wherein R3 is N(CHCHa0OMe) -
CH2CH=CH2, R%*2 is oMe, R*P is H, R%*C is oMe, R

is H and ri® g H;
40

a compound of Formula (50) wherein R3 is
N (CH2CH20Me)Me, R%2 jis oMe, R*P is H, RYC is OMe,
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30 a coripound of Fornmula (SO wherein R3 is N(Me)Bu~ Rda is Cl, R4b is H,
Ric is OV, R4d is F and Rde is 35 a conpound of Formula (50) wherein.R3 is
N(Me)propargyl~ Rda is G, RAbis H R4c is O, RAd is F and Rde is H, a
compound of Formula (SO wherein R3 is 40 NH(CH(CH3) CH(CH3) CH3~ Rd4a is CI,
Rdb is H R4c is Ove, R4d is F and Rde is H, a conpound of Fornula (SO
wherein R3 is N(CH2CH20Me) - 34 CH2CH=CH2, Rda is Cl, R4db .is H R4c is
Ove, R4d is F and Rde is H, a conmpound of Forrmula (50) wherein Fl(s. is 5
N( CH2CH20Me) Me, Rda is Cl, R4b is H, R4c is OMe, R1d is F and Fk4e is H a
conpound of Fornul a,650) whereingB3 is N(CH2CH20Me) Et, Rd4a is Cl, R4b is H,
Ric is Ove, 10 R I & isif En@rR48 i sif; Ha conpound of Fornula (50) wherein
R3 is N(CH2CH20Me)Pr, Rda is Cl, Rdb is H R4c is_Owe, R4d is F and Rde is
H 1S a conpo@ngosPorsangifaFesmplandpel nwikgresn NREHECH20Me) CH2cPr, R ~a is
ClL, R4b is H Ric NICBYEH2RMe)ES FrRAAdiRiemes kD205 a1 compound @fe For nul &
(50) wherein R3 isRNH(gg(g-lg(}]'gH%@bBis aisCl, RAbis F, R~c. lis Ow, R d
o]

is Hand Rde is H, a conpoun For ful' & (50) wherein R3 is NHCH(cPr)2, 2~

R4a is Cl, R4b is H_ R4c i.s Owe, .RAd_is F and. Rde;is H a conpound of -
Formul a (50) ﬁh&?@?ﬁ“ﬁé P& Rﬁ’&ﬂ?&#gﬁf whegein 1'53011,5 Réb js H R4c is O,
Rad is F and Rie 3N (FE20H29MEdRBoURG® of s FoMemw | B 509 e S nsRDMNes,
NHCH(Et)2, Rda is €49 R4bui snH, RR8~iksyOVe, R4d is F and Rde is H 35 a
conpound ¥ Fornmula (SO wherein R3 is N(Et)2, R4a is Cl, R4b is H, Rdc is

OVe, R4d is FaapdmPBd@niiSck. rarmATROYEE) %gpé{wlfe(i_%o)nd(%}er&i ds
NHCH( Et) 2, R4a 40 Rie 45 OVe, R4d.is an je is H -35

l—_-ﬁ g% Rdp.is H . |
a compound of For mil'a°{£0) Ruhet & QMR8 R's  2b% HY g peris-OMsyl R Rads & C1, R4b
is H R ~c is Ow, aRddRi'S ©kHand Rde is H;

15 a compound of Formula (50) wherein R3 is
NHCH (CH3) CH2CH3, R%*2 is ome, R*P is H, RYC is OMe,
R* jis H and R%® is H;

a compound of Formula (50) wherein R3 is NHCH (cPr) 2|,
20 r42 g OMe, R4b is H, REC ig OMe, r4d is H and| r%®

is H;
i

a compound of Formula (50) wherein R3 is N(CH2CH20Mb)2,
RY2 is oMe, R?P is H, R%C is oMe, R%*Y is H ang RS
25 is H;
a compound of Formula (50) wherein R3 is NHCH(Et)2,|R4a
is oMe, R*P is H, R%C is oMe, R*d is Me and R%® is
. H; i
30 ’
a compound of Formula (S0) wherein R3 is N(Et)y, r%2 jig
OMe, R4b is H, R4C is OMe, R4d is Me and R4e is H;

a compound of Formula (50) wherein R3 is 2- :
35 ethylpiperid-1-yl, r%2 js oMe, R*P is H, RAC ils
oMe, R*9d is Me and R%® is H; |
|
!

a compound of Formula (50) wherein R3 is cyclobutyl-
amino, r%2@ is ome, rRP is H, R*C is oMe, R%9 is Me
40 and R%*® is H;

a compound of Formula (50) wherein R3 is
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S a conpound of Forrmula (50) wherein R3 is cyclobutylam no~ Rda is Cl, R4b
is H R4c is O, R4d is O and R4de is H 10 a conpound of Formula (50)
wherein R3 is N(Me)CH2CH=CH2~ R4a is Cl, Rdb is H Rd4c is Ove, R4d is Ow
and Rde is H a conpound of Formula (50) wherein R3 is 15 N(Et) CH2CH=CH2~
Rda is Cl, RAb is H R4c is Ove, R4d is O and Rde is H, a conpound of
Formula (50) wherein R3 is N(Me)CH2cPr, Rda is O, R4b is H R4c is Ow,
Rdd is F and Rde 20 is H, a compound of Formula (50) wherein R3 is
N(Et)CH2cPr, R4da is Cl, RAb is H R4c is Ove, R4d is OWv and Rde is H 25 a
conmpound of Formula (5C) wherein R3 is N(Pr)CHcPr, Rda is Cl, Rdb is H,
RA~ is OVe, R4d i & (%0 CHofHREHD,srRA2 38 aMeonaéﬁndsoﬁ ﬁ;ﬁw@ dMe0) wherein
R3 is N(Me)Pr, RAg4ds ClyRabg g4H jR4g.is O, R4d is Owe and Rie is H a
compound of Fornu a (50) wherein R3 1s N(Nb)Et Rda 35 is Cl, Rdb is H, R4c
.is O, R ~d al n f JFor mul a (50) wherein R3 is
N(Me) Bu, Réa |§ %°@4%ﬂﬁ'fé? QSS&I\T/E'% g R RIAR gRde is ' 40 H; a
corrpound f Formu E(:% }{ %ﬁ 5CER2n |é5 g¥e. Ri ?ﬁ/b}%rlbpaﬂr gylies RMe.is Cl, R4b
is H Rdc is Owve, rRA%d iiss MBMandng ‘R4esiH;H, ° a conmpound of Formula (50)
wherein R3is 5 NH (CH (CH3 ) CH (CH3 ) CH3 ~ Rda is Cl, Rdb is H, R4c is
OVe, RAd is gwbo&pauaaeofsFurmalaowpoundhefefﬁrnﬂlfb(ﬁ%ﬁeﬁdy§@$rn R3 is
N( CH2CH20Me) CHZCH:G,HZ Eé?l i s_@h, R4g SaH, .R4c i s ,. R4dis 10 F and R4de
is H a conpound FéEnitMg - (Bo) Wheflei f R3 ?SONECHECH2@N@¥%@HK¥Ma is Cl,
Rab is HOR4C is Gﬁﬁ iR4H:is OV and Rde is'H, 15 a conpound of Fornul a
(50) wherein R3 is N(CH2ZCH20Me)Et~ Rda is Cl, Rdb is H Ri4c is Owe, R4 d is
Ove and Ré4e ascempOnd oénpoundlef (5o nwheréSﬁ)Riémm i (ERTH % Pr

N( CH2CH20Me) Pr aai R4babs RAgaEs R is d Rde is H
a conpound of Forﬁ §fSéfdeV\hgreln |§ théT@%ﬁOﬁ%)Zé‘Ci%PﬁP% Rda is C1,
Rab is Rdc is &Vb iraHiis owe and Rde is H a conpound of Fornula (50)

wherein is NHCH( CH3) CH2CH3~ R4a is Cl, R4b is_H R4c is Owe, 30 Rid is
Ove and Rde pscpmpound of Formula (50) wherein R3 is N(Pr)CchPr

R42 is oMe, R s H, R is OMe, R¥d is Me and

R4e is H;

20 a compound of Formula (50) wherein R3 is N(Me)Pr, gr2a

is OMe, R4b is H, R4S is OMe, R4d is Me and R4e is

H;

a compound of Formula (50) wherein R3 is N(Me)Et, ria

25 is oMe, R?P is H, R%C is oMe, R is Me and R?€ is
H;

a compound of Formula (50) wherein R3 is N(Me)Bu, gr42

is oMe, R3P is H, RYC is oMe, RY9 is Me and R%® is

30 H;

a compound of Formula (50) wherein R3 is
N(Me) propargyl, r%2 is oMe, R%P is H, R%C is oOMe,

35 R4d is Me and R4e is H;

a compound of Formula (50) wherein-R3 is

N(Et)propargyl, r%® is oMme, RP is H,
R4d R4e

R4C is OMe,

is Me and is H;

40 a compound of Formula (50) wherein R3 is
NHCH (CH3) CH(CH3) CH3, R%2 i5 ome, R*® is H, R*C is

OMe, R4d is Me and r® jg H;
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a conpound of Fornula (50) wherein R3 is NHCH(cPr)2, Rda is Cl, R4b is H)
Ric is O, R4d is OV and Rde is H, 35 a conmpound of Fornula (50) wherein
R3 is N(CH2CH20Me)2, Rd4a is Cl, Rdb is H, Roc is OVe, R4d is Ove and Rde is
H, 40 a conpound of Fornula (50) wherein R3 is NHCH(Et)2, Rda is Cl, Rdb is
H Rdc is Owve, R4d is Ov and Rde is -37 H, a conpound of Fornula (50)
wherein R3 is N(Et)2~ R4a is Cl, Rdb is H R4c is Owve, R4d is OV and Rde’
is H a conmpound of Formula (50) wherein R3 is NHCH(Et)2, R4a is Br, Rdb is
H R4c is O, R4d is O and Rde is H 10 a conpound of Formula C50)
wherein R3 is 2ethylpiperid-1-yl, R4&'ais Br, RAb is H R4c is Owve, R4d is
Owe and-Rde is H 15 a conpound of Forrmula (50) wherein R3 is

cycl obut yl ani aosomberngdsoBr Formyla s(39)) RbteraiOR, iRIN (CHAMxoMed -Rde is H;
a conpound of For nolacfiofn, whegt &i S ~ (M) CH2 CH24d Rda is
H, R4b is H Rdc i_saove, %&dfgs.%/e@%’d 4e llés\%-’t IX? cc?r_?'pc()a:pied Fornul a -
(50) wherein R3 i siR(Me) eP8R=Crb= H¥a is Br, Rdb is H, Rdc is Ove, R4d is
Ove and R4de is H a conpound of Formula (50) wherein R3 is N(M)CH2cPr, Rda
is H, R4b isarcomeeund efeFormgla s(§0)amherin &3His30 a conpound of :
Formul a (50) wher eNRCR3CHgOME B¢ CHRAPTis R | KUY 1sREl) REHiRbmel s OVE,
Rdd is OV and Rde,ud H; agpa f Formula (50) wherein~R3 is

N(Pr) CH2cPr, Rda i§ Br?sR % ?%& ) R&%gﬁg Ove, R4d is O and Rde is H, a
conpound For ) ' is N Pr~_R4a 0 is Br, Rdb is H R4c
is Ow, Rﬂid ?sg¥k§°g§§ ﬁéhﬁég$€%£§ é?‘é céﬁﬁh@hqggf Forqyla (50) wherein
R3 is N(Me)Et~ RaaN{l H%F%”&ﬁ% o R Raes i QMevR ™ R4S Hs 4mdORge is ( 5
H a conpound of Frffluia M503nate}@iis B8 is N(Me)Bu~ Rda is Br, Rdb is H,
Ric_ is Ove, Ridis Ow and Rde is H 10 a conpound of Forrula (50) wherein
R3 is N(M) prapasgigbanB4ari Bohfuldf4bs0)s wherdddn RS @, R4d is Ove and Rde

s H 15 N (CH2CH20Me) Pr, R%2 j5 oMme, R*P is H, R%4C is oMe,
rR%*9 is Me and rR%*® is H;
a compound of Formula (50) wherein R3 is N (CH2CHo0Me) -
CHacPr, r%2 ig oMe, RP is H, R%C is oMe, R%9 is
20 Me and R%® is H;
a compound of Formula (50) wherein R3 is
NHCH (CH3) CH2CH3, R%*2 is oMe, R?P is H, R%*C is OMe,
25 R4d is Me and R4 is H;

a compound of Formula (50) wherein R3 is NHCH (cPr) 2,
r42 is OMe, R4P s H, RYC is OMe, r4d is Me and
r%® is H;

30 a compound of Formula (50) wherein R3 is N(CH2CH0Me) 3,
r%2 is ome, R?P is H, R%C 'is oMe, R?Y is Me and
r%® is H;

a compound of Formula (50) wherein R3 is NHCH(Et),, g%2

.35 is oMe, R is H, RS 1s oMe, R%D
H;

is Me and R%® is

a compound of Formula (50) wherein R3 is N(Et) 2, r32 ;g

oMe, R?P is H, RYC 1s oMe, R*d is Me and R%® is H;
40 )
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a conmpound of Forrmula (50) wherein R3is IS NH(CH(CH3) CH(CH3) CH~~ R4a is
Br, RAb is H R4c is Ov, R4d is Ow and Rde is H a conpound of Formula

(50) wherein R3 is N(CH2CH20Me) CH2CH=CH2~ Rda i s Br,

Rdb is H R4c is Owe,

Rad is 20 F and Rde is H, a compound of Formula (50) wherein R3 is

N( CH2CH20Me) Me~ Rda i s Hr,

Rdb is H R4c is Ove, RAd is Ow and Rde is H

25 a conpound of Forrmula (50) wherein R3 is N(CH2CH20Me)Et~ Rd4a is Br, R4b
is H R4c is Ove, RAd is O and Rde is H 30 a conmpound of Formula (50)

wherein R3 is N(CH2CH20Me) Pr,

R4a is Br,

Rdb is H,

R4dc is Owve, R4d is Owe

and Rde is H a conpound of Formula (50) wherein R3 is N(CH2CHZOWe) 35
CH2cPr~ R4a i 3 BompBdAqa! 8¢ HroBAG1LA S (50F v i

conpound of For mul 50) .
H Rdc is Ove, 40 %ﬁhygé:

er el | Sga N ZCH3~ .
la—ng'gje Fy Hs Mcofpourid &t Ifoardé‘mﬂl% (50)

- ] Rde is H a

is Br, R4db is

wherein R3 i s NHCHPM®; )R -89 H &dd RSTBrs M¥b is H Rdc is Ove, R4d is Owe
"and Rd4e is H a conpound of Fornula (50) wherein R3 is ~t(CH2CH20Me) 2, R4a
is Br, R4S isaH-oldound @MeFoRnhbai 65@OMavientk iy R SidHcyd gmmpaund of

Formul a (50) whereamiffd | g4AHCH( s4HRAg. |

is OMe and Rde is 10 H';e}g, c|c_)!g_|!\lﬁl")2R o
Rda is Br, R ~b isapd >
of Formula (50) wherein R3 is NHCH(Et)2~ Rda is
R4d is Ove andl FaBPPYNg; obFer®ahdo

ound of Formu
4C 18 ,

afhepsimy|

erern

4cC LS. HpodMc | s, O, . R4d
FET i el
R4d is Owvw and Rd4e is H

1S N(Et)2~
i5 a conpound

%N’b,. R4db is H FRd4c is QOw,
(

BD) wherein R3 is

2et hyl pi peti d- 1- y| N (RabCHECHACHRAIRYS 14 M4c R Gt R&4AS 3 Odmeand Rie

is,H a conpound of4&os guyfa, (5!

4evngy
Me, RAb is H R4c is Ow, R4d|sQC\]/r\£ and Rde is H

(50) wherein §3c&§¢{:\l§%)
- a

is O and Rde Ts
N(Et) CRaGHECH, R“%SF

35

20

25

30

35

40

Wt =AY mote s

R%9 is H and R%® is Me;

compound of Formula (50) wherein R3

rR%2 is Me, rAP r4c
is Me;

is H, is OMe,

compound of Formula (50) wherein R3

rR%2 is Me, rR?P is m, R%C

i1s Me;

is OMe,

compound of Formula (50) wherein R3
R%2 is Me, rR*P is H, R*C is OMe,
is Me;

(50) wherein R3

RYC is oMme, r%d

compound of Formula

is Me, R4b is H,

Me;

(50) wherein R3
R4c R4d

compound of Formula

is Me, R4b is H, 18 OMe,

Me;

(50) wherein R3
4c ;5 oMe, R4

compound of Formula

is Me, R4b is H, R

Me ;

compound of Formula (50} wherein R3

4. R3 is cycl obutyl

25 amno Rda is
a conmpound of Formul a

[ R4y is H R4c is Ove, 30 R4d
0 Paori.rruvﬁla Ziz\k;\!:,he"rsei N B is
AR iR TOMs AR ~e is H,

is N(Me)CH2cPr,

R49 is H and r%®

is N(Et)CHacPr,

r4d is H and RrR%®

is N(Pr)CH2cPr,
rR*d ig H and r%®

is N(Me)Ppr, g2

is H and R4e is

is N(Me)Et, g2

is H and R%® is

is N(Me)Bu, r%2

is H and R%® is

is

N (Me)propargyl, r%2 1s Me, R?P is H, R%C is oMe,

R4d R4e

is H and is Me;
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a conmpound of Formula (50) wherein R3 is N(Me)CH2ePr, Rda is Me, R4b is H,
Ric is OM, R4d is F and Rde is H 40 a conpound of Formula (50) wherein R3
is N(Et)CH2cPr, -40 Rda is Me, Rdb is H R4c is Owve, R4d is Owe and Rde
is H a conmpound of Formula (50) wherein R3 is N(Pr)CH2cPr, Rda is Me, R4b
is H R4c is O, R4d is O and R ~e is H, a conpound of Formula (50)
wherein R3is N(Me)Pr~ R4da is Me, Rdb is H R4c is Owve; R4d is Owve and Rde
is 10 H a conpound of Formula (50) wherein R3 is N(Me)Et~ Rda is Me, Ribis
H Rd4c is O, R4d is Ow and Rye is H 15 a conpound of Formula (50)
wherein R3 is N(Me)Bu, R4da is Me, Rdb is H, Rd4c is Ove, R4d is Owve and Rde
is H 20 a conpound of Formula (50) wherein R3 is N(Me)propargyl~ R4a is

Me, Rdb is H dJd¥=r d,@d]@ﬁ Mﬂmlsa Q¥ @anghdAein RIia conpound of Formul a

50) wh R3 LH3 B b H R4~
b, Rid 15 O ; ?8‘ i dor o et (50, Wb R (s -

N(CHZCHZ Me) CH2CH= ZLSRilaﬁﬂ% JRS’*bans H R4c is OV, R4d is 30 F and
Rde is a conmpound of Formul a (50) wherein R3 is N(CH2CH20Me) Me~ Rda i s
Me, R4b i s H dRMpPAEnAOME ForRdd a s(SONe wdmreide Ri3s ik 35 a conpound of .
Formul a (50) V\A‘IEII\H{G'HRQ-I;;)S{:H\{(W@F@ONQQE 1R | R D ipgcH; RAc is Owe,

Rad is OV and R4g, i s 40 u;rg:lof orrrula(50) ere|n§3|s
N( CHZCHZOIVE) Pr ~ %’}5 i ﬂ?}{) ngﬁ»r ‘OMe, R4d is Ove and Rde is H;

-41 orrpound of For rel R3 is N(CH2CH20Me) CH2cPr~ Rda is
Me, R4b ‘| % Ci“é‘%\‘?gtu ‘%&é"ﬂqé Jarfeerin §I§HlSaN5C§2 Mehd of
For mul a (50) Mercéichﬁ?sfﬂzs, MICCHECN®), CfAEHGs RAa RS Ma, oRdh, r$AH; RAC i's

Ove, R4d is Ove gn des jH ,ﬁo a conmpound of Formula (50) wherein R3 is
NHCH( cPr) 2~ R4a is 4b 1's Ric is OV, RAd is OWv and Rde is H a

conpound og\?gcgo %\ge%%&‘%% 3%0') vjﬂ(egg %QNEi)SZ, 15 Rda is Me, Rdb is
N(CHQC

H, R4c i
3 Me  gia R4b is H, R%*C is OMe,

lS Me,

R4d R4e

is H and is Me;

a compound of Formula (50) wherein R3 is
N{(CH2CH20Me)Et, R%2 ig Me, RAP is H, R%C is OMe,
20 R4d is H and rR*® is Me;

a compound of Formula (50) wherein R3 is
N (CH2CH20Me) Pr, R*2@ ig5 Me, R?P is H, RS is oOMe,
R4d rie

is H and is Me;

25
a compound of Formula (50) wherein R3 is N(CH,CHp0Me) -
CHacPr, R%2 is Me, R*P is H, R%C is oMe, R4 is ®
and R%® is Me;

30 a compound of Formula (50) wherein R3 is
NHCH (CH3) CH2CH3, R%2 jis Me, R*P is H, RC is OMe,

49 is H and R%® is Me;

a compound of Formula (50) wherein R3 is NHCH (Et) 2, ria

35 is Me, R%P is H, RC is oMe, r4d r4e
Me;

is H and is

a compound of Formula (50) wherein R3 is NHCH (cPr) 2,

R%42 jis Me, R?P is H, RYC is oMe, R*Y is H and Rr%®
40 is Me; -
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a conmpound of Formula (50) wherein R3 is NHCH(Et)2~ Rda is Me, R4b is H,
R~cis O, R~dis Ow and R4e is 20 H; and a conpound of Fornula (50)
wherein R3 is N(Et)2~ Rda is Me, Rdb is H Rdc is Ove, R4d.is Owe and Rde
is H 25 [2] The present invention also provides conpounds of Fornula ( 60
) R3J, NNNCH3\ \ HBC N Ar 30 FoRMX.At 60 ) and isoners thereof,
stereoi soneric fornms thereof, or -4 2 m xtures of stereoisoneric forns
t hereof , and pharnaceutically acceptable salt forns thereof, selected from
the group: 5 a conpound of Fornula (60) wherein R3 is NHCH(Et)2, Ar is

6- di met hyl am no- 4- 88k r a conmpound of Formula (60) wherein R3

i s 2ethyl pi perid-1- ylbahﬁal of §81¥'ﬁ%%ﬂ K@ nehetdd; qres :hylso |d 3-yl; a

conpound of Formul a (69 M@\heR nidF] speycy obutyl ary fcp H{Et), p4a
6- di met hyl ani no- 4- met Iy pyri d- 3-yl ; 15 a conpBlfnd Ro Ersrmzula@d(ﬁ% wherein

R3 is N(Me)CkRCHECH2, Ar is 6-di rrethyl am no-4 net hyl pyrid-3-yl; a t nmpound
of Formul a (80) mﬁ(ﬂ"@%%qﬁsw@l@ Pr 50 Ar is

6- di met hyl am no- 4- ﬁElewMﬂlpéﬁdwl,_ﬁ 8’ figedn Rarmala-(GO) wherein R3
is N(Pr)CH2cPr, Ar i F\Lg diet hyl am 0+ 4R rret hquogrud‘ﬂs yd; 2%@ corrpound of
Fornul a (60) wherein i S N( kE8) Br anar rft€ ;4

6- di met hyl am nog 4¢ yr| d-3-yl; a corrpound of Forrml a (60) V\/nerel n R3

is N(Me)Et,jgAr is 6- a?ﬁ?lﬁm-llla e dy | whd o 30 a compound of
Formul a (60) wherein '?33‘“‘?5 R«We;)sBuqe ArRats s 4 is CYClObutyJ_-
6- di net hyl ami no- 4-: retch 4y ridozy) i - 43 S H R™ is ome, pd | u

a co
mpound of Formula (50) wherein g3 ;
is

N (Me) CHyCH=CH 4a
s e 2, R*® ig Me, peb is H, ric ;
i1s H and R de is OMe; ’ o e

@ compound of For
mula (50) wh
noand o erein R3 jg
N 2CH=CHp, p4a ;_ Me, R j4 4 pac .
20 is H and rie is OMe; - F e oves

ac
ompound of Formuy]a (50) wherein g3

4a |,
R o e R4b e e is N(Me)CchPr
s , is oMe, R*d 5 gy 14 pie
25 4 compo
und
p4a of Formula (s¢) wherein R3 jg y
R™ is Me, RTP iy pac | o 2
is ome, . 15 OMe, R4d is H and rRée
4 compound
" oo of For:gla (50) wherein g3 is N(pr)cy
) . cP
R* omz Me, R®® is y, gpic OMe, R4 ;o o ajd ;;e
a compou
bound of Formula (so) wherein R3 j
. T g o 2 is N(Me)Pr, rta
iy + R™" is oMe, g44 H and rte ;
is

) wherein R3 jg N(Me)Et gp4a

' , ; ad |
. is ! S OMe, R*% jis ¥ ang rR%e ;4

a
compound of Formula (50) whereip R3

is Me, R 4b
OMe ;

is N(Me)Bu, p4a

is H, grfc ]
is OMe, R4d ;g H and rie ;4
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a conpound of Forrmula (60) wherein R3 is N(Me)propargyl, Ar is

6- di met hyl am no- 4met hyl pyrid-3-yl; 5 a conmpound of Formula (60) wherein R3
is N(Et)propargyl, pr is 6-dinet hyI am no- 4met hyl pyrid-3-yl; a conmpound of
Formul a (60) wherein R3 is 10 NH( CH( CH3) CH(CH3) CH3, Ar is

6- di net hyl am no- 4net hyl pyrid-3-yl; a conpound of Fornula (60) wherein R3 is
N( CH2CH20Me) CH2CH=CH2, Ar i s 6-di net hyl am no-4-net hyl pyrid-315 yl; a ;
conmpound of Forrmula (60) wherein R3 is N(CH2CH20Me) Me, Ar is

6- di met hyl am no- 4net hyl pyri d-3-yl; 20 a conpound of Fornula (60) wherein R3
is N(CH2CH20Me) Et, Ar is 6-di net hyl am no- 4net hyl pyri d-3-yl; 25 a conpound
of Formul a (60) V\/nerel |s 2CH OI\/E) Pr, Ar
6- di et hyl am fio=ATRA LHV{] é) r’?? FéF‘mJIa (60) wherein R3 is
N( CH2CH20Me) - BG\‘WCHWOPWQY rustmel am?foi4- mth?prgldmg yl; a

conmpound of For nulgtd 6Q) BN ELIRAR3 d Q)P,MH( CH( CH3) CH2CHS3, Ar i's .

6- di met hylsam no-4 -44 nmet hyl pyr| d- 3 yI a corrpound of 1:'ornmula ( 60 )

wherein R3 isy %&9{%{ £ #Y 34 thylpyr|d3yl 5 a
conpound of For rrul Oomhexrzé{l'n R%d s N ge

6- di met hyl am no- 4 >Pr| C?YBWL "2 3o ﬁd O#SFBFn& a {-609vaher ein R3
is NHCH(Et)2 Ar 1a}di r&rtch)ﬂ iis0-OMenret hyl pyri d-3-yl; a conpound of

Formul a (60) vvhereln R3is.N(Et)2, Ar is
6- di et hylllam a cecleprtndy |ofy Hatndrdd ; (505 whewepaurd of Fornula (60) wherein

R3 is 2ethyl pi per indtckt 613 YAH (& -cj{ metal dgebh rigag-yl; a
conpound of Fornul a (60Q (31/\here| n36 3|4§hcyclqglbglt8ylgg air;‘%ﬁ% &4 g

6- di met hyl ami no- 43 pyrﬁsdﬂsa;ﬂ Ry cdpbM&d of Fornula (60) wherein R3
is N(Me)CH2CH=CH2~ Ar js 6-dinet hyI am no- 4net hyl Byl‘l d-3-yl; 25 a conpound
of Formula (60)CSHRaUEch o3 Farmyls (G c phergini B3 is N(CH2CHz0Me) -

6- di met hylsam no- 4CH§@H%yjlnyrlg1¥aS - Med Qé#pggnﬁ o§4tF0{§m(5@e(6;Q<)d wher ei n
R3~is N(Pr)CH2cPr ~ SQldA 4ieS 6 quat hyl am no- - met hyl pyri d-3-yl;

a compound of Formula (50) wherein R3 isg
N(CH2CH20Me)Me, R42 js Me, RP is u, R%C is ome,

20 R4d is H and RY® is OMe;

a compound of Formula (50) wherein R3 is
N(CH2CH20Me)Et, Rr%2 igs Me, R?P is H, R*C is OMe,

25 R4d is H and R4e is OMe;

a compound of Formula (50) wherein R3 is
N(CH2CH20Me) Pr, R%3 is Me, R*P is m, R*C is OMe,

r%49d is H and R%® 1s OMe;

30 a compound of Formula (50) wherein R3 is N(CH2CHpOMe) -
CH2cPr, R4@ jig Me, R?P is H, RYC is oMe, RY9 is H

rie

and is OMe;

a compound of Formula (50) wherein R3 is
35 NHCH (CH3) CH2CH3, R%® is Me, R*P is H, R%C is OMe,

R%? is H and R%® is OMe;

a compound of Formula (50) wherein R3 is NHCH (cPr) 2,

R%2 is Me, R*P is H, R%*C is oMe, R%9 is H and r%®
40 is OMe;

a compound of Formula (50) wherein R3 is N (CH2CH20Me) 2,
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a conmpound of Formula (60) wherein R3is N(M)Pr~ Ar is -45 5
6- di net hyl am no- 4- net hyl pyrid-3-yl; a conpound of Formula (60) wherein R3
is N(Me)Et, Ar is s-dinethylam no-4-nethylpyrid-3-yl; ' 5 a conpound of
Formula (60) wherein R3,is N(Me)Bu, Ar is
6- di met hyl am no- 4- net hyl pyri d-3-yl; a conpound of Fornula (60) wherein R3
is 10 N(Me)propargyl, Ar is 6-dinmethylam no-4net hyl pyrid-3-yl; a conpound
of Formula (60) wherein R3 is NH(CH{ CH3) CH(CH3) CH3, Ar is
6- di met hyl am no- 415 net hyl pyrid-3-yl; a conpound of Fornula (60)' wherein R3
is N{CH2CH20Me) CH2CH=CH2, Ar is 6-di net hyl am no-4-net hyl pyrid-3yl; 20 a
conmpound of Forrul 34&6 ergap R3 j,s N&H2 Ve) Ar is 4
6- di met hyl am no- 4r’r§tﬂ.h5 )ﬁyp@d g yl }SZ%' aaﬁonb%ge'ofd\%orﬁl% a(‘?fb)R V\?her ein R3
is N(CH2CH-OMWe) Et, "Ar 1S ‘6-di net hyl ami no- 4net hyl pyrid-3-yl; a conpound of
Jormula (60) wherein i N( CH2 0 Pr.. Ar_qs.
6 et hyl ani HoSaNBPRIEpTF §3§@§ﬁf H D SRR RV 65 2@ n R3 s
N( CH2CH20M) - 46 i6HReRr R*Ar issHb- it et diyoneni REY-iethdmy HAE 35yl ; a
.conpound of Fornul @Me60) wherein R3 is NH(CH(CH3) CH2CH3, Ar is
6- di met hyl am no-45 net hyl pyrid-3-yl; a conpound of Formula (60) wherein R3
i's NHCH(cPr)2a ApmpsuGddbfieFbyhaianse) netidwne jpy RU-i3 W(EL)G a gdenpeund of
Formul a (60) wher ej 4bs . N( CH2CEH2 0OMVE) A4 | 4e |
6- di met hyjgm no- 4- Lr?ét’ @I pyrl:s\ldgl;-%? 1f:l/&'ec(%wrr‘?)’ouRnd o Eofift & (6dFf Werein R3
is NHCH(Et)2, Ar is 6-dinethylam no-4-nethylpyrid-3-yl; 15
a compound of Formula (50) wherein R3 is NHCH(Et)p, gr42
is c1, rR* is H, R%C is oMe, R*Y is H and R%® is
OMe ;

15 a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%® is c1, r*P is H, R%C is

oMe, R*? is H and R*® is OMe;
a compound of Formula (50) wherein R3 is cyclobutyl-
20 amino, R%2 is c1, rR*P is H, RYC is oMe, RYd is H
and R%€ is OMe;

a compound of Formula (50) wherein R3 is
N(Me) CHyCH=CH2, r%2 is c1, R?P is H, R%C is oMe,
25 R4d is H and R*® is OMe ;

a compound of Formula (S0) wherein R3 is
N(Et)CH2CH=CH2, r%? is c1, R*P is H, RC is oMme,

2 rR%9 is H and RY® is OMe:

a compound of Formula (50) wherein R3 is N(Me)CHgcPr,
R*2 is c1, R*P is H, R%C is oMe, R%? is H and R%®
is OMe;

35 a compound of Formula (50) wherein R3 is N(Et)CHchf,
R4 is cl, R is H, R is oMe, R*? is H and R?®
is OMe;

a compound of Formula (50) wherein R3 is N(Pr)CHacPr,

40 rR%2 is c1, rR*P is ", RYC 1s OMe, R%* is H and r%®
is OMe;
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a conmpound of Formula (60) wherein R3 is N(Et)2, Ar is

6- di net hyl am no- 4- net hyl pyrid-3-yl. a conpound of Formula (60) wherein R3
is 220 ethyl piperid-1-yl, Ar is 6- nmethoxy -4 methyl pyrid-3-yl; a conpound
of Formula (60) wherein R3 is cyclobutylamno, ,~~_is 6- nethoxy

-4-met hyl pyrid-3-yl; 25 a conpound of Formula (60) wherein R3 is

N( Me) CH2CH=CH2, Ar is 6- nethoxy -4-nethylpyrid-3yl; 30 a conpound of
Forrmul a (60) wherein R3 is N(Et)CH2cPr, Ar is 6- nethoxy

-4-met hyl pyrid-3-yl; -47 a conmpound of Formula (60) wherein R3 is
N(Pr)CH2cPr, Ar is 6- nethoxy -4-nethylpyrid-3-yl; a conpound of Fornula
(60) wher ei m RPTRONIdE) PrEoypuis 650 nethrixgin Rheth\ (enir: 398 a
conpound of Fornu 0)p4th [ qs; Etgadir; 6- t4lagoxy

- 4- et hyl pyri d- 3- if é?o % cg{rr%oﬁun?qof %é:%%’a R '60) év\k?er el’h i*$ N(Me) Hu,
Ar is 6- nethoxy - - et hyl pyri d-3-yl; a conmpound of Formula (60) wherein R3

is N(Me)pro I$F G j;’g)x 4- 4 d-3 a cqrgpound of
Formul a 60%\/\%%&@“ éf 0@ pro ysmrg“{/%%&w g lﬁﬂ%&

- 4- et hyl pyri d- 3yis @b é?comrﬁ)dhd R) Fat ey ighér end R3S gs

NHCH( CH3) CH( CH3) (¥%e: Ar is 6- methoxy -4 methyl pyrid-3-yl: 25 a conpound of

Formula (60) wherein R3 is N(CH2CH20Me) CH2CH=CH2, pr is 6- mnethoxy
_4- et hyl pyra ESugeundy fo sl aof (50Or mhiergig)R Intisr & (MeRBu s p4a

N( CH2CHAQVE) Ve, Al i@ 6gp¥tethoxy -famgth righd3 | @@p nd of
For nul a ( 60) V\/ner@i@ K3 is -48 N( Célﬁ%(]—l?gil\%) Et, ,:Zi\r% ?Isagé 4 qul
-4-met hyl pyrid-3yl; a conpound of Fornula (60) V\/nerei n R3 |s 5

N( C|'|ZC|‘|20'\/E)aPrconﬁ501lx§d &t MRIhRNY - (soTebME R &33Yls
N(Me)propargyl, r%? is cl, R*P is H, R%C is OMe,

15 R%d is H and R%® is OMe;

a compound of Formula (50) wherein R3 is
N(Et)propargyl, r%? is ci1, R?P is H, R%C is OMe,

r%9 is H and R%® is OMe;

20
a compound of Formula (50) wherein R3 is
NHCH (CH3) CH(CH3) CH3, R%*2 ig c1, rR?P is H, R%C is
oMe, R*? is # and R%® is OMe;

25 a compound of Formula (50) wherein R3 is N(CH2CHoOMe) -
CH2CH=CH2, R%2 ig cl, R*P is H, RS is oMe, rR%Q is
H and R*® is OMe;

a compound of Formula (50) wherein R3 is
30 N(CHaCH20Me)Me, R%3 is c1, R?P is H, R*C is omMe,

r49 is H and R%® is OMe;

a compound of Formula (50) wherein R3 is
N(CHz2CH20Me)Et, R%*2 ig c1, R*P is H, R%C is oMe,
35 R*? is H and R%® is OMe;

a compound of Formula (50) wherein R3 is
N(CHpCH20Me) Pr, r%2 js c1, R?P is H, R%*C is OMe,
R4d rée

is H and is OMe;

40
a compound of Formula (50) wherein R3 is N(CH2CH;0Me) -

CHacPr, r%2 jis c1, R*P is H, RYC is oMe, R%Y is H
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a conmpound of Formula (60) wherein R3 is N(CH2CH20Me) CH2cPr, Ar is 6-
nmet hoxy -4-nethyl pyrid-3-yl; 10 a conpound of Formula (60] wherein R3 is
NHCH( CH3) CH2CH3, Ar is 6- nethoxy -4-nethyl pyrid3-yl; 15 a conmpound of
Forrmul a (60) wherein R3 is NHCH(cPr)2 Ar is 6- nethoxy -4-nethyl pyrid-3-yl;
a conpound of Fornula (60) wherein R3 is N(CH2CH20Me) 2, Ar is 6- methoxy
-4-net hyl pyrid-3-yl; 20 a conpound of Fornula (60) wherein R3 is NHCH(Et)2
Ar is 6- methoxy -4-nethyl pyrid-3-yl; a conpound of Formula (60) wherein R3
is N(Et)2, Ar is 25 6- nethoxy -4-nethyl pyrid-3-yl; a conpound of Formul a
(60) wherein R3 is 2ethylpiperid-1-yl, Ar is 4-nethoxy-6-nethylpyrid3-yl;
30 a conpound of Forn%Ga4@50) wherein R3 is cyclobutylamno, Ar is
4- met hoxy- 6- net hyl p@dRs-yAs O¥67 3 conpound of Fornula (60) wherein R3
is N(Me)CH2CH=CH2, Ar is_ 4-nethox -6-nethy|pyr[d-3gl; 5 a conpound of
Fornul a (60) wiersfMporaid-iof Fermplapispy wherpin R3 is
4- met hoxy- 6- net hy| py¥CE-(SHpl) CHaCHanpaflRd ief cEor RBPai £6Q) wherginops is
N(Pr)CH2cPrs Ar is ﬁAdEE@o&y-ganﬁnbykgyﬁhg:S-yl; 10 a conpound of Fornul a
(60) wherein R3 is N(Me)Pr, Ar is 4-nethoxy-6-nethylpyrid-3-yl; a conpound
of Formul a (60) [ i Et o A 1s_ 15 .
4-nethoxy-6-nef%$?§§§#%ﬁg§fl?ogkﬁgépéaﬁ w?eﬁg%ﬁuﬁg.fﬁéﬁHG%é?%¥%PFB IS
N(Me)Bu, Ar is 4-meRA6xy-s6Cket RyPpysi 8, 3RJF; 1800Me corPdune Bfakrrhf a
N(Nb)propargyl, yl; 16 ey wherein R3 is Ar is 4-nmethoxy-6-nethylpyrid-3 a
conmpound of OFor mul a (60) wherein R3 is 25 NHCH(C}B%C}KC}B)C}B, Ar is
4- met hoxy- 6net ky kpppodng- pif; Farooipodhd) owhEveim| RS (50)N (ies @HFOND 4 S
N(CHZCHZONE)CHZCH:CEEpgﬁg b§'4Rabt§QXﬁ:6Rnetle@g&ldéﬁdyié ﬁ“%nd rée

is e;

15 a compound of Formula (50) wherein R3 is NHCH(Et),, gr4a

is c1, R%P is H, R%C is oMe, R%9 is H and R?® is
OMe;

a compound of Formula (50) wherein R3 is N(Et)p, g4a jg
20 c1, R is H, R*C is oMe, R*? is H and R%® is OMe;

a compound of Formula (50) wherein R3 is NHCH(Et);, g%a
is c1, r*P is u, R%*C is oMe, R*Y is H and R%® is
25 i
a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%4@ jig c1, rR*P is H, RYC is
oMe, R%*d is H and R%® is H;

30 a compound of Formula (50) wherein R3 is cyclobutyl-
amino, r*® jig c1, R*P is H, R%C is oMe, R%Y is u

4e

R

and is H;

a compound of Formula (50) wherein R3 is
35 N(Me)CH2CH=CH2, R%® jg c1, R*P is H, R%C is OMe,

R*d is u and R%® is H;

a compound of Formula (50) wherein R3 is
N(Et) CHaCH=CHz, R%2 is c1, R?P is H, R%C is OMe,
40 R%9 is H and R%® is H;

a compound of Formula (50) wherein R3 is N (Me) CHacPr,
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a conmpound of Formula (6G wherein R3 is N(CH2CH20Me) Me, Ar is

4- met hoxy- 6- net hyl pyrid-3 -50 yl; a conpound of Formula (60) wherein R3
is N(CH2CH20Me) Et, Ar is 4-nethoxy-6-methyl pyrid-3Y1l: a conpound of Fornul a
i 60) wherein R3 is N(CH2CH20Me) Pr, Ar is 4-nmethoxy-6-nethylpyrid-3yl: 10 a
conmpound of Forrmula (60) wherein R3 is N(CHzZCH20Me) CH2cPr, Ar is

4- met hoxy- 6- nmet hyl pyrid-3-yl; a conpound of Fornula (60) wherein R3 is 15
NH( CH( CH3) CH2CH3, Ar i s 4-net hoxy-6-net hyl pyrid-3yl; a conpound of Fornul a
(60) wherein R3 is NHCH(cPr)2, Ar is ~-methoxy-5-nethylpyrid-3-yl; 20 a
conpound of Fornul 24460 ereim R3 1 s MLCH2CH20Me Ar is

4- met hoxy- 6- et hylﬁ}r j ]ﬁ'g % ;ﬁa dﬁrﬂ%’ur{%( of* SEEMRu| éaflG@? Bhandi R*R3 is
NHCH(Et) 2, Ar 2~ is™ 6-'nethoxy -~-nethyl pyrid-3-yl; a conpound of Fornula
(60) wherein R3 is N(Et)?2 r i s 4-pethoxy-6-nethyl pyrid-3-yl; 30 a
conpound of I—aorcfﬁﬂ‘%o%%%f%w@@?‘ﬁl%{?@ Z%{Vq’r’fllﬁi Bgr ig- ¥{EE) %@CP!-?, .
4, 6-di met Byl pyri d-8*91is 11, R4 cosmoumd Sofi sFomayl a4060) whergi RI®3 s

cycl obutyl am no, AkrsiH; 4, 6-di nmet hyl pyrid-3-yl; a conpound of Formnula (60)
wherein R3 is 5 N(Me)CH2CH=CH2, Ar is 4,6-dinethylpyrid-3-yl; a conpound -of
For mul ad( 6]9) a/\/rterlsnlmaslgrRB afs Hd(riniyIGH2(=RY), wge:i)ean4g@- dsnetby) eys &P 3-yl; 10 a
conpound of Fornu 60 ergit R3 | s _MePr) CH2CPr 44vr . i s y

4, 6- di metjpy! pyri d- Syélg aél@or%?ouﬂtf 3{‘ Ror m}PaOﬁ%O)Rth'%iIiII mdi%‘l?\l( Me) Pr,
Ar is 4,6-dinmethylpyrid-3-yl; 1S a conpound of Fornmula (60) wherein R3 is

NCMEYEL AT TS bReglltRt DF Rfind Yl50) wherein B3 is N(Me)pr gia
is c1, R® is H, R%C is oMe, R%Y is H and R%® is

H;
15
a compound of Formula (50) wherein R3 is N(Me)Et, g4a
is c1, R*P is u, R%C is oMe, R%Y is H and R%® is
H;

20 a compound of Formula (50) wherein R3 is N(Me)Bu, g4a

is c1, R?P is H, R%C is oMe, R%Y is H and R%® is
H;

a compound of Formula (50) wherein R3 is
25 N (Me)propargyl, r*® js c1, R*P is H, RC is oMe,

r%d js H and R%® is H;

a compound of Formula (50) wherein R3 is
N(Et)propargyl, r%? is c1, R*P is H, RYC is OMe,
30 R4 is H and R*® is H;

a compound of Formula {50) wherein R3 is
NHCH (CH3) CH(CH3) CH3, r%*2 jg c1, R*P is u, RS is

35 OMe, R4d is H and R4e is H;

a compound of Formula (50) wherein R3 is N(CHCH,OMe) -
CH2CH=CH2, R*® jis cl, R*® is H, R%C is oMe, R?Y is
H and R%® is H;

40 a compound of Formula {50) wherein R3 is
N(CHaCHaOMe)Me, R%2 j5 c1, R?*P is H, RYC is OMe,
R4d rie

is H and is H; .
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a conmpound of Forrmula (60) wherein R3 is N(Me)Bu, Ar is 20

4, 6-di met hyl pyrid-3-yl; a conpound of Fornula (60) wherein R3 is

N(Me) propargyl, Ar is 4,6-dinmethyl pyrid-3-yl; 25 a conpound of Fornula (60)

wherein R3 is N(Et)propargyl, Ar is 4,6-dinmethylpyrid-3-yl; a conpound of

Formula (60) wherein R3 is NHCH(CH3)CH(CH3)CH3, Ar is

4, 6-di met hyl pyrid-3-yl; 30 a conmpound of Fornula (60) wherein R3 is

N( CH2CH20Me) CH2CH=CH2, Ar is 4, 6-di net hyl pyrid-3-yl; , -52 a conpound of

Formul a (60) wherein R3 is N(CH2CH20Me) Me, Ar is 4, 6-dinmethyl pyrid-3-yl; 10

5 a conpound of Formul a (60) wherein R3 is N(CH2CH20Me) Et, Ar is

4, 6- di et hyl pyr or wherein R3 is

N( CH2CH20ME) oF ’:g“‘é&{hﬁgﬁ HP{RﬁTg ,ﬁo’; rgglleal;gb pbund, of Formul a (60)

wherein R3 is N(CH @E@ ? ’g\ |%S4C%~dirret¥ﬁ/ll'byrﬂ - 3.5/I0Mes conpound

.of Formula (60) whef@ipsR8 aﬁdlﬁ NI-EZH(;Q-B) CH2CH3, Ar is

4, 6-di met hyl pyrid-3-yl; a conpound of Fornula (60) wherein R3 is

\ThHCH(_cPr)Rgs_AéNbamﬁo@ndiaﬁt h&kﬁulédéf%b’gwhé’ﬂaﬁm g@meund of Fornul a (30)f
erein is is i Wy o .a conmpound o

Formul a (60) mhe?c;ﬁ é&?égNHéﬁl(‘ 2 AP @'4 ’Tﬁa?’h yrllf QN{H) 25 a

conpound of For nmul & ?69? Bhendi R $§{N(Et)2 Ar is

4, 6- dlnethylpyrld 3-yl; a conpound of Fornula (60Q) wherein R3 is 2 30

et hyl pi peri d- & 9¢mp¢mndsoé Boginuda h{3 @y rihe@ei ;R4 ico RSk HYOMed-nul a ( 60)

wherein R is CyCI@@y&ﬁfI r® is Cl, R4p is H, RYC is OMe, r%d is H

and R%® is H;

a compound of Formula (50) wherein R3 is
NHCH(CH3) CH2CH3, R%2 is c1, R*P is H, R%C is oMe,
15 R*d is H and R*® is H;

a compound of Formula (50) wherein R3 is NHCH(cPr)g,
R4 js c1, rR* is H, R%C is oMe, R%*? is H and r%®
is H;
20
a compound of Formula (50) wherein R3 is N(CH2CH20Me)g2,

R%2 is c1, R is u, r%C 4d 5 H and Rr%®
is H;

is OMe, R

25 a compound of Formula (50) wherein R3 is NHCH (Et) 2, rta

is Cl, R4b is H, R4c is OMe, R4d is H and R4e is
H;

a compound of Formula (50) wherein R3 is N(Et) 2, R4a

30 is c1, R4b is H, RYC is OMe, R4d is H and R%*® is H.

a compound of Formula (50) wherein R3 is NHCH(Et)y, Rr%2

is c1, rR?P is H, R%C is oMe, R34 re
H;

is F and is
35
a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%2 ig c1, R?P is u, RIC is

OMe, R4d is F and R4e is H;

40 a compound of Formula (50) wherein R3 is cyclobutyl-

amino, r42 jis c1, R*P is H, R%C is oMe, R*Y is F
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amno, Ar is 2,6-dinethylpyrid-3-yl; a conpound of Formula (60) wherein R3
is N(Me)CH2CH=CH2, Ar is 2,6-dinethylpyrid-3-yl; 5 a conpound of Fornmul a
(60) wherein R3 ,is N(Et)CH2cPr, Ar is Ar is 2,6-dinethylpyrid-3-yl; a
conpound of Forrula (60) wherein R3 is N(Pr)CH2cPr, 10 Ar is Ar is

2, 6-di net hyl pyrid-3-yl; a conmpound of Fornula (60~) wherein R3 is N(M)Pr,
Ar is 2,6-dinmethylpyrid-3-yi; 1S a conpound of Formula {60) wherein R3 is
N(Me)Et, Ar is 2,6-dinmethylpyrid-3-yl; a conmpound of Forrmula (60) wherein
R3 is N(Me)Bu, Ar is 2,6-dinethylpyrid-3-yl; 20 a conpound of Fornula {60)
wherein R3 is N(Me)propargyl, Ar is 2,6-dinmethylpyrid-3-yl; a conpound of
Formul a (60) wher iy e 3_825; NH( CH( CH3) CH(CH3)CH3, Ar is

2, 6-di et hyl pyri d- 3y| a corrpound of Formul a (60) vvherel n R3is

N( CH2CH20Me) GH2 G h)y\(‘)eh%\gﬁlq‘ i—:; 30 a compound of

Fornul a (60) wher éﬂug stsdl t hyl pyrid-3-vi;
-54 a(cogrpound%@leg%ﬁd\l R\/\,herltﬁ F1 R3Ri4|§ N(SCIHZCH M@%Eg&eAr |sy

2, 6-di net Ryl pyri d-R?dyln,s ¥ amtdo &urdd of; Forrmul a (60) wherein R3 is .
N( CH2CH20Me) Pr, Ar is 2,6-dimethyl pyrid-3-yl; a conmpound of Formula (60)
wherein R3 | s NOGHGH2DME) Gd2alila AS0)S whebedinmeBhylspyri d-3-yl; 10 a

conpound of For mulngHO @y \WaeegiN al § NHCH ACA, 2, 6-di net hyl
pyrid-3-yl; a conpqynd of2 FOF%L} B(QGOES’V\/Eelr‘el&n Ré’ CH%CH(&ﬁr?% “Ar 15 is

2, 6-di metygyl pyri &‘-3-3?1 a@ﬁ’nﬁoundso ‘Fornmul a (60) wherein is
N( CI-lZCI—lZdIVE)Z Ar is 2, 6 di et hyl pyri d-3-yl; 20 conpound of Formul a (60)
wherein R3 i & HH@H@EPFZOfAPOirg‘U aG-‘éPr)ref’h?IreB}lr - 3syN:(Mgh@HacBoppound of
Formul a (60) wherg%® B3 ic3,NREP) 25 A R9C2:6- et k- pyr bd;33vk4e

is H;

15 a compound of Formula (50) wherein R3 is N(Et)CHacPr
R*2 is c1, R*™ is u, R*C is oMe, R?*? is F and Rr%®
is H;
a compound of Formula (50) wherein R3 is N (Pr)CH2cPr,
20 rR%2 is c1, R*P is H, RS is oMe, R%? is F and R%©
is H;
a compound of Formula (50) wherein R3 is N(Me)Pr, gr#%a
is c1, R*™P is H, R%C is oMe, R? is F and rR%® is
25 H;
a compound of Formula (50) wherein R3 is N(Me)Et, gr42
is C1, R4b is H, r4C is OMe, R4d is F and Rr%® is
H;
30

a compound of Formula (50) wherein R3 is N (Me)Bu, gr42
is c1, R*P is H, RS is oMe, R*Y is F and rR%® is
H;

35 a compound of Formula (50) wherein.R3 is
N(Me)propargyl, r%2 is c1, R?P is H, R%*C is OMe,
r4d is F and R%® is H;

a compound of Formula (50) wherein R3 is
40 NH (CH(CH3) CH(CH3) CH3, Rr%2 is c1, r%P is u, RYC is

OMe, R4d is F and rR%® g H;

a compound of Formula (50) wherein R3 is N(CH2CHpOMe) -
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25 [33 Specifically preferred conpounds of the present invention include
conpounds and isoners thereof, stereoisoneric forns thereof, or m xtures of
stereoi sonmeric forns thereof, and pharnaceutically 30 acceptable salt forns
t hereof, wherein said conpound is selected fromthe group:
4-((2-butyl)am no)-2, 7-di met hyl -8-(2-nmethyl -4 -SS
nmet hoxyphenyl )-(1, 5-a] -pyrazol o-1, 3, S-tri azi ne;
4- ((2-butyl)am no)-2, 7-di met hyl - 8- (2, 5-di
nmet hyl - 4nethoxypheny|) (1,5-a]-pyrazolo-1,3,5-triazine; 5
4- (( 3- pentyl)anlnoE Cﬁ glneth g 8-(2,5- d| thyI 4met hoxyphenyl ) - (1, 5-a] - py
razol o-1, 3,5-tri azi Hé K?B Bent §B) i nEjl 2ig-Hj netfyl g GoMel- netdy) 5 410
met hoxyphenyl ) -[i, B- ahdprf@zokoxl, 3, 5-tri azi ne;
4- (N—cyclopropylnethyl N—propylanlno) 2 7- d|nethyl8-(2-nethy|-4-nethoxyphen
yl)-[1,5-a]-psread @u&d305tfb

is

4- (N-cycl 0§propyl meﬁk‘u(yll{ 01 5 %yﬂ,‘éim g@& 2 d| nmet hyl - 4- met hoxy

phenyl)-[1, 5-a] pyrﬁ& is OMe,

4-(N-al |yl - N-(2- nek oxy%tﬁ’lyﬂﬂ)@mﬁ n%)l@ 7 d| rret hyI 8(2 rret hyI 4- met hoxyphenyl

)-(1,5-a]-pyrazolo-1,3,5 triazine; 4-(

N-al |yl -N-(2- ﬂe@m\@tﬁwﬁ aﬁ‘mnm.)l& 5 ahi rmﬁdf};érrBZ@ (1%

5-di met hyl - 4- net haX (GHECHIQMe) Etl, R_Biaa]]h g @lcazl neM

4, gfjlsaltlr?ng)?lmngo) éRﬂddl JTed h‘%d %4@2 et} yI 4’rret hoxyp én ¢€, M8} - pyrazol o-

4-(d|aIIyIan1 0 - di net hyl - 4net hoxyphenyl ) - (1, 5-a] - pyraz

ol o- trla{;zcl)or?? 0%‘ ““N—a( chr?ét fbsereimy IRParkieno) - 2, 7- di net hyl - 835

(2 hyI 4- netho ZPM?ﬂ B, aR‘fyriaz al1q- &%, ¢ gSbr4c gFigﬁgne and 4-(
N-et hyl -N-(2-neth h@yb)&ﬂun@ﬂé?ug di.nmet hyl - 8(2,5-dinethy - 4-mét hoxypheny

1)-[1,5-3-pyrazol o5 1,3,5-triazine. [4) The present invention further

provi des COnﬁouﬁﬂid%hdF%E”f:%mhig)(Soibwhereln R3 is N(CH;CHpOMe) -
HchZé R™ is c1, R*® is H, R*® is oMe, R%d js F
and R is H;

20 a compound of Formula (50) wherein R3 is
NH(CH(CH3)CHaCH3, R%2 j5 c1, R?P is F, RYC is OMe

R4d is H and R4e is H;

a compound of Formula (50) wherein R3 is NHCH(cPr),
25 R*® is c1, R*® is H, R*C is ome, R% is F and RiC
18 H;
a compound of Formula (50) wherein R3 is N (CH2CH20Me)
4a . 4b . 4c ’
R*® is €1, R*® is H, R¥C is oMe, rR%d ; de
30 fe b ‘ s F and R
a compound of Formula (50) wherein R3 is NHCH(Et) g4a
1
is c1, rR%P jg H, RC is oMe, r% is F and rR%C® jg

H;
35
a compound of Formula (50) wherein R3 is N(Et)y gr4a
is c1, R* is H, R 15 oMe, R?d is F and R%® is u.
a compound of Formula (50) wherein R3 is NHCH(Et) 5 g4a
40 is C1, R4b is H, rRiC 1s OMe, R4d is OMe and Rr%® is

H;
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R3 R H3 10 R4c FORMJULA (70) a R4b 15 and isoners thereof, stereoi.soneric
forms thereof, or mxtures of stereoisoneric forns thereof, and
pharmaceutically acceptable salt forns thereof selected fromthe group: 20
a conmpound of Formula (70) wherein Ris Cl,~R3 is-NHCH(n-Pr)2~ Rda is .M,
Rdb is H R4c is Me, R4d is H and Rde is H, a conmpound of Formula (70)
wherein R.is Cl, R3is 25 NHCH(CH20Me)2, Rd4a is Me, RAb is H Rd4c is M,
R4d is H and Rde is H, a conpound of Fornmula (70) wherein Ris Cl, R3 is
N(CH2CH20Me) 2~ Rda is Me, Rdb is H, R4c is Me, R4d 30 is Hand Rde is H,
-57 a conmpound of Forrmula (70) wherein Ris Cl, R3is -N(cPr)(CH2CH2CN) ~
Rda is Me, Rdb is H R4c Ls_Me 4d 1 s, Hand Rde. s H_ 5 a conpound of
Formul a (70) %\h‘é‘?‘&?‘ﬁuﬁéi gkcf?“ﬁéf{?s‘%ﬁpm%lm is Cl, R4b is H, Rac
is Me, R4d i s H anBthMéPiBerid-h-¥bnphthdi®fClo dst #Q) Ritffedsin Ris C1,
R3is 10 NHCH(CHZ@&@)2R4@M§si§MgJan&M§ﬂ¢si§inMc is M, Rdis Hand Rde.
is H a cdnpound of Forrmula (70) wherein Ris Cl, R3is NHCH(Et)2, Rd4a is

Cl, Rdb is H, .R. i i 5 s | S3H;; of Formul a
(70) wher ei n %Rfé&%&iﬁnggof%grﬁ’él& (so7 %%d% blisgcggq%%%?% Me, R4d is

aN(Et) 2~ | S Me, ) ; . ,
H and Rde is H Zoagiggngﬁﬁndl%féﬁorgﬂilgal?ﬁ') Wﬁgr@i MR & %1,1SR§MFS
-N(nPr)(CHZCHZCN)~aﬂmaR? Me HRAb is H R4c is Me) RAd is H and Rd4e is H,
25 a conpound of Formula (70) wherein Ris Cl, R3 is -N(nBu)(CH2CH2CN) ~ Rda
is Me, R4ID i saHomdouhd OE, FRAdulai $5¢) awltefbio iR$ s a conmpound of Fornul a
(70) wherein R is QlmeRBHbEHIOHN -k CH( s RF) ( GEOYR) i RRAC § Mgy RAD is H
Ric is Me, R4d is Hagnd Rde is 5{ @eCOﬁﬁ?ynd of Formula (70) wherein Ris
Cl, R3 is NHCH(Et)®; RA§ ?@ew’é‘,‘ Rib i$H' ' R4c is OV, Rad is 35 H and Rde

is H
a compound of Formula (50) wherein R3 is
15 N(Et)CHaCH=CH2, R*2 is cl1, R*P is H, R%C is OMe,
R4d is OMe and R4e is H;

a compound of Formula (50) wherein R3 is N (Me) CH2cPr,
r%2 ig c1, r4b r4c r4d rie
20 is H;

is H, is OMe, is F and

a compound of Formula (50) wherein R3 is N(Et)CHacPr,

R42 is c1, rR%P is H, R?C is oMe, R?*Y is OMe and
R4e is H;
25

a compound of Formula (50) wherein R3 is N(Pr) CHacPr,

r42 ig c1, R%P is H, R*C is oMe, R%Z
R4e

is OMe and
is H;

30 a compound of Formula (50) wherein R3 is N(Me)Pr, r42
is c1, R*®P is H, R%C is OMe, r%4d is OMe and R%€ is
H;
a compound of Formula (50) wherein R3 is N(Me)Et, r4%a
35 is c1, R* is H, R%*C is OMe, rR49 js oMe and R?€ is
H;
a compound of Formula (50) wherein R3 is N(Me)Bu, g2
is c1, R is H, RYC is oMe, R is oMe and R?® is
40 H;

a compound of Formula (50) wherein R3 is
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40 a conpound of Forrnmula (70) wherein Ris Cl, R3 is NHCH(CH20Me)2, Rda is
Me, Rdb is H R4c is Ove, R4d is Hand Rde is H, a conmpound of Fornula ( 70
) wherein Ris Cl, R~is ( S) -, -58 NH( CH2CH20Me) CH20Me, Rda is Me,
Rdb is H R4c is Me, R4d is H and Rde is H, a conpound of Formula (70)
wherein Ris Cl1, R3is 5 NH(CH2CH20Me) CH20Me, Rd4a is Me, R4b is H, Rdc is
Me, R4d is Hand R4e is H a conpound of Formula (70) wherein Ris Cl, R3
is N(CH2CH-Owe)2, Rda is Me, Ribis H R4c is Cl, R4d 10 is H and Rde is H;
a conmpound of Forrmula (70) wherein Ris Cl, R3is NH(Et)~ Rda is Me, R4b is
H Rdc is M, R4d is H and Rde is H 15 a conpound of Fornula (70) wherein
Ris Cl, R3 is NHftHe)BrpparBda i pibk; R4 i 4b1¥%Q (§nd%%?Fgﬁ%i s H and

, is '

Rde is H 20 a conpeund For ae(YO) mhereln
NHCH( CH20Me) 2, R4§B %811945 Eu H Mclis 0, R4dis Hand Rde is H a

conmpound of Formula (70) whe re|T Ris Cl, R3 |s:£3) 25 NH( CH2CH20Me) CH20Me,
Rda is Me, RApCPEPQU 48f Eoppulpy, {SPL vhexpim®’ ixs H a conpound of

Formul a (¥0) vvheréTﬁr(Cﬁ(FB‘BC@H(RB:WgHNH(ﬁ-‘&&Q@\E,)Gl—ﬁbl\itsg RAR4S iMe, R4b s
H R4c is 30 Cl, Bfd, i g*® andoRdeahg k#ea cqppound of Formula (70) wherein
Ris Cl, RBis -N(n Pr)(CHZCH2CN)~ R ~a is M, R4b is H R4c is Ove, R4d is

N 2, Raa PocREpdasd B@rrﬂggﬁglgf (58 g Jﬁmerﬁ*@fﬁ 6@0&%>4§3 2
conpound of For muFH2CH76Hy, ~BhereanR|1§ 1is B |Rs i%) OMe,

NH( CH2CHPOMe) CH20We hnB r4Ci $5C; R4b is H, Rdc is -59 Me, R4d |s H and
Rde is H a conpound of Formula (70) wherein Ris Cl, R3is
NH( CH2CHZOMe ) CEGRBLInB43 | Bokdh 1 BAD505 dhe MM I8 is

N(CHoCHoOMe)Me, R%2 jis c1, R*P is H, R%C is OMe,

R4d rée

is OMe and is H;

15
a compound of Formula (50) wherein R3 is
N(CHpCH20Me) Et, R4® js c1, R%P is H, R%C is oMe,
r4d is oMe and R%® is H;

20 a compound of Formula (50) wherein R3 is
N(CH2CH20Me) Pr, R3 ig c1, R*P is H, RS is oOme,
r%9d is oMe and R?€ is H;

a compound of Formula (50) wherein R3 is N(CH2CH,OMe) -
25 CHacPr, R42 js c1, rR*P is H, R%C is oMe, R%9 is
OMe and R*® is H;

a compound of Formula (50) wherein R3 is
NHCH (CH3) CH2CH3, Rr*2 is c¢1, R?P is H, R%C is OMe,
30 R*d is OMe and R*® 1s H;

a compound of Formula (50) wherein R3 is NHCH (cPr) 2,

r%® jg c1, R%P is H, RY*C is OMe, R*9 is OMe and

r%® is H;
35

a compound of Formula (50) wherein R3 is N(CH2CH20Me)g:,
r%2 is Cl, R4b is H, RC is OMe, R4d is OMe and
R4e is H;

40 a compound of Formula (50) wherein R3 is NHCH(Et), Rr42

is c1, R*P is H, RS is oMe, R*? is OMe and R%® is
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Me, R4d is Hand Rde is H ~ 10 a conmpound of Fornmula (70) wherein Ris Cl,
R3is- NE)2) R~ais CG, RAbis H R4c is M, RAdis Hand R ~e is H
a conmpound of Formula (70) wherein Ris Cl, R-is -N(cPr}(CH2CH2CN} ~ Rda i s
Me, RAb is H Rd4c is Ove, RAd is Hand Rde is ~H, 15 a conpound of Fornul a
(70) wherein Ris d, R3is -N(cPr) (CHCH2CN} , R~a is Cl, R~ b is H,
R~cis M, R4d is Hand Rde is H a conpound of Formula (70) wherein Ris
Cl, R-is -NHCH 20 (n-Pr) (CH-OW) , R~ais Me, Rdbis H, R4c is O, ~l e,
Rdd is H and Rde is H, a conpound of Fornmula (70) wherein Ris Cl, R-is
-NHCH (n-Pr) (CH20Me) , R~ais O, Rdb is H Roc is Me, R4d is H and R ~e
is H a conpound oH;Formula (70) wherein Ris Cl, R3is NHCH(Et}2, Rda is
Br, Rah is H Roc is OV, R4d is O and R~ a i s H; 30 a conmpound of
Fornmul a ! 70) whebepouldi 6f rdriB1la s (MICHEEYin R i rB(Etf%ﬂbV&]& H Roc is
O, R~d is Hand Rye is F% , 35 a conpound of Formula (74)" wherein Ris,
Cl, R3 is N(CHZCH20&EI2;- R48 is ®r , R¥his some, REtdise Qe @ H4S H and Rde
is H a cogpound of ;Fgrmula (70) wherein Ris Cl, R3 is 40 NHCH(CH-Ow) 2,
R~ais Br, R4b is ﬁ, R4c is Ove, R4d is Hand R4e is HL ~4_  a conpound
of Formula (70) wherein Ris Cl, R3is N(Et)2~ R4da is M, Rdb is H R4c is
Cl, R4d is H an ] ; d 0 (7 in Rjs Cl, R3
is N(Et)2~ % iqgﬁé%‘h%%‘f'?ﬁf‘&%g, 1S d%%‘?fﬁq{ﬁ%a ‘(ﬁ\/e%%%%ieh &Y a
conpound of Formul as(¥0) Bhert$ HRRS™ Gls 08 R0 NeDK Bn@R%Uas s Cl,
R4b is H ,R4c is ¥k, R4d is Ove and Rde is H a conpound of Fornula (70)
wher ei n F% s Cl, R~ is N(CH2CH20Me) 2~ Rda is Cl, Rdb is H Rd4c is Cl, R4d
15 is H and Raecpspepnd ednbormelaf (FOr mherdiro)RwHer &in Ris Cl, R3 is
NHCH( CH20Me) 2~ RbaetbyIBipedbdis-1H,, RAP iss Gy, REP iss i andtR4e is H 20 a
conpound of For nmul 70)4ahgy el ' R3.1s N(Pr)(CHZCH2CN), Rd4a is Ci,
Rdb is H R4c is OeMéRg% isfé %ﬁn%%&iz'ﬁe #!%3%, a conpound of Formula (70)
wher ei n is Cl, R3is.N Et )~ is,Cl, RAh 4s H R4c is Cl, R4d Zs H
and R | eR}gs H SO%B%%%n%P;iéE%‘%]rﬁﬁa )70’5h%ﬁ5’rrb‘£ < RS £Y§ ,Oqgstyi s 30
NHCH( Et ) CH20Me~ RAZMEO CIR* R iy B, B “Raics s, ®&°C is oMe, RD is oMe

and R%® is H;

a compound of Formula (50) wherein R3 is
20 - N(Me) CHoCH=CH2, R%2 is Br, R?P is H, R%C is oMe,

R%*9 is OMe and R%® is H;

a compound of Formula (50) wherein R3 is
N(Et)CH2CH=CHz, r%*® is Br, rR?P is H, R%C is oMe,

25 R4d is OMe and R4e is H;

a compound of Formula (50) wherein R3 is N(Me)CHzcPr,

R%2 is Br, rR%P is H, R%C is oMe, R%Y is F and Rr%®
is H;
30

a compound of Formula (50) wherein R3 is N(Et)CHpcPr,

R4a is Br, R4b is H, R4c is OMe, R4d

is OMe and
is H;

35 a compound of Formula (50) wherein R3 is N(Pr)CHycPr,

R4 is Br, R?P is H, R%C is oMe, R%9

is OMe and
is H;

a compound of Formula (50) wherein R3 is N(Me)Pr, gria

40 is Br, R4b is H, rR%C is OMe, R4d is OMe and R%® 1s
H;
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Rad is H and Rde is H, a conpound of Fornula (70) wherein Ris Cl, R3 is
NHCH(Et)2, R4da is Cl, RdAb is H R4c is Cl, RAd is 35 Hand Rde is H, a
conmpound of Forrmula (70) wherein Ris Cl, R3is NHCH(Et)2~ Rda is Me, R4b
is H R4c is Me, R4d is Hand Rde is H 40 a conpound of Fornula (70)
wherein Ris C1, RB3is -Gl NHCH(Et)2, Rda is Cl, RIbis H R ~c is M,
R4dd is H and Rde is H a conpound of Formula (70) wherein Ris Cl, R3is b5
NHCH (Et) 2 ~ Rda is Me, Rdb is. H R ~c is G, R4d i
conmpound of Forrmula (70) wherein Ris Cl, R3is ~t2, Rda is M, Rdb is H,
R~cis O, RIdis H10 and R ~e is H and a conpound of Formula (70)

ruteo o e G B o bR B 7 s

wherein Ris
R4d is H and

NHCH(n-Pr)2, Rla is B, is B, RYC is ome, RE

is

s Hand R~e is H a

eMandn@4rifsisl 20 a

conpound qf Formull (70) wherein Ris Me, R3 is NHCH(CH-OWe)2, R4a is Me,
R~bis H” R4c is Me, R4d is H and Rde is H, a conpound of Formula (70)
wherein R is dksomgpuryd of NOONACHAEW) WheRedn 83Mes R4Me) BuH, rR8c is M,

RAd is H and Rde i
-N(cPr) (CH2CH2CN)

Sk TV Rl K TR R R CR B e R s

H a compound of Formula (70) wherein Ris M, R3 is N(CH2CH20Me)2) Rda is

Cl, R4b i H
i 70) wherein

Réd is H and Rae iSN§)DRFPRATSHpodnd 3 Bvmi a LPOH.
NHCH( Et) 2, R4a is B9 % ONes d46d RAS jis Mg, Rid is - 62 Hand Rde is H a
conpound of Forrmula (70) wherein Ris Me, R3is N(Et)2~ Rda is Me, Rdb is

H R4c is Me)a Rdshpsurd anfl Fskemila H50) wherein R3 is
NH (CH(CH3) CH(CH3)CH3, R%® js Br, R%P is H, RC is

15

20

25

30

35

40

4d R4e

OMe, R is OMe and is H;

compound of Formula (50) wherein R3 is
CHCH=CHz, Rr%*@ jg Br, rR*P is H, REC

F and R%® is H;

compound of Formula (50) wherein R3 is
N(CH2CH20Me)Me, r%2 js Br, R*P is m,
R4d is OMe and R4e is H;

compound of Formula (S50) wherein R3 is
N (CHpCHOMe)Et, r42 ig pr, r%P is m,

r%d is OMe and R%® is H;

compound of Formula (50) wherein R3 is
N (CHzCH20Me) Pr, Rr%2 is mr, rRP is H,

r4d js OoMe and R%® 1s H;

compound of Formula (50) wherein R3 is
CHacPr, r%2 ig Br, rR4P is H, RYC is
OoMe and R%€ is H;

compound of Formula (50) wherein R3 is
NH(CH(CH3) CH2CH3, Rr%2 is Br, R*P is

r4d is oMe and R%® is H;

compound of Formula (50) wherein R3 is

-39~

o Rac i s Ve, ' R\ 78 deS Hr 335 d of Fornul
Ry *%fi*“mgtfca%%%)@‘?fsigbﬁé %% Boh is K Rac 15 Me,

wRereif ®Mes Me, R3 i s

N (CH2CH20Me) -

is oMe, R%9 is

R4C is OMe,

R3C is oMe,

R4C is OMe,

N (CH2CH0Me) -

oMe, R4 is

H, R3C is oMe,

NHCH(cPr)2,



10 a conpound of Fornmula (70). wherein Ris Me, R3 is -N(nPr)(CH2CH2CN) ~
Ria is Me, R4Ab is H R4c is Me, R4d is Hand Rde is H, a conpound of
Forrmula (70) wherein Ris Mg, R3 is -N(nHu) (CH2CH2CN), Rd4a is Me, R4b is H,
Ric is Me, RAd is Hand Rde is H, 15 a compound of Formula (70) wherein R
is M, R3is NHCH(n-Pr)(CH20Me), R4da is Me, RAb is H Rd4c is Me, R4d is H
and Rd4e is'H, a conpound of Fornmula (70) wherein Ris Me, R3is 20
NHCH(Et)2, Rda is Me, Rdb is H R4c is Ove, RAd is Hand Rde is H, a
conmpound of Forrula (70) wherein Ris M, R3 is NHCH(CH20Me)2, Rda is M,
Rdb is H R4c is Owve, 2~ R4d is Hand Rde is H, 30 a conpound of Fornul a
(70) wherein Ris_M, .R3_1s (& NH 2&}80 ) ONmd I Rdb is H,
Rdc is Me, R4d i sk afd Fae és F%saétgnpod%% 0 ?g?;uﬁ§§(%%3w§ﬁ%rein Ris
Me, R3 is NH(CH2CRBBMEFCORR20Me, R4a is Me, R4b is H R ~c is Me, R4d is H
and Rde is H, 35 a conpound of Fornula (70) wherein Ris Mg, R3 is

N( CH2CH20Me) 2, cBpoiisdMef Rapminba H( S @Y cwheredn R@4d:§ (CHoHIMe)ig H, a ¢
conpound &f Formukaa(7Q) exebn; R irs e 4 (&L ) is Me, R4b
is H, R4c9i s M, E&g ?g IB—|¥3,{1 1Ifémd h%ehi s&ﬁq; %%63336%' ?corrlr%)t%gg%dmr mula (70)
wherein Ris M, R3 i%SNﬁCH(n-Pr)2~ Rda is Me, Rdb is H Rd4c is Cl, R4d ~rs
H and Rde is H, 5 a conmpound of Formula (70), whefein Ris M, RSJés

NHCH( CH20Me) 2, cRmaongd\ef Fapmpka (5@ ovhere Bydiy MHEHERE RUe R € H a
compound of Formukg £Z0)rWReigim, RS Me,oMB, it Ds Wud\HfHIGRQNMe) CH20Me~
Rda is MO R4b isyH, R4c is-Cl, R4d is H and Rde is H a conpound of
"Formula (70) wherein Ris Me, R3 is NH (CH2CH20Me) CH20Me~ _ Rd4a is Me, R4b
is H Rac !Saléo@éguﬁédost&ﬁ@ﬂa Ré€o | Swhtdredth RX Gyt yof El_g'lmul a (70)
wherein Ris M, is -N(nPr)(CH2CH2CN) ~ R4a is Me, R4b i's H R4c is Ow,
R4d is H and Rée ig ki, artornpound wic Fps ode, P mhami ndd-igdeMe, R3 is
N(Et)2~ Rda is Me bisH Ric is O, R4d is Hand Rde is H 25 a
conpound  of Formﬂiﬁ 70) wherein Ris Mg, R3 is (S) NH(CH2CH20Me) CH20Me~
Ria is Cl3 R4b is H R4c is Me, R4d is H and Rde is H a conpound of

Forhl ,(10) MBI Up dhn B, 0P, MLQBORIIY GRS 31 s 1
o

is H R4~ is?MS cd
is Me, R is H, R is OMe, R is OMe and R%® is

H;
20 a compound of Formula (50) wherein R3 is 2-

ethylpiperid-1-yl, r%*2 ig Me, R*P is H, R%C is
OMe, R4d is OMe and R4e is H;

a compound of Formula (50) wherein R3 is cyclobutyl-
25 amino, R%2 is Me, R*P is H, RS is oMe, rR%*?d is oOme
and R*® is H;

a compound of Formula (50) wherein R3 is
N(Me) CH2CH=CHz, R%2 is Me, R*® is H, RC is OMe,
30 R4d is OMe and R4e is H;

a compound of Formula (50) wherein R3 is
N(Et)CH2CH=CH2, Rr%2 is me, R*P is H, R%C is OMe,

R%d is oMe and R%*® is H;
35
a compound of Formula (50) wherein R3 is N(Me) CHacPr,
R%2 is Me, R*P is H, RY*C is oMe, R*Y is F and r%® .
is H;
40 a compound of Formula (50) wherein R3 is N(Et)CHacPr, '
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a conmpound of Forrmula (70) wherein Ris Me, R3is N(Et)2, Rda is Cl, R4b is
H Rdc is Me, R4d is H 35 and Rde is H, 40 a conpound of Fornula (70)
wherein Ris Me, R3is -N(cPr) (CH2CH2CN) , Rda is Me, Rdb is H, R4c is
~Ove, R4d is Hand Rde is H a compound of Fornula (70) wherein Ris M, R3

is -N(c -64

Pr)(CH2CH2CN), Rd4a is Cl, RAb is H Rd4c is Me, R4d is H and

Rde is H, a conmpound of Fornula (70) wherein Ris Me, R3is -NHCH 5

(n-Pr) (CH20Me) ,

Rda is Me, RAb is H R4c is Owve, R4d is Hand Rde is H a

compound of Formula (70) wherein Ris M, R3 is -NHCH (n- Pr)(CH20Me), R4a
is Cl, Rdb is H, R4;ca|s Eﬁaewe ppR4d is Hgand Rde is by 15 a conmpound of

Formul a (70) V\/ner

R RSllssHNH&%( Ef2OMR4aR's BF OMaband H, R4c is

Ove, R4d is Owe amd 46 Hs ii; a conmpound of Formula (70) wherein Ris M,
R3 is NHCH(Et)2, Rd4a is Hr, R4b is H R4c is Ove, RAd is Hand Rde is H, 20
.a conpound ofa Emmpdumd( ?:Gt) Polrewdian (Boi)swlkﬁ,reR& k3 R\Iéqﬁﬁh? ¢Br Rda is Br,
Rdb is H sR4c is . i s kband Ege he H conpggnd of Fornulf a (70)

wherein Ris M, eis 2 NHEH(CﬁfO

)%, R&El ey R4hS|gMﬂal’ch is Ow,

R4d is H and R4e R HisaHeonpound of Fornula (70) wherein Ris Me, RB is
N(Et)2, R4a is Me, RAb is H R4c is Cl, R4d is H 30 and Rde is H, a
conmpound of Pommﬂp@upﬂopf\/\,ﬁ‘ermuﬂual?(sg)I\/tyheRalnsRN(Es)lQ(M&ﬁlarl sR‘G.l_ R4b is

her ey RIS, et YL G ¥l 12

NHCH 'S RAb i S SRad is

OMe and Rde is H 40 a conpound of Formula (70) V\/nereln Ris M, R3 IS

N rR0RONe) 2. Biipol.naChe B\é}\sgmhia"'( Bﬂcwk./gr%g Bﬁdmgi gl o ael Ree 1o H

a conpound of Formul

erern 4a is Cl,

Rab is H, R4c is &F, MR4dR| D isaHd RAS is PMea Bérrpwmm@fa:r@mﬁﬁ ag 70)
wher ei n Il?sls Me, Rs is N(Pr)(CHCHCN), Rda is Cl, Rdb is H Rac is Cl,

20

25

30

35

40

a compound of Formula (50) wherein R3 is N(Me)Bu, g4a

is Me, R4b R4c R4d is OMe and R4e is

H;

is H, is OMe,

compound of Formula (50) wherein R3 is
N(Me)propargyl, r%2 is Me, R?P is H, R%C is oMe,
R4d is OMe and R%® is H;

compound of Formula (50) wherein R3 is
NH (CH(CH3) CH(CH3)CH3, R%2 jig Br, R*P is H, RYC is

OMe, R4d is OMe and R4e is H;

compound of Formula (50) wherein R3 is N(CHCHOMe) -
CHpCH=CH2, R%2 js Me, R*P is H, R%C is oMe, R%Y is
F and R%® is H;

compound of Formula (50) wherein R3 is
N(CH2CHp0Me)Me, R%2 jg Me, R*P is H, RYC is oMe,
R4d is OMe and R%® is H;

compound of Formula (50) wherein R3 is
N(CH2CH20Me)Et, Rr%@ i5 Me, R*P is H, RYC is OMe,
rR%d ig OMe and R%® is H;

compound of Formula (50) wherein R3 is
N(CH2CH20Me) Pr, r%*2 ig Br, R*P is H, RYC is OMe,
R4 is oMe and R%® is H;
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Rad is Hand Rde is H, 10 a conmpound of Formula (70) wherein Ris M, R3is
N("Bu) (Et) ~R4a is Cl, RAbis H R4c is Cl, Rdais Hand Rde is H, 15 a
conmpound of Forrmula (70) wherein Ris Me, R3 is NHCH(Et)CH20Me~ Rd4a is C1,
Rdb is H R4c is Cl, R4d is Hand Rde is H, a conpound of Formula (70)
wherein Ris Me, R3is 20 NHCHEt)2, R4da is Cl, Rdb is H Rd4c is Cl, R4d
is Hand R4de is H a conmpound of Formula (70) wherein Ris M, R3 is )
NHCH(Et)2, Rda is Me, Rdb is H Rd4c is Me, R4d is 25 Hand Rde is H a
conpound of Forrmula (70) wherein Ris Me, R3is NHCH(Et)2, Rda is Cl, R4b
is H R4c is Me, R4d is Hand Rde is H, 30 a conpound of Fornula (70)
wherein R is dMyodohsd NbCHidEMZra RS0 ) Swldre AR 3 %an(Bﬂ%/ghﬁagég R4d is H
and Rde is H 35 aﬂgo%pound,;é)f For mul g4 70) whery ~t2 )
Ria is Me, Rdb is H2R =c Fs A% MaRi's WéﬁdRR ellssoﬂe'aﬂé ig conpound
of Fornula ' (70) v@:@eeamm‘}% M HR3 is 40 N(Pr) (CH2CH2CN), Rda is Me, Rdb
is H Ricis O, R4d is Hand Rde is H, -66 a conpound of Formula (70)
wherein R is &, ,cdiposndHGH(Fefim)Dy @) ivhddeinRB is H Rdc is Me, R4d is H

and Rde is H, 5 amn@@ | gad 7. erabn 4cR3 |
NHCH( CH20ME) 2~ Rda § i |s~3§:§I % Y ')@ R 165 iy RACKEs: v, H 10 a
conpound of  For rrul% (7%)? ‘Meerand R S H 'RS is N(CH2CH20Me) 2, Rda is Me,

Rdb is H _R4c is Me, R4d is Hand Rde is H a cogpound of Fornula (70)
wherei n RO s ¥ cqmpeund \pf BPmIYly BOHMRGrei R, issNNEH (RBE) ps H, R4c i s

-Me, RAd is Hand g is dé, &RComound € Fey mmed (27‘@) lvghefa@' On& is F, R3
is N(CH2CH20Me) 2~ is.O, Rdbis H Ricis Me, Rad 20 is HandR4e|sH

25 a conpound of or mut 2 70) wherein Ris F, RBis NHCH(CKZOIVE)Z Rda is

Cl, RAb is H_R4c is is Ha R4 ound of Forrrula (70)
wherein R s & CqRPT Rt B g ] @fremp? NegE2cEa0me) R i s H
and Rde i H 30 az%nmum, ®*Farant ,a R4F0)i sniosreei R4ﬂ is BMeRBnés N (Et) 2
~Rdais M, R~bhseHsR4c is M, RAd is Hand Rde-is H _

a compound of Formula (50) wherein R3 is NHCH(Et), r42

is Me, R*P is H, R?C is oMe, R%9 is OMe and R%C is

20 H; and

a compound of Formula (50) wherein R3 is N(Et) 2, R4a

R4b R4d rie

is Me, is H, R4c is OMe, .is OMe and is

H.
25

(2] The present invention also provides compounds
of Formula (60)

30 FORMULA (60)

and isomers thereof, stereoisomeric forms thereof, or

-42-



a conpound of Forrmula (70) wherein Ris F, R3is -N(n35 Pr)(CH2CH2CN) ~ Rda
is M, RAb is H Rd4c is Me, R4d is H and Rde is H a conpound of Fornmul a
(70) wherein Ris F, R3is -N(nBu) (CH2CH2CN)~ Rda is Me, Rdb is H R4c is
Me, RAd 40 is Hand Rde is H, a conpound of Forrmula (70) wherein Ris F, R3
is -67 NHCH( n- Pr) (CH20Me) ~ Rda is Me, Rdb is H Rd4c is Me, R4d is H and
Rde is H, a conmpound of Fornula (70) wherein Ris F, R3is 5 NHCH(Et) 2,
Rda is Me, Rdb is H R4c is Ove, R4d is H and Rde is H, a conpound of
Formula (70) wherein Ris F, R3 is NHCH(CH20Me)2~ Rd4a is Me, R4b is H R4c
is OV, 10 R4d is Hand Rde is H 15 a conpound of Forrmula (70) wherein R
is F, R3 is (9ixnH(E CH e rEdiQvimerida fiosmse thRdébofs #hdR4c is Me, R4d is

H and Rde_i f., E 0 R3
N GreCroone) AATER TRy SGRP AP K ShEeoE ) o ac 15

20 a conpound ¥ %ﬁ%lfdfq"vmhmm Ris F, R3 is N(CH2CH20Me) 2~ Rda i s
Me, Rdb is H R4c is Cl, R4d is Hand R ~e is H a conpound of Fornul a

(70-) wherein Ris F, R3is 25 NH(Et)~ Rd4a is Qb Rdb is H R4c is M,
Rad is H afd F@4ecqr@qmndaq:rorﬁ§tmm&aof<¢0dr hezetroR wher BHGH FES 52 F'ArR3 i s

NHCH( n- Pr) 2~ Rda i sj Vi &?Hédﬁyﬂimfﬂg; ;&ég;ylg§gl§Q3L Hand Rde is H 35 a

conmpound of Fornula (70) wheréin F, S NHCH( 20Nb)2 Rda is M,

Rdb is H R4c |s Cl, R4d is H and R4e is H a conmpound of Formula (70)
sherein R s B Fhuisidblo NILRALN) CRGMRmRRA i3 Jb. RAD s H Rac is
Cl, R4d is H and Rde |s nmpound of Formula (70) wherein Ris F, R3

i s NH( CH2CH20Me) CHEONRA Hé@o?ﬁjsdw\}b Y1R4l§\r| §8H6-RametBylamino-4©1, R4d is H and

Rde is H 1& conpoungkfyifpgiid-a (yA0) wherein Ris F, R3 is
-N(nPr){CH2CH2CN) ~ Rda is Me, RAb is H R4c is Owve, R4d is H and Rde is H

a conpound of Formula (70) wherein Ris F, R3is N(Et)2, R4a is Mg, RAb is
H Rac'is Ove,a Réfindcurd &1 Fdewils H60) wherein R3 is cyclobutyl-

amino, Ar is 6-dimethylamino-4-methylpyrid-3-yl;

15 a compound of Formula (60) wherein R3 is
N(Me) CH2CH=CH2, Ar is 6-dimethylamino-4-
methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(Et)CHacPr,
20 Ar is 6-dimethylamino-4-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N{Pr)CH2cPr,

Ar is 6-dimethylamino-4-methylpyrid-3-yl;

25 a compound of Formula (60) wherein R3 is N{(Me)Pr, Ar is

6-dimethylamino-4-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(Me)Et, ar is

6-dimethylamino-4-methylpyrid-3-yl;
30

a compound of Formula (60) wherein R3 is N(Me)Bu, Ar is

6-dimethylamino-4-methylpyrid-3-yl;
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10 a conpound of Fornula (70) wherein Ris F, R3is (S

NH( CH2CH20Me) CH20Me, Rd4a is Cl, R4b is H, R4c is Me, R4d is H and Rde is H;
15 a conpound of Fornmula (70-) wherein Ris F, R3is NH (CH2CH2Ow) CH20Me~
Rda is Cl, Rdb~is H R ~Cis M, R4d is H and Rde is H, a compound of
Formula (70) wherein Ris F, R3is 20 N(Et)Z~ Rdais O, R4b is H Rdc is
Me, R4d is Hand R4e is H a conpound of Formula {70) wherein Ris F, R3-is
-N(cPr)(CH2CH2CN)~ Rda is Me, Rdb is H, R4c is Owve, 25 R4d is Hand Rde is
H, a conpound of Formula (70) wherein Ris F, R3is -NcPr)(CH2CHCN, Rda
is Cl, RAbis H R4c is Me, R4d is Hand Rde is H 30 a conpound of Fornul a
(70) her ei 1 R ddlourf® s robbiGr 16B1) LEEZANE) aRtg 19 Mo RiD |5 H Ric
is OV, R4d is Hand R4e is H a conmpound of Formula (70) wherein~R is
F, R3 is -NHCH (n}BMel eropregyl R4ér| ssc& dRmpthylamifdedis Me, R4d is H and
R4e is H a corrpomhg 1ppehaubayf70) wherein Ris F, R3 is 40 NHCH(Et)2,,
Rda is Br, RAbis H R4c is Ove, R4d is O and Rde is H, -69 a corrpound
of Forrmula (70) wherein Ris F, R3is NHCH(Et)2, Rda is Br, Rdb is H R4c
is Ove, R4d i dd u‘iildRéfanrﬁlu!l"a (Bof GHHPQ!r'HdREHEOVmJ' a {70) wherein R
is F, R3is N(CH2CH20Me)2, Rd4a_.is Br, Rdb is H Rd4c is Ove, R4d is H and
Rie is H 10 a co &Eﬁ&rSPaFSVFrmér(ye)Gmﬁemethyl:amsnc 4R3 is

NHCH( CH20Me) 2, RéaeithytlpyriRdb3igiH, R4c is Ove, R4d is H and Rde is H a
conpound of Forrmula (70) wherein Ris F, R3is 15 N(Et)2, Rda is M, R4b
isH R4c is Cl, R4d is Hand Rde is H, , a conmpound of Formula (70)

wherein Ris aF,coE@oh&dNbEt Férmda (80LClwh&AOihSRH iK4c is O, R4d is 20

Ove and e is H Ia(70) wherein Ris F, R3is

NHCH( Et)gé Rda is (%9‘&283? QH&EH??P é s Melsradinedslaninmat-is H 25 a
conpound of For mumethyQpywhdrBirplR is F, R3 is N(CH2CH20Me) 2, R4a is C1,

Rdb is H Rd4c is Cl, R4d is H and Rde is H, 30 a conpound of Formula (70)
wherein Ris F, R-is NFiCH CH20Me)2, R ~a is Cl, Rdb is H R4c is Cl, R4d
is Hand Rée d ohpoandonpoBadmola FO60ul @hé 7O)nvdr £6 N RCHSCI0MS) i s 35
N(Pr) (CH2CH2CN) = & Cl, RAb is H Rdc is Cl, RAdis Hand Rde is H, a
conmpound of For WUFEZ?90§: AhebEi hSFé.@lfpetwglwglmBmm?@ylpym 3s Cl, R4b
isH RA8 is Cl,y®4d is 40 H and Rde is H

a compound of Formula (60) wherein R3 is
N (CH2CH2O0Me)Me, Ar is 6-dimethylamino-4-
methylpyrid-3-yl;
20
a compound of Formula (60) wherein R3 is
N(CH2CH20Me)Et, Ar 1s 6-dimethylamino-4-
methylpyrid-3-yl;

25 a compound of Formula (60) wherein R3 is
N (CH2CH20Me) Pr, Ar 1s 6-dimethylamino-4-

methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(CH2CH20Me) -
30 CH2cPr, Ar is 6-dimethylamino-4-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is .
NH (CH(CH3)CH2CH3, Ar 1s 6-dimethylamino-4-
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-70 a conmpound of Formula (70) wherein Ris F, R3 is NHCH(Et)CH20Me, Rda
is Cl, RAbis H Rd4c is O, RAd is Hand Rde is H 5 a conpound of Fornul a
(70) wherein Ris F, R3is NHCH(Et)2, Rda is Cl1_, Rdb is H, Rd4c is Cl, R4d
is Hand Rde is H, a conpound of Fornmula (70) wherein Ris F, R3is 10
NHCH(Et)2, R~a is Me, Rdb is H Rdc is Me, R4d is H .and Rde is H, a
conpound of Fornmula (70) wherein Ris F, R3is NHCH(Et)2, Rda is Cl, R4b is
H Rd4c is Me,-R4d is 15 Hand Rde is H a conpound of Fornula (70) wherein
Ris F, RBis NHCHEt)2, Rda is M, RAb is H R ~c is Cl, R4d is H and Rde
is H 20 a compound of Formula (70) wherein Ris F, R3is -NEt2, Rda is M)
Ribis H R4c is OMethy¥oyrisddanid; R4de is H and 25 a conpound of Fornul a
(70) wherein Ris F, R3is N(Pr)(CH2CH2CN), Rda is Me, Rdb is H R4~ is
Ove, R4d is Hand Rde is H, a conmpound of Fornmula (70) wherein Ris Cl, R3
is 30 N(Pr)(£H2Gmadie) oR4wmrsalde, (R4 wieddinRES iis fMew (Ré¢ @9 and Rde
is H a conmpound of Forpula, (70) wherein Ris Cl, R3 is N(Et)z 20Me) ,
Ria is Me, Rab is ¥ %&W?lw,m%ﬁifqtgwﬁpé(ﬁdq?@éﬂlé H, a conpound of
Formula (70) wherein Ris Cl, R3 is N(Me)(CH2CH20Me), R4a is Me, R4b is H,

Ric is Ove, R4d_is H and is_ H 40 a conmpaound.of Fornmula (70) wherein R
is G) R3 is ANERRC ‘?fls%gﬁé-’,““-ﬂfo (issO)H,W%RE}(%’i“s R3vis NAGHRSHRpOMe)2, and
R~eis H a Conpqumdi.c_ofsJalrmadrgzl(amdMQeﬁr@itm,ylipiy&i@la_@;i s NMePr, R4a is

Me, RAdb is H Rd4c is OWw, RAd is Hand Rde is H a conpound of Fornula (?0)
wherein Ri's Cl, R3is NMeBu~ Rda is Me, Rdb is H R4c is Ove, R4d is H

and Rde is Ha lébmpaaip@mdodimuier ngog whekewhnersi aSRNh@H@ét)gesAhs
- NH2- but yjly Rda is Me, R4b iier, Ric is OV, R4d is Hand Rde TsH, 15 a
conpound of For mulif (7ERRMEYEAMIRG-¢ -eethydpyTidydrgBat yl ani no~ Rda is M,
Rdb is H R4c is Ove, RAd is H and Rde is H, a conpound of Formula {70)

wher ei n RisaC1, R3 is

cdompound of Formula (60) wherein R3 is N(Et)2, Ar is

6-dimethylamino-4-methylpyrid-3-yl;

15 a compound of Formula (60) wherein R3 is 2-
ethylpiperid-1-yl, Ar is 6-dimethylamino-4-
methylpyrid-3-vil;

a compound of Formula (60) wherein R3 is cyclobutyl -~

20 amino, Ar is 6-dimethylamino-4-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is
N(Me) CH2CH=CH2, Ar is 6-dimethylamino-4-

methylpyrid-3-vl;
25

a compound of Formula (60) wherein R3 is N(Et)CHzcPr,
Ar is 6-dimethylamino-4-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(Pr)CHacPr,

30 Ar is 6-dimethylamino-4-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(Me)Pr, ar is
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20 N(Pr){CH2CH20Me) ~ Rda is Me, Rdb is H, R4c is Ove, R4d is Me and Rde is
H, a conpound of Formula (70) wherein Ris Cl, R3 is N(Et)(CH-CH20M:) ~ R4a
is M, RAb is H R4c is Owve, 25 R4d is Me and Rde is H a conpound of
Formula {70) wherein Ris Cl, R3 is N(Me)(CH2CH20Me)~ Rya is Me, R4b is H,
R~cis O, R~d is M and Rde .s H, 30 a conmpound of Fornula (70) wherein
Ris Cl, RBis NWeEt~ R4da is Me, R4b is H R4c is Ove, R4d is Me and Rde’is
H, 35 a conmpound of Forrmula (70) wherein Ris Cl, R3is NMePr~ Rd4a is M,
Rdb is H R4c is Ove, RAd is Me and Rde is H a conmpound of Formula (70)
wherein Ris Cl, F3dignetdyINvkine- Raetiny gy rRHB-vd;H, R ~c is O, R ~d is
Me -72 and R4e is H, a conpound of Fornmula (70) wherein Ris ClL, R3is
-NH2-butyl, Rda is Me, Rdb is H Rd4c is Ove, Ridis Me and Rde is H a
conpound of RoraamEoyridd o iRl R (&0 )CWheeins Ry dlsobuMe) &, nar Rda is Me,
R~bis H R4c is , is NE and R.~e is_ H a conpound of Formula,
(70) wherein Rif;éggiﬁgggy%ﬁ$ﬁ3°%g5$ﬁﬁgg;@g%£éT§E}1Vs Me, R~bis H R4c is
OVe, R4d Ps Hand Rde is H 15 a conmpound of Forrmula (70) wherein Ris F,
R3 is N(Et)(CH2CH20Me S i.s H .R4c,q S d is H and Rde.
is H a conpdund mcﬁo‘f%)dr %%ASE‘?%I\F%@?& r?ﬁ-ﬁrlxesn}:,%jm‘sioﬁmﬁ 4, Ar is

N( Me) ( CH2CH20Me) ~ éR4hi e HYE, arhidin 4 5 t Hllpyrrsiddde ylRad is H and Rde is H, a
conmpound of Forrmula (70) wherein Ris F, R3is NWEt~ Rda is Me, R~b is H,
Ric is OV, R4d is H 25 and Rde is H a conpound of Fornula (70) wherein R
is F, R3 is NVeRmpddal icf Mnrovdn i @), wRexrdin @AW isR4d is H and Rde is H

30 a co und of K I erein Ris,F, R3.is.NMeBu, Rda is M, R ~b
T H R4S S O, bﬁ%i‘%‘ﬁ%&%ﬁ"ﬁ 31%;6'53‘"?"88’&58%8'% Formul a (70)
wherein' R is F, R3nathylgsr2isiit3ddyliR4a is Me, Rd4b is H, R4c is O, R4d is H

- and Rde is H, a compound of Formula ( 70 ) wherein Ris F, R3is 40

cycl obutylam no~ Rda is Me, R4b is H Rdc is QOw,
a compound of Formula (60) wherein R3 is

NH (CH(CH3) CH(CH3)CH3, Ar is 6-dimethylamino-4-
15 methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(CH2CH0Me) -
CH2CH=CH2, Ar is 6-dimethylamino-4-methylpyrid-3-

yl;
20

a compound of Formula (60) wherein R3 is
N (CH2CH20Me)Me, Ar is 6-dimethylamino-4-
methylpyrid-3-vyl;

25 a compound of Formula (60) wherein R3 is
N(CH2CH20Me)Et, Ar is 6-dimethylamino-4-
methylpyrid-3-yi;

a compound of Formula (60) wherein R3 is
30 N (CH2CH20Me) Pr, Ar is 6-dimethylamino-4-

methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(CH2CHoOMe) - .
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-73 Rad is Hand Rde is H, a conpound of Formula (70) wherein Ris F, R3
is N(Pr)(CH2CH20Me)~ Rda is Me, Rdb is H R4c is O\, R ~d is. Me and Rde
is H a conmpound of Fornmula (70) wherein Ris F, R3is - _

N(Et) (CHZCH20Me) ~ Rda is Me, Rdb is_ H Rdc is Ove, R~d is Me and Rde is
H, 10 a compound of Fornula (70) wherein Ris F, R3 is N M) (CH2CH2QW) (
Ria is Me, R4Ab is H R4c is O, R4d is Me and Rde is H 15 a conpound of
Formula (70)~ wherein Ris F, R3is NVeEt~ R4da is Me, R4db is H Rd4c is Ow,
Rdd is Me and Rde is H a compound of Formula (70) wherein Ris F, R3is

20 NMePr~ Rda is dRocBdb k. 4861 I8 | J S - nd Rde.is.H a
conpound of Fornul a2(7of V\Eerﬁgiﬁ lﬁnst@@%&ﬁg Jl\lh%ﬁjﬁﬁk'gll §3N/l¥,l’R4b is H,
Ric is OV, R4d is Me 25 and Rde is H, a compound of Formula (70) wherein R
is F, RBis : ~ R4a | , i . i.s. OMe, R4d is M and Rde
is H 30 a c%rr%ﬁﬁgméb Egr ﬁﬁ%ﬁ“ﬁ%of%mﬁeﬁ?%ﬂﬁﬁf % R3 is cycl obutyl am no,
Rda is Me, R4b i sNH{CRAGHRSCEREHS RANri 5 M- ek tRYd dnsi nidi-435 a conpound of
Fornul a (570" ) whergt Leies -PB.is N(Pr)(CH2CH20Me) ~ Rda is Me, R4b is H,
Ric is Ow) R4d is H g%yRﬁe isﬁlilf a conmpound of Formula (70) wherein Ris
Me, R3is 40 N(Et)(CH2CH20Me)~ Rda ~s Me, Rdb is H, Rd4c is Owve, . R4d is H

and Rde is H, = f ; I i LsyMe, R3is
N( I\/E)(CHch;%N?eSZ'ﬁp oad, g@@gy@%@i éEiﬁ—){ %%r%{rg)ngwﬂ% RGHTebl) Koae' T H,
5 a conmpound of Fbenftdigedhyhheiednd Rne¢thwpyHR-3sylIveEt, R4a is Me, R4b
is H R4c is Ov, RAd is Hand Rde is H, 10 a compound of Formula (70)
wherein Ris Me, R3is NWePr~ Rda is Me, RAb is H R4c is O, R4d is H and
Rie i s HO a zorpopaundf ofoFermali 70§0 WhehetsirRRs ive N (RB2CH208eNbegu~ Rda

is Me, R4b is H, c-'s_% i s H anc i 4. . _@-.conpound of Fornula
(70) wherein R is&é\l/e,lstg I'S eiﬁqu%églﬁﬁgﬁ"%ﬁ]ipiﬂég 3R§%‘i S H R4c is Ow,
R4d is H and Rde is H

a compound of Formula (60) wherein R3 is NHCH(Et) 2, Ar

is 6-dimethylamino-4-methylpyrid-3-yl;
15
a compound of Formula (60) wherein R3 is N(Et)2, ar is

6-dimethylamino-4-methylpyrid-3-yl.

a compound of Formula (60) wherein R3 is 2-
20 ethylpiperid-1-yl, Ar is 6- methoxy -4-
methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is cyclobutyl-
amino, Ar is 6- methoxy -4-methylpyrid-3-yl;
25
a compound of Formula (60) wherein R3 is
N(Me) CH2CH=CH2, Ar is 6- methoxy -4-methylpyrid-3-
vl;

30 a compound of Formula (60) wherein R3 is N(Et)CHacPr,
Ar is 6- methoxy -4-methylpyrid-3-yl;
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a conmpound of Formula (70) wherein Ris Me, R3 is cyclobutylamno~ Rda is
Me; Rdb is H R4c is Owve, 25 R4d is Hand Rde is H, a conpound of Fornula
(70) wherein Ris M, R3is N(Pr) (CH2CH20Me) ~ Rda is Me, Rdb is H Rdc is
Ove, R4d is Me and Rde is H, 30 a conpound of Fornula (70) wherein Ris M,
R3 is N(Et)(CH2CH20Me)~ Rda is Me, RAb is H R4c is Ove, RA4d is Me and Rde
is H 35 a conpound of Forrmula (70) wherein Ris M) R3 is

N(Me) (CH2CH20Me) ~ Rda is Me, Rdb is H R4c is Ove, R4d is Me and Rde is H;
a conmpound of Forrmula (70) wherein Ris Me, R3is 40 NMeEt~ Rda is Me, R4b
is H R4c is CGbipoRad pf KNerwmila Ri€0] swhtreid R3 aizammichpépor mul a (70)
wherein Ris M, R3 |s R4a i i 4c is Ove, R4d is Me and
Rde is H 5 a coﬁ%oﬂlﬁd of'gétéh f?‘fﬁt %eméfhd% I:i'Ms\ R3 is NMeBu, Rda is
Me, R4b is H R4Cis OWe, R4d is Nb and Rde is H . 10 a conpound of

Formul a (70) wherein.R LS - NH2- but Ridb.is H R4c Jds
Owve, R4d |s)a|\/5°§i“ﬁ’8uﬁge F F?Irm'éﬁs Lg r?’btb%%l%fR ?nﬁ(a{'lv%  fHeridn Ris
Me, R3 i& IS cyckebuikyhasynos-mdehyrpieidRtbyis H, Rdc is CW@, R4d is Me
and Rde is H [5] Specifically preferred conpounds of the present invent.ion
i ncl ude conmpounds and isoners thereof, 20 stereoisoneric forns thereof, or
m Xt ures of ast:empouadrrefl Eofanbs (4@ e.ﬂier@.nd pharsracge)igl - gecept abl e
salt fornms there ﬁreln said c jﬁg?oqu | s selected from

7- (di et hyl ami no) - 2 BEHIREY hyt -Bg R et hoxyphenyl - [ 1, 5- a] - pyr azol opy
rimdine 25 and

LA ARE RATIA hA FAEL TRl )

phar maceuti cal cerpasthoons-con@thsipiariadihefppeutically effective anount
of the abovedescri bed conpounds and a pharmaceutically acceptable carrier.
35 [7] The present invention still further provides nethods of treating

affective dhsebﬁlpbundndf eryrmabpr 656) ahehentathea,s i rritabl e bowel
syndrone, post -7 ic_stress disarder, supranucl ear_ pal sy,
i nmune suppressi o ﬁe%yrééﬁ%ﬁ&& A ko, TRIPY ety Ry ‘§és

anoreX|b§nervosaymn ot her feeding disorder, drug addi cti on, drug or al cohol
wi t hdrawal synptons, 5 inflanmmtory dlseases car di ovascul ar or

heart-rel ated di seases, fertility problens, hunan i mrunodefi ci ency virus

i nfections, ahenmpphagl@fsEmEm@laobﬁm1whereﬁmHRqInay, head and spinalicord

traunes, epil epsi(ee)stokRay M GRI Sys AV UIARNLS | ALENA 155,808 S,

2%
20

a compound of Formula (60) wherein R3 is
NHCH (CH3) CH(CH3)CH3, Ar is 6- methoxy -4-
methylpyrid-3-yl;

25 a compound of Formula (60) wherein R3 is N(CH2CH30OMe) -
CH2CH=CH2, Ar is 6- methoxy -4-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is
N(CH2CH20Me)Me, Ar is 6- methoxy -4-methylpyrid-3-

30 yl;

a compound of Formula (60) wherein R3 is
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10 hypogl ycemi a ox a disorder the treatnent of which can be effected or
facilitated by antagonizing CRF, including but not limted to disorders

i nduced or facilitated by CRF, in manmals 'conprising adm nistering to the
mammal a therapeutically effective anmount of the 15 above-descri bed
conpounds. Many conpounds of this invention have one or nore asymetric
centers or planes. Unless otherwi se indicated, all chiral (enantioneric and
di astereoneric) 20 and racenmc forns are included in the present invention.
Many geonetric isoners of ol efins, C=N double bonds, and the |Iike can al so
be present in the conpounds, and ali such stable isonmers are contenpl ated
in the present i 190, conpoynds may be 25 isolated in optically
active or racenigﬁgg%%%&cF%nﬁg‘w@F1lﬁnéﬂnmﬁﬁgpﬁ¥ afr"gsWYLeYpidpare
optically active¥lgrnms, such as by resolution of racemc forns or by

. synthesis fromoptically active starting materials. All chiral,
(enantioneric and di astereoneric) and 30 racem c forns and all geonetric

i soneric forarscanpoarrst rafctRoreudee (600 ewtledeinnRéssst he specific

stereochem stry i I P i g _specifical i ndi cated. _The term "al kyl "

i ncl udes%bot h br g{fcdﬁ%ﬁr?g{eggpst ?‘& it §6h5ﬁeﬁh§?‘¥yr458%}%@'1%&1%%& fied
nunmber of _77 _ Ylgarbon atons. Commonly used abbreviati ons have the
foll owi ng neanings: Me is nethyl, Et is ethyl, Pr is propyl, Bu is butyl.
The prefix "n" neans a straight chain alkyl. The prefix "c" means a 5
cycl oal kyl . &teommosindk of( Sprmwdand 60hewBeerant RAmes HidHpOBE pMef i x " (R) "
nmeans the R enank%% ~ Al kenyl” inchudes hydr ocar bon chains of either a
strai ght or branc confitgdPali oRehAG*8natoMehBY LPYRLdr ar ¥t ed

car bon- d8rbon bonds which may occur in 10 any stable point along the chain,
such as et henyl ropenyl ., and.th ke, "AlLkypyl" includes hydrocarbon
chai ns of efiﬁ%?mﬁugt |gﬁPrEPlﬁrzﬁhheHhESﬁFPgﬁ¥af?on and one or-nore
triple carbon-caNH6H (S8indSHaRHGh PRYyieceHr mébhaRy SiaRkenpopptidlong the 15
chain, such as ethynyl, propynyl and the |like. "Haloalkyl™ 1s intended to

i ncl ude both branchéd and strai ght-chain al kyl having the specified nunber
of carbon atons, substituted with 1 or nore hal ogen; "al koxy" represents an
al kyl greup _of i ndi cat er, ; 9B he hr ough an
oxygen 6?idé%fxm@%%ﬁ%a%%y%grﬁgq?n{8ﬁge§ﬁ%ggpﬂc ud%sggégéé?gﬁf?i%@ groups,

i ncl udi ng nono-, his- 6or mechpayclitemethyglpysidns;ysuch as cycl opropyl,

cyci obutyl, cyclopentyl, cyclohexyl, and so forth. 25 "Hal o" or "hal ogen"

i ncludes fluoro, chloro, bronp, and iodo. The term "substituted", as used
herei n, nears admpounde ofr Fowmelhy df6yewheneiheR¥ess giaCHgCH oM 5, repl aced
wWith a selection,fr he_indicated . provj ded that the designated
atom s 8rna| va %hg%l%s ﬁ8?q8% eegeg%eggépggég h%FSubstitution results in
a stabl & conmpound. When a substitent is keto (i.e., =0, then 2 hydrogens
on the atom_ar ced. i pat i sypstt d/ or vari abl es
-78 are pé?ﬁ?g%?b g %%Igg?nggEﬁegbngﬁéggigng r%%u#§8%§E§P%b¢% conpounds.
By "stabl e conpousds-ometibal e4stnetbylpptids3mehnt a conpound that is
sufficiently robust to survive isolation to a useful degree of 5 purity
froma reaction mxture, and fornulation into an efficacious therapeutic
agent . a compound of Formula (60) wherein R3 is N(Et)2, Ar is

25 §- methoxy -4-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is 2-
ethylpiperid-i-yl, Ar is 4-methoxy-6-methylpyrid-
3-yl;

30
-a compound of Formula (60) wherein R3 is cyclobutyl-

amino, Ar is 4-methoxy-6-methylpyrid-3-yl;
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The term "appropriate am no acid protecting group” nmeans any group known in
the art of organic synthesis for the protection of am ne or carboxylic 10
acid groups. Such am ne protecting groups include those listed in Geene
and Wits) "Protective Goups in Organic Synthesis" John Wley & Sons, New
York (1991) and "The Peptides: Analysis, Synthesis, Biology, Vol. 3,
Academ c "‘Press, New York (1981), 15 the disclosure of which is hereby

i ncorporated by reference. Any am ne protecting group known in the art can
be used. Exanples of am ne protecting groups include, but are not limted
to, the following: 1) acyl types such as fornyl, 20 trifluoroacetyl,

pht hal yl , and p-tol uepesul f onyl; 2 romati c carpanmate types such as
benzyl oxycar’h pc(“t%izq)oérfrd’rs“ﬁ'b]s‘?i g‘?ﬁ ed’ &(356(% bonyl s,

1- (pbi phenyl) - 1- netMe)l Gimiaaiar bay | is me%ﬁd;éwsemécw1g¥&%y§ar bonyl
(Froc); 3) aliphatic 25 carbamate types such as tert-butyloxycarbonyl

(Boc), ethoxycarﬁgnyl, di i sopr opyl met hoxycar bonyl, and al | yl oxycar bonyl ; "4)
cyclic al kyl carbamate types such as cycl opentyl oxycarbonyl and

adamant yl.oxycarbonyl ;. 5 kyl typ such as 30,tr.iphenyl nethyl and benzyl;
6) trial Eyl & e, C)fs%t%éi('r’r&%yfé‘i% é‘%‘&re&ﬁ’d%‘;)‘lﬁh' JEtiGHesPr: ng types
such as phenyl t hizacard aye tanugkyeH € thexHiQ@iviidd-3-1e term "pharmaceutical |y
acceptabl e salts" includes acid or base salts of the conpounds of 35
Forrmul ae (1) and (2). Exanples of pharmaceutically -79 acceptable salts

i ncl ude, buta aoepeaind idfi Fedniul,a NN alhetleior @iniie aqpd)8ghtsof basic
resi dues such as amines; alkali or organic salts of acidic residues such as
carboxylic aci ds®farf éﬁ@qqﬁaﬁnyTWﬁﬁ%#i@EEF%EQFVQ’acceptabIe salts of the
compound€ of the invention can be prepared by reacting the free acid or

base fornms of these conmpoynds wth st oi chi,onetri.c anount of the
appropriateabgggmﬁ?uﬁ%g% %ﬁgﬂﬁxﬁ Qﬁiﬁ N%gﬁeépgghi&sl§(§8?€§nteroi8in a

m xture of the twemetaialkl-mettonagiaaus -gadi a |i ke ether, ethyl acetate,
et hanol , isopropanol, or acetonitrile are preferred. Lists of suitable
salts are found in Rem ngton's Pharnmaceutical Sciences, 17th ed., Mack

Publ i shi ng 15 coaeaing, ofasbemulBA, (B8whepeihd 8, ikhw (diset osyye; of which
is here?¥ incorporate%lg§ ref erence. "Prqdrygs" are considered to be any
coval entTy bonded EEHPEs SuleS Y EY&dSs 3t M 7act i ve parent drug of formul a
(1) or (Il) in vivo when such prodrug is 20 adm nistered to a mammal i an
subj ect. Prodrugs of th onpoynds, of. fornul a ) .and (I are prepared by
nodi f yi ng fﬁnEPﬂgﬁ nng%ugggg?g§%nvﬂpnw@ﬁEE&B guﬁasNﬁéeL%Eh Brweg that the
nmodi fications ar e -alettves - ettty ipydiduBi-ge ;mani pul ation or in vivo, 25 to
t he parent conpounds. Prodrugs include conpounds wherein hydroxy, am ne, or
sul f hydryl groups are bonded to any group that, when adm nistered to a
mamal i 200 sabpeeapoutideafeFotrafiar e )f waerbkydr axylis am no, or sul f hydryl
group, respectiv 30 of .pradru i nclude, but are not limted
to, acetate, forggyg)gﬁggggﬁigatglﬂéfﬁ3éPFg§8x§f6éWEBH6 P¥htH ahi ne
functional groupgli;n the conpounds of fornmulas (I) and (11); and the I|ike.
The term "t herapeu~ically effective anount” of 35 a conpound of this

i nventi on nmeans an anount -a0 effective to antagoni ze abnormal |evel of
CRF or treag thepsymd: ofs FormaflecttolewlieseideR? aaxi ety or depression in a
host. 5 ynthesegnépqg Fqrmyl a be prepared from
interne%?ate compoun SH§?EESE§§?§9%7)%rggﬁnéiﬁﬁgﬁ§%ybgbcedures outlined in
Scheme 1: methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(CH2CHyOMe) -

CH2CH=CH2, Ar is 4-methoxy-6-methylpyrid-3-yl;
30

a compound of Formula (60) wherein R3 is

N(CH2CH20Me)Me, Ar is 4-methoxy-é6-methylpyrid-3-
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SCH~ 1 hal agenati ng agent or sulfonylata.ng agent + / - base, + / - solvent
eNN~~N/ Nyz\V\V\V\V R N~R NA Ay =pRIR3H +/ - base, /~ N+
/| - solvent Z\ \ RL NA (1) A= N Conpounds of Fornmula t~) (where Y is O
may be treated with a hal ogenating agent or sulfonylating agent in the 15
presence or absence of a base in the presence or absence of an inert

sol vent at reaction tenperatures ranging from-80C to 250C to gi ve products
of Formula (8) (where X is hal ogen, al kanesul fonyl oxy, -81

aryl sul f onyl oxy or rlal oal kane-sul fonyl oxy). Hal ogenati ng agents i ncl ude,

but are not |inited to, SOC12, POC13, PC13, PCl5, POBr3, PH3 Or PBr5.

Sul fonyl ati ng agents include, but are not limted to, . 5 al kanesul fonyl
hal i des or anhydri des u S th ul fonyl. chhkoride or nethanesul fonic
acid _ anhydr fd&°™PEHN sﬁ%ﬂﬁﬁmﬁ& ?‘%@i 8’:"%%#%?? d&¥ (such as

p-tol uenesul f onyl &HICH2CH: Qe )dithy diri de) 46melthlonsl-Kyhethf bpytidiad 4 des or
anhydri desg(preferafly 10 trifluoronethanesul foni c anhydride). Bases may
include, but are ndt'‘limted to, alkali metal hydrides (preferably sodium
hydride), alkali nmetal alkoxides (1 to 6 car bons)(}oref erably sodi um

met hoxi de or sodjum i al i rth. al .hydrides, -al kali netal
15 di al kyl am 3e§°(nﬁ)?g’%‘r§?§bqj?qﬂliléurﬁs ? ?@ggr%olgﬁzaml e), alkali netal

bi s(trial kyl si | yl) anCHeSHsME)dnblay dedisumetihoikyr Ereebyyspyyid aiv de) ,

trial kyl am nes (pra,qf,er ably N, N-di-isopropyl-Nethyl amne or

triethyl anhne) or aromatic am nes (preferably 20 pyridine). Inert solvents
may i ncl ud , but are not limted to, |ower alkanenitriles (1 to 6 carbons,
preferably acet Qnj.tyihe) .« etdans refier abl y.dj r)y, cyclic
et hers (pref e%a%yyb{d&n@aﬁy%rﬁg%‘éﬁdalﬁ o(?%{ X@%ir%xlg‘ng) , XSN, ﬁ%ﬁ%ﬁzﬂkﬁﬁr mam des
25 (preferably di msHzdHqr madiide )4,- midtNotiyalck yexhel apr-flés3 (pt ef er abl y

di net hyl acet am de), cyclic am des (preferably N-nethyl pyrrolidin-2-one),

di al kyl sul foxi des (preferably dinethylsul foxide), aromatic hydrocarbons
(preferably benzempoand afudedm3@ d6ohaWbaidedme®30fisl to 10 carbons and 1

to 10 hal ggens (pr -3y [ ongt hane),. Preferred reaction. . .
t enper at u(r?gs rangeﬁ]ﬁom -%g(%gc?&ogirﬁr‘?pgur? st%gf(ngr %?gy%%xnf%f be

reacted with compowids of Formula R3H (where R3 is defined as above 35
except R3 is not SH, CORD, CO2R~, aryl or heteroaryl) -82

a compound of Formula (60) wherein R3 is NHCH(cPr)2, Ar

is 4-methoxy-6-methylpyrid-3-yl;

20
a compound of Formula (60) wherein R3 is N (CH2CHpOMe) 2,
Ar is 4-methoxy-6-methylpyrid-3-yl;
a compound of Formula (60) wherein R3 is NHCH(Et) 2, Ar
25 is 6- methoxy -4-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(Et)2, Ar is

4 -methoxy-6-methylpyrid-3-yl;

30 a compound of Formula (60) wherein R3 is 2-
ethylpiperid-1-yl, Ar is 4,6-dimethylpyrid-3-yl;
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in the presence or absence of a base in the presence or absence of an inert
sol vent at reaction tenperatures ranging from-80 to 250C to generate
conpounds of Fornmula (1). Bases may include, but are not limted to, S

al kali metal hydrides (preferably sodium hydride), alkali netal al koxides
(1 to 6 carbons) (preferably sodi um nmet hoxi de or sodi um et hoxi de), al kali ne
earth netal hydrides, alkali netal dialkylam des (preferably l[ithium

di -i sopropyl am de), alkali netal carbonates) 10 al kali metal bicarbonates,
al kali netal bis(trialkylsilyl)amdes (preferably sodium

bi s(tri met hy SARAGHE & ,qumualﬁwﬁoérrwgegeepr Bf ei@bryclobutyl -

N, N-di -1 sopr opyl -dwieidy! 1NQ) Qb3+ i 1 Res, (preferably pyridine).

| nert sol vents may indlﬁ"e?%bgfslglg%gggngr?gz?eglfo, al kyl alcohols (1 to
8 carbons, preferably nmethanol or ethanol), |ower al kanenitriles (1 to 6
carbons, pref ibrihe) . cdha hegs: (preferably diethyl .
et her), cyc%igkﬂgﬁﬁggpghfg?%ﬁg%?y(fg?rgﬁég?géuganl%r 1, 4-di oxane), N, N 20
di al kyl f or mani ded? M0 &FaChisCH2di At iyl £ of ndameehy1pyhikilas kyl acet ami des
(preferably dinethylacetam de), cyclic am des (preferably
N—nethylpyrrolidin-2-og§%. di al kyl sul foxi des (preferably

di net hyl sul feoxiogwpursy Floamhydr §68) bwherepneRdr abl iy (BenzienePoy t ol uene)
25 or hal oal kane f, to_ d,1. {0 10 hal ogens (preferably
dich.Ioronethane%?oﬁf%#é%régm%gég??gﬁgge%%%iétures range fromo~C to 140C
Schenme 2 delineates the procedures for converting intermnmedi ate conpounds of

saene 205 10 TR FRE IR, TR \FAFERL R L I SrdPhgent
sol vent R3H~ + / Ar li®sg, 6+dimethplppridSB(W;nRI3 NN~ N ~~ Z RL °~ N Ar
(12) r _

a compound of Formula (60) wherein R3 is N{(Me)Pr, Ar is

4,6-dimethylpyrid-3-yi;

15
a compound of Formula (60) wherein R3 is N(Me)Et Ar is
4,6-dimethylpyrid-3-v1;
a compound of Formula (60) wherein R3 is N(Me)Bu, Ar is
20 4,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is

N (Me)propargyl, Ar is 4,6-dimethylpyrid-3-yl;

25 a compound of Formula (60) wherein R3 is
N(Et)propargyl, Ar is 4,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is

NHCH (CH3) CH(CH3)CH3, Ar is 4,6-dimethylpyrid-3-y1;
30

a compound of Formula (60) wherein R3 is N(CH2CHy0Me) -
CH2CH=CH2, Ar is 4,6-dimethylpyrid-3-yl;

-52-



R3 R3H, + / - base, N+ / - solvent A~ N~ Z\ \ RL NAr (13) (1) A= N
Compounds of Fornmula (7) (where Yis S) may be treated with an al kyl ati ng
agent R13X (where R13 is defined as above, except R13 is not aryl or
heteroaryi) in the presence or absence of a base in the presence or absence
of an inert solvent at reaction tenperatures ranging from-80C to 2S0C.
Bases may include, but are not limted to, alkali netal hydrides
(preferably sodium hydride), alkali netal alkoxides (1 to 6

car bons) (preferably sodi um net hoxi de or sodi um et hoxi de), alkaline earth
metal hydrides, alkali netal dialkylamdes (preferably lithium

di -i sopropyl am de), alkali netal carbonates, alkali netal hydroxides,

al kali metal bis(trialkylsllyl)am des (preferably R138, + / - base, + / -
sol vent SR13 N dengoundz ofgFormudadi(Gfn bWb%reiﬂ'eR%yir%i |yl )am de), trialkyl
am nes (prefereabl IM’ b opyl.- N- ef hyl 1 | et hy] . am ne) or
aromati c am nes (p)rﬁe(:‘&er abF?M%yrqiEdi %%)&I%égtd%g%%%y%%/% :}ﬁ[ ude, but are
not limted to, alkyl 5 alcohols (1 to 8 carbons, preferably nethanol or
et hanol ), Lower al kanenj tri t C eferably acetonitrile),
di al kyl et eré (c%’rmé)foé“rngblo)g ggg{“&;? g%ﬁ)er?ﬁg%%?: ilgje{{ers (preferably

t et rahydr of uran or NM(CH@HoRMEeEL , NAN- il a4 k§/+d tmetelny Omar ikD- I prlef er abl y

di met hyl f ormam de), N, N-di al kyl acet am des (preferably dinethylacetam de),
cyclic am des (preferably N-nethyl pyrrolidin-2-one), dialkylsulfoxides
(preferably diameidmypicsmdf ofi Beymuiack€0) cwhexeimaRbais (preferably benzene

or toluene) 15 or l-23i-kaB gl 1,t0.10, carbons .a 1 to 10 hal ogens
(pref erablé di chl o%n@?ﬁageﬁé) P%éf%?r’e% %’eéc‘?’r%%tkf@?ﬁ?&léf'&"é'sl range from
-80C to 1®C. Conpounds of Fornula (12) (Formula (1) where R3 is SR13) may
then be reacted with ¢ upds_of F | g R3H 20,4 0. gi ounds of
Formula (1), ﬁsfﬁalptoﬁélgsnggegggﬁ |L?i gé]égya%aerreelzarbe tslggmoﬁge for the
conversi on of conpo:wgd@r(pfAEogguh,ae(@i)mé&WJq‘; Formula (1) as
outlined for Schenme 1 above. Alternatively, conpounds of Fonnula (12)

(Formula (1) where R3 is 25 SR13) may be oxidized to conpounds of Formula
(13) (For nul aa(Tbnpbere B8 For®holnfo) wHeddid @) fy treatment with an
oxi di zi ng, agent in esence of an inert solvent at tenperatures ranging
from-80C10 2S0C. N@?&?Q?i@ﬂa&m AT nied e - Bietdnd pystid-3mvtled 30 to,
hydr ogen peroxi de) al kane or aryl peracids (preferably peracetic acid or

m chl or o- perbenzoi ¢ ( acid). dioxirane, aoxone, ory sodi um peri odate. |nert
sol vents may PnEPTREUNEUPE aF_rmeta | (4R ) ehareimIKardend&iCEI aPs) 20 @ar bons,

preferably acetone)s WakedimétkylpySBRa-3-y1;

20 a compound of Formula (60) wherein R3 is N (CH2CH2O0Me) 7,
Ar is 4,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is NHCH(Et)> Ay
is 4,6-dimethylpyrid-3-vl;

25
a compound of Formula (60) wherein R3 is N(Et)2, Ar is
4,6-dimethylpyrid-3-yl;
a compound of Formula (60) wherein R3 is 2-
30 ethylpiperid-1-yl, ar is 2,6-dimethylpyrid-3-y1;

a compound of Formula (60) wherein R3 is cyclobutyl-
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al cohols (1 to 6 carbons), aromatic hydrocarbons (preferably benzene or

tol uene) or hal oal kanes of 1 to 10 carbons and 1 to 10 hal ogens (preferably
di chl oronet hane) 'or conbinations thereof. The choices 5 of oxidant and
solvent are known to those skilled in the art (cf. Uenura, S., Oxidation of
Sul fur, Seleniumand Tellurium in Conprehensive Organic Synthesis, Trost,
HM ed., (Elmsford, NY: Perganon Press, 1991J, 7, 762-769). Preferred
reaction tenperatures range from 10 -20C to 100C. Conpounds of Fornula (13)
(Formula (1) where R3 is S(OnNRI3 n.is 1,2%) rraé_then be reacted with
conpounds of For nBFARBHAY018i v cBAPEEAYLPEF 1 Eo? it 4 (1), using the sane
conditions and reagents as were used for the conversion of conpounds of
Forrmula (8) to 15 conpounds of Fornula (1) as ou&ljned for Schene (1)
above. Conpo@nB83™BPUREr Rl EOFT)‘}aMéPE KEeRgYN R NRBCOR7, - N( COR-) 2,

- NRBOONR6R?, - NRBRQRRI8HcNRORS ~ ARBSA2R7 6 - AR 019y I5@PAI 25 §1 oM conpounds.
of Formula 20 (7), where Y is NA, by the procedures depicted 1n Schene 3. f
- 86 SCHEME 3 Y R al kylating, sulfonylating 3 or acylating agnts N~ Z + /
_- base, sol vantofsblad b e ZeBimdi KL (50) Avhbbe{d)rY s Middcih N _ R3 = -
NR6R~ , NR8 CORD , N (CORD) 2, NRgCO\IR6R~ NRg CO2R13 Reaction of’ conpounds
of Formula (7), whBrésYAFsisHe, rehmarhylayrid-ageht s, sul fonyl ating agents
or acylating agents or sequential reactions with 5 conbi nations thereof, in
the presence or absence of a base in an inert so%v_ent at reaction

t enper at ur esar GAPPAYNEr of Foomila 260C wagrain it AP RMEHPrEor nul a (1),
where R3jgmay be - SORY- 3 N( -~ R/..,+ NR8BCO2R13, - NR6R7~
_NR8SO2R7. Al Kyl a%?ﬁg 1ora5%|n£%8n%§mfﬁici$ %’égﬁ%ﬁ Yie not limted to, Cl-CLO
al kyl -halides, -tosylates, -nmesylates or -triflates; Cl-Cl0 hal oal kyl (1 -
10 hal ogens) 3 hal i -Lps y. . O3t f ;.. C2-

al koxyal kyl -ﬁa?t‘:)&les,n?oégl g%ﬂé‘?f? néggra%g%P%lrrp-% r |Jﬁ zﬂ@ges%&- égcgﬁcl oal kyl
15 hal i des, -tosy?aftedimeppylpyred-dryltriflates; C4 Cl12

cycl oal kyl al kyl -hal i des, -tosylates, -nesylates or -triflates; aryl (Cl-C4
al kyl)-halides, -tosylates, nesylates or -triflates; heteroaryl (Cl-C4

al kyl ) hald des, conpryndt et Formsla af€@) orherein IR} ds NIMeQ®L, Ar is

het er ocycl yl (C1- &4 é‘lgi’rhéﬁtt}'@iﬂ}dz%d-ii;‘?f}’l ates, _87_

a compound of Formula (60) wherein R3 is N(Me)Bu, ar is

2,6-dimethylpyrid-3-yl;

20
a compound of Formula (60) wherein R3 is
N (Me) propargyl, Ar is 2,6-dimethylpyrid-3-yl;
a compound of Formula (60) wherein R3 is
25 NH (CH(CH3) CH(CH3)CH3, Ar is 2,6-dimethylpyrid-3-
yl;
a compound of Formula (60) wherein R3 is N{(CHCH20Me) -
CH2CH=CH2, Ar is 2,6-dimethylpyrid-3-yl;
30

a compound of Formula (60) wherein R3 is -
N (CH2CH20Me)Me, Ar is 2,6-dimethylpyrid-3-yil;
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nmesylates or -triflates. Acylating agents may include, but are not limted
to, Cl-Cl0 al kanoyi halides or anhydrides, Cl-Cl0 hal oal kanoyl halides or
anhydrides with 1 - 10 hal ogens, C2-Cg al koxyal kanoyl halides or 5

anhydri des, C3-C6 cycl oal kanoyl halides or anhydrides, C4-Cl2

cycl oal kyl al kanoyl . hal i des or anhydrides, aroyl " halides or anhydrides,
aryl (Cl-C4) al kanoyl halides or anhydrides, heteroaroyl halides or

anhydri des, heteroaryl (Cl-C4) al kanoyl halides or anhydrides, 10

het er ocycl yl carboxylic acid halides or anhydrides or heterocyclyl (Cl-C4)

al kanoyl halides or anhydrides. Sul fonyl ating agents include, but are not
limted to, €lcGmpouhiiydfuFéomyla htdedesheremRtrigles, Cl- C10

hal oal kyl sul f onyl i & hygy i pthe 1. .- . hal agens, C2-Cg
aIkoxyalkylsulfon§ké%%??%%s g€@hﬁﬁ£d§$3%§% %Eﬂ?i?é%%?ﬁ%h k%ﬁgﬁﬁfonyl hal i des
or anhydrides, C4-Cl2 cycl oal kyl al kyl sul fonyl halides or anhydrides,

aryl sul fopyl _halides or i des vy - yl)-, heteroaryl sul fonyl
hal i des o$ 26 5ﬁﬁ9§?P§e%?nﬁ%ﬁ@¢g§r§?€%ﬁq dﬁéjﬁigﬁ fonyl halides or
-anhydri des, heterB¢gB2OHzOMeE LR ZAval isles, Hrdamnidriplesidel -yl ;

het erocycl yl (C1-C4 al kyl )sul fonyl halides or anhydrides. Bases may i ncl ude,
but are not limted to, alkali netal hydrides (preferably sodi um hydride),

25 al kal i nmetaktomplonddes Fdrmwld 060 )oortsdxfqirefRet abd W 6CHE CHpaMet) hoxi de or

sodi um et hoxi de) , ﬁ%k Line earth metal hydrides, alkali netal dialkylani des
(preferably Iithi&ieG -is%ﬁrb@y?eﬁﬁ&ﬁﬁ?t }eriidntafl carbonates, al kal
metal bidQ@trial kylsilyl)am des (preferably 30 sodi um

bi s(trinethylsilyl)am de), trial ky m nes (prefgereably di-isopropyl ethyl
amine) or ar érrﬁ?‘i“Eo‘é?ﬁin‘éé }f‘b‘f'@‘fa)ear a{ﬁ@ d‘g}?‘?’iﬁ%)gfllr%rt sol vents may

include, but are mR{(CH(CH}eHIH3 aldy i Al isndchy0 B £ boRs,; preferably
nmet hanol or ethanol), |lower 88 ai kanenitriles (1 to 6 carbons,

preferably acetonitrile), dialkyl ethers (preferably diethyl ether), cyclic

ethers (pref gr abhyolsd rehVissQhiran qy) letfkdi QX ar®)is Nyrbérdi @y fg{rmam des
(preferag%y 5 dlnethglfornanlde , N, N-di al kyl acet am des (preferably

di met hyl atet anmi deds eyetdivethe PYHrEfEr¥abl y Nmet hyl pyrrol i di n- 2- one),

di al kyl sul f oxi des (preferably dinethylsul foxide) or aromatic hydrocarbons

(preferably benzene or toluene). Preferred reactj on tenperatures 10 range

fromOC to 100€o™MEeWadeC? Rt &0 hrdteddfime R i Ak HpOMenal.oyed to

prepare internedigte; £omOLgse Hy kg 2 (A),, where Yis O Sand Zis
CRz. -89 SCHEME d O R2CORb, bagéfg&c soIG@%t ArCH2 CN R (3) ,N HN R2 H2N
(4 NHRL (5 ORc +/ - acid, solvent ~2~2 ' H24.

20 a compound of Formula (60) wherein R3 is NHCH(Et)2, Ar
is 2,6-dimethyl-pyrid-3-yl; and

a compound of Formula (60) wherein R3 is N(Et)2, Ar is
2,6-dimethyl -pyrid-3-yl.

25
{3] Specifically preferred compounds of the present
invention include compounds and isomers thereof,
sterecisomeric forms thereof, or wmixtures of
stereoisomeric forms thereof, and pharmaceutically

30 acceptable salt forms thereof, wherein said compound
is selected from the group:

4-((2-butyl)amino) -2, 7-dimethyl-8- (2-methyl-4-
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solvent N NHHN~ R2 RLHA (6) Y,NY=C(Rdl 2, base, HN solvent Z Rl N
Ar (7) Y=0 S, Z=CR2 S 10 Conpounds of the fornula ArCH2CN are reacted
wi th conmpounds of the fornula R2ZCORb, where R2 is defined above and Rb is
hal ogen, cyano, |lower alkoxy (1 to 6 carbons) or |ower al kanoyloxy (1 to 6
carbons), in-the presence of a base in an inert solvent at reaction
tenperatures ranging from-78C to 200C to afford conpounds of Fornula (3).
Bases may include, but are not limted to, alkali. nmetal hydrides
(preferably sodium hydride), alkali netal al koxides (1 to 6

car bons) (preferably sodi um net hoxi de or sodi um et hoxi de), alkaline earth
nmetal hydrides, alkali netal -90 di al kyl ami des_(preferably |ithium

di - i sopr opymeEheyPRenal)i - Het 2t bR Bertley 1 o 4&itrid@d 8./ hydr oxi des,

al kali metal bis(trialkylsilyl)amdes (preferably sodium
bis(trinmethylsilyl)amde).. tri | ,am.ne ( .abl
N,N—di-isopﬂﬁp&iﬁé§§¥lIQQﬁﬁ?%Sggi'%f%ﬂ%pﬁéﬁghﬁagg%%pFE¥8V55?9 pyridine)."
| nert sol vemtes hragypheiywide; [ b - al epymrzdliarlt.ed S-¢riakzkypke;al cohols (1 to 8
carbons, spreferably nethanol or ethanol), |ower alkanenitriles (1 to 6
carbons, preferably 10 acetonitrile), water, dialkyl ethers gpref erably

di et hyl ethé#jﬁ(%3Rﬁ¢§¥¥ﬁ%ﬂ&%9kiﬁfﬂEﬁ%ﬂﬂ%PX%&@?ﬂ%yé%@P@?&ﬁyér 1, 4- di oxane),
N, N- di al kyl frstrsrydsiseriylr)ef Er 28t 8] chyd2olld-ar, e -deliaziind; di al kyl acet ani des
(preferably dinethylacetam de), cyclic am des 15 (preferably

N- net hyl pyrrolidin-2-one), dialkylsulfoxides (preferably dinethyl sul foxide)
or aromati ¢ 4midodmibans Fpimd erabl ydimatteie Sor(2-gleaméy 4-Preferred

reacti 0'10'[e'iﬂé@:'}ﬁi:éﬁﬂﬁergﬁﬂgﬁ[ﬂ,rmp%i&zm%c-l,%q sCerpagngds; of Fornula (3)
r

may be treated with hydrazi ne-hydrate in the presence of an inert solvent
at tenperatures ranging fromOC to 200C, preferably 70C to 150C, to produce
conpounds of4 -Rov-mytcl dphepyilmesrtthslot N-atcp yiimyniined -24d8 -dbmétlay®-not | imted
to, 25 water,._ @al_ C.Qht rhans,_ .pr. _ hanol or

et hanol ), | gvve_(r% g?éktgﬁ}eln%t (r&hctes t%m%(’:}ctz;[?'b'o%,ns‘?ll,q %}'g%gggﬁl gF%’cgt onitrile),
cyclic ethef&¥i@3ié¥erably tetrahydrofuran or 1,4-dioxane),

N, Ndi al gyl f or mam des (preferably dinethylformamde), N N 30

(di al kyl acetanides (.preferably . di-methyl acetam de),, gyglic am des
(preferably 4I\I—%ﬁ¥y ?ﬁﬁﬁ%yﬁaﬁ‘%tfﬁ’-lgﬁ&e)‘%é"&’uyglaﬁ“;%lns?ﬁ| 2ot gé‘é‘e‘&‘b\f Terably
di met hyl sul BoxXi2d&)- doymedhortatd -wneiivramdenyids -([3r &f-ed abyyaseheene or
tol uene). Canpouwn@s-iQfzifmer;mula (4) may be reacted with conpounds 35 of
Formul a (5) (V\here R~ is alkyl (1-6 carbons)) in the -91
20 4-(N-allyl-N-(2-methoxyethyl)amino)-2,7-dimethyl-8-
(2—methyl—4-methoxypheny1)-(l;S-a]-pyrazolo-l,3,5—

triazine;

4-( N-allyl-N-(2-methoxyethyl)amino)-2,7-dimethyl-8-
25 (2,5-dimethyl-4-methoxyphenyl)-[1,5-a]-pyrazolo-
1,3,5-triazine;

4-(diallylamino) -2, 7-dimethyl-8- (2-methyl-4-

methoxyphenyl) - [1,5-a] -pyrazolo-1,3,5-triazine;
30

4- (diallylamino) -2, 7-dimethyl-8-(2,5-dimethyl-4-

methoxyphenyl) - [1,5-a] -pyrazolo-1,3,5-triazine;

4- (N-ethyl-N- (2-methoxyethyl)amino) -2, 7-dimethyl-8-
35 (2-methyl -4 -methoxyphenyl) - [1,5~a] -pyrazolo-1,3,5-
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presence or absence of an acid in the presence of an inert solvent at
tenperatures ranging fromOC to 200C to produce conpounds of Formula (6).
Acids may include, but are not limted to al kanoic acids of 2 to 5 10
carbons (preferably acetic acid), hal oal kanoic acids (2 - to carbons, 1-10
hal ogens, such as trifluoroacetic acid), arylsulfonic acids (preferably
p-tol uenesul fonic acid or benzenesul fonic acid), alk~nesulfonic acids of 1
to 10 carbons (preferably nethanesul fonic acid), i0 hydrochloric acid,

sul furic acid or phosphoric acid. Stoichionmetric or catalytic amounts of
such aci ds maycheaaises;, dmirt sol vents may include, but are not limted to,
wat er, al kanenitriles (1 to 6 carbons, preferably acetonitrile),

hal ocarbons of h to 6 carbons 15 and 1 to 6 hal ogens (preferabl

di chl or onet harfe- orN gt bfldr (g - mefhgryehydnamings -2, #odimethy bohs
(preferably et annldimeh ) kyd - died:g diferdyd ) 12 1G&-Bonpyrpesisr abl y di et hyl
et her or di-isopgggylelhen} or cyclic ethers such as di oxan or
tetrahydroﬁurdhﬂ ” Brifatied tenperatures range from anbi ent tenprature to
100C. Compounds of Fornula (6) may be converted to internedi ate conpounds
of Formula (7) t téggg Lt hR{R = o re Yis Oor S and
Rd i s hal ogen ng(ﬁﬁg?|%ﬂﬂ§ﬂ%HPBrineq#pg$?§;§&?%}§gggggarbons) or

al kylthio (1 tePPRRFHMRY FFMde (isence or absence of a base in an
inert solvent at reaction tenperatures from-50C to 200C. Bases may
include, but are not limted to, alkalj netal hydrides (preferably sodium
30 hydride), alkali netal al koxides (ﬁ.to 6 carbons) (preferably sodi um

nmet hoxi de or sodi um et hoxi de), q{kal'\getal carbonates, al kali netal
hydr oxi des, trial kyl am nes (pref | yNIKT N di | sopropyl - N-et hyl ami ne or
triethylamne) or aromatic 35 am ng¢s (phefeyabiGfapyridine). Inert solvents
may -92 i ncl ude, but are not I O=/al kyl al cohols (1 -to 8 carbons,
pref erabl y nmet hanol or ethanolf? | ower al kaneni &' 1 es (1 to 6 carbons,
preferably acetonitrile), cyclic etherﬁu(p ably S tetrahydrofuran or

1, 4-di oxane), N, N-di al kyl formam des (pre di et hyl f or mam de) ,

N, N- di al kyl acet am des (preferably dinethyl ﬁTBﬁ), cyclic am des
(preferably N-nethylpyrrolidin-2-one), di@l ky sul foxides (preferably

di met hyl sylyf oxi de) or 10 aromatic hydro&%rbon i« preferably benzene or
toluene). Preferred tenperatures are 0C to 150C. Internedi ate conpounds of
Formula (7), where Zis N, nay be synthesized according the nethods
outlined in Schene 5. -93 S CHEMEORMBLICH{NY) base, solvent ArCH2CN N HN

~\\ N H2N (10) Rg~ NN\ \ N H2N
15 and lsomers thereof, stereoisomeric forms thereof, or

mixtures qf stereoisomeric forms thereof, and
pharmaceutically acceptable salt forms thereof selected
from the group:

20 a compound of Formula (70) wherein R is €1, ‘R3 is--
NHCH (n-Pr)2, R*® is Me, R?P is H, R%C is Me, Rr%d
4e
R

is H and is H;

a compound of Formula (70) wherein R is Cl, R3 is -
25 NHCH (CH20Me) 2, R%2 is Me, R%P is H, RYC is Me, r%d

is H and R%® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
N(CH2CH20Me) 2, R42 is Me, R*P is H, R%C is Me, R
30 is H and R*® is H;

4d
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(99 ~NH1 ~c R(5 OR+ ~ - SOd, solvent reducing agent solvent N N8 HN
~~\ NRLN/~H\ Ar (11) Y \N-~ Y=C (Rd) 2. base, Z solvent _ RL N Ar (7)
Y =0 S; Z =N Conpounds of ArCH2CN are reacted wi th conmpounds of Fornul a
RqCH2N3 (where Rg is a phenyl group optionally substituted by H alkyl (1
to 6 carbons) or alkoxy (1 5 to 6 carbons) in the presence or absence of a
base in an inert solvent at tenperatures ranging fromOC to 200C to
generate conpounds of Fornmula (9). Bases nay -94 i ncl ude, but are not
limted to, alkali metal hydrides (preferably sodium hydride), alkali netal

al koxi des (13t Qofpeanoss) eemﬁfaabbm Smmm haxide, ﬁﬁdi%‘mn\?fé‘ox' de or

pot st um DO ekt the RS L e o B by o o et

car bonat es, al kal dsmék alndhﬁa oksdBs, al kal | rret al b| s(trial kylsilyl)am des
(preferably sodium bis(trimethylsil yI yam de), trialkyl am nes (preferably.
10 N, N-di 5i saproppbukdetlfy Foamuiha (V01 riktteirarR neg av, &®onm i< am nes

(preferably pyridnnen cﬂaemgwolyem:ﬁ_sr%?/ igfdd ude, b yecarg t I jaqdted to,
al kyl al cohols (1 to ar bgas, preferably nethanol’ or etlh Iower .

al kanenitriles (11150H6 ag rBonslSpIF‘ef erably 1S acetonitrile), d| al kyl ethers
(preferably diethyl ether), cyclic ethers (preferably tetrahydrofuran or

1, 4- di oxane) @ RONPEURAK PEf SPﬁﬁHﬂe!s"?)pr‘@f%ﬁea}B} R disnéjtlhylﬁ'?orlrﬁam de),

N, N- di al k§| acet anNHEH (CHeOMel 2ap| B3 netdy) &% an de) R4S ald (Mea,deé]S
(preferably N 20 met hyLpyrgoei gﬁnﬂz one), dial kyl sul foxi des (preferably

di nmet hyl sul f oxi de) or aronmatic ydrocar bons (preferably benzene or

tol Pr ef f. t t t t
180%6”&1)05%(1%50&{;“8""8 PR TR I e R B Rt CRociit agbnt i n 25

an inert solvent toRIOOJG"’t%lafR or dspr*’odlﬁct s igf Meor Rl a 1610) .
Reduci nglagent s i HchudeR “Butsae not linited to, (a) hydrogen gas in
conbi nation with noble netal catal ysts such as Pd-on-carbon, Pt02, Pt-on
carbon, Rh-o0&- abupbiindosf Rasenulu CkBd), WHdredhk® iis €1, RrR3 is -

N(Et)2, R%? ig Me, R g H, RYC isg Me, R ig u
4e
R

and is H;

20
a compound of Formula (70) wherein R is Cl, R3 is -N(n-
Pr) (CH2CH2CN) , R%2@ jg5 Me, R*P is H, RYC is Me, R%d

is H and R4e is H;

25 a compound of Formula (70) wherein R is Cl, R3 is -N(n-
Bu) (CHaCH2CN), R*2 is Me, R*P is H, RIS is me, r%d

is H and R*® is H;

a compound of Formula (70} wherein R is Cl, R3 is -
30 NYCH(n-Pr) (CH20Me) , R%2 ig Me, R?P is H, RYC is

Me, R?*? is H and R*® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH(Et)2, RY? is Me, RP is H, R%C is oMe, R%? is
35 H and R%® is H;

a compourid of Formula (70) wherein R is Cl, R3 is -
NHCH (CH20Me) 2, R%® is Me, R*P is H, R%C is oMe,

R4d is H and r%€ is H;
40

a compound of Formula (70) wherein R is Cl, R3 is (8) - N
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30 netals (preferably sodium in conbination with |liquid anmonia or (c)
ceric ammoniumnitrate. Inert solvents may include, but are not limted to,
al kyl alcohols (1 to 8 carbons, preferably nethanol or ethanol), |ower
al kanenitriles (1 to 6 carbcns, preferably 3S acetonitrile), water, dialkyl
ethers (preferably -95 di ethyl ether), cyclic ethers (preferably
tetrahydrofuran or 1,4-dioxane), N, N-dial kylfornmam des (preferably
di met hyl f ormam de), N, N-di al kyl acet am des (preferably di met hyl acet am de) ,
cyclic amdes 5 (preferably N-nethylpyrrol'idin-2-one), ' dialkylsulfoxides
(preferably dinethylsul foxide) or aromatic hydrocarbons (preferably benzene
or toluene). The pﬂéﬂéhﬁﬁuCW€aéﬁh@Metenﬁérabumes afB iB0E,tp460¢s Conpounds
of Formula (9) ar e;h%ﬁdc?@ hgel% cginpounds  of Formul a (7) (where Z
is N) via |nterne ates of Formu a (1- f using the reagents and reaction
‘conditions o t h 4 15or nyersion o ounds of Fornul a
(4) to co o&h CQ§£b §% 752 Zﬁg tﬁ?? n€§ S “of Formul a
(1) may afFso be p Hﬁmdg oflﬁoMﬁuIE 7}S(HheRe Yigs O, S and
‘Z i's defined aboveje,ant Is,l aednanSEhsEﬁnsHGﬁ SCHEMEE 6 Y HNN N Z RL N Ar
R3H, + / - acid, R3 + / - dehydrating agent + / - solvent / NANZ\ \ Rl
N Art((7j) Ythaoco&poana NE gezmﬁllh {Re\gm MBQr@Qﬁp@UﬁQSCP;é &Drgylad(qg may be
reacted w conp 4 4Pl es a ydrat i ng
agent |n1ﬁn |nertQ§oIven%o gﬁ?gagtlon t@%beratu%% éﬁglanffﬂnﬂbC to 250C.
Dehydrati'ig agent 3§ FcpodeR Su#saﬂe not limted to, P205, nol ecul ar sieves
or inorganic or 25 organic acids. Acids may include, but are not limted to
al kanoi ¢ aci @s cemppungd ¢6 Earbohs (b@bf@h@b¢ynakei$0Cl I isacid),
aryl sul fonic aC|dNH«ﬁtéfeRéBIyspméplm@heﬁglﬁonkﬁcagéchén pEh ggul foni c
acid), al kanesul fgnicpaeigdg gf 1 to 10 car bons (preferably methanesul fonic
aci d), hysrochloric aC|d sSu furlc acid or phosphorlc aC|d 5 Inert
sol vents may |nclude re n dt | k) ls (1 to 8
carbons, prefexa %hﬁe?%a 8Fm5 ?@Ldﬁ} %% r%qes 1to06
carbons, prefer abW ﬁé@fBﬁHHRe? igliMe kyR? eti@rfé. (BT f:esrabll,y me or
diglyne), cyclic Qbharsnapné?efgbmy 10 tetrahydrofuran or 1, 4-di oxane),
N, N- di al kyl f ormam des (preferably dinmethylformam de), N, N-dial kyl acet am des

(preferapdy di BBhBylLages aMkeehul&YetdC HEses (raf eablps i -

N- et hyl pyrrol i di ggég I 4§ulf id 1{pref r Qky ad
di met hyl sul f oxi de), ?@ﬁﬁomfif ¥ U e H, is C1, R
is H and R is H;

a compound of Formula (70) wherein R is Cl, R3 is (8§) -
25 NH (CHaCH20Me) CHpOMe, R%2 is Me, RP is m, RAC
cl, rR% is H and R*® is H;

is

a compound of Formula (70) wherein R is Cl, R3 is -
NH (CH2CH20Me) CH20Me, R%@ 5 Me, RYP s u, RYC s

30 c1, R* is H and r%® is H;

a compound of Formula {(70) wherein R is Cl, R3 is -N(n-
Pr) (CH2CH2CN) , R42 5 Me, RAP is H, RYC is oOMe,
R4d is H and RrRi¢ is H;
.35 '
a compound of Formula (70) wherein R is Cl, R3 is -
N(Et)2, r%*® js Me, R*P is H, R%C is ome, R4 is H
and R%® is H;

40 a compound of Formula (70) wherein R is Cl, R3 is (§) -
NH (CHCH20Me) CHoOMe, R32 i5 c1, R?P is H, R%C s
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15 aromati c hydrocarbons (preferably benzene or toluene) or hal ocarbons of
1 to 10 carbons and 1 to 10 hal ogens (preferably chloroform. Preferred
reaction. tenperatures range f nom anbient tenperature to 150C. Sone
conpounds of Formula (1) (where Ais N) may 20 al so be prepared by she

met hods shown in Schene 7: SCHEME ? 3 RBC ( ORe ) 3, R NH HN~- ~\ + / -
acid, ~~ NZ solvent A~ N~\\ Z1 R8 A R N(14) Ar (1) A= N

i nt ernedi ate conmpounds of Fornula (14), where Z is defined above, nay be
reacted with conmpounds of For rrul4a 25 R3C(ORe) 3, where Re may be alkyl (1 to
6 carbons) in tq{aqor-%sgn@e;dom dbsen8é of an acid in an inert solvent at

t enper at ures Pﬁhging f?on10C to 250C. Acids _may ~197r3 iknelude, but are
not limted to alllg(gnoé e AGh s of 7@ hers iafhd &[ﬁref eé(a,bl ysacetic acid),
aryl sul f ordamRRY r(g‘jlee)r oM - tigiene<ll f @i c ig® & benzenesul fonic
aci d), al kanestH @2 ACI ds of 140, 1Q,carbons S (preferably

nmet ha suIfoni&egcﬁﬁ§,ihyﬂreeﬁl%ricl%C|H,'sulfuric acid or phosphoric acid.
Stoichlonmetric or catalytic anounts }% s%f{g P@10}_9scmayR:be:'LE’us‘ed. I nert -

sol vents may ing geogbrorandand? Ol | WPERT t o T ovey al géshend tiri les (1 to 6
carbons, frEPEF 10 Laeet@nichr,i lRé%’, idi BY Kl etfers’ (preferably diethyl

et her), cyclicNg éﬁ% 8preferab|y t et rahydrofuran or 1, 4-di oxane),

N, N- di al kyi f or mmd &es Gr?r@ﬁerabl y di met hyl f or mam de), gl N- di_ﬁggyl acet am des
(prefggably di methyl acet ani de), | iher@iges Gpr €ler BOl y°N

net hyl pyr r ol ighgouhdre) F%"%lﬁ&*g f oxi desb( preeier &BCy idi AMeny| sul f oxi de?,
aromatic hydrOQ@pr®62¢$m@Nbfdb y Yed¥ene or tol uene) or hal oal kanes of 1
to 10 carbons angdl.toﬁlgngaﬁbgens'Hpreferably di chl oronet hane). Preferred
reaction tenperRturéS Fange from 50C to 20 150C, IcEptser iat e (eenpounds of
Formula (7) may al sq b% §.§Qb‘nggi 76d) byhehein dct? o ;gﬁ%p aEKIe 4idn Schene 8.
SCAEt ~18 YaYcamppuRd_ofy (M st 1ecpial g4®, ig solRentia¥w W RI N Y ~Z 1
X RN15) Y = OS’x)SSCHNI%IRQ,)Z B NMPoRE! - (7)) A=NX=8Br, d, I,
B(OR'")2 - 98 . OypeunddfisFdrinula (15), (where Y is OH SH _NR6R~; Z is

defi ned above, X5 s Br, Cl, |, 03SCF3 or H.O?']'Q"}-_% and R"ibs-WHEH al kyl (1
to 6 car bons)g may, be seaseild 7R BT ?iq) of "For pukca ;Ar Muéyhere Mis
hal ogen, & comP o), g2 is Me, RO 1s H -

20 (n-Pr) (CHOMe! .

R4d is H and R4e is H; -
. 3 S '-NH
ormula {70) wherein R 1S ci, R° 12

¥ 4c ;. Me.
a compound @ oMe), r*2 1s Cl, r4P r4C is M

{n-Pr) (CH2
4d jg H and R4e is H;

is H,

d ()1 E 7 i Cl R: iS -
a (:()"lp()ll“ hereln R 18 ) -
IJE[C!I(Et) 2 R iS Br R is H, R 1s OMe, R 1s
1 '
7 i i Cl P R3 is8 -
rﬂmla I. 0 ) Where in R 18 '

Fo
a compound of :
NHCH (Et) 2, RY2 is Br,

H and r4€ is H;

gdb is H, RIC is OMe, R

N(CH2CH20Me)2, R
r3d is H and r4€ is H; 3
in R is cl, R? 1is -

3 of For ‘ 1o 1. ome,
: c°m§§‘é§<cnzo:4e>2, r42 is Br, riP js H, R

g3d is H and r%€® is H;

mula (70) where

40

60~



" S alkali metal, znCl, ZnBr, Znl, MgBr, MO, M, Ced 2, CeBr~ or copper
hal i des) in the presence or absence of an organonetallic catalyst in the
presence or absence of a base in an inert solvents at tenperatures ranging
from-100C to 200C. Those skilled in the art will 10 recogni ze that the
reagents ArM may be generated in situ. Organonetal lic catal ysts include,
but are not limted to, palladi um phosphi ne conpl exes..(such as Pd(PPh3)4),
pal | adi um hal i des or al kanoates (such as PdC 2(PPh3)2 or Pd(QOAc)2) or

ni ckel conpl exes (such as 15 N C 2(PPh3)z). Bases may include, but are not
limted to, alkali netal carbonates or trialkyl am nes (preferably

N, N-dl-lsopropxomN-et £a ge QL ( P Ianine .1 n téﬁflvents may

i ncl ude, but "are ﬁl 16, 2di g fﬁ%?s é ?e |ethyI 20
ether), cyclic et éFE sprB eraﬁlyeteﬂrahyﬁrﬁfuRan be Al 4- ,

N, N- di al kyl f or mankdasrtpr egemgabl y di met hyl f or mami de), N, N—dlalkylacetanides
(preferably dinmethylacetam de)) cyclic am des (preferably

Net hyl pys r ohi dof 3uaaebf ﬁb@hﬁyhswbbpxwﬂéﬁemr@f%a@i D is -

- di met hyl sul f oxi deyy, 48 h bpns ( £eably aRe or toluene)
or water. Preferre gg?#g f%n%gra ur e$® @né@ f rbin (”§EC510 f6C. The

choi ces of M and QMarénﬂann 8 Hhose skilled in the art (cf. Imanoto, T.,
Organoceri um Reagents in 30 Conprehensive Organic Synthesis, Trost, B.M
ed., (El nmsfopdsomyoupdr gfinBorubes (70DMherdin 2811951, wiodlel-, P..

CXgan02|hr CxganNHaHMEunyanﬂ4€Xggn@nerﬁﬁbylgkﬁgemﬁg;18 ML M4ehgnsi ve
Organi c Synt hesi s MTrosé %. (EIanord NY: Pergamon - 99 5 10 15
20 25 Press, 1991? 197918 b hight, D.W, Coupling Reactions between

sp2 Carbon Centers, i rehe Si ni c SyntheS|s rost, B.M ed
(HmMMF@%@%@%@W“@ﬁmﬁ%@Mb %@ﬁFmMau)

may al so be prepal?J GHeGH2Me he, nefhoils GhowRi li’r11$chh,erﬂe4c9 isRe1], RN A~ N Z
RL N X sk~ 9 ArMs+u/andcet@l ysty; solvent (16) X = H, CL, I, B (OR'") Z
03SCF3

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH (CH20Me) 2, R%® jis c1, R®P is H, RS is c1, r%9

is H and R4e is H;
20

a compound of Formula (70) wherein R is Cl, R3 is -

N(Pr) (CH2CH2CN) , r%2 jig c1, r?P is H, R%C is C1,

R4d is H and rie is H;

25 a compound of Formula (70) wherein R is Cl, R3 is -
N(Bu) (Et), rR%*® is c1, R?P is H, RS is c1, rR%9 15
H and R*® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
30 NHCH (Et) CHoOMe, R%2 ig c1, R*P is u, RYC is c1,

R%9 js H and R%® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH(Et)2, R%2 is c1, R*P is H, RS is c1, r%9 is
35 H and R?® is H;

a compound of Formula (70) wherein R is C1, R3 is -
NHCH(Et)2, R%*2 jg5 Me, R?P is H, RYC is Me, r?9 is

H and R4e is H;
40

a compound of Formula (70) wherein R is Cl, R3 is -
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R3 NA-N _Z '\ \\ RL NAr (1) Compounds of Fornula (16), where A Z, Rl
and R3 are defined above and X is Br, Cl, |, 03SCF3 or HHOR'")2 and R'" is
H or alkyl (1 to 6 carbons)) may be reacted with a conpound of Forrmula ArM
(where Mis hal ogen, alkali netal, znd) ZnBr, zZnl, MgBr, Myd) Ml , Ced 2)
CeBr2 or copper halides) in the presence or absence of an organonetallic
catalyst in the presence or absence of a base in an inert solvents at
tenperatures ranging from-100C to 200C. Those skilled in the art wll
recogni ze that the reagents ArM may be generated in situ (see the above
references in Conprehensive Organic Synthesis). Organonetailic catal ysts

i nclude, but are not limted to, palladium phosphi ne conpl exes (such as

Pd(PPh3) 4), pal | adiH@H &Eéﬂ)lzj,esz"@f ial &qnogt‘lbs iGgsuchgrés %q,‘g( P ba) 2 or
Pd( OAc) 2) or ni ckgj q] § @such as N d 2(PPF13) 2). Basé$ fray t#cl ude,
but are not Ilmted %0, aI K rretal carbonates or trialkyl amines - 100 _

5 10 (preferaply S RO am ne_or triethylamne). Inert
sol vents y%lbnc g@ Itgot) g,p éta I7§r5 égefﬁlndﬁa?-ﬁyq:lethgrw(preferabl y
di et hyl efher), Rer & pneraabR tESthym?ﬁfﬂéaoler1d4ig|oxane)J

N, N- di al kyl f or mantidesid( p&f asall;y di methyl formam de), N N-dial kylacetam des
(preferably dinmethylacetam de), cyclic am des (pref erably

Net hyl pyrrolai dbfpduadebs d‘b%{nlﬂlas'('bépxxméée;{;ﬁ” a‘?i y 4 ”Et h}" sul f oxi de) ,
uene .

aromatic hydrocarf@g ( naf era gHzene_or Preferred
reaction é}errper at ur esg %n ge'fr @ﬁ gOC 1% inO‘%: Bl é?%dl%t%@ e ®rpounds of

Forrrula ) (wher e@®d; 51 Hg aml,, Z is CR2 and R1l, R2 and Ar are defined
as above) nay be prepared as illustrated in Schene 10. scx~ to ONC ~ R~ Ar
(3) ~2~2 ~ ~8. gpmpound/of Bazmwuba 620M, wieatesmntr MNC1, R3 jis -

N(Pr) (CH2CH2CN) , R*2 is Me, RP is H, R%C is ome,

s R4d is H and R4e is H;

a compound of Formula (70) wherein R is Me, R3 is -
NHCH(n-Pr)y, gd ;g Me, REP ig H, R¥C is Me, r4d

is H and R%® ig H;

20 a compound of Formula (70) wherein R is Me, R3 is -
NHCH (CH20Me) 2, R%2 j5 Me, R%P is u, R%C ig me g4d

is H and R%® s H;

a compound of Formula (70) wherein R is Me, R3 is -
25 N(CH2CH20Me) 2, R%® jis Me, R is H, RYC ig Me, gp4d

is H and RrR%® s H;

a compound of Formula (70) wherein R is Me, R3 is -N{c-
Pr) (CHoCH2CN) | %@ is Me, RUP is H, RYC ig Me, gr%d
30 is H and R%® is H; ‘

a compound of Formula (70) wherein R is Me, R3 is -
N(CH2CH20Me) 2, R%2 is c1, R4P is H, RYC ig Me, r%d

is H and R%® is u;
35

a compound of Formula (70) wherein R is Me, R3 is -
NHCH (CH20Me) 2, R%*@ is c1, R4P ig u, R%C ig Me g%d ‘

is H and R%® is u;

40 a compound of Formula (70) wherein R is Me, R3 is -
NHCH(Et)2, R*® is c1, R is H, R?C is Me, RYY is
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H2N N~ R2 H2N Ar (17) Y RIC (OR) 3, ~ N+ / - BCd, HNN " ~~ Z solvent Rl
N(7J Y=0 S NH Z = CRZ Conpounds of Formula (3) may be reacted with
conpounds - 10l of Forrmul a H2ZNNH( C=Y) NH2, where Y is O S or NH, in the
presence ox absence of a base or acid in an inert solvent at tenperatures
fromOC to 250C to produce compounds of Fornula (17). Acids may i ncl ude,
but are 5 not limted to alkanoic acids of 2 to 10 carbons (preferably
acetic acid), arylsulfonic acids (preferably p-tol uenesul fonic acid or
benzenesul fonic acid), al kanesulfonic acids of 1 to 10 carbons (preferably
met hanesul fonic acid), hydrochloric acid, 10 sulfuric acid or phosphoric
aci d. Stoichi orretﬁii%n%chatJa?r Wic ambunts of such acids may be used. Bases
may include, but are not limted to, alkali netal hydrides (preferably

sodi um hydr | @egompewad | o frefermul & ofd e whereim & dar MensRPphef erabl y sodi um
. met hoxi de or sodiN(ELE; etibXiide)Me alHéR ine par¥® nwt s, hpddi dgsy al kal i

met al dial kyl am d r§d(igqef el a!p'l y lithiumdi-isopropylam de), alkali netal

bi s(trial kylsilyl)amdes ](pre’ferabl y sodi um bis(trimethylsilyl)amde),
trial kyl am nes referaply N N.di-jsopropyl.-N-ethyl anm pe. or 2

triethyl ani )€ ‘ﬁg%?%‘%ra?f)cyﬂ%s‘l ((—}por%'efwg're%l‘l &/Pi%#ﬁﬁ)g?al hEr t'Ng@(I;vent s may
i ncl ude, but are ot (FH2FH2N )0 R*A iy Me.cBAGI 95( H,t 8*6 darMensR>| ower

al kanenitriles (1j4ou6ag@rifnsis preferably acetonitr~.le), dialkyl ethers
(preferagly diethyl 25 ether), cyclic ethers (preferably tetrahydrofuran or

1, 4- di oxane)a dbrbdlirh kyt frtARITLeE o) Praleeall ¥ qgnﬁhbyhﬁow‘aﬂwﬁéé

N, N- di al kyl acet am,.de abl ydi.met hyl aagt am de)  _g4egycli1c am
(preferably Nmret %@p%éﬁﬁ@-'z-}%ne){s al %yl soff gxi Bes tpr¥erRbly 30

di net hyl sul f oxi de)s HrawhtR'c MWgdiocar bons (preferably benzene or tol uene)
or hal oal kanes of 1 to 10 carbons and 1 to 10 hal ogens (gref erably
di chl or difet hmns)mpdrired evff dtbnmedet i (019 )t eineereatiuRed sr MageRPr osn OC t o 150C.

Conpounds of For mueH (d-Hrnayiomen beireqct pd 3R4W th ﬁon?oungé of Formul a
R3C(ORe) 3, where Re be - 10 geal kyl (1 fo 6 carbons) in the presence
or absence of an I‘Eec'i ggi n %h i ﬁé’%t Rsol #&ntliat tenperatures ranging from 0C
to 250C. Acids nay include g\l\J}l are not limted to al kans)i(_: acids of 2 to

10 car bons (i”qﬂ 5} Qﬁxﬁﬂr a (70) wherein R is Me, R3 isg -
20 NHCH(Et)2, R*2 ig Me, R*® is H, R%C is oMe, R%Y is

H and R%® is H;

a compound of Formula (70) wherein R is Me, R3 is -
NHCH (CH20Me) 2, R%2 js Me, R is H, RYC is oMe,
25 r4d is H and R%® is H;

a compound of Formula (70) wherein R is Me, R3 is (S) -
NH (CHpCHpOMe) CHa0Me, R%3 ig Me, RP is H, R%C is
Me, R4d is H and R4e is H;
30
a compound of Formula (70) wherein R is Me, R3 is -
NH (CHaCHz0Me) CH20Me, R%2 ig Me, R*P is H, RYC is

Me, R4d is H and R%® is H;

35 a compound of Formula (70) wherein R is Me, R3 is -
N(CH2CH20Me)2, R%2 is Me, R*P.is u, RS is c1, r%d
is H and R4e is H;
a compound of Formula (70) wherein R is Me, R3 is -
40 NH(Et), R*? is mMe, RP is H, R%C is Me, R*? is H

and rR%*® is H;
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5 acid), arylsulfonic acids (preferably p-toluenesulfonic acid or
benzenesul fonic acid), al kanesulfonic acids of 1 to |0 carbons (preferably
met hanesul foni ¢ acid), hydrochloric acid) sulfuric acid or phosphoric acid.
Stoi chionetric or catalytic anobunts of such acids may 10 be used. Inert
solvents may include, but are not limted to, |ower alkanenitriles (1 to 6
carbons, preferably acetonitrile), dialkyl ethers (preferably diethyl
ether), cyclic ethers (preferably tetrahydrofuran or 1, 4-dioxane),

N, N- di al kyl f ormam des 15 (preferably dinethylfornanide)

N, N- di al kyl acet am des &B% feraqu &7qe | acet am_ de é i,c am des

(pref er abl y ANSTERRA W KurFoXPdeR” (pPeferabl y

di net hyl sul f oxi d&FCHmoRaY iz mf O@ambon &bn@fﬁnaﬁ § ben@émeRﬁ? t ol uene)
20 or hal oal kaneg 0fy ki rRE® Gay kpns and 1 to 10 hal ogens (preferably

di chl or onet hane) . Preferred reactron tenperatures range fron150C to 150C.

I n Sche 11, CBQ %Qur ng% gscgg gnpounds of
Fornulan§1) ﬁ%% . to4@ther
conpounds of For 'eRR3 |1§ &Q(oﬁ)mlsdirzoﬁ NR%d—'I%R and -
CH2NR6R7 by treaume@tamdtﬁ. redici ng agent in an inert solvent at
tenperatures ranging from-80C to 250C. - 103 scx~ ii R3 R3 A~ N-~

reduci ng agenitcomposikdy eift Farimidlal \(78)RivhNreiRIRNiS Me) BB £sCORD , C02R-
CONR6 R~ 1 ~R3 H _@H2NR6 gucing. a @és i ncl ude, but
are not 'Vimited %\1(1::31(E}{I(zcgli{o}ll eic :5 or, ¢ aFkaI |lﬁ’e§§ar fgll{ bdr oh¥@ri des
(preferably i t hCdm 8 séérﬁhﬁ@dr@h dnsd@) borane di al kyl boranes 5 (such
as di-isoanyl borane), al kali netal alunlnunrhydrrdes (preferably lithium
alunlnunrhyarpdepouaﬁkafrFwsm@ﬂa(ﬂﬁpalkbgypahuﬁlnﬂnmﬁydm$des -or di al kyl
aIun1nun1hydrldeuH«SHQUHQQMénCHQQMEtyh&ﬁqunggrh ¥tbige)y Igpect; solvents may
i ncl udey s but are vt hanrteg @yl alcoﬁols (1to' 6 car%ons)

di al kyl ethers ( efgrabﬂ§ etﬁgr i cyclic ethers (preferably
tetrahydrofuran or xane c h drocarbons referably benzene
or toluene)? EPE‘PQPPQdog %r Zﬁgga‘o’(bﬁFS rﬁnb% né see h{npoc. 15 In
Schene 12, the pPSééQHE€§2§Ne sﬁ3ﬁnlﬂhMeh § be wserftcizaomert compounds

of Fornula (1), whéresRB LadCRRP ¢k gOzR~, to other conpounds of Fornula
(1), whaeoe R3is C(OH)(R~)Z by treatnent with a reagent of Fornula RAMin

an inert sohvesh eanaegeeﬁemrﬁe rraagl wﬁezglﬁrﬂms&@ tgs 230G - 104

and R%® is H;
25 a compound of Formula (70) wherein R is Me, R3 is (§) -
NH (CH2CH20Me) CHp0Me, Rr%*2 jig c1, r%P is m, RYC is

Me, R¥ is H and R?® is H;

a compound of Formula (70) wherein R is Me, R3 is -
30 NH (CH2CH20Me) CH20Me, R4 i5 c1, R*P is m, RC is

Me, R* is u and R%*® is H;
a compound of Formula (70) wherein R is Me, R3 is -
N(Et)2, r?® is c1, rR* is H, R?c is Me, R¥ is H

- 35 and R?® is H;

a compound of Formula (70) wherein R is Me, R3 is -N(c-
Pr) (CH2CH2CN), R42 ;5 Me, R?P is H, RC is OMe,
R4d rie

is H and 1s H;

40
a compound of Formula (70) wherein R is Me, R3 is -N(c-
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ZRL\ N A
C02R-, (1) R3 =

R3 reducing agent, ~\ iNsolvent AZRL\N1 Ar (1) R3 = CORD,
C(™H) (R) Mis halogen, alkali metal, zZnd, ZnBr, Znl
MyHr, Mg, Mgl, Ced 2, CeBrz or copper halides. Inert S solvents nmay

i nclude, but are not limted to, dialkyl ethers (preferably diethyl ether),
cyclic ethers (preferably tetrahydrofuran) or aromatic hydrocarbons
(preferably benzene or toluene). Preferred reaction tenperatures range from
-80C to 100C. 10 Conpounds of Formula (1), where R3 may be NRSCOR-~,
-N(COR~) 2, - NRBCONRSR~, -NR8CO2R13) - NR6R7, NRBSOzR~, may be synt hesi zed
as depicted in Schenme 13. - 105 SCHEME 13 ONC ~ Rl (~8) R~ ~\\ z H2N
Ar (4) Z=CR2 (FRO)(cHzeHICNd Rp4aN it o1, Rébe;g—y k%csg%v&g &md\ \ Ar
(19) R3 alkylatlnq iP'Eﬁf h@tlng or acyl ating agenfs N +

solvent A/ N ~\ &\ B aA=cr

a compound of Formula (70) wherein R is Me, R3 is -NHCH
5 (n-Pr) (CHpOMe), R4@ rb RYC is oMe,

R4d is H and R%*® is H;

is Me, is H,

a compound of Formula (70) wherein R is Me, R3 is -NHCH

(n-Pr) (CH0Me) , rR*2 is c1, R*P is H, R%C is Me,
10 R*d is H and R%® is H;
a compound of Formula (70) wherein R is Me, R3 is -
NHCH(Et)2, R*2 is Br, R?P is H, R%C is oMe, Rd is
OMe and R%® is H;
15 .
a compound of Formula (70) wherein R is Me, R3 ig -
NHCH(Et)2, R*® is Br, R*P is H, R%C is oMe, R%9 ig
H and RY® is H;
20 a compound of Formula (70) wherein R is Me, R3 is -
N(CH2CH20Me)2, R%2 is Br, r%P is H, R%C is oMe,
R4d is H and R4e is H; ’
a compound of Formula (70) wherein R is Me, R3 is -
25 NHCH (CH20Me) 2, rR?2 is Br, rR*P® is H, R%C is OMe,
R4d is H and R%® ig H;
a compound of Formula (70) wherein R is Me, R3 is -
N(Bt)2, Rr%2 jg Me, RAP g H, RS ig C1, rY is ©
30 and RY® is H;
a compound of Formula (70) wherein R is Me, R3 is -
N(Et)2, r%*® jig c1, RrR%P is H, R%C is oMe, R49 is
OMe and R® is H;
35 .
a compound of Formula (70) wherein R is Me, R3 is -
NHCH(Et)2, R*® js c1, r*P is H, R%C is oMe, R* is
OoMe and R%€ is H;
40 a compound of Formula (70) wherein R is Me, R3 is -

N (CH2CH20Me) 2, r%2 ;¢

cl, rR*P is H, RYC is c1, r%d
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R3 =NR6R~, NRBCOR~. N (CORD) 2, NReCONR6R~ r NReCO2R13 Reaction of
conpounds of Fornmula (18), where R and Rl are defined above, wth conpounds
of Formula (4) or 5 (10) in the presence or absence of base in an inert

sol vent may produce conpounds of Formula (19) at - 106 t enper at ures
rangi ng from-50C to 250C. Bases may include, but are not |limted to,
alkali metal hydrides (preferably sodium hydride), alkali netal al koxides
(1 to 6 carbons) (preferably sodi um nmet hoxi de or sodi um 5 et hoxi de),

al kaline earth netal hydrides, alkali metal dialkylam des (preferably
l'ithiumdi-isopropylam de), alkali netal carbonates, alkali netal

bi s(trial kyl silylisam dead Rﬁ?eﬁerably sodi um bi s(trinethylsilyl)amde),
trialkyl am nes (prefereably 10 di-isopropylethyl am ne) or aronatic am nes
(preferably gpydugict@y. ofnebEmadkveEnds \myrémlmdm msu,t rYegiot limted to,
al kyl al cohol s (M@Hcﬁgmgpas Rpae?gr@ | yp4iet Na g g tggﬂol) pdd over
alkanenlﬁrlles {1to 6 carl ﬁre era 1y acetonltrlle) i"dl kyl ethers 15
(preferably dletH§1Hé?H€r c9§I ¢ ethers (preferably tetrahydrofuran or

1, 4-di oxane), N, N—dlalkylfornanldes (preferably dinethylformanm de), -
N N-di al ky| ac efcmpiotest ofr Ebemabby (dDrevihgtatetRinisld)e, RA i -ani des
(preferably N nmenypyNCHOCHICR) 2- pAe) 15 28 dl;@'ﬂkyj!sSLﬁ f ddes, (qu ef erably
dlnethylsquOX|d%§ 0T, aronat|c4gydro arbons {preferably benzene or

tol uene), Preferfed r&aftPBA Renpéfallires range from OC to 100C. Conmpounds
of FormiPa (19) may then be reacted with 25 al kyl ating agents,

sul f onyl at i rg cageeuadorfaborauiag (agén‘t’@eml%é%]w@t!“l%l Rledat i-ons with

conbi nati ons t heng®h,) (En)t ha?pr gseate otb absancRt ia kase p4d gry i nert

sol vent at react%pn te%perg%uhes rangi ng from 80C to 250C may afford
conpounds of For nuf&a (I) where R3 may be - NRBCOR7, -N(COR-~)2,

- NRBCONR6R7, NR8CO2R13, 6R7, _~8S02R7. Al kylatin age%ts may i nclude, but
are not 19i ma é@npeungd oE1BormyE (RA) j wharein d%yhl%g@s Rord$y|-at es or
-triflates; Ci- CNHCHdEbaCHyDI('l@ -r1® hml@]g;ems“) had ime®R?< tiesydigt es, - 107
mesyl ates or -trifdatg Cg4aIngyalkyl hal i des, tosyl ates, -nesylates
or -triflates; -C6 cycloa?kylha I des -tosylates) -nmesyl ates or
-triflates; C Cl2 cygl 9 | al syl ates, | ates or 5
-triflates; % (A %dgléé I%Il(ggL q"i%es’gﬂgi %sﬁatle% r -triflates;
het er 0a?§1 ( C1- CANECHYEFhal i B % ist@byiRit2sis HeRAaties Qr, R filsat es; or
heterocycIyI(Cl 4 aabkph®- bglndes -tosyl at es, nesylates, or -triflates.
Acyl ati ng agents nmay incl ude, 10 but are not linited to, Cl-Cl0 al kanoyl

Pg' Lglezgg;\s%n%ﬁ ' {—1‘1%8 o@%&kﬁubé' @ﬁg#%ﬂ%’:}eﬂﬁ@ Ci%SMH gohydrides with 1 -
i
cycl oal kanoyl ges o ﬁyd#ﬁe’g - C12 c@clq%l@' Eﬁ kg%o | *fal i des or

anhydri &2s, ar oyH apdhi |d€8 Bf anhydrides, aryl (Cl- C4) al kanoyl hal i des or
anhydri des, heteroaroyl halides or anhydri des het er oaryl (Cl- Cg) al kanoyl
hal i des or anlepdpded, oheFermazl Y7 ehrylmaainc Radisd Meal iRdes sor- anhydri des or

het erocycl yl (Cl1- @ﬁ):HaEka@oyk4ﬁaigd@§ q:[4tarilyd.r| ¢és. i#0may! kddyliat i ng agents
i ncl ude, but are_not %mgted o, Cl-C10 al kyl sul fonyl halides or
anhydrlgi@s, C1- Cto® gl al ky?s ffonyl hal i des or anhydri des vvlth 1 - 10

hal ogens, al koxyal kyl sul fon hal i des, or. anh dr| g§S,,
cycl oal kyl s@i ggﬁ’?PuH I?%J g'ﬁ% SRR & 1 gl Oéié{ﬁ/al kyl sul f onyl

hal i des or anhdeH&EéEtmyIBE‘?fmyMehai Riess at, yd|8| aas i6Cl- C4
al kyl)-, heteroagyhgul #4®ylshalides or anhydrides, heteroaryl (Cl-C4
aIkyI)squonyI hal i des or anhydri des, heterocyclylsulfonyl hal i des or

anhydri §€s 5 compound of Formula (70) wherein R is Me, R3 is -
NEt2, r%® is Me, R*P is H, R%C is oMe, R?9 is H
and R4e is H; and

a compound of Formula (70) wherein R is Me, R3 is -
40 N(Pr) (CH2CH2CN) , r%2 is Me, R*P is H, RIC is OMe,
r%d is H and R%® is H;
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30 or heterocyclyl (Cl-C4 al kyl)sul fonyl halides or anhydri des. Bases may
include, but are not limted to, alkali netal hydrides (preferably sodi um
hydride), alkali metal al koxides (1 to 6 carbons)(preferably - 108

sodi um et hoxi de or sodi um et hoxi de), al kaline earth netal hydrides, alkal
met al dial kyl am des (preferably lithiumdi-isopropylamde), alkali netal
carbonates, alkali netal bis(trialkylsilyl)amdes (preferably 5 sodi um
bis(trinethylsilyl)am de), trialkyl am nes (prefereably di-isopropylethyl
am ne) or aromatic amnes (preferably pyridine). Inert solvents may

i nclude, but are not limted to, alkyl alcohols (1 to 8 carbons, preferably
nmet hanol or ethanol), lower 10 al kanenitriles (1 to 6 carbons, preferably
acetonitril ed,cohpdloyd ef hBosmila ef 20 labthentiiet By liseFheR)?, ieyelic ethers:

(preferably tetr ahyom ohuran, orp4d 4 digxangdl N i digdlckylf peraghdes

. (preferably dineth Iforn&n&ﬂ@) §{N-d|alkylacetan1des (preféerably 15
dlnethqupetanldeﬁ e anlﬁ% (preferably Nmet hyl pyrrol i di n-2-one),

di al kyl sul f oxi des (preferably dlnet IsquOX|d or arogatlc hydr ocar bons

. (preferably BefompreuRd 6| FRiRY m;Ei? itén F b Hpei&t ares range from

0C to 100C. 20 C@Hﬂ)@@lh@éz@me):m mﬂ% J(éL)Me, e ik Hs @R ané Rei, srE8f i ned

above, may be synidesizgd pyetie et hods depicted in Scheme 14. - 109

scs~ i4 NHN~ ~~ Z H2N Ar 0 0 sR~RL R (20) +/ - base, solvent R3 ,NA

| NWZ g Rl (bbb fodmfis (70 Chedrkdh & TsNpO B30ZGRL R (21) +/ -

base, so vent
N(CH2CH20Me)2, R%2 jg5 Me, R*P is H, R%C is Me, r%9

is H and R4e is H;

a compound of Formula (70) wherein R is F, R3 is -N{c-
15 Pr) (CHaCH2CN) , r%*@ js Me, R*P is H, R2C is-Me, R%G
is H and rR%® is H;

a compound of Formula (70) wherein R is F, R3 is -
N(CHaCH20Me) 2, R%@ is c1, R*P is H, RYC is Me, r%d
20 is H and R%® is H;

a compound of Formula (70) wherein R is F, R3 is -
NHCH (CH20Me) 2, R42 jigs c1, R*P is H, R%C is Me, R%D

is H and rR*® is H;
25

a compound of Formula (70) wherein R is F, R3 is -
NHCH(Et)2, R*® is c1, rR*P is H, R*C is Me, R%Y is
H and R%® is H;

30 a compound of Formula (70) wherein R is F, R3 is -
N(Et)2, R?2 is Me, R*P is H, RYC is Me, R?9 is H
and RY® is H;

a compound of Formula (70) wherein R is F, R3 is -N(n-
35 Pr) (CH2CH2CN) , r42 is Me, R*P is H, R%C is Me, rR%d

is H and R4e is H;

a compound of Formula (70) wherein R is F, R3 is -N(n-
Bu) (CH2CH2CN) , R%2 ig Me, R*P is H, R%S is Me, r%d
40 is H and R4e is H;

a compound of Formula (70) wherein R is F, R3 is -
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R3H, + / - base, + / - solvent OH R NON hal ogenating agent ~\ N~ \\Z or
sul fonyl ating agent + / base, RL ~ ~~ +/ - solvent RL ~N Ar Ar (22) (23)
Conmpounds of Fornula (4) or (10) nmay be treated with conpounds of Formula
(20), where R1 and R3 are defined 5 above in the presence or absence of
base in an inert solvent at tenperatures ranging fromOC to 250C to give
conpounds of Fornmula (i), where Ais CRand Ris -110 defi ned above.
Bases may include, but are not |limted to, alkali metal hydrides
(preferably sodium hydride), alkali nmetal alkoxides (1 to 6

car bons) ( pr ef er abl I%}, 4§od| et i.de 4kc_al i e earth 5
net al hydri des, aINkH‘FQ% taI di-al k%’le Of£~es s(é?e‘r efg‘gbgl )*1 um®

di - i sopr opyl am de)Meg| Ral i isrdl AAnd R bonkd é5;,  al kal i rret al
bis(trialkylsilyl)am des (preferably sodi umbis(trinethylsilyl)am de),
trialkyl am nasceéppefindabf \Faiimilopt Uy |widndimm iy For Rar dmat-i ¢ ani nes 10,
(preferablsy pyridimefH (Enert % vantse Myt nd yde p45Ut; Aok 4 Rigt ed to,
al kyl al cohols (1 to dclgqé)ons preferably met hanol or et hanol ), [ ower

al kanenitriles (1 o % r bots, o ‘preferably acetonitrile), dialkyi ethers

(preferably di et er cI i C 15 ref er abI 4t et rahydrof uran 6?
1, 4- di oxane) , @ % rfh%i“‘&léas g—}g “é"reoﬁﬁ (ﬁ et Ryl %ortlﬁan‘i de),
N, Ndi al kyl acet am MC’(I %EQN‘%)[:Q y R FeishMeac&Biice ), &S iis aMedes

(preferabloy N-net hytdyrs ol igid-ong udi al kyl sul foxi des (preferably
di et hyl sul f oxi de) or 20 aromatic hydr ocar bons (preferably benzene or

tol uene). Prefektd =T AR @tgdr C t30

Al ternatively, < %@@3&%@ I a@i 1) i@nere%gﬁi{ s(yglsoarllzd % defi ned
above) may be synt 633:?9“1% efrediist Me (?5 é:ﬁdH(ZB) 26 Conpounds
of Formula (4) or Mé.,O)R yisbe{tamaia \ist ;conpounds of Fornula (21), where
Rl i s deflisSned above and Re is alkyl (1 - 6 carbons), in the presence or

absence of baseadnpdind e Fmiuwient (7af) t‘,@;@i@rla;tqu; rangBngsf Lom OC to 250C

to give conpounds gt oMe3 @HLbMe Whgiae (A i i s _defi ned above.
Bases may i ncl ude, (&%ﬁg noet?) I |2#9M4% 8 I% rret aFRHydﬁl ded®

(preferably sodi uMfewd¥i déS Haams iR metlél Hd| koxi des (1 to 5

car bons) (preferably sodi um net hoxi de or sodi um et hoxi de), alkaline earth
met al hyd¥i dexs compqund mft Florsmlg 170 afi'nee‘@sn( Br efSeFabRQ Bt Ri um

di - i sopropyl am de)N(CHza:ng@lMe)met aicaberat @$P alskal,i rA€tak c1, r24
bis(trial kylsilyl)am a(b#‘*@f qr.akl.y sodium bis(trinmethylsilyl )am de),

trial kyl am nes (pre ereably di-1 sdpropyl et hyI am ne) or aromatic am nes
(preferanyS | ner | vent s nclu bu arg not limted
to, alkyl,_al co ﬁ% Of @% ug(r‘)i‘s (e]ral) f"er Elm IR g%an k gt hanol ), | ower
al kaneni £i | es (1 czaleonéS Meef gf abiy é{eeﬁonl ihi Né) Rél al®yH ethers
(preferably diet hyalncB Jis eyclic ethers (preferably 10 tetrahydrofuran or
1, 4-di oxane), N, N-di al kyl formam des (preferably dinethylfornmam de),

N, N- di al kyl acetcamipdemd prererabiy di7oet bykaeehari de) F, CyBl i§ am' des
(preferably N-net kdpyin-ohh di npdaone) . di ghisyl sul.f o%iades (8{) a@bly

di et hyl %Ul foxide) or 15 arg FI c hydroéar bons (pt’e erab”?y enzene or

t ol uene) ~ Pref err d teddd § n téﬁpé‘rratur es range fromOC to

a compound of Formula (70) wherein R is F, R3 jis -
NHCH (CH20Me) 2, r*2 is me, R?P is H, R%C is c1, r%d

R4e

is H and is H;

35
a compound of Formula (70) wherein.R is F, R3 is (S) -
NH (CH2CH20Me) CH20Me, R%*2 igs Me, R*P is H, RYC is

c1, rR* is H and RrR%*® is H;

40 a compound of Formula (70) wherein R is F, R3 is -
NH (CH2CH20Me) CH20Me, Rr*® g Me, RP is H, RIS is
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100C. Compounds of Fornula (22) may be treated with a hal ogenati ng agent or
sul fonyl ating agent in the presence or absence of a base in the presence or
20 absence of an inert solvent at reaction tenperatures ranging from-80C
to 250C to give products of Fornula (23) (where X is hal ogen,

al kanesul f onyl oxy, aryl sul fonyl oxy or hal oal kane-sul fonyl oxy). Hal ogenati ng
agents include, but are not Iimted to, 25 SOCl2, POCl13, PCl1l3, PCl5, POHr3,
PBrg or PBrS. Sul fonylating agents include, but are not limted to,

al kanesul fonyl halides or anhydrides (such as nethanesul fonyl chloride or
met hanesul f oni ¢ agi dr&Bhydr xdaha a#§! syl fignyl hal i des or anhydrides (such
as 30 p-toluenesulfonyl chl oride or anhydride) or hal oal kyl sul fonyl halides

or anhydri dgs .(ppeharaBEY Fbhh HOT 5Pt hABeeEhf RNie ANhyaIr{de)y (Rases may

i ncl ude, but are,n QCF|GFtEQ to 4alkalh negab h%g%|q§§C( rq&grably sodi um
hydride), alkali ﬁ%fa 25HRGX? dek (1'85"F6 & catbons)Tpret@rdbfy sodi um

met hoxi d& or sodRiifh i18 ander 8xide¥; al kaline earth netal hydrides,

al kali metal dial kylam des (preferably lithiumdi-isopropylan de), alkal
met al bi s(t &i ablpbandybfaFbemalap(@0er wbeyesndRuis F, R3 is -

bi s(trinethylsilylkayhdepsatciapkyl p@bi ngsy> ppreferahdy r49 is u

N, N-di -i sopropyl -N-et gl .anine or triethylamne) or aromatic

anines_s referabP?dp§ridFﬁe¥i I nert solvents may include, but are not
limted'to, |ower al kanenitriles %1 to 6 carbons, preferably acetonitrile),
di al kyl et her sopprengr 86| Foxuudredhf) WRRERID RyiF ik Rheld (Preferably

t et rahydr of ur an NH(tH4cHhOMahe) oM N-dfal kyl fof neth® des K prigferabl y
dinethylfornanidﬁé, N—diﬁgﬁélﬁCﬁtéﬁideﬁ.(preferably di et hyi acet am de) ,
cyclic anides (ptefefabl§® PRyt pyr 81 F'di n- 2- one), " 15 di al kyl sui f oxi des
(preferaply dinethyl sul foxi de ar tic hydrocar bons referably benzene
or tolu ge) aoFoﬂaPéﬁaka eéo’or'f“zlilat (59 ‘ gg?ﬁ%ﬁg 1gn’dsk} ‘toéjiolﬁ 1 ogens
(preferably di chNB{6HaFHaRYs) CBreMer rRA%r 2acEl orR T 2niverkh LR%CS ¥smnge from
-20C to 100C. 20Mgpnn6dng§ af afarRtifai §28) may be reacted with conpounds of
Formul a R3H (where R3 is defined as above except R3 is not SH, CORD, CO2R-,

aryl or hetgragpybiindNcENBoPRBSENER0 PrwABEENRER Of s & bgs® i L he presence or

absence,o0f an i ngr | veps at actapn.t enpersd ur es, 25 redgi ng from -80C
to 2S0 @o genergé%tzggpgundésoﬁfFoénulés(g?.ﬁBasﬁi y'éncliﬁi, but are

not linmted to, ahdaRi neksal:hydrides (preferably sodi um hydride), alkal
netal al koxides (1 to 6 carbons) (preferably sodi um net hoxi de or sodi um

et hoxi de), al kaitpoendapf hF@Omuba al 7dY dwhersin R kisd iF nethlisli & éoH ani des
(preferably Iithbunudnztagpnppyﬁéﬂigg)MeglgébiigmﬁﬁﬂRﬁgung5ﬁé§, al kal

nmet al b%§arbonat§$d al kal i ﬁ?%aé bis&trialkylsilyl)anides (preferably
sodi um br s(trinme hyIéFI I?% 1 e),l?rlalkyl am nes (preferably 35

N, N-di -i sopropyl - N-et h am ne) or omati c, am nes - . V

y JI 3~ft~br Eér_npg',mé ék VEBEW%%£ é—f@{ a‘ﬁﬁ‘?rﬁgﬁ ir%i’n%)s' jl#zr‘ts s'yvg%t s may

i ncl ude, but ar epﬁbt(C¥EGi{2€H)toR Al kg1 Chi cBOI 58 (H, tR) B icaMronR*“pref er abl y
met hanol or ethapgl ), ahg@wetealkapenitriles (1 to o' carbons, preferably
acetoni3gile), dialkyl 5 ethers (preferably diethyl ether), cyclic ethers

(preferably,t ebrabBuAG06ET ABrRL1d, ¢76)) OKireedin & N 3 KT ordranfies

(preferably dinethy r ] , NedNdi al kyl aim sj$pfefer |y

di met hyl acet ami d ,b%géﬁﬁgbgﬁgﬁe% (p?%fé¥agﬁy NSret'h pyﬁﬁﬂéﬂ%?rz-one), 10
di al kyl sul f oxi deR ?piefﬁrahdyRﬁ?nE$hW}sulfoxide), aromati ¢ hydrocarbons
(preferably benzene or toluene) or hal oal kanes of 1 to 10-carbons and 1 to

10 hal ogensa( poapenndl yf dishnal anet thianeher@iwferied r aactison NHaOKper at ur es

range -from OC t o (44PE) (éd,5aE, cetopnds, of pForyuilia (R4c nay \al so be
prepared using thgymethodS shoyn in Schene 15. - 114 '
R is H and R is H;

a compound of Formula (70) wherein R is F, R3 is -
40 NHCH (Et) 2, R4a 1s Br, qu is H, R4C is OMe, R4d is
oMe and R%® is H;
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NH2NN2r + / -
ORa +/- acid,

acid, solvent ~~N\ - OH H2N (25) ~ For A = N 1) RI1C (
solvent 2 ) Y=C (Rd) 2 +/- base, solvent SCHEZ~ 15 O CN

NHZNS(C=Y) NHp, (2 4) ~ +/ - acid, solvent Y For A = CR 1)
R (C=0) CHR(C=Y) OR~ +/- base or acid, solvent HN N OH H2N (26) Y

C(ORS) 3 +/- solvent YH,NAN~OHJ_R/ "NA ( 27)Y=0 S R3

text AN\\ ZRL NA (1) Z = CR2

a
5

a
10 a

a
15

a
20

a
25

a
30 a

a
35

a
40

compound of Formula (70) wherein R is F, R3 is -
NHCH(Et)2, Rr%2 isg Br, R4 g H, R%C is OMe, R4 s
H and R*® is H;

compound of Formula (70) wherein R is F, R3 is -
N(CH2CH20Me) 2, R%2 is Br, R*P is H, RYC is oMe,
R4 is H and R%® is H; '

compound of Formula (70) wherein R is F, R3 is -
NHCH (CH20Me) 2, R%2 ig Br, R%P is H, R1C is OMe,
R%d is H and R%® is H;

compound of Formula (70) wherein R is F, R3 is -
N(Et)2, rR%*2 is Me, R*P is u, R4S isc1, R4 is

and R%® is H;

compound of Formula (70) wherein R is F, R3 is -
N(Et)2, rR*® is c1, R is H, R%C is oMe, R%Y is
OMe and R4e is H;

compound of Formula (70) wherein R is F, R3 is -
NHCH(Et)2, R*2 is c1, r*P is u, R*C is oMe, rR%9 is
OMe and R%® is H;

compound of Formula (70) wherein R is F, R3 is -
N (CH2CH20Me) 2, R%2 is c1, r?P is H, R%C is c1, r%d
is H and R%® is H;

compound of Formula (70) wherein R is F, R3 is -
NHCH (CH20Me) 2, R%2 is c1, R is H, R%C is c1, r%d
is H and R%® is H;

compound of Formula (70) wherein R is F, R3 is -
N(Pr) (CH2CH2CN) , R%? js c1, R is H, R%*C is cl,

R4d is H and R4e is H;

compound of Formula (70) wherein R is F, R3 is -
N(Bu) (Et), R%® is c1, rR*P is H, R%C is c1, rR%d is
H and R?® is H;
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A compound of Fornula (24) (R~ is a |lower alkyl group and Ar is defined as
above) may be reacted with 5 hydrazine in the presence or absence of an
inert solvent to afford an internediate of Formula (25), where Ar is
defined as above. The conditions enployed are simlar to those used for the
preparation of internmediate of Formula (4) from conpound of Forrmula 10 (3)
in Schene 4. Conpounds of Forrmula (25), where Ais N, may be reacted with
reagents of the formula -115 R1C(=NH) ORe, where Rl is defined above and
Re is a |lower alkyl group) in the presence or absence of an acid in an
inert solvent, foI | owed by reaction with a conpound of fornula YisC(Rd)2

(where Yis Opg I I 3 ), al koxy (1
to 4 carbons) or do)fégzhﬁufl gggn‘g f‘éfr{fi%jﬁg I gngg or absence of
a base in an |nert 'f %’?‘?/e Ronpb¥ laR( 7hS(Ghere Ais N
and Yis 0, S). ndstmomdfm‘t t hesk; transfor mati ons are the sane 10 as
t hose enpl oyed for the conversi ons of conpound of Fornul a (4) to conpound

of Formula §7),ifomsdei® df FbiREIAt (¥6) ywhe%rmp 25), where

la t
Ais CR may be reagt ound I4@ Rl C—gé ( C=Y) OR~
(where RL and R are d |ne‘ij{| sIE abot @5 a‘nd RL ?'sngf' | oS C&Ifk?l g%%up) to

gi ve a conpound of HoxmdilR 217£) Hishere Ais CR) using conditions simlar to
t hose enpl oyed for the conversion of conpounds, of Forrmula (21) to conpounds
of Formula (22 domSplmedeofl 4Formila ntth htvwerefinFer dwl &,( &2} igwhere Y is O
may be 20 for eat ed vmtdntm&)o‘gerﬁian&qg&entﬁlh) isSH, fgltlycI?L ,ageats_in the
presence or absenc ‘gp@ an inert sol vent f ol ‘by reaction
with R3H or R2H i n ‘% absence of a base in an inert solvent to
gi ve conpounds of Fornu ere Zis CR2). 25 It wll be recognized by
chose skilled % rFCt"F%"ﬁ?‘{ Ctétal% ’5%; BHus’ VothersinoRs 16f FnaRdgéRat i ng agent s,
sul fonyl ati ng agent™NHCHEH kg, riey Mo, (REd iisnHdi REEr ast Moy defd s
reaction déquences g mfhed® kb o afford conpounds of Fornmula (1). For
exanpl e, in sone 30 cases, it may be desirable to react conpounds with

stoi chionetri HBUHY f AN i a reSulf @anylLgti ng_agents,

react with F\’chft1 (or b&%{tﬁ?—'}f :té(p;ﬁ ?at@ﬁegﬁ{%a&%#?oﬁ \%&EE hhl b%gn@él ng agents
or sul fonyl ating agents arLﬂ"re?act W MEREH (38 HzHR tols196. Rgi s

conpounds gf For nulta ard) R Thda s ékct i on condl tions and reagents used for
these con?drsions are simlar to the ones enpl oyed for the conversion of

i nternedi at e compowrdsichio Faammida ((22)) Whet23h ROiglF, i R3Schemecd 5 (for
Ais CR orthecowearlo of Jjamt er, l4e cQ undsaaf . Fonul e?)to(
8) to( 1) in Scrk S'Lfg@terde Aej\'lanﬂ'l)% g?ﬁ%tl el y* crf?)’b‘ﬁ s of
Formul a (27) (V\/nere ~Y IS may be converted to conmpounds of Fornula (1) in

10 Scheneg > 3 %vﬁ%%gﬁata% %%%Qlligds(ﬂf) Elglr Lg £2{ gZ%Rﬁ)e al kylated with

a compoun haf o t%anesul f onyl oxy
or hal oal kanesul f 5)23/) 2# &\rér\%lr)nelRt sdlsvgﬁt R Phis ptRona#S’r YMexi di zed

w th an oxi di zi ng Qnusumianmdl RECt iE5 Hyol vent) and then reacted with R3I-1
in the presence or absence of a base in an inert solvent to give a conpound
of Formula (1h chhgounddicti Fwsmand r(a@genharemlmyﬁgl @re rindar to those

used in the conver §i@rjqH- B bR at.dac 419f ) 0(12)
(or to 20 (13)) to q(amggu shgf p%g rmu . ?%pg cherreogm%o %J

Formula (1) may beRpreﬁéré‘danioﬁ'n coﬁ‘ﬁoﬁnds of Formula (24), using an
alternate route as depicted in Schene 15. Conpounds of Formula (24) may be
converted to @oRpRRR¥EdoPIFEPFmuda( 47P) vivheretetRols C1, R3 is -

N(Et) (CH2CH20Me) , R%2 is Me, R*P is u, RYC is oMme,

35 R4d is H and R4e is H;

a compound of Formula (70) wherein R is €1, R3 is -
N(Me) (CH2CH20Me) , R%*2 is Me, R*P is H, RYC is ome,
réd re

is H and is H;

40
a compound of Formula (70) wherein R is Cl1, R3 is -
NMeEt, R%® is Me, R*P is H, RS is oMe, R%Y is K
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25 with conpounds of formula NHZNH(C=NH)NF(2 in the presence or absence of
an acid in an inert solvent, followed by reaction with conpounds RLC(OR~) 3
(where R~ is lower alkyl and Rl is defined as above), using the conditions
enpl oyed for the conversion of conpounds of 30 Fornulae (3) to (17) "to (7)
in Schene 10. Sone conpounds of Formula (2) may be prepared by the nethods
illustrated in Schene 16. - 117 r SCHEME 16 YH ~14 H 814X, +/- base i'N
A~ N~ ANsolvent OOR N~RL NA ( 27b) Y=0 S ( 28) Y=0 S see
text r 3 R3 R14X. RR14 ,N +/- base, J~ ~NA ~ ~\Z solvent A NOR N Rl
N A Ar (1) z = coH (%% 5 10 Conpounds of Fornmula (27b) may be treated with
various al kyl at i rgdadgent $sRI4X (where R14 is defined above and X is
hal ogen, al kanesul fonyl oxy or hal oal kanesul fonyl oxy) in the presence or
absence of a hRwpduhdrfi Ferimde Vgo) wheaéinr® 58 rakt wes=of- Fornul a (2B)
. Conpounds of Fepaga (28) i(E_YI%,; S Q);tbngi\_; f{heﬁalbeigcgp‘/éart,{ﬂﬁ t;q gpnpounds of
For mul a $2) by treatm@g wth §Togenat ng’agents or sul onflatlng agent s
in the pPesence @mdafsend€ & a base in an inert solvent, followed by
reaction with R3BH in the presence or absence of a base in an inert sol vent
to give - 158 compeumdduifdFoainuler 1o ¢BereTheRrimall ot dmdi-tions used for
these conversi ongMap® Sighl g5 Rt hébopgsyenptoyed dwy, tHIE genyersi on of
i nternmedi ate conpoundgel 2%) to :
and R is H;
10
a compound of Formula (70) wherein R is Cl, R3 is -NH-

2-butyl, r%*® ig Me, R%P is H, RYC is oMe, R?Y is H
and RY® is H;

15 a compound of Formula (70) wherein R is Cl, R3 is
cyclobutylamino, r%2 js Me, R4P is H, R%C is OMe,
R%9 is H and R%*® is H;

a compound of Formula (70) wherein R is C1, R3 is -
20 N(Pr) (CH2CH20Me) , %2 is Me, R?P is H, R%C is OMe,
R4d is Me and R%® is H;
a compound of Formula (70) wherein R is Cl, R3 is -
N(Et) (CH2CH20Me) , R%2 ig Me, rR4P ig H, RS is ome,

25 rR%9 is Me and R%*€ is H;

a compound of Formula (70) wherein R is Cl, R3 is -
N(Me) (CH2CHzOMe) , r%2 is Me, R?P is H, RYC is OMe,

rR%9 is Me and R%® is H;

30

a compound of Formula (70) wherein R is Cl1, R3 is -

NMeEt, r%*2 is Me, R?P is H, R%C is oMe, R?9 is Me
and rie is H;

35 a compound of Formula (70) wherein R is Cl, R3 is -
NMePr, r%2 is Me, R?P is H, R%C is oMe, rR*9 is Me
and R%® is H;

a compound of Formula (70) wherein R is Cl, R3 is -

40 NMeBu, R4a is Me, R4b is H, R4C is OMe, R4d is Me
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AN (23) to (1) in Schene 14 (for Ais CR) or the 5 conversion of

i nternmedi ate conpounds of Forrmulae (7) to (8) to (1) in Schene 1 (where A
is N). Alternatively, conmpounds of Fornmula (28) (Y is S) may be al kyl at ed
with a conmpound Rf X (where Rf is |ower alkyl and X is hal ogen,

al kanesul f onyl oxy or hal oal kanesul fonyl oxy) in 10 an inert solvent, (then
optionally oxidized with an oxidizing agent in an inert solvent) and then
reacted with R3H in the presence or absence of a base in an inert solvent
to give a conmpound of Formula (1). The conditions and reagents enpl oyed are
simlar to those 15 used in the conversion of internedi ate conpounds of
Formulae (7) to (lgg (e tig @L3)) to conpounds of Formula (1) in Scheme 2.
Compounds of Fornula (1), where Z is COH, nay be converted to conpounds of
Forrmula (2) as illustrat jn 20 Schene 16. Treatnment w th various

al kyl ati ng ad’erﬁoénmﬁ%ﬂglroé:"ﬂgﬁ (40 gﬁﬁgalﬁbﬁvés afl: XRT sipat¥den,

al kanesul f onyl oxy %‘rbwloalﬂégnésulﬂéon? Xy¥ Hp rfi€ pseer@@pe}z‘bﬁl avsence of a
base in af inert @ Rt"@qfsfgr;d structures (2). It will be recognized by
one 25 skilled in the art that the nethods used in Schene 16 may al so be
used to prepar d Fornmul;a (1), whete Z is ., For Schene 16,
the ternms " b}s%p%%%%%nioﬁeﬁor%lﬁ%ﬁzgg néf}eﬁﬁ%‘éﬁh’es 'niz3 sigi ven bel ow.
Bases may 30 incl G&EIMWEYAARIAG: Ri T ieden, RAP is iH e ‘? hy dmeales
(preferably sodi ur¥Ydesi g) anal kaFi igetal al koxides (1 to 6

car bons) qpref erably sodi um net hoxi de or sodi um et hoxi de), al kaline earth

metal hydridgs. g et abdhalkyy "?ﬁéréfr ef a%y 4 thium
di -i sopr opyl am de (p3 (%k{kﬁhl al EES Fra l{lfl | It (preferably
-119  sodi um bi s(t,rie 7 S?ng anfde)1st¥e alkyl kfritheR {prief éMehl vy

N, N-di -i sopropyl - R gt Rl HamndeR® isiBf hylam ne) or aromatic am nes
(preferably pyridine). Inert solvents may include, but are not 5 limted
to, | owedSal karempoundesf( Formuba cavbpreheps ol et ald W, ag ond trile), dial kyl
et hers (preferabl y(deet(tbubcatbrge), s¥y=! | hersb (pref er. Y.
tetrahydrofuran or 44, 4-di gxa?\e 4ZN,§I- di %%k@%‘f §§ rran]isdz'{s’ r efi&t é)mey

di met hyl f or mami deft, N R-Hi 8PRyRacet@rfides 10 (preferably

di met hyl acet am de), cyclic_am des g referably N-methyl pyrrolidin-2-one),

di al kyi sul f oRi G8EPPEREf 8F aBPy™ ¢l 2re fg;s‘mqrmrd is domet iis hydrocar bons
(preferaBly benzeNdMe) (EBROBZENe by opd heneR® ik wo R3¥cabeme and 1 to
10 hal ogens 15 (pgréfegably,dicitergngt hane). Preferred reaction
tenperatures range from-20C to 100C. 20 EXAMPLES Anal ytical data were

recorded for,thg UQESEgdenerd P bel.ow using .t he fabl owi ng general
procedures. Prot %ﬁﬁ% ggggt_ra véer ,{gggfﬁhre 5 nql% an ?‘Bl\/gBr gfer FTNMR (300
MHz) ; chemical shi ?fﬂlge’ge reedftredR i n FHH (R 25sf O aR | ntier Hal

t et ranet?fr‘ysi | ane sndn®aT disrHdeut er ochl or of orm or deut er odi et hyl sul f oxi de

as specified below Mass spectra (MS) or high resolution mass spectra
(HRVB) were &eeemgéen@nof FbiRega T WBre3 iSPeCl Loget g (Using

chem -ioni zati ondﬁ%%rvm&ba %ﬁmgﬁ; he carlﬁﬁér tfé’agq?orﬁ g%é chr omat ogr aphy
(GC) as specified bel og)™or P t P&ckar & 5988AC08de spéét Honet er.

Mel ting points weaedrRcortdedon a Buchi Mddel S10 nelting point apparatus
and are corrected. Boiling points are uncorrected. All pH determ nations
35 during woakepmpeued eflerodnuld Ndiggaibleri@aper. iRepgepBs; yere purchased

from comrerci al sguéges p4d20, v andb wherHe Rqeessag)%é’ ;F)g;af ied prior to

use according to theo‘%ﬁwr al” procedur es ol 'ed*By rrihSaild WL.F.
0

Ar mar ego, Purifi ¢3R4 f19 dboratory Chemica3s, 3rd ed., (New York:
Per ganon Press, 1988).
35 a compound of Formula (70) wherein R is F, R3 is -NH-2-

butyl, r%® ig me, R*P is H, R%C is oMe, RYY is H
and R%® ig H;

a compound of Formula (70) wherein R is F, R3 is
40 cyclobutylamino, r%2 jg5 me, R*P is H, R%C is OMe
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5 Chromat ography was perfornmed on silica gel using the solvent systens
i ndi cat ed bel ow. For m xed sol vent systens, the volune ratios are given.
Q herwi se, parts and percentages are by weight. 10 The foll owi ng exanpl es

are provided to describe the invention in further detail. These exanpl es,
whi ch set forth the best node presently contenplated for carrying out the
invention; are intended to illustrate and not to limt the invention. 15 °

EXAMPLE 1 Preparation of 2,7-dinethyl-8-(2,4-dinethyl phenyl)[1,5-a] 20
-pyrazolo- [1, 3, %) -triazin-4 (3H) -one (Forrmula 7, where Yis O Rl is
CH3, Z is C CH3, rRAF iis B, 4ndi REChyEpHenyl ) A.

1- Cyano- 1-( 2, 4- di net hyl phenyl ) propan- 2- one 25 Sodi um pellets (9.8g, 0.43
mol ) were a%d%ﬁ BALhHOBY B6rinG1a 9bYt WRBrein2rAdsmet hiyd phgnyl acetonitrile
(48 g, 0.33 no ?N| ?tE¥|c§§§ﬁ3>e %ZQO.HL at agbten% te@@eraté%e. The
reaction m xtureMAS HE3eEA2P0% ef Rux L&8mMI8r aRur e 8nf sKirri® Wtor 16
hours. The resul R gisusﬁeasdoﬁ4ﬁasscﬁoled to roomtenperature and
filtered. The collected precipitate was washed with copi ous anounts of

et her and t heroapbudidi ed. Fdhmuial i(dohasheresnl Redsi A, wed efsand a 1N HC1 .
solution was addgqeuntichthsombl) = R46. ; Ih@e 35pAPXIUrg Wascextrggied with
ethyl acetate (3_¥4200 ni); - 1 . _ {.he conbined organic |ayers were dried
over Ngi@4 and f Rt ef8dMesBPdeRt wd§ Fénoved in vacuo to afford a white
solid (45.79, 74%yield): NWR (CDC13,300 Miz):. Cl-Ms: 188 (M+ H. SB

5- Ami no- 4- ( 2 ZoBPREPAYPEhERTIMIE. (E0) | YReTeaBoRet A Ki xRS of
1-cyano-1-(2,4-dNWHEhjCﬁh@HgDMp?opaﬁ?-baeMé43R§§,i@.HB g1t )is oMe,
hydrazine-hydrat§4ﬁzgsnke On46rPel } 5 glacial acetic acid (45 ni, 0.78 nol)
and toluene 10 (500 nl) were stirred af reflux tenperature for 18 hours in
an appajaluy Lohbefnd! bE foPRAlaSiFbk LhePeidlR. LEAF! ! oN e s e cool ed
to anbi ent tenpepﬁiure agﬁ sol'vent _wgs. renoveg.i n vacuo. Jhe residue was
di ssol ved in 6N EbmdRt heife¥art Rng &818tiBn whE MeexBraci®ed®ith et her
three tines. A candenﬁ?atedHannnniun1hydroxide solution was added to the
aqueous layer until pH = 11. The resulting sem -sol ution was extracted

kgggz tigE?apgbhpsahmgo@CEéﬁhﬁlaTmeoyonHéﬁegnongﬂsiﬁ,I@¥¢{§ Merelered over
a ilter vent was_apnpved i pa¥acuo.to giye a e brown
viscous 20 | (34.§g?P§§g§$ieiﬁ)Merﬁ (Cﬁ&fg53€0 N%E)Q&%i%% (55" 7 05 (d.
2H, J=1), 2.37 (8nd3R); 2s1¥:;(s, 3H); C-M5 202 (M+ H. 25 C.

5- Acet am di no- 4- ( 2, 4- di net hyl phenyl ) - 3net hyl pyrazol e, acetic acid salt

Et hyl acet a@i dakpohiydr eghFerindea( $§0g) OhdBeimnl R wasradeediguickly to a
rapidly stirred gy3gUr ep9& potgssi yabce nagec(69. & ol
dichlorggethane 30 (1ganL)P§n§§ha er ?égg'nﬁ). g%é§%3y2$s mggéhgeparated
and t he“aqueous RBJeR wadSeRfracted with dichl oronethane (2 X 120 nL). The

conbi ned organic |ayers were dried over MyS04 and filtered. Sol vent was
renmoved by si nphpodndt bf| Boronland70hewpotreinsRdue, Fa RA2Ps -NHear pal e

yel low l'iquid, {Bat91g)phds;ysad, wrthous frurkheripuond cettd ons me G aci al
aetic acid (9.7 nL g4é7.nn ) Wwas added to a stirred m xture of
5-anino-§-(2,4-d?ﬁ§t ylphﬁn I'Y-35 met hyl pyrazole ( 34g, 0.17 nol), ethyl
acet am dat e (22g, 0.2S nol) and acetonitrile (500 nmL). The resulting
reaction m %t Geepeusdsof r Feamular 3R t wheeehR Rels oF ' R4 at the end of
which time, it wayctobuetylamind,i r¥acsomép rRHBuis ome-R4F rik abMé | s

r%9 ig Me and R%*C is H;

35 a compound of Formula (70) wherein R is Me, R3 is -
' N(Pr) (CH2CH20Me) , R*2 is Me, R*P is H, R%*C is OMe,
R4 is H and R%® is H;

a compound of Formula (70) wherein R is Me, R3 is -
40 N(Et) (CH2CH20Me) , r*® is Me, R*P is H, R%C is oMme,

rR%d is H and RY® is H;
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10 original volune. The resulting suspension was filtered and the collected
solid was washed with copi ous anmobunts of ether. The white solid ivas dried
in vacuo (31 _4g, 61~ yield): NWR (DVBO d6,300 MHz): 7.00 (s, 1H), 6.90
(dd, 2H, J=7, 1), 2.28 (s, 3H), 2.08 (s, 3H), 2.00 {s, 15 3H), 1.90 (s,
3H), 1.81 (s, 3H); C-Ms: 243 (M+ H. D
2, 7-di met hyl - e- (2, 4-di net hyl phenyl )[ 1, 5-a] pyrazol o-[1, 3,5]-triazin-4(3H)-on
e Sodiumpellets (23g, 1 nol) were added portionwi se 20 to ethanol (S00 mi)
with vigorous stirring. After all the sodiumreacted,
5-acet am di no- 4- ( 2, 4di et hyl phenyl ) - 3- net hyl pyrazol e, acetic acid salt
(31.2g, 0. lanmebppenfiddoet hgkmadabonal ewheddinlr s MepIp3 wes e- added. The
resul ting reactiQuuma} X&H5 eHYBAe £5 Reat ed ﬁglrﬁtlb%t@nqgrat epgnd stirred
for 18 hours. Thesgi x was cqQol gd to room tenperature and sof vent ‘was
- renoved §n vacuoR Th&Sr¥sfBdeRwasi®i¥solved in water and a 1IN HCl sol ution
was added slowy until E)H = 5-6. The aqueous |ayer was extracted with ethyl
acet ate 30 Bhfeereundsolt Ker@ehdi A2Q) ovareén| Ryks MewerR® ok ed over MyS04
and filtered. SoNMeRt, w%2resomed R*Pvasum, tR?%Yi e amealrtd ans 3olid (20' g,
98~ yield): NWR érgg)qgeeS]Q% Miz): 7.15{s, 1HL, 7.09 (s, 2H), 2.4S (s, 3H),
2.39 (s, 3H, 2. (s, 3H); C-M5 269 (M+ H). - 123 EXAMPLE 2
Preparation of 5-methyl-3-(2,4,6-trinmethyl phen I)[l,5-\<’/;1é13 51[1, 2, 3]
-triazol®h- picompound ef; BEormuia f )-‘(’th%r%%r%lﬂsa Me. Meri s Y is O Rl is
CH3, Zis N Ar WMePr/ wiRrisemaylphenis)HARYC is oMe, R is H
1- Phenyl met hyl - 4542, #48-{ &1 get hyl phenyl ) - 510 aminotriazole A m xture of
2,4,6-trinethyl benzyl cyanide (1.0g, 6.3 muol), benzyl azide (0.92g, 6.9

mol ) and potassium t-butoxid 0 , 6.9 )., in tetrahydrofuran (I Om)
was sti redaaforﬁ%%‘i”é%tofg%@“g}%r%Jja)gr‘f’%%eb% R .fsl'ﬁv[?'l rgsulting
suspenston was dM&Red RiT hisder Rind BxtHadked ishiQdte ¢ iRSS i #h et hyl
acetate. The conbhdes*®rganme | ayers were dried over MgS04 and filtered.
Sol vent was renoved in vacuo to give a brown oil. Trituration with ether
and filtration afforded a yellow 20 solid (1.12g, 61%yield): NWR
(br s, 200 2 IED Skl (1) Uhdr e Tas ey Rt gt 310
1 H . 1 s ] b ) - " : ‘4 '3
4-(2, 4,5 Tri met h%ubp‘hteﬁ’yd JRE- ot dftr ifizol ¥ 26 Sodi df B0 Ry, 25 Hnol) was
added with stirramyj R0 aignkkture of liquid amonia (30 nL) and
lphenyl met hyl -4-(2, 4, 6-trinmethyl phenyl)-5-amnotriazole (1.1g, 3.8 mmol).
The reacti o dongdalil VS BdimidRd Und) lwie ik ROHQEeMeCOIRSr jRersi sted. An
amoni um 30 chl gty Al MdRihd ™Hea was ,addegand, the Jioxt.ure was stirred
whi | e v%rm' ng to Zﬁg‘rb_i entﬁi errpe‘{@{%r emigsve’\?e'l hods HrTRe r &8 g’ﬁ‘&'was treat ed
with a“P™M HCl sdt utidsh Harnd iR tered HiThe aqueous | ayer was basified with a
concentrat ed anmoni um hydroxi de solution (pH = 9) and 35 then extracted
with ethyl acsigicuridire® Rormesla Tho)- Wiidrein ®orilsi med ®3gdri ¢ | ayers were
dried over MySO4 gnd (aHie-RsMe)Solplent; Was, 1 gd i pacuq tgygdive a
yel l ow solid (52Q4rg), .Whi ch. wag hompgeneous by thin’l ayer “chromht ogr aphy
(ethyl qcetate):R5 MemmE K00 * 6.97 (s, 2H), 3.68-3.50 (br.s,
a compound of Formula (70) wherein R is Me, R3 is -
N(Et) (CH2CH20Me) , R%2 ig Me, R*P is H, R*C is OMe,
R4d re

is Me and is H;

35 a compound of Formula (70) wherein R is Me, R3 is -
N(Me) (CH2CH20Me) , r%2 is Me, R*P is H, R%C is OMe,
R*d is Me and R%® is H;

a compound of Formula (70) wherein R is Me, R3 is -
40 NMeEt, R%2 ig Me, RP is H, RYC is oMe, R?4
and R%® is H;

is Me
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2H), 2.32 (s, 3H), 2.10 (s, 6H); C-Ms: 203 (M+ H. C

4-{2, 4, 6-Trinet hyl phenyl )-5-acetam di notri azole, acetic acid salt 10 A

m xture of 4-(2,4,6-trinmethyl phenyl)-5am notriazole (400 ny, 1.98 nmol),

et hyl acetam date ( 261 ng, 3 mmol) and gl acial acetic acid t0.1 ni, 1.98
mmol) in.acetonitrile (6 nmL) was stirred at anbient tenperature for 4
hours. The resulting suspension was 15 filtered and the collected solid was
washed with copi ous amobunts of ether. Drying in vacuo afforded a white
solid (490 ng, 82%yield): NVR (DVSO d6,300 MHz):7.90-7.70 (br s, 0.5H),
7.50-7.20 (br. s, 0.5H), 6.90 (s, 2H), 690(s 2H)) 350310(br s) 3H),
2.30 20 2.20 (br s, 3H), 2.0S (d, 1H, J = ’196%@’0 , 1.87 (s, 6H);
Q- NS 244 (aMaompound of nEeFRula. (20) ehereimihyimMeny R is5-a][ 1, 2 . 3
] -triazolo- [ 1,N8ePr5 i4atismen-ﬁ4’?4f& 1 0t 25 Saiey Mp %Ssrrge 16.2
mol ) was added V\',;1 {i %ur{ 2‘9 to ethanol (10 nlL) at roomtenperature. After
t he sodi ym had reac % 4,6-trimet hyl phenyl)-5acet ani di no-tri azol e,
acetic acCid salt (490 _ny 6 IL and di ethyl_ carbonate (1.6 ni, 13 nmol)
were 30 added.cameovRdcef o‘?Pﬁ‘F‘*lt%r 70aswRETS IR S Mer| BX d&nperature for 5
hours, then cool ddMeBuy aotft ' is emqaerm ris Mh®Y%dct ose, nkfBute mas dil ut ed
with water; a 1IN 4 g®ufd gp. was added until pH = 5-6 and . three

extracti ons with et hyI acetate were performed. - 125 The conbi ned
organi c |layers were drie Sp4 and filtered. Sol vent ,was _renoved in
Vaduo 1 40g) v ST ?gsﬁ"@gﬂg POt enen i, 2t Mer §§le| "¥¥at | on

af forded a yeI | ové SRHE ( FOU nieg Ma@,%lw 21i) H.NRR i6C08e3, R3B0iatz) : 6 .

98 (s, 2H) , . ™S 48%a R¥H)is 1 .amd (s, 3H), 2.10 (s, 6H); C-Ms 270 (M
+ H). EXAI\/PLE 3 Preparati on of 4-(di (carbonethoxy)nethyl) 10

7-di rrethyl 8- !qlﬂa I 3, 3tr|a2| ne (Formul a
1 where R3 9 4 e, HM@%& %Z%ﬁélpqe E
2, 4-di mi?hyl phen Y amlno RIS e, H, “is OMe,

4. chi or o- 2, 7-di m® Ist b(e? a41cti|1~'c4fﬁ arsohenyl ) |1 1, 5a] - pyr azol otriazine A

m xture of 2,7-dimethyl-8-{2, 4d|rrethylphenyl)[15a]

- pyrazol o- | [3,]5 tsr;iexzifn-.-cfh]dne fedamtel LombodBkls 4£5tRE prdsent

N, N- di et hyI rqml o] ide (10 nmL) was
stirred_at errpeﬂrgélt ure ﬁig{% %%H$%@g§§cé§§%§%§phor us

oxychl o??de S\Wercérﬁﬂi%ﬁfllcn thﬁ@qfespéfué‘lmslrﬁéuﬁéd onto ice-water,

.stirred bri @‘clextemdscaa@ma;ctfe&n&ﬁ tﬂidzf‘eldfy, Wnahpﬁhhmhcaﬁei@&mir hree tines.
L ce_water hen dried over

The conbi ned or% bcj§l IS Mere \/\/;31%e 1 g ap
MyS04 and f i3 ol7eM WHTS & \}Ceéa SEG"t 8 b?lv(éo'gp%‘r‘% oil. Flash
col um chr orst @gﬂaﬂgectémw é7c~e(tdat66‘-.lwd>aan99) R ﬂ)dglaaehyoheﬂracti on {Rf =

(2-methyl-4-methoxyphenyl- [1,5-a] -pyrazolopyrimidine

25 and 7- (N- (3-cyanopropyl) -N-propylamino) -2, 5-
dimethyl-3-(2,4~-dimethylphenyl)-[1,5-al-
pyrazolopyrimidine.

[6] The present invention also provides

30 pharmaceutical compositions comprising a
therapeutically effective amount of the above-
described compounds and a pharmaceutically
acceptable carrier.

35 {7] The present invention still further provides

methods of treating affective disorder, anxiety,
depression, headache, irritable bowel syndrome, post-
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30 0.5) Solvent was renoved in vacuo to afford a yellow oil (1.0g, 68%
yield): NWR (CDC13,300 MHz): 7.5S (d, 1H, J =1), 7.38 (dd, 1H, J =7,1),
7.30 (d, 1H, J =7), 2.68 (s, 3H, 2.45 (s, 3H,; dA-M: 327 (M+ H). - 126
B.

4- (di (car bonet hoxy) net hyl ) - 2, 7-di net hyl - 8- (2, 4di net hyl phenyl )[ 1, 5-a] - pyrazo
| o-1, 3,5-triazi ne Sodi um hydride (&% in oil, 80 ng, 2 mmol) was 5 washed
wi th hexanes tw ce, decanted after each washing and taken up in anhydrous
tetrahydrofuran (THF, 1 nlL). A solution of diethyl nalonate (0.32g, 2 muol)
in THF (2 nmL) was added dropw se over 5 min, during which tine vigorous gas
evol uti on ensnadmathicostréesm disarddn orsypr@nuclear palsy, immune

2, 7-di met hyl 5 %}S%?é%&,hlﬁMfM la 2l dRQcebhhegkpeng® 59, 1.75

mmol) in THF was added and the reaction m xture was then stirred
.under a ni t r8y8R28LFOSPHFT IV IPAVIRRUE OFNeT Leedingi #y5e5dBEnsi on was
poured ont o ¥ehEr addfkcdforextdned eslr talieesthdli Wet hdrblvadt Byinpeersat e. The
conbi ned organic | ayers re washed s i ne, igd_ove S04 and
filtered? Soﬂ}gfcﬁmﬂ%%opé\%lv%%aslen vacuo %8)% gﬁc{;lelgg g?oﬁ#%?l‘?#ﬁ#ﬁ#ﬁ

chr omat ogr apfiys¢asay) Bext bt it haveotsend,: fumehf dmpedodafieienevoval of 20

solvent in vacuo. anpake; vl | WemobithiRl str@s3, 8BRsiBy, 35% yield): np
50-52C; NMR (CDCL3,. 300 MHz): 12,35 (br. s, Ja|24 4 16-7.0D (m 3H, 4.40 (q,

oH, J = 7), ¥nBerpilivy; hedd 3nd spinal gord tyaudasy epilepsk. 1oH), 1.4
(t, 3H, J = F}roke3Sulleds ( mmydtdropti-HRMMEer@al sdle?bs#d]. 2032, Found:
411. 2@ ti aon - 13- di - 22D, anl pno) 30
2, 7-di éphgf%%glggﬁﬁf%?o%ﬁ%&nﬁéﬁ%f( g)t_h(% gﬁgg\gfxglgg {éggeﬁ#ag]‘i\ﬁe (Formul a
1, where R3 be efpriedpcHncHl itareds byHantageaiginspRAr s
2,4'diCh|0r0QH§Pd$in? B/ not Aimited to disorders induced or
e ot e T e B (R R HHRATY by 28LagPAGRERI S 885 MC A
di met hyl phentyd ) § He Swmamimaply rea Adierrapedyti-calilyz iefi fécohee Satidanpbe dhe 1. 38g,
4.5 molys, Nyhselh @t il 8d | Al Jurdls. 8 mmol) and phosphorus oxychl ori de

I

(10 nmL) was stirred at reflux tenperature for 48 hours. The excess
phosphorus oxychl ori de was renoved in vacuo. The resi due was poured onto

ice-water, stirred briefly and 10 extracted quick with ethyl acetate
three tinmes. The %Wbi?%ﬁy%i%f I%V@r §’W§Pgl®ﬁsh%ﬁev\??ﬁ PEe"At er, then
dried over MySpdmeindid iddrareats Solplemeswas Undeesedtherwaselo to give a brown
oil. Flash c ongti0 ( |- e, hgx Lt e one 15
fraction (szi)tlé g %SCéHS_oIr%ieln%r r\f’;\'}L/alq{c%Mr e%‘l\%)gé l?’ﬁ‘%&%%u%@ﬁ%?%%?%eé&%e )ow oi |
(1.0g, @8% \ard daceme ((oxms3 300 ddpdedy igsthg pygpent = 1) | 7.38 (dd,

1H, ~(] = 7i—|) linventfici. (d'iarxl,)l;,gebm;edr)i,c Zsﬁﬂleé:ls, oBFB)leQirﬂé,d((S:N 3H|); (C| - VB!
327 (M + B., 4-{1, 3-dj net hoxy-2-pro i no) -2, 7-di net -8(2, 4-

di chl or ophen‘%ﬁ‘jztf ° F;b-oé']cfspyraéizdolmgl-el%%g- frgpag%(ﬁgnhe n%&?%?rét ot" me

4- chl or o- 2, Tahpadndd .- 0D addi chidly spabAyl ieeomera] apyreentemdl& &l tri azi ne

(Part A 25 5 Gl preschtMRlventhodr.di FRENEXMBLARAS -Ra@B&OPr opane (250,
2.08 ) and ethanol (10 ni) was stirred at anbiept tenperature for 18
hour s.rmgﬁe rFeRtate Ak Rt Yp@&FéﬁeoﬁForﬁﬁ?@i‘c(g‘%n?ﬁ_) atd ¥ktract ed

three tines well laidwl iacethel ertThewe tobpregade gapt tcd e rsc tieree

forms, such as by resolution of racemic forms or by
synthesis from optically active starting materials.
All chiral, (enantiomeric and diastereomeric) and

30 racemic forms and all geometric isomeric forms of a
structure are intended, unless the specific
stereochemistry or isomer form is specifically
indicated.

The term "alkyl" includes both branched and
35 straight-chain alkyl having the specified number of
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30 dried over MySO4 and filtered. Sol vent was renoved in vacuo. Columm
chromat ography (CH2C12: CH30H: : 50: 1) afforded one fraction. Renobval of
solvent in vacuo gave a solid (250 ng, 35%yield): np 118-120C, NWR
(CDC13,300 MHz): 7.S0 (s, 1H), 7.28 (dd, 2H, J = 8,1), -128 6.75 (d, 1H,
J=8), 4.70-4.58 (m IH, 3.70-3.S5 (m 4H), 3.43 (s, 6H), 2.50 (s, 3H),
2.35 (s, 3H); Cd-HRWVS: Cal cd: 409.1072, Found: 409.1085; Analysis Calcd. -
for C18H21Cl12N502: C, 52.69, H, 5.17, N, 17.07, C1, 17.28; 5 Found: C

52.82, H, 5.06, gl 16, 77, Cl 17.5{). Usi(gg t.he above rglcedur s and

modi fi cati ons CREBRA £E°BRe skPTPRRLY 7R 2pRT BT B tesis, the

fol | owi ng addifpildoalingxaaphiesgsef Tabl &s dethyhy Bie i eulgpar &t 15 The
exanpl es delinea ,h TABLE.1 be : Pyndn s outlined

I n~Exanpl es 1%2??%138?’6.650%%%‘2%1 Use@%%ﬁ%%i%n?ﬁ%%h i's phenyl, Pr
is propyl, MestgaighhyFhagn akkelhyl Theprefbat\F' T8a0% Exanpl e. TABLE 1.
20 R3 N-" sN-NvcZohl1 K1 EX. TEe Rerdbifar (5Me G G0N )ehaiftlibhee Mo

N( CH2CH20Me) 2 Ar nEh 2,4-Cl12-Ph 118-120 2- Me-4, 6-(Me0)2Ph oil -129  395bu
C-Me NEt2 2- Mand sheneORfPl 1{RB) 398ean< hipe NH-SR3HGReD. Me- 4, 6- ( MeO) 2Ph

145- 146 Alkenyl" includes hydrocérbon chains of either a
straight or branched configuration and one or more
unsaturated carbon-carbon bonds which may occur in

10 any stable point along the chain, such as ethenyl,
propenyl, and the like. "Alkynyl" includes
hydrocarbon chains of either a straight or branched
configuration and one or more triple carbon-carbon
bonds which may occur in any stable point along the

15 chain, such as ethynyl, propynyl and the like.
"“Haloalkyl" is intended to include both branched and
straight-chain alkyl having the specified number of
carbon atoms, substituted with 1 or more halogen;
"alkoxy" represents an alkyl group of indicated

20 number of carbon atoms attached through an oxygen
bridge; "cycloalkyl" is intended to include
saturated ring groups, including mono-,bi- or poly-
cyclic ring systems, such as cyclopropyl,
cyclobutyl, cyclopentyl, cyclchexyl, and so forth.

25 "Halo" or "halogen" includes fluoro, chloro, bromo,
and iodo.

The term "substituted", as used herein, means
that one or more hydrogen on the designated atom is
replaced with a selection from the indicated group,

30 provided that the designated atom's normal valency
is not exceeded, and that the substitution results
in a stable compound. When a substitent is keto
(i.e., =0), then 2 hydrogens on the atom are
replaced.

35 Combinations of substituents and/or variables
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NOTES FOR TABLE 1: a) Anal ysi sCal cd: C, S2. 69, H,5. 17, N, 17.07, Ci,17.28; Found:
C 52.82, H 5.06, N, 16.77, C1,17.50.10 bu)Anal ysi sCal cd: C. 65.90, H: 7. 72, N,

18. 27; Found: C. 65.77,H 7.62, N: 18. 26. bv) Anal ysi sCal cd: C. 6S. 02, H: 7. 38, N,

18. 96; Found: C:. 6S.01, H 7. 43, N: 18. 68. bz) Cl - HRVS: Cal cd: 430. 2454; Found:

430. 2468(M + H); 1$ EXAMPLE 43l Preparation of

2,4, 7-di net hyl - 8- (4- met hoxy- 220

met hyl phenyl )[ 1, 5-a] - pyrazol o-1, 3,5-triazine (Formula 1, where R3 is CH3,
RLis CH3, Zis GCH3, Ar is 2,4-dinethyl phenyl)

5- Acet ami di no- 4- (4- et hoxy- 2- net hyl phenyl ) - 32$ net hyl pyrazol e, acetic acid
salt ( 602 nare Zpenmissitke muky if tduch ssombiaiard daHERI W@l utn on (10 ).
The aqueous pj e act W , b . conbi ned
organi c Iaye%g%éec%}?ﬁ%%%ér %gs&&nﬁ? ggéﬁné e{ﬁag ééjrrgzsr?ta;ggt%ed i n vacuo.

. The resi due skBEUGEUEakehs UPLIRE 13| CRMROYID that dirfd auwfifrhstileyit 1ot t hoacet ate (

0.36 g, 3 MPbRud@St 06eerive tNETAUSRANIO N W Ie g Hext ure was
heated to. refl ux tepperature under a nitro enqﬁ%r'%osrﬁgﬁre,and stirred for 16
Lanmetiad

_hours. AR erPBEIRY EHOM el TR ReNt™ ‘at 3% on -130
m xture was toncemrefficacimas uhexppputad @ragart. solid. Col um

chromat ogr aphy ( GHeL 3¢ MaPH: 4.5 ] neafdar rpq.rga |- . solvent in
vacuo, a yellow vi scgﬁs oi la;?p%&g@%%% %&ﬁaﬁ 0 Yl \eéféé)l%ngl\/R (CpC13,, 5
300 MHz): 7.95CPR" Mepng ang)greup knpwmpn fhe prt pfgorgapndg 1H, J =

8,1), 3.8S (synBidsi2. B6r (tShe Ihotéothiod Bf IPine . arbddy1ie 15 (s, 3H);

Cl - HRVS: , Cal cd: ,283. 1559, d; 283.1554 (M .10 EXA E 432
7- hydr oxy- 5-%@*%yﬁ’¥%‘5?§‘- ch Lgclryl'(lr; AR r%ﬁ%ﬁ%%&%@rﬁ)ﬂpac’zdpﬁ[ i‘!a§- a] pyri ni di ne

(Formul a 1 wheese AlistegH iRIGYere arkB Wus sGH," PZdtecCiMe, GAoups
2- chl or o- 4- npt hyl ey dyrpe el 10 4rdigs ww}p-&-sm%é)y:wg@?%&- 370

nmet hyl pyrazol e (1. 86 ‘ﬁ" 8.4 mol ) was di slsol,ved In aci al acetic acid (30
m) with stifFtihly. ¥byIThEH & e AR IYF IR, YIeFIF)y was then added
dropwi se to Bheldsggul ¥ohg 50|AdddemicTrrasege Nedn Yairkt yneswas t hen heated to

reflux t € ur e, stdrr r s, . then cool.ed to room
terrperatﬁrrTg.E% h%lrSL?ii](g%&srﬁ_)ééNavsﬁlgc ded g%&%t%ﬁé TS ﬂrﬁge r 8¢l pitate was
col | ect ed byréfexenge on ATDY \AGE PRAAQRY 18 @rgap &nawnt dnsshed ( 1.0 g,

11 M S el st sigiteng 1 TR 00
m , O. S, . . S . 2 S, ; - VB! S
EXAMPLE 4 3 &M |HR%Q-‘4§3%?‘HW are gzoé;hla FB‘C% to,” the
4- et hyl phenfd) Joyw azapl o] )1,&sal] pyyped diush ak3formyBornula 1 where A is CH,
RlL is Mgy R&} dee T MpnAlailyS 20 - As l,) m xture of
7- hydr oxy- 5- rrelfs%%o% 2- c}ﬁ] 'g/lr%o- 45 rryzlt'h;'/al phg%l:) Pﬁ%%%%?%@ﬁ&% pyri mi di ne
(1.0 g, 3.5 ¥WHAMLIGIATNBIREE FHURGT Guiche 32 PENGYloxggagpony¥ 4 mmol ),
N, N- di et hyl afgd4)neadd. idbst i thitedribertyd oxydarbang sl weng-(20 nl) was
stirred at reflux temperatyre for 3 hours. .then it was cooled to anbient
t enper at ure. PSR Vot A5 R SRRSOy Y n A% uo.  Fl ash chromat ogr aphy
( Et OAc: hexar®e: Eluemylndtdylasiviprbpayd (Fmoc); 3) aliphatic
B I T BN L A SRR N AT NP
9, oY el e x;§;§£3§§1fngfﬁsdpropyf%et oxycarbon;l, and (s, 18, 7.

allyloxycarbonyl; 4) cyclic alkyl carbamate types

such as cyclopentyloxycarbonyl and

adamantyloxycarbonyl; S} alkyl types such as

30 triphenylmethyl and benzyl; 6) trialkylsilane such
as trimethylsilane; and 7) thiol containing types
such as phenylthiocarbonyl and dithiasuccinoyl.
The term "pharmaceutically acceptable salts®
includes acid or base salts of the compounds of

35 Formulae (1) and (2). Examples of pharmaceutically
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15 7.26 (m 1H) , 71.6 ( d, 1H, J =7) , 6.80 (s, 1H) , 2.55 (s, 3H), 2.45
(s, 3H), 2.40 (s, 3H); Cl- Ms: 306 (M+H). EXAMPLE 434 20

7- (pentyl - 3-am no) - 5- met hyl - 3- (2- chl or 04- et hyl phenyl ) pyrazol o[ 1, 5-a] pyrim
dine (Formula 1 where Ais CH RlL is Mg, R3 is pentyl-3amno, Zis CM, Ar
I's 2-chl oro-4-nethyl phenyl) 25 A solution of 3-pentylamne (394ng, 6.5
nmol ) and

7- chl or o- 5- met hyl - 3- ( 2- chl or o- 4net hyl phenyl ) pyrazol o[ 1, 5-a] pyri m di ne (200
ng, 0.65 mmol) in di rrethylsulfoxide ( DVMBO, 10 m.) was stirred at 150C for 2
hours; then_it was, cooled to.anbi O te e reaction m xture
was then poﬁFSﬁpﬁﬁPgemﬁ?ng(iﬁg?ﬁﬁ ﬁﬁtn? g%ﬁﬁﬂ&‘é%&?ﬁbtlons with

di chl or onet manerahashi nygaheccaabdnedl bs gahi bas by aresiwiuds Isuiche, dryi ng

over MyS04, _Li on eqpv o] produced a yel |l ow
solid. Fl asﬁg g%‘%ﬁ% roﬁgggé?ag?\ é% Qlf(l)lb\é éégg%\eésf] éyéal,:(%i%afforded a white -.

132 sol i deFi98eRySuEhsasi 6REPOXYH1G38c1dd C andithecBaks - 300Hz): 7. 32 {s,
1H), 7.29 {d, 1HPh&rmaa)sutIc&?l(zdac&é‘btdb}'e7§;alt£cQ?Zt:(l‘(é 1H, J = 9) , 5.78

{ s 1H , H) H. 2 36 (s L 71.82-1.60 (m
AH). 5 01%?{"?"8?‘% 3,68 551‘ ARG “gfégcﬁ%’édb?o?g%‘,’ffﬁ%%?l\m: C 67.31, H,
0. N 15reecteay hestrEeundidprevese. Eerms @b Lhesels 50 GI 6. 05 10

The exanpl e%oﬁlﬁbhﬁéét ﬁéchnaTaébfcﬁlaaatpfcpémte%éomehe met hods outlined
in Exanples 1, 2, or ¥| used abbreviations are: Ph is phenyl, Pr

i s propyl, R/Bngpﬁéf‘ﬁﬁl baEF PE REHG | 1N BP TS R ViR A 9T9aBignpl e, 15 Tabl e
7 R~ N-10 ~Nsbllvanh, Abr20nEx migze2be REE 1000 at G Marathylllgi, per i dyl 59. 51201b

2 V- 1 PRI R R S e e 25 2 TRBER oi 1 o |
oi |l oil

isopropanol, or acetonitrile are preferred. Lists
of suitable salts are found in Remington's
Pharmaceutical Sciences, 17th ed., Mack §Ublishing

15 Company, Easton, PA, 1985, p. 1418, the disclosure
of which is hereby incorporated by reference.

"“Prodrugs" are considered to be any covalently

bonded carriers which release the active parent drug

of formula (I) or (II) in vivo when such prodrug is

20 administered to a mammalian subject. Prodrugs of
the compounds of formula (I) and (II) are prepared
by modifying functional groups present in the
compounds in such a way that the modifications are

cleaved, either in routine manipulation or in vivo,

25 to the parent compounds. Prodrugs include compounds
wherein hydroxy, amine, or sulfhydryl groups are
bonded to any group that, when administered to a
mammalian subject, cleaves to form a free hydroxyl,
amino, or sulfhydryl group, respectively. Examples

30 of prodrugs include, but are not limited to,
acetate, formate and benzoate derivatives of alcohol
and amine functional groups in the compounds of
formulas (I) and (II); and the like.

The term "therapeutically effective amount" of

35 a compound of this invention means an amount
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-133 5 10 15. 20 25 30 1204 G Me N(Et)CH2c-Pr 2- Me-4- OvePh 1205e C Me
NHCHZ2- 2- t et r ahydr of uryl 2- Me-4- OMePh anor phous 1206aY C- Me N(Pr) CH2c- Pr

2- Me- 4- OVePh

1207aZC MeN( Me) Pr 2- Me- 4- OVePh1208f C- MeN( Me) Et 2- Me- 4- OVePh1209JC- MeN( Me) Hu2-
Me- 4- OMePh1210hC- MeN{ Me) pr opar gyl 2- Me- 4- OMePh1211i G MeNH ( CH( CH3) CH( CH3)
CH3) 2- Me- 4- OMePh1212C- MeN( CH2CH20Me) CHz CH=CH22- Me- 4- OVePh1213kC- MeN( CH2CH20
Me) Me2- Me- 4- OMePh1214C- MeN( CH2CH20Me) Et 2- Me- 4- OVePh1215C MeN( CH2CH20Me) Pr 2-
Me- 4- OVePh1216C- MeN( CH2CH20Me) CH2c- Pr 2- Me- 4- OvePh1217mC- MeNH( CH( CH3) CH2CH3)
2- Me- 4- OMePh1218C- MeNHCH( c- Pr) 22- Me- 4- OMePh1219aC- MeNH- 2- hexyl 2- Me- 4- OMePh1l
220C- MeNH- 2- pedifgicZ-ive- 400RBPAIOR1 PE- RENPIORRL 2leea )k atfy GiRET wry| 2- Me- 4- OMePha
mor phous1222q€ﬂ¥%NEtcﬁ»@/%wgezsmg) 3fNEfﬁe€WEP@132§&J@12 il 0542%&4 dyl 2, 5- Me2
-4- OVePh1224C- I\/b(iycl obut I am no2, 5- Me2- 4- OMePh1225C MeN( Me) CH=CH22, 5- M2
- 4- OMePh1226 ession 1in a host.

-G MeN( Et) CH2c- Pr 2, 5- Me2- 4- OMePh1227C- MeN( Pr) CH2c- Pr 2, 5- Me2- 4- OMePh1228C- Me
N(Me) Pr 2, 55 Me2- 4- OVePh1229C- MeN( Me) Et 2, 5- Me2-4-OwvePh oil oil oil oil oil

Qil oil oil oil oil oil oil -134 - Sightheses

udz(awW)) - 6' ZZ( . ~d- o) NJHNaW J69ZI E' 8El - 9' L~TttdZ(aW)) -i ~' Z( HIZHJ( HJ) HJ) HNaW
Js89ZTudz(aW)-6' Z ZH3) Z HJ) NaW J
SoTTa0z (s00). T g&#&%&%@éﬁ% E‘f P EZt A e prepdtRUOE LG

NaW JS9ZI udz ( W Ermegd At SWePmBPHDRRaF JEOPTets (B using theHy=HizHJ
(aWzHIZH}) | gha\deludéEuddtaVied~id( Bdhbmd) 1 ( HI) HI) H saW JZ9ZI udZ (aW)

-~'" ZT~6. z~do. xd (aW

NaW JI 9Z2Tqdz(aW)) - 6' Zn8( aW NaW J09ZTudz(aW)) - 6' Z~3(aW NaW J6SZl udZ(aw) - b* Z
xd(aW NaW J85ZTudz(aW) - ~' Z~d- ozHJ( ~d) Re¥eMB 3ZTudz(aWD) - ~' Zxd- 0zHJ(~3) NaW J
9SZT9" 8§9- 8" i ~9udZ(aW) - ~' ZZ(zHI=HIZHJ) NaW JzSSZTudZ(aWD) - i ~' ZzHJ=HJzHJ(aW N
aWJS~ZI T~dz (aw) -i~'

Zoui w~T~Canqoj a~oaWJ |~ZTudz(q)43)° enaZZn ~g~a- ZaWg O ~ZTudaWo i ~- za
WS' Zz(. ~d- 0) HTHNaW JEZTudaWD- ~g e;&@l &E J;g HJ) HNaW JB~ZI udaWD- ~- zaW S
' Zxd- ozHJ(aWozHIzHJ) WJLZTuda.V\Q 4 bagaW+S'/Z-~bivent

(aV\DzI—L]zI—L])NaWJ WS Z 3(aV\DZI—L]zI—L])|~I aWwJ lu WF\‘ zaW S Za

W aWoz HJzHJ) NaW ud WO- f ZHJ) JE~ZT~daWD ~
-zaW S Z(HI(HI) I—LJ %EZTudaV\D ~-zaW S ZTr~bMegdo. z NaW JI
~ZTudaWD i ~-za‘y1/ JO~ZI 0 SZ Oz SI A Sg! N
Ar
(1) Y=0 (8)
R3

R3H, + / - base, 441\\
+ / - solvent
P . ~
1

R N

Ar

(1) A =N
Compounds of Formula (7) (where Y is O) may be treated
with a halogenating agent or sulfonylating agent in the

15 presence or absence of a base in the presence or

absence of an inert solvent at reaction temperatures
ranging from -80°C to 250°C to give products of Formula
(8) (where X is halogen, alkanesulfonyloxy,
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5 10 15 20 25 30 1270t CGMe 1271u CMe 129.4 1272 CMe 1273" 1274 1275 1276
1277 1278 1279 1280 1281 1282 1283 1284 128S 1286 1287 1288 1289 1290 1291
1292 1293 1294 1295 1296 1297 1298 CMe GCMe GCMe CMe CMe GCMe G CGMe
CMCMCMCGCMGCMCGCMCGCMCGCMCGCMGCMGMGCMGCMCGCM CGCM

CMe G M CM N CH2CHZOW) 22, 4- (Owe) 2Ph

oi | NHCH( Et) 22, 4- (Owe) 2Ph128- N( Et ) 22, 4- (OVe) 2PhN( Pr) 22, 4- ( OVe) 2Ph2- et hyl pi pe
ri dyI 4 ( )2 5- MePhcycl obut yl am no2, 4- (Owe) z- 5- MePhN( Me) CH2CH=CH22, 4- (OM
e)2 MePhN( Et ) CH2c- Pr 2, 4- ( OMe) 2- 5- MePhN( Pr ) CHzc=Pr 2, 4- (OVE)Z 5- MePhN( Me) Pr
2, 4- (Owe) 2- &Wmﬂcﬁmqro@lpaakmphﬁe%pmigow( O\Ve) z- 5- MePhN{ Me) pr opa
rgyl2 4- ( 2%% hgﬂﬁGH%)cﬁﬁkzaQE not limited t

(O\Ve) 2- 5- I\/E C%ZCHZ

F%%( éﬁfg MePhN CHzCH~C]VE) Me2, 4- (OMe) z
- 5- MePhN( CH2 tMs)PrQCzlm E )2P 3D GBFOVBY PPBT 8 (OVe) 2- 5- MePhN( CH2C
HZOWe) CHz

2-5- n/zethﬁofglé é’?g% (ovE E[ﬁéz 5- m@@%&%ﬁggh% (ﬂo\/%%eé VB PhNHCH( Et) 2
2, 4- (OMe)Z- 5 Mgt Bides o1 d%‘t"ﬁ??pl SBFRAPE2. 4- (OMe) 2- 5- O Phey
cl obut yl ani n@@zﬁaﬁ@@fb@ldcﬁmwwmﬂﬁaeéuamia 5c@4PhN( Et ) CH2c- Pr 2,

OVB) 2- 5- O PhN 2
12660 ?\/EN(5M3 Epigé %%\j; STy B %éﬁfl@bfét Eggy?&/élfﬁ $SEFPRI301C MeN( M
e) Bu2, 4- (ovepzeél@rmﬁmmmmmrpﬂ@p@rgynzyMM) ox5- 0 Ph51303C- MeNH ( CH

(20;3%:1 gﬁlggﬁ: :llveﬂ[m B e dss, o7 2nh dridgscl BRS 505 NEN( CHZCHROME) M
e2, 4- (O 2-5r&f bﬁﬁ ?wrés(%% jwé% (BREss may
2~ 5- O Ph1307Chi/bMEHREHD G Rick, A-iOVER2 €6, CaPRa01368Ea My GHREERONE) CH2C- P

2, 4- (OMe) Z-
(G() GBS TN SKU dpriee) o AR PRf3b LKBI 925 b phaasicow
eN( CH2CH20Mely @26 4cqz@ve')s2 m@@mycsnémnmmtpzzme(o}ve'fgdsum Phl 51313C- Me
NCEt) 22, 4- ( QMep Sz 2ad P@&H\i@ré\/%%ﬂhhmbﬁhmeh hdedb- 41Raf OVRLREN145- 149131

5ZC- Mecygcl obut n02 Me-4, 6- 2Ph1 1316aaC- MeN ) CH2CH=CH22- Me
-4, 6-( X F‘ﬁb%q‘igi %(‘ﬁﬁ%éﬁ%ﬁ’zqwg%& avéf%m@ﬁaﬁfeﬁ%m Pr) CHZC- Pr
2-Me- 4, 6- O\b)lzﬂlmd\é&fajBlﬁrEGdVdaN(lIW)llénZaf%am,lﬁeg(](/b)réPhnab1320adC MeN( Me) Et
2- Me- 4, 6- .6 | 37

1322C I\/ENEI\/E %‘?Pmlgg%éﬁ%ﬁg i@é\%’@géﬁﬁz tg@é{?i‘:ﬁ?aﬁ%‘ %CHB) CH3) 2- Me- 4,
6- (OVE) ZPh132 z@gﬂwg@%z GiirerepMd 2 Nyet h!Yé eORBS 2PR1325C MeN( CH2CH20ME
) Me2- Me- 4, 6- ¢ M) RPhiidR0ale MaNr@dacHaalREEt 2plefdrEbl GMVe) 2Ph
(6]

%4 6 (O @%Yﬁz%qﬁé%%@sl%&%ﬁéﬂﬁﬁiﬁ%%% =g Adhly

2Phl 07- 11013B0G MeNHEH( dower 2 Manens L OVEF2RA18816- mnp@msmzom)zz Ne- 4, 6
Owe) 2Ph13 5 4, 6-

((CIVE))zPhlsggﬁ;éCMNENEt(BU% %d\iﬁ:éiﬂl@éﬁozizigﬁ}l &888Es MeDLEE L r8R1 M-

0i | 1335C Me29 B2 R i §etGdy| SYE-1 % ) ZPhE5888P Ecycl obut yl ami no2- C1- 4, 6

- (OVe) 2Ph 1333&&&@@%@42240&1@%@%& Rha0a BRPLE bkt §&H2c - Pr 2- Cl-

vy 2ona i IERETEI B e e (S pReslc VR CheT B 0 ROk Doosi o

3C MeN( Me) pr épee giablon i mgt Rrides. N@MH@@H(@B%H( CH3) CH3) 2- C1- 4, 6- (
OMVe) 2Ph134SC§B@x AV Aityeiia2 1 6 n4260heMe) 2Ph1346C MeN( CH2CH20ME) Me
2-Cl-4, 6 47 CHZ CH2QIve) Et 2- ZPh301348C- MeN( CHz CHZO
Me) Pr 2- C1(4 jﬁ%ﬁii %é%? f% r% & glmetgyggn?%oxlg }, (

aromatlc hydrocarbons (preferably benzene or toluene)
30 or haloalkanes of 1 to 10 carbons and 1 to 10 halogens
(preferably dichloromethane). Preferred reaction

temperatures range from -20°C to 100°C.
Compounds of Formula (8) may be reacted with

compounds of Formula R3H (where R3 is defined as above

35 except R3 is not SH, COR7, CO;R7, aryl or heteroaryl)
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15 20 25 30

1349C- MeN( CH2CH20Me) CH2¢- Pr 2- Cl- 4, 6- ( OVe) ZPh1350C- MeNH( CH( CH3) CH2CH3) 2- C1- 4
, 6- (OVB) ZPh1351C- MeNHCH( c- Pr) 22- C1- 4, 6- ( OVE) 2Ph1352C- MeNHCH( Et ) 22- C1- 4, 6-{ O
Me) ZPh1353C- MeN( Et ) 22- Cl- 4, 6- ( OVE) 2Ph1354C- Me2- et hyl pi peri dyl 2- C1- 4- Ove- Phl
355C- Mecycl obut yl ani no2- C1- 4- OMe- Ph1356C- MeN{ Me) CH2 CH=CH2.

2- C1- 4- Ove- Ph1357C- MeN( Et ) CH2c- Pr 2- C1- 4- OVe- Ph1358C- MeN( Pr ) CHZC- Pr 2- C1- 4- OM
e- Ph1359C- MeN( Me) Pr 2- C1- 4- OMe- Ph1360C- MeN( Me) Et 2- C1- 4- OVe- Ph1361C- MeN( Me) Bu

(201(4:(1 CﬁB)OgIE( E%?g%g?g/gﬁ% %cﬁzgp%ﬁ%%%‘&:cﬁl\ﬁ %%%@%%ﬁ%f Ef- 4- ove- Ph1

365C- MeN( CHabs2awe) &E 2atlide Oes PHISHIE G VI aBHyIGHR i a tOres OVe- Ph1367C
NeN CHRCro0Me Bl B Chi 4 Vo P 3586080 GRERVPIFRIER G 4- O Ph13eoC
CH2CH3) 2- ClF@rMaPN137oBﬁ%NH@a(clqv¢}lz@ec:lbun!: Qe MaB Almives &chy| F~i peri d
yl 2- Me- 455- GOVR) 2PRABZ2Ch EY&éQbF}Sﬂéﬁé&mﬁ y Meodhidim (KPR i2i)1373C MeN( Me) CH2
| &T?ﬁ?zmmili govenP%?ls 4G Mel Qg Pra-Me- 4 gp I(ecgver)a%Pms?sc MeN (Pr)

2Ph1376C- Me Nk uRr Rebboside (M3 APNIB 79thdkidk) B Dcdking Bar®lk) 2Ph1378C- Me

Té%éB%NL?&%f%%%%E%%%B%W'%@%% Rk %%%%%%w%%mm

2- Me- 4, 5- ( OVBFRpH?3d8 2 EsRRRPR Y THMEEESE- MeN{ CH2 CH20M

e e
C-

2Ph1387C- Me &l‘i%/g%?’? %ﬁg%/eilg%‘“ ) SR SRR @0542’&42%)22- Me- 4, 5- ( OVe) 2

Ph101389C- NbNH(CH(:Emmymmylsmr@@e))zpmmmN(rﬁtx)@ (vb=ef Srap@iye) 2Ph1391C

MeNEL (Bu) 2- FJEN4d§ Q%%Z@’?i% - &hiNe PI PETd AL (- 91 OVE) 2PN 1393m C-
Mecyci obut yl 4m no2- C1- 4 2Phl S121-1221394a1C- MeN( M) GH2CH=CH22- CI - 4, 5

- (Owe) ZPhlziPHé?BQBb’I\BN(E‘P)@—?ZC PFBERY - SO Branhi mah FIuHHdene REPr ) CHzc- Pr 2
-Cl1- g as?va):zphetl 291:11396’ﬂk€elvbi\(%]) F&:Qc&il\ﬁ]és 5¢x (ﬂ‘&)azl%lblrb‘&nbl)?%gﬁBallilg/ch:(m
e) et ol -
e?\l( Me) pr opa gy%@%ﬁ ééf%j%}z%éﬁ %%%ﬁ %%&%3%15%? ) 2-Cl-4,
5- (Owe) (1 to 6 carbons, preferably acetonitrile), dialkyl

2Ph1402C '\/E@{;%‘%Q"Zg%f@k@%%?@t I 4o thd VB ) LRI &@%@N( CHzCHZQVe) Me2-
Cl -4,5-(0Owe)ZPh

1404 }Zgﬁwg 10 1410a 405 ¢ Ve 1406a C-Me
N( CHZCHZOIVE) EFeEeEi 1Y sEEERR a&)‘ MFaR 8*3@’?5}“ ~ONX5. (Ove) ZPh
N( CH2 CH20 Ve HERRRy Pf o Pmahi de 5- (mﬁj@F&bMIdmﬂﬂ‘v&rm&&leﬁ MeNL&@9ap C Me

(CH( CHB) mz%i%yﬁcitamﬁi/%) a N Aok o O 2 ¢ A e 2 7 BhN( CH2CHZOMe) 22-
Cl- 4, 5- (OVeFZPhi6| RMARERY( EPySforally M:p lzpfrrmdf%“ ionels 20 25 ~0

1411ar G NEN@E&)E?inlﬂoﬁnﬂ@/E) ﬂxﬂémncm&ya@@@kﬁes (OMVe) 2Ph1413C- Me
2- et hyl pi peri d I\/bPhﬁéMé: cl.obut yl am ng2-C1- 4- OVe- 5- MePh14
15C- MeN( Me) BFP erptagifparitta PSR NSNS 2. BOIUETS) Ve 5- MePh1
417C MeRg Pr pc—nel@@k«mea @Mel azqvemlcnqmmeha(nvb)lprtp QP ha@wessVePh1419C- M

eN( M) Et 2- Clpda ElaB1 POLMAN M) BU2- ks Ot S-MeRAIA21C- MeN( M) pr opa
r gyl 2- Cl1- 4- OVe- 5- NePh14 2c MeNH (CH ( CHB)

CH3) 2- C1- 4- ERBPSTREPHEE 2RTNdR N IR AT M9 @4@6&:0422 Cl- 4- OVe- 5- MePh1424C- Me
N( CH2CH20Me) Me2- §éhémg\@ &e Mot G e N el ive ) fi 2 c.@lw@r% 5- MePh1426C

<Pn14260, NP CFERST CFOEPBROE 1 SRR RICE: i B)59 C1t e

5- MePh1330CsbbaHCEiEbR2@s G £ 4F@Divia Bz MePh.
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oil -141 5 10 15 20 25 30
1431C MeN( Et) 22- C1- 4- Ove- 5- MePh1432C- MeNEt ( Bu) 2- C1- 4- OVe- 5- MePh1433C- Me2- et
hyl pi peri dyl 2- C1- 6- OVe- 4- MePh1434C- Mecycl obut yl am no2- C1- 6- Ove- 4- MePh1435C-
MeN( Me) CH2CH=CH22- C1- 6- OVe- 4- MePh1436C- MeN( Et ) CH2c- Pr 2- C1- 6- OVe- 4- MePh1437C
- MeN( Pr) CH2c- Pr 2- C1- 6- OMVe- 4- MePh1438C- MeN( M) Pr 2- C1- 6- OVe- 4- MePh1439C- MeN( M
e) Et 2- C1- 6- Ove- 4- MePh1440C- MeN( Me) Bu2- C1- 6- OVe- 4- MePh1441C- MeN( Me) pr opar gy
2- Cl1- 6- OVe- 4- MePh1442C- MeNH( CH( CH3) CH( CH3) CH3) 2- C1- 6- OMe- 4- MePh1443C MeN( CH
2CH20Me) CH2CH=CH22- C1- 6- OVe- 4- MePh1444C- MeN( CH2CHz Owve) Me2- C1- 6- OVe- 4- MePhl4
45C- MeN( CH2CHz OVEe) Et 2- C1- 6- OVe- 4- MePh bédéigee MeN( CHZCHZOMe) Pr 2- C1- 6- OVe- 4- MeP
h1447C MeN( CH2CH20Me) CH2c- Pr 2- C1- 6- OVe- 4- MePh1448C- MeNH( CH( CH3) CHz CH3) 2- C1-
6- Ove- 4- MePh1449C- MeNHCH( c- Pr) 22- C1- 6- OMVe- 4- MePh14S0C- MeNHCH( Et ) z2- C1- 6- Ovk
-4- MePh1451C MeN( Et ) z2- C1- 6- OVe- 4- MePh1452C- MeNEt ( Bu) 2- Clz,6r:0MVe- 4- MePh1453C
- Me2- et hyl pi peri dyl g} 6- Me2- 4- OVBPh1454C- Mecycl obut yl am no¢, 6- Me2- 4- OMePh145
5C MeN( Me) CHZCH=CH2 6 Me2- 4- OVeRbEASRCy Ne Nl CHZC- Pr 2, 6 Me2- 4- OVBPh3457C-
MeN( Pr) CH2c- Pr 2, 6- OvePh1458C, NEN%IYE&)Béz 6- Me2- 4- ASO® I\/EN( I\/E) Et 2
, 6- Me2- 4- OVePh1HBOC- Vo t4e)§8u2 8-frez 2 h1461C Me
4- OvePh - 142 5 10 1p 1462&- VENH
( CH( CH3) CH( CH3) 2,6 . OMEPh1463C- MeN( CHZCHZO
ePh1464C- Mel¥’€H2 CH. ) Me2,%- Mez- 4- OMePh1465C- MeNRCH2 CH2 ) Et 2,%6- Me2-4- Ove
Ph1466C MeN( CH2CH20Me) Pr 2, 64Me2- 4- OVEPh1467C- MeN( CH2CH20Me) CHac- Br 2, 6- Me2- 4
- OMePh1468C- MeNH
((CH( CH3) CH2CH3) 2, 6¢ Ph1469C- MeNHCH( c- Pr )22, 6- Me2- 4- Qu2Ph1470C MeNHC
H(Et)z2, 6- Me2- 4- CWE 1471C—NbN(Et)22 6- Me2- 4. Ph1472C- MeNEt (Bu) - 2, 6- Me2- 4
- OMEPh1473C- Me2- et hyl pi peraxd@iziay -apemivi - PhzZ474C- Mecycl oblt yl am no2- Cl1- 4
- OVe- 5- FPh147SbeC- MeN( Me) CH2 CH=€epbvrnt] OVE 53!FPh 144 pagelye] 1478 C Me
1479bb C-Me N (Et ) CHzc-Pr N (Pr) CPr N{ M )=°$E'?‘= Cl-g- OVe- 5- FPh
2- Cl-4-Owe-5-FPh 2-C - 4 CWE §3FPh 0 1480b C—Nb N(Me)Et oil 0il
2- C1- 4- OMe- 5- FPh oi | o)

R3

N/N\\ R3H, + / - base,

NZ
) /I\/z + / - solvent
™ = >
R \N \ /I\ )\(

Ar

13
(13) (1) A =N

Compounds of Formula (7) (where Y is S) may be treated
with an alkylating agent R!3X (where R!3 is defined as
above, except R13 is not aryl or heterocaryl) in the

5 ©presence or absence of a base in the presence or
absence of an inert solvent at reaction temperatures
ranging from -80°C to 250°C. Bases may include, but
are not limited to, alkali metal hydrides (preferably
sodium hydride), alkali metal alkoxides (1 to 6

10 carbons) (preferably sodium methoxide or sodium
ethoxide), alkaline earth metal hydrides, alkali metal
dialkylamides (preferably lithium di-isopropylamide),
alkali metal carbonates, alkali metal hydroxides,
alkali metal bis(trialkylsilyl)amides (preferably .
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1481C MeN( Me) Bu2- C1- 4- OMe- 5- FPh1482C- MeN( M) pr opar gyl 2- C1- 4- OMe- 5- FPh1483C-
MeNH (CH (CH3 ) CH (CH3 ) CH3 )2-Cl-4-QOwe-5-FPh2~

1484C- MeN( CH2CH20Me) CH2CH=CH22- C1- 4- OVe- 5- FPh1485C- MeN( CH2CHZOWe) Me2- C1- 4- O
Me- 5- FPh1486C- MeN( CHZCH20Me) Et 2- G - 4- Ove- 5- FPh1487C MeN( CHZCHZOW) Pr 2- C1- 4-
OMe- 5- ~FPh1488C- MeN( CHz CH20Me) CH2c- Pr 2- C1- 4- OVe- 5- FPh30 1489bdC- MeNH ( CH
(CH3) CH2CHB) 2-Cl-4-OWe-5-FPh solid -143 1490

C- MeNHCH( c- Pr) 22- C1- 4- OVe- 5- FPh1491be C- MeNHCH Et ) 22- Cl1- 4- OVe- 5- FPh

oi | 1492bf C MeN(Et)22-Cl-4-Owe-5-FPh 5 10 15 20 25 30 96-98

1493bgC- MeNEdBuh? Hilk G-rOMethyEBilyl) amide) , trialkyl amines

oi | 1494C Me2; no2- Cl-4-0
Me- 6- MePh149?6%%%%&%&5%8%9%%@%%%@?nﬁg’ﬁl{t}g%{%@@ Pr 2- C1- 4-
OMe- 6- MePh14980eNE EPERMMRG-ior argpes. dpred emebhy 400G M e ) FmextCl - 4- OMVe- 6
hePn1500C NI il '14rc@\ﬁ'e§h§ggéﬂlﬁowbmﬂﬁ@&&ﬂ2t&l g6 NePh15020
Lopar - A- O\e- - -
VEPh 15045 E/@%%%frz 9951 P, I'V%%gg{(‘ %‘%‘?f%gﬂr\%ﬁ\[ CHz CH20Me) Me2- C
1- 4- OVe- 6- MeRRhBSRAC- Nﬁm(v@ﬂ@ﬂmm)ﬁttzlq:m (Mo 66 MsBHICB0Y.C- MeN( CH2CH20ME) Pr
2- Cl- 4- OVe- MeNCH 2. 09C- MeNH( CH
CH3) CH2CHB) 3"%%4&%6 %pﬁfét%%%)hﬁa%‘iﬁ%r e%‘?és qz\t@r cﬁ‘g%%%wno I\/éNH(C
H( Et)22 Cl- 411@9@@ r@éﬂ?ﬁmz@ﬂ%N@ﬁff‘%ﬁ (@ref/er%blvéph15130-|v|eNEt(Hu)2 Cl-4
- OMe- 6- I\/EPhJc%HGﬂyEﬁ:cﬂtdndxpldiem dy G odazbl) 4- NeN paL 4 Tyt fid AiukbiGedecycl obut yl

arm 106~ K2N- A M bl S YA B SE VENOYRLEF P OB N A5 e py) - 3-y

- 144
1517C MeN( Et()p@lqz@mrbrlmmathwéagywmgew.lsygowmmgmzc Pr6- Me2N- 4- Me- p

yrid-3-yl 515 @rl}_l%-lg}drlhd23b},{g S20C- MeN( Me) Et 6- Me2N- 4- Me- p
rid-3- I152 C—NEN u rid-3-yl1S22C- MeN( Me) pr opar gyl 6- Me2
KI—4 Me- %yrl izl YM gﬁ‘g & ‘}Xylsuuomd“—‘( ) propar gy

CHB) 6- Me2N- dridmapmyird mymmcb&bsaéc(mweuaswomﬁwﬁmzﬁm&m4 Me- pyri d-
3 Y1 15256 M HACRUMRAIE GeMi2 o 1 HP cBibbfls Sah 1P 208 s MRNCG&e20Me) B 6- M

zZN- 4- Vet
0| | 20pyr i d- 3ppeferablve dichicHzorEhrne) Me2 Rra fapred riehidn 528C- MeN( CH2CH2

OMe) CH2c- Pr Qé}@%'%a‘kd%sowafn%éﬂb%l%g@ Nty ddetd (CH3 )
CH2CH3) 6- Me2NE 4- VB- pyT i d- 3- I 1530C- MeNHCH( ¢- Pr) Z6- Me2N- 4- Me- pyr i d- 3-yI 1531a

uC- MeN( mzmzowemm%m%%@p\yﬁpdisw (Fogmuba (1)1538mxe B>MdsNHCH( Et) ~

6- Me2N- 4- |ve 4

pyrid- 3 ngl 8\0 ﬁ/gN Et 2 I\/E aI{l(-:tﬂfedl\/ls\‘ﬁ"1t}rl|%o Oyulrgf’S\’?AfCF%?u ?hyl pi peri dyl 6-
Me0- 4- M8 yrt|°d g3 vl m%eﬁoﬁerwém Ad6. MG N1 FEME 3- yi 101536C MeN(
Me) CJ%ZG—lzCJ%MEQibM-am& ir@adeyit $S3ECRN( bE£HK Y Rt MRdrd¥RriRyy | d- 3-yl 15

)1 15400 NeNCUB FEFBOHERLYs b 5y PLde 3T 2b 75 TEe RN M BAEo TR0 - pyt | - 3-y
| 1542C- MeN( ts) propanggd @OMB@CHBN’E- yabdvs- y| Abusavsineg 1yCH CH3 CH ( CHB)
S*i’éi%%%ﬁgéﬁ%%%é%ﬁ%ﬁ“5??%%@%%%%%% g
~6- Me0- 25 Me-Spy P | dm8y ybe Sax G Medd GHE Qrat@h) iRt 6 -dfe FotmvBapy A BY- 3-yl 153- 154
117-118 - 14810 rmula (1) where R3 is S(O),R1? n is 1,2) by

treatment with an oxidizing agent in the presence of an

inert solvent at temperatures ranging from -80°C to

2509C. Oxidizing agents include, but are not limited

30 to, hydrogen peroxide, alkane or aryl peracids

(preferably peracetic acid or m-chloro-perbenzoic

acid), dioxirane, oxone, or sodium periodate. Inert

solvents may include, but are not limited to, alkanones

(3 to 10 carbons, preferably acetone), water, alkyl
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1S48C- MeN( CH2CHz OME) CH2¢- Pr 6- Me0- 4- Me- pyr i d- 3- y| 1549C- MeNH( CH( CH3) CHz CH3) 6-
Me0- 4- Me- " pyri d- 3- yl 51550C- MeNHCH( c- Pr ) 26- Me0- 4- Me- pyri d- 3- yl 1551C MeN( CH2C
H20Me) 26- MeO- 4- Me- pyr i d- 3- yl 1552C MeNHCH( Et ) 26- Me0- 4- Me- 10pyr i d- 3- yl 1S53C- M
eN( Et) 26- Me0- 4- Me- pyri d- 3-yl 1554C- Me2- et hyl pi peri dyl 4, 6- Me2- pyri d- 3-yl 15155
5C- Mecycl obut yl am no4, 6- Me2- pyri d- 3-yl 1S56C- MeN( Me) CH2CH=CH24, 6- Me2- pyri d-3
-yl 1557C MeN( Et ) CHzc- Pr 4, 6- Me2- 20pyri d- 3- yl 1558C- MeN( Pr) CH2c- Pr 4, 6- Me2- pyr i
d- 3- yl 1559C MeN( Me) Pr 4, 6- Me2- pyr i d- 3- yl 251560C- MeN( Me) Et 4, 6- Me2- pyri d- 3-yl 1
561C- MeN( M) Bu4, 6- Me2- pyri d- 3-yl 1562C- MeN( Me) pr opar gyl 4, 6- Me2- 30pyri d-3-yl 1
563C- MeNH ( CH( CH3) CH( 049&&043) 4,6 Me2-pyrid-3-yl - égg

1569C- MeN( CHZEERERES Cld R B D22 TR pyAARas 1A EERCERZCH20Me) M4, 6- Me
z-pyri d- 3- y| 5p566E6r Moy bRECHRIMBIEL o Badvid- mytr inck1DayllikhGieECaE N G2 CH20ME) Pr
4, 6- Me~-pyri d:3-yl C - P Opyrid-3-yl 1569C MeNH
( CH( CH3) 0420%8) ig’é%%gg a%%%@%%&g 8%%}}’6- Me2- pyri d- 3-yl 15157
1C MeN( mzcrmm}czn@@emgan@yr'm-caomq@tz:@n\?emé‘@@f)-mmemmem- 3-yl 1573
T 6 Moz, S0yt SXSanG o35t Sbvans e Joon 2 Chees Selded I8 rce wecye
.4, 6- Me2-20pyrid-3-y - Me2- et hyl pi peridyl 2, -pyrid-3-yl, - Mecyc
obut yi ani noz?tlégl\@ﬁ?pﬁgd- ST 57 6C- AT aizf%- ﬁ@’ﬁ - 3-yl 1577
C- MeN( Et ) CH2ern8r e b1 ve2upy r iml- Sonh A7EaE v | 2heshis2- 30pyrid-3-yl 1
S79C- MeN( Me) - Ma2gPY L d- 3791 s .

1580C- MeN( Neeétgﬁ,ée-wﬁ/éﬂzd: péérii d- %%’Pﬁ%"gﬁdd NEN( M) BaS8- FESSSyr it yi s1582¢ Me
N( Me) pr opar g§|r 2762 MES2 pyr PR BeyTadgsaqieigt teRpeeatres rerge Ere,

6- Me2- Py[g d- 32ibd S84 Cr 4K . RS EHa2a 61 VB2~ 188 Hiyfa 31y} 15S5C MeN(
CH2CH20Me) Me2, 6- Me2- pyri d- 3-yl 1586C- MeN( CH2CH20Me) Et 2, 6- Me2- %yr I d-3-yl I S15S
7C- MeN (CH2CHReRe)Rprds S(O)nR13+ n is 1,2) may then be reacted with

6- Me2- pyri d- 3- I158%é3—|\/§ 042@42 H2c-Pr2, 6- Me2- pyr i d- 3- yl 1589C- MeNH

( CH( CH3) mzcﬁ@?‘%‘?%?‘ 2220V T4-3-¥1 é-lﬂ/’ﬁNﬁ&ﬂPE’PB%zi 6° P/é?‘ﬁlg?ri d- 3-yl 159

1C- MeN( CHZCHZ DVe) @21 69 MeRe pyarial - So1yd R5IGE2 @ik Me@iseBtt 572 s6 wiek2- - pyri d- 3-yl 1

593C- MeN( Et - Me2- pyLi ds3s AG M2 i pgr i <6- Me- 30pyri d- 3
(El) 8208 PE2- DHE ! doran o %Mﬁ@g@l B r%kﬁ%ggé%z pyri

-yl Z595C- Mecyc obutgl am no4- Me0- 6- Me- pyr i ] 6 CH24- MeO-
6- Me- - 149 Ccompounds of Formula (1) as outlined for Scheme

pyri d- 3-yl 1588&-8BN( Et ) CH2c- Pr 4- Me0- 6- Me- pyri d- 3-yl 1598C MeN( Pr) CH2c- Pr 4- Me
0- 6- Me- pyri d- 3-yl 1599C- MeN( Me) Pr 4- NeO- 6- Me- pyri d- 3-yl 1600C- MeN( Me) Et 4- Me0- 6
- Me- pyri d- 3-yl 101%‘6‘?%9%’\%? V\%?B‘iﬁm\}% 6(61I\)/E r§- §§y 2¥05€- MeN( Me) pr opar gyl 4
- Me0- 6- Me- pyKR8cSr Y| 160 3EomBNH( CRRBAINRBRTHB) GkBrd, WD, 6: WR6AS, -

pyri d- 3-yl 1604C MeN( CHZCH20Me) CHZCH=CH24- Me0- 6- Me- pyri d- 3-yl 1605C- MeN( CH2CH
ZOWVe) Me4- MeONRB 8b, YT i il 3-bd 2V GRGE VN CEHZCHBOMRYEL 4f MEBrfula- pyri d- 3-yl 16
07C MeN( CH2CHzZQOWE) Pr 4- Me0- 6- Me- pyri d- 3-yl 1608C- MeN( CH2CH20Me) CH2c- Pr 4- Me0- 6
-Me-25 20 (7), where Y is NH, by the procedures depicted in

pyri d- 3-yl 1689kede NB( CH( CH3) CH2CH3) 4- Me0- 6- Me- pyri d- 3-yl 1610C MeNHCH(c- Pr) 2
4- Me0- 6- Me- pyri.d- 3-yl 301611C- MeN( CHZCHz OWe) 24- Me0- 6- Me- pyri d- 3-yl 1612C- MeNH
CH( Et) z4- Me0O- 6- Me- pyri d-3-yl -150 ,. 510 15 20 25 30

1613C MeN( Et ) 24- Me0- 6- Me- pyri d- 3-yl 1614C- Me2- et hyl pi peri dyl 2-Hr -4, 5- (Owe) 2P
h1615C Mecycl obut yl am no2- Br - 4, 5- (Owve) 2Ph1616C- MeN( Me) CH2CH=CHZ2- Br - 4, 5- (OM
e) 2Ph1617C MeN( Et ) CH2c- Pr 2- Br - 4, 5- (Ove) 2Ph1618C- MeN( Pr ) CH2c- Pr 2- Br - 4, 5- (OMVe
) 2Ph1619C- MeN( Me) Pr 2- Br - 4, 5- (OVe) 2Ph1620C- MeN( Me) Et 2- Br - 4, 5- (OMVe) 2Ph1621C- M
eN( Me) Bu2- Br - 4, 5- (OWe) 2Ph1622C- MeN( Me) pr opar gyl 2- Br- 4, 5- (Owe) 2Ph1623C- MeNH(
CH( CH3) CH( CH3) CH3) 2- Br- 4, 5- (OWe) ZPh1624C- MeN( CHz CH20Me) CH2CH=CH22- Br - 4, 5- (O
Me) 2Ph1625C- MeN( CH2CH20Me) Me2- Br - 4, 5- (Owve) 2Ph1626C- MeN{ CH2CHzOWe) Et 2-Br- 4, 5
- (Owe) 2Ph1627C- MeN( CH2CH20Me) Pr 2- Br - 4, 5- (OWe) 2Ph1628C- MeN( CHZCH20Me) CH2c- Pr
2-Br-4,5-(0we) 2Ph1629C MeNH (CH( CH3) CH2CH3) 2-Br-4, 5- (QOw)

2Ph1630C- MeNHCH( c- Pr) 22- Br- 4, 5- (Owe) zPh1631C MeN{ CHz CH20Me) 22- Br - 4, 5- (Owe) 2
Ph1632C- MeNHCH{ Et ) Z2- Br - 4, 5- (OVe) 2Ph1633C- MeN( Et ) 22- Br - 4, 5- (OVe) 2Ph1634C- Me
NEt (Bu) 2-Br -4, 5-(Owe) ZPhNot esfor Table 7:a)Cl -Ms: 330 (M + H)+;b)Cl-Ms: 338
(M+ H+;c)Cl-M5:338 (M+ Hf;d)Cl-M5:400 (M+ H) +f)Cl-M5 :326 (M+ H +;
g)Cl-Ms:354 (M+ H *; -151
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5 10 15 20 ZS 30 h)Cl-Ms: 336 (M+H +;i)Cl-M5: 354 (M+H) *;j)Cl-Ms: 378 {M

+H)*;k)CI-HRNB:CaIcd3S6.2087{NHH)+,Found:356.2071:n)CI-NB: 340 (M +H) *;
.N)Cl-Ms: 368 (M+H) +;0)Cl-MS: 326 (M +H)+;p)Cl-MS: 368 {M +H) +;q) Cl - M5

394 (M +H) +; r) Cl - HRMS: Cal ¢d380. 2087( M+H) +, Found: 380. 2078;

s) Cl - HRVS: Cal ¢d356. 2008( MtH) +, Found: 356. 1997,

t) Cl - HRVS: Cal cd416. 2220( M+H) +, Found: 41 6. 2005;

u) Cl - HRVS: Cal ¢d370. 2243( M+H) +, Found: 370. 2246;

v) Cl - HRMS: Cal ¢d380. 2400( MtH) +, Found: 384. 2382;

w) Cl - HRVS: Cal cd429. 2376{ M+H) +, Found: 4&%%3%‘8'3

x) Cl - HRMS: Cal ¢d397. 2478( MtH) +, Found: 397" 4;

y) Cl - HRVS: Cal cd410. S438( M+H) +, Found: 410. 2558;

z) Cl - HRVS: Cal ¢d368. 4625( M+H) +, Found: 368. 2100;

-aa) Cl - HRVS: Cal cd368.2090( M+H) +, Found: 368. 4625; ab) Cl - M5 410§M +H) +;

agg Cl - HRVB: Ca: cgsm 788EM+H)* Fowdiyd m;_a%qﬁsulfcnylatlxﬂ e an)

ad) Ol - HRVB: Cal cd356 4314 +, Found: 358 M5 384(M +H) *; af ) Cl - MB
(400( M +H) *; ag) al 42 m%% B aiyAating fal.ﬁts 22

ah) CI - HRVS! Cal cd3p8. 155( MrRjzr, Fouhd' Sp@f8sgelvent \

ai ) Cl - HRVs: Cal cd 15 +, Found: 3S8. 1546; ~

aj ) Ol - HRVB: Caried430; 8005{ MiH) +, Found: 430. 2006: s

ak) CI - HRVS: Cal cd390. 16B3( M+M) +, Found: 390. 1682; 1

al ) Ol - HRVB: Cal cd376. 1554( MrH%, Found: 376. 1548: Ar

an) Cl - HRVS: Cal cd4047189 3£ M) +, Found: 404. 1850;

an) Cl - HRVB: Cal cd420. 1810( M+H) +, Found: 420. 1809; - 152 . (B 10 15 20 25
ao) Cl-HRMS: Cal cd 446.1946 ap) Cl-HRVS: Cal cd 458. #9987 aq) Cl-HRVS: Cal cd
404.1839 ar) Cl-HRWMS: Cal cd 390. 1678 as) Cl-HRMs: g %24 18N3Qiﬁgat
Cl-HRMS: Cal cd 384.2512 au) Cl-HRMS: Cal cd 414. 26 QEF§§ %ﬁ
367.2484 aw) Cl-HRMS: Cal cd 354. 2406 ax) Cl-Ms 37 ?R M5 380
{M+ H+, az) CI-M5 340 (M+ H +; ba) Cl-HRVS: CHB&@QQEG 1340 bb) C - HRMVE:

Cal cd 378. 14% et d «al 78. 1593 b
G- tRVE  Cal c% %% geé’?% p%ab%%vé@ ?‘4‘81% g7)149 ﬁ: . Cal cd ®)
406. 1810 (M ¥igh alkma#lﬂys agepfp+ Fylionyating aeel{% PIH)+ (M+ H+, (M
v T Qe Ty pacitla bt OF "’egﬁ‘eﬁ?ﬂﬂgﬁﬁtﬁ“ﬂﬂ?’? 101 (MF+ oM
+ +, + B} .+ + und: oun oun

a1 A Y T g tighel khprepBunin 448 SisendS i ARl Aol

41 4. 2600; Fobade 36173214171611:099HVEBMaQSWthcFeWWS Found:

378. 1495; Foyy %g¥i 6f1 h8$9§ngo §g$z%4%§,aﬁqggg ook %%k%é% 8Eound

378.1489; Foun he exanp | i neat ed may be
prepared by tFoemagrhdds, ouhbraeﬁ3~mafybenHNR§dOR7 1BNW¢@R?)433- 434,
Commonly used abbreviations are: Ph is Erenyl Pr |s propyl, Me is nethyl,
Et is ethyl, NB§CONRGEY'y| , Naﬁc02§18ycr@@ Rpyi NRSEQR / Exaﬁék@laEﬂGBc is ethyl
acetate. IJABEEe%tslagy 1Rg¥~de, but are not limited to, C3-Cio

alkyl -halides, -tosylates, -mesylates or -triflates;
C1-C10 haloalkyl(l - 10 halogens)-halides, -tosylates,

-mesylates or -triflates; C2-Cg alkoxyalkyl-halides, -

tosylates, -mesylates or -triflates; C3-Cg cycloalkyl-
15 halides, -tosylates, -mesylates or -triflates; Cg-

Ci2 cycloalkylalkyl-halides, -tosylates, -mesylates or

-triflates; aryl(C1-Cg4 alkyl)-halides, -tosylates, -

mesylates or -triflates; heteroaryl(Cji-C4 alkyl)-

halides, -tosylates, -mesylates or -triflates; or
20 heterocyclyl(C;-C4 alkyl)-halides, -tosylates, -
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CH3H3Ar Ex. RR352000MeN( CH2CH20Me. ) 22, 4- C12- Ph2001MeN( Bu) Et 2, 4- E12- Ph2002MeNH
CH( Et ) CH20Me2, 4- C12- Ph2003MeN( Pr ) CH2CH2CN2, 4- C12- Ph2004MeNH- 3- pent yl 2, 4- C12
- Phl d2005MeNHCH( CH20Me) 22, 4- C12- Ph2006MeNHCH( Et ) 22, 4- Me2- Ph2007MeN dCH( CH20
Me) 22, 4- Me2- Ph2008MeN( CH2CH20Me) 22, 4- Me2- Ph2009MeN( c- Pr ) CH2CH2CN2, 4- Me2- PhZ
S2d10MeN( CH2CH20Me) 22- C1, 4- MePh2011MeNHCH( CH20Me) 22- C7. , 4- MePh2012Me NHCH( Et
) 22- C1, 4- MePh2013MeNEt 22, 4- Me2- Ph2014MeN( Pr ) CH2CH2CN2, 4- Me2- Ph2015MeN( Bu)CH
2CH2CN2, 4- Me2- Ph2016MeNHCH( Et ) CH20Me2, 4- Me2- Ph2017MeNHCH( Et ) 22- Me, 4- MeOPh20
18MeNHCH( CH20Me) 22- Me, 4- MeOPh2019MeN( CH2CH20Me) 22- Me, 4- MeOPh115- 25116a2020M
e( S) - NHCH( CHa@-aaMy)eZ-dve -4ifQBlteso~ At§lating 28etbs208aP5iB612421 2022

2038 2039 %81%1%0%6 309 ‘A5 S050 20453848 507975004 5098 beo 2051 2082
Me Me Me Me Menhweinkidee Nh -Kh oMhaVealbaimbyle hkB iNesMer MenhMediedés Me Me Me

Me Me Me CHZO S).- NHCH CHZCHZ 2 NHEt

NHCH( Et ) 2( NHC‘H( ( )‘é’ NCASHE (S) g@%%&%&%g?&ﬁ%%%ﬁf Pr) CH2CH2CN'
R i
N(c- P CH2CH2%$J$&§:F o3 ) EAZEH2ME ’
N&%H(E%ICHZCH%MMﬂdﬂ4 Nbﬁ@H&@H%@NbaN&CHCELthZG&RQh@yBWHk{ﬁ&&g}ﬁi}ﬂome

QHSH&g?ngbégaéiéh%ga Phheteroaroy?hhal%dggzogha%hQSrldgL?h 2-Me, 4-C Ph

heteroaryl (C1-C4) alkanoyl halides or anhydrides,

10 heterocyclylcarboxylic acid halides or anhydrides or
heterocyclyl (C1-C4) alkanoyl halides or anhydrides.
Sulfonylating agents include, but are not limited to,
C1-C10 alkylsulfonyl halides or anhydrides, C1-Cjo
haloalkylsulfonyl halides or anhydrides with 1 - 10

15 halogens, C2-Cg alkoxyalkylsulfonyl halides or
anhydrides, C3-Cg cycloalkylsulfonyl halides or
anhydrides, C4-C12 cycloalkylalkylsulfonyl halides or
anhydrides, arylsulfonyl halides or anhydrides,
aryl(C1-C4 alkyl)-, heterocarylsulfonyl halides or

20 anhydrides, heteroaryl(C3-Ca alkyl)sulfonyl halides or
anhydrides, heterocyclylsulfonyl halides or anhydrides
or heterocyclyl (Ci-C4 alkyl)sulfonyl halides or
anhydrides. Bases may include, but are not limited to,
alkali metal hydrides (preferably sodium hydride),

25 alkali metal alkoxides (1 to 6 carbons) (preferably
sodium methoxide or sodium ethoxide), alkaline earth
metal hydrides, alkali metal dialkylamides (preferably
lithium di-isopropylamide), alkali metal carbonates,
alkali metal bis(trialkylsilyl)amides (preferably

30 sodium bis(trimethylsilyl)amide), frialkyl amines
(prefereably di-isopropylethyl amine) or aromatic
amines (preferably pyridine). Inert solvents may
include, but are not limited to, alkyl alcohols (1 to 8
carbons, preferably methanol or ethanol), lower ¢
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2- Mg, 4- MeOPh 2- Me, 4- MeOPh 2- C1, 4- MePh 2-Cl1, 4- MePh 2- Mg, 4- MeCPh 2- C1, 4- MePh
2- Me, 4- MeCPh 2-C1, 4- MePh 2- Cl- 4- MeOPh 2- C1-4- MeOPh 2- Cl- 4- MeOPh
2- C1- 4- MeCPh 2- Cl1- 4- MeCPh 2- Cl-4- MeOPh 2-Cl1-4- MeOPh 2-Cl1-4- MeOPh

2-Br-4- MeOPh 2- Br-4- MeOPh 2- Me- 4- MeOPh 2- Me- 4- MeOPh 2- C1- 4, 5- ( Me0) 2Ph - 155
10 15 20 25 30

2053MeN( CH2CH20Me) 22- C1- 4, 5- ( Me0) 2Ph2054MeNHCH( Et ) CH20Me2- C1- 4, 5- ( Me0) 2Ph20
5SMeN( c- Pr) CH2CH2CN2- C1- 4, 5- { Me0) 2Ph2056MeNEt 22- C1- 4, 5- ( Me0) 2Ph2057MeNH- 3- p
entyl 2- C1- 4, 5- ( Me0) 2Ph2058MeNHCH{ Et ) CH2CH20Me2- C1- 4, 5- ( Me0) 2Ph2059Me NHCH( Me
) CH2CH20Me 2- Cixmaﬁeﬁwwzaﬁmwwm)p&éﬂram& ( Me0) 2Ph2061MeN( CH2C

rocoo. B (TR S D0e @h%@g%ef%ﬁ%é&%e%ﬁ Spentyl 251 4,

5- (N90)2Ph2066mmm(ﬂqn42@q2m twref )t@lnmmrﬁﬂeﬂpl\@ymzmzowez-
-Br - 4, 5- (Me0) 2Ph2 05 BMeNHOH( %Me&ﬁ(ﬁh‘ QCHZCHZONE)ZZ Cl-
4, 6- (I\/bO)ZPhZO'?OIVbN O%Eg Me2- C1- 4 2Ph Q7 c CHZCNZ Cl-
4. 6- ( Me0) 2P w {Néb)“kﬁf?& refe t’lvemzphzo
74NMeNHCH( Et ) thﬁ&ﬁwmeéﬂamcﬁe)( NVEB) ZRh? GREMEHIHEDeEEB O ONE 2- CL- 4, 6- ( Me0)

2Ph2076MeNH ( Me0) 2Ph
207BNONHOH Bt [CHBONES Ve 6 (VD) 2Ph 07NN L %‘%8%%!3%%%%2 L (o) 2pn
2080MeNEt 2 dlmethylsulfo;ude) oY aromatic hydrocarbons (preferably

~2- Me- 4, 6- ( MeRaRPERO 8 Mo eroNt Y | Prdtherdnct %&WQ&&%ME&)WZWZOW
2- Me- 4, 6- {NEO) 2Ph2083MeNHCHI Me) CHZCH20Me2- Me- 4, 6- (Me0) 2Ph2084MeN( c- Pr) CH2CH
2CN2- Br - 416%_ (Feeyephrem s°C t5'1P9°Cs 20 25 30

2085MeNEt 22- Br - 4, 65¢ ity Zme&ﬁiM-és’B- meriedid-esr, - 4hG-chMd)2B82087MeNHCH( Et )

H 1) CroCHOVEE N o A0 DN E N N LR BONER R e PR DB NOH o

OMe) 22- Me0- 4- NEPh 2092 N crszcmzcavar@ -AMVEG £RYBPh2093MeNHCH( Et ) CH20Me2- Me0- 4
- MePh2094MeN( c- Pr ) CH2CH2CN2- Me0- 4- MePh2095MeNEt 22- MeO- 4- MePh2096MeNH- 3- pent

yl 2- Me0- 4- MePh20g7MeNHCH( Et ) CH2CH20Me2- Me0- 4- MePh2098MeNHCH( Me) CH2CH20ME2- M
e0- 4- MePh2099MeNHCH( CH20Me) 22- MeO- 4- MePh2100MeN( CH2CH20Me} 22- MeO- 4- MePh2101
MeNHCH( Et ) CH20Me2- Me0- 4- MePh2102MeN( ¢- Pr ) CH2CH2CN2- Me0- 4- MePh2103MeNEtL 22- Me
0- 4- MePh2104MeNH- 3- pent yl 2- MeO- 4- MePh2105MeNHCH( Et ) CH2CH20Me2- MeO- 4- MePh210
6MeNHCH( Me) CH2CH20Me2- Me0- 4- MePh2107MeNHCH( CH20Me) 22- Me0- 4- O Ph2108MeN( CH2C
H20Me) 22- Me0- 4- O Ph2109MeNHCH( Et ) CH20Me2- Me0- 4- O Ph2110MeN( c- Pr) CH2CH2CN2- M
e0- 4- O Ph2111MeNEt 22- Me0- 4- O Ph2112MeNH- 3- pent yl 2- Me0- 4- O Ph2113MeNHCH( EC) C
H2CH20Me2- Me0- 4- Ol Ph2114MeNHCH( Me) CH2CH20Me2- Me0- 4- Ol Ph211SCLN( CH2CH20Me) 22
, 4- C12- Ph2l 16CIN(Bu)t 2, 4-C12-Ph -157 S 10 15
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20 25 34

2117CLNHCH( Et ) CH20Me2, 4- C12- Ph2118CLN( Pr) CH2CH2CN2, 4- C12- Ph2119CLNH 3- pent y
| 2, 4- C12- Ph2120CLNHCH( CH20Me) 22, 4- C12- Ph2121CLNHCH( Et ) 22, 4- Me2- Ph2122CLNHCH
( CH20Me) 22, 4- Me2- Ph2123CLN( CH2CH20Me) 22, 4- Me2- Ph2124CLN( c- Pr) CH2CH2CN2, 4- Me
2- Ph2125CLN( CH2CH20Me) 22- C1, 4- MePh2126CLNHCH( CH20Me) 22- C1, 4- MePh2127 CLNHCH(
Et) 22- C1, 4- MePh2128CLNEt 22, 4- Me2- Ph2129CLN( Pr ) CH2CH2CN2, 4- Me2- Ph2130CLN( Bu)
CH2CH2CN2, 4- Me2- Ph2131CLNHCH( Et ) CH20Me2, 4- Me2- Ph2132CLNHCH( Et ) 22- Me, 4- MeOPh
2133CLNHCH( CH20Me) 22- Me, 4- MeOPh2134CLN( CH2CH20Me) 2

~2- Me, 4- MeOPh2135CL( S) - NHCH( CH2CH2QM\R). - 2- Me, 4- MeOPh2136( CH20Me) 2137CL( S) - NH
CH( CH2CH20Me) - 2, 4- Me2- Ph2138( CH20NB) 2139CLN( CH2CH20Me) 22- Me, 4- O Ph2140CLNHE
t 2, 4- Me2- Ph2141C1INHCH( Et ) 22- Me, 4- O Ph2142C1NHCH( CH20Me) 22- Me, 4- O Ph2143C1N(
Ac) Et 2. 4- Me2- Ph2144CL( S) - NHCH( CH2CH20Me) - 2- Me, 4- Ol Ph2145( CH20Me) 2146CLN( Pr)
CH2CH2CN2- Me, 4- MeOPh2147CLNEt 22- Me, 4- MBOPh 74-76b -158 5 10 1$ 20 25 2i 48
2149 21S0 2151 2152 2iG%ab2h5de?155 2158 2157 ;5,221 2160 2161 21 62 2i63
2164 2165 2166 2167 2LHRne169 21962 1{2 dardl74 2175 2176 2177 2178
2179 C1 Cl BECEACNC] TI CL CI ®1 C1 1 Cl &1 ct—et—e+—et»1 cl CL CL Cl1 C1
cl CL G ClLCLCLCLCL(S)-I4HCH ClzcH20Me) (CH20ME) NEt2 N(c- Pr) CH2CH2CN
N( c- Pr) CH2CH2ON NHCH( Et ) CH20Me NHCHCEt X8H20Me NHCH( CH20Me) 2 N( CH2CH2OME) 2
NHCH( Et ) CH20OMe N (c-Pr) CH2CH2CN NEt 2 NH- 3- pentyl NHCH( Et ) CH2CH20Me

NHCH( Me) CH2CH20Me  NHCH( Et ) CH2CH20Me MiHCH( Me) CH2CH20Me  NHCH( Et | CH2CH20Me
NHCH( Me) CH2CH20Me  NHCH( CH20Me) 2 N( CHRCH20Me) 2 NHCH( Et ) CH20Me N (c- Pr)
CH2CH2CN NEt 2 NH- 3- pentyl NHCHi Et ) CHRCH2OMe NHCH( Me) CH2CH20Me  NHCH( CH20Me) 2
N( CH2CH20Me) 2 NHCH( Et)CHZOI\/E N( cR¥T )(GFBBF2CN NEt2

HN \\ + / - acid, \\___Rz
solvent //H\\ //L=§=//
. - Rl g \
Ar

HoN \
Ar
(4) (6)
Y
.

Y=C(RY) ,, basa, HN N
solvent Z

» )\ ~/

R N \
Ar

(7) ¥ =0, S; Z = CR?

Compounds of the formula ArCH2CN are reacted with

compounds of the formula R2CORP, where R? is defined

5 above and RP is halogen, cyano, lower alkoxy (1 to 6
carbons) or lower alkanoyloxy (1 to 6 carbons), in the
presence of a base in an inert solvent at reaction
temperatures ranging from -78°C to 200°C to afford
compounds of Formula (3). Bases may include, but are

10 not limited to, alkali metal hydrides (preferably
sodium hydride), alkali metal alkoxides (1 to 6
carbons) (preferably sodium methoxide or sodium

ethoxide), alkaline earth metal hydrides, alkali metal
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2-Cl, 4- MePh 2-Cl, 4- MePh 2- Me, 4- MeOPh 2- C1, 4- MePh 2- Me, 4- MeOPh 2- C1, 4- MePh
2- C1- 4- MeOPh 2- C1- 4- MeOPh 2- C1- 4- MeOPh 2- O - 4- MeOPh 2- C1- 4- MeOPh

2- C1- 4- MeOPh 2- C1- 4- MeOPh 2- C1- 4- MeOPh 2- Br- 4- MeOPh 2- Br - 4- MeOPh

2- Me- 4- MeOPh 2- Me- 4- MeOPh 2- C1- 4, 5- (Me0) ZPh 2- Cl- 4, 5- (Me012Ph

2- C1- 4, 5- (Me0) 2Ph 2- C1- 4, 5- (Me0) 2Ph 2- C1- 4, 5- (Me0) 2Ph 2- C1- 4, 5- ( Me0) 2Ph
2-0d -4,5-i MeO) 2Ph 2- C1- 4, 5- (Me0) 2Ph 2- Hr - 4, 5- (Me0) 2Ph 2- Br - 4, 5- ( Me0) 2Ph

2-Hr- 4, 5- (Me0) 2Ph 2-Br- 4, 5- (Me0)2Ph 2-Br-4,5-(Me0)2Ph - 159 5 10 1$ 20
23 30

2180C1NH 3- pen Me0) 2Ph2 CH( EC) GH2CH20 o4, 5- Me0) ZPh2
182C1NHCH(IVtFa) @é@&@%éeérg(ﬁr‘s ?KE}BJ} Pﬁﬁ%ﬁé%@%ﬂ?gﬁ 8ela, 6((|\/e2))2Ph

2184CIN( CH2CHi2RAR) 2Re €41 4c6rbdha} &Ph 24 BECINHEH( & HpidZokideE)- 4, 6- ( Me0) 2Ph21
B6CLN( c- Pr) CH Ph2188C1NH- 3-

ontyl 2 Cr B {Rbh) BRRotabER E%E%@?%%@é%%%ge@%%@%%&%ugoa NHOH b
) CH2CH20Me2- 82diuB- bive () ZzRme t Y bs NHCH @rbdRk) 20r v ky 1S amis@s2Ph 2192 CLN( CHZC

H20Me) 22- d/e- 4p§e€l¥§9b¥ hm%@m&%%@%% aflnl@re()'\/%(%) APah94€IN(c-Pr) C

H2CH2 ONR - Me- 4 219 MEQ) 2P 19601NH—3 pentyl 2- Me- 4,
6- (Ne0)2Ph219‘?‘&:T cg%’ ? oWé‘El‘R/b“i) 6- ()(\I%%‘S VEEEENMCH( Me) CH2 CHROME 2-

Me- 4. 6- ( Me0) 2Rh 208 CINGC- Rry ChBCHRONRE &4 - o 5- £ Nifl) 2RIk2PR0ESL NEt 22- B - 4, 6- ( Me
0) 2Ph2201C1N y ( GINHGHGE?) OMe2- Br - 4, 6- ( Me0
)2Ph2203c:1NH€£fi’/§§%H %:H‘Egérébgy &@Qﬂ%ﬁﬁg%hzzmdﬁm Et) CH2CH20Me2- Me- 4- M
eOPh2205C1NHEHERBS TP EiPORE 21 MEC 46 MEEFPERD6 ANGISIEE20Me) 22- MeO- 4- MePh2207C
IN( C|'|ZC|-|Z(§JVE)3231:MEQtﬂ1N@PhZGQB&NI-Et&EEQQ-Bﬂ&&?s Mpld-efe¥aiBn2209CLN( c- Pr) CH2C
HZCN2- Me0- 4- gep@gzpcgggtﬂzz NeQ; 4 MePh2Z1 1CINGE 3 pent v 2- MeO- 4- MePh - 160

10 1$ 20 2% prete

22| 2C1NHCH( Et Ry onERr#B 001 - MePh@RIBTISHCH NE)HABYAGMsRa: Bed- MePh2214C
1NHOH( mzoméﬁ@ek@gaglw&mzé LELCLRCRONE) 3¢l 41%%%%;@%@5'04( Et) G20
Me2- MeO- 4- Me Et 22- MeO- 4- MePh221 9C1

2217CIN C- Pr) CHRCH2CN2- Me Ph2218C],
NH- 3- pent yl 2{REBEBTRREK 292 EERH@EE’E'?@HS@& 3¢ @4 99EPh 2221 CINHCH( Me) CH2

CH20Me2- MB0- 4pive PeZRB2E1NHakK By POMey 2Pt - - &ielh2223CLN( CH2CH20Me) 22- Me0- 4

INEL 22 VB0~ 406 MESb 3T CIRE Ao Bor o o oL PR DAL CRCED ) CR 2 OMb2- NBO-
4-Cl Ph222901NHeng/e6;chlzmewhzomo!mr@mlaomqr@%mngenetlz Ph2231FN

(Bu) Et ~2, 4- CL 2 Ph2233 FREIGEL EL ), %ﬁ%&Prb GH2CNZ, 4- C12- Ph2
234FNH 3- pent yl 2, 4- C12- Ph223SFNH CH20Nb)22 12 Ph2236FNHCH( Et ) 22, 4- Me2-

Ph2237FNHCH( TPR®0k) 22, 4- Me2- Ph2238FN(CH2CH20Nb)22 4- Me2- Ph2239FN( c- Pr) CH2CH

2CN2, 4- Mep- Ph2240§%§5@@80&/§)ﬁ8r&11£ MEPIR2A HeNHEdaCa0Ve B2 CL 4- VEPh2242

FNHCH(Et)ZZ h%déaggg g4§§g¥£zgn tQQZpEZEénce of 2nt Intet solvent

at temperatures ranging from 0°C to 200°C, preferably
70°C to 150°C, to produce compounds of Formula (4).
Inert solvents may include, but are not limited to,

25 water, alkyl alcohols (1 to 8 carbons, preferably
methanol or ethanol), lower alkanenitriles (1 to €
carbons, preferably acetonitrile), cyclic ethers
(preferably tetrahydrofuran or 1,4-dioxane), N,N-
dialkylformamides (preferably dimethylformamide), N,N-

30 dialkylacetamides (preferably dimethylacetamide),
cyclic amides {(preferably N-methylpyrrolidin-2-one),
dialkylsulfoxides (preferably dimethylsulfoxide) or
aromatic hydrocarbons (preferably benzene or toluene}.

Compounds of Formula (4) may be reacted with compounds

35 of Formula (5) (where RE is alkyl (1-6 carbons)) in the
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20 25 30

2244FN( Pr) CH2CH2CN2, 4- Me2- Ph2245FN( Bu) CH2CH2CN2, 4- Me2- Ph2246FNHCH( Et ) CH20Me
2, 4- Me2- Ph2247FNHCH( Et ) 22- Me- 4- MeOPh2248FNHCH( CH20Me) 22- Me- 4- MeOPh2249FN( CH
2CH20Me) 22- Me- 4- MeOPh2250F( S) - NHCH( CH2CH20Me) - 2- Me- 4- MeOPh2251( CH20Me) 2252F
(S) - NHCH( CH2CH20ME) - 2, 4- Me2- Ph2253( CH20Me) 2254FN( CH2CH20Me) 22- Me, 4- Cl Ph225S
FNHEt 2, 4- Me2- Ph2256FNHCH( Et ) 22- Me, 4- O Ph22S7FNHCH( CH20Me) 22- Me, 4- Ol Ph2258FN
(Ac) Et 2, 4- Me2- Ph22S9F( S) - NHCH( CH2CH20Me) - 2- Me, 4- Cl Ph2260( CH20Me) 2261FN( Pr) C
H2CH2CN2- Me, 4- MeOPh2262FNEt 22- Me, 4- MeOPh2263F( S) - NHCH( CH2CH20Me) - 2- CL, 4- MeP

h2264( CH2ONR) 2B RFENRL 2 Zer{sbrfteMRIEh 226 GENG C 1 BT } RERGHREBR Mo - MR OPh2267FN( - P
r) CH2CH2CNZ- C1, 4- MePh2268FNHCH( Et ) CH20Me2- Me, 4- MeOPh2269FNHCH( Et ) CH20Me2- CL

, 4- MePh227 0MMIHES RO 25 CEMPeRatpRes 7IARG EPg Chpemef 22-ta -0 h2272FNHC
H( Et ) CH2OMa2s @lrai MrORIGHDBInNESC ofr FOHRGEECRE) Ci - AcMaePhag 74FNEL 22- C1- 4- MeOP
h2275FNH 3- pent yl 2- 1-4-NbCPht-§62i a LU 1gkzo 25 30.2276 2%77 2278 2279,
2280 2281 3 5588t 23B1E58,53,858%3884C 295098090 2282 2203 2204
229S 2266 2XDTRITML2qorefablyoacesde 2608) 23h4103Dkang06 280dsF F F F F

FFFFF F(f F R Fcal:rﬂ:orﬁ.s,':lElll_) 'ﬁanEe sk EuEnFak Erffwgéégfgmzow
NHCH( Me) CH2CH20Me NHCH( Et ) CH2CH20 HCH%NE)CHZCHZONE NHCH( Et ) CH2CH20Me

e
NHCH( Me) CHASEDMe NG EHEmke) acydeHiProbRERDLKHRRE &L YerpaRkt onic
N( c- Pr) CH2 Giii@N d¥Et e nzdvdstrifentiy! abiaH( Ea) KhREsR0benber h6HE$ o8 ) CH2 CH2

Nt 3- ponty1 - NAOACE) TBO ROV SHECRCHE) CECLFOORE KERI CPECRE) 2 N G
NH- 3- pent y| cﬁmt O NG ) CFL hﬁé% )2 N CH2CH20Me) 2
NHCH( EtlPcHAondr aghel i Clazdidl CRUNERZ iINHRGi @ et y PhNEPRP EL Y GRRTEHR O Me
NHCH( Me) CHX AV ometric or catalytic amounts of such acids may
be used. Inert solvents may include, but are not
limited to, water, alkanenitriles (1 to 6 carbons,
preferably acetonitrile), halocarbons of 1 to 6 carbons
15 and 1 to 6 halogens (preferably dichloromethane or
chloroform), alkyl alcohols of 1 to 10 carbons
(preferably ethanol), dialkyl ethers (4 to 12 carbons,
preferably diethyl ether or di-isopropylether) or
cyclic ethers such as dioxan or tetrahydrofuran.
20 Preferred temperatures range from ambient temprature to
100°C.
Compounds of Formula (6) may be converted to

intermediate compounds of Formula (7) by treatment with

compounds C=Y{(Rd), (where Y is O or S and RY is halogen

25 (preferably chlorine), alkoxy (1 to 4 carbons) or
alkylthio (1 to 4 carbons)) in the presence or absence
of a base in an inert solvent at reaction temperatures
from -50°C to 200°C. Bases may include, but are not
limited to, alkali metal hydrides (preferably sodium

30 hydride), alkali metal alkoxides (1 to 6
carbons) (preferably sodium methoxide or sodium
ethoxide), alkali metal carbonates, alkali metal
hydroxides, trialkyl amines (preferably N,N-di-
isopropyl-N-ethyl amine or triethylamine) or aromatic

35 amines (preferably pyridine). Inert solvents may
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NHCH( CH20Me) 2 N( CH2CH2oMe) 2 2- O - 4- MeOPh 2- C1- 4- MeOPh 2- Br - 4- MeCPh

2- Br-4-MeOPh 2- Me-4- MeCPh 2- Me- 4- MeOPh 2- C1- 4, 5- (Me0) 2Ph 2-C1-4, 5- ( Me0) 2Ph
2-C -4, 5-(Me0) 2Ph 2-C1-4, 5-(Me0) 2Ph 2-Cl1-4, 5-(Me0) 2Ph 2- C1- 9~5- (Me0) 2Ph
2-Cl1-4,5-(Me0)2Ph 2-C -4, 5-(M0)2Ph 2-Br-4,5-(M0)2Ph 2-Br-4,5-(M0)2Ph
2-Br-4,5-(Me0)2Ph 2-Br-4,5-(M0)2Ph 2-Br-4,5-(M0)2Ph 2-Br- 4,5 (Me0) 2Ph
2-Br-4,5-(Me0)2Ph 2-Br-4,5-(M0)2Ph 2-C1-4, 6-(M0)2Ph 2-0 -4, 6-(M0) 2Ph

2- Cl- 4, 6- (Me0) 2Ph 2-C1-4, 6- (Me0) 2Ph 2-C1-4, 6- (Me0) 2Ph 2- C1-4,6- (Me0) 2Ph
2-Cl-4, 6-(I\/EO)2Ph 2-Cl- 4, 6- (Me0) 2Ph 2- Me- 4, 6- (Me0) 2Ph 2- Me- 4, 6- (I\/EO)ZPh

- 163 S clude, are not ite

lim d to 1 alcohols (1 to
2308 FNHCH( Et)CHZOI\/bZ |ve 4, GE;I\/EO 2Ph2309FNfC Pr¥ CH2CN2- Me- 4, 6- (IVEO)ZPh23

10FNEt 22- Me-SARRqNNe 0 PEEA 232 PEXHSE BRRP |‘2r|vEtEa%°3()lveo3WsleNHm( Et ) CH2CH
20Me2- Me- 4, Grl(Kekidnd P23 23FNIHCHOMS) &E&B@Msﬁryeeﬁamwm)2Ph2314FN(c Pr) CH2

CH2CN2- Br - 4, 6- ( 1SE-

NEt 22- Br - 4, é"c(%’\ég}% ;ﬁesFﬁP’f%lpen BE5S pIPRSESTRRDY 2Ph2317FNHCH( Et ) CH2CHROM
e2- Br - 4, 6- ( N blyAT oS EXRCHONE | CH2ADBARS) Br N 4N 64 { abioy DRhOBABIM4CH( Et ) CH2CH
P02 2 RGO Gk B BRI RLAEY) 27 10 o
- MePh152322FN( CHD CHE VpG: 4 NePh: 53ENHGL E1) €LOOM2- MBO> 4- MePh2324FN(
c- Pr)mzmzd?zel\ﬁ&faﬁ’ Meéﬁ?‘?‘z’ FAEEO5aREEE Y. \EPRDES &S pent yl 2- Me0- 4- MePh2
327FNHOH| Et ) re fe2GHIgMI2nive By dpi PARSABRABICH&R) CHRCH20Mo2- NEO- 4- NoPh2329F

NHCH( CHZOI\/E) 330 FNHCH( Et ) CH20Me2
- Me0- 4- MePh ?%%%@%W%W%%%%Wo - MePh2334FNH- 3
- pent y| 20 Me@ramasng2 By drRFerPeny MWIWEZWMMM) CH2CH20Me
2 MeO. 4- MePRRIEUEMIGH CHRMR) 22 N0z d- GhAMVISHCHROHR0M) 22- WeO- 4- CI Ph233
9FNHCH( Et ) CH20Me2- Me0- 4

2340FN( c- Pr) CH2CHPERFTMREd 24€ CPPRRIUARRIER D 2E R 12 f Pho 3pere+3-igent yI 2- MeO-
4-d Ph2343FN—,|CH(aI§zt pEH2GHE2 AbE 2 2 88 0a de 6t P13 3Y¥E Nk I G2 21]Ve0- 4- O Ph
2345MeNMEe( C'%ch: NS) 2, 4- C12- Ph2346MeNEt ( CH2CH20Me) 2, 4- C12- Ph2347MeNPr ( CH2CH
20Me) 2, 4-C1 MeNl i - 2-butyl 2, 4- C12- Ph1~2349Mecycl obut yl am no2, 4- C12- Ph
2350NE2 et hyl pi peri di nyl 2, 4- C12- Ph2351MeNMe( pr opar gyl ) 2, 4- C12' - Ph23S2MeNEt (
propargyl) 2, 4- C12- Ph2353MeNEt Me2, 4- C12- Ph1$2354MeNEt Pr 2, 4- C12- Ph2355MeNMeBu
2, 4- C12- Ph2356MeNMe( CH2cPr) 2, 4- C12- Ph2357MeNEt ( CH2cPr) 2, 4- C12- Ph2358MeNPr (C
H2cPr) 2, 4- C12- Ph202359MeNve ( CH2CH20Me) 2- Me- 4- MeOPh2360MeNEt ( CH2CH20Me) 2- Me-
4- MeOPh2361MeNPr ( CH2CH20Me) 2- Me- 4- MeOPh2362MeNH- 2- but yI 2- Me- 4- MeOPh2363Mecy
ci obut yl am no2- Me- 4- MeOPh~$2364Me2- et hyl pi peri di nyl 2- Me- 4- MeOPh2365MeNMe( pr
opar gyl ) 2- Me- 4- MeOPh2366MeNEt ( pr opar gyl ) 2- Me- 4- MeOPh2367MeNEt Me2- Me- 4- MeCOPh
2368MeNEt Pr 2- Me- 4- MeOPh2360MeNMeBuU2- Me- 4- MeOPh2370MeNMe( CH2cPr) 2- Me- 4- MeOPh
2371MeNEt (CH2cPr) 2- Me- 4- MeOPh2372MeNPr ( CH2cPr ) 2- Me- 4- MeOPh - 165

2373MeNMe( CH2CH20Me) 2, 4- Me2- Ph2374MeNEt ( CH2CH20Me) 2, ~4- Me2- Ph2375MeNPr ( CH2C
H20Me) 2, 4- Me2- Ph

, 2376 MeNH- 2- but yl 2, 4- Me2- Ph$2377Mecycl obut yl am no2, 4- Me2- Ph2378Me2- et hyl pi p
eridinyl 2, 4- Me2- Ph2379MeNMe( pr opar gyl ) 2, 4- Me2- Ph2380MeNEt ( pr opar gyl ) 2, 4- Me2
- Ph2381MeNEt Me2, 4- Me2- Ph1023B2MeNEt Pr 2, 4- Me2- Ph2383MeNMeBu2, 4- Me2- Ph23B4MeN
Me( CH2cPr) 2, 4=Me2- Ph2385MeNEt ( CH2cPr) 2, 4- Me2- Ph2386MeNPr ( CH2cPr) 2, 4- Me2- Phl
$2387MeNMe( CH2CH20Me) 2- C1- 4- MeOP, h2388MeNEt ( CH2CH20Me) 2- C1- 4- MeOPh2389MeNPr
(CH2CH20Me) 2- A - 4- MeOPh2390MeNH- 2- but yI 2- C1- 4- MeOPh2391Mecycl obut yl ami no2- C
1- 4- MeOPhZf | 2392Me2- et hyl pi peri di nyl 2- C1- 4- MeOPh2393MeNMVe( pr opar gyl ) 2- C1- 4-
MeOPh2394MeNEt ( pr opar gyl ) 2- C1- 4- MeOPh239SMeNEt Me2- C1- 4- MeOPh2396MeNEt Pr 2- C1
- 4- MeOPh2$2397MeNMVeBuU2- C1- 4- MeOPh2398MeNMe( CH2cPr) 2- C1- 4- MeOPh2399MeNEt ( CH2
cPr) 2- C1- 4- MeOPh2400MeNPr ( CH2cPr) 2- C1- 4- MeOPh2401MeNVe( CH2CH20Me) 2, 5- Me2- 4-
MeOPh2402MeNEt ( CH2CH20Me) 2, 5- Me2- 4- MeOPh

, 2403MeNPr ( CH2CH20Me) 2, 5- Me2- 4- MeOPh2404MeNH- 2- but yl 2, 5- Me2- 4- MeOPh , - 16b
240SMecycl obut yl am no2, 5- Me2- 4- MeOPh2406Me2- et hyl pi peri di nyl 2, 5- Me2- 4- MeCPh
2407MeNMe( pr opar gyl ) 2, 5- Me2- 4- MeOPhs 2408 Me NEt ( propargyl)

2, 5- Me2- 4- MeOPh$2409MeNEt Me2, 5- Me2- 4- MeOPh2410MeNEt Pr

-2,5-Me2- 4- MeOPh2411MeNMeBuU2, 5- Me2- 4- MeOPh2412MeNMe( CH2cPr) 2, 5- Me2- 4- MeOPh2
413MeNEt (CH2cPr) 2, 5- Me2- 4- MeOPh102414MeNPr ( CH2cPr) 2, 5- Me2- 4- MeOPh2415C1INMe(
CH2CH20Me) 2, 4- C12- Ph2416CLNEt ( CH2CH20Me) 2, 4- C12- Ph2417C1NPr ( CH2CH20Me) 2, 4- C
12- Ph2418C1NH- 2- but yl 2, 4- C12- Phl S2419Clcycl obut yl am no2, 4- C12- Ph2420C12- et h
yl pi peri di nyl 2, 4- C12- Ph2421C1LNMe( pr opar gyl ) 2, 4- C12- Ph2422C1NEt ( pr opar gyl ) 2,
4- C12- Ph. 2423C1NEt Me2, 4- C12- Ph202424C1LNEt Pr 2, 4- C12- Ph242SC1NMeBu2, 4- C12- Ph2
426C1LNMe( CH2cPr) 2, 4- C12- Ph2427C1LNEt ( CH2¢x-) 2, 4- C12- Ph2428C1NPr (CH2cPr) 2, 4-C
12- Ph252429C1LNMe( CH2CH20Me) 2- Me- 4- MeOPh2430C1NEt ( CH2CH20Me) 2- Me- 4- MeOPh2431
CINPr ( CH2CH20Me) 2- Me- 4- MeOPh2432CLNH- 2- but y| 2- Me- 4- MeOPh2433Clcycl obut yl am
no2- Me- 4- MeOPh302434C12- et hyl pi peri di nyl 2- Me- 4- MeOPh243SCLNMe( pr opar gyl ) 2- M
e- 4- MeOPh2436CLNEt ( pr opar gyl ) 2- Me- 4- MeOPh - 167 vV iViJiivia -~y



2437C1NEt Me2- Me- 4- MeOPh2438CLNEt Pr 2- Me- 4- MeOPh2439C1LNMeBu2- Me- 4- MeOPh2440C1
NMe( CH2cPr) 2- Me- 4- MeOPh$2441CLNEt ( CH2cPr) 2- Me- 4- MeOPh2442C1NPr ( CH2cPr) 2- Me-
4- MeOPh2443C1NVe( CH2CH20Me) 2, 4- Me2- Ph2444C1NEt ( CH2CH20Me) 2, 4- Me2- Ph2445C1NP
r (CH2CH20Me) 2, 4- Me2- Ph1~2446CLNH- 2- but yl 2, 4- Me2- Ph2447Clcycl obut yl am no2, 4-
Me2- Ph2448C12- et hyl pi peri di nyl 2, 4=Me2- Ph2449C1LNMe( pr opar gyl ) 2, 4- Me2- Ph2450C
INEt (propargyl) 2, 4- Me2- Ph1$2451CINEt Me2, 4- Me2- Ph2452C NEt Pr 2, 4- Me2- Ph2453€C1
NMeBu2, 4- Me2- Ph29S4C1INMe( CH2cPr) 2, 4- Me2- Ph2455C1NEt ( CH2cPr) 2, 4- Me2- Ph2456C1
NPr ( CH2cPr) 2, 4- Me2- Ph2457C1LNve( CH2CH20Me) 2- C1- 4- MeOPh2458C1NEt ( CH2CH20Me) 2-
Cl1- 4- MeOPh2459C1NPr ( CH2CH20Me) 2- C1-SEHRMEXh2460CLNH- 2- but yl 2- C1- 4- MeOPh25246
1Clcycl obut yl am no2- Cl- 4- MeOPh2462C12- et hyl pi peri di nyl 2- C1- 4- MeOPh2463C1LNWve
i prcpargyl) 2-Cl- 4- MeOPh2464CLNEt ( pr opar gyl ) 2- C1- 4- MeOPh2465C1NEt Me2- C1- 4- Me
OPh3~2466CLNEt Pr 2- C1- 4- MeOPh2467C1NMe9u2- C1- 4- MeOPh2468C1LNMe( CH2cPr) 2- C1- 4-
MeOPh2469CLNEt ( CH2cPr) 2- C1- 4- MeCOPh

2470CLNPr (CH2cPr) 2-d - 4- I\/EODh2471C1%2 OMe) 2, 5- Me2- 4- MeOPh2472CI NEt { C
H2CH20Me) 2, 5- Me2- 4- l\/ECPh247301NPrlE%:HZ Ng% 5- Me2- 4- MeOPh$2474C1LNH- 2- but y
| 2, 5- Me2- 4- MeOPh' 2475C1cycl obut yl am no2, p- Me24¢- MeOPh2976C12- et hyl pi peri din
yl 2, 5- Me2- 4- MeOPh2 RAZEMNIVEPBP®par gyl ) 2, Shdk2/4- Me OPhitB 6y NEgerpr opar gyl ) 2; 5
- Me2- 4- MeOPh2479C1NEt Mego breli?2- 4- 480CKNEL Pr 2, 5- Me3odvéietOPh2481 C1NMeBu
- 2, 5- Me2- 4 AMeERTNI 82EHNME-EHRePr) 2, 5- Me2- 4- MeOPh2483CINE ( CF!Z?Pr) 2, 5- Me2-4-
MeOPh152484C1NPr (CH2cPr 12, 5- Me2- 4- MeOPh24 ME ( CH2CH20Me) 2, 4- C12- Ph2486FNE
t (CH2CH20Me) 2, 4- C12- Ph2487FNPr ( CH2CH20Me) 2, 4- C12- Ph2488FNH- 2- but yl 2, 4- C12- P
h2489Fcycl obut yl am no2, 4- C12- Ph2490F2- et hyl pi peri di nyl 2, 4- C12- Ph2491FNMe( pr
opar gyl ) 2, 4- C12- Ph2492FNEt ( pr opaygy! ) 2, 4- C12- Ph2493FNEt Me2, 4- C12- Ph252494FN
Et Pr 2, 4- C12- Ph249SFNMeBu2, 4- C12{Ph2496FNMe( CH2cPr) 2, 4- C12- Ph2497FNEt ( CH2cPr
) 2, 4- C12- Ph2498FNPr ( CH2cPr) 2, 4- di12- Ph2499FNMe( CH2CH20Me) 2- Me- 4- MeOPh2500FNE
t (CH2CH20Me) 2- Me- 4- MeOPh250K/FXPr RE20Me) 2- M- 4- MeOPh - 169

2502FNH- 2- but yl 2- NeMN4- MeOPh2503Ey ¢l obut yl am no2- Me- 4- MeQPh2S04F2- et hyl pi pe
ridinyl 2- Me- 4- h2995FNVe ( pFofargydgid Me- 4- MygPh —N

' $2506FNEt ( pr opaf gyl ) 2 Me- 4- VMaORvES (7 FNEt Me2- 4- Me hZS&if‘

NEt Pr 2- Me- 4- Ve FNVeBu2=ve=—4=—eePPR510FNM3{ CH2c 2- e- 4- MeOPh102511FN
Et (CH2cPr ) BaR%E- 4- MeOPh2512FNPr ( CH2cPr) 2- Me-& :EB’J.’S (CH2CH20Me) 2, 4- Me
2- Ph2514FNEt ( CH2CH20NE) 2, 4- Me2- Ph251SFNPr ( CH2CH20NgB12, 4- Mg2- Ph1$2516FNH-2- b
utyl 2, 4- Me2- Ph258&cycl obut yl ami no2, 4- Me2- Ph2S18F2- et hyl pieeri di nyl 2, 4- Me2-
Ph2519FNMe( pr opar gyl ) 2, 4- Me2- Ph2520FNEt ( pr opar gyl ) 3149YMe2- Ph202521FNEt Me2, 4
- Me2- Ph2522FNEt Pr 2, 4- Me2- Ph2S23FNMeBu2, 4- Me2- Ph2524FNVe( CH2cPr) 2, 4- Me2- Ph25
25FNEt ( CH2cPr) 2, 4- Me2- Ph2$2526FNPr ( CH2cPr) 2, 4- Me2- Ph2527FNve( CH2CH20Me) 2- C1
- 4- MeOPh2S28FNEt ( CH2CH20Me) 2- C1- 4- MeOPh252¢FNPr ( CH2CH20Me) 2- C1- 4- MeOPh2530F
NH- 2- but yl 2- C1- 4- MeOPh2531Fcycl obut yl am no3- Cl1- 4- MeOPh2532F2- et hyl pi peridin
yl 2- C1- 4- MeOPh2533FNMe( pr opar gyl ) 2- Cl1- 4- NE%ZS:MFNB (propargyl) 2-C1-4- MeOP
h -170 —

2535FNEt Me2- C1- 4- MeOPRO RSB ENERI®e2- C1- 4- Ve OPh2537FNMgBu2- Cl1- 4- MeOPh2538FNMVe(

CH2cPr) 2- C1- 4- %@Wﬂ%ﬁ) 2- Cl: 4- MeQRh2540FNPr ( CH2cPr) 2- C1- 4- MeOP
h2541FNve( CH2CH20Me) 2, 5' - Me2- 4-Me OP, 2 20Me) 2, 5- Me2- 4- MeOPh2543F
NPr ( CH2CH20Me) 2, 5- Me2- 4- MeOPh102544FNH- 2- but yl 2, 5-\Me2- 4- MeOPh2545Fcycl obut y
| am no2, 5- Me2- 4- MeOPh2546F2- et hyl pi peri di nyl 2, 5- MeBr4- MeOPh2S47FNMe( pr opar g
yl) 2, 5- Me2- 4- MeOPh2548FNEt ( pr opar gyl ) 2, 5- Ne2- 4- MeOPh1$2549FNEt Me2, 5- Me2-4-M
eOPh2550FNE Pr 2, 5- Me2- 4- MeOPh2551FNVeEP, 5¥ NE294- B 0Bh #8352 FNMe ( CH2CPr ) 2, 5- M
e2- 4- MeOPheShsdhiil § G CAF¥ Q125 ON Nee 4r &SI wAad eliripbaidePbX 2, 5- Me2- 4- MeCPh
a)Cl - HRMS: Cal cd: 367.2498; Found: 367.2468 (M + H) b)Cl -HRMS: Cal cd:
387.1952; Foumta RICHABI (WhereHRI25sUp | pheyy CRERID Rteinireyl 183i ndi ng Assay
for the Eval j,on i ol ogigcal, Acti Vit The.fallouwing is.a description
of the iso%é#?%ing%?g%eﬁr%ﬁe%lrc%]és%on(% aqrﬁ%%goggéné%& %\t{}nr'?g%ycgill—' Rl receptors
for us® | ntehe caxbpersl b dhePreseyce Prl absgnogeidf asbasdedoription of
the assay its raRNA, i : ggjga.p Blppqocanpus. The
nMRNA was rée%/efijééer% %ﬁg‘gér}?%e% us|¢(€éﬁ§g{)@% ?%Jd’f%gll and 0t Eeggodi ng region
was anpl i f2eePhtPCrRigmhe tcumpdunds stioffocoddas (¥he r Bseksi mgy PCR fragnent
was cloned into the EcoRV site of pGEWMV, from whence the insert was .
recl ai med using Xhol + Xbal and cloned into the Xhol + Xbal sites of vector
pnBar ( which contains a CW pronoter, the SV40 't' splice and early poly A
10 signals, an Epstein-Barr viral ori gqu_of replication, and a hygronycin
sel ectabl e marker). The resulting expréssion vector, called phchCRFR was
transfected in 293EBNA cells and cells retaining the episone were sel ected
in the presence of 400 ~M hygronycin. Cells 15 surviving 4 weeks of

sel ection in hygromycin were pool ed, adapted to growh in suspension and
used to generate nenbranes for the binding assay descri bed bel ow.
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and 1 ~g/ M pepstatin). The honbgenate is centrifuged at 40,d00 x g for 12
mn and the resulting pellet rehonobgenized in 10 mM of tissue buffer. After
anot her centrifugation at 40,000 x g for 12 min, the pellet is 30
resuspended to a protein concentration of 360 ~g/m to be used in the
assay. Binding assays are perforned in 96 well| plates; each well having a
300 ~1 capacity. To each well is added 50 ~1 of test drug dilutions (final
concentration . 4 -172 of drugs range from 10-10 - 10-5 M, 100 ~1 of
1251 _ ovine-CRF (1251-0-CRF) (fi naI concentration 150 pM and 1SO0 ~1 of the

cel | honogen %f%cgl?e rdbtb%dmgbr%/te 13 &t§ cl%}re tﬁ%rilameg ag (gcubate at

roomterrperlal? dt% perfore ering the |ncu Ver GF/F
filters (prézst@ﬁ@cblvht el 396 M@l@tdﬂy)l,erﬂhﬂlne)ﬂe@gilngl&nxaépsopl| ate cell

harvester. ¢dld &) (Brsedeahily By il mé%ﬁabd 8sa@ymbuf fer before
renoving individual filters and assessing, them.for .radi oactl vity. on a ganma

10 count er .SERXALE AT BARF A5 B t§ INEAIER) - GIKRE LIBENERREN BekRY |
menbr ands aiydmedderis adlu&alltnl awest 01f dmtkydrangderse (pralffgredlhy the iterative

curve fitti %ug n R al . Biochem
107: 220 15 {])%Qrgla'%g I_SJ‘n pr \)i S%Sﬁf %relgﬁrl\hlggpglggﬁte [ch are then
used to assebsabi dﬁQfg?l]cd}Y%KﬁXWQ%/. kediipd@¥adli s considered to be active

if it has %i@(ﬁ/@ié{[ﬁ(ﬂfSll@Sﬁ) g,ﬁmbsab@gefg}m Moli@tumt he i nhi bition of CRF.
20 I nhi bition Pf CRF- St.i ?:];[ nyl at.e %Iase Activity Inhjbition of
CRF- st i mul Ry FIA ]es% ) ti \Hrtlf‘ BELBEFT SPREHeL_PHEsCri bed by
G 25 Ba)ttagmfdietscmrommpsa:rﬂyEbml(r@&i:) trBetdfllyninssays are carried

t at 37 2 0 HC1 (pH
7.4 at 37 %M‘iaoél%w%&* PRl ARG "REpE ORI s HEL (P

i sobut yl net™aY xditide @UMaLe I80 Jdhitised tgo ﬁhbﬂahéé@@h@mem. nase) S mM
creative phqsmaiae;bokm rﬁ‘ﬂ@wmﬂyn@einaudlpmsahﬁhaol 1001 54 pCRF,

ant agoni st tides (.concentrati e 10-9 to em and 0.8 ny original
wet wei ght %nli agjtfé‘l-s?g‘%es {!Lp:pro ﬁ’?é:téjl '4é’r€5eﬁ§%g Yotein). Reactions are
i nitiatléd et idddilte)on difalkyiMexters2 RpAtRefrappyodiathely 2-4 nCi/t ube)
and term nalégh,by taﬁlqwléem@f(p%&e@ab% 2QcibhyatSehdn 4o M ATP and 5

2~ sodi um dodecyl sulf ate, In or der. to nonitor the recovery of CAMP, 1
~.1 of [3H] ionasdxi Rattdi dkvdderarmt des é&H@éefﬁbl—:‘éch tube prior to
separ ati on. dfﬂrexkgﬂ;faimtanmaie)f [ 3N -GANR Kyl awrelt ARMHAS P (pBe perdioryred by

sequenti al &iﬁgdﬁvl 8§%am1de), cyclic amides (preferably N-
20 methylpyrrolidin-2-one), dialkylsulfoxides (preferably
dimethylsulfoxide) or aromatic hydrocarbons (preferably

benzene or toluene). Preferred reaction temperatures

range from ambient temperature to 100°C. Compounds
of Formula (9) may be treated with a reducing agent in
25 an inert solvent at -100°C to 100°C to afford products
of Formula (10). Reducing agents include, but are not
limited to, (a) hydrogen gas in combination with noble
metal catalysts such as Pd-on-carbon, PtO;, Pt-on-

carbon, Rh-on-alumina or Raney nickel, (b) alkali

30 metals (preferably sodium) in combination with liquid
ammonia or (c) ceric ammonium nitrate. Inert solvents
may include, but are not limited to, alkyl alcohols (1
to 8 carbons, preferably methanol or ethanol), lower
alkanenitriles (1 to 6 carbcns, preferably

35 acetonitrile), water, dialkyl ethers {(preferably
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10 Dowex and alum na colums. In vivo Bioloaical Assay The in vivo activity
of the conpounds of the present invention can be assessed using any one of
15 the bi ol ogi cal assays avail able and accepted within the art.
[I'lustrative of these tests include the Acoustic Startle Assay, the Stair
Clinmbing Test, and the Chronic Adm nistration Assay. These and ot her nodels
useful for the testing of conpounds of the 20 present invention have been
outlined in CW Berridge and A.J. Dunn Brain Research Reviews 15:71 (1990)
. Conpounds may be tested in any species of rodent or small mamml. 25
Compounds of this invention have utility in the treatnent of inbal ances
associ ated with abnormal |evels of corticotropin releasing factor in

patients sctff f% r ifgeéﬂé)ﬁ ?gﬁ;&sisd Ubn S q&%ie\effréggkigrders, 30 and/or anxiety.

Conpounds of St s 1RAVE can be admn to treat these

abnor mal i t Fesrdyydeafisramer pr chidexeds) acN. ¥rdindkydfpymanydes with the
agent' s si{grofepehiPraidetifl Manlded ,MRNRL 41 dDRyEQRREHASSe§aN be -174
adnlnlstegzd %{ %§¥ co ventﬁ nal neag%ﬂavallgble for, use in conjunction

wi th phar mRESHST LY F PR NAAGHAR Gl al VhetSpaUEReSagent or in ,
conbi nak i oKpé £ ¢ deels by it met lagiptrsrolikidyn -Caonké , adm ni st ered al one, 5 but

w Il gener 1] r i i . i sel ected on

t he basis %#A%/’ﬁgf%ﬁgé%gni?%%t @o%%ﬁﬁ??&ggﬁgggg%g&gé%éa(rg% phar maceuti cal
practice. Fremafosd ey ¥ERFTRANE Prfitierabayy baapenti ay srluenehe use and
known factgfs SHofle ASe®NAEIBCQSY RUlife raRakast 8ke Ol shBE Pardsul ar agent,

and its node and route of admnjstration; the recipient’'s age, weight, and
heal t h; natfRPURRE Xt FRT Bt &yt GRS theRdceRveskedr Feént treat nent ;
frequelty edmpduridead frembrmaed dBsi(wkedref Zeds. NFavridse in the treatnment of
sai d di sea ondi £ i C u f.this_Lny iogn.can be orally
adm ni stergﬁéﬁﬁf/l%?é% éd)gzpaog%"%o ?(%qagg;i\l?g Fhﬁrg ?%ﬁﬁ{?%fa’bc.looz to 200
my/ kg of b¥eBCtiedyhrongirigng mglipeds inoSeheme040forothe ny/ kg in di vi ded
doses one ¢(ondordidh MBS @ofdundy JfN Fealiaangd) r ebeasgpbohadl ggion will be
effective in obtaining the desired Bhar macol ogi cal effect. Dosage forns
(conposi t i BeEyulai t Bl Bvheke &5 igd @R stration contain fromabout 1 ng to
about 000 ng of hacti@@n;bds\g{cﬁdidcaif_ntFoﬁam_lialni(u.) Ayt _hiﬁéﬁbﬁéapfr@ﬁ@i:@{ical
conpositiops, the active | edj ent rdingrily.be_present.in an anount
of about OE’?FT ocﬁgaﬁ%?g%?g%gorbméggd (\3/:)‘ t(ﬁ’eeg& gl 1feP ght %?gt%elsso

conposi ti ofdefifrd cakowe) amyradildmedcdn Gehgusi Arstered orally is solid
dosage forns, such as capsules, tablets and powders; or in liquid forns
such as elixirs, syrups, 35 and/or ggéﬁgs ons. The conpounds of this

i nvention -175 can al so be adm ni éparenterally in sterile liquid
dose formul ati ons.

Y

R3H, + / - acid, R3
//Jl\\ + / - dehydrating agent //J\\
& 1r—'N

HN + / - solvent

/N
™ T - A /I\/
R N \Ar . R! \

N

Ar
(7) Y=0, S; z =N, CR? (1) A =N
20 Compounds of Formula (7) may be reacted with compounds

of Formula R3H in the presence of a dehydrating agent

in an inert solvent at reaction temperatures ranging

from 0°C to 250°C. Dehydrating agents include, but are

not limited to, P305, molecular sieves or inorganic or

25 organic acids. Acids may include, but are not limited

to alkanoic acids of 2 to 10 carbons (preferably acet:ic
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Gel atin capsul es can be used to contain the active ingredient and a
suitable carrier such as but ' 5 not limted to | actose, starch, nagnesium
stearate, steric acid, or cellulose derivatives. Simlar diluents can be
used to nmake conpressed tablets. Both tablets and capsul es can be

manuf actured as sustai ned rel ease products to provide for continuous 10

rel ease of nedication over a period of tinme. Conpressed tablets can be
sugar-coated or filntoated to mask any unpl easant taste, or used to protect
the active ingredients fromthe atnosphere) or to allow sel ective
disintegration of the tablet 15 in the gastrointestinal tract. Liquid dose
forms for oral adm nistration can_contain colorlng or. flavoring agents to

i ncrease paficdst) .accepeurfenirnagifar prefexaRly ghtislaenaswdiqnicaccept abl e
20 oils, salddia, o&qwu&ndeﬁnfeﬁec(gbmps&alkmdmcﬁiﬁdawgw o¥ol utions

,and glycols ene |, are suitable
carriers for1 % gr?t &4 E%I 3 8n§¥g§%¥ ?%ﬁas')( }pare é%’llﬁc; ‘adm ni stration
preferably Zﬁfdamq:ﬂ’dlqu@ wetidr sulbvriécsadid odr trbi‘psmtqme‘ iamgrdedi ent ,

sui tabl esst exbféxltz 'gaqv%&%@t paydRflciigeechssaive Wt tEimitdstances.
Ant|OX|d|2|n ent.s, hpﬁc as sodiumpisulfite %ﬁﬂlﬂn sul fite, or ascorbic

acid, eithe? éﬁy n@lsehodsc dhbFRafi GATPARR, FeFehiprainte nathmngl Z|°r’r‘g agents.

Al so used afeaheindl)G deweéraallkahensakibes atd DA cdrbaaddi tion, parentera
sol utions can S b 0, hlgride, methyl -

or propyl - pgra . a%lﬁ’d cﬁﬁgﬁégﬂgﬁgr H%“%ﬁl e%léfh rljr%gcgu cié'al carriers
are descrlbedyme-DIBdlﬂlmePenFHgleﬂ §t¢¢%ﬁrﬁnﬁﬁﬁqnﬁh1YSC|ences A. Gsol, a

standar@orefc%rt%@@dﬁafh%nfbel@ 4 Ugebihndhanaeeitd 0g) 1%&%@9@& ms for
adm nistration of th F i of thi |nve$d&é§§ﬁ_ be |IIustrated as
foll ows: A I'BF§dSH 3% U& FRY FﬂﬁmgTh k¥ H$%f g

| act ose, 50 (pyefersidar dieetlppasatbamidef, wydksia apsidess are pr epar ed

t wo- plece hat é¥§f%§-ﬁ gagggh9§ gaﬁg@{5@k§§16353|ngred|ent 1S0 ~Ii ul ose,

and %Be5|un1 l'atin sules 15 A mxture of active i ngr edi ent
in a dlgestl I%%NY”SU§§@H1Q§SSé?B@&ﬁraE%Yt@%@ﬁ%ﬂykﬁq foxidsdive oil s

pr epar eds ancriotja@Glce thyldy oar2Bsnsf (ﬁréﬁét&lbl/}ﬁ wbxsz&ra@eﬂertbl\maqurmed into
gelatin to for épft elatlg gapsu gs talnln Q$ %f t he active 20
@ts

i ngredi ent. °F S5 Wer e washe dn?éﬂngfa AR =hunber of
tablets are(mﬂeﬁgw@®IWyCbénveﬁormhal BxQQQKMﬂdﬁreﬁpqmmn t he dosage unit was
25 100 ng agtd, 0 I &£ e, 5 ng of
magnesi um stte% %Ijaqg{f%% %Q}%? an%‘gg?:%ls&%lt?én ceﬁdl{ og:e% 9 nmg of starch,
and 98.S ng | act 69@me Aﬁ’ﬁ‘?@]ﬁﬂﬁﬁt@fcﬁﬁﬂ“hb% FRy BeerpiA de 09 |"ﬁ’d’r ease

pal at abphit wieo el aweda?@daggorpei RBthdde SHFROUKISHerdhizs | Nventi on may
al so be used as reagents or standards in the biochem cal study of
neur ol ogi cal function, dysfunction) and 35 di sease. -177

SCHEME 7
R3C (OR®) 5, R?
N .
NH BN/ \\ + / - acid, )\ N
/l\ Z gsolvent A Z N \\
L \/ > pA
R N \ X \/
H - Rl N \
(14) Ar
(1) A= N

Intermediate compounds of Formula (14), where Z is
defined above, may be reacted with compounds of Formula

25 R3C(OR®)3, where R® may be alkyl (1 to 6 carbons) in
the presence or absence of an acid in an inert solvent

at temperatures ranging from 0°C to 250°C. Acids may
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Al t hough the present invention has been described and exenplified in terns
of certain preferred enbodi nents, other enbodinents will be 5 apparent to
those skilled in the art. The invention is, therefore, not limted to the
particul ar enbodi nents descri bed and exenplified, but is capable of

nodi fication or variation wthout departing fromthe spirit of the
invention, the full 10 scope of which is delineated by the appended cl ai ns.
-178 CLAIMS WHAT IS CLAIMED IS: 5 1. A conpound of Fornmula (50) R3 N' _N
N HC _ N~ CH3 R9e\~/ R9a R9d ~ ROb i RO9c FORMULA (50) 10 and isoners

t hereof, stereoisoneric fornms thereof, or mxtures of stereoisoneric forns

t hereof, and har ceuti cal | cept abl e s .t fqrns thereof | S sel ected
fromthe g?‘%%]g n@b‘ffp g&r "%EP dich aRidss of 2 to

NHCH( Cl—lzcmﬁ)l\ea)a(tﬁdwlvepmﬁfheabw I\ﬁ:eﬁcmam)lﬂ, aB%stmcRédld§ H and Rde

is Me; 20 er N HCH(Et )2, Rda is M,
Rdb is H, c 'S %Oé? \gé{#as gp‘%{'% c%]fo%bg%gg%osﬁ% “%‘ “Fornul a (50)
wher ei n R3a¢sdnetm@kamﬁﬁylﬁpq}quacnﬁﬁaqﬁ;Mw;o Rfb cagbEnsR4c is Ove, R4d is H
and Rde i s g\:eﬁeﬁwppmmnéﬂmarﬁd %Bldfwewd&oeﬁlbh@y%%utyl 30 am no

R4 Me, RAd R4 : 5
o W B LR TAY S aide) SEoeEbetEIE P 1o, Rab is H

conpound oft
Rdc i s Oveca®dllytisc Hrmmdht#leofl ssudh 'acids may be used. Inert

solvents may include, but are not limited to, lower
alkanenitriles (1 to 6 carbons, preferably

10 acetonitrile), dialkyl ethers (preferably diethyl
ether), cyclic ethers (preferably tetrahydrofuran or
1,4-dioxane), N,N-dialkylformamides (preferably
dimethylformamide), N,N-dialkylacetamides (preferably
dimethylacetamide), cyclic amides (preferably N-

15 methylpyrrolidin-~-2-one), dialkylsulfoxides (preferably
dimethylsulfoxide), aromatic hydrocarbons (preferably
benzene or toluene) or haloalkanes of 1 to 10 carbons
and 1 to 10 halogens (preferably dichloromethane).
Preferred reaction temperatures range from S50°C to

20 150°cC.

Intermediate compounds of Formula (7) may also be

synthesized by the reactions displayed in Scheme 8.

SCHEME 8

Y
J ]
A/\N/N

Q§ ArM, + / - catalyst,

Rl)\NJ\\/X » /I\ )\(

15) Y = OH, SH NR°R’;
%2 = N, CR?, (7)) A=N
Br, Cl, I, B(OR"")2

]
i
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a conpound of Fornmula (50) wherein R3 is N(Et)CH2CH=CH2, Rya is Me, R4b is
H Rdc is O, R4d is Hand Rde is H . 10 a conpound of Fornula (50)
wherein R3 is N(Me)CH2cPr, Rda is Me, Rdb is H R4c is Ove, R4d is H and
Rde is H, a conmpound of Forrmula (50) wherein R3 is N(Et)CH2cPr, 15 Rd4a is
Me, RAb is H Rd4c is OWw, RAd is Hand Rde is H a conpound of Fornula (50)
wherein R3 is N(Pr)CHZcPr, Rda is Me, RAb is H R4c is OM, R4d is H and
Rde 20 is H a compound of Formula (50) wherein R3is N(Me)Pr, Rd4a is M,
Rdb is H R4c is Ove, RAd is Hand Rde is H, 25 a compound of Formula (50)
wherein R3 is N(Me)Et, R4a is Me, RAb is H R4'c is Ove, R4d is H and Rde
is H 30 a conpound of Fornula,(Scz wherein R3 jsﬁggwb B”&g@?% is Me, R4b
is H Rd4c i SomppunpgdofsFeranarids) s Hvhare ohpbRifeH of SHEorNRARY i(30) wherein
R3 is 35 N(We)pe@pacgyhbotéa ksideBrR401j s1H, of¥bry ©rOM0RR4Y,i s H and Rde
is H a compound of Formula (50) wherein R3 is N(Et)propargyl, Rda is M,
Rab is H Ragdi 8"¢nvés HOoOR4ALKEL H(AnBOREECREPERS ) Jop R EeHCtRSY nul a ( 50)
\\/\/hecrvgi nRRg b&tEHQ‘ig()Qgshn@'bf@BimGkB,Amaéﬁlsef*&,bil R:s(‘hliﬁo n, R4c IR?% -180

: [ an [ . a,,conmpoyn or erein is
- N( CH2CH2 Ne)%ﬁféﬁzﬁiﬁg??mg“&'NE’,’gﬁszH-Pg' ﬁ"?é:m;%@lo%g%lﬂ Gl2'H and R4e
is H a conpesrd et Feppet andbldeyheigi thfIidsendd GRGEHMMMREMBE Ria is M,
Rdb is H R4c is OW, R4d_ is Hand Rde is H io a conpound of Fornula (50)
wherein R3 28 REGRRCMebAR) EE~cRgalyst vl Hag pregenqeicoy salEncer4d is H and

Rde is H 1pfrascegpeund ah tReptl 3of GOt ¥NEE e dindtdrd SNk LHAFROME) Pr~ Rda
is M, RAbis H R4c is Ove, RAd is H and Rde is H, a conpound of Formul a
(50) wher ei ATRB - 30RPEHREHRORES 20 Trereprakigded dnvithepagt willl R4c i s Owe,
R4d is lyangeBdgniseH: hat conpoyedgeht SoArM| may 1) géreseitedRin s
NHCH( CH3) CH2 , Rda_is 4h 1S AC | S RAd is Hand Rde is H;
a conpound S%Or%ﬁgnfg%a%ﬁa?e?%tggy%ghﬁ&@%) gt?-utRélaar? snol\‘?e, Rdb is H,
R4c is Owe, l1Rmdted HoandaRiadjiympphosphine complexes .(such as

Pd (PPhi)4), palladium halides or alkanoates (such as

PACl, (PPh3y) 3 or Pd(OAc);) or nickel complexes (such as

15 NiCl,(PPh3)>). Bases may include, but are not limited

to, alkali metal carbonates or trialkyl amines
(preferably N,N-di-isopropyl-N-ethyl amine or
triethylamine). Inert solvents may include, but are
not limited to, dialkyl ethers (preferably diethyl

20 ether), cyclic ethers (preferably tetrahydrofuran or
1,4-dioxane), N,N-dialkylformamides (preferably
dimethylformamide), N,N-dialkylacetamides (preferably
dimethylacetamide), cyclic amides (preferably N-
methylpyrrolidin-2-one), dialkylsulfoxides (preferably

25 dimethylsulfoxide), aromatic hydrocarbons (preferably
benzene or toluene) or water. Preferred reaction
temperatures range from -80°C to 100°C.
The choices of M and X are known to those skilled in
the art (cf. Imamoto, T., Organocefium Reagents in

30 Comprehensive Organic Synthesis, Trost, B.M. ed.,
({Elmsford, NY: Pergamon Press, 1991), 1, 231-250;
Knochel, P., Organozinc, Organocadmium and
Organomercury Reagents in Comprehensive Organic
Synthesis, Trost, B.M. ed., (Elmsford, NY: Pergamon
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3a a compound of Fornula (50) wherein R3 is 2ethylpiperid-1-yl) Rda is M,
Rdb is H R4c is Owe, R4d is Me and Rye is H, 35 a conpound of Fornula (50)
wherein R3 is cyclobutylamno~ Rda is Me, Rdb is H R4c is Ove, R4d is M
and Rde is H a conpound of Formula (50) wherein R3 is 40 N( M) CH2CH=CH2,
Rda is Me, Rdb is H Rd4c is O, R~d is Me and Rde is H -181 a conpound
of Fornmula (50) wherein R3 is N(Et)CH2CH=CH2, Rd4a is Me, R4b is H, R4c is
Ove, R4d is Me and Rde is H, 5 a compound of Formula (50) wherein R3 is
N(Me) CH2cPr, Rda is Me, RAb is H R4c is Ove, RAd is M and R~e is H a
conpound of Forrmula (SO wherein R3 is N(Et)CH2cPr, 10 Rda is Me, R4db is H,
Ric is O, R4d is Me and Rde is H a conpound of Fornmula (50) wherein R3
i s N(Pr)CH2eRss,Rdaons, Me, BR13b28S;H Kiight s ©Ne,, Rdubliingve and Rde 15 is
H, a conpound of Forpula (50 rein is N(Mg)Pr, Rda.is Ve, R4b is H,
RidC is OVEFeRE(':TlP?SI\/BGEHS‘gR‘ %Q\ﬁ\?gaf—fmr??? o & S3VE50) wherein
R3 is N(MepEtanRéasiathesiB4bTreosH, BRAG. ied OVe(ERdfibrid, M¥:and Rde is H 25
a conpound Qf 0) ei S )Bu, Rda is Me, R4b is H R4c
is Ow, R4(§%ir§§ﬁ}égg%geézgie1?§€ét’ g'gaioﬁ%ivgf Formula (SO _ wherein R3 is
30 N( Med propar gﬁpwamadﬁserFomslﬁs(ﬂf T 2ksoNe RERPEZEd\e and Rde-is H;
a conpound y@fi ngoE kel aethOlisWaBbNNifR3sdemé B9 ) propargyl, Rda is Me, R4b is
H R4c is Ove, 35 R4d is Me and Rde is H a conpound of Fornula (50)
wherein R3 is NHCH (CH3 ) CH (CH3 ) CH3 , g,~ais M, RIb is H R4c is 40
OVe, R4d is Me angsR4e is H a co¥fEh@ of Forrmula (SO wherein R3 is
N( CH2CH20Me) - CH=CH2, Rd4a is Me, Rdb is H R4c ig3Owve, R4d is -182
Me and Rde is H, conmpound of Forrula (50) wherei nIs N( CH2CHzZOwWe) Me~
=

Ria is Me, RAb, h,\Ncu:d*\\is Ove,
Z ArM, + / - catalyst, A N/N\\
A ~— solvent A
RY N »> \ e
v R! N \
Ar
(16) X = Br, C1, I, (1)

B(OR"")2, O3SCF3

10 Compounds of Formula (16), where A, Z, R! and R3 are
defined above and X is Br, Cl, I, 0O3SCF3 or B(OR""),
and R"" is H or alkyl (1 to 6 carbons)) may be reacted
with a compound of Formula ArM (where M is halogen,
alkali metal, ZnCl, ZnBr, ZnI, MgBr, MgCl, MgI, CeCl,,

1S5 CeBr; or copper halides) in the presence or absence of
an organometallic catalyst in the presence or absence
of a base in an inert solvents at temperatures ranging
from -100°C to 200°9C. Those skilled in the art will
recognize that the reagents ArM may be generated in

20 situ (see the above references in Comprehensive Organic
Synthesis) . Organometallic catalysts include, but are
not limited to, palladium phosphine complexes (such as
Pd (PPh3)4), palladium halides or alkanoates (such as

PdCl, (PPh3), or PA(OAc)3) or nickel complexes (such as
25 NiCl,;(PPhi3),). Bases may 1nclude, but are not limited

to, alkali metal carbonates cr trialkyl amines
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5 R4d is Me and Rde is H, a conpound of Fornmula (50) wherein R3 is
N(CH2CH20Me) Et~ Rda is Me, Rdb is H Rd4c is Owe, R4d is Me and Rde is H, 10
a conmpound of Formula (50) wherein R3 is N(CH2CH20Me) Pr~ Rda is Me, R4b is
H R4c is Ove, RAd is Me and Rde is H, 15 a conpound of Fornula (50)
wherein R3 is N(CH2CH20Me) CH2cPr, Rd4a is Me, RAb is H, Rd4c is Ove, R4d is
Me and Rde is H a conpound of Formula (50) wherein R3 is 20
NHCH( CH3) CH2CH3~ Rd4a is Me, Rdb is H Rd4c is Ove, R4d is Me and Rde is H, a
conpound of Forrmula (50) wherein R3 is -NHCH(Et)2~ R4da is Me, R4b is H R4dc
is Ove, R4d is M and R4e 25 is H a compound of Formula (50) wherein R3 is

NHCH(cPr)2~ Rda is IS Js Rid is Me and Rde is H 30
conpound of PFSﬁﬁﬁPglé’SU)NV\ﬂéré?ﬂp?%pY %X]Eté)“?mq?ﬂ is Ove, R4b is H,
Ric is OverrRédhiydablimed .R Igretrs $bl&ntas qompaird wofe Faumlaae( 50) wherein
-R3|52ethI| [ I 4 4b i R4ad is H and
Rde is ho P’ ? g'egi )é E Qlk lc%@b % gaélseér@ﬁfys Cii cl obutyl 40 am no,
Rda is Oveetmy)|,sCM01R4?ceF§e€F/E(PF@€Ie¥%b1¥aFrﬁiW‘é’quJ ran| @  a conpound

-of For wlalciohlmh@)n mNLélMWim Mrefera®@iRs R4b is H Rdc is

Ove, R4d is.H a de i s of Fornuja (50 erein R3is
N( Et ) CH2 CHOEMS EnE p‘ FE‘aEWEe’Mb ilgn%‘ UQEP@?% td{?e“{el%o‘ﬂl)?fﬁréﬁgm% is H a
conpound oﬂlﬁethyllaceﬁa)nmhe:ecnchlanMd\zb)(ﬂi&ﬂ%rrabﬂQr Rd4a is OV, R4b is

H Rdc is d S 4P, 3. ) wherein R3
is N(Et) m%hyﬁeégﬂr%h&vg i el &kaf}% |soég\3/§&g|3 JeBteta §9R4e 15 is H
20 a conpoéﬁﬂ‘eBPYﬂ:EPH‘ﬁpélfle) W%‘H‘F 4@W’G—|Z(éﬁrefe|¥4§1hfs OVe, R4b is
H R4cios eMBzeRé4doirs tHiabfle Rd6riwatér a C@:.Fammdad)fre%rtmdina (50) wherein R3
is N(Me) Pr~ Rda is OV, Rdb_is H Rdc Rdd is Hand Rde is H 25 a
conpound oFeFB?ﬁﬁF&r(3§0faRﬁEref?lmR38(?sc ﬁ@v&)oétC Ria is OV, R4b is H R4c

is Ove, RAd is EnaetmBdeéats tbmpoundsnpdFwineflamMulwhei20)y Weerein R3 is

N( Me) Hu~ R 0 R ;R4 i.is_Hand Rde is H a
conpound o Fg nﬁ?‘a%b éﬁerae’f‘ CRSZ ﬁﬂ%ﬁﬁﬁﬁr ?Fm Fs Ove, R4b is
H Rdc is @dbveBSmRydbespEba@de@él@s|sl}usmﬁatad:amp(amn@f 1Bor mul a (50)
whereipsR3 is N(Et)propargyl~ R4a is Ove, R4b is H R4c is Owve, R4d is H

and Rde is H a conpound of Fogcrmla t50) wherein R3 is NHCH( CH3) CH( CH3) CH3,
Rda is OV, R4db is H, Rdc is

Y

o : HzN/U\ N

NH,NH, (C=Y) NH, N \
NC + / - base or acad, R2

R2 solvant . ~o
H,oN \

(3) (17)

Rlc (OR‘)3I /u\ N
N/

+ / - acid, \\z
solvent /l% =
> Rl N

(7) Y =0, S, NH; Z = CR?

Compounds of Formula (3) may be reacted with compounds
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Owve, R4d is Hand Rde is H ' -184 a conpound of Formula (50) wherein R3
is N(CH2CH20Me) CH2CH=CH2, Rya is Ove, REDis H, R4c is Owe, R4d is H and
Rde is H, 5 a conpound of Fornmula (50) wherein R3 is N(CH2CH20Me) Me, Rda i s
Ove, Rdb is H ~ R4c is O, R~d is H and Rde is H 10 a conpound of
Formul a (50) wherein R3 is N(CH2CH20Me) Et, Rda is OV, Rdb is H R ~c is
Ove, RA4d-is H and Rde is H a conmpound of Formula (50) wherein R3 is 15
N(CH2CH20Me) Pr, Rda is OV, Rdb is H R4c is O, R4d is Hand Rde is H a
conmpound of Forrula (50) wherein R3 is N(CH2CHzOWw) CH2cPr, R4a is Owve, R4b
is H R4c is Ove, RAd is H 20 and Rde is H, a conmpound of Formula (50)
wherein R3 is NHCH(CH3) CH2CH3, Rda is Owe, R4db is H 'R4c is Owve, R4d is H
and Rde isfHFozﬁubacﬁfmﬁﬂfQFb)fNH—br ilexre( S0) smPer &i PYRBHI siNHEHECPr) 2. Rda
is OV, R4b is H R4c LS HandR4 H 30acorrpoundof
Formul a (BOFSRAEFePh ?%S?I%c?\l(%g C?llsnd% INert is.H R4c is -
Ove, R4d sslbleaﬂdaR43em§ei-htare@npmmonﬂ tEnrzadoaz ¢bOpruvtiacein R3 is

NHCH( Et ) 2 i ~ R4e|sH-a
corrpf)unzi of)ﬁég?i’r%rg 8 r%RfQ kf? &%%ﬁ?ﬁﬂd& Mnbt&R is H Rdc is
Ove, R4d n§twl@h§e@4é°|%1¥PHQW@%{ﬁ® oPd#Ode}rﬁﬂré?O(f‘@O) wherein R3 is

2et hyl pi prk@férXblyRé]@etﬁc%ldR‘“h gl FGei d saclJeﬁ,S Ove, R4d is Me and

Rde is H, ound of rmul a 0O) . Where iS C utylamno Rda is
Ove, R4b |(§rﬁgn%3b Yl% e‘f*@ﬂ“fg ‘%79 ‘k@rR%% Shge & %(%‘dé"und of Formul a
(50) wher echdR3 atk&bé@)ﬁﬁ&c&mdﬁm il tﬁMeJ,O FRExboms H R4c is Ove, R4d

N Et) CoGPERse: fisY | e CRERRRLFon AN, IigRo i AR 8 re s

15 a MdnpsuhEusic Fafhdl oF (BRYSIMEF LS AR | s FYMSHEaMetricRex is Ove, R4b is
H RAc iscohBliyRfd dsolbder andf Rébecth Sadids may be used. Bases may

include, but are not limited to, alkali metal hydrides
(preferably sodium hydride), alkali metal alkoxides (1
to 6 carbons) (preferably sodium methoxide or sodium

15 ethoxide), alkaline earth metal hydrides, alkali metal
dialkylamides (preferably lithium di-isopropylamide),
alkali metal bis(trialkylsilyl)amides (preferably
sodium bis (trimethylsilyl)amide), trialkyl amines
(preferably N,N-di-isopropyl-N-ethyl amine or

20 triethylamine) or aromatic amines (preferably
pyridine) . Inert solvents may include, but are not
limited to, alkyl alcohols (1 to 6 carbons), lower
alkanenitriles (1 to 6 carbons, preferably
acetonitrile), dialkyl ethers (preferably diethyl

25 ether), cyclic ethers (preferably tetrahydrofuran or
1,4-dioxane), N,N-dialkylformamides (preferably
dimethyl formamide), N,N-dialkylacetamides (preferably
dimethylacetamide), cyclic amides (preferably N-
methylpyrrolidin-2-one), dialkylsulfoxides (preferably

30 dimethylsulfoxide), aromatic hydrocarbons (preferably
benzene or toluene) or halocalkanes of 1 to 10 carbons
and 1 to 10 halogens (preferably dichloromethane) .

Preferred reaction temperatures range from 0°C to

150°C. Compounds of Formula (17) may then be reacted

35 with compounds of Formula R3C(OR®)3, where R® may be
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a conmpound of Forrmula (50) wherein R3 is N(Et)CH2cPr, 20 R4da is Ove, R4b is
H R4c is O, R4d is Me and Rde is H a conpound of Formula (50) wherein
R3 is N(Pr)CH2cPr, R4a is Ove, Rdb is H R4c is Owve, R4d is Me and 25 Rde
is H a conmpound of Formula (50) wherein R3is N(M)Pr, Rda is Ove, R4b is
H RACis Ove, RAd is Me and Rde is H, 30 a conpound of Fornula (50
wherein R3 is N(Me)Et, Rda is Ove, Rdb is H R ~c is OWe, R4d is Me and Rde
is H 35 a compound of Formula (50) wherein R3 is N(Me)Bu, Rd4a is Ove, R4db
is H Roc is Ovw, RAd is Me and Rde is H a conmpound of Formula |50)
wherein R3 is 40 N(I\/E)propargyl R9a is OV, R4b is H R4~ is OVE Rad i s
Me and Rde iis H -18 a corrpound of Fornula (50) wherein

N( Et ) pr opalg¥vd Ii&atPSGCfv}ErbRﬂﬁ i sNHEhRPresergR ORAPTande %&@4e is H 5
a conpound a@fldFQIhrruha:L(xSQc pbevent &8 temPdEH GHEY GR(HHLCHXoda is O,

R4db is H, R Me and, Rde a _compound ,of, Faormul a (50)
wher ei n R30i N% %I%H:J(ﬂjé 4§4aqu§ &%, nﬁ&bqﬂg‘lﬁend is Ow,
Rad i s l\/Et@ndlkEﬁo&tq asillls; o 2otpoluddcafbds mipre {EaAbMheradtnd3 i s

H b corpodgd e PavaditbayPidetas o Rty o ifa R AR S Ran

is H Rac iesidver Reazesesplansiriacid) Hadmnesshimiuin astidsoaful a (SO
vvhgreRl4 n R31i $NGCH2GHBONE) I?prfef?éaabsyq\@ushﬂésulsfdﬂucga%mﬁ Ove, R4d is Me
an e1ls conpou (0] [ I el |

N( mzmzow&V&ﬁ?Eﬁ?OrhﬁaaFégovﬁ?fgéAB ‘(# F ﬁﬁl TG G v and Rde i s

H .a conpodteichiboetulia (ssoa;amwein momrscsaoomrdmﬂ(roa&)mw Rda is Ow,

Rab i s 4l Bécuea_»dﬂ\/&neBédswvé/ﬁtenﬂaﬁ%éﬁldé %@@w%tof For mul a (50)
wherein R3_is NHgI(;(cPrI)]‘Z Rda_js Owe, R4dc is Ove, R4d is Me and

35 Rae is HimdtegdokPouhaWeF %Fﬁﬂ?’al%’éb%e%mér dih REFDPMSEHCH20M) 2, Rda
is O, R4presfedhbRy-acesofiMeriRél, i 4idkkyhdetMerd s(gtef4dabisonpound of

Formuila (SQ) MG Ll nB?) | ScPEALELY Rer B rdfrab1y -

tetrahydrofuran or 1,4-dioxane), N,N-dialkylformamides

15 (preferably dimethylformamide), N,N-dialkylacetamides
(preferably dimethylacetamide), cyclic amides
(preferably N-methylpyrrolidin-2-one),
dialkylsulfoxides (preferably dimethylsulfoxide),
aromatic hydrocarbons (preferably benzene or toluene)

20 or haloalkanes of 1 to 10 carbons and 1 to 10 halogens
(preferably dichloromethane). Preferred reaction
temperatures range from 50°C to 150°C.

In Scheme 11, the procedures which may be used to

convert compounds of Formula (1), where R3 is COR7,

25 CO3R7, NR8COR7 and CONR6R7, to other compounds of
Formula (1), where R3? is CH(OH)R7, CH,0H, NR8CH;R7 and
CH,NRSR7 by treatment with a reducing agent in an inert

solvent at temperatures ranging from -80°C to 250°C.
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is O, Rdb is H R4c is Ow) R4d is Me and Rde is H a conpound of Fornul a
(50) wherein RB3is N(Et)2, R4ais O, R4b is H R4c is O, R4d is M and
Rde is H, a conmpound of Formula (50)-wherein R3 is 2ethyl piperid-1-yl, Rda
is M, RAb is H R4c is 10 Owve, R4d is H and Rde is Me; a conpound of
Forrmul a (50) wherein R3 is cyclobutylamno, Rda is Me, Rdb is H R4c is
Ove, R4d is Hand Rd4e is Me; 15 a conmpound of Fornula f50) wherein R3is™
N(Me) CH2CH=CH2, Rd4a is Me, Rdb is H, R4c is Ove, R4d is H and Rde is Me; 20
a conmpound of Forrmula (50) wherein R3 is N(Et)CH2CH=CH2, Rd4a is Me, R4b is
H Rdc is O, RA4d is H and Rde is d&ieme gonpound of Fornula (50) wherein
R3 is N(Me)CH2cPr, 25 Rda is Me, Rdb is H Rd4c is Owve, R4d is H and Rde is
Me; a compound of Bormula (50) wherein R3 is N(Et)CH2¢cPr, Rda is Me, Rd4b is
H R4c is Ove, R4d[is H and Rde 30 is Me; a corrpoundR3f Forrmul a (50)
wherein R3 is NP 2cPry Rda is Me, Rdb is H Rdc ijs Ove, RA4d is Hand
Rde is Me; 35 aﬁrrpouﬁ ForradwrihgOagater ei n R3 N(MeyPr, Rda is M,
Rdb is H, Rdc ijs Ove, |R4d i3 H and Rdeolsedd; 40 Aa*Conpeund f Fornula (50)
)E;J

wherein R3 is 9/|slve.,_|24-b_+s—l=l—;R4C| OV, |R4d I'g H and Rde is
Me; -188 gd-conp d of Vorrrula (50) wherein R3 &S N Rda is M,
Rib is H R4c is Ow, R4d'is H and Rde is IVERJ(Sa of Formul a
(50) wherein R3 is N(I\/E)pr%argyl~ Rda is Me, Rdb is H R4c \'s Ove, R4d is
H and Rde is Me; a conmpound of Formula (50) wherein R3 is 10Ar
N(Et)proparg)‘tl)~R§4a iGORE, G@RIs H R4c is Owk, Rad is H and,Rde is Me;, a
conpound of Fornula ( eferein R3 is NHCH( ))Cllit CBYSREIRAa is Me, Rab
is H R4c is 15 Ove, R4d is H and Rde is Me; a conpoundcaboipr mul a (50)
wherein R3 is N(CH2CH20Me) CH2CH=CH2~ Rd4a is Me, Rdb is Eh %@R-j s Ove, R4d
is Hand Rde is Me; 20 a conmpound of Formula (50) where

N( CH2CH20 Mrg i i sadien e, idbudes, HhutRdore sndiVl inR4ekd =47 ansakde is Me; 25

2 compound,of Formul a[ple vier el hdBh 1 HOGRIRUL) Giraarhy Vo R0 1S

H R4c i1s

lithium or sodium borohydrlde) borane, dialkylboranes

5 {such as di-isocamylborane), alkali metal aluminum
hydrides (preferably lithium aluminum hydride), alkali
metal (trialkoxy)aluminum hydrides, or dialkyl aluminum
hydrides (such as di-isobutylaluminum hydride). Inert
solvents may include, but are not limited to, alkyl

10 alcohols (1 to 6 carbons), dialkyl ethers (preferably
diethyl ether), cyclic ethers (preferably
tetrahydrofuran or 1,4-dioxane), aromatic hydrocarbons
(preferably benzene or toluene). Preferred reaction
temperatures range from -80°C to 100°C.

15 In Scheme 12, the procedures are shown which may
be used to convert compounds of Formula (1), where R3

is COR? or CO;R7, to other compounds of Formula (1),
where R3 is C(OH) (R7), by treatment with a reagent of

Formula R7M in an inert solvent at temperatures ranging

20 from -80°C to 250°C.
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a conmpound of Formula (50) wherein R3 is 30 N(CH2CH20Me) Pr~ R4a is Me, R4b
is H R4c is O, R4d is Hand Rde is Me; a conpound of Formula (50)
wherein R3 is N(CH2CH20Me) CH2cPr, Rd4a is Me, R4db is H Rd4c is Ove, R4d is H
35 and Rde is Me; a conpound of Forrmula (50) wherein R3 is NHCH( CH3) CH2CH3,
Rda is Me, RAb is H R4c is Ove, RAd is H and Rde is Me; 40 a conpound of
Formula (50) wherein R3 is NHCH(Et)2~ R4a -189 is M, RAb is H R4c is
Ove, R4d is H and Rde is Me; a conmpound of Formula (50) wherein R3 is
NHCH(cPr)2~ Rda is Me) Rdb is H, R4c is OV, R4d is Hand Rde is Me; a
conpound of Forrmula (50) wherein R3 is NHCH(Et)2~ Rda is Me, R4db is H, R4dc
is O, R4d is Hand Rd4e is 10 Ow ; secusecoppound of Forrmul a (50) wherein
R3 is 2ethyl piperid-1-yl~ Rda is Me, Rdb is H Rd4c is OWe, R4d is H and Rde
is Ow; 15 a corrpmwad of Formula (50)-wherein R3 is cyclobutylam no~ Rda is
Me, Rdb is H, R4c ig O, R4d is H and R4e is Owe; 2R3a conpound of Fornula
(50) wherein R3 is IN(Me) CH2ZCH=CH2~ Rda is Me, R4b is|H Rd4c is Ow, R4d is
H and Rde is Ow; npotd of Fornula (50) wherein)R3 is 25
N( Et ) CH2CH=CH2, BR4a i sNMe, \R4b Fedu¢ingisgéent OVe, ™ W Rde is Ow; a
la (50) whefein R3 i $ohpemd CH2cHr ~ R4ali s R4b is H,

conpound of For

Rdc is O\/eyu H 30|SOVE;aﬁ)rrpundof For Fa(SO)
wherei n R3 RS N( Et 2cPr,\Rd4a is Me, R4b is_H i =/R4d is H and
Rde is Ove; 35 a conpound Fornmul a: (50) wRerein R¥ is N(Fr)CH2cPr, R4a
is Mo, RAbis H Ric is OWPTR ~d is H and Rde is Owe; 40 a ganpound of
Formula (50) wherein R3is N(Me)Pr~ Rda is Me, R4Ab is H R4c 1s OV, R4Ad is
H and Rde i S(3QMR>-%=s00R’a und of For mul gy { 5Q) .\_AhO%BShSI (gs is N(Me)Et~
Rda is Me, Rdb is H R4c is Ove, R4d is H and Rde is ; ?;1 conpound of
Formula (50) wherein R3 is N(Me)Bu~ Rda is Me, R~b is H Rdc is O, R4d

I's Hand R§e jies jQfRigedh, C ATRAYND ol of10T kR, { 2RBr WEAE) Mudit | S
MgCl, MgI, CeCl,, CeBr, or copper halides. Inert

5 solvents may include, but are not limited to, dialkyl
ethers (preferably diethyl ether), cyclic ethers
(preferably tetrahydrofuran) or aromatic hydrocarbons

(preferably benzene or toluene). Preferred reaction
temperatures range from -80°C to 100°C.
10 Compounds of Formula (1), where R3 may be -

NR8B8COR7, -N(COR7),, -NRBCONR6R7, -NR8B8CO,R13, -NR6R7. -

NR8SO,R7, may be synthesized as depicted in Scheme 13.
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10 N(Me) propargyl~ Rda is Me, RIb is H R4c is Ove, R4d is H and Rde is
Owve; a conmpound of Fornula (50) wherein R3 is _ N(Et)propargyl~ Rda is M,
Rdb is H R4c is Owe, 15 R4d is H and Rde is Owe; a conmpound of Formul a
(50) wherein R3 is NHCH(CH3)CH(CH3)CH3, Rda is Me, Rdb is H, R4c is Ow,
Rad is H and Rde is Owe; 20 a compound of Formula (50) wherein R3 is

N{ CH2CH20Me) CH2CH=CH2, R ~a is Me, Rdb is H, R4c is Owe, R4d is H and R4é
is Ove; 25 a compound of Forrmula (50) wherein R3 is N(CH2CH20Me) Me, Rda is
Me, RAb is H Rd4c is Ove, RAd is H and Rde is Owe; a conpound of Fornul a
(50) wherein R3 is 30 N(CH2CH20Me)Et, R4a is Me, Rdb is H R4c is Owe, R4d
is Hand Rd4e is Owe; a conpound of Formula (50) wherein R3 is

N( CH2CH20Me) Pr~ R4a is Me, R4b is IECHR¥E 1% Owe, 35 R4d is H and Rde is
Ove; a conpound of Formula t50) wherein R3 is N(CH2CH20Me) CH2cPr~ Rda is
Me, R4b is H Rd4c i@ OV, RAd is H' and Rd4e is Owe; 40 a conpound of
Formula (50) whereijlp R3 is NHCH(CH3) CH2CH3, Rd4a is Me, Rdb is H R4c is
Ove, -191 dis and Rde is Owe; a compound of Formula (50) wherein R3
is NHCH(cPr)2~Rya is B, R4b is H Rd4c is Ow, is Hand Rde is Owe;  a
conpound of Fornula (50) wherein R3 is N(CH2CH20Me) 2, R4a is Me, R4b is H,
Rac is OVe(1@¥d@ s Hand Rée is Ove; 10 a B of Eqrmula (50)

wherei n~R3 is NHCH(Et)2, R4a*td IVEbaMb is H, [ N\ R4d is H and Rde
is Ove; 15 a conpoundtof For.mJ.ISRilﬁﬁL\Aherel NJR3 is |[N(Et)Z Rd4a is Me, R4b
is H R4c is Owv, RAd is Hand Rde is Owe; a ormul a (50)
wherein R3 is NHCH(E 2~ Rda is Cl, R4b inl , R4d is H and Rde
is 20 oMe; a cormptn‘r\ Formul a (50) wherein R3 is 2eth | pi perid-1-yl, Rda
is d, Rdb is H, 'S, OV, R4d is Hand Rde is Ove; 25%F conpound of
Forrrula (50) wher is cyclobutylanmino, R~a i¢19)l, Rdb is H Rdc is

Ove, R4d is is Ow; 30 a conmpound of Fornula (50) wherein R3 is
N( Me) CH2CH= Cl, RAb is H Rd4c is OWe, R4d is H and Rde is Ow;
Ar
(4) 2 = CR,
(10) z = N
R3
alkylating, sulfonylating
or acylating agents Z N
+/ - base,solvent AT A\Y
> b
NN
R? N
Ar
(1)
A = CR
R; =NR°R’, NR®COR’,
N(COR"),,
NRLCONR®R’,
NRgCO,R; 3

Reaction of compounds of Formula (18), where R and R!?
are defined above, with compounds of Formula (4) or
5 (10) in the presence or absence of base in an inert

solvent may produce compounds of Formula (19) at
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a conpound of Formula (50) wherein R3 is 35 N(Et)CH2CH=CH2, R ~a is Cl, R4b
is H R4c is O, R4d is Hand Rde is Ove; a conpound of Formula (50)
wherein R3 is N(Me)CH2cPr, Rda is Cl, Rdb is H R4c is Owve, Rid is H and
Rde 40 i s Owe ; , a conpound of Forrnula (50) wherein R3 is N(Et)CH2cPr,
-192 Rda is Cl, RAb is H R4c is Ove, R4d is H and Rde is Owe; a conpound
of Formula (,50) wherein R3is N(Pr)CH2cPr~ 5 R4da is Cl, RAb is H Rdc is
Ove, R4d is Hand Rge i s Ove ; - a conpound of Fornula (50) wherein R3
is,NNMe)Pr~ Rda is Cl, Rdb is H R4c is Ove, R4d is H and Rde is 10 Owe; a
corrpound oteRpemakares0yanadngi frew r%ON{I\VE)EtSD°R4a Bases MR¥b is H, R4c is

Ove, R4d igpdhand, Rﬁﬁcl §rQVﬁoc1§1a1@@arp@&nob1qialﬁordaﬂaa (r%@n\aa%r ein R3 is
N( Me) Bu~ R4a is d c i,s, Ove Ad i s |¥% cne; 20 a
conpound of(PFSIfﬁ“EF‘?l(/SG?dG\H@rEY rigel s ‘7\757 %ﬁ %&éiqss @1, R4b is H,
,Rdc is CNEtoRGdcastnamdpﬁééerabryesodammnmnﬂm&mﬁeIﬁrwnd&nﬁﬁO) wherein R3
is 25 N Et) r C i and R4e i's
;2 SomsaieaE aﬁ{ﬁ?lﬁégo%aﬁhéﬁaﬁg‘ﬁﬁ&s&%%ﬁ‘ ,

. Rda is C1, dpzallssfﬂgmmdemdprgfsnam 1 iy %@rﬁpmxl@ﬂm@ a corrpound of
Formul a (5Q)xaher aieBaRBchebdhsHREH2AMed GHakddzGH2, Rda is Cl, R4b is H R4c

is Owe, R4 H d of,.F | 50) wh

kg~is N(CH%&E%SW@%E&Y§§ﬁéyi%aETdeimbpf%ngqggé & JtﬁénuRZd(ls)H aﬁgeEZe i's
CNb;_40 a bosﬁ@wnmeahYEenhMlha@5@¢)mh@x¥alk¥13am;ﬂdsjiyﬂiﬁymgﬂaly Rd4a is Ci,
RAb i s CR%EFQME 1Bé%g|hsaﬁ|1ﬁ@ﬂ EhatSmdtME amlidies Iﬁn%?cg}%s %\/gf For mul a

(50) mhereln Pr~ Rda is, CL, Rdb 1s Rad is
H and R4e Pyréfenes.; IBRPBUAD YS?“‘F%r‘F&N alr(qsl()ﬁd%é?”é? RO ot
N( CH2CH20Ma )i lii2eBr tofR4alkgl CAlcoMbls s{H, tdRAC daxtdvs, RAkfieradignd Rde is

Ove; a Con%g%ﬂgngi ggrgghgné§92 f@gégighﬁg%ééitriles (1 to 6
carbons, preferably acetonitrile), dialkyl ethers

15 (preferably diethyl ether), cyclic ethers (preferably
tetrahydrofuran or 1,4-dioxane), N,N-dialkylformamides
(preferably dimethylformamide), N,N-dialkylacetamides
(preferably dimethylacetamide), cyclic amides
(preferably N-methylpyrrolidin-2-one),

20 dialkylsulfoxides (preferably dimethylsulfoxide) or
aromatic hnydrocarbons (preferably benzene or toluene).
Preferred reaction temperatures range from 0°C to
10Q°C.

Compounds of Formula (19) may then be reacted with

25 alkylating agents, sulfonylating agents or acylating
agents or sequential reactions with combinations
thereof, in the presence or absence of a base in an
inert solvent at reaction temperatures ranging from -

80°C to 250°C may afford compounds of Formula (1),

30 where R3 may be -NR8COR7, -N(COR7),, -NRBCONROR7, -
NR8COR13, -NR6R7: -NR8SO,R7. Alkylating agents may
include, but are not limited to, C1-Ci0 alkyl -halides,
-tosylates, -mesylates or -triflates; C1-Cip
haloalkyl (1 - 10 halogens) -halides, -tosylates, -
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10 NHCH(CH3)CH2CH3, R4a is Cl, Rdb is H R4c is Ove, R4d is H and Rde is
Owe; a conpound of Fornula (50) wherein R3 is NHCH{cPr)2~ Rda is Cl, R4b is
H R4c is Ove, RAd is H and Rd4e 15 is Owe; a conpound of Formula (50)
wherein R3 is N(CH2CH20Me)2, Rda is Cl, Rdb is H, R4c is Owve, R4d is H
and_R4e is Owe; 20 a conpound of Fornula (50) wherein R3 is NHCH(Et)2~ R4a
isC, RAbis H R4c is O, R4d is H and R4e is Owve; 25 a conpound of
Forrmul a (50) wherein R3 is N(Et)2, Rda is Cl, R~bis H R4c is Owve, R4d is
H and Rd4e is Owve; a conpound of Fornula (50) wherein R3 is NHCH(Et)2~ Rda
isC, RAbis H R4c is Ow, R4d is Hand Rde is 30 H, a conmpound of
Formula (50) wherein R3 is 2ethylpiperid-1-yl~ Rda . is Cl, RAb is H R4c is
35 O\, RAESYdanesn@rRAET; §1P|;te§chﬁﬁSﬁna}BPfoBEﬁﬁ#ahi”sbﬁ*e%me‘r ein R3 is
cy~l obutyl At eR4a g sClacBED oS -HriRie s ; OB cRAGyEBoiigpd- Rde is H 40
a conpound of Formula (50) wherein R3 is N(M)CHCH=CH2, Rd4a is Cl, R4b is
H, R4c is reldderad -tosMlat@sriemesylptesosr -triflatesnpeand of Fornul a
(50) wherei j is Rday| 4b_4 is Ove, R4d is
H and R4e%; E%%§§§'%§%%gﬁ d o?lﬁgsﬁﬁlat%§8$%ﬁﬁgfeiﬁéﬁgh?géﬁﬁbg)CH2cPr, Rda
is Cl, SR4b tirg fllatRec agYONE1-R4d alkyH) ahaliRdesi s < tpsybategonpound of

For i & (0 MASTE] 03 HLFLLCICRBE B AT cEley Ry H R 15 Ol

Rdd is H an € 1s H a conpound o erein R3 is
N( Pr) CH2cPralitlesR4 a ticsyCateR4b -meshilaRés py EbkkifRAdess ¢rand Rde is H a

conpound E _wheLgi 5% 4 )P is Cl, RAb is H, R4c is
OMVe, Rad HerRYBIA AR -0 ﬁ?‘kglgﬁ%gﬁ%yﬁf ES?%??%BO) wherein R3 is

N(Me) Et, R#syilat@€s, orabtird flatRec | ACPMBLiRgdapsnts amly Rueclyded 25 a

conpoypd ¢urFarulde( 23Ghiveer @) B3-t$oNaMRiBEy1RIAl igeLlor RAD is H Ric is
Ove, R4d is H and Rde is H 30 _a conpound of Formula (SO wherein R3 is
N( Me) pr opatdydrifes i §1cELorbBlrgalkanyé halddes mudanhydrsdeE R ~e is H a
conmpound qQf; (FoRMUl 3 o BA) cWRGLe! &R 41 51 RBxVaEKAREPPES 4gpis CL, Rab is
H Réc isqjé\t/gx, g oL ik olases BoF By < PRAR&Y] defE
anhydrides, C3-Cg cycloalkanoyl halides or anhydrides,
C4-C12 cycloalkylalkanoyl halides or anhydrides, aroyl
15 halides or anhydrides, aryl(Ci-C4) alkanoyl halides or

anhydrides, heteroaroyl halides or anhydrides,
heteroaryl (C1-C4) alkanoyl halides or anhydrides,

heterocyclylcarboxylic acid halides or anhydrides or
heterocyclyl (C1-C4) alkanoyl halides or anhydrides.

20 Sulfonylating agents include, but are not limited to,
C1-C10 alkylsulfonyl halides or anhydrides, C1-Cig

haloalkylsulfonyl halides or anhydrides with 1 - 10
halogens, C3-Cg alkoxyalkylsulfonyl halides or

anhydrides, C3-Cg cycloalkylsulfonyl‘halides oxr
25 anhydrides, C4-Ci2 cycloalkylalkylsulfonyl halides or

anhydrides, arylsulfonyl halides or anhydrides,
aryl (C1-C4 alkyl) -, heteroarylsulfonyl halides or

anhydrides, heteroaryl(C3-Cq4 alkyl)sulfonyl halides or
anhydrides, heterocyclylsulfonyl halides or anhydrides
30 or heterocyclyl(Cj-Cq alkyl)sulfonyl halides or
anhydrides. Bases may include, but are not limited to,
alkali metal hydrides (preferably sodium hydride),
alkali metal alkoxides (1 to 6 carbons) (preferably
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a conmpound of Formula (50) wherein R3 is NHCH(CH3) CH(CH3)CH3, R4a is C1,
Rdb is H R4c is 40 OV, R4d is Hand R ~e is H a conpound of Fornula (50)
wherein R3 is N(CH2CH20Me) CH2CH=CH2, R4a is Cl, R4b is H R4c is Owv) R4d
is -195 i Hand Rye is H a conmpound of Formula (50) wherein R3 is
N(CH2CH20Me) M, Rda is Cl, R4b is H Rdc is OV, R4d is Hand Rde is H 1
10 a conmpound of Formula (50) wherein R3 is N(CH2CH20Me) Et, R4a is Cl, R4b
is H R4c is O, RAd is Hand Rde is H a conpound of Fornula (50) wherein
R3 is N(CH2CH20Me)Pr, Rda is Cl, Rdb is H R4c is Ove, R4d is H and Rde is
H, 15 a compound of Fornula (50) wherein R3 is N(CH2CH20Me) CH2cPr, Rd4a is
Cl, RAb is H Rd4c is Ow, R4d is Hand Rde is H a conpound of Formula (50)
wher ei n R3 ésdﬁﬁ)ml\dhﬁ—m&mmdm étsha3di de4b alkallindearshOVe, R4d is H

and Rde %4gmpi@gspf4 ﬁ}l'r@eéép)dﬂ%ﬁa&ﬁéé SohdedaRt) 2, Rda i

ad, R4b i H and Rde conpound
For mul a (50}1';«}&19%@1@8?@?«!}%%)&2 Fia metad] coaphionades, Rac |s OME,

de is H anﬁ!lﬂﬂ?llrﬁethl abc@nwmm}ojsfxymmd@)(pm*w@@a%m i's NHCHéI Et]22~
‘Rda is , an a conpound o
For nul a Y 505° %‘Peﬁ’%‘n %tlmgW\R%ﬁlzﬁzg 1&i':')CIdt fﬁ‘k‘yg REE i s gpi/b Rad is

H and R4e |$pf€f@rmbnm-mommt%ﬂ()5b)am)elqr R”;QW@CNHCH( Et)2~ Rd4a is
Cl, Rab is khiRoC |s rg@ra@;ﬂ% wria Aikh R4eIde%‘t4%ch!vsen't%9§1ay a conpound of
Formul a (50) wherel yl pi perid-1-yl ~ R4a S ~b is H R4c
is Ove, R ~HFEuge gniRRET et ]Slr%lfrc%#r’ptcﬂm ﬁﬂhé’1€5d)1 WRePein R3 is
cycl obut yl ammnﬁ4apr6féﬁﬂ.abl:§4bnetﬂ‘1&ﬂ;tol?4mrIa:f%l)R4ddw&rF and R~e is H a
Conpounlq) OfafﬁéMlath?Pgs V\/pfr&j) 43 %aaféons, preferably
acetonitrile), dialkyl ethers (preferably diethyl
ether), cyclic ethers (preferably tetrahydrofuran or
1,4-dioxane), N,N-dialkylformamides (prefe'rably
dimethylformamide), N,N-dialkylacetamides (preferably
15 dimethylacetamide), cyclic amides (preferably N-
methylpyrrolidin-2-one), dialkylsulfoxides (preferably
dimethylsulfoxide) or aromatic hydrocarbons (preferably
benzene or tcluene). Preferred reaction temperatures
range from 0°C to 100°C.
20 Compounds of Formula (1), where A is CR and R is
defined above, may be synthesized by the methods
depicted in Scheme 14.
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10 N(Me) CH2CH=CHI, Rda is O, Rdb is H Rd4c is O, R~d is F and Rde is H;
a conpound of Fornula (50> wherein R3 is N(Et)CH-CH=CH2, Rya is Cl, Rd4b is
H R~cis Ow, Z5 R4d is F and Rde is H a conpound of Fornula t50)
wherein R3 is N(Me)CH2cPr, R4da is Cl, RAhis H, R4c is O, R~d is F and
Rde is H 20 a conpound of Formula (50) wherein R3 is N(Et)CHZcPr, R ~a is
Cl, RAb is H R4c is Ok, Rdis Fand Rde is H, 25 a conpound of Fornula’
(50) wherein R3 is N(Pr)CH2cPr, Rda is Cl, Rdb is H R4c is O, R~d is F
and Rde is H a conmpound of Formula (50) B 13 is N(Me)Pr, Rya 30 is
Cl, RAb is H Rd4c is OV, R4d is F and Rde 1s H a conmpound of Formula (50)
wherein R3 is N(Me)Et, Rya is Cl, Rdb is H Roc is O, R ~d is F and Rde
is 35 H a compound of Formula t5Q) wherein R3is N(Me)Bu, Ryais G, R b
is H R4c is Ove, RAd is F and Ryg i 40 a conpound of Formula (SO
wherein R3 is N(Me)propargyl, R4djls CIlf Rrbis H Roc is O\, R~d is F .
and R ~e is H -197 a conpo ?1(50) NH( CH( CH3 ) CH( CH3)
CH3 , Ove, R4d is F andde 5 d conppund of Fornmul apB50) CH2CH=CH2, Rda is
Cl, F and Rde is H er&n R3is R4g is G, R4b istH R4c is is H, wherein
R3 is N(CH2CH20Me) R4 is B R ~c i s , R4d is 10 g conpound of Fornul a
(50) wherein R3 is 20Me) Me~ RAQ) i s C1, RAR #5 RAL is O, R4d is
F and Rde is H HaNConpouhd of Forynyl a 450 Whejn\RS Ifs 15°g\N( CH2CH20Me) Et ~

Rda is Cl, R4b is H Rdc g Owe, R4d1bend and R4dyi s Hl<a_gonpound of
Formul a (50) wherein R3 is N CH2CHZONETPr~ Rgd-T s R4 s H R4c is Ow,
20 R4d is F and R4d4)s B =aCBenpound of Formula (50) wheredn R3 is

N( CH2CH20Me) CH2cPr 41a% § B1, R4b is H, Rdc is @%, R4d i AF and Rde is H
25 a conpound of Fornula (50) wherein R3 is NH(@HECEB) CH2CH3, Rda is C1,
Rdb is F, R4c is Ove, RAd is H and Rde is H

o A
R®0,
Rl
R3H, + / - base,
R + / - solvent
(21)

+ / - base,
solvent '

OH
N halogenating agent
= N— N\_ or sulfonylating agent Z N/t&
Z + / - base, z
S s + / - solvent 1 N <
R! \ —>» R N \
Ar Arx
(22) (23)

Compounds of Formula (4) or (10) may be treated with
compounds of Formula (20), where Rl and R} are defined
5 above in the presence or absence of base in an inert

solvent at temperatures ranging from 0°C to 250°C to
give compounds of Formula (i), where A is CR and R is
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30 a compound of Formula (50) wherein R3 is NHCH(cPr)2, Rda is Cl, Rdb is
H Rd4c is O, R4d is F and Rde is H a conpound of Formula (50) wherein R3
is N(CH2CH20Me) 2, 35 Rda is Cl, Rdb is H R4c is Ove, R4d is F aid Rde is
H, a conpound of Fornula (50) wherein R3 is NHCH(Et)2~ Rda is Cl, R4b is H,
Ric is OV, R4d is F and Rde is 40 H a conpound of Fornula (50) wherein R3
is N(Et)2, Rda -19B his ClL, RAb is H R4~ is Ow, R4d is,F and Rde is H
a conmpound of Formula (50) wherein R3 is NHCH(Et)2~ R4a is Cl, R4b is H,
Ric is OV, R4d is Ove and Rde is H, a compound of Formula (50) wherein R3
is 2ethylpiperid-1-yl, Rdais O, R4b is H Rd4c is 10 Owve, R4d is Ow and
Rde is H a conpound of Fornula (50) wherein R3 is cyclobutylamno~ Rd4a is
Cl, R4b is MleRined jabcve, Ressss "ayeinfduge Pyt Hrrasnet chipbiedl of
Fornul a (50)yhefBidl iRdndts INHYRNGdeSHT e fe R4B1 ¥ SsédiudtdibydSide) R4c is Owe,
Rdd is O and Rye is I—i;ég(a.cdoﬁrrpoing of6 Forgu a)?SO%i,\éh%ﬁn R3 is N (Et)
CH2CHECH? ~ Rk} fedp PLAgS RAc P S RBTPRAT IREE INY Rde is H a
conpound of $odiuh andtGMxideercei sdd3d ums eblhive) @ePc Patk&bimdaeastiCl, R4b is H,
Rdc is , 4%'5h ' 41i H; tgrragmi L gu%é@g}gg}grein%is
N( Et)(:l-lzgcglngBT? %%isﬁ%ﬁa\‘,. 4b%|s , ﬁ%c ?s %\/Ezygz&gd&)%s and Rde is H
a conpound ofiFekuiIH (FEPEARHIATARS /| 31Kkpbt)meBRPrearlRnakey , Rab is H,
RAG i s (OMej R rah i me¥ g (%dl&yﬁbi$§lﬁaﬁﬂﬂ@@urﬂar@fefzﬂﬁmd|g (50) wherein
R3 is N(Me)Pr~ Rda.is 1.%S.H AC . 1.S . is.OVe and Rde is H, 40
a conpound of°ELI RS " rlé‘ilr}y&iafnédﬁt S\e?ﬁﬁl‘ﬁé&ja FURE° Rab is H, Rac
is Ove, R4d (prddramy Rie iiEEDQImlSQBSTI IMEGBI-EETa(CRULtEiQGE)mir}EH, a .
conpoung gof é@&%&i%ﬂl%% B 1ha M 48] Buac B4Ry Siddiud¥b i H Réc i's
Ove, R4d is and Rde 'i's. 5 H

are not limited to, alkyl alcohols (1 to 8 carbons,

preferably methanol or ethanol), lower alkanenitriles

(1 to 6 carbons, preferably acetonitrile), dialkyl

ethers (preferably diethyl ether), cyclic ethers
15 (preferably tetrahydrofuran or 1,4-dioxane), N,N-

dialkylformamides (preferably dimethylformamide), N,N-

dialkylacetamides (preferably dimethylacetamide),

cyclic amides (preferably N-methylpyrrolidin-2-one),

dialkylsulfoxides (preferably d;methylsulfoxide) or
20 aromatic hydrocarbons (preferably benzene or toluene).

Preferred reaction temperatures range from 0°C to

100°C. Alternatively, compounds of Formula (1) where A

is CR and R is defined above, may be synthesized

through intermediates (22) and (23).
25 Compounds of Formula {4) or (10) may be treated

with compounds of Formula (21), where Rl is defined

above and R® is alkyl (1 - 6 carbons), in the presence

or absence of base in an inert solvent at temperatures

ranging from 0°C to 250°C to give compounds of Formula
30 (1), where A is CR and R is defined above. Bases may

include, but are not limited to, alkali metal hydrides

(preferably sodium hydride), alkali metal alkoxides (1

to 6 carbons) (preferably sodium methoxide or sodium

ethoxide), alkaline earth metal hydrides, alkali metal
35 dialkylamides (preferably lithium di-isopropylamide),
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a conmpound of Forrmula (50) wherein R3 is N(M)propargyl~ R4da is- Cl, Rdb is
H Rdc is O, R4d is O and Rde is H, 10 a conmpound of Fornula (50)
wherein R3 is NH(CH(CH3) CH(CH3) CH3~ Rd4a is Cl, R4db is H, Rd4c is OVve, R4d is
Ove and Rde is H 15 a conpound of Fornula (50) wherein R3 is

N( CH2CH20Me) CH2CH=CH2~ Rd4a is Cl, R4b is H Rd4c is OV, R4d is F and Rde is
H, a conpound of Formula (50) wherein R3 is 20 N(CH2CH20Me) Me~ R4a is C1,’
Rdb is H R4c is Ove, R4d is O and R ~e is H a conmpound of Formula (50)
wherein R3 is N(CH2CH20Me)Et~ R4a is Cl, R4b is H R4c is Owve, 25 R4d is
Ove and Rde js H C ound of Formyl a.(50 erein R3 is N(CH2CH20Me) Pr ~
Rda is C1, ?@A?E?]ijs '1‘*?"‘%4 rrsi)oﬁe‘é: %4%&’?1%\/@2 Rde is H, 30 a conpound of
For mul a ( 50bisvter 6 YkyR3 1 sy INEHZE D Ovrefid2ally Rédium Cl, R4b is H R4c is

Owe, R4d co .yl n R3 i

NHOH ) O BT i T 4 1T i ) EO BT ity A O BEG LD PO 1D
a conpound &- FeepreRy (st Wasiae) RF |a§°NEIGIJI(CcIar“)121€54dPR4§eF§bEX R4b is
H Ric is hpriddek) s QverinddMents May 20Q1udk, Compourd abcFormul a (50)

wherein R~ sN 2CH20 Cl, R4b _is H R4c is 4d is Ove.
and Rde is #—I‘ & cto%cﬁ’}{ﬁ%ﬁofa@ﬁ?ﬂ?} ](( 50 fhé&R3EIRs P§e%(’ )2, Rda is
Cl, R4b is methmol soxOMd;haRid )i.s 10Meramd kRneaitgifiesa (dotrpoéind of Formul a

50) wher ei b i ) Ove, R4d is Owe
gnd) Rde is &;‘B%Ijlé l\%ﬁénée?ra g?%ltlﬁlgml@} ﬁa@%& e%lhl;}ﬁH CH{ Et) 2i s Br,

Rab is H, R&Eﬁrqfseﬁ%ly Rifpthyd G'\?E‘eé'ﬁd IQZt’é’ |1§1§|qheé'scdﬁ’}§6ﬁﬁﬁaB%YFor mul a (50)
wher ei NI(R3i seXratiydtdiperr brl-1y,l4,-dRéxane)Br N, Rdialkyl Réembalbs RAd is Owe

d Rde i . 20 f la . i ' | obyt yI - ani no,
a0 Fie 1S IS AT AR L), VACHE B TREELSRULY - art 10
For mul a (5o)pmfeezeamlm3ﬁsrre(tw)1@qz@ﬁﬂ@ldz) Reycild cBamiBgs i sH, R4c is Owve, R4d

is Owve and i Qp_m A 9 roarialina 2Cefk ) Wher ei n
Rab i.sH,_Rdc is Ove,R4d is Ove and Rye is

T;SES%EL%@@#M@E ’(%@G’)S (\%r’r”&f&rﬁbﬁm dimefdyeasdfpxrds) i 9TBr, R4b i 5 H,
Rdc is OV, d¥gindtsi - iy dedadioins Hpredenrpblyd behzeaenvrat6bG¢naherein R3is
2 conpound BRI S0y UG UPR RS RESNBPEHIZBR OPotTa Br . Rib is H.
R4c is O, 104t .i s COvMpoandsRéE Ferhinls azzo)rrmaynrleotrEatmnmt{E(B wher ei n
R3 1's NCMB) 1o dith d ihdPlageReP oS sth eBAG1h8 i agBd 18 ElYE and Rde is
presence or absence of a base in the presence or
20 absence of an inert solvent at reaction temperatures
ranging from -80°C to 250°C to give products of Formula
{23) (where X is halogen, alkanesulfonyloxy,
arylsulfonyloxy or haloalkane-sulfonyloxy).
Halogenating agents include, but are not limited to,
25 soCl,, POCli, PCli, PCls, POBri, PBri or PBrg.

Sulfonylating agents include, but are not limited to,
alkanesulfonyl halides or anhydrides (such as
methanesulfonyl chloride or methanesulfonic acid
anhydride), arylsulfonyl halides or anhydrides (such as
30 p-toluenesulfonyl chloride or anhydride) or
haloalkylsulfonyl halides or anhydrides (preferably
trifluoromethanesulfonic anhydride). Bases may
include, but are not limited to, alkali metal hydrides
(preferably sodium hydride)}, alkali metal alkoxides (1

35 to 6 carbons) {(preferably sodium methoxide or sodium
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H, , a conpound of Fornula (50) wherein R3 is N(Me)Et, Rda 10 is Br, Rdb is
H R4c is O, R4d is OV and Rde is H, a conmpound of Fornula (50) wherein
R3is N(Me)Bu, Rda is H, Rdb is H R4c is Ove, R4d is Ow and Rde is 15 H,
a conmpound of Forrmula (50) wherein R3 is N(Me)propargyl, R4a is Br, R4b is
H Rdc is Ove, R4d is Owv and Rde is H 20 a conpound of Formula (50)
wherein R3 is NH(CH(CH3)CH(CH3)CH3, Rd4a is Br, RAb is H R4c is Ove, R4Ad is
Ove and Rde is H 25 a conpound of Fornula (50) wherein R3 is

N( CH2CH~OWe) CH2CH=CH2, Rd4a is Br, Rdb is H Rd4c is OVe, R4d is F and Rde is
H, a conpound of Fornula (50) wherein R3 is 30 N(CH2CH20Me) Me, R4a is Br,
Rdb is H Rdc is Ove, R4d is Ove and Rde is H a conmpound of Formula (50)
wherein R3 is N(CH2CH20Me)Et~ Rd4a is Br, | Z4b is H R4c is Owe) 35 R ld is
OVe and Réde ¢t'shq:|u@se)ooradéwelrtﬁ qavitiume tedohvirddesn RBkabi NnEFRTH20ME) Pr |

Rda is Br, ﬂémfag%' rdferdiid, 1S clYRira e - R@%pké%fﬂaﬂ@deﬁ conpound of

For mul a (50) rein CH2 IVE)CH chPr). R4 Is H R4c is
OVe, R4d is ]ggaz‘ I:\Gla Slgﬁfg ag_{lW of pﬁSFﬁEFQE{(SO) wherein R3
is NH(CH Gﬁ?@é&ﬂﬁ%%nmﬂryl%h)adﬂdd&% tirdiaOMp]l &milnes OVe and Rde is
H, a conpoun JERC AC i s H 10 wherein R3
i's NHCH??Pr)%nQLIF& Hmd%@%ida%ﬂ 3R ngrjigéo? Formul a (50)
wherein R3 @rm@nzwm@é)?rmrﬂast@r a%ﬁ s(PF‘TefRZ}?ébP‘E OVe, R4d is Owe
and Rde is xlﬁﬁx&)ommtofsdiofenﬂsan(a@o)mmﬂd@ Nbi8 hse NWOE(Et) 2~ Rda is

H, R4b i d.R4 d of F |
(50) wher o ﬁw“i«’é Nt vt A5 IR (3 e oratoPBREne. Crad o e
and Rde is hyrefeamipourdedforfonmiled ,( §3)alkydr eitiheR3 (préfHBly2~ Rd4a is

Ve, RAD g5 Koy UG S M) RIS dis O rand RiedieadBath @ compound of Formula
(50) wherein lR3 I'S 2ethyl)p|§)éei,r|d ldy Fﬁﬁ: ’v~b is H R4c is Owe,
Rad is Ove Eﬁﬁpqgqugqurqﬂjor 1,4 1oxane), N N -dialkylformamides

(preferably dimethylformamide), N,N-dialkylacetamides
(preferably dimethylacetamide), cyclic amides
(preferably N-methylpyrrolidin-2-one},

15 dialkylsulfoxides (preferably dimethylsulfoxide),
aromatic hydrocarbons (preferably benzene or toluene)
or haloalkanes of 1 to 10 carbons and 1 to 10 halogens
(preferably dichloromethane). Preferred reaction
temperatures range from -20°C to 100°C.

20 Compounds of Formula (23) may be reacted with

compounds of Formula R3H (where R3 is defined as above
except R3 is not SH, COR7, CO,R7, aryl or heterocaryl)

in the presence or absence of a base in the presence or
absence of an inert solvent at reaction temperatures
25 ranging from -80°C to 250°C to generate compounds of
Formula (l1). Bases may include, but are not limited to,
alkali metal hydrides (preferably sodium hydride),
alkali metal alkoxides (1 to 6 carbons) (preferably
sodium methoxide or sodium ethoxide), alkaline earth
30 metal hydrides, alkali metal dialkylamides (preferably
lithium di-isopropylamide), alkali metal carbonates,
alkali metal bicarbonates, alkali metal
bis(trialkylsilyl)amides (preferably sodium
bis(trimethylsilyl)amide), trialkyl amines (preferably
35 N,N-di-isopropyl-N-ethyl amine) or aromatic amines
- 113 -



a conmpound of Forrmula (50) wherein R3 is cyclobutylamno, Rda is Me, R4b is
H R4c is O, R4d is.Ov and Rde is H, 35 a conpound of Fornula (50)
wherein R3 is N(Me)CH2CH=CH2, R4a is Me, Rdb is H Rd4c is Ove, R4d is Ow
and R ~e is H a conmpound of Fornula i50) wherein R3 is 40 N(Et)CH2CH=CH2~
Rda is MewR4bsios H R4c is Owve, -203 R4d is Ove and Rdedissshkviac«conpound
of Formula (50) wherein R3 is N(Me)CH2cPr, R4a is Me, R4b is H, Rdc is QOWE,
Rdd is F and Rde is H, a conpound of Fornmula (50) wherein R3 is
N(Et)CH2cPr, Rda is Me, RAb is H, R4c is Ove, RAd is OWw and Rde is H 10 a
' conpound of For rrul a (50) wherein R3 is N(Pr)CH2cPr, Rda is Me, R4db is H,

Ric is Owe, ( h% x%qn'es H, ﬂaéra g8IpenHs ‘@éy Fosaulae (3R wherein
R3 is N(I\/E)Pr R4a| 4bh is O%/b g and Rie is H a
conpound of FFIMASE ( & nal%‘yl saﬂtl(:%? ( 4%1° FEEREISRAb is H R4c
is Ove, R4d |pﬂre@$:aaﬁdr Rtm:hamoﬂi ox ethpaodd, olower mﬂlear(éﬂi)cnm@rsei n R3is-
N( Me) Bu, Rda is 2S H a

conmpound of orrm a (I%%gs a%l@’icegélﬁltglr%f a%@ Me, R4b is H,
Ric is OVB, RIhas dW%ﬁﬁF% idsleltthéO ot ¥F PR/ a (50) wherein

R3 is NH(CH( Qﬁ’ae@é(ﬁﬂpﬁatﬁ%@drefﬁ&an%b L$4Hiidéend)s, Gn- R4d is Ove and

Rde is H 3S d of
N( (Ca:HIZEZHZOIVE) %nrﬁ% ss ﬁ%ﬁa%%ykélﬁﬁgh&f%amﬂﬁf |sq'—' and Rde is
H a conpouncﬁl@‘llﬁdranﬂtmr(@)s ibeedienaR3yi dimethyormais Ve, Rd4a is Me,

Ra4b is H R4g g@m i rgype R _cd}{g;ound of
For mul a l% % r%’ib‘i ﬁembéﬁg‘lpy&%dlm-?ls H' Rdc is Owe,

O(\]/QO) wher el n é
R4d is lﬂzoxld@Sa (ESﬁ}g&ﬁﬁ Lyt FB?%Y]&F‘(%’EBXW‘F@Pel n R3is
N( CH2CH20Me) I%rron{34ﬂd &Nroda&lbdr& Hprﬁierablﬂ\benﬁkde iGr Q‘tﬂtﬁﬂi&)R4e is H a

conmpound of For rrul reei;n (R,ggg %&/E) Pr Rda is M,
R~bis H R% 1%6\}2@%"!‘3)? &%1" i 9‘@ a corrpounc} G For nul a
(50) wherein (@;qurably dichloromethane) . Preferred Yeaction
temperatures range from 0°C to 140°C.
15 Some compounds of Formula (1) may also be prepared

using the methods shown in Scheme 15.
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NH (CH (CH3 ) CHCH3 , Rda is M, R~bis H R4c is Owe, 15 R4d is Ow and
Rde is H, a conpound of Fornula (50) wherein R3 is NHCH(cPr)2~ Rda is M,
Rdb is H R4c is Ove, R4d is O and Rde is H, 20 a compound of Formul a
(50) wherein R3 is N(CH2CH20Me) 2, Rd4a is Me, Rdb is H Rd4c is Ove, R4d is
Ove and Rde is H 25 a conpound of Fornula (50) wherein R3 is NHCH(Et) 2,
Ria is Me, R4b is H R4c is OV, R4d is O and Rde is H, and a conpound of
Forrmul a (50) wherein R3 is N(Et)2, Rda 30 is Me, Rdb is H, Rd4c is Ove, R4d
is O and Rde is H 2. A conpound of Forrmula (60) 35 -205 R3J~ _ NNN
- CH3 HgC N Ar FORMULA (60) and i sormmes thereof, ‘stereoi someric forns
thereof, or m xtures of stereoisonerig forns thereof, and 5
pharmaceutically acceptable salt for t hereof, selected fromthe group: a
conpound of Forrula (60) wherein R3 SN Et)2 Ar is

6- di met hyl am no- 4- nethylpyrld 3-Re conpound of Formul a (60) wherein

R3 is 2ethyl pi peri d- 1«;!4!1}!2, | s ,6- d| rret m n@r, el pyrid-3-yl; 15 a
conmpound of Formul a (60 ) n FG(2%)cycI ut yl asedg, Ar is
6- di net hyl ami no- 4- et hy °p§'/?“| -3 a conpouny @PvEet mul a (60) wherein R3
is N(Me) C-i2CHCH2 ~ Ar fs 6- dlnethylanlno- 0 ne&hylpyrld 3-yl; a

conpound of Formula (60)ywherein R3 is N Et)CHZcPr

6- di met hyl am no- 4- ne®fly| pxri d- 3-yl ; 25aconpound or | a (60) wherein
R3 is N(Pr)CH2cPr, ( i 76-9F et hyI am no- 4- me¥l1 pyrNg- ;
OH
HoN \ ~_
HoN
(25) ¥ 2 \

(26)Y = 0, S

For A = N: For A = CR:

1) R'c(=NH)OR, 1) R'(C=0)CHR(C=Y)OR.
+/~ acid, solvent +/~ base or acid,

2) Y=C(R4)2 solvent

+/~- base, solvent

R'C(OR:) 3
+/- solvent

Y
YH R3
Q\ oH see text
R! N
Ar
( 27)Y = 0, S (1) 2 = cn2

A compound of Formula (24) (R. is a lower alkyl group

and Ar is defined as above) may be reacted with

5 hydrazine in the presence or absence of an inert
solvent to afford an intermediate of Formula (25),
where Ar is defined as above. The conditions employed
are similar to those used for the preparation of
intermediate of Formula (4) from compound of Formula

10 (3) in Scheme 4. Compounds of Formula (25), where A is
N, may be reacted with reagents of the formula
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- 206 a conmpound of Forrmula (60) wherein R3 is N(Me)Pr, Ar is

6- di met hyl am no- 4- net hyl pyrid-3-yl; ~ a conpound of Fornula (60) wherein R3
is N(Me)Et, Ar is 6-dinethylam no-4-nethyl pyrid-3-yl; a conpound of Formula
(60) wherein R3 is N(Me)Bu, Ar is 6-dinethylam no-4-nethylpyrid-3-yl; 10 a
compound of Fornmula (60) wherein R3 is N(Me)propargyl, Ar is

6- di met hyi am no- 4met hyl pyrid-3-yl; a conpound of Forrml a (60) wherein R31s
15 N(Et)propargyl, Ar is 6-dinet hyI anm no- 4nmet hyl pyrid-3-yl; a conpound of
Fornul a (60) whereln R3 is NH(CH(CH3) CH(CH3) CH3, Ar is 6- di met hyl am no- 420
met hyl pyri ®&8-(yNH) @Reonpoene Bf lﬁ)rﬁ&ﬂl@e(%@)qura@dn%lﬁsa

N( CH2CHZOME) CH2 s 6-digethyLanino-4-nethyl pyrid-3yl: 25 a
conmpound o qy&rnﬁllgﬁG@)m\‘ﬂlﬁ ral n{:% §s'£ %E%EEC?EO% %%gg 9 IY
6- di met hyl ammio ddmerhyineyti godvent, BﬁOhleﬂﬂ@oblﬂdrgactmeNatm 60) wherein R3

B

6- di net Byl ais n&l@ﬁhhwppryefledaﬁlyl rhboainenpoabkory FDrm:I 41 (60) vvherel n R3

ompound o ARr S 6 s Rl kB8 WIELLY\ BILBRAAT IRL DA RY hfedknde

6- di met hyl am rﬂb&tmerr@t hgl pgsedis- ¢n; iperbnpolvenoftEoghvea (60) wherein R3

i's NHCH(cPrao%np%runu% @‘fle@S%h\mEaf(hﬁP 4wRBLEYAPYSiH-3ndly 15 @ conmpound of
Forrmul a (6Q). wherein

6- di met hyl en(’foﬁ‘dr%lll’?ﬂsngchgeﬁF tﬁa%’:ﬁﬁ‘ﬁﬁﬂ‘?\ﬁl?)‘?s FTFuFae (BY%€ wherei n R3
i s NHCHIQEt )ax Ahose empilowehyfam nbedeomvays pyns deB-gbmplinad adnpound of
For mul a (GQﬂnﬂﬂﬁreWQ)R%o'%owggg%a oéer§mula (7) in Scheme 4.

6- di met hyl am no- | pyr
Alternatlvely, compounds of Formula (25), where A

is CR, may be reacted with compounds of the formula
R1(C=0)CHR (C=Y)OR. (where R! and R are deffned as above
15 and Rc is a lower alkyl group) to give a compound of

Formula (27) (where A is CR) using conditions similar
to those employed for the conversion of compounds of
Formula (21) to compounds of Formula (22) in Scheme 14.
Intermediates of Formula (27} (where Y is O) may be

20 treated with halogenating agents or sulfonylating
agents in the presence or absence of a base in an inert
solvent, followed by reaction with R3H or R2H in the
presence or absence of a base in an inert solvent to
give compounds of Formula (1) (where Z is CR2).

25 It will be recognized by chose skilled in the art
that various combinations of halogenating agents,
sulfonylating agents, R3H or R2H may be used in
different orders of reaction sequences in Scheme 15 to
afford compounds of Formula (1). For example, in some

30 cases, it may be desirable to react compounds with
stoichiometric amounts of halogenating agents or
sulfonylating agents, react with R2H (or R3H), then -
repeat the reaction with halogenating agents or

sulfonylating agents and react with R3H (or R2H) to .
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a conpound of Fornmula (60) wW ~erein R3is 2 25 ethylpiperid-1-yl, Ar is
6- di net hyl am no- 4net hyl pyri d-3-yl; a conpound of Fornula (60) wherein R3 is
cycl obutyl am no, Ar is 6-dinethylam no-4-rnethyl pyrid-3-yl; 30 a conpound
of Formula (60) wherein R3 is N(M)CH2CH=CH2, Ar is 6-dinethylamno-4 -208
met hyl pyri d-3-yl; a conpound of Fornmula (60) wherein R3 is N(Et)CH2cPr, t
Ar is 6-dinmethylam no-4-nethyl pyrid-3-yl; 5 a conpound of Formula (60)
wherein R3 is N(Pr)CH2cPr, Ar is 6-dinethylam no-4-nethylpyrid-3-yl; a
conpound of Forrmula (60) wherein R3 is N(Me)Pr, Ar is 10

6- di met hyl am no- 4- net hyl pyri d-3-yl; a conpound of Fornula (60) wherein R3

s N(Me) Et Ogﬁ,vﬁ'lléonﬁ%gli-é@ ?‘Bl?r%ﬂ% n&l! hyI e (.jfe%c\{:llon %o%d ound of

Forrmula (6 erel
6- di et hyl aw%rmamqﬁmmﬁd e 2524 wheS@ @@w@«;ﬁd@fs ﬁmemna\l@@@) taherein R3

i's N(Me) promégcyrhes Asmp Boyeedli et mﬂearadaﬁre%%qdﬁeb&yllwuelrﬁeélxke a conpound

gf drﬁ;ﬁ;?aﬁgﬁq‘% ‘iﬂ‘fg h@‘{]p@ﬁ%ﬁ?’%—'f(%S té; C@mﬁ’c‘@ BSr ﬁﬁpﬁm%é? wherein R3

s N( CH2CH2 0fie) G-RIGH-GR ,orAt Hes c®nivienstilon arfi notérmetdipkpyrid-3yl; 30 a
conpound of - 5af gl & (ép)pa'ﬂgn%& M i %@%@%vahgﬁgfﬁémés

6- di net hyl am no dmet h G%E' - 209 a conpoun ormul a (60)
wherein R3 (¢haycH-GENe) Et | Ar is 6d|rrethylamno 4met hyl pyrid-3-yl; 5 a
conpound of For mu e 60 wisr eidompdurnasl d‘ﬂ( @HrﬁHZQNH)zl?'), (Rheks v

L0\ D0 30 A a0 Tt BRI £ 0L i R
10 Scheme 15. Intermedlate compounds of Formula (27) may
be alkylated with a compound RfX (where Rf is lower

alkyl and X is halogen, alkanesulfonyloxy or
haloalkanesulfonyloxy) in an inert solvent, (then
optionally oxidized with an oxidizing agent in an inert
15 solvent) and then reacted with R3H in the presence or
absence of a base in an inert solvent to give a
compound of Formula (1). The conditions and reagents
employed are similar to those used in the conversion of
intermediate compounds of Formulae (7) to (12) (or to
20 (13)) to compounds of Formula (1) in Scheme 2.
Compounds of Formula (1) may be prepared from
compounds of Formula (24), using an alternate route as
depicted in Scheme 15. Compounds of Formula (24) may
be converted to compounds of Formula (27) via reaction
25 with compounds of formula NH3NH(C=NH)NHy in the
presence or absence of an acid in an inert solvent,

followed by reaction with compounds RIC(OR.)3; (where R

is lower alkyl and R! is defined as above), using the
conditions employed for the conversion of compounds of
30 Formulae (3) to (17) to (7) in Scheme 10.
Some compounds of Formula (2) may be prepared by
the methods illustrated in Scheme 16.
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a conmpound of Forrmula (60) wherein R3 is NH(CH(CH3) CH2CH3, Ar is

6- di net hyl am no- 4net hyi pyrid

-3-vyl;

Forrmul a (60) wherein R3 is N(CH2CH20Me) 2, Ar is
6- di met hyl am no- 4- met hyl pyrid-3-yl; a conpound of Fornula (60) wherein RS,

is NHCH(Et)2, Ar

Forrmul a (60) wherein R3 is N(Et)2, Ar is

6- di met hyl am no- 4- net hyl pyri
is 2ethyl piperid-1-yl,
of Fornula t60) wherein R3

-4-net hyl pyrid-3-yl;

d-3-yl.
s cycl obstytME- 26 a

i s & di net hyl am no-4- net hyl pyxi d- 3-yl ;

15 a conmpound of Formula (60) wherein R3
is NHCH(cPr)2, Ar is 6-dinethylam.no-~-nethylpyrid-3-yl;

a conpound of

25 a conpound of

a*conpound of Formula (60) wherein R~
Ar is 6- nethoxy -430 nethyl pyrid-3-y3; a conpound
am no,
a conmpound of Formula (60) wherein R3 is

Ar is 6- nethoxy

N( Me) CH2CH=CH2, Ar is 6- nethoxy -4-nethylpyrid-35 Y1. a conpound of

Formul a (60) wherein R3 is N(Et)~CH2cPr,

Ar is 6- methoxy

-4-met hyl pyrid-3-y¢g 10 a conpound of Fornula (60) msherein R3 is

N( Pr) CH2cPr,

(60) wherein R~ i sk N I\/b)g’r, Ar i Ri&k, RPEhexge - 4-
conpound of For a 09) erei n B3ve5e N(Me) Et)
- 4- et hyl pyrid- 8-yl ; co wd of _Fornul g (60)
is 20 6- netho < 4- pyrid-3-yl; a conpo

Ar is]6- methoxy -4-nethyl pyrid-3-yl; co

7

1S

nﬂ?ynd of Fornmul a

IJ?L d-3-yl; i5 a

(Me) Bu, Ar
a (60) wherein R3

is N(Me)propafgyl ,NAr is\6- nethoxy -4-methyRpyrid™yl; 2% a conpound of
Formul a (60) wherein R3 ig,N(Et)propargyl, Ar is 6- nethomns

-4- et hyl pyrid-3yl; 30 a_conpound of Fornula (60Q) erein i's
NHCH( CH3) CH( CHé)é‘B, IAF Ps B- net hoxy - 4net hyl pgrﬁ -3-5‘?'; ér:{3-211 a

conpound of Forrmula (60) wherein R3 is N(CH2CH20Me) CH2CH=CH2, Ar is 6-
met hoxy -4-net hyl pyrid-3-yl;

see text
Y
R
A/ N/N +/- base, )\ /ﬁu
/I\ I \\z solvent - A N o
RY N/ Rl \N
Ar Ar
(1) Z = COH (2)

Compounds of Formula (27b) may be treated with various
alkylating agents R14X (where R1%4 is defined above and
X is halogen, alkanesulfonyloxy or
halocalkanesulfonyloxy) in the presence or absence of a
base in an inert solvent to afford structures of
Formula (28).
then be converted to compounds of Formula (2) by

Compounds of Formula (28) (Y is O) may

10 treatment with halogenating agents or sulfonylating
agents in the presence or absence of a base in an inert
solvent, followed by reaction with R3H in the presence

or absence of a base 1in an inert solvent to give
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r a conmpound of Formula (60) wherein R3 is 5 N(CH2CH20Me) Me, Ar is 6-

nmet hoxy -4-net hyl pyrid-3yl~ a conmpound of Fornula (60) wherein R3 is
N(CH2CH20Me) Et, Ar is 6- methoxy -4-nethyl pyrid-310 yl; a conpound of
Forrmul a (60) wherein R3 is N(CH2CH20Me) Pr, Ar is 6- methoxy
-4-met hyl pyrid-3yl; 15 a conpound of Fornmula (60) wherein R3 is

N( CH2CH20Me) CH2cPr, Ar is 6- nethoxy -4-nethyl pyrid-3-yl; a conmpound of
Forrmul a (60) wherein R3 is 20 NHCH(CH3) CH2CH3, Ar is 6- met hoxy

-4-met hyl pyrid3-yl; a conpound of Forrmula (60) wherein R3 is NHCH(cPr)2 Ax

i's 6- met hoxy, éum‘é hyd %x&&hl?a yl3) 25% QQ{H&&% %fon'aqrt%ln% @@y wherein R3
IS N(CHZCHZOIVE , Ar is 6- neth O)gljezs Ipyrld- 3-yl; a conpound of

Fornul a ( 605°Theiess CF%“‘feer 1 £ the,onse, employed
- 4- et hyI pyfde- e | ¢ortvrexanipa nef cnfndicmadzaat(eﬁajomﬁwmisn (B3)i ®oN(Et)2, Ar is

<212 GO n of Forrrula (60) wher ei n
R3 is 2et hyF%I perélld(]fll) %%r&%ﬁé% dorqui 6 yl pyr| &3 YI'J a conpound of

For nul a X 60Fomersion F@f usrwcgmeﬂmt;ﬂ mnmpumqrs iof Formulae (7) to

4- met hoxy- 6¢gptdy! pyy i g ?saﬂemelq a(uﬁ@wqufmForAwb%n%@Q»e\wer ein R3is
N(Me) CH2CH=CH2, Ar is

4 d- nd of Formul a
(60) \Aherelﬁorﬁ?sp‘f%dsf\l(ﬁ) % r| t“}%’xy’%aﬁrgg’ﬁg‘:éﬁ Grid-3-yl; a
Zonpmﬁnd of wen rw:@orﬁ;ﬁﬁind/\/rleﬁxel lz(gvhlaii-el afNé.Br l@?@iiépélk | éugd X th -
met hox I a_conpound of. Fornu erein is
N( VB) Pr | 7, Gh‘i“r‘f ‘2@/ py%lc%‘ %%{‘r%b‘???ﬁl°§‘ﬁ’ ?%?yﬂcl"a&k@&%&&%&g‘é’g%é{ ! nif'a (60)
wher ei nl0R3 & N{evty) Eolvmnd.s “hest lopti-ohatdivhdxhyiiizéd3wikh 38 a conpound of

Formul a (60Q r t id-3-yl; a
corrpound( Ofé;%@;h‘%fﬁié‘ %db\s/\hlgg ﬁﬁ%ﬂ%s Si()‘?L‘/JNedl\z;g %?‘)(%Eggege t&:@%\l:?)éﬁ

4- et hoxy- euhQQHyhbyﬁqgh@ypresence or absence of a base in an
inert solvent to give a compound of Formula (1). The

conditions and reagents employed are similar to those
15 used in the conversion of intermediate compounds of
Formulae (7) to (12) (or to (13)) to compounds of
Formula (1) in Scheme 2.
Compounds of Formula (1), where Z is COH, may be
converted to compounds of Formula (2) as illustrated in
20 Scheme 16. Treatment with various alkylating agents
R14X (where R4 is defined above and X is halogen,
alkanesulfonyloxy or haloalkanesulfonyloxy) in the
presence or absence of a base in an inert solvent to
afford structures (2). It will be recognized by one
25 skilled in the art that the methods used in Scheme 16
may also be used to prepare compounds of Formula (1)

where 2 is COR7.
For Scheme 16, the terms "base" and " inert

solvent" may have the meanings given below. Bases may
30 include, but are not limited to, alkali metal hydrides

(preferably sodium hydride), alkali metal alkoxides (1

to 6 carbons) (preferably sodium methoxide or sodium

ethoxide), alkaline earth metal hydrides, alkali metal

dialkylamides (preferably lithium di-isopropylamide),
35 alkali metal bis(trialkylsilyl)amides (preferably
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a conpound of Formula (60) wherein R3 is -213 NHCH( CH3) CH( CH3) CH3, Ar is
4- met hoxy- 6net hyl pyri d-3-yl; a conpound of Formula (60) wherein R3 is

N( CH2CH20Me) - 5 CH2CH=CH2, Ar is 4-net hoxy-6-nethyl pyrid-3-yl; a conpound
of Formula (60) wherein R3 is N(CH2CH20Me) Me, Ar is

4- et hoi cy+ 6«met-hyl pyrid-3yl; 10 a conpound of Fornula (606)-wheretrn R3 is
N( CH2CH20Me) Et, Ar i s-4- met hoxy- 6- et hyl pyrid-3yl; 15 a conmpound of Formil a
(60) wherein R3 is N(CH2CH20Me)Pr, Ar is 4-nethoxy 6- met hyl pyrid-3yl; a
conpound of Forrmula (60) wherein R3 is N(CH2CH20Me) 20 CH2cPr, Ar is

4- et hoxy- 6- et hyl pyrid-3-yl; a corrpound of Fornmula (60) wherein R3 is

NH( CH( CH3) CH2CH3, Ar i s 4-net hox met hyl pyri d-3yl; 25 a conpound of
Formul a (GGPth@rEPﬁ(Rﬁlmgthykfﬁ¥F4 leg@)rstﬂlﬁﬁﬂﬁbivuﬁmﬁ%thylpyrld 3-yl;
a corrﬁound (pkeForaphy g@g}dlﬁ\heéepﬁoﬁﬁlkﬁ &MG&&M)&)BSMN i's

4- met hoxy- 6- e I C o] 60 erein R3is
NHCH(Et)2,§£3e£g¥ZB%lne% 8¥ ﬁe?ﬁ%ggg ?ﬁyr r %f%é a conpound of
Formul a (60yradenedn Rgnﬁsthﬁéﬂyentﬁrmﬁx nnﬂbmhnxyn8>ﬁekhykpyrid 3-yl; 5 a

conmpoung oflll%%aal aOQGwa&@eakané{%ltﬁzééhyi RPY ictrbofs, Ar 1S
4, 6-di neth Formul a ( 65) wherein R3 is

cyclobutyl%ﬁ grlds YAPCFEOﬂlggﬂiﬁﬁth9f%§¥Yh ethgre (nr&hsedtd Yof For mul a
(60) mheredmeEByHSerbh)C}Eﬁbtftﬂetﬁerss(gwéféhaﬁmmylpyrid-S-yI; 15 a
& b di met hyPoyEidogopARha 081 2, 8- Eoakdndt | N N oA crhamies
N( Pr) CH2c Pr(prAﬁer-@blyedamﬁ‘éb%fgymml@eM &meﬂlc,edrhydmmt@fmud@swul a (60)
wher ei g R3 (bge e MaHRY, dﬁﬁetﬁyﬂa@eééﬁ?&@Ylp&?é!&é3dﬂbdes

(preferably N-methylpyrrolidin-2-one),

dialkylsulfoxides (preferably dimethylsulfoxide), .

aromatic hydrocarbons (preferably benzene or toluene)

or haloalkanes of 1 to 10 carbons and 1 to 10 halogens

15 (preferably dichloromethane). Preferred reaction

temperatures range from -20°C to 100°C.

EXAMPLES

20
Analytical data were recorded for the compounds

described below using the following general procedures.
Proton NMR spectra were recorded on an IBM-Bruker FT-
NMR (300 MHz); chemical shifts were recorded in ppm (8)

25 from an internal tetramethysilane standard in
deuterochloroform or deuterodimethylsulfoxide as
specified below. Mass spectra (MS) or high resolution
mass spectra (HRMS) were recorded on a Finnegan MAT
8230 spectrometer (using chemi-iocnization (CI) with NH;

30 as the carrier gas or gas chromatography (GC) as
specified below) or a Hewlett Packard 5988A model
spectrometer. Melting points were recorded on a Buchi
Model 510 melting point apparatus and are uncorrected.
Boiling points are uncorrected. All pH determinations

35 during workup were made with indicator paper.

Reagents were purchased from commercial sources
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a conpound of Forrmula (60) wherein R3 is N(Me)Et Ar is 2%

4, 6-di met hyl pyrid-3-yl; a conpound of Fornula (60) wherein R3 is N(M)Bu,
Ar is 4,6-dinethyl pyrid-3-yl; 30 a conpound of Fornula (60) wherein R3 is
N(Me) propargyl, Ar is 4,6-dimethylpyrid-3-yl; -215 a conmpound of Formul a
(60) wherein R3 is N(Et)propargyl, Ar is 4,6-dinethylpyrid-3-yl; a conpound
of Fornmula (60) wherein R~ is 5 NHCH(CH3) CH(CH3) CH3, Ar is

4, 6-di net hyl pyrid-3-yl; a conpound of Fornula (60) wherein R3 is

N( CH2CH20Me) CH2CH=CH2, Ar is 4, 6-di nethyl pyrid-3-yl; 10 a conpound of
Formul a i 60) wherein R3 is N(CH2CH20Me) Me, Ar is 4,6-dinmethylpyrid-3-yl; a

conmpound of Forrmula (60) wherein R3 is N(CHRCH20Me)Et, Ar is.

4, 6- di net hﬁrb‘gri‘ﬂb%??lf"g‘i%s%ﬁ%%'n&‘lﬁff’tﬁﬁ BEAE &°( BEF MEPELHARS i s

N( CH2 CHZOVE) &°r t hé\r g ése ¥ia B - phraves dyt gy raut-13neld. by Donpeunin oandror nul a ( 60)
wherein R3 20 i - i rid-3-yl; a
conpound oﬂbé%yﬁgﬁggﬁ%%%g%heﬁé$%5£é??sINﬁ%H?@%??EE?%Q%?H%?I?%fsy

4, 6- di et hydpyréd: 3- wWew Afork ¢ apgogambrofPressnuliasgpb0) wherein R3 is

NHCH( cPro) 2) AL 1S, 4. 6- di I i d-3-yl ; ound of . Formul a (60)
wherein SR3 ?%rﬁ?%fﬁ%wy&?gﬁr%&ﬁ#(ﬂ%%#\@?%ﬁ?ggsﬁg %ea conpound of
For mul a (603oimenrei syseens NMOgaigP bwlows 4Ferdmpmedysplvent 3-yl; -216 a

conpound ofsFor sk 2 €100) vaharei M tRbd S Blikvén. Al otRerwise, parts
4, 6-di net hylrggrl d- 3- a comnmpound, qof Formul a (60) wherein R3 is

l; 5
2et hyl pi perd 19?1:?‘3’%\?&“—?%5 2% dhetAPyri d-3-yl; a conpound of Fornul a
(60) wherein ~R3 is cyclobutylam no, Ar is 2,6-dinethylpyrid-3-yl; 10 a

compou of For el s NG g‘_"(?lgg? , i

2, 6-di ggt hyl pyr {%g-é@%‘%ﬁmoun oéf I‘—aqr Ir\r/g%a C\%ecrlég%#%ei s

N( Et) CH2cPrthesinyention in fumhpmeahaigyri dhesg| examples,
which set forth the best mode presently contemplated
for carrying out the invention, are intended to

illustrate and not to limit the invention.
15

EXAMPLE 1

Preparation of
2,7-dimethyl-8-(2,4-dimethylphenyl) [1,5-a]
20 -pyrazolo-[(1,3,5]-triazin-4 (3H) -one
(Formula 7, where Y is O, Ry is CHi3, Z is C-CHas,

Ar is 2,4-dimethylphenyl)

A. 1-Cyano-1-(2,4-dimethylphenyl)propan-2-one

25 Sodium pellets {9.8g, 0.43 mol) were added
portionwise to a solution of 2,4-
dimethylphenylacetonitrile (48 g, 0.33 mol) in ethyl
acetate (150 mL) at ambient temperature. The reaction
mixture was heated to reflux temperature and stirred

30 for 16 hours. The resulting suspension was cooled to
room temperature and filtered. The collected
precipitate was washed with copious amounts of ether
and then air-dried. The solid was dissolved in water
and a 1N HCl solution was added until the pH = 5-6. The

35 mixture was extracted with ethyl acetate (3 X 200 mL);
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a conmpound of Forrmula (60) wherein R3 is N(Pr)CH2cPr, Ar is Ar is
2,6-di methyl pyrid-3-yl; 20 a conpound of Formula (60) wherein R3 is
N(Me)Pr, Ar is 2,6-dinmethylpyrid-3-yl; a conmpound of Forrmula (60) wherein
R3is N(Me)Et, Ar is 2,6-dinethyl pyrid-3-yl; 25 a conmpound of Formula (60)
wherein R3 is N(Me)Bu, Ar is 2,6-dinethylpyrid-3-yl; a conpound of Fornul a
(60) wherein R3is 30 N(Me)propargyl, Ar is 2,6-dinethylpyrid-3-yl; a )
conpound of Forrmula (60) wherein R3 is -217 NH( CH( CH3) CH(CH3) CH3, Ar is
2, 6-di net hyl pyrid-3yl; a conpound of Formula (60) wherein R3 is

N(CI-lZCI—lZONESCJ—lC]—lz Ar is 2, 6-dineth rid-3-yl C und of

For mil o ( bBPowiaRet Aot AN AN Gotack oFel Mealchnghiyr i a3yl : 10
a conpound £of  EREAUI agd BN MA(LIFERrdd M FREL QM LElr o Y a' S

2, 6-di net hyl pyrid-3-yl; a conmpound of Fornula (60) wherein R3 is

N( CJ—lZC:I—lZONb)lE’tsa #olid Q%&?j;ne’»t%lyp;ﬂhdﬂ 3NMR (DPCAd3c3APoMHAE) of Fornmul a (60)

wher ei n R3 %1(%%?—%2!\/&9 2cPr, Ar is 2,6-dinmethylpyrid-3-yl; a conpound
of Formul a© GH i's 20 NH(CH(CH3) CH2CH3, Ar is 2, 6-di nethyl
pyrid-3yl; a conpound of For mula (60) wherein R3 is NHCH(cPr)2, Ar is

26dirreth| y I For_mdl whgrein R3 is
N( CHZCHZOI\/E)ZB %ﬂng?g 42/ %2 di rreth I p #:fhgargfl) % r"Hé!t‘j‘lﬁ\él)oun Forrml a (60)

wherein R3 is NBCPEEEySe off ]isc}?r@’oirn@t t‘ﬂy‘lCi -B’hfpyléﬁ’d'oBéna conpound
of Formul az¢6a wheregn RP I audN)Et )Hrd i ziirte -hydrdiceet(2el mpyriod48-yl . -218

mol), glacial acetic acid (45 mL, 0.78 mol) and toluene

10 (500 mL) were stirred at reflux temperature for 18
hours in an apparatus fitted with a Dean-Stark trap.
The reaction mixture was cooled to ambient temperature
and solvent was removed in vacuo. The residue was
dissolved in 6N HCl and the resulting sclution was

15 extracted with ether three times. A concentrated
ammonium hydroxide solution was added to the aqueous
layer until pH = 11. The resulting semi-solution was
extracted three times with ethyl acetate. The combined
organic layers were dried over MgSOs; and filtered.

20 Solvent was removed in vacuo to give a pale brown
viscous oil (34.6g, 75% yield): NMR (CDCl;,300 MHz) :

7.10 (s, 1H), 7.05 (d, 2H, J=1), 2.37 (s, 3H), 2.10 (s,
3H); CI-MS: 202 (M + H).

25 C. 5-Acetamidino-4-(2,4-dimethylphenyl)-3-

methylpyrazole, acetic acid salt
Ethyl acetamidate hydrochloride (60g, 0.48 mol)

was added quickly to a rapidly stirred mixture of
potassium carbonate (69.5g, 0.50 mol), dichloromethane

30 (120 mL) and water (350 mL). The layers were separated
and the aqueous layer was extracted with
dichloromethane (2 X 120 mL). The combined organic
layers were dried over MgSO4 and filtered. Solvent was

removed by simple distillation and the pot residue, a
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3, A compound and isoners thereof, stereoisoneric forns thereof, or

m xtures of stereoisoneric forns thereof, and pharmaceutically acceptable
salt fornms ' S thereof, wherein said conpound is selected fromthe group
4- ((2-butyl)am no)-2, 7-di met hyl - 8- ( 2- net hyl - 4met hoxyphenyl ) -[ 1, 5- a] - pyr azol
0-1, 3,5-triazine; 10 4-((2-butyl)am no)-2, 7-di net hyl -8-(2, 5-di

thyI 4met hoxyphenyl ) -[1, 5-a] - pyrazol o-1, 3, S-tri azi ne,

(3-pentyl)am no) -2, 7-di net hyl - 8- (2, 5-di et hyl - 415

3

4-

(
met hoxyphenyl)-[ 1, 5- a] pyrazol o-1, 3, 5-tri azi ne;
4- ((3- pentyl)am no) -2, 7-di met hyl - 8- (2- et hyl - 4met hoxyphenyl ) -[1, 5-a] - pyrazo
|l o-1,3,5-tri Z|ne
4- (N-cycl opF&p ng?ﬁﬁlyﬁ&b?%p%?%%%%b)(§S7OCH%WW?RHQ??%2Wﬁﬁqﬂﬁt 4- et hoxyphen
yl)-(1,5- a]fpytazclpuilslsatLganne
4- (~N-cycl opr opy GHgeEhyd - %Pf@p‘%{éf&n 09)72m1? &4 'ej yd 2o was added to
8- (2,5 di met hyl - 4- net hox [1, pyrazol o1, 3, 5-tri azi ne;
4-(N-al lyl - R—Eﬁlﬁﬁﬁﬁoﬂﬁégﬁy?)%ﬁ1%0?“?“9'ﬂ| 43 inr thyahany1d-det hoxypheny!
) - [%iS ap- py@&h?ﬂ@yiaBOBBO(t34@2Im6174m41), ethy%zacifam1ﬁ$ﬁe ) )
N-a xyet a o y I net hyl - 4- met hoxypheny
|)-[1, 5- 4] - §§?§ ?o%gsgéiiriy}é‘%%%& d&g‘le}g“b {568 Ay ' ile
4- (di al | yl aresplt2ng- deaet hgn -Bixunetwas -stvetreskygtheradn - [ 1, 5- a] - pyr azol o-
1,3, 5-tri az't@ﬁlpeﬂ'a(:gk@ ot ag @&992 a?c O Heeteiyd - (wh el TRl 11145
met oxyphen é g zol o- -triazine,
4- (N-et hyl - K1—a(52 FﬁB % %"ﬁ% }%rﬁ?ﬁ")‘o ZtG/ At 1Rre B abafy 158 net hoxypheny !
)-[1, 5-aD- pypragaohel 1y8l othe i azlme; reamndl dihgl-fuspension was flltered
N- e

1
Ehy' N (2paPLRE UL AN 80) 5@ Jad! DI Bk Sl el N hoxypheny

I 1,5-a)-pyrazolo Fiazine. 1b 4. oun ornu
\N~ 3 20 FCR@C?Eh@F 7 @h? it $plid was drl in vacuo (31. 4g,

61% yield): NMR (DMSO-dg,300 MHz): 7.00 (s, 1H), 6.90

(dd, 2H, J=7, 1), 2.28 (s, 3H), 2.08 (s, 3H), 2.00 (s,
15 3H), 1.90 (s, 3H), 1.81 (s, 3H); CI-MS: 243 (M + H).

D. 2,7-dimethyl-8-(2,4-dimethylphenyl) [1,5-a] -
pyrazolo-{1,3,5]-triazin-4{(3H) -one
Sodium pellets (23g, 1 mol) were added portionwise
20 to ethanol (500 ml) with vigorous stirring. After all
the sodium reacted, S5-acetamidino-4-(2,4-
dimethylphenyl) -3-methylpyrazole, acetic acid salt
(31.2g, 0.1 mol) and diethyl carbonate ( 97 mL, 0.8
mol) were added. The resulting reaction mixture was
25 heated to reflux temperature and stirred for 18 hours.
The mix was cooled to room temperature and solvent was
removed in vacuo. The residue was dissolved in water
and a 1N HCl1l solution was added slowly until pH = 5-6.
The aqueous layer was extracted with ethyl acetate
30 three times; the combined organic layers were dried

over MgsSO4 and filtered. Solvent was removed in vacuo

to give a pale tan solid (26g, 98% yield): NMR
(CDC13,300 MHz): 7.15(s, 1H), 7.09 (s, 2H), 2.45 (s,

3H), 2.39 (s, 3H), 2.30 (s, 3H); CI-MS: 269 (M + H).
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Rac and isoners thereof, stereoisoneric fornms thereof, or m xtures of
stereoi soneric forns thereof, and pharmaceutically acceptable salt forns

t hereof selected 25 fromthe group: a conpound of Forrmula (70) wherein Ris
Cl, R3is NHCH(n-Pr)2~ Rda is Me, Rdb is H Rd4c is Me, R4d is H and Rde is
H, 30 -220 a conmpound of Formula (70) wherein Ris Cl, R3 is

NHCH( CH20Me) 2~ R4a is Me, R4b is H, R4c is Me, R4d is Hand Rde is H, 5 a
conmpound of Forrmula (70) wherein Ris Cl, R3 is N(CH2CH20Me) 2, Rda is M,
Rdb is H R4c is Me, R4d is H and Rde is H, a conpound of Formula (70)
wherein Ris Cl, R3is -N(cl0 Pr)(CH2CH2CN)~ Rda is Me, Rdbis H R ~c is
Me, R4d is Hand R4de is H a conpound of Formula (70) wherein Ris G, R3
is N(CH2CH20Me) 2~ Rda is Cl, Rdb is H R4c is Me, R4d 15 is H and Rde is H;
20 a conpound of Fornula (70) mhere% PE% 91, R3 is NHCH(CH20Me) 2~ Rda is
Cl, RAb is H Rd4c is Me, R4d is H an ~e is H a conmpound of Formula (70)
wherein Ris Cl, R3 is NHCH(Et) 2, pH¥parast{dn d¥b is H Rd4c is Me, R4d is 'H

and Rde is H 25 a ¢go _of Formula {70 r ei is G, R3is NEt)2,
Réa is Me, R4b is H %@H?g ﬁ/g,‘ERéltZ%]itsr’r%"%énl?jymj;éberlyrsi)E;lé‘@&ﬁrpound of

Formul & (70) wherei h1R2i 3] €trim@ole- [INh3D Fy{HICHIGR) ~-oRéa is Me, R4b s
H Rdc is Me, RAd i(gomand R4ewhgrgt¥ai§quqwqupkmggrguhg {70) wherein R
is Cl, R3is -N(nHu) (CH2CH2CN)~ Rda is Me, R4b is H 'Réc’is Me) R4d 35 is H
and Rde is H a conpound oRrFbsnailé §r)indthwipheaRyild Cl, R3 is
NHCH( n- Pr) (CH20Me), R4a is Me, RdAb is H R4c is Me, R4d is Hand Rde is H
40 a conpound_of Forpula (70 erein Ris Cl, R3 is NHCH(Et)2, Rda is M,
R4b is H, ﬁMleghﬁﬂﬁggﬁghyiéz32214'6?¥%ﬂﬁ?§§ﬁ99@?ﬂ¥l)aSConpound of Fornul a
(70) wtkereanifotsi&iol&3 i s NHCH( CH20Me) 2~ Rd4a is Me, R4b is H R4c is Owe,

Rad is Hand Rig $yfhire of 2,4,6-trimethylbenzyl cyanide (1.0g,
6.3 mmol), benzyl azide (0.92g, 6.9 mmol) and potassium
t-butoxide (0.78g, 6.9 mmol) in tetrahydrofuran (1io0mL)
was stirred at ambient temperature for 2.5 days. The

15 resulting suspension was diluted with water and
extracted three times with ethyl acetate. The combined
organic layers were dried over MgSO4 and filtered.

Solvent was removed in vacuo to give a brown oil.
Trituration with ether and filtration afforded a yellow
20 solid (1.12g, 61% yield): NMR (CDCl;,300 MHz):7.60-7.30

(m, SH), 7.30-7.20 (m, 2H), 5.50 (s, 2H), 3.18 (br s,
2H), 2.30 (s, 3H), 2.10 (s, 6H); CI-MS: 293 (M + H).

~ B. 4-(2,4,6-Trimethylphenyl) -5~-aminotriazole

25 Sodium (500 mg, 22 mmol) was added with stirring
to a mixture of liquid ammonia (30 wmL) and 1-
phenylmethyl-4-(2,4,6-trimethylphenyl) -5-aminotriazole
(1.1g, 3.8 mmol). The reaction mixture was stirred
until a dark green color persisted. An ammonium

30 chloride solution ( mL) was added and the mixture was
stirred while warming to ambient temperature over 16
hours. The residue was treated with a 1M HCl solution
and filtered. The aqueous layer was basified with a
concentrated ammonium hydroxide solution (pH = 9) and

35 then extracted with ethyl acetate three times. The
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a conmpound of Foxmula (70) wherein Ris Cl, R3is (S) NH (CH2CH20Me)

CH20Me, R~a is Me, Rdb~ is H R4c is M, R4d is Hand Rde is H, 10 a
conmpound of Forrmula (70) wherein Ris Cl, R3 is NH(CH2CH20Me) CH20Me~ Rda i s
Me, RAb is H Rd4c is Me, R4d is H and Rde is H 15 a conpound of Fornul a
(70) wherein Ris Cl, R3 is N(CH2CH20Me) 2~ Rd4a is Me, R4b is H Roc is CI,
R4dd is H and Rde is H a conpound of Formula (70) wherein Ris Cl, R3 is 20
NH(Et)~ R4da is Me, RAb is H Rd4c is Me, R4d is H and Rde is H, a conpound
of Fornmula (70) wherein Ris Cl, R3is NHCH(n-Pr)2~ R4a is Me, Rdb is H

Ric is Cl, RAd 25 is Hand Rde is H, 30 a conpound of Fornula (70) wherein

Ris Cl, R3ompibedHozddnle) 2aykéa werbbdriRdd oveir! MJ®my andCl, R4d is H and
Rde is H, a conmpound of Forrmula (70) wherein Ris Cl, R3is (S
NH( CH2CH20 G L CRZERe~ 994 VERE \WasREBMPYen IR4¥aFuo (8O F4ME iS H and Rde is H:

35 a CO”DOly'&d.l@fd Eeﬂmd g5 60mgvewhiiBhRwas kdmod®nésudNHiyCHi2 G2 0Me) CH20Me,
Rda is Me, R4b

IS i H 4e is H a conpound of
For mul a (7&)aywﬁe é‘ifr?“ﬁ "é’réﬁgyr\%'Faeég”h cﬁggg “(CH2CH2CN) ~ Rda is Me, Rdb
is H Ric NMRONEDOR4d 30 MHahd Gm%7|ésH 2HPP23. 68 Tdifhoart sof Fornul a (70)
wherein R i NGEL ) 2 . R4b, LS Ove, R4d is H
and Rde i32%9'52a§§od%bu%§50f F?Pnﬁﬁa F;S) gﬁ??%lnfﬁ?rﬂfcﬁﬁ”ns is (S
NH( CH2CH20Me) CH20Me~ Rd4a is Cl, R4b is H, R4c is Me, R4d is H and Rde is H;

10 a compognd of;_ 'i%”sulsaﬂ%cm%ﬁeny&m% -Sde i d SndHGHRGP 0Me) CH2OM,
Rda is O, R4b i Ac IS Hand Rde is H a conpound of

For mul a (7GF6®H€ré94qQﬁ@§tC1 R3is 15 N(Et)2~ R4a is Cl, Rd4b,is H R4c is
Me, R4doi s H and RdetisreHofas4eqrpoysdtafimkohylphedyD)-svherein Ris Cl, R3

15 NOPr) LHRARY - 819 oo b, B30l by Figcho) Qfec AL |0 1 and e

is H a conpou {vmae ) ( CH2CH2CN)
Rda is Cl, 2RAbmgs R, mRed )i gnﬁfeg rGdails apesia ®aidi 0 H w5 a &hpound of

Formul a (7%0\&*76&%' %d%clom@%a.183(lsSmLNHGbls( B PEré&HOMDbidMa is Me, RAb is
H R4c is Owe, IS and ound of Formula (70) wherein

R i 6 Gl RECTEEIRAE (B ( PRSBRE) | T TPEULA LRI TRen e A, b, Rad 1 &
H and Re ifdilideredccambuhed cblEecneHasEl@y whereash&liwitlh, R3 is 35

NCE) 2 BBk, St b2 HhnBle, [y Mda O agpalite 15 1 8
is H R4c whitkk soR4d i(@940ml, aad%R&eeﬂﬁ)H NMR (DMSO-dg, 300
MHz):7.90-7.70 (br s, 0.5H), 7.50-7.20 (br. s, 0.5H),
6.90 (s, 2H), 6.90 (s, 2H), 3.50-3.10 (br s, 3H), 2.30-
20 2.20 (br s, 3H), 2.05 (d, 1H, J = 7), 1.96 (s, 6H),
1.87 (s, 6H); CI-MS: 244 (M + H).

D. 5-methyl-3-(2,4,6-trimethylphenyl) [1,5-a] -
(1,2,3])-triazolo-{1,3,5]-triazin-7(4H) -one

25 Sodium (368 mg, 16.2 mmol) was added with stirring
to ethanol (10 mL) at room temperature. After the
sodium had reacted, 4-(2,4,6-trimethylphenyl)-5-
acetamidino-triazole, acetic acid salt (490 mg, 1.6
mmol) and diethyl carbonate (1.6 mL, 13 mmol) were

30 added. The reaction mixture was stirred at reflux
temperature for 5 hours, then cooled to room
temperature. The reaction mixture was diluted with
water; a 1N HCl solution was added until pH = 5-6 and

three extractions with ethyl acetate were performed.
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a conmpound of Formula (70) wherein Ris Cl, R3is -223 N( CH2CH20Me) 2,
Rda is Br, RAbis H R4c is O, R4d is H and Rde is H a conpound of
Formula (70) wherein Ris Cl, R3 is 5 NHCH(CH20Me)2, R4a is Br, R4b is H,
Ric is OV, R4d is Hand Rde is H a conpound of Formula (70) wherein Ris
Cl, R3is N(Et)2, Rdais Me, RAbis H R ~c is Cl, R4d is H 10 and Rde is
H, a conmpound of Formula (70? wherein Ris Cl, R3is N(Et)2, Rda is Cl, R4b
is H R4c is Ovk, RAd is OV and Rde is H, 15 a conpound of Fornula (70)
wherein Ris Cl, R3is NHCH(Et)2, R4da is Cl, RAb is H Rd4c is OWe, R4d is
Ove and Rde is H, 20 a conpound of Fornula (70) wherein Ris Cl, R3 is
N(CH2CH20Me) 2, Rda is Cl, RAbis H R4c is Cl, RA4d is Hand Rde is H, a

conpound of-rrfeorcr&uxﬁr{eggbr g&_@i Ralels fdreR3risda &NW&H%&%@Z, Rda is

Cl, RAb is H R4c is , R4d is Hand Rde is H a conpoun& ormula (70)
wherein R ifsl€Cere | Sollyeny( CR2CHREGMNy¢dRla vac@®d, tdRdpives &, R4c is Cl, 30
R4d is H and .R4e is H. a cogpound of Forpula (70) wherein Ris Cl, R3is"-
NCBu) CEt) - Viekd ovs p Tan, AREERAP 106 th Tatled 30 A hiony a5 a
conpound ofaffomdeda a 7@l lnkvesoladR(B80Chg, RB9% sy N IGH( EINMBH20Me, Rda is Cl,
Rab is k. R4edis, Sho RAd)LsgthandsRisyy s 4sg onpo f Formula (70)
wherein"Ris Cl,%'RS is -)NHCH( Et)qszj R4):a'is 01,6%433@;%,‘%%25%1'3 Cl, R4d is
-224 H a#)R4e .i1® Hs,a6HonpOunMSof 2For (bl & ¥70) wherein Ris Cl, R3 is
NHCH(Et)2, Rda is Me, RAb is H R4c is Me, R4d is Hand Rde is H a
conpound of Forrmula (70) wherein Ris Cl, R3is , NHCH (Et) 2 ~ Rda is Ci1,
R4b is H Rdc, is M, R~d is H and BXAMPLE 3

Preparation of 4-(di(carbomethoxy)methyl) -
10 2,7-dimethyl-8-(2,4-dimethylphenyl) [1,5-a] -pyrazolo-
1,3,5-triazine
(Formula 1, where R3 is CH(CHCO,;CH3)3, Ry is CH;, Z is
C-CH3, Ar is 2,4-dimethylphenyl)

15 A. 4-chloro-2,7-dimethyl-8-(2,4-dichlorophenyl) [1,5-
al- pyrazolotriazine
A mixture of 2,7-dimethyl-8-{(2,4-
dimethylphenyl) [(1,5-al
-pyrazolo-1,3,5-triazin-4-one (Example 1, 1.38g, 4.5
20 mmol), N,N-dimethylaniline (1 mL, 8 mmol) and
phosphorus oxychloride (10 mL) was stirred at reflux
temperature for 48 hours. The excess phosphorus

oxychloride was removed in vacuo. The residue was

poured onto ice-water, stirred briefly and extracted
25 quickly with ethyl acetate three times. The combined
organic layers were washed with ice water, then dried
over MgSO, and filtered. Solvent was removed in vacuo
to give a brown o0il. Flash column chromatography
(ethyl acetate:hexanes::1:4) gave one fraction (Rf =
30 0.5) Solvent was removed in vacuo to afford a yellow
oil (1.0g, 68% yield): NMR (CDCl;,300 MHz): 7.55 (d,
1, J = 1), 7.38 (dd, 1H, J = 7,1 ), 7.30 (d, 1H, J =
7), 2.68 (s, 3H), 2.45 (s, 3H); CI-MS: 327 (M + H).
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10 a conpound of Formula (70) wherein Ris Cl, R3 is NHCH(Et)2~ R ~a is M,
Rib is H Rd4c is Cl, R4d is Hand Rde is H 1S a conpound of Formula (70)
wherein Ris Cl, R3is NEt2~ Rdais Me, RAb is H R4c is O, R~d is H and
Rde is H, and a conpound of Fornula (70) wherein Ris Cl, R3 is 20
N(Pr)(CH2CH2CN) ~ Rda is Me, Rdb is H Rd4c is OWw, R4d is Hand Rde is H, a
conpound of Fornula (70) wherein Ris M, R3is NHCH(n-Pr)2~ Rd4a is M,
R~bis H Rocis M, RAd 25 is Hand R ~e is H 30 a conmpound of Formul a
(70) wherein Ris M, R3 is NHCH(CH20Me)2, Rda is Me, Rdb is H, R4c is M,
Rad is H and Rde is H, a conpound of Fornula (70) wherein Ris Mg, R3 is

N( CH2CH20Me).2, Rda,is R4b .is H, ~ J4.S 4d|s H_a Rie is H 35 a
conmpound ofgaForr’rﬁT é\d ﬁr%%?%h%ﬂrf‘esé%l,)'%% "ﬁ(t&y (BC&%C@ZCN) Rda is
Me, R4b is H, RMlmstmpWI)s[HFamﬂmgamlH 1a3c(5n‘]1£m1radmfe Formul a (70)
wherein Ris M) 2, 4RalsS H Rdc is
Me, R4d is H andsg@luﬁﬁ h}ﬁdrf@e Méa_%q(?g%%‘%m 80R?®|forrrum°l? 8’) wherein Ris
Me, R3 i3 NERERefpoMelh chexenes st"Glce'Rﬂ?qaé"tlffd RECeTs eeh maghiggH and Rde
is H 5 a caﬁﬁoualde@fuﬁmmrmjcm)uy\h&nﬁrawano&uwan R&urs NH@E(Et)2, Rda is

Cl, RAb is H Rdc is M i S de a,cQ ndo orrrula(?O)
wherein R ig ﬁfé,fuﬁsg‘l‘so Ckl’—_l?}flz m% A :%s I\;P? 3:-3@6 "Ef%qll;{ EHE/E Rad is
and Rde is K2 @to@@uﬁ@d@ﬁ doopwi ge (RET \ﬂl@rléhndﬂmslglvyhll@ Esme
o N( g(F)’r) (CH2 @&us 'év&ﬁ%t?igﬁp drisdda R4Q\ '&1%11084@f15N'&:§|1_|5'§?gq{254_Ed\|)5
a, conpoun er ei is -N(nHu ~
Rda is rr% B- é““F—F ‘F?\z,i@ (ﬁF&esl E?H a conpound of
Formul a (70) V\hepxaraazﬂmtsri\b;nﬁ?) (. SWCH( JEPMMoCH2GME PHFR42 mB) Me, R4b is
H R4c is 70) wherein
Ris M, mwﬁgwg%g@kg@eééi\gn é?b)& Qh%fn 5?79% (I s) H and Rde
is H a conpbdal af nHeFeReR %ms%@%lﬁpm% hgmirsrs The30 NHOH( CH20Me) 2,
Rda is M, Be.l:,bltisngi;l siéSensi SMBvadYshuiredd ontd RAeelS ald a conpound of

o b Rk bBESREe et il it eyl fseeate.”) T MBnwinda! o 1O TP

organic layers were washed once with brine, dried over

MgSO, and filtered. Solvent was removed in vacuo to

give a brown oil. Column chromatography {(ethyl
acetate:hexanes::1:9) afforded, after removal of

20 solvent in vacuo, a pale yellow solid (Rf = 0.2, 250
mg, 35% vyield): mp 50-52°C; NMR (CDCli, 300 MHz): 12.35
(br.s, 1H, 7.15-7.00 (m, 3H), 4.40 (g, 2H, J = 7), 4.30
(q, 2H, J = 7), 2.4, 2.35, 2.3, 2.2, 2.1 (5 s, 12H),
1.4 (¢, 3H, J = 7), 1.35-1.25 (m, 3H); CI-HRMS: Calcd:

25 411.2032, Found: 411.2023.

EXAMPLE 6

Preparation of 4-(1,3-dimethoxy-2-propylamino) -
30 2,7-dimethyl-8-(2,4-dichlorophenyl) (1,5-a] -pyrazolo-
1,3,5-triazine

. (Formula 1, where R3 is NHCH(CH,0CH3)3, R; is CHj3, Z is
C-CH3, Ar is 2,4-dichlorophenyl)
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a conmpound of Formula (70) wherein Ris Me, R3 is NH(CH2CH20Me) CH20Me, R4a
is M, RAb is H Rd4c is Me, R4d is H and Rde is H a conpound of Fornmul a
(70) wherein Ris M, R3is -226 N(CH2CH20Me) 2, Rd4a is Me, R4b is H R4c
is O, RAd is Hand Rde is H, a conmpound of Formula (70) wherein Ris M,
R3is 5 NHE)~Rdais M, RAbis H Rdc is M, R~dis Hand Rde is H, a
conmpound of Forrmula t70) wherein Ris Me, R~ is NHCH(n-Pr)2, Rd4a is M, R4b
isH Ricis Cl, RAd I1Ois Hand Rde is H 15 a conmpound of Forrmula (70)
wherein Ris Mg, R3 is NHCH(CH20Me)2, Rda is Me, R4db is H Rd4c is Cl, R4d
is Hand Rde i s4 HehBosonpornd ey md @ ,(@7Q) crhe@ipheRyl§ (Mes-R3 is ()
NH( CH2CH20Me) CH20Me %ﬁ4a is M, RAbis H Rdc is A, RAd is Hand Rde is H,
20 a conpot d HYF AP Y herein Ris Me, R3 is NH CH2CH20Me) CH2OMe,
R~ais M, R4bklrslzlet;uﬂﬂoofs2£7i-dmscthysl—lﬂ~a(r2d4R4e is H a conpound of
Fornula (7, i r e Rda is Me, Rdb is
H R4c |s %i\!/té &11)%1\/% ﬁséﬁ?%%%oango)gn?ﬁ?géorw §70) wherein R
is Me, SR3 f%"ﬂ‘@t? 2l RYa38S MBS s I Nq&’em%hmﬂ/émmaelé H 30 and R ~ a

i s H; 35mm, commsbhd id fshcapitoid)oxpetrieride i(3oMaL) Rwaks (S)

NH( CHZCHZO 2 4 4 and Rde is H;
a corrpoun ICHO‘?%‘f Re('éjolki erpeeang)tFEl Iiiﬁé: i&alhourﬁH( %&I—Eﬁﬁ/ﬁ THooMe, R4a
is Cl, Ri tl)Hl@SIPhOJRAI% Pxy Nl oTRAtE Wi sH ZemeVRAe 1ins VIECU0 aTbenpound of Formul a
i 70) wher ej8s Rihs Wes ;%iu!-éd Nsr@a Zedacet, Cle B4R BrilecRicans Mo, RAd is

M) Eptaig S R e Sl e el (e g iora Bt o e <
H, a conpocorb odedroprgami ¢ Mymr\&re Rasheke wikbh iiwe- Maclr) (CH2CH2CN), Rda
(0 wher o AR AETRE 47 TSt P e onEr vl Fafher “Rib s 14 Ric
is Owe, FMﬂbmdwéﬂaﬁd weud tdlgive a brown o0il. Flash column

chromatography (ethyl acetate:hexanes::1:4f gave one

15 fraction (Rf = 0.5) Solvent was removed in vacuo to

afford a yellow oil (1.0g, 68% yield): NMR (CDCl;,300

MHz): 7.55 (d, 1H, J = 1), 7.38 (dd, 1H, J = 7,1 ),

7.30 (4, 1H, J 7), 2.68 (s, 3H), 2.45 (s, 3H); CI-MS:

327 (M + H).

20
B. 4-(1,3-dimethoxy-2-propylamino) -2, 7-dimethyl-8-
(2,4- dichlorophenyl) [1,5-a]-pyrazclo-1,3,5-triazine

A mixture of 4-chloro-2,7-dimethyl-8-(2,4-

dichlorophenyl) [1,5-a]} -pyrazolo-1,3,5-triazine (Part A,

25 570 mg, 1.74 mmol), 1,3-dimethoxypropyl-2-aminopropane
(25mg, 2.08 mmol) and ethanol (10 mL) was stirred at
ambient temperature for 18 hours. The reaction mixture
was poured onto water (25 ml) and extracted three times
with ethyl acetate. The combined organic layers were

30 dried over MgSO4 and filtered. Solvent was removed in
vacuo. Column chromatography (CH;Cl,:CH30H::50:1)
afforded one fraction. Removal of solvent in vacuo

gave a solid (250 mg, 35% yield): mp 118-120°C; NMR
(CDC15,300 MHz): 7.50 (s, 1H), 7.28 (dd, 2H, J = 8,1),
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15 a conpound of Fornula (70) wherein Ris Me, R3 is -NHCH (n-Pr)(CH20Me),
Ria is Cl, RAb is H R4c is Me, R4d is Hand Rde is H, a conpound of
Forrmula (70) wherein Ris Me, R3is 20 NHCH(Et)2~ Rda is Br, R4db is H, Rdc
is Ov) R4d is Owe and Rde is H a conpound of Forrmula (70) wherein Ris
Me, R3is NHCH(Et)2, Rda is Br, R4db is H Rd4c is Ove, R4d is 25 H and Rde
is H a conpound of Forrmula (70) wherein Ris M, R3 is N(CH2CH20Me) 2, Rda
is Br, RAb is H R4c is Ove, R4d is Hand Rde is H, 30 a compound of
Formula (' 70) wherein Ris Mg, R3 is NHCH(CH20Me)2, R4a is Br, R4b is H,
R4~ is OMe, eR4d i@, HLENdIR4es8) s 4, 7854 asgolpouli) 0f3 For-Bulsé {(#0) wherein R

is M, R3 i (Et) R Me,, b,Ls R d i ad Rde is H
a conpound 0 ﬁFB\IFo%n{%?a %']"70§ﬁwl‘1ere|g%ﬁ1 é?é ﬁﬁ)e Aﬁgﬁsg (< 3@@ %@ Rda is O,
Réh is H REsled: oMY . RAA2i sFomed and0 Rak085; mnalmssts C@l@&méeﬁd of Formula
(70) wherei &15{% Iyﬁso cl ssl 6 CH(HEL )21 Rdanj s1Clo7 Réh i 37H2gR4c is Owve,
R4d is Ove and : a conpound of Fornu3a (70) wherein R is Me, R3

i s N CH2CH2EMeNE ; Rya5238@:1 HR4H.98, . R4e- 73, Fl, A4 5% Hand R~e is H a
compound of Formula (70) wherein R is Me, R3 |s 10 NHCH(CH20Me) 2, Rda is
Cl, RAb is H Rdc is Cl, R4 H and.Rde is und of Formula (70)
wherein Ris M, URLPEstREPA O(’EI—E@EWIESI@% ’go‘%flglr%%lﬁni stkﬂ “Rac is C1,
15 R4d is HtandnR4ekidlkld 28 aheoapounf ofg&mm:t)mtth?iﬁ)la/m@m n Ris M, R3
is N(Bu) (Et Sq L s H de is H a
conmpound of)f cl):]?ért?fﬁha %é \Aﬁgpéling%a fo ogBT?lgﬂél\ilsHés-l(4Et) E:)gl\/le Rda is C1,
R ~b isl$y R‘J-’e@ai'-’§dCI R4d is Hand R ~e is H 25 a conpound of Formul a
f70) wherein Ris Mg, R3 is NHCH(Et)2, Ryais C, R~bis H Rd4c is Cl, R4d

SO, 12 Hhengtamaun o2 s ERAUUL  PRlabEet S R ol B 15 %0
conpound of biyoriml me(:ﬁ@)isvvlcpgménneﬁl is M’éamRSeSsl NHCH(E9R 6.Rya i s CI R ~b

is H R-~c Q'ds Hb%@qgt a §tha§0§mw1 ofy Ry mul a (70)

nsed” a i 1osae i r R )
wher ei n Rlsﬁg%ﬂg 4a 1S R4C|s Cl, R4d is H
and R4el?s Hropyl Me 1s me y Et is et y Bu is utyl Ex 1s

Example.
TABLE 1
20
R3
/l\ N
NZ NN
Z
\ .
N
Ar
Ex. pA R3 Ar mp(9C)
25 62 C-Me NHCH (CH,0Me) 2 2,4-Cly-Ph 118-120
391bz  c-Me N {CH3CH0Me) 2 2-Me-4,6- (MeO) 2Ph o1l
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40 a conpound of Forrmula (70) wherein Ris M, R3is -229 NEt 2~ Rda is
Me, Rdb is H R4c is~Owve, R4d is Hand Rde is H, and a conpound of Fornmul a
(70) wherein Ris M, RBis 5 NPr)(CH2CH2CN)~ Rda is Me, Rdb is H R4c is
Ove, ' R4d is Hand Rde is H, a conpound of Formula (70) wherein Ris F, R3
iS NHCH(n-Pr)2, Rda is Me, R4db is H Rd4c is M, R4d 10 is Hand Rde is H
15 a conpound of Formula (70) wherein Ris F, R3 is NHCH(CH20Me) 2~ Rda is
Me, RAb is H Rd4c is Me, R4d is H and Rde is H, a conmpound of Formula (70)
wherein Ris F, R3 is N(CH2CH20Me) 2~ Rda is Me, Rdb is H R4c is Me, R4d is
H and Rde is H 20 a conpound of Forrmula (70) wherein Ris F, R3 is
-N(cPr)(CH2CH2CN), Rd4da is Me, Rdb is H R4c is Me, RAd is Hand R4de is H, a
compound of Fprmula (70) wherein Ris F, R3is 25 N(CH2CH20Me) 2~ Rda is
Cl, R4b is ¥ ‘h4c‘%§e|ve R4d is MEShd Rde is |2| Mer tcbnftsiheFof Fdrful a (70)
wherein RIS _Fy NHCH( CH 4a 1S Rab i s, H 4c is Mg, R4d 30
is Hand R ésls E%Ig corrpound%g:‘v?) enﬁﬁla (70) e?iél n&ﬁof hF R3 is
NHCH(Et)2, Rd4a is Cl, RAdb is H R4c is Me, RAd is H and Rde isi1dd-186 a
compound of Formula (70) wherein Ris F, R3is N(Et)2, Rdais M, Rdb is H,
Ric is M, R4d is Hand Rde is H 40 -a corrpound of Fornula (70) wherein R
is F, R3|§‘IQW51F59RG~HQ3@EZ@N) Rda is Me, Rdb is H, R4c is Me, R4d -230 r

lsN HBandGI32ml2$ Afa X 4§1<qur¢@ .0k, Fg@"',i,ba 703 y\fﬂerlelR%RSw FcHJ_ R3dl ;4 "
a ((ngl;él(,lnd of gﬁmﬁaaa(%ﬁ“% ?’ﬁ §<2rs gFégi N NHER( Y Plr(')‘sl((:l-lg(r)lwb) ~eRI4; i's
Me, Rdb is H RAcZis0M, R4d is H and R4e is H 10
10 bu) Analysis Calcd: C: 65.90, H: 7.72, N, 18.27;
Found: C: 65.77, H: 7.62, N: 18.26.
bv) Analysis Calcd: C: 65.02, H: 7.38, N, 18.96;
Found: C: 65.01, H: 7.43, N: 18.68.
bz) CI-HRMS: Calcd: 430.2454; Found: 430.2468(M + H);

15
EXAMPLE 431
Preparation of 2,4,7-dimethyl-8-(4-methoxy-2-
20 methylphenyl) [1,5-a) -pyrazolo-1,3,5-triazine

(Formula 1, where R3 is CH3, Ry is CHiy, Z is C-CHy, Ar

is 2,4-dimethylphenyl)

S-Acetamidino-4- (4-methoxy-2-methylphenyl) -3-

25 methylpyrazole, acetic acid salt ( 602 mg, 2 mmol) was
mixed with a saturated NaHCO3 solution (10 mL). The
aqueous mixture was extracted with EtOAc three times.
The combined organic layers were dried over MgSOg4,
filtered and concentrated in vacuo. The residue was

30 taken up in toluene (10 mL) and trimethyl orthoacetate
( 0.36 g, 3 mmol) was added to the suspension. The
reaction mixture was heated to reflux temperature under
a nitrogen atmosphere and stirred for 16 hours. After
being cooled to ambient temperature, the reaction
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a conmpound of Forrmula (70) wherein Ris F, R3 is NHCH(Et)2~ Rda is Me, R4b
is H R4c is Ov) R4d is Hand Rde is H, 15 a conpound of Fornula (70)
wherein Ris F, R3 is NHCH(CH20Me) 2~ Rda is Me, Rdb is H R4c is Owe, R4d
is Hand Rde is H, a conpound of Fornula (70) wherein Ris F, R3is (S 20
NH( CH2CH20Me) CH20Me~ Rd4a is Me, R4b is H) R4c is Me, RAd is H and Rde is H,
a conpound of Fornula (70) wherein Ris F, R3 is NH(CH2CH20Me) CH20Me~ R4a
is M, RAb is H R4c is 25 Me, R4d is Hand Rde is H, 30 a compound of
Formula (70) wherein Ris F, R3 is N(CH2CH20Me) 2~ Rd4a is Me, R4b is H R4c

iRg C1, Nﬁ?g i)rﬁik‘%@ﬂéi ﬁg&:dl_\gzcéﬂmaawmnm@u%c% Egl h@ ﬁﬁ%i 2r ein E i's 5,5
is t)~ C.,IS S an eis H . a
conmpound of %f’r‘r%t ?%m g}eqrr}?tigqrsapﬁy Fg?litsl HERER - Br } g Rda is Me, R4b
:A;s H, Rd4c |sffde%£&;i dftdt amind%g. i Hol&e@tCQEﬁpw&don aF%Imba (70)C
erein Ris_ F IS 4 H 4c is C1,
R4d is H and %713 g%éil G#%H %'(\){lr?p(t)“gr‘ldégf‘ I\F/ﬁ’ﬁl) B‘/‘B) (SQHS étn Ris F,
R3 is (S)5 NH(@]&-{Z@I?DNE) QP O~ Maa s &b, B4b i(d,HiHR4o kSsi1€), eRd4d is H and
R~eis H 5 cojwpound For (70) er| IS R3,i
NH( CH2CH20Me dj‘@rz ohE. ‘?{4a0€{ L @Jﬁ}n R4§ ?5 &t Eﬂ&l 2-PPalf rae is H
. a conpound3®¥. Fordulw (3?'U) v?rrélr%l(ﬁ* R3Hé FCIRBRMS : - N(ﬁQGJCQrJ(CHZCHZCN)
Rda is Me, Rédz|ssth, Rlsuris: Ods . 1R4a i(m B gpd Rde is H a conpound of
Formula (70) wherein Ris F, R3is N(Et)2~ R4da is Me, Rdb is H, R4c is Ow,
Rad is H 15 and Rde is H, a compound of Formula (70) wherein Ris F, R3is
(S) NH( 2CH20Me) CH20Me~ R4a is Cl, Rdb is H, R4c is Me, R4d is H and Rde
is H 20 a compound of Formula (70) wherein Ris F, R3 is
NH( CH2CH20Me) CH20Me~ Rd4a is Cl, R4b is H, R4c is Me, R4d is H and Rde is H,
25 a conmpound of Formula (70) wherein Ris F, R3is N(Et)2, Rda is Cl, R4b
is H R4c is Me, R4d is H and Rde isEﬁmé‘b(mund of Fornmula (70) wherein
Ris F, RBis -N(c30 Pr)(CHRCH2CN), Rda is Me, Rdb is H R4c is Owve, R4d is
Hand Rée is H a conpound’oRY&EPHYit 2 TeE)y b @ 1eIRATOF, R3 i s

- N(cPr) (1IBH2CH2CN) ,  R4a; -infee tGilsl gR&YILY piraBbgoi( , BRa]l PdidPaifieH and Rde is
H, (Formula 1 where A is CH, Rl is Me, R3 is OH,

Z is C-Me, Ar is 2-chloro-4-methylphenyl)

5-Amino-4- (2-chloro-4-methylphenyl) -3-

20 methylpyrazole (1.86 g, 8.4 mmol) was dissolved in
glacial acetic acid (30 mL) with stirring. Ethyl
acetoacetate (1.18 mL, 9.2 mmol) was then added
dropwise to the resulting solution. The reaction
mixture was then heated to reflux temperature and

25 stirred for 16 hours, then cooled to room temperature.
Ether (100 mL) was added and the resulting precipitate
was collected by filtration. Drying in vacuo afforded
a white solid ( 1.0 g, 42% yield): NMR (CDCl3, 300Hz):
8.70 (br.s 1H), 7.29 ( s, 1H), 7.21-7.09 ( m, 2H), 5.62

30 (s, 1H), 2.35 (s, 6H), 2.29 (s, 3H); CI-MS: 288 (M+H}.

EXAMPLE 433

7-chloro-S-methyl-3-(2-chloro-
35 4-methylphenyl)pyrazolo[1l,5-alpyrimidine
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40 a conpound of Forrmula (70) wherein Ris F, R3 is -NHCH (n-Pr)(CH20Me),
Ria is Me, RAb is H R4c is O, R4d is H and Rde is H a conpound of
Formula (70) wherein Ris F, R3 is -NHCH -232 (n-Pr)(CH20Me), Rda is C1,
RibisH RACis M, R~d is Hand Rde is H, a conpound of Formula (70)
wherein Ris F, R3is .r 5 NHCH(Et)2, Rda is H, Rdb is H Rdc is Ow, R4d
is O and Rde is H ~ a conpound of Fornula (70) wherein Ris F, R3is °
NHCH(Et)2, R4da is Br, R&Ab is H R ~c is O, R~d is 10 Hand R~e is H, a
conmpound of Forrmula (70) wherein Ris F, R3 is N(CH2CHZOW) 2, Rd4a is Hr,
Rdb is H R4c is Ove, RA4d is Hand Rde is H, 15 a conmpound of Formula (70)
wherein Ris F, R3 is -NHCH CH20Me) 2~ R4a is_ H, Rdb is H R4c is Owe, R4d
is Hand Rde i s HIFoE™32ohpBifte ol EBr tilt &1 705 MeerH MRS F, R3 s
N(Et)2~ Rda is Me, Ribsis-#Me, Rie is TichRdro+4-hbamedl fMenys) H, a conpound
of Formula (70) wherein Ris F, R3is 25 N(Et)2~ R4a is Cl, Rdb is H R4c
is O, R4d is Ow and Rde is H a conpound of Forrmula (70) wherein R isF,
R3 is NHCH(Et) A nRgetuxe ©f "RAtydroxy - RAethyleone (2rRe81pgo38-0OMe and Rde 'is
H 35 & copnaungdinF0r- B 4oAQ [ Wrergigy Ruitiihe R3.0SgN §H8CH20Me) 2, Rda
is Cl, RAb is H R4c is Cl, RAd.is H-and Rde is _H_a congound of Fornula-
(70) wher MPPR i PHespRPRUS W%%G%z‘,zﬂ4§'i§'éf, MRabli’s*H, R4c is CL,
R4d is H ambR4e N N+diethyd ascoipoend caf63Fgr,mdl.& (LQ) 4wkRemebh) R is F, R3 is
N(Pr) (CH2 ~ [ R4h J \ i T 11362 . Hand Rde is
H a comgjﬁg\%ﬁl%ér?ewﬁa&M) 4‘{/%néer%eél_ll ﬁr %Adl:s? tlszrgjfufcsg%?‘gt???g%é Rda is C1,
Rab is H Fer 3 daurs rANSs it H3F RRCled Mo ambiegip56REeSRLRBE mul a ( 70)
wher eifg R Tige RiolRtiles werdGHMIved20Maraddda | ¥16kh R4b is H Rac is Cl,
Rad is H %ggrgggiéé%géhy (EtOAc:hexane::1:2) on the residue gave
7-chloro-5-methyl-3-(2-chloro-4-methylphenyl) -
pyrazolo[l,5-alpyrimidine (900 mg, 84% yield) as a
yellow oil: NMR (CDCl3, 300Hz): 7.35 (s, 1H), 7.28-
1S 7.26 (m, 1H), 71.6 (4, 1H, J = 7), 6.80 (s, 1H), 2.55

(s, 3H), 2.45 (s, 3H), 2.40 (s, 3H}); CI- MS: 306 (M+H).

EXAMPLE 434
20 7-(pentyl-3-amino) -S5-methyl-3-(2-chloro-
4 -methylphenyl)pyrazolo(l,5-alpyrimidine
(Formula 1 where A is CH, Rl is Me, R3 1is pentyl-3-
amino, Z is C-Me, Ar is 2-chloro-4-methylphenyl)

25 A solution of 3-pentylamine (394mg, 6.5 mmol) and
7-chloro-5-methyl-3-(2-chloro-4-
methylphenyl)pyrazolo([l,5-a]lpyrimidine (200 mg, 0.65
mmol) in dimethylsulfoxide (DMSO, 10 mL) was stirred at
150°C for 2 hours; then it was cooled to ambient

30 temperature. The reaction mixture was then poured onto
water (100 mL) and mixed. Three extractions with
dichloromethane, washing the combined organic layers
with brine, drying over MgSO4, filtration and removal
of solvent in vacuo produced a yellow solid. Flash

35 chromatography (EtOAc:hexanes::1:4) afforded a white
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10 a conpound of Fornula (70) Wierein Ris F, R3 is NHCH(Et)2~ Rd4a is C1,
Rdb is H Rd4c is Cl, R4d is Hand Rde is H 15 a conpound of Formula (70)
wherein Ris F, R3is NHCH(Et)2~ Rda is Me, Rdb is H R4~ is Me, R4d is H
and Rde is H, a conpound of Formula (70) wherein Ris F, R3is 20
NHCH(Et)2, R4a is Cl, RAbis H R4c is M, R4d is Hand Rde is H, a
conpound of Fornmula (70) wherein Ris F, R3is NHCH(Et)2, Rda is Me, R4b is
H, R4c is Cl, RAd is 25 Hand Rde is H, a corrpound of Formula (70) wherein
Ris F, t2, Rda is,Me is H_Ric is R4dd iis H and Rde is
H and 30 ﬁoibﬂpghﬁﬁ e FESFmY&e?ég)' Bet 3 iR S WQD@BJ( Pr) ( CH2CH2ON) |
E4a lls I\/?73d)5?di@z;57H32R4§ IL?HQVE7 Ee4d(a$ thamflcﬁg%) J sﬂigf@ alciwigrm%zgd ofH
ormul a rein ~ Rda is : is
R4~ is S)RWZIS Hogélg rsH‘8 %‘rpé)%l_{ Fmud 2707 %wherein Ris
Cl, R3is (mD N(IEt)IgC:HrBCK-lQDI\/QDI)~ RZaHs(Me 6!R4b 158:H1R4>~ (s @p, RAd is H
and R4e isq 4 W g cogpou r ( i d, R3is
N( Me)(Ec}szCtho'iLvne)?g SO Megpmggag’ﬂ QRg%i@d %%%&NRH afid R~e is H
T 5 a corrp@@m@ilofHFoVerlﬁa R70}5wiher eCh: Rig3 ClEowrsii £ NWER2 ,Ria is Me, R4b
i_s H Roc6|§50\/ﬁz R4dsps ¢hang Rde is H 10 a conmpound of Formula (70)
wherein Ris h?, is NMePr. Rda is Me, R4b is H Ri4c is Ove, R4d is H and
Rde is H a corrpound of Formul a (70) wherein Ris Cl, R3 is 15 NveHu~ , Rda
is M, R~bis H Rdc is O, R4d is Hand Rde is H a corrpound of Forrrula
(70) aPyLy S , 4c is Ove, R4d
i's an%ﬂfge J<§mg# R§ei§ne ?I\ JB?% a+ (m/%? l?/ﬁwfr)r]'ﬁeelpr? rﬁd YO, RBis
cycI obutyl Hine n@%tmgslgu%ln‘MblﬂsEFPmmSﬂsl e, 3R G-s Hand Rée is H 25
a corrpoundc@rﬁm&ewuhae&795bf@ewtmoﬁsI§r&1 PHR3i d H\J(rPl) EeHIGH20Me) , R ~a
is M, R~b|s£< 1 E n%_{R4e|s }%Oacorrpoundof
Formul a ( 705°Rh re'f’?\ ﬁl'ge Y Fslf\l(%'ilj‘ 4aEs e, R4b is H,
Rdc is OVeEx&Wplles Me and Rde is H, a conpound of Formula (70) wherein Ris
Cl, RZ4s 35 N{Me)(CH2CH20Me)~ R4da is Me, R4b is H R4c is Ove, R4d is Me

and Rde is H
Table 7

R3

Z
/K ~
N
Ar

20 Ex. z R3 Ar mp (°C)
12002 C-Me 2-ethylpiperidyl 2-Me-4-0OMePhS8 -
59.5
1201 C-Me cyclobutylamino 2-Me-4-OMePh94.5-

25 96
1202¢ C-Me N (Me) CH,CH=CHj 2-Me-4-0OMePh o1l
12034 (C-Me N (CH,CH=CH») > 2-Me-4-0OMePh oil
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a conmpound of Formula (70) wherein Ris Cl, R3is i NWeEt~ Rda is M, R4b
is H R4c is O, R4d is Me 40 and Rde is H -235 r a conpound of Formul a
(70) wherein Ris Cl, R3is NVePr~ Rda is Me, RAb is H R ~c is Owe, R4d is
Me and Rde is H 5 a conpound of Forrmula (70) wherein Ris C, R3 is NMeHu~
Rda is Me, RAb i.s H R4c, is Ove, R4d is Me and Rde is H a conpound of _
Formula (70) wherein Ris Cl, R3is -NHIO 2-butyl R4da is Me, Rdb is H R4dc
is OV, R4d is Me and Rde is H a conpound of Fornula (70) wherein Ris Cl,
R3 is cyclobutylam no~ Rda is Me, R4b is H Rd4c is Owe, 15 R4d is ME and
Rde is H, a conpound of Formula (70) wherein Ris F, R3is

N( Pr) ( CH2CH ) ~~F is M, } 1o, R4c is OMVe, .~ is Hand Rde is H
24 a conpo&%gwgf wxe s (703’%’3?%6:9 is F %ﬁ?s*hﬁgf%mzmzowe% Réda
is Mg, RAb1295E, ®4Adei NHOWR,-2R¢dtirshidasdulde psméh4206Mapgonpound of
Formula (70) wherein Ris F, R3 is N(M)(CH2CH20Me)~ Rda is Me, R4b is H),
R4c is Ove, RA@MogpHom®d R4e is H a conpound of Formula (70) wherein Ris
F, R3is 3QohMeERt-yEd4a is Ry Rac is_fMey _Hiudpi,S H Rde is H
a conpound of ForEém}Tlé; (70) \I\'\Iﬁéll?ei n cs]ﬂsil’ F, R3 ?S%P@g% ais , Rdb is
H R-~c is OWw, R4d is H 35 and Rde is H, 40 a conpound of Formula (70)
wherein R i az RB_ S NMeEBu~ Rgaul , Rdb is,H,. R4c.i , R4d is H and
Rde is H, aléggnp(ﬁnﬂééof For rmul gﬁgl%fybmherei n Rzil_lgeg ?géll:lgv?Nl—l-%Zﬁ- 236 %
butyl Ria 12088 @feis H RAcCNi(MeDRE, R4d is BrMedt f@ePs H, zoionpound of

For mul a (7(1&&%6{(?”?—? Ris F, Rg(h_g)gucycl obut yggﬂgpgjoﬁélghi s NE611R4b is H,

Rdc is Owe and Rde i
10 1210k C-Me N (Me) propargyl 2-Me-4-OMePh 0il
12114 C-Me NH (CH (CH3) CH (CH3) CH3) 2-Me-4-0OMePh oil
12123 C-Me N (CH,CH,OMe) CH,CH=CH> 2-Me-4-OMePh oil
1213k C-Me N (CH>CH,OMe) Me 2-Me-4-OMePh oil
1214 C-Me N (CH>CH,OMe ) Et 2-Me-4-OMePh
15- 1215 C-Me N (CH,CH,0Me) Pr 2-Me-4 -OMePh

1216 C-Me N (CH,CH,0Me ) CHac-Pr 2-Me-4-OMePh

1217m C-Me NH (CH (CH3) CH3CHa) 2-Me-4-OMePh oil

1218 C-Me NHCH (c-Pr) ; 2-Me-4-OMePh

12192 C-Me NH-2-hexyl 2-Me-4-0OMePh 0il
20 12200 C-Me NH-2-propyl 2-Me-4-OMePh oil

1221p C-Me NHCH;-2-tetrahydrofuryl 2-Me-4-OMePh

amorphous
12229 C-Me NEt (cyclohexyl) 2-Me-4-OMePh o1l
1223 C-Me 2-ethylpiperidyl 2,5-Me;-4-OMePh
25 1224 C-Me cyclobutylamino 2,5-Me;-4-0OMePh
1225 C-Me N (Me) CH,CH=CHj 2,5-Mes-4-OMePh
1226 -C-Me N{Et)CHyc-Pr 2,5-Mey-4-0OMePh
1227 C-Me N(Pr)CHyc-Pr 2,5-Me5-4-0OMePh
1228 C-Me N (Me) Pr 2,5-Mey-4-OMePh
30 1229 C-Me N(Me)Et 2,5-Me;-4-0OMePh
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a conmpound of Formula (70) wherein Ris F, R3 is N(Pr)(CH2CH20Me)~ Rda is
Me, Rdb is H R4c is Owve, 10 R4d is Me and Rde is H a conpound of Formul a
(70) wherein Ris F, R3is N(Et)(CH2CH20M:)~ Rda is Me, Rdb is H R ~c is
Ove, R4d is Me and Rde is H 15 a conpound of Fornula (70) wherein Ris F,
R3 is N(Me){CH2CH20Me) ~ Rda is Me, Rdb is H R4c is Ove, RA4d is Me and Rde
is H 20 a conpound of Forrmula (70) wherein Ris F, R3is NMeEt~ Rda is M,
Rdb is H R4c is Ove, RAd is Me and Rde is H a conmpound of Formula (70)
wherein Ris F) R3is 25 NMepr~ Rda is Me, R4db is H Rd4c is O, R4d is M
and Rde is {534 commpund of Forpulay£40) wherej no R s, F i's NMeBu~ Rda
is M, Rdb 1s H R4c is Ow, R4g¥#s)§/e 30 and%}eﬁ% ﬁ; Oggggrrpound of
Fornmul a (70)2%her ef+MeR i s F,N R )ipropddag@tiut yl ,2 Rdad,s4MomeBEb is H, R4c is
Ove, R4d is and, Rde i .35 ' a conmpound of Fornula (70) wherein Ris
F, R3is cy%ygﬁutﬁ'&”ﬁ noi\'}gﬂ(icg3mf{?ﬁib) ?%3)H,2'F§4€4q2§4cﬂ§?9z?4d is Me and
Rie is H 4Drg3 compaund Qf (driciybre ( ¢R)ciarein Ryes -VeouBBhis -237 . -)
N(Pr) (CH2CH-OWwe) ~ Rda is Cl:Ibl\/lsg,dﬂ%4b |£s ;H Ric 's C]\E/%, F{4l(‘1g|§ts1 H and Rde is
H, a compouhd3df ForMaul a (70 (GhsiHaONeRMes Me,2 B3 Mes-450MeBh) ( CH2CH20Me)

Rda is Me, R4b_is H.  Ric is 4d i s H and Rde is H _a conpound of
For mul a (70¥ggﬁere¢r¥€h is m‘@%@%ﬁ%&ﬂ CHo GoUMER=4RA%ePR Me, R4b is H,
Ric is Owe, 1486 R4ctipe H and iRdenjcsi,bMed pe0nPOUNG e, EQLAMERL{ 70) wherein R

is M, RBis NMeEt, R~ais M, Rdb is H, Rdc is , RAd is H and Rde is
H 15 a conpddnd &F-M=or nuN GHzON QMY @ar R s U5 -MR3 -4 SOMREBRr ~ Rd4a is M,

Rdb is H, LS R4d i LS \H 20 compound_of Forrmula (70
wherein R ::\)fslf%g %ﬁ?es Nve u,(laﬁjgg? ﬁ/ﬁ({:}?ﬁ4b izzs’ %,Meﬁﬁ '#@e%, R4d is I(-I aald

Rde is Ilg 2b2ms corpouend of FONHUH&c(FD), wher eid) sRMes - VeomEBhi s - NH2- but vyl
Rda is Me, Rdb is H R4c is Owve, RA4d is Hand Rde is H, a conpound of
Formul a (7032%her SR i s Mo eRYIPIPSF1EYR| obut J1 i) % is Me, Rab is

H R4c is R4g- iys. H and i PR oun f a (70) wherein R
Uiy 5 Mt e P Hayioreound f Sgpmie (10

is M, R3is Pr)( CH20Me) ~ Rda R4b i

1245 C-Me N (Me) CH,CH=CH> 2,4- (OMe),Ph
1255 (C-Me N (CH2CH=CH3) 3 2,4~ (OMe),Ph64.8-

15 65.6
1256 C-Me N(Et)CHyc-Pr 2,4-(0OMe),Ph
1257 C-Me N(Pr)CHyc-Pr 2,4-(OMe),Ph
1258 C-Me N (Me) Pr 2,4- (OMe)oPh
1259 C-Me N (Me) EC 2,4- (OMe),Ph

20 1260 C-Me N {Me) Bu 2,4~ (OMe);Ph
1261 C-Me N (Me) propargyl 2,4-(OMe)>Ph

1262 C-Me NH (CH (CH3) CH (CH3) CH3) 2,4- (OMe),Ph
1263 C-Me N (CH,CH,0OMe ) CH,CH=CH, 2,4-{0OMe),Ph

1264 C-Me N (CH,CH,OMe ) Me 2,4- (OMe) 2Ph
25 1265 C-Me N (CH,CH,0OMe) Et 2,4- (OMe) 2Ph
1266 C-Me N (CH,CH,0Me) Pr 2,4- (OMe) Ph

1267 C-Me N (CH,CH,0Me) CHac-Pr 2,4- (OMe);Ph

12688 C-Me NH (CH (CH3) CH2CH;3) 2,4-(0OMe),Ph137.8-
138.3
30 1269 C-Me NHCH (c-Pr) 2,4-(0OMe);Ph
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35 R4d is Me and Rde is H, 40 a conpound of Fornula (70) wherein Ris M,
R3 is N(Et)(CH2CH20Me), R ~a is M, Rdb is H R4c is Owve, R4d is Me and Rye
is H a conmpound of Formula (70) wherein Ris Me, R3is - , -238

N(Me) (CH2CH20Me) ~ Rda is Me, Rdb is H R4c is Ove, R4d is Me and Rde is H;
a conmpound of Forrmula (70) wherein Ris Me, R3is r 5 NWMeEt, Rda is M, .
Rib is H Rd4c is Owe, R4d is Me and Rde is H, a conmpound of Fornula (70)
wherein Ris Me, R3is NMePr, Rda is Me, RAdb is H R4c is Ove, R4d is Me 10
and Rde is H a conmpound of Formula (70) wherein Ris M, R3 is NMeBu, R4a
is M, RAb is H R4c is Ove, R4d is Me and R~e is H, 15 a conpound of
Formula (70) wherein Ris Me, R3is -NH2-butyl R4a is Me, Rdb is H R4c is
O\ve, RAd i d2Mtan8-Mge i s HN&HERCH29¥ed2 conpouRd 4of(OMed phha (70pibherein R
is M, R3is cyclobutylamno, R4da is Me, R4b is H, Rd4c is OV, R4d is Me
and Rde is%ﬁ7£§. &-Msnpound an®GHdEhdrs t her eof, 4st{@MedeBBkRETc 25 forns

t her eof , ory ')gltures of stereoisoneric fornms thereof, and pharnmaceuticall'y
acceptabl e salt” farns thereof, wherein said conpound is selected from

7(di et hyl aftiZ¥@) - 2C5Mgi et hyl - 3-N2E%®kt hyl - 4et hé@x#pHKeMgd 2’11, 5- a] - pyr azol opyr
i mdine angg&- (N %0

(3- cyanapr I3) - N p')F"SpyI am no) -bﬂ%"—.)cﬂ met hyl - 3- 82?4&9’4@? ?1’3’/1]1 phenyl)-(1,5-aj-p
yrazol opyr iyt nec_fre A PhAL SRGEUL (S i SAMPOSI £ ﬁM&)OrlEr-'rﬁ%'pﬂg a _
pharmaceutically acceptable carrier anda 35t erapedilca 'y effective
amount of a&2I&nmpoCGnadeof cl @ywdobut@lading ardl, 6 (Me)A-BeMe®th of treating
affective disarder, anxiety, -2 pressi on, headache, irritable bowel
, syndr one, ?Zssttrgl]w&tic stwéggf)&'{%%{ﬁgﬁ, SLﬁ)'r"a'nm e?r'sﬁglle@‘, i mune
suppressi onz7Al zheiLger ~s di sgase) cgastpoi nt estd nedudiseasepn anor exi a
nervosa or other feeding disorder, 5 drug addiction, drug or al cohol

wi t hdr dGal 1@yi8pt ofsMei nf | ammif B¥ \CRisdases, 2ot diWMalecEl-MePbr heart-rel at ed

heror r hagi & 2207 es5Bobesi ty, MIPBIEFI 1Ty, Hesl SA SRR or d t r aumas.

epi l epsy, 1280 C-Me N(Me) Et 2,4- (OMe),-5-MePh
1281 C-Me N (Me) Bu 2,4- (OMe) ;-5-MePh

1282 C-Me N (Me) propargyl 2,4- (OMe)>-5-MePh

15 1283 C-Me NH (CH (CH3) CH(CH3)CH3) 2,4- (OMe) »-5-MePh

1284 C-Me N (CH>CH,0Me) CHCH=CH; 2, 4- (OMe) -5-MePh

1285 C-Me N (CH;CH-OMe) Me 2,4- (OMe)3-5-MePh

1286 C-Me N (CH,CH,0Me ) Et 2,4-(OMe)>-5-MePh

1287 C-Me N (CH;CH,OMe) Pr 2,4- (OMe) 5-5-MePh

20 1288 C-Me N (CH,CH,0Me) CHpc-Pr 2,4- (OMe) ;-5-MePh

1289 C-Me NH {CH (CH3) CH,CH3) 2,4-(OMe)s-5-MePh

1290 C-Me NHCH (c-Pr}) 5 2,4-(0OMe) ;-5-MePh

1291 C-Me N (CH;CH>0Me) 5 2,4- (OMe),-5-MePh

1292 C-Me NHCH (Et) 5 2,4- (OMe);-5-MePh

25 1293 C-Me N(EtL) 3 2,4-(OMe);-5-MePh

1294 C-Me 2-ethylpiperidyl 2,4-(OMe),;-5-C1lPh

1295 C-Me cyclobutylamino 2,4-(OMe);-5-C1lPh

1296 C-Me N (Me) CH,CH=CH, 2,4-(OMe),-5-C1Ph

1297 C-Me N(Et)CHyc-Pr 2,4- (OMe) 2-5-C1Ph

30 1298 C-Me N (Pr)CHyc-Pr 2,4-(0OMe);-5-C1lPh
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10 stroke,

ul cers,

anyotrophic | ateral

scl erosi s,

hypogl ycem a or a

di sorder the treatnent of which can be effected or facilitated by
ant agoni zi ng CRF,

facilitated by CRF,

i ncl udi ng but not

limted to disorders induced or
in mamral s conprising admnistering 15 to the mammual a

therapeutically effective amount of a conpound of clainms 1, 2) 3, 4 and 5.
zo -240 . A AN9I . A s. Au?. A A(, | . AFY. A ASE. A All.A (9. AF . A, . AA& Al . A

.As. A . A 9. A

A3 LAY LA9 A
2. Ah. AuL. AHP2 2P e, A{-Me

10

15

20

25

30

1300
1301
1302
1303
1304
1305
1306
1307
1308
1309
1310
1311
1312
1313

1314Y

131572

1316348

1317

1318ab

13109ac

1320ad

13212ae

. Aus. AY. A" E. Anl
Adn3 . Aa. A . AyHe. A . A
N {(Me) Pr 2

A CAY2. A

.A3 . Al . Au
.A.A5¥.A.ANR.An.Aa
}2-5-ClPh

AL A

.4~ (OMe
2,4- (OMe) 5-5-C1lPh
2,4-(0Me)2-5-ClPh
2,4-(0OMe});-5-ClpPh

NH (CH (CH3) CH (CH3) CH;) 2, 4- (OMe) -5-C1Ph

N (CH,CH,0Me) CH;CH=CH;2, 4~ (OMe) 3-5-C1Ph

A F .A .AsF .

C-Me N (Me)Et
C-Me N (Me) Bu
C-Me N (Me) propargyl
C-Me

C-Me

C-Me N {CH;CH,;0Me ) Me
C-Me N (CH,CH,OMe) Et
C-Me N (CH,CH,0Me) Pr
C-Me N (CH,CH,0Me) CHyC-Pr
C-Me NH (CH (CH3) CH3CH3)
C-Me NHCH (c-Pr) ;
C-Me N (CH,CH,0Me) 5
C-Me NHCH (Et}
C-Me N(Et),

C-Me 2-ethylpiperidyl
C-Me cyclobutylamino
C-Me N (Me) CH,CH=CH,
C-Me N (Et) CHyc-Pr
C-Me N(Pr)CHyc-Pr
C-Me N (Me) Pr
C-Me N (Me) Et
C-Me N (Me) Bu

-137-

2,4-(OMe)-5-C1Ph
2,4- (OMe)2-5-C1Ph
2,4- (OMe) 2-5-C1Ph
2,4-(OMe) 2-5-C1lPh
2,4- (OMe) ,-5-C1Ph
2,4-(OMe)2-5-ClPh
2,4- (OMe)2-5-ClPh
2,4-(OMe) 2-5-CLlPh
2,4- (OMe)2-5-C1Ph

2-Me-4,6-(OMe)>2Ph

2-Me-4,6- (OMe) ,Ph

2-Me-4,6- (OMe) »Ph

2-Me-4,6- (OMe) Ph

2-Me-4,6- (OMe) ;Ph

2-Me-4,6- (OMe) ,Ph

2-Me-4,6- (OMe) ;,Ph

2-Me-4,6- (OMe) ,Ph

.A2. Al. AN . A

145-149

131-133

oil

oil

oil

oil

oil



A LA L AYY. A5 AE.AH . A 9. AF.A?. AF[Y . A A3 . AaR A@A . Aa y. A AuR A
. AfE. A5. A&u. AR AL. A. AE. Al Y. ALa. A& A . AlE. ASU . AF . A . A{E.AlyY. Al .A.A

A2 A A5 L AR L ALLATNY LA Y A[L LAY T A LA(Y. A L Ay. 2. AY. A af . AYUL. ASu. A{
CACALT LA LA{ LAE AA A A3 2. A@.AA .AL.A Ay.AL.Au .AIR A .Al.AS
1322 C-Me N (Me) propargyl 2-Me-4,6- (OMe) 5Ph
1323 C-Me NH (CH (CH3) CH(CH3)CH3) 2-Me-4, 6 - (OMe) 3Ph
1324 C-Me N (CH,CH,0Me)CH,CH=CH;2-Me-4,6- (OMe)2Ph
1325 C-Me N (CH,CH,OMe ) Me 2-Me-4,6- (OMe) 2Ph
5 13263f C-Me N (CH,CH,;OMe) Et 2-Me-4,6- (OMe)2Ph  o0il
1327 C-Me N (CH;CH,0Me) Pr 2-Me-4,6- (OMe) 2Ph
132839 C-Me N (CH;CH;0Me) CHac-Pr 2-Me-4,6- (OMe),Ph  oil
10 13293X C-Me NH (CH (CH3) CH;CH3)  2-Me-4,6- (OMe) ,Ph
i 107-110
1330 C-Me NHCH (c-Pr) 3 2-Me-4,6- (OMe) 2Ph
1331¥ C-Me N (CH,CH,0Me) 2 2-Me-4,6- (OMe) 2Ph
1332 C-Me NHCH (Et) » 2-Me-4,6- (OMe) 2Ph
15 1333 C-Me N(Et), 2-Me-4,6- (OMe) 5Ph
1334 C-Me NEt (Bu) 2-Me-4,6- (OMe) 2Ph  o0il
1335 C-Me 2-ethylpiperidyl 2-Cl-4,6-(OMe),Ph
1336 C-Me cyclobutylamino 2-Cl-4,6- (OMe) 2Ph
1337 C-Me N {(Me) CH,CH=CH; 2-Cl-4,6- (OMe) oPh
20 1338 C-Me N{Et)CHyc-Pr 2-Cl-4,6- (OMe) ;Ph
1339 C-Me N(Pr)CHpc-Pr 2-Cl-4,6- (OMe) 2Ph
1340 C-Me N(Me) Pr 2-Cl-4,6- (OMe) 2Ph
1341 C-Me N (Me) Et 2-Cl-4,6- (OMe) 2Ph
1342 C-Me N (Me)Bu 2-Cl-4,6- (OMe);Ph
25 1343 C-Me N (Me) propargyl 2-Cl-4,6- (OMe) 2Ph
1344 C-Me NH (CH (CH3) CH(CH;)CH3) 2-C1-4, 6~ (OMe) ,Ph
1345 C-Me N (CH,CH,0Me ) CHCH=CH,2-C1-4, 6 - (OMe) ;Ph
1346 C~Me N (CH,CH,0Me) Me 2-Cl-4,6- (OMe),Ph
1347 C-Me N (CH,CH,0Me) Et 2-Cl-4,6- (OMe);Ph
30 1348 C-Me N (CH,CH,0OMe) Pr 2-Cl-4,6- (OMe);Ph
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. Ayu. AS. AH . A52. A. A@. Ay | . A AFus. A. Al . A9. AE. A;s. AH . A, . A9. A . AH . AS;

S Al sY.AH A

| r.AYF .A! fe.An |

. A@s2. A{.AL. A@. Ay. AYy. A . AF . Af.A .A A3e.A".A hR A (YR A
LA A A@ AfN?. AAy. AS; . A{

.AGR A'S. Af. AU. A9y. AF{R A&{S. Ay. A. A.. Afy?. AyR Al . AU. AR A . Ay. A, . ASe. A, A A9
. AR Ay. A .f.AE Ahf.Ahs. AU9. AsU. A{&Y. A A
A AL A, .ARA@A S.A A .AAA .AY. A AY. AR A Ay. A3. R A . A% Af . Af . AUF
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10 1358 C-Me N (Pr)CHc-Pr 2-Cl-4-OMe-Ph
1359 C-Me N (Me) Pr 2-Cl-4-OMe-Ph
1360 C-Me N (Me) Et 2-Cl-4-OMe-Ph
1361 C-Me N (Me) Bu 2-Cl-4-OMe-Ph
1362 C-Me N (Me) propargyl 2-Cl-4-OMe-Ph

15 1363 C-Me NH(CH(CH3)CH(CH3)CH3) 2-Cl-4-OMe-Ph

1364 C-Me N (CH,CH,OMe)CH,CH=CHy 2-Cl-4-OMe-Ph

1365 C-Me N (CH2CH,0Me ) Me 2-Cl-4-OMe-Ph
1366 C-Me N (CH,CH,0Me) Et 2-Cl-4-OMe-Ph
1367 C-Me N (CH,CH,OMe ) Pr 2-Cl-4-0OMe-Ph
20 1368 C-Me N (CH,CH,OMe) CHac-Pr 2-Cl-4-OMe-Ph

1369 C-Me NH (CH (CH3) CH2CH3) 2-Cl-4-OMe-Ph

1370 C-Me NHCH (c-Pr) 2-Cl-4-OMe-Ph

1371 C-Me 2-ethylpiperidyl 2-Me-4,5-(OMe),Ph
1372 C-Me

25 1373

2-Me-4,5-(0OMe) ;Ph
2-Me-4,5- (OMe) 2Ph

cyclobutylamino

C-Me N (Me) CH,CH=CH;

1374 C-Me N(Et)CHc-Pr 2-Me-4,5-(0OMe) 2Ph

1375 C-Me N (Pr) CHyc-Pr 2-Me-4,5-(0Me) 2Ph

1376 C-Me N (Me) Pr 2-Me-4,5-(0Me) ,Ph
1377 C-Me N (Me) Et 2-Me-4,5-(OMe) ;Ph
30 1378 C-Me N (Me) Bu 2-Me-4,5-(0OMe) 2 Ph
1379 C-Me N (Me) propargyl 2-Me-4,5-(0OMe) ,Ph
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' 13Jp&X| HO g} zt oi d_YT] caV] ca] ca] cal] ca] caV] ca] cal] ca] caV] ca] ca] ca] cal] ca] ca
U] ca] caV] ca] ca] c”a] ca] ca] ca] ca] ca] ca] c”a]caV]cRa]cRa]c8a JL 2
{vpi c”"XSi d_YT] caU] ca] caV] ca >
UV] cal] ca] cal] ca] cal] ca] ca] cal] ca] caV] ca] ca] cal] ca] cal] ca] caV] ca] cal] ca] caV
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1092} & (§-!1\L466109R-¥¢-1]!1G m@%m@ﬁ@bﬂmﬁ“re 10%@$ M@z (4 -MePh TWH b

102! " ¥g 10‘,’/%53-'Yﬂe 0%09f it )i, ofk G, &-pY - ' b, BIRLE {Jomeph &10% () - 10Z

10zH

1468 C-Me NH (CH (CH3 ) CH2CH3) 2,6-Mey-4-OMePh

1469 C-Me NHCH (c-Pr) ; 2,6-Me;-4-0OMePh

1470 C-Me NHCH (Et) 2,6-Mes-4-0OMePh
10 1471 C-Me N(Et)» 2,6-Me;-4-0OMePh

1472 C-Me NEt (Bu) 2,6-Me;-4-OMePh

1473 C-Me 2-ethylpiperidyl 2-Cl1-4-OMe-5-FPh

1474 C-Me cyclobutylamino 2-Cl-4-OMe-S5-FPh

1475be C-Me N (Me) CH,CH=CH, 2-Cl-4-OMe-5-FPh oil
15

1476 C-Me N(Et)CHzc-Pr 2-Cl-4-OMe-5-FPh

1478 C-Me N (Pr) CHzc-Pr 2-Cl-4-OMe-5-FPh

1479Pb C-Me N (Me) Pr © 2-Cl-4-OMe-5-FPh oil
20 1480bc C-Me N (Me) Et 2-Cl-4-OMe-5-FPh oil

1481 C-Me N (Me) Bu 2-Cl-4-OMe-5-FPh

1482 C-Me N (Me) propargyl 2-Cl-4-OMe-5-FPh

1483 C-Me NH (CH (CH3) CH (CH3) CH3) 2-C1-4-OMe-5-FPh
25 1484 C-Me N (CH,;CH,0Me) CH,CH=CHj 2-Cl1-4-OMe-5-FPh

1485 C-Me N (CH;CH;0Me ) Me 2-Cil-4-OMe-5-FPh
1486 C-Me N (CH,CH,;OMe) Et 2-Cl-4-OMe-5-FPh
1487 C-Me N (CH2CH,0OMe) Pr 2-Cl-4-OMe-5-FPh

. 1488 C-Me N{CH,CH,0OMe) CHac-Pr 2-Cl-4-OMe-5-FPh
30 1489bd c-Me NH (CH (CH3) CH,CH3)  2-Cl-4-OMe-S5-FPh

solaid
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102<Z10% & 4(1bg @BLOMZ &' () - 34 NEOUE @Y))2- 210% & -OL-M6RMe-5-FPh
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2-Cl-4-OMe-6-MePh

oil

2—ethylpipefidy1

1494 C-Me
1495 C-Me cyclobutylamino 2-Cl-4-0OMe-6-MePh
1496 C-Me N (Me) CH;CH=CH; 2-Cl-4-OMe-6-MePh
10 1457 C-Me N{(Et)CHzc-Pr 2-Cl-4-OMe-6-MePh
1498 C-Me N (Pr)CHzc-Pr 2-Cl-4-OMe-6-MePh
1499 C-Me N (Me) Pr. 2-Cl-4-OMe-6-MePh
1500 C-Me N (Me) Et 2-Cl-4-OMe-6-MePh
1501 C-Me N (Me}Bu 2-Cl-4-OMe-6-MePh
15 1502 C-Me N (Me) propargyl 2-Cl-4-OMe-6-MePh
1503 C-Me NH (CH (CH3 ) CH (CH3) CH3)2-C1-4-OMe-6 -MePh
1504 C-Me N (CH,CH;0Me ) CH;CH=CH,2-C1-4-OMe-6-MePh
1505 C-Me N (CH,CH,OMe ) Me 2-Cl-4-OMe-6-MePh
1506 C-Me N (CH,CH,0Me) Et 2-Cl1-4-OMe-6-MePh
20 1507 C-Me N (CH,CH,0Me) Pr 2-Cl-4-OMe-6-MePh
1508 C-Me N (CH,CH,0OMe) CHyc-Pr 2-Cl-4-OMe-6-MePh
1509 C-Me NH (CH (CH3) CHCH3) 2-Cl-4-OMe-6-MePh
1510 C-Me NHCH{c-Pr); 2-Cl1-4-OMe-6-MePh
1511 C-Me NHCH (Et) > 2-Cl-4-OMe-6-MePh
25 1512 C-Me N(Et)» 2-Cl-4-OMe-6-~-MePh
1513 C-Me NEt (Bu) 2-Cl-4-OMe-6-MePh
1514 C-Me 2-ethylpiperidyl 6-~MesN-4-Me -
pyrid-3-yl
1515 C-Me cyclobutylamino 6~MesN-4-Me-
30 pyrid-3-yl
1516 C-Me N (Me) CH,CH=CH> 6-Me,N-4-Me-

pyrid-3-yl

-144-



10 10L- 109& ()- 109& ()-5+?+N+Q+z+, <, A?2cA 10! *  10967& () - ! N&y

10% , & ()-$10967& ()-f!1096& ()-!33 10967T& ()-33 1090& ()-<,,,,,,,,,~\= 10!p

| 109 ()-!'dP | 10%~& ()-10%& ()- 10T 10T 10Ts<10%& ()-!p -

109& ()-,,|---- .wJe~\=

10! *3109%& () -! 10%b& ()-!LnL0% vfv& ()-!y&l0%b& ()--!310%b& ()-s! |

1098 ()- .2........ ~\: 101! 19 10%##& ()-1cl9 10% (& ()- 10b 10b

10b<10%& ()-!1.g 10%KbKb& () - &+F10%& ()-../ </ C M P/ zX6~\:

10! ! @BH10% (& ()-@LY 10% X, X& ()-:!Y 10% (& ()-:'}Y
0, ! - 0, ! _ 0, ! - NDA: |

10%14& () -: 109 & () 11 ST0% (& ( )+ S{#001R1k1111} 24 10!

CH5C-P 4-Me-

pyrid-3-yl
1518 C-Me N(Pr)CH,yc-Px 6-Me;N-4-Me-
pyrid-3-yl
5 1519 C-Me N (Me) Pr 6-MesN-4-Me-
pyrid-3-yl
1520 C-Me N (Me) Et 6-MeoN-4 -Me-
pyrid-3-yl
1521 C-Me N (Me)Bu 6-Me;N-4-Me-
10 pyrid-3-yl
1522 C-Me N (Me) propargyl 6-Me,N-4-Me-
pyrid-3-yl
1523 C-Me NH(CH(CH3)CH(CH3)CH3) 6-MesN-4-Me-
pyrid-3-yl
1S5 1524 C-Me N(CH,CH,OMe)CHoCH=CH, 6-MesN-4-Me-
pyrid-3-yl
1525 C-Me N (CH,CH,OMe ) Me 6-MesN-4-Me-
pyrid-3-yl

15263t C-Me N (CH>CH,OMe) Et 6-MeyN-4-Me- oil
20 pyrid-3-yl
1527 C-Me N (CH,CH,OMe) Pr 6-MeoN-4-Me-
pyrid-3-yl
1528 C-Me N (CH,CH,0Me ) CHoc-Pr 6-MeyN-4-Me-
pyrid-3-yl
25 1529 C-Me NH (CH (CH3) CH,CH3) 6-MesN-4-Me-
pyrid-3-y1
1530 C-Me NHCH (c-Pr) 3 6-Me;N-4-Me-
pyrid-3-yl
153134 C-Me N (CH2CH,0Me) 5 6-Me,N-4-Me-
30 pyrid-3-yl

103-104

15323V C-Me NHCH (Et) ; 6-MesN-4-Me-
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10(F

10(F “$10% & ()-f/F “$10% & ()-f/ $F

“$10% & ()-f/F ~$10% & ()-f/ $F " $10% & ()-f/333<3=3>3i 3j 3}AFG 10! 10(  $F
C$109% & ()-f/F ~$109% & ()-f/ $F

10

15

20

25

30

1533a¥ C-Me

1534 C-Me

1535 C-Me

1536 C-Me

1537 C-Me

1538 C-Me

1539 C-Me

1540 C-Me

1541 C-Me

1542 C-Me

1543 C-Me

1544 C-Me

1545 C-Me

1546 C~-Me

1547 C-Me

N(Et) 2

2-ethylpiperidyl
cyclobutylamino

N (Me ) CH,CH=CH,
N (Et)CHyc-Pr
N (Pr)CHyc-Pr

N (Me) Pr
N (Me) Et
N (Me) Bu
N (Me) propargyl

NH (CH (CH3) CH (CH3) CH3)
N (CH,CH,0Me) CH,CH=CH»
N (CH,CH50Me) Me
N (CH,CH,0Me) Et

N (CH,CH,0Me) Pr
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pyrid-3-yl

6 -MeoN-4-Me-

pyrid-3-yl

6-MeO-4-Me-
pyfid-3-yl
6 -MeO-4-Me-
pyrid-3-yl
6-MeO-4-Me-
pyrid-3-yl
6-MeQ4 -Me-
pyrid-3-yl
6-MeO-4-Me-
pyrid-3-yl
6-MeO-4-Me-
pyrid-3-y1
6-MeO-4-Me-
pyrid-3-yl
6 -MeO-4-Me-
pyrid-3-yl
6-MeO-4-Me-
pyrid-3-yi
6-MeO-4-Me-
pyrid-3-yl
6-MeO-4-Me-
pyrid-3-vyl

6-MeO-4-Me-

pyrid-3-yl
6 -MeO-4-Me-
pyrid-3-yl
6-MeO-4-Me-
pyrid-3-yl

153-154

117-118
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10

15

20
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30

1548

1549

1550

1551

1552

1553

1554

1555

1556

1557

1558

1559

1560

1561

1562

1563

C-Me

C-Me

N (CH,CH,;0Me) CHyc~Pr

NH (CH (CH3 ) CH2CHa)

NHCH (c-Pr) 2

N (CH,CH,0Me) 5

NHCH (Et) »

N(Et),

2-ethylpiperidyl

cyclobutylamino

N (Me) CHoCH=CH

N(Et)CHyc-Pr

N(Pr)CHsc-Pr

N{(Me) Pr

N (Me) Et

N (Me) Bu

N (Me) propargyl

NH (CH (CH;3) CH(CH;) CH3y)
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6-MeO-4-Me-
pyrid-3-yl
6-MeO-4-Me-
pyrid-3-yl
6-MeO-4-Me-
pyrid-3-yl
6-MeO-4-Me-
pyrid-3-yl
6-MeO-4-Me-
pyrid-3-yl
6-MeO-4-Me-
pyrid-3-yl
4,6-Mey-
pyrid-3-yl
4,6-Mesy-
pyrid-3-yl
4,6-Mes-
pyrid-3-yl
4,6-Mes-
pyrid-3-vyl
4,6-Mesy-
pyrid-3-yl
4,6~Mey-
pyrid-3-yl
4,6-Mesy-
pyrid-3-yl
4,6-Mes-
pyrid-3-yl
4,6-Me;-
pyrid-3-yl
4,6-Mes-

pyrid-3-yl

10(F
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1564 C-Me N {CH,CH,;0Me) CH,CH=CHj 4,6-Mes-
pyrid-3-yl

1565 C-Me N (CH,CH,0Me) Me 4,6-Mey-
pyrid-3-yl

5 1566 C-Me N (CH,CH;0Me) Et 4,6-Mesy-
. pyrid-3-yl

1567 C-Me N (CH,CH,0Me) Pr 4,6-Me;-
pyrid-3-yl

1568 C-Me N (CH,CH20Me) CHac-Pr 4,6-Me,-
10 pyrid-3-yl

1569 C-Me NH (CH (CH3) CH2CH3) 4,6-Mey-
pyrid-3-yl

1570 C-Me NHCH (c~Pr); 4,6-Me;y-
pyrid-3-yl

15 1571 C-Me N (CH,CH,OMe) » 4,6-Mes-
pyrid-3-yl

1572 C-Me NHCH (Et) 5 4,6-Mes-
pyrid-3-yl

1573 C-Me N(Et), 4,6-Me,y-
20 pyrid-3-yl

1574 C-Me 2-ethylpiperidyl 2,6-Mes-
pyrid-3-yl

1575 C-Me cyclobutylamino 2,6-Mes-
pyrid-3-yl

25 1576 C-Me N (Me) CH,CH=CH, 2,6-Mes-
pyrid-3-yl

1577 C-Me N (Et) CHyCc-Pr 2,6-Me,-
pyrid-3-yl

1578 C-Me N{Pr)CHyc-Pr 2,6-Mes-
30 pyrid-3-yl

1579 C-Me N(Me) Pr 2,6-Mey-
pyrid-3-vy1
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1580

1581

1582

1583

1584

1585

1586

1587

1588

1589

1590

1591

1592

1593

1594

1595

1596

C-Me

N (Me) Et
N (Me)Bu
N (Me) propargyl
NH (CH (CH3) CH (CH3) CH3)
N (CH,CH,0Me ) CH;CH=CH,
N(CH2CH20M§)Me
N (CH,CH,0Me) Et
N (CH,CH;0Me) Pr
N (CH,CH,;0Me) CHac-Pr
NH (CH (CH3) CH>CH3)
NHCH (c-Pr) 5
N (CH,CH,0Me) 5
NHCH (Et) 5
N(Et),

2-ethylpaiperidyl
cyclobutylamino

N (Me) CH,CH=CH>
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2 $10% & () -

2,6-Mes-
pyrid-3-yl
2,6-Mej-
pyrid-3-yl
2,6-Mesp-
pyrid-3-y1
' 2,6-Mey-
pyrid-3-yl
2,6-Mes-
pyrid-3-yl
2,6-Mes-
pyrid-3-yl
2,6;Me2~
pyrid-3-yl
2,6-Mes~
pyrid-3-yl
2,6-Meg-
pyrid-3-y1
2,6-Meg-
pyrid-3-vyl
2,6-Mes-
pyrid-3-yl
2,6-Mes-
pyrid-3-yl
2,6-Meg -
pyrid-3-yl
2,6-Meg-

pyrid-3-yl

10(
T $109& () -

4-MeO-6-Me-

pyrid-3-yl

4 -MeO-6-Me-

pyrid-3-yl

4-MeO-6-Me-

0

10(° $F “$10% & ()-f/F

10(F “$10% & ()-f/F “$10% & ()-f/ $F
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20 1606 C-Me N (CH,CH,OMe) Et 4 -MeO-6-Me-

pyrid-3-yl

1607 C-Me N (CH,CH,OMe) Pr 4-MeO-6-Me-

pyrid-3-yil

1608 C-Me N (CH5CH,0OMe ) CHac-Pr 4 -MeO-6-Me-

25 pyrid-3-yl

1609 C-Me NH (CH (CH3) CH,CH3) 4-MeO-6-~-Me-

pyrid-3-yl

1610 C-Me NHCH{c-Pr) » 4-MeO-6-Me-

pyrid-3-yl

30 1611 C-Me N (CH,CH,OMe) > 4-MeO-6-Me-

pyrid-3-yl

1612 C-Me NHCH (Et) » 4-MeO-6-Me-
pyrid-3-yl ,
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940% & ()-t 109%%& ()-yeeebffDgGg| [: MEB1010 9s- 10%& ()-3 +9s- 1096& ()- 3
£9) 1096& ()-: k9% 1098& ()-M 95 1098& ()-9 {, 1098& ()- Gyg5h;
h<h=h>hhhvU310! #10083& ()-F >9 #10% & ()-F10$10$10$ L<1008& ()- &6@
10968 ()- 02Q%40%6& ()-hiOiiijj|[:vU310! \'s 109BK3& ()-> 10% K/ & ()-
10%n& ()- OL0%RK&S' ()- O ! 10% ()-s KH 109%K& ()- sj kk} kkf | {Z9vU310!

X S5L$109@3& ()- M | 550 10%8K3& ()- M s+y 10UCKCE' () - OD&LOYK& ()-!SF"
10983& ()- DsF" 10%GKG& ()- | 1111 VmmBnvU410! " 109%& ()-( L0%UGE () - (
SYFNLO%&' ()-s( ~5& mlO%' () -t ( 103K3103K3103K3

9<1098K3& () - Bann) oopp| [ : vUAL0!  X) 10% () -M % 109%4& ()-M> g LO%QQE () -~
‘g 10%14&' (1613 L1@%Me( ) -t OL109M(EF)eppqVagaqq| f -¥a?06 M 0o& ()

Y2109 ()-> 210% ()-A 210%ld& ()- 0210%44& () 1

XY, 10%& () - MygaKr M rrBsa@10 | & 10%& ()- F froYuezd it s

AV F" 10900U81 €14 5! CR$EOYR' ( R2-letRgDpepenisyk (R-Bro4oBskaMe) sBh |[: @10

94 0% S| " @OYRPS ()-t  10%& RLOYE “ELO%R () -
F10%& 8 stL@%ﬁ vy | f) 49%° Q"i‘b‘g)%éa?“}m°@$f((3%}&s?)g ?é%gé%ﬁ/&& (O)-" 10
109%&' () -55 % e 1OV (e TMD 1QP c(t%cnwn;vvh\amfdxbeél@omé’S}W& ()- C

SlO%(R$X& ( p S10% R$: & () - 0% <#z &
A>9s10%R$& 1§17 1or_omq/y1zz|t~{wm£az¢ &9% R$2&BF)4N5\')(OM202€}R$ & ()-L F%

10YSR$S&! 5 & " SIQUYRS X U410 °
#109BK3& 8161% g@ () fﬁjp%%i’& % 10: Rg 21 %’%O‘gé“ﬁ{{lv

| Yy2$109R5& €19 Y;c?-$4110%R$ & ()N{dd)Bx<} }}[ [ : eUBiO4, 55 E0MeBIR () - 9
WES10% ?_& ()- a 10%8K3& ()- ~10% K/ & ()- 1098

F[ L! 10%(& (}62}% el-Mg zova10 NMeBivKQe (B~ B§r41€%&0 MelaRBh o 100/KVE () -

SIEL0E (Lol 1008 O VeuEee O Sigrbstond s 0-1C 3

4L$1/g%32r§s&1@2 ,/&S—Me( ;/U410N(M8/gﬂ)@&!&b(:q;yl S#:E?E& 4)s- sgnagm&) 6 ()
0 1096& AC&109BE 9 K| [NA41010$10$10$ 3=10%$&’
$OFf 594 09582 ) - M Ote 10%%{*)(0@&&%&&”(33 Er 415og@Me) 238 | [ NA41010

9109 9 5
SO L) TR IOUD oy S e SR RIAG0) 155 SR00ER A ¢

10%c& ()- 11608 ()c-Me 10% (Y (CHSGHIGNESNE 10 218%&’4(‘,6 (gmsyzph

" 10% | 25$1OYHHE 0 Q9RE. ()
SF. 1%5/«%‘856 ) KRR crBA Xfﬁo () %@éﬁ%ﬁ%@t 10%%"(?:59‘/8?3%?*&' ()-
%0%& ()- 162A0%B&Me) - 1010"?@(| ) BEX &3208P&4 (5= (SMe L1OPE & () - L3"

1098& ()- \3 109& ()-g Y, 109 &' )-: OH 1098& ()-9|f|[: A410 8
% 0vB& ()- FL62F4 G () N (GNFHMMEICHaC(Pr 23Bri698&(PNe) 3P 09XX&' () -

oL 10%@Ksk 152408 Fodtos. 31 THOTRICT). R UIBE -BePT ST )

0s"10% K & {§3¢ s'CLORSH& () s SRA0bEHER () -1 2-Br-4,5- (OMe) 3Ph
c0g10%K& ()-' ! 1098030& ( %29 4103K3 *L<1098K3& ()- "5 $10%][& ()-
| OLO" 10MK& ¥§33° +13b%?x3x& ()N B CHaYRas () 2-Brs41bo@l¥e| 3BhalbA4103K3  CS

104368 ()10 108 (0~ 1© IS, 1Y JOKSE C) ol 0% 45
1633 C-Me N(Et), 2-Br-4,5- (OMe) ;Ph
1634 C-Me NEt (Bu) 2-Br -4,5- (OMe) ,Ph

25 Notes for Table 7:
a) Ci-MS: 330 (M + H)*;
b) CI-MS: 338 (M + H)*;
c) CI-MS: 338 (M + H)*;
d) CI-MS: 400 (M + H)*;
30 £) CI-MS: 326 (M + H)*;
g)  CI-MS: 354 (M + H)*;
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& ()-103K3103K3c|[: A4103K3 / 10%& ()- H 10%6+$6& ()- f9*310%3$& ()- %
10% +$, & ()-L KL&S!:10%3$& ()-" S 109%& ()-M||[:-410+$ Y=10%$& ()-
s310%a#& ()- ~S310%#& ()- s310% & ()- sS31094+$1& () -

Rs310% +$' & ()-: b@10+$ ! &$10%& ()-4 HE$L0%& ()-4 / L: $10%CC& () -

sL: $10%&' ()- @O%& ()- 10+$10+$p|[9@10+$! ' 109%& ()- H 109%& ()- N'10%& ()-:
Xf 10%& ()-& S 109%&' ()-9 KHF 10% & ()-' E3jop|[:-410 <109%&' ()- @910%& () --
“14%310%& ()- | 4%3109& ()- /109%& ()-s g5@ +y10% {& ()- Mpgr*bA410

“10%4& ()-s CLO%& ()-s h'Y $10%$ & ()-s Y $10%& ()-s

10%& ()-f1010q|[: A410 \L( 10%& ()-9 fL$T 1098& ()-: ~ 1098& ()-
THO10%$H&' ()- 10%& ()- MLOY%& () - PS05678}\ 0B51010$10$10%

L<1096& ()h)] 6&IO04BRS ( )33d AMOBE) (- LL- 109%& ()- HLL- 109%& ()-8({Z90B5101
“SY109& ():. SYLOY%+& ()-- YL0%&\ ()-s "9&9 "10% & ()-!F #10%w& ()- 9>F
#10%&' () - 1o 2931 3)a5§/ ‘E(%&' )§*-'M * 100& ()-: -

15, & 109& {) - ! HTLOEG f &9 -1 5sHIBYR ()-3 a- 109& ()-: G 4| obU410 vy

g1098& ()-2z(101010 <109%&' ()-. .8 " 109%&' ()- LS10%R: () - ,

3" $109%43HEY) - L%_ﬁf‘f”fbuff&c%é%éﬂ/é%“%) -‘%" *Y%%k&g‘(’)‘?é' 9&%0%}&7&()- DsL
10988 (9- & YOPAME & {90 (MAOMH&;()- 11| [:bUsl0 3. &10%B& () -

B3. &10%¢& ()- ~9) 10% & ()-s 59) 10%& ()-s a9%- 109%& ()- L@

MLO%$&' () -B) PvIEHADB P10+ ) "810% % & ()-3 3 10% % & () - 10$10$10$
9<10%& ()o) _7 @SS {Je zih [ ZOWYA10 0109988 ()-s 10%x& ()-s °

1099& ()-s KH31099& ()-! 10% & ()- C 10%R9&& ()-/,{Z9vU410

7$10% Ys&' P) - * @didodek M) + H @ows ()-1) @10% & ()- C @ 10%-9%-& () -
C$10%-%+& &) -, ef KIMBlY Whl0 @VLOUHE () - ( ARGMLOYB$5& () -M Y &109%& ()-(10

10 1) CI-HRMS: Calcd 380.2087 (M + H)*, Found: 380.2078;
s) CI-HRMS: Calcd 356.2008 (M + H)*, Found: 356.1997;
t) CI-HRMS: Calcd 416.2220 (M + H)*, Found: 416.2005;
u) CI-HRMS: Calcd 370.2243 (M + H)*, Found: 370.2246;
V) CI-HRMS: Calcd 380.2400 (M + H)t, Found: 384.2382;

15 w) CI-HRMS: Calcd 429.2376 (M + H)*, Found: 429.2358;
X) CI-HRMS: Calcd 397.2478 (M + H)+, Found: 397.2484;
y) CI-HRMS: Calcd 410.5438 (M + H)*, Found: 410.2558;
zZ) CI-HRMS: Calcd 368.4625 (M + H)*, Found: 368.2100;
aa) CI-HRMS: Calcd 368.2090 (M + H)*, Found: 368.4625;

20 ab) CI-MS 410 (M + H)*;
ac) CI-HRMS: Caled 370.4785 (M + H)*, Found: 370.2246;
ad) CI-HRMS: Calcd 356.4514 (M + H)*, Found: 356.2086;
ae) CI-MS 384 (M + H)*;
af) CI-MS 400 (M + H)*;

25 ag) CI-MS 426 (M + H)*;
ah) CI-HRMS: Calcd 388.1553 (M + H)+*, Found: 388.1554;
ai) CI-HRMS: Calcd 388.1540 (M + H)*, Found: 358.1546;
aj) CI-HRMS: Caled 430.2005 (M + H)*, Found: 430.2006;
ak) CI-HRMS: Calcd 390.1683 (M + H)*, Found: 390.1682;

30 al) CI-HRMS: Calcd 376.1554 (M + H)+, Found: 376.1548;
am) CI-HRMS: Calcd 404.1853 (M + H)*, Found: 404.1850;
an) CI-HRMS: Calcd 420.1810 (M + H)*, Found: 420.1809;
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%10 %10 % =10% % & ()- c 7$10%0+& ()- <+. |[:vW10 KQA0%$?& ()-A
9l MO%& ()- QI mo%& ()- kI 1098& ()- ° 10%i$u& ()- 109%& ()-AFQG[:-410%
C<1098& ()-A S8t$10%$z& ()-F x° 3&10%& ()- w 3&10%nk& ()- \. 1098& ()-
“*ml0%& () - GH pbA410$  f10%Zr Z& ()-z 10%ZrZ& ()- Iss 10%rZ& ()-s M
10% & ()- Of -10%rZ& ()-10$10$0B|[: A410$ RO*mLO%\[& ()- ~9, & 10%rj & ()-
9,& 10%& ()- L'10%r[& ()- KL,s10% & ()-M s109%ZrZ& ()--0|[:-410ZrZ
Y=109%r Z& () - 98ml0%r Z& ()- ~Cy 410%% %& ()-L 9310%r Z& ()- ARy/10% & () -
“9* 0% Z& () - dgbA410ZrZ F 10%& ()- HF 109%& ()- D &S 1098& ()- C $10% $
& ()- 0@, Ja%%&c(ﬂmiq@ZréaQZHZguanb4A4m2nzm: 1@&@&()445)@3{4910%&'()-
0#T 1098& ()- #T 10%& () -

ACSs 109 bu410
$10% () - Ff@éloﬁoﬁ%m%&c&‘) 45&616%& NoE @4§& (21‘6%%&9‘3%1 1941 08 () -
"y [ bUAL0 4nk, cHQURMS):- Mal%)ﬂ 11@9{&1@)39 [@Udm/& (90un&0%4)184@3 109&' ()-s
" 3F $10%& () Frp| [ : bU410 4 , 9- 109%N& - 109 () -
1098 () - - 3&DOYLLC- }{RMSIo%l(s)i 3#§| [1'57§1dh1 &<§®6/& If‘?umbé% A2 §9)i-

5GLOY& ?) asd-  H%edis(.) valcd92180%0&0( )M +TH +, 105@hd ) -4 S9&I 1224104
“10% & () -y {&@O% () - DLOY%& A 100 (). 10%@%/&1010 4V [ A4104

4109%& () - {a@.:s)lo%& -BRMS-: F@%v@&g@)‘h §ae- 1(610/& M 184-25

109& U4 0 +' &n 109&
(es100 () el v D SrisTodagon () O 186 () oo s s ()

< 110988 (v [OWBME:(FalsdodBa - @)48]4/ V(U410Héﬁ, mwrds& X87-3477;

MLOYZr Z& () A0 8.1 % 3" 0% 8
& ()-/1N (%a ouss %\%5&10 97 %’ : %gi)%o (()/r o?z é‘gq/“i%%/ﬁr %s%%gi
1S10071B8' () ORTLNE &70) (M FOWTF 28 ()-'K [:-4102rZq &3=10%r Z&' () -

1o ) 100 & (b AATDr 250 IOV TO0g & () - ¢ 109 ()- g0 ~10%& ()- Z10% ()-
*810%&' () - MEOZr ZIOMSZAR[0[ :(MAX0B) Zg T2F&10%&' ()- $109& ()- Y:y 109%& ()-
ba) CI-HRMS: Calcd 376.1340 (M + H)*, Found: 376.1347;
bb) CI-HRMS: Calcd 378.1497 (M + H)*¥, Found: 378.1495;
15 bc) CI-HRMS: Calcd 364.1340 (M + H)*, Found: 364.1333;
bd) CI-HRMS: Calcd 378.1593 (M + H)*, Found: 378.1498;
be) CI-HRMS: Calcd 392.1653 (M + H)*, Found: 392.1649;
bf) CI-HRMS: Calcd 378.1497 (M + H)¥, Found: 378.1489;
bg) CI-HRMS: Calcd 406.1810 (M + H)*, Found: 406.1819;
20

The examples delineated in TABLE 8 may be prepared by
the methods outlined in Examples 1A, 1B, 432, 433, 434.
Commonly used abbreviations are: Ph is pkenyl, Pr is
25 propyl, Me is methyl, Et is ethyl, Bu is butyl, cPr is
cyclopropyl, Ex is Example, EtOAc is ethyl acetate.

TABLE 8
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St 10%& ()- MLO%& ()- MLOYRGR& ()-v|[NA410101010 <109%&' ()- 7 "10%& ()-3
2°$10%"& ()- 2°$10%9[ & ()- ,, MLOY&' ()- M| [: NA41010 &109%& () -
{f&10%& ()- & 10%& ()- "f9s1098& ()- < s!10%CHCL ()- @ 109%8& () -
4a|[: NA41010 ~of F. MLO%e$e&' ()- , 10%& ()- v+S)10% $} & ()- $10%& () -
N$10%& ()- q&F 109 $x& ()-a$| vual10 Y> 109 & ()- 9> &$10%.& ()- KH 1092
& ()-10$10$10% 9 <1098& ()- 4ml0%& ()-/FX| [:vU410 Y f)910% & ()-9
TCf &Y109%&' ()-zK $10%R & ()- OM 109 & ()- | 109 & ()- Y 10%2
*& () - X$MRSTU| obW410 10%&' ()-f102 102 102 K y; 109 & ()- 610% & ()- a0
1092 & ()- y,,- 1092 F& ()-PS|[:bU410 - 10%& ()- FVSY109%&ZZ& ()-K
1098 ()- f109%& ()- &S 10%:& ()- wS_10%& ()-ng$|[:bU410 @10 ()-
KLS010% & ()-K fy, @ 10%& ()- T?S f1BWhh& ()- f&L0%& () -
Al SEMLO%JUS' () - U410 OH@B109%& () - 9B 1 310%s& ()- Y>S f10%& ()-101010
=10%& ()- S610%& ()-~ :Q[:v ' & 10%& ()-Y g0, F"10%& ()-z |
109%& ()-z ~5@10%& ()- 10%& ()- T?,6T109%&' ()-9 f510%& ()-Y -
A5, S2109& ()- vy, 109& ()- vy, 10988 gbdlo 10% () -
Y>LS@0%s& ()- L?Yy310%f& ()- =1ob “$}|[:vual0
g: 9&MLOY&' ()-Y s$10%& ()-L {!9! % ()- 10%& ()- -
L, 10%& ()-9N obU410 |510% :(C)‘--10101UL 109 ()- S310%.& ()- g+9. 10%& () -
\'s*@10%& ()-NwR| [:bU410 | 10% & () - g010%&4l) zL FZ10% & ()-° OD-10%
& ()- LY $10%& ()- iLY $10%& ()- GTW[: bus10 310% & ()- T?0° 10%& ()-L
y, 109%& ()- YC(10%&' ()- a# 10% & ()-y q0310% & ()-yWsvU410 CTFYf10%&JI& () -
109%8& () - ’\C&10%34%& ()-10 10 10 _310% & ()- A50,53" 0% () - S&ObL; VU410 C
$1096& () - H=s10% A 10988 T)- 109 ()- gOF10%$n& () - =i-
OD&s10%W// V& ()--~0| [ : vU410 C F4 %0%& ()- sF4 %0%z& ()-" c0/10% $j & () -
3. 10%& () - g&Y+T10%$x& ()-z & 109%& ()-0el movU410 s10%& () -
FV' 10982382092 f10%& () - 10$1H$TOF2MPeBe () - 81096RLYy=PH L| [ : vU410
8$10%& () -Bokl" 100@8& ()- L 10¥fufey KH = 109888 § _Eo%ghloty& O)- 7

"1098$& ()-V|[:vU410 AVFf52"10% U. & ()-: F 310%& 010%<& () -
*109&' ()- 2909K& (Ye A y&1OWHR (E}LCHEON110 Al 10% ${$9zce; =PH S" 10988 () -
| S'10% L! & A 10U d & () 09%& ()-&) O0h[; w410 A OVB) 10% $i & () -
95@ 109%68! f§’33 30 f 8‘%%\@!\/& (%QAA%}’QE’%D%& (- . ey- % \6'1)4]‘?3

S 10988 () - %eq[ - 4803A &y; 10988 )penmlo%s& () (4/—§$10m<$k& ()- QA

L(/ s$1086 d h10968! ( 1096&' ( MIQSA , @ 0% (
FlO%&P -?I’n g‘f Do’ () - é“s‘c'g .02%@ ‘ @10%& %%?6§f0$ra|[ AA10SA

1 10908 () @oaa_* 108& () - OO/RHC(H)(Etﬂ‘ﬂO%JU& ()-- 21431599/&h() t 109&' () -
0bU410 LZ1098&: 101010 Y<1Q% 710%& S YR
lyZlO%& () - ?g%lgmf)ﬂmlo & 3f6)§§5*)3’”e§@10%<(&)() "3@8@/& ()- k109858 ()
LS1096& () 2@s #10%$1& () - kxn—ecrk;[cnbdﬂﬂ@ o 10%8! S&; {-MesiphY" 10%# | #&' () -
0%$&() @10 & ()- , MO 0%&' ()-&) sfY810

qoL10%gq&' ¢9° 10$1t5$10$310fy$'&c ‘5”3?“9%?6%3& ()- badab¥8& ) - 00
10°/c($(86()2)ﬁ1|[ f Y&d 0 &100/&<éx)chIaHQWT& ()-" 2-k8, 4088 ()-s ~° 10%& ()-t
© 10%& ()-t /hO 9$10% /& () :fY810  610%& ()- X . 10%& ()-t )

109%&' ()- XPoWouk (¥e & 3cy#1ocyek{"%'§‘-‘-‘§2€fw2s10cyqq&' ()2 COAMEB | 310%t& ()-s
1098& ()-z301010 LadO%& () - S7@kickQi& ) - KH 3 " 10246K& 4appisO [ VU410 | L
1098& ()- Y:sf10%& ()-s s@O%& ()- TCS10%& ()-° D& 109%& ()-s CYO
310%%$p& (FoH | [:vUR10 | D/ 9d0%¥e& ()- .910%B& (F+*™M9%)PP0% & ()-s

C9y) 10%4&' byrs  9Smd0%& () - nggc;{ &o() - zm S210, G, m%:q,()& ()-3810$10$10%-

()-

<10%$& é‘)-- Y7(%10‘V$& ()-z- > D90 /¢# #& ()--! QD % 0%~ v | Z9 S210
ORML0% (793K, s"H9% [ & () - NFEMISHICHZCE' () - 10% &2(4)‘1‘4*5&511l t$10% & () -

t $109%&' () - bhse 5210Me "% 10% &ufdre G VMR & () - S Q{ & ()- "y 10%& ()-
\y 10% & ()- 10% & ()-s|[NA410 10 10 10 10%&(') §10°/iy&'()-
ad$10%&' () 208010% 82 () - FM-MLOSBEH (EYy)s 4 | 2-Me, 4-MeOPh

2018 Me NHCH (CH0Me) » 2-Me, 4 -MeQPh

2019 Me N (CH,CHoOMe) o 2-Me, 4 -MeOPh115-

25  116° .
2020 Me (S} -NHCH (CHp CH20Me) - 2-Me, 4-MeOPh
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ql [: NA410 10 gOf, 109884 ()-t @ 10% %6 & ()-s "9 108 WA & ()-s 9
109 "[& ()-s 9c910988& ()-s 53 $109498A& () - sqt g]
& ()- ~+ 10%bHE ()-s T+ 10% %6 & ()-s &S 1090%A& ()- c4f! @OWARK ()- s
W naT310 S 9109%& ()-y10 %6 10 %6 10 9%
| 559409004 ()- UNE|[:aT310

10% %6 & ()
10% & ()-!59%0%sé& () -

109 () -

10

15

20

25

30

2021
2022
2023
2024
2025
2026
2027
2028
2029
2030
2031
2032
2033
2034
20135
2036
2037
2038
2039
2040
2041
2042
2043
2044
2045
2046
2047
2048
2049
2050

2051
2052

Me

Me

Me

Me

Me

Me

Me

Me

Me

Me

Me

Me

Me

Me

Me

Me

Me

Me

Me

Me

Me
Me

Me

Me

Me

Me

Me

Me

(CH,OMe)

_(8) -NHCH (CH2CHOMe ) -

(CHo0Me)

N (CH2CHoOMe) 2
NHEt
NHCH(Et) 2
NHCH (CH20Me ) 2
N{Ac)Et
(S) -NHCH (CH»CH0Me) -
(CH0Me)

N (Pr) CHCH2CN
NEty
(S) -NHCH (CH3CHZ0Me ) -
(CHoOMe)

NEt,

N (c-Pr)CH2CH2CN
N (c-Pr)CHyCH7CN
NHCH (Et ) CHpOMe
NHCH (Et ) CHy0Me
NHCH (CHpOMe) 2
N (CHpCHy0Me} o
NHCH (Et ) CHaOMe
N (c-Pr)CHCH2CN
NEt
NH-3-pentyl
NHCH (Et} CHCHoOMe
NHCH (Me) CHCHy0Me
NHCH (Et) CHyCHoOMe
NHCH (Me) CH3CH30Me
NHCH (Et) CH2CH2O0Me
NHCH (Me ) CHpCH0Me

NHCH (CHp0Me) 2
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2,4-Mey-Ph

2-Me,4-ClPh
2,4-Mez-Ph

2;Me,4-C1Ph

2-Me,4-ClPh
2,4-Mes-Ph

2-Me,4-ClPh

2-Me, 4-MeQOPh
2-Me, 4-MeOPh

2-Cl,4-MePh

2-Cl,4-MePh
2-Me, 4-MeOPh
2-Cl,4-MePh
2-Me, 4-MeOPh
2-Cl,4-MePh
2-Cl-4-MeOPh
2-Cl-4-MeOPh
2-Cl-4-MeOPh
2-Cl-4-MeOPh
2-Cl-4-MeOPh
2-Cl-4-MeOPh
2-Cl-4-MeOPh
2-Cl1-4-MeOPh
2-Br-4-MeOPh
2-Br-4-MeQOPh
2-Me-4-MeOPh

2-Me-4 -MeQOPh

2-Cl-4,5-(MeO) 2Ph
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2078 Me NHCH (Et ) CHaOMe 2-Me-4,6-(MeO) 2Ph
2079 Me N(c-Pr) CHpCH2CN 2-Me-4,6- (MeO) 2Ph
2080 Me NEt o ’ 2-Me-4,6-(MeO) 2Ph
2081 Me NH-3-pentyl - 2-Me-4,6- (MeO) 2Ph
30 2982 Me NHCH (Et ) CH CH30Me 2-Me-4,6- (MeQ) 2Ph
2083 Me NHCH (Me) CH3CH20Me 2-Me-4,6- (MeO) 2Ph
2084 Me N (c-Pr)CH2CH2CN 2-Br-4,6-{Me0) 2Ph
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-10-E - <102/39E & (Jg NHCH (Me ) CHoCHpOMe 2-Me0-4-MePh
1S 2099 Me NHCH (CH0Me) 2 2-Me0-4-MePh
2100 Me N (CHCH20Me) 2 2-Me0-4-MePh

2101 Me NHCH (Et ) CHa0Me 2-Me0-4-MePh

2102 Me N (c-Pr) CH2CH2CN 2-Me0-4-MePh

2103 Me NEt2 2-Me0-4-MePh

20 2104 Me NH-3 -pentyl 2-Me0-4-MePh
2105 Me NHCH (Et) CH2CH0Me 2-Me0-4-MePh

2106 Me NHCH (Me) CHCHO0Me 2-Me0-4-MePh

2107 Me NHCH (CH0Me) 2 2-Me0-4-C1lPh

2108 Me N (CH2CH20Me) 2 2-Me0-4-ClPh

25 2109 Me NHCH (Et ) CH;0Me 2-Me0-4-C1Ph
2110 Me N(c-Pr)CH2CH2CN 2-Me0-4-ClPh

2111 Me NEt 2-Me0-4-ClPh

2112 Me NH-3-pentyl 2-Me0-4-ClPh

2113 Me NHCH (Et) CH,CH20Me 2-Me0-4-ClPh

30 2114 Me NHCH (Me) CH2CH20Me 2-Me0-4-C1lPh
2115 cl N (CHCH20Me) 2,4-Clp-Ph

2116 cl N (Bu)EC 2,4-Cly-Ph
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2120 cl NHCH (CHpOMe) 2 2,4-Cly-Ph
5 2121 cl NHCH (Et) 2 2,4-Mez-Ph
2122 c1 NHCH (CHo0Me) 2 2,4-Me-Ph
2123 cl N (CHpCHaOMe) 2 2,4-Meg-Ph
2124 cl N{c-Pr)CHaCH2CN 2,4-Mez-Ph
2125 cl N (CH2CH0Me) 2 2-Cl,4-MePh
10 2126 cl NHCH (CHpOMe) 2 2-Cl,4-MePh
2127 cl NHCH (Et) 2 2-Cl,4-MePh
2128 cl NEt> 2,4-Mey-Ph
2129 cl N (Pr) CHCHCN 2,4-Mez-Ph
2130 cl N (Bu) CHoCH2CN 2,4-Mey-Ph
15 2131 cl NHCH (Et ) CHa0Me 2,4-Mes-Ph
2132 cl NHCH (Et) 2 2-Me, 4 -MeOPh
2133 cl NHCH (CHoOMe) 2 2-Me, 4 -MeOPh 74-76"
2134 cl N (CHCH0Me) 2 2-Me, 4-MeOPh
20 2135 cl (S) -NHCH (CH2CH0Me) - 2-Me, 4-MeOPh
2136 (CHpOMe)
2137 c1 (S) -NHCH {CH»CH0Me) - 2,4-Mes-Ph
2138 {CH;0Me)
2139 cl N (CHCH20Me) 2 2-Me,4-ClPh
25 2140 cl NHEt 2,4-Mes-Ph
2141 cl NHCH (Et) 2 2-Me,4-ClPh
2142 cl NHCH (CH2OMe) 2 2-Me, 4-ClPh
2143 cl N(Ac)Et 2,4-Mes-Ph
2144 cl (S) -NHCH (CH»CH20Me) - 2-Me, 4-ClPh
30 2145 {CHpOMe)
2146 ci N (Pr)CH2CH2CN 2-Me, 4-MeOPh
2147 cl NEt 2-Me, 4-MeOPh
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2156 c1 N (CH2CH0Me) 5 2-Cl-4-MeOPh
10 2157 cl NHCH (Et ) CHpOMe 2-Cl-4-MeOPh
2158 cl N{c-Pr) CHyCHCN 2-C1-4-MeOPh
2159 c1 NEt 3 2-Cl-4-MeOPh
2160 cl NH-3-pentyl 2-Cl-4-MeOPh
2161 cl NHCH (Et ) CHp CHyOMe 2-Cl-4-MeOPh
15 2162 cl NHCH (Me) CHy CH20Me 2-Cl-4-MeOPh
2163 cl NHCH (Et ) CHCH20Me 2-Br-4-MeOPh
2164 c1 NHCH (Me ) CHCH20Me 2-Br-4-MeOPh
2165 cl NHCH (Et) CHy CHOMe 2-Me-4-MeOPh
2166 cl NHCH (Me) CHy CHOMe 2-Me-4 -MeOPh
20 2167 cl NHCH (CH70Me) 2-Cl-4,5-(MeO)2Ph
2168 cl N (CH2CH0Me) 5 2-Cl-4,5- (MeO)7Ph
2169 c1 NHCH (Et ) CH2OMe 2-Cl-4,5- (MeO)5Ph
2170 cl N(c-Pr) CHzCHCN 2-Cl-4,5- (MeO) 2Ph
2171 c1 NEt) 2-Cl-4,5- (MeO) 3Ph
25 2172 c1 NH-3-pentyl 2-Cl-4,5-(MeC)>Ph
2173 cl NHCH (Et ) CHCH,0Me 2-C1-4,5- (MeO) 2Ph
2174 c1 NHCH (Me ) CHyCHa0Me 2-Cl-4,5-(MeO) 2Ph
2175 cl NHCH (CH0Me) 3 2-Br-4,5- (MeO) 2Ph
2176 cl N (CHCHoOMe) 2 2-Br-4,5- (MeO) 3Ph
30 2177 cl NHCH {Et ) CH;0Me 2-Br-4,5- (MeO) »Ph
2178 c1 N (c-Pr) CHpCH2CN 2-Br-4,5- (MeO) »Ph
2179 cl NEt 2-Br-4,5-{MeO) 2Ph
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2188

NH-3-pentyl

2-Cl-4,6-(MeO) 2Ph

10 2189 cl NHCH (Et ) CH3 CHyOMe 2-Cl-4,6- (MeO) 2Ph
2190 cl NHCH (Me) CH2CHp0Me 2-Cl-4,6- (MeQ) 2Ph
2191 Cl NHCH (CH;0Me) 2-Me-4,6- (MeO) 2Ph
2192 o | N (CHCH0Me) 3 2-Me-4,6- (MeO) 2Ph
2193 cl NHCH (Et ) CHaOMe 2-Me-4,6- (MeO)2Ph
15 2194 cl N {(c-Pr) CHaCHaCN 2-Me-4,6- (MeO) 5Ph
2195 cl NEt 2-Me-4, 6- (MeO) 2Ph
2196 Ccl NH-3-pentyl 2-Me-4, 6- (MeO) oPh
2197 c1 NHCH (Et ) CH3CH,OMe 2-Me-4,6- (MeQ) 2Ph
2198 Cl NHCH (Me) CHCH;O0Me 2-Me-4,6-(Me0O)2Ph
20 2199 c1 N (c-Pr)CHaCHCN 2-Br-4,6- (Me0O)2Ph
2200 c1 NEt 2-Br-4,6- (MeO) 2Ph
2201 cl NH-3-pentyl 2-Br-4,6-{MeO)>Ph
2202 cl NHCH (Et ) CHCH20Me 2-Br-4,6- (MeO) 2Ph
2203 cl NHCH (Me ) CH3CH20Me 2-Br-4,6- (MeO) 2Ph
25 2204 Cl NHCH (Et ) CH3CH2OMe 2-Me-4-MeOPh
2205 cl NHCH (Me) CHpCHpOMe 2-Me-4-MeOPh
2206 cl NHCH (CH0Me) 2 2-Me0-4-MePh
2207 cl1 N (CH5CHQMe) 2 2-Me0-4-MePh
2208 Cl NHCH (Et )} CH20Me 2-Me0-4-MePh
30 2209 c1 N(c-Pr) CHCH2CN 2-Me0-4-MePh
2210 cl NEtj 2-Me0-4-MePh
2211 Cl NH-3-pentyl 2-Me0-4-MePh
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2219 Ccl NH-3-pentyl
2220 cl NHCH (Et) CH2CH0Me
10 2221 Cl NHCH (Me) CHaCHp0Me
2222 cl NHCH (CH0Me) 2
2223 c1 N (CHCHa0Me) 2
2224 cl NHCH(Et)Cszne
2225 cl N (c-Pr)CHzCH2CN
15 2226 cl NEt2
2227 Ccl NH-3-pentyl
2228 cl NHCH (Et) CH2CHo0Me
2229 cl NHCH (Me ) CHCH20Me
2230 F N (CHCH;0Me) 2
20 2231 F N (Bu) Et
2232 F NHCH (Et) CH20Me
2233 F N (Pr) CHCH2CN
2234 F NH-3-pentyl
2235 F NHCH {CH0Me) 2
25 2236 F NHCH (Et) 2
2237 F NHCH (CH0Me) 2
2238 F N (CH2CHZ0Me) 3
2239 F N (c-Pr)CHCH2CN
2240 F N (CHCH0Me) 2
30 2241 F NHCH (CH20Me) 2
2242 F NHCH (Et) 2
2243 F NEt 2
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2 :NebOYdHelph -
2-Me0-4-MePh
2-Me0-4-MePh
2-Me0-4-MePh
2-Me0-4-ClPh
2-Me0-4-ClPh
2-Me0-4-ClPh
2-Me0~4-ClPh
2-Me0-4-C1lPh
2-Me0-4-ClPh
2-Me0-4-ClPh
2-Me0-4-ClPh
2,4-Clsy-Ph
"2,4-Clp-Ph
2,4-Clp-Ph
2,4-Cl-Ph
2,4-Cly-Ph
2,4-Cly-Ph
2,4-Me3-Ph
2,4-Me3-Ph
2,4-Mez-Ph
2,4-Mez-Ph
2-Cl,4-MePh
2-Cl,4-MePh
2-Cl,4-MePh

2,4-Mes-Ph
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2255 F i

NHEt 2,4-Me3-Ph
2256 F NHCH (Et) 3 2-Me,4-ClPh
2257 F NHCH (CHOMe) 3 2-Me,4-ClpPh
15 22s8 F N (Ac) Et 2,4-Me3-Ph
2259 F (S) -NHCH (CH2CH0Me) -~ 2-Me,4-ClpPh
2260 (CHoOMe)
2261 F N (Pr)CHyCHCN 2-Me, 4-MeOPh
2262 F NEt) 2-Me, 4 -MeOPh
20 2263 F {S) -NHCH (CH2CH,0Me) - 2-Cl, 4-MePh
2264 (CHp0Me)
2265 F NEt; 2-Cl,4-MePh
2266 F N (c-Pr)CH;CHCN 2-Me, 4 -MeOPh
2267 F N (c-Pr)CHoCH2CN 2-Cl,4-MePh
25 2268 F NHCH (Et ) CHpOMe 2-Me, 4 -MeOPh
2269 F NHCH (Et ) CHy0Me 2-Cl,4-MePh
2270 F NHCH (CH0Me) 2 2-Cl-4-MeOPh
2271 F N (CHCH0Me ) 2 2-Cl-4-MeOPh
2272 F NHCH (Et ) CHy0Me 2-Cl-4-MeOPh
30 2273 F N(c-Pr)CHyCHCN 2-Cl-4-MeOPh
2274 F NEt3 2-Cl-4-MeOPh
2275 F NH-3-pentyl 2-Cl-4-MeOPh

-162-



L10%& ()- 3 L10%& ()-

F109&' ()-10 10 10 @<&l0% & ()-+|[: vU410
, 9 109%& ()-° 9 10%& ()-°

1094+& ()- 109& ()- yP-10% & () -
-109%&' ()-+6RY" W [ vU410 y109%&' ()- ~S910% & ()-m nS910%&& ()-m

S9109% ()-m L: 109 ()- GL 9 109%fn& ()- |[:vU410 -10%& ()- |.10%& ()-
POAO% ()- 940%& ()- YAO%& ()- qPYd0%& ()-u | 0bU410  1098N& ()-101010 @

@O% ()- 5S109& ()-@ 1109 ()- w 1109& ()- G |[:bU41l0 y&SI10%W/HVE () -
#y&$10% #j & () - 109R#& ()- °  10%# & () - 109EHEE ()- 9%  L1098N#N& () -
]2 (1vUA10  100RwZ& ()- 8° 10%c& ()- 10%2 c& ()-10"10"10"

(Y&S10% & () - " y&SLON #[ & () - | & $##| [ VUAL0 " y% 10%C& ()- @ y%
10%c& () - @y 10%F rr&\ () - KECH (B GE2GH20Me 100402 A @-F)=4-MeOFh

10%.& () - #Zabcds- 1 & 1004 102 102 102
e & (57 o 1008 () @%Hg")‘emgﬁémgvf) 10%2&'[9{(')!;% bdari 02 ()-

100& ()- " $:40%& (F @$ 1005HCE(EY) CECH000& () - - f GhPr-43MeQPR0. | "' F

$109K& ()-S . “F $10% () S 1109

f11098K3& @$1%10. 1 3WU41§““5*1%%’%§§‘8§‘@ , 10%43@& &AQ 103K3103K3103K3
<&109BK8& G)go F FOUKE () - NEicH (ROWBL ¢H20ME A |[:vl345!€)-4 MO $#: & () -
@ov)# & ()- = @o%':& () 0 ) @0% & 1 @0%R$: & ()-A
MR } | B29A1410 F 10% RS$: gﬂ%% 6973 "g&' ()-s Llﬁo/m &%9? - >SL109% ()-

NL10%&' () - 2242l0%&' (g -
10% ": & () - Y F 10%<R$X&'() Y

Mch (di3Ome)ls " 109@&C( 4 5- Mbﬁ%Ph#: & ()- F

2284
10 2285

2286
2287
2288

2289
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2303
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2306
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N(CE;CH20Me)2
NHCH (Et ) CHoOMe
N(c-Pr)CHCH>CN
NEt,
NH-3-pentyl
NHCH (Et ) CHaCH20Me
NHCH (Me ) CH3CH0Me
NHCH (CH20Me) 5
N (CHaCH20Me) 3

NHCH (Et ) CHy0Me

N(c-Pr)CHaCHoCN

NECt?
NH-3-pentyl
NHCH {Et ) CH2CHo0Me
NHCH (Me) CH3CH0Me
NHCH (CH2OMe) 2
N (CH>CH0Me) 2
NHCH (Et ) CH20Me
N{(c-Pr)CH2CHZCN
NEt>
NH-3-pentyl
NHCH (Et ) CHCH0Me
NHCH (Me ) CH3CH0Me
NHCH (CH20Me) 3

N (CH2CH>0Me) >
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2-Cl-4,5- (MeO) 2Ph
2-Cl-4,5- (MeO) 2Ph
2-Cl-4,5- (MeO) 2Ph
2-Cl-4,5- (MeO) 2Ph
2-Cl-4,5- (MeO) oPh
2-Cl-4,5- (Me0O)5Ph
2-Cl-4,5- (MeO) 2Ph
2-Br-4,5- (MeO) 2Ph
2-Br-4,5- (MeO)2Ph
2-Br-4,5- (MeO) 2Ph
2-Br-4,5- (MeO) 2Ph
2-Br-4,5- (MeO) 2Ph
2-Br-4,5- (MeO) 2Ph
2-Br-4,5- (MeO) 2Ph
2-Br-4,5- (MeO) 2Ph
2-Cl-4,6-(MeO) 2Ph
2-Cl-4,6- (MeO) 2Ph
2-Cl-4,6- (MeO) 2Ph
2-Cl-4,6- (MeO) 2Bh
2-Cl-4,6-(MeO)2Ph
2-Cl-4,6- (MeO) 2Ph
2-Cl-4,6- (MeO) 2Ph
2-Cl-4,6-(MeO)3Ph
2-Me-4,6-(MeO) 2Ph

2-Me-4,6- (MeO) 2Ph
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N (CHpCH2OMe) 2
NHCH (Et ) CH;0Me
N (c-Pr)CH2CH2CN

NEt>
NH-3 -pentyl
NHCH {Et ) CH2 CHpOMe
NHCH (Me ) CHCHOMe

NHCH (CH;0Me) 3
N (CH3CH,OMe) 2
NHCH ( Et ) CHyOMe
N{c-Pr)CH3CHCN

NEt,
NH-3-pentyl
NHCH (Et) CH3CH2OMe
NHCH (Me ) CHCHoOMe
NHCH (CH20Me) 2
N (CHCHZ20Me) 2

NHCH (Et ) CHyOMe
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348 Me NH-2-butyl

(2:4—C12-Ph

10 2349 Me cyclobutylamino 2,4-Cls-Ph
2350 Me 2-ethylpiperidinyl 2,4-Cla-Ph
2351 Me NMe (propargyl) 2,4-Cly-Ph
2352 Me NEt (propargyl) 2,4-Cly-Ph
2353 Me NEtMe 2,4-Cla-Ph
15 2354 Me NEtPr 2,4-Cly-Ph
2355 Me NMeBu 2,4-Cly-pPh
2356 Me NMe (CHCPr) 2,4-Cls~Ph
2357 Me NEt (CHacPr) 2,4-Cls-Ph
2358 Me NPr (CH>CPr) 2,4-Clp-pPh
20 2359 Me NMe (CHCH0Me) 2-Me-4-MeOPh
2360 Me NEt (CH3CHoOMe) 2-Me-4-MeOPh
2361 Me NPr (CHCH2OMe) 2-Me-4 -MeOPh
2362 Me NH-2-butyl 2-Me-4-MeQPh
2363 Me cyclobutylamino 2-Me-4-MeOPh
25 2364 Me 2-ethylpiperidinyl 2-Me-4-MeOPh
2365 Me NMe (propargyl) 2-Me-4-MeOPh
2366 Me NEt {proparqgyl) 2-Me-4-MeOPh
2367 Me NEtMe 2-Me-4 -MeOPh
2368 Me NEtPr 2-Me-4-MeOPh
30 2160 Me NMeBu 2-Me-4-MeOPh
2370 Me NMe (CHpcPr) 2-Me-4-MeOPh
2371 Me NEt (CHcPr) 2-Me-4-MeOPh
2372 Me NPr (CHcPr) 2-Me-4 -MeOPh
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& ()-zY109%R & ()-zY10% & ()-zY10%R & ()-zvvvvvvvdD$SY10% & ()-zY109%R
& ()-zY109@3& ()-zM09R2 & ()-zYMe& ()-z;cF _-) dviiMRanljk/ Y1092
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wwt XY1092 & () - zY10%/10%R & ()-z Y109 & ()-zY109%R & ()-zY10% & ()-zY10%R
foc(ye)&-gw%m () - zvev WwwW WX gF%NMEBY 109 () - ( yH#@ 109 &K )-S y(Y#@
"()-S& yLF"10% & ()- Y1092, & (- ZoCF _-)+xxzzzzzg{yUiy+ 1 yL$109& () -
L$10% $ & f?‘l_"' 10"(%90" 10" yY:gT%%)gﬁgz%srs ‘y+ 108" S%L%%é%%% 10?’//6 0
S& ()-{{{[pbds}~| [:vdMdy+ 1 y " Ned@IBEL()- " 10% & §{)Mez2-BH" 10%R& ()- %

10% % & ()- 0 10% & ()- Y&LOWWE ().-~~~'-./ 0| oQUly+
109% & () - @&%)%ocmo% ys<f 10984 (-é%??é‘)')w/d&' () -, 351%‘55&«%?'{) -yt 109 %R () -
4@ [ : bigly+24sw Me NMe (CHCHo0Me) 2-Cl-4-MeOBh

2388 Me NEt (CH2CH20Me) 2-Cl-4-~MeQPh
2389 Me NPr (CH,CH,;0Me) 2-Cl1-4-MeOPh
2390 Me NH-2-butyl 2-Cl-4-MeOPh
2391 Me cyclobutylamino 2-Cl-4-MeOPh
20 2392 Me 2-ethylpiperidinyl 2-Cl-4-MeOPh
2393 Me NMe (propargyl) 2-Cl-4-MeOPh
2394 Me NEt (propargyl) 2-Cl-4-MeOPh
2395 Me NEtMe 2-Cl-4-MeOPh
2396 Me NEtPr 2-Cl-4-MeOPh
25 2397 Me NMeBu 2-C1-4-MeOPh
2398 Me NMe (CHycPr) 2-Cl1-4-MeOPh
2399 Me NEt {CHycPr) 2-Cl-4-MeOPh
2400 Me NPr (CHycPr) 2-Cl-4-MeOPh
2401 Me NMe (CHCHoOMe) 2,5-Mey-4-MeOPh
30 2402 Me NEt (CH2CH20Me) 2,5-Me-4-MeOPh
2403 Me NPr (CHCH,0Me) 2,5-Mes-4-MeOPh
2404 Me NH-2-butyl 2,5-Mes-4-MeOPh

- 166 -



p3%0%R' ()- y#10% & ()- 10% & ()-g = 10% & ()-g = 10% & ()-g y 10%

& ()-g.6789| [ NAdy+ 110"10"10" y=&10% & ()- yp, &10% & ()- ~, &L0%EL () -

, 8109%7&' ()- 9@ 3%0%" F& ()-9~{Z9NAdy+ 110 %p3 10%E"E& ()- )3

10% 1 & ()-! s10%&' ()- s10% & ()- g’ y- 10%& ()- Yy- 10%"y& ()-"|\<NAdy+
110 Fy/10% & ()-Fy/10% & ()- yy, 10%& ()- y 410% & ()- yf,10% & ()- 3
109 & () - xX@y+ 110

{Fy/ 10% & ()-Fy/ 10% & ()-{Fy/ 10% & ()-Fy/ 10% & ()-{pX<4y+ 110

Fy/ 109% & ()-{Fy/ 10% & ()-Fy/ 10% & ()-{Fy/ 10% & ()-Fy/ 10% & () - %& *: >j | <4y+
110 Fy/ 10%‘3@%’ 108" & () - /1R¥E &y (dmino 2,5-Mes~4-MeOPh

y, 41098" & () - Fy/ 109% & () -{(Fy/ 10% & () ->Pj nrxyz{] [NAiy+ 1108" 108" 108"
f1098" & ()2406Y71098" &' () - 2$SA0IBIRETERinYd1008" & 2( F=Npz -4 -MeOPh

2: 108" & ()b} | [ Ny 110 RO Ll P10 & O sGli¥ dicbbs 108 -

L 109% & ()-( Lt10% & ()- (5~ >NA

| S10% & () 28810% &te() o S 10WEPEIRRIEL00S & () - & S PO EMEPPY

10% & ( NAdy+ 110 ]
_#3QUEl oosth 6\%) & le%& ()- & sT0'& ()- &l s10% & ) B N bj wx~ DNAgy+

»

110 2410 NEtPr - 2,5-Mep-4-MeOPh

#31 S10% & (), &#3QJ§| S109% & ()- &1 GAQ9 & () - &1 s109 & () - &1, 51096 & () - &~{ _?NAdy
+ 110

#l s109% & ()48t S10%ME () - &#3QUEMS KRR )( ) - & S1095285 (Nep8d 9EOBE & () - & ?NAdy+
110

# 1096 & (248 s1098%% () - &l s10FF TR 3QUEl s109Pe5 (Me2ef YEBBB & () - &  ?2NAdy+
110 10 2414 Me NPr (CH2CPr) 2,5-Mes-4-MeOPh

# S1096 & ()- &l S10% & ()- & s109% & () - &l S10% & () - &#3QUE| 109 & ()-& (- 2ANO <
NA4y+ 110 24 NMe (CH,CHoOM

#3QUEl 510%,81€ ) - &1 $10% & () - fkeSEA%S ok & S109% & (2),48é7i§q11EOTYhuv{ DNAdy +
110

#3l s10% & @)41’&#3QJEF510%' & (YECEAGRPYE) () - &1 s10% & (‘)Cl&I‘B*!LO%' & ()- & {_?NAdy
+ 110

#1 s10% & () &I 510%& () - &#3QUEl le%é ()-& s10% & () &I 510%& ()-& ?NA4Ay+
110 15 2419 c1 cyclobutylamino 2,4-Clz-pPh

# S1006 & ()8 STO%E () - & 1098, (Je SFRAQYE! S10% & () - &Ls10% & () - &_?NAdy+
110

# S1096 & (248 S1098 () - & S1998@réDar8yH10% & () - &23QUELSANYS & () - &+89° <NAdy
+ 110

#3QUEI s109%°8°7) - &l §i0% & () - B SEOREN) - a1 s100 & () &H3cAE2D it DNAGy +
110 2423 NEtMe 2,4-Cla-Ph

#3| 5100 & () & 3@55510%& ()-8 1M & ()-8l S10% § ()8l §10% & () - &t uvwx~hH
#3| le% & Cr2Rl S10% & () - &#3QUEIad886 & () - & S10% &, §)c18+ =l 0% &' () - & ?NAdy+
110

#l s109% & ()P4%F s1096°% () - & s109H%FPRA3QUEI s10% &% §-BrsTbos & () - & 2NAdy+
110 2427 c1 NEt (CHCPr) 2,4-Cl;-Ph

¥ 1006 & ()-& 1006 & ()- &l S10% & () - &1 S10% & () - &H#3QUET le%& ()-& " <Nady+
110 #3QUEl £48% & (&l s10% & M7= @39t & () - &l s10% & {Pp-Ry 3QUE ).

KLQ DNA4y + 2318 c1 NMe (CHp CHoOMe) 2-Me-4-Me
#31 s10% & () - &#SQJElslo%& () - &ISlO%& ()-& s10% & () - &ISlO%& () - &Qvest y~{
_?NAdy+ 11@3430 NEt {CH3CHaOMe) 2-Me-4-MeOPh

i“lSlO% & ()ra§d s10%e& () - &#3Qell @A Q% 8ud)) - &1 S10% &y - SIS & () - & _?NAdy+

#l 1096 & ()24%2 S10968' () - & s109882 (Jurg¥3QUEl s10% &-Mp=8MsarIns &' () - & =NAdy +

110 # $10(y@4§‘3 () fC$10(y@I & (c)y?:lobut lamlno 2-Me-4-MeOPh

$s10%! ()-I S10% & () - gJEI le% é% % obUWy+ 1 10%?& ()-10e! 10e! 10e!

L<gl09%@P& (2% $, 10581 & () - “$5R¥OmRT IV 304100t ge(%’ huay+ 1

, 1098 () - /2435 1109R& () - / 10%RE (pyepak@YRE () - / 1090&ME)4-MedPH ) >PhHbUdy+ 1
LOYRE! () - [,4Q0R& (15 /#3 1109 &' ()-1109 \i} ?bWy+ 1
10988 () - s (}" / 10988 ( R Ghodaiyls ()- /10%@;% )‘E ayT 1

L 109R& () -/ 10988 () -/ 1098 () -/ 109R& ()-/#3 11098 ()-/ <bUdy+ 1 #3

1109R& () -/ 109R& ()-/ 1098 ()-/ 10%R& ()-/#3 1 DbUdy+ 1 #3109R& () -/ #3

1109RE ()-/ 109R& () -/ 109R& ()-/ 109R& ()-//49: GM{_?bWy+ 1

#109R&' () -/ 109R& ()-/#3 1109R& () -/ 10%R&7C) -/ 109RE& () -/ chiy ?bUdy+ 1

#109R&' () -/ 109RE& ()-/ 109R& () -/#3 1109R8& ()-/109R& ()-/ _?bUdy+ 1

#109R&' () -/ 109R& () -/ 109&R&" () -/ 109RE ()-/#3 1109R& ()-/ <bUWdy+ 1 #3

1109RE () -/ 109R& () -/ 10%R& ()-/ 109R& ()-/#3 1 DoUdy+ 1 #3109R& ()-/#3

1109R& () -/ 10YR&! () -/ 10UR& () -/ 109R& ()-/) 6{_?bUdy+ 1

T A £NA ™M A NANAIT 1PN A A PNATNNAI A NANAIT A NA NN I ~ @ 7~~NMToSPs ~I 1 14 -



1109RE& () -/ 109RE& () -/ 109R& ()-/109R& ()-/#3 1 DbUdy+ 1 #3109R& ()-/#3
1109R& ()-/ 109R& ()-/ 109R& ()-/ 109R& ()-/,{_?bUdy+ 1
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#109R&' () -/ 109R& () -/ 10UR& () -/ 10UR& ()-/#3 110UR& ()-/  <biiy--b:43
1109R& ()-/ 109R& () -/ 109R& () -/ 109R& ()-/#3 la@4y+ 10# ' Ot 10%& () -
'(109%& ()- ' 109%& ()- ' 10%& ()- ' Z10% & ()- 109R& () -/ bAdy+ 10#
f110%E&8&" () - S) 10%E&&' ()- y! 10%E&&' ()- yl0%E&&' ()- S10%E&&' () - 10#10#
|[: Ady+ 10 fl @OY%E&E ()- ' y@OYE&E ()- 109E&& ()-) ° 10%E&&E () -

109E&& ()- f:109%E&E ()- ,- 7TH PkS74y+ 1& 109%E&& ()-/ & 0& 109%E&E ()-/ &
109E&& () 243% 109658& () -/ & 109EERME) -/ P] Ner ssWi4yHMe1RVEBBERL () -/ &
109E&& () a3 10%8& ()-/ & 10YERSBH:) -/ & 10YE&SE $)melaXe@yr 1 & 109E&E ()-/ &

2435 Cl NMeBu 2-Me-4-MeOPh
2440 Cl NMe (CHcPr) 2-Me-4-MeOPh
5 2441 Ccl NEt (CHzcPr) 2-Me-4-MeOPh
2442 Cl NPr(CHchr} 2:Me-4-MeOPh
2443 (o} NMe (CHoCHy0Me) 2,4-Me5-Ph
2444 cl NEt (CHpCHp0Me) 2,4-Meq-Ph
2445 Cl NPr (CHCHyOMe) 2,4-Me-Ph
10 2446 cl NH-2-putyl 2,4-Mey-Ph
2447 cl cyclobutylamino 2,4-Me3-Ph
2448 Ccl 2-ethylpiperidinyl 2,4-Me3~Ph
2449 Cl NMe (propargyl) 2,4-Mes-Ph
2450 Ccl NEt (propargyl) 2,4-Mes-Ph
1S 2431 cl NEtMe 2,4-Mes-Ph
2452 cl NEtPr 2,4-Me3-Ph
2453 cl NMeBu 2,4-Mes-Ph
2454 Ccl NMe (CHycPr) 2,4-Mex-Ph
2455 cl NEt {CHycPr) 2,4-Meo~Ph
20 2456 cl NPr (CHycPr) 2,4-Mez-Ph
2457 cl NMe (CH3CHoOMe) 2-Cl1-4-MeOPh
2458 Cl NEt (CHyCH20Me) 2-Cl-4-MeOPh
2459 cl NPr (CH2CHa0Me) 2-Cl-4-MeOPh
2460 Cl NH-2-butyl 2-Cl-4-MeOPh
25 2461 cl cyclobutylamino 2-Cl-4-MeOPh
2462 Cl 2-ethylpiperidinyl 2-Cl-4-MeOPh
2463 Cl NMe {prcpargyl) 2-Cl-4-MeOPh
2464 Cl NEt (propargyl) 2-Cl-4-MeOPh
2465 Cl NEtMe 2-Cl-4-MeOPh
30 2466 cl NEtPr 2-Cl-4-MeOPh
2467 Ccl NMeBu 2-Cl1-4-MeOPh
2468 cl NMe (CHcPr) 2-Cl-4-MeOPh
2469 Ccl NEt (CHpcPr) 2-Cl-4-MeOPh
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2470 Ccl NPr (CHpcPr) 2-Cl-4-MeOPh
2471 cl NMe (CH;CHo0Me) 2,5-Mes -4 -MeOPh
2472 Ccl NEt (CHoCHp0Me) 2,5-Mes-4-MeOPh
2 2473 c1 NPr (CH3CH0Me) 2,5-Me2-4-MeOPh
S 2474 cl NH-2-butyl 2,5-Mes-4-MeOPh
2475 cl cyclobutylamino 2,5-Me3-4-MeOPh
2476 cl 2-ethylpiperidinyl 2,5-Me)-4-MeOPh
2477 Ccl NMe (propargyl) 2,5-Mes-4-MeOPh
2478 ci NEt (propargyl) 2,5-Meg -4 -MeOPh
10 2479 cl NEtMe 2,5-Me3 -4 -MeOPh
2480 Cl NEtPr 2,5-Me3-4-MeOPh
2481 Ccl NMeBu - 2,5-Mes -4 -MeOPh
2482 Ccl NMe (CH3cPr) 2,5-Mez-4-MeOPh
2483 cl NEt (CHacPr} 2,5-Men-4-MeOPh
15 2484 cl NPr {CHcPr) 2,5-Mez-4-MeOPh
2485 F NMe (CH;CH,0Me ) 2,4-Cl-Ph
2486 F NEt (CHoCHpO0Me) 2,4-Cl3-Ph
2487 F NPr (CH3CH0Me) 2,4-Cly-Ph
2488 F NH-2-butyl 2,4-Cl3-Ph
20 2489 F cyclobutylamino 2,4-Clp-pPh
2490 F 2-ethylpiperidinyl 2,4-Clo-Ph
2491 F NMe (propargyl) 2,4-Clp-Ph
2492 F NEt (propargyl) 2,4-Cla-ph
2493 F NEtMe 2,4-Cly-Ph
25 2494 F NELPr 2,4-Clp-Ph
2495 F NMeBu 2,4-Clp-Ph
2496 F NMe (CHocPr) 2,4-Clo-Ph
2497 F NEt (CHpcPr) 2,4-Cly-Ph
2498 F NPr (CHacPr) 2,4-Cly-Ph
30 2499 F NMe (CHoCH30Me) 2-Me-4 -MeOPh
2500 F NEt {CH2CH20Me) 2-Me-4 -MeOPh
2501 F NPr (CH>CH,0Me) 2-Me-4-MeOPh
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2502 F NH-2-butyl 2-Me-4-MeOPh
2503 F cyclobutylamino 2-Me-4-MeOPh
2504 F 2-ethylpiperidinyl 2-Me-4-MeOPh
2505 F NMe {propargyl} 2-Me-4-MeOPh
5 2506 F NEt (propargyl) 2-Me-4-MeOPh
2507 F NEtMe 2-Me-4-MeOPh
2508 F NEtPr 2-Me-4-MeOPh
2509 F NMeBu 2-Me-4-MeOPh
2510 F NMe (CHycPr) 2-Me-4-MeOPh
10 2511 F NEt (CHycPr) 2-Me-4-MeOPh
2512 F NPr (CHacPr) 2-Me-4-MeOPh
2513 F NMe (CH>CH,0Me ) 2,4-Mez-Ph
2514 F NEt (CHyCH2OMe) 2,4-Mey-Ph
2515 F NPr (CHyCH20Me) 2,4-Mez-Ph
15 2s16 F NH-2-butyl 2,4-Me3-Ph
2517 F cyclobutylamino 2,4-Mea-Ph
2518 F 2-ethylpiperidinyl 2,4-Me>-Ph
2519 F NMe (propargyl) 2,4-Mes-Ph
2520 F NEt (propargyl) 2,4-Meq-Ph
20 2521 F NEtMe 2.4-Meg-Ph
2522 F NEtPr 2,4-Me3-Ph
2523 F NMeBu 2,4-Mes-Ph
2524 F NMe (CHacPr) 2,4-Me3-Ph
2525 F NEt (CHycPr) 2,4-Mex-Ph
25 2526 F NPr (CHpcPr) 2,4-Mey-Ph
2527 F NMe (CH2CH0Me ) 2-Cl-4-MeOPh
2528 F NEt (CH2CHoOMe) 2-Cl-4-MeOPh
2529 F NPr (CHyCH20Me) 2-Cl-4-MeOPh
2530 F NH-2-butyl 2-Cl-4-MeOPh
30 2531 F cyclobutylamino 2-Cl-4-MeOPh
2532 F 2-ethylpiperidinyl 2-Cl-4-MeOPh
2533 F NMe (propargyl) 2-Cl1-4-MeOPh
2534 F NEt (propargyl) 2-Cl-4-MeOPh
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/{_?2QD71 nmlO% & ()-f/ mLO% & ()-f/#3k mLO% & ()-f/ mLO% & ()-f/
[-?2@JZ ?2QD71 mlO% & ()-f/ mlO% & ()-f/ mlovs & ()-f/#3k

| mlo% & ()-f/#3k mlo% & ()-f/ <QD71 #3k ml0% & ()-f/

| mlovs & ()-f/ mlovs & ()-f/#3k DQD71 #3 ml0o% & ()-f/#3k
~f/ mo%& ()-f/ mOW& ()-f/ mOW& ()-f/{ 2QD71 # mlO% & ()-f/-
-f/#3k MO & ()-f/

-f

-f

~f/ mMOW& ()-f/ZImrw ?2QD71 mlOW & ()-f/ mlOW & ()-f/
-f

-f

as well as a description of the assay itself.
Messenger RNA was isolated from human hippocampus.
The mRNA was reverse transcribed using oligo (dt) 12-18
and the coding region was amplified by PCR from start
to stop codons The resulting PCR fragment was cloned
into the EcoRV site of pGEMV, from whence the insert
was reclaimed using XhoI + Xbal and cloned into the
XhoI + Xbal sites of vector pm3ar (_which contains a
CMV promoter, the SV40 't' splice and early poly A
gignals, an Epstein-Barr viral origin of replication,
and a hygromycin selectable marker). The resulting
expression vector, called phchCRFR was transfected in
293EBNA cells and cells retaining the episome were
selected in the presence of 400 puM hygromycin. Cells

surviving 4 weeks of selection in hygromycin were
pooled, adapted to growth in suspension and used to
generate membranes for the binding assay described
below. Individual aliquots containing approximately 1

x 108 of the suspended cells were then centrifuged to
form a pellet and frozen.

For the binding assay a frozen pellet described
above containing 293EBNA cells transfected with hCRFR1
receptors is homogenized in 10 ml of ice cold tissue
buffer ( 50 mM HEPES buffer pH 7.0, containing 10 mM

MgClz, 2 mM EGTA, 1 pg/l aprotinin, 1 pug/ml leupeptin
and 1 pg/ml pepstatin). The homogenate is centrifuged

at 40,000 x g for 12 min and the resulting pellet
rehomogenized in 10 ml of tissue buffer. After another
centrifugation at 40,000 x g for 12 min, the pellet is

resuspended to a protein concentration of 360 pg/ml to

be used in the assay.
Binding assays are performed in 96 well plates;

each well having a 300 ul capacity. To each well is

added 50 pl of test drug dilutions (final concentration
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MLO% & ()-f/ mLO% & ()-f/$67<Al _2QD71 # mLO% & ()-f/ mLO% & ()-f/
ML0% & ()-f/#3k MLO% & ()-f/ mLO%W & ()-f/I[\afu_?QD71 # nmLO% & ()-f/
mMOo% & ()-f/ mLO% & ()-f/ mLO% & ()-f/#3k MLO% & ()-f/d@D71 ##3k
mMLOo% & ()-f/ mLO% & ()-f/ mLO% & ()-f/ mLO% & ()-f/#3k_?QD71 #
mL0% & ()-f/#3k MLO% & ()-f/f mLO% & ()-f/ mLO% & ()-f/

ML0% & ()-f/${_2QD71 # mlO% & ()-f/ ml0% & ()-f/#3kf mLO% & ()-f/
mLo% & ()-f/ nl0% & ()-f/$3EFKP__?2QD71 # nml0% & ()-f/ mLO% & ()-f/

of drugs range from 10-10 - 10-5 M), 100 pl of 1251-

ovine-CRF (1251-0-CRF) (final concentration 150 pM) and
150 pl of the cell homogenate described above. Plates

are then allowed to incubate at room temperature for 2
5 hours before filtering the incubate over GF/F filters

(presoaked with 0.3% polyethyleneimine) using an

appropriate cell harvester.~ Filters are rinsed 2 times

with ice cold assay buffer before removing individual

filters and assessing them for radioactivity on a gamma
10 counter.

Curves of the inhibition of 1251-0-CRF binding to
cell membranes at various dilutions of test drug are
analyzed by the iterative curve fitting program LIGAND
{P.J. Munson and D. Rodbard, Anal. Biochem. 107:220

15 (1980), which provides Ki values for inhibition which
are then used to assess biological activity.

A compound is considered to be active if it has
a Ki value of less than about 10000 nM for the
inhibition of CRF.

20
Inhibition of CRF-Stimulated Adenylate Cyclase
Activity
Inhibition of CRF-stimulated adenylate cyclase

activity can be performed as described by G.
25 Battaglia et al. Synapse 1:572 (1987). Briefly,

assays are carried out at 37° C for 10 min in 200 ml
of buffer containing 100 mM Tris-HCl1l (pH 7.4 at 37°
C), 10 mM MgClp, 0.4 mM EGTA, 0.1% BSA, 1 mM

isobutylmethylxanthine (IBMX), 250 units/ml
30 phosphocreatine kinase, S mM creatine phosphate, 100
mM guanosine S'-triphosphate, 100 nM oCRF,

antagonist peptides (concentration range 10~ to 10~

ém) and 0.8 mg original wet weight tissue

-173-



mLO% & ()-f/#3k mlO% & ()-f/ mlO% & ()-f/ _qrw _?2QD71 # mL0% & ()-f/
MLO% & ()-f/ mLO% & ()-f/ mLO% & ()-f/#3k nLO% & ()-f/ <QD71 #3k
mLo% & ()-f/ mLO0% & ()-f/ mLO% & ()-f/ mLO% & ()-f/#3k DQD71 #3
mL0% & ()-f/#3k MLO% & ()-f/ mLO% & ()-f/ mLO% & ()-f/

nmo%s & ()-f/1"",
mMO% & ()-f/ mO% & ()-f/,3EFKPX_?QD71 # mlO0% & ()-f/ mi0% & ()-f/
mML0% & ()-f/#3k mLO% & ()-f/ mLO% & ()-f/ X kpu_?QD71 # nmLO% & ()-f/
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{ 2QD71 # mLO% & ()-f/ mlO% & ()-f/#3k mLO% & ()-f/

(approximately 40-60 mg protein). Reactions are

initiated by the addition of 1 mM ATP/32p)ATP
(approximately 2-4 mCi/tube) and terminated by the
addition of 100 ml of 50 mM Tris-HCL, 45 mM ATP and
2% sodium dodecyl sulfate. In order to monitor the

recovery of cAMP, 1 ul of [3H)cAMP (approximately
40,000 dpm) is added to each tube prior to

separation. The separation of [32P]cAMP from

[32P]ATP is performed by sequential elution over
Dowex and alumina columns.

In vivo Biological Assavy

The in vivo activity of the compounds of the

present invention can be assessed using any one of
the bioclogical assays available and accepted within
the art. TIllustrative of these tests include the
Acoustic Startle Assay, the Stair Climbing Test, and
the Chronic Administration Assay. These and other
models useful for the testing of compounds of the
present invention have been outlined in C.W.
Berridge and A.J. Dunn Brain Research Reviews 15:71

(1990) .

Compounds may be tested in any species of rodent or
small mammal.

Compounds of this invention have utility in the
treatment of inbalances associated with abnormal
levels of corticotropin releasing factor in patients
suffering from depression, affective disorders,
and/or anxiety.

Compounds of this invention can be administered
to treat these abnormalities by means that produce
contact of the active agent with the agent's site of
action in the body of a mammal. The compounds can be
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mLO% & ()-f/ mLO% & ()-f/ mL0% & ()-f/#3k mLO% & ()-f/ <QD71 #3k
mLo% & ()-f/ mLO% & ()-f/ mLO% & ()-f/ mLO% & ()-f/#3k DQD71 #3
mML0% & ()-f/#3k mMLO% & ()-f/ mLO% & ()-f/ mLO% & ()-f/ mLO% & ()-f/{_?QD71
# mlo% & ()-f/ mlovs & ()-f/#3k mlO% & ()-f/ mlOw & ()-f/ mlows & ()-f/+;
<AFN ?2QD71 # ml0% & ()-f/ m0% & ()-f/ mLO% & ()-f/#3k MLOW & ()-T/
MLO% & ()-f/N*_diq ?QD71 # nmlO% & ()-f/ mlO% & ()-f/ mLO%W & ()-f/
mL0% & ()-f/#3k mLO% & ()-f/ <QD71 #3K

administered by any conventional means available for
use in conjunction with pharmaceuticals either as
individual therapeutic agent or in combination of
therapeutic agents. They can be administered alone,

5 but will generally be administered with a
pharmaceutical carrier selected on the basis of the
chosen route of administration and standard
pharmaceutical practice.

The dosage administered will vary depending on

10 the use and known factors such as pharmacodynamic
character of the particular agent, and its mode and
route of administration; the recipient's age,
weight, and health; nature and extent of symptoms;
kind of concurrent treatment; frequency of

15 treatment; and desired effect. For use in the
treatment of said diseases or conditions, the
compounds of this invention can be orally
administered daily at a dosage of the active
ingredient of 0.002 to 200 mg/kg of body weight.

20 Ordinarily, a dose of 0.01 to 10 mg/kg in divided
doses one to four times a day, or in sustained
release formulation will be effective in obtaining
the desired pharmacological effect.

Dosage forms (compositions) suitable for

25 administration contain from about 1 mg to about 100
mg of active ingredient per unit. In these
pharmaceutical compositions, the active ingredient
will ordinarily be present in an amount of about 0.5
to 95% by weight based on the total weight of the

30 composition.

The active ingredient can be administered
orally is solid dosage forms, such as capsules,
tablets and powders; or in liquid forms such as
elixirs, syrups,

35 and/or suspensions. The compounds of this invention
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nMo% & ()-f/ moO%W & ()-f/ nmO%W & ()-f/ mlO%W & ()-f/#3k EQD71 #3

Mo% & ()-f/#3k mOW & ()-f/ mMOW & ()-f/ mMO% & ()-f/

MOW & ()-f/vUs 109K () - @OWKIR ()- @OYKYR ()- @GBLOYKYE ()-10%40%10%

@&10%& () -

{_?2vU5 109&K9%& () -~ 10%(%&' () -#3V 1099 () - 1099 () - 109K9& () -

6FGLQ ?vU5 10%(%&' ()- 109U ()- 10U ()-#3V 109KY&' ()- 109K ()- pqgv{ -

?2vUs’ 10%(%&' ()- 109U ()- 109U ()- 10U ()-#3V 10UKI&' ()- <vUs#3V 10%K

& ()- 10UKYUR ()- 10UKIUR ()- 1O0UKIU& ()-#3V DvUS#3 109KI& () - #3V 109%KU& () -~

10%(%&' ()- 109K () - 109&K9%& ()-!"',{_?vUs# 109%K%& ()- 109%KU&' ()-#3V 109%KY&
()- ‘10%<%%x{ )1 sEOWEM Bl ng BLeNGH_Publotit 803KYE (- sdOMVE () - 10U () - #3V
T 109K ( 09 (c)/i& ms ’?VU5# 10%(%&' ()- 10%(%&' ()- 109U ()- 109U (

) - #3V' 10%%0)@”(1 S C109%K9R () - 109K9& () - 10%K%& () - #3V DvU

5#3° 109K%& () - #&\lal:(lww'p@lleSOW%&b?) uéﬁd%(%&béytalﬂ%\@@' ()-

(7t G b VR L. LAYEU) oab01EMsn 07608 (- (00 -

>V

y& 10968 (r)ot@ly@%w (P ASFLOIROECAF D1 0TRIBSET UT 2P FEITBLGH 9010% & () -

y 109 & (dteniy®’ a@lQ% & el &1 &e(r)xvatﬂz@%}gsir&llarS y! 10% & () - 3~">vl5
y*MLO% & ( 0% & 0% & ()- * 9 % - ys' 10% & () -
yYY51096 & ‘%’)hjey a?%ﬁ?f’ﬁﬁné - ﬁ]oy;}b%f%%gé'd ’S%neg’é MLO% & () -m

y*MLO% & (Qotrh meﬁctam}f Papsud 8p* m%b&' rRafAcUKYyedNa%8 & ()-m

y*MLO% & (93404 ML P ol oM@ W8t 6 gﬁfblrﬁdawér#ao%ﬂr@xéué) m

y*MLO% & ( m #3%<y* MLO98 & ) m y* MLO% (1 0B & ()-m _?vlU5

Hy* MLd &-qﬁlerﬂse of medication over a period o tlme

Compressed tablets can be sugar-coated or film-

coated to mask any unpleasant taste, or used to

protect the active ingredients from the atmasphere,

or to allow selective disintegration of the tablet
15 in the gastrointestinal tract.

Liquid dose forms for oral administration can
contain coloring or flavoring agents to increase
patient acceptance.

In general, water, pharmaceutically acceptable

20 oils, saline, aqueous dextrose (glucose), and
related sugar solutions and glycols, such as
propylene glycol or polyethylene glycol, are
suitable carriers for parenteral solutions.
Solutions for parenteral administration preferably

25 contain a water soluble salt of the active
ingredient, suitable stabilizing agents, and if
necessary, butter substances. Antioxidizing agents,
such as sodium bisulfite, sodium sulfite, or
ascorbic acid, either alone or in combination, are

30 suitable stabilizing agents. Also used are citric
acid and its salts, and EDTA. In addition,
parenteral solutions can contain preservatives such
as benzalkonium chloride, methyl- or propyl-paraben,
and chlorobutanol.

35 Suitable pharmaceutical carriers are described
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CDEJO' | zZ: V10~& 10%-&& ()-/10%&& ()-/10%-8&&' ()-/10%-&&' ()-/10%&& ()-/)?
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| mopq| f FV10~& 10%-&&' ()-/10%-&& ()-/10%-&& () -/ 10%-&& () -/ 10%-&& ()-1)?
|} ~2Z: V10~& 10%-&& ()-/10%-&& ()-/10%-&& ()-/10%-&& ()-/10%-&& ()-1)?
fFV10~& 10%-&&' ()-/10%-&&' ()-/10%-&&' ()-/10%-&&' ()-/10%-&& ()-/)? zZ: V10~&

10%-8& () -1 10%-&&' ()-/10%&& () -/ 10%-&& () -/ 10%-&& ()-1)?

10%-88&' () -/ 10%-&& ()-/10%-&& ()-/10%-&& () -/ 10%-&&" (
10%-&& ()-/10%-&& ()-/10%-&& ()-/10%-&& () -/ 10% &&
10%-&& ()-/10%-&& ()-/10%-&& ()-/10%-&& () -/ 10% &&
10%-&& ()-/10%-&& ()-/10%-&& ()-/10%-&& () -/ 10% &&

10%-&&' ()-/10%-&& () -
10%-&& ()-/10%-8&&' () -
10%-&&' () -/ 10%-8&&
10%-&&' () -YHAB- KR égﬁ

[10%-&&' () - / QLREMRR' () -

/10%-&&' ()-/10%-&& () -
[ 10%-&& () -/10%&&' () -

IMERLBR () -/ 10%-&& () -/ 10%-&&

/10%7&&
[/ 10%-&&
[ 10%-&&'

(
(
(
(
(
E
10%-&&' () / 10%-&& () - /10%&& ()-/10%-&& ()-/10%-&& (
10%-8& 10%&&' ' %&&\ () -/ 10%-&8 (
10%&& 10%%&%’%‘9 %%N)"‘%{?ﬂ V)21 10%-8& (
10%-&& () S/ 10%-&& () - /10%-&& ()-110%-&& ()-/10%&& (
10%-&& ()-/10%-&& ()-/10%-&& ()-/10%-&& () -/ 10%-&&" (
10%-&&' ()-/10%-&& ()-/10%-&& () -/ 10%%-&& () -/ 10%-&&' (
10%-8&&' ()-/10%-&& ()-/10%-&& () - /1 %o-&8& () -1 10%-&&' (
10%-&& ()-/10%-&& ()-/10%-&& () -/ & () -1 10%-&& (
10%-8& ()-110%-&&' ()-/10%-&& ()- A1 L0%)8& () -/ 10%-8& (
109%-8& () -/ 10%-&& () -/ 10%-&&; ( % ' ¢%0%~&&'(
10%-&& ()-/10%-&& () -/ 10%-&&M85-/ 1 “() -Yioe-as (
10%-&& ()-/10%-&& () -/ 10%&& () /ﬂ@{é‘\() R¥0%-&&' (
10%-8&' ()-/10%-&& ()-/10%-&& () -/ 10%J&& () -/ 10%-&&' (
10%-8&' ()-110%-&& ()-/10%-&& () -/ 10%&& Ph | 10%-&&' (
10%-&&' () -/10%-&8& ()-/10%&& ()-/80%&& () -%T0% &8’ (
R4c
FORMULA (50)
10

)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"
)-1)"

f FV10~&
zZ:V10~&

I f FV10~&
I"#(-:FzZ: V10~&
FGIKLMXf FV10~&
XYZ_dl xzZ: V10~&
xyz{| }f FV10~&
zZ:V10~&

f FV10~&
zZ:V10~&

f FV10~&
zZ:V10~&

I f FV10~&

" #(-HTzZ: V10~&
TUXYZ[ f f FV10~&
fghnrzZ: V10~&

f FV10~&
zZ:V10~&

f FV10~&
zZ:V10~&

f FV10~&

"1=zZ: V10~&
=>?@\BM FV10~&

N 1) ) 1) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) )

and isomers thereof, stereocisomeric forms thereof, or

mixtures of stereoisomeric forms thereof, and
rharmaceutically acceptable salt forms thereof,

15 selected from the group:

a compound of Formula (50) whexein R3 is -

NHCH (CHCH20Me) (CH20Me) |

is Me,
20

R4d R4e

is H and

réa

is Me,

is Me;

R4b

is H, R%C

a compound of Formula (50) wherein R3 is -NHCH(Et)j:,

rR42 g
is H;

25 a

R4b R4c

Me, is H,

R4a

oMe, rR%9 is H and R%® is H;

is OMe,

is Me,

R4d

compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl,

R4b is H,

R4C

is H and Rr%®

is

a compound of Formula (50) wherein R3 is cyclobutyl-

30 amino
and

is H;
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MNOW ef ghyXK>1010_"10_"10_" " <f10%"& ()- $10%"& ()-

10% "& ()-10%-&& ()-/)? hinsd: K>1010_) ?A

196°1°110%" & ()-S/1'110%"& ()-S/1"'T10%"& ()-S/1'110%"& ()-S/1"110%" & (
)- S/ pF*1 110% & ()- S/ A) ?2A

191" 110%"& ()-S/1'110%"& ()-S/1'110%"& ()-S/1'110%"& ()-S/1"110%"& ()
~S/U9*I ' 110% ' 110% " & ()-S/)?A

1981'110%"& ()-S/T'110%"& ()-S/1'110%"& ()-S/1'110%"& ()-S/ bF*l'110%"!
109% ' 110% " & ()-S/1)?A

198" 1'110%' &éém&\hndilgf/_l?c&‘rﬂﬁlas/t$d)1049ﬁ_e18e1(ﬁ -8 11d 10% & ()-S/W*1"110% "

110% " & ()- S/)’?A .
19417 110%"& () - QM?)l%%I/ZCH CHZ;ﬁ T R (’3 i I*ﬁo% &8 O¥Pusrx1 1100 ' 1
10% ' 110% " & () - sx‘}'ms & and is H;

198" 1" 110%"& ()-S/1'110%"& ()-S/1'110%"& ()-S/I'110%"& ()-S/-9:;
wo*l'110%" |&O%m18b‘@!)1d8b§’?%rmula (50) wherein R3 is

1981 110%"& ()- SﬁkEt)lﬁﬁ’zC&CCHzS/ﬂz“wS/_Me% R4S/ 15 'HO%YR i) oFik;,

<=>| JKbF*1" 1 109 " 48% ! 109 1§43 -

19 ' |'110% & ()-%1 iom ‘Ei&% s/t®1 0%"&'()-S/I"10%"&'()-S/KPU kl oU9*|
'110% ' 1 10% "

1981 I10 ()"g@‘?“z“_%o@f ‘?é”(?uk?lﬁ%cﬁ”h%?%“ Rak *Slé%}bme&cﬁ)zcgfopqr} ~bF*| "
10% ' ! 10%" I10% 'B4R) i85/ w3 2R%P is H, R is oMe, R*Y is K and r?

198" 1'110%"& ()-S6IHE10%"& ()-S/1'110%"& ()-S/1'110%"& ()-S/ U9*|"'!10% "'
110% " & ()-S/)?A

1981 "1 10%_"8'@@@@5&:@&0% l&sl@uﬁl tsap%m&e(;)n 3 llsl(BP,(Et&C({)chka* '110% " !
10% ' ! 1006 " & () - .

1%'|'11@% & () - é| ’rio‘ﬂf é‘() 71y fhog ‘é(?”es/lRlld%H&aFF B/ 0o+ 1" 110%
110% " & ()- S/)’?A

1911109 & (o Sb a 08 ki) (300 %ndbdda B LM Fk B0 1 10%

109% ' 110% " &'5l }x};

198" 1" 110% " & ()- 1&0% &a"(S B 11) T’ "8 (QMes/ IR4'd1(i% b H&ap)- BAC

U1 1108 "1 10% " &8 (): S

1981'110%"& ()-S/ 1" |10%_&()-S/I'!10%_"&'()-S/I'!10%_"&'()-8/
bF*1 ' 110% ' ! 4084hpa@sd QE(BGﬁWQQéVXSO) wherein R3 is N(Me)Pr, g4a

196" 1'110%" & () - SIJ4d 10%08& ()sdd 1) 10% & hp- S/
Y=>2U9% | " |_10°/d€) %%Q, é‘/%zﬁ\ li 1Qo0Mg ()R is %I 4=1=1d&12®3 Is

191" 1 10%"& ()-S/1'110%" &() S/1'110%"& ()-S/1'110%"& ()-S/ ?@BVMNCoF*| "

110% 110% ' ot
196" 1" 110% " a&l‘%/‘ﬂps‘?gtl"g %]F)"é‘ﬁl")lay LT ) F‘glml NoYE BF (\RST oTvt opsuo=|
"110% "' |10% & ()J.ss/h)@,AR is H, RY¥C ig OMe, is H and R is

1961 110% " & ()-§1°110%"& ()-S/1"110%" & ()- S/I 110% " & ()-S/ stuvbF*I' 110
%' 110% ' 110%"& ()-S/1)7A

191" 1 8% é&qgmxsmnd KOUFETYLas (90)1 042 rerify) RS/ lis! Iﬂ@%)&l()n‘é?w* '1109%
llO% & ()-S/)? iy Rdc ad

1061°110%" & () - sﬁ M09 & 0) T 1 1 106 8%y Rer1 AP1502RE }f) SFBE 1 110% " 1
109% " 110% " & ()-S/1) 2A

1981 10% "6 doruhid WPeisbklra 5 Gieish) 29/ k! 10% & ()- S/ L9111 10%
llO%& )S/) Me ) pronA

1981 "& () - é? RPN "18/‘21 3 dgodey B Psie 310% gl ®)OMe hEx | 1 100 ¢
10%|10% &()-9% %m H and R is H;

a compound of Formula (50) wherein R3 is
N(Et)propargyl, r%2 is Me, R?P is H, R%C is OMe,
40 R4 is ¥ and R%® is H;

a compound of Formula (50) wherein R3 is
NHCH (CH3) CH (CH3) CH3, R%2 is Me, R*P is H, R%C is
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196" 1" 110%"& ()-S/1"110%"& ()-S/1'110%"& ()-S/1'110%"& ()-S/ U9*I" ! 109% "'
110% " & ()-S/)?A

19817 110%"& ()-S/1'110%"& ()-S/1'110%"& ()-S/1'110%"& ()-S/ bF*l'110%"!
10% ' 110% " & ()-S/ 1) ?A

1961 110%"& ()-S/1"110%"& ()-S/1"110%"& ()-S/1"'110%"& ()-S/#, -.U9*I"' 11
0% 110% " & ()-S/)?A

1961 110% "& ()-S/1'110%"& ()-S/1'110%"& ()-S/1'110%"& ()-S/ ./ 01<=>bF*|"
110% " ! 10% * 110% & ()-S/'1)?A

196" 1" 110% " / 1 '4gl0% de 1.10% " & ()-S/1'110% " & ()- S/ >CHW adU9*|
"110% ' 110% " (O%’ﬁe's PALS & i abd ¥ {f“

191°110% " & ()-S/1'110%" & () -S/] RET SARY / def gr st bF*| "
18" 1'110% " & (c)pQSYH cm;otyﬁ& (:)sSieJ 'Rfé%ls&n()aéﬂ 15108’ &R‘é? S ty~-U9*' 110

%'110%"& ()
1981 l%O% &()§{ 'RlO%l"s&H() S/I1'110%"& ()-S/1'110%"& ()-S/bG1'!10%"!

10% ' 1 10% "
19" 1" 1 108" g "éﬁ 9@15%”"&‘16 9 l%ef‘@bf) &) - 130% 8 ()-S/|\<l'110%@1
0% & () - @910% (QH2HaOMMe ( RG droder ® - @#0H10RT0 £S] P¥ef 10%

-}aE|\ <l IMLQ:,%}&aG)d@"@lQ%&,() @910% & ()-@)910% & ()- @) ?D¥% 910%
-@yY9|\ <l 110%910%&() @910% & ()- @910% & () - @ 910%

'%9100/ d)of@la}&ﬁgdlg f) (Wifl&lw@lp\ ©910% & (2,/ @?iogglow

- o & T < 0
-@910% & é‘%’ g% D%% o ELI\/#]CPQ%Q 211 1099910%
-@910%& (r9 s;»m%a@ct)R G108 () - @)’>D%{910%

-@Q ] chwy Y9\ <I'1109910% & ()- @910% & ()- @910% & ()- @ 910%

- @) ? A4S B o f@RGatE Ma<| { S0N0MIENBRRE) i) 910% & () - @ 910%
-@910% & (mf@z)cza%(ma% &HY? @y YR\ 94 1081 0p6 & i @h910%

-@910% & ( 4'c@91 c%) 4@)9[};{910%& ()-@}aE|\<l'11099910%
-@910% & () - A)aé‘ ‘& ()- @) ?D% 910%

-@yY9|\ <! I100 0% & 910% Q%, & 910%
s
- @910% & (C)H-z@E)I"DI{ % &e() Y il R fOY@lOﬂI’e& k}19@910%

- @910% & @) ?D% 9100/ & ()- @#$%&' (}aE|\<l'!1099910%
@910% 8““%% 10% S(;HE) @ 910% & ()0@)’?D>/d{910% i

- @ (347< |\ % & % 910%& @ 910%
-@§’> ?‘g of }q|\g¥‘9§jr%dd7q 10 (216 9(1%)%&() @910%

-@910% & ® @ hiMeot RyY9|L$<H /@1@0/9%?() @ 910%
- @910% & (R)4d@1%1®9/0a&c( RI@ )i2DH;910% & ()- @~} aE| \ <I ' | 1099910%
-@910% & ()- @ 910% & ()- @ 910% & ()- @) ?D% 910%

- g?ZDO (}csim l-Q%E&zérﬁl@; 9(35@? &é(e)g()e@@&@%& @é%@ [ 32)%) 109

- % 91 B <l ' ! 1Q0% 10% %

- @910% & %} '9 %&S()“1 YOi® <§Mg 1098 (%“)‘C@% 10%

- @910% & 910%& ()- @) ?D% 910% & () - @}aE|\<I 1 1099910%

Z%%O% 5 9"1’%3%’% "8“1% d%@% gzh%r g‘ ? ;/0 @ 910%

-@)’?D%{Ql YlaER'S 'iis] ME0OR /oalie'S(l)I @910%6 & () - @ 910%
-@910% & @m@hﬁ@/@@w &) RE® 336u@Y Y9\ <I ' 1109910% & () - @ 910%
-@910% & () - @910%& () @)90%{910%& ()- @OXYZ[\]}aE|\<I 1 1099910%

- @91%@&’9"@0 §inelre®h) RDVE 169 &lobu

-@]hijot y ! 14(&%110 1@.910% 46:) % 10%
- @) ?D% 91 ') {?51 Qfowdé“l Yo %3%% % 0%
-@910% & ¢ a 10%&() @yY9|\<l' 110%910%&() @ 910%

- @910% & () @910% & ()- @) ?D% 910% & ()- @} aE|\ <l ' | 1099910%
- @ 91GYBrpoudid HIFR rul@ ABW% &heredh) RBVE910%

- @yY9| \ <IN (MO (R, GRIB0 %L M), - FEO10%0 § (24D 9408,

- @) ?D% 910%d& g} }éfa/\ge 1109 91d%& ()-@910% & ()- @910%
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)-1
) -1 (
)-1

10

15

20

25

30

35

40

compound of Formula (50) wherein R3

10% & ()-/ 109%& ()-/)?"c 10%& ()-/}aEdD,:10% 10% & ()-/
10% & ()-/( 10%& ()-/()? ¢ 10% & ()-/y] AdD, : 10%
10%4 & ()-/ 109%& ()-1)?°c 109%& ()-/

109% & () -/ ~bFdD, : 10%

is

N(Et)CH2CH=CHz, R%2@ js Me, R?P is H, R%C is OMe,

R4d R4e

is Me and is H;

compound of Formula (50) wherein R3
R%2 is Me, R%P is H, R%C is OMe,
is H;

compound of Formula (50) wherein R3
R42 is Me, R¥P is H, R%C is OMe,
is H;

compound of Formula (50) wherein R3
R42 is Me, R*P is H, RYC is OMe,
is H;

compound of Formula (50) wherein R3

is Me, R4b is H, R4c is OMe, R4d

H;

compound of Formula (50) wherein R3
is Me, R*P is H, R%C is ome, R
H;

compound of Formula (50) wherein R3
is Me, R is H, R%C is ome, R4C
H;

compound of Formula (50) wherein R3

is N(Me)CHzcPr,

R%d is Me and ré€

is N(Et)CH2cPr,
R4d is Me and R4e

is N(Pr)CHacPr,
rR*d is Me and r%®

is N(Me)pr, g4a

is Me and R%® isg

is N(Me)Et, g4a
is Me and R%® ig

is N(Me)Bu, gpi2

is Me and R%® ig

is

N (Me)propargyl, Rr%2 jg mMe, R*P is u, R4C is OMe,

R4 is Me and rR%C is H;

compound of Formula (50) wherein R3

is

N(Et)propargyl, r%42 j5 Me, R*P is H, R%C is OMe,

R4d is Me and R4e is H;

compound of Formula (50) wherein R3

is

NHCH (CH3)CH(CH3)CH3, R%2 ig Me, R?P is u, R%C is

oMe, R*d ig Me and R%® is H;

compound of Formula (50) wherein RS3

is N(CH;CH20Me) -

CH2CH=CH2, R%*2 ig Me, R*P is H, RC is oMe, R%9 is
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104 & ()-/ 109%& ()-/ 10%& ()-/)?°¢c 10%& ()-/ 10%& ()-/}aE)
109% & ()-/ 10%& ()-// 10%& ()-// 10%& ()-/1)?2c 109%& ()-/
109% & ()-/yY9) 10% 10%& ()-/ 10%& ()-/

Me and RY® is H;

a compound of Formula (50) wherein R3 is
N(CHCH20Me)Me, R%3 jg Me, R?P ig w

5 R*9 is Me and R%® is H;

R4S is oMe,

14

a compound of Formula (50) wherein R3 is
N (CH2CHp0Me)Et, R4@ jg Me, RP is H, R4S is OMe,

10 R4d is Me and R%® is H;

a compound of Formula (50) wherein R3 is
N(CH2CH20Me) Pr, R%2 ig Me, R%P is H, RYC is OMe,
rR%? ig Me and R%® is H;

15 a compound of Formula (50) wherein R3 is N (CHoCH20Me ) -
CH2cPr, R%2 is Me, R is H, R%C is oMe, R4Q is Me
4e
R

and is H;

a compound of Formula (50) wherein R3 is
20 NHCH (CH3) CH2CH3, R%2 js5 Me, R?P is H, R*C is OMe,
R4d is Me and R?® is H;

a compound of Formula (50) wherein R3 is -NHCH(Et)2,
r42 is Me, R%P is H, R%C is oMe, R*d is Me and RS
25 is H;
a compound of Formula (50) wherein R3 is NHCH (cPr) 2,
R%2 is Me, R*P is H, RS is oMe, R%*? is Me and R%®
is H;
30
compound of Formula (50) wherein R3 is -NHCH(Et)2,

R42 jig oMe, R?P is u, RYC is oMe, RYY is H and R%®
is H;

[}

35 a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%2 is ome, R*® is H, R%C is
oMe, R*d is H and R?® is H;

a compound of Formula (50) wherein R3 is cyclobutyl-
40 amino, R42 is oMe, R*P is H, R*C is oMe, R is H
and R%® is H;
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109% & ()-/ 109%& ()-/)2°c 10%& ()-/zZ) 10% 10%& ()-/ 10%& ()-/
109% & ()-/ 10%& ()-/1)?°c 10%& ()-/yY9) 10% 10%& ()-/ 10%& ()-/
109% & ()-/ 10%& ()-1)? ¢

a compound of Formula (50) wherein R3 is
N(Me)CH2CH=CH2, R%*2 js ome, RP is H, R%C is OMe,
R4d is H and R?® is H;

5 a compound of Formula (50) wherein R3 is
N(Et)CH2CH=CH2, R%2 is oMe, R*P is H, RC is OMe,
R4d rée

is H and is H;

a compound of Formula (50) wherein R3 is N(Me)CHzcPr,
10 R%® is oMe, R?P is H, R%C is oMe, R is H and r%®
is H;
a compound of Formula (50) wherein R3 is N (Et) CH2¢Pr,
RY? is oMe, RP is H, RYC is ome, rR*d is H and r%®
15 is H;
a compound of Formula (50) wherein R3 is N(Pr)CHacPr,
R%2 is ome, R*P is H, R%® is oMe, R is H and r%®
is H;
20
a compound of Formula (50) wherein R3 is N(Me)Pr, g4a

is OMe, R4b is H, R4C is OMe, R4d is H and R%® is
H;

25 a compound of Formula (50) wherein R3 is N(Me)Et, g4a
is OMe, R4b is H, R4c is OMe, R4d is H and rée is

H;
a compound of Formula (50) wherein R3 is N(Me)Bu, gr4a
30 is oMe, R*P is H, R%*C is OMe, R is H and R%® is

H;

a compound of Formula (50) wherein R3 is
N(Me)propargyl, r4® is oMe, R*P is H, R%C is OMe,
35 R*d ig H and R%® is H;

a compound of Formula (50) wherein R3 is
N(Et)propargyl, r*2 is oMe, R?P is H, R*C is oMe,

R4d is H and R4e is H;
40

a compound of Formula (50) wherein R3 is
NHCH (CH3) CH(CH3)CH3, R%2 is oMe, R*P is H, R%C is

oMe, R*? is H and R*® is H;
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10% & ()-/ yY9) 10% 10% & ()-/ 10%& ()-/ 10%& ()-/ 10%& ()-/)?"c
1096 & ()-/*+ 14ByY9) 10% 10% & ()-/ 10%& ()-/ 10%& ()-/
109% & ()-/)? ¢ 10% & () -/ BMNOTWYY9)

-

a compound of Formula (50) wherein R3 is N(CHCH0Me) -

. CH2CH=CH2, R%% is oMe, R*P is H, R%C is oMe, r4d

is H and R%®

is H;

a compound of Formula {(50) wherein R3 is
N (CH2CH20Me)Me, R42 ig oMe, R?P is m
r4d rée

. R4c is OMe,

is H and is H;

10 a compound of Formula (50) wherein R3 is
N (CH2CH20Me)Et, Rr43 jg oMe, R?P is

R4d is H and R4e is H;

‘ R4C is OMe,

a compound of Formula (50) wherein R3 is
15 N(CH2CH20Me) Pr, R42 jiq oMe, RAP is H

r%9d is H and R?® is H;

R4S is OMe,

r

a compound of Formula (50) wherein R3 is N(CH2CH20Me) -
CH2cPr, R42® is oMe, RP is H, RYC is oMe, R%Y is H
20 and R%® ig H;

a compound of Formula (50) wherein R3 is
NHCH (CH3) CH2CH3, R%2 jis oMe, R?P is H, 'R*C is OMe,
R4d rée

is H and is H;

25
a compound of Formula (50) wherein R3 is NHCH(cPr)g,

rR%2 js5 oMe, R%P is H, R*C is oMe, R*Y is H and RrR%®
is H;
30 a compound of Formula (50) wherein R3 is N(CH2CHO0Me) 2,
R4 jg oMe, R is H, RYC is oMe, R?Y is H and rR%®
is H;
a compound of Formula (50) wherein R3 is NHCH(Et)z, r42
35 is oMe, RP is H, R3C is oMe, R%Y is'Me and RY® is
H;
a compound of Formula (50) wherein R3 is N(Et)z, rR%2 jg

40 OMe, R4b is H, RC 1 OMe, R4d is Me and R4e is H;

a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%2 is oMe, RP is H, RYC is
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10% 10% & ()-/

10% & ()-/ 109%& ()-/ 10%& ()-/)? ¢

109% & ()-/cnorwzyY9) 10% 109% & ()-/ 109%& ()-/ 109%& ()-/

10% & ()-/)? ¢

a

5
a

10
a
15 a
a

20
a

25
a

30
a
35 a
a

40

109% & ()-/yY9) 10% 109%& ()-/

oMe, R*? is Me and R%® is H;

compound of Formula (50) wherein R3 is cyclobutyl-
amino, rR42 ig oMe, R®*P is H, RS is OMe, R%% is Me
and R%® is H;

compound of Formula (50) wherein R3 is

N (Me) CH2CH=CHz, Rr%2 is oMe, R%P is H, RYC is OMe,

R4d is Me and R4e is H;

compound of Formula (50) wherein R3 is
N(Et)CH2CH=CH2, R42 is ome, R*P is H, R*C is OMe,
R4d re

is Me and is H;

compound of Formula (50) wherein R3 is N(Me) CHacPr,
R%2 is oMe, R%P is H, R*C is oMe, R*? is Me and
R%® is H;

compound of Formula (50) wherein R3 is N(Et) CHacPr,
R42 js oMe, R*P is H, R%*C is oMe, R%*? is Me and
R4e is H:;

compound of Formula (50) wherein R3 is N(Pr)CHacPr,

rR%42 ig oMe, R%P R4S r4d
R4e

is H, is OMe, is Me and

is H;

compound of Formula (50) wherein R3 is N(Me)Pr, g4a
is oMe, R is H, R is oMe, R*? is Me and R%® is
H;

compound of Formula (50) wherein R3 is N(Me)Et, gr42@
is oMe, R is H, R4C is oMe, R%9 is Me and R%® is
H;

compound of Formula (50) wherein R3 is N(Me)Bu, gr42

is oMe, R?P is H, R*C is oMe, R%d re
H;

is Me and is

compound of Formula (50) wherein R3 is
N (Me) propargyl, r%2 is oMe, RP is H, R%C is oMme,
R4d is Me and rR%® 15 H;
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109% & ()-/ 109%& ()-/ 10%& ()-/)?°c 109%& ()-/yY9) 10% 10%& ()-/
109% & ()-/ 109% & ()-/ 109%& ()-/)?c 109%& ()-/yY9) 10% 109%& ()-/
109% & ()-/ 109% & ()-/

a compound of Formula (50) wherein R3 is
N(Et)propargyl, R%2 is oMe, R*P is H, R%C is OMe,

R%49d i5 Me and R%® is H;

5 a compound of Formula (50) wherein R3 is
NHCH (CH3) CH(CH3) CH3, R%*2 is oMe, R4P is H, R%C is

OMe, R4d is Me and R4e is H;

a compound of Formula (50) wherein R3 is N (CHCH20Me) -
10 CH2CH=CH2, R*2® is oMe, R*P is H, R®*C is oMe, Rr%d
is Me and R%® is H;

a compound of Formula (50) wherein R3 is

N(CHpCH20Me)Me, R%2 ig oMe, R*P is H, R%C is OMe,
15 R4d i5 Me and R%*® is H;
a compound of Formula (50) wherein R3 is
N(CH2CH20Me)Et, R%2 ig oMe, R4P is H, R4S is OMe,
r4d is Me and R%*® is H;
20
a compound of Formula (50) wherein R3 is !
N(CH2CH20Me) Pr, R42 is oMe, R*P is H, RC is omMe,
R%*d is Me and R%® is H;

25 a compound of Formula (50) wherein R3 is N(CH2CH2OMe) -

CHzcPr, r%@ is ome, R*P is H, R*C is oMe, R%Y is
Me and R4e is H;
a compound of Formula (50) wherein R3 is

30 NHCH (CH3) CH2CH3, R%2 is oMe, R?P is H, R%C is ome,
R4 is Me and R*€ is H;

a compound of Formula (50) wherein R3 is NHCH (cPr) 2,

R4a is OMe, R4b is H, R4C is OMe, R4d is Me and

35 R*® is H;

a compound of Formula (50) wherein R3 is N{CH2CH20Me) 3,

R4 ig oMe, R4P is H, RC is oMe, Rd
R4e

is Me and

is H;
40

a compound of Formula (50) wherein R3 is NHCH(Et)p, gr42
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109% & ()-/)?c 109%& ()-/yY9) 10% 10%& ()-/ 109%& ()-/ 109%& ()-/
10% & ()-/)?°c 109% & ()-/"' *8yY9) 10% 10%& ()-/ 10%& ()-/ 10%& ()-/
109% & ()-/)? ¢ 10% & () -/ 8DEFKN\ yY9)

is oMe, R*P is H, R%C is oMe, R%*? is Me and R4€ is
H;

a compound of Formula (50) wherein R3 is N(Et) 2, R42 g
5 oMe, R*P is H, R%C is oMe, R%Y is Me and R?® is H;

a compound of Formula (50) -wherein R3 is 2-
ethylpiperid-1-yl, R4 js Me, R%P is u, R4S ig
10 oMe, R% is H and R*® is Me;

a compound of Formula (50) wherein R3 is cyclobutyl-
amino, r%3 is Me, R*P is H, R%C is oMe, R%Y is H

R4e

and is Me;

15
a compound of Formula (50) wherein R3 is
N (Me) CH2CH=CH2, R%2 is Me, RP is H, R%C is oMe,
R4d is H and R%® is Me;

20 a compound of Formula (50) wherein R3 is
N (Et)CH2CH=CH2, R*2 jg Me, R*P is H, R%C is oMe,
rR*d is B and r% is Me;

a compound of Formula (50) wherein R3 is N(Me)CHacPr,
25 rR%® is Me, R*P is H, RYC is oMe, R*d is H and R%®
is Me;
a compound of Formula (50) wherein R3 is N(Et)CH2cPr,
R%*® is Me, R*P is B, R?C is oMe, R*d is H and R%®
30 is Me;
a compound of Formula (50) wherein R3 is N(Pr)CHpcPr,

R%2 is Me, R*P is u, RrC iz oMe, rR%d rie
is Me;

is H and
35
a compound of Formula (50) wherein R3 is N(Me)Pr, gp4a
is Me, R4b is H, r4C is OMe, R4d is H and R4e is
Me;
40 a compound of Formula (50) wherein R3 is N(Me)Et, g4a

is Me, R4b is H, R4c is OMe, R4d is H and R4e is
Me;
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10% 10% & ()-/ 10%& ()-/ 109%& ()-/ 10%& ()-/)? ¢
109% & ()-/\ijkps}yY9) 10% 109%& ()-/ 109%& ()-/ 10%& ()-/
109% & ()-/)?° ¢ 10%& ()-/}yY9) 10% 10%& ()-/

a compound of Formula (50) wherein R3 is N(Me)Bu, g4a

is Me, R%P is H, R%C is oMe, R*Y is H and R%® is
Me;

5 a compound of Formula (50) wherein R3 is
N(Me)propargyl, r%2 is Me, R*P is H, R%C is OMe,
R4 ig H and R?® is Me;

a compound of Formula (50) wherein R3 is
10 N(Et)propargyl, r*2 is Me, R%P is H, R%C is OMe,
R*d is H and R%® is Me;

a compound of Formula (50) wherein R3 is
NHCH (CH3) CH(CH3) CH3, R%*2 jg Me, R*P is H, R%C is

15 oMe, R*? is H and R%® is Me;

a compound of Formula (50) wherein R3 is N(CHCH,0Me) -
CH2CH=CHz, R%2 is Me, R*P is H, R*C is oMe, R%9 is

H and R4e is Me;
20

a compound of Formula (50) wherein R3 is

N(CH2CHoOMe)Me, R%2 ig Me, R*P is H, R%C is OMe,
R%? is H and R%® is Me;
25 a compound of Formula (50) wherein R3 is
N(CH2CH20Me)Et, R4 jg Me, R%P is H, R%C is OMe,
R4 ig H and R?® is Me;
a compound of Formula (50) wherein R3 is
30 N(CH2CH20Me) Pr, R42 ig Me, R*P is H, R%C is OMe,
R4 is H and R%® is Me;

a compound of Formula (50) wherein R3 is N(CH2CH20Me) -
CHacPr, R%@ ig Me, RP is H, R%C is oMe, R%d is 1
35 and R%® is Me;

a compound of Formula (50) wherein R3 is
NHCH (CH3) CH2CH3, R%2 ig Me, R*P is H, R%C is OMe,

R%9 ig H and R%® is Me;

40
a compound of Formula (50) wherein R3 is NHCH(Et)y, gr%a
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109% & ()-/ 109%& ()-/ 10%& ()-/)?°c 109%& ()-/yY9) 10% 10%& ()-/
109% & ()-/ 109% & ()-/ 109%& ()-/)?c 109%& ()-/yY9) 10% 109%& ()-/
109% & ()-/ 109% & ()-/

is Me, R4b is H, R4c is OMe, R4d is H and R4e is
Me;

a compound of Formula (50) wherein R3 is NHCH(cPr)g,

5 R%2 jis Me, R?P is H, R%C is oMe, R%9 is H and Rr%®
is Me;

a compound of Formula (50) wherein R3 is NHCH(Et) 2, Rra

is Me, R*P is H, RYC is oMe, R%9 is H and rR%® is

10 OMe ;

- a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%*@ is Me, R®*P is H, R%C is

s oMe, R%9 is # and R%® is OMe;

a compound of Formula (50) wherein R3 is cyclobutyl-
amino, R%2 is Me, R?P is H, R*C is oMe, R% is H
and R%® is OMe;

20 a compound of Formula (50) wherein R3 is
N (Me) CH2CH=CHz, R%® is Me, R%P is H, R%C is OMe,
R4d is H and R%® is OMe ;

a compound of Formula (50) wherein R3 is
25 N (Et)CH2CH=CH2, R%2 is Me, R?P is H, R%C is OMe,

R4d is H and R4e is OMe;

a compound of Formula (50) wherein R3 is N(Me)CHacPr,
R42 is Me, RYP is H, R?*C is oMe, R%*Y is H and R%®
30 is OMe;
a compound of Formula (50) wherein R3 is N(Et) CHacPr,
R42 is Me, R*P is H, RS is oMe, R%Y is H ana r%€

is OMe;
35
a compound of Formula (50) wherein R3 is N(Pr)CHacPr,
R42 ig Me, RYP is H, RC is oMe, R*d is H and R4€
is OMe;

40 a compound of Formula (50) wherein R3 is N(Me)Pr, gré4a

is Me, RP is u, R4S is oMe, R4 rie
OMe;

is H and is
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109% & ()-/)?c 109%& ()-/yY9) 10% 10%& ()-/ 109%& ()-/ 109%& ()-/
10% & ()-/)?°c 109% & ()-/ 'yY9) 10% 109%& ()-/ 109%& ()-/ 109%& ()-/
109% & ()-/)?c 109% & ()-/!.7/ 058FyY9)

a compound of Formula (50) wherein R3 is N(Me)Et, r4a

is Me, R4b is H, ré4C is OMe, R4d is H and R4e is

OMe;

5 a compound of Formula (50) wherein R3 is N(Me)Bu, gr4a

is Me, R%P is H, R*C is oMe, R%? is H and R%® is

OMe ;

a compound of Formula (50) wherein R3 is
10 N (Me)propargyl, r%2 is Me, R%P is H, R%*C is OMe,
r*d is W and R%® is OMe;

a compound of Formula (50) wherein R3 is R
N(Et)propargyl, r%® is Me, R*P is H, RYC is oMe,
15 R4 ig H and R%® is OMe;

a compound of Formula (50) wherein R3 is .
NHCH (CH3) CH(CH3)CH3, R*® ig Me, R?P is u, RYC is

20 oMe, R%9 is H and R?® is OMe;

a compound of Formula (50) wherein R3 is N(CH2CH20Me) -
CH2CH=CH2, R%2 is Me, R*P is u, R%C is oMe, R%9 is
H and R%® is OMe;

25 a compound of Formula (50) wherein R3 is
N (CH2CHp0Me)Me, R%2 ig Me, RP is H, R%C is oMe,
R4d re

is H and is OMe;

a compound of Formula ({(50) wherein R3 is
30 N(CH2CHpOMe)Et, R*2 is Me, R*P is H, R*C is OMe,

R4d is H and R%® is OMe;

a compound of Formula (50) wherein R3 is
N(CH2CH20Me)Pr, R%2 jg Me, R*P is H

35 r4d js H and R?® is OMe;

R4S is oMe,

’

a compound of Formula (50) wherein R3 is N(CH2CH20Me) -

CH2cPr, R%® is Me, R*P is H, RS is ome, R4
R4e

is H

and is OMe;

40
a compound of Formula (50) wherein R3 is
NHCH (CH3) CHCH3, R%2 is Me, R is H, R%C is OMe,
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10% 10% & ()-/

109% & () - / FSTUZ] Ky Y9)

10% & ()-/)? ¢

a

5
a

10
a
15 a
a

20
a

25
a
30 a
a

35
a

40

10% & () -/
109% & ()-/
10%

10% & ()-/
10%
10% & ()-/k|}ylA)

109% & ()-/
109% & ()-/

R%Y is H and R%® is OMe ;

compound of Formula (50) wherein R3

R%2 is Me, R*P is H, R%C is OMe,
is OMe;

compound of Formula (50) wherein R3

rR%2 ig Me, rYP r4¢
is OMe;

is H, is OMe,

compound of Formula (50) wherein R3

is Me, R*P is H, R4S is ome, r%d

OMe;
compound of Formula (50) wherein R3

Me, R*P is H, R%C is oMe, R%Y is

compound of Formula (50) wherein R3

is c1, R*P is H, R%C is ome, r%d
OMe;

compound of Formula (50) wherein R3

10% & ()-/)? ¢

109% & ()-/

is NHCH(cPr)g,
R* is H andg R%e

is N(CH2CH20Me) s,
qu is H and r%®

is NHCH(Et)p, gr4a

is H and R%® ig

is N(Et)2, Rr4@ ;g
H and R4e is OMe;

is NHCH(Et)y, r%4a
is H and R%® ig

is 2-

ethylpiperid-1i-yl, r%2 jg c1, r4P ;g H, R is

R4d

OMe, is H and R%® is OMe;

compound of Formula (50) wherein R3

is cyclobutyl-

amino, R%4% jg c1, R*P is H, R*C is oMe, R%Y is W

and R4e is OMe;

compound of Formula (50) wherein R3

is

N (Me) CH2CH=CH2, R%2 15 c1, R?P is H, R%C is oOme,

R49 is H and R%® is OMe;

compound of Formula (50) wherein R3

is

N(Et)CH2CH=CH2, Rr%2 js 1, R%P is H, R%C is OMe,

R4d R4e

is H and is OMe;

compound of Formula (50) wherein R3

R%2 ig c1, rR*P is H, R%C is oOMe,
is OMe;

compound of Formula (50) wherein R3
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is N(Me)CHocPr,
R4 ig u ang Rr4®

is N(Et)CH2cPr,



10% & () -/
10% & ()-/

' 1098 S& () -

10

15

20

25

30

35

40

109% & ()-/ 10%& ()-/)?c 109%& ()-/~">) 10% 10%& ()-/
10% & ()-/ 109%& ()-/)?c 109% & ()-/yX .10!'10% & () -
=S109% & ()- &$Y10% & ()- 10% & ()-/()?°c 10% & ()-/bAL0! /1098 S& ()-
1096 S& ()-0 L1098 S& ()- L 1098 S& ()-10! 10! ?vy| [: AL0! 1098
S& ()- "~ 10%8 S& ()- L1098 S& ()- ,*10%8 S& ()- 10%8 S& ()- 61098

S& ()-9%r|[:AL0! L1098 S& ()-/ L1098 S& ()-/ % L10%L.& ()-/ *

R%2 is c1, R*P is H, RYC is oMe, R%? is H and R4®

is OMe;

compound of Formula (50) wherein R3 is N(Pr)CHacPr,
R42 is c1, R*P is H, R%*C is OMe, R*Y is H and R%®

is OMe;

compound of Formula (50) wherein R3 is

is c1, r4P ric r4d
OMe;

is H, is OMe, is
compound of Formula (50) wherein R3 is

is c1, R*¥P is H, RS is ome, R%9 is
OMe ;
compound of Formula (50) wherein R3 is

is c1, RP r4cC r4d
OMe ;

is H, is OMe, is

compound of Formula (50) wherein R3 is
N(Me)propargyl, R%2 is c1, R*P is H
R*d is H and R%® is OMe;

compound of Formula (50) wherein R3 is
N(Et)propargyl, r%2 is c1, r*P is H
R%*d is H and R%® is oMe;

compound of Formula (50) wherein R3 is
NHCH (CH3) CH (CH3) CH3, R%2 ig c1, Rr%P

oMe, R%9 is H and R%® is OMe;

compound of Formula (S50) wherein R3 is
CHzCH=CHz, R%2 is c1, R*P is H, R%*C
H and R%*® is OMe;

compound of Formula (50) wherein R3 is

.N(Me) Pr, r42a
H and R%® is

N(Me)Et K g42
H and R%® is

N(Me)Bu, r4a
H and R%® is

, R is oMe,

. R%*C is OMe,

is H, R%C is

N (CH2CH20Me) -

is oMe, R%Y is

N (CH2CH20Me)Me, r42 i c1, R%P is H, RYC is oMe,

R4d is H and R4e is OMe;

compound of Formula (50) wherein R3 is

N (CHaCH20Me)Et , R42 jg cl1, R*P is H, R%C is omMe,

R49 is H and R%® is OMe;
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L1I0%9 O & ()-/ L10YS S& ()-/ 10%8 S& ()-Srn{|[:Al0! z10%8 S& ()- &L0%S
S& ()-S &10%8 S& ()- L10% F& ()-/ L10%CT C& ()-/ w L10%& ()-/vUu410
f10%! & ()- y310%! & ()-10S S10S S10S S =g10u%s S& ()- | 1096 S& ()-f 4l
10%n& ()-f}]=vU410 SF10%! & ()- &OSF10%! & ()- &0SF10%! & ()-&0 f410%! & () -
S, 10%! & ()- SY%0%! & ()-$' 6H ?2vU410
SF10%! & () - 8OSF10%! & () - &OSF10%! & () - &OSF10%! & () - &0#3<ESF10%! & () - &OH
| NQast * <vU410
#3<ESF10%! & () - &0SF10%! & () - &0SF10%! & () - &0SF10%! & () - &0#3<Ety| * DvU410
#3SF10%! & ()a&omeagsdlc@er‘&r@ll&osmx)%h@re(:)n &z?sa:m%al & () 8&0SF10%! & () - &
0{ _?vU410 N(CH2CH20Me)Pr R%2 ig c1, rR?P is
#SF10%! & () - 80SFLage! & () - g#gggsmoo/ﬁl &'()- £0SE10%e! & () 010! & ()-&0
_?2vA410

0@l (/7Y O (/7Y (/7Y
FSF1ove! &) A0A0VELE0 R EOREILVEL ) Qn USRIV (u)lOE) e & 0~ 0
#SF10%! & () - ROSFIBYePE, (R R0SE10%e! &R ) 1 RASFEMei% OMeSORICESEIQ%E! & () - &0
=>CFTfg <vW410
#3<ESF10%! & () - ¢B81 806! b (M2HSF10%! & () - 80SF10%! & () - O#3<Egl o~ DvUA10

#3SF10%! & (). %gﬁg ﬁglg{epg&_&hg@gg&p%ge@n %SFlO%E' & ()-&0SF10%! & ()-&

0{_2vU41

#SFlO%a'go () - &OSF%%KEHHC%@%%S?:&W €Y ReFsrrote B%F) 1e0oMe0ve! & () - &0
_?vU410 R*d is H and R%® is OMe;

ASF10%! & () - 80SF10%! & () - &OSF10%! & () - 8RO#3<ESF10%! & () - 8OSF10%! & () - &0
[ _?vU410 a compound of Formula (50) wherein R3 is NHCH(cPr)s

#SFLO%! & () - 80SF1QNe! & () - 8OBE10%) & (dc &OSEAN%! &) - &0#3<|&=13|21g%l& ()- &0
/058J\] * gyU410

#3<ESF10%! & () - &D&FIUGé! & () - &OSF10%! & () - 8OSF10%! & () - &O#3<E] bes” DvU410
sa5eiovel @ (); S0A3SESEI006L8 )1 SONIO8H Sl BSTAOHc e 107 & )-8
#SF10%! & () - &0SFabdeia’ ¢}, RM3<ESmOBI% i drSFRITeia () a8aSRE6%e! & () - &0
?v410 is OMe;

#SF10%! 20 () - ®OSF10%! & () - ROSF10%! & () - RO#3<ESF10%! & () - &OSF10%! & () - &0
# ?vU410 a compound of Formula (50) wherein R3 is NHCH(Et)y, gr%@ ‘
#SF10%! & () - &OSF}QO/@i& {3b BDSFI0% & () - FASFIAYELE () 2SQHIIESEL0%! & () - &0
#$) , 8JK <vU410

#3<ESF10%! & () - 80SF10%! & () - &OSF10%! & () - &OSF10%! & () - &0#3<EKPSeV\o<} DvU

410
#3SF10%T % (F- §8#§ ‘é‘éﬁ;@g/emr'?’j‘la §5F°1)o%r}egfe gggsﬁfow 3 @) Boeriboel & () - &

0}{ _2vU410 is H, R is OMe, is H and R*® is OMe;
#SF10%! & () - &OSFlo%al& () - &O#3<ESF10%! & () B0SF10%! & () - OSF1Q%! & () - &0
_?2vU410 a compound of Formula (50) wherein R3 is NHCH(Et)y, gr?

#SF10%! & () - &osqgt)/@i& (3D 8OSRI0%A ! {2 -3 TBF LW &rl) RAGSTL0%! & () - 80
2vU4A10 30
ASFLOve! & 0- &OSFlb%al& () - &OSF10%! & () - 80SF10%! & () - &O#3<ESF10%! & () - &0

1 &) 9KL <B/UI41 5 of Formula (50) wherein R3 is 2 |

;Z%Esmo Vel & () - & ggg,%@pgﬁ& goglq{ﬁ&s()cl&oiam e g (}4&0#3<ELQT[ s’ DvU

#3SF10%65§ () - 80#QMESFRITei & ) aBd RiDoks & i() - ®0OSF10%! & () - &OSF10%! & () - &

Osv{_?v 0

#SF10%! & ()a&@@ﬁﬁ:@%ﬁ&bg)F@@#@kﬁsm)p/eﬂt&z(e)n&@éle@O/@y&lpjou&@sFl0%3I & ()-&0
_?2vWU410 amino, R%2 isg rR2P g R4S is oMe, R

#SF10%! & () - &OSFlod/el&eQ 8QSF10%3I& () 80#3<ESFT0%8! & ()- $0SF10%! & ()-&0
_?2vU410

#SFlo%alg‘ - SOSF10%1 & ( &os (5 ( &osmg%gel & () - &O#3<ESF10%! & () - &0.
#3% *yx#90° aSCPIPRYRS és RO 0%

flo%?/& () - SF10%e! ¥(¥e) #@&EEH%E;R‘& \ k9 X710 RS J;(M@/&R(“) AS7 OWBKYR () -/
SS5109KY& ()- S 1Q%YRs( 4- ash SR OOKYE pﬁ) S109K%& () - >CUV[ Aj _?yX710
SZ109KYE' () -/ SZ10YKY&' () -/ SZLOWKYR' () -/ - #34gXsZ109KY&' () - /5210%@/& O)-7j1}_
2y X710

SZ10YKYE' () -/ SZ10YKIY&' () -/ SZLOWKYR' () -/ SZ10YKYR' () -/ #34gXSZ10YKI&' () -/ <yX7
10  #34gXSZ109KY&' () -/ SZ10YKY& () -/ SZ10%KI&* () -/ SZ10YKY& () -/ #34gX DyX710

#3SZ109KY&' () -/ #349XSZ10YKY& () -/ SZL0UKYE () -/ SZ10YKY& ()-/SZ10%KY&' ()-/ & ,

/{_?yX710

#SZ10UKYR' () -/ SZ109KYR' () - / #34gXSZLOWKYR' () -/ SZL0UKYR' () -/ SZ109KY& () -/ / =JK
PSa_?yX710

#leO%(O/& ()-/sZ109KY%& () -/ sZ109KY& () -/ #34gXsZ10%KY& () -/ sZ109KY%& () - / anot
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1 <vU410 , #3QbDsF10% & ()- 1sF10% & ()- 1sF10% & ()- 1sF10% & ()- 1#3QbD
o 6HI N DvU410 |, #3sF10% & ()- 1#3QbDsF10% & ()- 1sF10% & ()- 1sF10% & () -
1SF109% & ()- 1NQ grwz{_ ?vU410 , #sF10% & ()- 1SF109% & ()- 1#3QbDsF10% & () -
1SF109% & ()- 1SF109% & ()- 1z_?vU410 , #sF10% & ()- 1sF10% & ()- 1sF10% & () -
1#3QbDsF10% & ()- 1sF10% & ()- 1_?vU410 , #sF10% & ()- 1sF109% & () -

1SF109% & ()- 1SF109% & ()- 1#3QbDsF10% & ()- 1 " <vU410 , #3QbDsF10% & () -
1SF109% & () -

a compound of Formula (50) wherein R3 is
N(Et)CH2CH=CH2, R%® is c1, R*P is H, RS is OMe,
- r4d rée

is H and is H;

a compound of Formula (50) wherein R3 is N(Me)CHycPr,
R4 is c1, R*P is H, R%C is oMe, R%? is H and R%®
is H; . )
10 a compound of Formula (50) wherein R3 is N(Et)CH2cPr,
R%® is c1, R*P is H, R%*C is oMe, R%Y is H and R%®
is H;
a compound of Formula (50) wherein R3 ig N(Pr)CHzcPr,
15 R%® is c1, R*P is H, R*C is oMe, R%Y is H and R%®
is H;

a compound of Formula (50) wherein R3 is N(Me)Pr, pg%a

is c1, Rr%P R4C R*9 is H and R%® is

is OMe,
20 H;

is H,
a compound of Formula (50) wherein R3 is N(Me)Et, gr42
is €1, R*P is H, R?C is oMe, rR*? is H and R%® is
H;
25
a compound of Formula (50) wherein R3 is N (Me)Bu, réa

is C1, rR*® is H, R%*C is oMe, R%Y is H and R%® is
H;

30 a compound of Formula (50) wherein R3 is
N(Me)propargyl, rR%2 15 c1, R%P is H, R%C is OMe,
R4d is H and R4e is H;

a compound of Formula (50) wherein R3 is

35 N (Et) propargyl, rRi2 jg cl, r4b is H, R4C is OMe,

r%9 is H and R%*® is H;

a compound of Formula (50) wherein R3 is
NHCH (CH3) CH(CH3)CH3, R%2 is c1, rR?P is H, RYC is

40 oMe, R%*9 is H and R*® is H;

a compound of Formula (50) wherein R3 is N(CH2CH20Me) -
CHoCH=CHz, R%42 is c1, R?P is H, R4C is oMe, R%9 is
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1SF1098 & () -

1SF10% & ()- 1#3QbD(:; @ DvU410 , #3sF10% & () -

1#3QbDsF10% & ()- 1sF10% & ()- 1sF109% & ()- 1sF109% & ()- 1@VUghnp{_?vU410

, #SF109% & () -

1SF109% & ()- 1#3QbDsF109% & ()- 1sF109% & ()- 1sF109% & () -

1p~_?vU410 , #sF10% & ()- 1sF109% & ()- 1sF10% & ()- 1#3QbDsF10% & () -

1SF109 & () -

1_?vU410 , #sF10% & ()- 1sF10% & ()- 1sF10% & ()- 1sF10% & () -+

1#3QbDsF10% & ()- 1" <vU410 , #3QbDsF109% & ()- 1SF109% & ()- 1SF109% & () -

1SF10% & () -

a
5

a
10

a
15 a

a
20

a
25

a
30

a
35 a

a
40

1#3QbD. /4 DvW410 |, #3sF10% & () - 1#3QbDsF10% & () -
H and rée is H;

compound of Formula (50) wherein R3 is
N (CH2CH20Me)Me, r4@ jig c1, r%P is 1

R4d is H and R4e is H;

R4C is OMe, .

!

compound of Formula (50) wherein R3 is
N (CH2CHO0Me)Et, Rr42 jg c1, RP is H, R%C is oMe,
R4 is ¥ and R%® is H;

compound of Formula (50) wherein R3 is
N(CH2CH20Me) Pr, R%2 js c1, R*P is H, R4C is OMe,

R4d is H and R4e is H;

compound of Formula (50) wherein R3 is N(CHCH20Me) -
CHacPr, R%2 is c1, R*P is H, R%C is oMe, R%9 is H

and R4e is H;

compound of Formula (50) wherein R3 is

NHCH (CH3) CH2CH3, R%2 is c1, R?P is H, R%C is OMe,
rR4d is H and R%® is H;

compound of Formula (50) wherein R3 is NHCH (cPr) 2,
rR42 ig cl, R4b is H, RYC is OMe, R4d is H and R%*®
is H;

compound of Formula (50) wherein R3 is N(CH2CH20Me) 2,
R%2 is c1, R*P is H, R*C is oMe, R is H and R%®
is H;

compound of Formula (50) wherein R3 is NHCH(Et)g, g42
is c1, r*P is H, RS is oMe, R*9 is H and RY® is
H;

compound of Formula (50) wherein R3 is N(Et)p, gr4a

is c1, R*P is H, RYC is oMe, R?Y is H and R%®
is H;
compound of Formula (50) wherein R3 is NHCH(Et)2, gr42 A

is Cl1, R4b is H, R4C is OMe, R4d is F and R4e is
H;
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. - 1Mp_?vU410
1 - : 0, ! - 1SF10% & |() - 0 ! -
isgigﬁﬁ g. 8 1#3QbDsF10% & (1) ;:1(1)08/5;9(43?‘ (13;e3QoDs|:10%& ()- 1sF10% & ()
S S

. % & ()- . "()- 1sF109% & () - N
Tl E () 1§Fé9()- gsFlO@“&'()' 13F19@6&'52Flo@6&f()' e O & ()-
1_?viJ410 , #sF10% & ( <VU410 , #3QbDsF10% & ()- 3QbDsF10% & ()- 1sF109
1#3DOSFL0M & () - o vl ’#3SF1096&'()-#gﬁloqa&f()-
SERE]: e et mnotsd
skl a compound of Formula (s9) wherein g3 is 2-

®thylpiperid-i-y1 p4a is €1, R* 4oy pdc is
OMe, R4d is F andg rie is H;

5 a Compound of Formula (sq) wherein g3 is Cyclobuty] -
amino, pa is c1, geb ;. H, R% is ome, ped ;, F

@ compound of Formula (50) wherein g3 is
10 N(Me)CHzCH=CH, p4a is 1, R 5 y rpac is OMe,

R4 s F ang R?® is g,

& compound of Formya (50) wherein g3 is
N(Et)CHaCH=CHy, pda ,_ Cl, R* j5 g, gic ;_ OMe,
15 R j¢ g and r4€ ;o H; -

4 compound of Formula (50) wherein R3 ig N(Me)CH;chr,
R js c1, geb H, R is ome, ped 4 . and pée
is H;
20
& compound of Formula (50) wherein R3 ig N(Et)CHchr,
R*@ js 1, peb H, R%*C is ome, ptd ;_ F and pée
is H;
25 a compound of Formula (50) wherein g3 is N(Pr)CHycpyr
R i5 c1, gib H, R%C ig ome, ped ; | and grie
is H;
& compound of Formula (sg) wherein R3 jgq N(Me)Pr, ra
30 is c1, r*P j4 gy, pac | OMe, R ig p ang gle |,

’

& compound of Formula (50) wherein R3 jg N(Me)Et, p4a
is €1, R*P j5 g pdc is oMe, R* jg5 p apg R g

’

35

4 compound of Formula (50) wherein g3 jq N(Me)Bu, pda
is c1, Rr4b 4 H, ric ;g OMe, R4 jg g and R%€ ;g
40 ’
@ compound of Formula (50) wherein R3 jg
N(Me)propargyl, pda €1, rR*P j5 y, pic ;. OMe,
R* js p ang pie is H;
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1sF109% & ()- 1#3QbDsF10% & ()- 1sF10% & ()- 1sF10% & () -
,#SF109% & ()- 1sF10% & ()- 1SF10% & ()- 1#3QbDsF10% & () -

1_?vU410 , #SF109% & ()- 1SF10% & ()- 1SF109% & () -

1#3QbDsF10% & ()- 1" <vU410 , #3QbDsF10% & ()- 1sF10% & () -
1sF109% & ()- 1#3QbD DvU410 , #3sF10% & ()- 1#3QbDsF10% & () -

1SF109% & () -

1SF109% & ()- 1SF109 & ()- 1+89>A{ ?vU410 , #sF10% & ()- 1SF10% & () -

1#3QbDsF10% & ()- 1sF109% & ()- 1SF10% & () -

a compound of Formula (50) wherein R3
NH (CH(CH3) CH(CH3) CH3, R%? jig 1,

oMe, R* is F and R?® is H;

a compound of Formula (50) wherein R3

is
R%P is g, R4S is

is N(CHCH20Me) -

CH2CH=CH2, R%2 jg c1, R?P is H, R%C is oMe, RYY is

F and R*® is m;

10 a compound of Formula (50) wherein R3 is
N(CHaCH20Me)Me, R%2 i5 c1, R®P is H, RS is OMe,
R4 is F and R*® is H;
a compound of Formula (50) wherein R3 is
15 N(CH2CH20Me) Et, R4 jig c1, R*P ig H, R?C is OMe,
R4d is F and R%¢ is H;
a compound of Formula (50) wherein R3 is

N(CH2CH20Me) Pr, R4 ig c1, R4P is H, R%C is OMe,

20 R4d is F and R4e is H;

a compound of Formula (50) wherein R3
CHzcPr, R42 js c1, r?*P ig H, REC
R4e .

and is H;

25
a compound of Formula (50) wherein R3
NH (CH (CH3) CHpCH3, R42 js c1, Rr4P

R%9 is ¥ and R%® is H;

30 a compound of Formula (50) wherein R3
R%2 ig c1, R*P is H, RYC is OMe,
is H;
a compound of Formula (50) wherein R3
35 R42 ig c1, R*P is H, RYC is OMe,
is H;
a compound of Formula (50) wherein R3
is c1, rR*¥ is H, R%C 1s oMe, R%d
40 H;

a compound of Formula (50) wherein R3
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is N(CH2CHoOMe) -
is OMe, R4d is F
is

is F, R4C is OMe,

is NHCH(cPr)2,

r4d is F and r%®

is N(CHpCH20Me) 3,
R4 is F ang r%®

is NHCH(Et)z, r4a

is F and RY® is

is N(Et)2, r4a

1W {| _?vU410
1sF10% & () -

1SF109% & () -
1sF109% & () -
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q! Ys! 109&&" () - 0YR*Foussopme- axs! OS&Ls (:0Ys! 10988 () - 0U9_R610Ys! 10988’ () - 01
)’7dg q! Y91 10988 () - 0Ys! 10988& () - 0Ys! 1098& () - 0Ys! 1098& () -0

"#U9_R610Ysd laipRufd @F) Pdgmula (50) wherein R3 is
gl 2()5' é(])-‘))/e’l;ﬁ( () - ovmyw&;{g)cg\(@g;p&/@ (}{4@Y§818f/&8R41) D25 7B@AY,_R610Ys! 10%&

g

q' Ys! 10%&& () - 0YOME0oBE ()150‘?@1316@&&“() BYsF109®&' () - ODI LXcdeU9 R610Ys! 109&
& ()-01)7
q' Ys! 10% é& (3 -PPrrack et Foovel20daR) (‘yh@l?%nlol@%&s()bl t@jlz@ﬂ@wlﬂvsl 109&&" (
)-01) 2dg CHCH=CH2, R%2 js5 c1, R4P is H, RYC is oMe, R?
a! Ys! 10988 () - 0Yg! L0URZ4E) 5 ;QYs! 109&& () - 0Ys! 10beg: ()-0uU9_ ‘Ho10Ys ' T0ves: ()-01
) ?dg
qL YS! 10% Q- QELIME (b st 10786, (UYL 404 ) - 0U9_Re10Ys! 10% ()-01
q! Ys! 1098 () - ov&‘f&@@&@"eb’?@b 189281 ¢ )Chyse o 1) -RAD 618! 10088 () - 01
)?2dg q! Ys! 10%&& RFF0Ys! dR8E&nE) ROYSI40YRS () - 0Ys! 10%&& () -0
U9 _R610Ys! 109&& ()-01) ?dg
q! Ys! 10%&&' (3 -db\f@blxﬁ%&&f(ro%ﬁiiovm (&h@ﬂéiﬁ%m@s() 0! $4ABEU9_R610Ys! 10%&&

01) 2dg |
ql()YsI 1%)0(%& ()- oYsl L E00@E2 () S OVS! 1 ﬁ)e/&giif’ovsﬂod@*{') eI R610Ys! 109
dg

& ()-01 is OMe and R
q'Ys'lO%&& O)- 0Ys|10%&& (% 0Ys! 109%&&' () - 0Ys|102§&.() Oot W9 _R610Ys! 10%&&' ()
-01) 2dg a compound of Formula (50) wherein R
q! Ys! 1098& () - 0Y3( o;efy&&:omenw 1@%&14 )eDYst 4D %k H ) AP _iR6 s 10%&& () - 01

?dg
q! Ys! 10%98& () - OYslloéﬁ M?-SQ%'%O@@%?(%'0YS|10@®&T() 0U9_R610Ys! 10%&&' ()-01
) ?dg
2 Ys! 10088 () CWEF’EB%Ef(§°6'9“Jrio$/%%mg"jh%1ﬁ%’r’io%/&&s( W‘iﬁf’g‘%l 109%&& () - 01
) 2dg CH2cPr, Rr*2 is C1, is H, R%*C is OMe,
q! Ys! 10%&&' () - OYpMéOX&E' Q}GOYglﬁp@@&.() 0Ys! 109&&' () - 0U9_R610Ys!10%&& ()-01
) 7dg

35 a compound of Formula (50) wherein R3 is
NHCH (CH3) CH2CH3, R%2 js c1, R%P is H, RC is OMe,

R4d is OMe and R4e is H;

a compound of Formula (50) wherein R3 is NHCH(cPr)gz,
40 rR%2 ig Cl, R4b is H, RIC is OMe, R4d is OMe and

rR%® is H;
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q! Ys! 10%&& () -0Ys! 109%&& ()-0Ys! 10%&& () -0Ys! 109%&&' () - 0&345U9_R610Ys! 109%&&' (
)-01) ?dg

q! YS! 10%&&' ()-0Ys! 10%&& ()-0Ys! 10%&& () -0Ys! 10%&&' () - 05: =1 VWKU9_R610Ys! 10%&
& ()-01) ?dg

Q! YS! 10%&&' ()-0Ys! 10%&& ()-0Ys! 10%&& () -0Ys! 10%&&' ()-0X] "1 yz{U _R610Ys! 10%&
& ()-01)?dg qg! Ys! 10%&& ()-0Ys! 109%&&' () -0Ys! 10%&&' ()-0Ys! 109%&& () -0{]|\<10
%O0%+! & ()-. %40%H & ()-. %40%! & ()-. %40%! & ()-.10+!10+! 10+ Y;

z10%! & () - y&(%dm{icﬂ.xrﬁ:ﬂ@ﬁ/ﬂ-'%r(n)ula B Miefrein q&?oomsl & (CHaCHa0Me) 2,

%0%! & ()-.)?f| 9 436.00/ ﬂkyOY}%l <1 4%1(2%% () 4d°/d.0°;§' & %%l

%0%! & ()-. %09 %-6%“7 % YL 0% '<T0 9d6o d
%10%*!&'()-. %iO@& K%-Hr‘%io%*l&'() )°f|%)%10%*|&'() yY9| \ <10

%@0%! & ()-. 0% & ()-. %40%! & ()- %10%}'&'8) )°f|@6@&09&'&f() -
@VwyY9|\ 410 a compound of Formula (50) wherein is NHCH(Et)p, Rgr#4a

is c1, R*P is H, R%C is oMe, R49 is OMe and RY® is
H;

a compound of Formula (50) wherein R3 is‘N(Et)zl ria

4b

10 is 1, R%P is H, R%C is oMe, R%% is OMe and R%®

is H;

a compound of Formula (50) wherein R3 is NHCH(Et)o, gr4a@

is Br, R%P is H, R%C is oMe, R%9 is OMe and R%® is

15 H;

a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%® is Br, R*P is H, RYC is
oMe, R%d rie

is OMe and is H;

20
a compound of Formula (50) wherein R3 is cyclobutyl-
amino, r2 ig Br, rR4P ig H, RYC ig OMe, R4 is oMe
and R%® is H;

25 a compound of Formula (50) wherein R3 is
N(Me) CHpCH=CH2, R%2 is Br, R*P is H, RYC is OMe,

r4% is oMe and R%® is H;

a compound of Formula (50) wherein R3 is
30 N(Et)CH2CH=CHz, R%2 js Br, R*P is H, R%C is OMe,

r%9 is oMe and R%® is H;

a compound of Formula (50) wherein R3 is N(Me) CH2cPr,

r42 i5 Br, R?P is H, R?C is OMe, R%Y is F and R%®
35 is H;

a compound of Formula (50) wherein R3 is N(Et)CH2cPr,

r%2 is Br, R4P is H, R?C is OMe, R%Y is OMe and
R4e is H;

40
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V0% & ()-. %A0%! & ()-. %A0%! & ()-. %0%! & ()-.)2f| %

040%! & ()-.VabchkzyY9|\ <10 %40%! & ()-. %0%! & ()-. %0%! & ()-.
0d0%! & ()-.)2f | % %A0%! & ()-.zyY9|\ <10 %0%! & ()-. %d0%! & ()-.
V0% & ()-. Y%A0% & ()-.)2f| % %0%! & ()-.yY9|\<10 %0%! & ()-.
V0% & ()-. %d0% & ()-. %d0%! & ()-.)2f| % %0%! & ()-.yY9|\<10
040%! & ()-. %A0% & ()-. %0%! & ()-. Y%0%! & ()-.)?f|%

040%! & ()-.yY9|\<10 %A0%! & ()-. %0%! & ()-. %0%! & ()-.

a compound of Formula (50) wherein R3 is N(Pr) CH2cPr,

R%*® ig Br, R*P is H, RS is oMe, R%d is OMe and

r4€ is u;

5 a compound of Formula (50) wherein R3 is N(Me)Pr, g4a

is Br, R*® is H, R%C is oMe, R%? is OMe and R%€ is
H;

a compound of Formula (50) wherein R3 is N(Me)Et, gr42

10 is Br, R%P is H, R%C is oMe, R%9 is OMe and R%® is
H;

a compound of Formula (50) wherein R3 is N(Me)Bu, g%a

s is Br, R%P is H, R?C is oMe, R49 is OMe and R%C is
H;

a compound of Formula (50) wherein R3 is
N(Me)propargyl, r%*3 is Br, RP is H, R%C is oMe,

20 R4d is OMe and rie ig H;

a compound of Formula (50) wherein R3 is
NH (CH(CH3) CH(CH3) CH3, R%*2 is Br, R*P is u, R?C is
oMe, R¥9d is oMe and R*® is H;

25 a compound of Formula (50) wherein R3 is N(CH2CH20Me) -
CH2CH=CH2, R%2 ig Br, R%P is H, R%C is oMe, R%*9 is
F and R%*® is H;

a compound of Formula (50) wherein R3 is
30 N (CH2CH20Me)Me, Rr%2 jis Br, RP is H, R%C is oMe,
R4 is OMe and R%€ is H;

a compound of Formula (50) wherein R3 is
N (CH2CH20Me)Et, R%2 is Br, R%P is H, R%C is OMe,
35 r49 is OMe and R%® is H;

a compound of Formula (50) wherein R3 is
N(CH2CH20Me) Pr, r42 js Br, R*P is H, R%C is OMe,

R4d is OMe and R4e is H;

40

a compound of Formula (50) wherein R3 is N(CH2CH20Me) -

CHacCPr, r%2 ig Br, rRiP 1s H, RAC is oMe, r4d is
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940% ! & ()-.)2f| % %40% ! & ()-.yY9|\ <10 %40%! & ()-. 9A0%! & ()-.
U0% ! & ()-. 0% & ()-.)?f| % %0%! & ()-.$ 3yY9|\<10 %40%! & ()-.
040% & ()-. %A0%! & ()-. Y%0%! & ()-.)2F| % Y%0%! & ()-.3>?@HTyY9|\ <10
%40% ! & ()-. Y0%! & ()-. 0% & ()-. YM0%!& ()-.)?f|%
%0%! & ()-. T chkzyY9|\ <10 %40%! & ()-. %40%!& ()-. %A0%! & ()-.
%0%! & ()-.)2F| % %40%! & ()-.zyYO|\ <10 Y%40%! & ()-. %0%H & ()-.
040% & ()-. 9M0%! & ()-.)2F| % %40%! & ()-.yY9|\<10 9%40%! & ()-.
OMe and R%® is H;
a compound of Formula (50) wherein R3 is
NH (CH (CH3) CH2CH3, R%® jis Br, R?P is H, R4S is oMe,
5 R*d is OMe and R%® is H;
a compound of Formula (50) wherein R3 is NHCH(cPr)gj,
R4® is Br, R*P ig H, R%C is OMe, R*? is OMe and
R%€ is H;
10
a compound of Formula (50) wherein R3 is N (CH2CH20Me) 2,
R42 is Br, R*P is H, RS is oMe, R?? is OMe and
R4e is H;

15 a compound of Formula (50) wherein R3 is NHCH (Et)p, r42
is Br, R%P is H, R%*C is oMe, RYY is OMe and R%® is
H;

a compound of Formula (50) wherein R3 is N(Et)z, g%2

20 is Br, R*P is u, R%C is oMe, R*d is OMe and Rr%€

is H;

a compound of Formula (50) wherein R3 is NHCH(Et)y, gr%@

05 is Me, R*P is u, R%C is oMe, R%*? is OMe and R%® is
H;

a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%2 is Me, R*P is H, R4S is

30 OMe, R4d is OMe and R4e is H;

a compound of Formula (50) wherein R3 is cyclobutyl-
amino, R%2 ig Me, R?P is H, RS is oMe, R?9d is OMe
and rR%® is H;

35 a compound of Formula (50) wherein R3 is
N(Me)CH2CH=CH2, R%2 is Me, R%P is H, R is oMe,
R%d is oMe and R%® is H:

a compound of Formula (50) wherein R3 is

40 N(Et)CH2CH=CH2, R%*® is Me, R?P is H, R%C is OMe,
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%40% ! & ()-. YL0% & ()-. Y0%H & ()-.)2f| % %0%! & ()-.yY9|\<10
940%1 & ()-. %40%! & ()-. 0% & ()-. Y%0%! & ()-.)?f|%
940%! & ()-.yY9|\<10 940%! & ()-. 940%! & ()-. 940%! & ()-.
94091 & ()-.)2f| % 940%1 & ()-. "' *=yY9|\ <10 940% & ()-. 940%! & ()-.
940% & ()-. 9409%! & ()-.)?F| % %4096 & ()-.=JKLQTcyY9|\ <10 %40% & ()-.
940%1 & ()-. 940%! & ()-. %0%! & ()-.)2f| % %0%! & ()-.cpgrwzyY9|\<10
040%! & ()-. 940%! & ()-. 9%40%! & ()-. 940%!& ()-.)?F | %

R4 ig OMe and R%*® is H;

a compound of Formula (50) wherein R3 is N(Me)CHacPr,

S R4 5 Me, R*®P is H, R%*C is oMe, R%d is F and R%®
is H;

a compound of Formula (50) wherein R3 is N(Et)CHacPr,

R%2 is Me, R*P is H, R*C is oMe, R?Y is OMe and
R4e is H;
10
a compound of Formula (50) wherein R3 is N (Pr) CH2cPr,
r%2 ig Me, R4b is H, RAC ig OMe, R4d is OMe and
R%® is H; ’

15 a compound of Formula (50) wherein R3 is N(Me)Pr, gr42

is Me, R* is H, R%C is oMe, RS is OMe and R%® is

H;
a compound of Formula (50) wherein R3 is N(Me)Et, gr4a
20 is Me, R* is H, R%*C is oMe, R%*d is OMe and R%® is
H;
a compound of Formula (50) wherein R3 is N (Me) Bu, r4a

)5 is Me, R*®® is H, R%C is OMe, rR*9 is OMe and R%® is
H;

a compound of Formula (50) wherein R3 is
N(Me)propargyl, r%2 ig Me, R*P is H, RYC is OMe,
r%9 is OMe and R%® is H;
30
a compound of Formula (50) wherein R3 is
NH (CH(CH3) CH(CH3) CH3, R%@ is Br, R?P is H, RC is
oMe, R%d Rrée

is OMe and is H;

35 a compound of Formula (50) wherein R3 is N(CH2CH20Me) -
CHpGH=CHz, R%2@ is Me, R?P is H, R%C is oMe, R%9 is
F and R%*® is H;

a compound of Formula (50) wherein R3 is
40 N(CH2CH20Me)Me, R%2 ig Me, R*P is H, R%*C is oMe,

r44 is OMe and R%*® is H;
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%40%! & ()-.yY9|\<10 %40%! & ()-. %d0%! & ()-. Yd0%! & ()-.

)_
0a0%! & ()-.)2f| % 9L0%! & ()-.yY9|\ <10 %40% & ()-. %40%! & ()-.
040%! & ()-. Y%A0%H & ()-.)2f| % %0%! & ()-.yY9|\<10 %0%! & ()-.
0d0%! & ()-. %0% & ()-. Y%A0%! & ()-.)2f| % %0%! & ()-.yY9|\<10
940%! & ()-. 0% & ()-. 0% & ()-. 0% & ()-.)?f|%
040%! & ()-.(yY9|\<10 %0%! & ()-. %d0%! & ()-. %d0%! & ()-.

)_

V0% & ()-.) 2| % %0%! & ()-.(567<?KyY9|\ <10 %0%! & ()-. Y%d0%! & ()-.

a compound of Formula (50) wherein R3 is
N(CH2CH20Me)Et, R*2 ig Me, R2P is H, R*C is OMe,
r49 is oMe and R*® is H;

. 5 a compound of Formula (50) wherein R3 is
N (CH2CH20Me) Pr, r%2 jis Br, R4P is H, R%C is OMe,
rR4d is oMe and R*® is H;

a compound of Formula (50) wherein R3 is N(CH2CHpOMe) -
10 CHpcPr, Rr%2 i Me, R?P is H, RS is oMe, rR%9 is
OMe and R%*® is H;

a compound of Formula (50) wherein R3 is
NH (CH (CH3) CH2CH3, R%2 is Me, RP is H, R%C is owme,
15 R4d is OMe and RY® ig H;

a compound of Formula (50) wherein R3 is NHCH(cPr)a,

R43 g Me, R?P is H, R*C is OMe, r*d is OMe and

R4e is H;
20
a compound of Formula (50) wherein R3 is N(CH2CH20Me)g2,
R4 ig Me, R4P is H, R*C is oMe, rR%d
R4e

is OMe and
is H;

25 a compound of Formula (50) wherein R3 is NHCH(Et)z, gr%2

is Me, R is H, RIS is oMe, R*d is oMe and R?® is
H; and

a compound of Formula (50) wherein R3 is N(Et)2, ria

30 ig Me, R2P is H, RYC is oMe, R*Y is OMe and R®® is
H.

2. A compound of Formula (60)

35
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0d0%H! & ()-. YA0%H & ()-.)2f| % %0%! & ()-. KXYZ_bgyY9|\ <10 %0%! & ()-.
V0% & ()-. Y%A0% & ()-. Y%0%! & ()-.)2f| % %0%! & ()-.qyY9|\<10
0d0%! & ()-. %0%! & ()-. %0%! & ()-. %0%! & ()-.)?f|%

040%! & ()-.yY9|\<10 %0%! & ()-. 0% & ()-. %0%! & ()-.

V0% & ()-.)2f | % %0%! & ()-.yY9|\ <10 %0%! & ()-. Y%0%! & ()-. )
V0% & ()-. Y%A0% & ()-.)?f| % %0%! & ()-. yl _R610F "10%4& ()-/10%0%0%
= 1098& ()- 940% & ()-.)?f| % %40%! & ()-. "234U9 R610F "1098& ()-/1)?
I"F "1098& ()-/F "1098& ()-/F "1098& ()-/F "1098& ()-/49<0  al9_R610F
"1008& ()-/1)? RS

N’/\\N"q\
—CH3
> —
HaC N \
Ar
FORMULA (60)

and isomers thereof, stereoisomeric forms thereof, or
mixtures of stereoisomeric forms thereof, and

5 pharmaceutically acceptable salt forms thereof,
selected from the group:

a compound of Formula (60) wherein R3 is NHCH(Et)2, Ar
is 6-dimethylamino-4-methylpyrid-3-vyl;
10
a compound of Formula (60) wherein R3 is 2-
ethylpiperid-1-yl, Ar is 6-dimethylamino-4-
methylpyrid-3-yl;

15 a compound of Formula (60) wherein R3 is cyclobutyl-

amino, Ar is 6-dimethylamino-4-methylpyrid-3-yl;
a compound cf Formula (60) wherein R3 is
N (Me) Ci2CH=CH2, Ar is 6-dimethylamino-4-

20 methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(Et)CH2cPr,

Ar is 6-dimethylamino-4-methylpyrid-3-yl;

25 a compound of Formula (60) wherein R3 is N(Pr)CHacPr,

Ar is 6-dimethylamino-4-methylpyrid-3-yl;
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|“F " 10084 ()-/F "109%& ()-/F "109& ()-/F "100& ()-/afixU9_R610F
"1098& ()-/1)? | "1099& ()-/F "109& ()-/F "109%& ()-/F
"1090& ()-/1 L061F "1099& ()-/F "109@& ()-/F "109& ()-/F "109%& ()-/F
"1098& ()-/F "1098@& ()-/F "109& ()-/yY9061F "F "10%A& ()-/F
1099& ()-/F "10%& ()-/F "10%& ()-/)? |"F "109%& ()-/yY9061F "F
"10%/& ()-/F "1098& ()-/F "109%& ()-/F "10%& ()-/)? I"F
"1099& ()-1y 9061F "F U108 ()-/F "109%& ()-/F "109& ()-/F
"10980& ()-/)? |"F "109%& ()-/ # yYOOBLF "F "1098& ()-/F "109%& ()-/F
"1099& ()-/Fa c&ﬁ%&nﬁ) of) Pokmirla"” ﬂ-@Wﬂgwlﬁéréir?@a:llléym%Mﬁr Br is
"1099& ()-/F " 1099& () -JE "10%& ()-1)? 1"
"1098& () -/ Uefi any%mﬁi(‘ﬁyla‘ﬁm@lﬁv l‘eijlvﬁldl-bvm ()-1F "10%& ()-/F
"1098& ()-/)? |"F " 10%A& ()- /}yY9061F "F"109%& ()-/F "109%& ()-/F
109%& ()-/F 00/8/&% )-1)2 |" Ow&é-/%‘Y QB LF "F‘ 10994 ()-/F
1090& ()-/F@ G?@mn )OFFFOF‘E%G/&<§9> /Wiexein R Gopdy N)E)Eyvgeslss "R
1 1090@ ()5 /P " 108G hech lamiﬂ%@‘-tﬁétﬁﬁ AQIBRY) )2 1"
"1090& ()-1y 9061F " 0984 ( 100& ()-/F 10%/& ()-/F
"1098& ()-1)? I"F 10%/& ()-1" °/<5yY9061F "E 10%/& ()-1F "10%& ()-/F
"1098@& () -/ Fa céﬁ%@@n&)of)?ekmﬁa [O0PEiNa- d HODCILY YAREIEL " K,
"1098& ()-/F “[F U100 () -/ F 1090 ()-/)7? r is
" 10984& () -/] uor9%9B§thlmlnqo@w%k}¥1/wrld1@ﬂ i()- /F 10%?/& \)-1F
'1098& ()-/)? 1"F " 10%A4& () - /yY9061F "E 10988 () - /F "1098@& ()-/F
10984 (1; /B ow&% y-1)2 1" 10994 ()-/yY9Q61F 1099 ()-/F
1000 (30 / F2 C%P/%P )oF FFOffE‘e%/&(icj)- /vhﬁlrelrn R dopg: () /yY9061F "E
"1098& () -/ F 10&we(ﬁ:ré§argsll’%4&(ﬁs/é:-dué&% aminblq- " F
"1099& ()-1y 90 1F _"F oﬁ{w STE T "109%& ()-/ F T109%& ()-/F
"1098&' ()-1)7? F‘“e“i?é%}&r 1y 061F "F "109& ()-/F "10%& ()-/F
"1099& ()-/F 100/0/&() N2 I"F 100/0/&() /9%& 1, yY90BLF "F
"1099& ()-/F "109& ()-LE ow& "1098& ()-/)? |"F "109%& ()-/;
FGHVP\ yY9061% C"@“&é/@é‘ ‘)’r'i“#la %‘% eéz"te)r q%lé‘%/& ()- /F "1090& () - )'>
10086 ()T - 10 (e h o%zﬁ?‘?}‘?edyf‘éf&é‘ﬁﬁ%‘% oo ()1 F
n y n N
"109%0& ()-/F 10%%‘38 %‘d N /b/& ()-1)?7 1"F "100 ()-/yY9061F "F
"1098& ()-/F "1098& ()-/F "10%& ()-/F 10%/&() 1?2 1"F
"1098& ()-/yY9 109 "1090& ()-/F
" 1090 () - /)g ggég"“‘i‘gcy% ?{%“Q @%1‘12399@%4 0ie: ()-/F "10%& ()-/F
"1099& ()-/F 10W££Iéjcvi;bcni<¢i%3)qfw/ﬁ/&z( )id & dimethyDa@in¥9@61F " F
" 1090& (Jo | F 10,,(@/@%#4?%51(1 '100 e& )-/F "1098& ()-/)? 1"F "109%4& ()-/C P
QRWZ i yY9061F 0%& () - "1099& ()-/F " 1090& ()-/ =
10988 ()-1)7
a compound of Formula (60) wherein R3 is N(CHCH20Me) -
CH2CH=CH2, Ar is 6-dimethylamino-4-methylpyrid-3-
yl;
25
a compound of Formula (60) wherein R3 is
N(CH2CH20Me)Me, Ar is 6-dimethylamino-4-
methylpyrid-3-yl;
30 a compound of Formula (60) wherein R3 is

N(CH2CH20Me) Et, Ar is 6-dimethylamino-4-

methylpyrid-3-yl;
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"1099& ()-/F "109%& ()-/)? I"F "109& ()-/ yl _R11

FI f10% Rz& () - MLO! 10! 10! F<glO0W & ()-F "10%&' ()-/)? I"F "109%& ()-/

d: _R11 F)?}w z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/
z10%Rz& () -/ d: _R11 F)?}w z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/ .
z10%Rz& ()-/ z10%Rz& ()-/ 1d: _R11 F)?}w z10% Rz& ()-/ z10%Rz& ()-/
z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/!'!111942!'31d: _R11 F)?}w

z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/

z10% Rz& () a/ 8bBpountl by WordmuRd 1 (&) P} wheddioy ReR' (g -/ z10% Rz& () -/

z10%Rz& () -/ Zlﬁ?@ﬁ%@hgbmé)§}9925Q§é(2:ééﬁg@ﬂ§i545 J}Q}i__Rll F) ?} w

methylpyrid-3-yl;

5 a compound of Formula (60) wherein R3 is N(CH2CHo0Me) -

CH2¢Pr, Ar is 6-dimethylamino-4-methylpyrid-3-yl; '

a compound of Formula (60) wherein R3 is
NH (CH (CH3)CH2CH3, Ar is 6-dimethylamino-4-
10 methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is NHCH(cPr)s pr
is 6-dimethylamino-4-methylpyrid-3-vyl;

15 a compound of Formula (60) wherein R3 is N(CH2CH20Me) 2,
Ar is 6-dimethylamino-4-methylpyrid-3-yi;

a compound of Formula (60) wherein R3 is NHCH(Et):2 Ar
is 6-dimethylamino-4-methylpyrid-3-yl;
20 '
a compound of Formula (60) wherein R3 is N(Et)2, Ar is

6-dimethylamino-4-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is 2-
25 ethylpiperid-1-yl, Ar is 6-dimethylamino-4-
methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is cyclobutyl-
amino, Ar is 6-dimethylamino-4-methylpyrid-3-yl;
30

a compound of Formula (60) wherein R3 is .
N (Me)CH2CH=CH2, Ar 1is 6-dimethylamino-4-
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210% Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/

z10%Rz& ()-/z!{111111d: R11 F)?}w z10%Rz& ()-/ z10%Rz& ()-/

z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/!1111111d: R11 F)?}w z10%Rz& ()-/
z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/!111111d: R11 F)?2}w
210%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/

710%Rz& ()-/11111""d: R11 F)?}w z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/
z10%Rz& ()-/ z10%Rz& ()-/""""1" "-"d: R11 F)?}w z10%Rz& ()-/

210%Re& () -/ z21QWRA& phribi-3-y1;

a compound of Formula (60) wherein R3 is N(Et)CH2cPr,
Ar is 6-dimethylamino-4-methylpyrid-3-vyl;

S
i a compound of Formula (60) wherein R3 is N(Pr)CHacPr,
Ar is 6—dimethylamino—4-methylpyrid;a-yl;
a compound of Formula (60) wherein R3 is N(Me)Pr, ar is
10 6-dimethylamino-4-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(Me)Et, ar is

6-dimethylamino-4-methylpyrid-3-yl;

15 a compound of Formula (60) wherein R3 is N(Me)Bu, ar is

6-dimethylamino-4-methylpyrid-3-vy1;

a compound of Formula (60) wherein R3 is
N (Me) propargyl, Ar is 6-dimethylamino-4-
20 methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is
NH (CH(CH3)CH(CH3)CH3, Ar is 6-dimethylamino-4-
methylpyrid-3-yl;
25

a compound of Formula (60) wherein R3 is N(CH2CH0Me) -
CH2CH=CH2, Ar is 6-dimethylamino-4-methylpyrid-3-
yl;

30 a compound of Formula (60) wherein R3 is

N(CH2CH20Me)Me, Ar is 6-dimethylamino-4-
methylpyrid-3-yl;
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z10% Re& ()1 zl00eres& () -/ zlot(%)zR/ng)'['/'A"m'X"Y"d _RI11

z10% Rz& ()-/y"z"""""
, y "d Rl
210% Rz & "rrd RILF) ?bw z10%Reg
ZlO‘%sz&'gg f ﬁgfg&,() I 210%Re& ()- Regl ()1 210%Re& () -/
z10%Rz& () -/ 210&? &;() /| z10%Rz& ()-/ z10% d: .Rll F)?}w z10%Rz&' () - y
z10% Rz &' ()_/nn".,"?ﬁz& ()‘/ z10% Rz &' ()_/ 1 QQRZ&, () [ramnann g R11 E)?

d: Rl1 F)?}w z10% Rz & f) 0//¢ZRZ& ()-1 - ) ?}w

60) wherein R3 is

a compound of Formula
6-dimethylamino—4-

N (CHpCH20Me) Et, Ar is
methylpyrid-B—yl;

nd of Formula (60) wherein R3 is

5 a coupou
6- dlmethylamlno oy

N (CHoCH20Me) Pr, Ar is
methylpyrid-S—yl;

¢ Formula (60) wherein R3 is N (CH2CH20Me) -

a compound ©
r is 6-dimethylamino—4

10 CHacPr, A -methylpyrid-B-yl;

erein R3 is

ound of Formula (60) wh
-dimethylamino-4-

a comp
NH(CH(CH3)CH2CH3, Ar is 6

methylpyrid—B-yl;

15
a compound of Formula (60) wherein R3 is NHCH (cPxr)2, Ar
yrid-3-yl;

is 6- -dimethylamino- 4-methylp

c0) wherein R3 is N (CH2CH20Me) 2,

a compound of Formula
—4—methylpyrid—3-yl;

20 AY is 6—dimethy1amino

of Formula (60) wherein R is NHCH(Et)2, Ar

a compound
hylpyrid-3- -vl;

is 6- -dimethylamino- 4 -met

Ar 1is

6-dimethylamino-4-methylpyrid—3—y1.

£ Formula (60} wherein R3 is 2-

a compound ©
6- methoxy -4~

thylplperld 1-yl, Ar is
30 methylpyrid-3- -yl;

a compound of Formula (60) wherein R3 is cyclobutyl—
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z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/

z10% Rz & () -/ ####&#1#2#d: _R11 F)?}w z10% Rz& ()-/ z10%Rz& ()-/

z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/2#3#8#; #GHR#SHd: R11 F) ?}w
210%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/

z10% Rz & () -/ SET#Y#\ #k#x#y#d: R11 F)?}w z10%Rz& ()-/ z10%Rz& ()-/
z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/y#Hz######d: _R11 F) ?}w

z10%Rz& ()-1 z ]QR@IEQ,&' }(1) 'f s 261-0%&%41) -/ 4 -%Q:%%r(i)d_-é ~-yl;

a compound of Formula (60) wherein R3 is
N(Me) CH2CH=CH2, Ar is 6- methoxy -4-methylpyrid-3-
5 1;
Y4

a compound of Formula (60) wherein R3 is'N(EtYCHchr,

Ar is 6- methoxy -4-methylpyrid-3-yl;

10 a compound of Formula (60) wherein R3 isg N(Pr)CHacPr,
Ar is 6- methoxy -4-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(Me)Pr, ar is

6~ methoxy -4-methylpyrid-3-yl;

15
a compound of Formula (60) wherein R3 is N(Me)Et, ar is
6- methoxy -4-methylpyrid-3-yl;
a compound of Formula (60) wherein R3 is N(Me)Bu, ar is
20 6- methoxy -4-methylpyrid-3-yil;
a compound of Formula (60) wherein R3 is
N (Me) propargyl, Ar is 6- methoxy -4-methylpyrid-3-
yl;
25

a compound of Formula (60) wherein R3 is
N(Et)propargyl, Ar is 6- methoxy -4-methylpyrid-3-
yl;

30 a compound of Formula (60) wherein R3 is

NHCH (CH3)CH(CH3)CH3, Ar is 6- methoxy -4-
methylpyrid-3-yl;
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210% Rz& () -1 z10% Rz & () -/ #u#####d: R11 F)?}w z10%Rz& () -/ z10%Rz& (
210%Rz& ()-/ z10%Rz& ()-/ z10%Rz& () -/ ####$$$d: R11 F)?}w z10% Rz & (
z10% Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/$%$$$, $9%: $d: R11
F)?}w z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/

z10% Rz& ()-/:$; $@CSRS_$ $d: RI11 F)?}w z10%Rz& ()-/ z10%Rz& ()-/
210%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/ $a$f$i $x$$$d: _R11 F) 2} w
210%Rz& ()-/ z10%Rz& ()-/

a compound of Formula (60) wherein R3 is N(CH2CH;0Me) -
CH2CH=CH2, Ar is 6- methoxy -4-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is
S N(CH2CH20Me)Me, Ar is 6- methoxy -4-methylpyrid-3-
vl; ' '

a compound of Formula (60) wherein R3 is
N(CH2CH20Me)Et, Ar is 6- methoxy -4-methylpyrid-3-
10 yl;

a compound of Formula (60) wherein R3 is
N(CH2CH20Me) Pr, Ar is 6- methoxy -4-methylpyrid-3-

yl;
15
a compound of Formula (60) wherein R3 is N(CH2CH50Me) -
CH2cPr, Ar is 6- methoxy -4-methylpyrid-3-yl;
a compound of Formula (60) wherein R3 is
20 NHCH (CH3)CH2CH3, Ar is 6- methoxy -4-methylpyrid-
3-vl;
a compound of Formula (60) wherein R3 is NHCH(cPr)3s ar
is 6- methoxy -4-methylpyrid-3-yl;
25
a compound of Formula (60) wherein R3 is N (CH2CH20Me) 2,
Ar is 6- methoxy -4-methylpyrid-3-yl;
a compound of Formula (60) wherein R3 is NHCH(Et): Ar
30 is 6- methoxy -4-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(Et)2, Ar is
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210%Rz& ()-/ 2z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/

210% Rz& ()-/$$$$$$$d: R11 F) 2w z10%Rz& ()-/ z10%Rz& ()-/ z10%Rz& ()-/
210%Rz& ()-/ z10%Rz& ()-/$$$$$%@: R11 F)?}w z10%Rz& ()-/ z10%Rz& ()-/
"210%Rz& (V-1 z10%Rz& ()-/ z10%Rz& ()-/900006%906: RL1 F)?}w
210%Rz& ()-/ 210%Rz& ()-/ z10%Rz& ()-/ le‘%sz&'() /

z10% Rz &' () - | Y85 WS/ eRY U omddBIly WPy 180Uy Rz &' () - "10%Rz& () -
"1092Rz& () -

10

15

20

25

30

a

"0 "10%Rz& ()- 0'10zRz10zRzz10zRz

compound of Formula (60) wherein R3 is 2-
ethylpiperid-1-yl, Ar is 4-methoxy-6-methylpyrid-
3-v1;

compound of Formula (60) wherein R3 is-cyclobutyl-

amino, Ar is 4-methoxy-6-methylpyrid-3-yl;

compound of Formula (60) wherein R3 is
N(Me)CH2CH=CH2, Ar is 4-methoxy-6-methylpyrid-3-
yl;

compound of Formula (60) wherein R3 is N(Et)CHacPr,
Ar is 4-methoxy-6-methylpyrid-3-yl;

compound of Formula (60) wherein R3 is N(Pr)CHacPr,

Ar is 4-methoxy-6-methylpyrid-3-yl;

compound of Formula (60) wherein R3 is N(Me)Pr, ar is

4-methoxy-6-methylpyrid-3-yl;

compound of Formula (60) wherein R3 is N(Me)Et, ar is

4-methoxy-6-methylpyrid-3-yl;

compound of Formula (60) wherein R3 is N(Me)Bu, Ar is

4-methoxy-6-methylpyrid-3-yl;
compound of Formula (60) wherein R3 is
N(Me)propargyl, Ar is 4-methoxy-6-methylpyrid-3-

yl;

compound of Formula (60) wherein R3 is
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a compound of Formula (60) wherein R3 is NHCH(cPr)a, ar

is 4-methoxy-6-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(CH2CH20Me) 3,

Ar is 4-methoxy-6-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is NHCH(Et)2, Ar
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a compound of Formula (60) wherein R3 is

N(CH2CHz0Me) Pr, Ar is 4,6-dimethylpyrid-3-yl;

a compound of Formula {60) wherein R3 is N(CH2CH20Me) -
20 CH2cPr, Ar is 4,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is
NHCH (CH3)CH2CH3, Ar is 4,6-dimethylpyrid-3-yl;

25 a compound of Formula (60) wherein R3 is NHCH(cPr)2, Ar
is 4,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(CH2CH20Me)g2,

Ar is 4,6-dimethylpyrid-3-yl;
30 R

a compound of Formula (60) wherein R3 is NHCH(Et)2 Ar
is 4,6-dimethylpyrid-3-yl; -
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. 6-dimethylpyrid-3-yl;
10
a compound of Formula (60) wherein R3 is
N (Me)CH2CH=CH2, Ar is 2,6-dimethylpyrid-3-yl;
a compound of Formula (60) wherein R3 is N(Et)CHacPr,
15 Ar is Ar is 2,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(Pr)CHacPr,

Ar is Ar is 2,6-dimethylpyrid-3-yl;

20 a compound of Formula (60) wherein R3 is N(Me)Pr, ar is

2,6-dimethylpyrid-3-yi;

a compound of Formula (60) wherein R® is N(Me)Et, ar is

2,6-dimethylpyrid-3-yl;

25
a compound of Formula (60) wherein R3 is N(Me)Bu, Ar is
2,6-dimethylpyrid-3-yl;
a compound of Formula (60) wherein R3 is
30 N (Me)propargyl, Ar is 2,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is
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CH2CH=CH2, Ar is 2,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is
N (CH2CH20Me)Me, Ar is 2,6-dimethylpyrid-3-yl;

10 a compound of Formula (60) wherein R3 is
N(CH2CH2OMe)Et, Ar is 2,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is
N (CH2CH20Me)Pr, Ar is 2,6-dimethylpyrid-3-yl;

15
a compound of Formula (60) wherein R3 is N(CH2CH0Me) -
CH2cPr, Ar is 2,6-dimethylpyrid-3-yl;
a compound of Formula (60) wherein R3 is
20 NH (CH (CH3) CH2CH3, Ar is 2,6-dimethyl pyrid-3-yl;

a compound of Formula (60) wherein R3 is NHCH(cPr)z, Ar

is 2,6-dimethyl pyrid-3-yl;

25 a compound of Formula (60) wherein R3 is N(CH2CHZ20Me) 2,
Ar is 2,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is NHCH(Et)z, Ar

is 2,6-dimethyl-pyrid-3-yl; and
30

a compound of Formula (60) wherein R3 is N(Et)2, Ar is

2,6-dimethyl-pyrid-3-yl.
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R‘C
20 FORMULA (70)

and isomers thereof, stereoisomeric forms thereof, or

mixtures of stereoisomeric forms thereof, and

pharmaceutically acceptable salt forms thereof selected
25 from the group:

a compound of Formula (70) wherein R is Cl, R3 is - ,
NHCH (n-Pr)2, r%*2 is Me, R?P is H, R%C is Me, R%d

is H and R%*® is H;
30
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a compound of Formula (70) wherein R is Cl, R3 is -

NHCH (CH20Me) 2, R%2 ig €1, R*P is H, R%C is Me, r%d
is H and R4e is H;
20
a compound of Formula (70) wherein R is Cl, R3 is -
NHCH(Et)2, R?3® is c1, R*P is H, R%C is Me, R%9 is

H and R%® is H;

25 a compound of Formula (70) wherein R is Cl, R3 is -
N(Et)2, R*® is Me, R%P is H, RS is Me, R*d is H
and R%® is H;

a compound of Formula (70) wherein R is Cl, R3 is -N{(n-

30 Pr) (CHZCH2CN) , R%2 is Me, R%P is H, RS is Me, Rr4M
is H and R%® is H;

a compound of Formula (70) wherein R is Cl, R3 is -N(n-
Bu) (CH2CH2CN) , R*® is Me, RYP is H, RYC is Me, r%d
35 is H and R%® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH (n-Pr) (CH20Me) , r%2 is Me, R%® is H, RC is
r4d rRY® is H;

* Me, is H and

40
a compound of Formula (70) wherein R is Cl, R3 is -
NHCH (Et)2, r%® is Me, RAP is H, R%C is OMe, rid ;g
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35 a compound of Formula (70) wherein R is Cl, R3 is -
NH (CH2CH20Me) CH2OMe, r%2 is Me, R*P is H, RYC is

C1l, R4d is H and ri® is H;

a compound of Formula (70) wherein R is Cl, R3 is -N(n-
40 Pr) (CH2CH2CN) , R%2 ig Me, R?P is H, RYC is OMe,
R4 is H and R%® is H;
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30 a compound of Formula (70) wherein R is Cl, R3 is -NHCH
(n-Pr) (CHoOMe), r%® is c1, R*P is H, R4C is Me,

R*9 is # and R*® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
35 NHCH(Et)2, R%® is Br, R?P is H, RYC is oMe, R%9 is
OMe and R*® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH(Et)2, R%2 is Br, R is H, RC is oMe, R%9 is
40 4 and RY® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
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10 and R%® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
N(Et)2, r*® is cl, R%P is H, R%C is ome, R?Y is

OMe and R%® is H;
15

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH (Et)2, R%*@ is c1, R*P is H, R%C is oMe, RY9 is
OMe and R4e is H;

20 a compound of Formula (70) wherein R is C1, R3 is -
N (CH2CH20Me) 2, R*2 ig c1, RP is H, RC is c1, r%d
is H and R4e is H;

a compound of Formula (70) wherein R is Cl, R3 is -
25 NHCH (CH20Me) 2, R%® is c1, R®P is H, R%C is c1, r%9

is H and R4e is H;

a compound of Formula (70) wherein R is Cl, R3 is -
N(Pr) (CHaCH2CN) , r%2 jig c1, rR?P is u, R%C is 1,
30 r%49 ig H and R*® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
N(Bu) (Et), R%2 js c1, R?P is H, R%C is c1, R%* is

H and R%*® is n;
35

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH (Et) CH20Me, R42 is c1, RYP is m, R%C is ci,

R4d is H and R4e is H;

40 a compound of Formula (70) wherein R is Cl, R3 is -
NHCH(Et)2, rR%2 is c1, R is H, R%C is c1, R*d is
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H and R4e is H;

compound of Formula (70)
NHCH(Et)2, R*® is Me,

H and R%® is H;

compound of Formula (70)
NHCH(Et)2, r?2 is c1,

H and rR4® ig H;

compound of Formula (70)
NHCH (Et)2, R%*® ig Me,

H and R?® is H;

compound of Formula (70)

and R%*® is H; and

wherein

wherein
R4b

wherein
R4b

is H,

is H,

R is C1,
R4 ig g, reC

is

R is C1,

R4q

is

R is C1,

is

wherein R is C1,
NEt2, R%® is Me, R%P is H, R*C is OMe,

R3 is -
Me, R4d is

R3 ig -
Me, R4d is

R3 is -
c1, rY9 is

R3 is -

R4d is H

compound of Formula (70) wherein R is €1, R3 is -

N (Pr) (CHaCH2CN) , r4@

R4d is H and R4e is H;

is Me,

’

is H, R4C is OMe,

compound of Formula (70) wherein R is Me, R3 is -
NHCH (n-Pr) 2, r%2 ig Me, R4b is H, R4C ig Me, R4d

is H and R%® is H;

compound of Formula (70)
NHCH (CH2OMe) 2, R%2 is

is H and R4e is H;

compound of Formula (70)
N(CH2CH20Me) 2, R?2 is

is H and R4e is H;

compound of Formula (70)
Pr) (CH2CHCN) , r%2 s
is H and R%® is H;

compound of Formula (70)
N (CHoCH20Me) 2, Rr42 ig

is H and rR%® ig H;

wherein
Me, Rr4P

wherein
Me, R4b

wherein
Me, R4P

wherein
c1, R4
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is H, R3¢
R is Me,
is H, RS

is Me, R4d
R3 is -
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compound of Formula (70) wherein R is Me, R3 ig -
NHCH (CH20Me) 2, R42 is c1, R*P is H, R%*C is Me, R4d
4e
R

is H and is H;

compound of Formula (70) wherein R is Me, R3 is -
NHCH(Et)2, R*2@ is c1, R?P is H, R%C is Me, rR%d ig
H and R%*® is H; ' '

compound of Formula (70) wherein R is Me, R3 ig -
N(Et)2, R*2 is Me, R?P is H, R*C is Me, R is H
and R%€ is H;

compound of Formula (70) wherein R is Me, R3 is -N(n-

Pr) (CH2CH2CN) , R42 is Me, R?P is H, R%C is Me, R%C
4e
R

is H and is H;

compound of Formula (70) wherein R is Me, R3 is -N{(n-
Bu) (CH2CH2CN) , R%*2 is Me, R*P is H, R%C is Me, rR%C
is H and rR%® ig H;

compound of Formula (70) wherein R is Me, R3 is -
NHCH (n-Pr) (CH20Me) , r%*® ig Me, RP is m, R%C is

Me, R4d is H and R4e is H;

compound of Formula (70) wherein R is Me, R3 is -
NHCH (Et) 2, R%2 is Me, R%P is H, R%C is oMe, R%9 is
H and R%® is H;

compound of Formula (70) wherein R is Me, R3 is -
NHCH (CH20Me) 2, R%2 is Me, R*P® is H, R%C is OMe,
R4d R4e

is H and is H;

compound of Formula (70) wherein R is Me, R3 is (5) -
NH (CH2CH20Me) CH20Me, R%2 ig Me, R?P is H, R%C is
Me, R4d is H and R4e is H;

compound of Formula (70) wherein R is Me, R3 is -
NH (CH2CH20Me) CH2OMe, R42 ig Me, R?P is H, R%C is

Me, R*? is H and R?® is H;

compound of Formula (70) wherein R is Me, R3 is -
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N(CH2CH20Me) 2, R%2 is Me, R*P is H, R%C is c1, r%4
is H and R4e is H;

compound of Formula (70) wherein R is Me, R3 is -
NH(Et), R%@ is Me, R*P is H, RYC is Me, R%d is 1
4e
R

and is H;

compound of Formula (70) wherein R is Me, R3 is -
NHCH(n-Pr)2, R%2 is Me, R?P is H, R*C is c1, Rr%d

is H and R?® is H;

compound of Formula (70) wherein R is Me, R3 is -
NHCH (CH20Me) 2, R%2 is Me, R?P is H, R%C is c1, r%d

is H and r%€ ig H;

compound of Formula (70) wherein R is Me, R3 is (S) -
NH (CH2CHaOMe) CH20Me, R%2 is Me, RP is u, R%C is
c1, R4d rie

is H and is H;

compound of Formula (70) wherein R is Me, R3 is -
NH (CH2CH2OMe) CHoOMe, R%2 ig Me, RAP is H, R%C is

c1, rR* is H and R%*® is H;

compound of Formula (70) wherein R is Me, R3 is -N(n-
Pr) (CHaCH2CN) , R%2 ig Me, R*P is H, R*C is OMe,

R4d is H and R?® is H;

compound of Formula (70) wherein R is Me, R3 is -
N(Et)2, R%® is Me, RP is H, R*C is oMe, R%*9 is H
and R%® is H;

compound of Formula (70) wherein R is Me, R3 is (8) -
NH (CHCH20Me) CH20Me, R%2 is c1, R4P is H, R%C is
Me, R4d is H and R%® is H;

compound of Formula (70) wherein R is Me, R> is -
NH (CH2CH20Me) CHoOMe, r%@ ig cl, R¥P is H, R%*C is

Me, R*9 is H and R%® is H;

compound of Formula (70) wherein R is Me, R3 is -
N(Et)z, R?® is c1, R4P 1s H, R%C is Me, R is H
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and R4e is H;

compound of Formula (70) wherein R is Me, R3 is -N(c-
Pr) (CH2CH2CN), R%2 is Me, R%P is H, RYC is OMe,
R*d is H and R*® is H;

compound of Formula (70) wherein R is Me, R3 is -N(c-
Pr) (CHaCH2CN), %2 is c1, R*P is H, RC is Me, R

4e

R

is H and is H;

compound of Formula (70) wherein R is Me, R3 is -NHCH
(n-Pr) (CH;OMe) , R42 jig Me, R4b is H, r4c¢ is OMe,

R4d is H and R4e is H;

compound of Formula (70) wherein R is Me, R3 is -NHCH
(n-Pr) (CHpOMe), R4 is c1, R*P is H, R%C is Me,

R4d is H and rée is H;

compound of Formula (70) wherein R is Me, R3 is -
NHCH (Et)2, r*® is Br, R?*P is H, R%C is oMe, R is
OMe and R%*® is H;

compound of Formula (70) wherein R is Me, R3 is -
NHCH(Et)2, R*® is Br, R*P is u, R*C is ome, R*9 is
H and RY® is H;

compound of Formula (70) wherein R is Me, R3 is -
N(CH2CH20Me) 2, r%2 is Br, R*P is H, R%*C is OMe,
R%d is H and R%® is H;

compound of Formula (70) wherein R is Me, R3 is -
NHCH (CH20Me) 2, R%2 is Br, rR*P is H, R%*C is OMe,
R4d is H and r%® is H;

compound of Formula (70) wherein R is Me, R3 is -
N(Et)2, R%® is Me, R?P is H, RS is c1, R* is H
and R%® is H;

compound of Formula (70) wherein R is Me, R3 is -
N(Et)2, R4 is c1, R%P is u, R4S is oMe, R%Y is

OMe and RY® is H;
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compound of Formula (70)
NHCH (Et)2, R*® is C1,

OMe and R4e is H;

compound of Formula (70)
N (CHoCH20Me) 2, r32 is

is H and r3€ is H;

compound of Formula (70)
NHCH (CHaOMe) 2, R¥® is

ije H and r%® is H;

compound of Formula (70)
N(Pr)(CHzCHzCN),

gr4d is H and r%€ is H;

compound of Formula (70}
N(Bu) (Et), R*® is Cl,

4 and R® is H;

compound of Formula (70)

NHCH (Et) CH20Me, R%® is Cl. R4P is H, R*C is CL,

R4d is H and R4e is H;

compound of Formula (70)
NHCH (Et) 2, R*® is Cl,

4 and R%® is Hj

compound of Formula {70)
NHCH (Et)2, R*2 is Me,

H and R4e is H;

compound of Formula {70)
NHCH (Et)2, R*? is Cl.

H and R4e is H;

compound of Formula (70)

NHCH (EC)2, R*2 is Me,
H and r%® is H;
compound of Formula (70)

r42 is Cl, R

wherein R is Me,

g4P is-H, R*C is OMe,

wherein R is Me,

c1, r%P is H, gac

wherein R is Me,

4b

cl, R is H,

wherein R is Me,

wherein R is Me,
R4b is H, R4C is

wherein R is Me,

wherein R is Me,
4c

R4b is H, R is

ig Me,
R4C is

wherein R
R4b is H,

is Me,
R4c is

wherein R
R4b is H,

is Me,
R4c is

wherein R
r?P is H,

wherein R is Me,
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R3 is -
R4d is

RrR3 is -
is c1, r%

R3 is -

r4C is C1, g4d

R3 is -

ab ;g g, rR* is Cl,

R3 is -

Cl, R4d is

R3 is -

r3 is -
c1, r%d

R3 is -
Me, R4d i

R3 is -

Me, R4 i

rR3 is -
c1, r%d

R3 is -
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NHCH(n-Pr)z, R%® is Me, R?P is H, R*C is Me, r%Y
is H and R?® is H;
compound of Formula (70) wherein R is F, R3 is -

NHCH (CH20Me) 2, R%2 jig Me, R?P is H, R% is Me, r%d
is H and R%*® is H;

compound of Formula (70) wherein R is F, R3 is -
N (CH2CH20Me) 2, R42 is Me, RP is H, R%C is Me, RYG
is H and R%*® is H;

compound of Formula (70) wherein R is F, R3 is -N(c-

Pr) (CHaCH2CN) , rR%2 is Me, R2P is H, R2C is Me, r%G
is H and R4e is H;

compound of Formula (70) wherein R is F, R3 is -
N(CH2CH20Me) 2, R%2 is c1, R*P is H, RYC is Me, r%d
4e
R

is H and is H;

compound of Formula (70) wherein R is F, R3 is -
NHCH (CH20Me) 2, rR%2 is c1, R*P is H, R*C is Me, r%d

is H and R?® ig H;

compound of Formula (70) wherein R is F, R3 is -
NHCH(Et)2, R*2 is c1, R?P is H, RYC is Me, RY9 is
H and R%® is H;

compound of Formula (70) wherein R is F, R3 is -
N(Et)2, R%® is Me, R?P is H, R%C is Me, R4 is u
and R?® is H;

compound of Formula (70) wherein R is F, R3 is -N(n-

Pr) (CHaCH2CN) , r%@ ig Me, R?P is H, RYC ig Me, R

-230-~

bt 4



" #$UR' ()*+,-./0123456789: ;
<=>? @GABCDEFGHI JKLMNOPQRSTUVWKYZ[ \ ] ~_" abcdef ghi j kl mopqr st uvwxyz{| } ~
" #$UR' ()*+,-./0123456789: ;
<=>?@ABCDEFGHI JKLMNOPQRSTUVWKYZ[\ ]~ " abcdef ghi j kl mopqgr st uvwxyz{| } ~

is H and R4e is H;

a compound of Formula (70) wherein R is F, R3 is -N(n-
Bu) (CH2CH2CN) , %2 is Me, R?P is H, RYC is Me, R

5 is H and R4e is H;
' a compound of Formula (70) wherein R is F, R3 is -
NHCH (n-Pr) (CH20Me) , R%*2 ig Me, R*P is H, RYC is
Me, R*? is H and R?® is H;
10
a compound of Formula (70) wherein R is F, R3 is -
NHCH(Et)2, R%® is Me, R?P is H, R%C is oMe, rR%9 is
H and R%Y® is nH;
15 a compound of Formula (70) wherein R is F, R3 is -
NHCH (CH20Me) 2, Rr%2 is Me, R*P is H, R*C is OMe,
R*d is H and R%*® is H;
a compound of Formula (70) wherein R is F, R3 is (S5) -
20 NH (CH2CH20Me) CHaOMe, R%2 is me, RAP is H, RYC is
Me, R¥9 is H and R%® is H;
a compound of Formula (70) wherein R is F, R3 is -
NH (CH2CH20Me) CHpOMe, R%2 is Me, R?P is H, REC is
25 Me, R?Y is H and R%® is H;
a compound of Formula (70) wherein R is F, R3 is -
N(CH2CH20Me) 2, R%2 is Me, R?P is B, R%C is c1, r%d
is H and R*® is H;
30
a compound of Formula (70) wherein R is F, R3 is -
NH(Et) , R%2 is Me, r4P g H, RYC is Me, r4d jsw
and R?® ig H;
35 a compound of Formula (70) wherein R is F, R3 is -
NHCH (n-Pr)2, R%*® is Me, RP is H, R%C is c1, R
is H and R%® is H;
’ a compound of Formula (70) wherein R is F, R3 is -
40 NHCH (CH2OMe) 2, Rr%2 ig Me, R?P is H, R%C is c1, r%d
is H and R%*® is H;
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compound of Formula (70) wherein R is F, R3 is (8) -
NH (CH2CH20Me) CH2OMe, R%2 jg Me, R4P is u, R%C is
Cl, R4d is H and rie is H;

compound of Formula (70) wherein R is F, R3 is -
NH (CH2CH20Me) CH20Me, R%2 jg Me, RIP is m, RYC is

c1, R%* is H and R%® is H;

compound of Formula (70) wherein R is F, R3 is -N(n-
Pr) (CH2CH2CN) , R42 ig Me, R4P is H, R%C is OMe,
rdd re

is H and is H;

compound of Formula (70) wherein R is F, R3 is -
N(Et)2, r% is Me, R?P is H, R4S is oMe, R%Y is H

4e

R

and is H;

compound of Formula (70) wherein R is F, R3 is (S) -
NH (CHpCH20Me) CH20Me, r42 jig c1, rR%P is H, RYC is
Me, R%*Y is H and R%*® is H;

compound of Formula (70) wherein R igs F, R3 is -
NH (CH2CH0Me) CHoOMe, R4 jig c1, RYP is H, R4S is

Me, R4d is H and rie is H;

compound of Formula (70) wherein R is F, R3 is -
N(Et)2, r%® is c1, R*P is H, R%C is Me, R%9 is H
and R%?® is H;

compound of Formula (70) wherein R is F, R3 is -N(c-
Pr) (CH2CH2CN) , R%2 is Me, R?P is H, R%C is OMe,
R%9 ig ¥ and R*® is H;

compound of Formula (70) wherein R is F, R3 is -N{(c-

Pr) (CH2CH2CN) , R%2 is c1, rR*P is H, R*C is Me, R%9

is H and R4e is H;

compound of Formula (70) wherein R is F, R3 is -NHCH
(n-Pr) (CHyOMe) , R%2 jg Me, R*P is u, R*C is OMe,

R4d is H and r%€ ig H;

compound of Formula (70) wherein R is F, R3 is -NHCH
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(n-Pr) (CHoOMe), Rr%2 jig Cl, R ;g H, R%C ig Me,
rR*d is H and r%® is H;

compound of Formula (70) wherein R is F, R3 is -
NHCH(Et)2, R*® ig Br, R?*P is H, RYC is oMe, R%Q ig
OMe and R%® is H;

compound of Formula (70) wherein R is F, R3 ig -
NHCH(Et)2, R*? is Br, R®*P is H, RYC is oMe, R%9 ig
H and R%® is m;

compound of Formula (70) wherein R is F, R3 is -
N(CH2CH20Me)2, %2 is Br, R*P is u, R4S is oMe,
R4 is H and R%*® is n;

compound of Formula (70) wherein R is F, R3 is -
NHCH (CH20Me) 2, R%® is Br, R?P is H, RYC is oMme,
rR*? is H and R%® is H;

compound of Formula (70) wherein R is F, R3 is -
N(Et)2, R%® jig Me, R*Y is H, RYC is c1, R49 is H
and R%® is H;

compound of Formula (70) wherein R is F, R3 is -
N(Et)2, R*® is c1, R*P is W, R*C is oMe, R?Y is

OMe and R%® is H;

compound of Formula (70) wherein R is F, R3 is -
NHCH(Et)2, R*2 is c1, R*P is H, R?*C is oMe, R%9 is
OMe and R%® ‘is H;

compound of Formula (70) wherein R is F, R3 is -
N(CH2CH20Me) 2, R%2 is c1, rR*P is H, R%C is c1, r%d
4e
R

is H and is H;

compound of Formula (70) wherein R is F, R3 is -
NHCH (CH20Me) 2, Rr%2 is c1, rR*P is m, R%C is c1, R4

is H and R4e is H;

compound of Formula (70) wherein R is F, R3 is -
N(Pr) (CH2CH2CN) , r%3 s c1, R?P is H, R%C is cI,
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4d R4e

R is H and is H;
compound of Formula (70) wherein R is F, R3 ig -
N(Bu) (Et), rR4® jis c1, R*P is u, R%C is c1, R4 is

H and R4e is H;

compound of Formula (70) wherein R is F, R3 is -
NHCH (Et)CHa0Me, r%2 js 'c1, RP is H, R%C is cI,
R%9 is H and R%® is H;

compound of Formula (70) wherein R is F, R3 is -
NHCH(Et)2, rR%® ig c1, rR*P is H, R%C is c1, RYQ is

H and R%*® is H;

compound of Formula (70) wherein R is F, R3 is -
NHCH(Et)2, R?*® is Me, R?*P is H, R%C is Me, rR%? is
H and R?® is H;

compound of Formula (70) wherein R is F, R3 is -
NHCH (Et)2, R%® is c1, reP ig H, R%C is Me, R*? is
H and R?® is H;

compound of Formula (70) wherein R is F, R3 is -
NHCH(Et)2, R%2 is Me, R?P is m, R%C is c1, rR%9 is
" and R%® is H;

compound of Formula (70) wherein R is F, R3 is -NEtga,

R42 jis Me, RP is H, R%C is oMe, R%9 is H and r%®

is H; and

compound of Formula (70) wherein R is F, R3 is -
N(Pr) (CH2CH2CN), R%2 jg Me, R*P is H, R%C is OmMe,
R%d is H and R%® is H;

compound of Formula (70) wherein R is Cl, R3 is -
N(Pr) (CH2CH20Me) , R4@ jig Me, R*P is H, RYC is oMe,
R*d is H and R%*® is H;

compound of Formula (70) wherein R is Cl, R3 is -
N(Et) (CH2CH20Me) , R%2 g Me, R%P is H, R%C is oMe,

R4 is ¥ and R?® is H;
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compound of Formula (70) wherein R is Cl, R3 is -
N(Me) (CH2CH20Me) , R%42 ig Me, R?P is H, R%C is OMe,

R*d is H and R%® is H;

compound of Formula (70) wherein R is
NMeEt, R%2 js Me, R*P is H, RAC is
and RY® is H;

compound of Formula (70) wherein R is
NMePr, RrR%2 ig Me, R3P ig H, R4C isg
and RY® is H;

compound of Formula (70) wherein R is
NMeBu, R%2 is Me, R*P is H, R%C is
and R%€ is H;

compound of Formula (70) wherein R is

cl, R3 is -
oMe, R4 is H

Cl, R3 is -
oMe, R is §

€1, R3 is -
oMe, R4 is 1

Cl, R3 is -NH-

2-butyl, r%2 is Me, R*P is H, R%*C is ome, R%9Y is H

and R%€ is H;

compound of Formula (70) wherein R is
cyclobutylamino, r%2 jg Me, rR4P is
réd r4e

is H and is H;

compound of Formula (70) wherein R is

cl, R3 is
H, R4S is OMe,

cl, R3 is -

N (Pr) (CH2CH20Me) , r%2 is Me, RP is H, R%*C is OMe,

R4d is Me and R4e is H;

compound of Formula (70) wherein R is

Ccl, R3 ig -

N(Et) (CH2CH20Me) , Rr%2 jig Me, R?P is H, R%C is OMe,

R4? is Me and R%® is H;

compound of Formula (70) wherein R is

Ccl, R3 is -

N(Me) (CH2CH20Me) , %2 is Me, R?P is H, R%C is OMe,

R49 is Me and R*® is H;

compound of Formula (70) wherein R is
NMeEt, R%2 is Me, R*P is H, RUC is

and R%® is H;
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compound of Formula (70) wherein R is Cl, R3 is -
NMePr, r%*@ jg Me, RP is H, RS is oMe, R%Y is Me

rée

and is H;

compound of Formula (70) wherein R is Cl, R3

is -

NMeBu, R%2 is Me, R*P is H, R%C is oMe, R%9 is Me

and R%® is H;

compound of Formula (70) wherein R is Cl, R3
2-butyl, r%® j5 Me, R4P is H, RS is OMe,
Me and R%€ is H;

compound of Formula (70) wherein R is Cl, R3
cyclobutylamino, r%2 js Me, rR%P is H, Rr4C

R4d is ME and R4e is H;

is -NH-
R4d is
is

is OMe,

compound of Formula (70) wherein R is F, R3 is -
N(Pr) (CH2CH20Me) , R%® is Me, R*P is H, R%C is OMe,

R4d is H and R4e is H;

compound of Formula (70) wherein R is F, R3 is -
N(Et) (CH2CH20Me) , R%? is Me, R4P is H, R*C is OMe,

r*d is H and R%® is H;

compound of Formula (50) wherein R is F, R3 is -
N{(Me) (CH2CH20Me) , R%42 is Me, R?P is H, RYC is ome,

R4S ig H and R%*® is H;

compound of Formula (70) wherein R is F, R3 is -
NMeEt, Rr%2 jg Me, R*P is H, R%C is oMe, R%d is H

and R%® is H;

compound of Formula (70) wherein R is F, R3 is -
NMePr, Rr%2 jg5 Me, rR?P is H, RYC is oMe, R%*9 is ¥

and R%® is H;

compound of Formula (70) wherein R is F, R3 is -
NMeBu, R%2 jig Me, R*P is H, R*C is OMe, R*d is W

and R%® ig H;

compound of Formula (70) wherein R is F, R3 is -NH-2-
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butyl, r%2 jg Me, RP g H, R*C is OMe, R g H
and R%® is H;

compound of Formula (70) wherein R is F, R3 is
cyclobutylamino, rR%*2 ig Me, R*P is H, RC is oMe,
r4d rée

is H and is H;
compound of Formula (70) wherein R is F, R3 is -
N (Pr) (CH2CH20Me) , R4® is Me, R*P is H, RYC is OMme,

R4d is Me and R4e is H;

compound of Formula (70) wherein R is F, R3 is -
N(Et) (CH2CH20Me) , R%2 is Me, R?P is H, RYC is oMe,
r4d rée

is Me and is H;

compound of Formula (70) wherein R is F, R3 is -
N(Me) (CH2CH20Me) , R4 is Me, R?P is H, RYC is OMe,
R4d rée

is Me and is H;

compound of Formula (70) wherein R is F, R3 is -
NMeEt, R*2 is Me, R*P is H, RYC is oMe, R%9 is Me
and R%® is H;

compound of Formula (70) wherein R is F, R3 is -
NMePr, r%2 is Me, R?P is H, R%*C is oMe, R%? is Me
and R%® is H;

compound of Formula (70) wherein R is F, R3 is -
NMeBu, R%2 is Me, R?P is H, R%C is ome, R*d is Me

and R4e is H;

compound of Formula (70) wherein R is F, R3 is -NH-2-
butyl, r%2 js Me, R4P is H, RYC is oMe, R%d ig Me
and R%® is H;

compound of Formula (70) wherein R is F, R3 is
cyclobutylamino, R42 is Me, R*P is H, R%C is OMe,
R%49 is Me and R%® is H;

compound of Formula (70) wherein R is Me, R3 is -
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N(Pr) (CH2CH20Me) , Rr4® js Me, R4P is m,
r4d is ¥ and R%*® is H;

compound of Formula (70) wherein R is Me,
N(Et) (CH2CH20Me) , r%2 is Me, R?P is H,
R% is H and R%® is H;

compound of Formula (70) wherein R is Me,
N(Me) (CH2CH20Me) , R%2 ig Me, R%P is H,

r49 is H and R%® is H;

compound of Formula (70) wherein R is Me,

R4c

is OMe,

R3 is -

is OMe,

R3 is -

is OMe,

R3 is -

NMeEt, R%2 jg Me, R4P is H, R*C is oMe, R?Y is H

and R4e is H;

compound of Formula (70) wherein R is Me, R3 ig -
NMePr, r%2 is Me, R?P is H, RC is oMe, R%*d is w

and r4® g H;

compound of Formula (70) wherein R is Me, R3 is -
NMeBu, R*2 is Me, R*® is H, R%C is ome, R%9 is H

and R4e is H;

compound of Formula (70) wherein R is Me, R3
2-butyl, R%2 is Me, R?P is H, R%C is oMe,

and R%® is H;

compound of Formula (70) wherein R is Me, R3
cyclobutylamino, r42 js Me, R4P is u, RAC

R4d R4e

is H and is H;
compound of Formula (70) wherein R is Me,

N(Pr) (CH2CH20Me) , r42 ig Me, R*® is H,
r49 {5 Me and R%® is H;

compound of Formula (70) wherein R is Me,

N(Et) (CHoCH20Me) , r%2@ ig Me, R4 g H,

R4d is Me and R4e is H;

compound of Formula (70) wherein R is Me,
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N(Me) (CH2CH20Me) , R%2 is Me, R4P is H, RYC is OMe,
rR4d i5 Me and R%® is H;

a compound of Formula (70) wherein R is Me, R3 ig -
NMeEt, R%® js Me, R?P is H, R*C is oMe, R%Y ig Me
and R%® ig H;

a compound of Formula (70) wherein R is Me, R3 is -
NMePr, R%2 ig Me, R?P is H, RC is oMe, R%9 ig Me
and rR?® is H;

a compound of Formula (70) wherein R is Me, R3 is -

NMeBu, R%® is Me, R*P is H, R*C is oMe, R29 is Me
4e
R

and is H;

a compound of Formula (70) wherein R is Me, R3 is -NH-
2-butyl, R%2 js Me, R?P is H, R?C is oMe, R%9 is
Me and R*® is H; and

a compound of Formula (70) wherein R is Me, R3 isg
cyclobutylamino, r%2 is Me, R?P is H, R%C is OMe,

R%*d ig Me and R?® is H.

S. A compound and isomers thereof, stereoisomeric
forms thereof, or mixtures of stereocisomeric forms
thereof, and pharmaceutically acceptable salt forms
thereof, wherein said compound is selected from: 7-
(diethylamino) -2,5-dimethyl-3-(2-methyl-4-

methoxyphenyl-[1,5-al] ~-pyrazolopyrimidine and 7-(N-
(3-cyanopropyl) -N-propylamino) -2, 5-dimethyl-3- (2, 4-
dimethylphenyl) - [(1,5-a] ~-pyrazolopyrimidine.

6. A pharmaceutical composition comprising a
pharmaceutically acceptable carrier and a
therapeutically effective amount of a compound of

claims 1, 2, 3, 4 and 5.

7. A method of treating affective disorder, anxiety,
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depression, headache, irritable bowel syndrome, post-
traumatic stress disorder, supranuclear palsy, immune
suppression, Alzheimer's disease, gastrointestinal
diseases, anorexia nervosa or other feeding disorder,
drug addiction, drug or alcohol withdrawal symptoms,
inflammatory diseases, cardiovascular or heart-related
diseases, fertility problems, human immunodeficiency
virus infections, hemorrhagic stress, cbhesity,
infertility, head and spinal cord traumas, epilepsy,
stroke, ulcers, amyotrophic lateral sclerosis,
hypoglycemia or a disorder the treatment of which can
be effected or facilitated by antagonizing CRF,
including but not limited to disorders induced or
facilitated by CRF, in mammals comprising administering
to the mammal a therapeutically effective amount of a
compound of claims 1, 2, 3, 4 and 5.
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